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MUHUCTEPCTBO 3IPABOOXPAHEHM ST POCCUMCKOM ®EIEPALIUU

MHCTPYKIWA
[10 MEJIMITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA

®iykoHOpM

Perucrpannonnsiii Homep:
Toprosoe nanmenoBanune: DiyKoHOPM
MezxaynapoaHoe HenaTeHTOBaHHOE WM IPYNNHPOBOYHOE HAHMEHOBAHHE: bnykoHazon

JlexkapcTBenHasi popma: KarcyJibl

Cocras:

1 Karmcya colepIKUT:

[eticmsyroujee éewgecmso: dayxonazon SO mr wmm 150 mr;

Benomozamenvnvie 6euyecmea: MUKpOKpUCTaIIHYECKAs LETON03a (PH cdaxrop ABukanb 102), Hatpus
JlaypUIICYIib(hat, KapGOKCHMETHIIKPAXMasl HATPHS, KPEMHHS JHOKCH/ KOJUTOUAHBIIA

Obonouxa xancynwr: xenaruHoBble Karncyisl Ned, Nel, HEIeyaTHbIE;

Kopnyc: TuTana THOKCH, METHIINIaparkApOKCHOEH30aT, NPONUINaparuIpoKCUbeH30ar;

Kpriweuka: Tutana IMOKCH]I, KDACUTENH: MHANIO KAPMUH, XMHOIMHOBBIH SKEJITHIiA.

Onucanue

Karncyibl 50 mr:

Teepasie sxenaruHoBbie Karcysibl Ne 4 ¢ GesbiM KOPITYcOM  CHHEH KPBILIEYKOH, coaepikalie Oelbli
MOPOLLOK.

Kancyiel 150 mr:

Teepaste sxenaruHoBbie Karicysibl Ne 1 ¢ GesbiM KOpITYcOM U CHHEH KPBILIEYKOH, coaeprKalune Oeblii

MOPOLLOK.

®apmakoTepaneBTHYECKAs FPYIIA: [POTHBOrPUOKOBOE CPEICTBO.

Koan ATX: JO2ACO1

®apmako/JIOrHYecKHe CBOHCTBA

DapmakoouHamura

DykoHa301, TPHA30/IbHOE MPOTHBOrPHOKOBOE CPECTBO, SBSETCS MOLIHBIM CEeKTHBHBIM HHTHOHTOPOM
CHHTE3a CTEPOJIOB B KJIETKE rPUOOB.

DyKOHA30.1 POJIEMOHCTPUPOBAN AKTHBHOCTD i VIlFO W B KIHHHYECKHX MCCIENOBAHUAX B OTHOIICHHUH
GonbluMHCTBa cneayrowmx Mukpoopranusmos: Candida albicans, Candida glabrata (MHorue wramml

ymepenHo uyBcTuTenbhbl), Candida parapsilosis, Candida tropicalis, Cryptococcus neoformans.
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Bbina nokasana akTMBHOCTB )IyKOHA3071a i Vifro B OTHOLIEHHH CJIeIYIOLIMX MUKPOOPraHU3MOB, OJHAKO
KIMHHYECKOe 3Ha4YeHue storo HewssectHo: Candida dubliniensis, Candida guilliermondii, Candida
kefyr, Candida lusitaniae.

Ipu npueme BHYTPb (TyKOHa30/1 MPOSIBIISIET aKTHBHOCTD HA PA3IMYHBIX MOJE/AX rpuOKOBBIX HHbEKLMI y
JKMBOTHBIX. [IpOZIEMOHCTPHpPOBaHa aKTMBHOCTH Mperapara MpH OMMOPTYHHCTHYECKMX MHKO3aX, B TOM
uucne BeisBaHHbIX Candida spp. (BKTOUas reHepaln30BaHHBIN KAHIMIO3 Y KMBOTHBIX C MONABICHHBIM
ummynmTerom), Cryptococcus neoformans (BKiouas BHyTpHUEpEITHbIE vHpekuun), Microsporum spp. n
Trychophyton spp. YcraHoBieHa Takske aKTHBHOCTB (hTyKOHA30/1a HA MOJIENIAX SHIAEMHUYECKHX MUKO30B y
’KMBOTHBIX, BITIOYas MH(bEKLMH, BbI3BaHHble Blastomyces dermatitides, Coccidioides immitis (sxkmouas
BHYTpUUepenuble HHdekunn) u Histoplasma capsulatum y 5xMBOTHBIX ¢ HOPMAJIBHBIM M TOJABICHHBIM
HMMYHUTETOM.

®rykoHaszon obanaeT BBICOKOH CreUU(pHUYHOCTBIO B OTHOLIEHUH rPUOKOBBIX (DEPMEHTOB, 3aBUCHMBIX OT
uuroxpoma P450. Tepanus ¢uykonasonom B noze 50 mr/cyT. B Teuenue n0 28 aHell He BiMseT Ha
KOHLCHTPALMIO TECTOCTEPOHA B MJIa3Me KPOBH Y MY)XKYHH HMJIM KOHLEHTPALMIO CTEPOMOB Y JKEHIIHH
AeTopoaHoro Bospacta. diykonaszon B n03e 200-400 Mr/cyT. He OKa3blBAeT KJIMHMUYECKH 3HAYHMOLO
BJIMSHUA HA YPOBHH SHIOTCHHBIX CTEPOMJIOB M MX PEAKLMIO Ha CTUMYJIALMIO aApPEHOKOPTHKOTPOITHOIO
ropmona (AKTT') y 310poBBIX My>K4HH- 106POBOBLIEB.

Mexanusmor pazeumus pezucmenmnocmu k gnykonazony

PesuctenTHOCTE K (ykOHA307y MOKET pa3BUTBCS B CIIEYIOLIMX CIydasX: KauyeCTBEHHOE WIIH
KOJIMYECTBCHHOE M3MEHEHHe (pepMeHTa, SBAIOIIErocs MHLIEHbIO s  (yKoHa30/1a (JraHocTEpHN
14-a-nemeTHnaskl), yMEeHbIICHHE JOCTYNA K MUIIEHH (ITyKOHA30/1a UM KOMOMHALIHS HTHX MEXAHU3MOB.
Toueunbie mytauuu B rewe ERGI1, koaupyiomem QepmeHT-MHILIEHD, NPUBOJAT K BHMIOHU3MEHEHHIO
MHILIEHH W CHWKEHHIO ap(PUHHOCTHM K a3onaM. YBeluuyeHHe sKcrpeccHH rena ERGI1 MPUBOJIUT K
MPOAYKLHMH BBICOKHX KOHLEHTpaLMii (pepMEHTa-MHIUIEHH, YTO CO34aeT MOTPeGHOCTH B YBEIHYECHHUHU
KOHLEHTPALWH (JyKOHA30/1a BO BHYTPHUKJIETOUHOM JKHAKOCTH VTS MOABJIEHHS BCEX Mosekys1 hepMeHTa B
KJIETKe.

BTopoit 3HauuTebHBIH MEXaHH3M PE3UCTEHTHOCTH 3aK/IFOYAETCS B AKTUBHOM BbIBEICHHH daykoHazona u3
BHYTPUKJIETOYHOrO MPOCTPAHCTBA MOCPEACTBOM aKTUBALIMH JIBYX THIIOB TPAHCIIOPTEPOB, yYaCTBYIOLIMX B
aKTUBHOM BbIBe/IeHUH (3¢ dirokce) npenapatos u3 rpubkoBoii kiieTku. K Takum TPaHCIOpTEepaM OTHOCHTCS
TJIaBHBIA [OCPEHHUK, KOAMpYyeMblii reHamu MDR (MHOKeCTBEHHOI JIEKapCTBEHHON yCTOMUYMBOCTH), W
cynepcemeiictBo ATd-cBa3bIBatoLeli KacceThl TPaHCHOPTEPOB, Koaupyemoe renamu CDR (renamu
pesucTenTHOCTH rpuboB Candida k a30710BbIM AHTUMMKOTHKAM ).

I'nnepskenpeccns resa MDR  NpUBOAMT K PE3MCTEHTHOCTH K ¢aykonaszomy, B TO ke Bpems
runepskcnpeccrs reHoB CDR MoeT MpUBOIHTE K PE3UCTEHTHOCTH K Pa3TMUHBIM a30/1aM. Pe3ucTeHTHOCTD

k Candida glabrata oGbiuHO omocpenosana rumepskcrnpeccueii rema CDR, uto NPUBOIUT K
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PE3UCTEHTHOCTH KO MHOrMM asonaM. JUis Tex LITaMMOB, y KOTOPBIX MHHMMAalbHas HHIHOHpYHOLAs
konuenTpauus (MHK) onpenensercs xak npomexyrounas (16-32 mkr/mi), PEKOMEHIYETCSI TPUMEHSTh
MaKCHUMalbHble 103bI (hIyKOHa30/1a.

Candida krusei cnenyer paccMaTpuBaTh Kak pe3HCTEHTHYIO K (aykonazony. MexaHH3M pe3UCTEHTHOCTH
CBf3aH CO CHWXKEHHOH 4YYBCTBHTEJBHOCTBIO (DEPMEHTa-MHUICHH K WHIMOMPYIOLIEMY BO3AEHCTBHIO
¢dykoHazoa.

DapmakokuHemuxa

DapmakOKHHETHKa (TyKOHA301a CXOJHA NPU BHYTPUBEHHOM BBEICHHH H [PHEME BHYTpb. [locne npuema
BHYTPb (DIIyKOHa30J1 XOPOLIO BCACHIBACTCS, €r0 KOHLIEHTPALHMH B I1a3Me KPOBH (M 06Luas GHOMOCTYMHOCTS)
npesbimaloT 90% OT TaKOBBIX NPH BHYTPHBEHHOM BBeieHHH. OIHOBPEMEHHBIH MPHEM MULLK He BIHACET Ha
BcacbiBaHue (hiykoHaszoJa.

KoHueHTpauus B niasme KpoBH MponopLUOHAIbHA J03€ H JOCTHUraeT makcumyMa (Cpax) uepes 0,5-1,5 u
nocie rpuema (yKoHa3ona HATOLIAK, @ MEPMON TOJYBBIBEAEHHS cocTaBaseT okomo 30 4. 90%
PaBHOBECHOH KOHUEHTPALMH NOCTHraloTes K 4-5-My JHIO Mocie Hayana Teparuu (mpu MHOIOKPaTHOM
lpueMe npenapata OJMH pa3 B CyTKH). MakchMalibHas KOHLEHTpaLus (UlyKOHA301a B CIIOHE NPH MpHeMe
KancyJibl 10CTUraeTcs yepes 4 vaca. Beenenue ynapHoii 103b1 (B 1-if 1eHb), B 1B pasa npeBbIlLarOLLe;]
OOBIYHYIO CYTOUHYIO /103y, A€NaeT BO3IMOMKHBIM AOCTHKeHHE 90% PaBHOBECHOM KOHLEHTPALUU KO 2-My
auio. O6beM pacnpenesienus NpubIIKaeTes K o6LIeMy CONEPIKAHHIO BOAbI B opranusme. CBsi3bIBaHHE C
Oenkamu na3mbl KpoBH - Huskoe (11-12%).

®iyKOHA30/1 XOPOIIO MPOHHKAET BO BCE JKMAKOCTH OPraHU3Ma. KonuenTpauuu ¢aykonasona B caioHe U
MOKpOTE€ CXOIHBI C €ro KOHLEHTPALUAMH B IUIa3M€ KpOBH. Y GOJbHBIX TPUOKOBBIM MEHHHTHTOM
KOHLEHTPALWHK (ITyKOHA301a B CIIMHHOMO3TrOBOM 5KMKOCTH COCTABISIOT 0K0J10 80% OT ero KOHLICHTpAaLIHit
B [1a3Me KPOBH.

B porosom cnoe, snuaepmuce, mepmMe M MOTOBOM KMAKOCTH JOCTHIAKOTCA BBICOKHE KOHLIEHTPALIUH,
KOTOPEIC MPEBBILUIAIOT ChIBOPOTOUHbIE. DIIyKOHA30/1 HAKATUTHBAETCS B pOroBom ciioe. [lpu mpueme B 1o3e
50 Mr 0aMH pa3 B CyTKM KOHLEHTpauus (aykoHasona uepes 12 aueif cocrapiser 73 MKI/T, a yepe3 7 JHein
nocne NpeKpalleHns JeueHus - Toabko 5,8 Mkr/r. Ilpu npumenennn B 1o3e 150 Mr oauH pas B Hexeso
KOHUEHTpaLws (yKoHa30/1a B POroBOM Cjloe Ha 7-# JieHb cocTasiseT 23,4 MKI/T, a yepe3 7 AHEH noce
npyemMa BTOPOH 103kl - 7,1 MKI/T.

Konuenrpauus dykoHasona B HOrTax nocine 4-MecsyHOro NpUMeHeHHus B 03¢ 150 Mr oguH pa3s B Heiesmo
cocrasnser 4,05 MKI/T B 310POBBIX U 1.8 MKI/T B OpaskeHHBIX HOITAX; Yepe3 6 MECALEB M0c/1e 3aBEpLUCHHUS
Tepanuu (yKOHa30/1 MO-MPEeXKHEMY ONpeeseTcs] B HOITSX.

IIpenapar BbIBOAMTCS, B OCHOBHOM, MOUKaMu; npuMepHo 80% BBeIEHHOM 103b1 oOHapy’KHBaeTCsA B MOYE B

HensmeHeHHoM Buze. Kinperce diykoHasona nponopuyoHaieH KIMpeHey KpeaTuHuHa. L{upKyanpyroLme
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MeTaboIUThl He OOHAPYIKEHBI.

JliTesnbHbINA TIepUO/L TIOJTYBBIBEAEHHS M3 TJIa3Mbl KPOBH MO3BOJISET MPHHAMATH (ITyKOHA30J1 OHOKPATHO
TNpU BariHAJIbHOM KaHIKI03€ U OJIMH Pa3 B CYTKH WJIM OJIMH Pa3 B HEJIEJIIO - MPH APYTUX MMOKAa3aHHUSIX.

B xome wuccnenoBanus (apMakoKMHETHKM ¢ y4yactHeM 10 JKSHIIMH, BPEMEHHO WM IOJHOCTBIO
NPEKPaTHBILMX KOPMIICHHE IPY/IbIO, OLIEHMBAIM KOHLEHTPALMIO (DJIyKOHa30/1a B I1a3Me KPOBH W FPYAHOM
MOJIOKe B TeueHHe 48 4acoB nocjie oHoKpaTHoro npuema 150 mr npenapara. ®iykoHaso1 661 0GHapyKeH
B IPYTHOM MOJIOKE B CpEHEW KOHLEHTPALMH, COCTaBsOIeH Mpubnan3uTeasHo 98% OT KOHIEHTpaLuH
¢nykonasona B nnasme kpoBu Mmartepd. CpenHssi NMHKOBas KOHLEHTpauMs cocTaeiasna 2,61 mr/mia mo
MCTE€YEHHH 5,2 4acoB Mocje Nprema rnpernapara.

Dapmaxokunemuxa y oemeu

Y neteit ObLIK NOJTyYEeHBI CIEIYIOIIME 3HAYeH s (hapMaKOKHHETHYECKHX TapaMeTpOB:

[Tnowanap noa KpUBOi
[epuon
Bospacr JHo3za TMIOJTYBbIBEACHHUS «KOHLEHTpaLUs-BpeMSs»
(uac) (AUC) (MKr*4/m)

9 mec. - 13 ster Capprpame-— 25,0 94,7
BHYTpPb 2 MI/KI

9 mec. - 13 ster OnEoipatao— 19,5 362,5
BHYTpb 8 Mr/kr
N MHorokpaTtHo —

CpenHuii Bo3pact 7 jier S o 15,5 41,6

Dapmakoxunemuxa Y ROACUNIBLX NAYUCHNIOB

Bb110 yeTaHOBIEHO, YTO MPH OHOKPATHOM NMpPUMEHEHHH (GIIyKoHa30/1a B 03¢ S0 Mr BHYTPb Y MOKMIIBIX
MALMeHTOB B BO3pacTe 65 JIeT U CTaplie, HeKOTOPbIe W3 KOTOPBIX OHOBPEMEHHO NMPUHUMAJIH IHYPETHKH,
Cax octuranace yepes 1,3 4 nocine npuema u cocrasisia 1,54 mxr/mi, cpennue 3Hadenuss AUC - 76,4 +
20,3 MKr*u/mn, a cpelHMH MepHO. MOMyBbIBeAeHHs - 46,2 4. 3HaueHHsA 3THX (apMaKOKHHETHYECKHMX
rnapamMeTpoB BbIIE, YEM Yy MOJIOABIX NALIUEHTOB, YTO, BEPOSTHO, CBA3AHO C MOHHKEHHOM IMOYEYHOMN
GyHKLMeH, XapakTepHOH ansd MoXuaoro Bospacra. OIHOBPEMEHHBIH NMPHEM JHYPETHKOB HE BbI3bIBAI
BbipaskeHHOro u3mMeHeHuss AUC u Cpp,g. KinpeHe kpeatununa (74 mui/MuH), npoueHT ¢ykoHa3ona,
BBIBOAMMOro Mno4ykamu B HeusmMeHHoM Buze (0-24 4, 22%) u noueunslit kaupeHc ¢aykonaszona (0,124

MII/MHH/KF) Yy NOKUJIBIX MAallUEHTOB HHUXKE IO CPABHEHHUIO C MOJIOABIMH.

Iloxa3aHusi K NPHMEHEHHIO

DnyKoHa301 NOKA3aH 0I5 IeYeHUs CeOVIOuUxX 3a00Ne6aHULl Y 83POCbIX:
- KPHUNTOKOKKOBBI MEHHUHTHT;

- KOKLHAHOMIOMHKO3;

- WHBa3UBHBIN KaHOWua03;

ﬁZﬁBﬁ?
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- CJTM3MCTHIN KaHIMI03, B TOM YKciie opodapuHTHabHBIA KaHAK103, KaHIUA03 MUILICBO/A, KaHIUIypHUs U
XPOHUUECKHUH KOXKHO-CJIM3UCTBIM KaHAUI03;

- XpOHMYECKHH aTpohUUeCKHil KaHIU103 POTOBOM MOJNOCTH (CBA3AHHBIH C HOLIEHUEM 3yGHBIX TPOTE30B),
Koraa coGIIOeHNs THIMEHBI MOJIOCTH PTa MJIK MECTHOIO JIEUEHHUsT HeI0CTATOUHO;

- BarMHATbHBINA KAHJUI03, OCTPhIN HIIM PELIMIMBUPYIOLIHI, KOT/Ia MECTHAs Tepanks HE NpUMEHHUMa;

- KaHIMIO3HbIN OalaHUT, KOrjJa MecTHas Tepanus He NPUMEHUMA;

- JIepMaTOMHKO3bI, B TOM YHCIIE fepMaTopUTHs CTOI, IePMAaTOQUTHS TyIOBHILA, MaXOBad nepMaTtohHTHs,
Pa3HOLBETHBIN JIMILAK U KOXKHBIH KaHIM/103, KOT/ia MOKa3aHo CHUCTEMHOE JICUEHHE;

- JIepMaTodUTHs HOrTe# (OHUXOMMKO3), KOT/1a JieUeHHe ApyrHMH MpenapaTamMi He pHEMJIEMO.

DnyKoHA301 NOKA3AH 015 NPOPUIAKMUKYU CIeOYIOUJUX 3a0601e8aHUN Y 63DOCTIbIX.!

- pelUMIMBBI KPUITTOKOKKOBOTO MEHMHIUTA Y MALMEHTOB C BEICOKHM PHCKOM PELIMMEA;

- peumaMBbl OpO(ApUHreaTbHOro KaHAMI03a M KaHAWA03a MHIIEBONA Yy BUY-uH(ULMPOBAHHBIX
MALUEHTOB C BHICOKAUM PHCKOM PELIUINBA;

- JUIS CHIDKEHHS 4acTOTbI PELHMBOB BATMHAIBHOTO KaHa1103a (4 win Gosiee SM130/108 B rof);

- st TPOUIAKTHKA KaHIHIO3HBIX MH(EKLHHA y MALMEHTOB C MPOIOJKMTENIbHON HEeHTponeHuei (Taknx
KaK MALMeHThl ¢ reMobJacTO3aMH, NPOXOALIMMH XWMHOTEpArnuio, WM MalUeHTBI, TPOXOMALIMC

TpaHCIUIaHTAlHUIO reMOIO3THYECKHUX CTBOJIOBBIX KJ'ICTOK).

DNIyKOHA301 NOKA3AH 0N leeHus Oemeil:

®ayKoHa30]1 TPUMEHAIOT Ul JIYEHHs CIM3MCTOrO KaHAM103a (opodapuHreanbHOro KaHaua03a M
KaHIM03a THMIIEBONA), MHBA3MBHOTO KaHIMI03a, KPHITOKOKKOBOTO MEHHHIHMTa H npoUIaKTHKH
KaHMIO3HBIX HMH(EKIMH y MauueHToB ¢ ocnabieHHOH MMMYHHOM cucTeMoi. (DiyKOHa30/1 MOXKHO
MPUMEHATH B KauecTBE MOJUIEPIKUBAIOLIEH Tepanuu Ul MpefoTBpalleHHs peunarBa KpPUITOKOKKOBOIO

MCHHHI'HUTA Y JieTeil ¢ BBICOKUM PUCKOM peuHrHBa.

IIpoTHBONOKA3AHUS

- TOBBILIEHHAS YyBCTBHTEJBHOCTb K (DIyKOHA30/ly, APYrMM KOMIIOHEHTaM Mperapara il a30JIbHBIM
BEILIECTBAM CO CXOHOM ()ITyKOHA301Iy CTPYKTYPO;

- OJHOBpEeMEHHbIH npueM TeppeHaauHa BO BPEMS MHOTOKDPATHOrO MPUMEHCHH ¢dykoHazona B 103e
400 mr/cyT. u 6onee (cM. pasaen «B3auMoCHCTBHE C IPYTUMH JICKapCTBEHHBIMH CpeaCTBaMM»);

- OIHOBpPEMEHHOE  TpHMeHeHHe C  Mpenaparamu, — yBEIMUWBAOIIMMH  MHTCPBAI QT mwu
MeTaBbOMM3UPYIOIMMHCS C TIOMOMIBIO  M30(pepMeHTa CYP3A4, TakuMH Kak LHW3anpuj, acTeMH30J,
SPUTPOMHMUMH, TMUMO3MJ, XWHHIAMH (CM. pasien «B3aumoyieiicTBe C JPYTMMH JIEKapCTBEHHBIMH

CpeNCTBaMM»);
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- JIeTCKHMH BO3pacT 10 3 jeT (U1 JaHHOH JIeKapCTBEeHHOH (OopMBbI).

C 0CTOpOKHOCTHIO

- TEYEeHOYHAast HeI0CTaTOUYHOCTh;

- TOYeYHas HeJOCTaTOYHOCTb;

- TOSABJIEHWE ChIMKM Ha (OHe TNpHUMEHEeHHs (IyKOHa30Ma y OONBHBIX C MOBEPXHOCTHOW TIpUOKOBOMA
MHpeKIMeH U UHBa3UBHBIMU/CUCTEMHBIMU ITPUOKOBBIMH HH(EKLIUSIMH;

- OJHOBpPEMEHHOE NMpUMeHeHHe TepdeHanuHa u (aykoHasona B qo3e meHee 400 mMr/cyT.;

- TOTEHUHAIBPHO TPOAPUTMUYECKHE COCTOSHHS Yy OOJIBHBIX C MHOXKECTBEHHBIMM (HaKTOpaMU pHCKa
(oprannueckue 3a00eBaHus cepALa, HApYIIEHHUs SIEKTPOIUTHOrO GanaHca U crocoOCTBYOLIAs Pa3BUTHIO

no100HBIX HAPYLIEHHUH COMYTCTBYIOLIAs TePAITHs).

IIpamenenne npu GepeMeHHOCTH H B NEPHO/ IPYAHOT0 BCKAPMJIHBAHHS

AJZIeKBATHBIX U KOHTPOJIMPYEMBIX MCCIICIOBAHUN NMpUMEHEHHUs (yKoHa3ona y OepeMEeHHbIX JKeHIIHH He
MPOBOJUIIOCh.

Bo Bpems OepemMeHHOCTH NpHMeHeHHe (¢ulykoHa3oma cieayer u3beratb, 3a HCKIIOYEHHEM CIyyaeB
TSKENBIX M OTEHLMAIBHO YIPOXKAIOLMX JKMU3HU IPUOKOBBIX MH(EKLIMH, KOoraa OKuaemMas rosb3a JIeUeHHs
JUISl MaTepH MPEeBBILIAET BO3MOXKHBINA PUCK /15 TUIOJA.

Heobxonumo paccMoTpeTh 3¢ ¢eKTHBHbIE METO/bl KOHTpPALEMNLUH Y JKeHILIMH AETOPOJAHOro BO3pacta B
TEYEHHE BCEro Mnepuoja Je4eHust U NpubIU3UTEIbHO B TeueHHe Heleu (5-6 MeproioB MOyBbIBEACHHS)
nocJie NpUHATHA NocsieHei 103kl npenapata (cM. pazaen «DapMaKOKHHETHKAY ).

Coo61manock 0 ciy4asx caMONpPOU3BOJIBHOrO abopTa M pa3BUTHS BPOJKACHHBIX aHOMAIMH y MIIa/ICHLIEB,
4pd Marepu nosyyaau (uykoHazon B go3ze 150 Mr OQHOKpPAaTHO WJIM TMOBTOPHO B MEPBOM TPUMECTpE
GepemeHHOCTH. OmnMcaHbl CIy4ad MHOXKECTBEHHBIX BPOJKAEHHBIX TMOPOKOB Y HOBOPOXKICHHBIX, MaTepu
KOTOPbIX Ha TMPOTSHKEHHH OOJblIed YacTH WM BCEro MEepBOr0 TPUMECTpa MOIyHasld Teparuio
¢bnykoHazonom B Bbicokor n03e (400-800 mr/cyT.). Bbl oTMeueHb! cleayroliue HapyLUIeHHs pa3BUTHS:
Opaxuuedanus, HapylIeHUe Pa3BUTH JHLIEBOH YacTH 4epera, HapylleHHe (OpMHUpPOBaHHs CBOJA uepera,
BOJIYbS MAcTh, WUCKpUBJIEHHE OeIpeHHBIX KOCTeH, UCTOHYEHHE M YMIMHeHHe pedep, apTpOrpunos M
BPOJK/I€HHBIE IOPOKHU Cepua.

®nykoHa3os 0GHapyKUBaeTCsl B TPy IHOM MOJIOKE B KOHLIEHTPALMAX, OJM3KUX K TUIa3MEHHbIM (CM. pasjen
«®apmakokuHeTHKa»). [lepuoa momyBbIBeA€HHS Mpenapara U3 IpyJHOr0 MOJIOKa NMpUOIU3UTEIbHO PaBeH
NepUoAy TOMyBbIBeAeHUS M3 ruiasmbl - 30 yacoB. [Ipeamnonaraemas nosa ¢uykoHas3ona, norjolaemas
MiIageHLeM (C y4eToM TOro, 4To CpelHee KOJMYECTBO MOTpebsseMoro Mosoka coctasiser 150 mu/kr
©KEeTHeBHO), U PaCCUUTAHHAsl B COOTBETCTBUH CO Cpe/iHeH MUKOBOM KOHLIEHTpaLMeH npenapara B rpyAHOM

Motoke, coctaisiet 0,39 MI/Kr B IeHb, YTO NPUOJIH3UTETHbHO paBHO 40% pekoMeH10BaHHOH HEOHATaJIbHON
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no3bl (Uit getedt muanmie 2 Henenp) Wiad 13% pexkoMeHIOBaHHOM MJIaEHYECKOH 03Bl IPH JIEYEHUH
KaHAWA03a CIM3UCTBIX. KOpMmIileHHe Ipy/ibl0 MOXHO TMPOAODKMTBH MOC/IE MpHeMa OAHOKPaTHOH A03bl
¢bmykonaszona B 150 mr. He pekoMeHyeTCst KOPMUTB IPYABIO MOC€ MHOTOKPATHOTO NMpHeMa WIIH NpueMa
BBICOKOM 103bI (uiyKoHa30ma. [Ipy MpUHATHH pelleHus O Ha3HayeHHM mnpenapara OaykoHOPM Ha (oHe
TPyJHOTO BCKApMJIMBAaHHs CleTyeT NMPHHUMAaTh BO BHHMaHHUE ClieIyIOIlHe (aKTOpbl: MOJb3Yy IPYAHOrO
BCKapMJIMBAaHMSI AJIsl 310POBbS M PA3BUTHS MJAJEHLA COBMECTHO C KJIMHHYECKMMM IMOKa3aHHAMM IS
Ha3HaueHUs (ITyKOHA3071a ¥ BO3MOXKHOCTb Pa3BUTHS JIOOBIX MOTEHIMAIBHBIX MOOOYHBIX 3(PHEKTOB y

MJlIaaCHLa UK BJIUAHHUEC COIlleTBleUlef;l MaToJIOrMu MaTE€PH Ha 3J0POBLE MJIaICHLIA.

Cnocol npuMeHeHHs H 103bl

BHyTps. Kancynbl npornaTbiBaloT LETUKOM.

Tepanuio MOKHO HaYMHATH 10 MOJYYEHHUS Pe3yJIbTaTOB M0CEBA U JPYTHX JaOOpPaTOPHBIX HUCC/IEI0BAHHM.
OnHako MpPOTHBOTPUOKOBYIO Tepanuilo HEOOXOAMMO M3MEHHTh COOTBETCTBYIOLIMM 00pa3oM, Koria
pe3ysbTaThl 3THX HCCIEeIOBaHWH CTaHyT WM3BecTHbIMM. [Ipu nepeBoje maiueHTa ¢ BHYTPHBEHHOIO Ha
nepopajibHbIi MpUEM rpernapara Ui Hao0OpOT, U3MEHEHHsI CyTOYHOH 103bl He Tpebyercs.

CyTouHas 103a (TyKOHA3071a 3aBUCUT OT XapakTepa U TsxkecTH rpubkoBoi uHpekuuu. [1pu nnpexumsx,
TpeOylOlWMX MOBTOPHOrO TMpHEMa Mpenapara, JICUEHHE CJeQyeT MNpoAo/KAaTh [0 HCYE3HOBEHHS
KJIMHUYECKUX WM JTaOOpaTOPHBIX NMPHU3HAKOB aKTHBHOM rpubkoBoit uHpekuuu. boapHbiv CIIMlom u
KPUNTOKOKKOBBIM MEHHHIMTOM WM  PELUAWBUPYIOIIUM OpOo(apHHrealbHbIM KaHIMI030M OOBIYHO
HeoOX0q1Ma Mo IepIKUBAIOLIAs Tepanus s NPOQUIAKTUKU PeLIANBOB HH(EKLHH.

Ilpumenenue y 83pocavlx

1. TIpu KpUNTOKOKKOBOM MEHMHIMTE M KPHUNTOKOKKOBBIX MH(EKUMSIX APYroi JOKaau3alUHH B MEpPBbIH
JeHb 00bryHO nmpuMeHstoT 400 mr, a 3atem nponosmkatoT sedeHue B no3e 200-400 Mr oauH pa3 B CyTKH.
JUTMTENbHOCTh  JIEUSHHMS KPUNTOKOKKOBBIX HH(EKUMH 3aBHCHT OT HAJW4YUs  KJIMHHUYECKOTO U
MHKOJIOrHYeCKOro 3¢ deKra; Mpu KpUNTOKOKKOBOM MEHUHTHUTE JIeUeHHe 0OBbIYHO MPOJ0JIKAIOT, O KpaiHen
mepe, 6-8 Henenb. B ciydasx siedeHus yrposKaroumX )KU3HH HHQEKLUH CyTOUHYIO 103y MOKHO YBEJTHYHTh
1o 800 mr.

Jins npoduIakTHKY peldauBa KPUNTOKOKKOBOIO MEHMHTUTA y OOJBbHBIX C BBICOKMM PHUCKOM pELIMMBA,
TOC/Ie 3aBepLICHUS TOJTHOTO Kypca MEepBUYHOrO JieueHHs, Tepanuio ¢uykoHasonoM B go3e 200 mr/cyr.
MO>KHO MPOJIO/KATh B TEUEHHE HEONPE/Ie/IEHHOTO MePHO/ia BPEMEHH.

2. Tlpu KOKUMIHOMAOMHKO3€ MOKET MmoTpeboBaThCs NMpuMeHeHue npenapara B go3e 200- 400 mr/cyt. [lna
HEKOTOPBIX MHEKLHUi, B 0COOEHHOCTH C MOPayKeHUEM MO3TOBBIX 000/I0UEK, MOJKET PaCCMaTPUBATBCA 103a
800 mr B cyTkH. JTUTENIBHOCTh TEpanMu OMpeeNsiOT WHAMBUIYAJIbHO, MOXKET AJMTBCA 10 2 JIET, OHa
cocrasyiser 11-24 Mec. npu KOKLMAHOHIOMHKO3€, 2-17 Mec. - MpU MapakoKLUUIMOUIOMHUKO3e, 1-16 Mec. -

NpU CropoTpuxo3e U 3-17 Mec. - Npu rUCTOIa3MO3e.
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3. Ilpu KaHIMAEMHH, TUCCEMMHMPOBAHHOM KaHIMI03€ W APYTMX WHBA3HBHBIX KAHIMIO3HBIX MHDEKIIHSX
Hachlatomas ao3a cocrasiser 800 mr B neppeiil feHp, nocaenyowas n03a 400 mMr/cyT. JTUTeNLHOCTD
TeparnuK 3aBHCHT OT KIMHHMYeCKOH 3(dexTHBHOCTH. OOLIas pekoMeHIalHs Mo JUTMTENbHOCTH JICUeHHS
KaHIMAEMHH - 2 HeJe/d MOoCle MEepPBOro OTPHLATEIBHOrO pe3yJbTaTa MoceBa KPOBM M HMCUE3HOBEHHMS
NIPH3HAKOB U CUMITTOMOB KaH/IHIEMHH.

Jleuenue cruzucmoz2o kaHoudosa

* TIlpu opodapunreansHom kaHauI03€e Hackimaomas 1o3a coctapiser 200-400 Mr B TepBbIii 1eHb,
nocaeayrotas no3a: 100-200 mr onuH pa3 B cytku B Teuenue 7-21 aus. [Ipu Heo6X0AMMOCTH, GOILHBIM C
BBIDO)KCHHBIM TIOJIABIICHHEM HMMMYHHOH (DYyHKIMHM JIeUeHHe MOXKHO MPOAO/KAaTh B TEUeHHEe Oolee
ANMTENBHOrO BpeMeHH. [lpu atpouueckoM KaHAHMHO3€ MONOCTH PTa, CBA3AHHOM C HOLIEHHEM 3YOHBIX
MPOTE30B, NMpenapat 00bIYHO MPUMEHSIOT B 103¢ S0 MI OIMH pa3 B CYyTKH B TedeHHe 14 [Heil B cOueTaH H ¢
MECTHBIMH aHTHCENITHYECKUMH CPEICTBAMHU JUTst 00paboTKH mpoTesa.

* Ilpu xannumypun sddextnBHas mo3a 06brHO coctasiaser 200-400 Mr/CyT. NMpH JUIHTEIBHOCTH
neveHust 7-21 nHeH. V MalMEHTOB C TSKENbIM HapylleHHeM (GYHKIMH HMMYHHOH CHCTEMBI MOXKHO
MCTIOJIb30BaTh O0sIee JATUTEeNIbHbIE MIEPUO/IBI TEPATTHH.

* Ilpx XpoHHYECKOM KOKHO-CIM3MCTOM KaHmuao3e npumeHstoT 50-100 mMr B cyTku g0 28 aHeid
JieveHns. B 3aBHCHMOCTH OT TSKECTH JIeUeHHs MH(EKLHH HIIM COMyTCTBYIOIEr0 HAPYIIEHUs HMMYHHOM
CHCTeMbl U MH(EKLMH, MOXXHO MCTIONBb30BaTh GOJIee TUTENbHbIE MEPHUOIBI TEPAITHH.

* Ilpu kaumuno3e nuuesona Hackimaromas 103a 200-400 Mr B mepBblit IeHb, MOCTEAYIONIAs 103a:
100-200 mr B cytku. Kypc neuenns cocrasmsier 14-30 aHed (10 JOCTMIKEHHS PEMHCCHH KaHAWZO03a
nuieBosa). [Ipu HeoGX0aMMOCTH, GONBHBIM C BHIPAKEHHBIM MOJABJIEHHEM HMMYHHOMH (YHKIHH JIedeHHe
MOXHO MPOAOJKATH B TeYeHHE GoJIee ITMTEIbHOIO BPEMEHH.

*  Jlna mpodunakTHkM peuMaMBOB OpodapHHreanbHOro Kanaumosa y BWU-uHUUMpOBaHHBIX
TMAaLKEHTOB ¢ BbICOKUM PUCKOM peluauBOB (yKkoHa3om npuMenstoT no 100-200 mr B cyTku unu 200 mr 3
pasa B HEJIEJIIO B TEUCHHE HEOMPE/IEIEHHOrO MEPHO/Ia BPEMEHH Y MALMEHTOB ¢ XPOHHYECKH TTOHHKEHHbIM
UMMYHUTETOM.

*  Jins npenoTBpalleHHs PELHIMBOB KaHIWA03a nuieBoaa y BUY-MHQUUHMPOBAHHBIX MALHEHTOB C
BBICOKMM PHUCKOM peLMAMBOB npenapat npuMeHsaroT no 100-200 mr B cytku wiu 200 Mr 3 pasa B Hezielio B
TEUCHHUE HEONPE/ICICHHOTO MEPHO/Ia BPEMEHH Y MALIMEHTOB C XPOHUYECKH TIOHMKEHHBIM MMMYHHUTETOM.

¢ Ilpu xpoHuyeckoM aTpouueckOM KaHAMI03€ MOJIOCTH PTa, CBA3AHHOM C HOLIEHHEM 3yOHbIX
MPOTE30B, NMpernapat 06bIYHO NPUMEHSIOT B 03¢ 50 MI OZIMH pa3s B CyTKHU B TeueHue 14 IHell B cOueTaHHH ¢
MECTHBIMH aHTHCENTHYECKUMH CPEICTBAMH A7 00paGoTKH MpoTesa.

* Ilpu ocTpom BarMHambHOM KaHIMI03€, KAHAHA03HOM OanaHuTe Mpenapar MPUMEHSIOT OJHOKPATHO
BHYTPb B 103¢ 150 Mr. JIns CHM)KEHMs YacTOTBI PELMAMBOB BarMHAJIBHONO KaHAM03a MPEnapaT MOXHO

NpUMeHsTh B 03¢ 150 Mr uepes kaknable TpH AHs - Bcero 3 ao3bl (B 1-M, 4-ii u 7-if ;aeHs), 3aTeM
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noaepkuBaromas 1o3a 150 mr oauH pa3 B Hezemo. [loanepkuBaroltyro 103y MOKHO MPUMEHSTh BIUIOTh
110 6 MECSLEB.

Jleyenue 0epmMamomurKo3086

+ Ilpu wH}peKUMsIX KOXKH, BKIKOUAs AEPMATOQUTHIO CTOMN, AEPMATO(PUTHIO TyJIOBHILA, MaXOBYIO
nepMaToGUTHIO ¥ TIPU KAHIUIO3HBIX HH(EKLHAX, peKOMeHIyeMas 103a cocTasiseT 150 Mr oxuH pas B
Hezenmo WM S0 Mr oauH pa3 B AeHb. JTUTEIbHOCTD Tepaniuu 0ObIYHO COCTaBIIAET 2-4 HEeH, TIPU MHKO03aX
cTom MOXKeT roTpeboBaThes Oosee UTUTeNIbHAS Tepanus 10 6 HeZlelb.

+ Ilpu pasHOLBETHOM JHMIIae pekomeHayemas no3a cocrapiser 300-400 mMr oauH pa3 B HEleNno B
TeuyeHue 1-3 Hezesb. AbTEPHATHBHOW CXEMOM JIeUeHHs SBJIseTCS PUMEHeHHe npenapara no 50 Mr oauH
pa3 B IeHb B TeUeHHUE 2-4 Hezlenb.

4. Tlpu OHMXOMHKO3e peKOMeHIyeMmas no3a coctaBiseT 150 mr oauH pa3 B Hezmemo. Jleuenue criexyer
MPOIODKATh 0 3aMeleHHs] MH(QULHUPOBAHHOTO HOITS (BbIpAaCTaHUS HEMH(ULMPOBAHHOro HoOrrd). [l
MIOBTOPHOTO POCTA HOITEH Ha Majblax pykK U cTom 00bI4HO Tpebyercs 3-6 Mec. U 6-12 Mec. COOTBETCTBEHHO.
OJHaKO CKOPOCTb pOCTAa MOXKET BapbHpOBaThb B LIMPOKHMX MpeAenax y pasHbIX JIOJEH, a Takke B
3aBHCHMOCTH OT BoO3pacta. [locie ycneumrHoro JieueHHs JUIMTENBbHO COXPAHABIIUXCS XPOHHYECKHX
vHbeKLHi nHorAa HabmoaaeTcs U3MeHeHHe (OPMbI HOTTEH.

5. Jlns npodHIaKTUKK KaHIUI03a y OOJBbHBIX CO 3J0KAUECTBEHHBIMH OIYXOJIIMH PEKOMEHIyemas 103a
dnykonazona cocrapiaser 200-400 Mr oauH pa3 B CYTKM B 3aBUCHMOCTH OT CTENEHH PHCKA Pa3BHTHs
rpubkoBoi uHMekunu. s GONBHBIX C BBICOKHM PHUCKOM I'€HEpalM30BaHHON MHQEKLMH, Harpumep, C
BBIPKEHHOW WITH JUTMTEBHO COXpaHSoLIeHcs HelTponeHuel, pekomeHayemas no3a coctasnsger 400 mr
OZIMH pa3 B CyTKH. DIyKOHA30J1 MPUMEHSIOT 332 HECKOJIBKO JHEH 10 03KMIAEMOro Pa3BUTHs HEWTPOTIEHUH H,
nocIie yBeMdeH s Yrcia HeiTpodusio Gomee 1000 B MM, ieueHHe NPOIOJIKAIOT elie 7 AHEH.

IIpumenenue y oemeil

Kak ¥ mpH cXOOHBIX WH(EKUHUSIX y B3pPOCHBIX, AIUTEIBHOCTb JICUEHMS 3aBMCHUT OT KJIMHHYECKOrO U
MuKonorudeckoro addexra. s nereit cytodHas qo3a rpenapaTa He J0JDKHA MPEBBIIATh TAKOBYIO IS
B3pocibIX. DIyKOHA30J1 MPUMEHSIOT €KEIHEBHO OIMH pa3 B CYTKH.

[Ipy KaHIK03€ CIM3UCTBIX 000JIOUEK peKOMeHTyeMas 103a (IyKoHa30/1a COCTaBIAeT 3 MI/KI OJMH pa3 B
CyTKH. B mepBbiii JeHb ¢ Lenbto Oosee ObICTPOro JOCTHIKEHHMS PaBHOBECHOM KOHLIEHTPALMH MOXHO
NPUMEHSTH yIapHYIO 103y 6 MI/KT.

Jlns jedeHuss HHBa3MBHOTO KaHIM103a U KPUNTOKOKKOBOIO MEHHMHIHTa PEKOMEHIyeMas 1033 COCTaBIIIeT
6-12 MI/Kr OMH pa3 B CyTKH B 3aBUCHUMOCTH OT TSDKECTH 3a00j1eBaHus.

Jlist mojiaByieHUst pelMAnBa KPUIITOKOKKOBOrO MeHUHIUTa y ieTel, 6onbrbix CITUlom, pekomeH10BaHHas
no3a GryKoHa30Jia CoCTaBJIseT 6 MI/KI OUH pa3 B CYTKH.

Jlns nmpoduIakTHKM TPpUOKOBBIX HWH(EKLHH y AeTeil ¢ MoAaBJIeHHBIM UMMYHHTETOM, Y KOTOPBIX PHCK

pasBuTHs MHQPEKUMH CBA3aH C HEWTpONeHWel, pa3BHBAIOIIEHics B pe3ysbTaTe LMTOTOKCHYECKOH

A
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XMMHOTEpaniy WM Jy4eBOM TepamuW, IpenapaT NpUMEHAoT 1o 3-12 Mr/Kr OaMH pa3 B CYTKH, B
3aBUCHMOCTH OT BBIPQKEHHOCTH M JUIUTEIbHOCTH COXPAHEHUs MHIyLIMPOBAHHOKH HEWTPONEHUH (CM. 103y
JUIS B3POCIBIX; Ul J€Tell C MOYeYHOM HEJOCTATOYHOCTBIO - CM. 103y [ OONbHBIX C MOYeYHOMH
HEI0CTAaTOYHOCTBIO).

[Ipd HEBO3MOXKHOCTH TPABHIBHOTO HCIIOJIB30BAHMA y JeTeil JekapcTBeHHOH (opMbl npenapara
(bITyKOHA30/1 B BHJIE KATICyJI CIIeIyeT PACCMOTPETh BO3MOKHOCTD 3aMEHbI Ha IPYTHe JIEKapCTBEHHBIE (POPMBI
npenapara (TIOPOLIOK TSl IPUTOTOBJIEHHS CYCTIEH3HH Ul IPHEMA BHYTPb HIJIH PACTBOP JUISl BHYTPHBEHHOIO
BBEJICHHS) B 9KBUBAJIEHTHBIX J03aX.

IIpumenenue y noxcuvix irooeil

IIpu OTCYTCTBMM MPU3HAKOB MOYEYHOM HEZOCTATOYHOCTH (ITyKOHA30J1 MPHUMEHAIOT B OOBIYHOH J03e.
BONMBHBIM ¢ TOYEUHOM HENOCTATOYHOCTBIO (KJIMpeHC KpeaTHHHHa <50 MJI/MHH) 103y npenapara
KOPPEKTHUPYIOT, KaK OMHUCAHO HHIKE.

Ipumenenue y OONIbHBLX C NOYEYHOU HedOCAmOYHOCMbIO

[Ipy OZHOKPATHOM MpHUEMe M3MEHEeHHs J03bl He TpeOyercs. Y GosbHBIX (BK/IIOYas AeTeH) ¢ HapylieHHeM
(GYHKLHMH TOYEK MPU MHOTOKPATHOM MPUMEHEHHHM Mpernapara CjelyeT MepBOHa4YaJbHO BBECTH YAapHYIO
no3y ot 50 mr go 400 Mmr, mocie yero CyTOYHYIO 103y (B 3aBUCHMOCTH OT MOKa3aHHWs) yCTaHABIMBAIOT

COTJIaCHO creayroLieit Tabnuue:

KnupeHc kpeaTuHrHA (MJ1/MUH) [TpoueHT pekoMeHayeMOM 103bl
>50 100%
< 50 (6e3 remoinanuza) 50%
I'emonuanus 100% mociie Kaxa0ro reMoauannsa

[TauMeHTsl, HAXOMALIMECS HA PETYJISAPHOM reMojuaiue JoJbKHbI noayyath 100% pekoMenayeMoi 103bi
NoCJIe KOKIO0ro reMoauain3a. B neHb, Koraa reMoJuain3 He NPOBOAMTCS, MAalMEeHThl AOJDKHbI M0Jy4aTh
YMEHBIIEHHYIO (B 3aBUCHMOCTH OT KJIMPEeHCa KpeaTHHHHA) 1103y Mpernapara.

V neteii ¢ HapyuieHHeM (YHKIMHM TOYEK CYTOYHYIO 03y Tperapara cjelyeT YMEHbILIMTb B TOW e
MPOMOPLMOHAIIBHOW 3aBHCHMOCTH, YTO M Yy B3POCHBIX, B COOTBETCTBHHM CO CTEMEHBIO BBIPAXKEHHOCTH

MOYEYHOU HETOCTATOYHOCTH.

IToGouHOe nelicTBHE

KpuTepHH OLIEHKH YacTOThI: O4eHb yacTbie > 10 %; wactbie >1 % n < 10 %; neuacteie > 0,1 % u < 1 %,;
penkue > 0,01 % u < 0,1 %; ouens peaxue < 0,01 %, yacToTa HEU3BECTHA - HEBO3MOXKHO ONPEEIUTH Ha
OCHOBE MMEIOIIMXCS JaHHBIX.

HCpeHOCI/IMOCTb rnpemnapara 00OBIYHO OYEHB Xopolas.
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B KITMHHYECKHX 1 TOCTMapKETHHTOBBIX (*) Hee/eIoBaHHAX (UTyKOHA30/1a OTMEYasTH ClIeAyIoLHe OGOUHbIe
peakuuu:

Co cmoponvl HepeHOTl cucmembl: yacmeuie - TONOBHAs GONb; HEYACMbIE - rOJIOBOKpY KeHHe*, cynoporu*,
M3MEHEHHe BKyca*, napectesus, 6€CCOHHMLA, COHIIUBOCTB; PEOKUE - TPEMODP.

Co cmoponbl nuwesapumenshoii cucmemvt: yacmuvie - GOlb B KUBOTE, JMapes, TOLIHOTa, pBOTa*;
Heuacmole - METCOPU3M, UCIICTICHS *, CyXOCTh CTM3UCTON 0GOIOUKH MOJIOCTH PTa, 3arop.

Co cmoponvl  cenamobwiuaprosi cucmemvl: yacmvle - TOBBILIEHHE CBIBOPOTOYHOM aKTHBHOCTH
amuHOTpaHcdepas (ananuHamuHoTpancdepassl (AJIT) u acnapraramuuoTpancdepasbl (ACT)), wenounoi
docdaraser; Heuacmule - xonectas, xkenTyxa*, MOBBILIEHHE KOHLIEHTpauuu OunupyOuHa; peokue -
TeMIaTOTOKCHYHOCTb, B HEKOTOPBIX CIy4asX C JICTalbHbIM HCXOJOM, HapylueHHe (GYHKLUHH MedeHn*,
reraTuT*, renaToLe/UTIONAPHBIN HEKPO3*, renaToLeTIoNAPHOE TIOBPEK/IEHHE.

Co cmoponsl K0JICHBIX NOKPOBOB. YaCmbie - ChIMb; HeYaCmbie - KOXKHbIi 3y, KpanuBHULA, MOBBILIEHHOE
MOTOOTAC/CHHE, ~JIEKAPCTBEHHAs  ChINb  (BKJIIOYAas CTOMKYIO JIGKAPCTBEHHYIO ChIMb); peokue -
9KC(ONMATUBHBIE TOPaKEHHS KOKM*, BKIIOYas CHHAPOM CTHBeHca-JKOHCOHA M TOKCHYECKHId
SMUAEPMAIbHBIH  HEKPOJIU3, OCTPBIH TeHepalu30BaHHbI 9K3aHTEMATO3HBIH MyCTyJe3, OTeK JHIIa,
alloNeLys™®, YacToTa HEU3BECTHA - JIKAPCTBEHHAS ChIMb ¢ 303MHO(MINEGH W CHCTEMHON CHMITOMATHKON
(DRESS-cunapom).

Co cmoponvl opearnos kposemeopenus u rumpamuueckoii cucmemor*: peoxue - NeHKONeHHs, BKIIHoYast
HEHTPOTIEHHUIO U arpaHyJIOLUTO3, TPOMGOLMTONIEHHS, aHEMHS.

Co cmoponbl ummynnoil cucmemor*: anadunakcus (BKIoYas AHIMOHEBPOTHYECKHUI OTEK).

Co cmoponv cepoeuno-cocyoucmoii cucmemvi*: pedkue - yeauueHue unrepsana QT Ha OKI', apurmus
JKEIy104KOBask TAXMCUCTOIMYECKAs THIIA «IIUPYIT» (forsade de pointes) (cm. paznen «Ocobble ykazaHus»).
Co cmoponwr 06mena eewjecms*: pedkue - NOBbIIIEHHE KOHLEHTPALUI XOJIECTEPUHA U TPUTIMLIEPUIOB B
1J1a3M€ KPOBH, THIOKATHEMHS.

Co cmoponwr onopro-0uzamenvrozo annapama: Heyacmoie - MUAITHL.

Ilpouue: nevacmeie - cnaGocTs, acTeHHs, MOBBIIIEHHAS YTOMIISEMOCTD, JIMXOpazika, BEPTUTO.

Y HEKOTOpbIX GOMTBHBIX, 0COGEHHO CTPAJAIONIMX CEpPbe3HBIMH 3a50I€BAHUIMH, TAKMMH KaK CIIN/I vnu pak,
MpH JIeYeHHH (ITyKOHA30/I0M HabTIONATHCh H3MEHeHHsl N0KasaTeNneii KpOBH, QyHKLIHH MOYEK U reueHH (CM.
paszen «OcoGble ykaszaHus»), OHAKO KIMHUYECKOE 3HAUEHHE ITHX H3MEHEHHH M UX CBA3b C JTeUeHHEeM He

YCTaAHOBJICHBI.

ITepenozupoBka
HMmetores cooblienns o mnepeno3uposke (GIyKOHA301a, H B OILHOM ciydae 'y 42-netHero 60JBHOTrO,
MHOUIMPOBAHHOTO BHPYCOM MMMYHOJE(HUIIMTA Ye0oBeKa, oce nprema 8200 mr mpernapara MosSBHIHCH

FaJUTIOLUMHAUWKM WU TIapaHOWJAJIbHOE TMoBeAeHHe. bosbHON Obll FOCIIUTAJIMBUPOBAH; €ro COCTOSIHHUE
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HOpPMaJT30BaJIOCh B TeueHue 48 yacos.

B ciy4ae nepenosupoBkyu anexkBaTHbI 3Q(EKT MOXKET HAaTh CHMITOMATHYECKOE JICUCHHE (B TOM umcie
NOJJEPXKUBAIOLIME MEPHI U TIPOMBIBAHHE XKETY/IKa).

®1yKOHA30J1 BBIBOAMTCS B OCHOBHOM HY€pe3 MOYKH, M03TOMY, (hOpCHpPOBaHHbIi JIMYpe3, BEPOSTHO, MOJKET
YCKOPHTE BbIBeJIeHHe NpernapaTa. CeaHC reMoaMaIn3a JUTHTEbHOCTBIO 3 4 CHIIKAET YpOBeHb (IyKOHa30/1a

B T1a3M€ KPOBU NMpUMepHO Ha 50 %.

BsaumozeiicTBue ¢ IpyrUMH JIeKaPCTBEHHBIMH CPeICTBAMH

OZHOKpATHBIH MM MHOTOKPATHEIH preM (iTyKoHa30/1a B 103¢ 50 MI" He BIMSET Ha MeTaboH3M (beHazoHa
(AHTMNMpPHHA) TIPH UX OTHOBPEMEHHOM MpHEME.

Oonospemennoe npumenenue Qykonasona co cnedyrouumu npenapamamu RPOMUBONOKA3AHO:
Husanpuo:  mpu OAHOBPEMEHHOM MPUMEHEHHH (ITyKOHA30/1a M LIM3AMPH/IA BO3MOSKHBI

HEKEIaTC/IbHBIC PEaKLMK CO CTOPOHBI CepAla, B T.4. apUTMHs XKeJTyJ0YKOBAas TAXMCHCTOIMYECKas THUMa
«rpys1» (forsade de pointes). llpumenenne daykonasona B go3e 200 mr 1 pa3 B CyTKHM W LU3anpuia B
03¢ 20 Mr 4 pa3a B CyTKH NPHBOAHT K BHIPAKEHHOMY YBETHUCHHIO IA3MEHHbIX KOHLEHTpaLMWi un3anpuaa
u ysenuuenuto uHTepBana QT wa OKI. OnHoBpeMeHHBIH nNpueM uusanmpuza u bykoHasomna
MPOTHBOIOKA3aH.

Tepghenadun: npu oJHOBPEMEHHOM MPUMEHEHHH a30.IbHBIX MPOTHBOTPHOKOBBIX CPEICTB M TepheHanHHa
BOSMOKHO BOSHHKHOBCHHE CEPbE3HBIX apUTMHI B pe3ysbrate yBennueHus uutepBana QT. [Ipu npueme
aykonasona B nose 200 mr/cyt. ysenuuenus untepana QT He YCTaHOBJIEHO, OJIHAKO, NMPUMEHEHHE
daykonasona B mo3ax 400 Mr/cyT. WM Bbllle BBI3BIBAET 3HAYMTETHHOE YBEJIMYEHHE KOHLIEHTpaLHH
TepdeHaarHa B rasMe KpoBH. OHOBPEMEHHBIH mpHeM ¢nykonazona B mozax 400 mr/cyt. u Gonee ¢
TepdeHaiMHOM MPOTHBOMOKa3aH (cM. pasaen «IIpoTHBOMOKasaHus»). Jleuenue (baykoHasosnom B mo03ax
meree 400 Mr/cyT. B CoueTaHHH ¢ TepheHATUHOM CIIEIYeT MTPOBOANTH M0/l TIIATETbHBIM KOHTPOJIEM.
Acmemuzon: onHOBpEMEHHOE NpUMeHeHHe (IYKOHA30/a ¢ acTEeMH30I0M WU JAPYTMMH NpernapaTam,
MeTab0JIM3M KOTOPBIX OCYIIECTBIISETCS CHCTEMOM HUTOXpoma P450, MoskeT COINPOBOKAATHCS MOBBILIEHHEM
ChIBOPOTOYHBIX KOHLEHTPALMK STHX cpeacTB. [1oBbIIEHHbIE KOHUEHTPALMK aCTEMH30/1a B MIa3Me KPOBH
MOTYT TIPMBOZMTE K Y/UIMHEHWIO MHTepBana QT M B HEKOTOPHIX CIy4asX K pasBUTHIO apHTMHH
KENyI0YKOBOH TaXMCHCTONIMYECKOH THNa «MHpyaTy» (forsade de pointes). OnHOBpeMEHHOE PUMEHEHHE
acTeMu30J1a ¥ QITyKOHa3051a MPOTHBOIOKA3aHO.

ITumo3ud: HeCMOTPS HA TO, UTO He MPOBOAMIOCH COOTBETCTBYIOLIMX HCCIACAOBAHHI in Vitro wiu in Vivo,
OZIHOBPEMEHHOE MpUMEHeHHe (IIyKOHa301a U MHUMO3KJa MOXKET MPUBOINTH K YTHETEHHIO MeTabonu3Ma
MMUMO3HzA. B CBOKO oYepesb, MOBbILIEHHE MIa3MEHHBIX KOHLEHTPALMH MHMO3HAA MOKET MPHUBOAMTD K
yanuHenuio  vHtepana QT ¥ B HEKOTOPBIX CIIy4asX pasBUTHIO apUTMHM  JKeTyJO4YKOBOM

TaXMCHCTOJIMYECKOH THNA «mupysT™ (forsade de pointes). OnHOBpeMEeHHOE TPUMEHEHHe MHUMO3MAA M
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¢byKoHa3051a TPOTHBOMOKA3aHO.

XunuOun. HECMOTpPS Ha TO, YTO HE MPOBOAMIIOCH COOTBETCTBYIOLMX HCCIIENOBAHMM in Vilro WM in vivo,
O/THOBPEMEHHOE TpPUMEHeHHe (IyKOHa30/la M XHHMAWHA MOXET TAaKKe MNPHBOANTH K YIHETEHHIO
meTaboan3Ma XuHMAKHA. [IpuMeHeHre XHHUANWHA CBSI3aHO ¢ yaunHeHHeM uHTepBaia QT ¥ B HEKOTOPBIX
CTy4asxX ¢ pa3sBUTHEM apUTMHUH JKEJTyTOYKOBOH TaXHMCHCTOIMYECKON THIA «TTUPYIT» (forsade de pointes).
OaHoBpeMeHHOE NMPUMEHEHHE XUHUAMHA U (ITyKOHA30/1a MPOTHBOIMOKA3aHO.

Opumpomuyun. ONHOBPEMEHHOE NMpUMeHeHHe (GITyKOHa30/1a U 3pUTPOMHULIMHA MOTEHMATIBLHO NPUBOAMT K
TIOBBILICHHOMY PHUCKY Pa3BUTHS KapaHMOTOKCHYHOCTH (yatuHenue unrepsana QT, torsade de pointes) w,
BCJIEZICTBHE 3TOrO, BHE3aNHOM cepiaeyHoH cmepTH. OJHOBpeMEHHOe TNpHMeHeHHe (IyKoHa3oMa |
SPUTPOMUILIMHA MPOTHUBOIMOKA3aHO.

He pexomendyemca ucnonvzoeams cnedyroujue 1eKapcmeeHHble cpeocmed

Lanoganmpun: GaykoHa3on MOXKET YBETMUHBATH KOHLEHTPALMIO raloaHTPUHA B I1a3Me KPOBH B CBA3H C
uHrubuposanuem msodpepmenta CYP3A4. [pu oqHOBpEMEHHOM MPUMEHEHUH ¢ (IIYKOHA30/10M, KaK U C
JApPYTHMH  NIPOTUBOTPHOKOBBIMH  TIperapaTaMd  a30JI0BOTO  psiia, BO3MOXKHO —pPa3BUTHE apUTMHH
KEJTY/IOYKOBOM  TaXMCHCTOJIMYECKOH THUMa «mupyst» (forsade de pointes), NO3TOMY COBMECTHOE
NPUMEHEHHUE UX HE PEKOMEHIyeTCs.

Cnedyem cobnrwoams 0cmopoicHOCHIb NPU 00HOBPEMEHHOM RPUMEHEHUU C (DIYKOHA30710M
Amuodapon. TIPUMEHEHHWE aMHOJApOHa AaCCOLMUPOBANIOCH ¢ yaiauHeHueM uHTepBata QT. Cnenyer
co0r01aTh OCTOPOKHOCTH MPH OTHOBPEMEHHOM MPUMEHEHHH ()JIyKOHA30/1a U aMHOJapPOHA, B 0COOEHHOCTH
NpH NpHeMe BbICOKOM 103b1 (hirykoHa3zona (800 mr).

Cnedyem cob1100ams 0CMOPOICHOCHIb U, 6O3MONHCHO, KOPPEKMUPOBAMb 003bl NPU 0OHOBPEMEHHOM
HPUMEHEHUU Ce0y IuUX npenapamos u (ayKonazona:

IIpenapamut, BAUSIOUUC HA (DIYKOHAZO0IL.

T'uopoxnopomuasud: MHOTOKpaTHOe NMPUMEHEHHE TMAPOXJIOPOTHA3HAa OJHOBPEMEHHO C (HIYKOHA30JI0M

NPUBOJIMT K YBEITHUYEHHIO KOHLIEHTpAlMHU (IyKOHa30/a B 1a3me KpoBd Ha 40%. DddekT Takoii creneHn
BBIDAKEHHOCTH He TpeOyeT W3MEeHeHHUs pekuMa JO3MpoBaHUs (IyKOHa30/a y OOJBHBIX, MOMYYarOLIHX
OJTHOBPEMEHHO JMYPETUKH, OJTHAKO Bpauy CJIeIyeT 3TO yYUTHIBATb.

Pugamnuyun: onHOBpeMEHHOE NpUMeHeHHe (ITyKOHa30/1a 1 pUdaMIULKHA TPUBOAMT K CHikeHHto AUC
Ha 25% W JUIMTEIbHOCTH Mepuoza MoiyBbiBefeHUS ¢uykoHasona Ha 20%. Y GONBHBIX, OJJHOBPEMEHHO
NPUHUMAIOIIMX  PU(QAMNULMH, HEOOXOAMMO  YYWTHIBATh  LEIeCOOOpPa3sHOCTb  YBEIHYEHHs  J03bI
¢ykoHazona.

Lpenapamvi, Ha Komopwle erusem aykonazon:

DiykoHa3o sABaseTCs MOLHBIM HHrHOUTOpoM n3odepmentoB CYP2CY9 u CYP2C19 uuroxpoma P450 u
yMepeHHbIM HHruburopom wusopepmenta CYP3A4. Kpome Toro, momMuMo MepeydCICHHBIX [Jaliee

3¢ dexToB, CylecTBYeT PHCK TMOBBIIECHHS B IUIa3Me KPOBM KOHLEHTPALMM M JPYrHX JIEKapPCTBEHHbIX

123807 13



JIC-002114-13

cpenctB, Metabonusupyembix uzodepmenramu CYP2C9, CYP2C19 u CYP3A4 npu oaHOBpeMEHHOM
npueme ¢ urykoHazonom. B cBs3u ¢ 3TuM, cienyer coOmoaaTh OCTOPOKHOCTb MPHU OAHOBPEMEHHOM
MPUMEHEHHH MePeYUCIIeHHbIX MPenapaToB, a MpH HEOOXOAMMOCTH MOAOOHBIX KOMOMHALMI MalMEHTHI
JOJKHBI  HAXOAMTHCSA TMOJA TLIATEJIbHBIM MEAMLMHCKUM HaOmoneHueM. CrefyeT yuuTbIBaTh, UTO
MHrHOHpyoLumit 3¢ dexT prykoHa3ona coxpanseTcs B TeueHue 4-5 qHel nocsae OTMEHBI Npenapara B CBA3H
C IUTUTEJIbHBIM MIEPHOIOM MOJTYBbIBEICHHUA.

Angenmanun: oTmevaeTcs yMEHBbIIEHHE KIHpeHca W o0beMa pacrpelesieHHs, yBeIM4YEeHHEe Nepuoza
nonyBbiBeieHHs aideHTaHuIa. Bo3MoxHO, 3TO CBsizaHO ¢ MHrubupoBaHuem uzodpepmenta CYP3A4
¢bykoHazonom. MoskeT norpeboBaThesi KOppeKLHs 103bl al(eHTaHHA.

Amumpunmunun, _Hopmpunmunun.: yBenuuenue dddekrta. KOHUSHTpaLMIO S-HOPTPUNTWIMHA W/WIH

S-aMHUTPUNTHIMHA MOXKHO M3MEPUTh B Hayale KOMOMHMPOBAHHOW Tepamnuu ¢ (PIyKOHA30J0M M 4epes
HeZIeo noce Hayasa. [Tpu HEOOXOIUMOCTH crenyer KOPPEKTHPOBATh 103y
AMUTPHUIITHIMHA/HOPTPUNITHIIUHA.

Amgpomepuyun B: B UCCIENOBAHUAX HA MbILIAX (B TOM YMCIE, C HMMYHOCYNpeccHei) ObUIH OTMEUEHBI

CNeIYIOIIMe pe3yJbTaThl: HEeOOJBbLIONH aJIUTUBHBIH MPOTUBOrPUOKOBBIH 3(PQeKT npH CHUCTEMHOH
uHbekurn, Bbi3BaHHOW C. albicans, OTCyTCTBHE B3aWMOJCWUCTBHS TMpPHU BHYTPUYEPENHON HH(EKLHMH,
BbI3BaHHOM Cryptococcus neoformans v aHTarOH|3M TPH CHCTeMHON HH(EKLNH, BBI3BAHHOM A, fumigatus.
KirHu4eckoe 3HauUeHHe JaHHBIX Pe3YJIbTaTOB HE SICHO.

Anmuxoazynanmul: KaK W Jpyrue MpoTHBOTPUOKOBBIE cpeacTBa (MPOM3BOIHBIE a30ia), (ITyKOHA30/1, NPH

OJHOBPEMEHHOM MPUMEHEHHH ¢ Bap(apuHOM, MOBbILIAET NPOTPOMOHHOBOE BpeMs (Ha 12%), B CBA3M C ueM,
BO3MOJKHO pa3BUTHE KPOBOTEUEHHH (reMaTOMBbI, KPOBOTEUEHHS U3 HOCA U YKETY0YHO-KULIEYHOrO TPAKTa,
rematypus, MejeHa). Y MalMeHTOB, MOJy4YarollMX aHTHKOArYJISIHTbl KyMAapUHOBOIO W MHAAHAHOHOBOIO
psana u GpaykoHa30J1, HeOOX0AUMO MOCTOSIHHO KOHTPOJIMPOBATh MPOTPOMOMHOBOE BpeMsl B EPHOJL TEPANTU
¥ B TeyeHHe 8 IHeH mocie OJHOBPEMEHHOro MpUMeHeHUs. Takke ClefyeT OLEHHMTh LesecooOpa3HOCTh
KOPPEKLUH 03l JaHHBIX aHTUKOATrYJISTHTOB.

Azumpomuyun: Npu OJHOBPEMEHHOM NMPUMEHEHUM BHYTPb (UlyKOHa3os1a B OqHOKpaTHOH no3e 800 mr ¢
a3UTPOMHUIIMHOM B OJHOKpaTHO# 103e 1200 Mr BbIpaKeHHOTO (hapMaKOKHHETHUYECKOTO B3aUMOJECHCTBHSA
Mex 1y 000MMH NpenapaTaMH He YCTaHOBJIEHO.

Benzoouasenunvl (kopomkozo deticmeusi): ocse NpruemMa BHyTpb MHIa30/1aMa, (IyKOHa301 CyIECTBEHHO

YBEJIMYMBAET KOHLEHTPALMIO MHIa30jiaMa ¥ TCHXOMOTOpHbIe 3(¢eKTrl, mpuyeM 3TO BiIHsHHE Oosee
BBIP@KEHO TMocjae mpuema (IyKkoHa3ona BHYTpPb, 4Ye€M TPH €ro MNPUMEHEHHWH BHYTpUBEHHO. Ilpun
HeOOXOJMMOCTH COIMYTCTBYIOIIEH Tepanuu OeH30QMa3erniHAMH MALUEHThl, MPUHUMAOLHe (IIyKOHa30/1,
JOJDKHBI HAXOQUTHCS MO HAOMIOJEHHEM C IeNbl0 OLEHKH LesecooOpa3sHOCTH COOTBETCTBYIOLIETO
CHIDKEHHS 103bl O€H30/1Ma3en1Ha.

[Ipy ONHOBPEMEHHOM MpHEMe OJHOKPATHOW 03kl TpHaszonama, duiykoHason ysenunuusaer AUC
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Tpuaszonama npubmusutensHo Ha 50%, Cmax - Ha 25%-32% u nepuon nosyBbiBefeHUs Ha 25%-50%,
Grnaromaps yrHeTeHHIO MeTaboM3Ma Tprasonama. MoskeT noHaaoOMTCs KOppeKLMs 103bl TpHa3oIama.
Kapbamasenun: ¢aykoHa3o1 yrHeraeT Merabonm3M kapOaMasenuHa W TOBBILIAET ChIBOPOTOYHYIO
KOHLeHTpauuio kapbamaszennHa Ha 30%. HeoOxoammo y4yWTBIBATB PHUCK pPa3BUTHS TOKCHYHOCTH
kap6amasenuina. CliefyeT OLEeHHTh HeOOXOIMMOCTh KOPPEKLMH 103kl KapbamasernuHa B 3aBUCHMOCTH OT
KOHLeHTpauuu/3ddexra.

broxamopuvl _kanvbyuegvix Kawanos: HEKOTOpBbIC AHTAarOHUCTbI KaJIbLUEBLIX KaHAJIOB (HH('beIIPll'IPIH,

MCPaJMIIMH, aMJIOAMIIMH, Bepamamui u ¢enoaunuH) Merabomusupyiorcs uzopepmentom CYP3A4.
DyKOHA30J1 yBETMYHBAET CUCTEMHYIO SKCTIO3HMIMIO aHTArOHUCTOB KaJIbLIMEBBIX KaHAIoB. PekoMeH10BaH
KOHTPOJIb pa3BUTHs MOOOYHBIX 3(h(heKTOoB.

Heeupanun: coBMeCTHbIN mpreM (ITyKOHA30J71a ¥ HEBHUPAINWHA yBeNU4YMBaeT npubansutesnsHo Ha 100%
SKCIMO3UIMI0 HEBHpANWHA IO CPABHEHUIO C KOHTPOJIBHBIMM JAHHBIMHM [0 OTIAEIBHOMY TNPUMEHEHHIO
HeBUpanuHa. M3-3a pucKa NMOBBIIIEHHOrO BbIJIEIEHHS HEBHUpANMHA MPH COMYTCTBYIOLIEM MPHUMEHEHHH
JIEKapCTBEHHBIX MPENapaToB HEOOXOAMMbI HEKOTOPBIE MPEAOCTOPOKHOCTH U TLIATeIbHOE HAabMOAEHHE 3a
MaleHTaMH.

Lluxnocnopun: y NaUMeHTOB C TPAaHCIUIAHTHPOBAHHOW MOYKOM, nmpuMeHeHue QuykoHasona B no3ze 200
MI/CYT. TPUBOJMT K MEUICHHOMY TMOBBILIEHHIO KOHLEHTPAUMK LMKJIocrnopuHa. OpaHako, Tpu
MHOTOKpaTHOM mpueme ¢uiykoHa3ona B no3e 100 Mr/cyT. M3MeHEHHUsl KOHLIEHTPALMH LMKIOCIIOPHHA Y
PELIMITHEHTOB KOCTHOrO Mo3ra He Habmomanock. [Ipy OJHOBpeMEHHOM NpHUMEHEHHH (iyKoHa301a U
LIMKJIOCTIOPHHA PEKOMEHIYETCsl KOHTPOJIUPOBATH KOHLEHTPALMIO IMKJIOCTIOPHHA B KPOBH.

Luxnogocgpamud: npu OAHOBPEMEHHOM TNpPUMEHEHHH LMKIo(ochamuaa U (IyKoHa3ona OTMEYAETCs

yBeJIMYEHHE CHIBOPOTOYHBIX KOHIEHTpaLii OunupyOrHa 1 kpeaTHHHHA. JlaHHas KOMOMHALMsA 10MyCTHMA C
Y4YETOM pHCKa YBEIHYEHHs KOHLEHTpalui OunupyOrHa U KpeaTHHHHA.

Denmanun: ameeTcst coodLIeHne 00 OHOM JIeTaTIbHOM HUCXOZE, BO3MOXKHO CBA3AHHOM C OZIHOBPEMEHHbBIM
npuemoM (QeHtaHuna ¥ ¢uykoHaszona. [Ipeanonaraercs, YTO HapyIIEHHs CBA3aHbl C MHTOKCHKALMEH
denTtanuiom. Beulo MmokazaHo, 4To (UIyKOHA30J 3HAYMUTENIBHO YUIMHSET BPeMs BbIBEACHHS (DEHTaHHIIA.
CrnemyerT y4YWMTBIBATh, YTO TMOBBIIICHHE KOHLEHTPALMH (EHTaHWIa MOXKET TNPHBECTH K YTHETCHHIO
JbIXaTeNIbHOM (DYHKLUH.

Hueubumoper IT'MI-KoA-pedykmazel: NpH OJHOBPEMEHHOM MPHUMEHEHHH (ITyKOHa30/1a ¢ MHTHOUTOpaMu

['MI'-KoA-penykrassl, MetabonusupyembiMu uzodepmentoMm CYP3A4 (TakuMu Kak, aTOpBacTaTHH M
cumBacTatuH) Wik uzodepmenrom CYP2D6 (Takumu Kak, (iyBacTaTHH), PUCK pa3BUTHS MHOMATHH U
pabmoMuonu3a yBenuuuBaercs. B ciyyae HEoOXOAMMOCTHM OJHOBPEMEHHOW Teparnuu YyKa3aHHbIMH
npenapatamH, clieayeT HaOMoAaTh 3a MAalMeHTaMH C LEJbIO BBIABJIEHHS CHMITOMOB MHOMATHH H
pabmomuonuza. HeoOXOmMMO KOHTPOIMPOBATh KOHLEHTPALMIO KpPEeaTWHUH KWHasbl. B ciydae

3HAYUTEJIBHOTO YBEJIMYCHHUA KOHLUCHTPAUH KPEaTHHHH KWHa3bl HIIH, CCITH JHUArHOCTUPYETCS UKW UMECTCH
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TNOJI03pPEHHUE Ha Pa3BUTHE MHOMATHH MM pabioMHONH3a, Tepanuio nHrubuTopamu [’ MI-KoA-pemykrass
CllelyeT NPeKpaTUTh.

Josapman: ¢rykoHason yruertaer MeTaGoNM3M JI03apTaHa 0 €ro akTMBHOro MmeraGomwura (E-31 74),
KOTOpbIA OTBe4aeT 3a GosblIyl0 4YacTh 3((EKTOB, CBA3AHHBIX C AHTATOHH3MOM AHTHOTEH3MH-II
peuenrropoB. HeoGxoaum perysipHblii KOHTPOIIb apTEPHATBHOTO JABIIEHHSI.

Memadon. Gpmykona3on MOXKET yBeTHUMBATH IIA3MEHHYIO KOHLEHTPALIMIO MeTagoHa. MoKeT MoHano6HTCs
KOPPEKLKUS J03bl METAI0HA.

Hecmepouonvie _npomusosocnanumenvuvie _npenapamvl  (HIIBIT): Cpax M AUC ¢bypbunpodena

yBenuuuBatoTes Ha 23% wu 81%, cootBeTcTBeHHO. AHAIOrHYHO Cray M AUC (apmakonornyecku
aKTHBHOTO u30Mepa  [S-(+)-uGympoden] noseimanuce Ha 15% u 82%, COOTBETCTBEHHO, mpH
OTHOBPEMEHHOM NMPUMEHEHUH (iTyKOHa30/1a ¢ pareMudeckum ubynpoderom (400 mr).

IIpu onHOBpeMeHHOM npuMeHeHHH ¢itykoHasosa B 103e 200 Mr/cyT. u Henekokcu6a B 103e 200 Mr Cpay ¥
AUC uenexokcuba yBennuuBarores Ha 68% u 134%, cooTBeTCTBEHHO. B 1aHHON KOMOMHALIMH BO3MOYKHO
CHH)KEHHE 1103bl LIEJIEKOKCHOA BBOE.

HecmoTpst Ha oOTCyTCTBME UeneHampaBieHHbIX HCCIENOBAHMH, (BITyKOHA301 MOKET yBEIHYHBATH
chcTeMHyto skenosvumio apyrux HIIBIL, meraGomusupyempix msodepmentom CYP2C9 (Hanpumep,
HAIPOKCEH, JIOPHOKCHKAM, MeJIOKCHKaM, THKI0(peHak). MoxkeT nmoHago6uTses koppekuus 10361 HITBIT.
Ilpu oanoBpemenHom mnpumenenun HIIBIT u ¢iykoHasona NalMeHTbl AOMKHBI HAXOMMTHCS TOJ
TIIATe/TbHBIM MEHLIMHCKMM HaOIIOICHHEM C LIeNbIO BBISBICHHS M KOHTPOJIS HEKeNaTebHbIX ABICHUH 1
NPOSIBJICHUS TOKCHYHOCTH, CBsi3aHHbIX ¢ HITBII.

Onanapub: ymepeHHble HHruOUTOpHI M30odepmenta CYP3A4, Takue Kak (bayKoHa30/1, MOBBILAIOT
KOHUEHTpaLMIo ojianapuba B riasme Kposu. MX oHOBpeMeHHOE MpUMEHEeHHe He peKoMeHIoBaHo. Eciu
HEBO3MOJKHO H30€XKaTh OAHOBPEMEHHOTO MPUMEHEHHsI, HEOOXOAMMO COKPATUTh 103y onamapr6a 10 200 Mr
J1Ba pa3a B CYTKH.

Ilepopanvrule Konmpayenmuebsl. MPU OJHOBPEMEHHOM MPUMCHEHHUH KOM6HHHpOBaHHOFO nepopajbHOro

KOHTpalenTHBa ¢ (UIyKOHa3010M B 7103¢ 50 MI CyLIECTBEHHOrO BJHMSHUA HAa YPOBEHb TOPMOHOB HE
YCTaHOBJICHO, TOTAa Kak npu exxeaHeBHOM mnpueme 200 mr ¢aykonazona AUC sTuHWISCTpaarona H
7ieBOHOprecTpena ysenudnpatores Ha 40% u 24% cootBeTcTBeHHO, a npu npueme 300 Mr paykoHazona
oauH pa3 B Hezento AUC 3THHUIZCTPaIMOITa M HOP3THHIPOHA BO3PAcTaroT Ha 24% u 13% COOTBETCTBEHHO.
Takum oGpa3soM, MHOrokpaTHOe MpUMeHeHHe (UTyKOHa30/1a B YKa3aHHBIX [03aX BPS JH MOXKET OKa3aTh
BIMAHKE HA 3QPEKTUBHOCT KOMOMHUPOBAHHOTO MEPOPATEHOTO MPOTHBO3aYaTOUHOTO CPE/ICTRA.

Denumoun. ONHOBPEMEHHOE TpUMEHEHHe (UIyKoHa301a M (DEHMTOMHA MOMKET COMPOBOYXKIATHCS
KIIMHUYECKH  3HaYMMBIM  TOBBILIEHHEM KOHLEHTPAalMH (eHHTOHHa. B  ciydae HeoGXOAMMOCTH
OIHOBPEMEHHOTO MPHUMEHEHHs 000MX NpenapaToB ClielyeT KOHTPOJIMPOBAThH KOHLEHTPALUIO (PEHUTOMHA U,

COOTBETCTBYIOILIIUM 06pa30M, CKOPPEKTHUPOBATh €ro a03y C LeJbl obecrnieueHus TepaneBTqucxoﬁ
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KOHLIEHTPALIMH B CBIBOPOTKE KPOBH.

Hsaxagmop: 1ipu OIHOBPEMEHHOM NPHUMEHEHHH C WBAaKaTOPOM, CTUMYIATOPOM MYKOBHCLMZO3HOTO
perynstopa TpancmemOpanHoi mpoBomumoctd (CFTR), HaGmromanock yBenMueHHe SKCIIO3MLHAH
uBakadTopa B 3 pasa M OKCMO3MUMM TrHApokcuMeTwi-uBakagropa (MI) B 1,9 pasa. Ilaumenram,
O/THOBPEMEHHO MPHHUMAIOLIIUM yMepeHHbIe MHTHOUTOPBI H30hepmenTta CYP3A, Takue kak (ryKoHa30l U
SPUTPOMHLIMH, PEKOMEHYETCsl CHHUXKEHHE 103kl MBaKkadTopa 10 150 Mr o1H pas B CyTKH.

IIpeonuson: umeercs coobuIEHHE O Pa3BUTHH OCTPOIT HEAOCTATOYHOCTH KOPBI HAIMOYEUHHKOB Y MALIHEHTa
noc/e TPAHCIIAHTALMK MeYeHH Ha (OHEe OTMeHBI (IyKOHA3071a MOC/e TPEXMECSYHOrO Kypca TeparmH.
[IpenmnonoxurenbHo, MNpeKkpalleHHe Teparmud  (UIyKOHA30J0M  BBI3BAO  TOBBIIEHHE AKTHBHOCTH
usodepmenta CYP3 A4, uto npuBeso K yBeTHYEHHOMY MeTaGOIM3MY MpeIHH30HA.

[auwmentel, mosmyyarouMe KOMOMHHPOBAHHYIO TEpalviO MPEAHH30HOM M (IYKOHA30J0M  [OJKHBI
HaXOIMThCA MO TIIATE/IbHBIM MEAMLMHCKMM HaO/I0IeHHEM TPU OTMeHe mpuemMa (GIyKOHa30/1a ¢ LeIbIo
OLIEHKH COCTOSTHUS KOPbI HAAMOYEYHUKOB.

Pucpabymun: opHospemeHHOe npuMeHeH#e (IyKoHa301a U puhabyTHHA MOKET PUBECTH K MOBBILIEHHUIO
CBIBOPOTOYHBIX KOHLEHTpaLHi rocieanHero 10 80 %. [Ipu oqHOBpeMEHHOM MpUMeHeHHH (ITyKOHa30/1a 1
pudabyTuHa onwcaHsbl ciyyan yBenta. bosbHble, OXHOBpeMeHHO nosyuarolue pupabyTiH i dryKoHason,
JOJDKHBI HAXOUTHCS MO/ THIATEIbHBIM HAaOIFOIEHHEM.

Caxsunagup: AUC nosblaercs npuGmusutensHo Ha 50%, Cpay - Ha 55 %, KiupeHc CaKBMHaBHpa
yMeHbLaetcss npubnusutensHo Ha 50% B CBA3M ¢ MHIHOMPOBAHMEM TEYEHOYHOTO MeTaboam3Ma
usopepmenta CYP3A4 u uHruGuposanuem P-rmukonporenHa. MoxeT MOHagoGHTbCS KOPPEKUHUS 03bl
CaKBHHABHpA.

Cuponumyc: TNOBbILIEHHE KOHUEHTPALMH CHPOJIUMYCA B IUIa3Me KPOBH, MPEANONOKHTEIBHO B CBA3M C
MHrHOMpOBaHKEM MeTaboIM3Ma CHPOIHMYca Yepe3 yrHeTenne u3odepmenta CYP3A4 i P-rmkonporensa.
MlaHHas KOMOMHALMS MOKET TNPUMEHATBCA C COOTBETCTBYIOUIEH KOPpPeKLMeH 0361 CHPOTHMYCa B
3aBUCMMOCTH OT 3 heKTa/KOHLIEHTPALIUH.

Ipenapamui CWlbd)OHlIJZMO‘leelIHbl.' CbHyKOHaSOII, MpH OAHOBPEMEHHOM MPUEME, MPHUBOJMT K YBEITHYEHHUIO

Neproaa  MOJYBBIBEACHHS  MEPOPAIbHBIX — MpENapaToB  CyJb(OHHUIMOYEBHHBI  (XJIOpHpONamMu/a,
raubeHKIaMuaa, TIMNU3Haa W TonOytamuaa). BofbHBIM caxapHbIM JuabeTOM MOKHO HA3HAYATH
COBMECTHO® MPUMEHEHHe ()TyKOHa30/1a U NepOpaTbHBIX MPENapaTos Cy/b()OHUIMOYEBHHBI, HO, TPH 3TOM
CJICAYET YYWTBIBATL BO3MOXKHOCTb PA3BUTHUS TIMIOIIMKEMHH, KPOME TOrO, HEOOXOAWM peryJispHbIH
KOHTPOJIb IVTIOKO3bI KPOBH M, MPH HEOOXOAMMOCTH, KOPPEKLIHS JO3bI MPENapaToB Cyib(OHUIMOUYEBHHBI.

Takponumyc: ONHOBpPEMEHHOE TNPUMEHeHHe (IIyKOHa30Ma M TaKpoauMmyca (BHYTpb) NPHBOIHT K
TIOBBIIIEHHIO CHIBOPOTOYHBIX KOHLEHTPALIMH MOCIEIHEr0 B 5 pa3 3a cueT MHruOMpoBaHUs MeTabosn3Ma
TaKpoJIMMyCa, TPOUCXOASALICro B KHIIEYHHKe mnocpeactBom uzodepmenta CYP3A4. 3HauMTeNbHBIX

M3MEHEHHH (PapMaKOKUHETHKH MPENapaToB He OTMEYEHO IPH MPUMEHEHMH TaKpOJHMYCa BHYTPHBEHHO.
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Onucanbl ciryyan He(POTOKCHUHOCTH. BonbHbIE, 0HOBPEMEHHO NMPUHMMAIONIME TAKPOIMMYC BHYTpPb U
(ryKOHa30J1, OKHBI HAXOAMTBCA TOX TIIATENbHbIM HaGmoneHueM. Jl03y TakpoauMmyca caenyer
KOPPEKTHPOBATh B 3aBUCHMOCTH OT CTENEHM MOBBILICHHS €r0 KOHLIEHTPALMHU B KPOBH.

Teogunnun: Mpu  OJHOBPEMEHHOM NpHMEHEHHH ¢ (iyKoHazonmoM B go3e 200 Mr B TeueHue 14 nHeit
CpeaHss CKOPOCTh TMJIa3MEHHOTO KIHMpeHca TeowuiMHa CcHibkaercs Ha 18%. [lpu HasHayeHuu
srykoHazona G0MBHBIM, MPHHHMAOIMM TEODUITMH B BBICOKHX 033X, HIIM GONBHBIM C MOBBIIIEHHBIM
PUCKOM pa3BUTHs TOKCHYECKOrO AEHCTBUS Teo(UUTHHA, ClieayeT Habar0aaTh 3a MOSBICHHEM CHMIITOMOB
Nepeso3UPOBKH TCOYUIUIMHA H, NMPH HEOOXOXMMOCTH, CKOPPEKTHPOBATbH TEPANHIO COOTBETCTBYHOLLMM
obpazom.

Togayumunub: sKkcno3uums TohaUMTHHMOA YBENMYMBAETCS MPH €ro COBMECTHOM MPHMEHEHHH C
npenapaTamMu, KOTOpbI€ SABJIAIOTCSA OJHOBPEMEHHO MHruburopamu uzodepmentoB CYP3A4 u CYP2C19
(Hanpumep, prykonason). Bo3MOKHO, MOKET MOHAL06UTLCA KOPPEKIHS 10361 TOGaLUTHHHGA.

Anxanoud bapsunka: HECMOTpPs Ha OTCYTCTBUE LICJICHANPABJIEHHBIX HCCHCHOBaHHﬁ, npeanoJsaraeTcs, 4yro

(IyKOHA30/1 MOJET yBeNMYMBATH KOHLEHTPALMIO AJKAIOMAOB GapBHHKA (HArpumep, BUHKPHUCTHHA M
BMHO/IACTHHA) B M1a3Me KPOBM M, TaKWM 0GpPa3OM, MPHBOAMTH K HEHPOTOKCHYHOCTH, YTO, BO3MOYXKHO,
MOJKET ObITh CBA3aHO ¢ yrHeTeHueM u3opepmenta CYP3A4.

Bumamun_A: umeercs coobluenne 06 OJHOM Cilyuae pasBUTHsS HEKENATeIbHBIX Peakuuii co CTOPOHBI
LeHTpaIbHOH HepBHO# crcTemsl (L{HC) B BuaE MCeBAOOMYXO0MH MO3ra NPH OHOBPEMEHHOM MPUMEHEHUH
TIOJIHOCTBIO TPAHCPETHHOEBON KUCIOTHI M (JTyKOHa30/1a, KOTOPbIE HCYE3JH 10C/e OTMEHBI (hIyKOHA3071a.
IIprmeHeHne naHHOH KOMOMHALMM BO3MOXKHO, HO C/EIyeT TMOMHHMTb O BO3MOYKHOCTH BO3HMKHOBEHHS
He)KeJlaTeIbHbIX peakUuii co ctoponsl [ITHC.

3u006yOun. MpH ONHOBPEMEHHOM MPUMEHEHUH C (ITyKOHA30710M oTMeuaercs noebienne Cpgx 1 AUC
3uaoByauHa Ha 84% u 74%, cootBercTBeHHO. [laHHbIH 3 QeKT, BEPOATHO, OGYCIOBIEH CHHKEHHEM
MeTaboNM3Ma IOCEAHero 10 €ro IMiaBHOro MeraGonuta. Jo M mocie Teparmud ¢ [pPHMEHEHHEM
arykonasona B noze 200 mr/cyT. B Teuenne 15 aueii Gonprupiv CITHJom 1 ARC (KoMruieke, CBA3aHHbIH cO
CIIM[lom) ycTanoBneHo 3HauuTensHoe yBeauuenve AUC suposymuna (20%). 3a GOJIBLHBIMH,
TOJTYHaIOUMMH TaKyl0 KOMOMHAUMIO, C/eflyeT Hab/IofaTh C LENbIO BbISBJCHHA MOGOYHBIX 3(dEeKTOB

3U/IOBYIHHA.

Bopuxonason (unzubumop usoghepmenmos CYP2CY9, CYP2C19 u CYP3A4): 0lHOBpPeMEHHOE NPHMEHEHH e
BopHKOHa3oa (1o 400 mMr 2 pasa B CyTKH B IepBblif eHb, 3aTeM 1o 200 Mr 1Ba pa3a B CyTKH B TeueHHe 2,5
anei) u pmykonasona (400 mr B nepbii eHb, 3aTeM 1o 200 M B CyTKM B TeueHHe 4 JHei) NPUBOJIUT K
yBeIH4YeHHIO KoHLeHTpauund 1 AUC BopukoHazona Ha 57% u 79%, cooTBeTCTBEHHO. BbII0O MoKa3aHo, uTo
MaHHBIA Q(PEKT COXPaHAETCS TPU yMEHBIICHUH [03bl W/MIM yMEHBIIEHUH KPaTHOCTH MPHeMa JII000ro 13

rnpenaparos. OI[HOBpeMeHHOC TNPUMEHEHHUE BOPHUKOHA30J1a H CbJ'IyKOHaBOJ’Ia HE pEKOMEHAYETCH.
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Hccnenosanus B3anmoneiicTus nepopaibHeIX hopm (ryKOHA3071a TIPH €ro OJHOBPEMEHHOM MpHEMe C
TNHILEH, UMMETHAWHOM, aHTALMIAMM, a TaKXKe [10C/Ie TOTATbHOIO o0syueHus Tena Ui MOATOTOBKH K
Tepeca ke KOCTHOrO MO3ra IoKa3aiu, 4T0 3TH (PaKTOPbI He OKa3bIBAIOT KIMHUYECKH 3HAYMMOTO BIMSHHIS Ha
BcachiBaHue (hIyKoHa3oJ1a.

[lepeuncieHHble  B3aMMONEHCTBUS yCTAHOBIEHBI IIpH MHOTOKPaTHOM NPUMEHEHHH (JIyKOHA3071a;
B3aMMOJICHCTBHS C JIEKAPCTBEHHBIMH CPEICTBAMH B Pe3yJIbTaTe OJHOKPATHOrO npueMa (IIyKoHa30j1a He
U3BECTHBI.

Bpayam crenyer yuuTeiBath, uto B3aMMoeiCTBEE ¢ APYrHMH JIEKapCTBEHHBIMU CPEICTBAMH CIELHATBHO

HE HU3y4asioCh, HO OHO BO3MOXKHO.

Oco0ble ykazanus

Coobwanock o cayuasx cynepuH(eKuuH, BbI3BaHHOH oTaMuHbIMH oT Candida albicans wrammvamu
Candida, xoropble 4acTo 061a1aI0T NPUPOIHON PE3UCTEHTHOCTBIO K $nykonaszony (nanpumep, Candida
krusei). B momoGHbIX cllyqasx MOKET NOTpeGoBaThes aJbTepHAaTUBHAsA NPOTHUBOrPUOKOBAs Tepanus.

Bo Bpems GepemenHocTH mnpumeHenne (ykoHasona criefyeT W3GeraTh, 3a MCKIIOUEHHEM cllyuaes
TSOKEBIX M MOTEHLMATIBHO YTPOXKAKOLIMX )KH3HH FPUOKOBBIX HH(EKIHH, KOr1a OKHAAEMAs 10/163a JIeYSHHS
A1 MaTepH MPEBBIIIAET BO3MOXKHBIN PUCK 1S TUTO/A.

Heobxonmmo pacemoTpeTs s deKTHBHBIE METONBI KOHTPALENUHMA Y SKEHLIHH JETOPOHOrO BO3pacTa B
TEUCHHE BCEro MeproO/a JIEUEHHs W NPHOIU3UTENBHO B TeUeHHE Heenu (5-6 MepHoIoB MOMyBbIBEACHHS )
noc/ie NPUHATHA NOoC/eHeH 103kl npenapara (cM. pasaen «[IpuMeHeHHe NpH GePeMEHHOCTH B MIEPHOL
IPYAHOTrO BCKAPMJIMBAHHUAY ).

B penkux ciyuasx npumenenue (urykoHaszona ConpoBOKAANOCH TOKCHYECKMMH M3MEHEHHSIMHU TMeYeHH, B
TOM HHCJIe C JICTAJbHBIM MCXOJIOM, INIaBHBIM 00pa3oM, y GOJBHBIX C CEPbE3HBIMH COMYTCTBYIOLIMMH
3aboneBaHusAMHU. B ciyuae rematotokcHueckux s(QeKToB, CBA3aHHBIX ¢ npuMeHeHneM (iyKoHa3osa, He
OTMEYCHO MX SABHOH 3aBUCHMOCTH OT OOLIei CyTOUHOM [103bl Mpenapara, UTMTeNbHOCTH Tepaiuy, nonia 1
Bo3pacTa GombHoro. I'enatoTokcHyeckoe AelicTBre nmpenapara o6bIMHO GbLIO OGPATHMBIM: NPU3HAKH €ro
MCHE3aJIH TI0C/IC MPEKPALIEHHUS Tepanuu. bosbHble, y KOTOpBIX BO BpeMst JieeH s IPEnapaToM HapyLarTes
NoKa3aTe/d (YHKUMH MEYeHH, IOJIKHBI HAXOAMTBCA NOJ HAaOMIOAEHHEM C LEbIO BISBJICHHS TPU3HAKOB
Gosiee cepbesHOro mopaxeHus neveH. IIpH MOABNEHMM KIHHHYECKHX NPU3HAKOB MM CHMIITOMOB
MOPAKCHUS MEYECHH, KOTOPble MOTYT ObITh CBA3aHBI C MpUMEHEeHHEeM (IIyKOHa30/1a, MpenapaT cieayer
OTMEHHTb.

Kak u npu npumenennu npyrux asonos, ¢nykoHason B pPeIKHX ClyuasX MOKET BbI3bIBATH
aHa()UIAKTHYECKHE PeaKLIMH.

Bo Bpems seuenns ¢rykoHa3onom y GONBHBIX B PeIKMX CIydasx pasBHBATHCH 9KC(ONHATHBHbIE

TOpaKeHHUA KOXKH, TaKue Kak CHMHAPoM CruBeHca-/[KOHCOHA M TOKCHYECKHIi dMUaepMabHblii HeKpOJIu3.

172 3807 19



JIC-002114-130520

Bonbueie CITU] oM Gosiee CKIOHHBI K Pa3BUTHIO TSDKEJIBIX KOXKHBIX PEAKUHMH NMPH MPUMEHEHHH MHOTHX
npenapatos. [1pu nosBieHrn y GOJIBHOTO BO BPEMsi JIeYEHH TIOBEPXHOCTHON rpUOKOBOH MH(EKLIMH ChITH,
KOTOPYIO MOJKHO CBSI3aTh C NMpPUMeHEeHHeM (TyKOHa30J1a, Tpenapar cjieayeT OTMeHUTb. [Ipu nosBIeHHH
CHIMH y OGONBHBIX ¢ MHBA3WBHBIMH HJIM CHCTEMHBIMH TPHOKOBBIMM MHODEKLMSAMH 3a HHUMH ClefyeT
TIHATebHO HAOIOIaTh ¥ OTMEHHTH TpenapaT MpH MOsBIeHHH OyJUIe3HBIX MOPAKEHUH T MHOrO(QOPMHOH
9KCCYIATUBHON 3PUTEMBI.

OnHOBpeMeHHOe TNpUMeHeHHe (uiykoHasonma B jo3ax MeHee 400 mr/cyT. u TepdeHaanHa crexyer
MPOBOAMTH MO TIIATEIBbHBIM KOHTpoJieM (cM. paszen «B3aumonencTBHe ¢ APYTMMM JIEKApCTBEHHBIMH
CpeCTBaMm»).

Kak u mpyrve a3ombl, (QIyKOHa301 MOKET BbI3bIBaTh yBennuenue untepsana QT na OKI'. daykoHason
BBI3bIBAET yBesiMueHune nHrepeana QT nocpeacTBOM HHrHOMPOBaHHMS TOKA KAJTMEBbIX KAHAJIOB BHYTPEHHETO
BBINIPAMIEHHS. Y Benuuenue unrepsaia QT, BbI3BAHHOE APYTHMH JIEKAPCTBEHHBIMK NpenapaTtamu (TakuMH
KaK aMHOJIapOH), MOXKET ObITh YCHJIEHO WHrHOuTOpamu usodepmenta 3A4 uuroxpoma P450 (CYP) (em.
pasnen «BsauMoneHcTBUE ¢ APYTMMH JIEKapCTBEHHBIMU cpenicTBaMu»). [1pu mpumenenun ¢iykonasona
yBenuuenue unTeppaia QT ¥ MepLaHHe Wi TperieTaHne JKeTyI0UKOB OTMEYa/IH OUeHb PEKO Y OOMBHBIX C
TSOKEJBIMH  3a00JI€BaHMSAMH C MHO)KECTBEHHbIMH (DAKTOpaMHM pHCKa, TaKWMH KaK OpraHu4yeckue
3a60NeBaHMsA Ceplla, HAPYLIEHHs 3JIEKTPOJIUTHOro GamaHca W CHOCOOCTBYIOWIAS Pa3BUTHIO MOAOGHBIX
HapyIIeHHi COmyTCTBYOLIas Tepanus. [[0BbILICHHbIH PUCK PA3BUTHS YTPOIKAKOLIEH IKU3HU JKEITy10UKOBOH
APUTMHUH U TIOJMMOP(HOM 5KeITyA0YKOBON TAXUKAPIUH MOXKET BOSHHKHYTh Y TIALIMEHTOB C THIIOKaTHEMHEH
¥ MPOrpecCHpyIoIlel cepaeYHON Hea0CcTaTOuyHOCThIO. [T03TOMy, Y TaKMX MALMEHTOB C MOTEHLHMAIbHO
MPOAPUTMHYECKHMMH COCTOSIHUSAMH NPUMEHATE (DITyKOHA30J1 CIIEYeT C OCTOPOXKHOCTBIO.

[TauuenTam ¢ 3a60/I€BAHUAMM TIEYEHH, Cep/lia U TMOUeK Mepes NPUMEHEHHWEM Mpernapara peKOMeHIyeTCs
NPOKOHCYJILTUPOBaThCsS ¢ BpadoM. [Ipu npumenennu ¢aykonasosna 150 Mr no rnoBody BarWHalIbHOTO
KaH/M103a MALUEHTBI I0JDKHBI ObITh MPELYyNPEKAEHb], YTO YIy4IIeHHe CHMITOMOB 00bIYHO Hab/I0aaeTCst
yepes 24 4, HO /11 WX TOJHOTO MCYE3HOBEHHs MHOrJa TpedyeTcs HecKonbko AHed. Ilpu coXxpaHeHHH
CHMITTOMOB B T€YEHHE HECKOJIbKUX JHEH, ciielyeT 00paTUThCs K Bpady.

JokasarenbeTBa 3 (HeKTHBHOCTH (ITyKOHA3071a MPH JIEYEHUH IPYTHX BUIOB S9HAEMHUYHBIX MUKO30B, TAKHUX
KaK MapakOKLMIHOUIOMUKO3, CIIOPOTPUXO3 U TMCTOMIA3MO3 OrpaHH4€Hbl, YTO HE MO3BOJIACT ONPEE/IHTh
KOHKDETHblE PEKOMEHJALMM 10 03MpoBaHio. (DIyKOHa307 SBIAETCA YMEPEHHBIM HMHIHOMTOPOM
msodepmenta CYP2C9 u ymepertbiM HHruouTopom nsodepmenta CYP3A4. OiykoHa30/1 TAKKe ABIACTCA
unru6uropom uzopepmenta CYP2C19. Ilpu onHOBpeMEHHON Tepanuy JICKapCTBEHHbIMH TpernapaTtamu ¢
Y3KHM TepareBTHYeckum npoduiem, MeraGomusupyrommmucs usopepmentamn CYP2C9, CYP2C19 u
CYP3A4, pekomeHayeTcs cOOMIOAAaTh OCTOPOKHOCTH (CM. pasaen «B3saumoznencTsue ¢ ApYrMMH
JIeKapCTBEHHBIMH CpeACcTBaMm»). Coo0IIanoch O pa3BUTHH HEJOCTATOYHOCTH KOpPbI HAAMOYEHHHKOB Y

MalMeHTOB, MOJIy4YarolUX Teparnu APYrHMH a30JiaMHu (Hanpnmep, KeTOKOHaBO.TIOM). YV nauueHToB,
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TOJTy4aroKX (yKoHa3oJ1, HabFOAAINCh OGPATHMBIE CITy4an HEAOCTATOYHOCTH KOpPbI HA/IMOY€YHHKOB.

Biusinue Ha cnocoGHOCTD YnpaB/jasAATh TPDAHCIIOPTHBIMH CPEeACTBAMH H MEXaHH3MaMH
HpI/I NNPpUMEHEHUH TIpernapara HCO6XOI[I/IMO YYHMTBIBAaTb BO3MOJKHOCTbH pa3BHUTHUSA TOJIOBOKPYXKCHHUSI U

CyIOpOr.

®opma BbInycka

Kancynei 50 me:

Ilo 7 kancyn B [IBX/anomunueBslit 6auctep. Ilo 1 Gnucrepy Bmecte ¢ HHCTPYKLHUEH [0 MPUMEHEHHIO B
na4yKy KapTOHHYIO.

Kancynwr 150 me:

ITo 1 kancyne B [IBX/amomunueBsiit 6auctep. Ilo 1 6iuctepy Bmecte ¢ UHCTPYKLHUEH N0 MPUMEHEHHIO B

MayKy KapTOHHYIO.

YenoBusi xpaHeHust
B cyxom, 3aluuieHHOM OT cBeTa MecTe, Npu TemIiepaType He Bbiie 25 °C.

XpaHPlTb B HECAOCTYITHOM 15 JIeTeH MecTe.

Cpoxk rogHocTu

3 roma. He IMPUMEHATH MO UCTEYCHUH CPpOKa rOAHOCTH.

YcnoBus oTnycka
OTmnycKaroT 1Mo peuenry.

Kancynsr 150 Mr - 6e3 periena (1715 Tepaniu BariHaabHOTO KaHAUI03a).

Baanenen perncrpannonsoro yaocrosepenusi / Ilpoussoaurenn

Pycan ®apma JIta., Unaus

58-/1, 'aBepument Mupactpuan Ucreiit, Yapkon, Kanausanu (Bect), Mym6aii — 400067.
Azpec NpOU3BOJCTBEHHOM MJIOIAKH:

ITnot Ne59-65, Cexrop 11, Kanana Crnewman DxoHomuk 30H, [Nanaxuaxam, Kau — 370230,
wrrat ['ymkapar, UHgus.

IIperensun norpebuTeNeli HANPABJIATH MO aapecy:

117556, r. MockBa, Cumdepononbckuit 6ynbsap, 1. 7- A, od. 113.

Tenedon: +7 (495) 775-20-23.
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