10.04.2023

MUHHUCTEPCTBO 3JIPABOOXPAHEHUS POCCUMCKOI ®EJIEPALINN

NMHCTPYKIMA
1O MEJUITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA

BUDEH] ®

Perucrpanmnonnsiii Homep: IT N015540/01
Toprosoe HanMeHoBaHHe npenaparta: Budenn®
Me:knyHapo/IHOe HENATEHTOBAHHOE HAMMEHOBAHWUE. BOPUKOHA30

JlekapcTBeHnHnasi popma: TabieTKH, IOKPHITHIE MJIEHOUYHON 00070UKOM

Cocras
1 TabyieTKa, MOKPHITAs MJICHOYHOM 000JI0YKOM, COICPIKHUT:

JeticTByro1iiee BeecTBO: BOpUKOHa30 - S0 mr uiau 200 mr;

BcnomoraTtenpHble  BemiecTBa:  JaKTO3bl  MoHoruapar 62,50  wmr/250,00 wmr, kpaxman

npexenaTuHu3upoBanHbii 21,00 mr/84,00 mr, kpockapmernosa HaTpust 7,50 mr/30,00 mr, moBUIOH
K-30 7,50 mr/30,00 mr, maruaus creapat 1,50 mr/6,00 wmr;
TUICHOYHAst 00oouka: omanapaid 6embrit OY-LS-28914 (runpomenosza 42,50 %, TutaHa JTHOKCHA

25,00 %, maxto3st MmoHOTHAPAT 24,50 %, Tpranerun 8,00 %) 3,75 mr/15,00 wmr.

Onucanue

Jo3upoBka 50 Mr: KpyrJible JBOSIKOBBIITYKJIbI€ TAOJETKH, TOKPHITHIE MNIEHOYHOW 0007104YKOH,

Oeoro unu mouTu O6enoro 1Berta, ¢ rpaBupoBkoit « VORS0» Ha omHOM cTopoHe U « Pfizery -
Ha Jpyrou CTOpOHE.

Hosupoka 200 mr: MpOoaO0JIrOBAaThIC IBOAKOBBIITYKJIBIC Ta6J'ICTKI/I, IMOKPBITBIC IUICHOYHOH O6OJ'IO‘-IKOI>1,

Oemoro wim moutu Oenoro meeta, ¢ rpaBupoBkoil « VOR200» Ha omHO# cTopoHe u «Pfizer» - Ha
JIPYyTOi CTOPOHE.

SAnpo TabneTok Ha MOMEPEYHOM pa3pe3e UMeeT OeIbIil T TTOYTH OeJbIil IBET.
dapmakoTepaneBTHYeCKAas IPYNNA: IPOTUBOIPUOKOBOE CPEJICTBO

Kon ATX: JO2ACO03
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dapMakoJIorn4yecKne CBoiicTBa

Dapmakoounamuxa

Mexanusm deticmsus

BopukoHna3on - npoTuBorpuOKOBBIN IpenapaTr MIMPOKOro CHEKTpa JeHCTBUS U3 IPYIIbI TPUA30JI0B.
MexaHu3M JeHCTBHsSI BOPUKOHA30J1a CBsI3aH ¢ MHIMOMpOBaHMEM JAeMeTHiIupoBaHus 14o-ctepoina,
OTOCPEJIOBAaHHOTO 4epe3 TI'PUOKOBBIM HHUTOXpPOM Psso, KOTOPBIA SIBISETCS KIIOYEBBIM STalloM
O6uocunTe3a 3procreponia. Hakornenne 14o-meTusicrepona KOppeaupyeT ¢ MOCIeaAyIomel moTepei
sprocreposia B TIpPUOKOBBIX KIETOYHBIX MeMOpaHax, 4TO OO0yClIaBIMBAaeT HPOTHUBOIPHOKOBYIO
AKTUBHOCTh BOPMKOHA30J1a. BbIJIO YCTaHOBIJIEHO, YTO BOPUKOHA30J1 O0Jiee CEIEKTUBEH B OTHOLICHUU
U30epMEHTOB IHUTOXpOMa Pisp TpHOKOB, YeM B OTHOIICHHH DPA3JIMYHBIX (EPMEHTHBIX CHUCTEM
UTOXpoMa Psso MIIEKOTIMTAIOINX.

[TonoXuTENbHON CBA3M MEXIY CpPEIHMMH, MAaKCHUMAJbHBIMM ¥ MHUHUMAJIbHBIMH 3HAYCHHUSIMU
KOHIIGHTPallMi BOPUKOHA30J1a B IUIa3Me KPOBU M 3(PPEKTUBHOCTHIO IIpenapara B TEPANeBTHUECKUX
UCCIICIOBAaHUAX HE BBISBICHO W 9Ta B3aWMOCBSI3b B TPOQPHIAKTHYECKUX HCCICIOBAHHUAX HE
U3ydanach.

dapmakoIMHAMUYECKMA U (apMaKOKMHETHYECKUH aHAU3 JAaHHBIX KIMHUYECKUX HCCIEeTOBaHUMN
BBISIBUJI TOJIOXKHUTEIBHYIO CBS3b MEXAy KOHILIEHTpAlel BOpPHMKOHA30jla B IUIa3ME€ KpPOBH U
OTKJIOHEHHEM OT HOPMBI OMOXMMHYECKMX TOKa3zaTesned (QyHKIMHM NeUeHH, a TaKKe 3PUTEbHBIMU
HapyIICHUSIMH.

In vitro BopukOHa301 00NaAaeT MIMPOKHM CIIEKTPOM IPOTHBOTPUOKOBOTO JCHCTBHUS: aKTUBEH B
orHomennn Candida spp. (Bkirouas mrammbl C. Krusei, ycroiiumBele K (aykoHasomy,
pesucrentHbie mTamMmbl C. glabrata u C. albicans), a takxe nposiBisier GyHrunuanHbi 3pdekr B
OTHOIIEHWH BCEX W3YYCHHBIX INTAMMOB Aspergillus SPP. ¥ TaTOT€HHBIX T'PHUOOB, CTABIIUX
aKTyaJIbHBIMH B TIOCII[IHEE BpeMs, BKIodas Scedosporium spp. mmm Fusarium spp., KoTopble
OTPaHUYEHHO YYBCTBUTEIbHBI K CYIIECTBYIOIUM IPOTUBOTPUOKOBBIM CPEICTBAM.

Knunnueckast 3¢dexTuBHOCT, (C YaCTUYHBIM WM TMOJHBIM OTBETOM) BOpPHKOHa30jia ObuIa
POJIEMOHCTPUPOBaHa TpH HWHOEKIMsIX, Bb3BaHHBIX Aspergillus spp., Bxmouas A. flavus, A.
fumigatus, A. terreus, A. niger, A. nidulans, Candida spp., Bkimouas C. albicans, C. glabrata, C.
krusei, C. parapsilosis u C. tropicalis, a Takke B OTHOIIICHHU OrpaHHUYEHHOTO uucia mrammos C.
dubliniensis, C. inconspicua, u C. guilliermondii, Scedosporium spp., Bkitodas S. apiospermum, S.

prolificans u Fusarium spp.
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Hpyrue rpuOkoBble HHPEKIUU, TPU KOTOPBIX MPUMEHSIICS BOPUKOHA30J (MHOTIa C YACTUYHBIM WU
HIOJIHBIM OTBETOM), BKJIFOYAIU B ceOs OTAebHbIC ciiydau uH(eKiwmii, Bei3BaHHbBIX 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., Bxirouas  P.
marneffei, Phialophora richardsiae, Scopulariopsis brevicaulis u Trichosporon spp., Bxmouas T.
beigelii.

[TposxeMoHCTpUpOBaHAa aKTUBHOCTH BOPHUKOHA30J1a IN VILr0 B OTHOLICHUW KJIIMHUYECKUX IITAMMOB
Acremonium spp., Alternaria spp., Bipolaris spp., Cladophialophora spp., Histoplasma capsulatum.
Poct 601bIIMHCTBA ITAMMOB MOAABIISIICS MPHU KOHIIEHTpaLusAxX BopukoHasona ot 0,05 mkr/mi 1o 2
MKT/MJI.

BrisiBrieHa Takke akTHBHOCTh BOPHMKOHA30J1a IN Vitro B otHomexnuu Curvularia spp. u Sporothrix spp.,
OJIHAKO KJIMHUYECKOE 3HAUeHHE JAaHHOTO 3¢ (deKTa HEM3BECTHO.

DapmakoKkunemuxa

Obwas xapakmepucmuxa

PapMaKOKMHETHYECKUE rapaMeTpsl BOPHUKOHA30J1a XapaKTepU3yHTCA 3HAYUTEIILHON
MEXUHANBH Ty aJIbHON BapHaOeIbHOCTBIO.

dapMakOKMHETHKA BOPUKOHA30J1a SIBJIIETCS] HETMHEWHOM 3a cUeT HachllleHHst ero Metabonnima. [pu
MOBBIIICHUH J103bl HAOJIIOA€TCSI HEMPOIIOPIIMOHATbHOE (00J1e€ BRIPAXKEHHOE) YBEIIMUECHUE TIIOIIA N
noJi KpuBO# «KoHIEeHTpanus-BpeMs» (AUC:). YBennuenune nepopainbHoit 10361 ¢ 200 Mr 2 pasa B
cytku 10 300 Mr 2 pa3za B cyTku npuBoauT K yBenmuenuto AUC: B cpenHem B 2,5 pasa. Bo3aelicTeue
BOPUKOHA30J1a U MpueMe BHYTpb nojaepxkusatoeil 7o3s1 200 mr (uau 100 Mr [uist DaiiueHToB ¢
Maccoii Tena MeHee 40 Kr) COOTBETCTBYET BO3JEHCTBHIO BOPUKOHA30JIa MpPU MPUMEHEHHH
BHYTPHUBEHHO B J103¢ 3 Mr/kr. [Ipu npueme BHyTph noaaepxuBaromeil 103s1 300 mr (uau 150 Mr s
NalMeHTOB ¢ Maccoil Tena mMeHee 40 Kr) BO3/AEHCTBHE COOTBETCTBYET BO3JCHCTBUIO BOPUKOHA30IIA
IIpY BHYTPUBEHHOM MPUMEHEHUH B 103€ 4 MI/KT.

HpI/I MPUEME HACBIAIOOIUX 103 BOPHKOHA30JIa PABHOBECHAA KOHIUCHTPpAIHUA JOCTUTA€TCA B TCUCHUEC
nepBbix 24 4. Ecnu npenapaT Ha3HAa4yaroT 2 paza B CyTKH B CPEIHUX (HO HE B HACBHIIIAIONINX) /103aX,
TO MPOUCXOJUT KyMYJISLIMS BOPUKOHA30J1a, @ PABHOBECHbBIE KOHIIEHTPALIMHU JJOCTUTAIOTCS K 6-MY JHIO
y OOJIBIINHCTBA ITaITUECHTOB.

Bcacwvisanue u pacnpeoenenue
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Bopukona3on OBICTpO W TNPaKTUYECKHM TOJHOCTHIO BCAChIBAETCS IIOCIE MpUEMa BHYTPb:
MaKcUMallbHash KOHIeHTpanus B 1uia3me KpoBH (Cmax) mocturaercs vepe3 1-2 4 mocie mpuema.
buogoctynHocTs BOpMKOHA30J1a IPU IIPHUEME BHYTPb cocTaBisieT 96 %. [Ipu MHOrokpaTHOM Ipueme
BOPHUKOHA30J1a C MHIIEH ¢ O0IBIINUM cojiep:kaHueM )KUPOB Cmax 1 AUC: camkarorcs Ha 34 % u 24 %,
COOTBETCTBEHHO. BcackiBaHMe BOPUKOHA30J1a HE 3aBUCUT OT pH »kenmy1o4Horo coka.

Cpennuii 00beM pacrpesiesieHns: BOPUKOHA30J1a B PABHOBECHOM COCTOSTHUHM COCTaBJISIET OKOJIO 4,6
JI/KT, 4TO yKa3bIBaeT Ha aKTUBHOE paclipe/iejieHle BOPUKOHA30ja B TKaHU. CBsA3bIBaHUE C OelIKaMU
I1a3Mbl KpOBH cocTaBisieT 58 %.

Bopukonazon mnpoHmkaer uyepe3 remarodHiedammyeckuii Oaprep (I'DB) u ompenensercs B
CIIUHHOMO3TOBOM KHUJIKOCTH.

Memabonusm

CoryiacHO JaHHBIM WCCIEIOBaHHW IN VILr0O BOPUKOHA30J META0OJNM3UPYETCsl MO JCHCTBUEM
uzopepmertoB CYP2C19, CYP2C9, CYP3A4. Baxnyto poib B MeTab0IM3ME BOPUKOHA30JIa UTPACT
uzopepmernt CYP2C19, nposBisironiuii BEIpaXKEHHBIN T€HETUYECKUN MOTUMOP(U3M, B CBSI3U C YEM
MOHIDKEHHBIM MeTaboiu3M BOpPUKOHA301a BO3MOkeH y 15-20 % mpencraButeneil a3maTcKOro
npoucxoxaeHus u y 3-5 % mnpencraBuTeniell €BpONEOMIHONM M HerpouaHoil pac. OCHOBHBIM
MeTaboIUTOM BOPUKOHA30J1a sIBsieTCs] N-OKCH/I, 1011 KOTOPOTO COCTaBIIsIET 0KoJo 72 % oT o011ero
KOJINYECTBA IUPKYJIUPYIOIIMX B IUIa3Me€ KPOBH METaOOJUTOB C PATUOAKTUBHOW METKOW. DTOT
MeTa0oaUT 00JaJaeT MUHUMAJIbHOM NPOTUBOTPUOKOBON AaKTMBHOCTBIO M HE BHOCHT BKJIaa B
KJIMHUYECKHH 3 (eKT BOPHUKOHA30IA.

Buigeoenue

Bopukona3on BbIBOAMTCS B BHJI€ METa0OJUTOB Iociae OuoTpaHCPopMalM B IE€UEHU; B
HEM3MEHEHHOM BHUJI€ TOYKaMU BBIBOJIUTCS MeHee 2 % OT BBEJICHHOH J103bI IipenapaTa.

[Toce MHOrokpaTHOro mpueMa BOPHKOHA30J1a BHYTPh WJIM BHYTPUBEHHOI'O BBEIEHHUS B MO4e
obHapyxuBaetcs okoiio 83 % u 80 % 10361 pemapara, COOTBETCTBEHHO. boinbmias gacts (> 94 %)
o01Ielt 1036 BEIBOAMTCS B TEUCHHUE MEPBBIX 96 U TI0CIIe IpreMa BHYTPh M BHYTPUBEHHOTO BBEIICHHSI.
[Tepuon nomysbiBeneHus (T12) BOpUKOHA3071a 3aBUCUT OT JI03bl U COCTABJISIET MPUMEPHO 6 U MpH
npueme npenapata BHyTpb B 1o3e 200 mMr. B cBs3U ¢ HEMHEHHOCTHIO (papMaKOKMHETUKU BEIUYHHA
T1/2 HE IO3BOJISET MPECKA3aTh KyMYJIALIMIO UM BbIBEJICHHE BOPUKOHA30JIA.

DapmakokuHemuka 6 0cobvix pynnax

Llon
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[Tpu MHOTOKpaTHOM MpuemMe BOpuKoHa3zoia BHYTPh Cmax 1 AUC: y 310pOBBIX MOJIOJBIX >KEHIIMH
o1 Ha 83 % u 113 % COOTBETCTBEHHO BBIIIE, YEM Y 3JI0POBBIX MOJIOABIX MYyuuH (18-45 ner).
3uauuMbIx paznuuuil Cmax 1 AUC: y 310pOBBIX MOXKHIBIX MYKYHUH U 3J0POBBIX MOXKHUIIBIX JKEHIIHH
(> 65 ner) HeT. PaBHOBECHAs KOHIIGHTPALIMS BOPUKOHA30J1a B TJIa3Me KPOBH Yy KeHIIMH Obliia Ha 100
% BblIIIIE, YeM Yy My>XurH. Heo0XoqumMocTu KOppeKIuK 1036l BOPUKOHA30J1a B 3aBUCUMOCTH OT I10J1a
HeT. KoHIleHTpanuu B 11a3Me KPOBU y MY KUMH U JKCHIITUH CXOJIHBI.

Bospacm

[Ipyu MHOTOKpaTHOM MpHEMe BOpUKOHAa30ja B BHUAe TabneTok BHYTPh Cmax 1 AUC: y 310pOBBIX
MOKUJIBIX MYXUHUH (> 65 net) Ha 61 % u 86 % COOTBETCTBEHHO BBIIIE, YEM Y 3A0POBBIX MOJIOIBIX
myxumH (18-45 net). 3Hauumpix paznuuuil Cmax 1 AUC: y 310pOBBIX MOKUIIBIX KEHIIUH (> 65 11eT)
Y 3JI0POBBIX MOJIOJBIX JKeHIIUH (18-45 neT) Her.

[Tpoduns 6e30mMacHOCTH BOPUKOHA30JIA Y MOJIOABIX M TOXKWIBIX MAIlMeHTOB HE OTJIMYAaeTCs.
HeobxonumocTu KoppeKu 1036l BOPUKOHA30J1a B 3aBUCUMOCTH OT BO3pacTa HeT.

Jlemu

[Ipenmonaraemast o0miass KOHIEHTpalMs BOPUKOHA30Ja y JeTeil mpu TpueMe BHYTpPb
nojepKuBaroleit 10361 9 Mr/kr (MakcumanbHO 350 Mr) 1Ba pa3a B CyTKU COMOCTaBUMa C TAKOBOH Y
B3pOCJIBIX MPH NpUEME BOpPUKOHAa30s1a BHYTpb B 03¢ 200 Mr nBa pa3a B cyTku. KoHueHTpauus
BOPHKOHA30J1a MIPM BHYTPUBEHHOM BBEJEHUU B J103€ 8 MI/KI B JIBa pa3a BBINIE, YeM MPH MpUEMe
BHYTpb B J03¢ 9 Mr/Kkr. buogocTymHOCTh BOpUKOHA30JIa MPH MPUEME BHYTPh Yy JETeH MOXKET
OTPaHUYMBATHCS HAPYIICHHEM BCACHIBAaHUS M IOCTATOYHO HU3KOW Maccoii Teia B 3TOM BO3pacTe U B
ATOM CIIy4ae MOXKET ObITh IOKa3aHO BHYTPUBEHHOE BBEICHHUE.

VY 607bIIMHCTBA TOJIPOCTKOB KOHIIEHTPAIUsI BOPUKOHA30J1a B IUIa3Me€ KPOBU COOTBETCTBYET 3TOMY
MOKA3aTeNI0 Y B3POCIBIX MAlMeHTOB. TeM He MeHee, OTMeYaIiCh MEHbIITNE 3HAUCHUSI KOHIIEHTPAIHH
BOPMKOHA30J1a B IJIa3M€ KPOBU Y HEKOTOPBIX MOJPOCTKOB C HU3KOM MAaccoil Teja MO CPaBHEHHUIO C
B3pOCIIBIMM U ObUTM ONMKE€ K 3HAYEHUSIM TOro e IMokazarens y jgereid. OCHOBBIBasCh Ha
MOMYJISILIMOHHOM (papMaKOKMHETHYECKOM aHaIu3e, MOAPOCTKU B Bo3pacte oT 12 no 14 net ¢ maccoit
Tena MeHee 50 KT O KHBI OJTy4daTh 03y BOPUKOHA30J1a, PEKOMEHIOBAHHYIO I IIpHeMa y IeTeH.
Hapywenue ¢pynxyuu novex

IIpn onHOKpaTHOM mIpHeMe BOPHUKOHA30y1a BHYTph B J03¢ 200 MI manmueHTaMu ¢ HOPMAaJbHOMU
(GYHKITUEH MOYeK W MaIlMeHTaMy ¢ HapylmieHHeM (DYHKIIMH TOYeK OT JIETKOH (KITMPEeHC KpeaTHHUHA
(KK) — 41-60 mu/mun) o tsoxenoit (KK < 20 mn/MuH) crenenn (apMakOKHHETHKA BOPUKOHA30Ja

CYHICCTBCHHO HC 3aBHUCHUT OT CTCIICHU HAPYIICHHUA (I)YHKI_II/II/I nmouek. CBsA3bIBAHHUE BOPHKOHA30J1a C
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OenkaMH IUIa3Mbl KPOBM NPHUMEPHO OJMHAKOBO Y MALMEHTOB C PA3JIMYHOW CTENEHBIO MOYEHHOU
HEI0CTaTOYHOCTH (CM. pa3zenbl «Criocod mpuMeHeHus U 103b1» U «OcoOble yKazaHUsD).
Hapywenue ¢pynkyuu nevenu

[Tocne oqHOKpaTHOTO MpUeMa BHYTPh npenapara B 103e 200 mr AUC: BoprKoHAa3071a Y TAIIMEHTOB C
JIETKOM WJIN CpeJTHEH CTETIEHBIO TSHKECTH LUppo3a neueHu (kiiaccsl A u B no knaccupukanun Yain -
[Tet0) Obuta Ha 233 % BbIIIE, YeM y MAlMEHTOB C HOpMalbHON (QyHKIMel neueHu. Hapymenue
(YHKLMU [IEYSHH He BJIMSAET Ha CBSI3bIBAHNE BOPUKOHA30J1a C OEJIKaMU IJ1a3Mbl KPOBH.

[Tpu MHOTOKpaTHOM Tipueme mpemnapara BHyTps AUC: BOpHKOHA30J1a COMIOCTaBUMA Y MAlUEHTOB C
UPPO30M TE€YeHH cpenHeill crenmeHu TskectH (kimacc B mo kmaccudukanuum Yaiina-I1sro),
MOJTYYaBIIUX Mpenapar B moaaepkuBatomiei 1o3e 100 mr 2 pa3a/cyT, 1 y TallMEHTOB ¢ HOPMAJbHOU
(GyHKIMEH meYeHu, MOoJy4yarouuX BOpHKOHa30d B jo3e 200 mr 2 pas3a B cyrtku. CBeaeHuil o
(dapMaKOKMHETHKE BOPUKOHA30j7a y MALUMEHTOB C TsKEJIbIM LUppo3oM medeHu (kimacc C mo
kinaccupukanun Yainn-Ileo) Her. PekomeHnanuu mo J03MpPOBaHUIO Iperapara CM. B pasjiene

«Croco6 mpuMEHEHUS U TO3bD».

IToxka3zaHusi K MPUMEHEHU IO

MHBa3uBHBIN aclIEprUILIEs.

Kanaunemus y manpeHToB 6€3 HEUTPOTICHUH.

Tspkenble MHBAa3UBHBIC KaHAM103HbIe HH(eknuu (Bkitogast C. Krusei).

Kanaunos nunieBoa.

Tsoxenbie rpuOkoBbie HH(EKIMHU, BeI3BaHHBIe SCedosporium spp. u Fusarium spp.

pyrue Tspkenble MHBa3UBHbIE TPUOKOBBIE HH(EKIMY TPU HETIEPEHOCUMOCTH WM pedpakTepPHOCTH
K JPYT'MM JIEKapCTBEHHBIM CPEJICTBAM.

[TpoduiakTuka «IPOPBIBHBIX» TPUOKOBBIX MH(EKIMHA y MAIMEHTOB CO CHIKEHHOM (yHKIMeH
MMMYHHOH CHCTEMBI, JIMXOPAJAKOW M HEUTPONEHMEH, U3 TIPyNIBbl BBICOKOTO PHUCKa (PELUIUEHTHI
TpaHCIIAaHTAIIMM F€MOIIO3TUYECKUX CTBOJIOBBIX KJIETOK, MMAIIMEHTHI C PELIUIUBOM JIEHKO03a).
[TpodunakTrka HHBA3UBHBIX TPHOKOBBIX HHGEKINH Yy MallMEeHTOB (B3pOCIBIX U JieTeil cTapie 12 neT)
IPyINIBl BBICOKOTO PUCKA, TAKUX KaK PELUINEHTH! TPAHCIUIAHTALUN FEMOIMO3THUUECKUX CTBOJIOBBIX

KJICTOK.

IIporuBonokazanus

L4 FI/IHCpLIy'BCTBI/ITeHBHOCTB K BOPUKOHA30J1y UJIN J'IIO60My APpyroMmy KOMIIOHCHTY IIpf€Iiapara.
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e OpHoBpeMeHHOE mTpuMeHeHHe ¢ cyoctparamu uzodepmenta CYP3A4: tepdenanus,
acTeMM30JI, LU3aNpui, MUMO3MJA, XUHUIAWUH WIA HBAOpaJNH, MOCKOJbKY IOBBIIICHHBIC
KOHIEHTPALIUHU 3TUX JIEKAPCTBEHHBIX CPE/ICTB B MJIa3M€ KPOBH MOTYT IPUBECTHU K YJIMHEHUIO
unTepBasia QTC U peAKHM cilydasiM BO3HUKHOBEHHS JKEITYJAO0YKOBOH TaXWUKapIuu MO THITY
«mapyaT» (torsades de pointes) (cm. pasaen «B3aumojeiicTBue ¢ APYruME JIEKapCTBEHHBIMHU
CpEICTBaAMM).

e OJIHOBpEMEHHOE MpPUMEHEHHE C pUPAMIUIMHOM, KapOamMa3enmuHOM U JUIMTEIBHO
JercTByomuMu 6apoutypatamu (henobapOuTa), MOCKOJIbKY 3TH JIEKAPCTBEHHBIC CPEACTBA
MOTYT 3HAUUTEIbHO CHHU3UTh KOHIICHTPAIMIO BOPUKOHA30JIa B IUIa3Me KPOBHU (CM. paszjaen
«B3aumMopelicTBUE ¢ IPYTUMU JIEKAPCTBEHHBIMU CPEICTBAMUY ).

e OpHOBpeMeHHOE MpuMeHeHue ¢ pudadyTHHOM, Tak Kak pru(adyTHH 3HAYUTEITHHO CHIDKACT
KOHIIEHTPALMI0 BOPUKOHA30J1a B IJIa3Me KpOBU (CM. pazzaen «BsaumozeicTBue ¢ ApyruMu
JIEKapCTBEHHBIMU cpeAcTBaMu» U «OcoOble yKa3aHUS»).

e OpnHoBpeMeHHOe MpuMeHeHue ¢ d(pasupenzom B go3ax 400 mr u Beime 1 pa3 B cyTku (c
BOPUKOHA30JI0M B CTAaHAAPTHBIX J03aX), IOCKOJIbKY 3()aBUPEH3 B 3TUX J103aX 3HAUUTEIHHO
CHI)KAaeT KOHLIEHTPAIIMIO BOPUKOHA30JIa B TUIa3Me KpoBH. BopukoHa30I1 Takke 3HAUUTEIBHO
YBEJIMYMBAET KOHIEHTPALMIO 3(haBUpEH3a B Iu1a3Me KpoBH (cM. pa3zaen «B3aumoneiictue ¢
JPYTMMH JIEKaPCTBEHHBIMH CPEACTBAMUY ).

e (OJHOBpPEMEHHOE NPUMEHEHHE C PUTOHABUPOM B BBICOKMX A03ax (400 mr u BbIe 2 pasa B
CYTKH), TOCKOJbKY PUTOHAaBHp 3HAUUTEIBHO CHM)KAE€T KOHILIEHTpAIMI0 BOPUKOHA30Jla B
IU1a3Me KpoBM B 3TOM J103e (cM. pasnen «BzaumopeicTBue ¢ ApYrMMH JI€KapCTBEHHBIMU
CpencTBaMm»).

e (OJHOBpPEMEHHOE IPUMEHEHHUE C aJIKAJIOUJIaMU CIIOPbIHBH (3prOTaMUH, AUTUAPOIPTrOTAMUH),
apisomuxcs cyocrpatamu uzodpepmenta CYP3 A4, nockonbKy MOBBIIIEHHAsS KOHIIEHTPAIUS
9TUX JIEKAPCTBEHHBIX CPEACTB B IUIa3Me€ KPOBH MOXET MPUBECTU K 3PTOTU3MY (CM. paszen
«B3aumoeiicTBUE C IPYTUMH JIEKAPCTBEHHBIMH CPEIICTBAMI ).

e (OJIHOBPEMEHHOE TIPUMEHEHHWE C CHUPOJIMMYCOM, IIOCKOJIbKY BOPHUKOHA30JI MOXET
3HAYUTENIbHO YBEJIWYHUTh IUIA3MEHHbIE KOHIIEHTpAIlMM CcHpoJMMyca (CM. paszaen
«BzanMopelicTBHE ¢ APYTUMU JIEKAPCTBEHHBIMU CPEICTBAMIY ).

e OpaHOBpEeMEHHOE NMPUMEHEHHE CO 3BepoO0eM MPOABIPSABICHHBIM (MHIYKTOpP HUTOXpoma Paso
u P-rmukonporenna) (cM. pasgen «BsaumoneiicTBue C JpyrUMH  JIeKapCTBECHHBIMH

CpeICcTBaMmu»).
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e  OOHOBpPEMEHHOE NMPUMEHEHHE C HAJIOKCEr0JIOM, TaK KaK BOPMKOHA30J MOYKET 3HAYUTEIIBHO
MOBBIIIATH IIJIa3MEHHBIE KOHIIEHTPALMM HAJOKCEroja, 4YTO MOKET BbI3BaThb CHUMIITOMBI
onuouAgHON abOctuHeHIMH (cM. pasnen «B3aumonelcTBue ¢ APYrUMHU JIEKapCTBEHHBIMU
Cpe/ICTBaMmu).

e (OJIHOBPEMEHHOE IIPUMEHEHUE C TOJBAIITAHOM, TaK KaK BOPUMKOHA30JI MOXET 3HAYUTEIILHO
NOBBIIATh IIJJa3MEHHBIE KOHIIEHTpALlMU TosiBanTaHa (cM. paszaen «BsaumoneiictBue c
JPYTMMH JIEKAPCTBEHHBIMH CPEACTBAMUY ).

e OOHOBpPEMEHHOE NMPUMEHEHHUE C BEHETOKJIAKCOM B Hadajle IPUMEHEHUsI BEHETOKJIAKCa U BO
BpeMs (a3pl TUTPOBAHHS 03Bl TpenapaTa, TaK Kak BOPHKOHA30JI, BEPOSTHO, MOXKET
3HAUUTEJIHO TMOBBIIIATh IUIA3MEHHbIE KOHIIEHTPAllUM BEHETOKJIAKCA M PHUCK Pa3BUTHS
CHUHApOMA JU3MCa OMyXodHu (cM. pazaen BsaumopeicTBue ¢ OpyruMH JI€KapCTBEHHBIMU
CpencTBamMu).

e (OJHOBpPEMEHHOE MPUMEHEHHE C JYpa3uJOHOM, TaK Kak 3TO MOXET IPHUBECTH K
3HAQYUTEIILHOMY YCHJICHUIO BO3JCUCTBUS JIypa3HI0Ha U BO3MOKHOCTU Pa3BUTHsI CEPbE3HBIX
HEe)KeNaTeNIbHbIX peakiuil (cM. pasnen «BzaumopeicTBue € JIPYrUMHU JIEKAPCTBEHHBIMU
CpEICTBaMm).

e Jlerckuii Bo3pact 10 3 neT.

e Jlepuuut caxapasbl/U30MaibTa3bl, HEMEPEHOCUMOCTb (PYKTO3bl, IIIFOKO30TaTaKTO3HAS

MababCcopOITHs.

C 0CTOPOKHOCTHIO

[ToBbIIeHHAst YYBCTBUTEILHOCTH K IPYTHM IperapaTam - IPOU3BOIHBIM a30JI10B.

Tspxenas creneHb HeJJOCTAaTOUHOCTH (DYHKIMM MTEYEHH, TsDKeast CTeNeHb HEJJOCTaTOYHOCTH (DYHKIH
MOYeK.

BopukoHa3on ciemyer NPUMEHATh C OCTOPOXKHOCTBIO Y TAIMEHTOB C MPOAPUTMHYECKHIMU
COCTOSIHUSIMU: BPOXKJIEHHOE MM TpHoOpeTeHHoe yBenmueHne naTepBana QT, kapauoMuonaTus, B
O0COOEHHOCTH €  CEpJIEYHOM  HENOCTaTOYHOCTBhIO, CHHYCOBas  Opaaukapiausi, HaJIudue
CUMITOMATUYECKOW apUTMHH, OJHOBPEMEHHBIH TpHUEM IMPemapaToB, BHI3BIBAIOIINX YyATHHEHHE
uHTepBaia QT.

Takxe crneayer cobmOAaTh OCTOPOKHOCTD NP MPHUMEHEHHH IpenapaTta Bupenn® y manmeHTtos ¢

SJICKTPOJMUTHBIMA HAPYHICHUSAMU, TAKUMHU KaK: THIIOKAJIMCMUSA, THIIOMATrHUEMHA U T'HITIOKAJIbIIUCMUSL.
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IIpumeHeHnne npu 6epeMEHHOCTH M B MIEPUO/I TPYAHOT0 BCKAPMJIUBAHHUSA

JocraTounoil uHpoOpMaMK 0 MPUMEHEHUH BOPUKOHA30J1a Y OepeMEHHBIX >KEHIIUH HET.

B uccrnenoBanusx Ha JKMBOTHBIX YCTAHOBIJIEHO, UTO IIPENapaT OKa3bIBAET TOKCUUECKOE ACHCTBUE HA
PenpoayKTUBHYIO (yHKIMIO. BO3MOXKHBIN pUCK IS YenloBeKa Hen3BecTeH. BopukoHas3o: He cienyer
IPUMEHSTh Y OEPEeMEHHBIX KEHIIWH 32 UCKIIOYCHHEM TeX CIy4yaeB, KOrJa OXujaaeMasi Mojb3a JUlst
MaTepu SIBHO MPEBBIIIAET BO3MOXKHBIM PHUCK Ui IUIoAa. BhIBeleHHe BOPHUKOHA30jla C TPYIHBIM
MOJIOKOM He u3yuanock. Ha Bpemsi mpuMeHeHus mnpenapara rpyJHOE BCKapMJIMBAaHUE CIIETYET
MIPEKPATHUTb.

JKeHIUHBI  penpoAyKTHBHOIO BO3pacTa MHpHM HpUMEHEHHH Tpenapata Budenn® 1omKHbI

HCIIOJIb30BATh HAACKHBIC MCTO/JAbl KOHTPALCIIIINU.

Cnocod npuMeHeHHs U 103bl

BuyTps, 32 1 4 10 enpl wiu cinycts | 4 mocie efpl.

[lepen HavamoMm Tepamuu HEOOXOAUMO OTKOPPEKTUPOBATH TAKHE SJIEKTPOJUTHBIE HAPYIIECHUS, KaK
TUTIOKAJTMEMUs, TUTIOMarHueMHusI ¥ TUIIOKalbliueMusi (CM. Takke pasjaen «llobouHoe nerictBue»).
B3pocavie nayuenmoi

Hasnauenue npenapara Budenn® cienyer HauMHaTh ¢ BHYTPMBEHHOTO BBEIECHHUS B PEKOMEH Ty EMOM
HACBIIAIOIIEH J103bl, YTOOBI YK€ B MEPBBIN JI€Hb JOOUTHCS a/IeKBATHOW KOHLIEHTpAIMM B IUIa3Me
KpoBU. BHYTpUBEHHOE BBEJICHUE ClleyeT IPOJ0JIKATh KAK MUHUMYM 7 JTHEH, ITOCJIE YETO BO3MOXKEH
Nepexo]l Ha MepopajbHBIA MpHEM Ipenapara, IpU yCIOBUHU, YTO MALMEHT CHOCOOEH MPUHUMATH
JIeKapCTBEHHbIE CPE/ICTBA [yl IPUEMa BHYTPb. Y UMThIBast BBICOKYIO OMOJIOCTYITHOCTD Mpernapara npu
HNepopaibHOM MpHueMe, Jocturarouryto 96 % (cMm. pasgen «DapMakOKHMHETHKA»), NMPH HATUYUH
KJIMHUYECKUX IMOKa3aHUH MOXHO IE€PEXOAUTh C BHYTPUBEHHOTO Ha IEpOpalbHOE MPUMEHEHHE
npemnapara 6e3 KOppeKIUU J03bl.

B tabnuie npuBeseHa noapodHas HHGOpMAIIs 110 J03UPOBaHUIO Tipenapara Budenn®:

BnyTtpusenno Bnytps
ITarmeHTE! ¢ | ITarmeHTHI c
Maccont tena 40 xr | maccon Tena
u Oonee meHee 40 kr
Hacbimaromas xo3a — 6 MI/KT KaKiple 12 94 | He peKOMEHIyeTCs | He
BCe N0Ka3aHus (nmepBbie 24 4) pEeKOMEHyeTCs
Hoanep:xxuBarmas n103a (mocJje nepBbix 24 4)
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[Tpodunaktuxa nHBa3suBHEIX | 3-4 Mr/kr kaxnsie | 200 mr kaxnaele | 100 Mr kaxnasle
IpUOKOBBIX UHEKIHHA y (124 124 124

MAlMEeHTOB (B3POCHBIX M JAeTel
crapiie 12 jeT) rpymibl BBICOKOTO

pUCKa, TaKUX KaK PCHUIINCHTEBL

TpaHCIUIAaHTAIHH
TeMOITO3THYECKUX CTBOJIOBBIX
KJIETOK / poQUITaKTHKA
«TIPOPBIBHBIX IPUOKOBBIX

uHpeKIuii y JIUXOPAISIIUX

IMaIIUEHTOB
WNuBasuBHbIA ~ acnieprwuie3 /| 4 mr/kr kaxzasie 12 | 200 mr kaxnaele | 100 Mr kaxuaslie
nHpeKuu, BBI3BAHHEIE | U 124 124

Scedosporium spp. u Fusarium

spp. /  Ipyrue  TsDKEJbIe

WHBAa3UBHbBIC IrpuOKOBBIC

uH(peKkuuu

Kanmunemust y manuentoB 6e3 | 3-4 wmr/kr kaxnaeie | 200 mr kaxaele | 100 Mr kaxaele
MIPOSIBJICHUN HEUTPOIICHUH 124 124 1249

Kannunos numeBona He ycranoieno 200 mr kaxaple | 100 Mr kaxaple

124 124

I1o060p 00361 051 npuema 6Hympb

[Ipu HemocTaTo4HOM >PPEKTUBHOCTH JIEUEHHUs MOAEPKUBAOIas 03a npenapara Budenn® mwis
npremMa BHyTpb MOXkeT ObITh yBenuueHa ¢ 200 mr kaxapie 12 1 1o 300 mr kaxkapie 12 4. Y nanueHToB
¢ maccoii Tena menee 40 kr 103a MoxeT ObITh yBenmueHa co 100 mr g0 150 mr xaxasie 12 4.

Ecnu nmauueHTt He mepeHoCcHuT mpernapar B BbICOKOH f03¢e (To ectb 300 Mr BHYTph Kaxble 12 1), TO
NOAJEPKUBAIOLLYIO 103y JUIS MpUEMa BHYTPb MOCTENEHHO CHIDKAOT ¢ maroM 50 mr po 200 mr
KaxJple 12 9 (11 manueHToB ¢ Maccoi Tena MeHee 40 kxr - 10 100 mr kaxapie 12 u).

JnutenbHOCTh JIeYeHUsI JOKHA ObITh KaK MOKHO KOpOU€ B 3aBUCUMOCTH OT KIIMHUYECKOro 3 dekra
U pe3yJIbTaTOB MUKOJIOIMUYECKOT0 HccienoBaHus. [JINTeNbHOCTh JICUEHUsI HE JTOJKHA MPEBBILIATh

180 mgueii.
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Ipoghunaxmuxa y 63pocnvix u demeii

[Tpoduaktuyeckoe MpUMEHEHHE IpenapaTa cileJyeT HaYMHATh B JIEHb TPAHCIUIAHTALIUUA U MOKHO
nponomkars 10 100 gaeit. [Ipommmte npodunaktuky no 180 mHE# mociie TpaHCIUTAHTAIMHA MOYKHO
TOJIBKO B Clly4ae NPOAODKEHHS HMMYHOCYIPECCUBHOM TepanmuM WIM pa3BUTUS PEAKIUU
«TpaHcIuanTat npotus xo3suHay (TIIX).

be3zonacHocTh M 3((eKTUBHOCTh BOPUKOHA30J1a IpU NpuMeHeHuu 6osee 180 qHel B KIMHUYECKUX
UCCIICIOBAaHMSX HAJUICKAIIUM 00pa3oM HE H3y4allUCh.

Pexym 103upoBaHus ¢ 1eNbo NPO(UIAKTUKY TaKOH 5K, KaK U C LIEJIbIO JICYEHUS B COOTBETCTBYIOIINX
BO3PACTHBIX IPYyMIAX.

Hapywenue ¢pynxyuu novex

Koppekuust 10361 BOpUKOHA301a JUIsl IpUeMa BHYTPb Y HAllMEHTOB C JIETKOW WM TSYKEJION CTETIEHbIO
HapylLIeHUs PyHKIHUU [TOYeK He Tpedyercs.

Hapywenue ¢pynkyuu nevenu

[Ipr ocTpoM HOBPEXJIEHUU IMEYEHH, MPOSBISIOIIEMCS MOBBIILIEHUEM AKTUBHOCTH «I1€YEHOUYHBIX)»
TpaHcamuHa3: anaHnnHaMuHoTpanchepassl (AJIT) u acmapraramunoTpancdepasbl (ACT), koppeKius
JI03BI HE TPeOyeTCsI, HO PEKOMEH IyeTCs TIPOJIOJKATh KOHTPOJIb MOKa3aTeNe (QyHKINH MeYeHH.
[TaneHTaM ¢ JETKMMHU WM CPETHETSDKENBIMA HapyIIeHUsIMUA (YHKIMU nedeHu (kiaccsl A U B no
kinaccupukanun Yaina-I1eo) cregyer Ha3HauaTh CTaHAAPTHYIO HACHIMIAIOLIYIO JI03Yy INpernapara
Budenn®, a moaaepkuBaronlylo 103y CHWXKaTh B 2 pasa. [lalMeHTaM ¢ TSDKENOM CTENEHBIO
Hapymenus ¢ynkuuu nevenu (kiaacc C no kimaccupuxauuu Yaiing-Ilero) npenapar Budpenn®
CJIelyeT Ha3HauaTh TOJIBKO B TEX CIIy4asx, KOTJa OKUJaeMasl I0J1b3a IPEBIIIAET BOZMOXKHBIN PUCK,
Y TI0J] IOCTOSIHHBIM KOHTPOJIEM C LIEJIBIO BBIBICHUS MPU3HAKOB TOKCUYECKOTO IEHCTBUS IIpenapara.
Toowcunvie nayuenmoi

Koppekuuu 10361 y MOKUJIBIX MALIUEHTOB HE TpeOyeTcs.

Ilpumenenue y oemeii
[Tpenapart B BUie TaOJIETOK HA3HAYAIOT JACTSM B TOM CIIydae, eCiii peOCHOK MOXKET IJIOTATh TAOJIETKH.
Peorcum 0ozuposanus sopurxonaszonay oemeil (6 ozpacme om 3 (0151 OQHHOU IeKAPCMBEEHHOU (hopmbl)

00 12 nem) u noopocmkos 6 so3pacme om 12 0o 14 nem u maccoii mena menee 50 ke:

BHyTpuBeHHO BuyTpn

Haceiaromas xo3a 9 mr/kr kaxneie 12 4 He pekomenayetcs
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(mepBble 24 4)

[Monnep:kuBaromas 103a 8 Mr/Kkr 2 pasza B CyTKH 9 Mr/kr gBa pasa B CYTKH

(mocJie mepBbIX 24 1) (MakcumanbHas mo3a 350 mr
JIBa pa3a B CYTKH)

Tepanuro peKOMEHIyeTCsl HaYMHATH C BHYTPUBEHHOI'O BBEJCHHS IIperapara, a BO3MOXKHOCTh
TepopaIbHOro mpueMa npenapara Budenn® ciemyer paccMaTpuBaTh TOJNBKO MOCHIE KIMHUYECKOTO
YIIy4IIEHUS] 1 BO3MOKHOCTH NallMeHTa MPUHUMATh IEpOpalbHbIE JIEKapCcTBEHHBIE cpeacTBa. Cienyer
NPUHUMATh BO BHUMaHHE, YTO BO3/ICHCTBHE NIpenapaTa pu BHyTPUBEHHOM BBEJCHUU B J103€ 8 MI/KT
NpUOJIM3UTEIILHO B J[Ba pa3a BBIIIIE, YEM IPH IPUMEHEHUH BHYTPh B 103€¢ 9 MI/KT.
DapMaKOKHHETHKA U IEPEHOCUMOCTH 00JIe€ BRICOKHX 03 BOPUKOHA30J1a JJIsl TpreMa BHYTPb Yy IETeH
HE M3Y4aJUCh.

PekomeHnnmanu 1m0 TPUMEHEHHIO BOPHKOHA30JIa BHYTPh y JETEH MJal0TCsi Ha OCHOBAaHHUH
UCCIICIOBAaHMI €ro MPUMEHEHHs B (hOpMe MOpOIIKA JJIsi MPUTOTOBJICHUSI CYCIICH3MH ISl PUEMa
BHYTpPb. BHOJKBHMBaJE€HTHOCTh mpenapara Budena® B Qopme mopomka s IIPUTOTOBICHHUS
CYCIICH3HH JJIs IPUeMa BHYTPh U TAOJIETOK MPU MPUMEHEHUH Y JIeTel HE M3ydaiach. Y YUThIBas, 4TO
y JeTel 3aMeJIEHO TIPOXO0XK/ICHUE MTUIIHN Yepe3 JKEITyA0UHO-KHIIIEYHBIH TPAKT, BIIOJIHE BEPOSITHO, YTO
BCAChIBaHHE BOPUKOHA30J1a MPU IIpUeMe BHYTPh B BUJIE TAOIETOK OYJET UHBIM, YEM Y B3POCIBIX.
[TpumeHeHne BOpUKOHA307a y JIeTeil B Bo3pacte oT 2 A0 12 et ¢ HapylmeHusMu QyHKIIUU TTeYeHH
WM TIOYEK HE U3yYalloCh.

Y noopocmrkos (6 6o3pacme om 12 0o 14 nem ¢ maccou mena 50 ke unu 6onee; om 15 0o 18 nem ene
3a8uUcuMocmu Om Maccol meia) BOPUKOHA30I T03UPYETCS TaK ke, KaK JJIs B3POCIBIX.

Koppexyus 0o3vl

[Tpu HealeKBaTHOM KIIMHUYECKOM OTBETE TAIMEHTA, 032 MOXET OBITh YBEITMYCHA C maromM | mr/kr
(w50 Mr B ciydae, eciii M3HA4YaJbHO MPUMEHSIIH MaKCUMaJIbHYIO MepopalibHy0 03y 350 wmr).
Ecnu peGeHOK He MepeHOCUT Teparuio B Ha3HAYEHHOHU J103€, €€ ClIeAyeT CHU3UTH ¢ marom 1 mr/kr

(ummm 50 Mr B cityyae, eciii U3HavalbHO MPUMEHSIN MaKCUMAIIbHYIO epopajibHyIo 103y 350 mr).

IToGouHOe neiicTBUE
JlanHble 0 6€30MacHOCTH BOPHKOHA30JIa OCHOBAHBI HA pe3yibTarax uccienoBanus 6onee yem 2000
gyenoBeK (1655 mamueHToB, NPUMEHSIOMMX BOPUKOHA30J B JedeOHBIX Ienmax u 279 ¢

npoUIAKTUYECKOW 1€bI0), MPEACTABIEHHBIX TE€TePOreHHOW MOMyJsueil (MauueHThl Co
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3JI0Ka4aCTBEHHBIMA HOBOOOpa3oBaHUsAMH KpoBH, BUY-uHpuIIMpoBaHHbIC MAITUEHTHI C KAaHIHI030M
numieBoga W pedpakTepHbIMH T'PHUOKOBBIMM WHOEKIUSIMH, TAUCHTHl 0€3 HEHUTPOICHHH C
KaHIUJIEMHUEH UK acTIepTUILIE30M, a TAKKE 3JJ0POBbIE I0OPOBOJIBIIHI).

Haubonee pacnpocTpaHeHHBIMU HEXEJIATEIbHBIMU PEAKLIUSIMH SIBJISIFOTCS HAPYIICHHUS] CO CTOPOHBI
opraHa 3peHHsi, OTKJIOHEHHE OT HOPMBI Pe3yJIbTaTOB (PYHKIIMOHAIBHBIX MPOO MEUEHH, JTUXOPAIKa,
CBITb, PBOTA, TOLTHOTA, AWAPEs, TOJIOBHAS 00JIb, MepudepruyecKre OTeKH, 00JIb B )KUBOTE  yTHETCHUE
neixaHus. HexenarenpHble peakiiud 0OBIYHO OBLTH JIETKO WMJIM YMEPEHHO BBIpaKeHBbI. KinmHUYeckn
3HAYMMOM 3aBUCUMOCTH 0€30IIaCHOCTH MperapaTa OT BO3pacTa, pachl WU M0JIa HE BHISIBJICHO.
Kputepuu onenku yactoTsl: oueHb yacto > 10 %; gacto > 1 % u < 10 %; Hewacto > 0,1 % u < 1 %;
peaxo > 0,01 % u < 0,1 %, ouenb peako < 0,01%, yacrora HEM3BECTHA - HEBO3MOXHO ONPEICIUTH
YacTOTY HA OCHOBAaHUH MMEIOIIUXCS TaHHBIX.

Hapywenus co cmoponsl cepoua: yacmo - HaJKEITyJOUKOBasi apUTMUSL, TaXUKaAPAUs, OpaauKapaus;
Heyacmo - GUOPHUIUTSIIHS )KEITy TOYKOB, JKEITYI0UYKOBAast SKCTPACUCTOIIHS, JKEITy T0UKOBAsI TAXUKAPIIHS,
HA/KETYJ0OYKOBasi TAXUKAPAUS; peOKO - APUTMUSA 110 THITY ITUPYIT», MOTHAS aTPUOBEHTPUKYJIISIPHAS
O1okaza, 60kaga HOXKKY mmydka ['Hca, y310BbIe apuTMHH.

Hapywenusa co cmoponwvl cocyooe. uacmo - apTepuaibHas TUNOTEH3us, (Guedut; neuacmo —
TpoMOODIIECOUT.

Hapywenus co cmoponst Kpoeu u 1um@pamuueckoil cucmempl: 4acmo - arpanyionuTo3 (BKIroYas
(GeOpUIbHYI0O HEHTPONICHUIO W HEWTPONEHHUIO), MAHIUTONCHUS, TPOMOOIMTONCHUsS (BKJIFOYAst
UMMYHHYIO TPOMOOIIMTOIIEHUYECKYIO MYpPITypY), aHEMUS; Heyacmo - JAETPECCHs] KOCTHOTO MO3ra,
nerKornenus, tuMdaaeHonaTus, S03MHOGUITNS, CHHIPOM JTUCCEMUHUPOBAHHOTO BHYTPHUCOCYIUCTOTO
CBEPTHIBAHUSI.

Hapywenusn co cmoponsl HepeHOU CUCMEMbL: 0YeHb Yacmo - TOJOBHAas 00Jb; uacmo - CUHKOIA,
TpEMOp, MapecTe3usi, COHIUBOCTh, FOJIOBOKPYKEHHE, CYIOPOTH, HUCTArM; Heudacmo - OT€K FTOJIOBHOTO
Mo3ra, dHIe(haTonaThs, SIKCTPATUPAMHUIHOE PACCTPONUCTBO, NepudeprudecKas HeMponaTus, aTaKkCus,
THITECTE3Ms, TUCTeB3us (HapylIIeHHE BKYCOBOTO BOCIIPHUSTHA); peoKo - IeYeHOuHas SHIeharonarus,
cunapoM ['menna-bappe.

Hapywenua co cmopouvl opzana 3peHus: oyeHb 4acmo - HAPYIUIEHUS 3peHus (B TOM YHUCIE
HEYETKOCTh 3pEHUS, 3aTyMaHeHHOE 3peHue, GoTo]oOus, XIOPOICHsi, XPOMATOIICHS, CBETOOOS3Hb,
[IBETOBAasl CIJICTIOTA, ITUAHOTICUS, HAJIMYMUE B TIOJIe 3PEHUS PaTy’KHBIX KPYroB BOKPYT HCTOYHHKOB
CBETa, HOYHAS CJENOTa, OCIMILIONCUS, (OTOICHUS, MeplaTelbHas CKOTOMa, CHH)KEHHUE OCTPOTHI

3pCHUs, 3pUTCIIbHAA SAPKOCTh, ,Z[C(I)CKT noJsen 3pCHUA, IUIABAOIINEC MTOMYTHCHUS CTCKIIOBUJAHOI'O TCJIa
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Y KCAHTOIICHSI; ¥acmo — KPOBOU3IUSHUE B CETYATYIO 000JIOUKY TJ1a3a; Heuacmo - HEBPUT 3PUTEITLHOTO
HEpBa, OTEK COCKa 3pUTEILHOTO HEPBA, OKYJIOTUPHBINA KpU3, CKIEPUT, TUILIONHS, 6JedapuT; peoxo -
aTpodust 3pUTETHLHOTO HEPBA, TOMYTHEHNUE POTOBHIIBL.

Hapywenusa co cmoponsl opzana ciayxa u 6eCMUOYIAPHO20 ANNAPAMA. HEeYacmo - BEPTUTO,
TUIIOAKy3Hsl, IITyM B yIIIax.

Hapywenus co cmopoHnsl 0blxameabHoll CUCMEMbl, OP2ZAHO8 ZDYOHOU KIemKU U CPeOOCMEeHUA:
OuYeHb 4acmo - YTHETEHUE JbIXaHUsS; 4acmo — OTEK JIETKUX, OCTPbIM PECHUpPATOPHBIN aucTpecc-
CUHJIPOM.

Hapywenusa co cmopoubst xcely0ouHO-KUUEYH020 MpPAaKma: o4eHsb Yacmo - TOIIHOTA, PBOTA,
nuapes, 001b B JKUBOTE, Yacmo - XCHIIUT, AUCIEINCHUS, 3aI0p; Heuacmo - AYOJIEHUT, TIOCCHT,
HaHeraTI/IT, OTCK s3bIKA.

Hapywienua co cmoponsl no4eKk U MOYEEbIGOOAWUX Hymell. yacmo - OCTpas IoYeqHast
HEJOCTAaTOYHOCTh, TEMaTypHsl; Heyacmo - HEKpO3 MOYCUHBIX KaHAJbIEB, IPOTEUHYPUS, HEDPUT.
Hapywenusa co cmopoHnbl Koxycu U HOOKOMCHBIX MKAHEll: OYeHb YAcmo - Chlllb; 4acmo -
9KC(OJIMATUBHBIN IEPMATHUT, AJOIELHsI, KOXKHBIA 3y1, MaKyJIOIaIyJe3Has Chlllb, JPUTEMA; Heuacmo
- cunapom CruBeHca-/[)kKoHCOHA, (OTOCCHCHOMIM3AIUS, KpPAlMBHUIA, SK3€Ma, TOKCHYCCKHMA
SMUAEPMAIBHBI HEKpPOJU3, AHTMOHEBPOTHUECKUW OTEK, MYJIbTHMOpQHAs >SpUTeMa, Icopuas,
aepruyeckuii  JepMaTuT, Myprypa, Mamyle3Has Cblllb, MaKyJspHas CbIllb; pedko -
niceBonopupusi, CTOMKas JEKapCTBEHHAs JpUTEMA; uacmoma Heuzgecmua — KoxHas (opma
CUCTEMHOM KpacHOM BOJYaHKH, JIEKAPCTBEHHas peakuus C D03UHOPWINEH U CHCTEMHBIMH
CHUMIITOMaMH.

Hapywenusa co cmoponst onopnuo-oguzameipbHo20 annapama u cOeOUHUmMeabHOl MKAHU: 4acmo
- 00JIb B CIIMHE; Heyacmo - apTPUT; 4acmoma Heu38ecmua - IEPUOCTHT.

Hapywienusa co cmopoHbl IHOOKPDUHHOU CUCHIEMbL: Heuacmo - HEAOCTaTOYHOCTh KOPBI
HAAMOYSUYHUKOB, TUIIOTHUPEO3; pedKo - THIIEPTUPEO3.

Hapywenua memabonuzma u RUmMAHUA: OYeHb yYacmo - Tepudepudeckue OTEeKH; uacmo -
THUITIOKaJIMEMUS, THUIIOTJINKEMMUA, FI/IHOHanI/IeMI/IZ (BBISIBJ'IGHO B HOCTpeI‘I/ICTpaHI/IOHHBIX
HCCJICIOBAHMSIX ).

Hugpexyuu wu uneazuu. yacmo - CUHYCUT, TaCTPOIHTEPUT, THUHTUBHUT, HeYacmo -

HCCBI[OMCM6paH03HBIﬁ KOJIUT, J'II/IM(I)aHFI/IT, NECPUTOHUT.
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Obwue paccmpoiicmea u HaApyuwieHUs 8 Mecme 88€0€HUA . O4YeHb Yacmo - JUXOPAIKa, Yyacmo -
03H00, acTeHus, 00Jb B TPYJHOM KIIETKE, T'PUINIONOA00HOE 3a00jeBaHMe, OTEK Julla (BKJIHOYas
nepuOpPOUTATBHBIN OTEK, OTEK TYO U OTEK PTa); Heuacmo - PEaKIusi/BoCIalIeHUE Ha MECTE UHBCKITUH.
Hapywenus co cmopoHbl UMMYHHOU CUCHIEMbL: HeYacmo - ajNIEPTUYECKUE PEaKIUU; pedKko -
aHaUIaKTOUTHBIE PEAKIIH.

Hapywenusa co cmoponsl 2enamoouiuapHoil CUCmemsl. oueHb Yacmo - OTKIOHEHUSI OT HOPMBI
pe3yIbTaToB (YHKIIMOHATBHBIX MIEYCHOYHBIX TECTOB (ToBbIIIEHUE AKTUBHOCTH
acmapraTaMUHOTpaHcdepasbl, amaHMHaAMHHOTpaHcdepasbl, mienodHoil  ¢ocdarazpl, ramma-
rIyTamuiITpancdepasbl, JAKTaTACTUAPOreHas3bl, TUMEPOUTUPYOHHEMHUS); uacmo - KeNTyxa,
XOJIECTaTUYECKasl KeNTyXa, TeNaTUT; Heydacmo - XONEIUCTHT, XOJIEJUTHA3, YBEIUYCHHUE IICUeHHU,
MIEYCHOYHAS HEJJOCTATOYHOCTD.

Ilcuxuueckue paccmpoiicmea. uacmo - TaUTIONWHALNAW, JENPECCHs, TpeBora, OECCOHHUIIA,
QXKHUTAaLUA, CIyTaHHOCTb CO3HAHUSI.

Hoesoobpa3zosanus 0odpoxauecmeeHnHble, 310Ka4eCHEeHHble U HEYMOYHEHHbIE (6K1I0YAA KUCHIbL
U ROJIUNDBL): YACTMOMA Heu38eCmMHA - TUIOCKOKIICTOYHBIA PaK KOXKHU (BKITFOUYAs TUIOCKOKJICTOYHBIN paKk
KOKH IN Situ wimu 6osne3us boyasHa).

Hccneoosanun: uacmo — NOBBIIIIEHUE KOHIICHTPAIIMN KpeaTUHUHA B KPOBH;, Heuacmo - yATUHEHHE
untepBana QT Ha snexTpokapAuorpaMMe, TOBBIIIEHHE KOHIIEHTPAllMd MOYEBHHBI B KpPOBH,
MOBBINNICHUE KOHIICHTPAIIMH X0JIECTePUHA B KPOBH.

Ilobounoe oeiticmeue npu npumenenuu y oemeit. ObUIO YCTAHOBJIEHO, UTO HEXenaTeNbHbIe () PEKTHI
mpemnapara y aereil B Bo3pacte oT 3 (IUIsl JaHHOW JIeKapCTBEHHOM (opMmbl) A0 12 JeT aHAIOTHYHBI
TaKOBBIM Yy B3pOCHbIX. Y neTeil Habmiojanack Oojiee BBICOKAs 4YacTOTa IMOBBIIIEHUS aKTUBHOCTH
MEYCHOYHBIX (PEPMEHTOB. B X0Je MOCTpEerucTparMOHHBIX WCCIEAOBAHUN BBISBICHO Pa3BUTHE
MaHKpeaTuTa y jJereid Ha (OoHE Teparmnu BOPUKOHA30JIOM, a TaKXkKe 0oJiee 4acToe BO3SHHUKHOBEHHE

KOXXHBIX pCaKHI/Iﬁ .

Ilepeno3uposka

N3BecTHO O Tpex ciaydasx CIy4alHOW Mepelo3UpOBKH. Bce ynmoMsiHyThIe cilydau IPOM3OLLIN Y
JeTed, KOTOphIM BHYTPMBEHHO Oblla BBEJCHA 1032 BOPUKOHA30J1a, B IATh Pa3 IMPEBHIIAOIIAS
PEKOMEHI0BAaHHYO.

Nmeetcs cooOuieHre o eAMHUYHOM citydae poTopoOuu, mpo1oKUTeNbHOCThIO 10 MUHYT.
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AHTHIOT BOPHKOHA30JIa HEM3BECTEH. B ciyuae mepemo3MpoBKM MOKa3aHa CHUMITOMATHYECKas U
HOJIEP>KUBAIOLIasl TEpaIusl.
BopukoHa301 BHIBOAUTCS B X0JI€ reMOHain3a ¢ kiupencoM 121 mu/mun. B ciaydae nepeno3nupoBku

IréMOoauaIn3 MOXET CII0OCOOCTBOBATh BBIBCJICHUIO BOPUKOHA30J1a U3 OpraHru3Ma.

B3aumopneiicTBHe ¢ APYTrUMH JIeKAPCTBEHHBIMH CPeACTBAMH

WNuaruburopsl mim MHAYKTOPHI n3odpepmeHtoB mutoxpoma Psso (CYP2C19, CYP2C9 u CYP3A4)
MOTYT BBI3BaTh, COOTBETCTBEHHO, IMOBHIIICHWE WM CHW)KCHHE KOHIICHTPAIlMM BOPWUKOHA30JIa B
1a3Me KPOBH.

Bopukonazon uHrubupyer akTuBHOCTh u30depMeHToB 1uToxpoma Pasp — CYP2C19, CYP2C9 u
CYP3A4, — u MOKET TIOBBIIIATH TUTA3MEHHBIC KOHIICHTPAIMU BEIIECTB, KOTOPHIE META00IN3UPYIOTCS
¢ yuactuem uzodpepmeHToB 1uToxpoma Paso (CYP 450), B yacTHOCTH, JUIsl BEHICCTB, KOTOPBIC
meTtabomusupytorcs  u3zopepmentom CYP3A4, Tak Kak BOPHKOHA30J7 SBIAETCS CHIIBHBIM
unruoutopom CYP3A4, xots yBennuenue AUC 3aBucut ot cyocTpaTa (CM. TaOIHIly HIKE).
B3anmopelicTBie BOpHMKOHA30Ja C IPYTMMHU JIEKAPCTBEHHBIMH CPEICTBAMH M PEKOMEHAALUU TIPH

OIHOBPCMCHHOM IMPUMCHCHHWHU IMPCACTABJIICHLI B Ta6JII/ILI€ HUWXKC:

JlekapcTBEeHHOE CPeICTBO B3aumopaeiictBue: u3meHenusi | Pexomengauuu npu
(MexaHM3M B3auMoO/1elicTBHS) (papMaKoOKHUHETHYECKUX 0/IHOBPEMEHHOM
napametpoB (%) NPUMEHEeHUH
AcTtemu3oun, u3anpua, nuMosu, | Bzaumoneiictsue He | [IpoTuBOomOKa3aHoO (cm.
XUHHUIWH, TepheHaaNH U M3y4aoch, OJTHAKO | pa3aen
UBaOpaIuH CYIIECTBYET BbIcOKas | «[IpoTHBOIIOKA3aHUS)
[cy6ecmpamer usoghepmenma BEPOSITHOCTb, 4TO
CYP3A4] MOBBIIICHHBIE ~ KOHIIEHTpAI[UU
JTAHHBIX JIEKapCTBEHHBIX

CPEACTB MOIYT IIPUBECTH K
yTnHeHUIo naTepBaiia QTCu B
penKux cay4dasx
BO3HUKHOBEHHIO

JKEITyJOUYKOBOM TaXUKAPJUH I10

TUIY «ITHPYIT»
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JlekapcTBeHHOE CPeICTBO B3aumopgeiictBue: usmeHenusi | Pexkomenaauuu npu

(MexaHHM3M B3aHMO/1eliCTBHUA) (hapMakoKUHEeTHYECKUX OTHOBPEMEHHOM
napametpos (%) NpUMeHeHHH

Kap6amazenus u 1 TeapHO B3aumoneiictBue He | [IpoTuBonOKazaHo (cm.

neicTByronue 6apouTypaTsl U3y4aoch, OJTHAKO | pa3jaen

(BkITIOUAs, HO HE OTPaHMYMBAsACH, | KapbamazenuH u JuuTenbHO | «[IpoTHBOMOKa3aHUs)

¢denobapburan, medhodbapouTan)
[mownbie unoyxmopot

yumoxpoma Paso)

JeicTByromue  OapOUTypaThl,
BEPOSTHO, MOTYT 3HAYHUTEIHLHO
CHHMKATh IUIa3MEHHBIC

KOHLICHTPpAlM BOPUKOHA30J1a

DdaBupens (HEHYKICO3UTHBIN
WHTUOUTOp 00paTHOM
TPAHCKPHIITA3bI)

[undyxmop yumoxpoma Paso;
uHeubumop u cyocmpam

uzogpepmenmor CYP3A4]

OnHOBpeMEHHOE TPUMEHEHNE
aaBupensa B go3e 400 mr oguH
pa3 B CyTKH M BOPUKOHA30Jja B

no3e 200 mr 1Ba pa3a B CyTKH *

OnHOBpEMEHHOE TPUMEHEHHE
300 mr >¢dpaBupeH3a oAWH pa3 B
CYTKH U BopukoHazona 400 mr

JIBa pa3a B CyTKH)

Cmax 2¢aBupensa 1T 38 %
AUCrt s¢paBupensa 1 44 %
Cmax BopukoHa3omna | 61 %

AUCrt BopukoHnasona | 77 %

B cpaBHenuu c¢ sdaBupeH3om
600 mr oiH pa3 B CyTKH:
Cmax 2(haBupeH3a <>

AUCrt a¢aBupenza T 17 %

B cpaBHEHNH ¢ BOpUKOHA30J10M

200 mr aBa pa3a B CyTKH:

IIpuMeHeHne cTaHIapTHBIX
J103 BOPHMKOHA30J1a "

sadaBupenza B goze 400 mr

OMH pa3 B  CYTKH
IIPOTUBOMNOKA3aHO (cm.
paznen

((HpOTI/IBOHOKa?»aHI/IH»).

OnHOBpEMEHHOE
MPUMEHEHUE  BO3MOXKHO,
eciu MOJ/ICPKUBAIOIIAS
J103a BOpPHKOHAa30ia OyJneT
noBeimeda no 400 Mr naBa
paza B

CYyTKH, a J103a

sdaBUpeH3a CHWXKEHa 0
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JlexapcTBeHHOE CPEICTBO

(MexaHHM3M B3aHMO/1eliCTBHUA)

B3aumoneiicrBue: n3MeHEeHHU S
(hapMakoKUHEeTHYECKUX

napametpos (%)

Pexomenpanumn npu
OTHOBPEMEHHOM

NPUMEHECHUHN

Cmax BopukoHazona T 23 %

AUCT Bopukonazoina | 7 %

300 Mr oguH pa3 B CYTKH.

[lpuy  oTmeHe  Tepamuu
BOPUKOHA30JI10M, HavajabHast
no3a d(haBupeH3a JIOJDKHA

OBITH BOCCTaHOBJICHA.

AJNKanoupl CHOPbIHBH B3aumoneiictBue [TpoTuBONIOKa3aHO (cm.
(BkJTIOYAs, HO HE OTPaHMYKMBASCH, | BOPUKOHA30JIa C AIKAJIOMIAMH | Pa3es
SProTaMHH U cropeiHbM  (3protramuHoM u | «IIpoTHBONIOKa3aHUS)
JUTUAPOIPrOTAMUH) JUTUAPOIPTOTAMUHOM ) HE
[eyboempamer uzopepmenma U3y4aoch, OJIHAKO
CYP3A4] CYIIECTBYET BBICOKAs

BEPOSITHOCTH, YTO BOPUKOHA30II

MOJKET BbI3bIBATH IOBBIIICHUE

KOHIIEHTpaLui JTAHHBIX

IpernapaToB B IJIa3Me KPOBU U

MPUBOJIUTH K 3PTOTH3MY .
Jlypasunon Bs3aumopeicteue IIporuBOMIOKa3aHO (em.
[eybcmpamer usopepmenma BOPHUKOHA30J1a C JIypa3uJIOHOM | pa3zel

CYP3A4]

HEC HU3y4aJIoChb, OJJHaKoO

BOPHKOHA30J1, BCPOSATHO,

MOXKCT 3HAYUTCIBHO ITOBLIIIIATb

«[IpoTuBoOMOKa3aHU)

IUIA3MEHHBIE  KOHIICHTpAIMU
JTypasuIoHa.
Hanoxceron B3anmopeiicteue IIpoTrBONOKa3aHO (cm.
[cyocmpamer uzogpepmenma BOPHKOHA30J1a C HAJIOKCETOJIOM | pa3zen
CYP3A4]] HE U3y4anoch, oaHako | «IIpoTUBOMOKA3aHUS)
BOPHKOHA30171, BEPOSITHO,

MOXKET 3HAYUTECIIbHO ITOBAIIIIATH
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[mownbiit unoykmop yumoxpoma

Paso]

JlekapcTBeHHOE CPeICTBO B3aumopgeiictBue: usmeHenusi | Pexkomenaauuu npu

(MexaHU3M B3auMo/elcTBHS) (papMaKOKHHETHYECKUX O/ITHOBpPEMEeHHOM
napametpos (%) NpUMeHeHHH
IUTa3MEHHBIE  KOHIICHTPAIIUH
HAJIOKCETOJ1a.

Pugabyrun

[mowHblli uHOYKMOp yumoxpoma

Paso]

300 mr ontuH pa3 B CyTKH Cmax BopukoHa3zomna | 69 % [TpoTuBONIOKa3aHO (cm.
AUCt Bopukonasona | 78 % paszznen
Cmax pudabyTtuna 7 195 % «[IpoTuBomOKa3aHUs»)
AUCrt pudadyruna 1 331 %

300 mr onmH pa3 B CyTKH (IIpH B cpaBHEHHU C BOPHKOHA30J10M

oxHOBpeMeHHOM npuMeHeHuu ¢ | 200 Mr 11Ba pasa B CyTKHU:

BopukoHazojoMm 400 mr aBa paza | Cmax BopukoHasona T 104 %

B CyTKH)* AUCrt BopukoHnasona 1 87 %

Pudammunmna (600 Mr omuH pa3 B | Cmax BopukoHaszona | 93 % [TpoTuBOMOKa3aHO (cm.

CYTKN) AUCrt BopukoHazona | 96 % pasznen

((Hp OTI/IBOHOKa?»aHI/ISI»)

PutonaBup (uHTrHOUTODP MpOTEa3)
[Mmownblil undyxmop yumoxpoma
Paso, uneubumop u cyocmpam
uzogpepmenma CYP3A4]
Bricokue no3st (400 mr aBa pasza

B CYTKH)

Cmax 1 AUCt puToHaBHpa <>
Cmax BopuKoHa3oma | 66 %

AUCrt BopukoHasona | 82 %

OnHOBpEMEHHOE
MIPUMEHEHHUE BOPUKOHA30Ja
Y BBICOKHUX JI03 pUTOHABUpA

(400 mr u BbIIIE JBa pa3a B

CYyTKM) MPOTHBOIOKA3aHO
(cm. paznen
«[IpoTuBoONIOKa3aHUM).
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JlexapcTBeHHOE CPEICTBO

(MexaHHM3M B3aHMO/1eliCTBHUA)

B3aumoneiicrBue: n3MeHEeHHU S
(hapMakoKUHEeTHYECKUX

napametpos (%)

Pexomenpanumn npu
OTHOBPEMEHHOM

NPUMEHECHUHN

Huskue no3e1 (100 Mr aBa pasza B

Cmax puToHaBupa | 25 %

[IpyuMeHsSTh OJTHOBPEMEHHO

CyTKH)* AUCrt puronasupa | 13 % BOPHKOHA30J1 U pPUTOHABUD B
Cmax BopukoHazona | 24 % HU3kuX no3ax (100 mr 2
AUCrt Bopukonazona | 39 % pasa B CyTKH) CIICAYET JIUIIb
B TOM cClyd4ae, €cCiH
OXpjaemas  Iojib3a  OT
nprema BOPHUKOHa30J1a
3HAYUTEIIGHO  IPEBBIIIACT
PUCK OT HX COBMECTHOTO
MPUMEHEHHUS.
3Bepoboit npoabIpsiBiaeHHBIN | CornacHo nanHbiM | [IpoTuBOMmOKa3ano (cm.
[unoykmop yumoxpoma Paso u | HE3aBUCUMOTO UCCICIOBAHUS: | pa3ie
P-enuxonpomeunal AUCo.» BopukoHaszona | 59 % | «IIpoTuBOIOKa3aHMs»)
300 mr Tpu pasa B CyTKH
(oTHOBpEMEHHOE TPUMEHEHUE C
OJIHOKPATHOM 10301
BopukoHasona 400 mr)
Tonsanran B3aumonencreue He | [IpoTuBomnokaszano (cm.
[eyocmpam uzopepmenma M3y4aJoch, OJIHAKO | pa3zien
CYP3A] BOPUKOHA3011, BEPOSATHO, | «[IpOTHBOMIOKA3aHUS)

MOXKCT 3HAYUTCIBHO ITOBLIIIIATb

IUIA3MEHHBIE  KOHIICHTpAIMU
TaJIBarTaHa.

Beneroxnakc [cyoctpar CYP3A] | BaaumoneiictBue He | OmHOBpEMEHHOE
U3y4aoch, OJIHAKO | MPUMEHEHUsS] BOPHUKOHA30J1a
BOPHKOHA30, BEpPOSTHO, | U BEHETOKJIaKCa
MOXET BBI3BIBATH | IIPOTUBOIIOKA3aHO B HA4ali€
3HAYUTCIIBHOC IMMOBBIIICHHUE | TCpaAIIUU

Crp. 20 u3 43



10.04.2023

JlexapcTBeHHOE CPEICTBO

(MexaHHM3M B3aHMO/1eliCTBHUA)

B3aumoneiicrBue: n3MeHEeHHU S
(hapMakoKUHEeTHYECKUX

napametpos (%)

Pexomenpanumn npu
OTHOBPEMEHHOM

NPUMEHECHUHN

IIJIa3MCHHBIX KOHI_ICHTpaHI/Iﬁ

BCHCTOKIJIaKCa.

BCHETOKJIAKCOM U BO BpEeMs
THTPOBAHUSI J03bI
BEHETOKJIakca (CM. pazjen
«[IpoTuBomOKa3aHus»).

TpeOyercsi CHUKEHHE 03B
BeHETOKJIakca B (ase

ITOCTOSITHHOM CYTOYHOM 03Bl

B COOTBETCTBUU C
UHCTPYKLIUAMU 1o
IPUMEHEHHUIO  Ipernapara;
peKOMeHyeTCs

TIIATEIBHBI KOHTPOJb Ha
npeaMer oOHapyKeHus

MMPU3HAKOB TOKCHUYHOCTH.

®dykonazon (200 mr oauH pa3 B
CYTKH)
[uneubumop uzogepmenmos

CYP2C9, CYP2C19 u CYP3A4]

Cmax BopukoHazona T 57 %
AUCrt Bopukonasona 1 79 %
M3menenns Cmax u  AUC,

(i1yKOHa3011a HE YCTaHOBIICHBI

IMoaxonsmui pexuM
KOPPEKIIUA  JO3bl  W/WIU
YacTOTEI npuema
BOPHKOHA30J1a "
baykoHazona HE

ycTaHOBJIEH. B Tom ciydae,

ecnu BOPHKOHA30]
MIPUMEHSIETCS nocie
baykoHa3ona,

PEKOMEHYETCS MPOBOJHUTH
TIATEJIbHBIN KOHTPOJIb
HE)KEJIATENIbHBIX  PEaKLHUi,
CBSI3AHHBIX C  MPUEMOM

BOPHKOHA30J1a.

denuroun
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JlekapcTBeHHOE CPeICTBO B3aumopgeiictBue: usmeHenusi | Pexkomenaauuu npu
(MexaHH3M B3auUMO/IeliCcTBHS) (papMaKOKUHETHYECKUX 0/THOBPEMEHHOM
napametpos (%) NpUMeHeHHH
[cybocmpam uzopepmenma
CYP2C9 u mowmwiii unoykmop
yumoxpoma Paso]
300 Mr oguH pa3 B CyTKH Cmax BopukoHazona | 49 % Cnenyer n3berarpb
AUCt Bopukonazoina | 69 % OJHOBPEMEHHOTO  IpUEMa
BOPHUKOHA30J1a u
(dbenuronHa, 3a
UCKITFOUYEHUEM CITy4aes,

300 mr ontMH pa3 B CyTKH
(oTHOBpEMEHHOE PUMEHEHUE C
BOPUKOHa30J10M B A03¢ 400 mr

7IBa pa3a B CyTKH)™*

Cmax Gpenutonna 1T 67 %

AUCrt ¢penutonna 181 %

B cpaBHeHMH ¢ BOPHKOHA30J10M
200 mr aBa pasa B CyTKH,

Cmax BopukoHazona 1 34 %

AUCrt Bopuxonazona T 39 %

KOI'Zla [oJib3a JJIs MalueHTa
IIPEBBILIAET PHCK.
Pexomennyercs
KOHTpPOJINPOBATh

IIA3MCHHBIC KOHICHTPAINH

¢dbeHuTonHa.
OnHOBpEMEHHOE
MIPUMCHCHUE BO3MOXKHO
TOJBKO B Cllyyae, €ciH
HOJIep KHUBArOLIast 7032
BOPHKOHA30J1a Oyner
yBeIM4YeHa 10 S5 MI/KT

BHYTpUBEHHO Win ¢ 200 Mr
110 400 Mr BHYTpB J1Ba pa3a B
cyTku (y TAaIHMeHTOB C
Maccou Tena meHee 40 Kr co
100 Mmr mo 200 Mr BHYTpH

JIBa pa3a B CyTKH).

JlerepmoBup
[uHIyKTOp M30(EPMEHTOB

CYP2C9 u CYP2C19]

Cmax BopukoHazona | 39 %
AUC.12 Bopukonasoina | 44 %

Ci2Bopokonazona | 51 %

Ecmmn HEBO3MOYKHO
n30exarb OJHOBPEMEHHOTO

IMPUMCHCHUS BOPHUKOHA30JIa
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JlekapcTBeHHOE CPeICTBO B3aumopgeiictBue: usmeHenusi | Pexkomenaauuu npu
(MexaHHM3M B3aHMO/1eliCTBHUA) (hapMakoKUHEeTHYECKUX OJHOBPEMEHHOM
napametpos (%) NpUMeHeHHH
u JIETEepMOBHPA,
HE00X0IUMO

KOHTPOJUPOBATH COCTOAHHUC
namucHTa Ha npeamMeT

cHKeHus 3 PeKTUBHOCTH

BOPHUKOHA3071a.
JlemOopekcaHT B3aumonerictBue He | Cnenyer n30eraTpb
[cyocmpam uzopepmenma U3y4aJioch, OJIHAKO | OJTHOBPEMEHHOTO
CYP3A4] BOPHKOHA301I, BEPOSITHO, | MPUMEHEHHS BOPUKOHA30J1a
MOBBILIAET KOHIIEHTPAIUIO | U JIeMOOpEeKCaHTa.
neMOopekcaHTa B IUIa3Me
KpPOBH.
I'mazneru6 B3aumonelictBue He | Ecimn HEBO3MOKHO

[cybempam uzoghepmenma

H3YYaJIOCh, OJHAKO OKUAACTCA,

n30exKaTh OOTHOBPEMCHHOI'O

CYP3A4] 4TO OJIHOBPEMEHHOE | MPUMEHEHUS,
MPUMEHEHNE BOPHKOHA30J1a | PEKOMEHIYETCS 4acTo
MOBBIIIACT KOHIIEHTPALUIO | TPOBOJIUTH MOHUTOPHUHT
rnaznerunba B minazme kposu u | OKIT.
MOBBIIAET PUCK  YJIMHEHHS
unTepBaa QT.
NHruburopsl TUPO3UHKUHA3ZEI BzaumopeiictBue He | Ecan HEBO3MOXKHO
[cybecmpamet uzogepmenma M3y4anoch, OJTHAKO | 30€XaTh OJHOBPEMEHHOTO
CYP3A4] BOPHUKOHA30J1 MOBBIIIAET | IPUMEHEHHS,
(BKITFOUAsI, HO HE OTPAaHMYUBASCH, | IUTA3MEHHBIE  KOHIIEHTPAIIMH | PEKOMEHIYETCS CHUKEHUE

aKCUTUHUO, 60CYTHHHO,
Ka003aHTUHHO, IEPUTUHUO,
koOnMeTnHnO, nabpadenno,

Ja3aTUHUO, HUJIOTHHHO,

I/IHI‘I/I6I/ITOp0B TUPO3UHKHWHA3BI,

metabonusupyembix CYP3A4.

J03bI UHTHOUTOpA
TUPO3UHKUHA3BI u
TINATEILHBEIN KIMHUYECKUU

MOHUTOPHHT.
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JlekapcTBeHHOE CPeICTBO B3aumopgeiictBue: usmeHenusi | Pexkomenaauuu npu

(MexaHH3M B3auUMO/IeliCcTBHS) (hapMakoKUHEeTHYECKUX OTHOBPEMEHHOM
napametpos (%) NpUMeHeHHH

CYHUTHUHUO, UOPYTHHHO,

pUOOIMKIINO)

AHTHUKOATyJISITHBI Ecin HalueHTaMm,

Bapdapun (30 Mr ogHOKpaTHO VYBenuueHne MakCHUMaJIbHOIO | ITOJIy4YaroliM  Ipernaparhl

OJTHOBPEMEHHO C MPOTPOMOMHOBOTO  BPEMEHHU | KyMapHHa, HA3HAYaIOT

BopukoHaszojom 300 mr aBa paza
B CYTKH)

[cybempam uzoghepmenma
CYP2C9]

Jpyrue nepopajibHbie
AQHTHUKOATYJISIHTHI, BKJIFOYasi, HO
HE OrPaHUYHUBASCH,
(beHnpOKyMOH, alleHOKYMapoJ
[cybcmpamel uzoghepmenmos

CYP2C9 u CYP344]

OBUTO TPUOJIM3HUTEIHFHO B JBa

pasa.
IIpeanonaraercs, 4TO
BOPUKOHA301 MOJKET
YBEJINYHBATh IJ1a3MEHHbIE

KOHLCHTpA1 KyMapUuHOB, 9YTO
MOXET IMPUBOJUTH K
IOBBINICHHIO

HpOTpOM6I/IHOBOFO BPCMCHHU.

BOPUKOHA30J, HEOOXOJIUMO
C KOPOTKHMHM HHTEpBaIaMU
KOHTPOJIUPOBATh
IPOTPOMOUHOBOE BpEMsl H
COOTBETCTBYOIIIUM
obpazoMm moaOUpaTh 03B

AHTHKOAr'yJIsIHTOB.

WBakadrop /cybocmpam
uzoghepmenma CYP3A4]

B3aumoneiictBue HE
M3y4alIoCh, OJTHAKO
BOPUKOHA301I, BEPOSITHO,

MOJKET MOBBIIIAThH IJIA3MEHHbIE
KOHIIEHTpalu  uBakagdropa,

qTOo MOXET IMPUBOJUTH K
IMOBBIIICHHUIO PHCKA pPa3sBUTHA

MOOOYHBIX PEaKITUil.

PCKOMCH,I[yeTCSI CHHIXXCHHC

JI03bI BaKadTOopa.

D30MUKIOH
[cyocmpam
CYP3A4]

usoepmenma

B3aumoneiictBue HE
M3y4alIOCh, OJHAKO OXKHUJIAETCH,
YTO BOPUKOHA30JI YBEIUYMUBAET

IJIa3MCHHBIC KOHICHTpAllUHu U

PCKOMCHI[yeTCH CHHMIXXCHHC

JO3bI D30IIMKJIOHA.
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JlekapcTBeHHOE CPeICTBO B3aumopgeiictBue: usmeHenusi | Pexkomenaauuu npu
(MexaHU3M B3aMMO/IeliCTBHS) (papMaKOKUHETHYECKUX 0/THOBPEMEHHOM
napametpos (%) NpUMeHeHHH
CeJIaTUBHBIN ahdexr
930MHUKIIOHA.
benszonnazenunbl PexoMennyercsi  OLIEHUTH
[cyocmpamer usoghepmenma 1eIecoo0pa3HoCTh
CYP3A4] KOPPEKIIUU JIO3BI
Mupgazonam (0.05 mMr/kr B/B CoriacHo JIaHHBIM | O€H30IMa3€EMUHOB.

OJIHOKpATHas J1032)

Mmunazonam (7.5 mr
OJTHOKpATHAs 71032 BHYTPb)

Jpyrue 6eH3011a3e1HBI
(BkITFOYAs!, HO HE OTPAHHYHMBASICH!

TpHa3ojaM, aJirpas3ojiam)

HE3aBUCHUMOT'O UCCIICAOBAHUA:

AUCo.» Munazonama TB3.7-
pasza
CortacHo JTAHHBIM

HE3aBUCUMOT'0 UCCIIENOBAHMUS:
Cmax Myua3zoamMa Ts 3.8-paza

AUCg. munazonama T B 10.3

pasa
B3aumoneiictBue HE
M3y4alIoCh, OJTHAKO

BOPHKOHA30J1 MOKET BBI3BIBATH
MOBBIIIICHHE TTa3MEHHBIX
KOHI[EHTpalui JIPYTHX
OEH30/IMa3€NIMHOB,  KOTOpbIE
MEeTa0O0IU3UPYIOTCS noj
neicTBUEM nzodepMeHTa
CYP3A4, u BBI3LIBATH
pa3BHUTHE TPOJIOHTHPOBAHHOTO

cenaTuBHOTO Y PekTa.

HNMMyHOCynpeccaHTsl

[cybecmpamer uzogepmenma

CYP3A4]
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JlekapcTBeHHOE CPeICTBO B3aumopgeiictBue: usmeHenusi | Pexkomenaauuu npu

(MexaHHM3M B3aHMO/1eliCTBHUA) (hapMakoKUHEeTHYECKUX OTHOBPEMEHHOM
napametpos (%) NpUMeHeHHH

Cuponumyc (2 M OZHOKPATHO) CornacHo JaHHBbIM | OJTHOBpEMEHHOE

OBepoaumyc
[maxkoice cybempam P-gp]

HuxnocnopuH (y NarueHToB,
MEPEHECIINX TPAHCIUIAHTALUIO
MOYKHU U HAXOJSIIUXCS B

CTaOUIIbHOM COCTOSIHUN)

HE3aBHCUMOT'O HUCCIICIOBAHHUS:
Cmax cuposimmyca 1 B 6,6 pa3

AUCo. cuponumyca 1 B 11 pa3s

BzaumopeiicTBue HE
M3y4alIoCh, OJIHAKO
BOPUKOHA3011, BEPOSITHO,
MOXKET BBI3BIBATH
3HAYUTEIHLHOE MTOBBIIICHHE
IJIa3MEHHBIX  KOHLEHTpalHUid
3BEpPOIUMYCA.

Chmax Tiukstoctiopura 1 13 %

AUCt nuknocniopuna 1 70 %

IIPUMEHCHUEC BOPHKOHA30JIa

u cUpoIUMyca
IIPOTUBONOKA3aHO (cm.
paznen

«IIpoTHBOITOKA3aHUS ).
OnHOBpEMEHHOE
MPUMECHEHHE BOPHKOHA30J1a
5 IBEPOTHMYCa HE

PEKOMCHAYCTCA, IMOCKOJIBKY

0XHAacTCA, qTo
BOPHKOHA30J1 MOXECT
3HAYUTCIIBHO IIOBBIIIATH

IUIa3MEHHBIE KOHIIEHTPALNH
sBepoauMyca. (CM. pazfeln
«Oco0ble yKa3zaHUm).

[Tpu Ha3HAYEHUU
BOPHMKOHA30J1a IallMEHTaM,
MIOJIy4arOIUM
LUKJIOCIIOPYH,
PEKOMEHIyEeTCSI YMEHBIIUTh
JI03y LUKIIOCIIOpUHA BJIBOE
U KOHTPOJMpOBAaTb  €ro
KOHIICHTPALlMIO B IUIa3Me
KpOBH. [ToBbiIeHNE
KOHLIEHTpaluu
LIUKJIOCTIOPUHA

COIIPOBOKAACTCA

He(POTOKCUYHOCTHIO.
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JlekapcTBeHHOE CPeICTBO B3aumopgeiictBue: usmeHenusi | Pexkomenaauuu npu
(MexaHHM3M B3aHMO/1eliCTBHUA) (hapMakoKUHEeTHYECKUX OJHOBPEMEHHOM
napametpos (%) NpUMeHeHHH
Ilocne OTMEHBI

Takponumyc (0,1 mr/kr

OJIHOKPATHO)

Cmax Takpomumyca T 117 %

AUC; takpommamyca 1 221 %

BOPHKOHA30Jia H€O6XOI[I/IMO

KOHTPOJIMPOBATH

KOHICHTpAIIIoO

OHUKJIOCIIOpHHA n Ipu

HCO6XOI[I/IMOCTI/I YBCJINYNTD

€ro 103y.

[Tpu HA3HAYEHUU
BOPMKOHA30J1a IAlMEHTaM,
MOJIyYarolUM TaKpOJIUMYC,
PEKOMEHIyEeTCsl YMEHBIIUTh
JI03y MOCJIETHETO 0 OJHOMN
TPETH M KOHTPOJIMPOBATH
€ro  KOHLIEHTPALMIO B

IJ1asMe KpOBH. IIoBeimmicHHE

KOHICHTpAIUun
TaKpOJIMMYCa
COITPOBOKIAETCS
HE(PPOTOKCUYHOCTHIO.
ITocne OTMEHBI

BOPHKOHA30JIa HEOOXOIHUMO

KOHTPOJIHUPOBATH

KOHICHTpAIIMUIoO

TaKpoJIMMyca n opu

HEeOOXOAUMOCTH VBEJIUYHUTH

€Tro 1103Y.
I[J'II/ITCJ'ILHO ﬂeﬁCTBYIOHlHe CJ'IG,I[yCT OLICHUTDH
OIINaThI BO3MOXHOCTbH CHHMIXCHUA
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JlexapcTBeHHOE CPEICTBO

(MexaHHM3M B3aHMO/1eliCTBHUA)

B3aumoneiicrBue: n3MeHEeHHU S
(hapMakoKUHEeTHYECKUX

napametpos (%)

Pexomenpanumn npu
OTHOBPEMEHHOM

NPUMEHECHUHN

[cybcmpamel uzoghepmenma
CYP3A4]

OxcukonoH (10 Mr ogHOKpaTHO)

CornacHo JTAHHBIM
HE3aBUCHUMOI'0 UCCIICAOBAHUS:
Crmax okcukomona 1 B 1,7 pas

AUC.. okcukozaoHa 1 B 3,6 pa3

JI03bI OKCHKOJIOHA U JPYTUX
JUIMTETIbHO  JIEHCTBYIOIINX
OTIHATOB,
METa0OIU3UPYEMBIX
mzodpepmertom  CYP3A4
(HanmpuMep, THAPOKOIOHA).
Moxer MOHA00UTHCS
KOHTPOJIb COCTOSIHHS
ManueHTa ¢ KOPOTKUMH
WHTEpBaJlaMUd Ha TMpeIMeT
pa3BUTUS HEKEIATEIHHBIX
peakuuii, CBSI3aHHBIX C

onuaraMu.

Metanon (32-100 mr onuH pa3 B
CYTKH)
[cybcmpam uzogpepmenma

CYP3A4]

Cmax R-MeragoHa (akTHBHOTO
merabonuta) T 31 %

AUCt R-metaiona (akTHBHOTO
Mmetabomnura) T 47 %

Cmax S-metamona 1 65 %
AUCt S-metanmona 1 103 %

IloBpIIEHHE KOHIOCHTpauu
MCTaaOHa B ILIa3ME KpPOBH

MIPUBOJAUT K IIPOSIBICHUIO

TOKCHYecKuX  3(pdeKTos,
BKJTIOYast yATMHEHUE
MHTEpBaa QT.
Pexomennyercs JacTBIN
KOHTPOJIIb COCTOSIHUS
nalMeHTa Ha  IpeaMer

Pa3BUTHSL  HEXKENATEIbHBIX
peakuii ¥ TOKCUYHOCTH (B
TOM 4YHClle, YIJIMHEHUE
unTepBasa QT), cBsA3aHHBIX
¢ MeTamoHOM. Bo3MoOKHO,
MOHamI00uTCst CHIDKEHHUE

J03bI ME€TAaJOHA.
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JlekapcTBeHHOE CPeICTBO B3aumopgeiictBue: usmeHenusi | Pexkomenaauuu npu

(MexaHH3M B3auUMO/IeliCcTBHS) (papMaKOKUHETHYECKUX 0/THOBPEMEHHOM
napametpos (%) NpUMeHeHHH

Hectepounnsie [TaniuentoB cienyer

MIPOTUBOBOCIIANIUTEIIbHbIE Ha0II01aTh c LEJbI0

npenapats! (HITBIT) BBIBJICHUS BO3MOXHBIX

[cybcmpamet uzopepmenma TOKCHYEeCKUX 3(PQeKToB u

CYP2C9] npu HEO0OXOAMMOCTH

N6ynpoden (400 mr Cmax S-ubynpodena 1 20 % KOPPEKTUPOBATh 03y

OJTHOKPATHO) AUCo. S-ubynpodena 1 100 % | HIIBII.

Juxnodenak (50 mr Cmax muknnogenaka T 114 %

OJIHOKPATHO) AUCo.. tuknodenaka T 78 %

Owmenpazon (40 Mr oguH pa3 B Cmax omerpazona T 116 % Koppekmust JI03BI

CyTKmn)* AUCrt omemnpazona 1T 280 % BOPHKOHA30J1a HE

[uneubumop uzoghepmenma Crmax BopukoHazoja T 15 % TpeOyeTcs.

CYP2C19; cyocmpam AUCrt Bopukonasona 1 41 % [Ipn Hayaie npuema

uzoghepmenmos CYP2CI19 u
CYP3A4]

BopukoHa3on Takke MOXKET

yrHETaTb JIEUCTBUE JIPYTHX

WHUTHOUTOPOB MPOTOHHOMN
MOMITBI, KOTOpBIE SIBISIOTCS
cybcTpaTtamu

CYP2C19,

nzopepMeHTa
qTo MOXKET
IMPUBOJUTH K ITOBBINICHUIO
IUIa3MEHHBIX  KOHIIEHTpAIHii

9TUX JICKAPCTBCHHBIX CPCICTB.

BOPHMKOHA30J1a y MallMeHTOB,
YK€ MOJIYyYarouX Teparnuio
omenpaszosioM B 103ax 40 mMr
WJIM BBIIIE, PEKOMEHIyeTCs
CHUNXKCHUC

J03bI

OMCIIpa3oJa B IBa pasa.

[TepopanbHbIe KOHTPAIIETITHUBBI*
[cybecmpamer uzogepmenma
CYP3A4; uneubumopwr
uzogpepmenma CYP2C19]
HopaTtrcTepoH/3THHUIACTPAIHOI

(1 mr/0,3 Mr otuH pa3 B CyTKH)

Cmax dTHHIIICTpaTuoa T 36 %
AUCt ostunmmcerpanunona
61 %

Cmax HOpaTHCTEpOHA T 15 %
AUCt HOpaTHCTEpOHA T 53 %
Cmax BopukoHazona 1 14 %

AUCrt Bopukonasona 1T 46 %

Pexomennyerca KOHTpPOJb
COCTOSHMS IIallUEHTa Ha
IIpeAMET pa3BUTHUSA

HEXENATeNIbHbIX  PEAKINH,
CBSI3aHHBIX C IIPUMEHEHUEM

NEpPOPaAIbHBIX
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JlekapcTBeHHOE CPeICTBO B3aumopgeiictBue: usmeHenusi | Pexkomenaauuu npu
(MexaHU3M B3auMo/elcTBHS) (papMaKOKHHETHYECKUX O/ITHOBpPEMEeHHOM
napametpos (%) NpUMeHeHHH
KOHTPAIICTITUBOB u
BOPUKOHA30J1a.
HapkoTnueckue aHanbreTHKH Crnenyer OLICHUTD
KOPOTKOTO ACUCTBUS BO3MOXKHOCTh ~ CHIKCHHS
[cybocmpamel uzoghepmenma JIO3bI andeHTaHuIa,
CYP3A4] deHTaHmna W JIPYrux
Andenranmn (oqHokpaTtHas no3a | CorimacHo JIAHHBIM | HAPKOTUYECKUX
20 MKT/KT C OJTHOBPEMECHHBIM HE3aBUCHMOI'O MCCIIEOBAHUS: | AHAIBIETUKOB  KOPOTKOT'O
MIPUMEHEHUEM HAJIOKCOHA) AUCo. andenranmia 1 B 6 pa3 | IelCTBHS, UMEIOTNX

®denTanui (OJHOKpaTHAS 1032

5 MKT/KT)

CornacHo JTAHHBIM
HE3aBHCHMOTO MCCIICIOBAHUS:
AUCo.» ¢penranuna 1T B 1,34

pasza

CXOXYI0 C an(eHTaHUIOM
XHUMUYECKYIO0 CTPYKTYpy H
MeTaboIU3UPYEMBIX

mzodpepmentom  CYP3A4
(Hampumep, cydeHTaHUIIA).
ITarmmeHTHI JOJKHBI
HAXOJUTHCS (o}
MOCTOSIHHBIM HaOJII0/IeHuEM
JUIs MPEJOTBPALLCHUS
YTHETECHUS byHKIAN

JAbIXaHUA NI Apyrux

OOOYHBIX 3¢ peKToB,
CBSI3aHHBIX C  IPUEMOM
HapKOTHYECKUX
aHAJIBTETUKOB  KOPOTKOTO
JIEUCTBYS, 5 npu
HEOOXOMMOCTH HX J103a

OJDKHA OBITH CHIKEHA.

Cratunsl (HanpuMmep,

JIOBAaCTaTHH)

BzaumopeiictBue HE

HN3y4aJIOCh, OAHAKO, BCPOATHO,

Ecnu HEBO3MOXHO

n30exkKaTh OOTHOBPEMCHHOI'O
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JlexapcTBeHHOE CPEICTBO

(MexaHHM3M B3aHMO/1eliCTBHUA)

B3aumoneiicrBue: n3MeHEeHHU S
(hapMakoKUHEeTHYECKUX

napametpos (%)

Pexomenpanumn npu
OTHOBPEMEHHOM

NPUMEHECHUHN

[eyoempamer uzopepmenma BOPHUKOHA30J1 MOJKET | IPUMEHEHUS BOPUKOHA301a
CYP3A4] YBEITUYNBATH IJJa3MEHHBIC | . CTAaTHHOB,  KOTOPBIC
KOHIIEHTPAIIUN CTaTUHOB, | META0OIU3UPYIOTCS
KoTopeie  MeTabonm3upytorcs | uzopepmenrom  CYP3A4,
nzopepmentom CYP3A4 wu | cienyer OIICHUTh
MOJKET MIPUBOJIUTH K | BOBMOXHOCTh  CHIKEHUS
pabaoMuonu3y. JTO3bI CTaTHHA.
[IpousBoaHbIe B3anmopencrteue He | HeoOxoqumo  TmiatenbHO
Cy/b()OHUIMOUYCBHHBI (BKIIIOYAsI, | M3y4aloCh, OJHAKO, BEPOSTHO, | KOHTPOJIUPOBATH

HO HE OTPaHUYUBASCH, | BOPUKOHA30]I MOJKET | KOHIIEHTPALIUIO TIIOKO3bl B
TONOYTaMHU/I, [JIMNW3U], | YBEJIINYUBATh IUIa3MEHHBIE | MJ1a3Me KPOBH.
IIINOEHKIaMK 1) KOHIIGHTpAllul IIPOU3BOJHBIX
[eyocmpamer uzoghepmenma | cynb(HOHUIMOUYECBUHBI u
CYP2C9] ABIIATHCS MIPUYNHOM

TUIOTJIMKEMHH.
Ankanmouasl 6apBuHKa (BKiItO4asi, | Bopukonaszon MOXeT | PekomeHayeTcs  OLEHUTh
HO HE OTPaHUYNBASACH, MOBBIIIATH coJiepXKaHue | 11e1ecoo0pa3HOCTb
BUHKPHCTUH U BUHOJIACTHH) AJIKAJIONI0B OapBUHKA | KOPPEKIIUU pi (035

[cy6ecmpamer usoghepmenma

CYP3A4]

(BUHKpHCTHHA M BUHOJACTHHA)

B IINIa3ME€ KPOBU U BLI3BIBATDH

aJIKaJIouI0B OapBUHKA.

HEHPOTOKCHUYHOCTB.
Jpyrue uHruOuTOph! nporeassl | MccnenoBanus in vitro | Pexomenmyercst
(MIT) BUY (Bxirouast, HO He CBHJIETEIILCTBYIOT O TOM, YTO | THIATEJIbHBIN KOHTPOJIb
OTpaHUYMBAsICh, CAKBHHABUD, BOPUKOHA30T MOYKET | COCTOSIHHSI ~ TTallieHTa Ha
aMIpeHaBup U HenduHaBup)* UHTUOMPOBATH METa0O0IM3M | IPEAMET Pa3BUTHS JTHOOBIX

[uneubumopwl u cyocmpamoi

uzogpepmenma CYP3A4]

UHTUOUTOPOB mpoTeassl BUY:
CaKBMHABHpA, aMIIPEHAaBUpPA M
HelnpUHaBUpA. B CBOIO

ouepenp, MHTUOUTOPHI

IIPOSIBIICHUN
JIEKapCTBEHHOM
TOKCUYHOCTH u/unu

HEAOCTATOYHOCTH
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JlekapcTBeHHOE CPeICTBO B3aumopgeiictBue: usmeHenusi | Pexkomenaauuu npu
(MexaHH3M B3auUMO/IeliCcTBHS) (papMaKOKUHETHYECKUX 0/THOBPEMEHHOM
napametpos (%) NpUMeHeHHH
MpOTEa3bl B1Y MOTYT | JE€HCTBUA. Bo3moxkHo,
MOJIaBJISITh MeTaboIMu3M | TOHAJOOUTCS  KOPpEKLHUs
BOPUKOHA30J]1a. JI03BbI TIpenapaToB.
Jlpyrue HeHYKJICO3H THbIC HccnenoBanus in vitro | Pexomenmyercs
UHTHOUTOPBI 00paTHOM MOKa3ajl, 4YTO MeTaboJIu3M | THIATeIbHBIN KOHTPOJIb
tpanckpunrtassl (HHUOT) BOPUKOHA30J1a MOJKET | COCTOSIHUA IMalMeHTa Ha
(BKJTFOUAsI, HO HE OTPAHMYUBASICH, | YTHETATBCSA TOJA  JCHCTBHEM | MPEAMET pa3BUTHSA
JIeTaBUPANH, HEBUPAITHH)* HHUOT, a BopuxoHa3on B | JEKapCTBEHHOU
[uHeubumopvl  unu  UHOYKMOPHI | CBOIO OUYEpPEIb MOXKET YTHETaTh | TOKCUYHOCTH u/unu
yumoxpoma Pasop u cyberpatsl | Metabonuzm HHUOT. HEJOCTATOYHOCTH
usopepmenma CYP3A4] Ha ocHoBaHMM TIONy4YE€HHBIX | ACHCTBUA. Bo3moxHo,
pe3yJIbTaTOB UCCIIEIOBAHMS | MOTpeOyeTcss  KOPPEKIUs
apdexra  sdaBupeH3a  Ha | J03BI pENapaToB.
BOPUKOHA3011, MO>KHO

npeanonoxutb, yro HHUOT

MOTYT YCWJIMUBaTh METa00IM3M

BOPUKOHA30]1a.

TpeTtuHouH B3aumonencreue He | Pekomenayercsa koppekuus

[cybocmpam uzogpepmenma M3y4anoch, OJIHAKO, | 103 TPETUHOMHA BO BpeMs

CYP3A4] BOPHUKOHA30J1 MOJKET | JIEUEHUSI BOPUKOHA30JIOM H
MOBBIIIATH KOHIIEHTPAIIUHU | TIOCIIE €T0 OTMEHBI.

TPETHHOHMHA W TIOBBIIIATH PHCK
pa3BUTUSI TOOOYHBIX PEAKI[HA
(namonaTHyecKoit
BHYTPUYEPEITHON
THIIEPTEH3HH,

THIEPKATBIIUEMHN).

Humernaun (400 Mr 1Ba pasza B

CYTKH)

Cmax BopukoHazona 7 18 %

AUCrt Bopukonasona 1T 23 %

Koppekuun JTO3BI HE

TpeOyercs
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JlekapcTBeHHOE CPeICTBO B3aumopgeiictBue: usmeHenusi | Pexkomenaauuu npu
(MexaHH3M B3auUMO/IeliCcTBHS) (papMaKOKUHETHYECKUX O/ITHOBpPEMEeHHOM
napametpos (%) NpUMeHeHHH
[Hecneyughuuecku uneubupyem
yumoxpom Pa4so u nogviuaem
yposenwv PH dicenyoounoeo coxal
Jurokcun (0,25 Mr onuH pa3s B Cmax TUTOKCHHA <> Koppekuun J103bl HE
CYTKH) AUCTt nturoxkcuna < Tpedyercs
[cybecmpam P-enuxonpomeunal
WNuaunasup (800 mr Tpu pasa B Cmax MUHAMHABUPA <> Koppeknunn JI03bI HE
CYTKH) AUCt unauHaBupa <> TpeOyercs
[uneubumop u cyocmpam Cmax BOpHKOHA30J1a <>
uzopepmenma CYP3A4] AUCT BOpHKOHa30J1a <>
AHTHOMOTUKH TPYIIIBI Koppeknunn J103bl HE
MakKpOJIUJIOB TpeOyercs
OputpomuiuH (1 r 1Ba pasza B Cmax 1 AUCT BOopHKOHa307a <>
CYTKH)
[uneubumop uzoghepmenma
CYP3A4]
Azutpomunus (500 mr ogus pa3 | Cmax 1 AUC, BopukoHa3zona <>
B CyTKH) BimsiHue BOpuKOHa3onma Ha
MeTaboJIu3M  JSPUTPOMHIIMHA
WIH a3UTPOMUIIMHA
HEU3BECTHO.
MuxkodenonoBast kuciora (1 T Crax MukogenonoBoi | Koppekmun JT03bI HE
OJIHOKPATHO) KHUCJIOTHI <> Tpelyercs
[cybempam ypuoun-5’- AUC MUKO(EHOIOBOM
oughocpam- KHUCIIOTHI <>
2NOKypoHunmpancgepasol]
Koprtukocrepounabt
[Ipenuuzomnon (60 mr Cmax ipeqau3onona T 11 % Koppekuun J103bl HE
OJTHOKPATHO) AUCo. ipetanzonona 1 34 % | tpedyercs
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JlekapcTBeHHOE CPeICTBO B3aumopgeiictBue: usmeHenusi | Pexkomenaauuu npu
(MexaHH3M B3auUMO/IeliCcTBHS) (papMaKOKUHETHYECKUX 0/THOBPEMEHHOM
napametpos (%) NpUMeHeHHH
[cyocmpam uzoppepmenma [TareHThI,  MOJyYaroNIue
CYP3A4] JUTATEIIFHOE JIeyeHne
BOPUKOHA30JI0M "
KOPTHKOCTEPOUIaMHU

(BKJIIOYAsl HMHTaJSIMOHHBIE
KOPTUKOCTEPOU/IBI,

HaIpuMep OyIecoHus),
JOJKHBI HAaXOJUTHCS  TIOJT
THIATEIHLHBIM HAOJII0ICHUEM
HA TMpeIMeT HapyUIeHHs
byHKIIUU KOPBI
HAJMOYCYHUKOB KaK BO
BpEMs JICUCHUS, TaK U TOCIIC
MPEeKpaLeHUs] TPUMEHEHHS
BOpHUKOHAa30J7a (CM. pasien

«Oco0ble yKa3zaHUm).

Panutuaun (150 mr aBa pasza B Cmax 1 AUCt Bopukonazona <> | Koppekuuu J103bI HE
CYTKN) Tpebyercs
[nosviwaem pH scenyoounoco

cokal

DapMaKOKMHETUYECKU TMapameTp, OCHOBaHHBIM Ha 90 % JOBEPUTENLHOM HHTEpBAJIE CPEIHETO
TeOMETPUUECKOTO 3HAYCHHS HAXOAUTCS BHYTpH (<), BbIme (1) wu Huxe () uarepsana 80 % - 125
%.

* B3zanMHO€E BO3IENCTBHE.

AUCt, AUCt, AUCo. - IO 1b MO KPUBOUM «KOHIICHTPAIUSA-BPEMsD B TIEPHUOJ TIO3UPOBAHUS, OT
MOMEHTa BBEJICHUS TIperapara 0 BUIUMON KOHIIEHTPAIIUY B TIa3Me KPOBH, OT MOMEHTA BBEJICHUS

npernapara J1o0 0eCKOHEYHOCTH, COOTBETCTBEHHO.

Oco0ble yka3anus

Crp. 34 u3 43



10.04.2023

B3stue wMarepuana gans  moceBa M JApYruX JIaDOpAaTOPHBIX — UCCIIEAOBaHMM  (ceposorus,
THCTOIATOJIOTHUS) C LIEbIO BBIIEICHUS U WACHTU(DUKALMY BO30yAUTENEH CclieyeT IPOU3BOIUTh 10
Hauasa jeueHus. Jleduenne MOXKHO HAa4aTh 70 MOJTyYSHHS Pe3yJIbTaTOB Ja00paTOPHBIX UCCIICIOBAHUM.
OpHako mocie MOJMYYEeHHUs 3TUX Pe3yJIbTaTOB HEOOXOAMMO CKOPPEKTHPOBATH MPOTHUBOTPUOKOBYIO
TepaIuIo.

K Bumam, Hambojice 4YacTO BBI3bIBAIOIIUM HHGEKIMH Yy dernoBeka, otHocsatcs C. albicans, C.
parapsilosis, C. tropicalis, C. glabrata u C. krusei, mpu 3TOoM IS BCEX HUX MHHHUMAJIbHASI
nofasisomas konueHtpanus (MIIK) Bopukonasona 00bIYHO cOCTaBIsAET MeHee | Mr/mil.

Onnaxo in Vitro akTHBHOCTh BOPHUKOHA30J1a IPOTUB TPHOKOB pasHbix BuaoB Candida He oauHakoBa.
B wuactHoctu, MIIK BopukoHa3zona Juis ycTOWYMBBIX K (QuykoHasony usonstoB C. glabrata
IPONOPIHUOHATBHO BhIme, ueM MIIK aiis n30/m4T0B, 4yBCTBUTENBHBIX K (piryKoHa30iy. B cBsi3u ¢
atuM, rpudku pona Candida ciemyer Bo BceX BO3MOXHBIX ClIydasix WACHTH(OUIIMPOBATH JI0 YPOBHS
Buaa. IIpm BO3MOKHOCTH ONpeAENeHHUs YYBCTBUTEIBHOCTH TpPUOOB K MPOTUBOIPHOKOBBIM
npenaparaMm nosnydeHHbsle 3HaueHus MIIK cregyer wuHTepnpeTHpoBaTh C  HMCIIOJIB30BaHHEM

IIOPOr'OBBIX KPUTEPHUEB.

Heoicenamenvuwie saenenus co CMOpPOHbL cep()equ-cocyducmod cucmemol
[TpuMeHeHne BOPUKOHA30J1a CBSI3aHO C yAnuHeHueM uHTepBana QT Ha ajaeKkTpokapauorpaMMe, 4yTo
COIIPOBOKAACTCA PCAKUMH ClIydYasaiMU MepHaHI/ISI/ TPENCTaHUA XKCIYOAOYKOB Yy TSDKET000IBHBIX
NanmuEeHTOB C MHOXXCCTBECHHBIMU (1)aKTOpaMI/I PUCKA, TAKMMHU KaK KapAUOTOKCHYCCKasd XUMHUOTCPaIius,
Kap/IMOMUOMNATHUS, THIIOKAINEMHSI U COIYTCTBYIOIIAs Tepanus, KOTOpbleé MOTJIHM CHOCOOCTBOBATh
Pa3BUTHIO JAHHOTO OCJIOKHEHUS.
BopukoHa3o11 ciienyeT ¢ 0CTOPOKHOCTBIO IPUMEHSTh Y MALIUEHTOB CO CIEAYIOIUMH TOTEHIIUAIEHO
MpOaApUTMHUICCKUMHU COCTOAHHUAMMU:

e BPOXJIEHHOE WM MPUOOpETeHHOE yATuHeHne nurepsaia QT;

® KapAMOMMONATHUS, OCOOCHHO B COUETAHUHU C CEPJIEYHOMN HEOCTATOUHOCTBIO;

e cuHycoBas OpaJuKapaus;

® CYHMCCTBYIOIIHUE ApUTMHHU C KIIMHUYCCKUMU IIPOABIICHUAMMU,

e OJIHOBPEMEHHOE IIPHUMEHEHHE JIEKapCTBEHHBIX MpenapaToB, yaauHstomux narepsai QT (cm.

pa3acit «BzaumogeiictBue ¢ APYrumMu JICKapCTBCHHLBIMU CpCIlCTBaMI/I»).
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DNEKTPOIUTHBIE HAPYLIECHUS, HAIPUMEP TUIOKAIMEMHUIO, THIIOMATHUEMHIO U TUITOKaIbIIUEMHUIO, TTPH
HEOOXOJUMOCTH, CJeIyeT KOHTPOJMPOBATh M YCTpPaHITh JO Hayalla W BO BpeMs Tepamuu
BOPHUKOHA30JI0M.

[Tpu uccnenoBaHuyU Ha 3I0POBBIX T10OPOBOJIBLIAX BIMSHUS BOpHKOHa307a Ha uHTepBas QT Ha DKI
pU MPUMEHEHUH OJHOKPATHBIX J103, MPEBBIMIAIONMX OOBIYHYIO JHEBHYIO 03y He OoJjee, yeM B 4
pa3a, ObLJIO0 YCTAaHOBIIEHO, YTO HU Y OJHOTO M3 UCIIBITYEMbBIX HE Ha0JI10/1aJI0Ch TOBBIIICHUS MHTEpBalia
QT na 60 mnm Gonee Mcek OT HOPMBI. Takke HU y OJHOTO M3 UCHBITYEMBIX HE HAOII0JAIO0Ch
NPEBBIIICHHS HHTEPBaIa BhIIIE KIMHUYECKU 3HaunMoro nmopora B 500 Mcex.

T'enamomokcuynocmo

YacroTa KIMHMYECKH 3HAUYMMOTO TMOBBIIICHUS AKTUBHOCTH «IEYEHOYHBIX» TpaHCAMHHA3 Y
MAIMEHTOB, MOIYYalOUINX BOPUKOHA3011, cocTaBisieT 13,4 %. B OombIIMHCTBE Ciy4aeB MOKa3aTen
(GYHKINY TIeYeHH HOPMAITM3YIOTCS KaK MPH MPOJODKEHUH JieueHHs 0e3 U3MEHEHHUs 036l HITH ITOCIIe
ee KOPpEeKIMH, TaK M MOocie MpeKpamieHus Tepanuu. [Ipy mprMeHeHWHn BOPUKOHA30Jila HEYacTo
HAOMIOIATMCh CIIy4Yau TSHKENOM TemaTOTOKCHYHOCTU (KeNTyXa, TelmaTHUT U TeUeHOYHOKJIETOYHAS
HEIOCTaTOYHOCTh, IPUBOAIIAS K CMEPTH) Y MALMEHTOB C CEPhE3HBIMU OCHOBHBIMHU 3200JIEBAaHUSIMH.
HexxenarenbHble SBIEHUS CO CTOPOHBI IMEYEHW HAOIIOMAIOTCS, B OCHOBHOM, Y TMAIUEHTOB C
Cepbe3HbIMU 3a00JI€BaHUSAMHU, TIJIABHBIM OOpPa30M, 3JI0KAYECTBEHHBIMH ONYXOJSMH KpOBH. Y
NalMeHToB 0e3 Kakux-au0o (akTOpOB pUCKa HAOIIOAAIOTCSA MPEXOIAIINE PEAKIMHU CO CTOPOHBI
NIeUeHH, BKJTFOYAs TeTaTUT U XKenTyxy. Hapymenust yHKIuu ne4eHn 0ObI9HO 0OpaTHUMBI U TPOXOST
MocJie MPEKPaAICHUS JICUEHHUS.

Monumopune ¢pynxkyuu nevenu

Bo Bpems jeueHHs BOPUKOHA30JI0M PEKOMEHAYETCS MOCTOSIHHO KOHTPOJIMPOBAThH (DYHKIIMIO TTEYEHU
KaKk y JeTed, Tak W y B3pocibiX. KimHWUYeckoe BejeHWE TaKWX MAIMEHTOB JOJDKHO BKIIOYATH
1abopaTOpHYIO OIeHKY (YHKIHMH MeueHu (B 4acTHOCTH, onpezaenenne akTuBHOCTH ACT u AJIT) B
Hayasle JICYCHUs] BOPHUKOHA30JIOM U HE PEeXe OJHOr0 paza B HEJENI0 B TEUEHUE NEPBOro Mecsla
Tepanuu. B ciyyae npo1omKeHuH Ie4eHns TPU OTCYTCTBUU U3MEHEHHUH CO CTOPOHBI OMOXUMHUECKUX
nokasaresnei (QyHKIMH eYeHN 4acToTa JIabopaTOPHOTo 00CIIeJOBaHUSI MOKET ObITh YMEHbILIEHA 10
OITHOTO pa3za B Mecsl. [Ipy BbIpa)KEHHOM TIOBBIIICHUH OMOXMMHYECKHX MoKa3aTened (yHKIHH
NIEUYEeHN BOPHKOHA30JI CJIEAYeT OTMEHHTb, €CIIM TOJbKO COOTHOIIEHHWE MOJb3bl U PHCKa TEparuu
COIJIACHO METUIIMHCKOH OIICHKE He ONpaB/bIBacT ee AajbHellee npuMeHeHue (cM. paszaen «Crnocod
MIPUMEHEHUS U JTO3bI»).

3pumenvHule Hapyuienus
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[Tpu neyeHun BoprukoHa3010M npuMepHo y 21 % nauneHToB HaOM0KaeTCS HAPYLIEHUE 3PUTEIILHOTO
BOCIIPHSATHSA: 3aTYMaHUBAHUE 3PEHUS, H3MEHEHHE 1IBETOBOrO 3peHus wim portododus. Hapymenus
3peHHsl SIBIISIOTCS TPEXOASIIUMH M IOJHOCTHIO OOpPAaTUMBIMHU; B OOJBIIMHCTBE CIIy4aeB OHHU
CaMONPOM3BOJIBHO HcYe3aroT B TeueHne 60 muH. Ilpn MOBTOPHOM NPUMEHEHHWH BOPUKOHA30JIA
OTMe4YaeTcsl ociaabIeHue MX BBIPAXEHHOCTU. 3PUTENIbHbIE HAPYLIEHUS OOBIYHO JIETKO BBIPAXKEHBI,
penKo TpeOyroT MPEKPaIEeHUs JICYEHUS U He IPUBOJAT K KaKMM-THMOO0 OTIaJIE€HHBIM MOCIEICTBUSM.
MexaHu3M pa3BUTHS 3PUTENBHBIX HApYIICHUWI HEW3BECTCH. YCTAaHOBIEHO, YTO BOPUKOHA30I]
CHW)XKAeT aMIUTUTYy BOJIH Ha 3JekTpopeTrHorpamme (OPI)) y 3mopoBsix n10o0poBobieB. JlaHHbIE
u3MeHeHus OPI' He Hapacranu npu NpPOJOJKEHUU JIeYeHUs B TedeHue 29 nHell W MOIHOCTHIO
UCUe3aIy [ocje OTMEHbI BOPUKOHA30JIa.

JurenbHas Tepanus BOPUKOHa30JioM (B cpeiHeM B TeueHue 169 nHel) y MalMEHTOB C
MapaKOKIIUINONI030M HE OKa3blBaja KIMHHUYECKH 3HAYMMOTO 3¢ dekra Ha 3puTenbHyI0 (YHKIIHUIO,
YTO HOATBEPAMIIN PE3yJIbTaThl TECTOB HA OCTPOTY 3PEHUS, 3pUTEIbHBIX M0JIEH, [IBETOBOCIPUATHUS U
KOHTPACTHOW 4yBCTBUTEIBHOCTH.

[To naHHBIM MOCTPETUCTPALIMOHHBIX MCCIIEOBAHUN COOOMIACTCS O PA3BUTHU CIIy4aeB 3pUTEIBHBIX
HapyIIEHWH, COXPAHSIOMIMXCS MPOIOJDKUTEIBHOE BpEMs, B YaCTHOCTH, BOSHUKHOBEHUE «IICJICHBD)
nepes ria3aMH, HEBPUT 3pUTEIBLHOIO HEpBa M OTEK JHCKa 3pUTeIbHOro Hepsa. CieayeT OTMETHUTD,
YTO JlaHHBbIE HAPYUICHUs pa3BHBAIOTCS Yalle BCEro Yy TSHKEI00OIbHBIX MAIlMEHTOB W/WIN
MOJYYArOIIUX COIYTCTBYIOIIYIO TEPAIHI0, KOTOPas MOXET BBI3BIBATH MOJO0HBIC HEXKEJAaTelbHBIC
SIBJICHUSL.

HeocenamenvHhvie aenenus co cmopomnst nouex

VY Tsken000bHBIX MAIMEHTOB, MOIYYalOIUX BOPUKOHA30J, OTMEYAINCH CIy4Yal Pa3BUTUS OCTPOM
MOYEYHOW HEJIOCTaTOYHOCTH, YTO, BEPOSITHO, OBLJIO CBSA3aHO C TEpamuel OCHOBHOTO HIIH
COITyTCTBYIOIIMX 3a00JIeBaHUN HEPPOTOKCHUHBIMH JIEKAPCTBEHHBIMHU CPEJICTBAMH.

Monumopune ¢ynxyuu novex

[TatenToB creayeT HaOMIOATh C IENbIO BBIBICHUS IPU3HAKOB HapyIIeHUs GyHKIMHU rouek. s
ATOr0 HEOOXOAMMO TPOBOAUTH JIA0OpATOpPHBIE MCCIEAOBAHUS, B YACTHOCTH, OIPEIEIATH
KOHIEHTPALMIO KpeaTHHUHA B CHIBOPOTKE KPOBHU (cM. pazzen «Crnocod MpuMeHEHHs U T03bD»).
Monumopune (yHKyuU ROONHCETYOOUHOU Jicele3bl

B3pocnele u nmetu, umeromme (GaKTOpbl pHUCKAa pa3BUTHS OCTPOro MaHKpeaTHTa (HEeZaBHsA

XUMHOTECpAIIUA, TpaHCIUIAHTAlUA TEMOIIO3TUYCCKUX CTBOJIOBBIX K.]'IGTOK) JOJIDKHBI HpOﬁTH
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oOciiefjoBaHue (ONpeAeIeHNe aKTUBHOCTU aMMWJIa3bl U JIMIA3bl B CBIBOPOTKE KPOBM) AJIS PELICHMS
BOIIPOCA O TEpAMK BOPUKOHA30JIOM.

Heoicenamenvhule saenenus co cmopomvl Kodicu

[Tpu Tepanuu BOPUKOHA30J0M YacTO Pa3BUBAIOTCS KOXHbBIE PEAKIIMH, B OCHOBHOM, y IalIUEHTOB C
Cepbe3HBIMU OCHOBHBIMH 3a00JIEBAaHUSAMH, OJHOBPEMEHHO INPUHUMAIOLIUX JPyTUe JIEKapCTBEHHbIE
cpezacTBa. B OonbpIIMHCTBE ciy4yaeB OTMEYaIach JIETKO MJIM YMEPEHHO BbIpa)K€HHAas KOXKHasl ChIIb.
Bo Bpewms nedeHuss BOPUKOHA30JIOM y MAIIMEHTOB HAOIIOAAIHMCH CIydad TSKEIBIX HEXeNaTelbHBIX
KOXKHBIX peakluid, Takux Kak cuHapoMm CruBeHca-J[)KOHCOHA, TOKCHUYECKHUH 3MHAEpPMalIbHBIN
HEKPOJIN3, JIEKAPCTBEHHAS peakius ¢ d03uHOGmIneH u cucremHbiMu cumnTomamu (DRESS),
KOTOpbIE MOTYT OBITh >KM3HEYTpOXKAIOIMMH HWIM cMepTesbHbBIMU (cM. pasgen «Ilobounoe
JIEHCTBUEY ).

Ecin y namueHTa pa3BUBAIOTCS TSKEJbIE HEXKEJIATENbHbIE KOXKHBIE pPEaKIMHM, TO BOPUKOHA30I]
cllelyeT OTMEHUTb.

Kpome TOro, Bo Bpems Tepanuu BOPUKOHA30J0M BO3MOXHO pa3BUTHE KOXHOH peakuuu
¢dorocencuOunmzanuu.  HaOmiogancss  MOBBIIICHHBIM  PUCK  KOXKHOM ~ TOKCHYHOCTH — TIPH
OJIHOBPEMEHHOM IPUMEHEHUM METOTpeKcaTa, [penapara, CBS3aHHOIO C  peaKTHBAIUel
yabrpaduoneroBoro (Y®) usnyuerus. CyliecTByeT BEpPOSTHOCTh TOTO, YTO ITOT PUCK Oyner
HaOJII0AaThCS MPU MPUMEHEHUH JPYTUX MpenapaToB, CBA3aHHBIX ¢ YP-peaktuBanueil. Bo Bpems
Je4YeHusl MalMeHTaM (B TOM YMCIE U JIeTAM) pEKOMEHAyeTcsl n30erarb BO3JCHCTBHUS MPSIMBIX
COJIHEYHBIX JIyyell M MPUHUMATh 3alIUTHBIE MEpbI, TAKME KaK HOIIEHUE OJEXKJbl U MPUMEHEHHE
COJIHIIE3ALUTHBIX CPE/ICTB C BEICOKUM KO3()(PUIIMEHTOM 3alUTHI OT YJIbTPa(UOIE€TOBOTO N3TyYSHUS
(SPF).

HeoicenamenvHhvie s61eHUs CO CMOPOHbL HAONOYEYHUKOE

OOpatuMmble ciyyau HaJNOYEYHUKOBOM HEAOCTATOYHOCTU OBUIM 3aperuCTPUpPOBAHbI Yy MallMEHTOB,
NOJYYaroIUX a30JIbl, BKJIIOYas BOpHKOHAa3zos. CooOmanoch O CiyyasX HEAOCTaTOUYHOCTH KOPBI
Ha/IMOYEYHUKOB Y MAIIMEHTOB, MOJYYAIOLINX a30Jbl OJTHOBPEMEHHO C KOPTUKOCTEPOUIaMU UITH O€3
HUX.

VY mnanueHToB, MOMYyYarolIUX a3oyibl 0e3 KOPTHKOCTEPOUJOB, Pa3BUTHE HEIOCTATOYHOCTH KOPbI
HA/IMOYEYHUKOB CBSI3aHO C MPSIMBIM UHI'MOMPOBAaHUEM CHHTE3a CTEPOUIOB a30JIaMH.

VY nanueHToB, NPUHUMAIOIINX KOPTUKOCTEPOU/Ibl, HHTHOMPOBAaHHE X MeTaboIn3Ma H30(epMEHTOM
CYP3A4, cBsa3aHHOE C BOPHUKOHA30JO0M, MOXET MPHUBECTH K H30BITOYHOM BbIpabOTKE

KOPTUKOCTEPOUIOB U MOJIAaBICHHUIO (DYHKIIMU KOPbI HAIMOYEYHUKOB (cM pazzen «B3aumoneiicteue ¢
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JIPYTUMHU JICKapCTBEHHBIMU cpezicTBamMm»). Cunapom Kyiurara ¢ U 0e3 Mociaeayronero pa3BUuTus
HEJO0CTATOYHOCTU KOPBI HAJIIOYEYHUKOB TaKKe OTMEYAJICS Y MAI[UEHTOB, MOJIYYalOIIUX BOPUKOHA30
OJIHOBPEMEHHO C KOPTUKOCTEPOUIAMHU.

[TanivenTsl, MoyYaromue JIUTEIbHOE JICUEHHE BOPUKOHA30JIOM U KOPTUKOCTEpOUIaMu (BKIHOYAs
MHTAJISIIUOHHBIE KOPTUKOCTEPOU/IbI, HAaTpUMep OyA€COHU ), TOJKHBI HAXOJUTHCS MO/ TIIATeIbHBIM
HaOJI0/ICHUEM Ha IpeaMeT HapyuIeHus: GYHKIUU KOPbl HAAMOYEYHUKOB KaK BO BpeMs JICUCHHUS, TaK
U TOclie TMPEeKpallleHus NPUMEHEHUsT BOpPUKOHA30Jsia (CM. pasnen «BzaummopeiicTBue ¢ Apyrumu
JICKapCTBEHHBIMU CPEICTBaMW»). [lallMeHTHl JOKHBI OBITH MPOMH(DOPMHPOBAHBI O TOM, HTO
HEO00X0UMO 00pamarbcs 3a HEMEAJIEHHOM METUIIMHCKON MOMOIIBI0, €CIU Yy HHUX MOSBISIFOTCS
MPU3HAKU U CUMIITOMBI cuHApoMa KylmHra uin HeJocTaTOYHOCTH KOPBI HAATIOYEUYHUKOB.
Jnumenvroe neuenue

VY NanueHToB ¢ KOXKHBIMH PEakiusMUA (HPOTOTYBCTBHTEIHLHOCTH W JIOTIOJHUTEIBLHBIME (DakTOpamu
pHUCKa COOOIIAETCS O Pa3BUTHH IUIOCKOKJIETOUYHOTO paka KOXH (BKJIHOYasl MIOCKOKIJIETOUHBIM pak
KOKH IN Situ mnm OGone3nb BoysHa) W MenaHoMbl Ha (hOHE MPOMODKUTEIbHOM Tepamuu. IIpu
BO3HUKHOBEHUHU y MalMeHTa (DOTOTOKCHYECKUX PEAKIHMA OH JOJDKCH OBITh MPOKOHCYJIHTHPOBAH
COOTBETCTBYIOIIMMHU CIIELMAJIUCTAMU M HampaBieH K jepmaronory. Cleayer paccMOTpETh
BO3MOKHOCTh OTMEHBI BOpUKOHa30:a. [Ipy nmpoaomkeHnu Tepanuy BOPUKOHA30JI0M, HECMOTPS Ha
BO3HUKHOBEHHE (DOTOTOKCHYECKUX TMOPAKEHUN KOXKH, MAIMEHT JIOJDKEH PETyJIsSpHO MPOXOAUTH
JIEPMATOJIOTUUECKOE OOCJIeIOBaHUE C IIEJIbI0 PAHHEro BBISIBICHUS W JICUCHHUS TMPEAPAKOBBIX
3aboseBanuii koxxku. Eciu y manuenTa pa3BUBalOTCs MOPAXKEHUST KOXKHU, CBA3aHHBIE C TIPEIPAKOBBIMU
3a00JIeBaHUSAMH KOXH, MJIOCKOKIETOUHBIM PAaKOM KOKH WJIM MEITaHOMOM, TO CJIeIyeT pacCMOTPETh
BOIIPOC O MPEKpPaIlleHUH TepAlii BOPUKOHA30JI0M.

Heundghexyuonnwiii nepuocmum

NmeroTcst cooOIeHus O ciaydasx pa3BUTHUSL MEPUOCTHTA Yy MAIlMEHTOB TOCIE TpaHCIUIaHTAIUH,
MOJIyYaroLUX JATUTEIbHYIO TEPalui0 BOPUKOHA30JI0M. Tepannio BOPUKOHA30JI0M CIe1yeT OTMEHUTh
B Clyuae, eclii y TalleHTa UMeeTcsl 00JIb B KOCTSAX M Ha PEHTIeHOTpaMMe OTMEUAIOTCsl U3MEHEHHUS,
XapakTepHBIC JUTsl IEPUOCTHUTA.

Ilpumenenue y oemet

Bopukona3zon mokaszan ajsi IpUMEHEHHs y AeTel B BO3pacTe OT 3 JIeT (U1 JaHHOM JeKapCTBEHHOM
dbopMbI) U cTapiie TpHU MOCTOSSHHOM KOHTposie (GpyHKIMM TedeHH. Y JeTeil daiie oTrMedaercs
MOBBIIICHHE aKTHBHOCTH (DEpMEHTOB TIe4eHH. bro10CcTymTHOCTh BOPUKOHA30J1a ITPH MIPUEME BHYTPh Y

neTelt B Bo3pacTe oT 3 (U1t JaHHOU JIeKapCcTBEHHOM (popMbr) 10 12 et MoXxeT ObITh CHIDKEHA 3a CYET
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HapyILIeHHUs] BCAaChIBAaHMS WM 3a CUET IMOHW)XEHHOM Macchl Teia. B Takux ciydasx NOKa3zaHO
BHYTPUBEHHOE BBEJCHHE BOPUKOHA30JIA.

Uactota (POTOTOKCHUYECKUX peakuuii y JeTei Bbime. B cBs3M ¢ TeMm, 4TOo (DOTOTOKCHYECKUE
MOPaXKCHHSI MOTYT TIEpepOXKAaThes B mockokierounyto kapruaomy (IIKK), y mgerelr HeoOxoaumo
NPUMEHSTh CTPOrHME Mephl IO 3allUTe KOXHU OT yhbTpaduosneroBoro wuziaydeHus. J[ersm c
npu3HaKaMu (OTOCTApEeHUs KOXKH, HAlpUMep JEHTUTO WM BECHYLIKH, pEKOMEHAyeTcs u30erarb
COJIHIIa ¥ 00CIIEIOBAThCA y JepMaTOoIIora IaXe MOCie MPEKPAICHUs JICUCHHUS.

Hapromuueckue ananveemuxku kopomkozo Oevicmeusi (cyocmpamor uzogepmenma CYP3A4)
[TockonpKy mepuoJ MOMYBBIBEACHHS al(EeHTaHWTA IPU €ro OJHOBPEMEHHOM IPUMEHEHUU C
BOPHUKOHA30JI0M YBEJIMYMBaeTCs B 4 paza, HEOOXOAUM TIIATEIbHBIII MOHUTOPUHT HEXKeNaTeIbHbBIX
SBIICHUW, CBSI3aHHBIX C [PUMEHEHHEM HApKOTHYECKMX aHAIbIeTUKOB, BKJIOYas Oolee
MPOJIOJKUTEILHBIA MOHUTOPHUHT (DYHKITHH JTBIXaHUSI.

Haprxomuueckue ananveemuxu onumenvHo2o oeticmaust (cyocmpamot uzopepmenma CYP3A4)
Crnenyer mpemycMOTPETh BO3MOXXHOCTh CHIDKEHHS 03I OKCHKOJIOHA M JIPYTMX HApKOTHYECKUX
AQHAJIBIETUKOB MPOJOJKUTEIHLHOTO IEHCTBUS, KOTOpbIe MeTaboan3upyoTes nzopepmentom CYP3A4
(TMAPOKOIOH) MPH OJHOBPEMEHHOM IPUMEHEHUU C BOpPHKOHa30j0M. HeoOxoaumo HpoBOAUTH
TIIATENBbHBI MOHUTOPUHT HEKEJIATENbHBIX SBICHUH, CBA3AHHBIX C MPUMEHEHHUEM HAPKOTHUYECKUX
AQHAJBTETUKOB (CM. pa3aen «B3anMoneincTBre ¢ IpyruMu JIEKapCTBEHHBIMU CPEICTBAME).
Hneubumopor muposunxunaszol (cyocmpam uzopepmenma CYP3A4)

Oxwunaercsi, 4T0 OJTHOBPEMEHHOE MPUMEHEHHE BOPHUKOHA30J1a C MHTHOMTOpPaMH THUPO3UHKHWHA3ZHI,
MetabonuzupyembiMu  uzopepmentom CYP3A4, npuBoAMT K TOBBIIICHUIO KOHIIEHTPAIUU
MHTUOWTOpA THUPO3UHKMHA3H! B IJIa3Me KPOBU M PHUCKY MOOOUYHBIX peakuuil. Eciam HEeBO3MOXXHO
n30exaTh OJHOBPEMEHHOIO IPUMEHEHHUs, PEKOMEHIYeTCsl CHUXKEHHE J103bl HHIHOMTOpa
TUPO3MHKUHA3bl W TIIATENbHBIN KIMHUYECKU MOHUTOPHHT (cM. pa3nen «BzaumonelicTtBue c
JPYTHMH JICKAPCTBCHHBIMH CPEICTBAMM ).

Denumoun (MowHwll UHOYKMop yumoxpoma Paso u cyocmpam usogpepmenma CYP2C9)

[Ipy OIHOBpEMEHHOM NpUMEHEHHH (DEHUTOMHA W BOPUKOHA30Jla PEKOMEHAYETCS OCYIIECTBISTH
MOCTOSHHBIA  KOHTPOJIb KOHIIeHTparuu (enuronHa. I[lo Bo3MOKHOCTH cienyer u30erarb
OJTHOBPEMEHHOTO TPUMEHEHHUSI BOPHKOHA30JIa U ()CHUTOMHA 33 WCKIIOYEHHUEM TEX CITydaeB, KOrna
OXKHJaemasi IoJib3a MpPEBBINIAET BO3MOXKHBIM pHCK (cM. pasnen «BzaumopeicTBue ¢ Ipyrumu
JIEKapCTBEHHBIMU CPEICTBAMM).

Dgpasupens (HenyKieo3UOHbIL UHSUOUMOP 0OPAMHOU MPAHCKPUNMA3bl, UHOYKMOp yumoxpoma Paso,

uneubumop u cyocmpam uzopepmenma CYP3A4)
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B ciydae onHOBpeMEHHOTO IPUMEHEHHS BOPUKOHA30J1a 1 3(haBUpeH3a 103y BOPUKOHA30J1a CIEAYeT
yBenu4uTh 10 400 Mr 2 pas3a B CyTKH, a 1032 dpaBupeH3a J0/KHa ObITh cHIKEHA 10 300 MI KaXK/bpIe
24 4 (cm. pa3gen «B3zanuMopeiicTBHe ¢ IPYTUMU JICKAPCTBEHHBIMH CPEJICTBAMI ).

I'nazoezu6 (cyocmpam uzogpepmenma CYP3A4)

Oskujaercs, YTo OJJHOBPEMEHHOE MPUMEHEHUE BOPHKOHA30J1a ITOBBIIIAET KOHIICHTPAIIUIO II1a3iernoa
B IUIa3Me€ KPOBHM U TIOBBIMACT pucK yuimHeHus nHTepBana QT (cm. pazmen «BzaumopeiictBue ¢
JIPYTHMH JICKAPCTBEHHBIMU CpEACTBaMM»). EciIu HEBO3MOXHO H30ekaTh OJHOBPEMEHHOTO
MPUMEHEHUS, PEKOMEHIyeTCsl YacTO MPOBOAUTH MOHUTOpUHT DKI'.

Pugpabymun

OHOBpEeMEHHOE MPUMEHEHUE BOPUKOHA30J1a B prdadyTHHA MPOTUBOIIOKA3aHO, TaK Kak puadyTHH
3HAYUTEIHHO CHUKAET KOHIIEHTPAIIMIO BOPHKOHA30J1a B IJIa3Me KPOBH.

Pumonasup (mownwviii undykmop yumoxpoma Paso, uneuoumop u cyocmpam uzogpepmenma CYP3A4)
[TpuMeHSITh OTHOBPEMEHHO BOPUKOHA30JI M PUTOHABUP B HU3KHX 103ax (100 mr 2 pa3a B CyTKH)
CJIEAyeT JIMIIb B TOM CJIy4ae, €ClId OKUJaeMas Mojb3a OT MpHEMa BOPUKOHA30J1a 3HAYUTEIHHO
MPEBBIIACT PUCK OT HUX COBMECTHOrO TpuMeHeHus (cMm. pasnmensl «lIpoTuBOmOKazaHus» W
«B3anmMopeiicTBHE C IPYTUMU JICKAPCTBEHHBIMH CPEICTBAMI ).

Dseponumyc (cyocmpam usogpepmenma CYP3A4 u P-enukonpomeuna)

OpnHoBpeMEeHHOE MPHMEHEHHE BOPHUKOHA30Ja M HBEpPOJMMyca HE PEKOMEHIYeTCs, TaK Kak
OKU/IAETCs, YTO BOPHKOHA30JI 3HAYMUTENHHO IOBBIIIAET KOHIIEHTPAIMIO IBEPOIMMYyca B TUIa3Me
KpoBH. Ha JaHHBII MOMEHT HE HMMEETCS JOCTATOYHOW HWH(POpPMAIUH JJIs PEKOMEHIAIUH TI0
KOPPEKIIUU PEeKUMA JT03UPOBAHMUS.

Memaoon (cyocmpam uzoghepmenma CYP3A4)

[ToBbIIIeHNE KOHIICHTPAIMU METAJ0HA B IUTa3Me KPOBH TPHBOJIUT K TPOSBICHUIO TOKCHYCCKUX
a¢dekToB, BrIrovas ymHeHne uaTepBaia QT. [Ipu oMHOBpeMEHHOM NMPUMEHEHHH BOPUKOHA30J1a
U METaJI0Ha HeOOXOIMMO BHHUMATEIBHO CJIEAUTH 33 MPOSBICHUEM HEKEIATeNbHBIX U TOKCHUECKUX
sbdekroB. [lpm HeoOXoauMOCTH 1032 MeETaJoHA MOXKET OBITh CHIKEHa (CM. pasfien
«B3anMoeiicTBHE ¢ IPYTUMU JICKAPCTBEHHBIMH CPEICTBAMI ).

@Dnykonazon (uneubumop usogepmenmos CYP2C9, CYP2C 19 u CYP3A4)

OnHOBpeMeHHOE MPUMEHEHHE BOPUKOHa307a U (DIyKOHA307a BHYTPh Y 3A0POBBIX JOOPOBOJIBIIEB
OPUBOAUT K 3HAYUTEIbHOMY MOBBIMIEHUI0 Cmax U AUCt BopukoHazona. [loaxonsamuii pexum

KOPPEKIMH JI03bl W/WIM YacTOThI IIpHEMa BOPHKOHA30J1a M (PIyKOHA30Jla HE yCTaHOBIEH. B Tom
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clly4yae, €ClIM BOPHUKOHA30Jl MpHUMEHsieTcs TMociie (IyKoHa307a, PEKOMEHAYeTCS MPOBOAMTH

TH.[aTeJ'IBHBIfI KOHTPOJIb HEXKCIIATCIbHBIX peaKuHﬁ, CBA3aHHBIX C IIPUEMOM BOPHUKOHA30J1a.

Bansinne Ha cOCOOHOCTH YIPABJSTH TPAHCIHOPTHLIMHU CPeJACTBAMM, MeXaHU3MAMH

BopukoHa3071 MOXKET BBI3BaTh NpeXoAsiide W oOpaTMMble HapyUICHUs 3pEHUs, BKIOYas
BO3HUKHOBEHUE «IICJICHB) TEepe]] I1a3aMu, HapYIICHNE/yCUIICHUE 3PUTEIIEHOTO BOCTIPUSTHS W/WIN
dorododburo. [lpym HanTMUMKM TaKUX CHMIITOMOB TMAIMEHTHI JOJDKHBI HM30€raTh BBIOJHEHUS
MOTEHIIMATBHO OIMACHBIX JIEHCTBUH, B YaCTHOCTH, YIIPABJIICHUS aBTOMOOWIIEM HIU HCIIOJIb30BAHUS
CJIO)KHOW TeXHHMKH. [Ipy mpueme BOPHKOHA30JIa MAIUCHTHI HE JIOJDKHBI BOJIUTH aBTOMOOWIIB TI0

HOYaM.

®opMa BbINIYCKa

TabyeTku, MOKPHITHIC INIEHOYHON 00010uK0k 50 Mr 1 200 mr

2, 7 wnm 10 TabneTok B ONKMCTEp U3 MOJUBUHWIXJIOPHIA U ATFOMHHUEBOHN (POJIbIU

1 6mmucrep mo 2, 7 umu 10 Tabnetok; 2, 4 unu 8 6JIUCTEPOB 1O 7 TaOJIETOK;

3, 5 wm 10 6aucrepoB mo 10 TabieTok BMECTe ¢ MHCTPYKIHMEH MO MPUMEHEHHUIO MOMEIIAIT B

KapTOHHYIO ITAYKy C KOHTPOJIEM IICPBOI'0 BCKPBITUA.

Cpoxk rognocTu
3 roma

He MPUMCHATH 11O UCTCUCHUHN CPpOKA 'OAHOCTHU, YKA3aHHOT'O Ha YITAKOBKC

YciaoBust XxpaHeHust
XpaHuTh npu Temneparype He Boime 30 °C

XpaHUTh B MECTAX, HEAOCTYIIHBIX JUIs IeTEU

YcaoBus ornycka

ITo penenty

IIpousBoaurenn
Iaiizep Umanus C.P.JI., Umanua

Anpec: Hacenennsiii mynkt Mapuno Jlens Tponro, 63100 - Ackonu [Tuueno (AIl), Utanus
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Brinyckawimmii KOHTPOJIb KayecTBa:

Hauzep Umanus C.P.JI., Umanua

Anpec: Hacenennslii nynkr Mapuno Jlens Tponro, 63100 - Ackomnu ITuueno (All), Uranus
Opzanu3zayus, npunumaOwas npemen3uu nompeoumens:

000 «Ilgpaiizep Hunosayuuy, PO

123112, Mocksa, [Ipecuenckas Hao., 1.10,

b1l «bamast na Habepexnoii» (biok C).

Ten.+7(495)287-50-00

dakc: +7 (495) 287-53-00
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