COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 13.12.2024 N= 27638

OCNEOOBATENEHOCTE 0003)

NMHCTPYKI]

1O MEJUTITMHCKOMY TTPUMEHEHUMIO JIEKAPCTBEHHOTI'O ITPEITAPATA

budgaypun

PerncrpanuonHblii HOMep

Toprosoe HaumeHoBaHue: budnypun

MeskayHapoaHOe HeNATEHTOBAHHOE MJIH I'PYNIIMPOBOYHOE HAMMEHOBAHHe: BOPUKOHA30J1
JlexapcTBeHHas ¢opma: TaOIETKH, TOKPHITHIE INICHOYHOI 000I0UKOI

Cocras:

Jeiicmeyrouee geuiecmeo.

Bopukonazon 50 mr/200 mr

Bcnomozamenwvhbie eeuiecmea:

I'unpomeriosa ES — 1,5 mr/6,0 Mr, KpeMHHs THOKCH KOJIOUAHBIH — 2,0/8,0 Mr, KpOCIIOBHI0H
— 15,0 mr/60,0 mr, makroza — 60,0 mr/240,0 mr, makporon 6000 — 2,0 mr/8,0 mr, Harpus
creapuidymapar — 1,5 mr/6,0 mr, copouron — 15,0 mr/60,0 mr.

Booopacmeopumas nienounas obonouxa — 3,0 mr/12,0 mr.

Cocmas 6o0opacmeopumoti nieHounot obonouku. runpomernnosa E5 — 0,105 mr/0,42 wr,
runipomernio3a E15 — 1,80 mr/7,20 mr, nponunenriaukoias — 0,15 mr/0,60 mr, makporoa 6000

— 0,375 mr/1,50 mr, Tanek — 0,30 mr/1,20 mr, Turana quokcua — 0,15 mr/0,60 mr, kpacutensb
kene3a okcu skenThiid — 0,12 mr/0,48 mr.

Onucanue

Jns no3upoBkn 50 Mr: TabIeTKH, MOKPBITbIE IUIEHOYHOW OO00J0YKOM, Kpyrioi ¢opmsl,
JBOSIKOBBIITYKJIBIE, OT CBETJIO-KEITOTO JI0 KEJITOTO IIBETA.

Jns no3upoBku 200 Mr: TabNeTKH, MOKPBITHIE IJIEHOYHOW O00O0JIOUKOW, OBaJbHOW (OpPMBI,
JIBOSIKOBBIITYKJIBIE, OT CBETIIO-’KEITOrO JI0 JKEJITOrO LIBETA.

Ha nonepeunom paspese s1po 6enoro uiy noyTH 6enoro 1BeTa.

dapmakoTepaneBTHYeCKAas IPynna

[TpoTuBOrpNOKOBBIE CPECTBA CHCTEMHOTO JIEUCTBHUS; MPOU3BOJIHBIE TPHA30J1a U TETPa3oJa.

Kon ATX: JO2ACO03

DapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuxa

Mexanuzm deticmeus

Bopukona3on — mMpOTUBOTPUOKOBBIA Tpenapar MIUPOKOTO CIEeKTpa ACUCTBUS U3 TPYIIIBI

TPUA30JI0B. MexaHu3M JencTBUS BOPHUKOHA30JI1a CBA3aH C I/IHTI/I6I/IpOBaHI/ICM ACMCTUIINPOBAHUA
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COOTBETCTEYET 2KI
oT 13 '|E. 2024

. OOCHENOBATE
140-cTepona, OMOCPENOBAHHOIO uepe3 I'PUOKOBBIN HQTOXMM"P%(TJ

TS 0003
TOPBIN MBISCTCS

KJIIOYEBBIM 3TaroM OuocuHTe3a sprocreposia. Hakomnenune 14o-meruscrepona KOppeIupyer ¢
MOCIIEAYIOIEH MOTepelt Iprocreposia B TPUOKOBBIX KIETOYHBIX MEMOpaHax, 4To 00yCIIaBIuBaeT
MPOTUBOTPUOKOBYIO aKTHUBHOCTh BOPHUKOHA30J1a. BBIIO yCTaHOBIEHO, YTO BOPUKOHA30J Ooliee
CCJICKTUBEH B OTHOIIEHUU H30(PEPMEHTOB IHUTOXpoma Piso rpubOKOB, YeM B OTHOIICHUU
pa3IuYHbIX (PEPMEHTHBIX CUCTEM MUTOXpOMA P450 MIIEKOTTUTAIOIIIHX.

[TonoXuTenbHOM CBSI3M MEXAY CPEAHUMH, MaKCUMaJIbHBIMU U MUHUMAJIbHBIMU 3HAYCHUSIMU
KOHIEHTpAallMd BOPHUKOHA30Ja B IUla3Me KpoBH M 3(PQEKTUBHOCTHIO IMpemapara B
TEparneBTUYECKUX HCCIIEIOBAaHUSAX HE BBISBICHO, M 3Ta B3aUMOCBS3b B NPOGUIAKTHYECKHX
UCCIIEIOBAHMAX HE U3Yy4anach.

®apMakogMHAMUUECKUH M (apMaKOKMHETUYECKMM  aHaJW3  JaHHBIX  KIMHUYECKHX
MCCJIE0BAHUM BBISIBIII TIOJIOKUTENIBHYIO CBSI3b MEXK/ly KOHIIEHTPALMEe BOPUKOHA301a B TUIa3Me
KPOBH U OTKJIOHEHHEM OT HOPMbI OMOXMMHYECKHUX IOKa3areneil (hyHKIUU TMEYeHH, a TaKxKe
3pUTEIILHBIMU HAPYIICHUSMH.

In vitro BopukoHa3on 00aAaeT MIUPOKUM CIIEKTPOM MPOTHBOTPUOKOBOTO JICHCTBUS: aKTUBCH B
orHomrennn Candida spp. (Bkirouast mrammbl C. krusei, ycroddmBbie K (DIyKOHA30iy, |
pesuctentHbie mrammbl C. glabrata u C. albicans), a Taxxe NposABIeT QyHTUIUAHBIH d3QdeKT B
OTHOUIICHUH BCEX H3Y4YCHHBIX ITamMMoB Aspergillus spp. u maroreHHbBIX TPHOOB, CTAaBIIMX
aKTyaJIbHBIMH B TIOCJIE/IHEE BpeMsl, BKIItodas Scedosporium spp. wim Fusarium spp., kotopsie
OTPaHUYEHHO YYBCTBUTENBHBI K CYIIECTBYIOLIUM MPOTHBOTPUOKOBBIM CPEICTBAM.

Knununueckass 3¢pdexkTuBHOCTH (C YACTHMYHBIM WM TOJHBIM OTBETOM) BOPHKOHA307a ObLIa
pojJeMOHCTpHUpOBaHa npu uHpeknusx, Bei3BaHHBIX Aspergillus spp., Bxmouas A. flavus, A.
fumigatus, A. terreus, A. niger, A. nidulans, Candida spp., sxmouas C. albicans, C. glabrata, C.
krusei, C. parapsilosis u C. tropicalis, a Takke B OTHOIIEHHH OIPAaHUYEHHOTO YKCJIa IITaAMMOB
C. dubliniensis, C. inconspicua w C. guilliermondii, Scedosporium sSpp., BkIOYas S.
apiospermum, S. prolificans u Fusarium spp.

Hpyrue rpubkoBbie MH(EKINU, PU KOTOPHIX MPUMEHSIICS BOPUKOHA30J (YaCTO C YACTUYHBIM
WX TIOJTHBIM OTBETOM), BKJIFOUAJIU B ceOsl OT/IENIbHBIC CiTy4yan WHGEKIUi, Bpi3BaHHBIX 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., Bmrouast P. marneffei, Phialophora richardsiae, Scopulariopsis brevicaulis u Trichosporon
spp., Bximtouast T. beigelii.

[IponeMOHCTpUpPOBAaHAa AKTHBHOCTh BOPHKOHA30ia N VItr0 B OTHONICHUH KIMHHYECKHX

mrammoB  Acremonium  spp., Alternaria spp., Bipolaris spp., Cladophialophora spp.,
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COOTBETCTEYET
oT 13.12

Histoplasma capsulatum. Poct 06oJbIIMHCTBA mTaMMSQ::h-(LIZ:[:‘;é; '?;EWI%IOIIH_"CF}TIITHIIHHX
p p

MY OTUETY

SKCNEPTHOC

BOpuKOHa30i1a oT 0,05 MKr/mi1 10 2 MKT/MJIL.

BrisiBrieHa Tak:ke aKTUBHOCTh BOPUKOHA30J1a IN Vitro B otomenuu Curvularia spp. u Sporothrix
SppP., 0OJHAKO KIMHUYECKOE 3HaYeHHEe JAHHOTO 3P deKTa HEM3BECTHO.

DapmakoKkunemuxa

Obwas xapakmepucmuka

DapMaKOKMHETHYECKHE  TapamMeTpbl  BOPUKOHA30Ja  XapaKTEpU3YIOTCS  3HAUYUTEIbHOU
MEXHHIMBUTyaJIbHOM BapuabeIbHOCTHIO.

®apMaKOKHMHETHKA BOPUKOHA30J1a SIBJISETCS] HETMHEHHON 3a CYET HACBIIIEHUS ero MeTabonu3ma.
[Tpy moBbILIEHNH 03Bl HAOMIONACTCA HEMPONOPLUUOHATIbHOE (00sIee BRIPaXKEHHOE) YBEINYCHUE
TJIOIIAIU oI KpuBOM «koHIeHTpauus-Bpems» (AUC:). YBennuenue nepopaibHoil 10361 ¢ 200
Mr 2 pasza B cyTku a0 300 mr 2 pa3a B cyTku npuBoauT K yBenudenutro AUC: B cpenHeM B 2,5
pa3a. BozzelicTBue BOpUKOHA30Jia MpU MpUEME BHYTPb Moaneps;kuBatomieil 1o3el 200 mr (wium
100 Mr asia manueHToB ¢ Maccoil Tena MeHee 40 KI') COOTBETCTBYET BO3/IEHCTBHIO BOPUKOHA30J1a
IpY MPUMEHEHUH BHYTPHBEHHO B J103¢ 3 MI/KT. llpn nmpueme BHYTph MOJAEPKUBAIOLICH 10361
300 mr (umu 150 Mr ans manueHTOB ¢ Maccoii Tena meHee 40 Kr) Bo3/l€iCTBHE COOTBETCTBYET
BO3/ICHICTBUIO BOPUKOHA30JIa TPU BHYTPUBEHHOM MPUMEHEHUH B 103€ 4 MI/KT.

[Ipu npueme HachlIIAIOMIMX 03 BOPUKOHA30JIa PAaBHOBECHAsI KOHILIEHTpALMs JOCTUIAETCS B
TedeHue mnepBbiX 24 4u. Ecnam mpemapar HazHavaioT 2 pa3a B CYTKM B CpeHMX (HO HE B
HACBILAIONIMX) J103aX, TO MPOMCXOJUT KyMYJSLMs BOPHKOHA30Jla, a paBHOBECHbBIE
KOHIIEHTPALUH IOCTUTAIOTCS K 6-MY JHIO y OOJIBIIMHCTBA MAI[IEHTOB.

Bcacwvisanue u pacnpeoenenue

Bopukonazon ObICTpO M NPAaKTUYECKU TIOJTHOCTHIO BCACHIBAETCS IOCHE IpHEMa BHYTPb:
MaKCHUMaJibHasi KOHIIEHTpauus B miaa3mMe KpoBH (Cmax) AocTHraercs uepes 1-2 4 mocnie npuema.
buonoctynHocTh BOpHKOHa30j1a MpU Ipueme BHYTpb cocTaBisieT 96 %. Ilpu mMHOrokpatHoM
preMe BOPUKOHA30JI1a C MUIIEH ¢ O0ibInM cofepxkaHueM KUPoB Cmax 1 AUC, cHUXaroTCs Ha
34 % u 24 %, cooTBeTcTBEHHO. BcackiBaHne BOpHMKOHA30ia He 3aBUCUT OT pH sxemynouHoro
COKa.

Cpennuit 00beM pacnpesielieHdss BOPUKOHA30J1a B pAaBHOBECHOM COCTOSTHMM COCTaBIISIET OKOJIO
4,6 51/KT, 4TO yKa3bIBAaeT Ha aKTHUBHOE pacIpe/elieHHe BOPUKOHAa30ja B TKaHU. CBS3bIBaHUE C
OeKaMu TIIa3Mbl KPOBU COCTaBIISAET 58 %.

BopukoHna3on mnpoHukaer uyepe3 remarosnuedanndeckuii 6aprep (I'DB) u ompenpensiercs B
CIIMHHOMO3TOBOH JKUAKOCTH.

Memabonusm

CorylacHO IaHHBIM HCCIIEIOBAaHUI in vitro BOPHKOHA30J MeTa60Jm31/IpyeTC$[ oJ JIeHCTBUEM
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COOTBETCTEYET
ot 13.12 .
msodepwentos CYP2C19, CYP2CY, CYP3A4| Baxand Pork=f Metabomiie sdpikondiona

MY OTYETY

SKCNEPTHOC

urpaet m3opepment CYP2C19, nposBasiomuii BeIpaXEHHbBIH TeHETHYECKUI moTuMopdusm, B
CBSI3U C YE€M NOHIKEHHBIM MeTab0IM3M BOpUKOHA30y1a Bo3MOxkeH y 15-20 % npencraBureneit
a3MaTCKOTO MPOUCXOXKACHUS U y 3-5 % mnpencraBureneil €BpONEOMAHOW M HErPOMIHOM pac.
OCHOBHBIM METa0OJIMTOM BOpPHKOHa3o0ua siBisgercss N-okcuz, 101 KOTOPOTro COCTaBISIET OKOJIO
72 % OT 00I1Iero KOJIM4ecTBa MUPKYJIUPYIOMIHNX B TJIa3Me KPOBU META0OJIUTOB C PAAHOAKTHBHON
METKOH. DTOT MeTabonuT 007ajaeT MUHHMAJIbHOH MPOTHBOIPHOKOBOM AKTHBHOCTHIO U HE
BHOCHUT BKJIaJl B KIIMHUYeCKUH 3(ppeKT BopukoHasoia.

Buigeoenue

BopukoHa3on BBIBOIUTCS B BHIE METaOOJMTOB Tocie OMOTpaHCPOpPMAIMM B TICUCHH; B
HEM3MEHEHHOM BHUJIEC TOYKaMU BBIBOIUTCS MeHee 2 % OT BBEJICHHOH J103bI IIpenapara.

[Tocine MHOrOKpaTHOTO NpHeMa BOPHMKOHA30J1a BHYTPb WJIM BHYTPUBEHHOI'O BBEAEHHUS B MOue
oOHapyxuBaetcs okoso 83 % u 80 % 103bl BOPUKOHA30JIa, COOTBETCTBEHHO. bojbInas 4acts
(> 94 %) oOmeil 70361 BBIBOAWUTCS B TEYEHHUE NEpBHIX 96 4 mocie mnpuemMa BHYTPh M
BHYTPHUBEHHOTO BBEJICHHSI.

[Tepuon nonyBeiBeneHus (T1/2) BOpMKOHA30J1a 3aBUCHUT OT JJO3bI M COCTABJISIET IPUMEPHO 6 4 Ipu
npueme mnpenapara BHYTpb B o3¢ 200 mr. B cBs3M ¢ HeluMHEHHOCTBIO (papMaKOKMHETUKU
BennurHA T1/2 HE TO3BOJISIET IPEACKAa3aTh KyMYJISIHIO UM BBIBEIEHUE BOPUKOHA30JIA.
DapmakokuHemura 6 0cobvlx pynnax

Lion

[Ipu MHOrOKpaTHOM mnpHeMe BOpUKOHa301a BHYTPh Cmax U AUC: y 370pOBBIX MOJOABIX
eHIIKUH Oblti Ha 83 % u 113 % COOTBETCTBEHHO BBIIIE, YEM Y 3/IOPOBBIX MOJIOJBIX MYKUMH
(18-45 ner). 3naunmbix paznuyuii Cmax 1 AUC: y 370pOBBIX MOXKHIIBIX MYXYUH U 3JJOPOBBIX
HOXKWIBIX XKEHIUH (> 65 neT) HeT. PaBHOBeCHas! KOHIIEHTpAlLlUsl BOPUKOHA30J1a B I1a3Me KPOBU
y okeHImMH Obuta Ha 100 % BeIme, yeM y MyxuuH. HeoOXoaMMOCTH KOpPpEeKLUH H03blI
BOPMKOHA30J1a B 3aBUCHMOCTH OT Tojia HeT. KoHIeHTpamuu B TUla3Me KPOBH Y MYKYHH U
JKESHIIUH CXOJIHBI.

Bospacm

[Tpu MHOTOKpaTHOM IpUeMe BOPUKOHA30ja B BHJE TabIeTOK BHYTPbh Cmax 1 AUC: y 310pOBBIX
MOXKUJIBIX MYXUYUH (= 65 net) Ha 61 % u 86 % COOTBETCTBEHHO BBIIIE, YEM Y 30POBBIX
Mosonbix MykuuH (18-45 ner). 3Haunmbix pa3nuuuil Cmax 1 AUC: y 370pOBBIX TMOXKHIIBIX
JKEHIIUH (> 65 1eT) U 30POBBIX MOJOBIX KeHITUH (18-45 ner) Her.

[Tpodwmis Ge3omacHOCTH BOPUKOHA30J1a y MOJOABIX M MOXKWIBIX MAIMEHTOB HE OTIMYACTCA.

HeobxonumocTi KOppeKIuu 1036l BOPUKOHA30J1a B 3aBUCIMOCTH OT BO3PAcTa HET.



COOTBETCTEBYET 3KCINEPTHO
ot 13.12.2024 M= 27615
Hemu (MOCNEOQOBATENEHOCTE 0003)

MY OTUETY

[Ipenmonaraemass oO0mias KOHIEHTpPAIMsl BOPHKOHA30Jla y JeTe Mpu NpueMe BHYTPh
noJJepKuBaroeit 1o3el 9 mr/kr (MakcumansHo 350 Mr) aBa pa3a B CYTKH COIMOCTaBHMa C
TAaKOBOW y B3pOCHBIX IPU MpHEME BOPUKOHAa30ja BHYTpb B jg03e 200 Mr aBa pa3a B CyTKH.
KoHueHTpanus BOpHMKOHa30J1a P BHYTPUBEHHOM BBEIEHUU B J103€ 8 MI/KI B JiBa pa3a BBIIIE,
4YeM IpH MpUeMe BHYTPb B J103€ 9 MI/Kr. BHOZOCTYTHOCTS BOPMKOHA301a MIPH IpUEMe BHYTpPb Y
JETEN MOXKET OrpaHMUYMBATHCS HApYIIEHWEM BCAChIBAHMS U JOCTATOYHO HU3KOW Maccoi Tena B
9TOM BO3pAaCTE U B 3TOM CJIy4ae MOXKET ObITh 1I0Ka3aHO BHYTPUBEHHOE BBEJICHHE.

VY OOJBIIMHCTBA MOJPOCTKOB KOHIIEHTPALUMs BOPMKOHA30Jla B IIJIa3ME€ KPOBH COOTBETCTBYET
ATOMY MOKAa3aTeNI0 y B3pOCIBIX NAllMEHTOB. TeM He MeHee, OTMEYAJIUCh MEHBIINE 3HAYEHUS
KOHIIEHTPAllu BOPUKOHA30J1a B IJIa3M€ KPOBU Y HEKOTOPBIX MOJPOCTKOB C HU3KOW Maccoil Tena
[0 CPaBHEHUIO C B3POCIBIMH M ObUIM OJM)KE K 3HAYEHHUAM TOIO e IOoKa3aTels y JeTel.
OCHOBBIBasCh Ha MOMYJSIMOHHOM (hapMaKOKHHETHUYECKOM aHallu3e, MOAPOCTKU B BO3pACTE OT
12 no 14 ner c¢ wmaccoit Tema Menee S50 Kr JOJKHBI TOJIy4aTh 03y BOPHUKOHA307a,
PEKOMEH/I0BaHHYIO JJIsl IpUeMa y JETEH.

Hapywenue ¢pynxyuu novex

[Tpu opHOKpaTHOM MpHEeMe BOPUKOHA30Jla BHYTph B J103¢ 200 Mr manueHTaMu ¢ HOpMAaJbHOM
(GyHKIMEH TMOYeK W TMaluMeHTaMHU C HapylleHueM (QYyHKIUH IOYeK OT JIErKOW (KJIMpEHC
kpeatuHuHa (KK) — 41-60 mu/mun) no tsokenoin (KK < 20 ma/MuH) crenenu papMakOKMHETHKA
BOPUKOHA30Ja CYIIIECTBEHHO HE 3aBHCUT OT CTENEHH HapyleHHUs GyHKIMU royek. CBsi3pIBaHUE
BOPUKOHA30j7a C OelkaMu IJIa3Mbl KPOBH NMPHUMEPHO OJIMHAKOBO Y TMALIMEHTOB C PA3IUYHOM
CTEMEHbI0 TMOYEYHOM HEJ0CTaTOYHOCTH (CM. pazaenbl «Croco0 NpUMEHEHHS W JI03b» U
«Ocobble yKazaHUsm»).

Hapywenue ¢ynxyuu neuenu

ITocne opgHOkpaTtHOro mpuema BHYTph npenapara B go3e 200 mr AUC. BopukoHaszona y
NAIMEHTOB C JIETKOM WJIM CpelHEW CTENeHbI0 TSHKECTH Luppo3a nedeHu (kiaccel A u B mo
knaccupukanun Yaina-Ileto) Obta Ha 233 % BbINIe, YeM Yy MAlKWEHTOB C HOpPMaJlbHOMN
¢ynkuueit nedenu. Hapymenune QyHKIMM MeYeHU HE BIUSET Ha CBSI3bIBAHME BOPUKOHA30J1a C
OenKaMU 11a3Mbl KPOBH.

ITpu MHOTOKpaTHOM Ipueme npenapara BHyTps AUC: BOpMKOHAa3011a COITOCTaBUMA y NAIUEHTOB
C LHPpPO30M IMEYeHH cpeaHell creneHu TskecTu (knace B mo kmaccudukauuu Yaitng-I1sio),
NOJy4aBIIMX Mpenapar B mnojiepxkuBaromeit goze 100 mr 2 pasa/cyr, U y MNalUeHTOB ¢
HOpMaJIbHOW (YHKIMEH Me4YeHH, MOJyYaroluX BOpHKOHA30d B o3¢ 200 Mr 2 pasza B CyTKH.

CBC}IGHI/II\/II 0 Q)apMaKOKHHeTHKe BOpPHKOHA30J1a y MAalMCHTOB C TAKCIBIM HHUPPO3OM IICUCHU



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 13.12.2024 N= 27658

(xmacc C mo knaccudukanuu Yaina-I1p10) HeT. PeKOMe}fIEEIL'_III:I;i‘I:Il %@E&ﬁ%@ﬂhh’i& IH]-ge_'IlIalpili'll“étl CM.

B pazaene «Crnoco0d MpUMEHEHUS U 03bD».
IMoka3aHusi K NPpUMEHEHUIO

e lIHBa3uBHBIN acniepruies.

e Kannuaemus y naleHToB 6€3 HEUTPOIEHUH.

e Tspkenble MHBa3UBHBIC KaH M 103HbIC MH(ekuun (Briroyas C. krusei).

e Kanaunos numesoja.

e Tsokenbie rpuOKOBBIC MH(EKIINY, BhI3BaHHBIE SCcedosporium spp. u Fusarium spp.

e Jlpyrue TspKenble WHBa3uWBHbIE TPUOKOBbIE HMH(EKUMHM NPU HENEPEHOCUMOCTH WM
pedpakTepHOCTH K APYTMM JIEKAPCTBEHHBIM CPEICTBAM.

e JIpodunakTika «IPOPBIBHBIX» TPUOKOBBIX MH(MEKLUMH Yy MAIMEHTOB CO CHUXEHHOMN
(GyHKLIMEH MMMYHHOH CHCTEMBI, JINXOPAAKOM M HEHUTpPONEHHUeH, U3 rpymmbl BbICOKOTO
pHUCKa (PELUITUEHTHI TPAHCIIAHTAIIMH TeMOMOITHYECKUX CTBOJIOBBIX KIIETOK, MAIIMEHTHI
C PELHUINBOM JICHKO3a).

e JIpodunakTika MHBAa3HUBHBIX I'PUOKOBBIX MH(EKUUH Yy MalUEHTOB (B3POCIBIX M JeTel
crapmie 12 er) rpynmbl BBICOKOTO PHCKA, TAKMX KaK PEIUIHAEHTHl TPAHCIUTAHTAIHH
reéMOINOITHYECKUX CTBOJIOBBIX KJIETOK.

IIpoTuBONOKAa3aHMS

[ToBbIIeHHasT YyBCTBHTEIBHOCTh K BOPUKOHA30Jy WM JIFOOOMY JPYroMy KOMITOHEHTY
npenapara buguypus.

HenepenocumocTh ~ 7akTo3bl,  JA€DUIUT  JaKTa3bl, CHHIPOM  TJIIOKO30-TaJaKTO3HOM
MasibabcopO1MHM (Tak Kak npenapat budaypus coaepxur 1akTo3y).

OnHOBpeMeHHOE TpUMeHEeHne npenapaTta budmypun u tepdenaanna, acremusona, Hu3anpua,
NUMO3H/a, XUHUIMHA, CHPOJIMMYCa, 9BEPOINMYca, pu(aMITUIIIHa, KapOaMa3enHa U JITUTEITHHO
JeicTByIOmuX  OapoutypatoB  (Hampumep, (eHoOapOuTana), aaKaJIOWIOB  CIOPBIHBH
(3protamuHa, AMTHAPOIProTaMuHa), s¢dasupensa (B noze 400 Mr u Bbllle OJWH Pa3 B CYTKH),
puTOHaBHUpa B BBICOKUX a03ax (400 mr u Beimie 2 pa3a B CyTKH), (JIyKOHaA30ja, MpernapaToB
3Bep0o00si MPOIBIPSBIECHHOTO (CM. pazmen «B3amMonmelcTBHEe ¢ OPYrMMHU JIEKapCTBEHHBIMU
CpEICTBaMHu).

[Ipumenenue mnpenapata budnypun B crangaptHoi 103e (200 Mr 2 pasa B CyTKH)
OJTHOBpEMEHHO ¢ pudaldyTuHOoM (cM. pasznen «BzaumoneicTBue ¢ IpyruMu JIEKapCTBEHHBIMU
CpeICTBaMHu).

Jetckuii Bo3pact a0 3 net (A1 JaHHOMU JIeKapCTBEHHOM (GopMmbl).

C 0CTOPOKHOCTHIO



COOTBETCTEBYET 3KCINEPTHO
ot 13.12.2024 M= 27615
(MOCNEOQOBATENEHOCTE 0003)

MY OTYETY

Tsoxemas cTeneHb HEOOCTATOYHOCTH (I)YHKHI/II/I IICYCHMU.

[ToBbIlIEHHAS! YyBCTBUTEJIBHOCTD K IPYTUM IIperapataM — IPOU3BOAHBIM a30JI0B.

VY DanmMeHTOB € MPOAPUTMHUYECKUMH COCTOSHHSAMHU (C BPOKICHHBIM WM TNPHOOPETCHHBIM
ymmHeHneM  uHTepBata QT, kapauomuomaTtuedl, B  OCOOCHHOCTH C  CEpIACYHOU
HEI0OCTATOYHOCThIO, CHHYCOBO# OpajnKapuel, CHMIITOMAaTHYCCKOM apuTMuei).

VY nanueHToB, OJHOBPEMEHHO MOJIYYaIOIIUX Ipenaparhl, CIOCOOHbIE YUIMHATH HHTepBas QT.
ONEKTPOIUTHBIE HAPYIIEHUS, TAKME KAK TMIOKAINEMUs, THIIOMarHueMusl U IMIOKaJIblUEeMus,
HEO0OXOUMO KOHTPOJIMPOBATH U, NMPU HEOOXOIUMOCTH, KOPPEKTUPOBATH /10 Hayajla Teparnuuu
BOPUKOHA30JI0M U BO BpeMsi Iipuema npenapata budaypus.

IIpumeHeHne npu 0epeMEHHOCTH M B NEPHO/ TPYIHOT0 BCKAPMJIMBAaHUS

AnexBaTHOH HH(pOpMAIK O TPUMEHEHHH BOPUKOHA30J1a y OEpEMEHHBIX JKEHIIIMH HET.
HccnenoBanusi Ha >KMBOTHBIX IIOKa3ald, YTO BOPUKOHA30]1 B BBICOKHX /033X OKa3bIBaeT
TOKCHYECKOEe JIEHCTBUE HA PENpOAYKTUBHYIO (pyHKIHIO. BO3MOXHBINA pUCK N7 YelOBEKa He
U3BECTEH.

[Ipenapat budmnypun He cieayeT NPUMEHATh y OEpEeMEHHBIX KCHIMUH 32 MCKIIIOUYCHHEM TeX
ClIy4aeB, KOTJa OXHaaeMas IMojib3a JUIsi MaTepu SBHO MEPEBEIIMBAET BO3MOXHBIA PUCK IS
wioja.

BriBenenne BoOpuKOHA30a € TPYAHBIM MOJIOKOM He u3ydainocb. Ha mnepuon nedeHus
npenapatoM budiypus rpynHoe BCckapMiIMBaHUE CIIEyET IPEKPATUTb.

JKeHIMHBI PEeNpoayKTUBHOTO BO3pacTa MpHU INpPUMEHEHHM mpenapara budmypus, TOIKHBI
MCIIOJIb30BAaTh Ha/I€KHBIE METO/Ibl KOHTPALIETILIHH.

Cnocod npuMeHeHHs U 103bl

BuyTps, 32 1 4 10 eapl win cnyctd 1 4 mocne efbl.

[lepen Hauanom Tepanuu HEOOXOAUMO OTKOPPEKTHPOBATH TAKHUE 3JIEKTPOJUTHBIE HApYyLICHMS,
KaK TUIIOKAJIMEMHs, TUIIOMarHMeMHUs W TUIoOKaimblueMus (cM. Takxke pasznen «Ilobounoe
JeiicTBUE» ).

B3pocnvie nayuenmut

Haznauenue mpenapara buduypun cnexyer HauMHaTh C BHYTPUBEHHOTO BBEJICHHS B
PEKOMEH/IyeMON HachIAlomel J03bl, YTOObI YyXe B MEpBBIA JEHb JOOUTHCS aJeKBaTHOU
KOHIEHTpALlUU B TUIa3Me KpOBU. BHYyTpuBEHHOE BBe/IeHUE CIIEYET MPOJOKATh KaK MUHUMYM 7
JTHEH, 1ocIie Yero BO3MOXKEH MepeXo] Ha MepopalibHbII MpUeM BOPUKOHA30J1a, TIPU YCIOBUH, YTO
HAalMEeHT CIOCOOEH MPHUHUMATh JIEKApCTBEHHbIE CPEJCTBAa JUId IMpHEMa BHYTPb. YUMTHIBas
BBICOKYIO OMOJIOCTYNMHOCTH mpenapara budmaypun npu nepopajibHOM HpueMe, JOCTHTAIOIYIO
96 % (cMm. paszmen «®DapMaKOKHHETHKA»), TPU HAIMYAN KIMHHYECKUX IMOKa3aHWA MOXKHO

MEPEXOIUTh C BHYTPUBEHHOTO Ha MIEpOpaIbHOE MPUMEHEHHE IpernapaTa 0e3 KOPPEKIHH O3bI.



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
oT 13.12.2024 N= T_FE ]

B tabnure npuBeaeHa noapoOHas nH(opMaIus, o nosn&éa&{ﬁ%@iﬁgg& Jm/ﬁ:}: 03)

BuyTtpusensno BuyTps

ITarimentsl ¢ Maccod | ITanueHTHI ¢ Maccon

tema 40 kT u Ooree Tena MeHee 40 Kr
Hacermarormas go3a — 6 Mr/kr HE PEKOMEHIYETCS HE PEKOMEHyeTCS
Bce moka3aHus (nepBeie 24 1) Kaxple 12 u
IoxnepsxuBatomiast 1o3a (TIOCIIe MEPBBIX 24 1)
IIpodumnakTnka WHBAa3MBHBIX  T'PUOKOBBIX | 3-4 MI/KT 200 mr xaxzaeie 12 4 100 mr xkaxxapie 12
nH(EeKIUi y NanueHToB (B3pOCIbIX M jaeTed | KaXIbIe 124
ctapme 12 neT) rpynmsl BBICOKOTO PpHCKa,
TaKAX KaK pPENUNHEeHTH TPaHCIUTAHTAIINN
TEeMOTMOATHYECKIX CTBOJIOBBIX KIICTOK
NpOopHUIAKTHKA «IIPOPBIBHBIX» TPHOKOBBIX
MHEKINH y TUXOPaIAmHuX OOTBHBIX
MHBa3uBHBIN acnieprisuie3/und ey, | 4 Mr/kr 200 mr 100 mr
BBI3BaHHBIE Scedosporium spp. u Fusarium | Kaxzabie 12 4 Kaxpie 12 9 Kaxpie 12 9
Spp. / ogOpyrue  TSKEIble  MHBa3HBHBIC
rpuOKoBbIe HH(EKIUH
Kanaunemus y manueHTOB 0€3 MpOsBICHU | 3-4 MI/KT 200 mr 100 mr
HEUTPOTNICHUH Kaxaple 12 g Kakapie 12 41 Kakapie 12 4
Kannunos numieBona HE YCTaHOBJICHO 200 mr kaxsie 12 9 100 mr kaxzasie 12 a

Ilo060p 00361 012 npuema eHympeo

[Tpu HemoctaTOYHOH (P (HEKTUBHOCTH JICUSHHs MOIEPKUBAtoIIas 03a npenapata budaypun
JUTSL IpreMa BHYTPbh MOXKeT ObITh yBenudeHna ¢ 200 mr kaxabie 12 4 1o 300 mr kaxapie 12 4. Y
MaIMeHToB ¢ Maccod Tena meHee 40 kr mo3a MoxkeT ObITh yBenudena co 100 mr go 150 mr
Kaxaele 12 4.

Ecnu namuent He nepeHocut mnpemnapar buduypun B Bbicokoi no3e (To ectb 300 Mr BHYTph
Kaxzaple 12 1), To MoAAep KUBAIONIYIO 103y AJIA MpUeMa BHYTPb MOCTENEHHO CHUXKAIOT C IIIaroM
50 mr 1o 200 mr kaxasie 12 9 (s marueHToB ¢ Maccoi Tena MeHee 40 kr — 1o 100 mMr kaxapie
12 9).

JIMUTeNnbHOCTD JIEYEHUsI JOJDKHA OBbUIb KaK MOXXHO KOpPOY€ B 3aBUCUMOCTH OT KIMHUYECKOTO
s dekTa U pe3ynbTaTOB MHUKOJIOTUYECKOTO HCCIeA0BaHus. JITUTENbHOCTD JICYCHHs HE JTOJDKHA
npeBbimath 180 nHei.

Ilpoghunaxkmuka y é3pocivix u oemeil

[Ipodunaktuueckoe TmpuMeHeHHe mpemnapata budnypun creayer HauuHATHP B JIEHB
TpaHCIUIAHTAIIMH ¥ MOXHO mponaoipkath A0 100 gueit. IIponnutes npodunaktuky o 180 mguei
MOCJI€ TPAHCIUIAHTALIUA MOKHO TOJIBKO B Clly4ae MPOJI0JKEHUS] UMMYHOCYIIPECCUBHON Teparuu
WIM Pa3BUTHUS PEAKIMH «TPaHCIUIAHTAT MPOTUB Xo3sauHay (TIIX).

besonmacHocth ¥ 3G (}EeKTHBHOCT, BOpPUKOHA307la TpH mpuMeHeHun Oonee 180 pgHEeilr B

KIMHHUYCCKHUX UCCIICAOBAHUAX HAJICKAIITUM 06p330M HE U3y4aJIUChb.



COOTBETCTBYET 3KCMEPTHO
ot 13.12.2024 N2 27698

(DOC BL HOC TR 0003
PexxuMm nmo3upoBaHusi ¢ 1EAbI0 TPOQUIAKTHKA TaKOH '>Ke_!E ‘KE'I/IT%HE B}OTne'q'enn-';{ B

My OTYETY

COOTBETCTBYIOIIUX BO3PACTHBIX I'PYTINaX.
Hapywenue pynxkyuu nouex

Koppekuust 10361 BOpUKOHA301a Ui MpHEMa BHYTPb y MAIMEHTOB C JIETKOM WM TSKEION
CTENEHbIO HapyllIeHus: GYHKIIUH TOYEeK He TpeOyeTcs.

Hapywenue pynkyuu neuenu

[Tpu ocTpOM MOBPEKACHUU TIEYCHHU, TPOSIBIIIONIEMCS TOBBIIIEHUEM aKTUBHOCTH «II€YEHOYHBIX)
TpaHcamMuHa3: anmaHuHamMuHOTpaHchepassl (AJIT) u acmapratamunorpancdepassr (ACT),
KOppeKLHsl J03bl He TpeOyeTcs, HO PEKOMEHAYEeTCS MPOJ0JDKAaTh KOHTPOJb IOoKa3aTesen
(GYHKIMU TICYSHH.

[TanmeHTaM ¢ JETKUMU MM CPETHETSHKENIBIMUA HapyUIIeHUAMHU (PyHKIUH nedeHu (kiaccel A u B
no kiaccudukamuu Yainn-Ileto) ciaemyeT Ha3HayaTh CTAaHJAPTHYIO HACBIAIOUIYIO 103y
npenapata buduypun, a nmoanepKUBawINYIO 03y CHIXKATh B 2 pasa. [lanmnentam c Tspxenon
cTeneHplo HapymeHus: ¢ynkuuu nedenu (kinace C mo knaccuduranun Yaing-I1er0) npemapar
bu¢aypun cremyer Ha3Ha4yaTh TOJNBKO B TEX CIydasX, KOTJIa OXHIAeMas I0JIb3a MPEBBIIIACT
BO3MOXXHBIl PHUCK, U TIOJ TOCTOSHHBIM KOHTPOJIEM C IEJbI0 BBISBICHUS MPU3HAKOB
TOKCHUYECKOT0 JICHCTBHUS BOPUKOHA30JIA.

IHoscunvie nayuenmol

Koppekmun 10361 y TOKUIIBIX MAIEHTOB HE TpeOyeTcsl.

Ilpumenenue y oemeii

[Tpenapat budnypun B Buae TabIeTOK Ha3HAYAIOT AETAM B TOM Cllydae, celd peOEHOK MOXKET
[JIOTaTh TaOJNETKHU.

Peoscum oozuposanus npenapama bughnypun y oemeii (6 6o3pacme om 3 (0na OauHOU
JnexapcmeenHol ¢popmut) 0o 12 nem) u noopocmkog 8 eo3pacme om 12 0o 14 nem u maccoti

mena menee 50 ke:

BuyTtpusenno BuyTps
Hacrpmaromast no3a (mepssie 24 1) | 9 Mr/kr xaxnmasie 12 4 HE PEKOMEHyeTCs
TlonnepsxuBaromas n03a 8 Mr/Kkr 2 pa3a B cyTkd | 9 MI/KT 1Ba pa3a B CyTKH
(mocite mepBBIX 24 u) (MaxcuMmanbHas 1o3a 350 Mr 1Ba pasza B CyTKH)

Tepanuio pexkoMeHAyeTCs HauyWHATh C BHYTPMBEHHOTO BBeJeHMs mpemnapata budumypun, a
BO3MOXHOCTbh TE€POPAILHOIO IpHEMa CIEAYeT pPacCMAaTPUBATh TOJBKO IOCIE KIMHUYECKOTO
yJIy4IIeHUs. ¥ BO3MOKHOCTU MallM€HTa NMPUHUMATh IEepOpalbHbIE JIEKAPCTBEHHBIE CPENICTBA.
Crnenyer nmpuHUMaTh BO BHUMaHUE, YTO BO3/eicTBUe npenapata budaypus npu BHyTpUBEHHOM
BBEJICHUHU U J103€ 8 MI/KI NpUOIM3UTENIBHO B IBA pa3a BhILIE, YeM MPH MPUMEHEHUH BHYTPh B

no3e 9 MI/Kr.
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QL OBL HOCTER 0003
dapMaKOKHHETHKA M TIEPEHOCHMOCTH 00JIe€ BBICOKHX H(Q BOD %‘o&%ﬂmm&é BHYTDb Y

AL

JleTel HE U3YYaJIHCh.

PekoMeHanuu 1o NpPUMEHEHUI0 BOPUKOHA30JIa BHYTPh Yy JETE€H JarOTCS HAa OCHOBaHUU
UCCJICIOBAaHUH €ro NpUMeHeHHsl B (hopMe IOPOLIKa /sl IPUTOTOBJIEHUS CYyCIIEH3UH Ui IIpUeMa
BHYTPb. BHO’KBUBaJIEHTHOCTh BOPHKOHA30J1a B (hOpME MOPOILKA [l IPUTOTOBIECHUS CYCIIEH3UN
JUIA TIpUeMa BHYTpPb M TaOJETOK MpH MPUMEHEHHMH y JeTeil He u3ydanach. YUYHUTHIBas, 4TO Y
JIeTeN 3aMeNIEHO MPOXOXKACHHUE MUIIM YEPe3 JKEITyJOUYHO-KUIIEYHBIH TPAKT, BIIOJIHE BEPOATHO,
YTO BCachlBaHWE BOPUKOHA30ja IpPU NpHEME BHYTPb B BHUJE TaOJIETOK OyJIeT WHBIM, YEM Y
B3pOCIIBIX.

[IpumeHeHrne BOPUKOHA30Ja y JAETel B Bo3pacTe OT 2 A0 12 5eT ¢ HapyleHUsMHU (YHKIHUU
[IEYEHU WJIM [T0YEK HE N3Yy4alloCh.

Y noopocmros (6 6ospacme om 12 oo 14 nem c maccoii mena 50 ke unu 6oxee; om 15 0o 18 nem
8He 3a8uUcCUMOCMU Om Maccvl mena) Tnpenapar buduypuH aosupyercs Tak ke, Kak Ui
B3pOCJIBIX.

Koppexyus 0ozvi

[Ipy HeagekBaTHOM KJIMHMYECKOM OTBETE IMAlMEHTa J103a MOXKET ObITh yBEJIMUYEHa C IaroM 1
MI/kr (umu 50 Mr B ciayvae, celid M3HAYalbHO NMPUMEHSIM MAaKCHUMAJIbHYIO IEPOPATIBHYIO 7103y
350 mr). Ecnu peOCHOK He TIEPEHOCHT TEpalvio B HAa3HAYCHHOW J03€, €€ CICIyeT CHU3HTH C
marom 1 wmr/kr (uaum 50 Mr B ciydae, €CiIM HW3HA4YaJlbHO MPHUMEHSUIM MaKCHUMaJIbHYIO
nepopanbHyto 103y 350 mr).

IToGouHnoe neiicTBue

Jlannble 0 0e30MacHOCTH BOPUKOHA30JIa OCHOBaHbI Ha pe3ysbTaTax HCCIeNoBaHUs Ooliee ueM
2000 uyenoBek (1655 manueHTOB, NPUMEHSIOIIMX BOPUKOHA30J B JIeUeOHBIX Lensix u 279 ¢
npopUIAKTUYECKON IIeNbI0), TMPEACTaBICHHBIX TETEePOreHHOM MOMyJsAuei (MamueHTsl co
3JI0KaUeCTBEHHBIMH  HOBOOOpPa30BaHUAMM KpoBH, BWY-uHQUUMpOBaHHBIE MAalUEHTHl C
KaHIUJ030M TMIIEBOAA U pedpakTepHbIMU TpPUOKOBBIMU HHQEKIUSAMH, IalUEHTHl Oe3
HEUTPONEHUH C KaHIUAEMHUEN WK acliepruslie3oM, a TakKe 3J0pOBbIe JOOPOBOJIBIIBI).
Haubonee pacnpocTpaHeHHBIMH HEXENIaTeIbHBIMH PEAKIMUAMU SBIAIOTCS HAapyLIEHHUS CO
CTOPOHBI OpTraHa 3peHusi, OTKIIOHEHHUE OT HOPMBI Pe3yJIbTaTOB (PYHKIIMOHAIBHBIX P00  IeueHH,
JMXOpPaJKa, Chlllb, pPBOTA, TOIIHOTA, AHapes, rojioBHas Oouyb, nepudepudeckre oTeKu, 00Jib B
JKUBOTE U yTHEeTeHUue JabIxaHus. HexenatenbHble peaku OOBIYHO OBLIM JIETKO MU YMEPEHHO
BbIpakeHbl. KiIMHUYeckn 3HaYMMOl 3aBUCMMOCTH O€30MaCHOCTH Iperapara OT BO3pacTa, Pachl
WY TI0J1a HE BBISBIICHO.

Kpurepun oreHku gactoTsl: o4eHb dacTo > 10 %; gacto > 1 % u < 10 %; newacto > 0,1 % u

< 1 %; peaxo > 0,01 % u < 0,1 %; ouens peaxo < 0,01 %, gyacTora Hen3BecTHA — HEBO3MOXKHO
10



COOTBETCTEYET 2KCNEPTHO
ot 12.1. 24 Nz 2765
(NMOCNEOOBATENEHOCTL 0003)

OnmpeaAcIUTbG 4YaCTOTY Ha OCHOBAHNHU UMCHOINNUXCAH AaHHBIX.

MY OTYETY

Hapywenua co cmopounvl cepoya: uyacmo — HAKEIYJOYKOBAs apuUTMUs, TaxUKapIus,
Opanukapaus; Heyacmo — (QUOPWIUILMS SKEIyJOYKOB, >KEIYJOYKOBas HKCTPACHUCTOIUSA,
KEIyA0YKOBasl TaXUKapAus, HADKEIyA04YKOBas TaXUKapAusl; peoko — apuUTMHUS IO THUILY
«IHPYIT», TOJHAS aTPUOBEHTPHUKYIsApHas Oyiokanga, OoKaga HOXKKHM Iyuyka ['mca, y3noBbie
ApUTMUHU.

Hapywenusa co cmoponst cocy0os: uacmo — apTepuaibHas TUNOTEH3Us, (ieOuT; Hewacmo —
TpoMOO(DIICOUT.

Hapywenusa co cmoponsl Kposu u aum@amuueckoi CUCHMEMbl: 4acmo — arpaHyJoLUTO3
(Brirovast (peOPWIbHYI0 HEUTPONECHHIO W HEUTPOIEHHIO), TMAHIUTOICHUS, TPOMOOIUTOIICHUS
(BKJIIOYAass MMMYHHYIO TpPOMOOIIMTONEHUYECKYIO MYypHypy), aHEMHs; Heuacmo — Jenpeccus
KOCTHOT'O MO3ra, JICHKOMeHus, TuMQaeHonaTus, 303MHOQUINS, CUHIAPOM AUCCEMUHUPOBAHHOTO
BHYTPHUCOCY/IUCTOTO CBEPTHIBAHUSI.

Hapywenusa co cmoponsl HepeHOIl cucmempl: OYeHb Yacmo — TOJOBHas O0Jb; uacmo —
CUHKOIIa, TPEMOP, MapecTe3usi, COHJIMBOCTh, TOJIOBOKPYKEHHUE, CYAOPOTH, HUCTArM; Heuacmo —
OTEK TOJIOBHOTO MO3ra, SHIle(anonarus, 3KCTpanupaMUIHOE PaccTPOUCTBO, nepudepuueckas
HellponaTus, aTakcus, IMIIECTe3Us, TUCTEB3Us (HapyLIEHHE BKYCOBOI'O BOCHPUSATHSA); peOKO —
neyeHovHas sHIedanonarus, cuaapom [ 'nenna-bappe.

Hapywenusa co cmoponst opzana 3peHus’. o4eHb yacmo — HapylleHUs 3peHHs (B TOM 4YHCIie
HEUETKOCTh  3pEHMs], 3aTyMaHEHHOe 3peHue, (Gotodolusi, XJIOpPOINCHUS, XPOMATOICHS,
CBETO0OSI3Hb, IIBETOBAs CJIENOTA, [IMAHOICHS, HAJTMYKE B MOJI€ 3PEHUS Pady HBIX KPYTOB BOKPYT
HUCTOYHMKOB CBETA, HOYHAs CIJENOTa, OCIMUIONCHUS, (OTONCHUs, MeplareiabHas CKOTOMa,
CHIDKEHME OCTPOTBHl 3pEHMs, 3pHUTEIbHAs SPKOCTh, JAe(EeKT TMoJed 3peHus, IUIaBarolue
MOMYTHEHHS CTEKJIOBUTHOTO T€JIa U KCAHTOIICHS;, ¥acmo — KPOBOUBIHMSIHNE B CETYATYIO0 000JI0UKY
IJ1a3a; Heuacmo — HEBPUT 3PUTENBHOTO HEPBA, OTEK COCKA 3PUTEIBHOIO HEPBA, OKYJIOTHUPHBIH
KpHU3, CKJIEPHUT, AMILIONUSA, Onedaput; pedko — arpodus 3pUTEIHLHOrO HEpBa, NOMYTHEHHE
POTOBUIIBI.

Hapywenusa co cmoponsl opzana ciyxa u 6eCmudynapHoz0 annapama: Heuacmo — BEPTUTO,
THITOAKY3Hs, IIYM B yIIIax.

Hapywenusa co cmoponst Ovixamenvhoil cucmembl, Op2anoe ZPyOHoll KI1emKU U CPpedoCmenus1:
OYeHb 4acmo — YTHETEHUE JIBIXaHUs; Yacmo — OTEK JIETKUX, OCTPBIA PECIIMPATOPHBIM JUCTpeECC-
CUHJIPOM.

Hapywenusa co cmoponsl >ceny0ouno-Kuuieunozo mpaKma: o4eHvb yacmo — TOIIHOTA, PBOTA,
nuapesi, 00Jb B KHUBOTE; Yacmo — XEWIUT, AUCIIETICHUS, 3aIop; Heuacmo — JYyOJEHHT, TJIOCCUT,
MaHKPEaTUT, OTEK S3bIKA.

11



COOTBETCTBYET
ot 13 1'-'. 2
Hapywenus co cmoponst nouexk u mouesb odﬂmum'ﬁiﬂfﬂgi‘;"ﬂ%cﬂ;l;gﬂ—b%bﬁp

MY OTUETY

SKCNEPTHOC

b 0003
1b OR03d. .o

HEI0OCTaTOYHOCTh, TEMATYPHsl; Heuacmo — HEeKpO3 MOYEUYHbIX KaHAJIbLIEB, TPOTEHHYPUS, HE(PUT.
Hapywenusa co cmoponvl Kodxcu u NOOKOMCHBIX MKAHEN: O4YeHb Yacmo — Cblb; Yacmo —
9KC(ONMATUBHBIA JepMATUT, aJlONelus, KOXHBIA 3yJl, MaKyJomamyJje3Has Cblllb, JPUTEMA;
Heuacmo — cuHapoMm CrueHca-/[)koHcoHa, (oToceHcMOUNIM3aNKs, KpanuBHHIA, 3SK3EMa,
TOKCUYECKUN SMUACPMATBbHBIA HEKPOJIU3, aHTHOHEBPOTUIECKHUI OTEK, MyJIbTUMOPQHAs dpUTeMa,
1icopuas, aJUIepruyecKuil AepMaTuT, IypIypa, MamyJjie3Has Cblllb, MAaKyJsSpHas CbIb; PeOKO —
niceBaonopupusi, cToikas JeKapCTBEHHAsl dpUTEMA; Yacmoma HeuzeecmHa — KoxkHas (opma
CUCTEMHOIl KpacHON BOJYaHKH, JIEKAPCTBEHHAs peakius ¢ S03MHOGUINEeH U CHUCTEMHBIMU
CUMITOMaMH.

Hapywenusa co cmoponbt onopHo-06u2amenbH020 annapama u cOeOUHUMENAbHOU MKAHU:
yacmo — 00Jb B CIIUHE; Heuacmo — apTPUT; 4acmoma Heu38ecmua — NePUOCTHUT.

Hapywenusa co cmoponvl IHOOKPDUHHOU CUCMEMbL. Heuacmo — HEA0CTaTOUYHOCTb KOPbI
HA/AMOYEYHUKOB, TUIIOTUPEO03; peOKO — TUIEPTUPEO3.

Hapywenus memaéonusma u nUmMAaHua. oueHvb yacmo — rnepudepudeckue OTEKH; Yacmo —
TUMOKATMEMHs], TUIOINIMKEMHUs, TUIOHATpUeMHusi (BBISBICHO B  IOCTPETHCTPALMOHHBIX
WCCJICJIOBAHUSAX ).

Ungpexyuu u wuneasuu: uyacmo — CUHYCUT, TaCTPOIHTEPUT, TUHTUBHUT; HEUaACmo —
NICEBAOMEMOPAHO3HBIN KOJIUT, TMM(AHTUT, IEPUTOHMUT.

Obdwue paccmpoiicmea u HapywieHus 6 mecme 66€0€HUA: 04eHb Yacmo — TUXOPAIKa; 4acmo —
03HO0, acTeHus, 00Jb B IPyIHOM KJETKe, IPUMIONOA00HOE 3a00eBaHNe, OTEK JUIa (BKIIIOYast
NepUOpOUTATIEHBIA OTEK, OTEK T'yOD W OTEK pTa); Heyacmo — PEaKlys/BOCHaleHHE Ha MecTe
UHBEKIUH.

Hapywenus co cmoponst UMMYHHOU CUCMEMbL: Heuacmo — AIEPTUUYEeCKUe peaKkinu; peoko —
aHa(UIAKTONIHBIE PEAKIIHH.

Hapywenus co cmoponst 2enamoodunuapHioil Cucmempl: 04eHb 4acmo — OTKIIOHEHUS! OT HOPMBbI
pe3yIbTaToOB (YHKIMOHAIBHBIX ~ TEYEHOYHBIX  TECTOB (ToBBILLIEHHE aKTUBHOCTHU
acraprataMMHOTpaHc(epasbl, aJlaHMHaMHUHOTpaHcdepassl, ImeaoyHoi ¢ocdartaspl, ramma-
TIIOTaMUITpaHcepassl, JIAKTaTACTHIPOTeHA3bl, THNEPOMIMPYOMHEMHS); Yacmo — KeNTyxa,
XOJIECTaTUYECKAs JKENTyXa, TEeMaTUT: Heuacmo — XOJEUUCTUT, XOJIEIUTHA3, YBEIUYCHUE TICUECHH,
IIEYEHOYHas! HE0CTaTOYHOCTb.

Ilcuxuueckue paccmpoiicmea: uacmo — TAJUTIOLMHAINM, AETIPECCHs, TPEeBOra, OECCOHHMIIA,
a)XHUTalus, CIIyTAaHHOCTb CO3HAHMSL.

Hoeooopazosanua 000poxauecmeennvie, 310KAYECMEEHHbIE U HEYMOUHEHHble (6KAI0UaAs

Kucmosl u I10Jlunbl).' yacmoma Heuz8ecmHa — ITHIOCKOKICTOYHBIM PaK KOXKH (BKJ’HO‘—IaSI
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 13.12.2024 N2 27698

B OVBHEH-.l OCNEOOBATENEHOCTE 0003)

IUTOCKOKJICTOYHBIN pak KOXKH iN Situ wiu 6os1e3H

Hccnedosanua. uacmo — TIOBBIIICHWE KOHIEHTPALMU KpEaTMHWHA B KPOBH; HeEuacmo —
ynnuHenne natepBana QT Ha 37eKTpokapanorpaMme, MOBBIIIEHHE KOHIIGHTPAI[M MOYEBHHBI B
KPOBH, ITOBBIIIEHNE KOHIIEHTPALIMH X0JIECTEPHHA B KPOBHU.

Ilo6ounoe oeiicmeue npu npumenenuu y Oemeii. ObLJIO YCTaHOBJICHO, YTO HEXKEJATENIbHbIE
a¢deKTh mpenaparta y AeTeld B Bo3pacte OT 3 (A7 JaHHOW JIeKapCTBEHHOH ¢opmbl) a0 12 ner
AQHAJIOTHYHBI TAKOBBIM Y B3pOCTBIX. Y JeTeil HaOmonanacs 0ojee BhICOKAs 4acTOTa MOBBIILICHHS
AaKTUBHOCTH II€UYEHOYHBIX (PepMEHTOB. B X0z1€ mocTperncTpaoHHbIX UCCIEI0BAHUIN BBISIBIECHO
pasBUTHE NIaHKpeaTuTa y JAeTedl Ha (oHe Tepalmuu BOPUKOHA30JIOM, a Takke OoJjiee yacroe
BO3HHKHOBEHHE KOKHBIX PEAKIINH.

Ilepeno3upoBka

N3BecTHO 0 TpEX ciyyasx ciay4yaiHOH mepeno3upoBKU BOpUKOHa30ja. Bee ynomsHyThIe citydan
IPOM30LUIN Yy JeTel, KOTOPhIM BHYTPUBEHHO OblIa BBEJECHA 1032 BOPUKOHA30ja, B ISATh pa3
NPEBBIMIAIONIAs PEKOMEHI0BaHHYI0. MiMeeTcss coolmienne o eauHUYHOM ciaydae ¢orododbun,
IPOJOKUTENBHOCTBIO 10 MUHYT.

AHTHIOT BOPHMKOHA30J1a HEU3BECTEH. B cilydae nepeo3upoBKHM NOKa3aHa CUMITOMAaTHYECKas U
HOJIeP KUBAIOLIast TEparusl.

[Ipenapatr budnypun ymansercs mnpu remoguanuse ¢ kiaupeHcoM 121 mu/mun. B ciydae
NePe03UPOBKH TeMO/IMAINA3 MOKET CIIOCOOCTBOBATH BBIBEICHIIO BOPHKOHA30JIa 3 OpraHu3Ma.
B3aumopeiicTBue ¢ APYTMMH JIEKAPCTBEHHBIMH CPeACTBAMH

WNHruOuTOphl WM HHAYKTOPBI n30dhepMenToB nutoxpoma Psso (CYP2C19, CYP2C9 u CYP3A4)
MOTYT BBI3BaTh, COOTBETCTBEHHO, TOBBIIICHUE WU CHIDKEHHE KOHIEHTpAIIMH BOPHKOHA30JIa B
TUIa3Me KpOBH.

BopukoHna3oi MHTHOUpYeT aKTUBHOCTH M30(epMeHTOB uToxpoma Paso — CYP2C19, CYP2C9 u
CYP3A4, — wu MoOXeT TMOBBIATh IUJIA3MEHHbIE KOHIEHTpPAlMM BEIIECTB, KOTOpbIE
MeTabOoIM3UPYIOTCS ¢ ydacTueM u3opepMeHToB mutoxpoma Paso (CYP 450), B wactHOCTH, 1715
BEIIECTB, KOTOpble MeTabommsupytorcs uzopepmenToM CYP3A4, Tak Kak BOPHUKOHA30I
apisiercs cuiabHbIM uHruouropom CYP3A4, xots ysennuenne AUC 3aBucut ot cyderpara (cMm.
TaOIUIly HUXKE).

B3anmMoneiicTBie BOPUKOHA30JIa C JAPYTUMH JICKAPCTBEHHBIMH CPEICTBAMH W PEKOMEHIAINU

IIpru OJHOBPEMCHHOM IMPUMCHCHUH MMPECACTABJICHBI B Ta6n1411e HUWXKE:

JlekapcTBeHHOe cpeacTBo | BzaumopaencrBue: U3MeHEHUs Pexomenaauuu npu
(MexaHu3M (papMaKOKHHETHYECKUX OJHOBPEMEHHOM
B3aHMO/IeiiCTBHS) napametpos (%) NPUMEHEHUH
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Acremuson, LH3aIpUI,

TUMO3U/I, XUHHJIUH,
tepdheHaIuH U nBaOpaauH
[cybocmpambt

CYP3A4]

usogepmenma

= oo
B3aumonelicTBue He I/ISV‘MJI'OCBI.I:

e A

OJIHAKO CYIIECTBYET BBICOKAS
BEPOATHOCTH, YTO MOBBIIICHHBIE
KOHIEHTpaLuu JTAHHBIX
JICKAPCTBEHHBIX CPEICTB MOTYT
MPUHECTU K YITUHEHUIO
untepBaga QTC um B penkux
CIIyJasix BO3HHUKHOBEHUIO
JKEITyJOUYKOBOM TaxuKapIUH IO

THUILY «ITUPYIT»

(cm. paznen

«IIpoTuBOIIOKa3aHUA»)

Kapbamazenun u qnurensbHo | BzaumopelicTBue He n3ydanocs, |[I[poTuBonokazano
neiicTByromue 0apOUTypaThl | 0THAKO KapOaMa3zenuH u | (cM. pa3aen

(BkITrOUAs, HO HE | JUIUTEIBHO neiicryromue | «lIpoTuBonokazanus»)
OTPaHUYHBASICH, OapOuTyparbl, BEPOSITHO, MOTYT

dbenobapOuTa, 3HAYUTEIILHO CHHXKATh

MedobapOuTa) MJIa3MECHHBIC KOHIICHTPAILIUH

[mownbie UHOYKMOPbl | BOPHKOHA30J1a

yumoxpoma Paso ]

O¢daBupens

(HEeHYKJICO3H/IHBII

UHTHOUTOpP oOpatHolt

TPaHCKPHUIITA3bI)

[unoykmop yumoxpoma Paso:

uHeubumop u  cybocmpam

uzogpepmenma CYP3A4]

OpnnoBpemenHoe mpuMenenue | Cmax 3¢paBupensa 1T 38 % [Ipumenenue CTaHIapTHBIX
sadasupenza B no3ze 400 mr|AUC:>dasupensa 1 44 % 7103 BOPUKOHA30J1a u

OJJUH pas B CYTKH n

BOpHKOHAa30ja B 103¢ 200 mr

JIBa pa3a B CyTKH *

OmHOBpEMEHHOE PUMEHEHHE

Cmax BopukoHasona | 61 %

AUC; Bopukonazona | 77 %

B cpaBHenun c sdaBupeHzoM

a¢daBupenza B go03e 400 wmr
OIWH pa3 B CYTKH WM BBILIC
MPOTUBOMNOKA3aHO (CM. pa3aen

«IIpoTuBoONIOKa3aHUN).

OnmHOBpEeMEHHOE MPUMEHEHHE
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300 mr >¢aBupeH3a OauH pa3
B CyTKM U BopukoHazona 400

MTI" IBa pa3a B CYTKH

S e Wl |
LTI

B CYTKH:

600 mr oguH pa3

TeosMoxeo, = T T ey

Cmax ddaBupeHsa <>

AUC;>¢dasupensa 1 17%

B cpaBHEHMH C BOPMKOHA30JI0M
200 mr 11Ba pa3a B CyTKH:
Cmax BopukoHazoina 1T 23 %

AUC; Bopukonazona | 7 %

noAACpIKUBaromas J03a

BOPUKOHA30J1a Oyxer
noBbilieHa A0 400 mr 1Ba pasa
B CyTKH, a Jo03a 3¢aBuUpeH3a
cumkena 10 300 mr onuH pa3
B cyTku. [locie mpekpaiieHus
Tepanuu BOPUKOHA30JI0M,
HavanpHas Jo03a J(aBUpeH3a

JI0JIKHA OBITH BOCCTAHOBJICHA.

AJKanoupl CIOPBIHBH BsaumopeiictBue He u3yyanocs, | [IpotuBonokazano
(BkiTIOUAs, HO HE | 0IHAKO CYIIECTBYET | (CM. pa3zien
OTPaHUYMBASCH, SPTOTAMUH U | BEPOSITHOCTh, YTO BOPHUKOHA301 | «IIpoTHBOIOKa3aHU )
JTUTUAPOIPTOTAMUH) MOJKET BBI3BIBATh IIOBBILIICHHE
[cybcmpamel  uzoghepmenma | KOHIICHTpALUI ATKaJIOUJIOB
CYP3A4] CIIOPBIHBM B IUTa3M€ KPOBHU H
MPUBOJUTH K 3PTOTH3MY .
Jlypasunon B3anmMopencTeue He n3y4anocs, | [IporuBonokasano
[cybcmpamer  usoghepmenma | onHaKoO, BOPUKOHA301, | (CM. pa3zien
CYP3A4] BEPOSITHO, MOYKET 3HAYMTEIBHO | «IIpoTHBOMOKA3aHUS)
TIOBBIIIATh TUTa3MEHHbBIE
KOHIICHTPAIIUH JTypa3uI0Ha.
Hamnoxkceron B3auMopeicTeue He u3yvanocs, | [Iporusonokasano
[cybcmpamer  usoghepmenma | onHaxKo, BOPUKOHA301, | (CM. pa3zien
CYP3A4] BEPOATHO, MOXKET 3HAa4YMTENbHO | «IIpoTHBOIIOKA3aHUA»)
TIOBBIIIATH TUTa3MEHHbBIE
KOHIIEHTPALMU HAJIOKCEroa.
Pudabyrun
[mownvrii UHOYKMOP
yumoxpoma Paso]
300 mMr oauH pa3 B CyTKHU Cmax BopukoHasona | 69 % [IpoTuBONmOKa3aHO
AUC; Bopukonazona | 78 % (cm. paznen

Cmax pudadyTura 1 195 %
AUC; pupadbytuna 1 331 %

«IIpoTHBOIIOKA3aHUA»)
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300 Mr omumH pa3 B CyTKHU

(mpu OJTHOBPEMEHHOM
IPUMEHEHUN c
BopukoHazoiaoM 400 mr nBa

pasa B cyTkn)*

FOCOBATENEROCTE 0003)

B cpaBHEHMHM C BOPMKOHA30JI0M
200 mr nBa pasza u CyTKH:
Cmax Bopukonazoia 7 104 %

AUC: Bopukonazona 1 87 %

Pudamnunun (600 mr onauH |Cmax BopuKoHa3zomna | 93 % [IpotrBOnOKa3aHoO

pa3 B CYTKH) AUC; Bopukonazomna | 96 % (cM. pazzmen

[mowHbliL UHOYKMOP «IIpoTuBOIIOKa3aHUA»)
yumoxpoma Paso)

PuronaBup (mHTHOUTOD

mpoTeas)

[mownvrii UHOYKMOP

yumoxpoma Paso: uneubumop
u cybcmpam uszopepmenma
CYP3A4]

Bricokune noser (400 mMr ama

paza B CyTKH)

Huzkue no3er (100 Mr nBa

pasa B CyTkH)*

Cmax 1 AUC; puToHaBupa <«
Crmax BopuKoHazomna | 66%

AUC. Bopukonazona | 82 %

Crmax putoHaBupa | 25 %
AUC: puronasupa | 13 %
Cmax Bopukonazona | 24 %

AUC:; Bopukonazona | 39 %

OnHOBpeMEHHOE NPUMEHEHUE
BOPHKOHA30J1a U BBICOKHUX 703
puronasupa (400 Mr u BbiIE
JBa pasa B CYTKHU
MIPOTUBOIMOKA3aHO (CM. pasjien
«IIpoTHUBOIIOKa3aHUA).

[TpumMeHSATH  OJTHOBPEMEHHO
BOPUKOHA30J M PUTOHABUP B
Hu3kux fo3ax (100 mr 2 paza B
CYyTKH) CleAyeT JHIIb B TOM
ciryuae,

€CJIn OXXHuaacMas

I10JIb3a oT npucma

BOPHKOHAa30J1a 3HAYUTCIBHO

MMPEBBIIIACT PHUCK oT nux

COBMCCTHOT'O IPUMCHCHHUA.

3Bepo00it POABIPSIBICHHBII
[unoyxmop yumoxpoma Paso

u P-enuxonpomeunal

CoracHo TAaHHBIM
HE3aBUCUMOT'O UCCIIEOBAHNA:

AUC.. BopukoHasona | 59 %

IIpoTuBOMIOKa3aHO
(cm. paznmen

«IIpoTHBOIIOKa3aHUA»)
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300 Mr Tpm pasa B CYyTKHU
(0oTHOBpEMEHHOE
NPUMEHEHHE C OIHOKPATHOM

10301 BoprkoHazona 400 mr)

AL

EQOBATENBHOCTE 0003)

TonBanran B3anmopeiictBue He U3ydanocs, | [IpoTuBonokazano

[cyocmpam  uzoghepmenma | oiHAKO BOPUKOHA30, | (CM. pa3zen

CYP3A4] BEPOSITHO, MOXET 3HAYUTENbHO | «IIpoTHBOIIOKAa3aHUS)
MOBBILIATD 1a3MEHHbIE
KOHIICHTPALIMH TOJIBAIITAHA.

Beneroknakc B3aumopeiictBue He n3ydanoch, | OqHOBpEMEHHOE IPUMEHEHHE

[cybempam CYP3A4] OJIHAKO BOPHKOHA30J1, | BOPMKOHA30J1a ¥ BEHETOKJIaKCca
BEPOATHO, MOXXET BBI3BIBATH |[IPOTUBOMOKA3aHO B Hadaje
3HAYUTEIBHOE TIOBBIIIICHHE | TEPAIIUKA BEHETOKJIAKCOM U BO
TUTa3MEHHBIX KOHIICHTPAIIUH [BpeMsi ~ TUTPOBAaHUS  JIO3BI
BEHETOKJIAaKCa. BEHETOKIakca (cM. paszzen

«[IpoTHBOIIOKA3aHHS» ).
TpeOyercsi CHUXKEHHE JO3bI
dbaze

BCHCTOKIJIaAKCa B

IOCTOSIHHOM CYTOYHOW J103bI B

COOTBETCTBUU c
MHCTPYKLIUSIMHU 1o
IIPUMEHEHHUIO npenapara;

PEKOMEHIyeTCsl  TIIATEJIbHbIN

KOHTPOJIb Ha npeaMer
0OHapyKeHUS MIPU3HAKOB
TOKCUYHOCTH.

O®nykonazon (200 mr onnu | Cmax BopukoHaszona T 57 % [Moaxomsmmu pexum

pa3 B CYTKH) AUC; Bopukonazona 1 79 % KOPPEKLUUU  JI03bI u/unm

[uneubumop uzopepmenmos |smenenuss Cmax U AUC;|9acToTh npuemMa

CYP2C9,
CYP3A4]

CYP2CI19 u

(bayKoHa3051a HE YCTaHOBJICHBI

BOpPHKOHA307a U (HIIyKoHa30/1a
HE yCTaHOBJEH. B Tom ciydae,
ecnu BOPHUKOHA30]
MMPUMCHACTCA I10CJIC

(baykoHa30/1a, PEKOMEHIYETCS
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KOHTPOJIb HCXCIIaTCIIbHBIX

pCaKHHﬁ, CBA3aHHBIX C

IIpUEMOM BOPHUKOHA30J1a.

DeHUTONH
[cyocmpam  uzoppepmenma
CYP2C9 u MOWHDBLL

uHoykmop yumoxpoma Paso]

300 Mr oguH pa3 B CyTKU

300 Mr omuH pa3 B CyTKHU
(omHOBpEMEHHOE

IpUMEHEeHHe c
BOpUKOHa30J0M B Jo03e 400

MT JIBa pa3a B CyTKH) *

Cmax Bopukonazoina | 49 %

AUC; Bopukonazona | 69 %

Cmax berutonna 1 67 %

AUC: ¢penuronna 1 81 %

B cpaBHEHHe ¢ BOpMKOHA30J0M
200 mr 11Ba pasa B CYTKH,

Cmax Bopukonazoina 1 34 %

AUC; Bopukonazona T 39%

Cnenyer n3berarb

OJTHOBPEMEHHOTO npuema
BOPHKOHa307a U ()EHUTOWHA,
32 HCKJIIOYCHHEM  CIIy4aes,
KOTJa TOjb3a IS TalueHTa
MPEBbINIACT PUCK.
Pexomenmyercss TIIATEIbHBIN
KOHTPOJIb TUIa3MEHHBIX
KOHIICHTpaluii ()eHUTOMHA.

OnHOBpeMEHHOE NPUMEHEHUE
BO3MOXKHO TOJBKO B CIlydae,
ecly MOJAJepXKHUBAIONIAs 1034
BOPHKOHA30J1a Oyner

yBeIMYeHa 110 5 MI/Kkr
BHYTpUBEHHO nuiu ¢ 200 Mr no
400 Mr BHYTpb [1Ba pasza B
CYTKHU (y HallMEHTOB C Maccou
tena meHee 40 kxr co 100 mr 1o
200 Mr BHYTpb JBa pasza B

CYTKH).

JlerepmoBup
[uneubumop uzopepmenmos

CYP2C9 u CYP2C19]

Cmax BopukoHasonia | 39 %
AUC.12 Bopukonasomna | 44%

C12 Bopukonazona | 51%

Ecnun HeBO3MOXHO H30€XaTh
OJIHOBpeMeHHOl"O HpI/IMeHeHI/ISI
BOPUKOHA30J1a U JIETEPMOBHUPA,
HEO0OXOUMO KOHTPOJIMPOBATH
COCTOSIHHE

nameHTa Ha

MpEeIMET BO3MOXHON MOTEPH
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COOTBETCTEBYET JKCNEPTHOMY OTYETY
oT 13.12.2024 Nz 27658
(ACCHE ﬂr‘d)%ﬁ'r%géﬂﬁ CTe 0003
BOPHUKOHA30J1a.
DyKIOKCAUIIMH B3aumosaeiicTBre He M3ydanocs, | Eciu OJTHOBPEMEHHOT'O

[unoyxmop CYP450]

OJIHAKO IIOCTyIIaJIn COO6IH€HI/IH

IIPUMEHCHUSA BOPHKOHA30Ja H

0 3HAUUTEIIFHOM CHW)XEHUH | (DIyKIOKCAUMILIMHA, U30eKaTh
KOHIICHTPAllM BOPUKOHA30J1a B | HEJb3S, HE0OX0AUMO
ia3zme KPOBHU IpY | KOHTPOJIUPOBATh  COCTOSTHHE
OJHOBPEMEHHOM NPUMEHCHHH C |TTAl[HEHTOB  HAa  MIpPEAMET
(ITyKIIOKCAIIUINHOM. BO3MOYKHOU noTepu
3¢ (HeKTHBHOCTH
BOPHKOHA30J1a.
JlembopekcaHT BzaumopeiicTBue He M3y4anocs, | Cremyer nzoerartb
[cybcmpam  uzogpepmenma|ogHAKO BOPUKOHA30J, | OTHOBPEMEHHOTO TIPUMEHEHUS
CYP3A4] BEPOSATHO, MOBBILIAET | BOPUKOHA30J1a u
KOHLIEHTPALUIO JIeMOOpEeKCaHTa | IeMOOpeKCaHTa.
B IJIa3Me KPOBH.
['mazneru6 B3anmoneiicTBue He n3y4anocs, | Ecmu HEeBO3MOXKHO H30ekKaTh
[cybcmpam  uzogpepmenma|ogHAKO BEPOSTHO, 9TO | OTHOBPEMEHHOTO
CYP3A4] BOPHUKOHA30J1 MOBBILIACT | IPUMEHEHUS, PEKOMEHAYETCS

KOHICHTPAINUIO I‘J'Ia3I[el"I/I6a B
mIasMe€ KpOBM MW IIOBBIIIACT

pHCK

QT.

YUIMHEHUS ~MHTEpBaJla

gacTblii MOoHUTOpUHT OKI'.

WHruOuTOpsl THPO3UHKHUHA3BI
[cyocmpamer  uzogpepmenma
CYP3A4]

(BKITIOUAS, HO HE
OTPaHUYUBASACh, AKCUTUHUO,
003yTHHNO, Kab03aHTHUHUO,
[EPUTUHUO, KOOMMETHHUO,
nabpadenuo, Na3aTUHUO,
HUJIOTUHHO, CYHUTHHUO,

nOpyTHHHUO, puOOLUKIINO)

B3aumoneicTerue He U3y4anocs,
OJHAKO, BOPUKOHA30J MOMKET
MOBBIIIATH Ma3sMeHHbBIE
KOHIIEHTPAllMd  WHTHUOUTOPOB
TUPO3UHKHUHA3BI,

MeTabomm3upyemsix CYP3A4.

Ecnu HeBO3MOXHO u30ekaTh
OJIHOBPEMEHHOTO
IIPUMEHEHHUsI, PEKOMEHYETCs

CHHXXCHHEC JO3bI I/IHFI/I6I/ITOpa

TUPO3UHKUHA3BI u
TIIATEILHBIN KJIIMHAYECKUI
MOHUTOPHHT.

AHTI/IKOEle.HSIHTBI

MakcuManbHOE YBCIIMUCHUC

PCKOMCHI[yeTCH TIIATEIbHBIN
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(30

OIHOKpPATHO OJHOBPEMCHHO C

Bapdapun MI
BopukoHazojoM 300 mr nBa
pasa B CyTKH)
[cyocmpam  uzopepmenma
CYP2C9]
HApyrue

KyMapHHBI,

nepopabHbIe
BKJIIOYasi HO HE
OTPaHUYHBAACH,
(eHnpOKyMOH,
alleHOKyMapoJI

[cybcmpamer uzoghepmenmos

IPOTPOMOUHOBOLO

BOANMCHH TMOHRTODHHE | = = | = == 4=

ObUTO TPHONHM3UTEIBHO B JIBa

pasa.

B3anmoaeiicTBre HEe M3y4anoch,
OJIHAKO, BOPHKOHA30J] MOXKET
YBEITUYUBATH IUTa3MEHHBIE
KOHIIGHTpAllUi KyMapHHOB, 4YTO
MOJKET MIPUBOIUTH K

MOBBIIICHUIO TPOTPOMOUHOBOTO

MPOTPOMOMHOBOTO  BPEMEHU

Wi Jpyrue

MOIXOAIIHE
AHTUKOATYJIAIIMOHHBIE TECTHI,
a /103y  aHTHUKOAryJsIHTOB
ClelyeT  COOTBETCTBYIOIIMM

00pa3oM KOpPEKTUPOBATh.

CYP2C9 u CYP3A44] BPEMECHU.
HBakadTop B3anMopeincTeue He n3y4anocs, | Pekomennyercs CHIDKEHUE
[cybocmpam  uzogepmenma|0aHAKO, BOPHKOHA301, | 103bI UBaKadTopa.
CYP3A4] BEPOSITHO, MOJXKET IIOBBINIATH
TUIa3MEHHBIE KOHIICHTPALIU!
uBakadTopa, 4TO MOXET
NPUBOJIUTH K  TIOBBIIICHUIO
pucKa  pPa3BUTHUA  MOOOYHBIX
peaKkuui.
O30MUKIIOH B3anmMopeicTeue He n3ydanocs, | Pekomennyercs CHIDKEHUE
[cyocmpam  uzogepmenma|oaHAKO, BEPOSITHO, YTO | 03Bl 330IHMKJIOHA.
CYP3A4 BOPHUKOHA30J1 YBEJIMYNBAET
TUTa3MEHHBIE KOHIICHTPAIMH U
CEJaTUBHBIN ekt
930MHUKJIIOHA.
Bbenzoanasenuus Pexomenayercs OLIEHUTD
[cybcmpamel  uzogpepmenma 11eJIECO00PA3HOCTh CHIDKCHHS
CYP3A4] 0361 OEH30MA3EIINHOB.
Mpunazonam CornacHo JTAaHHBIM
(0,05 MT/KT B/B | HE3aBUCHMOTI'O HCCJICAOBAHUS:

OJTHOKpATHasl 1032)

AUCo.. mumazomama 1T B 3,7-

paza
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COOTBETCTBYET 3K

ot 13.12.2024 N= 27638

CMEPTHO

MY OTYETY

R Nk

Mupgasomnam (7,5 MT
NepOpPaTbHO OJHOKpATHAS

71032 BHYTPb)

CoracHo

ﬂgﬁgg&EJC BATENBHOC TE 00d3]

HE3aBHCHMOTI'0 UCCIIEOBAHNUS:
Cmax Muz1azosiama 1 B 3,8-paza

AUCo.., Munazonama 1 B 10,3

pasa
Hpyrue OeHszonuasenuubl | B3aumoaeiictBue He n3y4anocsh,
(BKIJTIOYAS, HO HE |OJJHAKO BOPHKOHA30J MOXET
OTPaHWYMBASACH: TpPHUA30J1aM, | BbI3bIBATH MOBBIILICHUE
ajnpasoyam) IJIa3MEHHBIX KOHLEHTpaluui
JIPYTHUX OeH3011Ma3e1HOB,
KOTOpBIE  METa0OIU3UPYIOTCS
nox JeiictBueM wuzodepmeHTa
CYP3A4, u BbI3bIBATH PA3BUTHE
IIPOJIOHTUPOBAHHOTO
cenaTuBHOTO Y deKTa.
NMMyHOCYTIpeccaHThl

[cybcmpamer uzopepmenma
CYP3A4]

Cuponumyc (2 MT

OJIHOKPATHO)

OBepouMyc

[maxorce cybecmpam P-gp]

Huknocnopus (y ManueHTOB,
MEePEHECIINX

TPaHCIIaHTAIHUIO IIOYKH,

CornacHo JTaHHBIM
HE3aBHCHUMOT'O UCCIIEJIOBAHUH:
Cmax cuposnumyca T B 6,6 pa3
AUCo. cuponmmyca 1 B 11 pa3

B3aumoneicTerue He U3y4anocs,

OJTHaKO BOPHKOHA30J1,
BEPOSTHO, MOXET BBHI3BIBAThH
3HA4YUTCIIBHOC ITOBBIIIICHUEC
IIJTa3MEHHBIX KOHIIGHTpaHI/Iﬁ
3BEPOIIIMYCa.

Cmax mukiocnopuna T 13%

AUC: nuxnocniopuna 1 70 %

OpnHOBpeMEHHOE TNpPUMEHEHHUE
BOPUKOHA307a M CHPOJIUMYycCa
MIPOTUBOIIOKA3aHO (CM. pazjien
«IIpoTHBOIIOKa3aHUN).

OpnHOBpeMEHHOE NpUMEHEHHUE
BOPUKOHA30J1a ¥ 3BEPOJIUMYycCa
HE PEKOMEH]IyeTCsl, ITOCKOJIbKY

OKHNOACTCA, YTO BOPHUKOHA30JI

MOJKET 3HAYUTEIIBHO
MOBBILIATH IJ1a3MEHHBIE
KOHIIEHTPALlUM  3BEPOJIMMYyCa
(cm. pasnmen «Oco0ObIe
YKa3aHUsD).

ITpun Ha3HAYECHUU
BOPHMKOHA30J1a HalueHTam,

MOJTYYaIOIUM  ITUKJIOCTIOPHH,
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COCTOSIHMM M IOJIy4YalromuX J03y LHUKJIOCIHOpHHA BJABOC H
Tepanuo uHKnocnopHHOM) KOHTPOJIMPOBATh €ro

KOHLEHTPAalUUl0 B  ILIa3Me
KpPOBH. IToBbiIEHNE
KOHIICHTpAllUX LIUKJIOCIIOPUHA
COIPOBOKIACTCS

HedpoTrokcuyHocThio.  [locine

OTMEHBI BOPHKOHA30J1a
HEOOX0IMMO TIIATEILHO
KOHTPOJIUPOBATH
KOHILIEHTPAIIUIO

LUKJIOCIIOPUHA u npu

HEOOXOOMMOCTH  VBEJIWYHUTH

ero J103y.
Takpomumyc (0,1  wmr/kr|Cmax Takponumyca 1 117 % [Ipn Ha3HauYE€HUU
OJIHOKPATHO) AUC; takponumyca 1 221 % BOPHKOHA30J1a MalHUeHTaM,

[OJIyYalolUM  TaKpOJUMYC,
PEKOMEHIyeTCsI ~ YMEHBIIUTH
J03y TIOCJIEIHEro J0 OJHOU
TPETH HAYaJbHOM JO3Bl H
THIATEIbHO ~ KOHTPOJINPOBATH
€ro KOHIIEHTpalMIO B IUIa3Me
KpPOBH. IToBeiIEHME
KOHLEHTPAllUM  TaKpOJIUMyca
COIPOBOXKIAETCS

HeppoTrokcuyHocThio.  [locine

OTMEHBI BOPHKOHA30J14
Heo0X0aAUMO TIIATEIHLHO
KOHTPOJIHUPOBATH

KOHIICHTpAIUK TaKpOJHUMYycCa

u opu HCO6XOI[I/IMOCTI/I

YBCJIHUYHUTE €0 A03Y.
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OTIHATHI BO3MOYKHOCTh CHUKEHUS J103bI
[cybcmpamer  usoghepmenma OKCHKOJIOHA u JpyTux
CYP3A4] JUTATEIILHO JEHUCTBYIOIINX
OKCcUKOJ0H (10 mr | CornacHo JTAaHHBIM | OITMATOB, META0OJIU3UPYEMBIX
OJIHOKPATHO) HE3aBUCHMOTO MCCIIEIOBaHUS: | U30(epPMEHTOM CYP3A4

Cmax okcukogoHna 1 B 1,7 pas

AUC,., okonkosioHa 1 B 3,6 pa3

(Hanpumep, TUAPOKOIOHA).

MoxeT nOHaIO00UTHECSA YaCThIN

KOHTPOJITb COCTOSIHUS
ManueHTa Ha npeaMeT
pa3BUTHUA HeXKeNaTeIbHbBIX
peaxiui, CBSI3aHHBIX c
OMHAaTaMHU.

Metanon (32-100 mr onauH|Cmax R-meramona (axtuBHOrO | Pekomenmyercs YacCThIN

paj B CyTKH) metabomura) T 31 % KOHTpPOJIb COCTOSIHUS

[cyocmpam — uzopepmenma| AUC: R-meragona (aKTHBHOTO |MalueHTa Ha MpeaAMET

CYP3A4] Metabonuta) T 47 % pa3BUTHS HEeXeIaTeIbHBIX

Cmax S-meramona 1 65 % peaknuii W TOKCUYHOCTH (B

AUC; S-metagona 1 103 % TOM quclie, YIJIMHEHUE
untepBana OT), cBsI3aHHBIX C
METaJIOHOM. Bo3MmoxkHoO,
MOHAJI00UTCSI CHIMKEHHUE O3Bl
MeTa/IoHa.

Hecrepouansie Pexomenayercs 4acThIi

MIPOTUBOBOCIIATTUTEIIEHEIC KOHTPOJTH COCTOSTHUS

npenapats! (HIIBIT) MalHEeHTA Ha IIpeAMET

[cyocmpamer  usoghepmenma pa3BUTUA HeXKeNaTeIbHBIX

CYP2C9] peakuuii ©  TOKCHUYHOCTH,

N6ynpoden (400 MT | Cmax S-ubynpodena 1 20 % cesazanHbix ¢ HIIBII. Moxer

OJIHOKPATHO) AUCo.» S-ubympodena 1 100 % |moTpedoBaThes CHW)KCHHE

Juxnodenax (50 MT | Cmax Tuksnodenaka 7 114 % no3s1 HIIBII.

OJIHOKPATHO) AUC., nuknodenaka 1 78 %

Owmenpazon (40 mr oaun pa3|Cmax oMenpazona T 116 % Koppexmust JT03bI

B CyTKH) * AUC; omenpazomna 1 280% BOPHKOHA30J1a HE
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[uneubumop  uzoppepmenma
CYP2C19; cyocmpam
usogpepmenmos CYP2CI19 u

CYP3A4]

Cmax BOpUKOHA3

a1 15 %~ | HeROMCHTYSTCH, -

ey
1o UUUa)

AUC; Bopukonazona 1 41 %

B OPHMKOHA30JI TaKX€  MOXET

yrHeTaTh  JEHUCTBUE

JIpyTux
MHIHOUTOPOB IIPOTOHHOMN

MOMITBI, KOTOPBIE  SIBJISIFOTCS
cybcTtpaTtamu

CYP2C19,

n3odepmenTa
9TO MOXKET
MNPUBOJIUTH K  TIOBBIIICHUIO
TTa3MEHHBIX KOHIIEHTpaIui

9THUX JICKAPCTBCHHBIX CPCIACTB.

IIpun Havajue npuema

BOPHUKOHA30J1a HalUeHTaM,
yK€ MOJIyYaIOIUM TEpaIuio
omenpaszoynoM B jo3ax 40 mr
WA BBIIIE, PEKOMEHIYETCS
CHIKEHHE JI03bI OMENpasoia B

J[Ba pa3sa.

[TepopanbHbie
KOHTpAaIenTUBbI*
[cybocmpamer  uzogepmenma
CYP3A44;

usogpepmenma CYP2C19]

UHeUOUMOPYL

Cmax aTHHUIACTpaauona T 36 %
AUC;
61%

STUHWIBCTpaauonaa 1

Cmax HOpaTHCTEpOHa T 15 %

AUC; Hopatucrepona T 53 %

Pexomennyercs KOHTpPOJIb
COCTOSIHMS ~ [AMeHTa  Ha
IIpeAMET pa3BUTHUA
HEXENaTeIIbHbIX peakuui,

CBsA3aHHBIX C IIPHUMCHCHUCM

Hopatucrepon/stuammctpa | Cmax BopukoHasona T 14 % nepopaIbHbIX

JINOJT AUC; Bopukonazoina 1 46 % KOHTPAIICTITHBOB u
(1 mr/0,35 mMr omuH pa3 B BOPUKOHA3071a.

CYTKH)

Hapkotnueckue ananpreruku | CoracHO naHHbeM | Crieyer OIICHHUTH

KOpPOTKOT'O JEHCTBUS

[cybcmpamer  uzogpepmenma
CYP3A44]

Andenranmn  (ogHOKpaTHas
7032 20 MKI/KT c
OJIHOBPEMEHHBIM

MPUMEHEHHEM HAIOKCOHA)
denrannn (omHOKpaTHAs

71032 5 MKI/KT)

HE3aBUCHUMOTO UCCIICAOBAHHUA:

AUCo.» andenranuna 1 B 6 pa3

CornacHo JTaHHBIM

HE3aBUCUMOI0 MCCIIEN0BAHUS
AUCo.. dentanmna 1 B 1,34

pasza

BO3MOXHOCTBb CHMXKXCHHS O03bI

andeHTaHnna, (QeHTaHwIa Hu
JIpyTuX HapKOTHYECKHX
aHaJIbT€TUKOB KOPOTKOTO

JIEHCTBHSI, UMEIOIIUX CXOXKYIO

C aJ'I(I)eHTaHI/IJ'IOM XUMHYCCKYIO

CIpYKTypy u
MeTaboIM3UPYyEMBIX
n3o0(epMeHTOM CYP3A4
(Hampumep, cy(eHTaHuma).
Pexomennyercs

pacIIMpEHHBIN WU YaCThIi
KOHTPOJIb COCTOSIHUSI
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pa3BUTHS yTHETCHUs! (PYHKIUU

JbIXaHHUA nim

JIPYTUX

MOOOYHBIX 3¢ dexTos,

CBA3aHHBIX C HAPKOTHYCCKUMU

aHaJbreTHKAMH KOPOTKOTO
IEUCTBUA.

Cratunsl (manpumep, | BzaumonelictBue He u3ydanocs, | Ecnu HeBO3MOXXHO u30exaTh

JIOBACTaTHH) OJTHAKO, BEPOSITHO, | OTHOBPEMEHHOTO MTPUMEHEHHS

[cybcmpamer  usoghepmenma | BOpUKOHA30I MOJKET | BODHKOHA30JIa M  CTaTUHOB,

CYP3A4] YBEJIMYMBATH IUTa3MEHHBIE | KOTOpbIE  MEeTabOIH3UPYIOTCS
KOHIIEHTpaLUK1 CTaTHHOB, | U30(hepMEHTOM CYP3A4,
KOTOpBIE  METabOIM3HUPYIOTCS | CIeTyeT OLICHUTH
m3opepmentom  CYP3A4 1 |BO3MOXKHOCTH CHUKEHUS JO3BI
MOJKET MIPUBOIUTH K |CTaTHHA.
pabIoOMHONH3Y.

[TpousBoaHbie B3anmopeiicTBue He M3ydanock, | PekoMeHnyercs — TIIATEIBHO

CYIb(OHUIMOYEBUHBI OJTHAKO, BEPOSITHO, | KOHTPOJIUPOBATH

(BkiTIOUAs, HO HE | BOPHKOHA30]I MOJKET | KOHLIEHTPAIMIO TJIFOKO3bI B

OTPaHUYUBASACH, TOIOYTaMUI, | yBEIHUNBATH IUIa3MeHHbIe [Tu1a3Me  kpoBu.  Cremyet

TJTATTU3U]T, TIHOYPHU/T) KOHIICHTPAallM  MPOW3BOJHBIX | pPACCMOTPETh  BO3MOXHOCTb

[cyocmpamer  uzogepmenma | cynbHOHUIMOUECBUHBI U |CHIDKCHHSI JI03bl IIpernapaToB

CYP2C9] ABIIATHCS MPUYMHOMH | CYIb(OHUIMOUEBUHBI.
TUIOTJINKEMHH.

Ankanousl OapBuHKa | BzaumogeiicTBue He u3ydasnocsk, | Pekomenayercs OLICHUTH

(BkITFOUAs, HO HE | OJTHAKO, BEPOATHO, | 11eJIECO00Pa3HOCTh KOPPEKIIUU

OrpaHN4MBasdgCh, BUHKPUCTUH

BOPHUKOHA30JI MOKCT IOBBIIIATH

J03bI aJIKAJIOUJ0B 6apBI/IHI(a.

Y BUHOJIACTHH) coJiep>KaHue QJIKAJIOUJIOB

[cyocmpamer  uzogpepmenma |GapBUHKA B IUIa3ME€ KPOBH H

CYP3A4] BbI3bIBaTh HEUPOTOKCUYHOCTD.

Hpyrue uHTHOUTOPHI | KNnMHMUecKkHu He U3ydeHo. Pekomenayercss TIIaTenbHBIN
NpoTeasbl (MIT) BUY | UccnenoBanus in Vitro | KoHTpOJIb COCTOSHUS
(BkITROUAs, HO HE | CBUJICTENICTBYIOT O TOM, 4TO |MAIMEeHTa Ha npeaMeT

OorpaHn4rBasiCb, CaKBHHaBHUP,

BOPHKOHA30J1 MOXKET

pa3BUTHA JTIOOBIX MPOSBICHUN
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amIrpeHaBHp U HenduHaBup)™*

[uneubumopwt u cybocmpamot

MeTaBOIM FAEKAPCTCHAON TORCUUHOCTH

u/unm OTCYTCTBHUS
s dextuBHOCTH. BO3MOXKHO,
MOHAZI00UTCST KOPPEKIUS 03I
MpEeraparos..

uszogpepmenma CYP3A4]
Hpyrue HEHYKJICO3HTHBIE
UHTUOUTOPBI obOpaTtHoit
tpa"ckpunrassl  (HHHOT)
(BrITROUAS, HO HE
OTPaHUYMBAsCh, JICITABUPJIUH,
HEBHPAITUH)™*

[uneubumopwi unu

UHOYKmMopwsl yumoxpoma Pasg

u cybcmpamsl uzogpepmenma

CYP3A4]

UHTUOMPOBATH

uHruourtopos nporeasst BUU. B
CBOIO oOuepelb, WHTHOUTOPHI
MpOTEa3bl B1Y MOTYT
MOAABJISITh MeTaboIu3M
BOPHUKOHA3071a.

Knunuuecku He n3ydeHo.
UccnenoBanus in vitro
MOKa3ajad, dYTO0 METa00IU3M
BOPHKOHA30Ja MOXET
YTHETaThCS MOJA  JIEHCTBUEM
HHUOT, a Bopukona3zon B

CBOHO O“IepeI[I) MOXET yrHeTaTI)
metabonuzm HHUOT.

Ha ocHOBaHMM TOJYy4YCHHBIX
pe3yIbTaToB

s dekra

BOPUKOHA3011,

HccIea0BaHUs
a¢aBupeH3a Ha
MOHO
npeanonoxutrb, uro HHUOT
MOTYT YCUJIHMBaTh MeTaboIu3M

BOPHKOHA30J1a.

PexoMenayercsi TIATEIbHBIN

KOHTPOJIb COCTOSIHUS
naryenHTa Ha npeaMeT
pa3sBUTHUSA JIEKapCTBEHHOMN
TOKCUYHOCTH u/uim
OTCYTCTBUSL  3(PPEKTUBHOCTH.
Bo3moskHo, norpedyeTcst

KOPPEKILHMSI 03Bl [TPEnapaToB.

TpeTtuHouH
[cy6cmpam — uzopepmenma

CYP3A4]

B3anmoneiicTBre HE M3y4anoch,
OZHAKO, BOPUKOHA30J MOXKET
MOBBIIIATH KOHLIEHTPaLUU
TpeTI/IHOI/IHa 1 IIOBBIIIIATH pI/ICK
pa3BUTHA MOOOYHBIX peaKIUil
(MaMoTIaTHYECKON

BHYTPUUYEPEIIHOW TUIIEPTECH3UH,

TUIEPKATIBLIEMUN ).

Pexomennyercs  Koppekuus
JI03bl TPETMHOMHA BO BpeMs
JIEYEHUsT BOPUKOHA30JIOM U

IOCJIEC €ro OTMCHBI.

[Humernnun (400 Mr nBa pasza
B CYTKH)

[Hecneyuguuecku
uneubupyem yumoxpom Paso u
pH

nosestutaem YPOBEHDb

Cmax BopukoHasoia T 18%

AUC. Bopukonazona 1 23 %

Koppekuun JT03BI HE

TpeOyeTrcs

26




COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 13.12.2024

Y
JTRG4
O

HCeny00uH020 coxal

(MOCAEQOES

Hurokcun (0,25 Mr oaus pa3 | Cmax AUTOKCHHA <> Koppekuun J103bl HE

B CYTKH) AUC; nurokcuna <> Tpedyercs

[cy6ecmpam P-

enuKonpomeunal

WNununasup (800 mr tpu pasa|Cmax MHANHABHpPA <> Koppekuun J103bI HE

B CYTKH) AUC; naauHaBupa <> Tpedyercs

[uneubumop u  cyocmpam | Cmax BOPUKOHA30JIA <>

usogpepmenma CYP3A4] AUC; BopukoHa3oia <>

AHTUONOTUKH TpyMIbI Koppekunu J103bl HE

MaKpOJIUIOB TpeOyercs

OputpomuiyH (1 T nBa paza B|Cmax 1 AUC, BopukoHa3zoia <>

CYTKH)

[uneubumop  uzopepmenma

CYP3A4]

AsutpomunirH (500 mr oauH | Cmax 1 AUC, BopukoHazona <>

pa3 B CyTKH) Bimssaue  BOpHMKOHa3oyia  Ha

MeTaboJIu3M SPUTPOMHUIIMHA
WJIM a3UTPOMHIIMHA HEU3BECTHO.

MukodeHoioBast KHCIIOTa Cmax MEUKO(hEHOIOBOM Koppekuun JT03bI HE

(1 r onHOKpaTHO) KHUCJIOTHI <> Tpelyercs

[cybcmpam ypuoun-5'-| AUC MHUKO(EHOJIOBOH

ougpocgpam- KHCIIOTHI <>

2NIIOKYPOHUIMPaHcpepazol]

Koprukocrepounast

IIpenuusonox (60 Mr | Cmax ipetan3oona T 11 % Koppekuun J103bI HE

OJIHOKPATHO) AUCo.» nmpenuuzonona T 34 % | tpelyercs.

[cyocmpam  uzogepmenma [TanneHTsI, MOJTyYaroue

CYP3A4] JUTHTEITLHOE JIeUeHUE
BOPUKOHA30JI0M u
KOPTUKOCTEPOUIaMHU
(BKITFOUAs WHT IS ITUOHHBIE
KOPTUKOCTEPOU/IBI, HAIPHMEp
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HAXOJIUTHCS TMOJ] TIIATEIbHBIM
HAOJIOJICHUEM Ha  MpeaMeT
HapyuieHus: (yHKIUU KOPBI
HAJIMOYEYHUKOB KAaK BO BPEMsI
JeYeHUs, Tak U TOcCJe
MpeKpaleHus  IpUMEHEHUs
BOpHUKOHAa307a (CM. paszen

«Oco0ble yKazaHusm).

Panutuann (150 mr nBa pasa|Cmax 1 AUC, BopukoHazona <> | Koppekiuun J103bl HE
B CYTKH) TpeOyercs
[nosvliuwaem pH

JHceny00uH020 coxa)

®apMaKOKMHETUYECKUH MapamMeTp, OCHOBaHHbBIN Ha 90 % noBepUTEIHLHOM MHTEpBAJE CPEIHErO
TeOMETPUUECKOT0 3HAUCHUSI HaXOIUTCS BHYTpU («), Boiie (1) uian Huxke () uatepBaia 80 % -

125 %.

* B3auMHO€ BO3/IEHCTBHE.
AUC,, AUC:, AUCo.» - momias 1moja KpUuBOi «KOHIEHTPAIHS-BPEMS» B TIEPHOJ JO3UPOBAHUS,
OT MOMEHTa BBEICHUS Ipenapara J0 BUAMMOW KOHIEHTPAIMH B IJIa3Me KPOBH, OT MOMEHTa

BBCICHHA IIpCIiapara 10 6GCKOHC‘IHOCTI/I, COOTBETCTBCHHO.

Oco0ble ykazanust

B3sartue wmarepmana i moceBa W ApYrux JabOpaTOpPHBIX HMCCIEAOBAaHHUN  (CEpOJIOTHS,
THCTOMATOJIOTHS) C IIETbI0 BBIACTICHUS U MACHTU(QHUKAIUN BO30yIUTEIeH CIeayeT MPOU3BOANTh
70 Havana JiedeHus. JleueHHe MOXXHO Ha4aTh 10 TOJIYyYEHHS pEe3yJbTaTOB JIA0OPATOPHBIX
uccienoBanuii. OHAKO TOCTE TOJNYYCHUsT dTHX Pe3yJbTaTOB HEOOXOIUMO CKOPPEKTHPOBATH
POTUBOTPUOKOBYIO TEPAITHIO.

K Bupgam, nHamboiee 4acTo BbI3bIBalOIIMM WH(peknuu y uenoBeka, otHocstces C. albicans,
C. parapsilosis, C. tropicalis, C. glabrala w C. krusei, npu 3TOM ISl BCEX HUX MHHHUMAaJIbHAS
noaasssttonas konnentparus (MIIK) Bopukonaszona oObI9HO cocTaBisieT MeHee | Mr/miL.
Opnako N VItro akTHBHOCTh BOPWKOHA307la IMPOTHB TPHOKOB pa3Heix BuaoB Candida nHe
onuHakoBa. B wactHocT, MIIK BopukoHa3onma A yCTOWYHMBBIX K (DIyKOHA30Jly HW30JISTOB
C. glabrala nponopunonansHo Bbimie, dyemM MIIK a1 W3014TOB, YyBCTBHUTEIBHBIX K
dykonaszony. B cBsi3u ¢ stum, rpubku poga Candida cieayer Bo BceX BO3MOMKHBIX CIydasx
UIEHTU(UIIMPOBATh 10 YPOBHS BHIA. [IpM BO3MOXKHOCTH OIPEICICHUS YyBCTBHUTEIBHOCTH
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My OTYETY

MHTEPIPETUPOBATH C UCIIOJIb30BAHUEM ITOPOTOBBIX KPUTEPHUEB.
Heoicenamenvhule saenenusi co cmopomvl cepoeyHo-cocyOucmo CUcnembl
[TpruMeHeHHe BOPUKOHA30Ia CBA3aHO ¢ yJuIMHeHHeM uHTepBana QT Ha snekTpokapauorpamme,
YTO  COIpPOBOXKIAETCS  PEOKUMHU  CIIydyassMHM  MEpLAHMs/TpENeTaHHus  JKeJIyJO0YKOB Yy
TSOKETOOOJBHBIX ~ MAIMEHTOB C  MHOXKECTBEHHBIMH  (DaKTOpaMH  pHCKa, TaKUMH Kak
KapAMOTOKCUYECKasl XUMHUOTEpanus, KapJUOMHONATHs, TUIOKAIMEMHUS U COIyTCTBYIOLIAS
Tepanusi, KOTOpble MOIJIM CIIOCOOCTBOBATH PA3BUTHIO JAHHOTO OCIIOKHEHHUS.
Bopukona3on ciegyer ¢ OCTOPOXHOCTbIO IPUMEHATh Yy MAIMEHTOB CO  CIEAYIOUIMMHU
NOTEHLIMAJIbHO IPOAPUTMUYECKUMHU COCTOSTHUSIMU:

® BPOXICHHOE WIH MpHoOpeTeHHoe yuinHeHne narepana QT;

® KapAMOMHOIATHS, OCOOCHHO B COYETAHUU C CEPJCYHON HEIOCTATOYHOCTBIO;

e cuHycoBas OpaauKapaus;

® CYILECTBYIOLIME APUTMHUH C KIMHUYECKUMHU IPOSIBICHUSIMM;

® OJHOBPEMEHHOE IMPUMEHEHHUE JIEKAPCTBEHHBIX MPENapaToB, yAIUHIOMUX uHTepBasl QT

(cM. pa3nen «B3anmopeicTBHE ¢ IpYTMMHU JIEKAPCTBEHHBIMU CPEACTBAMUY).

ONEeKTPOJUTHbIE  HapyILEHUs, Hanpumep, TUIIOKATHEMHUIO, T'MIIOMAarHUEMUIO U
THITOKATBIUEMHIO, TIPH HEOOXOTUMOCTH, CIEIyeT KOHTPOJIUPOBATh U YCTPAHSTh JI0 Hayaja M BO
BpeMsI Tepaliii BOPUKOHA30JIOM.
[Tpu uccnenoBaHUM Ha 370POBBIX JOOPOBOJIBIAX BIMSHMUS BOPHKOHA30Jla Ha uHTepBal QT Ha
OKTI" npu npuMeHeHHH OJHOKPATHBIX 103, MPEBBIIIAIONIUX OOBIYHYIO JHEBHYIO /103y He Oolee,
yeM B 4 pasa, ObUIO YCTAHOBJIEHO, YTO HHU Y OJIHOTO M3 MCIBITYEMBIX HE Ha0II0/1ajIoch
noBbimieHnss uHTepBasia QT Ha 60 wim Oosee MceK OT HOPMBI. Takke HM y OJHOTO W3
UCTIBITYEMBIX HE Ha0JI0JaJI0Ch NMPEBBIIIEHHUS] HHTEpBala BbIIEe KIMHUYECKH 3HAYUMOIO IOpora
B 500 Mcek.
I'enamomokcuynocmo
YactoTa KIMHUYECKM 3HAYMMOTO TOBBIINICHHUS AaKTHUBHOCTH «IE€YEHOYHBIX)» TpaHCAMMHA3 Y
MAlMEHTOB, TMOJYyYalolIMX BOpPUKOHA30i, cocraBiser 13,4 %. B OonblIMHCTBE clilydaeB
nokaszarena (QyHKIHU MTeYeHN HOPMAIM3YIOTCS KaK IpU MPOJOKEHUH JIeUeHUs1 0e3 U3MEHEHUs
J103bl IUIM IIOCJIE €€ KOPPEeKLUMM, TaK M I0ocie NpeKpalieHus Tepanuu. llpu npumeHneHun
BOPUKOHA30J1a HEYacTO HAOIIOAANUCH CITydau TsDKEJIOW renmaToTOKCHYHOCTH (PKeNTyxa, remaTut
U TE€YEHOYHOKIJIETOUHAsA HeI0CTaTOYHOCTh, MPUBOJAIIAS K CMEPTH) Y MAllMEHTOB C CEPbE3HBIMU
OCHOBHBIMH 3200JI€BaHUSIMH.
HexxenarenbHble SBJICHHS CO CTOPOHBI NMEYEHU HAONIOJAIOTCS, B OCHOBHOM, Y IAlMEHTOB C

Cepbe3HbIMU 3a00JIEBAHUSAMHU, TJIABHBIM 00OpPa30M, 3JI0OKAYECTBEHHBIMHU OITyXOJISIMH KpPOBH. Y
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NICUeHH, BKJIIOYAsl TemaTtuT U Kentyxy. Hapymenuss QyHKOMM medeHH OOBIYHO OOpaTUMBI U
IIPOXOJAT MOCJE MPEKPAILEHUS JICUCHUS.

Monumopune ¢pynkyuu nevenu

Bo Bpems jeueHHs BOPHUKOHA30JI0M PEKOMEHAYETCS IMOCTOSIHHO KOHTPOJIMPOBATh (YHKLHUIO
IIEYEHU KaK y JieTed, Tak U Yy B3pociblX. KiuHuueckoe BelleHME TaKUX IAlUEHTOB JOJKHO
BKJIIOYATh JIA0OPATOPHYIO OICHKY (PYHKIMHU TEYeHU (B YACTHOCTH, OIpEeSICHHE aKTUBHOCTHU
ACT u AJIT) B Hayaye Je4eHUs] BOPUKOHA30JI0OM U HE PEXKE OJHOTO pa3a B HEACIIO B TCUCHHE
IEpBOro Mecsla Tepanuu. B ciydae mpolo/pKeHUs JiedeHHsl NMPH OTCYTCTBUUM M3MEHEHHH CO
CTOPOHBI ~OMOXMMMYECKMX TIOKa3aTeledl (YHKIMHM TE€YeHH 4YacTtoTa JabopaTOpPHOTO
oOcienoBaHus MOXET OBbIThb YMEHbIIEHa J0 OAHOro pasza B Mecsal. llpu BblpakeHHOM
HOBBIIIEHNN OMOXMMMUYECKHX IOKa3aTened (pyHKIUM Me4eHH BOPUKOHA30J CIelyeT OTMEHUTD,
€CJIM TOJIBKO COOTHOILIEHHME IOJb3bl U PUCKA TEPaIlluU, COTJACHO MEAMLIMHCKOM OlLIEHKe, He
OIpaB/bIBACT €€ JajbHellllee npuMeHenue (cM. pasaen «Crnocod NpUMEHEHUS U JO3bD»).
3pumenvhuvle HapyueHus

[Ipy nedyeHun BOpPUKOHA30J0M IpuUMepHO Yy 21 % mnanueHToB HaAOIIOAAETCsl HapylleHHe
3pUTEIBHOIO BOCHIPUATHA: 3aTyMaHMBAHUE 3pPEHMs, M3MEHEHHE IIBETOBOI'O 3pPEHUS WM
dorodobust. HapymieHust 3peHUs SBISIOTCS NPEXOMANIMMUA M TOJHOCTBIO OOpPaTUMBIMHU; B
OOJIBIIMHCTBE CIy4yaeB OHU CAaMOIPOM3BOJBHO HMcue3aloT B TeueHue 60 muH. [Ipu moBTopHOM
OPUMEHEHUH BOPHKOHA30Jla OTMEYaeTcss OcClallIeHue WX BbIPAKEHHOCTH. 3pUTENbHbIE
HapyIEeHHsI OOBIYHO JIETKO BBIPAXKEHBI, PEJIKO TPEOYIOT NMPEKPALIEHUsI ICUEHUS U HE TPUBOAT K
KaKHUM-JIMOO OT/IaJIEHHBIM MOCJIEICTBUSIM.

MexaHu3M pa3BUTHS 3pUTENIbHBIX HApYIIEHWH HEU3BECTEH. YCTaHOBJIEHO, YTO BOPUKOHA30I]
CHIDKAeT aMIUTUTYAy BOJH Ha sJaekTpoperuHorpamme (OPI) y 3710poBBIX J0OPOBOJIBIIEB.
Jlannsle usmenenust OPI' He HapacTanu Npu NPOJODKEHHMM JIEYEHHMS B TedyeHue 29 nHell u
MOJIHOCTBIO MCYE3aJIH 10CJIe OTMEHBI BOPUKOHA30J1a.

JlnurenbHast Tepamusi BOPUKOHA30JI0OM (B cpeAHEM B TeueHHe 169 paHel) y MalueHTOB ¢
NapaKkoOKIIUJIMOUI030M HE OKas3blBala KIMHUYECKH 3HAYMMOro 3¢¢dekrta Ha 3pHUTEIbHYIO
(GYHKIHIO, YTO MOJATBEPIMJIM PE3yJbTaThl TECTOB Ha OCTPOTY 3PEHHUS, 3PUTEIbHBIX IOJIEH,
[[BETOBOCIIPUATHS U KOHTPACTHOI UyBCTBUTEIBHOCTH.

[Io paHHBIM MOCTPErHCTPAIIMOHHBIX MCCIEA0BaHUN COOOIIAeTCs O pa3BUTUU CIIydaeB
3pUTENbHBIX  HApYyLIEHWH, COXPAaHSIOIIUXCS MPOJOJDKUTEIBHOE BpEMs, B  YaCTHOCTH,
BO3HUKHOBEHUE «IIEJEHBD» IEepel TIJla3aM{, HEBPUT 3pUTEIBHOTO HEpPBA M OTEK JAMCKa

3PUTCIBHOIO0 HEPBA. CHC}IYGT OTMETUTH, YTO AAHHBIC HAPYUICHUSA PA3BHUBAIOTCA 4Yall€ BCEro y
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BBI3BIBATh MOI00HBIE HEXENATEIbHbIC SBICHHUS.

Heoicenamenvhuie s61eHus1 co cmoponsl nouex

Y TsKen00O0JbHBIX IMAlMEHTOB, MOJIyYAIOIIMX BOPHKOHA30J, OTMEUYAIMCh CIIy4dau pPa3BUTHUS
OCTPOI TOYEHYHON HEJOCTATOYHOCTH, YTO, BEPOSTHO, ObLIO CBA3AHO C TEpanueld OCHOBHOIO HIIU
COITyTCTBYIOIIMX 3a00JIeBaHUN HEPPOTOKCUUHBIMU JIEKAPCTBEHHBIMHU CPEICTBAMH.

Monumopune ¢ynxyuu novex

[TaruenToB cnepyeT HAOMIOAATh C LIETBIO BBISBICHHS MPU3HAKOB HAPYLIECHUS (QYHKIUU MOYEK.
s aToro HEOOXOAMMO MPOBOAUTH JIAOOpPATOPHBIE MCCIIENOBAaHUS, B YaCTHOCTH, OMPEIENISThH
KOHIIEHTPAIMIO KpEaTHHIHA B CHIBOPOTKE KPOBHU (cM. pazaen «Crocod MpUMEHEHHSI U JI03BD»).
Monumopune @yHKyuU ROONHCETYOOUHOU Jcene3bl

B3pocnbie u getu, umeromnye (akTopsl pHucKa pa3BUTHA OCTPOrO MaHKpeaTHTa (HeAaBHSIS
XUMHOTEpanusi, TPAHCIUIAHTAIUSI TEMOIIOITUYECKUX CTBOJOBBIX KJIIETOK) JIOJDKHBI TMPOUTH
oOcieoBanue (ompesesneHHe aKTHBHOCTH aMHJIa3bl M JIMIA3bl B CHIBOPOTKE KPOBH) IS
pelIeH s BOmpoca 0 Teparuy BOPHKOHA30JIOM.

Heoicenamenvhvie s6neHus co cmopoHul Kodicu

[Tpu Tepanuu BOPUKOHA30JIOM YacTO Pa3BUBAIOTCS KOXKHBIE PEAKIIMH, B OCHOBHOM, Y MAIlUEHTOB
C Cepbe3HBIMH OCHOBHBIMH  3a00JICBaHHMSMH, OJHOBPEMEHHO TNPUHUMAIONINX JIpyTUe
JIEKapCTBEHHbIE CpEACTBa. B OONBIIMHCTBE CiIy4aeB OTMEYanach JIETKO WM YMEPEHHO
BBIpQKCHHAs KOJKHASI CHITIb.

Bo BpeMss JseueHHs BOPUKOHA30JI0M Yy TAlMEHTOB HAOMIOJAUCh CIydyau TSDKENbIX
HE)KEJTATeNbHBIX KOXXHBIX PEaKnuid, TakuxX Kak cuHapoM CrtuBeHca-/[)KOHCOHA, TOKCHUYECKHMA
SMHJIEPMANBHBIA  HEKPOJIM3, JIEKAPCTBEHHAs] peakmus C DSO3MHOGWINEH M CHCTEeMHBIMHU
cumnromamu (DRESS), xoTopbie MOT'yT OBITh JKH3HEYTPOXKAIOMIMMU HIIA CMEPTEIBHBIMH (CM.
paszznen «Ilo6ounoe neificTBue»).

Ecnu y mammeHTa pa3BHBAIOTCS TSDKENbIE HEXKENIATEIbHBIE KOXKHBIE PEaKIMH, TO BOPUKOHA30I
CJIeZlyeT OTMEHUTb.

Kpome Toro, Bo Bpemsi Tepanuy BOPHUKOHA30JIOM BO3MOXHO pa3BUTHE KOKHOW peaKIUH
¢dorocencubunmzanuu. HaOnronancs TOBBIIIEHHBIM PUCK  KOXXKHOW  TOKCHMYHOCTH — TPHU
OTHOBPEMEHHOM TIPUMEHEHHWH METOTpeKcaTa, TIperapara, CBS3aHHOTO C peaKTHBAIHeH
ynbTpaduoneroBoro (Y®) mzmydenus. CymiecTByeT BEPOATHOCTh TOTO, YTO ITOT PUCK OyAeT
HaOJII0aThCs MPHU NPUMEHEHUH JPYTUX MpenapaToB, cBA3aHHbIX ¢ Y®d-peaktuBarueir. Bo
BpeMs JIeYeHHs NalMeHTaMm (B TOM 4YHCIEe U JETAM) peKOMEHAyeTcs u30erath BO3JEHCTBHSA

MMPAMBIX COJIHCYHBIX queﬁ U IPUHUMATH 3alllUTHBIC MEPBI, TAKUC KAaK HOMICHUC OOCKIAbI U
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SKCNEPTHOC

yneTpaduoneroBoro uznydenus (SPF).

Heoicenamenvhvie s61eHuss co CMoponbl HAONOYEYHUKO

OOparumble cilydyad HaJIOYEYHHKOBOH HEIOCTATOUYHOCTH OBUTM 3apEerHCTPUPOBAHBI Y
NAalMeHTOB, TONYYaloIlUX a30jbl, BKIOYas BopukoHazosn. Coolmanock 0  ciaydasx
HEIOCTaTOYHOCTH KOPBI HAAMOYEYHUKOB Y MALMEHTOB, MOJYYAIOIIUX a30JIbI OJHOBPEMEHHO C
KOPTUKOCTEPOUIaMH MK 0e3 HUX.

VY manyeHToB, MOMTYYalomUX a30Jbl 0€3 KOPTUKOCTEPOUIOB, PA3BUTHE HEIOCTATOYHOCTH KOPBI
HaJIIOYEYHUKOB CBSA3aHO C MPSIMBIM HHIMOMPOBAaHUEM CHHTE3a CTEPOHJIOB a30JIaMHU.

Y  panMeHTOB, NPUHUMAIOIUMX KOPTUKOCTEPOUIBI, HMHIHOMpOBaHHE WX MeTaboin3ma
uzopepmerrom CYP3A4, cBs3aHHOE C BOPHKOHA30JI0M, MOXET NPHUBECTH K HW3OBITOYHOMN
BBIPA0OTKE KOPTHUKOCTEPOUIOB W IMOJABICHHIO (YHKIMH KOPHI HAAMOYCYHHKOB (CM. paszen
«B3aumogeiictBue ¢ ApYyruMH JIeKapcTBEHHBIMHU cpencTBaMu»). Cunapom KymmnHra ¢ u 6e3
MOCJIEIYIOMET0 Pa3BUTUS HEJOCTATOYHOCTH KOPHI HAIIMOYEYHHKOB TAaKXKE OTMEYaJCsd Yy
MAIMEeHTOB, MOJTYYalONMX BOPUKOHA30JI OTHOBPEMEHHO ¢ KOPTUKOCTEPOUIaMHU.

[lanuenTel, mMoMyYaroUMe JUIUTEIBHOE JICUCHHE BOPUKOHA30JIOM U KOPTHKOCTEPOUIAMH
(BKJTIIOYAsi MHTAIALMOHHBIE KOPTHKOCTEPOHJIBI, HANpPHMEpP, OYICCOHUM), JOJDKHBI HAXOAUTHCS
O] TIIATEIHHBIM HAOMIOIEHHEM Ha TpeAMET HapymeHHs (pyHKIUH KOPBI HAaIMOYEUHUKOB KaK
BO BpeMs JIEUCHHS, TaK M TIOCJIE MpPEKpalleHUs TPUMEHEHHs BOPUKOHA30J7a (CM. paszien
«B3aumogeiictBue ¢ APYrUMH JIEKapCTBEHHBIMH CpeacTBaMm»). IlanmeHTsl JOMKHBI OBITh
OpOoMH(GOPMUPOBAHBl O TOM, YTO HEOOXOAMMO OOpalaThCs 3a HEMEIJIEHHOW MEIUIUHCKON
MIOMOIIBIO, €CITM Yy HHUX TOSBISIFOTCS TpPHU3HAKM W CHMIITOMBI cuHApoMa KymuHra wimm
HEIOCTaTOYHOCTH KOPBI HAIIIOYSUHHKOB.

Jnumenvroe nevenue

VY nanueHTOoB ¢ KOKHBIMHU peakUsIMU (POTOUYBCTBUTEIBHOCTH U IOTIOIHUTENBHBIMU (haKTOpaMu
pHUCKa COOOIIAeTCs O Pa3BUTHHU TUIOCKOKJIETOYHOTO paka KOXH (BKIIFOYAsl TNTOCKOKIIETOYHBIA paKk
KOKH IN Situ wiam Gose3nb boysHa) u MenaHOMbI Ha (DOHE MPOJOIDKUTENBbHOU Tepamuu. [Ipu
BO3HMKHOBEHUH y MalMeHTa (POTOTOKCUYECKUX PEAKIMNA OH JOJDKEH OBITh MPOKOHCYIBTHPOBAH
COOTBETCTBYIOIIUMH CIIEIIMATUCTAMU M HaIpaBieH K jepmatojory. Crienyer paccMOTpeTh
BO3MOXXHOCTh OTMEHBI BOPHKOHA30Ja. [Ipy MpoJoKeHNH Teparuid BOPHKOHA30JI0M, HECMOTPS
Ha BO3HUKHOBEHHE (DOTOTOKCHYECKHX MMOPAKEHUH KOXH, TMAIUEHT JIOJDKCH PperyIsIPHO
IPOXOJUTh JepMaTOIOrHYeckoe 00CIeOBaHWE C IEJbI0 PAHHErO BBISBICHUS M JICUCHUS
IpepaKkoBbIX 3a00eBaHMi KOxU. Eciy y manuenTa pa3BUBaiOTCs NOPaKEHUS KOXKH, CBA3aHHBIE
C TIPEPaKOBBIMU 3a00JICBAaHUSAMHU KOXH, TIOCKOKJIETOUYHBIM PAKOM KOXKH WIJIM MEIaHOMOM, TO

CJIeTyeT PacCCMOTPETh BOIIPOC O MPEKPALEHUH TePATUH BOPUKOHA3OJIOM.
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MY OTUETY

Heunghexyuonnwiii nepuocmum

HmeroTcs cooOImeHust 0 ciydyasx pa3BUTHS NEPUOCTUTA Yy MAIMEHTOB MOCJIE TPAHCIUIAHTAIUH,
NOJYYAOIIUX JUIMTENbHYI0 TEPalui0 BOPUKOHA30JI0M. Tepamuio BOPUKOHA30JI0M CIEAyeT
OTMEHUTh B CJIyyae, CelIM Yy NalueHTa uMeeTcsl 00ib B KOCTAX W HAa PEHTreHOrpaMMe
OTMEYAIOTCSl U3MEHEHUS!, XapaKTEPHbIE JIJIsl IEPUOCTHUTA.

Ilpumenenue y oemet

Bopukonazon mnoka3zaH s NpUMEHEHHs y JeTedl B Bo3pacte OT 3 jer (ais JaHHOU
JIEKapCTBEHHOM (hOPMBI) U CTapIle MPU NOCTOSHHOM KOHTpOJie GYHKIMH MeUeHu. Y JeTeil yaiie
OTMEYAeTCsl MOBBIIIEHNE aKTUBHOCTH (DEPMEHTOB Me4YeHU. bUOA0CTyMHOCTh BOPUKOHA30JIa TIPU
npruemMe BHYTpPb y JIeTei B Bo3pacte oT 3 (Ui JaHHOMH JiekapcTBEHHOH (opMbl) 10 12 et MoxkeT
OBITh CHIDKEHA 33 CUET HAapyIICHHUS BCACHIBAHMS MJIM 33 CYET MOHMKEHHOW Macchl Tena. B Takux
CIIyYasiX OKa3aHO BHYTPUBEHHOE BBEJCHHE BOPHUKOHA30IA.

Yacrora (HOTOTOKCHMYECKHX peakuuid y nereil Bolme. B cBA3M ¢ TeM, 4TO (OTOTOKCHUECKUE
NOpaXEHUsI MOTYT IepepokJaaThcsi B IIockokierounyto kapuuHomy (IIKK), y nereit
HEOOXOIMMO TPUMEHSTH CTPOTHE MEpPHI 0 3alIUTE KOXH OT YJIbTPa(HOIETOBOTO M3ITyUYCHHUS.
Jetsim ¢ mpu3HakaMu (OTOCTapEHUS KOXKH, HAIIPUMED JICHTUTO WJIM BECHYIIKH, PEKOMEHIyeTCs
n30erarhb COJIHIA U 00CIIE0BATLCA y IEPMATOJIOTa JaXke MOCIe MPeKpaIeHHs JICYSHHUS.
Hapromuueckue ananveemuxu kopomroeo oeticmausi (cyocmpamot uzogpepmenma CYP3A4)
[TockonbKy TepHoOA TOMyBbIBeNEHHs andeHTaHWIa MPH €ro OJHOBPEMEHHOM NPUMEHEHHHU C
BOPUMKOHA30JI0M yBelIMuuBaercs B 4 pa3a, HEOOXOAUM  TIIATENbHBIH MOHMTOPUHT
HEKeNaTeNbHBIX SIBICHUM, CBI3aHHBIX C MPUMEHEHUEM HAPKOTUYECKUX aHAIBIE€THKOB, BKIIIOUAs
0oJiee IPOIOIKUTEIHHBI MOHUTOPUHT (D)YHKIIUU JIBIXAHHSL.

Haprxomuueckue ananveemuxu onumenvno2o oeticmaus (cyocmpamot usogpepmenma (CYP3A4)
Crnenyer npeaycMOTPeTh BO3MOKHOCTh CHUKEHHUS J103bl OKCUKOJOHA U JIPYTUX HAPKOTHYECKUX
aQHAJIbI'€TUKOB MPOJODKUTENBLHOIO JIEHCTBHSI, KOTOpPblE METabONM3UPYIOTCS H30(epMEHTOM
CYP3A4 (ruppoko/ioH) mpH OJHOBPEMEHHOM NPUMEHEHUH € BOpHKOHa30joM. HeobOxommmo
NPOBOJUTH TIIATEIbHBII MOHHTOPUHT HEXENATeIbHBIX SBICHHUN, CBI3aHHBIX C NMPHUMEHEHHEM
HapKOTHUYECKUX aHAIbIeTUKOB (CM. pa3znen «B3aummopeWcTBHE C JIpyrMMH JeKapCTBEHHBIMH
CPEICTBAMMY).

Hneubumopol muposzunxuna3zol (cyocmpam uzogpepmenma CYP3A4)

Oskumaercs, 9TO OTHOBPEMEHHOE MMPHUMEHEHNE BOPUKOHA30J1a ¢ MHTUOUTOPAMH THPO3UHKHUHA3BI,
metabonusupyembiMu  nzopepmeHToM CYP3A4, npuBOAWT K TMOBBIMIEHUIO KOHIIEHTPALUU
MHTUOMTOpA THUPO3UHKMHA3BI B IJIa3Me KPOBH U PUCKY MMOOOUYHBIX peakiuil. Ecian HeBO3MOXKHO

n30exaTh OOAHOBPEMCHHOI'0O IIPHUMCHCHUS, PEKOMCHAYCTCA CHMIXCHUC OO3bI HHFH6I/ITOpa
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JPYTHEMH JIEKaPCTBECHHBIMH CPEACTBAMM ).

Denumoun (MowHbvlll UHOYKmMop yumoxpoma Paso u cyocmpam usogpepmenma CYP2C9)

[Tpu oHOBpEeMEHHOM MPUMEHEHUU (PEHUTOMHA U BOPUKOHA30JIa PEKOMEHIYETCSI OCYIIECTBISATh
MOCTOSIHHBIA KOHTPOJIb KOHILIEHTpauuu ¢eHutonHa. [lo BO3MOXHOCTH ciexyer u30erarb
OJIHOBPEMEHHOTO TPUMEHEHHUs BOPHKOHA30J1a M (PCHUTOMHA 32 UCKIIOYCHHEM TEX CIydaes,
KOrjJla OXKHMJaemasl MoJib3a MPEBBIIIAET BO3MOXHBIA pHUCK (cM. pazaen «BzaumojeictBue c
JIPYTUMH JIEKAaPCTBEHHBIMH CPEACTBAMU ).

Dasupens (HeHyK1€03UOHBIL UHSUOUMOP 0OPAMHOU MPAHCKPUNMA3bL, UHOYKMOP YUMOXPOMA
Paso, uneubumop u cyocmpam uzogpepmenma CYP3A4)

B ciydae ogHOBpEMEHHOr0 NMPUMEHEHHS BOPHUKOHA30Ja M 3(aBUpPEH3a 103y BOPHKOHA30Ja
cnenyer yBenuuuTh 10 400 mr 2 pasza B CyTKH, a A03a 3(aBupeH3a JoJkKHa ObITh CHIXKEHA 10
300 mr kaxzasie 24 u (cM. pasgen «BzaumopelicTBue C  JIPYTUMH  JIEKaPCTBEHHBIMU
CPEICTBAMUY).

Inazoezu6 (cyocmpam uzogpepmenma CYP3A4)

Oxwunaercs, 4TO OJHOBPEMEHHOE MPHUMEHEHHE BOPUKOHA30JIa TIOBBIIIAET KOHIICHTPAIUIO
raznernba B IUIa3Me€ KPOBU M TOBBIMIAET PUCK yIuiMHEeHHs wuHTepBaia QT (cM. pazgen
«B3anmMopeiicTBue ¢ IPYTHMH JIGKAPCTBEHHBIMU CpeICTBaMn»). ECiM HEBO3MOXHO H30€KATh
OJIHOBPEMEHHOTO TIPUMEHEHUSI, PEKOMEHTYETCS 9acTO MPOBOAUTH MOHUTOPUHT DKT .
Pugpabymun

OnHOBpeMEHHOE TMPUMEHEHHE BOPHKOHA307a W pupadyTHHA MPOTUBOMOKA3aHO, TaK Kak
prhabyTHH 3HAYUTEITHFHO CHUXKACT KOHIICHTPAIINIO BOPUKOHA30J1a B TUIA3ME KPOBH.

Pumonaeup (mowmnwviti unoykmop yumoxpoma Paso, uneubumop u cybcmpam uzogepmenma
CYP3A4)

[TprMeHsITh OJJHOBpEMEHHO BOPUKOHA30JI U PUTOHABUP B HU3KHUX 03ax (100 Mr 2 pa3a B cyTKH)
CJIeTyeT JIWIIb B TOM Cydae, eClM OXHJJaeMas I0Jib3a OT MprueMa BOPHUKOHA30J1a 3HAYUTEIHHO
MPEBBIIIACT PUCK OT WX COBMECTHOTO NpUMeHeHHs (cM. paszaensl «[IpoThBomokazaHus» U
«BzaumopeiicTBre ¢ IPYTUMU JIEKAPCTBEHHBIMH CPEICTBAMI ).

Deeporumyc (cyocmpam uzopepmenma CYP3A4 u P-enuxonpomeuna)

OpnHOBpeMEHHOE TPUMEHEHHE BOPHKOHA30Jla M 3BEpPOJIMMYyca HE PEKOMEHIYETCs, TaK Kak
OXKHJIACTCSI, YTO BOPUKOHA30JI 3HAYUTEIIHHO TOBBIIACT KOHIIEHTPAIIUIO YBEPOJUMYCa B IIA3Me
Kpoku. Ha naHHBII MOMEHT HE WMeEEeTCs JOCTAaTOYHON MH(OpManuu AN PEeKOMEHAALUU TIO0
KOPPEKIIUU PEeKUMA JTO3UPOBAHMUS.

Memaoon (cyocmpam uzogpepmenma CYP3A4)
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[ToBbIIIEHNE KOHIIEHTPALIMK METAI0HA B IUIa3ME KpOBH-HpnBt;Iﬁl:rl Kﬁﬁpgmlé L)'kcmec'xnx

addekroB, Brimouas yanuHeHnwe wuHTepBaa QT. Ilpu OAHOBpEeMEHHOM MPHUMEHEHUU
BOPMKOHA30Jla ¥ METaJioHa HEOoOXOJUMO BHHUMATEIBHO CIEOUTh 32 IPOSIBICHUEM
HEe)KeNaTeNIbHbIX U ToKcudeckux 3ddextoB. IIpu HeoOXoaumMocTu 103a METaloHa MOXKET ObITh
cHIKeHa (cM. pazzen «B3auMozeiicTBre ¢ APyrUMU JIEKapCTBEHHBIMU CPEACTBAMUY ).
@nyxonazon (uneubumop uzopepmenmos CYP2C9, CYP2C19 u CYP3A4)

OnHOBpeMEHHOE TPUMEHEHHE BOPHKOHA30Ja W  (QUIYKOHA30Jla BHYTPh Y  3I0POBBIX
TOOPOBOJBIIEB MPUBOAUT K 3HAUUTEIbHOMY MOBBILIEHUI0O Cmax 1 AUC: BopukoHa3ona.
[Tonxonamuii pexxuM KOppPEeKLUUU JO3bl U/UIM YacTOTHI IIpUEMa BOPUKOHA30JIa U (PIIyKOHA30J1a
HE YCTaHOBJEeH. B ToMm ciydae, ecnmd BOPUKOHA30J MpHUMEHseTcs mocie (IyKoHas3oma,
PEKOMEHIyeTCsl MPOBOAMUTH TIIATECIbHBIA KOHTPOJIb HEXKENATENbHBIX PEAKIUU, CBSI3aHHBIX C
MIPUEMOM BOPUKOHA30J]a.

Bcnomozamenvhvie geujecmea

[Tpemapar budmypun, 50 mr u 200 Mr, TaOIETKH, MOKPHITHIE IICHOYHONH 000JI0YKOM, COMCPIKUT
copOwurt. [TanimeHTam C peaKo BCTPEYAIOIICHCS HACICICTBEHHON HEMIEPEHOCHUMOCTHIO (DPYKTO3BI
HE clleflyeT MPUHUMATh 3TOT Mpernapar.

Jannplif mpemnapaT Takke COAEPKHUT JakTozy. IlammeHTam ¢ penko BCTpedarolencs
HACJICJICTBEHHOW HEMEPEHOCUMOCTBIO TAIAKTO3bI, IS()HUIIMTOM JIAKTA3bI JIOMAPEH HITU TIFOKO030-
raJlaKTO3HON MaababCopOIMell He clielyeT MPUHUMATD STOT Mperapar

JlanHplif Tpemapar CcoAEpKHUT B cocTaBe HaTpuil (Hatpusi creapmidymapar). I[lpemapar
conepkutT MeHnee 1 MMoub (23 mr) Hatpust Ha 03y (50 mr u 200 Mr), T.e. IO CyTH HE COAEPKUT
HaTpHS.

Biusinue Ha cCOCOOHOCTH YNPABJSTH TPAHCIOPTHLIMHU CPeICTBAMM, MEXaHU3MAMH
[Tpenapat budayprun MoXeT BbI3BaTh MPEXOASIINE U OOpaTUMbIE HAPYIICHUS 3PEHUS, BKIIOUYas
BO3HUKHOBEHHUE «IIEJIEHBD» IMepe] Tia3aMu, HapylIeHHe/YCUJICHHE 3PUTEIBHOTO BOCIIPHUSTHS
u/unu porododuro. [Ipy HaTUIMK TAKUX CUMIITOMOB MAIIUEHTHI TOJKHBI U30€TaTh BHIMOTHEHUS
MOTEHIIMAIBHO  OIMACHBIX JCWCTBUW, B YAaCTHOCTH, YMPABJICHHUS aBTOMOOWUJIEM  WJIU
WCIIONIb30BaHUs CIOXHOU TeXHHWKH. [Ipu mpueme mpenapara budmypuH manueHTsl He JOKHBI
BOJIUTH aBTOMOOWJIb 110 HOYAM.

dopma BbIIIYCKA

TabeTku, MOKPHITHIEC TUIEHOYHOU 0000uK0i, 50 Mr, 200 Mmr.

Ilepsuunasn ynakoska.

[To 2, 7 unm 10 TabneTOK B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY M3 IJICHKU MOJUBUHUIXJIOPUIHON

1 GOJIbIY ATFOMUHUEBOM MeYaTHOM JIaKUPOBAaHHOM.
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Mo 10, 14, 28, 30, 50, 56, 100 TabmeTok B BaHKY IONANCPAVIO 13 TONRSLHTCHE BLICOKOi

IUIOTHOCTH C KPBIIIKON HAaTATUBAEMOI ¢ KOHTPOJIEM TEPBOro BCKpbITHA. Ha GaHKM HaKIenBaioT
TUKETKH M3 OyMaru OJTUKETOYHOW WM IMCYEH WJIM W3 MOJUMEPHBIX MAaTEpHaJIOB,
CaMOKJIESIIIIHECS.

Bmopuunas ynaxoska.

[To 1 KoHTYpHOI s4YeiikoBOM ymakoBke 1o 2, 7 wiu 10 TabieTok BMecTe C WHCTPYKIHMEH IO
IIPUMEHEHHIO NIOMELIAIOT B MAYKy M3 KapTOHA JUIs MOTpeOuTeNnbckod Tapsl. Ha mauky moxer
HaKJIEUBAThCs CAMOKJIEAIIAACSA ITUKETKA C MAPKUPOBKOIA.

ITo 2, 4 unu 8 KOHTYPHBIX SYCHKOBBIX YIAKOBKH IO 7 TaOJETOK BMECTE€ C MHCTPYKIHMEH IO
IPUMEHEHHIO NIOMELIAIOT B MAYKy M3 KapTOHA JUIs NOTpeOuTenbckod Tapbl. Ha mauky moxer
HAKJIEUBAThCSl CAMOKJIESAIAsICSl 3TUKETKA C MAPKUPOBKOM.

[To 3, 5 wiu 10 KOHTYpPHBIX SYEHKOBBIX yHakoBOK Mo 10 TalneTok BMecTe ¢ MHCTPYKIMEH IO
IPUMEHEHHIO TMOMEIAIOT B MAayKy M3 KapToHa JuIsl NoTpeduTenbckoi Tapbl. Ha mauky Moker
HAKJIEUBAThCSl CAMOKJIEAIAsCS STUKETKA C MapKUpoBKOH. [lauku momemiaroT B TpyNIoOBYIO
YIaKOBKY.

[To 1 Ganke BMecTe C MHCTPYKLMEH MO NPUMEHEHHUIO MOMELIAI0T B MayKy M3 KapToHa AJIs
notpeOuTenbckod Tapbl. Ha mauky MOXeT HakJeuBaTbCcsd CaMOKJIEAIIAsACs OSTHUKETKa C
MapKUpPOBKOW. J[OMOJHUTENBHO HA MAYKy MOXKET HAKJIEUBAThCS OAMH WIM JBa MPO3PAYHBIX
¢ukcupyomux crukepa. [lauku momenaoT B rpynmnoByIO YIIaKOBKY.

YciaoBus XxpaHeHUs

XpaHUTh B OPUTHHAIBHOMN yIaKoBKe MPOM3BOAUTENS IPU TeMIiepatype He Boiie 25 °C.
XpaHUTb B HEJOCTYITHOM I IETeH MecTe.

Cpoxk rognocTu

3 roja.

He npuMeHsTh 10 HCTEYEHNN CPOKA TOJHOCTH.

YcaoBust ornycka

OTnycKaroT Mo peLenTy.

Baagenen perucTpaMOHHOIO0 y10CTOBEPEeHUs!

Poccniickas Penepanvs

AO «DapmacunTes»

664007, Upkytckas o6i., r. UpkyTck, yiu. KpacHorBapaetickas, a. 23, odpuc 3

Ten.: 8 (395) 255-03-55

Anpec anekTpoHHOM mouThl: info@pharmasyntez.com

IIpousBoaurenn

Poccuiickas @enepanus
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AO «DapmacuHTE3»

UpxkyTtckas o6m., T. UpkyTtek, yiu. Possr JliokcemOypr, 1. 184
Opranusanusi, IPMHUMAOLIAS PeTeH31H NoTpeduTe e
Poccuiickas @enepanus

AO «DapmacuHTe3»

664040, Upkyrckas 061., r. UpkyTck, ya. Po3sl JlrokcemOypr, a. 184
Ten.: 8-800-100-15-50

AJipec 35eKTpoHHOM nouThl: info@pharmasyntez.com
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