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MUHHUCTEPCTBO 3JIPABOOXPAHEHW S POCCUNMCKOU ®EJIEPAITUA
MHCTPYKIIUA

11O MCAULUHMHCKOMY ITPUMEHCHHUIO JICKAPCTBECHHOI'O IIpCriapaTa

BOPUKOHA30JI KAHOH

HAUMCHOBAHHE JICKAPCTBCHHOIO Npenapara

PerncrpaumoHublii HoMep:

Toprosoe naumenosanue: Bopukonazon Kanon

MexayHapoHoe HeNnaTeHTOBAHHOe W/JHM TIPYNIHPOBOYHOE HAWMEHOBaHMe
BOPUKOHA301

JlekapcTBenHasi popma: TabIETKU, TOKPHITHIC INIEHOYHON 000JI0YKOM.

Cocras

Jlozuposka 50 mr

1 TabieTka, MOKpHITast MIICHOYHOI 000JI0UKOM, COJAEPIKUT:

akmueHoe eewjecmeo: BOpukoHazoi 50 mr;

6CnOMo2amenbHble eeujecmea; Kpaxmall KyKypy3HBIH IpeXelaTUHHU3UPOBaHHBIN
30 mr, kpockapmesuio3a Hatpus 5,5 mr, manuuton 30 Mr, Maruus creapar 1 mr,
[EJUTI0JI03a MUKPOKpHUCTaInUecKas 23,5 Mr;

nienoynas obonoyka. onazapaii Il 6enbtit 4 Mr, B TOM 4uciie: OJUBUHUIIOBBIN CITUPT
1,876 mr, makporou (noaudtuieHraukols 4000) 0,944 mr, tansk 0,696 mr, THTana
qunokeny 0,484 mr.

Jlo3zuposka 200 mr

1 Tabnerka, MOKphITas MJICHOYHONH 000JI0YKOMH, COAEPIKUT:
akmuenoe eewjecmeo: BOpukoHasoi 200 mr;
6cnomozamenvHele eujecmea: Kpaxmall KyKYpY3HbBIH IpeKelaTUHU3UPOBaHHBIN

81 Mr, kpockapmeiioza HaTpust 18 Mr, ManHHuTOJ 83 MI, MarHusi creapatr 3 M,

HEJUTIOJI03a MUKPOKPHUCTAJUINYCCKas 65 Mr;
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naenoynas obonouka: onaipaii II Genwit 13 Mr, B TOM uHcie: MOJTUBHHUIOBHIN
crupt 6,097 Mr, Makporos (moaudTHICHTTHKOJB 4000) 3,068 Mr, Tambk 2,262 wmr,
TUTaHa quokeua 1,573 mr.

Onucanue

Kpyribie, 1BOAKOBBINTYKIIbIC TAOICTKH, MOKPBITHIE I1JIEHOYHON 060J104K0il 6eoro
1M 104t Gertoro nsera. Ha nonepeunoM paspese — moutu 6e10ro 1sera.
®apmakoTepaneBTHYECKAs FPYNNa: MPOTUBOIPUOKOBOE CPEICTBO.

Koa ATX: JO2ACO03

dapmakoJiorHyecKue cBoiicTBa

Dapmakoounamuxka

BopukoHa3o1 — npoTHBOrpuOKOBBIil Npenapar MHUPOKOro CHeKTpa JeiCTBUS U3
TpyNIIBl TpHa30J10B. MeXaHu3M JeiCTBHS BOPUKOHA30J1a CBA3aH ¢ HHIMOUPOBaHUEM
JEMETHIMpOBaHus 14a-cTeposia, ONOCPE0BAHHO Yepe3 TPUOKOBBIA ITUTOXPOM
P450, KoOTOphIl sABiAfSETCS KIIOYEBBIM  HTAalloM OMOCHHTE3a 3Procreposia.
Hakorienue  14a-mMeTictepona KOppelupyeT ¢ HOCIEAyIoNeH —moTepeii
Sprocreposia B IpUOKOBBIX  KICTOYHBIX MeMOpaHax, uTo o0ycjaBiIuBacT
NPOTUBOTPUOKOBYIO  aKTMBHOCTH BOPUKOHA30J1a. bBBUIO  yCTAHOBJIEHO, UTO
BOPMKOHA30Jl 00JIee CEJIEKTUBEH B OTHOLICHUHM HM30(EPMEHTOB HUTOXpoMa Pasp
rpuOKOB, Y€M B OTHOUIEHWH PaA3IUYHBIX (EPMEHTHBIX CHCTEM HUTOXpoMma Pasp
MJIEKOITUTAIOIIHX.

[T0JI0KUTENBHON CBA3M MEXKAY CPEAHMMH, MAKCHMMaJIbHBIMH M MHUHHUMAILHBIMU
3HAYCHUSAMHU KOHIEHTpAIlM¥ BOPUKOHA30J1a B IUIa3Me KPOBU U 3D PEKTUBHOCTHIO
npenapara B TEparneBTUYECKUX UCCIICI0OBAHUAX HE BBIABICHO U Ta B3aUMOCBS3L B
Npo(UIAKTUYECKUX MCCIICIOBAHUAX HE H3yUallach.

®apmakoMHaMUUECKU ¥ (apMaKOKHHETHYECCKUI aHaIU3 JaHHBIX KIMHHYECKUX
MCCIIC/IOBAHUI  BBIABHII  TOJOXKHUTEIBHYIO  CBSI3b  MEXJIy  KOHIICHTpaIuei
BOPMKOHA30/Jla B I1JIa3Me KPOBH M OTKJIOHEHHEM OT HOPMBI OHOXHMHYECKHX

1mokasarejiei beHKIIHH ICYCHH, a TAKIKE 3pUTCIIBHBIMUA HAPYIICHUSIMHU.
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In vitro BOpuKOHa301 00JaJacT MIMPOKUM CHEKTPOM IIPOTHBOrPHUOGKOBOIO
AciicTBus: aktuBeH B oTHomeHun Candida spp. (Bkmouas mramvel C. krusei,
yCToHYMBbIE K (uryKOHa3011y, U pesucrenTHbie mrammel C. glabrata u C. albicans),
a TaKKe MposABIAeT (QYHTUUMAHBI d(GEeKT B OTHOIICHHM BCEX H3YYEHHBIX
mramMmMoB  Aspergillus spp., ¥ naToreHHbIX IpuOOB, CTABUIMX aKTyaJlbHBIMH B
nocieiHnee BpeMs, BKiouas Scedosporium spp., wiu Fusarium spp., KoTopsie
OrpaHUYCHHO YYBCTBUTE/BHBI K CYLIECTBYIOMIUM IIPOTHBOTPUOKOBBIM CPEJICTBAM.
Kimnunueckass  s¢dekTuBHOCTE  (C YACTHYHBEIM  WJIM  IIOJIHBIM  OTBETOM)
BOPMKOHAa30Ja Oblla NPOJAEMOHCTPHpPOBAHA NpPU  MHOEKIMAX, BHI3BAHHBIX
Aspergillus spp., Bkiouast A. flavus, A. fumigatus, A. terreus, A. niger, A. nidulans,
Candida spp., Bkmouas C. albicans, C. glabrata, C. krusei, C. parapsilosis,
C. tropicalis, a Takke B OTHOUICHMM OIPaHUYEHHOIO YHClAa IITAMMOB
C. dubliniensis, C. inconspicua, C. guillermondii, Scedosporium spp., BKItouas
S. apiospermum, S. prolificans u Fusarium spp.

Jlpyrue rpubkoBble HHPEKIUU, TPU KOTOPLIX PUMEHSJICS BOPUKOHA30]1 (MHOT/IA C
YACTUYHBIM WM IIOJHBIM OTBETOM)  BKJIIOYAIW B ce0s OTJC/IBHBIC Clydyau
uHdekuuit, Ber3Bansl Alternaria spp., Blastomyces dermatitidis, Blastoschizomyces
capitatus, Cladosporium spp., Coccidioides immitis, Conidiobolus coronatus,
Cryptococcus neoformans, Exserohilum rostratum, Exophiala spinifera, Fonsecaea
pedrosoi, Madurella mycetomatis, Paecilomyces lilacinus, Penicillium spp.,
Bkiaoyass P. marneffei, Phialophora richardsiae, Scopulariopsis brevicaulis u
Trychosporon spp., Bkmouas T. beigelii. TlpoaemoncrpupoBana akTHBHOCTB
BOPUKOHA30J1a in Vitro B OTHONIEHUM KJIMHWUYECKUX IITaMMOB Acremonium spp.,
Alternaria spp., Bipolaris spp., Cladophialophora spp., Histoplasma capsulatum.
Poct GosIbIIMHCTBA IITAMMOB OJABJISUICS TIPU KOHIEHTPAIMAX BOPUKOHA30Ja OT
0,05 Mkr/mi 1o 2 Mkr/mi. BeisBIeHa Takke aKTUBHOCTh BOPMKOHA30J1a in Vitro B

orHomenuu Curvularia spp. u Sporothrix spp., 0JJHaKO KIMHHYECKOE 3HAUCHME

JaHHOTO 2 eKTa HEU3BECTHO.
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Dapmakokunemuka

Obwasn xapakmepucmuxa

MapMaKkOKUHETHYECKHE IapaMeTphbl BOPUKOHA30J1a XapaKTepU3yrTCs
3HAUUTEILHOM MEKHMHIMBH/LYaTbHOM BapuabeIbHOCTRIO.

dapMakOKMHETHKA BOPUKOHA30J1a SIBJISCTCS HEJIMHEIMHOI 3a cyeT HACBHILEHUS ero
merabomusMa. Ipu noBhIIEHUN 10361 HAGIIO1aeTCs HEMPOIIOpIHOHaIbHOE (Golee
BBIP@KCHHOE) YBEIMYEHUE MUIOIIAN 110/l KPMBOIT «KOHIEHTpauus-speMsy» (AUC,).
YBennuenune nepopanbnoit 10361 ¢ 200 Mr 2 pasa B cyTku 10 300 Mr 2 pa3a B cyTKH
npuBoauT K yBenudenuto AUC, B cpeaneM B 2,5 pasa. BoszeiicTBue BopukoHasosa
[IpH IIpUEMeE BHY TP Mo yiepxkuBaronieit j103s1 200 mr (uau 100 Mr i1 alMeHToB ¢
Maccoit Tena meHee 40 Kr) COOTBETCTBYET BO3JCHCTBUIO BOPUKOHA30ja HPH
IPUMEHCHUN BHYTPUBEHHO B J1o3¢ 3 MI/Kr. IIpu ipuemMe BHYTpb 1o i1epiKuBaroieii
70361 300 Mr (vt 150 Mr Juist MaleHToB ¢ Maccoii Tena Menee 40 kr) Bo3ieiicTRIe
COOTBETCTBYET BO3JICHCTBHIO BOPMKOHA30J1a IPH BHYTPUBEHHOM IMPUMEHEHHH B
103¢ 4 Mr/Kr.

[Ipu nipueme BHYTpb HACHIINAIONIUX /103 BOPUKOHA30J1a €10 KOHIEHTPALMHU B TIJ1a3Me
KPOBM TPUOJIMKAIOTCA K PABHOBECHBIM B TeueHHe MepBeIX 24 u. Ecim mpenapar
Ha3Ha4yaloT 2 pa3a B CyTKH B CPEJHUX (HO HE HACHIIAOIINX ) J103aX, TO IPOUCXOIAUT
KyMyJISIIUS  BOPMUKOHA30J1a, a pPAaBHOBECHBIC KOHIIGHTPALMKU JIOCTHTAIOTCS K
IECTOMY JIHIO Y OOJBIINHCTBA NAUCHTOB.

Bceacwieanue u pacnpeoenenue

BopukoHa3on OBICTPO M NPAKTUYECKH TMOJHOCTBIO BCACKIBACTCS I10CIE TpUEMa
BHYTPb, MaKCHUMaJIbHasi KOHIIEHTpalus B 1a3smMe KpoBU (Crax) AOCTUTACTCS Yepes
1-2 4 nocne mnpuema. buogocTynmHoCT BOpHKOHA30/a INpH TIpHUEME BHYTph
cocranisieT 96%. 1lpu moBTOpHOM IpHEMe BOPUKOHA30/1a ¢ )KUPHOU THIIEH C o U
AUC, cumwxatores Ha 34% u 24%, cooTBeTcTBEHHO. BeackiBanye BOPHKOHA301a He
3aBUCHT OT pH ey rounoro coka. Cpeauit 06beM pacrpe/ieieHust BOPUKOHA30J1a

B PABHOBECHOM COCTOSIHUM cocTaBiisieT 4,6 ji/kr. CBsA3BIBaHHE ¢ O€JIKaMH I1Ia3MBbl
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KpoBH cocTaBisieT 58%. BopukoHa3o NpoHUKAeT Yepe3 reMaTosHIehatndeckuii
Oaphep M onpeenseTcs B CIIMHHOMO3TOBOM KUIAKOCTH.

Memabdonuzm

CormacHo JaHHBIM HCCIIEIOBAHMIL in Vitro BOPUKOHA30J METaGOIM3UPYETCs 10/
AeictBiueM u3opepmentos CYP2C19, CYP2C9, CYP3A4. Baxuyio pomb B
MeTadoiu3Me BopuKoHaszona wurpaet usopepment CYP2C19, npossisrommii
BBIDAKCHHBIM TICHETHYECKUH noauMopdusM, B CBSA3M C uYeM, [OHMUKEHHBIH
MeTaboM3M BOPHKOHA30J1a BO3MOXeH y 15-20% mpejcraBuTeneii a3maTtckoro
NPOUCXOXKACHHA U Y 3-5% NpecTaBUTENCH eBPOIICOM/IHON M HErPOMIHOI pac.
OCHOBHBIM MeTabOIMTOM BOPHUKOHA30i1a SIBIAETCS N-OKCHJ, J0JIsi KOTOPOro
cocrapisier 72% 0T 00LIEro KOJMYECTBAa LUPKYJIUPYIOUIMX B IIa3Me KpPOBH
METabOIMTOB ¢ paJMOaKTHBHOI METKOU. DTOT MeTabOIUT 00/1a/1aeT MUHMMAILHOI
MPOTUBOTPUOKOBOM aKTMBHOCTBIO M HE BHOCHT BKJIQJ B KJIMHUYECKUN >(PdekT
BOPUKOHA30J1a.

Buvigeoenue

BopukoHa3on BBIBOAMTCA B BHMAE MeTabOJUTOB Tocie OuoTpaHchopmaluu B
IICYCHU; B HCUBMCHEHHOM BHJIE ITOYKAMH BBIBOAUTCS MeHee 2% OT BBEJICHHOI J103b1
npenapara. Ilocie MHOrokpaTHoro mnpueMa BOPHUKOHA30Ja BHYTPb  MJIM
BHYTPHUBCHHOI'O BBEIACHUS B Moue oOHapykuBaercs okojo 83% u 80% J1036I
npernapara, COOTBETCTBEHHO. boibumas yacte (> 94%) obuieii 10361 BLIBOJUTCS B
TCUCHHUE TEPBBIX 96 U 110CIIE IpUeMa BHYTPh U BHYTPUBEHHOTO BBeIeHus. [Teproj
nosryBeiBeicHus (T,) BoprKkoHa3051a 3aBUCUT OT JIO3BI M COCTABIACT PUMEPHO 6 U
npu npueme rnpemnapara BHYTps B J03¢ 200 mr. B cBA3M ¢ HEIMHEHHOCTHIO
¢papmakokuneTkn BenuuuHa T, He MO3BOJNSET IpejcKa3aTh KyMYJISLHIO WM
BBIBE/[EHHE BOPUKOHA30J1a.

Dapmakoxunemuxa ocobbix 2pynn RAYUEHMOE

[Ton: pu MHOTOKpaTHOM IpueMe Tpenapata BHYTPh Cmax 1 AUC, y 310pOBBIX

MOJIOJIBIX JKEHIIMH ObUIM Ha 83% 1 113%, COOTBETCTBEHHO, BEBIIIE, YEM Y MOJIO/BIX
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3/10pOBBIX MY»4HH (18-45 ser). 3naunmbIX pazmnuuii Cpa 1 AUC, y 370poBBIX
MOKHJIBIX MY)KUYMUH M 3JIOPOBBIX TMOXKHWIIBIX XXEHIIUH (> 65 sieT) HeT. PaBHOBecHas
KOHLICHTpaUMs BOPMKOHA30J1a B I1JIa3Me KPOBHU Y JKeHIIUH Obli1a Ha 100% BhIIIE, yeM
y Myxk4duH. HeoOXoauMoCcTH KOppeKiuH JI03b1 B 3aBUCHUMOCTH OT [10Ja HET.
KonuenTpanuu B miasme y My »XYdH U KEHIIMH CXOIHBL.

Bospacm: ipyu MHOTOKPATHOM IIPHEME BOPUKOHA30J1a BHYTPh B BUJIE TA0J1ETOK Coa
1 AUC,y 3710pOBBIX IOKHIIBIX MY)K4HH (> 65 siet) Ha 61% u 86%, COOTBETCTBEHHO,
BBIIIIE, YEM Yy 3/I0POBBIX MOJIOABIX MYKYUH (18-45 neT). 3HaunmbIx pazauduii Cpay
1 AUC, y 3/10pOBBIX NOXKWIBIX XKEHIINH (> 65 JIeT) U 310pOBBIX MOJIOJIBIX JKEHIIUH
(18-45 ner) Her.

[Ipopuns Ge30macHOCTH BOPUKOHA30J1a Y MOJIOJABIX M IOXKWIIBIX MAllMEHTOB HE
otinyaercs. HeoOX0MMOCTH KOPPEKIMH 10361 BOPHKOHA30JIa B 3aBUCUMOCTH OT
BO3pacTa HeT.

Jlemu: npeanonaraemas o61as KOHIEHTPAIHs BOPUKOHA30J1a Y JICTel IIPH IIpHeMe
BHYTPB IOJICPKUBAIONICH 103bI 9 MI/KT (MakcumainbHo 350 MI) J1Ba pas3a B CyTKH
COIMOCTaBMMa C TaKOBOMH Yy B3pOCIBIX IIpU IpUEME BOPUKOHA30]la BHYTPbL B J103€
200 mr aBa pasa B cyTku. KoHIEHTpamusi BOPHKOHA30J1a TIPU BHYTPUBEHHOM
BBEJICHMH B J103€ 8 MI/KI B IBa pa3a BbIIIE, YeM TP IIPUEMEe BHYTPb B J103€ 9 MI/KT.
brogocTynHoCcTe  BOpUKOHA30J1a TIPU  [pUEME BHYTPhL Y  JeTeil  MOXKeT
OrpaHMYMBATHLCS HApYIIECHUEM BCACBHIBAHMUS M JIOCTATOYHO HU3KOW Maccoii Tena B
3TOM BO3pacTe U B 9TOM ClIydyae MOXKET OBITh 10Ka3aHO BHYTPUBEHHOE BBEJICHUE.
Y OONBUIMHCTBA IOJAPOCTKOB KOHLEHTpAIMsA BOPUKOHA30JIa B II1a3Me KPOBH
COOTBETCTBYET OSTOMY II0Ka3aTeJI0 Yy B3pOCIBIX HAMEHTOB. TeM He MeHee,
OTMEYaJTMCh MEHBIINE 3HAYE€HHUs KOHIEHTPAMM BOPUKOHA30JI1a B TUIa3Me KPOBHU Yy
HEKOTOPBIX MOJAPOCTKOB C HU3KOH MAccoii Teja 1o CPaBHEHHIO € B3POCIBLIMU U OBIIH
Onmke K 3HAYEHUSIM TOro ke IoKasaresis y jereil. OCHOBHIBasACh Ha

OIyJIAIIUMOHHOM (1)21pMaKOKI/IHCTH'-ICCKOM aHaJIM3C, IMOAPOCTKHU B BO3PACTEC OT 12 no
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14 jier ¢ maccoilt Tena menee 50 Kr JIOJDKHBI TOJMydaTh 103y BOPHKOHA30.Ia,
PEKOMEH/IOBAHHYIO JUIS TIpUEMa Y JIeTei.

Hapywenue ghynkyuu nouex: npn oJHOKpaTHOM NpHEME BOPHKOHA30J1a BHYTpPb B
Aoze 200 Mr manmMeHTaM ¢ HOPMalbHOW (QYHKIMEHl IMOYeK ¥ IMAlMeHTaM ¢
HapymCHHEM (YHKUMM [OYeK OT Jerkoii (kampenc kpeatunmna (KK)
41-60 mu/mun) no Takenoit (KK <20 mu/muH) crenenm (apMaKOKHHETHKA
BOPMKOHA30J1a CyHICCTBEHHO HE 3aBUCHUT OT CTENEHU HapyIICHUs (YHKIUH [T0YEK.
CBsi3pIBaHHE BOPHKOHA30J1a ¢ GelKaMu IIa3Mbl KPOBH HPUMEPHO OJMHAKOBO Y
MaMEHTOB € Pa3IMYHON CTCNEHBIO MMOYCYHONH HEAO0CTAaTOYHOCTH (CM. pasJelibl
«Croco6 npuMeHeHHs 1 J10361» U «Ocobbie yKa3aHus»).

Hapywenue ¢hynxyuu nevenu: 1ocie 0JHOKpaTHOro npueMa BHYTph B 03¢ 200 Mr
AUC; BOpHKOHA30/7a y IAIMEHTOB C JICTKOW WJIM CpejHell CTENeHBI0 THKECTH
nuppo3a nedenu (kinaccel A u B no kiaccudukanuu Yaitna-ITei0) 6si1a Ha 233%
BBIILIC, YEM Yy MALMCHTOB ¢ HOpMaJIbHON QyHKIMeH neyenu. Hapymenue GyHkimu
MEYCHU HE BIMACT HA CBsA3BIBAHME BOPUKOHA30ia ¢ Oenkamu 1aasmel. [lpu
MHOI'OKpaTHOM mpueme npernapara BHyTpr AUC; BOopuKOHA30J1a COIIOCTaBUMA Y
MallMEHTOB CO CPEJHEH CTEIEHBI0 TKECTH LUppo3a IedeHu (kiacc B 1o
kinaccudukanun Yaiinga-1Ts10), nmomyyasimmx npenapar B 1o yiepKUBaroILei 103e
100 Mr 2 pasa B CyTKM, M Yy TaIMEHTOB C HOPMAIbHOW (QYHKIMEH IeyeHH,
oJIiyyaroumx BopHKoHa3oa B go3ze 200 mMr 2 pasa B cyrku. CBeaeHuit o
(papMakoKMHETHKE BOPHUKOHA30JIa Y MHALMCHTOB C THKEIBLIM LUPPO30M II€UYEHHU
(kimace C mo knaccudukannu Yaitna-1Tei0) Hetr. PekoMeHaauu 1o 103MpoBaHUIO
npernapara cM. B pasjeie «Criocod nMpuMeHEHUs U 10361,

IToxaszaHusi K NPpUMEHEHHIO

B MuBa3uBHbIil acnieprusuies.
- Kanauaemus y naunenron 6e3 HEUTPOIICHUH.
- Tsbxenple nnBasuBHBIC Kanua03HbIC MHGekun (Bkmouas C. krusei).
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» Kanauio3 nuunieso/ia.

. Tsoxeneie rpuGkoBbie MHbekMH, Bei3BaHHBe Scedosporium spp u Fusarium
spp.

. Jpyrue Tshkenble MHBa3UBHbBIE IPUOKOBBIC HH(EKIIUH [IPH HETIEPEHOCHMOCTH

WK pepaKTEPHOCTH K JAPYTHM JIEKapCTBEHHBIM CPEJICTBAM.

. [IpodunakTuka «IMPOPBIBHEIX» TPHUOKOBBIX MHMEKIMIT y HAalMEHTOB CO
CHIDKCHHOM (QyHKIMEH MMMYHHOI CHCTEMBI, JIMXOpaJKOW W HelfTponenueil u3
TPYIIIBl  BBICOKOTO pPHUCKA (PELUIIMEHTHl TPAHCIIAHTAUU  TEMOIOITHYECKMX
CTBOJIOBBIX KJIETOK, ITALIMEHTHI C PELMIMBOM JIeiiKko3a).

. [TpodunakTrka MHBa3UBHBIX IPUOKOBBIX HHGEKIUIT Y TIAIIMEHTOB (B3pOCIIBIX
¥ Jereit crapme 12 JeT) rpynmbl BBICOKOTO PHUCKA, TaKUX KaK pPCHUITUEHTHI
TPaHCIJIAHTAlMK TEMOIIOITUYECKUX CTBOJIOBBIX KJIETOK.

[IporuBonoka3zanus

. [lpenmapar  Bopukonazon KaHoH  mnpoTHBOINOKazaH  HalMEeHTaM ¢
THIIEPYYBCTBUTEIBHOCTRIO K BOPHKOHA30JIY WIHM JIIOOOMY JApyroMy KOMIIOHEHTY
npernapara.

" OnnospemenHoe npumeHenue npenapata Bopukonazon KaHoH
CICAYIONMX  TpernaparoB  (cM. pasjgen  «BsaumojueiictBue ¢ ApyruMHu
JIEKapCTBEHHBIMU cpejicTBaMu» ): cyocTpathl n3opepmenta CYP3A4 - repbenaaun,
acTeMM30JI, NM3anpHa, I[MHUMO3MI MINM XUHWIMH; CHPOJIUMYC; pHUdaMIIUUUH,
kapbamasenuH M JUIMTeIbHO JedcTBytomue OapOutypatel  (¢penodbapOuran),
pudabytun; sdaBupens B Jo3ax 400 Mr W BBIIE OJMH pa3 B CYTKU (C
BOPMKOHA30JIOM B CTAaHJIAPTHBIX J103aX); pPUTOHABUP B BBICOKUX j103ax (400 Mr u
BBIILIC JIBA pa3a B CYTKH); aJIKaJIOM/IbI CIIOPBIHBH (IPrOTAMUH, JUTHIPOIPTOTAMUH),
apjsomecs cyoctpatamu nzodepmenta CYP3A4; 38epo6oit npoabIpsBICHHBIN

(uuykTop nuroxpoma Pyso m P-rimukonporenna).
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. IIpenapat Bopukona3sosn KaHoH npoTuBornokasaH J€TIM B BO3pacTe MIIaJIIe
3 et (Ju1s JaHHOM JIEKapCTBEHHON (HOPMBI).

C 0CcTOPOKHOCTBLIO

IToBbImeHHas 4yBCTBUTEIILHOCTD K JAPYTUM IpenapataM — IPOU3BOAHBIM a30JI0B.
Tsokenas  cTeneHb HEJAOCTAaTOYHOCTH (YHKIUM TICYCHH, TsDKelIas CTereHb
HEJ0CTATOYHOCTH QYHKIMU MTOYEK.

[Ipennapar Bopukonazon KaHOH cieayeT HpUMEHATB €  OCTOPOKHOCTBIO Y
MAaMEHTOB C IPOAPUTMUYECKUMU COCTOSHUAMM: BPOXKIACHHOE WIM ITPHOOpETEHHOC
yBenuyenue uHTepBana QT, kapamomuonatsi, B OCOOCHHOCTH C CepICUHOM
HEJI0CTaTOYHOCTBIO, CHHYcOBast OpajJuKapJus, HaJUYUe CHMIITOMATHYECKOM
apUTMHMH, OJHOBPEMEHHBIH IIPUEM IIPENapaTtoB, BHI3BIBAIOIIMX Y UIMHEHUE
unreppana QT. Takxe ciexyer cobmoaaTb OCTOPOKHOCTH INPU NPUMEHEHUH
npenapara Bopukonaszon KaHOH y IalMEeHTOB ¢ 3JIEKTPOJIUTHBIMU HAPYLIEHUSMH,
TaKMMH KaK: TUITOKAJIMEMUsl, THIIOMAarHUEMUs U THUITOKAJIbIIMEMHUS.

Ilpumenenue npu OepeMEHHOCTH M B IEePHOA TPYAHOI0 BCKapMJIHMBaHUS
JlocTatounoli HHGOpPMAIIMK O TPUMEHEHUH BOPUKOHA30J1a Y OEPEMEHHBIX KEHIIUH
HeT. B ucciaeoBaHusX Ha KUBOTHBIX YCTAHOBJIGHO, UYTO IIperapar oOKa3blBaeT
TOKCUYECKOE JEHCTBUE HA PEHPOAYKTUBHYIO (QYHKUUIO. BO3MOXHBIH pucK s
4eJIoBEKa HEM3BECTEH.

BopukoHa3zoi He cieayer NpUMEHATh OepeMEHHBIM JKEHIIMHAM 3a MCKIIIOUEHUEM
TEX CIy4yaes, KOrja 0)kKujiaeMas I10Jib3a JUlsi MaTepu sIBHO IPEBBLIIAET PUCK IS
io/a.

BriBe/leHne BOpHMKOHA30J7a ¢ TPyAHBIM MOJOKOM He wu3ydanock. Ha Bpewms
IpUMEHEHHUs TperapaTa rpy/IHoe BCKapMJIMBAHUE CJIEYET IIPEKPaTUTh.
JKeHMHBI penpoayKTUBHOTO Bo3pacTa IpU NPUMEHEHHUH TNpenapaTta BopukoHaszol

KaHoH J10JDKHBI UCITOJIB30BATh HAJCKHBIC MCTOAbI KOHTPAICIIIIUH.
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Cnocod npumMeHeHHs U 103bl

BHyTps, 3a 1 4 J10 €161 Wi cirycts 1 4 1mocie epl.

ITepen nauanom Tepanuu HEOOXOIUMO OTKOPPEKTHPOBAThH TAKUE JCKTPOJIMTHBIC
HapyIIeHUs], KaK TUIIOKaIMEeMHUs, TUIIOMarHUEMHUs U TUITOKAJIbIIMEMHs (CM. TaKXkKe
pazznen «ITobGouyHoe jeiicTBrey).

B3pocneie nayuenmeor

HasHauenue BOpMKOHA30jla ClIEAyeT HAYMHATH C BHYTPUBEHHOIO BBEJICHHS B
PCKOMCHyEMOM HaCBIIAIOUIEH J03bl, YTOOBI y)K€ B IIEPBBIA JeHbL JOOUTHCS
aJICKBaTHOM KOHILIEHTpAIUK B IUIa3Me KpOBU. BHYTpUBEHHOE ClleyeT NPOA0JIKaATh
KaK MMUHHUMYM 7 JIHEH, I10C/ic 4ero BO3MOXKEH I1epexo/l Ha IepopabHBIil IIpHeM
npernapara, Ipu yCJIOBHM, YTO IMAIMEHT CIOCOOEH NMPUHUMATh JIEKapCTBEHHBIC
CpEACTBa JUIsl TIpHeMa BHYTPh. YYHUTHIBas BBICOKYIO OMOJOCTYIIHOCTH Ipernapara
IPHU IEpopaIbHOM IPUEME, JTIOCTUTAIOLLYI0 96% (cM. pazen «DapMakoKUHETHKAY ),
IpU HAIMYUKU KJIMHUYECKHUX IOKa3aHUIl MOXHO IIEPEXOJUTh C BHYTPUBEHHOI'O Ha
1epopajibHOE IPUMEHEHHUE TIpenapara 6€3 KOppeKIUn J1035l.

B Tabimne npuseaena noapobHas uHdGopMalus 1o JJ03MpOBAHUIO0 BOPUKOHA301a:

Buyrpusenno | Buytpn

IMauuentsr | [lauuenTsl
C MaccoM | ¢ Maccom
Tesia 40 Kr v | Tes1a MeHee

OoJtee 40 kr
Hacelmaromast  j103a  —  Bce | 6 MI/KT He pexomen- | He pexomen-
1oKa3aHusl (1epBoie 24 4) Kax/aple 1294 | qyercs JIyeTcst

IoanepxkuBaromas 103a — Bce MoKa3aHUs (1MocJie nepBbIX 24 4)

Ilpodpunaktka  WHBa3UBHBIX | 3-4 mr/kr | 200 mr | 100 Mr
I'pUOKOBBIX uHpeKIuit y | KaxJble 12 yac. | kaxasle 12 u | kaxaeie 12 4
IIALMEHTOB (B3POCIBIX U JIETCit
crapme 12 jer) rpynmsl
BBICOKOTO pHMCKa, TaKUX Kak
PELMIIUEHTHI  TpaHCIIAHTAI[UH
IEMOIIOITUYECKUX  CTBOJIOBBIX
KJIIETOK / npoduIakTHKA
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«IIPOPBIBHBIX» rpUOKOBBIX

MHQEKIUH Yy  JTUXOpasaiux

I1alluEHTOB

WuBazuBHbll  acneprwmies /| 4 mr/kr | 200 mr | 100 Mr
UHEKIINH, BBI3BaHHbIC | Kaable 12 4. | kaxkasle 12 u | kaxaeie 12 4

Scedosporium spp. u Fusarium
spp. /  JApyrue  TsDKelNble

MHBA3UBHbBIE rpubKOBEIC

MH(EKIUN

Kanaunemus y nauuentoB 6e3 | 4 Mmr/kr | 200 Mmr | 100 Mr
NPOSIBJIEHUI HEUTPOIIEHUU Kaxaele 12 4. | kaxkable 12 u | kaxzasle 12 4y
Kanauno3 numesoaa He 200 mr | 100 MT

YCTaHOBJIEHO Kaxzaele 12 u | kaxzasle 12 9

IToodop 00361 012 npuema eHympsb: TIPU HEJLOCTATOUHOM 3P PEKTHBHOCTH JIeUueHUS
oJyiepXKuBaronas j1o3a npenapata Bopukonaszon KanoH st npuema BHYTpb
MoxkeT ObITh yBenmdeHa ¢ 200 mr kaxasle 12 u jgo 300 mr kaxasie 12 4. Y
IAMEHTOB ¢ Maccoii Testa MeHee 40 Kr j103a MoxeT ObITh yBenuueHa co 100 Mr j1o
150 mr xkaxzaeie 12 4.

Eciu nmauuenT He nNepeHoCuT npenapart B BBICOKO#t go3e (300 Mr kax/sie 12 4), To
I10/I/IEPAKUBAOIIYIO J103Y Ul IIpUEMa BHYTPb ITOCTEIIEHHO CHUIKAIOT € 1maroM 50 mr
10 200 Mr kaxaeie 12 4y (U1 nmanueHToB ¢ Maccoit tena Menee 40 kr - 10 100 mMr
KaxJipie 12 ).

JUINTEIBHOCTE JIEYEHUS JIOJDKHA OBITh Kak MOXXHO KOpOY€ B 3aBUCHUMOCTH OT
KIMHUYECKOTO A deKkTa U pe3yiabTaToB MHUKOJIOTHYECKOTO HCCIETOBAHMS.

JUIMTENBHOCTS JIeYeHUs He J0/bKHA TpeBbIarth 180 JjHeit.
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IIpogpunakmuxa y é3pocivix u demeii

[IpodumakTnyeckoe npuMeHeHHEe Tperapara cjieAyeT HauuHaTh B JICHb
TPAaHCIUIAHTALUU U MOXHO 1poaospkarh 10 100 aueit. [TpoammTs npoduiakTuky 10
180 jmHei mocye TpaHCIUIAHTAMM MOXKHO TOJIBKO M CJIydae IPOJIO/IKEHUS
MMMYHOCYIIPECCUBHOM TEpalvy WM pa3sBUTUs PEAaKUUH «TPAHCIUIAHTAT MPOTHUB
xo3suHay (TITX).

besonacnocTs 1 3G GEeKTUBHOCTE BOPUKOHA30J1a TIpH npumeHennu Gosee 180 auei
B KIIMHMYECKUX MCCIJIEJOBAHUAX HaLIEKAIMM 00pa3oM He U3Y4allnCh.

PexXUM 103MpoBaHUs ¢ 11eJbI0 NPOPUIAKTUKHI TAKOM K, KaK U C 11eJIbIO JIeYeH s B
COOTBETCTBYIOIUX BO3PACTHBIX IPYIIax.

Hapywenue ¢hyrnkyuu nouex

Koppekuuu 10361 BopukoHa3oa Juist IpHeMa BHYTPh Y MAIMEHTOB C JIETKOH MK
TSDKEIJION CTEINEHBIO HapyIeHUs QYHKIHU 1T0YeK He TpedyeTcs.

Hapywenue ¢ynxyuu nevenu

[Ipy OCTpOM TOBpPEXKJIACHUN TEUCHHU, TPOSBISIONIEMCS TTOBBIINIEHHEM aKTHBHOCTH
«T1€YEHOYHBIX) TpaHCaMUHa3: aJlaHMHaMUHOTpaHcepasbl (AJIT),
acriapraramuHoTrpancdepassl  (ACT), koppekuwst 103bl  He TpeOyercs, HO
PEKOMEHJIYETCs TIPOI0JIKATh KOHTPOJIb 32 MOKa3aTeIIMU QYHKIUH [TEYCHH.
[TarenTam ¢ JIEKUMM WM CPEIHETSDKEIBIMH HApYIIEHUAMU (DYHKIIMH TI€YeHH
(kmaccel A v B o knacenduxaunu Yaitna-11st0) cregyer HazHayath craHiapTHYIO
HACBIIAIONIYIO JI03Y BOPMKOHA30J1a, a 110/UIeP)KUBAIOIILYIO /103y CHIKATh B 2 pasa.
[TanmenTaM ¢ TsKesnoi creneHbto HapyiueHus GyHkumu nedenu (kinace C 1o
kinaccuukanuu Yaiina I1si0) npenapar Bopukonaszon Kanon cienyer HasHavyaTh
TOJIBKO B TEX CIIyYasiX, KOIJla 0)KujaeMas 10Jb3a MPEeBBIIIaeT BO3MOKHBINA PUCK, U
II0JT IOCTOSIHHBIM KOHTPOJIEM C LEIBIO BBISABJICHUS TIPU3HAKOB TOKCHYECKOIO
JICHCTBUSA TIperapara.

Hoowcunvie nayuenmor

Koppekuus 10351 y MOXKHIBIX MALHEHTOB He TpebyeTcs.
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IIpumenenue y oemeii

ITpenapat B Buze TabsieTOK Ha3HAYAIOT JAETAM B TOM CiIydae, eclii peOeHOK MOXKET
rJa0TaTh TabJIETKH.

Pesicum oosuposarus eopukonasona y oemeil (6 eozpacme om 3 (011 Oannou
nekapemeenHoll gpopmur) 0o 12 nem) u noopocmkoé 6 eéospacme om 12 0o 14 nem u

maccott mena menee 50 ke:

BuyTtpuBenHo BuyTtpsn
Hacbimaromas no3a 9 Mr/kr He pexomenayercs
(nepBble 24 4) Kaxble 12 4.

IMopnep:xkuBaromasi jgo3a (mocie |8 Mr/kr 2 pasza B |9 MI/Kr aBa pasa B
nepBbIX 24 4) CYTKH CYTKH
(MakcumaipHas
no3za 350 mr gaBa

pa3a B CyTKH)

Tepanuio pekoMeH/lyeTcsl HaYMHATh ¢ BHYTPUBEHHOIO BBEJICHUSI BOPUKOHA30J1a, a
BO3MOXKHOCTE II€popabHOro ImnpuemMa npenapara Bopukonaszon Kanon ciexyer
paccMaTpuBaTh TOJBKO I10CJI€ KJIMHUYECKOIO YIYYHICHUS M BO3MOXHOCTH
MalueHTa IpUHUMATh IIepopajbHBIE JIEKApCTBEHHBIE cpejacTtBa. Crueayer
NPUHUMATE BO BHUMAaHHWE, YTO BO3JCiCTBHE BOPUKOHA30J1a IIPU BHYTPUBEHHOM
BBCJICHUU B J103€ 8 MI/KT IpUOIN3UTENIBLHO B JIBa pa3a BBILIE, YEM IIPH IPUMEHEHUH
- BHYTPb B J103€ 9 MI/KT.

dapMakKOKMHETHKA U IIEPEHOCUMOCTE O0Jiee BHICOKHMX /103 BOPMKOHA30J1a Y JIETEH
HE U3Y4aJIHCh.

Pexomenoayuu no npumenenuio eopukonasona y oemeii 0aromcs HA OCHOSAHUU
UCCNe006aHUll €20 NPUMEHEHU 6 hopme NOPOULKA O NPUOMOBIIEHUs. CYCNeH3UU
011 npuema 6Hympb. BUOYKBUBAIEHTHOCTH BOPHKOHA30/1a B popMme Mopomka Juis

IPUTOTOBJICHUA CYCIICH3UM JUIS TIpHEMa BHYTPb U TadJICTOK MPH NMPUMEHEHUH Y
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JleTel He u3yvasach. YUUTHIBas, UTO Y JETei 3aMe/UICHO IPOXOKACHHE ITHIIN Yepes
KEITYJIOYHO-KHUIIICYHBIH TPAKT, BIIOJIHE BEPOATHO, YTO BCAChIBAHME BOPHKOHA30JI1a
IpH 1pueMe BHYTpb Oy/IeT MHBIM, 4eM Y B3pociblX. [IpiMenenne BopukoHaszosa y
Jeteit B Bo3pacte oT 2 110 12 et ¢ HapymieHusMU QYHKIIMU [T€YEeHU WIIH TI0YEK He
U3y4ajoch.

Y noopocmxoe (6 éo3pacme om 12 0o 14 nem ¢ maccoit meaa 50 k2 unru 6onee; om
15 00 18 nem ene 3asucumocmu om maccet meaa) BOPUKOHA30J1 JIO3UPYETCS TAK XKeE,
KaK JUIs B3pOCIIBIX.

Koppexyus oo3er: 11pu HeaJleKBaTHOM KJIMHUYECKOM OTBETE MAllMeHTa, 10338 MOXKET
ObITh yBenuMdeHa ¢ marom 1 Mmr/kr (wim S0 Mr B ciyyae, e€clM HM3Ha4albHO
MPUMEHSIM MaKCUMaIbHY0 103y 350 Mr). Eciin peOeHOK He IepeHOCHT Tepanuio B
Ha3HAYEHHOI J103€, €€ cile/lyeT CHU3HUTH ¢ marom 1 mr/kr (v 50 mr B cirydae, eciiu
M3Ha4YaJIbHO MIPUMEHSIIN MAaKCUMAJIBHYIO 1TepopalIbHY IO 103y 350 Mmr).

ITo6ounoe aeiictBue

Jlanneie 0 6€30MMacHOCTH BOPUKOHA30J1a OCHOBAHbI HAa pe3yJibTaTaxX MCCiIed0BaHUs
oonee uyem 2000 wyenosek (1655 manuMeHTOB, NPUMEHSAIOIIMX BOPUKOHA30J B
neyebHBIX weaax u 279 ¢ npoduaakTHYECKON 1eNblo), TPEACTaBICHHBIX
reTeporeHHoM nomyJjsiuei (manuenTsl co 3J10Ka4€CTBEHHBIMU
HOBOOOpasoBaHuAMH KpoBH, BUU-unduuupoBanHble NalMEHTHl C KaHIAI030M
nuuEeBoja M pedpakrepHbIMU  TpUOKOBBIMU  MHOEKIMSIMH, TalUeHTH  0Oe3
HEHUTPOIIEHUH € KaHJAMJEMUEH WM acleprujiie3oM, a TakXKe 3710pOBHIC
JI0OPOBOJIBLIE).

HaubGonee pacnpocTpaHeHHBIMH — HEXKEIATEIBHBIMH  PEAKIMAMH  SBJIAIOTCS
HapyIICHUSA CO CTOPOHBI OpraHa 3peHus, OTKJIOHEHHE OT HOPMBI pE3yJIbTaTOB
GyHKuMOHANBHEIX NPo6 IEYeHH, JTMXOpajKa, CBIlb, PBOTA, TOIIHOTA, JAUapes,
rojoBHas 00ib, nepudepuyeckue oTeku, 6OJIb B IKUBOTE U yrHETECHUE JBLIXaHMUS.

Hexenarensnple peakuuu 0OBIMHO OBUIM JIETKO WJIM YMEPEHHO BBIPAKEHBL.
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Kiunuyecku 3Ha4uMOii 3aBUCUMOCTH O€3011aCHOCTH IperapaTa OT BO3pacTa, pachl
WJIK T10J1a HE BBISIBIICHO.
Knaccuduxanus BO3 yactoTs! pazButis no6ouHbIX 3¢ HEKTOB:

o4yeHb yacto > 10%:;

4acTo > 1% u < 10%;
HEYacTo >0,1%u < 1%;
pEeaKO >0,01% un < 0,1%,

oueHsb peako < 0,01%,
4acTOTa HEU3BECTHA - HEBO3MOXKHO OIPE]CIUTh YacTOTy Ha OCHOBAHUH
UMEIOLINXCS JaHHBIX.

Hapvwenus co cmoponwt cepoya

yacmo — HaJPKEIyJ0YKOBasi apUTMMs, TaxukapAus, Opaaukapiaus; xevacmo —
GuOpUUISAIMSA  KEITYyJOYKOB, KEJIYyJA0YKOBass HSKCTPACHUCTOJIMS, IKEIyJT0YKOBas
TaxuKap/us, HaJUKEITy I0UKOBas TaXUKap/IUs; peOKo — apUTMUS 110 TUITY «ITHPYITY,
[OJIHAsl aTPUOBEHTPUKYJIsspHas Osiokana, OGJokaja HOXKKM myuka ['uca, y3inoBbIE
apUTMHUHU.

Hapywenus co cmoponvl cocyoos

yacmo — apTepualibHas ruIoTeHsus, Gpaedur; neuacmo — Tpom60¢pIeOUT.

Hapylueuuﬂ CO CMOPOHbL KpOoBU U JllL’Hd)alnll'leCKOﬁ cucmembl

yacmo — arpa”yJaouuTo3 (Bkitovast GeOpuiabHy0 HEHTPOIICHUIO U HEHTPOIICHHUIO),
MaHIUTOIICHUS, TPOMOOIIUTOTICHHS (BKITIOUAs UMMYHHYIO
TPOMOOLIUTOIIEHUYECKYIO TYPITYpYy), aHEMUs, Hewacmo — JENpeccus KOCTHOIO
Mo3ra, JIEHKOTICHHUS, mMaaeHonaTus, 303UHO UM, CHH/IPOM
JMCCEMUHUPOBAHHOTO BHYTPUCOCY IUCTOTO CBEPTHIBAHUS.

Hapyuwienus co cmoponsl HepeHol cucmemvl

O4YeHb Yacmo — TOJIOBHAasI 60HB; vacmo — CHHKOIIa, TpEMOp, TapeCcTe3usl,
COHJINBOCTB, TOJIOBOKPYXXCHHUEC, CYAOpOIrd, HUCTAIrM, Hewacmo — OTEK I'OJOBHOT'O

MO3ra, 3Hue¢anonamx, SKCTparnmpaMuIHOC paCCTPOﬁCTBO, nepu@epnqecxaﬂ
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HellponaTusi, aTakCus, TIMIECTEe3Us, JUCTeB3Us  (HApYIIEHHE  BKYCOBOI'O
BOCIIPUATHA); peoko — IedeHouHas sHuedanonatus, cuaapom 'nenna-bappe.

HapymeHu;z CO CMOPOHbL OpeaAHAa 3PEHUs

OueHb yacmo — HapylmeHus 3peHuss (B TOM YHCIE HEYETKOCTh 3pEHHMS,
3aTyMaHeHHOe 3peHue, (oTododus, XIJIOpONCHs, XPOMATOICUs, CBETOOOS3HB,
IIBETOBAs CJIENOTA, IMAHOIICUS, HAJIMYKE B T10JI€ 3PEHUS Pa/ly KHBIX KPYTrOB BOKpPYT
MCTOYHUKOB CBETa, HOYHAs CJIernoTa, OCHUIUIONCHs, (OTOICUSA, MeplaTeiabHas
CKOTOMa, CHUXKEHUE OCTPOTHI 3pEHUS, 3pUTEIIbHAS APKOCTh, IehEKT M0JIeH 3peHus,
[UIaBAOIME IIOMYTHEHUS CTEKJIOBWJIHOTO Tejla M KCAaHTOINCUS;, uacmo —
KPOBOM3IMSAHUE B CeTUaTyro 00O0JIOUKY IJia3a; Heuacmo — HEBPUT 3PUTEIHLHOIO
HEpBa, OTEK COCKa 3PUTEILHOI0 HEpBa, OKYJIOTHUPHBIH KPHU3, CKICPUT, JUILIONHUS,
Onedaput; pedko — atpodus 3pUTEIBHOTO HEPBA, IOMYTHEHHE POTOBHUIIHI

Hapytuesz CO CMOPOHbL OpeaHAa cayxa i eecmu6wzﬂpnoeo annapama

Heyacmo — BEPTUT'O, THITIOAKY3Hs, IIIYM B yIIax.

Hapyutenus co _cmoponvl _OvixamenvHoU cucmemvl, op2aHo8 _2pyOHOU KIemKU U

cpeoocmenus

OueHb Yacmo — YTHETEHWE JIbIXaHWs; Yacmo — OTEeK JIETKUX, OCTPBIi
pecrupaTopHbIil IUCTPECC-CUHAPOM.

Hapvuteuu;z CO_CIMOPOHBL AHCENYOOUHO-KUULEYHO20 MPAKMA

OYeHb Yacmo — TOIIHOTA, PBOTa, jauapesi, 00Jib B KUBOTE;, yacmo — XEHIuT,
JUCIIETICHS, 3a110DP; Heuacmo — IyOJICHUT, TJIOCCUT, TAHKPEATUT, OTEK SI3bIKA.

Hapywenus co cmoponvl nouex u MOUe8bIBOOAUUX Nymell

yacmo — OCTpas IoducHHass HEAOCTATOYHOCTL, IréMaTypus; Heuacmo — HCKpPO3
I[TOYCUHBIX KaHAJIBIEB, ITPOTCUHYPUS, HC(I)pI/IT.

Hapywenus co cmoponsl KodHcu 1 ROOKONCHBIX MKAHEU

OYeHb Yacmo — CHIIb; Yacmo — HKCHOTMATUBHBIN JEpPMATUT, alONEIUs, KOXKHBIH
3yJl, MakyJlonanyjie3Has Cblllb, Jpurema; wHewacmo — cungapom CTuBeHca-

llxconcona, (bOTOCCHCl/IfSPIJII/IBaHHH, KpalliBHHIIA, 9K3€Ma, TOKCUYCCKUHI
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SMUACPMAIBLHBIN HEKPOJIN3, aHTHOHEBPOTUYECKUI OTEK, MyJIbTUMOphHAsE 3pUTeMa,
ncopuas, aJICprUYecKii JepMaTuT, IypIlypa, Taryie3Has Chillb, MakyJspHas
CBIllb, peoko — ICEBAONOPQUPUS, CTONKas JICKAPCTBEHHAs 3pUTEMa; uacmoma
Heussecmua — KoxHas GopMa CUCTEMHOM KPacHOM BOTYaHKH.

Hapywernus co cmoponbl onopHo-0eucamenbHo2o annapama 1 coeOuHUmMenbHOl

mKaHu
yacmo — 00JIb B CIIMHE; Heyacmo — apTpUuT; vacmoma HeuszeecmHa — IIEpUOCTUT.

Hapywenus co CIMOPOHbL 3H()OKDIIHHOI7 CUcmembl

Hewacmo — HCAOCTATOYHOCTH KOPbI HAAMNOYCYHHUKOB, THIIOTHPECO3; pedxo -
FHIICPTUPCO3.

Hapyvwenus memabonruzma u numanus

OY€Hb HaAcmo — nepmbepnqecme OTCKH, Yacno — I'HIIOKAJIUCMU, THIIOTJIMKEMUS,
FUIIOHATpUECMUA (BBI}IBﬂeHO B ITOCTPETHUCTPAIITMOHHBIX HCCHC}IOBaHHﬂX).

Hupexyuu u uneazuu

Hacmo — CHUHYCHUT, TaCTpOSHTCPUT, TUHTUBUT, Hevacmo — HCCB,IIOMCMGpaHOBHBIﬁ
KOJIUT, JlPlM(l)aHI‘I/IT, [ICPUTOHMUT.

Obuwue paccmpoiicmsea u HapyuleHUus 8 Mmecme 86e0eHUs

O4eHb Hwacmo — JIMXOpajKa; yacmo — 03H00, acTeHus, 00JIb B IPYJIHON KIIETKE,
TPUIITIIONIOA00HOE 3a60IeBaHUE, OTEK JINIIA (BKIOUAs IEPHOPOUTANILHBIN 0TEK, OTEK
ry0 W OTeK pTa); Heuacmo — peakus/BOCIaJIeHUEe Ha MECTE UHLEKIUH.

Hapyluemw CO CMOPOHbLL UMMYHHOU CUCIEMDbL

Heuacmo — ajIepruYecKue peakiuu; peoko — aHaGpUIaKTOMIHBIC PEaKIIUH.

Hapyuteuwz CO CMOPOHbL 28’10"10611/11!00]4017 CUcmemMbl

OUYeHb 4acmo — OTKIIOHEHMSI OT HOPMBI pe3yJIbTaTOB (yHKIIMOHAIBHBIX IIEYEHOYHBIX
TECTOB (1MoBkIIIIEHKE aKTHBHOCTH acriapraTaMHHOTpaHchepassl,
aJlaHUHAMUHOTpaHcepassl, 11EJT0YHOU docdarasmr, ramma-
rIyTaMuITpancdepashl, JIaKTaTAErHAPOTeHaskbl, THIIEpOUINPYOUHEMHS); vacmo —

KEJITyXa, XoJIeCTaTu4vecKas KCITyXa, TCIaTUuT, Hewacmo — XOJICHUCTHT,
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XOJIC/IMTHA3, YBCIIMYCHUC IICYCHHU, ITECYCHOYHAS HEJOCTATOYHOCTh.

Ilcuxuueckue paccmpoiicmea

yacmo — TalUIIOLUMHAIUKU, JIepeccusi, TpeBora, OECCOHHULA, aXUTalus,

CITYTAaHHOCTH CO3HAHMUA.

Hosoobpazosarus ()06DOKalleCl718€HHbl€, 3/I0KAYEeCnI6eHHble U HEeYMOYHEHHble

H08006Da3080Hll}1 (8107)01{61}? Kucnmiol U HO.’Tllnbl)

yacmoma HeuzeecmHa — 1MJ10CKOKJICTOUYHbBIN paK KOXH.

Heeneooearnus

HYacmo — IMOBBIICHUEC KOHICHTpAllUU KpCaTUHHHA B KPOBU, Hevacmo — YAJIAHCHUC
HUHTEpBaJia QT Ha 3JICKTpOKapInorpaMMe, IOBBIIICHUE KOHICHTPpAalluH MOYCBUHEI B
KpOBH, ITOBLIIICHUEC KOHICHTPAIIUHU XOJICCTCPHUHA B KPOBH.

llobounoe Oeiicmeue npu npumeHeHuu y Oemeil. OBUIO YCTAaHOBJIEHO, YTO

HexelaTelbHele 3G GdeKkTsl npenaparta y jgered B Bo3pacte oT 3 (I JaHHOM
JIeKapCTBEHHOM (opmel) 10 12 €T aHaJOrMYHbl TAKOBBIM Y B3pOCIbIX. Y Jerel
HaOmoj1anace 0oJiee BBICOKAs 4YacTOTa IOBBIMIEHUS AKTUBHOCTH I1€YEHOYHBIX
¢epmeHTOB. B X0/€ NMOCTpErMCTpallMOHHBIX MCCIIEI0BAHUN BBISIBICHO Pa3BUTUE
naHKpeaTuTa y JeTeil Ha (oHe TepalMu BOPUKOHA30JI0M, a Takke Ooliee yacroe
BO3HUKHOBEHHE KOJKHBIX pEaKIIMii.

[Tepeno3supoBka

M3BecTHO 0 Tpex ciyyasx ciiyyalHO# nepelo3upoBKU. Bee ynomsHyThie ciryyau
IIPOU30IIN Y J€TeN, KOTOPHIM BHYTPUBEHHO ObliIa BBEJEHA J103a BOPUKOHA30J1a, B
ATH pa3 MPEBHIIAIOIIAs PEKOMEHIOBAHHY1O.

Hmeerca cooluenne o eauHUYHOM citydae GoTododuu, MmpooKUTETBHOCTHIO
10 MunyT.

AHTHIOT BOpPMKOHAa30jla HEM3BeCTeH. B ciyyae nepeo3UpOBKM MOKa3aHa

CUMIITOMAaTH4YCCKasa U MOJJACpXKUBaroIas Teparums.
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BopukoHa3oi1 BEIBOJUTCS B X0JI€ TeMo/iranu3a ¢ kimpencoM 121 ma/mun. B ciyqae

MEPCAO3UPOBKU rEMOIUATIN3 MOXKET CIOCOOCTBOBATH BHIBEACHUIO BOPUKOHA30JIa U3

OpraHusma.

B3aumopeiicTBue ¢ APYIrUMH JIEKAPCTBE€HHBIMH CPEeACTBAMH

HWurubéurops! uim uHAYKTOpH H30hepMeHToB uToxpoma Pyso (CYP2C19, CYP2C9

n CYP3A4) MoryT BBI3BaTh, COOTBETCTBEHHO, IIOBBIIICHUE WU CHH)KECHHE

KOHIICHTpAallU BOPHUKOHA30Jia B IJIa3M€ KPOBH.

BopukoHa3o1 UHrHOUpPYeT aKTUBHOCTE N30 epMeHTOB IIuToXpoMa Pyso - CYP2C19,

CYP2C9 u CYP3A4, - 1 MOXET MOBBIIIATH [JIa3MEHHbIE KOHUEHTPALUU BEIICCTB,

KOTOpbIE METAOOIN3UPYIOTCS € yHacTHEM U30(EepMEHTOB LIUTOXpoMa Pyso.

B3aumoeiictBue BOpHUKOHa30Jla C APYruUMH JICKAPCTBCHHBIMHU CpCACTBAMU U

pE€KOMEHJalluu ITpHU O JTHOBPEMEHHOM IIPpUMEHCHUH 1IPE/ICTABJICHBI B TabJIMIE HUXKE:

e

7

—

JlekapcTBeHHOe B3aumopeiictBue: wu3MeHeHusi | Pekomenaanuu  npu
cpeacTBO (MeXaHU3M | (papMaAKOKHHETHYECKHX O/IHOBPeMEHHOM
B3aHMOJIEHCTBHSA) napametpos (%) NpUMEHEeHHH
ActemMu3onn, B3aumojeiictBue He u3ydanock, | [I[poTuBomnokasano
au3anpuj, MUMO3UM, | OJHAKO CYIIECTBYET BBICOKas
XUHUJIUH U | BEPOSATHOCTB, YTO ITOBBLIIIEHHbIE
TepdeHa HuH KOHUEHTPALUU JIaHHBIX
[eyocmpamu JIEKApCTBEHHBIX CPEJICTB MOTYT
npogepmenma IPUBECTH K YJUIMHEHUIO
CYP3A44)] untepana QT. u B peakux

ciyydasix BO3HUKHOBEHUIO

XKEJIyJJOYKOBOI TaxUKapJAuH 110

THUILY «ITUPYIT»
Kapbamazenun u | BsaumojelictBue He usyvanocs, | [IpotuBornokasano
JUTUTEJILHO 0JIHAKO kapbamazenuH "
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JACHCTBYIOIHNE JUIMTEIIHHO JCHCTBYIOLINE
OapbutypaTs! OapOuTypaThl, BEpOSITHO, MOTYT
(Hanpumep, 3HAYUTETBHO CHMKATh
benobapburan, IIa3MEHHBIC KOHLIEHTpaLUH
mMedobapOuTai) BOPUKOHA30/1a

[MmowyHbIe

UHOYKMOPbI

yumoxpoma P450)]

Ddasupens

(HEHYKJICO3UIHBIi
UHTUOUTOp 0OpaTHOM
TPAHCKPUIITA3bI)
[unoykmop
yumoxpoma Pysp;
uHeubumop u
cybecmpam
uzogepmenma

CYP3A44]

OjHOBpEeMeEHHOE
IIPUMEHEHUE
s¢aBupeHsa B J103e
400 Mr oMH pa3 B
CYTKH H
BOPUKOHA30J1a B 103€
200 mr aBa pasa B

CYTKH *

Chmax 20aBupensa T 38%
AUCrt a¢daBupensa 1 44%
Cinax BOprKOHa3osa | 61%

AUC, Bopukonazona | 77%

IIpumenenne

CTaH/1apTHBIX 1103
BOPUKOHA30J1a u
sdaBupeH3a B J03¢

400 mr oauMH pa3 B
CYTKH

IIPOTHUBOIIOKA3aHO.

20
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O/1HOBpeMEHHOE
npumenenue 300 mr
s¢aBupeH3a oAuH pa3
B CYTKHU U
BOPHKOHA30J1a

400 mr gBa pasa B

B cpaBHeHuu c 3paBupeH3zom
600 mMr oiMH pa3 B CyTKHU:
Crmax 2daBupeHsa <

AUC, adasupensa T 17%

OpxHoBpeMeHHOE
IpUMEHEHHE
BO3MOXKHO, eciu
I0JUIepXKUBAIOIAs 1032
BOpUKOHa30s1a  Oyaer

noBeitieHa Jjo 400 mr

CYTKHU B cpaBHeHMM ¢ BOpMKOHA30JI0M | JiBa pa3a B CyTKH, a 1032
200 mr aBa pasza B CyTKHU: spaBuUpeH3a CHIXKEHA
Cumax BopukoHazona T 23% 0o 300 Mr oauMH pa3s B
AUC, Bopukonazona | 7% cytku. Ilpm ormene
Tepanun
BOPUKOHA30JI0M,
HayvajbHas J103a
sdaBupeH3a  JI0JDKHA
OBITH BOCCTAHOBJICHA.
AJKaIou1bl B3aumopeiictBue BopukoHa3zosa | [IpoTuBorokasano
CIIOPBIHBH C  aJKaJOWJaMH  CIIOPBIHEM
(Hanpumep, (aproTaMuHOM "
HProTaMHUH U JUTHIPOIPTOTAMUHOM ) HE
JUTHAPOSPrOTaMUH) | H3y4yaloCh, OJHAKO CYUIECTBYET
[cyb6ecmpamei BBICOKAss  BEpPOATHOCTb,  4YTO
usogepmenma BOPUKOHA30] MOXXET BBI3HIBATH
CYP3A44] ITOBBIIIICHUE KOHIIEHTpaLMii
JIaHHBIX [penapaTtoB B I1J1a3Me
KPOBH U IIPUBOJAUTH K DPrOTU3MY.
Pudabytun Cinax BOpuKOHa3ona | 69%
21
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[Mowynwrit  unoykmop | AUC, Bopukonaszona | 78%

yumoxpoma P450) Cmax pudadytuna 1 195%

300 mr oxun pas B | AUC; pudalGyrtuna 1 331%

CYTKH ITpoTuBOINIOKa3aHO

300 mr ouH pa3 B B cpaBHeHHM C BOPMKOHA30J0M

CYTKH (11pH 200 mr aBa pasza B CyTKH:

0/IHOBPEMEHHOM Crax BopukoHnasona T 104%

IIPUMEHEHHUH C AUC, Bopukonazoina 1 87%

BOpUKOHa30J10M 400

MT JIBa pa3a B

CYTKM)*

Pudammuumn (600 mr | Cpax BopukoHazona | 93% ITporuBorokaszano
OJIMH pa3 B CYTKH) AUC, Bopukonasona | 96%

[Mowmerit  uHoykmop

yumoxpoma Pys)

Puronasup

(uarubuTop mporeas)

[Mownvril  unoyxmop

yumoxpoma  P450;

uHeubumop u

cybempam |
uzoghepmenma ‘
CYP3A44]

Bricokue 10361 | Cpax AUC; putoHaBupa < OJIHOBpEMEHHOE

(400 mr pgBa pasza B | Cpax BopuKOHa30J1a | 66% IIPUMEHEHUE

CYTKH) AUC, Bopukonasoina | 82% BOPUKOHA30/1a 7

22
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Huskue 103wl (100 mMr

JIBa pasa B CyTKH)*

Cumax puTOHaBUpa | 25%
AUC, puronasupa | 13%
Cmax BopukoHasosa | 24%

AUC, Bopukonasoina | 39%

BBICOKHUX 103
puronasupa (400 mr u
BBIILIE /{BA pa3a B CyTKH)

ITIPOTUBOITOKA3aHO.

[Ipumensts
O/THOBPEMEHHO
BOPUKOHA30J1 "
pUTOHABUpP B HU3KHUX
jo3ax (100 mr 2 paza B
CYTKH) CIIEJIyET JIUUIb B
TOM  cllyyae, €ClH
oXKuJaemas I110Jib3a OT
npueMa BOPHKOHA30J1a
3HAUYUTEIILHO

IMPEBBIINIACT PUCK OT UX

COBMECTHOTO
IIPUMEHEHUS.

3Bepoboit CoruacHo JaHHbIM | [IpoTuBOIIOKa3aHo

IPOABIPSIBIICHHBIH HE3aBHUCHUMOT0 UCCIEIOBAHUS:

[unoykmop AUC... BopukoHasona | 59%

yumoxpoma Pyso u
P-2nuxonpomeunal
300 mr Tpu pasza B
CYTKH
(0THOBpEMEHHOE

NpUMEHEHHE c
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OJIHOKpATHOMU 1030

BOPHKOHA30J1a

400 mr)

DBEpOIMUMYC B3aumojeiictBue He u3ydanoch, | OJHOBpEMEHHOE

[ey6ecmpam 0JIHaKO BOPMKOHA30J1, BEPOSATHO, | IPUMEHEHUE HE

uzogepmenma MOXKET 3HAYMTENILHO II0BBIIATH | PEKOMEH 1y ETCs, TakK

CYP3A44 u IJ1a3MEHHBIC KOHLICHTPALIMK | KAK  O0XKHUJIAETCS, YTO

P-2nuxonpomeunal HBEPOJIUMYCa. BOPUKOHA30.1
3HAYUTEILHO
MOBBIIIIAET
KOHIICHTPAIIHIO

HBEpOIMMYyCa B IUIa3Me
kpoBu. Ha  jgaHHBIN

MOMEHT HEC€ HMCCTCA

JIOCTATOYHOM
MHpOpMaIH JUIst
pEKOMEH 1IN 1o
KOPPEKIHHN pexuma
JI03UpPOBAHUSL.

®aykonazon (200 mr
OJIVH pa3 B CYTKH)
[uneubumop
uzoghepmenmos
CYP2C9, CYP2CI9n
CYP3A44]

Crnax BopukoHnasona 1 57%
AUC, Bopukonazoisa T 79%
Usmenenusi Cnax u AUC,

¢irykoHa30J1a HE YCTAHOBJICHBI

[Toaxomdammin  pexum

KOPPEKIIUH JI03Bl W/WIIN

4aCcTOThI npuema
BOPMKOHA30J1a "
¢iykonasosna HE

ycTraHoBjeH. B ToMm
ciydae, eciu

BOPHKOHA30I1
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IIPUMEHSETCA nocie
¢dykoHasona,
PEKOMEH,1yeTCs
IIPOBO/IUTH
TIIATEJIBHBII KOHTPOJIb
HEeXeJlaTelIbHBIX

peaxkiuii, CBI3aHHBIX C

IIPUEMOM
BOPUKOHA30J1a.

denuronn

[eyocmpam

uzoghepmenma

CYP2C9 u mowynwii

UHOYKmMOp

yumoxpoma P450]

300 mMr oaumu pa3 B | Cpnax BopuKoHa30Jia | 49% Cnenyer u3berarhb

CYTKH AUC, BopukoHasoia | 69% 0JIHOBPEMEHHOTO

npueMa BOPHUKOHA30J1a
M ¢enuronHa, 3a
MCKIIIOYEHHUEM CITy4aeB,
KOrZla  1ojib3a  Juld
MalMeHTa IpEeBBIIACT
puck. Pekomenuayercs
KOHTPOJIUPOBATH
TUIa3MEHHBIE
KOHIIEHTpaIu

benuTonHa.
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