MUHUCTEPCTBO 3/IPABOOXPAHEHNA Poccnﬁcggg)ﬁ DEJIEPALIMU

MHCTPYKILIUA THACOBAH

[10 ME/IMIIMHCKOMY ITPUMEHEHHUIO JIEKAPCTBEHHOI'O TIPEITAPATA

BOPUJINO®

PerncrpaunoHHbIH HOMEP:

Toprosoe naumenosanue: BOPUJIMO®D

MexayHapoaHOe HENATEeHTOBAHHOE WJIH IPYNNIMPOBOYHOE HAMMEHOBAHHE:
BOPUKOHA301

JlexapcTrBenHasi popma: moduIIM3aT AJisi IPUrOTOBIIEHHS KOHIIEHTpATa JUIs [TPH-
rOTOBJICHUsI pacTBOpa /sl UH(Dy3ui

CocraB

1 d)J'[aKOH C HHOd)I/IJIPIBaTOM COACPIKHUT:

oeticmsyrowee sewjecmso: Bopukonason — 200,0 mr;

ecnomozamenvroe eewecmeo: beranexca cynbpoOyTHIAT HATPHs
cybhoOyTrnoBeId 3dup 6era-uuknonekcrpuna Hatpus - 3200,0 mr.

Onucanue: 6esas win moyTH Oelas NOpUCTasi Macca U JIMO(DUIN3HPOBAHHBIN 10-
POLIOK.

®apmakoTepaneBTHYECKAs FPyNa: MPOTUBOIPUOKOBOE CPEACTBO.

Kon ATX: JO2ACO03

®apmako/IOrH4ecKne CBOHCTBA

DapmakoouHamuxka

MexaHu3M JeUCTBUS:

BopukoHazon — NpoTUBOrpUOKOBBIN INpenapaTr LMIMPOKOro CIEKTpa ACHCTBHUS U3
rpYIIbI TPUA30J10B. MexaHu3M JIeiCTBUSI BOPHKOHA30J1a CBSI3aH C MHTMOMPOBaHHEM
rpuOKoOBOrO HUTOXpoMa Pysp, UTO sIBIsieTCS KIFOYEBBIM 3TAlloM OMOCHHTE3a 3pro-
crepona. Hakoruienue 14a-mMeTuncreposia KOppeaupyer ¢ MOCIeNyOIIeH moTepen
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3procreposa B KJIETOYHOH MeMOpaHe rpHOKOB, YTO 00yCIaBIMBaeT NPOTUBOIPHO-
KOBYIO aKTHBHOCTh BOPHMKOHA30J1a. BBLU10 NPOIEMOHCTPUPOBAHO, YTO BOPUKOHA30II
6oJiee CeIeKTUBEH B OTHOIIEHHUH IIUTOXpoMa P45y rpMOKOB, 4eM B OTHOLIEHUH pa3-
JWYHBIX ()EPMEHTHBIX CUCTEM LIUTOXpOMA P45 MIIEKOIHMTAIOIINX.

[ToJIOKUTENIBPHOM CBSA3M MEXIY CPEIHMMH, MAKCUMaJIbHBIMU M MHHHMAJIbHBIMH
3HAYEHUSMH KOHIIEHTPAIL[Md BOPHKOHA30Ja B IUIa3Me KPOBH M 3(P(YEKTHBHOCTHIO
npernapara B TepaneBTUYeCKUX HCCIIE0BAHUAX HE BBIABJIEHO, M 3TA B3aMMOCBS3b B
NpoUIAKTUIECKUX UCCIIEIOBAHUSAX HE U3y4asach.

dapMakoJMHAMUYECKU U (apMAKOKUHETHYECKUI aHAJIU3 JAHHBIX KIIMHHYECKHX
UCCIIEIOBAaHHM BBISBIJI MOJIOXKHUTEIBHYIO CBSI3b MEX/y KOHLIEHTPAlMEH BOPHKOHA-
30JIa B IUIa3Me€ KPOBH M OTKJIOHEHHEM OT HOpPMBbI OMOXMMHYECKHMX IIOKa3arejen
(GYHKIMK TIEYEHH, a TAKOKe 3pUTENIbHBIMU Hapy LIEHUSMHU.

In vitro BOpHKOHa30Jl 00JiafiaeT IMIKPOKUM CIEKTPOM MPOTHBOIPUOKOBOTO MeH-
cTBM: akTHBeH B oTHOImeHun Candida spp. (Bxmovast mrammbl C. krusei, yCTOR4H-
BblE K (pIyKOHA30J1y M pe3ucTeHTHbie wtaMMsbl C. glabrata v C. albicans), a Taxxe
obnagaer (GyHrMIMUIHONW aKTHUBHOCTHIO B OTHOIIEHHMM BCEX M3Y4EHHBIX LITAMMOB
Aspergillus spp. ¥ naTOreHHbIX TPUOKOB, CTABILIMX AKTyalbHBIMH B IOCJIEJHEE
BpeMsi, Biitouasi Scedosporium spp. wnu Fusarium spp., KOTOpble OIpaHHMYEHHO
YyBCTBUTEJIBHBI K CYIIECTBYIOLIMM MPOTHBOIPUOKOBBIM CPEICTBAaM.

Knuaudeckasi 3pPeKTUBHOCTD (C YaCTHYHBIM WUJTH TOJIHBIM OTBETOM ) BOPHUKOHA30J1a
ObLIa MPOIEMOHCTPUPOBAHA NMPH WHOEKIUAX, BBI3BAHHBIX Aspergillus spp., BKIO-
vas A. flavus, A. fumigarus, A. terreus, A. niger, A. nidulans, Candida spp., BKIo-
vas C. albicans, C. glabrata, C. krusei, C. parapsilosis v C. tropicalis, a Takxe B
OTHOIIIEHHH orpaHudeHHoro yucna mrammoB C. dubliniensis, C. Inconspicua u C.
guilliermondii, Scedosporium spp., Bkodas S. apiospermum, S. Prolificans n
Fusarium spp.

Jlpyrue rpuOKoBble HHEKIMH, TPH KOTOPBIX MPHUMEHSJICSI BOPMKOHA30J1 (MHOTJa ¢
YaCTHYHBIM MJIM TOJHBIM OTBETOM) BKJIIOYAIH B ce0si OTHeNbHbIE Cilyyau HHGEK-
1WA, BBI3BaHHBIX Alternaria spp., Blastomyces dermatitidis, Blastoschizomyces cap-

itatus, Cladosporium spp., Coccidioides immitis, Conidiobolus coronatus,
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Cryptococcus neoformans, Exserohilum rostratum, Exophiala spinifera, Fonsecaea
pedrosoi, Madurella mycetomatis, Paecilomyces lilacinus, Penicillium spp., BKIO-
vas P. marneffei, Phialophora richardsiae, Scopulariopsis brevicaulis u Tricho-
sporon spp., Bkmouas 1. beigelii.

[TpoieMOHCTPHPOBaHA aKTUBHOCTh BOPUKOHA30J1a i Vifro B OTHOLICHUU KJIMHHUYE-
CKHX ITaMMoB Acremonium spp., Alternaria spp., Bipolaris spp., Cladophialo-
phora spp., Histoplasma capsulatum. PocT 00JBbIIMHCTBA INITAMMOB TOAABIISICS
IpY KOHLIEHTpaLMsAX BopukoHaszona ot 0,05 MKr/mi 10 2 MKr/MmiL.

BrisiBIeHa TaK)Ke aKTHBHOCTh BOPHKOHA301a in vitro B oTHoeHun Curvularia spp.
u Sporothrix spp., OJTHAKO KIMHUYECKOE 3HAYCHHE JAHHOTO 3((eKTa HEU3BECTHO.
DapmakoKkunemuka

Obwas xapakmepucmuka

dapMaKOKHHETHYECKUE MapamMeTpbl BOPUKOHA30J1a XapaKTEPU3YIOTCA 3HAYUTE b~
HOW MEXWHIUBH/yaJIbHOW BapUabebHOCTBIO.

dapMaKoKWHETHKAa BOPUKOHA30J1a SBJISIETCS HEJIMHEHHOMN 3a CYET HACBHIIEHHUS €ro
Merabonu3Mma. [Ipy MoBbIIEHHH 10361 HAOIIOAAETCs HEMPONOpLHOHaIbHOE (Oosee
BBIPOXKEHHOE) YBEIMYEHHE TUIOIIA/HN 0]l KpUBOW «KOHIeHTpanusi-Bpems» (AUC,).
VBenuuenue nepopaibHoi 1036l ¢ 200 Mr 2 pa3a B cyTku A0 300 Mr 2 pa3a B CyTKH
npuBoauT K yBenuueHuto AUC, B cpenHeMm B 2,5 paza. Bo3zaelicTBue BOpUKOHA3071a
npy npuéme BHYTpb nojaepxuBatomei 1031 200 mr (wau 100 Mr juid nanyeHToB
Mmaccoii meHee 40 Kr) COOTBETCTBYET BO3AE€HCTBHIO BOPUKOHA30J1a IIPH IPUMEHEHUH
BHYTpUBEHHO B 7103¢e 3 mr/kr. [Ipu npuéme BHYTph noaepxusaromei 10361 300 mr
(wnm 150 mr i nampeHTOB Maccoi MeHee 40 Kr) BO3JeHCTBHE COOTBETCTBYET BO3-
JNEUCTBUIO BOPUKOHA30J1a TP BHY TPUBEHHOM NIPUMEHEHHUH B 7103€ 4 MI/KT.

[Ipy BHYTpUBEHHOM BBEJIEHHH WJIH MPH NMPUEME BHYTPb HACBIILAIOLIUX 103 BOPH-
KOHAa30J1a paBHOBECHAsi KOHIIEHTPALUs JOCTUIaeTcsl B T€YEHUE NEPBbIX 24 4acoB.
Ecnu npenapaT Ha3Ha4yaroT 2 pa3a B CYTKU B CPEIHUX (HO HE HACHIILAIOIIMX ) 103aX,
TO TMPOUCXOIUT KyMYJIsiLIUsl BOPUKOHA30J1a, @ PABHOBECHbBIE KOHLEHTPALIMK JTOCTH-

raroTcs K 6-My JHIO Y OOJBIIMHCTBA ManyueEHTOB.



Bcacwisanue u pacnpedenernue

BopukoHa30i1 OBICTPO ¥ NPAKTHYECKH MOJHOCTHIO BCACHIBACTCS TOCHE NMpUeMa
BHYTpb: MaKCMMaJlbHasi KOHLEHTpawus B 11a3Me KpoBH (Cpax) OCTHTaeTCS Yepes
1-2 4 moce npuemMa. bBHOOCTYTHOCTL BOPUKOHA30J1a IPU NIpHeMe BHYTPb COCTaB-
nset 96 %. I[Ipy MOBTOPHOM NpHeMe C MUILEH ¢ OONBIIUM COAEpKaHHEM JKHPOB
Cmax 1 AUC, camxarorcs Ha 34 % u 24 %, cooTBeTCTBEHHO. BeackiBaHHe BOPUKO-
Ha30J1a He 3aBUCUT OT pH ety 104HOro cokxa.

Cpennuii 00beM pacrpeie/IeHUsl BOPUKOHA30J1a B PABHOBECHOM COCTOSTHUM COCTaB-
JseT 0KOJI0 4,6 JI/Kr, 94TO yKa3bIBaeT HAa aKTUBHOE paclpezie/ieHie BOPMKOHA30j1a B
TkaHu. CBs3bIBaHUe ¢ OeJIKaMH TU1a3Mbl KPOBHU cocTaBisieT 58 %o.

BopukoHa30J1 MPOHUKAET Yepe3 remarosHuedannueckuit 6aprep (I'Ob) u onpene-
JSIETCSl B CTUHHOMO3TOBOM JKHIKOCTH.

Memabonuzm

CornacHo JaHHBIM MCCII€JIOBAaHHM i1 Vitro BOPUKOHA30Jl METAa0OIU3UPYETCs T0J
neicTBueM u3ohepmeHToB uToxpoma Pyso - CYP2C19, CYP2C9 u CYP3A4.
BaxxHy1o poJib B MeTabou3me BopukoHaszosa urpaet uzopepment CYP2C19, npo-
SBJISIOIIMNA BBIPAKEHHBIA F€HETHYECKUH MONUMOPOU3M, B CBA3H C YEM MOHKMKEH-
HBII MeTaboJIM3M BOPUKOHA30J1a BO3MOXeH y 15-20 % npeacraBuTesiel a3uaTCKoro
MpoUCXoXKIeHuss U y 3-5 % mnpencraBuTeneil €BpONEOUIHON W HErPOUIIHOM pac.
VCTaHOBIIEHO, YTO Yy MAlMEHTOB ¢ OHKeHHBIM MeTabonu3smom AUC, BopuKOHa-
30J1a B CpeJIHeM B 4 pa3a Bblllle, YeM y TOMO3HI'OTHBIX [TALIHEHTOB C BHICOKMM MeTa-
6omu3MoM. Y reTepo3UroTHbIX MalHeHTOB ¢ BEIcOKMM MeTabonu3mom AUC, Bopu-
KOHA30J1a B Cpe/IHEM B 2 pa3a BbIIlIE, YeM Yy TOMO3UI'OTHBIX.

OcHOBHBIM MeTabOIMTOM BOpPUKOHA30Ja sBiseTC N-OKCHI, 10JsI KOTOPOro Co-
cTaBisieT okosio 72 % oT oluiero Koiu4ecTBa LUPKYIMPYIOLHMX B IJIa3Me KPOBH
MeTabO0JIUTOB C PaJIMOAKTUBHON METKOM.

DTOT METa0OIUT 06J1alaeT MUHUMAJILHOW TPOTHBOIPUOKOBOM aKTHBHOCTBIO M HE

BHOCHT BKJIaJ] B KJIIMHHYECKHH 3 PeKT BOpUKOHaA30I1a.



Buvigeoenue

BOpHKOHAa301 BBIBOAUTCS B BHjEe MeTaboIUTOB mocne 6GuoTpancpopMaluu B Ie-
YeHH, B HEM3MEHEHHOM BHUJI€ NTOYKaMH BHIBOAUTCS MeHee 2% BBEIEHHOH J103bI Tpe-
napara.

[Tocne MHOrOKpaTHOTO NMpréMa BOPUKOHA30j1a BHY TP WIJIM BHYTPUBEHHOI'O BBEJIE-
HUSL B Moue obHapyxuBaercs 0koiio 83% u 80% 1036l COOTBETCTBEHHO. bosbiiast
yacTh (>94%) ob1weii 10361 BHIBOAUTCS B TEUEHHE NEPBLIX 96 yacoB nocie npueéMa
BHYTPb UJIM BHyTPUBEHHOT'O BBEJICHHS.

[Mepuon nonyseiBenenus (T12) BOpUKOHA301a 3aBUCHUT OT JI03bl ¥ COCTABIISET NPH-
MepHO 6 4 [IpH pUeMe npernapara BHyTpb B 103€ 200 Mr. B CBsi3H ¢ HENUHEHHOCTBIO
(papmakokHeTHKH BenuuuHa T, He NO3BOJSET Npe/icKa3aTh KyMYJISILUIO WK BbI-
BeJICHHE BOPUKOHA30J1a.

Dapmaroxkuremuxa y ocobvix 2pynn nayueHmos

[lon

ITpx MHOTOKpPaTHOM TpHeMe BOPHKOHa30j1a BHYTPh Crax B AUC; y 3/10pOBBIX MO-
noabIX xkeHIuH 06U Ha 83 % u 113 % COOTBETCTBEHHO BHIIIE, YEM Yy 3I0POBBIX
Mosoabix MyxurH (18-45 ner). 3Haunmbix paznuauid Cmax 1 AUC, y 310pOBBIX T10-
JKMJIBIX MY KYHH M 3IOPOBBIX MOXXUIIBIX KEHIIUH (> 65 51eT) HeT.

PaBHOBeCHas KOHIIEHTpAIlMsi BOPUKOHA30Jla B IUIa3Me KPOBH Y JKEHIIMH Oblla Ha
100 % u 91 % BbIle, YeM Y My>K4HH ITOCIIE TIpHeMa Mpernapara B BUIe TabJIeTOK
WJTA CYCITIeH3UH, COOTBETCTBEHHO.

Heo6x01MMOCTH KOPPEKIMH 03bI BOPUKOHA30J1a B 3aBUCHMOCTH OT 1oJia HeT. KoH-
[EHTPAalKH B TUIa3Me KPOBU Yy MY>XYHH U J)KECHIIUH CXOJHBI.

Bospacm

Ilpy MHOrOKpaTHOM TMpHEMe BOpUKOHa301a B BUIE TabneTok 3HaueHUs Cpax U
AUC, y 3/10pOBBIX TOXHIJIBIX MYX4UH (> 65 5iet) Op111 Bbile Ha 61% u 86% coot-
BETCTBEHHO, YEM Y 3/I0POBBIX MOJIOZABIX MYk 4HH (18-45 net). 3HauMMBIX pa3Iudui
Cinax 1 AUC; y 310pOBBIX TTOXHJIBIX KEHIIUH (> 65 J1eT) ¥ 30pPOBBIX MOJIOJIBIX XKEH-

mmH (18-45 neT) BbIsIBIEHO HE ObLIO.



[Tpoduiib 6e30MacHOCTH BOPUKOHA30J1a Y MOJIOZBIX U MOXUIIBIX MTALIUEHTOB HE OT-
NIAYaeTcs.

Heo0xoauMMocTH KOppEKLMH 1036 BODHKOHA30J1a B 3aBUCMMOCTH OT BO3pacTa HeT.
Jlemu

V nereii otMevaercs Oojblias BHYTPHUHAMBUAyallbHas BapHaOeNbHOCTb, YEM Y
B3pocIbix. CpaBHEHHE JIETCKON U B3pOCIIOH NOMYJISANMK [MoKa3aio, YTO Mpearnoa-
raemast AUC, y neTeii nociie BBeJ€HHsI HAChILIAIOIIEeH 103bl 9 MI/KT Obllla CpaBHHMA
C TaKOBOM Y B3POCIIBIX MOCIIE BBEJICHUS HACHIIAOMmen 103bl 6 Mr/kr. IIpeanonara-
emas o0lias KOHIEHTpalus y JeTeil 1ociie BBEICHUs NMOJAEePKHUBAIOLIEH 103561 4
MI/Kr 1 8 MI/KT JiBa pa3a B CyTKM Oblja Tak)K€ CpaBHHUMAa C TAaKOBOM Yy B3POCIIBIX
T10CJIe BBEICHHS TI0JUIEPYKMBAIOIIEH 103bI 3 MI/KT U 4 MI/KT 1Ba pa3a B CyTKH. KoH-
LIeHTpalsl BOPUKOHA30J1a [IPH BHY TPUBEHHOM BBEJICHHH B Jl03€ 8 MI/KT B JIBa pa3a
BBIIIIE, YEM TPH MTPHEME BHYTPb B J103€ 9 MI/KT.

BHOIOCTYTHOCTh BOPMKOHA30J1a MPU MPUEME BHYTPb Yy JETEH MOXET OrpaHHYH-
BaThCs HapyIllIEHUEM BCACHIBaHUS U JIOCTATOYHO HU3KOW Maccoi Teja B 3TOM BO3-
pacTte 1 B 3TOM CIIy4yae MOXKET ObITh M0OKa3aHO BHYTPUBEHHOE BBEJICHHUE.
[TosrydeHHbIe JaHHBIE CBUACTENLCTBYIOT O O0Jiee BBICOKOHM 2JIMMHHALIMA BOPHKOHA-
30JIa y JIETeH 1O CPaBHEHHUIO CO B3POCIBIMH B CBSI3U C OOJIBIIMM COOTHOLIEHHEM
Macchl [IEYEHHU U MACCHI TeJla.

VY GoJbIIMHCTBA NMOJIPOCTKOB KOHIIEHTPALMsi BOPUKOHA30J1a B IUIa3Me KPOBH COOT-
BETCTBYET STOMY MOKA3aTeNI0 Y B3pOCIbIX NALMEHTOB. TeM HE MEHEe, OTMEYAIUCh
MEHbILIME 3HAYEHUs] KOHLIEHTpAllMi BOPUKOHA30JIa B IIJIa3M€ KPOBH Yy HEKOTOPBIX
MOZPOCTKOB C HU3KOW Maccoii TeJia 0 CPaBHEHHUIO CO B3POCIBIMH U ObLIN OJIMXKe K
3HAYEHHUsIM TOTO e ToKa3arels y aeteidl. OCHOBBIBAsICh HA MOIYJISILIMOHHOM (ap-
MaKOKHMHETUYECKOM aHaJn3e, MOAPOCTKH B Bo3pacTe oT 12 no 14 set ¢ maccoi Tena
MeHee 50 Kr JOJKHBI NOTy4aTh 103y BOPUKOHA30J1a, PEKOMEHOBAHHYIO [UIS MpHU-
eMa y JieTen.

Hapywenue ¢ynxkyuu novex

Casi3piBaHue ¢ OeNKaMu TUIa3Mbl CXOHO Y MAIlMEHTOB C Pa3JIM4YHON CTENEHBIO 110~

YeYHOM HEJOCTAaTOYHOCTH. Y MAllMEHTOB CO CPEJHEH HIIM TSOHKEIOW CTENEHBIO
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HapyuleHuss QYHKIMHM TOYeK (KOHLEHTPAIMs KpeaTMHHHA B CBIBOPOTKE > 220
MKMOJIB/JT WJTH 2,5 Mr/u1) HaOro1aeTcst KyMyJIsiys BCIIOMOraTeIbHOro BellecTsa,
BXOJISIIIEr0 B COCTAB JTMO(HIN3ATA UTs IPUTOTOBJICHHS PACTBOPA JUIsl HH]Y3HH.
Hapywenue ¢ynxyuu nevenu

Hapyenue GyHKIMY IIEUEHH He BIUSET Ha CBA3bIBAHHE BOPUKOHA301a C Oenkamu
1a3Mbl kpoBu. CBeJieHH# 0 (apMaKOKMHETHKE BOPHKOHA30J1a y MAlHeHTOB C T4-
skeJbIM uppo3oM nedent (kiace C no knaccudukaiuu Yaina-I1so) Her.
Ioka3aHusi K NPUMEHEHHIO

MHBa3uBHBIN aclepruiuies.

Kanauaemus y maudeHToB 0e3 HEHTPOIEHUH.

TsKenble HHBa3UBHBIE KaHAU03HbIe HHeKmu (BKmtoyas C. krusei).

Kanauno3 nuineBo/a.

Tspkenbie rpuOKoBbie HHMEKIMK, BbI3BaHHbIE Scedosporium spp. v Fusarium spp.
Jlpyrue Tsbkelible MHBa3UBHbIE IPUOKOBbIC HHPEKLMH NPH HENEPEHOCHMOCTH WK
pedpaKTepHOCTH K APYTUM JIEKAPCTBEHHBIM CPEJICTBAM.

[IpodHIaKTHKA «IPOPBIBHBIX» FPUOKOBBIX HH(EKIMH y MALUEHTOB CO CHIKEHHOM
}yHKLMEH MMMYHHOW CHCTEMBI, IMXOPaJKOH U HEUTPOTICHUEH, U3 TPY I BEICOKOTO
pHcKa (pELUITHEHThI TPAHCIUIAHTALIMKM FEMOTIO3THYECKUX CTBOJIOBBIX KIIETOK, MTALH-
EHTBI C PELIHIBOM JIEHKO03a).

[Ipo¢unaKTHKa HHBa3MBHBIX [PHOKOBBIX HH(EKIHMH y NalueHTOB (B3POCIBIX H Jie-
Teit crapuie 12 jieT) rpymibl BBICOKOTO PUCKA, TAKUX KaK PELUNUEHThI TPaHCIUIaH-
Tal{ T€MOMOATUYECKUX CTBOJIOBBIX KJIETOK.

IIpoTuBonoKkasaHus

e THIEpUyBCTBUTENBHOCT K BOPHKOHA30ly WM JIHOOOMY — Jpyromy
KOMIIOHEHTY Ipenapara.

e OJHOBpPEMEHHOe TpPHMEHeHHe ¢ cybcTpaTamMu H30(pepMeHTa CVYP3A4:
TepbeHalH, aCTEeMHU30J, WU3aNpyi, THMO3H, XMHUIMH WM WBaOpajyH,
IOCKOJIbKY TTOBBIIICHHBIE KOHLIEHTPALMU JTHX JIEKapCTBEHHBIX CPEJICTB B
mia3Me KpOBH MOTYT MPUBECTH K yanuHeHHIo uHTepBaia QTc u peaxknm

cllydyasdM BO3HHUKHOBCHH: )KCHy}lO‘IKOBOﬁ TaXUKapJuu IO TUILy «IIHPYIT»
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(torsades de pointes) (cMm. pasgen «BzauMoneWcTBHE C JAPYTHMH
JIEKapCTBEHHBIMH CPEICTBAMM»). |

OJHOBpPEeMEHHOE NpHMEHEeHHe ¢ pHMAMIHUIMHOM, KapOamaselnuHOM |
JIMTENBHO JelcTByommME Oapoutypatamu ((henobapburai), MOCKOJIbKY
5TH JIEKapCTBEHHBIE CPEACTBA MOTYT 3HAUYUTEIbHO CHU3UTh KOHIIEHTPAIMIO
BOpPMKOHA30J1a B TUla3Me KpoBH (cM. pasjen «B3aumopencTBue ¢ ApYTrMMHU
JIeKapCTBEHHBIMHU CPE/ICTBAMUY).

OHOBpeMeHHOEe NpuMeHeHHe ¢ pudadyTHHOM, Tak Kak pupadyTHH
3HAYMTENIBHO CHM)KAET KOHIIEHTPAIMIO BOPUKOHA30J1a B IIa3Me KPOBHU (CM.
pasznen «B3aumopeiicTBHe ¢ JpYTrMMHU JIEKaDCTBEHHBIMHM CpPEICTBAM» U
«OcoOble yKazaHUs»).

OHOBpeMEHHOE MpUMeHeHH e ¢ d¢paBupeH30M B 103ax 400 mr u Beiure 1 pa3s
B CYTKH (C BOPMKOHA3aJIOM B CTAHIAPTHBIX JI03aX), TOCKOJIBKY 3(p)aBUPEH3 B
9THX JI03aX 3HAYMTEJbHO CHU)KAeT KOHLEHTPALMI0 BOPUKOHA30Ja B ILIa3Me
KpoBH. BOpHKOHA30J1 TakKe 3HAYMTEIBHO YBEJIMYMBAET KOHIIEHTPALUIO
s¢aBupeH3a B IUiazMe KpoBH (cM. paszzen «BzaumopeicTBue ¢ JpYyrUMH
JIeKapCTBEHHBIMHU CPEICTBAMM).

O/i1HOBpeMEHHOE TPHMEHEHHE C PUTOHABUPOM B BBICOKHX 103aX (400 Mr u
Bbillle 2 pa3a B CYTKH), MOCKOJbKY PHTOHABHpP 3HAYMTEIBHO CHHXKAeT
KOHIIEHTPAIMIO BOPHKOHA30Jla B IUIa3Me KPOBH B 3TOH 103€ (CM. pasjen
«B3aumoieiicTBHE C IPYTHMH JIEKAPCTBEHHBIMHU CPEJICTBAMUY) .
O/HOBPEMEHHOE TIPHMEHEHHE C AIKAJIOMJAMU CIIOPBIHBH (IProTaMuH,
JIMIHIPOIPrOTaMKH), sBJIsolMXcsi cybcrpatamu usopepmenta CYP3A4,
MOCKOJIBKY TIOBBIIIEHHAss KOHIIEHTPALUsl 3TUX JIEKapCTBEHHBIX CPENCTB B
1a3Me KPOBH MOJXKET NMPUBECTH K 3proTusMy (cM. paszaen «B3auMonencrsue
C JIpyTHMH JIEKQpCTBEHHBIMH CPEICTBAMM» ).

OnHOBpeMEHHOE TMPUMEHEHHE C CHPOJIMMYCOM, IOCKOJIBKY BOPHKOHA30]I
MOJKET 3HAYUTEJIbHO YBEJIWYHUTHh TUIa3MEHHbIE KOHLEHTPAalUUU CHPOJIMMYCa

(cM. pasnen «B3auMojieiicTBHE C APYTHMHE JIEKapCTBEHHBIMH CPEJICTBAMK ).



OHOBpEMEHHOE NMPUMEHEHHUE CO 3Bepo00eM MPObIPSABICHHBIM (MHIYKTOD
uuroxpoMa Piso m P-rimkonporenna) (cm. pasmen «BsaumopeiicTBue c
JPYTUMH JIEKAPCTBEHHBIMHU CPEJICTBAMUY ).

Oz1HOBpeMEHHOE TPUMEHEHHUE C HAJIOKCETOJIOM, TaK KaK BOPHKOHA30J1 MOXKET
3HAYUTEJIbHO IMOBBIIATH IUIA3MEHHbIE KOHIEHTPAllMW HaJOKCeroja, 4ro
MOXET BbI3BaTh CHMIITOMBl ONHOWAHOW aOCTHHEHLWH (CM. pasjen
«B3aumozencTBre C JPyTUMHU JIEKAPCTBEHHBIMU CPECTBAMMI ).
OnHOBpeMEHHOE NPUMEHEHHUE C TOJIBAIITAHOM, TaK KaK BOPUKOHA30J1 MOKET
3HAYUTEIBHO IIOBBILIATH IUIA3MEHHbIE KOHIEHTpAaIlMM TOJIBanTaHa (CM.
pasnen «B3auMoneiicTBue ¢ ApyruMu JIEKapCTBEHHBIMHU CPEICTBAMU ).
OnHOBpeMEHHOE MpPUMEHEHHE C BEHETOKJIAKCOM B Hayaje MPUMEHEHHUS
BEHETOKJIaKCa M BO BpeMsi (a3bl TUTPOBAHMS J03bl Mpernapara, TaKk Kak
BOPHUKOHA30JI, BEPOSATHO, MOXET 3HAYUTEIBHO TOBBILIATh I[IIA3MEHHBIE
KOHIICHTPALIMK BEHETOKJIAKCAa U PUCK Pa3BUTUS CHHJIPOMA JIU3UCA OMYXOJIH
(cm. paszen B3aumoneicTBre ¢ IpyruMu JIEKapCTBEHHBIMU CPEICTBAMH).
OaHOBpeMEHHOE MPUMEHEHHE C JIyPa3UuJI0HOM, TaK KaK 3TO MOXKET IIPUBECTH
K 3HAQYMTEJILHOMY YCHJICHHIO BO3ICHCTBHS JIypa3uiOoHa M BO3MOXHOCTH
Pa3BUTHSI  CEPbE3HBIX  HEXENaTeNbHBbIX  peakuuii  (cM.  paszen
«B3aumozeiicTBre ¢ IPYrMMU JIEKAPCTBEHHBIMH CPEACTBAMUY ).

Jerckuit Bo3pact a0 2 Jier.

C 0CTOPOXKHOCTBIO

[ToBbiIeHHas HYBCTBUTCJIIbHOCTD K IPYTUM Ipe€naparam - IpOXU3BOJHBIM a30J10B.

Tsoxenas crerneHb HEAOCTAaTOYHOCTH (bYHKLIHI/I NEYCHHU, TAXKEJ1asd CTCIICHb HEA0CTa-

TOYHOCTH (DYHKIIMH TOYEK.

BoprkoHa3os1 cieyeT NpUMeHSTh ¢ OCTOPOIKHOCTBIO Y TAIIHEHTOB C IPOAPUTMHU-

YECKUMHU COCTOSIHUSIMU: BPOXICHHOE UIIU npnoﬁpeTeﬂﬂoe YBEJIIMYEHHUE UHTECpBAaJIa

QT, KapauOMHOIIaTHs, B 0COOEHHOCTH C CGpI[C‘-IHOﬁ HEAOCTAaTOYHOCTBIO, CHHYCOBAast

6pazu/11<ap11wl, HaJIM4ue CUMIITOMATUYECKOM APHUTMHHU, OI[HOBpeMeHHBIf/i IIpueMm

NpenapaTos, BbI3bIBaIOIMX yanuHeHne uatepBaia QT (cm. paznen «Ocobblie yka-

3aHUNY ).



Taroke cieayeT coOmoaaTh OCTOPOKHOCTh NIPH NIPUMEHEHWH BOPUKOHA30J1a y Ta-
LIUEHTOB C DJIEKTPOJIUTHBIMH HapyILIEHUSIMHU, TAKMMH KaK: THIIOKAJIAEMHUs1, TUIIOMar-
HUEMHUS ¥ TUMOKAJIbLIUEMHUS.

IpumeHeHHe NpH OepeMEHHOCTH H B IEPHO/I I'PYIHOI0 BCKapMJ/IHBAHUS
bepemennocmo

JlocTaTouHoM HH(OPMALIMK O IPUMEHEHUH BOPUKOHA301a y O€peMEHHbIX )KEHIIUH
HeT. BopukoHa3051 He cleqyeT MPUMEHATh Y OepeMEHHBIX XKEHIIUH 332 UCKIIOYe-
HHEM TeX CydaeB, KOT/ia OKMJaeMas I10J1b3a JJisi MaTePH SBHO IMPEBbIIIAET BO3-
MOYKHBIM PUCK JJISl IUI0AA.

[lepuoo cpyoHo20 6CKapMIUBAHUS.

BeiBeieHMe BOPUKOHA30J1a C TPY/IHBIM MOJIOKOM He M3y4dajock. Ha Bpems npume-
HEHHS Mpernapara rpy/IHoe BCKapMJIMBAHUE CIIEIyET NMPEKPATUTb.

DepmunvHocmo

B uccie0BaHUSIX HA )KMUBOTHBIX YCTAHOBJIEHO, YTO IPENapar OKa3bIBa€T TOKCHYE-
CKO€ JIeiCTBHE Ha PENpPOAYKTHBHYIO (DYHKIMIO. BO3MOXHBII PHUCK JUIsl YeJIOBEKa
HEU3BECTEH.

Bo Bpems Tepamnuu MpernapaToM JKEHIMHbI PEeIpOAYKTHBHOIO BO3pacTa JOJIKHbBI
UCIIOJIb30BaTh d(PPEKTUBHBIE METO/bI KOHTPALIEIILUH.

Cnoco® npuMeHeHHs H 103bl

[Npenapat Bopunnod He pekoMeHIyeTcs BBOAUTH B BHJE OOIIOCHBIX MHBEKLUM
(cTpy#HO).

Cxopocth nH(py3un Bopunroda He 10o/pKHA MpeBbimaTh 3 MI/Kr/4 B TeyeHue 1-3
4aCcoB.

[lepen HavyaioM Tepanuu HEOOXOJUMO OTKOPPEKTHPOBATH TaKUE SJIEKTPOJIMTHBIC
HapyUIEHHs, KaK TMIIOKAIIMEMHs, THITIOMAarHUEMHsI M TUIIOKaNbLUeMHUs (CM. pa3zen
«IToGouHoe neicTBUE» ).

B3pocibie nayuenmeoi

Hasnauenue npenaparta Bopunrod cienyer HauMHaTh C BHyTPUBEHHOI'O BBEICHHUS
B PEKOMEH/IyEeMOM HaCHIIIArOIIEH /103e, 4TOOBI y)Ke B epBbIi JeHb 100UThCS aJIeK-

BaTHOM KOHLCHTpAIHMH B IJIa3ME€ KPOBH.
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BH}’TpI/IBeHHOC BBEJICHUE CJICAYET NPOJOJDKATh KaK MUHUMYM 7 I[HeI‘/’I, I1OCJIE Y€To

BO3MOXXECH MNIEPEXO HA HepOpaﬂbHLIﬁ IIpHUEM IIpenapara, rpu yCJIOBHH, YTO ITALIUCHT

crnocoOeH NMPUHUMATH JIEKAPCTBEHHbIE CPEACTBA Ul NpUEeMa BHYTPb. Y4YHThIBAs

BBICOKYIO OMOJOCTYIHOCTH Mpernapara Mpd MpueMe BHYTpb, JOCTUraromyr 96%

(cm. paszzen «DapMaKOKHHETUKAY ), TPU HATMYMU KIMHUYECKUX TTOKa3aHUH MOXHO

TIepexo/IMTh C BHYTPUBEHHOIO Ha MepopajibHOe NPHMEHEHHUe mpenapara 0e3 Kop-

PEKIIMHU J103bI.

[MoapoOHast uHpOpMAIHs O pEeKOMEHJALUSX 110 IO3MPOBKE MPEJICTaBICHA B CIIE/y-

IOLLEN TaOIULIEe:

Scedosporium spp. w Fusarium

BuyTpHBeHHO BuyTtpsb
[TammenToI IMauenTsl
C MaccoM Tejia | ¢ Maccoi Tena
40 xr u 6onee | Mmenee 40 kr
Hacpimaroinas j103a — Bce Mokasa- 6 Mr/kr He He
Hus (1epBbie 24 yaca) KaxJple 12 4 | peKoMeHAy- | PEeKOMEHMY-
ercs ercs
[TopnepxuBaroias 1o3a (mocsue nepBbix 24 4acoB)
Hpoq)nnék;ﬁxa WHBa3UBHbIX| 3-4 MK/KT 400 mr 200 mr
rpuOKOBbIX MH(MEKIWH y nanueH-| Kaxzaple 12 4 | kaxaele 129 | kaxasie 12 4
TOB (B3pOCJIbIX U AieTe crapiue 12
JIET) TPYNIibl BBICOKOTO PHUCKa, Ta-
KMX KaK pelMITUEHThl TPaHCIUIaH-
Tallid T'e€MOIOITHYECKHX CTBOJIO-
BBIX KJIETOK/TIPO(UIIAKTUKA «IIPO-
PBIBHBIX» I'PUOKOBBIX HHPEKLIUN y
JTUXOpaJsIIMX MAlMEeHTOB
WMuBa3uBHBIA acnieprusuie3/ WH-| 4 MI/Kr 200 mr 100 mr
bekim, BbI3BaHHbIE| Kax/ble 12 9 | kaxaple 12 94 | kaxnasle 12 4y
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spp./ npyrue TsDKelble WHBa3HB-

Hble TPHOKOBBIE HH(EKIIUH

Kanpunemun y mnanueHToB 6e3| 3-4 Mr/kr 200 mr 100 mr
MPOSIBIICHU HEUTPOIIEHUH Kaxaple 12 4 | kaxapie 12 4 | kaxabie 12 9
Kananno3 nuineso/a He 200 mr 100 mr

YCTaHOBIIEHO | Kaxkaple 124 | xaxzabie 12 9

77006op 00361 014 G6HYMPUBCHHO20 66€0CHUA

[1pu HepocTaTOuHOM 3((HEKTUBHOCTH JIeUEHHs MOJUIEPXKUBArOIast 1032 Npernapara
Bopuiuod Uit BHy TPUBEHHOTO BBEICHHSI MOXKET ObITh YBEJIMUYEHA 10 4 MI/KI Kax-
neie 12 4. Eciiv maieHT He MepeHOCUT Npenapar B BBICOKOH J103€, €€ CHUXKAIOT 110
3 mr/kr kaxapie 12 u.

JUIMTENBHOCTD JICYeHHUs IOJDKHA OBITh KaK MOYKHO KOpOY€ B 3aBUCHMOCTH OT KJIH-
HUYECKOro 3¢ (heKTa U pe3yIbTaTOB MUKOJIOTHYECKOIO UCCIIEIOBAHMS.
JITMTeIbHOCTH JIeYeHHs He JOJDKHA rpeBblaTh 180 qHei.

Ilpopunaxkmuxa y é3pocivix u 0emeu

[TpodunakTudeckoe MpUMEHEHHe Mpernapara cieyeT HauuHaTh B JIEHb TPAaHCILIaH-
TalMK ¥ MOXKHO TIpoo/okath 10 100 queid. [Tpommuts npopunaktuky no 180 nuei
T0CJIe TPAHCIUIAHTAIMH MOXHO TOJIBKO B CITy4ae MPO0JKEHUsI UMMYHOCYIIPECCHUB-
HOM Tepanuu WK Pa3BUTHs PEAKIK «TpaHCcIUIanTat npoTuB xo3suHa» (TIIX). bes-
ornacHocTh ¥ 3()(HEKTHBHOCTh BOPUKOHA30J1a MpHU NnpuMeHeHun 6onee 180 nHei B
KJIHHUYECKUX UCCIIeIOBAaHUIX HaJIeXKAIUM 00pa30oM He U3y4allUCh.

PexxuM J1I03UpoBaHUs C LEbIO MPOGUIAKTUKH TaKOH XKe, KaK U C LEJIbIO JICYEHHS B
COOTBETCTBYIOIIUX BO3PACTHBIX IPyMIaX.

Hapywenue pynkuyuu nouex

VY naiueHToOB CO CpeJHEN WJIU TSKEJIOW CTENEHbI0 MOYEeYHOM HEeJI0CTaTOYHOCTBIO
(kmpeHc kpeaTHUHA < 50 MJI/MHH) HaOMI0/1a€TCsl KyMYJISILIAsL BCIIOMOIaTeIbHOTO
KOMIIOHEHTa Tpernapara. TakuM manieHTaM Ipenapar clie[lyeT Ha3HayaTh BHYTpb
3a UCKJTIOYCHHUEM TeX CITy4yaeB, KOT/ia Mmpe/irnosaraeMas 1ojib3a BHy TPUBEHHOI'O BBE-

JCHHs IPEBLIIIACT MOTEHLMAJIBbHBIN PHUCK. B HOI[O6HBIX CUTYyalusIX HCO6XOlIHMO
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pEeryJisipHO KOHTPOJIMPOBATh KOHLEHTPALMIO KpEaTUHWHA U B ClTy4yae ero Mnosbliie-
HMS Clle/lyeT OOCYAMTh BOBMOXKHOCTh NEPEX0/ia Ha IPUEM BOPUKOHA30J1a BHYTPb.
BopuKOHA30J1 BEIBOJMTCS B XOJI€ reMoianu3a ¢ kiupeHcom 121 mi/muH. 4-X ya-
COBOM CeaHC IeMOjJHualii3a He MPUBOAMT K yJAJCHHUIO 3HAYUTENILHON YaCTH JI03bl
BOPUKOHA30J1a U He TpeOyeT e€ KOPPEeKLHH.

Hapywenue pynkyuu nevenu

[Tpu OCTPOM MOBPEXACHUHM NEUYEHH, MPOSBIIAIOLIEMCS MOBBIIICHHEM aKTUBHOCTH
«IIeYEeHOYHBIX» TpaHCaMuHa3: ajaHuHaMuHoTpaHcdepassl (AJIT) u acnapraramu-
nHotpancdepassl (ACT), koppekuus 1036l He TpeOyeTcs, HO PEKOMEHy€eTCs Ipo-
J0JDKaTh KOHTPOJIb TMOKa3aTenel GyHKIUH ITeYeHH.

[TaupeHTaM ¢ JIETKMMH WM CPEIHETSHKEIBIMU HapyHICHUSIMU (YHKLUHU TE€YECHU
(xmaccel A v B no knaccupukauun Yaiina-I1st0) cinemyer Ha3HayaTh CTaHAAPTHYIO
HaCBIIIAIOIIYIO 103y mpenapara Bopunnod, a noaiepxKuBaroiy o 103y CHUXaTh B
2 pa3za. [laiiieHTaM C TSDKEJIO# CTeneHblo HapylieHus GyHKUuH nedeHu (kiaace C
no knaccudukanuu Yaina-I1et0) BopukoHa3oul ciielyeT Ha3HadaTb TOJIBKO B TeX
ciydasiX, Korja o)uaaeMas 1moJib3a JUisl MallueHTa MPeBbIIAaeT BO3SMOXHBIM PUCK, H
0] TIOCTOSTHHBIM KOHTPOJIEM C II€JIbIO BBISIBJICHHS IPU3HAKOB TOKCHYECKOIO JEH-
CTBHUS Mpenapara.

Hosxcunvie nayuernmot

Koppekimu 10361 Yy TOXHIIBIX JIIOEH He TpeOyeTcs.

Ilpumenenue y oemeu

be3omnacHocTh ¥ 3(eKTHBHOCTH BOPUKOHA30JIa Yy JieTel Miaje 2-X JIeT He yCTa-
HOBJIEHBI.

PexxuM 7103MpOBaHUsl BOPHKOHA301a y JieTeid (B Bo3pacTe oT 2 1o 12 ner) U noj-

pocTkoB B Bo3pacte oT 12 1o 14 et u maccoi tena menee 50 Kr:

| R BuyTpHBeHHO Buytpn
E\Ac;;aémmaﬂ a03a 9 mr/kr He pekomennyercs
(nmepBble 24 yaca) Kaxxaple 12 yacoB

Hoaaep:xxuBaomas 103a 8 Mr/kr 9 Mr/kr nBa pasza B CyTKH
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(mocsie nepBbIX 24 4acoB) JIBa pa3a B CyTKH (MakcuManbHas 1032

350 Mr aBa pa3a B CyTKH)

I

Tepanuio peKOMeH/lyeTcsi HAUMHaTh C BHYTPMBEHHOTO BBEICHUSI IIpEnapara, a Bo3-
MO>KHOCTbH [IEPOPaJBHOTO TIpHeMa BOPUKOHA30J1a Clie/lyeT pacCMaTpuBaTh TOJIBKO
r1ocJie KIMHUYECKOro YIIy4IIeH!s] 1 BO3MOXKHOCTH IallieHTa MPUHUMATh N1epopalib-
HbI€ JIEKAPCTBEHHbIE CPEJICTBA.

Cresyer NpyuHUMAaTh BO BHUMaHKE, YTO BO3JEHCTBHE Mpemnapara npyu BHYTPHBEH-
HOM BBEJICHUH B JI03€ 8 MI/KI MPUOJM3UTENBHO B JIBa pa3a BbIIIE, Ye€M IIPH IpUMe-
HEHHWH BHYTpPb B J103€ 9 MI/KT.

[IprMeHeHKe BOPHKOHA30Ja y JieTel B Bozpacte oT 2 10 12 jieT ¢ HapyIIeHUsAMH
(GYHKIMY TIeYeHH WIIH [T0YEK HE M3Y4alloCh.

Y noapoctkoB (B Bo3pacte ot 12 1o 14 net ¢ maccoit Tena 50 xr uiu 6onee; ot 15
10 18 neT BHE 3aBUCUMOCTH OT MacChl T€jla) BOPUKOHA30JI JO3UPYETCS TaK XKe, KaK
JUTSL B3POCJIBIX.

Koppexyus 0o3vel

I[Ipy HeaJleKBAaTHOM KJIMHHYECKOM OTBETE IAIL[HEHTa, /1033 MOXKET ObITh yBeIHYeHa
¢ maroM | Mr/kr (mau 50 Mr B ciydae, eclid U3Ha4albHO IIPUMEHSIIN MaKCHMallb-
HYIO IlepopalibHyo 103y 350 Mr). B ciryuae, eciii peOeHOK HE IEPEHOCHT JICUeHHE,
MOXHO CHH3HTH JI03y BOPHKOHa30ja ¢ marom 1 mr/mi (mad 50 mr B ciiy4ae, eciii
M3HAYaIbHO PUMEHSITH MaKCUMAIbHYO MepopajibHy o 103y 350 Mmr).

HUHCeTpYKIMS 10 IPHTOTOBJIEHHIO pacTBOpa /Ui HHPY3HH

[penapat Bopuinrod BbimyckaeTcs BO (pakoHaX Ul OQHOKPATHOTO IPUMEHEHHS.
CoznepxuMoe (hriakoHa BOCCTAHABIUBAIOT, PaCTBOPSisA B 19 Ml BOBI 1JIs1 MHBEKLIUHA
6o 19 M pactBopa xyopuja Hatpus s uHYy3uit (0,9% pacTBop), ¥ NMOIy4ar0T
20 MJI IPO3paYHOro KOHIEHTpATa, CoJIepiKaliero BOPUKOHA30)1 B KOHUEeHTpauuu 10
mr/mi. Eciii pacTBopuTelb HE MOCTYyNAaeT BO (DJIaKOH MOJ IEHCTBUEM BaKyyma, TO
(akoH ucrob30BaTh Helnb3s. [lepes mpuMeHeHneM He00X0MMBbIH 00bEM KOHIIEH-

Tpara (cM. Tabiuily) MpUOaBISIOT K PEKOMEHyEMOMY COBMECTHMOMY PacTBOPY
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11 uHQY3uK (CM. HIDKE) M TIOJIy4aloT pacTBOP, COJAEPIKAIMi BOPUKOHA30] B KOH-

nenrpaiusx ot 0,5 Mr/mi 10 5 Mr/mi.

Heobxonumblie 00beMbl KOHIIEHTpata npenapara Bopunuod 10 mr/mir:

Macca OGbembl KOHIIeHTpaTa BopuKoHa3oJa (10 mr/ma),

TeJa HBOGXOIIHMLIC AJIA l'lplll“OTOBJ'lCHHﬂ:

(kr) . Jlo3a Mo3a Jo3a o3a 8 mr/kr| [do3a 9 mr/kr
‘3 mr/kr (ko-| 4 mr/kr (ko- |6 Mr/kr (ko-| (K0JIH4ecTBO | (KOJIHY€CTBO
. JIMYeCTBO | JIHYeCTBO | Ju4ecTBO | (pJIakOHOB) | (PJIAKOHOB)

¢p1akonoB) | ¢paakonon) | paKkoHOB)

10 - 40mn (1) - 8,0 M (1) 9,0 ma (1)

15 - 6,0 mn(l) |- 12,0 (1) 13,5 mu (1)

20 |- 80mu(l) - 16,0 ma (1) 18,0 mu (1)

25 |- 10,0 M (1) - 20,0 M (1) 22,5 mnt (2)

30 90mn(l) [120mn(1) [180ma(l) 240mn(2) 27,0 Mn(2)

35 105ma(l) 140ma(l) [21,0mr(2) 280m1(2) 31,5 mn(2)

40 12,0mn(1) 16,0miu(1) 24,0Mu(2) [32,0Ma(2) 36,0 Mu (2)

45 13,5ma(1) [180mn(l) [27,0Mn(2) 36,0m1(2) 40,5 mn (3)

50 7315,0 mi (1) 20,0 mm(1) (30,0 M (2) 40,0 M (2) 45,0 mn(3)

55 16,5mn (1) 22,0 mn(2) 33,0mn(2) 44,0mn(3) [49,5mn(3)

60 18,0mr(1) 24,0Mn(2) [36,0mn(2) 48,0mn(3) 540mn(3) |

65 3179,5 mi (1) 26,0 mm(2) (39,0mn(2) (52,0mn(3) 58,5 M (3)

70 21,0mn(2) 280mn(2) [420ma(3) - »

75 22,5m1(2) 30,0Mn(2) 450mn(3) |- -

80  240mn(2) 320mn(2) 480mn(3) - -

85 255w1(2) 340mn(2) SLOma(3) - )

90 %’27,0 mi1(2) 36,0mn(2) |54,0mn(3) |- -

905 285w1(2) 380ma(2) ST0mn(3) - i

100 30,0Mn(2) 40,0 mn(2) |60,0 mn(3) |- .
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IIpenapatr Bopuimod npescrasisier co00i cTepHIbHbIA THOopuUIM3aT 6e3 KOoHCep-
BaHTa, Npe/IHA3HAYEHHBIN Ui oJHOKpaTHOro npumeHeHus. C Mukpobuonoruye-
CKOM TOUKHM 3PEHHS Mpernapar cielyeT BBOAUTh HEMEIJIEHHO.

KoHIileHTpaT MOXKHO J1ajie€ pa3BOAMTE CIEAYIONIMMHA PAaCTBOPAMH:

- 0,9% pacTBOp HaTpHUs XJIOPUIA Il BHYy TPUBEHHOIO BBEICHUS;

- pacTBOp PuHrepa nakrara Juisi BHy TPMBEHHOIO BBE/ICHHUS,

- 5 % pacTBOp NEKCTPO3bl 1JIs1 BHY TPUBEHHOI'O BBEJICHHS.

CoBMeCTHMOCTh BOPHKOHA30J1a C IPYTUMH PaCTBOPaMH, IOMHUMO YKa3aHHBIX BbILIE
HEeW3BeCTHa.

IToGouHoOe 1eHcTBHE

JlaHHbIe 0 0E30MMaCHOCTH BOPUKOHA30J1a OCHOBaHbI Ha pe3yJibTaTax UCCIIE0BaHHMs
6onee yem 2 000 yenosek (1 655 NaLUEHTOB, MPUMEHSIOLIMX BOPHKOHA30J B JIe4e0-
HBIX LEeasX U 279 ¢ npodHIaKTHIECKOH 1eJbl0), MPEJCTABICHHBIX re€TePOreHHOM
nonyJsinyei (MaueHTsl Co 3J1I0Ka4ecTBEeHHBIMU HOBOOOpa3oBaHusAMHU Kposu, BUY-
MHPHULMPOBAHHBIE TAIIMEHTHI C KAH/IH/1030M MUILEBOA U pedpakTepHbIMH IPUOKO-
BBIMH HH(EKIUSIMH, MMAIIMEHTHI €3 HEUTPOTIEHUHU C KaHUAEMHUEH WK acliepruiie-
30M, a TaK)Ke 3/J0POBbIe JOOPOBOJIBLIbI).

Haubosee pacripocTpaHeHHBIMH HEeXeNaTeIbHbIMHU PEaKLUsIMHU SBIISIOTCS Hapylle-
HHsI CO CTOPOHBI OpraHa 3peHusi, OTKJIOHEHHE OT HOPMBI pe3yJIbTaToB ()yHKIHO-
HaJILHBIX [1POO MeYeHH, IMXOPaJIKa, Chlllb, PBOTA, TOIIHOTA, AUapesi, FOJIOBHAas OOJIb,
nepudepruveckie OTekH, O0Jb B JKUBOTE U YrHeTeHHe JbixaHus. HexenarenbHbie
peakiuu OOBIYHO OBLTH JIETKO WM YMEPEHHO BbIpaXkeHbl. KIIMHMYECKH 3HAYMMOM
3aBHCHMMOCTH 0€3011aCHOCTH IperapaTa OT BO3pacTa, pachl UJIH 110J1a HE BbISIBICHO.
KpuTepuu OLleHKH 4aCTOThI BCTPE4aeMOCTH: 04eHb yacTo (=1/10), yacto (ot =1/100
no <1/10), megacro (ot >1/1,000 go <1/100), peaxo (ot >1/10,000 mo <1/1,000),
oueHb pejiko (<1/10,000), yacToTa HEU3BECTHA - HEBO3MOXKHO OIIPEEIIUTh YaCTOTY
HA OCHOBAHUM MUMEIOIIUXCS IaHHbIX.

Co cmoponbsl cepoua:

qYacmo - HAJDKEITY I0OYKOBasi apuTMUs, TaXUuKapaus, 6pam/11<apm/m;
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Heuacmo - GUOPWILISILIUS JKENTyJOUKOB, XKelly I0YKOBas 9KCTPACHCTONHS, HaJKeTTy-
JI0YKOBast TaXUKApAMS, )KeTyJOUKOBask TaXMKap/us,

peoKo - apUTMHS 110 TUITY «ITUPY3T», IIOJHAsE aTPHOBEHTPUKYIsIpHas 6J10kaza, 6110~
KaJa HOXKKHM my4ka [ 'uca, y3/10Bble apUTMHUH.

Co cmoponbsl cocy0os:

yacmo - apTepualibHas TUIIOTeH3us, (Gaebur;

Heuacmo - TpoMOo(IeOuT.

Co cmoponsl cucmemsl KpOGemMeEoOPEeHUA U IUMPAMUUECKOU CUCHIEMBL:

yacmo — arpaHyJIOLHUTO3 (BKIOYas (PeOpUIIbHYIO HEUTPONIEHHIO 1 HEUTPOIIEHHMIO),
MMAHIMTOINEHUSs,, TPOMOOIMTONEHUsT (BKJIIOYasi MUMMYHHYIO TPOMOOIIMTOIIEHHYE-
CKYIO IypITypy ), @HEMUS;

Heyacmo - JIenpeccrsi KOCTHOTO MO3ra, JIEHKOMEHH s, TUM(aeHONaTHs, 303UHHODH-
JI¥sI, CHHJIPOM JIMCCEMHUHHPOBAHHOTO BHYTPUCOCY IUCTOIO CBEPTHIBAHUSI.

Co cmoponbl HEpeHOU cucmembl:

OYeHb yacmo - TOJI0BHast 00JIb;

yacmo - CHHKOIA, TPEMOp, TMapecTe3usi, COHIMBOCTb, FOJIOBOKPYKEHHUE, CYOPOTH,
HUCTarM;

Heuacmo - OTeK TOJIOBHOTO MO3ra, 3HuedanionaTus, SKCTPaupaMuIHOE pacCTPOK-
CTBO, nepudepudeckas HelWponaTus, aTaKCHsl, TUNIECTe3Us], IUCTeB3Usl (HapyIeHHue
BKYCOBOT'O BOCIIPUSITHS);

peoko - iedeHodHas sHuedanonarus, cunapom I 'nitena-bappe.

Co cmoponst opzana 3penun:

OYeHb yacmo - HapyIllleHHe CO CTOPOHBI OpraHa 3peHus (B TOM YHCJIE HEYETKOCTh
3peHwusl, 3aTyMaHeHHoe 3peHue, GoTodoOHs, XIOPOICHs, XPOMATOIICHS, CBETO0O-
A3Hb, [[BETOBAs CJIENOTA, I[MAHOINICUS, HAJIMYHME B TOJIE 3PEHUS PadyKHbIX KPYIoOB
BOKpYT HCTOYHHKOB CBETA, HOUHAs CIIENOTa, OCLMIUIONCHS, (POTOICHS, MEpLATEIIb-
Hasl CKOTOMa, CHHDKEHHE OCTPOTBI 3pEHUs, 3pUTENbHAs SPKOCTh, e(eKT Moei 3pe-
HHUSI, TIaBAIOLI{e MOMYTHEHHUS CTEKJIOBHIHOTO T€Na U KCAaHTOICHS );

4acmo - KpOBOU3JIMAHHUE B CETYATYHO 06OJ'IO‘{Ky riasa,
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Heuacmo - HEBPUT 3pUTENIbHOTO HepBa, OTEK COCKa 3pUTEILHOI0 HEpBA, OKYJIOTHP-
HBII KpH3, TUILIONHUS, CKIEPUT, O1edapur;

peoko - aTpodusi 3pUTETBHOTO HEPBA, IOMYTHEHHUE POIOBMIIBI.

Co cmopoHnsl opzana ciyxa u 6ecmudyiapHozo annapama:

Heuacmo - BEPTUTO, TUTIOAKY3HUs, IIIyM B yIIax.

Co cmoponbt ObixamenbHOU CUCIEMbL, ZPYOHOU KIIeMKU U CPEOOCMEHUA:

OYeHb Yacmo — yTHETEHUE JIbIXaHUS;

yacmo - OTeK JIETKUX, OCTPBIN pecMpaTOPHbIA TUCTPECC-CHHPOM.

Co cmoponbl Jcesly00uHO-KUMe4YH020 mpakma:

OYeHb yacmo - TOIIHOTA, PBOTA, AUapes, 00Jb B dKUBOTE;

yacmo - XeWJIuT, QUCTIeTICUS, 3a1op;

Heuacmo - TyOJEHHUT, TIOCCUT, TAHKPEATUT, OTEK sI3bIKa.

Co cmoponbl noO4YeK u Mo4YeblOeIUMEIbHOU CUCMEMDBL:

yacmo - OCTpasi MoYeyHas HeJJOCTaTOYHOCTb, F€EMaTypHs;

Heyacmo - HEKpo3 TOYEYHBIX KaHAJIbIEB, MPOTCHHY PHsl, HEDPUT.

Co cmoponbl Kodcu u ROOKONCHBIX MKAHECU:

OYeHb 4acmo - ChIIlb;

yacmo - 3KC(HOJIMATUBHBIA 1I€PMATHUT, aJONel|s, KOXKHBINA 3y/1, MaKyJionamnmyJje3Has
CBINb, IPUTEMA;

Heuacmo — cunapoM CtueHca-/[kxoHcoHa, (oTroceHCMOMIM3aIMs, KpalluBHULIA,
JK3€Ma, TOKCHYECKMH JSNUIAECPMAIbHBIA HEKPOJIU3, AHT'MOHEBPOTHYECKHH OTEK,
MYJIbTH(OPMHAs 3pUTEMA, NICOPHa3, aJUIepPruiecKuil IepMaTuT, MypIypa, namyJies-
Has Cblllb, MAKyJISIPHAs ChIb;

peoxo - niceBaonopdupus, cToikas JeKkapcTBeHHas SPUTEMA;

yacmoma Heuszgecmua - KOXKHasi (popMa CHUCTEMHOM KpacHOM BOJIYAHKH, JieKap-
CTBEHHAasl peakiysi C 03MHO(DUIINEN U CUCTEMHBIMU CUMIITOMaMHU.

Co cmoponbl onopHo-06uzameibHOZ0 annApPama U cOeOUHUMENbHOU MKAHU:
yacmo - 00JIb B CITUHE;

Heyacmo - apTPHUT;

yacmoma HeuzeecmHa - IEPpUuoOCTHUT.
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Co cmoponbl IHOOKPUHHOU CUCHIEMBbL:

Heyacmo - HeJOCTaTOYHOCTh KOPbI HAANIOYEYHUKOB, THIIOTHPEO3;

PpeoKo - TUIIEPTHPEO3.

Hapywenus memabonusma u RUMAHUA:

oueHb yacmo - nepudepudecKkue OTEKH;

yacmo - TUNIOKAJIMEMHs], TUIIOTJIMKEMHUSI, THIIOHATPUEMHS (BBISBIIEHO B IIOCTPETH-
CTPAIMOHHBIX UCCIIEIOBAHHUSAX ).

Hugpexkyuu u uneazuu:

yacmo - CAHYCHT, FaCTPOIHTEPUT, THHIUBUT;

Heuacmo - TICEBJOMEMOPAHO3HbIN KOJHT, JIUM(AHTUT, IEPHTOHMT.

Ob6wue paccmpoiicmea u HapyuieHUA 6 Mecme 66e0eHUAL:

OueHb Yacmo - TMXO0PAJIKa;

yacmo - 03H00, acTeHHs, O0JIb B IPYJHOM KIIETKe, IPUIIONOA00Hoe 3a00eBaHkue,
OTeK JuIa (BKJIIOYas epuopOUTalIbHBIN OTEK, OTEK I'y0 U OTeK pTa);

Heuacmo - peaKkiys/BOCIaIeHue B MECTE UHBEKIIUH.

Co cmopoHbl UMMYHHOU CUCMEMBL:

Heyacmo - aJNIepruyecKue peakiuy;

peoko - aHa(hUIIaKTOU/IHbIE PEAKIUH.

Co cmoponbl 2enamooOuUnuUapHO CUCMeEeMbl:

OYeHb Yacmo - OTKIIOHEHHSI OT HOPMBI pe3yJIbTaTOB ()Y HKIIMOHAJIBHBIX [1€Y€HOYHBIX
TeCTOB (MOBBIIIEHHE AaKTHBHOCTH aclapTaTaMHHOTpaHC(epasbl, ajJaHMHAMHHO-
TpaHcdepassl, MENT04HOM (ocdaras3bl, raMma-riiyraMuiITpaHcdepassl, JaKTaTie-
THApOTreHas3bl, TUIIEPOUIUPYOHEMUS );

yacmo - XeJTyxa, X0JIeCTaTUYeCKasl )KeNTyXa, FelaThT;

Heuacmo - TIeYeHOYHasi HeJOCTaTOYHOCTb, XOJICLIMCTUT, XOJICJIUTHA3, YBEIUYCHHE
MeyeHH .

Ilcuxuueckue paccmpoiucmea:

yacmo - raJTIOUHALIAH, CITy TAHHOCTh CO3HAHMSI, IENIPeCccHsi, TpeBora, 0eCCOHHMIIA,

AXXHUTaALMA.
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Hoesoobpazosanusa 0o6pokauecmeennbie, 3/10KaA4eCmeeHHble U HEYMOYHEHHbIE
(6K1I0UAA KUCHIbI U NOJIUNDL):

yacmoma Heuz8ecmua - TNIOCKOKJIETOUHBIN paK KOXH (BKIIIOYas IIIOCKOKJIETOYHbIN
paK KoxH in situ uiu 6oe3Hs boysHa).

JlabopamopHsie u UHCHIPYMEHMAIbHbIE UCCIC006AHUA:

yacmo - OBBIIIEHHE KOHLIEHTPAllMKA KpeaTUHHHA B KPOBH,

Heyacmo — yauiaHenre uatepBana QT Ha anexTpokapuorpaMme, MOBbIIICHUE KOH-
[IEHTpallii MOYEBHHbI B KPOBH, NOBBIIICHUE KOHLEHTPALMH XO0JIeCTEPUHA B KPOBH.
Iob6ounoe oeiicmeue npu npumenenuu y oemeii: ObLIIO YCTaHOBJIEHO, YTO HEXeE-
narenbHble () deKTH Mpenapara y AeTei B Bo3pacTe oT 2 10 12 jneT aHaIorHYHbI
TAKOBBIM y B3pOCIBIX. Y JieTeil Habmo1anack Ooiee BBICOKas 4aCTOTA MOBBIIICHUS
AKTMBHOCTH TNeYeHOYHBIX (hepMeHTOB. B X0/1€ oCTperucTpalidOHHbIX HCCIIen0Ba-
HH BBISBJIEHO pa3BUTHE MMaHKpeaTUTa y JIeTeil Ha (JOHEe Tepaluy BOPUKOHA30JI0M,
a Take 0oJiee YacToe BOBHUKHOBEHUE KOXKHBIX PEaKLIUH.

Ilepeno3npoBka

Cumnmomvi

M3BecTHO O TpeX cllydasx CIy4ailHOW nepeno3upoBKH. Bce ynomsiHyThIe citydau
MPOM30LIIN Y JIeTei, KOTOPHIM BHYTPHMBEHHO ObLIa BBEJIEHA /1032 BOPMKOHA30I1a, B
NATH pa3 MPEeBbIIIAIONIAs PEKOMEH/I0BAHHYIO.

HmeeTcs coobIeHre 0 eqUHUYHOM ciiydae GoTohoOHH, MPOAOIKUTEILHOCTBIO 10
MUHYT.

Jleuenue

AHTHJIOT BOPUKOHA30J1a HEM3BeCTeH. B ciydae nepeno3upoBKH IT0Ka3aHa CUMIITO-
MaTH4YecKas U MoJJIepKUBAIOLIasl TepPaIlUsl.

BopHKkoHa30J1 BHIBOJUTCS B X0JIe reMoidaiii3a ¢ kiupeHcom 121 mi/mun. B ciayvae
NepeI03UPOBKH MreMOIHAIIA3 MOXKET CITIOCOOCTBOBATH BHIBEICHHUIO BOPUKOHA30J1a U3

OopraHuszMa.
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B3aumoeiicTBHE ¢ IPYrHMH J1eKaPCTBEHHbIMH CPeICTBAMH

UHrubuTOphl MM UHAYKTOPBI H30(hepMeHTOB 1uToxpomMa Pyso (CYP2C19, CYP2C9
u CYP3A4) MOryT BbI3BaTh, COOTBETCTBEHHO, ITOBBILLIECHHE WJIM CHI)KEHUE KOHLICH-
TpalMy BOPUKOHA30J1a B IUIa3Me KPOBH.

BoprkoHa301 MHTHOMPYET aKTHBHOCTB H30(pepMeHTOB LuToXpoma Pyso- CYP2C19,
CVYP2C9 u CYP3A4, - u MOXXET NOBBIIIATh [JIa3MEHHbIE KOHIIEHTPAIIMU BELIECTB,
KOTOpble METabOJU3UPYIOTCS ¢ ydacTHeM u3odepmeHToB LHuTOXpoma Pyso (CYP
450), B YaCTHOCTH, JUIsl BEILIECTB, KOTOPbIe METabONU3HPYIOTCS H30()EPMEHTOM
CYP3A4, Tak KaKk BOPUKOHA30J sBJIsieTcst CUiibHbIM HHrHouTopom CYP3A4, xo1s
yeenudeHue AUC 3aBUCHT OT cyOcTpaTa (CM. TabJIHIly HUXKE).

B3auMoielicTBHE BOPMKOHA30J1a C IPYTMMHU JIEKapCTBEHHBIMH CPEJICTBAMH U PEKO-

MEHJaluuu Ipyu OJTHOBPEMEHHOM NIPUMEHEHUH NIPEICTABJIICHBI B Ta6n1/1ue HHIKE!

Plelcapcn;eﬂnoe cpea- B3aumoaeiicTBue: Pexomenganuu

CTBO [mMexanuszm n3MeHeHHs (papMaKOKHHe- IIPH OJHOBPEMEHHOM

eé3aumooeiicmeus|

THYecKHX napametrpos (%)

NpHMEHEeHHH

XéTeMHéOﬁ, uﬁ3anpu11,
MUMO3KJl, XWUHWJIUH U
TepbeHa it
[eybcmpamer  uzogpep-

menma CYP3A4]

B3aumopeiictBue He H3y4a-
J10Ch, OJHAKO CYILIECTBYET
BBICOKasi BEpPOSITHOCTb, 4YTO
NOBBILLIEHHbIE KOHLEHTPALUH
JTAaHHBIX JIEKApCTBEHHBIX
CPEJICTB MOTYT IPHBECTH K
yaiMHeHuto uHtepBana QTc
U B PEAKUX CIy4yasx BO3HHK-
HOBEHUIO XKeJIyJOYKOBOU Ta-

XUKapAWU 110 THUILY «ITUPYIT»

IIpoTuBONOKa3aHO

HUS»)

pazaen «lIporuBomnokasa-

(cm.

Kapbamazenun u au-
TEJILHO  JICHCTBYIOLLIHE

OGapOuTypaThl

B3aumopeiictBue He wH3yua-
JI0Ch, OJIHAKO KapbamaszenuH
U JJIUTENbHO JEHCTBYIOLIUE

OapOUTypaThl, BEPOSTHO,

I[IporuBonoka3ano

HUS»)

paznen «lIporuBonokasa-

(c™m.
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(HanpuMé};, (henobapOu-
taj, MegobapouTa)
[mowHvie  undykmopwi

yumoxpoma Pysof

MOT'YT 3HAQYUTECIIbHO CHHUXXATh
IJIa3MC€HHBIC KOHLCHTpAalu"

BOpPHUKOHAa3oJIa.

9¢>aBni3“eH; (HeHyKJIeo-
3UJIHBIA MHTHOUTOpP 00-
paTHOM TpaHCKpPUITAa3bl)
[HHnoyxmop yumoxpoma
Pys0; uneubumop u cy6-

cmpam  uzogepmenma

CYP3A44]
OnHOBpeMEeHHOE  TpHU-
MeHeHue 3(haBHpeH3a B
no3e 400 mMr oauH pa3 B
CYTKH ¥ BOPUKOHA30J1a B
no3ze 200 mr nBa pasa B
CYTKH™
OnHoOBpeMeHHOE  MpHU-
MeHeHue 3GhaBUpeH3a B
noze 300 Mr oauH pa3 B
CYTKH ¥ BOPMKOHA30Jj1a B
nose 400 mr nBa pasza B

CYTKH™

Crmax 3¢aBupen3a T 38%
AUC; a¢aBupen3a 1 44%
Chnax BOpHKOHa301a | 61%

AUC, Bopukonazona | 77%

B cpaBHenuu ¢ 3paBupenzom
600 Mr oiMH pa3 B CyTKH,
Crnax 2aBupeHnsa <«

AUC; a¢aBupensa T 17%

B cpaBHeHun ¢ BOpHKOHa30-
nom 200 mr 1Ba pasa B CyTKH,
Crmax BopukoHazona T 23%

AUC; Bopukonazona | 7%

[Ipumenenuve  craHgapt-
HBIX J103 BOPUKOHA30J1a U

a¢aBupensa B jo3e 400 mr
OJIMH pa3 B CYTKH IPOTHUBO-
MOKa3aHo

(cm.  pazgen

«IIpoTrBONIOKA3aHUSAY ).
OnHoBpeMeHHOE  NpHUMe-
HEHME BO3MOXHO, €CIIU
HoJJiepXKUBatoasl  J103a
BOpUKOHa3zona Oyner mno-
BbiieHa a0 400 mr paBa
pa3a B CyTKH, a 1o3a 3¢da-
BHUpeH3a cHuxeHa a0 300
MT OJIUH pa3 B cyTku. [lpu

OTMECHE TE€palnunu BOPHKO-

Ha30JIO0M, HaydaJlbHas /J03a
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s(aBrpeH3a J0DKHA OBITh

BOCCTAaHOBIJICHA.

AnKanomﬁ;I CIIOPBIHBH
(Hampumep, 3proTamuH
U TUTHPOIPTOTAMHH)
uzoghep-
menma CYP3A44]

[cybecmpambi

B3aumopelictBue BOpPHKOHA-
30Jla C aJKaJIOWJaMH CIIo-
pPBIHBU (IPrOTAMMHOM M JIH-
THJIPOSPrOTaMUHOM) HE H3Y-
4ajioCh, OJHAKO CYILECTBYET
BBICOKasi BEpPOATHOCTH, 4YTO
BOPUKOHA30J1 MOXET BBI3bI-
BaTh MOBBILICHUE KOHIIEHTpA-
Ui JIaHHBIX IIpEenaparoB B
ria3Me KpoBU U IIPUBOJUTH K

IPrOTH3MY.

IporuBonoka3ano (cMm.
pa3nen «lIporuBonokasa-

HUSD).

Jlypasunon

uzoghep-
menuma CYP3A4]

[cybecmpamer

B3aumosieiicTBue BOpPUKOHA-
30J1a C JIypa3suJioHOM He u3y-
4aJioCh, OJIHAKO BOPHUKOHA-
30J1, BEPOSITHO, MOXKET 3HAYH-
TEJIbHO MOBBIIIATH IUIA3MEH-
Hbl€ KOHIIEHTpPALIMK JIypa3u-

JOHa.

IIporuBonoka3aHo (cM.
pasznen «lIporuBonoxasa-

HUS).

Hanoxkceron

uzoghep-
menma CYP3A44]

[cybecmpam

B3aumoneilicTBue BOpPUKOHA-
30J1a C HAJIOKCETOJIOM HE U3Yy-
4ajoch, OJIHAKO BOPUKOHA-
30J1, BEPOSITHO, MOXKET 3HA4YU-
TEJLHO TOBBIIIATH IUIa3MEH-

HbIC KOHIIEHTpallu HAJIOKCEe-

roJja.

IporuBonoka3ano (cMm.
paznen «lIporuBomnokasa-

HUSD).
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Pn(ba6yTHH
[mownblti unOyKmop

yumoxpoma Pyso; |

300 Mr oiuH pa3/cyTKu

300 Mr oauH pa3 B CyTKH

(npu

IIPUMEHEHHUU C BOPHUKO-

OIHOBPEMECHHOM

Hazosiom 400 wmr pBa

pasza B CyTKu)*

Cumax BOpUKOHa30ma | 69%
AUC, Bopukonazona | 78%
Crnax pudadytuna T 195%
AUC; pudadbytuna 1 331%

B cpaBHeHUH C BOPHUKOHA30-
aoMm 200 mr 1Ba pas3a B CYyTKH:
Chnax BoprikoHazona T 104%

AUC, Bopukonazona T 87%

IporuBonoka3ano (cMm.
pasznen «lIporuBonokasa-

HUSD).

PI/I(baMHI/IIiI/IH (600 wmr
OJIUH Pa3 B CYTKH)
[mownwiii unoyxmop

yumoxpoma Pysp, |

Crmax BOprKOHa3o01a | 93%

AUC, BopukoHazona | 96%

IporuBonokazano (cM.
paznen «lIporuBonokasa-

HUS ).

PutonaBup (I/IHFI/IGI/ITOp
nporeas) [MowHbwil UuH-
0yKmop yumoxpoma
Pyso;, uneubumop u cyo6-
cmpam  uzogepmenma

CYP344]

Bricokue 10361
(400 Mr pBa paza B

CYTKH)

Cmax 1 AUC; putoHaBupa <>
Crnax BOpHKOHa301a | 66%

AUC, Bopukonazona | 82%

OnHOBpEeMEHHOE IpUME-
HEHHE BOPUKOHA30J1a U BbI-
COKMX JI03 PpHUTOHaBHpa

(400 Mr u BbIIIE J1Ba pa3a B
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Hwuskue no3s1

(100 mMr pgBa pasa B

Crnax puTOHaBHpa | 25%
AUC;, puronasupa | 13%

CYTKH) MPOTHBONOKA3aHO
(cm. paznen «IIporusomno-
Ka3aHUs»).

[IppMeHeHsTh ~ OJHOBpE-

MEHHO BOPUKOHAa30JI U pH-

CYTKH )* Cmax BOpHKOHa307a | 24%  |TOHaBMp B HHM3KHX 7032aX
AUC, Bopukonasona | 39% (100 mr 2 pasza B CyTKH)

clieyeT JIMlb B TOM CIy-
yae, €cClIu  OXujaaemas
110JIb3a OT NPUEMa BOPHKO-
Ha30Jjla 3HAYUTENIbHO Ipe-
BBIIIIAET PUCK OT UX COB-
MECTHOT'O TPUMEHEHUS.

3Bep066171 7 nposipsB-/CornacHo 1aHHbIM He3aBuch- [IpoTuBonokazano  (cM.

JICHHBIH MOTO MCCJIe/IOBAHMS pasnen «lIporuBonokasa-

[unoyxmop yumoxpoma AUC., BopukoHazona | 59% [Hus»).

Pyso u P-

2nuKkonpomeunal

300 mr Tpu pasza B CyTKH

(olHOBpEMEHHOE  MpHU-

MEHEHHE C OJTHOKPATHOU

JI030M  BOpPHMKOHAa3oJa

400 mr)

TonsanTan B3aumozeiictBiue He wusyua- [IporuBomoka3aHo (cMm.

[cybcmpam uzoghep-noch, OJAHAKO BOpHUKOHa30I,pasaen «lIpornBonokasa-

meuma CYP3A4] BEPOSITHO, MOXET 3HAYHU- HH»).

TE€JIbHO IOBbIIIATH IIJIA3MCH-
HBIC KOHILCHTpAIMKU TOJIBAII-

TaHa.
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BeneTtoxknakc

[eyoecmpam CYP3A44]

B3aumopelictBue He u3y4a-
JIOCh, OJIHAKO BOPUKOHA30JI,
BEPOSATHO, MOXET BBbI3bIBATH
3HAYUTEIBHOE  ITOBBIIIEHUE
IJIa3MEHHBIX KOHLIEHTPALMI

BC€HECTOKIJIaKCa.

OnHoBpeMeHHOE  IpUMe-
HEHHE BOPUKOHA30J1a U Be-
HETOKJIaKca MPOTHBOIIOKA-
3aHO B Hauaje Teparnuy Be-
HETOKJIAKCOM M BO BpeMs
TUTPOBAHHUS J103bl BEHETO-
kiakca (cm. pazzgen «lIpo-
THBOIOKAa3aHUs» ).

Tpebyetcst CHIDKCHHUE
J103bI BEHETOKJIaKca B (aze
MIOCTOSIHHOM CyTOYHOM
JI03bI B COOTBETCTBUU C UH-
CTPYKLHMSIMU IO MPUMEHE-
HUIO TIperapara; peKOMeH-
JyeTcsl THIaTeJIbHbIA KOH-
TPOJIb HA MpeIMeT OOHapy-

KCHHS IIPHU3HAKOB TOKCHUY-

HOCTH.

®ayKoHa301

(200 mMr omuH pa3 B

CYTKH)

[uneubumop  uzoghep-
MEHmOo8 CYP2(C9,
CYP2C19 u CYP3A44]

Cmax BoprikoHazona T 57%
AUC, Bopukonazona T 79%
Usmenenns Cnax U AUC;
¢bnykoHa3osia He YCTaHOB-

JICHBI

[Moaxonsimumii pexxum Kop-
PEeKIIMU JI03bl W/WIIK 4a-
CTOTHI TNpHEeMa BOPHKOHA-
301a U (IyKoHa3zona He
ycTaHoBJIeH. B Tom ciy-
Yae, eClIM BOPUKOHA30Jl
npUMeHsieTcss mocyie uy-
KOHa30J1a, PeKOMEHIYeTCs
NPOBOJUTH  TIIATEIbHBIN

KOHTPOJIb HEXEJIAaTCIbHbIX
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peakuui, CBS3aHHBIX C

IIpUEMOM BOPHKOHA30JIA.

uzogep-
menma CYP2C9 u mow-

[eybcmpam

Hblll  UHOVKMOP YUumo-

xpoma Pys0)

300 mMr oiMH pa3 B CyTKH

300 mMr oauH pa3 B CyTKH
(olHOBpEMEHHOE  TMpHU-
MEHEHHE C
BOPHUKOHA30JIOM B

nosze 400 mMr nBa pasa B

CYTKH)*

Cinax BopukoHazona | 49%

AUC, Bopukonazona | 69%

Crmax enutouna 7 67%
AUC; ¢penuronna T 81%

Crnax BopukoHazona 7 34%

AUC; Bopukonazona T 39%

B cpaBHeHuH ¢ BOpUKOHA30-

nom 200 Mmr 1Ba pa3a B CyTKH,

Cnenyer wuzberatb OIHO-
BPEMEHHOTO TPUMEHEHUS
BOPHUKOHa30J1a U (hEeHUTO-
MHa, 32 UCKITIOYEHHEM CITy-
YaeB, KOT/ia MoJib3a JJIsl fa-
IIUEHTA TPEBBILIAET PHUCK.
PexomeHnayercss KOHTpOJI-
TUPOBaTh TUIa3MEHHbIe
KOHLIEHTpaluu  (peHuTo-
WHa.

OnHoBpeMEeHHOE  IpUMeE-
HEHHE BO3MOXHO TOJBKO B
ciy4ae, eCJi MoJIepKuBa-
Iolasi /1032 BOPUKOHA30J1a
Oynmer yBenuyeHa 10 5
MI/KI' BHyTPUBEHHO WJIH C
200 mr go 400 mr BHYTpH
JiBa pa3za B CyTKH (y mnaim-

€HTOB C MacCOH TeJjila MeHee
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40 xr co 100 mr go 200 mr

BHYTpb JIBa pa3a B CYyTKH).

menuma CYP3A44]

OTHOBPEMECHHOEC ITPUMEHCHUE
BOPHUKOHAa30J1a MMOBBIIIACT
KOHUEHTpAaLUuo rna3nern6a B
IjiasMe€ KpOBU M TMOBBLIIIACT

pPUCK YAJIMHCHHA HWHTEpBaja

QT.

JlerepmoBHp Cunax BopHKOHa30sa | 39%  Ecin HeBO3MOXHO H30e-

[unoykmop uzopepmen- AUCop.12  BOpUKOHA30/1a | XKaTh OJIHOBPEMEHHOTO

moe CYP2CY, u|44% NPUMEHEHUsT  BOPUKOHA-

CYP2C19] Ci2 BopukoHazona | 51% 30la M JIETEPMOBHUPA,
HEOOXOIMMO KOHTPOJIUPO-
BaTh COCTOSIHUE NaLUEHTa
Ha TpeIMET CHIKEHUs (-
(GEeKTUBHOCTH  BOPHKOHA-
30712

Fna311érfi/‘16” B3aumopeiictBrue He wu3yda-Eciu HEeBO3MOXHO u30e-

[eyocmpam uzogep-|nock, OAHAKO 0XKUAAECTCS, YTO XKATh OZITHOBPEMEHHOI'O

NIPUMEHEHUs, PEKOMEHMIY-
€TCsl 4acTO MPOBOJUTH MO-

HutopuHr JKI'.

NHruburopsl TUPO3MH-
KUHA3bI

uzoghep-
meuma CYP3A4]

[cybecmpamui

(Hanmpumep, aKCUTHHHO,
O6ocyTuHHO, Kab03aHTH-
HUO, HUEepUTHHUO, KOOHU-
MeTHHUO, 1abpadeHuo,

Jla3aTUHUO, HUJIOTUHHUO,

B3aumopeiictBue He u3yya-
J10Ch, OJIHAKO BOPHKOHA30Jl
MOBBIIIAET TJIA3MEHHbIE KOH-
HEHTPallMd UHTHOMTOPOB TH-

MeTa0OoIU3U-

pyembix CYP3A4

PO3UMHKHWHA3hbI,

Ecnu HeBo3MOXHO wH30e-
KaTh OJIHOBPEMEHHOTO
NPUMEHEHHsI, PEKOMEH]IY-
eTCsl CHWKEHHE HO3bl WH-

ruOUTOpa TUPO3MHKUHA3I
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CYHUTHHUO, HOPYTH-

HUO, puOOIMKIHO)

AHTHKOATyJISIHTBI
Bapdapun (30 mMr ogHo-
KpaTHO, OJIHOBPEMEHHO
C BOPHMKOHA30JI0M B J103€
300 Mr 1Ba pa3a B CyTKH)
uzogep-
menma CYP2C9)]

[eybecmpam

Hpyrue

AHTHUKOAr'yJIAHTbI

nepopajibHble

(Hanpumep, QeHnpokxy-

YBenuyeHne MakCUMaabHOIO
IPOTPOMOMHOBOIO BPEMEHH
OBLIO MPUOJIU3UTENBHO B JIBa

pasa.

[Ipeanonaraercsi, 4TO BOpHU-
KOHA30J1 MOXET yBEJIMYUBATh
TUIa3MEeHHbIE KOHIIEHTpalUU
KyMapHHOB, YTO MOXET MpHU-
BOJIUTH K TOBBIIIEHUIO TPO-

TPOMOMHOBOI'O BPEMEHH.

Ecnu manueHTam, noiyva-
IOIMM TIpenaparbl Kyma-
pHHA, Ha3HAYaIOT BOPUKO-
Ha30JI, HEOOXOUMO C KO-
POTKMMH  HMHTEpBaJlaMH
KOHTPOJIHPOBAThH npo-
TPOMOHMHOBOE BpeMs U CO-
OTBETCTBYIOIIUM 00pa3oM
noaoupaTh JA03bl AaHTUKOA-

T'YJISIHTOB.

B3aumopneiictBue He u3yya-
J0Ch, OJJHAKO BOPHKOHA30II,
BEPOSTHO, MOXKET TMOBBILIATH
TUIa3MEeHHbIE KOHILIEHTpalH
uBakaTopa, YTO MOXKET MpPHU-
BOJIUTH K MOBBIIIEHUIO pHCKa
pa3BUTHS TMOOOYHBIX peak-

AN

Pexomennyercs cHuxeHue

1103bI UBaKadTOpa.

MOH,  alEHOKyMapoJ)
[cybcmpamvr  uzoghep-
menmos  CYP2C9 u
CYP344]

HBaKaQ)pr

[cybecmpam uzogep-
meuma CYP3A4]
D30MHKIOH

[cybcmpam uzogpep-
menma CYP3A4]

B3aumMopeicTBHe He H3y4a-
JI0Ch, OJTHAKO 0XKHMJIAETCS, YTO
BOPUKOHA30JI, YBEJIIMYMBAECT

IJIa3ME€HHBIEC KOHLCHTpalluu

PCKOMGHIIy €TCA CHHUIKCHHUEC

JO3bI 330IMUKIIOHA.
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U CelaTUBHBIA 3(deKT 330-

IMHUKJIOHA

ben3ouazenuHbl

uzogep-
menma CYP3A4]

[cyocmpamv

Mupgazonam (0,05 mr/kr

B/B OJTHOKpaTHasi 7103a)

Mupazonam (7,5 Mr oa-

HOKpaTHas /1032 BHYTPb)

Ipyrue  OeH3onuase-
MHHBI (HanpuMmep, Tpua-

30J1aM, aJlrpa3osam)

CornacHo JaHHbIM HE3aBUCH-

MOTI'O UCCJIEAOBAHUA:

AUCy., munazonama 7 B 3,6

pasza

CmaxMuza30mama 1 B 3,8 pasza

AUCy., mugazonama 1 B 10,3

paza

B3aumopeiicTBe He u3yua-
JI0Ch, OJIHAKO BOPHUKOHA30II,
MOXET BBI3bIBATH TIOBBIIIIE-
HHeE IJIa3MEHHBIX KOHLIEHTpa-
Ui apyrux OeH3oauazenu-
HOB, KOTOpbIE MeTa0oJIU3u-
PYIOTCS TIOJ] IEHCTBHEM H30-
depmenta CYP3A4, u BbI3bI-
BaTh pa3BUTHE MPOJIOHTUPO-
BAaHHOTO CeNaTHUBHOIO 13-

(bexra.

Pexomennyercs

11E7IECO00Pa3HOCTh

OLICHHUTD

KOp-

pPeKLUH 10361 OeH3oauase-

ITMHOB.

NMMyHOCYTIpEeCCaHThI

[cybcmpamer  uzoghep-

menma CYP3A44]
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CI/IpOJII/IMyHC

(2 Mr 0JTHOKpaTHO)

JBEpOIUMYC
[makoice cyocmpam

P-enuxonpomeunal

[{uxnocnopun (y nanu-

€HTOB, MEPEHECHINX
TpaHCIUIAaHTAllUuIO 51
Haxodamuxcsa B CTa-

OMJIIBHOM COCTOSIHHH )

CornacHo JaHHBIM HE3aBUCHU-
MOT'O UCCJIE/IOBAHMS:

Crax cponumyca 1 B 6,6 pas
AUCy., cuponumyca 7 B 11

pa3

B3aumopeiicteue He wu3y4a-
JIOCh, OJIHAKO BOPHUKOHA30JI,
BEPOSATHO, MOJXET BbI3bIBATH
3HAYUTEIBbHOE  TOBBIIICHUE
MJIa3MEHHbIX KOHLIEHTPALUM

3BEPOJIUMYCa.

Crnax iuxsiocniopuna 1T 13%

AUC; uuknocnopuna T 70%

OnHoBpeMeHHOE  IIpUMeE-
HEHHe BOPUKOHA30J1a U CH-
pojMMyca NpOTHBONOKA-

3aHo (cM. paznen «lIportu-

BOIIOKa3aHUSN).
OnHoBpeMeHHOE — IpUMe-
HEHWE BOPHKOHA30ja U

IBEPOJIUMYCA HE PEKOMEH-
IyeTcsl, TOCKOJIbKY 0XKH/a-
€TCsl, YTO BOPHKOHA30JI MO-
KET 3HAYUTENIbHO TOBBI-
1IaTh IUIa3MEHHbIE KOH-
HEHTPAIli!  HBEPOJIMMYycCa
(cm. pasnen «Ocobble yka-

3aHUS).

[Ipy Ha3HAYeHUHU BOPUKO-
Ha30Jla TAlMeHTaM, TOJy-
YaOIUM [IUKJIOCTIOPHUH pe-
KOMEH/IyeTCSl yMEHbIIUTh
1103y IUKJIOCTIOPHHA BIIBOE
¥ KOHTPOJHPOBATh €ro
KOHIIGHTPALIUIO B IUIa3Me
KpoBU. [loBbilIEeHHME KOH-
LEHTpaIMK LUKIOCIOPHHA
compoBoXxmaetrcs Hehpo-

TOKCHYHOCTBIO.
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Taxkponumyc

(0,1 mMr/kr oqHOKpaTHO)

Cinax Takposiumyca T 117%

AUC, Takponumyca T 221%

Ilocne mpekpalieHus Ipu-

eMa BOPHMKOHA30Jla Heo0-

XO0MMO KOHTPOJIMPOBATH

KOHILICHTPpALMIO ITUKJIOCIIO-

pUHA U [IPU HEOOXOUMO-

CTH YBCJIMYUTH €ro J103Y.

[Ipy Ha3HauYeHUM BOPHUKO-
Ha3oJla MalUeHTaM, IMOJy-
YaIOIIUM TAaKpOJIMMYC, pe-
KOMEHJIyeTCSl YMEHBIIUTh
7103y TaKkpojaumyca 10 Of-
HOW TpeTH ¥ KOHTPOJIUPO-
BaTh €ro KOHIICHTPALUIO B
minasme Kposu. [losbie-
HUE KOHLEHTpPALUH TaKpo-
JIUMYycCa COIMpPOBOXKAAETCA
HE(YPOTOKCUIHOCTBIO.

[locie npekpamnieHus npu-

eMa BOPMKOHA30J1a Heo0-

XO0UMMO KOHTPOJHUPOBATH

KOHICHTpAIUMKO TaKpOJIn-

Myca M IIPU HEOOXOIUMO-

CTH YBCJIMYUTL €10 103Y.

JlnutenbHO IEUCTBYIO-

IHUE OIMUAaThI

[cybocmpamebt

uzoghep-

meuma CYP3A44]

Crnenyer OLIEHUTh BO3MOXK-
HOCTh CHVDKEHHUS JIO3bI OK-
CUKOJOHA U JAPYTHX OIua-
Jeu-

TOB  JJIUTCIBHOIO

CTBHS,
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OKCUKOIOH

(10 Mr ogHOKpaTHO)

MeTtanoH

(32-100 mr onuH pa3 B

CYTKH)
[eybecmpam uzoghep-
menma CYP3A44]

CornacHo JaHHBIM HEe3aBUCH-
MOTO MCCIIEIOBAHHUS:

Chnax OKcHKODIOHA T B 1,7 pa3
AUC., okcukonona 1 B 3,6

pas3

Cmax R-MeTaniona (akTuBHOTO
meTtabonuta) T 31%

AUC; R wmeragona (akTus-
Horo Metabomnuta) T 47%
Cmax S-MeTanona 1 65%
AUC; S-metanona T 103%

MeTabOoNM3UPYyEMBIX  H30-
hepmeHTOM CYP3A4
(Hampumep, THAPOKOIOHA).
MoxeT nmoHagoouTcsi KOH-
TPOJIb COCTOSIHUSL TalM-
€HTa C KOPOTKUMHU HHTEp-
BaJlaMU Ha MpeIMeT pa3BU-
THsl HEXeJaTeJIbHbIX sBJIe-
HUM, CBS3aHHBIX C OIIHMa-
TaMH.

[loBbllIEHHE KOHLIEHTpA-
LMK METaJIoHa B IuIa3Me
KPOBHU MPUBOIUT K MPOSIB-
JICHUIO TOKCHYECKHUX (-
(bekToB, BKJIOYAsl y/JIMHEe-
Hue untepBana QT. Peko-
MEHJIyeTCsl 4YacThld KOH-
TPOJIb COCTOSIHUSI TallU-
€HTa Ha MpPe/IMET pa3BUTHUS
HEXEJaTeIbHbIX peaKLUui
U TOKCUYHOCTH (B TOM
4yucle, YJUIMHEHUEe UHTEp-
Basia QT), cBsI3aHHBIX C Me-
TagoHOM. Bo3MoXHO, mo-
HaJI00UTCS

CHHIXCHHUC

JO03bI METAJOHA.
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Hecrepounusie nporu-

BOBOCIHAJIMTEINIbHBIE Mpe-
napats! (HIIBIT)
uzoghep-
menma CYP2C9]

[cybecmpamet
N6ynpoden

(400 mr o1HOKpPATHO)

JuknodeHak

(50 Mr ogHOKpaTHO)

Cinax S-ubymnpodena 1 20%
AUCO-oo
100%

S-ubynpodena 1

Crnax Auknodenaka T 114%
AUC ., nuknodenaka 1 78%

[Tanmentos cienyer
HaAOOIaTh C LEJIBIO BbISIB-
JIEHUS] BO3MOXHBIX TOKCH-
yeckux 3¢dexToB U npu
HEOOXOAMMOCTH  KOpPpEK-

tupoBath a03y HIIBIL.

OMera30171”

(40 Mr omuH pa3 B
CyTKH)*
[uneubumop  uzoghep-
menma CYP2C19; cy6-

cmpam uzopepmenmos

CYP2C19 u CYP344]

Crax oMenipazonia T 116%
AUC; omenpazona 1 280%
Crnax BoprikoHazona T 15%
AUC, Bopukonazona T 41%
BopukoHazon Takxe MOXeT
yrHeTarb JIeUCTBUE OPYTHX
MHTUOUTOPOB NPOTOHHOM
IIOMIIbI, KOTOpBIE SIBIISIOTCS
cybctparamMu  u3odepmeHTa
CYP2C19, yt0o MOXeT mnpu-
BOJMTH K MOBBILIEHHUIO TUIa3-
MEHHBIX KOHLEHTpALUMi JaH-
HBIX JIEKAPCTBEHHBIX Ipera-

partoB.

Koppekuusi 10361 BOPUKO-
HazoJja He TpedyeTcs.

[Ipy Ha3HaueHHM BOPUKO-
Ha3oJla TMalMeHTaM, YxKe
NOJIy4aroLMM  OMETNpa3oJl
B J103¢ 40 MI WM BBIIIE,
PEKOMEH/IyeTCsl CHIDKEHUE
JI03bl OMenpa3oyia B JBa

pasa.

[lepopanbHble  KOHTpa-
LUEeNTUBBI™ [cybcmpamoi

uzogpepmenma CYP3A4,

Cmax S3TUHUIIBCTpaaroJIa

36%

|

AUC; stunuimsctpaaguona 1

61%

PekomeH1yeTcsi KOHTPOJIb
COCTOSIHMSI TIAlIMEHTKH Ha
NpeJMET Pa3BUTH HeXe-

JIaTeJIbHBIX peaxkiuu,
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uH2u6um5pbz uzoghep-
meuma CYP2C19]
Hopatuctepon/
STHHUIIICTPATHOIN

(1 mr/0,35 Mr oauH pa3 B

CYTKH)

Chnax HOpaTHCTEpOHA T 15%
AUC; Hopatuctepona T 53%
Cinax BoprkoHa3zona T 14%

AUC;, Bopuxonazona 1 46%

CBSI3aHHBIX C MpPUMEHe-
HHEM TepPOpaAIbHBIX KOH-
TpalleNTHBOB U BOPUKOHA-

30J1a.

HapKdTI/iﬁeCKHe aHajb-
T€TUKH KOPOTKOIO JEW-
CTBUSA [cyOcmpamel uzo-
pepmenma CYP3A4]
Andenranun
(onHokpatHas fo3a 20
MKI/KT, ¢ OJJHOBPEMEH-
HbIM [IPUEMOM HAJIOK-

COHa)

®eHTaHUI
(omHOKpaTHasi nmo3a S

MKTI/KT')

CornacHo TaHHBIM HE3aBHUCH-
MOTO HUCCJIeIOBaHUS:
AUCy., andenranwia T B 6

pa3

CornacHo JaHHBIM HE3aBHUCH-
MOTO UCCIIeZIOBAaHHS:
AUCy., ¢pentanuna 1 1,34-

pas

Crnenyer oLleHUTh BO3MOXK-
HOCTb CHM)KEHMSI JIO3bl all-
(deHTanuna, ¢eHraHuna u
NpYyTUX  HapKOTHYECKUX
aHaJIbIe€TUKOB KOpOT-
KOT'O JICUCTBHUS, MUMEIOIIUX
CXOXYI0 ¢ al(eHTaHHIOM
XHUMHYECKYIO CTPYKTYpY U
MeTaboIM3UPYEMBIX  H30-
thepmeHTOM CYP3A4
(manpumep, cyenra-
Huia). [lanueHTs! JOMKHBI
HAXOJIUTHCS TOJ] MOCTOSIH-
HbIM HaONMIOJEHUEM IS
NpPEeIOTBPALLCHUS yTHETe-
HUSL  (YHKUMM  JIbIXaHUS
WIA JPYTUX HeXellaTelb-
HBIX peaKLuii, CBSI3aHHbIX C
IPUEMOM HApKOTHYECKHX
aHAJIbI€TUKOB KOpOT-
koro aeicteus. [Ipu HeoO-
XOJIMMOCTH

ux J103a

JOJI’KHa OBITH CHIDKEHA.
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Cratunb

(Hampumep,  JioBacTa-
THH)

[cybcmpamer  uzoghep-
meuma CYP3A4]

B3aumMopeiictBue He wu3yua-
JIOCh, OJIHAKO, BEPOSITHO, BO-
PHUKOHA30J1 MOYKET TOBBIIIATh
B

KOHLIEHTPpAaUIUIO mia3smMe

KPOBH CTAaTHHOB, KOTOpbIE
MeTabonu3upyrorcs uzodep-
mentoM CYP3A4 u npuBo-
IUTh K Pa3BUTHIO pabIOMHO-

Jii3a.

Ecnu HeBO3MOXHO wu30e-
KaTh OJIHOBPEMEHHOT'O
NPUMEHEHHs]  BOPHKOHA-
30J1a ¥ CTaTUHOB, KOTOPBIE
MeTaboMM3upyroTcs  dep-
meHToM CYP3A4 crnenyer
OLIEHUThH BO3MOXXHOCTD

CHHWXCHHA 103bI CTaTHUHA.

-l_IpOHSBoﬁAHe cynbdo-
HUJIMOYEBUHBI (HANpH-
Mep, TOJOyTaMuj, TJIH-
MU3U], MTHOSHKIIaMKT)
uzogep-
meuma CYP2C9]

[cybocmpamer

B3aumopeiictBue He u3yuya-
JI0Chb, OJIHAKO, BEPOSITHO, BO-
PHUKOHA30J1 MOXKET MOBBIILIATH
KOHUEHTPALMI  [POU3BOJI-
HBIX CYJIb()OHUIIMOYEBUHBI B

Ij1asM€ KpOBH H SABJIATHCA

HpH‘IHHOﬁ I'MINOTJINMKEMHUH.

PexomeHnzioBaH TuUIaTelNb-
HBI! KOHTPOJIb KOHLIEHTpa-
MM TIJIIOKO3bl B IUIa3Me

KPOBH.

Anxanonﬁﬁi OapBHHKa
(Hanpumep, BUHKPH-
CTHUH U BUHOJIACTHH)
usogep-
menma CYP3A44]

[cybcmpambi

BopukoHazon MoXeT MoBbI-
aTh COJIep)KaHUE aJKaJlou-
N0B OapBUHKA (BUHKPHUCTHHA
U BHMHOJIaCTUHA) B IUJIa3Me
KPOBH Y IIPUBOJUTH K pa3BuU-

THIO HEUPOTOKCUYHOCTH.

CneayeT OLICHHUTDH LEJICCO-

00pa3HOCTh CHWKEHHUS
JI03bl  aJIKaJlouJIoB  Oap-
BHHKA.

Jpyrue  MHrUOUTOpPEI
npoteassl (UI1) BUY

(Hampumep,  cakBHHa-
BHMP, aMIIPEHABHUP U Hell-

¢bunaBup)*

UccnenoBanus in vitro CBHU-
JNETENLCTBYIOT O TOM, YTO BO-
PUKOHA30J1 MOXET HHTHOUpPO-
BaTh MeTa0OJU3M HHIHOHUTO-
poB nporea3zsl BUY: caksu-
HaBHpa, aMIpPEHaBUPA U HEJl-

¢unaBupa. B cBoro ouepenp,

Pexomennyercst Tmiarennb-
HBIA KOHTPOJIb COCTOSIHUS
NalMeHTa Ha MpeJIMeT pas-
BUTHUS JIIOOBIX MPOSIBIIEHUN
JIEKAPCTBEHHOU TOKCHUYHO-
CTH U /WJIM HEJOCTATOYHO-

CTH JeicTBUs. Bo3MoxkHO,
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[cybempamer u uneubu-

uHTHOUTOpHI NpoTeazsl BUY

MOHAJ00UTCS  KOppeKLus

Hble HMHTHOUTOPHI 00-
paTHOM TpaHCKPHUIITa3bl
(HHHUOT) (nanpumep,
NeNlaBUpAUH,  HEBUpa-
nuH)*

[uneubumopvr unu uH-
OYKmMOopbl  Yumoxpoma

Pyso u cybcmpamol uzo-

¢pepmenma CYP3A4]

3aJId, YTO MeTabOoJIM3M BOpHU-
KOHa30j1a MOXXET YTHEeTaThCs
non nevicreuem HHUOT, a
BOPHKOHA30J1 B CBOIO OYepelb
MOXXET yrHeTaTh MeTab0JInu3M
HHUOT.

Ha ocHOBaHWHM MOJIy4eHHBIX
pe3ybTaToB HUCCIEAOBaHUS
s dexTa 3daBupeH3a Ha BO-
PUKOHA30J1 MO3BOJISIIOT Mpe/i-
nonoxuthk, uto HHUOT mo-
YT yCWIMBaTh MeTabOJIu3M

BOpPHUKOHAa3o0J1a.

mopvl  uz0ghepmeHmaMoryT WHTHOMpOBaTh MeTa-|[03bl IIPENnapaTos.
CYP3A44] ©0J11M3M BOPUKOHA30]14.
Jlpyrue HeHykieo3ua- ViccnenoBaHus in vitro noka- PekoMeHayeTcs THaTellb-

HBI KOHTPOJIb COCTOSIHUS
nanyeHTa Ha MpeaMeT pas-
BUTHUSI JIIOOBIX MPOSIBICHUN
JIEKApCTBEHHOW TOKCHUYHO-
CTH W /WM HEOCTATOYHO-
CTH JeurcTBUs. Bo3MoOXHO,
norpedyercs

KOppeKLUs

J103bI IpenapaTos.

TpetrnHonH

uzoghep-
menma CYP3A44]

[cybecmpam

B3aumopeiictBue He wu3yya-
JI0Ch, OJIHAKO, BOPUKOHA30J]
MOXET IIOBBIIATh KOHILIEH-
Tpauuyu TPETUHOWHA U TNOBbI-
IaTh PUCK Pa3BUTHS MOOOY-
HBIX peakuui (uauonaruye-
CKOW BHYTPUYEPEIHOW TIHU-
NEePTEeH3UH,

THICpKaJiblIUC-

MHH ).

PexomeHnmyercsi Koppek-
IUS1 1036l TPETHHOMHA BO
BpeMsl JIeYeHHUs] BOPUKOHA-
30JI0M U TIOCJIE €ro OT-

MCHBI.

HHMeTﬁﬁhﬁ
(400 mr pgBa pa3za B

CYTKH)

Chmax BopukoHazona T 18%

AUC, Bopukonazona T 23%

Koppexiumu 1o3bl He

Tpebyercs.
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[Hecnecneyuguueckuii
UHUOUMOp YUMOXpoma
Pyso u nosviuwaem ypo-

eéenv pH oicenyoounozo

lIHFOKan' 7
(0,25 mMr omun pa3 B
CYTKH)

[cybempam

P-enuxonpomeuna]

Cax JUTOKCHHA <>

AUC, n1urokcuHa <

Koppekuuu 1031 He

TpedyeTcsi.

I/IHnnHaBHE)

(800 Mr Tpu paza B
CYTKH)

[ecybempam u  uneubu-
mop uzoghepmenma

CYP3A44]

Crnax MTHIMHABUpA <>
AUC, unauHaBupa <
Chnax BOPMKOHA30J1a <>

AUC, BopukoHa3oa <>

Koppekuuu 103b1 He

TpedyeTcsi.

AHTHOHOTHKH IpYTIIbI
MaKpOJIU/I0B
OpUTPOMUIIMH

(1 r nBa pa3za B CyTKH)
[uneubumop  uzogep-
menma CYP3A44]
A3UTPOMUIIUH

(500 Mr omun pa3 B

CYTKH)

Cmax 1 AUC,; BopukoHa3oja

<«

Cmax 1 AUC,; BopuKOHa30j1a

<«

Bnusnue BopukoHazona Ha
MeTaboIu3M  SPUTPOMHUIIMHA

WiIn a3suTpOMUIIMHA HECU3-

BECTHO.

Koppekuuu 10361 He

TpeOyeTcs.
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MuxkodenonoBasi  Kuc-Cmax MHKO(eHOT0BON Kuc- Koppekuuu 1036l He

nota (1 r OIHOKpAaTHO) |JIOTHI <> Tpedyercs.

[eyocmpam ypuoun-5"- | AUC; mukodeHoI0BOIi Kuc-

ougocpam-enoKypoHu- | 10THI <>

nmparcgepazwi |

KoptukocTepousp!

[Ipennuzosion Cmax ipeanu3osiona 7 11%  Koppekuuu 10361 He Tpe-

(60 Mr ogHOKpaTHO) AUC ., npeguuzonona | 34%|0yercs. [lauuenTsl, nomy-

[cybecmpam uzoghep- Yarollue JJIUTEIbHOE Jie-

menma CYP3A44] YeHUe BOPUKOHA30JIOM U
KOPTHUKOCTEPOUJAMHU
(BKJTIOYAsi HHTANISILIAOHHBIE
KOPTUKOCTEPOUIbI, HAIIPH-
Mep OyZeCOHUT), TOJKHBI
HaXOAMUTHCS MOJ TLIATEIb-
HBIM HaOJIIO/IeHHeM Ha
npeaMeT HapyIIeHUs
GYHKIMU KOPBI HAJIoYey-
HUKOB KaK BO BpeMsi Jieue-
HUS1, TaK ¥ TIOCJie peKpa-
LICHHSI IPUMEHEHHS BOPH-
KOHa3ou1a (CM. pazzen
«Ocobble yka3zaHus »).

PaHI/ITI/IIII/II-iIM Cmax 1 AUC; Bopukonazona Koppekuuu no3sl He

(150 mr 2 paza B CyTKH) |« TpedyeTcs.

[nosviwaem yposeno pH

JHceny0ouHo2o cokal
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DapMaKOKUHETUYECKUH MapaMeTp, OCHOBaHHBIH Ha 90 % J0BEpUTEIHHOM HHTEP-
BaJie CPEIHEr0 reOMETPHUECKOI0 3HAUYEHHS, HAXOAUTCS BHYTPH (<), BLIme (1) unu
Huxe () unrtepBana 80 % - 125 %.

* B3anMHOe BO3/ICHCTBHE.

AUC,, AUC,, AUCy., - niomanb Noj KpUBOH «KOHIEHTPAIUA-BPEMS» B IIEPHO]
J03UpOBaHKs, OT MOMEHTa BBEJEHHs Ipenapara 10 BUAMMOW KOHIIEHTPAIMH B
Ijia3Me KpOBH, OT MOMEHTa BBEJIEHUs Npernapara J0 O0eCKOHEYHOCTH, COOTBET-
CTBEHHO.

Dapmayeemuieckas HecOBMeCmuUMOCms

Bopukonason HecoBmecTum ¢ 4,2 % pacTBOpOM HaTpHsi THAPOKapOOHATA, TOITOMY
€ro He PEKOMEH/IyEeTCs MCII0NIb30BaTh B KauecTBe pacTBopuTelisi. COBMECTHMOCTH C
APYTUMH KOHLEHTpALUsIMH HATpUs TUAPOKapOOHATa HEW3BECTHA.

IIpenapar Bopunnod Henb3si BBOOAUTH OJHOBPEMEHHO C MpenaparaMi KPOBH WIIU
pacTBOpamMH 3JIEKTPOIMTOB BBICOKOH KOHIIEHTPALIMHU, daKe e€CIU JUIS HH(Y3Hil Hc-
NOJIB3YIOTCS OT/JIENIbHBIE KaTETEPHI.

Mudysuro npenapara Bopuianog He cienyeT npoBoAHUTh Yepe3 OJMH KaTeTep WIIH
KaHIOJIIO C IPYTMMHM JIEKAPCTBEHHBIMU CPEJICTBAMHU, BKIIIOUAs NperapaThl s Ia-
penTepanbHoro nutanus (Amunodysun 10 % Ilmoc). OgHako npenapat MoOXeT
BBOJIUTHCS OJTHOBPEMEHHO C ITOJIHBIM MTapPEHTEPATbHBIM MTUTAHUEM U C PACTBOPAMH
3JIEKTPOJIMTOB HEBBICOKOH KOHLEHTPALIMU Yepe3 OTAeIbHbIE KaTeTePhl HIIH OT/IE N b-
HBII BXOJI MHOTOKaHAJIBHOTO KaTeTepa.

[Ipenapar Bopunnod He ciefyer cMemmBaTh ¢ APYTHMH JIEKAPCTBEHHBIMHU CpEJI-
CTBaMH, 3a UCKIIIOYEHHUEM TIEPEUUCIICHHBIX B pa3jiene «MHCTpyKIMs 1Mo MPUroToB-
JICHUIO pacTBOpA TSk UHDY3Hi».

Ocobble ykazaHus

Bsstre Marepuana ajs rmoceBa M IpyTrux JIaDOpaTOPHBIX MCCIIENOBaHUi (cepolio-
Usi, TACTONATOJIOTHS) C LEJIbIO BbIIENICHUS U UIeHTU(DUKALIMH BO30YAUTENEH Cle-
AyeT NPOU3BOIUTH JI0 HaYala JieUeHHsl.

Jleyenue MOXKHO Ha4aTh J10 MOJyYEHHsI pe3yJIbTaTOB JIAOOPATOPHBIX HCCIIEOBAHHHN.

O}IHaKO IIOCJIE TIIOJIYYE€HHUsI OBTHX PE3YJIbTAaTOB HGO6XO,III/IMO CKOPPEKTUPOBATH
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NpoTHBOrPHOKOBYIO Tepanuio. K BiuIaM, Hanbosee 4acTo BbI3bIBAIOIMM HH(DEKIIMH
y 4yenoseka, otHocsitest C. albicans, C. parapsilosis, C. tropicalis, C. glabrata u C.
krusei, npu 5TOM JUIsl BCEX HUX MUHUMaJIbHasl roaBisitolas koHueHtpauus (MIIK)
BOPUKOHA30J1a OOBIYHO COCTaBIsIeT MeHee | MI/MIL.

OnHaxo in vitro akTHBHOCTh BOPUKOHA30J1a MPOTUB rpuboB pa3HbIX Bu10B Candida
He oauHakoBa. B vacrHoctu, MITK BoprkoHa3o0a JUisi yCTOMYUBBIX K ()IIy KOHA30I1y
u3ouatoB C. glabrata nponopiuonanbHo Beiie, yem MIIK 11 u3015T0B, 4yBCTBU-
TeJNIbHBIX K (hirykoHa3omy. B cBsi3u ¢ atum, rpudku poaa Candida cnenyer Bo Beex
BO3MOXKHBIX CITy4asX HICHTH(PHUIIUPOBATH 10 YPOBHS BUA.

[Tpu BO3MOXHOCTH OIpeie/IeHUsl 1y BCTBUTEIbHOCTH IPUOOB K TPOTUBOTPUOKOBBIM
npernapatam nosrydeHnsle 3HaueHuss MIIK cnexyet uHTepnpeTupoBath ¢ UCIOJB30-
BaHUEM MOPOTOBBIX KPUTEPHEB.

Brienenbl KIMHAYECKHE HITAMMbl MUKPOOPTraHU3MOB, 00J1a1aloIIKe TOHM)KEHHOM
4yBCTBUTEJIHHOCTBIO K BOpPHKOHa30ly. O/IHAaKO MOBBILIEHHbIE MHHUMAJbHbIE IO-
nasistone konuentpauuu (MITK) He Bceraa mo3BojisitOT MpecKa3aTh KIMHUYE-
CKYI0 Hed()(heKTHBHOCTB: M3BECTHBI CIIy4YaH, KOTJia BOpUKOHa301 ObuT 3 dekTrBeH
y TMAaLMEeHTOB, UHQUIMPOBAHHBIX MHUKPOOpPraHM3MaMH, YCTOWYMBBIMU K JPYTHM
azosiaM. OLEHUTh KOPPESILIIO MEX/Ty aKTUBHOCTHIO BOPUKOHA30J1a B YCIIOBUSX in
Vitro U KIIMHUYECKUMH pe3yJibTaTaMH JICUEHUS! TPYJHO, YUUThIBasi CIIOXKHOCTb Ia-
LIMEHTOB, KOTOPBIX BKJIIOYAJIM B KJIMHUYECKUE HcclieoBaHus. [lorpanuunblie KoH-
LIEHTpallUud BOPUKOHA30J1a, MO3BOJISIONIME OLIEHUBATh YyBCTBUTEIBHOCTh K 3TOMY
npenapary, He yCTaHOBJIEHBI.

Heowcenamenvhoie agnenus co cmopomsl cepoeyHo-cocyOucmor Cucmemol
IIpMeHeHre BOPUKOHA30I1a CBA3aHO ¢ yJyInHeHueM uHTepBana QT Ha anekTpokap-
JUOrpaMMe, YTO COMPOBOXK/IAETCS PEAKUMH CITydasiMH MEpPLIAHUs /TpereTaHus JKe-
JTYJJOYKOB Y TSDKEJIOOOJIBHBIX MAllUEHTOB C MHOXKECTBEHHBIMH (DAKTOpaMHu pHCKa,
TaKUMH KaK KapAMOTOKCUYECKasi XUMHOTeparnusi, KapIMOMUOTIATHS], TUIIOKATHUEeMHUS
U COIyTCTBYIOILAsi Tepamnusi, KOTOPbIE MOIJIM CIIOCOOCTBOBATh PAa3BUTHUIO JJAHHOTO

OCJIO)KHECHHUH.
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BopukoHason cieayer ¢ OCTOPOXXKHOCTBIO NPUMEHATH y MNAlUEHTOB CO ClELYIo-
IIMMH MOTEHLIMAIEHO TPOAPUTMUYECKUMH COCTOSIHUSIMHU:

* BPOXKJIEHHOE UJIM NpuoOpeTeHHoe yuinHeHue uatepsana QT;

* KapIMOMHOTIATHS, OCOOEHHO B COYETAHUU C CepJIeYHON HEI0CTATOYHOCTBIO;

* CUHYycOBas Opaaukapaus;

* CYLLIECTBYIOIIME APUTMHUH C KIIMHUYECKUMHU MPOSIBJICHUSIMH;

* OJJHOBPEMEHHOE NPUMEHEHHE JIEKAPCTBEHHBIX NPENaparoB, yAJIUHSAIOIMIMX UHTED-
Bas1 QT (cM. paznen «B3aumopeicTBue ¢ ApyruMu JieKapCTBEHHBIMU CPEICTBAMUIY ).
DeKTPOJIUTHBIE HAPYLIEHUs], HAPUMEP TMIIOKAIMEMHIO, THIIOMAarHUEMHIO U TUTIO-
KaJbLUEMUIO, TIPU HEOOXOJUMOCTH, CleAyeT KOHTPOJMPOBATh U YCTPAHATH [0
HayaJjia ¥ BO BpeMsl Tepanuu BOPUKOHA30JIOM.

[Ipu uccnenoBaHuy Ha 310pOBBIX JOOPOBOJIbLIAX BIMSHUS BOPUKOHA30JIa HA UHTEP-
Bas1 QT na DOKI' npu npuMeHeHUH OJHOKPATHBIX /103, MPEBBIIAIOIINX OOBIYHYIO
JTHEBHY1O /103y He Oosee, yeMm B 4 pa3a, ObUIO YCTAaHOBJICHO, YTO HH Y OJTHOTO M3
UCIIBITYEeMbIX He Haboanoch nosbieHus uHTepBana QT Ha 60 wiu Gosee Mcek
OT HOpMBI. TaKxke HU y OTHOTO U3 UCTIBITYEMBIX He HaOJIF01aJI0Ch TIPEBBILIICHHS WH-
TepBajla Bblllle KIMHUYECKU 3Ha4uMoro nopora B 500 mcexk.

I'enamomoxcuunocmeo

YacroTa KJIMHMYECKH 3HAYUMOIO TMOBBILIEHHS aKTUBHOCTH «II€YEHOYHBIX» TpPaH-
CaMMHa3 y MalMeHTOB, MOJIy4YaroluX BOPUKOHa3o0J, coctasisieT 13,4 %. B 6ob-
IIMHCTBE CTy4aeB MoKa3aTesy (YHKIMU NIeYeHH HOPMATH3YIOTCS KaK MPU MPOJI0JI-
)KEHHH JieueHHUs: Oe3 U3MEHEHMs 103bl HJIU ToCcTie ee KOPPEKIMH, TaK U MOCIIe mpe-
KpauieHus tepanuu. IIpy npuMeHeHnn BOpUKOHAa30J1a HEYacCTO HAOIIOAAIUCh CITy-
Yau TsOKEJIOM relaToOTOKCUYHOCTH (OKeNITyXa, relaTUT U NMeYeHOYHOKJIETOUHAs He-
JOCTaTOYHOCTD, MPUBOALLIAS K CMEPTH) y MAIlMEHTOB C CEPbe3HBIMH OCHOBHBIMHU
3a00J1eBaHUSIMH.

HexenarenbHble SIBIEHUS CO CTOPOHBI IEYEHH HAOIOIAIOTCS, B OCHOBHOM, Y TallH-
€HTOB C CEPbe3HBIMH 3a00JI€BaHUSIMHU, ITIABHBIM 00pa30M, 3J7I0Ka4e€CTBEHHBIMH OITY-

XOJISIMU KPOBH. Y MalUEeHTOB 0e3 Kakux-JIM0o (hakTOpoB pHCKa HAOIIOMar0TCS
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NpeXoislye peaKiuy CO CTOPOHBI NEUEHH, BKIIIOUasi relnaTuT v xkenTyxy. Hapyiue-
HUS QYHKIMH TTe4eHH OOBIYHO OOpaTUMBbI U MPOXOASAT MOCIIE MPEKpalleHus Jeye-
HUSI.

Monumopune gynkyuu nevenu

Bo Bpemsi jieueHHs] BOPUKOHA30JIOM PEKOMEH]IyeTCsl IIOCTOSIHHO KOHTPOJUPOBATh
GYHKIHMIO TIeYeHH y JieTeit U B3pocibiX. KiuHudeckoe BeeHHE TaKUX MAllMEHTOB
JIOJDKHO BKJTIOYATh JIA0OPATOPHYIO OLEeHKY (QYHKIMH NeueHH (B YaCTHOCTH, OIpe-
nenenne akTuBHOCTH ACT u AJIT) B Hauane jieueHUs: BOPUKOHA30JIOM U HE pexe
OJIHOTO pa3a B HeJIeJ0 B TeUEHHUe MepBOro Mecsiua tepanuu. B ciyvae nponoske-
HUS JICYSHUs] TIPH OTCYTCTBUU U3MEHEHHH CO CTOPOHbI OMOXMMHUYECKUX NOKa3are-
nei pyHKIUHU MeYeHHn YacToTa JJabopaTopHOro odciel0BaHusI MOXKET ObITh YyMEHb-
IeHa JI0 OJHOTO pa3a B Mecsil. [Ipy BbIpa)X€HHOM MOBBIIIEHUU OUOXMMHYECKUX
nokasaresei (yHKIMU MEeYEeHU BOPUKOHA30JI ClIEyeT OTMEHUTh, €CIIH TOJIBKO CO-
OTHOIIIEHHE TIOJIb3bl U PUCKA TEPANUU COTIACHO MEJIUIMHCKOM OLIEHKE, HE OIpaB-
JpIBaeT e€ JanbpHeillee NpuMeHeHHe.

3pumenvrole Hapyuenus

[Ipu neyeHnn BOpUKOHA30JI0M MpuMepHo y 21 % manueHToB HabmogaeTcs Hapy-
IIIEHUE 3PUTEIBHOTO BOCHPUSATHUS: 3aTYMaHUBaHUE 3PEHHSI, U3MEHEHHUE L[BETOBOTO
3peHust wiu porodobusi. Hapymenus 3peHust SIBISIFOTCS NPEXOIALMMHU U TOJTHO-
CTbIO 00paTUMBIMHU; B OOJILIIMHCTBE CIy4aeB OHU CaAaMOIIPOM3BOJIEHO MCUE€3al0T B
teyeHue 60 muH. [Ipy noBTOpHOM NMpUMeHEHUU BOPUKOHA30J1a OTMEYaeTcsl ocad-
JIEHHWE UX BbIPAKEHHOCTH. 3pHUTENIbHbIE HapyLIEHHs OObIYHO JIErKO BbIPAaXKEHHBI,
penko TpeOyIOT NpeKpalleHus JeUeHUs U He PUBOAAT K KAaKUM-JIUOO OT/IajIeHHbIM
HOCNIEAACTBUSIM.

MexaHu3M pa3BUTHS 3pUTENBHBIX HAPYILIEHWI HEU3BECTEH. Y CTAHOBJIEHO, YTO BO-
PHKOHA30J1 CHHXKAeT aMILIUTY Iy BOJIH Ha 35ieKTpopeTuHorpamme (OPI7) y 310poBbIX
no6posonblieB. JlanHble u3MeHeHus DPI He HapacTaay NpU MPOIOJDKEHUH JIeUeHUs!
B TeueHue 29 IHel U MOJHOCTHIO UCUYE3alIH MOCIIe OTMEHbI BOPUKOHA30J1A.
JlnurenbHas Tepanusi BOPUKOHA30JI10M (B cpe/iHeM B TedueHue 169 nHeil) y nanues-

TOB C INAPAKOKIIUAUOUI030M HE OKa3biBajla KJIIMHUYECKHU 3HAYUMOI'O S(bq)eKTa Ha
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3pUTENbHYIO (PYHKLHUIO, 4YTO MOATBEPAMIIN Pe3yIbTaThl TECTOB HA OCTPOTY 3PEHMS,
3PUTENBHBIX MOJIEH, IIBETOBOCIIPHUATHS U KOHTPACTHON 4yBCTBUTEIBHOCTH.

[To maHHBIM NOCTMAPKETUHTOBBIX MUCCIIEIOBAaHUI COOOIIaeTCsl O pa3BUTHH CIIydaeB
3pUTENbHBIX HAPYLIEHUH, COXPAHSIOIUXCS TPOJIOJDKUTEIBHOE BPEMsl, B YaCTHOCTH,
BO3HUKHOBEHHUE «IIEJIEHb» Tepe] Iia3aMd, HEBPUT 3PUTEIBHOTO HEpBa M OTEK
JMcKa 3puTenbHOro Heppa. ClielyeT OTMETUTh, YTO JIaHHbIE HapyLIeHUs] pa3BUBa-
FOTCS1 Yallle BCEro Y TAXKeJI0O0IbHBIX MALIMEHTOB W/WJIM MOJTyYarolUX COMYTCTBYO-
LIYIO TEPAINIO, KOTOPasi MOXKET BbI3bIBATh MOJO0HBIE HEXKENlaTeNbHbIE SIBICHHUS.
Hescenamenvhuie sa6nenus co cmopomsl novek

Y Tskeno00BbHBIX MALUEHTOB, MOJyYaIOUIMX BOPUKOHA30Jl, OTMEYAIUCh ClIyyau
pa3BUTHUSA OCTPOH MMOYEUHOM HEJOCTATOYHOCTH, YTO, BEPOSTHO, OBLIO CBSI3aHO C Te-
panuei OCHOBHOT'O WJIM COMYTCTBYIOLIMX 3a00eBaHIi HEYPOTOKCUUHBIMH JIeKap-
CTBEHHBIMHU CPEJICTBAMHU.

Monumopune ¢hynkyuu novex

[TaneHTOB ciiefyeT HabMOAATh C LIEJbIO BBISBICHHUS IPU3HAKOB HApyILIeHHS QYHK-
M no4ek. /i 3Toro He0OX0UMO MPOBOAUTH JaOOpAaTOPHBIE MCCIIENOBaHMUS, B
YaCTHOCTH, OIPEEIISATh KOHIEHTPALIMIO KPeaTUHHHA B CHIBOPOTKE KPOBH (CM. pa3-
nen «Crnocod npuMeHeHus U 10361 ).

Monumopune gynkyuu noodicenydounol xcenesvi

B3pocibie 1 netu, umeromue (pakTopsl pucka pa3BUTHSI OCTPOro MaHKpeaTHTa (He-
JlaBHsAs XMMHUOTEpaIus, TPAaHCIUIAHTALMsI T€MOMOATHYECKUX CTBOJIOBBIX KIIETOK)
JIOJDKHBI TIPOHTH oOceoBaHKe (ONpelesieHHe aKTHBHOCTH aMUJIa3bl M JIMIA3bl B
CBIBOPOTKE KPOBH) [UIsl PELLIEHHsI BONPOCA O Teparuyd BOPUKOHA30JIOM.
Heoicenamenvnwvie sgnenus co cmopoHul kodicu

IIpu Tepanym BOPHKOHA30JI0M YacCTO Pa3BUBAIOTCS KOXHbIE PEaKIUH, B OCHOBHOM,
y MalMeHTOB C CEPbE3HBIMU OCHOBHBIMH 3a00JIEBaHUSIMH, OJTHOBPEMEHHO MPUHH-
MAOIIMX JPyTHe JIEKapCTBEHHBIE Cpe/icTBA. B OGONBIIMHCTBE CllydyaeB OTMedaiach
JIETKO WJIM YMEPEHHO BbIpaXXKEHHAs KOXKHAs ChITTb.

Bo BpeMmsi ieueHusi BOPUKOHA30JIOM Y TALMEHTOB HAOIIOAAIMCH CITy4au TSHKEIbIX

HECXEJIAaTCIIbHBIX KOXHBIX pCaKHHﬁ, TaKuX KaK CHHIAPOM CTHBCHC&-H}KOHCOHa,

44



TOKCHUYECKHH STHUIEPMalIbHBIA HEKPOJIU3, JIEKapCTBEHHAsl peakius C 03MHODU-
nuei u cucreMubiMu cumntomamu (DRESS), koTopsie MOryT ObITh JKH3HEYTpOXKa-
IOUIMMHM WIJIA CMePTENIbHBIMU (cM. paszen «llobouHoe nelicTBHEY ).

Ecnu y nauuenTa pa3BuBaloTCs TSKENbIe HeXellaTelIbHble KOXKHBIE PEAKIUH, TO BO-
PHUKOHA30J1 ClIelyeT OTMEHUTD.

Tak xak BO BpeMs Tepanuy BOPHKOHA30JI0M BO3MOXHO pa3BUTHE (HOTOCEHCHOUIH-
3allMM, TO BO BpPEMs JIEYE€HHs NalMeHTaM (B TOM YHCIe U JETAM) PEKOMEHIYETCs
u30erath BO31eHCTBHUS NPSIMBIX COJHEYHbIX JIy4eil ¥ IPUMHUMATh 3allUTHBIE MEpHI,
TaKue KaK HOUICHHUE ONEXbl U IPUMEHEHHUE COJIHLE3AIUTHBIX CPEJICTB C BHICOKUM
KO3()ULIMEHTOM 3aIIUTHI OT yIbTpadHoseToBoOro usnyueHus (SPF).
Heocenamenvnuie sa6nenus co cmopomnvl HAONOYEUHUKOE

ObpaTtumbie Clyyadm HaJNOYEYHHUKOBOW HEIOCTATOYHOCTH OBLIM 3aperucTpHUpO-
BaHbI Y MAIL[MEHTOB, [10JIyYaIOUIMX a30JIbl, BKJIKOYasi BOPUKOHA3OIL.

Coo061manoce o ciyyasx HeIOCTaTOYHOCTH KOPbI HAJAMOYEYHHUKOB y MALMEHTOB, M0-
JYYaroLUX a30J1bl OTHOBPEMEHHO C KOPTUKOCTEPOUIaMH WK O€3 HUX.

Y nanueHToB, MoJyYarLuX a3071bl 0e3 KOPTHKOCTEPOHI0B, Pa3BUTHE HEJOCTATOY-
HOCTH KOPbI HAIMOYE€YHUKOB CBS3aHO C MPSIMBbIM UHTMOMPOBAaHMEM CHHTE3a CTEPO-
UJIOB a30JIaMH.

Y nauueHToB, NPUHUMAIOIIMX KOPTUKOCTEPOHU/IbI, HHIMOMPOBaHUWE UX MeTabo-
nusma uzopepmentom CYP3A4, cBsizaHHOE ¢ BOPHKOHA30JI0M, MOXKET NIPHBECTH K
M30BITOYHOH BBIPAOOTKE KOPTHKOCTEPOHIOB | MOABIEHUIO (PYHKIIMH KOPBI HAIO-
YEeYHUKOB (cM pasgen «B3aumonelcTBue ¢ JPYrMMHU JIEKAPCTBEHHBIMH CpEJl-
crBamu»). Cunapom Kymmnra ¢ u 6e3 mocieayromero pa3BuTHs HE0CTATOYHOCTH
KOPBI HAZINMOYEYHHUKOB TAK)KE OTMEYAJICs y MAaLUEHTOB, MOJTYyYalOIIUX BOPUKOHA3OII
OJIHOBPEMEHHO C KOPTHKOCTEPOHIAMH.

[TaumenTsl, NoJTyyaroIKe AIHTENbHOE JICYeHHE BOPUKOHA30JI0M H KOPTHKOCTEPOH-
JAaMH  (BKJIHOYas MHTaJSIIIMOHHbIE KOPTUKOCTEPOWJIbI, HanpuMep OyIeCOHHN),
JIOJDKHBI ObITH MO/ THIATENIbHBIM HAOMIOICHHEM Ha NPeMET HapylleHus (pyHKIHUHU

KOpbl HaAIIOY€YHUKOB KaK BO BpeMs JICYEHUS, TaK U TMOCJe MpEKpalCHUs
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NpUMEHEHHUs BODUKOHa30J1a (CM. pa3ien «B3auMoseiicTBre ¢ APYTrHMHE JIEKapCTBEH-
HBIMM CpPEJICTBAMM).

[TarieH Tl JOJDKHBI OBITH TPOMH(GOPMHUPOBAHBI O TOM, YTO HEOOXOIUMO 00pa-
IAThCs 38 HEMEIJIEHHONW MEJUIIMHCKOW MOMOIIBIO, €CIIH Y HHUX MOSIBISIOTCS NPH-
3HaKl ¥ CUMITOMBI CHHJIpoMa KylMHra nim He1ocTaTOYHOCTH KOPBI HaAII0YE€YHH-
KOB.

Jlnumenvroe neuenue

Y NanveHTOB ¢ KOXXHBIMH PEaKIUsMH (POTOYYBCTBHTEILHOCTH M JIONOJIHUTEb-
HBIMH (paKTOpaMHu PHUCKa COOOIIAaeTCs O Pa3BUTHH IIOCKOKJIETOYHOTO paka KOXKH
MeJIaHOMBI Ha ()OHE MPOJIOJKUTENIBHON Teparnuu. [Ipr BOSHUKHOBEHHH Y MALMeHTa
(poToTOKCHYECKMX peaKluii OH JJOJDKEH GBITh MPOKOHCYJIHTHPOBAH COOTBETCTBYIO-
IIMMU CIIELMAJIMCTaMH U HalpaBJIeH K JAepMaToliory.

Cnenyer paccMOTpeTh BO3MOXKHOCTh OTMEHBI BOpHKOHa3oia. [Ipy mpopomkeHnu
Tepanuu BOPUKOHA30JI0M, HECMOTPsI Ha BO3HMKHOBEHHE (DOTOTOKCHYECKHX TOpa-
)KEHUH KOXKH, MIALMEHT J0JKEH PEryJIipHO MPOXOAUTH IEPMATONIOTHYECKOe 0Ocie-
JIOBaHHWE C LENbIO PAHHETrO BBISBICHUS U JIEYEHHUS TMPEApPaKOBBIX 3a00JIeBaHMI
KOXH. Eciii y mauuenTta pa3BUBAOTCS NMOPAXKEHHsI KOXH, CBS3aHHBIE C IPEAPaKo-
BbIMHU 3a00J1EBaHUSIMU KOXH, TVIOCKOKJIETOYHBIM PAKOM KOXXH HJIM MEIaHOMOM, TO
ClIelyeT paCCMOTPETh BONPOC O MPEKPAILEHUH Tepariii BOPUKOHA30JIOM.
Heungexyuonnwiii nepuocmum

MmeroTcs coobuenus o cayyasx pa3BUTHs IEPHOCTHTA Yy TAllMEHTOB MOCIIe TPaHC-
TUIAaHTALMH, MOJIyYaIOIIKX JUTMTEIbHYIO TEpaliio BOPUKOHA30JI0M. Tepanuio Bopu-
KOHA30JIOM CJIEIy€T OTMEHHUTH B Cllydae, €ClIi Yy MalueHTa UMeeTcs 00JIb B KOCTAX
1 Ha pEeHTreHOTpaMMe OTMEYalOTCs U3MEHEHUS, XapaKTepHbIe JUIs IEPUOCTHUTA.
IIpumenenue y oemeii

O pexTuBHOCTE U 6E30MaCHOCT MPHUMEHEHUs] BOPUKOHA30J1a Y JIeTel B BO3pacTe
10 2-X JIeT He u3y4yanuch. BopukoHas3on nokasaH 1jisi IpUMEHEHHUs Y JeTell B BO3-
pacTe oT 2-X JIeT ¥ CTapllie IPU MOCTOSHHOM KOHTpOJie (PyHKLMU reyeHn. Y Jereit
Habmo/1anack, Gosiee BbICOKas YaCTOTa MOBBILIEHHUs AKTHBHOCTH TI€YEHOUHBIX (ep-

MCHTOB IIO CpPAaBHEHHUIO CO B3pPOCJIbIMH. BI/IOI[OCT}’HHOCTI) BOpHKOHa30Jila IIpH
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npueMe BHYTPh y JieTeil B Bo3pacTe oT 2 10 12 neT MoXeT ObITh CHUXKEHA 3a CUeT
HapyIIeHMs BCAaChIBAaHHS WUJIM 3a CUeT MOHHXEHHOW Macchl Tena. B Takux ciydasx
MOKa3aHO BHYTPUBEHHOE BBeJIEHHE BOPUKOHA30J1a.

YacroTa OTOTOKCHUECKHX peakluid y JieTei Boiiie. B cBs3u ¢ TeM, 4TO POTOTOK-
CHUYECKHE TMOpa)XeHHUsI MOTYT MEpepoXkAaTbCsi B IUIOCKOKIETOYHYIO KapLHHOMY
(TIKK), y nereit He0OX0AMMO NPUMEHSTH CTPOTHUE MEPBI 110 3aLUTE KOXKHU OT YIIb-
TpaduoseToBoro usiyuenus. Jletsm c npusHakaMu poTocTapeHus KOXU, HapuUMep
JIEHTUI'O MJIM BECHYLUKH, PEKOMEHyeTcsl u30eraTh COJIHLIA U 00ClIeIoBaThes y JIep-
MaToJIora J1a)ke Nmociie MpeKpalieHus JeYeHHs.

Hapxomuueckue ananveemuxu kopomkozo oevicmeus (cyocmpamol uzoghepmenma
CYP344)

ITockonbKy nepuoj nmosyBbiBe/leHUs aj(eHTaHulIa IPH ero OJJTHOBPEMEHHOM BBe-
JIEHUH C BOPMKOHA30JI0M yBEJIHYMUBaeTcs B 4 pa3a, He0OX0IUM TIATeTbHBIA MOHHU-
TOPUHI HEXEJATEJbHBIX SIBJICHHH, CBS3aHHBIX C NMPUMEHEHHEM HApPKOTHUYECKHUX
aHaJIbIeTUKOB, BKJIIOYas Oosiee MPOJIOJDKUTENbHBIA MOHUTOPUHT (PYHKLIMM JIbIXa-
HUSI.

Hapxomuueckue ananveemuxu onumenvho2o oeticmeus (cybocmpamoer uzoghep-
menma CYP3A44)

Cnenyer mnpemycMOTpeTh BO3MOXKHOCTh CHH)KEHHS JI03bI OKCHKOJOHA M JIPYTHX
HapKOTHYECKUX aHAJIbI€TUKOB MTPOJIOJDKUTENIBHOTO IEUCTBHS, KOTOPble METabOITH-
supyrotcs nzopepmentam CYP3A4 (ruipokoioH) pu 0JHOBPEMEHHOM IPHMEHE-
HHM C BOPMKOHa30510M. HeoOXx01uMo nMpoBOAUTh TIATETbHBIA MOHUTOPUHT HEXe-
JaTeNIbHBIX SABJIEHHUH, CBA3aHHBIX C NMPUMEHEHHWEM HApKOTHYECKHUX aHAJIbIeTHKOB
(cMm. pasnen «BzaumopelcTBre C IPyTruMH JIEKAPCTBEHHBIMHU CPEICTBAMU ).
Denumoun (MowHolti uHOYKkmop yumoxpoma Pysy u cybecmpam uzopepmenma
CYP2CY9)

IIpu 0qHOBpEMEHHOM NpPUMEHEHUM (EHUTOMHA M BOPUKOHA30J1a PEKOMEHIYETCS
OCYUIECTBJISATH MIOCTOSIHHBINA KOHTPOJIb KOHIIEHTpalMK (peHuTouHa. [1o BO3MOXKHO-

CTH CIIEAYET u3derarhb OAHOBPEMEHHOI'O IPUMEHECHHS BOPUKOHA30J1a U (beHI/ITOI/IHa
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33 MCKJIIOYEHHMEM TeX CIIy4aeB, KOr/la OXujaaemMasl 1ojib3a MpeBbIIaeT BO3MOXKHBIM
puck (cm. pasnen «B3auMoaencTBre ¢ APYrUMH JIEKAPCTBEHHBIMH CPEICTBAMKY ).
Opasupens (HeHyK1€03UOHBII UHSUOUMOP 0OPAMHOT MPAHCKPUNMA3bL, UHOYKIMOD
yumoxpoma Pysp, uneubumop u cyocmpam uzogpepmenma CYP3A4)

B ciyyae 0/IHOBpeMEHHOIO NPUMEHEHHUs] BOPUKOHA30J1a M 3(aBUpeH3a 103y BOPH-
KOHa3oJja ciaeayet yBeauduTs 10 400 mr 2 pasa B CyTKH, a 1032 3paBUpeH3a J0DKHA
ObITh cHMKeHa 710 300 Mr kaxable 24 4 (cM. pas3nen «B3aumoneicTsre ¢ apyruMu
JIEKapCTBEHHBIMHU CPEJICTBAMM ).

[nazoecu6 (cyocmpam uzoghepmenma CYP3A4)

Oupnaercs, 4TO OAHOBPEMEHHOE MPHUMEHEHHE BOPUKOHA30J1a MOBBIIIAET KOHILIEH-
TPALMIO I'1a3/1eruba B 11a3Me KpOBH U MOBBIIIAET PUCK Y UIHHEeHHs uHTepBana QT
(cM. pasnen «B3auMoaeHcTBHE ¢ IPYTHMMH JIEKAPCTBEHHBIMH CpeicTBaMu» ). Eciu
HEBO3MOXHO M30€XKaTh OJJTHOBPEMEHHOT'O IPUMEHEHHUS, PEKOMEH Iy €eTCsl YaCTo Mpo-
BOAUTH MOHUTOPUHT DKIT'.

Pugpabymun

OaHoBpeMeHHOE TPUMEHEHHE BOPHKOHA30J1a U pr(abyTHHA IPOTHBOIIOKA3aHO, TaK
KaK pu(pabyTHH 3HAYMTENBHO CHH)KAET KOHLETPAIMIO BOPHKOHA30Ja B ILIa3Me
KpPOBH.

Pumonasup (mownwiii unoykmop yumoxpoma P sy, uneubumop u cybempam uzo-
¢epmenma CYP3A44)

[IprMeHATH OZIHOBPEMEHHO BOPUKOHA30JI U PUTOHABHP B HU3KKX J03ax (100 mr 2
pasa B CyTKH) CIIEyeT JIMIIb B TOM Clly4ae, eClii OXKHaemas 10Jib3a OT IpHeMa
BOPUKOHA30J1a 3HAYUTENILHO MPEBBIIIAECT PUCK OT UX COBMECTHOTO TPUMEHEHHMS (CM.
paznensl «lIpoTuBonokasanus» u «B3aumoneiicTBie ¢ IPYyrMMH JIEKAPCTBEHHBIMU
CpEICTBAMMY ).

Oeeponumyc (cybcmpam uzopepmenma CYP344 u P-znuxonpomeuna)
OnHOBpeMeHHOE NPUMEHEHHEe BOPHKOHA30JIa U IBEPOJIUMYCa He PEKOMEH/IyeTCH,
TaK KaK 0)KHAaeTCsl, YTO BOPUKOHA30JI 3HAYMTETHHO MOBBIIIAET KOHIIEHTPALIHIO 3BE-
ponumyca B riasMe KpoBu. Ha naHHBIN MOMEHT He UMeeTCsl I0CTaTOYHOM HH(pOP-

Malyu J1JIsi pCKOMEHAAlMHU 10 KOPPEKILHUU pEeXUMa JI03UMPOBAHHUS.
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Memaoon (cyocmpam uzoghepmernma CYP3A44)

IToBbIIeHHE KOHLIEHTpALMK METa/IoHa B IIa3Me KPOBH MPHBOIHUT K MPOSBIECHUIO
TOKCcHYeckux 3¢ ¢exroB, Bmoyas yanuHeHne uHrepsana QT. Ilpu ogHOBpemeH-
HOM IIPUMEHEHHMH BOPUKOHA30J1a U METaJJOHa HEOOXOIMMO BHUMATEJIbHO CIIEIUTh
3a MPOSIBJICHUEM HEXeJaTeIbHbIX U TOKcHueckuX 3¢ dexroB. [Ipu HeoOxoquMOCTH
71032 M€TaJJ0Ha MOXeET ObITh CHMXKeHa (cM. pas3zen «B3aumoeicTBue ¢ Apyrumu
JIEKapCTBEHHBIMU CPEJICTBAMMI ).

Dnykonazon (uneubumop uzogpepmernmos CYP2C9, CYP2C19 u CYP3A44)
OHOBpeMeHHOE NMPUMEHEHHE BOPHUKOHA301a U (IIyKOHA30J1a BHYTPb Y 310POBBIX
J00POBOJILIIEB NPUBOAUT K 3HAYUTEIHHOMY NOBBIIEHUIO Crax 1 AUC, BOpHKOHa-
3oi1a. [loaxoasimuii pexxuM KOppeKIMU 10361 W/WITK YaCTOTHI IPHeMa BOPHKOHA30J1a
1 (yKoHa3ona He yCTaHOBJEH. B ToM ciyuae, eciid BOPHKOHA30JI PUMEHSETCS
nocne (iyKoHa30/1a, peKOMEH/IyeTCsl IPOBOIUTh TIIATENbHBIM KOHTPOJIb HeXeJa-
TEJIbHBIX PEaKLUi, CBA3aHHbBIX C IPUEMOM BOPHUKOHA30J1a.

Cooeporcarue nampus

Kax b1 giakon npenapara copepxur 221,17 Mr HATpHsi, 5TO HEOOXOAUMO YUHTHI-
BaTh MPHU NPUMEHEHHUH Npenapara y NalueHTOB, KOTOPbIe MPUACPKUBAIOTCS JUETHI
C MIOHMXKEHHBIM COJIEp)KaHHeM HaTpusl.

Peakyuu, ceszannwvie ¢ 66eoenuem

IIpy BHYyTPHBEHHOM BBEJICHHM BOPHKOHA30J1a HAOJIOMAIOTCS CBS3aHHbBIE C MHQY-
3M€el peaklMu, B YaCTHOCTH, «IIPUIIMBBD» KPOBH K KOXE JIMIa M TOIHOTA. Eciiu 51n
CHMIITOMBI BBID@XKEHBI, TO ClIEAYeT 00CYAUTH LIeIecO00pa3HOCTh MPEKPaIeHus Jie-
yeHus (cM. pazzen «IlobodyHoe neicTBrEN ).

Biusinue Ha cnocoGHOCTD yNPaBJISITh TPAHCHOPTHBIMH CPEICTBAMM, MEXaHH3-
MaMH

BoprKoHa3051 MOXET BBI3BaTh MPEXOISLIHMe W OOpaTUMble HApYyIIEHUS 3PEHUS,
BKJIFOYasi BOBHUKHOBEHHE «IIEJIEHBD» Iepes IJla3aMu, HapylIeHUe/yCUJICHUE 3pH-
TEJILHOTO BOCIPUATUS W/UiK GoTododuro. [Ipy HAMYKMK TaKUX CHMIITOMOB IallH-

€HTBI JJOJI’)KHBI u30eraTh BBIITOJIHEHHS IMOTCHIIUAJIBHO OIIaCHBIX IlCﬁCTBI/Iﬁ, B
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YaCTHOCTH, YNPABJIEHUS aBTOMOOMWJIEM WJIM HCIOJB30BAHUS CIIOKHOW TEXHHUKH.
[Ipu npreme BOpHUKOHA301a MAMEHTHI HE JI0JDKHBI BOJAUTH aBTOMOOKIIb 110 HOYaM.
®opma BbINycKa

JInodunuzar Ui NPUroTOBIICHUS] KOHLIEHTpATA JUIsl IPUTOTOBIIEHHS PACTBOPA ISl
uHOy3uit 200 mr.

1o 200 Mr nefcTByIOLIErO BELIECTBA MOMEIIAIOT BO (DIIaKOH U3 MPO3PavHOro CTEKIIA
Knacca I, 3akpeIThlii IpoOKOi U3 OpOMOYTHIIKAyUyKa U aJTFOMHHHUEBOM KPBIIIIKOH Oe-
noro usera. Ha ¢pnakoH HakJIeMBaloOT 3THKETKY .

ITo onHoMy (nakoHy BMecTe ¢ MHCTPYKIMEH MO MPUMEHEHHIO TIOMEIAIOT B MAUKy
U3 KapTOHa.

YcnoBus xpaHeHus

IIpu Temnepatype He Bbiiie 25 °C B opuruHaibHO#N ynakoBke ((hJakoH B Iauke).
XPpaHUTh B HEJIOCTYITHOM ISl IETEH MecCTe.

Cpok roaHocTn

3 roja.

He npumeHsATh 110 HCTEYEHUH CPOKaA FOAHOCTH, YKA3aHHOTO Ha yITaKOBKE.
YcnoBus ormycka

OTtmyckaroT Mo penenty.

Buiajesienn perucTpanHoOHHOIO yA0CTOBepPEeHHSI

K.O. Pomdpapm Komnanu C.P.JI.

yl1. Epounop Ne 1A, r. Oronens, 075100, ye3n Unbdos, Pymbinus.
IlpounsBoanTe b (Bee cTaqHH, BKJIKOYAas BHIMYCKAIOLIHI KOHTPOJIb KA4eCTBA)
IIpoussooumens u ¢pacoswyuk (nepeuunas ynakoeka):

K.O. Pomdpapm Kommnanu C.P.JI.,

yi. Ipymyin I'spuii Otonens Ne 52, r. Oronens, 075100, yezn Winshos, PyMbiHus.
Ynaxosewux (emopuunas ynakoeka) u binyckarouuii KOHmMpons.:

K.O Pompapm Komnanu C.P.J1.,

yJ1. Epounop Ne 1A, r. Oronens, 075100, ye3n Unbdos, Pymbirus.

Opranuszauus, yno/JIHOMOYEHHAasi NPHHHMATHL MPETEH3HH HA TEPPHUTOPHH
Poccuiickoii ®enepanun:
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IIpencraBurens npousBoauress B PO:

000 «Pomdapmay, Poccus

121596, r. Mocksa, yn. 'opbyHoBa, 1. 2, ctpoenue 3, stax 6, nom. 11, kom.

20-20A.

Ten./daxkc: (495) 787-78-44.
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