ia

MUHUCTEPCTBO 3}1PABOOXPAHEHI/I}I PECITYBJIMKU BEJIAPYCh
o X pE A 3

HHCTPYKI M
(urdopMarys 1 NaHEHTOB)
[0 MEMIMHCKOMY IIPHMEHEHHIO JIEKAPCTBEHHOIO CPEICTBA
®JYKOHA30.1

Toprosoe HazBanue: OIyKOHA30JI.

Mex/IyHApOIHOE HeNMATeHTOBaHHOE HasBaHue: DIyKOHA30]T (Fluconazole).

dopma BBIMyCKAa: PacTBOP JUIsL HHQY3UH 2 MI/MIL.

Onncanue: IPO3PAYHBINA GECIBETHBII WM CIIETKA XKEJITOBATHIH PacTBOP.

CocraB Ha o/IHYy OyTBLIKY:

axkmuenoe gewyecmeo: Gyxonazon — 200,0 mr;

gcnomozamenphvle 6euyecmea; HaTPUs XIOPHA, BOJA ISl HHBEKIHH.
dapmakoTepaneBTHYeCKas Trpymnmna: [IpoTUBOrpiHOKOBBIE  CPENCTBA  JUIA  CHCTEMHOIO
npuMeneHus. [Ipon3BoHbIe TPHA30JIa.

Koa ATC: JO2ACO1.

dapmMaKoJOornyecKue CBOMCTBA

IIpotuBorpubKoBoe cpeacTBo. He o6nanaeT aHTHAaHAPOTCHHOH aKTHBHOCTDIO.

AKTHBEH IIpY OIIOPTYHHCTHYECKHX MHKO3aX, B T.4. BBI3BAHHBIX Candida spp. (Bxirodas

reHepaTH30BaHHbIE (QOPMBI KaHIHI03a Ha QoHe ummyHozenpeccun), Cryptococcus neoformans

u Coccidioides immitis (BKIIOYAas BHYTPHUYCPEIHBIE HWHEKIHH), Microsporum spp. H

Trichophyton spp; TpH DSHIEMHYECKHX MHKO3aX, BBI3BAHHBIX Blastomyces dermatidis,

Histoplasma capsulatum (B T.9. IpA MMMYHOJICTIPECCHH).

IMoxa3zaHusi K MPUMEHEHHIO

Jleyenue cieAyomumx 3a00IeBaHui Y B3pOCIIBIX:

— KPUITOKOKKOBBI MEHHHIHT;

— KOKIHUIHOUIOMHKO3;

— WHBaA3UBHBIA KaHOUAIO03;

— KaHIMI03 CIM3MCTBIX O0OJOYEK, BKJIIOYAs KaHAUI03 POTOIJIOTKM M KaHH/03 MUIIEBOJA,
KaHIHLypPHUsi, XPOHHUECKH# KaHIMI03 KOXKHM H CIIM3UCTBIX 000/I0YeK;

— XpOHHMYECKHH OpaTbHbIA aTpodUdIecKuit Kan 103 (KaHIHu103, BBI3BAHHBIN HCIIOJIL30BAHUEM
3yGHBIX IPOTE30B) IIPH HEA(PEKTUBHOCTA MECTHOM TEPAITHH.

[IpoduiakThKa CISTYIONHX 3a00JI€BaHAN Y B3POCTIbIX:

— pelMIUB KPUIITOKOKKOBOTO MEHUHIUTA Y MAIMEHTOB C BRICOKMAM PHUCKOM €To pa3BUTHS,

— peuuMB KaHIUI03a POTOIJIOTKA MIIM IHIIEBOJA Y BUY-uHpHUIHPOBAHHBIX MAIMEHTOB C
BBICOKHM PHCKOM €0 pa3BUTHS;

— npoduIaKTUKa KaHIUAO3HBIX uHpekuuid y ManueHToB C JUTHTENIBHON HEUTPOIEHHUEH
(HampuMep, y MAIMEHTOB CO 3JI0KAYEeCTBCHHBIMU 3a00JIeBaHUAME KPOBH, KOTOPBIE IIOTy4aroT
XHMHOTEPAII0 WM TAIMEHTOB IPH TPAHCIUTAHTAlMH reMOIIOATHYECKHUX CTBOJIOBBIX
KJICTOK).



-

[Ipumenenue y aereit (0-17 ner):

— JledeHMe KaHIMI03a CIU3HCTHIX 000109eK (KaHIu03 POTOIIOTKH, KaHIM03 HHIIECBO/A);

— JleueHHe HHBa3UBHOIO KaH/I1]1033;

— JIeueHMEe KPUITOKOKKOBOI'O MCHHUHIUTA,

— npodUITAKTHKA KaH/MA03HEIX HE(EKIHH y MAIHeHTOB CO CHIKCHHBIM HMMYHUTETOM,

— NOICPXUBAIONAS TEPANKS LSl IPSTYIPEKICHUs PSLH/IMBA KPATITOKOKKOBOTO MEHHHIUTA ¥
JeTel ¢ BBICOKMM PUCKOM €r0 pasBUTHS.

Cnoco0 npuMeHEeHHs H PEXKUM I03HPOBAHMHA

BHyTpvBeHHO KamenbHO. [IpofomKuTeNbHOCTD uady3un 1 Oyreuka (100 M) AODKHA

COCTABJIATH HE MeHee 60 MUHYT y B3pOCIBIX U 120 MEHYT y JCeTEH.

Iepen HCIIONB30BaHHEM HEOOXOIMMO BHU3YalbHO IPOBEPHUTH JICKAPCTBEHHOE CPEACTBO Ha

IpeJIMeT OTCYTCTBMS HEPACTBOPHMBIX YacTHL, M3MCHCHMH LBETa pacTBopa M HapyLICHUS

LeJIOCTHOCTH YIAKOBKY. JleyeHne MOXXHO HAUMHATE [0 TOro, KaK CTaHyT M3BECTHEI pe3yJIbTaThl

KyJIBTYpaJBHOTO METOJIa U JPYTHX JIaG0paTOPHBIX METONOB MCCIIC/IOBAHMA. Opxuako 1ocie Toro

KaK CTAaHyT M3BECTHBI 3TH PE3YJBTAaThl, CICAYET OTKOPPEKTHPOBATH CXEMY JICUCHMS, TAK Kak

CYTOYHas 103a 3aBUCHT OT BO30YIUTEIIst ¥ CTETICHH TKECTH rpuOKOBOH HHPEKIUH.

B kaxmoit 6yreuike (100 M) comepxxutcs mo 15 MMOJB Na’ u CI'. ITostoMy IIp¥ Ha3HAYECHUH

NAlMEHTaM, HYXIAIOIUMC] B OTPaHHYEHHH HOTPeONCHHs HATPHS WIM OKAAKOCTH, CICAYCT

yJEJIATh BHUMaHUEe CKOPOCTH BBEJCHUS XUAKOCTH.

IIpumenenue y 63pociblx

Iloka3zanmne Pexomenganyuu no IIpoao/KUTENLHOCTD
JA03HPOBAHHIO JICYEeHHS
Kpunroxokko3 | Jleuenue Harpy3ounas no3a | [TpomomKUTENPHOCTE  JIE-
KPHIITOKOKKOBOTO | coctapisger 400 Mr B | 4eHHS OOBIYHO COCTABJIAET
MEHUHIUTA HEPBBIA JICHb. He MeHee 6-8 Helenb.
ITopepxuBaroniast Ilpn wuHbEKUMAX, YIPO-
no3a cocrapiger 200- | KarOIUX JKU3HH, CYTOU-
400 Mr/cyTKH. HYIO 703y MOJKHO
yBenuuuthb 10 800 Mr.
TopnepxxuBaromas | PekomeHnyemas [103a B tedenue
Tepanus JUISL IIpe- | COCTaBJIACT HEOTPAHUYECHHOTO
JYNPEXKICHUS 200 Mr/cyTKH. BPEMEHHU.
penyuBa KpHIITO-
KOKKOBOT'O MEHHH-
CUTA y NAIUEHTOB C
BLICOKHM  PHUCKOM
€ro pa3BUTHUS
Koxmuauouao- Pexomenayemas: no3a | IIpofomKkuTeIbHOCTD
MHKO3 COCTaBJISIET 200- | meuenust cocrasuser 11-
400 mr/cyTKH. 24 Mecs1ia WA JOJIBIIC B
3aBUCHMOCTH OT COCTOSI-
HUSA TalMEHTa.
Jlnsg JieyeHus HEKOTOPBIX
dopm uHOeKIUH, 0COOCH-
HO JUIS JICYCHUS Me-
HUHTHTA, MOXeT OBITh
1eNecoo0pa3HpIM  IIpUMeE-
senue 10361 800 MI/CYTKH.
HNuBa3uBHbIE Harpy3ounas no3a | OOpMHO pEKOMEHJI0-
KaHIH103bI cocrapyisser 800 Mr B | BaHHAs  IPOAOJDKUTEIIb-




NIEPBBIA JEHb.
IMoxnepxuBaromias

HOCTL JICUCHHSA KaHIUIC-
MHH COCTaBJBICT 2 Hexenu

no3a — 400 Mr/cyTku. | mociie IEpBBRIX  OTpHIa-
TEJIbHBIX pe3yIbTATOB
KYJBTYPbI KpOBH u
HCUE3HOBEHHS MPU3HAKOB
X CHMITOMOB  KaHIH-
JIEMHUH.
Kanaunos Kannunos Harpy3ounas no3a | IIpo1oyKuTeIbHOCTD
CJIM3UCTHIX POTOITIOTKH COCTaBIIAET 200- | meuenus 7-21 nesp (10
000J104eK 400 Mr B IEPBBIA | JOCTHXKCHHA PEMHCCHH),
JICHb. HO MOXeT OBITb YyBEJIH-
[ToxnepxuBarommas yeHa I TAIUEHTOB C
no3a cocrasiger 100- | TKEITBIM HMMYHOJE-
200 Mr/cyTKH. GUIITOM.
Kannunos Harpy3ou4nas no3a | [IpooInKUTEIbHOCTD
IUIIEBOAA COCTaBJIAET 200- | neuenns 14-30 amei (mo
400 Mr B IepBBIi | JOCTHKCHHS PEMHCCHUH),
JICHb. HO MOXET OBITH yBEJIU4e-
IMoxnepxuBaromas Ha g DalueHTOB ¢
mo3a cocrapisgeT 100- | TKEIBIM MMMYHO/E-
200 MI/CyTKH. GuuTOM.
Kanmunypus Pexomennyemas no3a | B Tedenue 7-21 nmus. s
COCTaBJISAET 200- | manMeHToB C  TSKCIBIM
400 Mr/CyTKH. IMMyHOIEHUIUTOM  TIPO-
JOJDKHTEIBHOCTE JICYCHUS
MOJXHO YBEJIUYMTh.
XpOHUYECKHM Pexomennyemas fo3a | B Tedenue 14 nuei.
arpodrgecKkuil COCTaBJISIET
KaHIn103 50 MI/CyTKH.
XpoHUUECKHH Pexomenjyemas [103a | [IpoOIDKHTENBHOCTD
KaHIUO03 KOXH M | COCTABJIACT 50- | neuenms o 28 nHEH, HO
CJIM3UCTBIX 100 mr/cyTKH. MOJET OBITh YBEJIMYCHA B
0005109€eK 3aBHCHMOCTH OT TDKCCTH
U BHAa WHOEKIWMH WIN
CHUKEHHS IMMYHHTETA.
Mpodunaxruka | Kanaunos Pexomenayemas nmo3a | IIpofomKHUTENEHOCTD
penanBa POTOIJIOTKH cocrasiiger oT 100 no | Ie4eHUs ABJISIETCA
KaHI1103a 200 mr/cyTKH WA | HEOrpaHHMYEHHOH JUis
CJIM3HCTHIX 200Mr 3 pasa B | NAIMCHTOB CO CHIKCHHBIM
o0oJI0ueK y HEAEIO. UMMYHUTETOM.
MAHUECHTOB ¢ | Kannunos Pexomennyemast 103a | IIpoomKkuTEIbHOCTE
BHUY, umeromux | IUIEBOJA cocTapiser oT 100 nmo | neyeHus SIBJISIETCS
BBICOKHI  pHCK 200 mr/cyTKn WM | HEOTPaHUUCHHOR UL
€ro pa3zBHTHA 200Mr 3 pa3a B | DAIMCHTOB CO CHHKCHHBIM
HEZCTIO. HMMYHHUTETOM.
Ipodnrakruxka Pexomenayemas jo3a | Jledenue crlenyer
KAHANI03HBIX cocrapiger ot 200 | HauMHATE 32 HECKOJBKO
AH}peKIui y 1o 400 mr. qHEW 0  OXHAAEMOro
NMaIHEeHTOB c pa3sBUTHS HEHTPONCHHH H
JTATETbHOMN NpojOKAaTh B TCUCHHE
HEeHTpOonmeHHen 7 nHeil mocie NOBBIIICHUS




qucia HeWTpodUIIoB
Goree 1000/,

IIpumenenue y nodxcunbix

Jl03a MOJIKHA GBITH CKOPPEKTUPOBAHA Ha OCHOBE JAHHBIX O (YHKIIMM MOYEK (cm. «IIpumenenue
IIpH TIOYEYHOM HEJOCTATOYHOCTHY).

IIpumenenue npu noOYe4HOU HEOOCMAMOYHOCIU

IIpu OJHOKPATHOM IpHEME U3MCHEHHS JIO3bI HE TPeOyeTcs. [Maumentam (BKIIOYas JeTei) €
HApyIIeHHeM QYHKIMH [OYEK IIPH HeoOXOMMMOCTH MHOTOKPATHOrO NPHMEHEHH Iperapara B
TIEPBLIA J€Hb JIEUCHHUs CIIEAYeT NPUMEHATh HAYalbHYIO A03Y 50-400 Mr B 3aBHCHMOCTH OT
nokasaHuit. Tlocie 3TOrO CYTOYHYIO 103y (B 3aBHCHMOCTH OT TOKa3aHHH) YCTaHABIMBAIOT
creyromumM o0pa3om:

Kaupenc kpearnHuHa (MJ1/MHH) ITponeHT peKOMEHI0BAHHOM 103Dl

>50

100%

<50 (6e3 puanmsa)

50%

Perynsapubni quanus

100% mocJie KaxJ1oro auaiusa

TTAIHEHTH], HAXOAWIMECS Ha PEryISpHOM AMAIu3e, JODKHE! moydars 100% PEKOMEHTyEMOM
7036l [OCJE KaXJOoro [vanus3a. B JieHb, Korja AWaiu3 HE MPOBOAUTCH, MAlHCHT RODKCH
TI0JTy4aTh 03y, OTKOPPEKTHPOBAHHYIO B 3aBUCHMOCTH OT KIIMPEHCA KPECATHHHHA.

Ipumenenue y nayuenmog ¢ HeOOCMAMOYHOCMbIO PYHKYUU NeYeHU

®TyKoHA30M CIIENyeT MPUMEHATh C OCTOPOXHOCTHIO IMANMEHTaM C HapyMICHHUAMA byHKIHH
[eYeHH, TTOCKOJIBKY HH(GOPMAIMH O IPUMEHEHHH (IIyKOHa301a y ITOH KaTeropuy MalieHTOB
HETOCTATOYHO.

IIpumenenue y oemet

MakcuManbHas CyTO4Has 1033 y AeTeil He JoJDKHa npepbimath 400 Mr. Taxoke, kak y B3pOCIbIX,
y JeTel IMPOJIOJDKATENLHOCTD JIEYECHHS 3aBUCUT OT KIIMHMYECKOr0 X MUKOJIOTHIECKOTO sddekra.
Boautcs GiykoHa3oil 1 pa3 B CyTKH.

Mnadenywr (om 28 oneit) u 0emu 0o 11 1em

Iloxazanne Jo3upoBanue Pexomenaanuu
Kanaumo3 cIm3ucThIX o6osiouek | HauanpHas nosa: HauanpHas  (ymapHasg) — J03a
6 MI/KT. MOeT ObITh Ha3Ha4YeHa B IEPBBIH
[lognepxuparomas. | AeHb Jid  Ooxee OBICTPOTO
J03a: 3 MI/KT. JOCTIDKCHHUS PaBHOBECHEBIX

xornentparuii (Cs) JIC.
6-12 mr/kr B cytkd. | B 3aBucuMocTH  OT  TSXKCCTH
3aboieBaHMys.

HNuBa3uBHBIA KaHIN03
KpHunToKoKKOBBIH
MEHHHIHUT
IopaepxuBaromas Tepanus | 6-12 Mr/kr B cyTkd. | B 3aBHCHMOCTH  OT  TSKCCTH
A MPOPHIAKTUKH PelHIHBA 3200 ICBaHUS. '
KPHIITOKOKKOBOI0 MEHHHIHTA
y J€eTeil ¢ BBICOKMM PHCKOM €ro
pa3BUTHS

IpoduaakTHka KaHXMIO03HBIX | 3-12 MI/KT B CyTKH. | B 3aBACHMOCTH OT CTCIICHH H
uHdexnmii y TAIMEHTOB CO HPOJODKUTENPHOCTH  UHAYIHM-

CHMJKEHHBIM MMMYHHTETOM pOBaHHOW  HeHTpomeHWH  (CM.
710351 Y B3pPOCHBIX).

Hoopocmxu (om 12 00 17 nem)
B 3aBHCHMMOCTH OT Macchl Tejla M MOJIOBOIO Pa3sBUTHS IPH Ha3HAYCHHMH HEOOXOAMMO OLICHUTD,

KaKde 035! (JUISL B3POCIBIX WM JUIA JeTeH) SBIAIOTCA ONTAMAIBHBIMH. Knuaudyeckue HaHHbBIE
IOKA3bIBAIOT, YTO y JeTed KIMpeHC (ykoHa30Ja BBIIIE, YCM Y B3POCIBIX. Josa 100, 200 u
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400 Mr y B3pOCIBIX COOTBETCTBYET 3, 6 1 12 MI/KT y AeTel, Uil JOCTHRKCHUSA COIMOCTaBUMOTO
CHCTEMHOTO BO3/ICHCTBHSL.
Hosopoowcoennvie (om 0 00 27 Oueti)

Bospacrhas Jo3upoBanue Pexomenaanun
rpynmna
0-14 nuen Taxad e 1032 B MI/KT, Kak i | He mpeBplmaTh  MakCHUMaJIbHYIO

MIaneHmeB W jeTed, ¢ | Jo3y 12 Mr/kr kaxusie 72 9
UHTEPBAJIOM BBEACHUS 72 U
15-27 nuei Taxas ke 103a B MI/KT, Kak mus | He mpeBpnnate MakCHMalIbHYHO
MJIaIeHIICB u JeTeH, ¢ | no3y 12 mr/kr kaxsle 48 4

MHTEpBAJIOM BBeAeHHA 48 4

Ilo6o4Hoe AeHcTBHE

UYactoTa pasBuTHs MOGOYHBIX 3(QQEKTOB TpUBEJCHA B cleAyromed rpajaliy: OYeHb 4acTo
(>1/10); wacto (>1/100, <1/10); rewacro (=1/1000, <1/100); penxo (>1/10000, <1/1000); oueHb
penko (<1/10000); HeusBecTHO (110 UMEIOMMMCS JAHHBIM ONPEICIUTE HaCTOTY BCTpE4aeMOCTH
HE IPEICTABIISETCS BO3MOKHBIM).

Hapywenusi co cmoponsl Kpou U NuMpamuueckou Cucmempl. HEYACTO: AHEMUST, PEAKO.
arpaHyJIOIMTO3, JeHKONEHUs, TPOMOOIUTONEHNS, HEHTPOTICHHS.

Hapywenust co cmoponbl UMMYHHOU CUCHEMbL: PEIIKO: aHadIakcus.

Hapywenus co cmoponsl 06MeHa 6eujecms U NUMaHus. HeYacTo: CHIDKCHHE alleTHTa; peAko:
THIEPXOJIECTEPUHEMHUS, TUIIEPTPUITTULECPHACMHUS, THIIOKATHCMH.

Hapywienus ncuxuxu.: He4acTo: COHIMBOCTb, OECCOHHHIIA.

Hapywenus co CmMOpOHbl HEpEHOU Cucmembl: HacTo: TOJIOBHAA 60Jb, HEYaCTO: CYHOpOTH,
TIapeCcTE3HH, TOJIOBOKPYKEHHE, U3BPAIICHHUE BKYyCa; PEIIKO: TPEMOP.

Hapywenuss co cmopouvl opeana  cayxa U nabupunmivle  HApYyWieHus:  HEYacTo:
TOJIOBOKPYKCHUE.

Hapywenus. co cmoponel cepoya: Penxo: forsade des points, ynnmuaenne untepsana QT.
Hapywenus co cmopoHsl Jiceiy00uHO-KUUEUH020 MPAKMa: HacTo: 60aM B JKHUBOTE, TOLIHOTA,
PBOTa, MApes; HeYacTo: 3a1op, JUCIETICHS, METEOPH3M, CYXOCTb BO PTY.

Hapywenus co CmOpOHbl NEYeHU U JHCenyesble00AUUX nymeii: 9acToO: NOBBILICHUE YPOBHA
ATaHHHAMUHOTpaHC(hEpasbl, acnapTaTaMHHOTPaHChEPassl, mestouHoit ¢ocdarassl, HEYacTo:
XOJIeCTa3, JKENTyXa, MOBBIIIEHAE yPOBHS OHmMpyOrHa; PeAKO: MEYEHOTHAs HENOCTATOUHOCTE,
reNaTole/UIIOIAPHBIA HEKPO3, FENAaTOLE/UTIOIIPHOC IIOBPEKICHHC.

Hapywenus. co cmopoHsl KOJCU U NOOKOXCHbIX MKAHEU. FaCTO: ChIb; HEYACTO: KpanuBHHIIA,
3y[, TOKCHKOAEPMHsS, IIOBBIIIEHHAS IOTIMBOCTH; PEIKO: TOKCHYECKHMH 3IuepMaIbHBIN
Hekponus, cuagpoM CrHBeHCa-JPKOHCOHA, OCTphIE ICHEPATM3OBAHHLIC 9K3aHTEMATO3HO-
IYCTYIJIE3HBIE BBICHITAHMUS, IKCHOTHATABHBIA ICPMATHT, OTCK JIMIA, ATIOTNCIHA.

Hapyuienus co cmopoHbsl CKelemHo-MoluleHot U CcOeOUHUMENbHOT MKAHU: HEYACTO: MUATITHA.
Obuue paccmpoiicmea u HApywleHuss 6 Mecme 66e0eHus; HEYacTo: yCTanocTh, HEIOMOTAHHC,
aCTEHUS, JXap.

Jlemu

CIpyKTypa W 4YacTOTa BO3HHKHOBEHHS IOOOYHBIX 5(eKTOB CONOCTaBMMbI C TAKOBLIMH Y
B3POCIIBIX.

[Ipy BO3HHUKHOBCHHMH TIEPEYUCICHHBIX BBIIE MM MOOBIX JPYTHX CHMIITOMOB CIEAYET
IPEKPATUTH NIPHEM JIEKAPCTBEHHOTO CPE/ICTBA U o6paTuThCs K Bpady.

IIpoTnBonoKazaHus

— TUIEpPYYBCTBUTENHHOCTE (B T.4. K JAPYrMM a30jIbHBIM IPOTHBOrPUOKOBBIM JICKAPCTBEHHBIM
CpEeICTBaM B aHAMHE3E), '
— OJHOBPEMEHHOE NPUMEHEHHE TeppeHauHa y TAIMEHTOB, IOy arouX ¢yKoHa3o1 B K03€
400 Mr B A€Hb WJIU BBILIE;




— OIHOBpPEMEHHOE Ha3HaueHHe (IIyKOHA30Ia M JPYTHX JICKAPCTBEHHBIX CPEACTB, yITHHAIOMAX
untepBal QT 1 MeTabONM3HUPYIOMMXCS ¢ MOMOUIBIO IUTOXpOMa P450 (CYP) 3A4, Takux kax
LM3ApPHU/I, aCTEMU30JI, TUMO3U/I, XUHHAWH U 3PUTPOMHUIIMH.

Ilepeno3npoBka

Cumnmomul. TAIUTIOIUHALIAHN, TApaHOUIATIFHOE TIOBEICHUE.

Jleyenuye: CAMIITOMATHYECKOE: IIPOMBIBAHKE XKeyaKa, GOpCHpOBaHHbIH nuypes. I'emomanys B
TeueHHe 3 U CHIYKAECT KOHIIEHTPAIHMIO B IUIazme npubimsutensro Ha 50%.

Mepsb! Ipex0CTOPOKHOCTH

JleueHre HEOOXOAUMO IIPONOIKATH JO TOSBICHHMS KIMHMKO-TEMATONOIHICCKOH PEMHCCHH.
[pexneBpeMeHHOe IpeKpanicHe JEYECHHs IIPUBOJUT K PEIUANBAM.

B xoje jledeHnst HeoOXOAMMO KOHTPOJIMPOBATH [I0KA3aTeH KPOBH, QYHKIMIO MOYEK H MECUCHH.
[Ipy BO3HUKHOBEHMH HapyIIeHHH QyHKIUM MOYEK U NMCYCHH CICYET NPEKPATUTH IPUMEHEHAC
JICKapCTBEHHOTO CpeAcTBa. |ematoTokcmyeckoe AeHcTHe (IykoHa30Ja OOBIYHO 00paTumo,
CHMIITOMBI HCUE3AIOT [TOCTIEC IPEKPAIECHUS TePany.

Bonbeie CIIAJIoM M 370Ka4eCTBEHHBIME HOBOOOPa3OBaHHAMH (oyiee CKIOHHBI K PasBUTHIO
TSDKEITBIX KOXKHBIX PeaKIui Ipy NpUMEHEHHH MHOTHX JICKApPCTBEHHBIX cpe/icTB. IIpy nossieHun
y IaIlHeHTa BO BPeMs JICUEHHs IOBEPXHOCTHON IPUOKOBOH HHGEKIMH CBIIH, KOTOPYIO MOXHO
CBs3aTh C IPUMEHEHHEM (IYKOHA30J]a, JEKAPCTBEHHOE CPEICTBO CICAYET OTMEHHTE. [Tpn
TOSB/IEHAN CHITM y NALMEHTOB C WHBA3MBHBIMU/CHCTEMHBIMH I'PHOKOBBIMM HHGEKIMAMH UX
clelyeT THIATENBHO HAONIOJaTh ¥ OTMEHHTH (IYKOHA301 NPH NOABICHUH OyJUTe3HBIX
HOpaXeHHUH M MHOTO(QOPMHOM SPHUTEMBI.

Heo6xoauM KOHTPOJIb HPOTPOMOWHOBOIO HHJIEKCA IIPA OJHOBPEMECHHOM MPUMCHCHHM C
AQHTUKOATyJISTHTAMH KyMapHHOBOIO psja.

PexoMeHayeTCs OCYIIECTBIATE KOHTPOIIb KOHIICHTPAIMK [UKIOCIIOPYHA B KPOBH y TIAIACHTOB,
MOJTYYAOIUX (BIYKOHA30J, T.K. Y GONBHBIX C IEPECAXEHHON MOYUKOH IIpHeM ¢ykoHa30na B
no3ze 200 Mr/CyTKM NPHBOAMT K MEJIEHHOMY YBEIHYCHHIO KOHICHTPAIUM IHKIOCHOpUHA B
IUTa3Me.

Bo BpeMs IedeHHs He DEKOMEHIyeTcs YHNOTpeGiisiTh CIOMPTHBIE HANMTKA M HOPHHMMATEH
CeJlaTHBHBIC JIGKAPCTBEHHBIE CPE/ICTBA.

Jllepmamogpumus.  COrNacHO —pesynbTaTaM —HCCIENOBaHHS  (IIyKoHasona JULA  JICICHHA
nepmarodutur y aered, QUIykoHa301 HE NPEBBINIACT rpuzeodyIbBHH 10 3G GEKTUBHOCTH H
o6l ToKasaTens dbdexTuBHOCTH cocTaBuieT Menee 20%. IloaTomy ¢JIyKOHa301 HE CIIEAYET
IIPUMEHATS IS JICUEHHS JepMaTODUTHH.

Kpunmoxoxkos. Jlokazatenscts 3¢deKTHBHOCTH (iryKoHa30ma A JICYCHHUS KPHIITOKOKKO3a
APYrEX JIOKAIH3alMit (HAIpPUMED, JNETOYHOTO KPHMITOKOKKO3a KOXKH) HENOCTATOYHO, IMO3TOMY
PEKOMEHIAIMH JUTs 1030BOTO PEXUMa JUIS JICUEHHUs TAKHX 3a00/ICBaHHUH HET.

Iy6okue sndemuyeckue Mukossl. Jloxasarenscts dhdexTuBHOCTH (IIyKOHA30NA VIS JICUCHHA
Apyrux (opM SHIEMHUYECKHX MHKO30B, TAKHX KaK IapaKOKIMIMOMIOMMKO3, MHCTOINA3MO3 H
KOYHO-TMM(ATHYECKHH CIOPOTPAX03, HEJOCTATOYHO, TIO3TOMY PEKOMEHMAIMK JUIL JJ030BOTO
pexuMa JUIs Te4eHHs TaKuX 3a00/IeBaHUi HET.

Cepoeuno-cocyoucmasn cucmema. HexoTopple asonpl, B TOM HHCIC H ¢$yKOHa301IL,
acCOLMHPYIOTCS ¢ yaunuHeHHeM uHTepBana QT Ha 3JIeKTpOKapAMOTpaMME. Coob6manoce 06
OYeHb DPEAKHX CNydasx ymtuHeHHs uHTepBana QT ¥ mapokCH3MaibHOH eIy T0UYKOBOM
TaXMKapHH THIA «IHPY3T» NPH [PYMEHEHWH mpemapata (uykonason. Takue coo0ImeHus
KAcaNMch MAIMEHTOB ¢ TSDKEJIBIMH 3a00JIeBaHUSAMH HPH COUYCTAHHH MHOTHX (AKTOpPOB PHCKa,
TaKMX KaK CTPYKTypHble 3a00N€BaHMs CEpAla, HAPYMICHUS OJICKTPOIMTHOTO obmeHa H
OJHOBPEMEHHOE [PUMCHCHHE JIEKAPCTBEHHBIX CpEJCTB, BIMSIOMMX Ha HHTEPBal QT.
dITyKOHA30J1 CIEAYeT ¢ OCTOPOKHOCTHIO NPUMEHATD MAUEHTaM ¢ PUCKOM Pa3BHTHA ApUTMHH.
OJHOBPEMEHHOE MPUMEHEHHE C IIpelaparaMu, KOTOpBIe NPOJOHIHPYIOT HHTCpBal QT u
MeTaGoIH3upyroTes ¢ nomolusio pepmenta CYP3A4 muroxpoma P450, mpoTHBOIIOKa3aHO.
Tenamo6unuapras cucmema. OIyKOHA301 CIeAyeT Ha3HAYATh C OCTOPOXKHOCTRIO MALMCHTAM C
qmcynkumeit mevenu. [lpumenenue QuykoHasona ObUIO CBA3AHO € PENKUMHU CitydasiMu
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TSDKEJION TeNaTOTOKCHYHOCTH, BKTIOYas JeTaTbHbIE HCXOJB, B OCHOBHOM Y HAMCHTOB C
cephe3HBIMU 3a00JIEBaHUAMH. B cilydasx renaroTOKCHYHOCTH, CBSI3aHHOM ¢ (IIyKOHA30JI0M, HE
HA6IFOAAIOCH SBHOW 3aBHCHMOCTH C OOIEeH CyTOUHOH J030H, IPOJOIDKUTE/IBHOCTLIO TEPAIIH,
MOJIOM MJIM BO3PAcTOM MalueHTa. [ enaToTOKCHIHOCTh (i1ykoHa30/1a 06bI4HO ObLTa 00paTHMOMH
mocne NpeKpameHds tepanuu. IlamueHTsbl, y KOTOPHIX Pa3sBUBAIOTCH HapyIICHHA byHKIUH
TIeYeHH BO BPEMS Teparuy (GIIyKOHA30JI0M, HOJDKHBI TIIATEIHHO KOHTPOIMPOBATRCA HA IIPEAMET
pa3BuTHs 0oJiee CEPhE3HBIX MOBPEKACHUH NEICHH. TanueHT JODKEH OBITh TPOMHGOPMHUPOBAH
O CHMIITOMAaX, KOTOpBIE CBHJAETENBCTBYIOT O II€YEHOYHOH HEAOCTaTOYHOCTH (actenns,
aHOpeKCHs, TIOCTOSHHAS TOIIHOTA, PBOTa M JKenTyxa). ITpuMenenue ¢GyKoHa301I0M B TaKUX
Cy4asx JOJDKHO OBITh HEMEJICHHO IPEKPAICHO.

Ipumenenue npu OepeMeHHOCMU U 6 NePUOO JIAKMAYUY. Pe3ynpTaTel 00CEPBAIIOHHOTO
HCCIIeOBAaHMS TI0KA3aJIH OBBIICHHBIN PUCK CIIOHTAHHBIX a00OPTOB y JKCHIIMH, IPUHAMAIOIIMX
dyKkoHa301 BO BpeMst [I€PBOT0O TPUMECTPa OEPEMEHHOCTH.

OnucaHpl Cilydad MHOXECTBEHHBIX IIOPOKOB DPa3BUTHA Y HOBOPOXICHHBIX (Byrovas
Gpaxuiehanuio, JUCIUIA3UIO YIIHBIX PaKOBUH, YPE3MEPHOE YBEMICHNE EPEIHErO PO/IHITIKA,
MCKpMBJIEHHE Oefpa, IUIEYENOKTEBOM CHHOCTO3), MaTepd KOTOPBIX B TCUCHHC TPEX H Goiee
MeCAIEB IpHHUMATH (IyKOHA30J B BBICOKHX J03ax (400-800 Mr B JeHB) IS JIEUCHHA
KOKIIM/IMOM/IOMIKO3a. |IpHYMHHO-CJICACTBEHHAs B3aMMOCBA3b OJTHX Ciiy4aeB C IIpUEMOM
dykoHa30a HesicHa. VIcCieoBaHMS Ha JKMBOTHBIX ITOKA3aiH PENPOJYKTHBHYIO TOKCHYHOCTDH
JIEKapPCTBEHHOTO cpencTBa. DIIYKOHA307 B CTAHJAPTHBIX 032X M JUIL KPaTKOCPOIHOTO JICHCHHA
He JIOJKEH HCIIOJB30BaThCA pH OEPEMEHHOCTH, 332 MCKIIOUCHHEM CIIy4acB, KOTAa OXHIacMad
TI0J1b3a CYIECTBEHHO IpeBbIMAcT pucK. DiyKoHa301 B BRICOKUX /103aX A/ IS JUTATEIBHOTO
NPUMEHEHHsS He CIIEJYeT MCIOJNB30BaTh BO BpeMs GEpPEMEHHOCTH, 33 MCKIIOYCHHEM CIydacB
TOTEHIMATBHO KXU3HEYTPOIKAIOIUX HHPEKIIMHA.

®J1yKOHA30]T IPOHHMKAET B IPYAHOE MOJOKO, IPH 3TOM €ro KOHIEHTpalWs B IPYJAHOM MOJIOKE
HEKe, 9eM B IUIa3Me KpOBH. MOXHO NPONOJDKATh TPYAHOE BCKapMJIMBAaHHE IOCIC pasOBOTO
nprAMeHeHus (QIyKoHa3ona B CTaHAApTHOH no3e 200 Mr WM MEHbIIC. He pexomenayercs
KOPMHTH TPYABIO TIPH MHOTOKDATHOM IIPUMEHEHMH (IyKOHA30J1a WK NPY ero MpUMEHCHUH B
BBICOKHX 03aX.

Brusinue na cnocobHOCmb YRpaeasime agmomobunem u NOMeHYUanbHO ONACHLIMU MEXAHUIMAMU.
ClienuasIbHbIe HCCIIEOBAHUS HE TIPOBOMIACH. [1alMeHThI JNODKHBI OBITH MPELYIPEX/CHEI O
BO3MOYKHOCTH BO3HMKHOBEHWS TOJIOBOKPYKEHHs Wid cynopor. IIpu BOSHMKHOBEHHH TAKMX
CHMIITOMOB HE PEKOMEHIyETCH YIIPaBIIATh aBTOTPAHCIIOPTOM MM APYTUMH MEXaHA3MAMHU.
B3auMonelicTBHE ¢ APYTHMH JEKaPCTBEHHBIMH CPEACTBAMH

®nykonason coBmecTuM ¢ 5%, 10% wm 20% pacTBOPOM IJIFOKO3BL, pacTBOPOM Punrepa,
pacTBopoM XapTMaHa, DPacTBOPOM XJOPHCTOr0 Kalus B TJIFOKO3€, pacTBOpOM HATPHA
6uxapbonata 4,2%, W3OTOHMYECKMM pAaCTBOPOM HATPUiA XJIOPHAA. CMmemmBaTh pPacTBOP
daykonasona ans uHQY3MH C JHOOBIMH PYIMMH JICKAPCTBEHHBIMH CpEIICTBAMH  HE
PEKOMEHIYETCS.

Ipomusonokasano coemecmnoe npumerenue Qaykonasona co CledyIouiUMU Cpeocmeamu:
Luzanpud: IMEIOTCS COOOIICHHUS O CEPACYHBIX MPOABICHHUSX, BKIIOYAA torsade des pointes. B
KOHTPOJIMPYEMBIX HCCIIETOBAHUSX YCTAHOBJIEHO, YTO COBMECTHBIA NMPHEM ¢rykoHa3071a B J103€
200 mr u umsanpua 20 Mr 4 pasa B JEHb, IPUBOJMWII K 3HAYHUTEILHOMY MOBBIICHHUIO yPOBHA
M3aIpHA B [1a3Me KpOBH | yanuHeHuio uurepsaia QT.

Acmemu3on; COBMECTHOE HMPHMEHEHHE MOXET YMEHBIIMTh KIMPEHC aCcTeMH30/1a, NPHBOUL K
TIOBBLIIEHMIO €r0 KOHIEHTpAlliy B IIa3ME KPOBH W Y/UIMHCHUIO HHTEpBasa QT, B peaxmx
CJlydasX — K BOSHUKHOBEHHIO NapOKCH3MaIIbHOH KEJTyI0UKOBON TaXHKap/UK THIIA «ITUPYSIT).
ITumosud u XunuOuH: COBMECTHOE TpUMEHeHHe ¢ (IIYKOHA30JI0M MOXET NPUBOIATHL K
YTHETEHHIO MeTabo/u3Ma NMUMO3K/A MM XMHUIIMHA, XOTS COOTBETCTBYIOMIMX HCCIIEIOBaHUA
in vitro W in vivo He mpoBoAuWId. IIoBBINECHHE KOHIECHTPAUMHA IMHAMO3HIA I XUHUMHA B
IUTa3M€ KPOBHM MOXKET BBI3BaTh YIUTMHEHHE WHTEpBAJa QT u B pefKHX CIy4asx NPUBOMHUTH K
PA3BHTHIO TAPOKCH3MAIBHOM JKEITYA0YKOBOH TAXMKAPIHUH THIIA (IIAPYST).



Dpumpomuyun: oTHOBPEMEHHOE IPUMEHEHHUE MOTEHIMATBHO MOXKET IPUBOJUTE K IOBBIIICHHIO
pHCKa pa3BUTHS KapAHMOTOKCHYHOCTH (YUIMHCHHME HHTEpBajia QT, mnapoxcu3MaibHas
KENYJOUKOBas TAXHKApJUsA TUNA KIHPYST») M, KaK CIEICTBHC, K BHE3ANHOH ceppedHon
JIETAIHOCTH.

Teppenadun: u3-3a BO3HAKHOBEHHS CEPHE3HBIX CEPICUHBIX aPUTMHH, BTOPHIHBIX K YIUTMHCHHIO
unTepBana QTc¢ y MaMeHTOB, IOMYYaIOMMX IPOTABOrPUOKOBBIC IIPENapaThl a30J1a B COICTAHAH
¢ TepheHaHHOM, GBLTH POBE/IEHB! UCCIEI0BaHMs B3auMoeHeTBrs. OJIHO MCCIIEN0BAHNE DK
cyTouHo¥ no3e ¢uykoHazona 200 Mr He IPOJEMOHCTPHPOBAJIO MPOJIOHIAlNH HHTEPBATA QTec.
Jlpyroe uccnenosanue ¢iykosasona B cyrounoi gose 400 u 800 mr mokasano, 4ro (IIyKOHA301I,
npuHMMaeMblt B nozax 400 Mr B gieHp WM Ooree, 3HAUMTECIBHO IOBBINACT YPOBEHDL
TepbeHaNMHA B IIa3Me IIPH OJHOBpeMeHHOM mpueme. KoMOMHMpPOBaHHOE HCIIOJH30BAHHC
duykonasona B go3ax 400 Mr u Gosnee ¢ TepeHaTHMHOM MPOTHBONOKasaHo (cM. Pasgmen 4.3).
CoBMeCTHOE TIpHMeHenHe (IyKoHas3ona B jo3ax Hibke 400 MT B IEHb C TePYEHATUHOM CIENYET
TIIATEIFHO KOHTPOJIMPOBATE.

He pexomen006ano 00HO8peMeHHOe HA3HAUEHUE C (PIYKOHA3010M:

Tanoganmpun: GIYKOHA30M MOXKET BBHI3BATh INOBBINICHHE KOHIEHTpALMH Tano(aHTpuHa B
nnasme xposu 3a cuer yruereHus CYP3A4. OnHoBpeMeHHOE NPUMEHEHHE 3THX IIpEnapaToB
NOTEHIMATLHO MOXET NPHBOJUTH K IOBBIIEHHMIO DPHCKA Ppa3sBUTHA KapJAHOTOKCHIHOCTH
(ynnmunenwe untepsana QT, mapokcu3aManbpHas JKeIy[qOYKoBasd TaXUKapAus THIA «IHPYITY) U,
KaK CJIC/ICTBHE, K BHE3AIHOM CepAeUHOH JICTATBHOCTH.

Amuodapon: OIHOBPEMEHHBI ImpueM (IykoHa30la C aMHOJAPOHOM MOXKET yBEIMYHThH
npononramuio QT. Iloaromy cregyeT coOmoxath OCTOPOKHOCTh INPH  COYCTAHHH oboux
IIpenaparoB, 0COOEHHO ¢ BEICOKOH /1030i dirykonasona (800 mr).

Heob6x00umbl mepst npedocmopoyiCHOCIMU U KOPPEKYUsa 003bl NpU COGMECHHOM npueme
(pyKOHA301a CO CNEOYIOUUMU IEKAPCMEEHHBIMU CPEOCHEAMU:

Koppekyus 00361 hyKOHA301a U3-30 GTUAHUS OPY2UX IEKADCMBEHHBIX CPEOCME

Pugpamnuyun: OJHOBPEMEHHOE NPHMEHEHHE (IIyKOHA30Ja H pudamnuuyHa IpuBeIo K 25%
camxennio AUC u 20% yKOpPOUEHHIO TEPHO/a HOTYBBIBEICHH (BIIyKOHA30Ia. VY nanueHTos,
NOJIYHArONHX PUGAMITHIIEH, CIIELyeT PACCMOTPETE BONPOC 00 YBETHUEHHN 103BI ¢urykoHa3o0a.
Tudpoxnopmuasud: B wuccnenosanuu $HapMaKOKMHETHIECKOTO B3aHMOJIEHCTBHS COBMECTHOS
BBEJCHHE HECKOIBKMX JI03 THAPOXJIOpOTHasHja 3JO0POBBIM J00POBONIBLEAM, IIOJTYYaBIINM
¢IyKOHa3071, YBEIMYMIO KOHIEHTpaimio ¢ykoHasona B MJIa3Me Ha 40%. Ilomy4yeHHBIC
KIMHAYECKHE JaHHble HE BIHMAIOT Ha DPEXHM [O03MpOBaHMsA (UykoHa3ona y IIAIMCHTOB,
TIOJIYYAIONIUX COIYTCTBYIOMIME IUYPETHKH. :

Koppexyus 003bi Opy2ux 1eKapCmeeHHblxX CPeOCME U3-30 6AUAHUA HA HUX ¢ryxkonasona:
®IIyKOHA30] ABNAETCA MOLIHBIM MHru6uTopoM u3odepmerra 2C9 muToxXpoma P450 (CYP) n
ymepennsiM uaruduropom CYP3A4. OiykoHa307 TAKKE ABIACTCH HHrUOMTOPOM H30(EPMEHTA
CYP2C19. B jomonHeHHEe K HaOI0OJaeMbIM/3aperHCTPHPOBAHHBIM B3aUMOJCHCTBUAM,
YKa3aHHBIM HIKE, CYIIECTBYET PUCK yBEIMICHHS KOHICHTPAIMH B IUIa3MC APYTHX COCIVHEHHH,
merabommupyomuxcs ¢ nomompio CYP2C9, CYP2CI9 u CYP3A4 mpum COBMECTHOM
Ha3zHaueHMH ¢ QIyKoHa30J0M. I103TOMY ciieryeT nposBiIsSTE OCTOPOKHOCTD U HCIIOJIB30BAHAN
STHX KOMOMHANMM ¥ TIIATEIbHO KOHTPOJHPOBAaTh COCTOSHHME INANMEHTOB. VIHrmbmpyomee
BIMAHHE (IyKoHasona coxpaHsercs 4-5 [HEH mmociae NPEKpalleHUs JICICHHd HM H3-33
JUTUTETIBHOTO TIEPUO/Ia I10JTyBEIBEICHHS.

Anvghenmanun: Ipy OJTHOBPEMEHHOM IIPHMEHEHHH MOXKET IOTPEOOBATECA KOPPEKTHPOBKA O3B
anbeHTaHMA.

Denmanui: coodMANTOCch 06 0JHOM JETATEHOM ClTydae HHTOKCHKAIMA (EHTAHHIIOM BCIICACTBHC
BO3MOXHOIO B3auMojeiicTBUs (eHTaHwIa U (GIyKoHa30yma. YCTaHOBICHO, YTO ¢IryKoHa30I1
3HAYHTEIHHO 3aMeIsul IUMHHANMIO (eHTaHuna. [IOBBINCHHE KOHICHTPALMH (eHTaHMNA
MOXET TNpPHBECTH K YTHETCHHIO [bIXaHHs], IO3TOMY CICAYCT TIIATEILHO KOHTPOJIUPOBATH
COCTOsHHUE TanyeHTa. MoxeT noTpe6oBaThCs KOPPEKIHUS 10351 HEeHTaHHIIA.




Amumpunmunun, Hopmpunmunun;  QIyKOHA301 YCHINBACT neficTBME aMUTPUNTHIAHA H
HOPTPUNITHJIMHA. PEKOMEHTYeTCs H3MEpATh KOHICHTPAIMH S-HOPTPUITHINHA  W/WIK
S-aMETPUNTIINHA B Hadade KOMOMHMPOBAHHOM TEpamuu M 19€pe3 1 mememo. B ciyuae
HeoOX0IUMOCTH CIICAYET OTKOPPEKTHPOBATE 03y AMMTPHIITHIAHA/HOPTPUII THIIMHA.
Ampomepuyun  B:  OIZHOBPEMEHHOE  BBEACHUC dnykonazona ¥ am(pOTepHIMHA B
MHEQUIEPOBAHHBIM MBIIIAM BBISIBHIIO HeGOIBIION A TATHBHBI IPOTUBOTPUOKOBEIH 3 deKT IpH
cucremuoii unbexmuu C. albicans, OTCYTCTBAE B3aUMOICHCTBHS IPH BHYTPUYEPENTHON
unexmu  Crypfococcus neoformans W aHTarOHU3M JIByX IPCrapaTos TP CHCTEMHOH
pHbexunu A. fumigatus. KIMHMYECKOE 3HAUCHHE PE3YNBTATOB, MOIYYCHHBIX B XOAC 3TUX
HACCIEIOBaHUM, HEU3BECTHO.

Kap6amasenun: GIryKoHa30J] yTHETAET METa0O0IH3M kapOaMaseliHa ¥ IPUBOJHT K IOBBIICHAIO
ypoBHs KapbaMa3enrHa B CHIBOPOTKe KposH Ha 30%. CymecTByeT PUCK pasBHTHI IIPOSIBJICHUM
TOKCHYHOCTH CO CTODOHBI KapOamasenuHa. MoxeT NOTpebOBaThCS KOPPEKTHPOBKA O3B!
KapbaMasenrHa B 3aBICUMOCTHA OT YPOBHS €r0 KOHUCHTPAIMH 1 JeHCTBHS IIperapara.
Brokamopbel Kalbyuegblx KaHaL08: HEKOTOPHIC aHTArOHUCTBL KAJIbIIHA (audenunuH, UCPaTUIIH,
AMTOTMMIIME #  (ETOJMIMH) MeTaGoNu3UpyroTes — (QepMeHTOM CYP3A4. dayxoHason
IOTEHIUATHFHO MOXKET [OBBIIIATH CHCTEMHYIO 3KCIO3HIHIO GJI0KaTOPOB KAJBIUCBBIX KaHAIIOB.
PexOMEHLyeTCs TIATeTbHbI MOHHTOPHHI PA3BUTHS TIOOOYHBIX peaxIuii.

IJenexoxcu: TIpH OTHOBPEMEHHOM IIPHMEHEHHH (IyKOHa30/a M HeJeKOKCHOa IOBBINIATHCH
Cmax 1 AUC nenexoxkcuba. Moxer 10TpeOoBaTbCS CHHXKCHUE 03B! nenexoxcuda BABOE.
Luknogpocpamud: 0THOBPEMEHHOE MPUMEHEHHE IPHBOJUT K NOBBIMICHUIO YPOBHA OoumpyOuHa
Y KpeaTHHHHA B CHIBOPOTKE KPOBHM. OTH IPENaparhl MOXHO NPUMCHATH OJIHOBPEMEHHO,
VUUTHIBAS. PHCK MOBBIICHHUS KOHIICHTPAUH GHINPYOUHA M KPEaTHHHHA B CBIBOPOTKE KPOBH.
Hnzubumopwt  TMI-KoA-pedykmasel:  OJHOBPEMEHHOC — IPHMEHCHHC ¢iykoHazona H
uraruduTopoB 'MK-KoA-penykrasbl, KOTOPBIC metaGomusupytorcs CYP3A4 (aropBacTaTHH M
cumBacTaTiH), Wik maruouTopos I'MI'-KoA-pesykTassl, KOTOPbIC metabomusupyiorest CYP2C9
(iryBacTaTHH), IOBBINAET DHCK pPasBUTHS MHONATHHM U pabromuonusa. B ciydae
HEOBXOMMMOCTH OJHOBPEMEHHOIO NPHMEHEHHs OTHX MPENaparoB CIEAYeT TINATEIBHO
HAGMOKaTh 3a TAIMEHTOM OTHOCHTEIHHO BO3HMKHOBCHHS ~CHMITOMOB MHONATHH M
pabloMHuONM3a ¥ TPOBOJUTH MOHHTOPHHI YPOBHA K®K. B cnyuae NOBBIIECHHS YPOBHS
KpPeaTHHKAHA3bl, @ TAKKe NP AMArHOCTHKE WM MOAO3PCHHH Ha MHOIATHIO/ PabIOMHOIH3
npuMenenue uHrH6uTOopoB I'MI'-KoA-pesyKTassl ClIeAyeT NPEKPATHTE.

Cuponumyc: (HIyKOHa30J MOBBIIAET KOHICHTPAIMIO CHPOTUMYCA B ILIASME KPOBH, BEPOATHO,
IyTeM MOjaBICHHs MeTafonusMa CHpOIUMyca. OTH IpenapaTbl MOXHO NPUMCHATH
OIIHOBPEMEHHO MpPH YCIOBMM KOPPEKTHPOBKH O3Bl CHpOIHMYCa B 3aBUCHMOCTH OT YPOBHS
KOHIIEHTpPAIMH U 3QPEKTOB mpenapara.

Deeponumyc: XOTS HCCIEIOBaHui in vilro u in vivo He IPOBOMUIH, (IIYKOHA30Jl MOXET
IOBBIIIATH KOHIIEHTPALMIO 3BEPOIMMYCa B CBIBOPOTKES KPOBH IIyTEM wnrubuposanus CYP3A4.
Jlosapman. bIYKOHA30J YTHETAET METaboIU3M JI03apTaHa H ero akTHBHOTO merabonuta (E-31
74), yTo 0GyCNOBIMBAaET OONBIIYI0 YacTh AHTArOHW3Ma K PELEHTOpaM anruorensuHa I mpu
IpPUMEHEHHM  JI03apTaHa. PeKOMEHJOBaHO — OCYIICCTBILATH IOCTOAHHEI{ ~ MOHMTOPHHT
apTEPUAIBHOTO JIABJICHNS Y MAllUCHTOB.

Memaoon: $IyKOHa30J MOXKET HOBBIIATH KOHIEHTPALMIO METalIoHa B CBIBOPOTKE KpoBH. IIpH
OIHOBPEMEHHOM TIPUMEHEHHH MOXKET OBITh HeOGX0IMMA KOPPEKIHA O35l META/I0HA.
Hecmepouduble npomusogocnaiumenbviivie Rpenapanmol: pH OTHOBPEMEHHOM NpAMEHEHHUH C
(hr1yKoHa3oNoM NOBBIIATHCH Crax B AUC ¢uypGunpodena. AHaIOTHYHO TIPA OtHOBPEMCHHOM
npuMeHeHNH (IyKoHa3ona € paneMAYCCKUM u6ynpoderom nOBBIACE Crax H AUC
(hapMaKoIOTHIECKH ~ aKTHBHOIO  M30MEpa (S-(+) —uGynpodena). XoTd  CHCHHATIBHBIX
YCCIIe/OBAaHUH He NPOBOAMIH, (IIyKOHA30Jl NOTCHIHMAILHO criocoOeH MOBHIMATh CHCTEMHYIO
skcrrozumuro apyrux HIIBC, kortopbie merabommupytorcs CYP2C9 (sanpumep, HAIPOKCEH,
JIOPHOKCHKAM, MEIOKCHKaM, muKnodenak). PexoMeHn0BaHO —OCYIICCTBIATH MOHHUTOPHHT
noGounbIx peaximii, cassamubx ¢ HIIBC. Moxet oTpeGOBaThCS KOPPEKTHPOBKA IO3BI HIIBC.
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IIpednusonon: coobwanocy 0 ciydae, KOrja y MallueHTa I0Cje TPAHCIUIAHTAUMHY NCUCHA Ha
}hoHE IpUMEHEHHs NPEeIHU30I0HA Pa3BUIACh OCTPas HEJOCTATOYHOCTh KOPbI HaANOYEIHHKOB,
BO3HHKIIAS [OCHE IIPEKPAIICHHAS TPEXMECSIHOro Kypea Tepamuu (irykoHasonoM. BeposTHo,
oTMeHa (UyKoHa3ona BeBBama ycuwinenue aktuBHocTH CYP3A4 m yckopenue MeTabomu3ma
npexHu3010Ha. ClielyeT TIATEILHO CIEIUTh 38 MAUMCHTaMH, KOTOPhIE B TCICHHE JUTUTCIHHOTO
BpEMEHHM OJHOBPEMEHHO NPUMEHSIOT 00a CpeACTBA, C HENBIO NPEAYNPSKICHHA PasBUTHS
HEIOCTATOYHOCTH KOPBI HAIMOYEYHHUKOB II0CTIe OTMEHBI (IIyKOHa3071a.

Caxeunasup: Gnykonazon mnossmmaetr AUC u  Cpax CakBHHABHpa H3-32 IOJABICHHA
MeraGonu3Ma caksuHaBupa B Tiedenu Qepmentom CYP3A4 m dgepes HHrHOMpOBaHHUE
P-rimkonpoTenHa. BzaumoseiicTaus Mexay (IIyKOHa3070M M CAaKBUHABHPOM/PHTOHABHPOM HE
HCCIIEI0BANICh, [IOSTOMY OHH MOTYT OBITH Gonee BBIpRKCHHBIMH. MOXeT NOTPeOOBATHCH
KOPPEKTUPOBKA J103b] CAKBHHABHUA. ‘

Anxanoudvr 6apeunka: XOTS COOTBETCTBYIOIIMX HCCIICIOBAHWH HE IPOBOJMIIHM, ¢1yKoHa301I,
BEPOSATHO, u3-3a uHruOupoBanus CYP3A4 MoxeT HpHUBECTH K INOBBIICHHIO KOHICHTPAHM
anKajoug0B OapBHHKA B IUIa3Me KpOBH (HampuMep, BUHKDHCTHHA H BUHOJIACTHHA), 4YTO
IIPUBOJINUT K Pa3sBUTHIO HEUPOTOKCUYECKHX 3P (EKTOB.

Bumamun A: coobmanoch, 4YTO y TAalUCHTa, KOTOPBIA OJHOBPEMEHHO IPHUMCHSI
TPaHCPETHHOEBYIO KHCIOTY (KMCTOTHas (opma BATaMHHA A) M (IIyKOHa30l, HaGIIONAIHCE
no6ounsle peakiuu co croporsl [THC B Gopme JI0XKHOM OIyXOJIH IOJOBHOTO MO3ra, KOTOpasd
picyessia mocje OTMEHBl (PIyKoHa301a. OTH JIEKapCTBEHHBIC CPEACTBA MOXKHO NPHUMCHATDH
0JIHOBPEMEHHO, HO CJIelyeT TIOMHHTb O PHCKE BO3HMKHOBEHUs MOGOYHBIX PEAKIMH CO CTOPOHDI
ITHC.

Bopuxonason (unzubumop CYP2C9 u CYP3A4): onAHOBPEMEHHOC NPUMEHCHNHE BOPUKOHA30/IA 1
¢1ykoHa3ona BHYTPh 3J0POBBIMH JOOPOBONBLAMH MYXCKOTO IIOJa IIPUBEJNO K IOBBIMICHHIO
MakcuMansHOM KonnenTpanun 1 AUC Bopuxonasona. [Ipy mpuMeHEHHH BOPHKOHA30I1a MOCIIC
diykoHasona CIEIyeT TNPOBOAUTH HAGMIOACHHA IO DPa3sBUTAIO IOGOYHBIX 3¢ dexToB,
ACCOIMHPOBAHHBIX C BOPHKOHA30JIOM.

3udo6youn: GpykoHa3on MoBbIIACT Cpax U AUC 3unosyauHa Ha 84% u 74% COOTBETCTBEHHO,
YTO CBA3aHO CO CHIKEHHEM KITUPEHCa 3HMIOBY/IMHA TIPU [IEPOPATBHOM IpHEME IPHOTH3HTENBHO
Ha 45%. Taxxke ymmusercs Ha 128% mneprod MOTYBBIBEACHUA 3UIOBYAMHA. TTanpenTsl,
TI0JIyYaIOIIHE 3Ty KOMOMHALHIO, JODKHBI OBITH MO/ HAOIIOACHUEM JUIS OTCICKUBAHMA PA3BUTAS
HEOIarONPUATHBIX pEakUyil, CBS3aHHBIX C 3uJ0BynuHOM. CrefyeT paccMOTPeTh BOHpPOC O
CHIDKCHUHM JI03bI 3UI0OBYAWHA.

Anumukoazynsnmel: B TOCTMapKeTMHIOBOM I€pHOAe, Kak H B ciuydae C JpyrMMHA
NPOTUBOrPHOKOBBIMHE a3071aMH, COOBIIATOCH O CIlydasX KPOBOTEUEHHs (KPOBOTIOTEKH, HOCOBOE
KPOBOTEUEHHE, IKEIyJ0YHO-KUIIEYHOE KPOBOTCYCHHE, IeMaTypus H MelleHa) B CBA3H C
yBEJIHYEHHEM I[POTPOMOMHOBOTO BPEMEHHM Y TAIMEHTOB, MOJTy4aBHIMX ¢IryKoHa301
OZHOBpeMeHHO ¢ BapdapuHOM. Bo BpeMs COMYTCTBYIOMIErO JICUCHHS ¢yKOHa30I0M H
BapapuHOM IIPOTPOMOMHOBOE BpeMs OBUIO yBeNMYeHO B 2 pasa, BEPOATHO, M3-3a
uHrIGupoBanus MetaGonusma Bapdapuna uwepes CYP2C9. YV mamueHTOB, IOJTYHAIOMMX
AHTHKOATY/ISIHTH THIIA KyMapUHa WM MHJAH/MOHA OJHOBPEMEHHO C (IIYKOHA30JIOM, CIENYeT
TIIATEIHHO KOHTPOIHPOBATh IIPOTPOMOUHOBOE BpeMs. MojKeT noTpeGoBaThesl KOPPEKIHs O3B!
AQHTHUKOAryJISHTA. v
Benszoduazenunvt (kopomkozo Oeticmeusy), 6 MOM Hucie MuUOA30NaMm, MpUazonam. [locne
IepOpPATLHOTO BBEACHHS MHAasonamMa (IIyKOHA30Jl MPUBOAMI K 3HAUMTEIBHOMY YBEIMICHHIO
KOHIICHTPALMH MMJa3oliaMa M ICHXOMOTOPHBIX 3((eKTOB. OnHOBpEMEHHBIH  NpUEM
dyxonazona 200 Mr u Mmpasonama 7,5 MI I€pOPAILHO YBETHIHBAN AUC Mmupaszonama H
TIepHoJl ToNyBbiBeAcHUs B 3,7 pasa U B 2,2 pa3a COOTBETCTBECHHO. ®nykonazon mo 200 Mr B
JleHb, BBOAMMBIHA OJHOBPEMEHHO C TpHazonamoM 1o 0,25 Mr nepopajibHO, yBEIMTHBAI AUC
TpuazolaMa M IEpHOA IIONyBbIBeNeHWs B 4,4 pasa U B 2,3 paza COOTBETCTBEHHO.
[lOTCHUMPOBAHHEIE M  IIPOJOHTHPOBaHHBIE d(QeKThl TpHaszonama Ha0Jr0Jamich  IIpH
OJHOBpEMEHHOM JeyeHnr (uIyKoHa3ooM. Ecim comyTCTBYIOMAs TEparus OCH3011Ma3eIUHOM
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HeoOXOIMMa y MALMEHTOB, IOJIyYalomuX (IyKoHa30jl, CIEAYeT paccMOTPETh BOIIPOC O
CHIDKEHHM 1035l OCH30/Ma3seluHa, H CledyeT HaUle)xamyuM o0pasoM KOHTPOTHMPOBATE
TIaIHEHTOB. '
Genmanun: coobmaercs 00 OJHOM CMEPTEJIBHOM ClIydae MHTOKCHKAIHH (eHTaHWIOM H3-3a
BO3MOJKHOTO B3aMMOJIElCTBAs (eHTanmna ¢ ¢aykonasoqoM. Kpome TOro, y 3710pPOBBIX
[0GpPOBONBIEB OBUIO IMOKa3aHO, 4YTO (UIyKOHA30/ 3HAYMTENBHO 3a/EPKHBACT BBIBEICHHUE
denranna. [ToBbllICHHAs KOHIEHTpaIWs HEHTAaHUIA MOXET NPHBECTA K YIHETEHHIO JbIXaHHUAL.
[larmenTsl JOJKHBL TIIATEIBHO KOHTPOIMPOBATHCS HA NPEIMET MOTCHUHMANBHOIO pHCKA
YTHETEHUs JbIXaHus. MoxeT noTpeboBaThCs KOPPEKTHPOBKA JOSHPOBKH ¢deHTannIa.
@enumoun: (HIyKoHA30N WHIMOMpyeT MeTabonusM (eHMTOMHA B ICHCHH. ComyTCcTBYIOIIECE
nosroproe Beenenme 200 Mr ¢uykonaszoma u 250 Mr denuTOMHA BHYTPMBCHHO BBI3BIBAJIO
yBenuuenve penuronna AUC24 na 75% u Cmin Ha 128%. ITpx cOBMECTHOM BBEJICHHUH CICAYCT
KOHTPOJIMPOBATh yPOBHM KOHIIGHTPAIMu (EHHUTOMHA B CBHIBOPOTKC, 4yro0pl H30€XaTh €ro
TOKCHYHOCTH.

Pugpabymun: GIykoHa30J TOBBINIAET CBHIBOPOTOYHBIC KOHICHTPAIMH pudabyTHHa, 4YTO
npuBoaut K ysemuuenmio AUC pudabyriHa 10 80%. Beun coobumenust o6 yBewTax y
TAUEHTOB, KOTOPHIM COBMECTHO BBOJMIM (IIyKOHA301 U pudabytun. IIpr XoMOUHAPOBAHHOH
Tepanyy ClIeAyeT YUUThIBATh CHMITOMBI TOKCHYHOCTH pudalbyruna.

IIpenapamer cyrooHUIMOYe6UHbL: OBIIO TIOKA3aHO, HTO (iryKoHa301 MPOUIEBACT NEPUON
NOIYBHIBEICHUS ¥M3  CHIBOPOTKH  OJHOBPEMEHHO  BBOXMMBIX — OPAJIBHBIX mpenaparoB
CyIbGOHMIMOYEBIHBI (HAITPUMED, XJIOPIpONaMHu/a, LIHGEHKIAMUAA, DIHIHN3K/AE, TON0YTaMHa)
y 370poBBIX 100poBonbleB. JacThi MOHMTOPHHI  yPOBHSA —TJIFOKOSBI B KpOBH U
COOTBETCTBYIOMIEE CHIKEHHE J03BI CYIbGOHUIMOYEBAHBI PEKOMCH/IYCTCS IIPH OJTHOBPEMEHHOM
Ha3HAYCHUU.

Teopuniun: B WUCCICHOBAHAM C IUIALE00-KOHTPOIHMPYEMBIM B3aUMOJIEUCTBIEM BBEICHHUE
dykonasona 200 Mr B Teuenue 14 JHeW MPHBEIO K CHIDKEHHIO CPEAHEH CKOPOCTH KIMpeHCa
Teodpummea Ha 18%. IlammeHTHI, KOTOPBIC HONYYalOT BBICOKHE AO3DI TEOQUIIMHA WM C
BHICOKAM PHCKOM Da3BUTHs TOKCHIECKOIO ACHCTBUS Teo(uIUIMHA, TODKHBI KOHTPOIUPOBATHCS
Ha TOSBJIEHHE NPH3HAKOB TOKCHYHOCTH TeOQMIIHHA MpH IMPHEME ¢myxonasona. Tepamus
JOJDKHA OBITH H3MEHEHA, €CJTH IIPU3HAKA TOKCHYHOCTH PasBUBAIOTCA.

A3umpomuyun: OTKPHITOE PaHIOMH3UPOBAHHOE TPEXCTOPOHHEE MEPEKPECTHOC HCCIeIOBaHKE Ha
18 370pOBBIX MAMEHTax IIO3BOJIIO ONEHWTH BIMAHHC OTHOKpPATHOM IepOpalbHOi O3B
asurpomuruHa 1200 Mr Ha QapMakOKHHETHKY OJIHOKDATHOM TepOpaIbHOMN 0351 (IyKOHA301Ia
800 Mr, a Takxe BIMsIHHE (IyKOHa301a Ha (apMaKOKMHETHKY a3MTPOMHIIAHA. He 6pu10
BBIIBJICHO 3HAYAMOrO (PapMaKOKMHETHYECKOTO B3aMMOJCHCTBHA MEHIY ¢ayxoHasonmoM U
A3UTPOMHUIIMHOM.

Iepopanvubie KOHWmMpayenmugvl: TPH OXHOBPEMEHHOM IPUMEHCHHH KOMOMHHPOBAHHOTO
KOHTpAIenTHBa ¢ $IIyKoHa301IoM B 103¢ 50 MI' CyMECTBCHHOIO BIMAHUA Ha ypOBEHb FTOPMOHOB
HE YCTAaHOBJICHO, B TO BpeMs Kak IPH €KEJHCBHOM IPHCME 200 mr AUC 5THHHISCTPAIXOIIa H
JIeBOHOprecTpena ypenuuuBamuch Ha 40% m 24% cooTBeTCTBEHHO. TaxuMm 00pasom,
MHOTOKpAaTHOE TIpUMeHeHHe (GIyKOHa30/a B 9THX J03aX B JIM MOXCET OKasaTh BIIMSIHHE Ha
3¢ heXTHBHOCTH KOMOMHUPOBAHHBIX OPAILHBIX KOHTPALCIITHBOB.

Heakagpmop: COBMECTHOE BBEJICHHE C HMBakadTOpOM, MOTCHIHATOPOM TpaHCMEMOPaHHOTO
pEry/ATOopa MPOBOAMMOCTH IIPU MYKOBHCIIHI03€, TIOBBIIIANO SKCIIO3HIHIO nBaxadopa B 3 paza u
BO3NelicTBAE THApOKCHMeTWI-uBakagropa B 1,9 pasa. i NanueHTOB, IPUHAMAIOITIX
CONYTCTBYIONUE YMEPEHHBIC HHIHOUTOPBI CYP3A, Takue xax (IyKOHA30J M 3PHTPOMHIMH,
PEKOMEHIYETCS CHIXKECHHE I03BI uBaxkadropa 1o 150 Mr onuH pa3 B ACHB.

YeaoBus XpaHeHHS

B sanumeHHoOM OT CBETa MeCTe MPH TEMIIEpaType HE BBIIIC 25°C.

XpaHUTH B HEJOCTYITHOM ISl ACTEH MECTE.

Cpox roaHocTH

3 rona.
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He #CIoJb30BaTh 10 HCTEYEHUH CPOKA TOJHOCTH, YKa3aHHOIO Ha YIIaKOBKE.
YnaxkoBka

ITo 100 M B 6yThuiKax. Kaxmyro OyThUIKY BMECTE C MHCTPYKIHEH 110 IPHUMCHEHHUIO TOMEIIAIOT
B [a4Ky M3 KapToHa. YTaKOBKa JUIi CTAIMOHApOB: 24 OyTBUIKM BMECTE C HHCTPYKIMEH II0

IIPUMEHEHHIO B SIIUKH U3 TOQPHPOBAHHOIO KapTOHa.
YcjIoBHSA OTIIyCKA
ITo penenry.

MponssoaunTenb:

PYIN "BenMeanpenapaTsi’,

Pecrybnuka Benapycs, 220007, r. Munck,

yn. dabpuumyca, 30, T./cb.: (+375 17) 22037 16,
e-mail: medic@belmedpreparaty.com.
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