MHH3APABPOCCHH

Cp-006¢)0- 120317
COTJACOBAHO
MUHUCTEPCTBO 3/IPABOOXPAHEHUS POCCUMCKOU ®EJIEPAIIUA

UHCTPYKIMSA [TO MEJJUTITUHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOI'O
ITPEITAPATA

®aykonason Cango3s®

PerncrpauuoHHbiii HOMep:

Toprosoe HaumenoBanue: Oiaykonaszon Canno3®.
Me:xIyHapo/IHOe HeMaTeHTOBAHHOEe HAMMeHOBaHHe: (PJIYKOHA30]1.
JlekapcTBeHHasi popma: KancyJibl.

Cocras

1 karcysna CoaepKHUT:

Joszuposka 50 me

oeticmeyioujee eeujecmeo. Quykonazon - 50,0 Mr; ecnomozamenvhvie eeujecmea.
JIaKTO3BI MOHOTHApAT - 48,75 Mr, KpaxMai KyKypy3Hselii - 16,7 Mr, Maruus creapar -
1,05 Mr, KpeMHHUs JHOKCHJI KOJUIOWAHBIA Oe3Boaubiii - 0,125 wMr, Hatpus
naypuicyibdar - 0,125 mr; o6onouka kancynsl: TATaHA TUOKCUJ - 1,33 M, KpacUTEb
uHuro kapmu FD&C romy6oit 2 - 0,0167 mr, xxenatus - 36,653 mr.

Jlozuposka 100 me:

oeticmsyroujee eeujecmeo. ¢uykonason - 100,0 mr; ecnomocamenvhHvle seujecmea:
JIaKTO3Bl MOHOTHUApPAT - 97,5 Mr, KpaxMai KyKypy3Hblil - 33,4 Mr, Maruus creapar -
2,10 Mr, KpeMmMHHsS JIMOKCHJ KOJUIOMJIHBIH Oe3Boaubiii - 0,25 wmr, Harpus
naypuicyiabdat - 0,25 mr; obonouka kancynvl. TATaHa JUOKCH] - 1,83 Mr, KpacuTeb
unuro kapmud FD&C romy6oit 2 - 0,0813 mr, sxenatus - 59,089 wmr.

Jlo3uposka 200 me

oevicmsyroujee seuwjecmeo. (aykonaszon - 200,0 mr; ecnomozamenvhvie seujecmea:
JaKTO3bI MOHOTHApAT - 195,0 Mr, KpaxMai KyKypy3Hblii - 66,8 Mr, Maruus creapar -

4,2 Mr, KpeMHUS JIMOKCHL KOJUTOM/HBIN Ge3B0HbI - 0,5 Mr, HaTpus naypuicyibdar -
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0,5 mr; obonouka kancyner: TUTAHA JUOKCUJT - 2,88 MT, KpacHTEIb WHIMIO KapMUH
FD&C rony6oit 2 - 0,0845 wmr, kpacurens nyHuoBsiit [I[Tonco 4R] - 0,144 wmr,
YKEJaTuH - 92,892 mr.

Cocmas wepnun onsa mapkupoexu kancyn: xpacurtedb skenesa (III) oxcua uepHsIit
E172.

Onucanue: TBep/ible KEIATUHOBBIC 3aICTKABAIOIIUAECS KaICyJIbl.

Jlozuposka 50 me

Kpeimka rony6oro nsera, kopiyc 6enoro mseta ¢ Haanucsio FC 50 uepHoro 1sera.

Jozupoexka 100 me

Kpslika cuHero 1sera, kopryc 6esoro 1sera ¢ Hajanuchio FC 100 yepHoro nsera.

Jozupoeka 200 me

Kpeiika ¢uosnerosoro msera, kopryc Oesoro nsera ¢ Haanucbio FC 200 uepHoro
1BETA.

Cojziepxrmoe KaricyJ1 - nopouiok 6es1oro 1nseta 6e3 3amaxa.
®apmakoTepaneBTHYeCKasi TPyNna: NpoTHBOTPUOKOBOE CPEJICTBO.

Koa ATX: JO2ACO1.

PapMakoJI0rnyecKHe cBOiCTBA

DapmakoouHamurka

daykoHas30J, TPUA30JBHOE TPOTUBOIPUOKOBOE CpPEACTBO, SBISETCS  MOIIHBIM
CEJICKTMBHBIM UHIMOMTOPOM CHUHTE3a CTEPOJIOB B KJIETKE rpUOOB.

DJ1yKOHA30]1 IPOJAEMOHCTPUPOBAT aKTUBHOCTD i1 Vifro U B KIMHUYECKUX MHPEKIUAX
B OTHOUIEHMM OOJIBIIMHCTBA CIEAYIOIIMX MUKpoopranuMoB: Candida albicans;
Candida glabrata (MuorMe IWITaMMBl YMEPEHHO 4yBCTBUTENBHBI), Candida
parapsilosis, Candida tropicalis, Cryptococcus neoformans.

beina mokaszana akTUBHOCTH (IIyKOHA301a im Vitro B OTHOIIEHUM CIIEAYIOUMX
MHUKpPOOPraHU3MOB, OJIHAKO KIMHMYECKOE 3HA4YeHWe 7TOro HeusBecTHO: Candida
dubliniensis, Candida guilliermondii, Candida kefyr, Candida lusitaniae.

[Ipu npueme BHYTpEH (IyKOHA30J1 MPOSIBISET aKTMBHOCTH HA PAa3IMYHBIX MOJEIAX
rpuOKOBBIX MHGpEKIMH y KUBOTHBIX. [IposeMoHCTpUpOBaHa aKTMBHOCTH Ipernapara
IIpU ONIIOPTYHUCTUYECKMX MUKO3aX, B TOM 4YHCJIe BbI3BaHHBIX Candida spp. (BKIt04Yas

reHepanmonaHHmﬁ KaHAUJA03 Yy JKHBOTHBIX C TIIOJAaBJICHHBIM I/IMMyHI/ITCTOM),



Cryptococcus neoformans (BKItouas BHyTpu4epenubsie undexuun), Microsporum spp.
u Trychophyton spp. YCTaHOBJIEHa TaKXe aKTHUBHOCTH (DJIyKOHA30Ja HA MOJEIAX
OHJIEMUYECKMX MHUKO30B Y JKMBOTHBIX, BKJIIOUasi MH(EKIUH, BbI3BaHHBIE Blastomyces
dermatitides, Coccidioides immitis (Bxio4yasi BHyTpUYeperHble HWH(EKUUU) Hu
Histoplasma capsulatum y >XUBOTHBIX ¢ HOPMAJIbHBIM U 110/IaBJICHHBIM HIMMYHUTETOM.
@uykoHazon 00J1aa€T BBICOKOH CHEMU(PUUHOCTHIO B OTHOUIEHUHM TIPUOKOBBIX
GepmenTOoB, 3aBUCHMBIX OT nUToxpoma P450. Tepanus d¢uiykoHa3onoMm B J03€
50 mr/cyT B TedyeHue a0 28 JHEH HE BIMSET Ha KOHIICHTPAIMIO TECTOCTEPOHA B
IU1a3Me€ KPOBHM Y MY’KUMH WIM KOHLIEHTPALMIO CTEPOUIOB Y KEHILUUH AETOPOIHOIO
Bo3pacta. duykonazoun B jo3e 200-400 Mr/cyT He OKa3bIBAaET KIMHUYECKH 3HAYUMOTO
BIIMAHMSA HA YPOBHU ODHJIOTEHHBIX CTEPOMIOB M HX pEAKUUI0 Ha CTUMYJIALHUIO
azipeHoKopTUKOTpontHOTO ropmoHa (AKTI') y 310poBBIX My>KYMH-100POBOJIBLIEB.
Mexanusmer pazeumus pesucmenmuocmu K ¢hprykoHazony

Pe3ucteHTHOCTH K QUIYKOHA30Jy MOMKET pa3BUThCS B  CIEAYIOMUX ClIydasx:
Ka4e€CTBEHHOE MJIM KOJIMYECTBEHHOE M3MEHEHUE (epMEeHTa, ABISIOLIETOCS MULIEHBIO
Juia iykoHazouia (JJaHoctepui 14-o-1eMeTuIa3bl), YMEHBIIEHUE JOCTYIAa K MUIICHH
GrykoHa30/1a UM KOMOMHAIMS STUX MEXaHU3MOB.

Toueynsle myrauuu B reie ERGI11, koaupyromeM (GepMeHT-MULIEHD, NPUBOAAT K
BUJIOM3MEHEHUIO MHILICHU M CHIDKEHHIO apPUHHOCTH K azoyiaM. YBEIUYEHHE
skcrpeceun  resa ERGI1  npuBoAMT K OpOJYKIMHM BBICOKMX KOHIIEHTpALMi
(GepMeHTa-MUILIEHU, YTO CO3J@eT MOTPeOHOCTh B YBEIWYEHUH KOHLEHTpaIUU
(GuykoHa3ojla BO BHYTPUKICTOYHON JKMIKOCTH JUIs IOJIABJICHHUS BCEX MOJIEKYII
(bepMeHTa B KIIETKE.

Bropoii 3HaYMTENBHBIH MEXaHM3M PE3MCTEHTHOCTH 3aK/IIOYaeTCsl B aKTUBHOM
BBIBEJICHUM  (UIyKOHA30Ja M3 BHYTPUKICTOYHOIO MPOCTPAHCTBA IOCPEIACTBOM
AaKTUBALMM JIBYX THUIIOB TPAHCIOPTEPOB, YYAacCTBYIOIIMX B AKTUBHOM BBIBEJICHUU
(o darokce) npenaparoB U3 rpubKoBoi KiIeTku. K Takum TpaHcropTepaM OTHOCUTCS
TJIABHBIA 1MOCPEHUK, KoaAupyeMblit reHaMu MDR (MHOXKECTBEHHOM JIEKapCTBEHHOIA
ycToiunBoCcTH), U cynepceMeicTBO ATd-cBs3pIBalomIell KacceTbl TPaHCIIOPTEPOB,
koaupyemoe reHamu CDR (renamu pesuctentHoctu rpuboB Candida k a30710BBIM

aHTI/lMHKOTVIKaM).



['unepoakcnpeccus rena MDR npuUBOJUT K Pe3UCTEHTHOCTH K (PIIYKOHA30I1y, B TO K€
BpeMsi runepakcrpeccus reHoB CDR  MoxkeT NpUBOAUTL K PE3UCTEHTHOCTH K
pa3IMYHBIM a30J1aM.

Pesucrentnocts k Candida glabrata oOb14HO O1OCpe/10BaHa THIIEPIKCIIPECCUEH reHa
CDR, 4TO MpHUBOJUT K PE3UCTEHTHOCTH KO MHOTUM aszojiaM. g TeX ITaMMOB, Y
KOTOPBIX MUHMMalbHass MHrubupyomas koHueHrpauus (MHUK) ompenensiercst kak
npomexxyTodHast (16-32 MKr/mil) peKOMEH/yeTcsi NPUMEHATh MAKCUMAJIbHBIC JIO3bI
¢ykonasouna.

Candida krusei cnenyer paccMarpuBaTh Kak pPE3UCTEHTHYIO K (IIyKOHA30Iy.
MexXaHu3M pPE3UCTEHTHOCTH CBSI3aH CO CHIDKEHHOIN 4yBCTBUTEIBHOCTHIO (DEPMEHTa-
MUIICHA K HHTUOUPYIOIIEMY BO3/IEHCTBHIO (DIIyKOHA30I1a.

DapmakokuHemuka

Beacwvieanue

[Tocie npuema BHYTPh (DJIYKOHA30J XOPOIIO BCACBIBAETCSH, €ro OMOAOCTYITHOCTH
cocrapisier 90 %. MakcumanbHas KoHUEHTpauusi (Cpax) IOCHE IpUEMa BHYTPb,
Hatomak 150 wmr cocraBiaser 90 % o1 cojaepkaHMs B IUIa3ME KpPOBHU IIPH
BHYTPMBEHHOM BBeJCHUU B Jo3e 2,5-3,5 Mr/kr. OJIHOBpEMEHHBIA MpPUEM IHIIM HE
BIMsieT Ha abcopOIMIO TpernapaTa, MPUHATOro BHYTpb. KoHIeHTpauus B Imasme
kpoBu jocturaer muka depe3 0,5-1,5 4 (TCpax) mocie npuema. KoHueHTpanuu B
mia3Me KpPOBHM HAaxoAATcss B MPSAMOI MPOTNOPLUMOHAIBLHOW 3aBUCHMOCTH OT JIO3BI.
VpoBeHb paBHOBECHOI KoHueHTpauuu 90 % jpocturaeres K 4-5 JIHIO JICYCHHA
npenapatoMm (npu npueme 1 pas3/cyTku).

[IpyMeHeHne B TMEpBBIA JIeHb JI03bI, B 2 pa3a MpPEBBIIIAIONIEH OOBIYHYIO CYTOYHYIO
J103y, MO3BOJISAET JIOCTUTaTh KOHIIGHTPAIIMK TperapaTa B I1a3mMe Kposu, paBHoi 90 %
3HAYEHUIO PABHOBECHON KOHIEHTPALMH, KO BTOpOMY JiHIO. OYeBMIHBIN 00BEM
pacripeiesieHus npuomKkaerces kK oduemy o0bemMy Bojibl B opranu3Me. CBA3bIBAHUE €
OenkaMu 11a3Mel KpoBu HeGoubioe - 11-12 %.

Pacnpeoenerue

®dyKoHA307 XOPOHIO IMPOHUKAET BO BCE OMOJOTMYECKHE JKUIAKOCTH OpraHu3Mma,
BKJIIOYas JIMKBop. KoHIEHTpanuu mpenapata B CIIOHE M MOKPOTE aHAJIOTHYHBI

KOHICHTpausiAM B IIJIa3MC KpPOBH. Y nauMeHToB ¢ FpPI6KOBbIM MCHHUHI'UTOM

4



coziepkaHue (IIyKOHa301a B CIIMHHOMO3roBO# »ujakoctu jgocruraet 80 % ot ero
KOHIIEHTPALIUHU B IIa3Me KPOBH.

B porosom cioe, snujaepmuce, AepMe U MOTOBON JKUAKOCTU JOCTUTAIOTCSA BBICOKHE
KOHLICHTPALIUU, KOTOPBIE MPEBBIIAIOT CHIBOPOTOUHEIE.

Memabonuzm

Menee 5 % ¢iykonaszosna MeTaboIU3UPYETCS TPU KIIEPBUYHOM POXONKIECHUU» Yepe3
neyeHb. MetabosnToB urykoHa3ol1a B epudepudeckoii KpoBu He 0OHAPYKEHO.
Buigeoenue

[Tepuon nomyseiBenenus (T1,) duykonazona cocrasiasier okojo 30 4. JUIMTENbHBIN
T/, mO3BOISIET IPUMEHATH OJHOKPATHYIO 03y IIpenapara Uisd JEUEHUS BarnHAJILHOTO
KaH/1103a U obecrieunBaeT MpreM npenapata | pas/CyTKu NpH JPYruxX MOKa3aHUsAX.
®dykoHa30 BBIBOJAUTCS B OCHOBHOM IOYKamu; MpuMepHO 80 % BBEIAECHHON J103bI
BHIBOJMTCSA  MOYKamMH B HeuaMeHeHHoM  Buae. Kumpenc  duiykoHasona
MPONOPIMOHANIEH KJIMPEHCY KpeaTUHUHA.

Dapmakokurnemuxa y oemeu

V jereit ObUIH MOIYYEHBI CIIETYIONINE 3HAYCHUS (PapMaKOKMHETUYECKHUX M1apaMETPOB:

Bospact Jlo3a ITepuron [Tnomans o
I0JIyBBIBEJICHUS | KPUBOM
(uac) «KOHIIEHTpalus-

BpEMS» (AUC)

(MKr-4/mi1)
9 mec — 13 ner OnHokpatHO — BHYTPh | 25,0 94,7
2 Mr/Kr
9 mec — 13 ner OnHokpatHO — BHYTpbL | 19,5 362,5
8 Mr/Kr
Cpennuit  Bo3pact | MHOrokpaTtHo — BHYTpb | 15,5 41,6
7 ner 3 Mr/kr

DapmakoKuHemuka y noA*CUNbIX NAYUeHNoe
BBLIO yCTaHOBJICHO, YTO TIPU OJJHOKPATHOM MpUMEHEHHH (IryKoHa30/1a B jio3e S0 mr

BHYTPb Y MOXKWJIBIX MAIMEHTOB B BO3pacTe 65 JIET U cTaplie, HEKOTOPBIC U3 KOTOPHIX




OJIHOBPEMEHHO NPUHUMAIIU JUYPETUKH, Cpax JOCTHTANACH Yepe3 1,3 4 mocie npuema
u cocrasisna 1,54 mkr/miu, cpegnue 3Hauenuss AUC — 76,4 + 20,3 Mkr-u/mi, a
CpE/IHMI TIEPUO/| MOJYBBIBEJACHUS - 46,2 4. 3HayeHust 2TUX (HapMaKOKUHETHUYECKUX
apaMeTpoB BBIIIE, YE€M Y MOJIOJABIX IMAUEHTOB, YTO, BEPOSITHO, CBA3aHO C
MOHM)KEHHOM 1O4YeuHOi  (QyHKIMEH, XapakTepHOH U1 MOXKWJIOro BO3pacTa.
OJIHOBpEMEHHBII TIPUEM JMYPETHKOB HE BbI3bIBAI BhIpaxkeHHOro usmeneHus AUC u
Cimiax-

Kimpenc kpearnnuna (74 mi/mMuH), npoueHT (GJykoHa30J1a, BBIBOJJUMOTO IMMOYKaMHU B
HeusmMeHHoMm Buje (0 — 24 u, 22%) u noueunslif kiaupeHc ¢uaykonazona (0,124

MJI/MHMH/KT') Y TIO)KUJIBIX ITAlMEHTOB HUKE 110 CPABHEHUIO C MOJIOIBIMH.

IToka3zanusi K NpUMeHEHUIO
@nykonazon Candos™ nokasan Ons nevenus credyouux 3a601e6anull y 63poCibix.

¢ KpHUNTOKOKKOBBIIf MEHUHTUT

o KOoKUMAMOU0MUKO3

e uBasuBHBIN KaH 1103

o CiM3UCTBI KaHAWA03, B T.4. OpodapuHTUATIBHBIA KaHAWI03, KaH/IKUJ03
MUIIEBO/IA, KAHAUJLYPHUS U XPOHUYECKUN KOXKHO-CIIM3UCTOrO KaH U103

e XpoHHueckuil aTrpouyeckuii KaHJUIA03 POTOBOH MOJOCTH (CBSA3aHHBIA C
HOILIEHUEM 3yOHBIX IIPOTE30B), Korja cOOJIOJEHUS TUIMEHBl MOJOCTU pTa WIH
MECTHOT0 JIEYEHUS HEJJ0CTATOYHO.

e BaruHajipHbI KaHAM/I03, OCTPBI WIM pEUUJIMBUPYIOIUN, KOrJaa MeCTHas
Teparnus He IIPUMEHUMA.

e Kanauao3uelii 6anaHuT, KOrja MecTHasi Teparnus He IPUMEHUMa.

e JlepMaTOMHUKO3bI, B T.4. IepMaTodUTHsI CTOI, JepMaTOPUTUS TyJTOBHILA, TaXOBas
JAepMaToUTHs, pPA3HOIBETHBIM JIMIIAH M KaHIMJI03 KOXH, KOTJa MOKa3aHO
CUCTEMHOE JICYECHHE.

e Jlepmatoutus HOrTel (OHMXOMHMKO3), KOT/Ia JICUCHUE JIPYTUMHU IIperapataMu He
PUEMJIIEMO.

Onykonazon Canoos® nokazan 0nsa npoguiakmuxu cireoylouux 3a0601€6aHull Y

63pPOCIbIX!



pEUUIMBOB KPUIITOKOKKOBOIO MEHMHTUTA Yy IMAIUEHTOB € BBICOKMM PUCKOM
pEeLUIANBA;

pEUMAMBOB Opo(apUHreaqbHOr0 KaHJIWI03a M KaHauao3a nuiieBoja y BUY-
MHQHUIIMPOBAHHBIX MALMEHTOB C BLICOKUM PUCKOM PEIH/I1BA;

JUIS CHMDKEHHUS 4acTOThl PELMIMBOB BarMHaJBHOTO KaHaujao3a (4 u Oojee
SIU30/10B B I'ON);

JUIS IPOMMIIAKTUKY KaHJIMJIO3HBIX MHOEKIUHA Y MAlUeHTOB ¢ IPOI0KUTENBHOM
HEHTPONCHMEH (TaKMX Kak MalUeHThl ¢ reMo0JacTo3aMy, IMPOXO/ISIUMU
XUMHOTEPANUIO, UM MMAIMEHTBI, IPOXOALIUE TPAHCIIIAaHTAIIUIO TEMOIMTOITHYECKUX

CTBOJIOBBIX KJIETOK).

@nykonazon Candos®™ nokasan ona nevenus demeil:

L q)HyKOHaCSOII [IPUMCHSAIOT JUIA JICUCHUA CJIIM3UCTOTO KaHJInua103a

(opodapuHreasbHOr0  KaHAMI03a W KaHAWA03a [UIIEBOJA), WHBA3UBHOIO
KaH/1/103a, KPUINTOKOKKOBOIO MEHUHTHTA M MNPOGUIAKTUKH  KaHIUI03HBIX
UH(EKIUI y MalMeHTOB ¢ 0cIabIeHHON HIMMYHHON CHCTEMOIA,

(G1yKOHA30J1 MOKHO TPUMEHSTh B KAyecTBE IOJUICPXKUBAIOIICH Tepanmuu JUIs
IIpEIOTBPAILCHUs pELMJIUBA KPUIITOKOKKOBOIO MEHMHIUTA Yy JETEH C BBICOKHUM

PUCKOM pCLUINBA.

IIporuBonoka3zanus

MOBBIIIEHHAs  YyBCTBUTEJIBHOCTH K  (JIyKOHA30i1y, JPYI'MM KOMIIOHEHTam
npernapara Win a30JIbHBIM BELIECTBAM CO CXOHON (1yKOHA30Jy CTPYKTYpPOH;
OJIHOBPEMEHHBIN IpueM TepdeHaJuHa BO BpeMsi MHOTOKPATHOIO IMPUMEHEHUs
¢urykonazouna B 1o3e 400 mr/cyT u Gosee (cM. pasaen « Bzaumooeiicmeue ¢ Opy2umu
JIeKapcmeeHHbIMU NPenapamamin?);

OJIHOBPEMEHHOE IPUMEHEHHUE ¢ Mpernaparamu, ypeanyuBarommmu uatepsain QT u
metaboausupyrommmucs ¢ nomoinbio  uzohpepmenta CYP3A4, TtakumMu Kak
LM3apu, acTeMHU30J, IPUTPOMHULIMH, MUMO3MJ, XUHUJAMUH M aMUOJapoH (CM.
paszeln « Bzaumooeiicmeue ¢ Opyeumu 1eKapcmeeHHbIMU NPenapamamiy ),
HETIEPEHOCUMOCTh  TaJlaKTO3bl, JIAKTa3Has HEJAOCTAaTOYHOCTh U HapyllIEeHHE
BCACbIBaHUS IUIIOKO3bl/TaJlaKTO3bI;

JETCKUit Bo3pact A0 3 JieT (111 IaHHO# JIeKapCTBEHHOM (HhOopMBI).



C 0cTOPOKHOCTBIO

e HapyllIeHHe NoKa3aTesell QyHKIUN NIeUeHH;

e HapylleHUE QYHKLUHU [OYEK;

® [I0SBJIEHUE CHINM Ha (POHE MpUMEHEHUS (uIyKoHa30/1a y O0JBHBIX C OBEPXHOCTHOM
rpuOKoBOI MH(EKIMEH U NHBA3UBHBIMU/CUCTEMHBIMU TPUOKOBBIMH HH(EKITUAMHU,

® O/IHOBpEMEHHOE NpuUMeHeHHe TepdeHaanHa U ¢uiykoHazoja B Jo3e meHee 400
MI/CYTKH;

® [OTEHIMAJILHO TPOAPUTMUYECKUE COCTOSAHUSA y OOJBHBIX € MHOXKECTBEHHBIMU
(Gakropamu  pucka  (opraHuyeckue  3a0ojieBaHMs ~ Cepjlla,  HAPYIICHUS
3JIEKTPOJIMTHOrO OajgaHca M CrocoOCTBYIOLIAsi pa3BUTHIO MOJOOHBIX HapyIICHHM
COITyTCTBYIOIIAs TEpAIIUs).

Ilpumenenue npu G6epeMEeHHOCTH H B ePHOJ IPYAHOT0 BCKAPMJIHBAHHS

AJIEKBaTHBIX M KOHTPOJIMPYEMBIX HCCIEOBaHUN MpUMeHeHHus ¢uiyKoHa3oma y

OepeMEHHBIX KEHIIUH HE POBOJIUIIOC.

OnucaHo  HECKOJBKO — CIy4aeB  MHOYKECTBEHHBIX  BPOXJICHHBIX  OPOKOB Y

HOBOPOX/IEHHBIX, MaTepy KOTOPBIX Ha MPOTHKEHUM OOJbIIEH 4YacTH MIN BCEro

IIEPBOr0 TPUMECTpa IOJIyyalu Tepanuio (ykoHa3ojdoM B Beicokoi mo3e (400-800

MI/CyT). BBIIM OTMEYeHBI CleyIolue HapylieHUs pa3BUTHS: Opaxuredanus,

HapylICHUE DPa3BUTHs JIMLEBOM 4YacTu dyepena, HapyuieHue (OpMHUpPOBaHMS CBOJA

Jeperna, BOJIYbs 1acTh, HCKPUBJICHUE OCIPEHHBIX KOCTEH, NCTOHUEHUE U Y/UIMHEHHE

pebep, apTporpurno3 M BpPOXKAEHHBIE TMOPOKU cep/iia. B HacTosimiee BpeMs HET

JIOKA3aTe/IbCTB CBSA3M IEPEYUCIICHHBIX BPOXKJICHHBIX aHOMAIUI ¢ HpPUMEHEHHEM

HU3KUX 7103 uiykoHazona (150 Mr ofHOKpaTHO JUIS JICYCHHs BYJIbBOBArMHAIBLHOTO

KaHJA1/103a) B MEpBOM TpuMecTpe OepeMeHHocTH. Bo Bpemst GepeMeHHOCTH

npuMeHeHne (GaykoHaszona cielayer u3derarh, 3a UCKIIOUECHHEM CIyYaeB TSDKENBIX U

MOTEHINAILHO YIPOKAIOIMX JKU3HU TpUOKOBBIX HHGEKIUI, Korja oxujaemast

10J1b3a JICYEHHs [TPEBBILIAECT BO3MOKHBIH PUCK JUIS I1J10/1a.

JKeHImuaMm 1eTopoJHOro Bo3pacTa clie/lyeT UCI0JIb30BaTh CPEACTBA KOHTPALICTIIIHH.

@iykoHazon oOHapyKMBAeTCs B TPYAHOM MOJIOKE B KOHIIGHTpaUUAX, OJIM3KUX K

IUIA3MEHHBIM, TOOTOMY €ro IPUMEHEHUE Yy OJKCHIIMH B IEPHOJA IPYIHOTO

BCKapMJIMBaAHUS HE pCKOMECH/IYECTCH.



Cnocod npuMeHeHHUsI U 103bl

BryTps. Karncyiibl nporiaTteBatoT HETHKOM.

Tepammro MOXHO HauuMHATL J0 TOJYYEHHUS pE3yJIbTaTOB IOCEBA U JPYrUX
1abopaTtopHeIX Hcciae oBannil. OJHAKO MPOTUBOIPUOKOBYIO TEparuio HE0OXOIUMO
M3MEHUTHL COOTBETCTBYIOIUMM 00pa3oM, KOrja pe3y/ibTaThl JTUX MCCIIEJOBAHUI
CTaHyT U3BECTHBIMHU.

[Ipn mepeBojie manueHTa ¢ BHYTPUBEHHOTO Ha MEPOpaIbHBINA MPUEM Tperapara Win
Ha00OpOT U3MEHEHUS CYTOUHOM J103bI HE TpeOyeTCs.

Cyroynas j03a (QuaykoHazoja 3aBUCHT OT XapakTepa W THKECTH TpUOKOBOM
uHbexumu. Ilpn BarvHanbHOM KaHIWI03¢ B OOJIBIIMHCTBE ciydaeB 3(deKTUBEH
OJIHOKpATHEBIN npueM npenapara. [Ipu undekuusax, Tpedyomux MoBTOPHOTo npreMa
npernapara, JICYEHHE CIEAYET MPOAOJIKATh J0 MCYE3HOBEHUS KIMHUYECKUX WU
71a00paTOpPHBIX NMPU3HAKOB aKTUBHOM rpubOkoBoit nHbpekimu. boasubiv CITA oM u
KPUIITOKOKKOBBIM ~ MEHUHIMTOM  WIH  PEHUIUBUPYIONIUM  OpohapUHIeaTbHBIM
KaH/(M1030M OOBIYHO HEOOXOAMMA IOJUIEpIKUBAIOIIAs Tepanus JUisl NMPOodUIaKTUKH
pPELUANBOB UH(EKITHH.

[IpuMeHeHune v B3pOCibixX

1. Tlpu xpunmoxokkoeom meHuneume u KpunmokoKKObIX UHGeKyusx Opy2oil
JoKanusayuu B TEPBBIA JIeHb 00bIYHO IpuMeHsoT 400 mr, a 3aTeM NpOJA0HKAIOT
neyenue B jgose 200-400 mr oamH pa3 B cyTKH. JUIMTENBHOCTH JI€UEHMS
KPUIITOKOKKOBBIX MHPEKIUI 3aBUCUT OT HAJIMYMS KIMHUYECKOTO U MUKOJIOTUYECKOT O
dpdekra; npu KPUNTOKOKKOBOM MEHHHIMTE JICUCHHE OOBIYHO MPOJOJIKAIOT, IO
Kpaiinei mepe, 6-8 Hexenb. B ciaydasx jgeyeHus yrposkaroumx ®u3Hu HHEKIuit 103y
MOHO yBeJIUYUTH 710 800 Mmr.

Jnsa npogpunakmuku  peyuousa Kpunmoxkokko8020 MeHuHeumAa 'y TAIUEHTOB C
BBICOKUM DPHUCKOM peuuauBa (Hanpumep, y mnanueHtoB co CIIHMJlom) mnocne
3aBEpIICHHUs TOJHOIO Kypca MEPBUYHOIO JICYEHHUs, Tepanuio (IyKOHa30J0M B J103€
200 Mr/cyTKN MOXHO MPOJI0JKATh B TEYCHUE OYCHB JUTHTEIBHOTO CPOKa.

2. Ilpn koxyuououoomuxosze MOXKET NMoTpeOOBATLCS MPUMEHEHUE Npenapara B J03€
200-400 wmr/cyr. Jlns HekoTOpwIX WH(EKIMHA, B OCOOEHHOCTH C TOpaKEHUEM

MO3T'OBBIX 060.110'{61(, MOJKCT paccMaTpUuBaTbBCA J103a 800 mr B CYTKHU. ﬂIIMTeIIbHOCTB



TEeparuy OINpeAeAlOT WHIMBUYAIBLHO, TEpanus MOXKET JUIMThCA J0 2 JIeT; OHa
cocraBiger 11-24  wMec npu  kokumaumowjpomukose, 2-17 wmec — 1pu
NapakoKUMAMOUJA0MUKO3e, 1-16 mMec — mpu crnoporpuxo3e u 3-17 Mec — npu
TUCTOIIIA3MO3€.

3. Ilpu kanoudemuu, Ouccemunupo6aHHoOM KaHOuoo03e U OpPYeUX UHBAZUBHBIX
KaHOUOO3HbIX UH@eKkyusx Hacklmaomas ao3a cocrariser 800 Mr B HEpBbIA JICHB,
nocaeaytomas jgoza 400 mr JIAMTEIBHOCTH Tepanuu 3aBUCUT OT KIMHUYECKOM
spdextuBHOCTH. OOIIAs pekoMeHAalusl M0 JUIMTEIBHOCTH JICUCHUS KaHIAUIAEMUU 2
HEJIEIM T10CTIE TIEPBOTO OTPUIIATEIBLHOIO pe3ylibTaTa MOCeBa KPOBU U MCYE3HOBCHMS
IIPU3HAKOB U CUMIITOMOB KaH/IU/IEMHUU.

4. Tlpu opoghapuneeanrvnom xanoudoze nacwimaromas jgosza: 200-400 Mr B nepBblii
JIeHb, Tocneaytomas jo3a: 100-200 mr oauH pa3 B cyTku B TedeHue 7-21 janeii. Ilpu
HEOOXOIMMOCTH, OOJBHBIM C BBIPAKCHHBIM I10/1aBJIEHUEM MMMYHHOH (QYyHKIMH
JIeYeHHe MOYKHO MPOJ10JKaTh B TeueHue 0oJiee JIMTEIbHOIO BPEMEHH.

Ilpu kanouoypuu — >hdekruBHas g03a 00buHO coctapisger 200-400 mr/cyt npu
JUIMTEIBHOCTH JiedeHust 7-21 JiHeil. Y MalueHToB ¢ TsHKEIBIM HapyIICHHEM QYHKIUH
MMMYHHOM CHCTEMBI MOYKHO MCITI0JIb30BATh 00JIe€ JUIMTEILHBIC MIEPHO/IbI TEPATTHU.
[Ipu xponuueckom kodxcHo-cauzucmom kanouoose npumenstor 50-100 Mr B cyTku 10
28 nHeil neyenus. B 3aBUCHMOCTH OT TSDKECTH JI€4EHMA HMHOEKIMM I
CONMYTCTBYIOLIEr0  HAPYHIEHUS HUMMYHHOH CHCTEMbl ¥ HMHQEKIMH  MOXKHO
MCIOJIB30BaTh 00J1€e JUVIUTEIbHBIC IEPUOBI TEPAIIUH.

[lpu kanouooze nuwesooa wacwimaomas jo3za 200-400 Mr B MEpBBIH JICHD,
nocneayiomas jgo3a 100-200 mr B cytku. Kype nedenus cocrasnser 14-30 aueit (10
JIOCTVOKECHHMSI PEMUCCHM KaHJI103a nuiieBojaa). Ilpn HeoOX0auMOCTH, MalMeHTaM ¢
BBIP@KEHHBIM I10/IaBJICHUEM UMMYHHOH (QYHKIMM JI€Y4EHHE MOXKHO MPOJIO/DKATH B
TeueHue 6oJiee JUNIMTEIBHOTO BPEMEHH.

Jlns  npogunakmuku  peyuousos opogapunzeansHo2o Kauouoosa WM KaHOuoo3a
nuujeeooa y BUY-uHGUIMPOBAHHBIX MAIIMEHTOB C BHICOKMM PUCKOM pPELMIUBOB, a
TaKKe y MAlMEHTOB € XPOHMYECKH TOHIKCHHBIM HMMMYHHTETOM (DIIyKOHA30I1
npumensior no 100-200 mr B cytku wim 200 mMr 3 pasa B HEACTIO B TEUCHHE

HEOIPECACIICHHOTO II€pUo/a BpEMCHH.
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5. Ilpu xponuueckom ampoghuueckom kanouooze norocmu pma, CEA3AHHOM C

HOweHuem 3yOHbIX npome306, penapar 00bLIYHO MPUMEHSIOT B J103¢ 50 MI 0JIMH pa3 B
CYTKM B Te4eHHE 14 JHEH B COYCTAaHUHM ¢ MECTHBIMU QHTUCEIITUYECKUMHU CPEICTBAMU
Juist 00paboTKuM npoTesa.

6. Ilpn ocmpom eazunanviom kanouodosze, OGananute, BbI3BaHHOM Candida spp.,
(bi1yKOHA30J1 MPUMEHSIOT OIHOKPATHO BHYTPb B j1o3¢ 150 Mr. [ CHMIKEHMS 4acTOTHI
PELM/IMBOB BarnHaJIBHOTO KaH/MI03a Tpernapar MOXXKHO NMPUMEHATH B jo3e 150 mr
yepe3 KakJable TPH JHSA — BCero Tpu Jo3bl (B 1-if, 4-ii m 7-if 1eHb), 3aTem
o uUIepKuBaromas jo3a cocrapiser 150 mr oaun pas B Hejemo. Ioiepkusaronnyio
J103y MOKHO IIPUMEHSATH J10 6 MECSALEB.

7. Jleuenue aepMaToMuKo30B. [Ipu MHOEKUMSX KOXKH, BKIIOYAs depmamogyumuio
cmon, 0epmamopumuio myni06uwa, naxoeyo 0epmamo@umuio N 1pu KaHOUOO3HbIX
unghexyusax, pekomenyemas jo3a cocrasisier 150 Mr oMH pa3 B Heaemo win 50 mMr
OJIMH pa3 B CYTKU. JTMTEIBLHOCTD Teparnnu 0OBIYHO COCTABJIACT 2-4 HEJICNH, O/HAKO
MPU MUKO3aX CTOI MOKET MoTpeboBaThes Gosee UTMTEIbHAs Tepanus (10 6 Hejels).
[pu pasznoysemnom nuwae pekomeryemas jo3a cocrapiser 300-400 mMr oaun pa3 B
Heaemo B TeueHue 1-3 Hejeab. AJIBTEPHATUBHOM CXEMOW JICYCHUS SABIACTCA
MpUMeHEHHe mpernapara 1o 50 Mr oJIMH pa3 B CYTKH B T€UYCHHE 2-4 HE/ICIIb.

8. Ilpu onuxomukosze pexomeHyemas j103a cocrapiseT 150 Mr OIMH pa3 B HEJCTIO.
Jleuenue cieyeT MpoIoIKaTh /10 3aMEleHHA HHPUIIMPOBAHHOIO HOI'TA (BBIPACTAHMSA
HEMHOUIIMPOBAHHOTO HOITs). [l1sl MOBTOPHOIO pocTa HOTTEH Ha najpliaX pyK ¥ CToI
B HOpMe TpebyeTcs 3-6 mecsiueB 1 6-12 MecsIeB COOTBETCTBEHHO. OJIHAKO CKOPOCTh
pocTa MOXKET BapbUpOBAaTh B HIMPOKMX MpEIeNax y pasHbIX JIOJCH, a TaKkke B
3aBUCUMOCTH OT Bo3pacta. llocie ycrnemHsoro Je4eHus JUIMTEIBHO COXPAHABIIMXCH
XPOHMYECKNX MHEKINi nHOTAa HabIo1aeTes n3MEHEHHe pOpMbI HOTTEl.

JIns npodMIAaKTUKK KaHM103a Yy MAlMEHTOB CO 3JI0KaYEeCTBEHHBIMU OIYXOJISAMHU
pekoMenjiyemas jo3a uykonaszona cocrapiser 200-400 mr oxmH pa3 B CYTKH B
3aBHCHMOCTH OT CTENEHM pHUcKa pa3BuTHs rpubkoBoil uHdexunu. Jlig OOMBHBIX €
BBLICOKMM PHMCKOM T'€HEpaJN30BaHHOM HH(EKIMH, HApUMeEp, C BBHIPAKCHHOH WK
JUIITENIBHO COXpaHsIoIIeiics HelTponenueil, pekoMeHayeMas J103a cocrapisier 400 mr

OJIMH pa3 B CYTKH. q)ﬂyKOHaL’.OH IIPUMCHAIOT 3a HECKOJIBKO JIHEH J10 OXKHUJIaeMOoro
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pa3BUTHSI HEWTPOIICHUHU U, TIOCIIE YBEIMYEHHS Yncia HeiTpoduios 6oee 1000 B Mm?

b

JIEYEHHE TIPOJI0JDKAIOT elle 7 JIHEH.

[IpuMmeneHue v jereit

Kak 1 npu cXOAHbIX MHQEKIMIX y B3POCIBIX, JUIMTEIBHOCThH JICYCHUS 3aBHCHUT OT
KJIMHUYECKOT0 U MUKOJIOTHYECKOTo dddekra. [l aqereit cyrounas 1o3a rnpemnapara He
JIOJDKHA MPEBBIIATH TAKOBYIO JUIsl B3pOC/IbIX. (DIyKOHA30)1 NMPUMEHSIOT €KEIHEBHO
OJIMH pa3 B CYTKH.

Ipu kanouoose causucmeoix 06010uex peKOMeHIyeMas j103a (IIyKoHa30J1a COCTaBIIAET
3 mr/kr/cyt. B nepBbiit geHb ¢ 1enabto 6ojiee ObICTPOro JOCTHIKEHHMS PAaBHOBECHOM
KOHIIEHTPALIUU MOYKHO NPUMEHSATH YIapHYIO 103y 6 MI/KT.

JIis IEYCHUS UHBA3UBHO20 KAHOUO03A U KPUNMOKOKKOBOU UHGheKyuu pEKOMEHIyemast
J103a COCTaBJISAET 6-12 MI/KI/CYT B 3aBUCUMOCTH OT TSKECTH 3a00JIEBaHMS.

JIns TOJMABICHUS DPELMIAMBA KPUNMOKOKKOBO20 MeHuHeuma 'y JeTed OOJBHBIX
CITHN]IoM pexoMeHI0BaHHas J103a (GIyKoHa30J1a COCTABIIAET 6 MI/KI/CYT.

Jlns  npogunakmuku  epubkoevix  unghexyuit 'y OONBHBIX € MOJABJICHHBIM
MMMYHHTETOM, y KOTOPBIX PHUCK pPa3BUTUS MHQEKLUMHM CBA3aH C HEHTPOTICHUECH,
pasBHBalolleiicss B pe3ylbrare IUTOTOKCUYECKONW XUMHUOTEpArnnu WIH JIy4eBOi
Teparuu, rpenapar MpUMEHSIOT 1o 3-12 MI/Kr/cyT B 3aBUCHMOCTH OT BBIPKCHHOCTH
M JUIMTEILHOCTH COXPAHEHWs WMHAYIMPOBAHHON HEHTpomeHnu (CM. J03y U
B3pOCIIBIX; JUIS JIETEl ¢ TOYEYHON HEJOCTATOUHOCTBIO - CM. JI03Y JUIsi OOJBHBIX C
MOYEUHOH HEAOCTATOYHOCTBIO).

IIpy HEBO3MOKHOCTH MPABWILHOTO MCIOIB30BAHHUS Y JCTeil JIEKapCTBEHHOH (pOopMbI
¢1ykoHa30J1a B BUJIE KarCyJl CJIEyeT pacCMOTPETh BO3MOKHOCTL 3aMEHBI Ha JIpyTUe
JIeKapCTBEHHBIC (OpPMBI TperapaTta (MOPOIIOK JUls MPUTOTOBJICHUs CYCHEH3UH JUIA
npremMa BHYTpb WK PacTBOP JUISl BHYTPUBEHHOTO BBE/ICHNS) B OKBUBAJICHTHBIX J103aX.

[IpyuMeHeHue V MOKUIIBIX JIIOJAEN

[Ipu OTCYTCTBUY TPU3HAKOB ITOYCHHOIN HEAOCTATOUHOCTH (IYKOHA30]l NPUMEHSIOT B
00BIYHOI J103e. BOJIBHBIM ¢ ITOYEUHOI HeI0CTaTOYHOCTRIO (KiaupeHc kpeatnnuHa (KK)
<50 mMuI/MHH) J103y TIpernapaTa KOppeKTUPYIOT, KaK OMHUCAaHO HUXKE.

[IpumeneHue y 00JbHBIX € TOYECYHON HEAOCTATOUYHOCTHIO
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IIpu oaHokpatHOM mnpueme M3MEHEHMs J03bl He TpedyeTcs. Y OoJbHBIX (BKIIOYAs
JIETel) ¢ HapyleHHeM (QYHKIMU MOYEK [P MHOTOKPaTHOM INPUMEHEHMHU Iperapara
CJIEJIyET IEpBOHAYAILHO BBECTU YJapHylo jo3y or 50 go 400 wmr, mociae yero
CYTOYHYIO J103y (B 3aBUCHUMOCTM OT II0Ka3aHUS) YCTAHABIMBAIOT COIJIACHO

cieaytoueit radaune:

KK (ma/mun) IIpouenTt
pPeKOMeHyeMOoH
03Bl

> 50 100 %

<50 (6e3 nuanuza) | 50 %

peryJsapHbIi 100 % nocne kaxaoro

JMaIu3 Juanusa

[TaneHTHI, HaxoafIMecs Ha peryjspHOM Juainuse JoJbKHBl noaydars 100 %
PEKOMEHyEeMOM /103l MOCNIE KaKIOro ceaHca JAuanu3a. B JeHb, Korja JAuaau3 He
MPOBOJUTCS, MAUMEHTH JOJKHBI MOJyYaTh YMEHbIIEHHYIO (B 3aBucumoctu oT KK)
J103y Tpernapara.

Y jereit ¢ HapyuieHUEM (QYHKIMHM TOYEK CYTOYHYIO JI03y IIpernapara ClIeayeT
YMEHBIIUTH (B TOH K€ MPONOPHMOHAIBHOM 3aBUCUMOCTH, YTO M Y B3pOCIBIX), B
COOTBETCTBUHU CO CTENEHBIO BBIPAXKEHHOCTHU MTOYEYHON HE0CTATOUYHOCTH.

ITo6ouHoe geiicTBUE

IlepenocumocTs npenaparta 0ObIYHO OUEHB XOPOILas.

[To nanubiM Bceemupnoit opranuzanum 3japaBooxpanenus (BO3) HexenarenbHbie
spiaenns (HA) xmaccupunmpoBansl B COOTBETCTBUM € MX YacTOTOW pa3BUTHS
caeayrommm  obpazom: oveHb 4acto (>1/10), wacto (>1/100, <1/10), HewacTo
(>1/1000, <1/100), peaxko (>1/10000, <1/1000) wu oyenp peako (<1/10000);
4acTOTa HEU3BECTHA — 110 UMEIOUIMMCS JIaHHBIM YCTAHOBUTH YaCTOTY BO3HUKHOBEHMS
HE MPE/CTaBISIIOCH BOZMOKHBIM.

B KJIMHMYECKMX M MOCTMAPKETUHTOBBIX (*) mccienoBanusix ¢uykoHa3ojda OTMEYalu
CJIEIYIOIIME MOOOUYHBIE PEAKIIMU:

Hapyvwenus co cmoponsl ummynnou cucmemot *

Heuacmo: KOXHBIN 3y, KpalluBHUIIA, OTEKH,
peoKko. aHTMOHEBPOTUUYECKUI OTEK, OTEK JIUIIA.

Hapywerusa co cmoporvl opeanos kposemeopeHus u /Iu.M¢amull€CK012 cucmemot*

Hevyacmo:. aHEMUA,
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peoko: NEHKONEHHUs, BKJIIOYast HEHTPOIIEHUIO U arpany/I0UTO3, TPOMOOIIUTONIECHHSI.

Hapywenus co cmoporbi HepSHOlZ cucmemol

yacmo. TOJI0BHAs 00JIb;

Heyacmo: TOJOBOKpYXXEHHE™, M3MeHeHue BKyca*, cyupoporu*, OeccoHHHULa,
napecTe3usi, COHJIUBOCTD;

PeoKo: TPEMOP.

Hapyvwenus co cmoporvl cepoeuro-cocyoucmou cucmemst *

peoko:  yBenudyeHue wuHTepBasia QT wa DOKI, apurmus xKenyaoukoBas
TaXMCUCTOJIMUECKass TuUna «mupy ™» (torsade de pointes) (cm. paszpen «Ocobvie
VKA3AHUAY ).

Hapywenus co CMOPOHbL NUUEBAPUMENbHOU CUCIEeMbl

yacmo: 60J1b B )KUBOTE, JIMapesi, TOIHOTA, pBOTa*;
Heuacmo. JTUCTICTICUS*, 3amop, METEOPU3M, CYXOCTh CIU3UCTON OOOJIOUKH MOJIOCTH
pra.

Hapywenus co cmoponvi 2cenamobuiuaproii cucmemol

yacmo. TIOBBIIIIEHUE CHIBOPOTOYHOIA aKTUBHOCTH aMHHOTpaHcdepas
(amanmHamuuoTpanchepassl  (AJIT) wu  acnapratamunotpancdepassr  (ACT)),
11eJI04HOM docdaTassl;

Heuacmo. TIOBBIIICHUE KOHIICHTpalui OMIMpyOrHa, X0JIecTas, )eaTyxa*;

peoko: HapylieHue (GYHKIUMH TMEYEHHU®, TrenaTole/UIIONAPHOE  OBPEKICHUE,
renaToLe/UIIOJSAPHBII HEKpOo3*, renatuTt*, renaToTOKCUYHOCTh, B HEKOTOPBIX ClIydasx
C JIETAJIBHBIM UCXOJIOM.

Hapywenus co cmoponvl oomerna eewecme™

Hedyacmo. CHU)KCHUC aIllICTUTA,
pedxo: ITOBBINICHUEC KOHIICHTPAIIUU XOJCCTCPUHA U TPUTIIMLCPUIOB B IIa3MC KPOBU,
'UITOKAJINEMU L.

Hapywenus co CHIOPOHbI KOJNCHbIX NOKPOBO6

Hacmo. CBhIIIb,

Hedyacmo. JICKApCTBCHHAas CbIIlb, IMTOBBINICHHOC ITOTOOT/ICJICHUC]
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peoko: SKchOIMATUBHBIE TOpaXKeHus: Koxku*, Bkmouas cuHjapom CruBeHca-
JUKOHCOHA M TOKCHMYECKMH HNHUJIECPMATIbHBIA  HEKPOJIM3, aJIONElHMs, OCTPBIH
reHepaTU30BaHHbBII K3aHTEMATO3HBIH MTyCTYJIE3.

Hapywenus co cmopoHbl onopHo-08uzameibHo20 annapama

Heuacmo: MUAJITHSL.

IIpouue

Heyacmo. c1aboCTh, aCTEHUS, TIOBBILICHHAS! YTOMIIIEMOCTB, JINXOPA/IKa,

yacmoma Heuzgeecmua: NOBBIIIECHHAS TTOTIUBOCTD, BEPTHUIO.

VY HEKOTOpBIX OOJILHBIX, OCOOCHHO CTPaJAIOIIUX CEPHE3HBIMU 3a00JEBAHUSIMH,
takumn kak CITAJ] win pak, npu gedenuu mpenapatom Paykonason Cannos® u
CXOJIHBIMM TIperapaTamMu HaOJI0JaIuCh U3MEHEHHs MoKasareneidl KpoBH, (QyHKIHHU
MoYeKk M nedyeHu (cM. paznen «Ocodvie ykazawusy), OAHAKO KIMHAYECKOE 3HAYCHHUE
3TUX U3MEHEHUH U UX CBSA3b C JICUCHUEM HE YCTAHOBJICHEI.

IlepenosupoBka

Cumnmompl; TOIIHOTA, PBOTA, JAMApes, B TSKEIBIX ClydyasX MOIYT OTMEYaThCA
CYZ0pOTH, raJTIOLMHAIIMH, TApaHOUJAIBHOE [TOBE/ICHHUE.

Jlevenue:  CUMIITOMATHYECKOE,  [POMBIBAHME  JKEIyJIKa; T.K.  (IIyKOHa30I
SKCKPETUPYETCS MOYKAaMU peKOMeHyeTcs: GpopcupoBaHHbIA jauype3. I'emoananus B
TeYeHHE 3 U CHIKAET KOHIICHTpAIUio (JIyKoHa30/1a B IJ1a3Me KpOBHU B 2 pasa.
B3aumojeiicTBHe ¢ APYTHMH JIEKAPCTBEHHBIMH CPeJCTBAMHU

OJIHOKpaTHBI WM MHOTOKpATHBIH npuem uiykoHaszona B o3¢ 50 Mr He BIMSCT Ha
metabosnu3M eHa3ona (AHTUIIMPUHA) TIPH UX OJIHOBPEMEHHOM IpUEME.
Oonoepemennoe npumeHeHue QIYKOHA301a CO CHEOYIOUUMU  npenapamamu
npomugonokasano: 1U3anpui: Mpu OJHOBPEMEHHOM NPUMEHEHMH (iiyKoHa3oja u
[M3anpuia BO3MOKHBI HEXKEJIaTeIbHbIE PEakiMi CO CTOPOHBI CEp/Illa, B T.4. apUTMUA
KEIyI0YKOBask TAXMCUCTOIMYECKas Tura «upys>t (torsade de pointes). [lpumenenne
daykonaszosna B 103e 200 Mr 1 pa3 B cyTku u nusanpuaa B o3¢ 20 Mr 4 pasza B CyTKH
MPUBOJUT K BBIPAKCHHOMY YBEIMUEHMIO IUIA3MEHHBIX KOHIIEHTpAlWil 1u3anpuia u
yBeauueHnio uHTepBasa QT na DKI. OaHOBpeMEHHBIM TNpHeM Lu3anpuaa MU

¢rykoHa3051a NpOTUBOIIOKA3AH.
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Tepdenaaun: npu OJHOBPEMEHHOM NPHUMEHEHHH a30JbHBIX IPOTHBOTPUOKOBBIX
CPEICTB M Tep(eHajnHa BO3MOXKHO BO3HUKHOBEHHE CEpPBhE3HBIX apUTMHUIl B
pesyabrare yBenuuenus unrepsaia QT. I1pu npueme daykonazosna B 1o3e 200 mr/cyT
yBenndeHus untepsana QT He ycraHOBIEHO, O/HAKO, MpUMEHEHUE (IyKoHa3osa B
no3ax 400 Mr/cyT u BbllIE BBI3BIBACT 3HAYUTEIBHOC YBEIMUYCHHUE KOHICHTpAIUU
TepdeHanuna B miasMe kposu. OHOBpeMeHHBIN npuem ¢uiykoHaszona B j1o3ax 400
mr/cyr  u  Oojgee ¢ TeppeHAJTMHOM  TPOTHBONOKa3zaH  (CcM.  pasjen
«lIpomusonokasanusy). Jleuenue daykonasonom B no3ax menee 400 mr/cyt B
COYETaHUHM C Tep(EeHaJNHOM CJEJyeT IMPOBOJUTH, MO TINATEIBHBIM KOHTPOJIEM.
ACTEMM30JI: OJHOBPEMEHHOEC TNpUMEHEHHEe (UIyKOHA30j1a € acTEeMHU30JI0M MM
JPYTUMH IpenapaTaMu, MeTab0JIM3M KOTOPBIX OCYLIECTBIISAETCS CUCTEMON IUTOXpOMa
P450, MOXKeT COnmpoBOX/IaThCs MOBLIIIEHUEM CHIBOPOTOYHBIX KOHIIEHTpAIUH 3THX
cpenctB. IloBBIICHHBIE KOHIEHTpAlMM acTeMU30Jla B IUIa3Me KPOBH MOTYT
NPUBOJIUTE K YyMJIMHEHHIO MHTepBata QT M B HEKOTOpBIX cCilydasXx K pPa3BUTHIO
apUTMHMM JKEJTyI0YKOBOM TaXMCUCTONIMYECKON Tuna «mupysT» (torsade de pointes).
O1HOBpEMEHHOE IIPUMEHEHUE aCTEMH30J1a U (IIyKOHA30/1a MPOTUBOMOKA3AHO.
[1¥MO311: HECMOTPS Ha TO, YTO HE MPOBOJIMIIOCH COOTBETCTBYIOIINX UCCIICIOBAHNIA in
Vitro WIN in Vivo, OJIHOBPEMEHHOE NpUMEHEeHHE (IIYKOHA30J1a U NMUMO3MJIa MOXKET
MPUBOJUTE K YIHETEHHIO MeTaboju3Ma NuMo3ujaa. B cBOIO ouepe/ib MOBBINICHUE
IMJIA3MEHHBIX KOHIEHTpaUUi MMMO3K/1a MOXKET NPUBOUTH K Y/UIMHEHUIO MHTEpBaia
QT u B HEKOTOPBIX CITy4asX Pa3BUTHIO APUTMHHU JKEITYT0YKOBON TaXHUCUCTOIHMYECKOM
THa «upys™» (torsade de pointes). OpHOBpeMEHHOE MPUMEHEHHE MUMO3UJIA U
(urykoHa30J1a MPOTUBOIIOKA3AHO.

XWHUJIMH: HECMOTPS Ha TO, YTO HE MIPOBOINIOCH COOTBETCTBYIOIIMX UCCIICIOBAHUIA in
Vitro WIW in vivo, OJIHOBPEMEHHOE INpUMEHEHUEe (IIyKOHA30Ja U XUHUJAMHA MOXET
TaK)KE TMPUBOJUTL K YTHETEHHIO MeTaboin3Ma XuHWAMHA. [IpyMeHeHne XuHUIMHA
CBsI3aHO ¢ yuiMHeHneM uutepBana QT u B HEKOTOPHIX cllyyasx ¢ pa3BUTUEM apUTMUHU
KCITyJIOYKOBO  TaXUCUCTOJIMYECKON THuma «mupyaT» (torsade de  pointes).

OI{HOBpeMel‘IHOC I[IPUMCHCHUC XNHHU/IMHA U (1’)IIyKOH330Ha IIPOTHUBOIIOKA3aHO.

OpPUTPOMUIIMH:  OJHOBPEMEHHOE NpUMeHeHHue (GUIyKoHa30j1a U IPUTPOMUIIMHA

IMIOTCHIHAJIBHO TPUBOJAUT K IIOBBINICHHOMY pPHUCKY pa3BUTUA KapAMOTOKCUYHOCTHU

16



(ynnmunenune untepBana QT, torsade de pointes) u, BciaeacTBUE ITOro, BHE3AIMHOM
cepaeunoit cMepTu. OJHOBpPEMEHHOE MpUMEHEHUE (yKOoHa301a U IPUTPOMHULIMHA
MPOTUBOIOKA3aHO.

AMMO/IapOH: COBMECTHOE MPUMEHEHHE (IIyKOHA30/1a U aMHOAapOHa MOKET IIPUBECTH
K uHrubupoBanuio  Meraboiausma amuojapona. [Ipumenenme amumojapoHa
acCOLMUPOBAIOCH C Y/UIMHEeHHWeM wuHTepBasia QT. OXHOBpEMEHHOE IPUMEHEHHUE

¢bykoHa3zos1a 1 aMuo/1apoHa MPOTUBOIIOKA3aHO (cM. pasjen «lIpoTuBonokazaHus»).

Cnedyem cobr00amop 0CmMOpPOIHCHOCHY, U 603MON}CHO, KOPPEKMUPOBAMb 003bl PU
00HOBPEMEHHOM NPUMEHEHUU C/1e0YIOU{UX NPEnapamoe u (PJyKoHazona:

IIpenapameoi, erusrowue Ha hryKkoHa3ou:

[ MapOXJI0POTUABU/L: MHOTOKpPATHOC NMPUMCHCHUE TUIPOXJIOpTUA3n1a OJHOBPEMCHHO

¢ (¢u1yKOHA30J0M IMPUBOJUT K YBEIMUYCHHUIO KOHILIEHTpaUuu (UIyKOHa30ja B IUIa3Me
kpoBu Ha 40 %. Dddexr Takoil cTEneHU BBIPAKEHHOCTU HE TPEOyEeT U3MEHEHMs
pexxuma J03upoBaHus (ykoHa3osa y OOJBHBIX, IMOJIYYaIOLUX OJHOBPEMEHHO
JIMYPETUKH, OJIHAKO Bpauy CJIEIyET ITO YUYUTHIBATE.

Pudamnuimn: oaHOBpeMEHHOE TpUMeHeHHe (uiykoHa3olna M pUdaMIUIUHA

npuBoAUT K cHkeHn0 AUC nHa 25 % M JUIMTENILHOCTU II€PHUOJIa TOJIyBEIBEICHUS
¢dykonazosa Ha 20 %. Y  OOJbHBIX,  OJHOBPEMEHHO  IPHUHUMAIOIIUX
pudamMnuuH, HEOOXOAMMO YUUTHIBATH I€J1I€COOOPA3HOCTh YBEJIMYEHUSA  JIO3BI
¢ykoHazona.

[Ipenapathel, Ha KOTOPBIC BAUICT (hIYKOHA30JI:

daykoHa3on sisieTcss MOIHbBIM HHrHOuTOpoMm n3odepmenta CYP2C9 u CYP2CI19
uuroxpoma P450 u ymepennsiM unrudburopom usopepmenra CYP3A4. Kpome Toro,
ITOMUMO TIEPEUUCICHHBIX Jaee 2((HEKTOB, CYIIECTBYET PUCK IMOBBIIIEHUS B I1a3Me
KPOBHM KOHILIGHTpPALIMM M JAPYrUX JIEKAPCTBEHHBIX CPEJACTB, META0OIU3UPYEMBIX
uzopepmentamun CYP2C9, CYP2C19 u CYP3A4 npu 0AHOBPEMEHHOM IIPHEME C
¢unykonazonom. B cBa3m ¢ otum, cieayer coOioaath ocropomﬁocn npu
O/THOBPEMEHHOM TPUMEHEHUM MEPEYNCICHHBIX MPENapaToB, a IpU HEOOXOIMMOCTH
MOAO0OHBIX KOMOMHAIMI IMalMEHTHl JIOJDKHBl  HAaXOJAMThCA I0J  TIIATCIBLHBIM

MEJMIIMHCKUM HaOmoenrueM. ClieflyeT y4UTBIBaTh, 4TO MHruOUpyoumi sddexr
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(ykoHazosa coxpaHsiercsi B TeueHue 4-5 JqHel nmocie 0TMEHBI Mpernaparta B CBS3M €
JUINTEIILHBIM TIEPHOIOM T10J1yBBIBE/ICHUSL.

AndeHTaHmI: oTMeuaeTcs YMCHBIICHUEC KIIMPpEHCA U oObeMa pacnpeaciiCHus,

YBEIMUYEHHUE MIEpUO/Ja IOJyBBIBEICHUS al(eHTaHuaa. Bo3MOXKHO, 3TO CBA3aHO C
uHruoupoBanueM usodepmenta CYP3A4 ¢uykonazonom. Moxer norpeboBarhes
KOPPEKIIHS /1035l al(eHTaHuIIa.

AMUTPUNTWINH, _HOPTPUOTWIMH: yBenauueHue dddekra. Konuenrtpauuo 5-

HOPTPUNTIIIMHA ~ W/MAM  S-aMUTPUNTWIMHA  MOXHO  M3MEPUTH B Hayale
KOMOMHHPOBAHHOH Tepanuy ¢ GIIyKOHA30JI0M M 4yepe3 HeJelto nocie Havana. [Ipu

HEOOXOAMMOCTH CJIEYeT KOPPEKTHPOBATH 103y aMUTPUNTUIMHA/HOPTPUIITHINHA.

Amborepuny B: B uccie[oBaHUSX Ha MBIIIAX (B TOM YUCIE, C MMMYHOCYIpECCHEN)
ObUIM ~ OTMEYEHBI  CIEAYIOIME  pe3ysbTaThl:  HEOONBIIOW  a/UIMTUBHBIN
NMpOTUBOrpUOKOBBINA A dekT npu cucteMHoit uHdekuuu, Bbi3BanHoi C. albicans,
OTCYTCTBUE  B3AaUMOJICHCTBUS NPU  BHYTPUUEPENHOW MHPEKIUHM, BBI3BAHHOMN
Cryptococcus neoformans W aHTaroHW3M MpPU CUCTEMHON WH(EKIMHU, BBI3BAHHOM
A. fumigatus.  KnuHM4YecKkoe  3HAYCHME  JIAHHBIX  pE3yJIbTaTOB  HE  SICHO.

AHTHKOArYJISHTBI: KaK M JIpyrHe NpoTUBOTPHUOKOBLIE Cpe/icTBA (IIPOM3BO/IHBIE A30J1a),

GuiykoHa30s, TpU  OJAHOBPEMEHHOM INPUMEHEHUH C BapdapuHOM, MOBBIIIAET
nporpomMbuHoBoe BpeMs (Ha 12 %), B CBSI3M C YEM BO3MOXKHO pa3BUTHE
KPOBOTEYEHUH (reMaToMbl, KpOBOTEYEHHUS U3 HOCA U JKETY/I0UHO-KUIIEYHOTO TPAKTa,
reMarypus, MejeHa). Y MalueHTOoB, MMoJIy4YalolX KyMapuHOBBIE aHTUKOATyJISHTHI U
(1ykoHa30J1, HEOOXOIUMO TOCTOSIHHO KOHTPOJIMPOBATH MPOTPOMOMHOBOE BpEMsI B
MEPUOJ TEPAIMM U B TEUEHUE 8 JIHEH I0C/I€ OJJTHOBPEMEHHOIO NpuMeHeHus. Taxke
CJIE/IyET OLIEHUTD LEe/1ec000pa3sHOCTh KOPPEKIIUY 1036l BapdapuHa.

A3UTPOMMIMH: TpH  OJHOBPEMEHHOM TMPUMEHEHUH BHYTpPb (IyKoHa3onda B

oJHOKpaTHOW 03¢ 800 Mr ¢ a3suTpOMUIMHOM B OJIHOKpaTHO# n03e 1200 wmr
BBIPQKEHHOTO  ()apMaKOKMHETUYECKOTO  B3aUMOJICHCTBHS ~ MEKAYy  000MMH
rnpernapaTaMu He YCTaHOBJICHO.

ben3oima3enuubl  (KOPOTKOIO JICHCTBMS): TOCTIE IIpu€Ma BHYTPbL MHJ1a30JIaMa,

(bHyKOH&?OH CYIICCTBCHHO YBCIUYHUBACT KOHIECHTpAIHIO MHuj1a3ojiaMma )44

IICUXOMOTOpHBIE ((DEKTHI, MpUYEM 3TO BiIMsHUE 00Jee BBIPAXKEHO IOC/IE NpUEMa
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(rykoHa3zona BHyTpb, 4EM IpU €ro NPUMEHEHUH BHYTPUBEHHO. [Ipr HE0OX01MMOCTH
COMYTCTBYIOIIEH  Tepanuu  OeH30/Ma3enuHaMM  TMAlUEHTOB,  MPUHUMAIONINX
aykonaszon, ciemyer HabmoOAaTh € HEJABIO  OLCHKH  11€J1€CO00pPa3sHOCTH
COOTBETCTBYIOIIErO CHUXKEHHUS /10361 OEH30/1Ma3CIHHA.

[Ipy OZHOBPEMEHHOM NpHEME OJHOKPATHOI 03Bl TpHazoiaMa, (IyKOHA30lI
yBeanunBaeT AUC tpuazonama npubimsutensHo Ha S50 %, Cpax - Ha 25-50 % u
NepUoO MOJyBbIBeeHUd - Ha 25-50 % Onarojapss yruereHuro Mertaboimu3ma
TpHuaszojgama. MoxeT oHajloOUThCss KOPPEKIHS JI03bI TpHa30jiama.

Kapbamasenun: ¢iykoHa3o1 yraeraer Mertabosm3M KapOamasenuHa ¥ IOBBIIIAET

CBIBOPOTOYHYIO KOHIIEHTpanuio Kapbamasenuna Ha 30 %. HeoOXoauMo y4uTHIBATH
pPUCK pa3BUTHS TOKCMYHOCTH KapOamazenuHa. CielyeT OLEHUTh He0OXOIMMOCTH
KOPPEKIIMHU J103bI KapOama3ernuHa B 3aBUCUMOCTH OT KOHILIEHTpalu/3¢dekra.
HeBupanun: coBMeCTHBIH npueM QuaykoHa3olla M HEBUpAlMHA YBEIWYMBACT
npubausuteabHo  Ha  100%  OKCHO3MIMIO  HEBUpANMHA [0  CPaBHEHHIO €
KOHTPOJIbHBIMU JIaHHBIMHU 110 OT/IEJIBHOMY IIPUMEHEHUIO HeBUpanuHa. M3-3a pucka
MOBBIUICHHOTO  BBIJICJICHUS  HEBMpAllMHA NPU  COINYTCTBYIOUIEM IPUMEHEHUU
JICKAPCTBEHHBIX  IPEMapaToB HEOOXOAMMBI HEKOTOpPBIE MPEAOCTOPOKHOCTH U
TIHIATEJIbHOE HAOJII0/ICHUE 3a MTallMEHTaMH.

bJIOKaTOphl KaJbIIMEBLIX KaHAJIOB: HCKOTOPBIC aHTArOHUCTHI KaJIBIIMEBBIX KaHAJIOB

(HudeaunuH, UCPA/IUIINH, aMJIO/IMITHH, BEparamml " denounun)
metabomsupytores nzopepmentom CYP3A4. DiiykoHa30I1 YBEINUMBAET CUCTEMHYIO
OKCIO3UINIO  AHTarOHMUCTOB  KaJbLMEBBIX KaHAIOB. PEKOMEHJIOBaH KOHTPOJIb
pa3BuUTHs MOOOYHBIX YD DHEKTOB.

LIMKJIOCTIOPUH: Y TManMeHTOB C TpaHCH.IIaHTI/IPOBaHHOf/'I IOYKOM I[IPUMCHCHUEC

¢aykonazona B jgo3e 200 MI/CyT NPUBOJMT K  MEIEHHOMY  IOBBIIEHHIO
KOHUEHTpaIMK [UKIocnopruHa. OHaKo NpU MHOTOKpPaTHOM Ipueme (iykoHasola B
no3e 100 Mr/cyT u3MeHeHHs KOHIICHTPALMK [IUKJIOCTIOPHHA Y PEIUITUEHTOB KOCTHOTO
mosra He Habmozaanocs. Ilpu ojHOBpeMEHHOM mpUMEHEHHH (IyKOHA30da W
LUKJIOCIIOpPUHA PEKOMEHYETCS KOHTPOJIMPOBATH KOHIEHTPAIMIO IUKJIOCIIOPUHA B

KPOBH.
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[lukaodochamu: 1npu  OJHOBPEMEHHOM  MPUMEHEHUM IUKIopochamuaa U

diykoHa30/1a OTMEYAETCS YBEJIMYEHHE CHIBOPOTOUHBIX KOHIEHTpaluii OminpyOuna u
KpeaTuHuHa. JlaHHas KkKoMmOMHaIMsi JIONyCTUMA C YYETOM pHUCKA YBEIUYCHUSA
KOHIEHTpaLuii OminpyOruHa U KpeaTUHHHA.

deHTaHuI: UMeeTCsl coo0IIeHrE 00 0THOM JIETAJTLHOM HMCXO0/1€, BO3MOYXKHO CBSI3aHHOM
C OJHOBPEMEHHBIM TpuemMoM ¢eHTaHuta u ¢uykonasona. Ilpeanonaraercs, 4ro
HApYLICHUS CBSA3aHBI C WMHTOKCUKAIMEH QeHTaHWIoOM. bBbpUI0 10Ka3aHo, 4YTO
GyyKOHA30J1 3HAYMTEIBHO YJUIMHSAET BpeMs BbIBeAeHUS ¢eHTanmna. Cuenyer
VYUTBIBATH, YTO TIOBBINIEHUE KOHLEHTpAlMX (QEHTaHWIAa MOXKET IPUBECTH K
YTHETEHUIO JIBIXaTeIbHOM QyHKIMH.

lanodbantpun: ¢aykoHa30J MOXKET YBEIMYMBATH KOHIEHTPALMIO rajo(aHTpuHa B

M1a3Me KpoBM B CBsi3u ¢ MHruOupoBanueM uszodpepmenta CYP3A4. Bo3moxHO
pa3BUTHE apUTMHHU KEJTYT0YKOBOM TaXUCUCTOIMYECKON THIA «UpyIT» (torsade de
pointes) MpU OJTHOBPEMEHHOM IPUMEHEHUH C (UIYKOHA30JI0M, KaK U C JIpYyIHMH
npernapaTamMu a3oJI0BOTO psijia, U COBMECTHOE IIPUMEHEHNE UX HE PEKOMEHTyCTCS.

Uuruburopsr  ['MI'-KoA-peaykTa3pl:  IpU  OJHOBPEMEHHOM  NPUMCHCHHUU

dnykonazona ¢ uHruoutopamu ['MI-KoA-peaykrassl, MeTab0aM3HPYyEMBIMU
m3opepmentom CYP3A4 (TakuMu Kak aTOpBacTaTMH W CUMBACTaTUH) WM
nzopepmentoM CYP2D6 (takumu kak (iyBacTaTWH), PUCK Pa3sBUTUS MHONATHU U
pabaoMuonau3a yBenuyuBaercs. B ciyyae He0OX0MMOCTH OJJHOBPEMEHHOM Teparnu
yKa3aHHBIMU TIpernapatam, cieayeT HalGaroAarTh MalUeHTOB C IENIbI0 BBISBICHUS
CUMIITOMOB ~ MHomnatuu ¥ pabaomuonusza. HeoOXoammo  KOHTPOJIHUPOBATH
KOHIIEHTPALMIO  KpEeaTUHUHKMHA3bl. B cilyyae 3HAYUTEIBHOTO  YBEJIMUYCHUS
KOHIEHTPALIMM KpPEaTHHUHKUHA3Bl WM €CJIM JAMArHOCTUPYETCS WM HMECTCs
MOJI03PEHHUE Ha pa3BUTUE MUONATUM WM pabAoMMOIN3a, TEpalU WHIMOMTOpaMH
['MI'-KoA-penyKra3sbl clielyeT IpeKpaTUTh.

Jlozapran: ¢iykoHa3osq yrueraer MeraboiM3M Jio3apTaHa JIo €ro akTUBHOTO
merabonuta (E-31 74), koTopblit oTBe4aeT 3a GOJBIIYIO YacTh dPPEKTOB, CBA3AHHBIX
C aHTaroHU3MoM aHruoteH3uH-I1 perenrtopos. HeoOxoaum peryJisipHbiii - KOHTPOJIb

apTCpUaJIbHOI'O J1aBJICHUA.
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Meta10H: (GIyKOHA30]1 MOXKET YBEJIMUMBATH IJIA3MEHHYIO KOHIICHTPAIIMIO METAJI0Ha.
MoskeT NoHaI0OMTHCS KOPPEKIUS JI03bI METa/I0HA.

Hecrepouansie npotuBoBocnagurenbiple  npenaparsl  (HIIBID): Chae 1 AUC

bnypbunpodena ysennuubaiorces Ha 23 % u 81 % COOTBETCTBEHHO. AHAJIOTUYHO
Cmax u  AUC  ¢apMakoJIOTHUECKH aKTUBHOTO u3oMepa  [S-(+)-ubynpodeH]
noBeIaIUCh Ha 15 % u 82 % COOTBETCTBEHHO INPU OJHOBPEMEHHOM IMPUMEHEHUU
¢urykoHazouna ¢ pauemuueckum ubymnpoderom (400 mr).

ITpu oanoBpeMeHHOM npuMeHeHHH ¢urykoHa3osa B j103e 200 Mr/cyT u nesnekokcuba B
no3e 200 mr Chae 1 AUC nenekokcuba yBenuuupatorcss Ha 68 % u 134 %
COOTBETCTBEHHO. B JaHHON KOMOMHAUMU BO3MOXKHO CHMIKEHHME JI03bI 1IeJIEeKOKcHuOa
BJIBOE.

HecmoTtpst Ha OTCyTCTBHE Il€J€HANPABICHHBIX HCCIEA0BAHUN (UIYKOHA30]1 MOXKET
YBEJIMYMUBATL CHUCTEMHYIO okcnosunuio Jpyrux  HIIBII,  meraGonusupyemsix
nsopepmentom CYP2CY9 (nmanpumep, HaNpoOKCEH, JOPHOKCHKAM, MEIOKCHUKaM,
Jukiodenak). Moxer rnonagoburscst koppekius g03s1 HITBIT.

[TIpn onnospemennom npumenenun HIIBIT u ¢daykoHazona nanueHThl JIOJKHBI
HAXOJIUTBLCS I10J1 TINATEIBHBIM MEIUIMHCKUM HAOIIOJICHUEM C LIEIbIO BHISABJICHUS U
KOHTPOJISL HEXEJATEIbHBIX SBJICHUN M TPOSIBICHUS TOKCUYHOCTH, CBA3AHHBIX C
HIIBIT.

[lepopajbHbIe KOHTPAICIITHBEI: Ipu O/THOBPpEMCHHOM [IPUMCHCHUH

KOMOMHUPOBAHHOTO TEPOPATBLHOI0 KOHTpalenTuBa ¢ (IykoHa3ojloM B j03e S50 mr
CYILIECTBEHHOIO BJIMSAHUSA HAa YPOBEHb T'OPMOHOB HE YCTAHOBJICHO, TOT/a Kak IpH
exeaneBHoM npueme 200 wmr  ¢duaykonazona AUC  STHHWIDCTpaauola U
aeBoHoprecrpena yseanuusaroTes Ha 40 % u 24 % COOTBETCTBEHHO, a MPU IpUEME
300 mr ¢aykonazona oauH pa3 B Hejeno AUC 3THHHIACTPAIMOIa U HOPITUHIPOHA
Bo3pacTaloT Ha 24 % u 13 % coorBeTcTBeHHO. Takum 00pa3oM, MHOIOKpaTHOE
npuMeHeHue (GIIyKoHas3osa B yKa3aHHBIX /103aX Bps/l I MOXKET OKa3aTh BIUAHUE Ha
3P PEKTUBHOCTH KOMOMHUPOBAHHOTO MIEPOPATBLHOIO IIPOTHBO3a4aTOUYHOTO CPEJICTBA.

DEHUTOUH: OJIHOBPEMEHHOE TNpUMEHEHUE (UIyKoHa3ojda U (EHUTOMHA MOXKET
COIPOBOYXK/IATHCSI KJIMHUYECKA 3HAYMMBIM TOBBIIICHUEM KOHIICHTpAlMHU (EHUTOMHA.

B cjiydac HEOOXOUMMOCTH OJHOBPCMCHHOTO MPUMCHCHUSA oboux npenaparoB CICAYCT
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KOHTPOJIMPOBATh KOHILIEHTpaIMIO (EHUTOMHA U  COOTBETCTBYIOIIMM  00pa3om
CKOPPEKTUPOBATH €r0 /103y ¢ LEbI0 00ecreueHns TepaneBTUYECKON KOHIICHTPAIMU B
CBIBOPOTKE KPOBH.

[IpenHu3oH: uMeeTcss COOOLIEHHE O pa3BUTUM OCTPOM HEIOCTATOYHOCTH KOPBI
Ha/IMOYCUYHUKOB Yy TAIMEHTa T0CAe TPAaHCIUIAHTALMKM IEUYeHM Ha (OHE OTMEHBEI
diykoHazosna mociie  TpeXMECSYHOro Kypca Tepanuu. IIpeanonokKuTesbHo,
MpeKpaleHue  Tepanuu  GUIyKOHA30JI0M  BBI3BAJIO  IOBBIIEHHE  AKTUBHOCTH
n3odhepmenta CYP3A4, yto npuBesno K yBEIMYCHHOMY MeTa0o0Ju3My IpEJHU30HA.
[TatienTsl,  nosiyyaromue  KOMOMHHUPOBAHHYIO — TEpanuio  IPCAHU30HOM U
(IIyKOHA30J10M JIOJKHBI HAXOAUTHCS MO TIATEIBHBIM MEIUIIMHCKAM HAOII0ICHHEM
npu OTMEHe Tnpuema (IyKoHa30jJa ¢ LEJIbI0  OIEHKM  COCTOSHHUS — KOPBI
Ha/IMOYEUYHUKOB.

PucdabyTuH: oJHOBpEMEHHOE TNpHUMeHeHne ¢uiykoHasona MU pudabyTHHa MOXKET
MPUBECTH K MOBBIICHUIO CHIBOPOTOYHBIX KOHIEHTpalmii mociaeauero o 80 %. Ipu
O/IHOBPEMEHHOM NpUMEHEHNH (i1ykoHa3o0a U pudadyTnHa ONMUCAHBI CITy4an YBCUTA.
BOJIBHBIX, OJHOBPEMEHHO MOJNyYaromuX pudadyTnH U (iyKoHa30J, HEOOXOAMMO
THIaTeIbHO HAOIIOAATh.

Caxsunapup: AUC nosebiiaercst npu6an3uteabHo Ha 50 %, Cpax - Ha 35 %, KIMPEHC
CaKkBMHABMpPA yMEHbIIAETCs NMpuOau3uTensHo Ha 50 % B CBA3M ¢ MHIHOMPOBAHHUEM
nedeHouHoro Merabomusma usopepmenta CYP3A4 wu  unrubuposanumeMm P-
TJIUKOTpoTenHa. MOKeT NoHaJ0OUTHCSl KOPPEKLUs 1036l CAKBUHABHUPA.

CHpOJIMMYC:  TIOBBIIIEHHE KOHLEHTpAlMM  CUpoOjJMMyca B IIJIa3ME€  KPOBH,
MPE/INOJIOKUTEIBHO B CBSI3M ¢ MHrHOMpoBaHHMEM MeTaboaM3Ma CHpOJIMMyca 4epes
yruerenne usodepmenta CYP3A4 u P-rimkonpotenna. /lannas KOMOMHAIMSA MOYKET
MPUMEHATHCS ¢ COOTBETCTBYIOIIEH KOPPEKIMEN 10361 CHPOJIMMYCa B 3aBUCUMOCTH OT
s deKkTa/KOHUEHTPALIMH.

IIpenapatnl CyIb(GOHMIMOYCBUHBL: (bJIyKOHa3OJ'l, Ipu OJAHOBPEMCHHOM IIPUCMC,

MPUBOJUT K YBEJIMUYCHHIO [E€PHO/AA IOJYBBIBEJCHHUs I€POPATBbHBIX MpernapaTos
CyJAb(MOHUIMOUYEBUHBI  (XJIOPIIPONIAMM/IA, raMOeHKIaM1/a, runu3nga M
tToa0yTamuia). BoJNBHBIM caxapHbBIM AMadeTOM MOXKHO Ha3HayaTh COBMECTHOE

npuMeHeHre (GIyKoHa30Ja U IEePOpalbHBIX IMPErnapaToB CyJIb(OHUIMOYECBHHBI, HO
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MpU 3TOM CJIEAYET YUYUTBIBATH BO3MOXKHOCTH Pa3BUTUs TMIIOTIMKEMUH, KPOME TOTO,
HEOOXO/IMM  PErYJISpPHBIM KOHTPOJb TJIOKO3bl KPOBH M, HpPU HEOOXOIMMOCTH,
KOPPEKIUS JI03bl IPEnapaToB CyJ1b(HOHUIMOYEBUHBI.

TakposuMmyc: 0JIHOBpeMEHHOE MpUMEHEeHne (IIyKoHa30j1a ¥ TaKpojauMmyca (BHYTpb)

MPUBO/IUT K MOBBIIICHUIO CHIBOPOTOYHBIX KOHIIEHTPALHIA ITOCIEIHETO B 5 pa3 3a CYeT
UHruOupoBaHuss Merabosiu3mMa TaKpoJMMYyca, IPOMCXOJSAIIEr0 B  KUIICYHUKE
nocpencteom usopepmerta CYP3A4. 3HaunTeNbHBIX H3MEHEHUH (hapMaKOKHHETHKH
pernapaToB HE OTMEUYEHO IMPU NMPUMEHEHUM TaKpoJIUMyca BHYTPUBEHHO. ONMCaHbI
cilydyan HepOTOKCMYHOCTU. BOJIBHBIX, OJIHOBPEMEHHO INPUHUMAIOIIMX TaKpOJIUMYC
BHYTPb U (UIyKOHA30J1, CJIeyeT TIaTelbHo HabmoaaTh. J[o3y TakpojuMyca CleayeT
KOPPEKTUPOBATH B 3aBUCUMOCTH OT CTEIICHU MOBBILIEHUS €r0 KOHLIEHTPALUH B KPOBH.
Teodwmwinn: npu 0JHOBPEMEHHOM MpUMEHEHHH ¢ (uykoHa3osoMm B 03¢ 200 mr B
Teyenune 14 JHeil cpeiHsist CKOPOCTh IIa3MEHHOTO KIMpeHca TeO(GUIIIMHA CHUKACTCS
Ha 18 %. Ilpu HasHaueHun QurykoHa3osa OOJBHBIM, MPHUHUMAIONIMM TEO(QUIUIMH B
BBICOKMX J103aX, WJIM OOJBHBIM C TOBBIIIEHHBIM PUCKOM DPa3sBUTHUS TOKCHYECKOIO
neiictBus  TeodwIMHA,  cielyeT  HaOmoJaTh 3@ IOSBJICHHEM  CHMIITOMOB
epe/I03MPOBKH TeOpU/UIMHA U, TIPU HEOOXOAMMOCTH, CKOPPEKTHPOBATH TEPAIHIO
COOTBETCTBYIOLIUM 00pa3oMm.

TodammTuaub: sKcno3unus TodauuTUHUOA YBEIUYMBACTCS IPU €ro COBMECTHOM

MPUMEHEHUH C TpernapaTaM, KOTOpPBIE SBJISAIOTCA OJHOBPEMEHHO YMEPEHHBIMH
unru6uropamu uzodepmenta CYP3A4 1 MOIIHBIMH MHTHOMTOpaMH M30(epMEHTa
CYP2C19 (manpumep, dhiaykonaszoi). Bo3MOKHO, MOKET MOHAJI00MTECA KOPPEKIUS
J103b1 TO(auuTuHNOA.

Aunkanon; 6apBUHKA: HECMOTpsA Ha OTCYTCTBHEC ICJICHAIIPABJICHHBLIX MCCIICIOBAHU,

npearnoaraeTcs, 4To (uyKoHa30Jd MOXKET YBEIMYMBATL KOHIICHTPAIMIO aTKATION/10B
OapBuHKa (HampuMmep, BUHKPUCTHHA M BUHOJIACTMHA) B IUIa3ME KPOBHU M, TaKuUM
00pa3oM, MPUBOJUTH K HEHPOTOKCHYHOCTH, YTO, BO3ZMOIKHO, MOXKET OBITH CBA3AHO C
yruerenueM uzodepmenta CYP3A4.

ButamuH A: umeercs cooOiieHue 00 OJHOM cllydyac pa3BUTHS HEXKEIATEIbHBIX
peakiuii co CTOPOHBI LEHTpaIbHOM HepBHOM cuctemsl (ITHC) B BUE TICEBI0OOMYX0IH

Mo3ra 1npu OJHOBPEMECHHOM MPUMCHCHUU ITOJHOCTBIO TpaHCpCTHHOCBOﬁ KHUCJIOTBI U
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¢u1ykoHa301a, KOTOPBIE MCYE3IIH TTocie OTMEHBI (uiykoHazoa. [Ipumenenune aanHoi
KOMOMHAIIMM BO3MOXHO, HO CJEJyeT IMOMHHUTb O BO3MOYKHOCTH BO3HMKHOBEHUS
HEeXeJaTe/IbHBIX peakuuii co ctopons! [[HC.

3WJIOBYJIMH: TIPU  OJHOBPEMEHHOM IPUMEHEHMH C (IYKOHA30JIOM OTMEYACTCs
MOBbIIEHUE Chrax 1 AUC 3ujioByinna Ha 84 % u 74 %, coorBeTcTBEHHO. J[aHHBIH
ddekT, BeposTHO, OOYCIOBICH CHIKEHHMEM METabolIM3Ma MOCIEJHEr0 JI0 €ro
rinasHoro metabonuta. Jlo u nociie Tepanuu ¢ npuMEHEHHEM (QuiyKoHa30ja B J103€
200 mr/cyt B Teyenue 15 aueit 6onbabiM CITH]{om 1 ARC (komruieke, CBA3aHHBIN €O
CIIMJlom) ycraHoBieHo 3HauuteapHoe yBenuueHue AUC 3upoByauHa (20 %o).
BOJIbHBIX, TMOJy4dalOmMX TakKyld KOMOMHAIMIO, cieayeT Ha0moAarh ¢  IEIbI0
BBISABIICHUS TOOOYHBIX 3P PEKTOB 3U/10BYAMHA.

Bopukonazosn  (naruourop uszobepmentoB  CYP2C9. CYP2C19 u CYP3A4):

O/IHOBPEMEHHOE NpUMEHEHHE BopuKoHa3oJa (1o 400 mMr 2 pa3za B CyTKH B II€pBBIii
JIeHb, 3aTeM 110 200 Mr jiBa pa3a B CyTKH B TeueHue 2,5 aHeit) u ¢urykonasosna (400 mr
B NEpBBIA JIeHb, 3aTeM 1o 200 Mr B CyTKM B TeueHuUe 4 JHEH) NMPUBOJUT K
yBean4yeHuto koHuenTpauun 1 AUC Bopukonaszosa Ha 57 % u 79 % COOTBETCTBEHHO.
Bbu1o nokaszaHo, yTo JgaHHbI d(deKT coxpaHsieTcs MpH YMEHBIICHHH J103bI W/HIIHU
YMEHBIIEHUN KpPAaTHOCTH mnpuema aoboro u3 mnpenapatoB. OJHOBpPEMEHHOE
IIPUMEHEHHE BOPUKOHA30J1a U (UIyKOHA30J1a HE PEKOMEH/IYETCH.

MBakadTop:  coueTaHHOe  NpPUMEHEHHE € HMBAKadTOpOM,  YCHIIUTEJIEM
MYKOBUCIIMJIO3HOTO  TpaHcMeMmOpanHoro peryiastopa nposoaumoctd  (CFTR),
YCUJIMBAET BO3JeicTBHE MBakadTopa B 3 pasa M BO3JEHCTBHE T'MJIPOKCHMETHII-
uBakadpropa (M1) — B 1,9 pasa. ITlaumenram, OJHOBPEMEHHO IPUHUMAIOIIMM
yMmepeHHble uHruouropsr CYP3A, Takue kak ¢uyKoHa30d M DPUTPOMMIIMH,
PEKOMEH/1yETCSl CHU3UTD 7103y MBakadTopa 10 150 Mr oJMH pa3 B CyTKH.
UccrenoBanuss  B3auMojeiCTBUS  nepopalibHbIX  GopM  (iaykoHasojna IIpU  €ro

O/THOBPEMCHHOM IIpHEME C [UIIEH, IMMETUJIMHOM, aHTAallMJaMH, a TaKKe I10cJIe

TOTAJBLHOI0 00JYYEHHUS TeJIa IS MOJITOTOBKHU K IIepecajake KOCTHOIO Mo3ra rokasaliu,

4YTO OTH q)aKTOpLI HE OKa3bIBAIOT KJIMHHUYECKH 3HAYUMOI'O BJIMAHUA Ha BCACBIBAHUC

dykoHasoJa.
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IlepeuncienHble B3aMMO/ICHCTBHS YCTAHOBICHBI MPU MHOTOKPATHOM TPUMEHEHUU
¢ykonasona; B3aUMOJCHCTBUS C JICKAPCTBEHHBIMU CPEJICTBAMU B pe3yJIbTare
OJIHOKPATHOTO npreMa (GJyKoHa30J1a HE U3BECTHBI.

Bpauam ciiesyer yuuThIBaTH, YTO B3aUMOJIEHCTBHE C JAPYTMMH JIEKapCTBEHHBIMU
CPE/ICTBAMH CIEIMATIBHO HE U3Y4aJ0Ch, HO OHO BO3MOJKHO.

Oco0ble ykazanus

Jleyenne MOXHO HauyMHATHL NPH OTCYTCTBUM pE3YJIbTAaTOB IOCEBA WIM JIPYIHX
71a00PaTOPHBIX AHAIM30B, HO MPU MX HAJIUUYUM PEKOMEHJIYETCS COOTBETCTBYIOIIAs
KOppeKLust pYHTULUIHOM Teparuu.

B penkux ciydasx npumeHeHue (IyKoHazoda COMPOBOXKAAIOCH TOKCHYECKUMU
MU3MEHCHHUSMM TIEYCHH, B T.4. C JIETAIBHBIM MCX0JIOM, [VIABHBIM 00pa3oMm, y MalueHTOB
C CEPBE3HBIMU COIYTCTBYIOIMMHU 3abojeBaHUAMU. B ciayyae renaroTOKCHUECKUX
5(heKTOB, CBA3aHHBIX C NpUMEHEHHEM (IIyKOHa30J1a, HE OTMEYEHO WX SBHOM
3aBUCUMOCTH OT OOIIEH CyTOYHOM J103bI Ipenapara, JUIMTEIbHOCTA TEPaIny, 11oJ1a U
BO3pacTa TanMeHTa. Ilemarorokcuyeckoe JeiicTBue mpenapara 0ObIMHO OBLIO
00paTUMBIM, NPU3HAKM €r0 UCYE3aqu IOcie MpekpaiieHus tepanuu. IlanueHTos, y
KOTOPBIX BO BpeMs TEpaIluy HapylarTes GyHKIMH TeYeHH, He0OX0[uMO HabIoaaTh
C ICIBIO BBISABICHHUS IIPU3HAKOB 00JIcE CEPHE3HOrO TMopaxeHus mnedeHu. Ilpu
MOSBJICHUHM KJIMHUYECKUX MPU3HAKOB U CUMIITOMOB IIOPAXKEHHs IE€YEHU, KOTOPHIE
MOIryT OBITh CBSI3aHBl C INpUMEHEHHEM (IyKoHa3ola (acTeHUs, AaHOPEKCHS,
MOCTOSIHHAs ~ TOIIHOTA, pBOTA, JKEITyXa), Ipermapar CleAyeT OTMEHUTh H
IPOKOHCYJIBTUPOBATHCS € BPAuOM.

[Tockonbky — GuyKoHa3071 BBIBOJUTCS  NPEUMYLIECTBEHHO IIOYKAaMH,  CJIEAYeT
co0/I10/1aTh  OCTOPOKHOCTH y TALIMEHTOB C IOYEYHOH HEJOCTaTOYHOCTHIO. [Ipu
JICYEHUH  MHOIOKpPATHBIMHM  J03aMH  (UIyKOHa30Jla  JIO3UPOBAHUE  JIOJDKHO
OCYILIECTBIATBCA € YUETOM KIMpPEHCa KpeaTHHUHA.

Kak ¥ npu npuMeHeHMHM ApPYrHX a30J0B, (BIYKOHA30J1 B PEAKHX CIydasX MOMKET
BBI3BIBATH aHA(QWIAKTUUECKUE PEaKIIUH.

Bo Bpems siedeHus ¢uyKoHa30J10M Yy TMAUEHTOB B PEAKHUX CIy4asX pPa3BUBAIMChH
9KC(OIMATUBHBIE TOPAKEHUs KOXKH, Takue Kak cunjapoM CruBeHca-/[)kOHCOHa U

TOKCUYECKUI dIIHUIEpMaJIbHBINA HEKPOJIN3.
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[Tarmentsl co CITHlom Gosiee CKIOHHBI K pa3BUTHIO TSKEIBIX KOKHBIX pPEaKLMA Mpu
NPUMEHEHMM MHOIMX IpenaparoB. B Tex ciydasx, Korja y IalUEHTOB C
IIOBEPXHOCTHOI rpuOKoBOi MH(EKIMEI pa3BUBAECTCS ChIMb, U OHA PACIICHUBACTCS KaK
OIpPE/ICJICHHO CBsA3aHHas C (UIyKOHA30J0M, IIpernapaTr cleAyeT OTMeHHUTh. [lpu
MOSIBJIGHUM CBIIM Yy TMAllMEHTOB C HWHBA3MBHBIMM/CUCTEMHBIMU TI'PUOKOBBIMU
MHQEKIMAMM UX CJIeJyeT TIIAaTe]bHO HalIi0/1aTh U OTMEHUTH (IIYKOHA30J NpH
MOSABJICHUM OYJIE3HBIX U3MEHEHUH UM MHOTOGOPMHON SPUTEMBI.

Heo6x01MM0 KOHTPOJIMPOBATE TPOTPOMOUHOBOE BpEMS y MAIIMEHTOB, OJHOBPEMEHHO
noJtyyaromux (GayKoHa30/1 U aHTUKOATYJISIHTBI KyMapHHOBOTO Psi/ia WM WHIAHEHOH.
Jleuenne HeoOXOAUMO TNPOAOIDKATH 10 TOSABICHHUS KJIMHUKO-IEMaTOJIOTHYECKOM
pemuccu. [IpexaeBpeMeHHOe MpeKpalleHue JICYCHUS IIPUBOIUT K PELIUIUBaAM.
Coolmanoch 0 ciaydasx cynepuH(QEKIMH, BbI3BaHHON oTaM4YHBIMU 0T Candida
albicans  wmramvmamu  Candida,  xotopele  4Yacto  00JaJal0T  HPUPOIHOM
PE3UCTEHTHOCTHIO K (haykoHaszony (Hanpumep, Candida krusei). B 1ogo0HBIX cilydasx
MO3KET OTpeOOBATHC aJlbTepHATUBHAS MIPOTUBOTPUOKOBAs TEpaIlus.

Kak u jgpyrue a3oisl, ¢ykoHa301 MOXKET BbI3bIBaTh yBeanueHue uHtepBaia QT Ha
snekTpokaparorpamme. [lpu npumenenun ¢aykonaszona ysenndyenue unrepsaia QT
M MEpIIaHUE WM TPENeTaHHe >KEIyJOYKOB OTMEYaJIM OYEHb PEJIKO Yy IAllMEHTOB C
TAXKEIBIMU  3a00JIEBAHUSIMU C MHOJKECTBEHHBIMH (PaKTOpaMH pHCKa, TaKUMHU Kak
opranpyeckue 3abosieBaHMs Ccep/lla, HapyLICHUS SJIEKTPOJIUTHOro OanaHca u
CHOCOOCTBYIOIIAST Pa3BUTUIO TOJOOHBIX HApPYIICHUWH COIYTCTBYIOIIAs Tepamus.
[TooTromy y Takux NAlMEHTOB € MOTEHLMAIBLHO IMPOAPUTMUYECKUMHU COCTOSTHUSAMU
MPUMEHATH (UIYKOHA30J CIIEIYeT C OCTOPOXKHOCTHIO. ITanentam ¢ 3aboseBaHUAMU
MIEUEHHW, cepjlla M T0YeK I[epejl MPUMEHEHHEM IIpernapara pEeKOMEHIyeTCs
IPOKOHCYJILTUPOBATLCS C BPA4OM.

ITpu npumenenun ¢uiykonasosna B jJo3e 150 Mr mo moBo/ly BarMHaJbHOIO KaHIM103a
MAlMEHTh! JIOJDKHBI OBITH NPEAYNPEKIACHBI, 4TO YJIYUYLICHUE CHUMITOMOB OOBIYHO
HaOmoaercss yepe3 24 4, HO JUis UX IOJHOTO MCYE3HOBEHMS HHOrAa Tpedyercs
HECKOJIbKO AHEH. [Ipu coXxpaHeHUM CUMIITOMOB B TCUEHUE HECKOJIBKUX JIHEH CICHYeT

0o0paTuThCs K Bpavy.
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Biusinne Ha  cnoco0HOCTH  YNpPaBAATHL  TPAHCHOPTHBIMH  CPEICTBAMH,
MeXaHHu3MaMH

[Ipy mnpumeHenuu npenapata HEOOXOAMMO YYUTBIBATh BO3MOXKHOCTH pa3BUTHS
rOJIOBOKPY KEHHUSI ¥ Cylopor. IIpy BOZHMKHOBEHUH JaHHBIX MOOOYHBIX d(dekToB He
CJIEJIyET YIPABJIATH TPAHCIOPTHBIMH CPE/ICTBAMH, MEXaHU3MAaMHU.

®opma BbINyCKa

Kamncyst no 50 mr, 100 mr u 200 mr.

[To 1, 7 nim 10 kancyn B Giucrep. Ilo 1, 2 wiam 5 G1MCTEpOB B KAPTOHHYIO 11aYKy
BMECTE C MHCTPYKIMEHN 110 MIPUMEHEHHUIO.

YcnoBusi XxpaHeHust

XpaHuTh 1pu Temmneparype He Boiie 25 °C.

XpaHuTh B HEJOCTYITHOM JUIS JIETEH MecTe.

Cpok roaHocTu

3 rona.

He mnpumenare mnpemnapar mociie HCTEYEHHUs CpPOKa TOJHOCTH, YKa3aHHOrO Ha
YI1aKOBKE.

YeaoBusi ornycka

OTmyckaroT 1o perenty.

IIponsBoauTen

Hepocamens PY: Cannos n.1., Beposuikosa 57, JTlro6asua 1000, CioBenus;
IIpouseeoeno: Camorac ®apma I'MOX, Otro-dpon-T'topuke Ammee 1, 39179,
bapneben, I'epmanus.

IlIpemensuu nompeoumeneii nanpaensmo ¢ 340 «Canoos»:

125315, r. Mocksa, Jlenunrpackuii npocrext, a. 72, kopit. 3;

Tenedon: (495) 660-75-09; daxkc: (495) 660-75-10.
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COTJIACOBAHO

MUWHUCTEPCTBO 3/IPABOOXPAHEHW/I POCCUUCKOU ®EJIEPATTMM

WHCTPYKIMS 110 MEJUTIUHCKOMY ITPUMEHEHHIO JIEKAPCTBEHHOI'O
[TIPEITAPATA

daykonason Canno3®

BuuMATeILHO NPOYMTAiiTe Ty MHCTPYKUMIO NEPEl TEM, Kak Hadarb MPUMEHEHUE
3TOTO Iperapara, Tak Kak OHa COACPIKUT BaXKHYIO JUIA Bac undopmaruio.
e CoxpaHsiiTe HHCTPYKIIMIO, OHAa MOXKET MOHA 00U THCS BHOBB.
e Eciuy Bac BO3HHKIM BOIIPOCHL, 0OpaTHTECH K Bpay.
e JleKapCTBEHHOE CPEICTBO, KOTOPBIM BhI JIEUMTECh, NPEAHAZHAYCHO muuHO Bawm,
M ero He CileAyeT TepeiaBaTh JPYTMM JIMIAM, TOCKONbKY OHO MOXCT
MPUYMHATE UM BPEJI IKE NPH HATHYMH TEX XKE CHMIITOMOB, H4TO0 1 Bac.
PerucTpalHOHHbIA HOMeEP:
Toprosoe HanmeHoBaHue: DIryKOHA3071 Canj1o3®.
MesxayHapOoAHOE HeNAaTEeHTOBAHHOE Ha3BaHHE: ¢iyKoHa30.1.
JlekapcTBeHHas opma: KarcyJbl.
Cocras
1 xaricyJjia COJICPIKUT:
JeiicTBYIOIEE BEIIECTBO: (IIyKOHA301 - 150,0 mr; BcrioMorarejibHbIE BCIICCTBA:
JTAKTO3bI MOHOTH/PAT - 146,25 Mr, Kpaxmai KyKypy3HbIH - 50,10 mr, maraus creapar
- 3,15 ™Mr, KpeMHHsS JHOKCH] KoJTOMAHBIN  Oe3Bojublid - 0,375 Mr, HaTpus
naypuicyibdar - 0,375 mr; 060104Ka KarcyJibl: TATaHa THOKCHA - 1,52 Mr, KeJIaTuH -
74,48 mr.
Cocmag uepHun 0151 MApKUPOGKU KANCyI: KPACUTEIhb KCJIE3a (TIT) oxcupa YepHbIH
E172.
Onucanue: TBEP/bIC KEIATHHOBbIC 3aIICIKUBAIOIINCCS KaTICyIb.

Kppiiika n Kopiyc 06e/10ro 1BeTa ¢ HaAImehio FC 150 uepHoro nsera.



CoJIepKUMOE KarlcyJl - MopomIok Gesoro rpera Oe3 3anaxa.
dapmakoTepaneBTHYeCKast FPyNNa: NPOTHBOrPHOKOBOE CPEACTBO.
Kon ATX: JO2ACOI.

dapmMaKoJI0rH4ecKue CBOHCTBA

DapmakoOUHAMUKA

dJIyKOHA30/, TPUA30JIbHOE INPOTUBOrPUOKOBOE  CPCACTBO, ABIACTCA MOIIHBIM
CeJICKTHBHBIM HHIMGHTOPOM CHHTE3a CTEPOJIOB B KIETKE IPHOOB.

®JIyKOHA30J1 IPOAEMOHCTPUPOBAT AKTUBHOCTD in Vilro B KIMHAYCCKUX UHEKIUAX
B OTHOIIECHHUM OOJBIIMHCTBA CIIEAYIOIMX MHUKPOOPraHU3MOB: Candida albicans;
Candida glabrata (MHOTHE IITaMMBl  YMEPCHHO yypcTBuTeIbHEl), Candida
parapsilosis, Candida tropicalis, Cryptococcus neoformans.

Boila 1OKa3aHa aKTHMBHOCTH (UIyKOHA30J1a in Vilro B OTHOMICHUH  CJCAYIOUIMX
MHMKpPOOPraHU3MOB, OJIHAKO KJIMHUYECKOC 3HAYCHUE OSTOTO neuspectio: Candida
dubliniensis, Candida guilliermondii, Candida kefyr, Candida lusitaniae.

[Ipu npueme BHYTph (JyKOHA30J MPOABIACT aKTUBHOCTH Ha pa3IMYHBIX MOJICIIAX
rpuOKOBBIX MHMEKIMI Y JKMBOTHBIX. [IpOICMOHCTPUPOBAHA aKTUBHOCTH TIperapara
MU OTIMOPTYHHCTUUECKUX MUKO3aX, B TOM YHCJIC BbI3BAHHDBIX Candida spp. (BKIr04ast
reHepaIM30BaHHbIl  KaHAMI03 Y JKMBOTHBIX C TOJABJICHHBIM MMMYHUTETOM),
Cryptococcus neoformans (BKII04as BHY TPUICPEITHBIC undekimm), Microsporum spp.
u Trychophyton spp. YCTaHOBJICHA TaKKe aKTUBHOCTH ¢ykoHazona Ha MOJEIAX
SHJIEMIYECKMX MUKO30B Y JKMBOTHBIX, BKIIOYast HHQEKIMH, BHI3BAHHBIC Blastomyces
dermatitides, Coccidioides immitis (BKII04as BHYTPUUCPEIIHBIC MHOEKIUN) |
Histoplasma capsulatum y )WBOTHBIX ¢ HOPMAJILHBIM 1 ITOIAB/ICHHBIM UMMYHHUTETOM.
dnykonason 00671a1aeT  BbICOKOH crerGUYHOCTBIO B OTHOIICHUH rpUOKOBBIX
(epMEHTOB, 3aBMCHMBIX OT LUTOXpOMa P450. Tepanus ¢uyKoHa30J0M B JI03€
50 Mr/cyT B TedeHue 70 28 jaHEH HE BIMACT HA KOHIUCHTPALHMio TECTOCTEPOHA B
[U1a3Me KpOBH y MY)KYMH WM KOHUCHTPALMIO CTEPOUJIOB y JKCHIIH JICTOPOJIHOTO
Bospacta. ®iykonason B jo3e 200-400 MI/CYT HE OKa3bIBACT KIMHUYECKH 3HAYUMOTO
BAMSHUS Ha YPOBHM OHJOTEHHBIX CTEPOMJIOB M HX PCAKIMIO Ha CTUMYJISIUIO
aJIPEHOKOPTHUKOTPOITHOTO rOpMOHa (AKTT) y 3/10pOBBIX MYyXYHH-100POBOJIBIICB.

Mexanusmol pazeumust pe3ucmeHmHoCmu K Gnyxonasony



Pe3ucTeHTHOCTh K (UIYKOHA30Jly MOXET pasBUTbCA B CICAYIOUMX  CIyqasx:
KaueCTBEHHOE MJIM KOJIMUECTBEHHOE M3MEHeHHE (GEepMEHTA, sBJIAIOMErOCsS MHUILCHBIO
s rrykoHasoua (JlaHoCcTepiIl 14-0-1eMeTHIIa3bl), YMEHBIICHNE I0CTYNa K MUIICHH
GaykoHa30/1a WM KOMOMHALUS HTHX MEXaHU3MOB.

Toueunsie Mytarmn B rene ERG11, xogupyromem GepMEHT-MHUUICHD, MPUBOIAT K
BIIOM3MCHEHMIO MUIICHH M CHIDKEHMIO aQ@QUHHOCTH K asoiaM. VYBETMYCHNC
skenipeccun  reda ERGI1 npuBOAMT K - NPOAYKUMH  BRICOKMX KOHIICHTpaIWii
dhepMeHTa-MUIIEHH, YTO CO3aeT MOTPEOHOCTh B YBCIMYCHHM  KOHUCHTPALH
dirykoHa301a BO BHYTPHMKIETOYHON JKHIKOCTH JUIS TOJIABJICHUS BCEX MOJIEKY I
(dbepMeHTa B KJIETKE.

BTopoil 3HAYMTENBHBIA MEXaHU3M PE3UCTCHTHOCTH 3aKIOYAcTCid B aKTHBHOM
BBIBEJCHUE  (DIIYKOHA30J1a U3  BHYTPHKIECTOYHOTO IIPOCTPAHCTBA  MOCPE/ACTBOM
AKTMBALMKM JBYX TUIIOB TPAHCIIOPTEPOB, YYACTBYIOMMX B aKTHBHOM BBIBEACHUH
(>bdumrokce) mpenapaToB U3 rPUOKOBOH KICTKH. K TakuMm TpaHcnoprepam OTHOCHTCH
IJIaBHBIHA TTOCPEHUK, KOJMPYCMBIH Ie¢HaMH MDR (MHOKECTBEHHON JIEKapCTBCHHOM
YCTOMYNBOCTH), U CYIEPCEMEHCTBO AT®-cBA3BIBAIONICH KacCEThl TPAHCIOPTEPOB,
koqupyemoe renamu CDR (reHamm pe3sMCTCHTHOCTH rpuboB Candida X a30J10BBIM
AHTUMUKOTUKAM ).

I'unepokcenpeccnst rena MDR npuBoJUT K pe3UCTCHTHOCTH K ¢urykoHa3ouy, B TO XKeE
BpeMs rurepakcnpeccus renos CDR- MOXKET NPHUBOIMTEL K PE3UCTEHTHOCTH K
pa3IMYHBIM a30J1aM.

Pesucrentnocth K Candida glabrata 00pIMHO ONOCPEI0BaHA TUIEPIKCIIPECCUEi reHa
CDR, 4TO NPUBOJAMUT K PE3MCTEHTHOCTH KO MHOTHM a30J1aM. Jlns TeX HITaMMOB, Y
KOTOPBIX MUHHMaJbHas WHrUOMpYyiolmlas KOHUCHTpAlMs (MUK) ompejensercs Kak
npomekyTouHas (16-32 MKI/MJ1) PEKOMEHJYETCS NMPUMCHATH MAKCHMATBHEIC JI03BI
biykoHasoa.

Candida krusei cneayer paccMarpuBaTh Kak pPE3MCTCHTHYIO K drykoHaszoJy.
MeXaHH3M PE3MCTEHTHOCTH CBA3aH CO CHIDKCHHOH 4yBCTBUTCIBHOCTHIO depmenTa-
MUIIEHHN K MHIUOUPYIONIEMY BO3ACHCTBHIO (i1yKOHA301a.

DapmakoKuHemuKa

Bceacwieanue



[Tocne mpuema BHYTpb (DIyKOHA30J XOpOIIO BCAChIBAcTCs, Cro OMOI0CTYITHOCTh
cocrapisgeT 90 %. MakcumanbHas KoHieHTpalys (Cpax) TOCHIE NpUEMa BHYTPb,
garomak 150 wmr coctaBaser 90 % ot cojepkaHus B IJ1a3Me KpOBH  ITIpH
BHYTPUBEHHOM BBEJCHMHM B J103¢ 2,5-3,5 mr/kr. OJJHOBPEMEHHBIN TPUEM IHIIHA HE
BIMAET Ha aGCopOIMIo Mpernapara, NpUHATOro BHYTPh. KoHIEHTpalust B IUIasME
KpoBu jocruraet muka yepes 0,5-1,54 (TCmay) mocie mpuema. KoHreHTpauuu B
[1asMe KpOBH HAXO/ATCs B NPAMOIf NPOINOPLMOHATBHON 3aBUCHMOCTH OT JIO3BI.
VpoBeHb PaBHOBECHOI KOHIEHTpAIUHU 90 % pocturaercs K 4-5 JHIO JICYCHUSA
npenapaToM (1py mpueme 1 pas/cyTku).

[IpuMenenue B TEpBbI J€Hb 103bl, B 2 pasa npesbiliatoneil 00bUHYI0 CYTOYHYIO
7103y, TI03BOJIAET JOCTUTaTh KOHIEHTPAIMH NpEnapara B I1a3Me KpoBH, pasHoit 90 %
3HAUEHMIO PABHOBECHOH KOHIICHTPAILMK, KO BTOPOMY JIHIO. OueBuiHBIN  00BEM
pacrpe/ie/ieHus PUOIMIKaeTes K 001IeMy 00beMy BBl B opranuzme. CBs3bIBaHUE C
GesikaMu TUTa3Mbl KpoBu HeGosboe - 11-12 %.

Pacnpeoenenue

dryKoHA30J1 XOpOIIO TPOHUKAET BO BCC OUOJIOrMYECKUE KUJIKOCTH OpraHusma,
BKJIOYAs JMKBOp. KOHIEHTpaluy Mpernapata B CIIOHC M MOKPOTC aHAIOTHIHBI
KOHICHTpAlMAM B IUIa3Me KpoBH. Y TIAIMEHTOB C rpUOKOBBIM  MEHUHIUTOM
cozepkanne (uaykoHasosa B CIIMHHOMO3rOBOM Jxuakoctu jgocruraer 80 % oT ero
KOHIIEHTpAIUX B I1JIa3ME KPOBH.

B poroBom ciioe, dMUACPMHUCE, AE€pPME U [TOTOBOM JKMUIAKOCTH JIOCTUIAIOTCS BBICOKHC
KOHIIEHTPAIIMH, KOTOPBIE PEBBIIIAIOT CHIBOPOTOHBIC.

Memabonuzm

Menee 5 % ¢iykoHa3oa METabOIU3NPYETCA NPU «IICPBUTHOM MPOXO0XKJACHUI» Yepe3
nedenb. MeTabomToB (iyKoHa3ol1a B iepudepuyeckoii KpoBu He oOHapyKEHO.
Beiseoenue

ITepuon nosnyssieneHns (Tiz) QrykoHa3osa COCTABIACT OKOJIO 30 u. JlUTENBHBIN
T)/» MO3BOJISACT PUMEHATH OJHOKPATHYIO J103y Ipernapara Juisl JICHCHIs BarnHalIbHOTo
KaHMI03a ¥ 00eCrednBaeT pueM mpernapara | pas/CyTKu NMpu APYruxX MOKasaHHAX.

d1yKOHA30J1 BBIBOJMTCS B OCHOBHOM IOYKaMH; HPUMEPHO 80 % BBEJICHHOI JO3bI



BBIBOJMTCS  TOYKamMu B HeusMmeHeHHoM  Bujae.  Kimpene diykoHasosa
MPOTOPIMOHANIEH KJIMPEHCY KpeaTHHUHA.
dapmakokuHemuka y oemeu

VYV nereit ObLIU ITOJTYy4CHBI clieyrommue 3Ha4CHUA d")apMaKOKI/IHCTI/I‘-ICCKVIX napaMeTpoB:

Bospact Jlo3a [Tepnoa [Tnomans 10/
TOJIYBBIBEICHUS | KDHUBOH
(uac) «KOHIIEHTpaIHsi-

BpEMsI» (AUC)

(MKT4/Mi1)
9 mec — 13 set OpHOKpaTHO — BHYTpL | 25,0 94,7
2 MI/Kr
9 mec — 13 seT OpHOKpaTHO — BHYTpB | 19,5 362,5
8 Mr/Kr
Cpennuit  BospacT | MHOrOKpaTHO — BHYTPb 15,5 41,6
7 net 3 Mr/kr

DapmMakoKuHemuKka y NOACUNbIX NAYUeHmos

BbII0 YCTAHOBJICHO, YTO MPU OJAHOKPATHOM MPUMEHCHHH dirykonasona B o3¢ 50 mr
BHYTpPb y MOXHUJIBIX TAIIMCHTOB B BO3pacTe 65 JeT U crapiie, HEKOTOpbIe U3 KOTOPBIX
0/IHOBPEMEHHO TIPUHUMATH JMYPETHKH, Cray IOCTHTANTACH HEPE3 1,3 4y mocie npueMa
u cocraBisia 1,54 MKr/mil, cpelHHC 3HAYCHUs AUC — 76,4 + 20,3 MKr-u/mi, a
CpE/IHUI TIEpUOJI MOJTyBBIBEIACHHUS - 46,2 4. 3uayenust STUX (PapMaKOKMHETHICCKHUX
MapaMeTpoB BBIIIE, Y€M Y MOJOJBIX [MAlHUCHTOB, 9TO, BCPOSITHO, CBS3aHO €
[IOHIDKEHHOM  moveyHOil  (GYHKIMEH, XapaKTepHOH Ul  MOXKHIOTO BO3pacTa.
OJ(HOBPEMEHHBII TIPHEM JIMYPETHKOB HE BBI3bIBAJ BRIPAKECHHOTO usmenennst AUC u
Crmax-

Kimnpenc kpeariunna (74 MI/MUH), TPOUCHT ryKoHa30J1a, BBIBOJMMOIO MOYKaMH B
nemsmennom Bujge (0 — 24 4, 22%) ¥ NOYCUHBIH KIMPCHC daykonasona (0,124

MH/MI/IH/KF) Yy MOXKUJIBIX [MAlMEHTOB HMKE 110 CPAaBHEHHUIO C MOJIOABIMH.




[Toka3zanus K NPUMEHEHHUIO

e OCTpHIl BarMHaJIBHBIA KaHIWI03 y B3POCIBIX, KOIJA MECTHAs TCpalmns HE

MPUMEHUMA.

IIpoTuBONOKa3aHUS

[IOBBIIICHHAS ~YYBCTBMTEIBHOCTE K (QIIyKOHa301Iy, JApyruM — KOMIIOHCHTaM
rpernapara Win a30JbHBIM BEHIECTBAM CO CXO/IHOM (ryKoHa30JTy CTPYKTYPOH;
OJIHOBpEMEHHBIIl 1pueM TepheHaauHa BO BpeMs MHOTOKDATHOTO IMPUMCHCHIA
daykonasona B j103e 400 mr/cyT n Oosee (cM. paszen «Bzaumooeticmeue ¢ Opy2umu
NIeKapCmMeeHHbIMU NPENnapamamuy);

0/IHOBPEMEHHOE IPUMEHEHHE C MPETapaTaMy, YBEIUUNBAIOIMMHI HHTCPBA QT un
MeTa0OIM3UPYIOLUMHUCS € TTIOMOIIBIO mopepmenta CYP3A4, Takumm Kak
UM3anpU/, AcTeMU30JI, SPUTPOMHMIIMH, IHMO3M, XMHIIMH W aMHOJapoH (oM.
pasjiell « Bzaumoodeticmeue ¢ Opyeumu 1eKapcmeenHbIMu npenapamamuy);
HEMepPEeHOCUMOCTh  FajlaKTo3bl, JIaKTa3Has —HEJA0CTAaTOUHOCTE M HapyLICHHUE
BCACBIBAHMs TJTIOKO3bI/TAJIAKTO3BI;

JleTcKuil BO3pacT 1o 18 jeT (Juls 1aHHO# JIeKapCTBEHHO hopMbI).

C 0CTOPOKHOCThIO

HapyIIeHue ToKaszaTesel GyHKIMHA NEYCHN]

HapylieHue QyHKINH MOYCK;

HOsIBJICHUE CHIH Ha (OHE TpUMeHeHns (IyKoHa3ona y G0IbHBIX C ITOBEPXHOCTHOM
rpuOKoBOI HHMEKIUEH U MHBA3HBHBIMI/CUCTEMHBIMU TPUOKOBBIMH HHPEKIUAMHU;
0/IHOBPEMEHHOE TIPHMEHEHNE TepdeHaguna M ¢iykoHazona B J103¢ MEHEC
400 Mr/CyTKH;

MOTEHIMAIBHO [POAPUTMUYECKHE COCTOSHUs y OONBHBIX C MHOKCCTBCHHBIMH
dakropamu  pucka  (OPraHMYCCKUC 3a0o0/eBaHUs  cepjua,  HapylCHHA
JIEKTPOJIUTHOTO GajnaHca M CrocoOCTBYIONIAs PasBUTHIO MOI00HBIX HapyIICHUH

COIYTCTBYIOIIAs TEpaIust).

Hpumeﬂenue npu 6epemenn0c1‘u U B NEpPHOA IPYAHOI0 BCKapMJIMBaHHS

AJIEKBAaTHBIX U KOHTPOJHMPYEMBIX UCClIeI0OBAHU IPUMCHCHUSA ¢>J1y1<0Ha3ona Yy

6€pCMCHHbIX JKCHILUH HE MPOBOJANJIOCH.



Onucano HECKOIbKO — CJIy4aeB  MHOMKECTBCHHBIX — BPOXK/ICHHBIX — TIOPOKOB ¥
HOBOPOJK/ICHHBIX, MaTepU KOTOPBIX Ha MNPOTSHKCHNH OOJBIIEH YacTH WM BCEro
MIEpBOTO TPUMECTpa TONydaln TEparuio (i1yKOHA30JI0M B BBICOKOH J103€ (400-
800 Mr/cyT). BbUIH OTMEUEHBI CICIYIOMNE HApYIICHUA Pa3BUTH: Opaxutiedanus,
HapyIllIEHUEe Pa3BUTHA JIMLECBOW 4YacTH Yepera, HapylICHUC GopmupoBaHus CBOJA
yepena, BOJIYbS 11aCTh, MCKPUBJICHHE OCIPEHHBIX KOCTEl, UCTOHYCHUE U YUTMHCHUE
peGep, apTpOrpuIio3 M BPOXKACHHBIC TMOPOKM CEpANa. B wHacrosiee BpeMs HET
JI0Ka3aTeIbCTB CBSI3U TEPEYMCIICHHBIX BPOXKICHHBIX aHOMaJIMi € TIPUMCHECHUEM
HU3KUX 7103 QuiykoHasona (150 mMr oJHOKpaTHO VI JICUCHIA BYJIbBOBAarMHAJILHOTO
KaH[M103a) B TEpBOM TpumecTpe OepemeHHOCTH. Bo  Bpemd OepeMeHHOCTH
npyuMeHenue QIyKoHa3ona cieyer usberath, 3a HCKIIOUCHUEM CIy1ach TSDKEJBIX U
[IOTEHIMAJIBHO YIPOKAIOUMX JKU3HU TPUOKOBBIX uHdeKImit, Korjaa oxujlaemas
[10/1b3a JIeYCHUS TIPEBHIIIAET BO3ZMOKHBIH PUCK JUIS TUT0/A.

YKeHIMHaM JIETOPOHOTO BO3pAcTa CIIEyeT UCIONB30BaTh CPC/CTBA KOHTpAaLEIIIH.
[Tepen npumeHeHueM npenapara OykoHasol Canyo3®, eciu Bel OepeMEHHBI, WIN
npeanonaraere, 4ro Bl Mo Obl  ObITH OEpeMEHHOH, WM IUIAHUPYETC
GepeMeHHOCTh, HE0OX0IMMO MPOKOHCYITUPOBATLCA C BPATOM.

daykoHa30j1 OOHAPYKUBACTCS B IPYJHOM MOJIOKC B KOHIEHTpanusx, OJM3KHUX K
[UIa3MEHHBIM, [OITOMY €ro MNpHUMEHCHHE y IKCHIMH B TCPHOA TPYAHOTO
BCKapMJ/IMBaHUS HE PEKOMEH/TY€TCs.

Cnoco0 npuMeHeHHUsi U 103bl

BuyTps. Kancyisl mporiaTeiBaloT HETHKOM.

Tepanuio MOXXHO HauMHaTh J0 TOMYYCHHS PE3yJIbTATOB foceBa M JIPYruxX
nabopaTopHbIX HcciieoBanuii. OHAKO IPOTUBOTPUOKOBYIO TEpPAIuio HEOOX0AUMO
M3MEHMTH COOTBETCTBYIOIIMM 00pa3oM, Korja pesyabTaTbl STHX MCClIeI0BaHUM
CTaHyT U3BECTHBIMHU.

Cyrounas Jo3a (IyKoHasoja 3aBUCHT OT Xapakrepa H TSKECTH TpUOKOBOM
undekuu. Ilpn BarMHaIbHOM KaHAWAO03C B GONBIIMHCTBE CilydaeB d(GEKTUBEH
OJIHOKpATHBIN Tprem npernapara. [Ipn HHOEKIMAX, TpeGyIONMX TOBTOPHOTO MpremMa
mpernapara, JICYCHHE CJIEAYET MPOJIOJIKATh JI0 MCHESHOBCHHA KJIMHAYECKUX HJIH

1aGopaTopHBIX PH3HAKOB AKTUBHOH rPHOKOBOH UHPEKLNH.



[ [pyMEHEHUE YV B3POCIIBIX

[Ipu ocmpom 6azunanbHoM KAaHOuoose, BHI3BAHHOM Candida spp., $ayxoHa3ol
MPUMEHSIOT OJIHOKPATHO BHYTPh B J103¢ 150 MT. JI1s CHUDKEHUST 4aCTOThI PELM/IMBOB
BarMHAIBHOTO KAHIM/03a TIPErnapaT MOKHO IPUMEHSATH B /03¢ 150 MI' uepe3 Kaxbie
TpU JHA — BCEro Tpu J03bl (B 1-i, 4-il 1 7-i1 71eHb), 3aTeM IOJJICpKUBaroIas 103a
cocTapiger 150 Mr ouH pa3 B Heemo. [ToyepXKUBaIOILyio 103y MOKHO IPUMCHSTD

10 6 MECsIIEB.

[ IpuMEHEHME V TTOKUIIBIX JIHOJIEH

IIpu OTCYTCTBHH NMPU3HAKOB MOYCYHOH HEJOCTATOYHOCTH (yKOHa30J1 IPUMECHSIOT B
06bI4HOiIT 7103€. BOJBHBIM C 104€YHOIT HEIOCTaTOYHOCTHIO (xmpenc kpearnnuna (KK)
<50 Mu1/MUH) 7103y TperapaTa KOppeKTUPYIOT, KaK OMHUCAHO HHKC.

[IpumeHenue y 0O0JILHBIX € IM0OYEUHON HEAOCTATOYHOCTBIO

[Ipy OZHOKPATHOM TMpHEME M3MEHCHHUS JI03bI HE TpeGyercst. Y GOJBHBIX (BKIOUAs
jneTeit) ¢ Hapymenuem QYHKIMI MOYEK NPH MHOTOKpaTHOM MPUMCHCHHH npenapara
cie/lyeT TMepBOHAYAIbHO BBECTH YJIApHyIo J103y OT 50 go 400 wmr, mociie 4ero
CyTOYHYIO 7103y (B 3aBHCHMMOCTH OT [IOKa3aHus) YCTaHABIMBAIOT COTJIACHO

cnejyrouiet Tabmie:

KK (Ma/mMuH) Ipouent
peKOMeH/1yeMoil
03Bl

> 50 100 %

<50 (6e3 quanuza) | 50 %

peryJsipHbIi 100 % nocae Kaxa0ro

Maan3 Maau3a

[larMenThl, HaXO/AIMecs Ha PEryjIipHOM AMAIU3e JIOJDKHBI T10TydaTh 100 %
PEKOMEH/LYEMOIi JI03bI TOC/E KaXJIOTO CeaHca JHann3a. B jeHb, KOr/la JMajiu3 HE
MPOBOJIUTCS, MAIMEHTBI JOJDKHBI M0J1y4aTh YMCHBIICHHYIO (B 3aBucumoctn o1 KK)
JI03y Tiperapara.

Eciu mocjie JieueHus YIydIIeHNs HE HACTYNaeT Wi CHUMIITOMBbI yCyryOIsioTest, Win
[1OSBIISIOTCS. HOBBIE CHUMITTOMBI, HEOOXOAMMO ITPOKOHCY/IBTUPOBATHCS € BPATOM.
[IpuMensiiTe mpernapaT TOJNBKO —COTJACHO TEM  TOKA3AHMAM, TOMY  CHoco0y
MPUMEHEHHS U B TEX J103aX, KOTOPBIC YKa3aHbl B MHCTPYKIMHU 110 IIPUMEHEHHIO.

IToOouHOE nelcTBHE



[TepeHOCHMOCTD Mpenapara 00bIYHO 0YEHbL XOPOIIAsL.

[To jpaHHBIM BceMupHOi opraHu3anuu 3ApaBOOXpaHCHHA (BO3) HexenaTe/IbHbIC
apnenns (HS) ximaccuduumpoBanbl B COOTBETCTBHM € HX YacTOTONH pPa3BUTHS
ciaeayronM  obpasom: odeHp wyacto (=1/10), wacto (>1/100, <1/10), HewacTo
(>1/1000, <1/100), peaxo (=1/10000, <1/1000) u oueHb pPEJKO (<1/10000);
4aCTOTA HEM3BECTHA — 110 UMEIOIIMMCS JIaHHBIM yCTAHOBHTH YaCTOTY BOSHUKHOBCHUA
HE MPEJICTaBIISIIOCh BO3ZMOKHBIM.

B KJIMHUYECKUX M TOCTMAPKETMHIOBBIX (*) MCC/E/I0BaHUAX (IIyKOHA301a OTMEHAIN
caeaytolme MoOOYHbIE peaKInHu:

Hapyuwienus co cmopoHbl uMMVHHOﬁ cucme.sz*

Heyacmo: KOXKHBIN 3y/1, KpallMBHUIIA, OTEKH,
pedKo. aHTHOHEBPOTHYCCKHIT OTEK, OTCK JIMIIA.

HapyuwieHusi co cmopoHbl OpeaHos KpO8emeopeHus U szwd)amuqecxod cucmeMbt*

Heuacmo: aHeMus;
peoKo: NefKOIICHNs, BKII0Yasi HEHTPOTICHAIO 1 arpatyJIoIHTos, TPOMOOIIUTOIICHUSL.

HapyuieHus co cmopoHbl H€D6HOI:I cucmemaul

yacmo: ToJIoBHas 00JIb;

Heuacmo: TOJOBOKPYXKEHHE®,  H3MCHCHHUC BKyca*, cyjoporu®, 0OecCOHHMIIA,
rnapecTe3us, COHJIMBOCTD;

peoKo: TPEMOop.

Hapywenus co cmopoHbl cepoeyHo-cocyoucmou cucmembl ™

pedko.  yBEJIMYCHUC  HMHTCpBAJIA QT wma DKI, apurmus IKEIy109KOBas
raxHCHCTONMUeCKas THIA «mpysT» (torsade de pointes) (cM. pasjen «Ocobvle
VKA3AHUAY ).

Hapywienusi co cmopoHbl nuesapumeibHou Cucmembl

yacmo: 60J1b B )KUBOTE, JInapes, TOIIHOTA, pBoTa*;
Heyacmo: JUCHeEncus®, 3anop, METCOpusM, CyXocCThb CJM3UCTON 00O0JIOUKH IOJOCTH
pTa.

HapyuwieHus co cmopoHbl 2enam06w1uapH0L7 cucmembul




yacmo: MOBBILICHHE CBIBOPOTOYHOM AKTHUBHOCTH aMuHOTpaHchepas
(ananunamunotpanchepassl  (AJIT) u acniapratamunotpancdepassl  (ACT)),
mes104HoiM ocdarassr,

Hewacmo: TIOBBIIIICHNE KOHIIEHTpalny OuanpyOnHa, Xonecras, xenryxa*;

pedko.  HapylleHue (QyHKIUH reyeHu®, TrenaTole/UTIoIApHOE  MOBPEXKICHHUC,
renaTole/LUTIOMSPHEIH HEKPO3¥, renaTnT*, TenaToTOKCHYHOCTh, B HEKOTOPBIX CIydaiXx
C JIETAIbHBIM UCXOJIOM.

Hapviuenusi co CmopoHbl 00MeHa geuecme™

Heyacmo. CHUKCHUEC allleTUTa,
pedxo: [MOBBINIIEHUE KOHIICHTpAalluu XoJIecTeépuHa U TPUTTTUIIEPUJIOB B ia3Me KpoBH,
TUITOKAJITMCMUA.

HapyuweHus cO cmopoHbl KOIAHCHbIX NOKpOB806

yacmo: ChIIb;

Hewacmo: JEKapCTBEHHAs ChIIb, MOBBIIICHHOC MOTOOTACIICHHIC;

pedko. HKC(OIMATUBHBIC —TOPAKCHUA kosku*, BKmouas cuHapom CTHBEHCaA-
JIKOHCOHA ¥ TOKCHYECKHH SMUJIEPMAIBHBIA  HEKPOJIM3,  aJIONCHKA, OCTpBHIii
reHepaIM30BaHHBIN YK3aHTEMATO3HbIH TyCTYJIE3.

HapyvuteHus co cmopoHbl onopno—deueameﬂbnoeo annapama

Heuacmo: MAAJITHSL.

IIpouue

nevacmo: c1abocTh, aCTEHNs, MOBBILIEHHAS YTOMIIAEMOCTD, JINXOPA/IKa,

yacmoma Heuzgecmua. TIOBBILIEHHAs MOTIUBOCTD, BEPTUTO.

Y HEKOTOpPHIX OOJIBHBIX, OCOOEHHO CTPAJAIOIIMX  CCPLE3HBIMA 3a00JIeBaHUSIMH,
takumy kak CIIUJ] wim pak, npu JICUEHUH TperapaTtoM dirykonazon Cango3® u
CXOJIHBIMU TIperapaTaMu HaOJroaauch M3MCHCHUA rokazarejeil KpoBH, (QYHKIHHA
noyek u medenu (cM. pasien «Ocobbie yKazanusy), 0OHAKO KIMHUYCCKOC 3HAYCHUE
THUX U3MEHEHUIT 1 UX CBSA3b C JICYCHUEM HE YCTAHOBJICHBI.

Eciu y Bac ormeuatorcst o6oumbie 5GGEKThl, yKasaHHBIC B MHCTPYKIIMU WM OHU
ycyryoustores, win Bel 3aMeTHIIN mo6BIe Apyrue mo6ouHsle 2QHEKTH, HE yKa3aHHbIC
B MHCTPYKIMH, COOOIIMTE 00 9TOM Bpayy.

Ilepeno3upoBKa
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Cumnmompl; TOIIHOTA, pBOTA, JAMapes, B TOKEIBIX ClIydasX MOryT OTMCHaThCi
CY/I0pOTH, TJUTIONMHALMY, [TapaHONIAIBHOEC MOBE/ICHHUE.

Jleuenue:  CAMITOMATHYECKOE, NPOMBIBAHME — OKEIyaka;, T.K.  (yKoHasol
HKCKPETHPYETCSl MOYKaMH PEKOMEHYCTCS dbopcupoBanHblit auypes. I'emonuanus B
TeyeHue 3 4 CHIDKAeT KOHIEHTpaIHIo (IyKoHa30J1a B I1a3Me KpOBH B 2 pasa.
BsaumojeiicTBHe ¢ IPYTHMH JIEKAPCTBEHHBIMH CPEICTBAMHU

OJ{HOKpPATHBII WM MHOTOKPATHBIN MPUEM durykonazona B 03¢ 50 MI' HE BJIMSCT HA
MeTabon3M peHazona (AHTUIIMPUHA) IPU UX OJTHOBPECMECHHOM NIPUEME.
Oonospemennoe npumenenue (payKonasona co credylougumu  npenapamamu
HPOMUGONOKA3AHO:

[[3anpu/i: MpU OJAHOBPEMEHHOM NPUMCHCHNH (urykoHa30/1a ¥ [U3aMpHIa BO3SMOXKHBI
HeKelaTe/IbHbIE PEAKIMU CO CTOPOHBI Cepaua, B T.d. apUTMHA YKEITy JIOUKOBast
TaxMCHCTOIUEcKas THIa «upysT» (torsade de pointes). ITpumenenue dbiykoHaszoJa
B 03¢ 200 mr 1 pa3 B CyTKM W IlM3anpuja B J03€ 20 mr 4 pa3a B CyTKH IPUBOJUT K
BBLIPQKEHHOMY YBEJIMYCHUIO TUIa3MCHHBIX KOHI[EHTpAIMIi IU3anpuia U yBEIUICHUIO
unrepsana QT na OKI. OJHOBPEMEHHBII TpHUeM Hu3anpuzaa M drykonasosa
MPOTUBOIIOKA3aH.

TepdeHajuu: 1P OJHOBPEMECHHOM TIPUMCHCHMH  a30TbHBIX IPOTUBOTPUOKOBBIX
cpeAcTB M TepdeHajanHa BO3MOXHO BO3HHKHOBCHHC CEpbE3HBIX apUTMUH B
pesyJbTaTe yBEIMYCHU HHTEpBaa QT. Ilpu npueme dirykoHasosa B 103€ 200 mr/cyT
yBesueHmst uuTepBana QT HE yCTaHOBICHO, OJIHAKO, npuMeHenne (IrykoHasona B
no3ax 400 Mr/cyT ¥ BBIIIC BBI3BIBACT 3HAYUTCIHHOC YBCIMHYCHHC KOHIICHTpaI1H
TepdeHaHa B I1a3Me KPOBU. O/iHOBpEMEHHBIH TIpreM (uryKoHasola B 103aX 400
mr/cyr  u  Gosee ¢ TepheHAMHOM IPOTUBOIOKa3aH  (CM.  pasjen
«ITpomueonokazanusy). Jleuenne (rykoHa30I0M B J103aX MCHEC 400 mr/cyt B
coueTaHnu ¢ TepdeHaJMHOM CJIEAyeT MPOBOJUTE, MO TIMATCALHBIM KOHTPOJIEM.
ACTEMU30J:  OJHOBPEMEHHOE NpHUMEHeHue (uykoHasona ¢ acTEMH30IO0M W
JPYTMMHU TIpenapaTamMu, METabo M3M KOTOPBIX OCYIICCTRIACTCA CHUCTEMOM IMTOXpOMA
P450, MOXET CONPOBOXKAATHCSA MOBBIIICHUEM CBIBOPOTOUHBIX KOHIIEHTpALMi DTUX
cpenctB.  I[OBBINICHHBIE KOHIEHTPAlMK acTeMU30Ia B lasmMe KpOBH  MOTYT

IIpUBOAUTL K YAJIUHEHHUTIO UHTCpBAJIa QT U B HEKOTOPBIX ciydasx K pa3BUTHIO
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APUTMUM IKEIYI0UKOBOH TaXMCHCTOIHYECKOH THIIA «ITHPYST) (torsade de pointes).
O/IHOBPEMEHHOE MPUMEHEHHE acTeMK30J1a U (IIyKOHA30.1a IPOTHBONIOKA3AHO.
[IMMO3MT; HECMOTPs Ha TO, YTO HE MPOBOAMUIOCH COOTBETCTBYIONMX MCCJIC/IOBaHUM in
Vitro WIN in vivo, OJHOBPEMEHHOE MpUMEHeHHe (IryKoHa30ja M TMHUMO3MIa MOXKET
NPUBOJUTH K YIHETEHHMIO MeTaboiam3Ma MUMO3n/a. B cBOWO ouepe/b MOBHIINICHUE
[Ta3MEHHBIX KOHIEHTPALMii MMMO31/1a MOXKET NPUBOJNTE K Y/UIMHCHUIO MHTCpBAIa
QT ¥ B HEKOTOPBIX CIydyasX pa3BUTHIO apUTMHUH JKENTYIOUKOBOM TAXHCUCTOJINYECKOH
Tuna «mpy>™» (torsade de pointes). OAHOBpPEMEHHOE NPUMCHECHUC NHUMO3MAA H
GbryKoHa30J1a MPOTUBOIIOKA3aHO.

XMHUANH: HECMOTps Ha TO, YTO HE MPOBOAMIOCH COOTBETCTBYIOMINX MCCiIe/I0BaHuM in
Vitro WU in vivo, OJJHOBPEMCHHOE MPUMCHCHUC ¢ykoHazona ¥ XUHUJIMHA MOXET
TaKKe TPUBOJMTH K YTHETCHMIO METaboIu3Ma XUHUAMHA. IIpuMeHEHUE XMHUNHA
cBA3aHO ¢ yuIMHeHneM uuTepBaia QT 1 B HEKOTOPBIX CIyHasX ¢ PasBUTHCM apuUTMUH
JKETy/I04KOBON  TAXMCHCTOJIMNYCCKOH — THIIA  «IIMpYysT» (torsade de pointes).
OJIHOBPEMEHHOE PUMEHEHIE XUHU/IMHA i (ITyKOHA30/1a MPOTHBOTIOKA3AHO.

DpUTPOMUIIMH: OJHOBPEMEHHOE MpUMeHenne QuykoHasona M OpUTPOMHILMHA

[IOTEHINATBLHO TIPUBOJUT K IOBBIICHHOMY PHUCKY pa3sBUTH KapIMOTOKCUYHOCTH
(ynuuenue untepsana QT, torsade de pointes) ¥, BCJIEACTBUEC DTOTO, BHE3aIHOM
cepeunoii cmeptu. OJHOBPEMEHHOC NPUMCEHEHUC ¢uykoHazona W dpUTPOMHUIIMHA
MPOTHBOIOKA3AHO.

AMHOJIAPOH: COBMECTHOE IPUMEHEHNE (IIyKOHa3071a 1 aMHO/lapoHa MOXET MPUBECTH
K MHrMOMpOBaHHMIO — MeTabo/IM3Ma  aMHO/apoHa. [IpuMeHEHHE — aMHOJ1apOHa
accOIMMPOBAIOCH € YUIMHEHHEM HHTCpBaIA QT. OjHOBpeMEHHOE NPUMEHCHUC

hiryKoHa30J1a ¥ aMHO/IapOHa IPOTHBOIIOKA3aHO (cM. pazzien «[IpoTHBOMOKA3AHUS»).

Cneoyem cob1100ams 0CMOPONHCHOCHIb, U 603MOXHCHO, KOppeKmupoeantv 003bl npu
00HOBPEMEHHOM NpUMEHEHUU CNIeOYIOULUX NPenapamos u ¢aykonazona:

Hpenapambl, slusllouiue Ha (bJIVKOHa30ﬂ.'

['wapoxyiopoTruasu/i: MHOITOKpaTHOC IIPUMCHCHHUC FMIIpOXIIOpTI/IEBI/IIIa OJTHOBPEMCHHO

¢ (IYKOHA30JI0M HPHBOJMT K YBEJIHYCHHIO KOHLCHTPALMH ¢uykoHasosia B IIa3Me

kpoBu Ha 40 %. DddexT Takoil CTENCHH BBIPAKCHHOCTH He TpedyeT M3MEHEHUS
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pexuma JI03UpOBAHUA (I)IIYKOHaBOHa b OOJIBHBIX, TOJTyYarOIUX OJTHOBPEMCHHO

JIMYPETHKH, OJIHAKO Bpavy CJIC/yeT 3TO yUUTHIBATh.

PubaMnuimy:  OJHOBPEMEHHOE IpHUMeHeHne  (uykoHasona M pudamnuuHa
npuBouT K cHiwkennio AUC Ha 25 % ¥ JUIMTEIBHOCTH NIEpHOJa I10JTY BBIBEICHUS
daykonaszona na 20 %. Y  OONBbHBIX,  OJIHOBPEMEHHO  IPUHUMAIOIINX
prudaMIUIuH, HEOOXOAUMO  YUMTHIBATH 11e71€c000pa3HOCTh  YBEJINUCHUSA  J103bI
drykoHaszoJa.

[Ipennaparhbl, HA KOTOPLIC BIUACT (hiyKoHA30JI:

OJIyKOHA30I ABJSETCS MOIMIHBIM HHTHONTOPOM msodepmenta CYP2C9 u CYP2CI9
nuroxpoma P450 1 ymMepeHHbIM HHTHOUTOPOM uzopepmenta CYP3A4. Kpome Toro,
MOMUMO EpPEUNCIEHHBIX janee dPHEKTOB, CYMECTBYET PUCK MOBBIMLICHIA B T1a3zMe
KpPOBM KOHILEHTpAaIMM M JPYTHX JICKapCTBCHHBIX  CPEICTB, MeTaboIM3UPYEMBIX
msopepmentamu CYP2C9, CYP2C19 n CYP3A4 npu 0/IHOBPEMEHHOM IIpUCME C
diykoHasoigoM. B cBs3m € OTHM, CHCAYCT c00110/1aTh  OCTOPOKHOCTL  TIPU
0/IHOBPEMEHHOM TPHMEHEHUH TIEPCUNCICHHBIX MpernapaTos, a Ipi HE0OX0IMMOCTH
0700HBIX  KOMOMHAIMI TAlMEHThl  J0DKHBI - HaXOAUTBHCA 1O TIIATEIbHBIM
MeaunmHCKuM HabmoaenneM. Creayer yduThiBaTh, HTO uHr6upyommii dddexr
IIyKOHA30/1a COXPAHSETCS B TCUCHHE 4- JIHel 1ocjie OTMEHBI TpernapaTa B CBA3M €
JUTUTEIBHBIM TIEPHOI0M TTOJTYBBIBEICHH.

AnbeHTaHW]I: OTMEYAeTCsl YMEHBIICHUE KIMpeHCa M oObeMa pacrpe/Ie/ICHUs,

yBeJIMYCHHE TIEpUo/Ia MOJTyBBIBC/ICHNS anpenTannia. Bo3MOKHO, 3TO CBs3aHO C
unrnGuposanrem nsodepmenta CYP3A4 daykonazonom. Moxker noTpeboBaTLCA
KOpPEKILHs J103bI allpeHTaHIa.

AMUTPUNITWIMH, HOPTPUNTWIMH:  YBEIUYCHUC sdppexra.  KoHIEHTpALHIO 5-

HOPTPUNTWIMHA ~ W/WIM  S-aMUTPUNTHIMHA  MOXKHO — M3MCPUTL B HaJase
KOMOMHUPOBAHHOI Tepanui ¢ (IyKOHa30JI0M U YEPE3 HEACTO MOCIC Hadala. [Tpu

HEOOXOJMMOCTH CJIEAYET KOPPEKTHpPOBaTh J103Y AMUTPUIITHIINHA/HOPTPUTITHIINHA,

AmboTepuii B: B HCCIEI0BaHIAX Ha MbIIax (B TOM YMCIE, € MMMYHOCYTIPECCHEN)
GeUIM  OTMCUGHBI  CJCAYIONME  pEe3yJpTaThl  HEOONBIIOH aJUIUTUBHBIN
NPOTUBOrPUOKOBBINH d(hdeKT NpH cuctemuoil nHbekimy, Bo3BanHoit C. albicans,

OTCYTCTBHE  B3aMMOJICICTBUA  TIpH BHYTpHYECPEIHON  MHEKIHH, BBI3BAHHOIA
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Cryptococcus neoformans W aHTaroHW3M IPH CHCTEMHOH MH(EKIMH, BBI3BAHHOM

A. fumigatus. ~ KiuHndeckoe — 3HauYCHWE  JIAHHBIX  PE3yJbTaTOB  HC - SICHO.

AHTHKOAIYJISIHTBL: KaK U JAPYTrHe MPOTUBOrPHOKOBHIE CPE/ICTBA (IPOU3BO/IHBIC azoJia),
(iiykoHa30y, TpU  OJHOBPEMEHHOM IPUMEHCHUM  C Bap(hapuHOM, IIOBBIIIACT
npotpoMGuHoBoe Bpems (Ha 12 %), B CBA3M C UCM BO3MOKHO PpasBHTHC
KPOBOTEUEHHIi (reMaToMBl, KPOBOTEUEHNUS U3 HOCA U JKETY/10UHO-KUIICTHOTO TPaKTa,
reMaTypus, Melena). Y MaiieHToB, MOJMyYalomuX KyMapiHOBBIC aHTHKOAry/HTEL 1
(iykoHazos, HEOOXOMMO MOCTOSHHO KOHTPOJIMUPOBATH pOTPOMOMHOBOE Bpemsi B
Tepuo/l Tepaliu M B TeueHue 8 JHei 1ocie OJIHOBPEMEHHOTO NMPUMCHCHH. Taxxe
CJIEYET OLCHUTD 1ENeco000pa3HOCTh KOPPEKIMH J103b] BapapuHa.

A3BUTPOMMIIAH: TIpH OJTHOBPEMECHHOM IIPUMCHCHUHU BHYTPb Q)HyKOH%OIIa B

onHokpatHoit joze 800 Mr ¢ asUTPOMHUIMHOM B onHokparHoit jo3e 1200 wmr
BBIPAKECHHOTO  (hapMaKOKMHETHIECKOIO B3aMMOJICHCTBIA ~ MEXIy  obonmu
rnperaparamMu He YCTaHOBIICHO.

beH30/ima3erntbl (KOPOTKOTO JICHCTBMS): II0CJI€ IpUEMa BHYTPb MH/1a30J1aMa,

(IykoHa301  CYHIECTBEHHO — YBEJIMYMBACT — KOHICHTPALHIO mMujgazoiama  u
MCUXOMOTOPHBIE d(dEKTHI, IPHYEM 3TO BIMsSHHE 00j€e BHIPAKEHO TOCIC npuema
dhaykoHa3os1a BHYTPb, YEM IIPH €10 NPUMEHCHUH BHYTPUBCHHO. [Tpn HE0OXOMMOCTH
cOmyTCTBYIOUIEH — Tepanuu  OcH30JMasClMHAMU  TIALMCHTOB, MPUHUMAIOIINX
diykonaszon, — ciefyeT — HabmojaaTh ¢ HCIBIO  OUCHKH 1es1ecoo0pa3sHOCTH
COOTBETCTBYIOLIETO CHIDKEHUS 10361 OCH30/1MA3CTINHA.

[Ipy OJHOBPEMEHHOM TpPUEME OJHOKPATHOW JIO3BI TpHA30IaMa, dbrykoHa3ol1
yeemmuusaer AUC Tpuasosnama MpUOIM3UTE/IBHO Ha 50 %, Cmax - Ha 25-50 % u
mepuoa mosyBbiBeeHHs - Ha 25-50 % Guarojaps YrHETEHHMIO MeTaboimM3Ma
Tpuaszosama. MoKeT HOHaI00UTEC KOPPEKIIs 110351 TpHa3o1aMa.

KapGamazenus: (IyKOHA30Jl yrHETaeT METabosn3M kapbamasenuHa M TOBBILIACT

CHIBOPOTOUHYIO KOHIIEHTpAIMIO Kapbamasenuna Ha 30 %. HeoOX0MMO y4HUTHIBATH
PUCK pa3BUTHs TOKCHYHOCTH KapOamaseruHa. CreyeT OLEHUTh HEOOXOIMMOCThH
KOppEKIMK J103b KapOaMaselHa B 3aBUCUMOCTH OT koHIeHnTparmn/sddekra.

HeBupamus: COBMECTHBII npueM  ¢uykonasona 1 HCBHpariHa yBEJINYMBACT

npubmusurensio  Ha  100%  9KCIO3UUMIO  HEBMpalliHa [0 CpPaBHEHUIO C
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KOHTPOJbHBIMU JTaHHBIMHU 0 OTACJIBHOMY ITPUMEHCHHIO HEBUpaIlMHa. M3-3a pucKa
[IOBBLIIIICHHOTO  BBIJICJICHUS  HEBUpaAllMHA  IIPU COIIYTCTBYIOLIEM INIPUMCHCHUH
JICKapCTBCHHBIX perapaTon HEOOXO/IMMBI  HEKOTOPBIC NpeI0CTOPOIKHOCTH H
THIATECJIBHOC HaOII0ICHUE 3a IMalluCHTaMU.

biokaTtopsl KaJbIMEBBIX KaHAJIOB! HEKOTOpPBHIC AHTArOHUCTBI KaJIBIIMECBLIX KaHAJIOB

(Hudeaunu, MCpaUINH, aMIIOJIUIINH, BepanaMuiI u ¢ es10TIIH)
metaGoimsupyiotes nzodepmentom CYP3A4. daykoHasosn yBEeIMIUBACT CUCTEMHYIO
AKCIIO3MIIMIO AHTArOHHCTOB ~ KalbIMEBBIX KaHAJIOB. PEKOMCHJ0BaH — KOHTPOIbL
pa3BUTHsI TOOOYHEIX 2P HEKTOB.

[lukjgocnopuH: y TIAHUCHTOB C T‘paHCHHaHTI/IpOBaHHOﬁ TTOYKOM NNPUMEHCHHUC

daykonazona B jgo3e 200 mr/cyr MpUBOAMT - K ME/UIEHHOMY  ITOBBIIICHUIO
KOHIIEHTpalMyu 1ukiocropina. OiHako NpH MHOIOKPATHOM NPUEME ¢rykoHaszosa B
03¢ 100 Mr/cyT M3MEeHEHHs! KOHIEHTPALMH IIMKJIOCTIOpPHHA y PEIMITMCHTOR KOCTHOTI'O
Mo3ra He HaOmoaanock. Ilpy OJAHOBPEMEHHOM IMPUMCHCHUH ¢aykonasona u
LMKJIOCTIOPUHA PEKOMEHJIYETCsS KOHTPOIMPOBATE KOHICHTPALMIO [IUKJIOCTIOPUHA B
KPOBH.

[lukiobocdhamMui 0Py OJHOBPEMEHHOM  NPUMCHEHUH mukiodochamMuaa U

(ITyKOHA30J1a OTMEYAETCS YBEJINICHUE CHIBOPOTOTHBIX KOHIIEHTpaluii OnaupyonHa u
kpeatnuuna. JlaHHas KOMOMHAIMA JIOMyCTHMA € yHCTOM pucKa YBEIMYCHHUA
KOHIIEHTpaluii OnaupyourHa 1 KpeaTHHIUHA.

DeHTaHWI: UMEETCs COOBIIEHIE 06 0JHOM JIETATBHOM HCXO/IE, BO3MOXKHO CBA3AHHOM
C O/IHOBPEMEHHBIM TpHEMOM (eHTaHUIA W ¢uykonasona. Ilpeamonaraeres, 4To
HApyLIEHUs CBSI3aHBI C MHTOKCHKAIMEH ¢enTannIoM. bpulo  MoOKasaHo, 4TO
DIyKOHA30Jl 3HAYMTENBHO YAIMHACT BpeMs  BRIBC/ICHHA ¢enrannna. Cnenyer
YUMTHIBATH, 4YTO TIOBBILICHUE KOHICHTPAIMH (eHTaHMIa MOXKET IPHUBECTH K
YIPHETEHHUIO JIBIXATebHON QYHKIHH.

[aobadtpud: (JIyKOHA30JI MOMKET YBEJIMYMBATH KOHICHTPAIHMIO rajoaHTpuHa B

ia3Me KpoBM B CBS3M C MHIMOMPOBAHHMCM mzodpepmenta CYP3A4. Bo3MOXKHO
pa3BUTHEC apUTMUM JKENY10YKOBOH TaXHCHCTONMUECKOl THHa «upydT» (torsade de
pointes) MpU OJHOBPEMEHHOM INPUMCHEHHM C ¢aykoHazoaoM, Kak M C JPYruMu

rpernapataMu a30J10BOTO psja, 1 COBMECTHOE IPUMEHEHUC UX HE PCKOMEHAYCTCA.

15



Uurubutopsl I MI'-KoA-peaykTaspl:  Npu  OJHOBPEMEHHOM  NPHUMCHCHHH

¢aykoHazona ¢ MHIHOMTOpaMH ['MI'-KoA-peyKrassl, MeTad0IN3upyEeMbIMUA
mzopepmentom CYP3A4 (Takumum Kak aTopBacTaTWH U CUMBACTaTUH) WJIH
uzopepmertom CYP2D6 (Takumu Kak dryBacTaTHH), PUCK PA3BUTHA MUOMNATHH M
paboMuoM3a yBeanuupaercs. B ciydae HEe0OX0AMMOCTH OJITHOBPEMEHHOM Teparnu
yKa3aHHBIMU IIperapaTamMu, CICAyeT HaOII01aTh MAlMEHTOB € 1EIbIO BbIABICHUS
CHMIITOMOB  Muomatuu u  pabjpomuonnza.  HeoOXoaumo — KOHTpOJIMpOBATH
KOHIIGHTpAIMIO ~ KpeaTMHMHKMHAa3bl. B ciydac  3HAUMTCIBHOTO YBEJTMYCHUS
KOHICHTPAIMM ~ KPCATHHUHKMHA3Bl WM CCJIM  JIMAarHOCTUPYETC M nMeeTcs
[10/I03PEHNE Ha Pa3BUTHC MHONATUH WK pabaoMUOIIN3a, TEPANMIO MHIHONTOpaMH
['MI'-KoA-peayKra3sbl CJIeIyeT NPEKpaTHTh.

JlosapraH: (JyKOHA30J YrHETaeT MeTaboiM3M Jo3sapTaHa Jo  ero aKTHUBHOI'O
merabosuta (E-31 74), KOTOpBIi 0TBEYaeT 3a OONBIIYIO 4acTh 3¢ deKToB, CBI3aHHBIX
¢ anTaronusMom anruortensun-11 petenropos. Heodxoanm peryJsipHplii  KOHTPOJIb
apTepUaIbHOIO JIaBJICHUS.

MeTazos: (GIyKOHA30J MOXKET YBEIMYUBATH MIA3MCHHYIO KOHICHTPAIHIO METaJI0Ha.
Mo3KeT TTOHa00MTHCS KOPPEKIIMs 1036l MCTa/IOHA.

HecTepouHble IPOTMBOBOCHAIUTE/ILHBIC TMPCHapaThl (HIIBII): Cpax H AUC

Gaypbunpodena yBeIMIUBAIOTCA Ha 23 % u 81 % COOTBETCTBEHHO. AHAIOIUYHO
Coax ¥ AUC  dapMakoJOruyecku —akTHBHOIO — M30MEpa [S-(+)-ubynpoden]
HoBBIIAIMCE Ha 15 % 1 82 % COOTBETCTBEHHO MPU OJHOBPEMCHHOM NPUMCHCHUH
¢yKoHa30J1a ¢ palleMU4eCcKuM n6ynpodenom (400 mr).

[Ipu 0THOBPEMEHHOM IIPUMEHCHNH duykonasona B g03e 200 Mr/cyT 1 nenekokcnda B
noze 200 Mr Cpmax m AUC 1enekokcnba yBEIMYMBAIOTCA Ha 68 % u 134 %
COOTBETCTBEHHO. B JaHHOM KOMOMHAIIMM BO3MOJKHO CHIDKCHHC JIO3BI 1esIeKoKcnoa
BJIBOE.

HecMoTpsi Ha OTCYTCTBHE LE/ICHANPaBICHHBIX ycee10Bannil uIyKoHa3ol MOXKET
YBEJIMYMBATL  CUCTEMHYIO  OKCIIO3ULHIO  JIPyIUX HIIBII, wmeTaboau3upyeMbIX
msopepmentom CYP2CY9  (nanpumep, HalpoOKCCH, JIOPHOKCHKAM, MEJIOKCHKaM,

nrkinodenak). MoxeT 1oHal00NThCs KOPPEKLIHA 103bI HIIBIL
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[Ipn oanospementom mnpumenenun HIIBIT u ¢ykoHa3oa TMAlMEHTbl J10JDKHBI
HAXOUTHCS T10/] THIATEIbHBIM MEIUIMHCKAM HAOJIIOJICHUEM C LC/IBIO BBIABICHUA 1
KOHTpOJIA HEKEIATe/IbHBIX SBJCHUH M MPOSBICHUA TOKCHYHOCTH, CBA3AHHBIX €

HIIBIT.

IlepopalibHBIC KOHTpAICIITUBLIL! Inpu OJIHOBPEMEHHOM NNPpUMCHCHUU

KOMOMHMPOBAHHOTO NEPOPAIBHOIO KOHTPALCHTHBA C drykonazonom B o3¢ 50 Mr
CYIIECTBEHHOTO BIMSAHMA HA YPOBEHb FOPMOHOB HE YCTAaHOBJICHO, TOTJA Kak npu
exeqaeBHoM  mpueme 200 mr  durykoHasona AUC sTHHWIACTpaauoia U
JIeBOHOprecTpela yBenuuuBaiorcs Ha 40 % u 24 % COOTBETCTBEHHO, a IpHU MPUEMC
300 mr diaykonasona oxus pas B Heaemo AUC STHHAICTpaauoIa 1 HOPATUH/IPOHA
Bo3pacTaioT Ha 24 % u 13 % COOTBETCTBECHHO. TakuMm 00pa3oM, MHOTOKpaTHOC
npruMeHenne (IryKoHa30/a B yKa3aHHBIX J103aX BPSL JIH MOKCT OKasath BJIMSTHUE Ha
> PEeKTUBHOCTH KOMOMHHPOBAHHOTO MEPOPATLHOTO MPOTHBO3ATATOHHOTO Cpe/CTBa.
DeHNTOMH: OJHOBPEMEHHOE NpHMeHeHne QuykoHasona # GeHnuToOMHA MOXKET
CONPOBOXK/IATHCA KIMHUYECKH 3HAUMMBIM MOBBIICHICM KOHIIEHTpaluy GEHUTOMHA.
B ciryyae HEOOXOAMMOCTH OJIHOBPEMEHHOTO MPUMEHCHUA 000ouX mpenapaToB ClIeyeT
KOHTPOJIMPOBATH ~ KOHIEHTpauuio — (deHuTonna i COOTBETCTBYIONIMM  00pa3oM
CKOPPEKTHPOBATH €ro JI03Y C LEIbI0 00ecTeueH s TepaneBTHIECKON KOHIICHTPAIUH B
CBIBOPOTKE KPOBH.

IIpejHU30H: MMEETCs COOOUICHHE O pasBUTHH OCTpOil  HEJOCTATOYHOCTH KOPBI
HQ/MOYCYHUKOB y [alMEHTa I0C/Ie TPAHCIUIAHTAIMK TCYCHA Ha GoHEe OTMECHBI
drykoHasosa  MOCIE  TPEXMECAYHOTO  Kypca  Teparni. [Tpenon0KuTEIbHO,
mpekpalienue  Tepamuu  (IyKOHa30J0M  BBI3BAIO  IOBBILICHHC aKTUBHOCTH
nzodpepmerta CYP3A4, 4To NpHUBEIO K YBEINICHHOMY MeTabo0JIu3My MPETHU30HA.
[lareHTsl,  IOMyYalomMe  KOMOMHMPOBAHHYIO — TEPANMio  MPEAHM3OHOM i
DIIyKOHA30JI0M JIOJIKHBI HAXOAUTBCS 110/l TIMATEIBHBIM MEMITHHCKIM Ha0J110/IEHUEM
mpu  OTMEHe Tpuema  (uiykoHaszona ¢ LEIbI0  OUCHKH COCTOSIHUSL ~ KOPBI
Ha/IMOYCYHUKOB.

PucdalbyTiH: OJHOBPEMEHHOEC NPUMCHEHUC dykonasona u pupabyTHHa MOKET
IIPUBECTH K TOBBIILEHHIO CHIBOPOTOYHBIX koHueHTpammii nocienero jo 80 %. Tlpu

O/THOBPEMEHHOM IpHMeHEHuH (IIyKOoHa30/1a U prhabyTHHa ONKMCaHbI CIydau yBCUTA.
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BOJILHBIX, OJHOBPEMEHHO MOTydalomux pudadyTn u dirykoHa30/1, HEOOXOANMO
TIIATEILHO HAOJI0/1aTh.

CakpunaBup: AUC noBsIIIacTcst npubIM3UTEIBHO HA 50 %, Cpmax - Ha 55 %, KIMPEHC
CAKBUHABHMPA yMEHBIIAETCs MPHOMM3UTENbHO Ha 50 % B CBA3M C UHrUOMPOBAHUEM
euenouroro MeraGomusma msobepmenta CYP3A4 u  MHrHOMpOBaHMEM P-
rJIMKOTpOTENHA. MOKET MOHaI00MThCs KOPPEKIMS 103b1 CAKBUHABIPA.

CHpoJMMyC:  TOBBIIIEHME  KOHIEHTpanuu — CHpoJMMyca B miasMe  KpoBH,
MPE/NONOKUTEILHO B CBA3M C MHTHOMPOBAHMEM MeTabo/IM3Ma CHpOoJIMMyca 4epes
yruerenne usopepmenta CYP3A4 u P-rankonporenta. JlanHasi KOMOMHALUSA MOXKET
NPUMEHATBLCS ¢ COOTBETCTBYIOIIEH KOPPEKIMEN /103bI CHPOJIMMYCa B 3aBUCHUMOCTH OT
sddexTa/KOHICHTPALMH.

[IperapaThl _cyibhOHMIMOUEBUHBL: (IIyKOHA30J, TPH  OJHOBPEMCHHOM MPUEME,

NPUBOJAMT K YBEIMUCHUMIO MEPHOJA TOIYBBIBEACHHA TECPOPATBLHEIX npernaparToB
cynbGOHMIMOUEBHHBL  (XJIOpHIpONIAMU/A, ramOeHKIaMuIa, — [IMIM3uaa |
TonGyramusia). BOIBHBIM CaXapHBIM aMabeToM MOXKHO Ha3HayaThb COBMECTHOC
npuMeHeHue (ryKoHasosa ¥ NepopalbHBIX MNpPeHapaTos CyIb(OHUIMOYEBUHBI, HO
MU STOM CIIEAYET YUUTHIBATH BOSMOKHOCTD PasBUTHA TUMIOTJIMKEMUH, KpOME TOTO,
HEOOXOMM  PEryJISIpHBIN  KOHTPOJIb  TJIIOKO3bI  KPOBH M, TPH HEOOXO0IMMOCTH,
KOPPEKIIUS JI03bl [PENapaToB CyIbHOHUIMOYCBUHEL.

TakpoMMyC: OJHOBPEMEHHOE MpUMeHeHne (IyKoHa30na 1 TaKpOInMyca (BHYTpB)

NPUBOIMUT K MOBBIIIEHUIO CBIBOPOTOYHBIX KOHIIEHTpAlHii [OCIEHEro B 5 pa3 3a CUeT
UHrMGHpOBAHMs  MeTaboIu3Ma  TakpoJIMMYyca, —MPOHCXOAICTo B KUIIICUHUKE
nocpesctBom nzopepmenta CYP3A4. 3Ha4MTCIBHBIX U3MeHeHni GpapMaKOKMHETHKH
MpernapaToB HE OTMEUEHO IPH NPUMEHCHUHI TaKpOIHMMyca BHYTPUBEHHO. OTMCAHBI
ciydan HePOTOKCHYHOCTH. BOJIBHBIX, OJHOBPEMCHHO MPUHUMAIOIHX TAKPOJIUMYC
BHYTPb ¥ (DIIyKOHA30JI, CJIEIyeT TIIATEIBHO HabmoaTh. Jl03y Takpoaumyca cleayer
KOPPEKTUPOBATH B 3aBUCUMOCTH OT CTETICHH MOBBILICHHUSA CTO KOHI[CHTPALIM! B KPOBH.
TeoduLMH: TIPU OJHOBPEMECHHOM MPUMCHCHUH C dmykonasosom B jo3e 200 mr B
Teyenue 14 aHeil cpe/iHss CKOPOCTD MIa3MEHHOTO KIMpEHCa TeO(GUIINHA CHIKACTCS
na 18 %. Ilpu nHasHauennn (ykoHa3osa 0OJIBHBIM, MPHHAMAIONINM TeopWIINH B

BBICOKHX J03ax, WJIH 0O0JILHBIM C TOBBIIIEHHBIM PHUCKOM pa3sBUTHA TOKCUYECKOTO
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jeiicTBus  TeodWIMHA, cleqyeT HaOaoxaTh  3a  TMOABJICHHEM  CHMIITOMOB
Mepe/I03UPOBKH TEOGHIUINHA U, TIPU HEOOXOAMMOCTH, CKOPPEKTHPOBATE TEPAITHIO
COOTBETCTBYIOLIMM 00pa3oM.

TodamTiauG: HKCNo3unus TohauTuHnOa yBEIMYUBACTCA NPH Cro COBMECTHOM

NPHMEHEHUM C TIperapaTamMy, KOTOpbIC SBJIAIOTCA OAHOBPEMCHHO yMCPCHHBIMH
urrn6ouTopamu uzopepmenta CYP3A4 1 MOIIHBIMH UHruOGuTOpaMn n30depMeHTa
CYP2C19 (nanpumep, ¢irykonaszoin). Bo3mMoxKHO, MOKET MOHAI00UTHCA KOPPEKLIUA
710361 TOGaMTHHUOA.

AJIKaJI0M/T OapBMHKA: HECMOTpsI Ha OTCYTCTBHUC [ejeHarnpaBJICHHBIX MCCJIeI0BaHUM,

MpeArnoaaraeTest, 4To (IyKoHa30J MOKET YBEIMYNBATEL KOHICHTPAIHIO aJIKaJIOUJI0B
GapBuHKa (HanpuMep, BUHKPUCTHHA U BUHOJACTMHA) B TUIa3M€ KPOBH M, TaKUM
06pa3oM, NPUBOJUTE K HEHPOTOKCHYHOCTH, YTO, BO3SMOKHO, MOKCT OBITH CBSI3aHO C
yruetenuem usobepmenta CYP3A4.

ButamMut A: nMeeTcss cooOImeHue o0 OJHOM ciyvae pa3BUTHs HEKCIATCILHBIX
pEaKIMii CO CTOPOHBI LIEHTPAIBHON nepsHoit cuctemsl (ITHC) B BHAE MCEBAOOITYXOJIH
MO3ra MpH OJIHOBPEMEHHOM TPUMEHEHUH TTOJIHOCTBIO TPAHCPETUHOEBON KUCIOTBI 1
duryKoHa3071a, KOTOPBIE MCYE3IH MOCIC OTMCHBI daykonasona. IIpiuvenenne 1aHHOU
KOMGMHALIMM BO3MOYHO, HO CIEIyeT MOMHHUTh O BO3MOKHOCTH BO3HMKHOBCHHA
HexenatesbHbIX peakuuii co cropons ITHC.

3UIOBYJMH: TIPU OJHOBPEMCHHOM TNPUMCHCHHM € (i1yKOHA30J0M OTMEUACTCA
noseiienne Cpax 1 AUC 3umoBynnna Ha 84 % u 74 %, COOTBETCTBEHHO. JlaHHbIiH
3ddeKT, BEposATHO, OOYCIOBJICH CHHKCHUCM meTaboM3Ma TOCIEAHEro 10 €ro
1aBHOro MeTaGonuTa. Jlo M Mocie Tepamuu ¢ IpUMEHeHHeM (iyKkoHasona B 103¢
200 Mr/cyT B Teuenue 15 aHeit 00IbHBIM CITH]Tom 1 ARC (KOMILIEKC, CBA3aHHBIH CO
CIIM/loM) YCTAQHOBJEHO 3HAYUTEIBHOE YBCIMYCHHC AUC 3ugosyauna (20 %).
BOJIBHBIX, MOMYYAIOMMX TaKyl0 KOMOMHAIMIO, CICayeT HabaoaaTh € ILEJbIO
BBISBJICHUS TTOOOYHBIX YPPEKTOB 3UT0BYAMHA.

BopukoHazos _ (MHrHOUTOP nzobepmentos  CYP2C9, CYP2C19 u CYP3A4):

OJIHOBPEMEHHOE NPUMCHEHNE BOPUKOHA30JIa (10 400 Mr 2 pasa B CyTKH B IEpBbIH
JeHb, 3aTeM 1o 200 Mr JiBa pa3a B CyTKH B TCUCHUC 2.5 aueit) u paykonasona (400 mr

B mepBbIf jeHb, 3areM mo 200 mr B CyTKH B TCUCHHC 4 nHeil) NpUBOJUT K
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yBeanuennio konnentpannn u AUC BopuKkoHa30/1a Ha 57 % u 79 % COOTBETCTBEHHO.
BbLIJIO TOKa3aHo, 4TO JaHHbI 3ddekT coxpaHsercs Npu yMCHBIICHUH J03bI 1/
YMEHBIIIEHUM ~ KPaTHOCTH ~Tpuema Jioboro w3  Mperaparos. OIHOBpEMEHHOE
NpYMeHEHHE BOPUKOHA30J1a 1 (iiyKOHa3071a HE PCKOMEHY CTCA.

MpakadTop:  coYEeTaHHOEC  TNpPUMEHEHHE  C uBakagTopoM,  YCHJIHUTEIEM
MYKOBHCIIM/IO3HOTO ~ TPAHCMEMOpPAaHHOTO  peryisitopa  MPOBOMMOCTH (CFTR),
ycniMBaeT Bo3jciicTBie MBakadTopa B 3 pasa u BO3/ICICTBUE TUIPOKCHUMETUII-
uBakapropa (M1) — B 1,9 pasa. Ilanuentam, OXHOBPEMCHHO MPUHUMAOIIUM
ymepennbie uHruOuToper  CYP3A, Takue Kak ¢aykoHa30l W OPUTPOMHIINH,
PEKOMEH/1yeTCS CHU3UTD J103Y upakadTopa j0 150 Mr oiMH pa3 B CYyTKH.
Viccle0BaHMS  B3auMOJICiiCTBHS  mepopaibHbIX  GopM  diykoHazona TpH - €ro

OJTHOBPEMCHHOM ITPpUCMCE ¢ nuue, IMMETUIAUHOM, aHTalu/1aMu, a TakXKe IIOCJIC

TOTAJLHOr0 00JYUYECHUA Teaa JUIsl TOJATOTOBKH K rnepecaike KOCTHOI'O MO3ra ImoxKa3saJiu,

yTo 5TH (HAKTOPHI HE OKA3bIBAIOT KJIMHAYECKH 3HAYMMOTO BIMAHMA HA BCAChIBaHUE
dykonasona.

ITepeunciieHHBIE B3aUMO/ICHCTBUsA yCTAHOBJICHBI TIPH MHOTOKPAaTHOM TPUMCHEHUH
duIyKoHa30/1a; B3aMMOJIEHCTBAS € JICKAPCTBCHHBIMH - CPE/CTBAMHU B pe3ylbTare
0JTHOKPATHOTO Npuema (rykoHa30/1a HC U3BECTHDI.

Bpauam cieyeT y4HTBIBATh, 4TO B3aMMOJICICTBIE C JPYIMMH JICKapCTBCHHBIMU
CPE/ICTBAMH CIEIMATIBHO HE U3y4ajloch, HO OHO BO3MOKHO.

Ecyiu Bbl npyMeHsieTe BBILICTIEPEYUCIICHHBIC WM JIPYTHE JICKapCTBCHHDBIC npenaparbl
(B TOM uucie Oe3pelenTypHbie) TMepe]l MPUMEHCHHEM TIpeliapata dykoHa3011
Canz03®, MpOKOHCYIbTUPYHTECH C BPAIOM.

OcoOble yKa3aHus

Jleyenue MOKHO HAYMHATH TPM OTCYTCTBHM pE3YJIbTATOB I10CEBA MM JIpyrux
1abopaTOPHBIX AHAIN30B, HO TPH MX HATHYMM PCKOMCHIYCTCA COOTBETCTBYIOIAs
KOppeKIns QyHTUIU/IHON TeparnH.

B peakux ciydasx NpuMeHeHne (uykoHasoia COnpoBONKIAIOCh TOKCHYCCKUMHU
H3MEHEHMAMH TICUCHH, B T.4. € JETATBHBIM HCXOJIOM, IJIaBHBIM 00pa3oM, y MalueHTOB
C CCPHE3HBIMU COIYTCTBYIOIMMH 3a00/IEBAHUSMH. B ciydae renaTtoTOKCHYECKHX

5bQeKTOB, CBA3AHHBIX € NPUMEHCHHEM (IIYKOHA30/1a, HE OTMCHCHO HX SIBHOM
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3aBMCHMOCTH OT OOIIel CYTOUHOM 03Bl Npenapara, UIMTEJIbHOCTH Tepalliy, 1ojia 1
BO3pacTa MalMeHTa. [ enaToTOKCHYECKoe JICHCTBUC Mpelapara 00BIYHO  OBLIO
006paTUMBIM, TIPH3HAKK €r0 MCYe3any MOCEe MPCKpaIliCHus TCparii. [TanuenTos, y
KOTOPBIX BO BpEMs TE€paruy HapylmarTes DyHKIMM [eYeHH, HE0OX0MMMO HabMOIaTh
C 1LeJbIO BBISIBICHHA IPU3HAKOB 00J€e CEPhE3HOro TOpAKCHUA TICICHH. [Tpu
[IOSIBJICHUN KIMHMUYECKUX MPU3HAKOB M CHMIITOMOB MOPAKEHHUs MEHCHHU, KOTOPBIC
MOTyT OBITH CBf3aHBI C HPUMCHCHHCM ¢aykoHasona (acTreHus, aHOPCKCHA,
[IOCTOSHHAS TONIHOTA, pBOTA, OKEITyXa), Tperapar Cieayer OTMCHUTL U
IIPOKOHCYJILTUPOBATECS C BPAYOM.

[TockonbKy — (IyKOHA30J1  BBIBOJMTCS — IIPEHMYIICCTBCHHO  TOHKaMH, clenyeT
COOJIIONATH OCTOPOKHOCTL Yy TMAIMEHTOB C IMOYCHYHOH HEA0CTATOUHOCTRIO. [Tpu
JIGYEHMM  MHOTOKpaTHBIMM  J03aMH  (uiyKoHasona — J03MpOBAaHHC JIOJDKHO
OCYILECTBIIATBCSA € YUETOM KIIMPEHCa KpeaTHHNHA.

Kak ¥ npu NpUMEHEHHH JIPYrUX a30JI0B, (irykoHa30]1 B PEJIKUX CIydasx MOXKCT
BBI3bIBATH aHAPWIAKTUYCCKUE PEAKIIHH.

Bo Bpems JedeHus (IyKOHA30J0M Y TalNMCHTOB B PEAKAX cllydasx pa3BUBAIMCh
Kc(OIMATUBHBIC TOPAKEHUs KOKH, TaKUC Kak CHHIPOM CruBenca-JDKOHCOHA H
TOKCUYECKHH dIH/IepMaIbHBIA HEKPOJIH3.

[MarmenTts co CITHlom Gosiee CKIOHHBI K Pa3BUTHIO TAKCIIBIX KOKHBIX peaKuuii pu
NPUMEHCHUM MHOTUX MPENapaTos. B Tex ciy4asx, Korja y IalMEHTOB C
[OBEPXHOCTHOH rprOKOBOIi HHGEKIMEH pa3sBUBacTCA ChIllb, 1 OHA paclieHUBACTCs KaK
ompe/ieieHHo CBsi3aHHas ¢ (UIyKOHA30JI0M, Mpenapat cienyer otmeHuth. [lpu
MOSIBJIGHUM CBIMA Yy MAIlMEHTOB C MHBA3MBHBIMI/CUCTEMHBIMI  TPUOKOBBIMH
MHEKIMAME UX CJIeyeT THIATCIBHO HaOMOaTh U OTMEHUTH (IyKOHA30J IPH
[OSIBJICHNY OYJUIC3HBIX M3MEHCHNUI WX MHOTO(OPMHOM SPUTEMBI.

Heo6X0MMO KOHTPOJIMPOBATE IPOTPOMONHOBOE BPeMst y IMALMCHTOB, 0JIHOBPEMEHHO
Mostydaronmx ¢JayKoHa30/ M aHTHKOAryJIAHThl KyMapiHOBOTO piia WJIA MHJIAHEJIMOH.
Jleuenre HEOOXOJMMO NPOJOJDKATE IO  IMOSBJICHUA KJTHHUKO-TEMATOIOT HUCCKOM
pemuccuu. [Ipex/IeBpeMeHHOE MPEKPallleHAE JICTCHHIA TIPUBOANT K peLUMBaM.
Coo0manoch o ciydasx CcynepuHQEKINH, BbI3BAHHON OTIMIHBIMU OT Candida

albicans ~mramvmamu  Candida,  KOTOpbIC — 4acTo 061a1a10T  TIPUPOJIHOM
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PE3UCTEHTHOCTHIO K (IryKoHa30.1y (Harpumep, Candida krusei). B mogo0OHBIX clrydasx
MOYKET II0TPe6OBAThCS AlbTEPHATHBHAS IPOTUBOTPUOKOBAs TEPATIHL.

Kax u apyrue a3ounbl, GiIyKoHa30Jl MOKET BbI3BIBATL yBCINYCHUC MHTCPBAIA QT na
snexTpokapanorpamve. Ipu npumeHeHnn QirykoHasolna yBeIMiCHUC MHTCpBala QT
W MepllaHue WM TpEreTaHne XKElTyJ04KOB OTMEYaln O4CHb PEIKO y MalMCHTOB €
TSOKEIBIMUA  3a00JIEBAHUSAMHE ¢ MHO’KECTBEHHBIMM (DAKTOpaMH pPHUCKa, TaKUMU Kak
opranuyeckue 3a0oeBaHMs  CepAla, HApYWICHUs SJICKTPOJIUTHOTO OamaHca W
CrOCOGCTBYIONAs PA3BUTHIO TOJOOHBIX HApYHIEHWH  COMYTCTBYIOMIAA Tepanus.
[TooTOMY Yy TaKdX MAlUEHTOB C MOTCHIHMAIBHO MPOapUTMUYCCKUMHU COCTOSIHUSIMH
NPUMEHATH (IIyKOHA30. CIIEJyeT ¢ OCTOPOKHOCTBIO. [lanmentam ¢ 3a00JICBaHUAMU
MeyeHu, cepalia M TOYeK Tepe]l TPUMEHCHHEM TIperapara  peKOMEHAYCTCH
IPOKOHCYJIBTUPOBATHCS C BPAUOM.

[Ipu npumMeHeHun GIyKoHasona B J103€ 150 Mr 10 TOBO/1y BarMHAJBHOIO KaHIM103a
[alUMeHThl JO/DKHBl OBITh TPEIYNPEKICHBI, YTO YJIyYLICHHE CHMITOMOB 00BIYHO
na6mosaeTcs depes 24 4, HO JUIs MX TOJHOIO MCYC3HOBCHMA HHOT/A Tpebyercs
HECKOJIBKO JHeil. IIpu coXpaHeHNH CHMIITOMOB B TCUCHHUC HECKOIIBKHIX JIHEH cieyeT
00paTUTLCA K Bpavy.

Biausinme HAa  CNOCOOHOCTH  YNpPaBisiTh  TPAHCHOPTHBIMH  CPEACTBAMM,
MeXaHH3MaMH

[Ipy npUMEHEHHH Tpenapara HEOOXOAMMO  ydMTRIBATE BO3MOYKHOCTh Pa3BUTHA
rOJIOBOKPYKEHHUsE 1 cy10por. [Ipi BOSHUKHOBEHIN JIaHHBIX 110604HBIX 2P (EKTOB HE
CJIe/lyeT yIpaBJIsTh TPAHCIIOPTHBIMU CPEICTBAMHU, MECXAHU3MaMH.

®opma BbIITyCKa

Karicysiet o 150 mr.

o 1, 7 wm 10 kancyn B Gumctep. o 1, 2 mm 5 GUUCTEpOB B KApTOHHYIO MAYKy
BMECTE ¢ MHCTPYKLHUEH 110 NPUMEHCHHIO.

YcaoBus XpaHeHUs

XpaHuTb NpU TEMIIEPATYPE HE BBILIC 23 .

XpaHuTh B HEJOCTYITHOM JUIs IeTei MeCTe.

CpoK roiHoCTH

3 roja.
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He NPUMCHATH TIpenapaT IocCJIC UCTEUCHUsT CpoKa TOJAHOCTH, YKa3aHHOT'O Ha

yIaKOBKE.

YcioBusi OTIYCKA
Otrnyckaror 0€3 perernra.
IpousBoauTeb

Jlepacamens PY: Cannos a.1., Beposikosa 57, Jwo6nsua 1000, CinoBeHus;

ITpouseedeno: Camotac ®apma ['MOX, Otro-don-T'opuke Amree 1, 39179,

bapneGen, I'epmanusi.
Ipemenzuu nompedumeneii Hanpagasnmoy ¢ 340 «Canoos»:
125315, r. MockBa, JIeHuHrpaJICKuit MPOCHEKT, . 72, kopit. 3;

tenedon: (495) 660-75-09; daxc: (495) 660-75-10.
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