11.04.2023
MUHHCTEPCTBO 3[JPABOOXPAHEHU S POCCUIMCKOM ®EJIEPALINU

MHCTPYKLIUS
10 MEJULIMHCKOMY TITPUMEHEHUIO JIEKAPCTBEHHOI'O [TIPEITAPATA
BU®EH] ®

PerucrpanuoHHblii HOMep:
Toprosoe HanMeHoBaHue npenapaTa: Bupena®
MexayHapoHOe HeNATEHTOBAHHOE HAMMEHOBAaHUEe . BOPUKOHA30JI

JlekapcTBenHasi popma: arodunu3at s IPUTrOTOBICHUS pacTBopa sl HHPY3Hid

Cocras
B 1 ¢nakone conepxutcs:

JlelicTByromiee BemecTBo: BopukoHaszoi — 200 mr

BcnomorarenbHoe BeniecTBo: 6eranekca cynbhoOyTinar Hatpust — 3200 mr

Onucanue
JInounuznpoBaHHBII MOPOIIOK WK JIHOGUIH3UPOBAHHAS TIOPUCTAst Macca OENoro 1BeTa.

BoccranoBneHHbIH pacTBOp: IIPpO3pavHasn 6CCI_IBeTHa$[ KUOKOCTD.

(I)apMaKOTepaneBTuquKaﬂ rpymnmna: HpOTI/IBOFpI/I6KOBOC CpeacTBO

Kon ATX: JO2ACO03

dapmakoJIorH4ecKue CBONCTBa

Dapmakoounamuka

Mexanuzm deticmeaust

BopukoHnazosn - mpoTUBOrprOKOBBIM MperapaT MUPOKOTO CIIEKTpa ACUCTBUS U3 TPYMIBI TPHA30JIOB.
MexaHu3M JeHCTBUS BOPUKOHA30Ja CBSI3aH C MHTUOMPOBAHUEM TPUOKOBOTO mUTOXpoma Paso, uTO
SIBJIIETCS KITFOUEBBIM 3TAlloM OMOCHHTE3a dprocreponia. Hakomnenue 14a-MeTuncrepona KOppearupyeT
C TIOCIIEyIONIEH MOTepel IProcreposia B TPUOKOBBIX KIETOYHBIX MEMOpaHax, YTO 00YyCIaBIMBAET
MPOTHBOTPUOKOBYIO aKTHBHOCTH BOPHUKOHA30Ja. BBUIO yCTaHOBJIEHO, YTO BOPUKOHA30JI Oosee
CEJICKTUBEH B OTHOLICHUH M30(EPMEHTOB IUTOXpoMa Pss50 TpHOKOB, UeM B OTHOIIEHWUU Pa3THUHBIX

(bCpMeHTHLIX CUCTCM IUTOXpOMaA Paso MIJICKOIIMTArOIIKX.
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ITomoxxuTenpHON CBSA3H MCXKOy CpE€aAHUMH, MAKCHUMaJIbHBIMWU W MHHHMAJIbBHBIMH 3HAYCHUAMU
KOHIICHTPALIM! BOPUKOHA30JIa B IUIa3Me KPOBH M A(PPEKTUBHOCTHIO Mpernapara B TEParneBTUYECKUX
HCCIICA0BAHUAX HE BBISIBJICHO U 3Ta B3aUMOCBA3b B HpO(bI/IJIaKTI/I‘-IeCKI/IX HCCIICAOBAHUAX HC U3yYallacCh.
(DapMaKO,I[I/IHaMI/I‘leCKI/Iﬁ u (bapMaKOKI/IHeTI/I‘IeCKI/Iﬁ dHaJIN3 HOaHHBbIX KIMHUYCCKUX I/ICCJ'Ie,Z[OBaHI/II\/'I
BBISIBUJI TIOJIOKHUTCIBHYIKO CBS3b MCXKIAY KOHHCHTpaHI/Ieﬁ BOpHMKOHAa30Jla B IIJIa3ME€ KpPOBU H
OTKJIOHCHHUEM OT HOPMBbI 6I/IOXI/IMI/I‘-IGCKI/IX IoKa3arejei q)YHKL[I/II/I MEYCHN, a TAKXKXC 3PUTCIbHBIMHA
HapyLICHUSIMH.

In vitro BopuKoOHa30J 00agaeT HIMPOKHM CIEKTPOM IPOTHBOTPHOKOBOIO JICHCTBHS: aKTHBEH B
ornomenun Candida spp. (Bkimrouas mrammbl C. Krusei, ycroiuussie K (IyKOHA30.1y, U PE3UCTEHTHBIC
mrammbl C. glabrata u C. albicans), a taxke nposiBisieT GyHIHIUAHBIA 3PPEKT B OTHOLICHUH BCEX
W3YYEHHBIX IITAMMOB Aspergillus spp. U MaTOreHHbIX IPUOOB, CTABIIUX AKTYaJIbHBIMU B IOCIEAHEE
BpeMs, BKJIroyass Scedosporium spp. wim Fusarium spp., KOTOpbie OTPaHMYCHHO YYBCTBHTEIBHBI K
CYHICCTBYIOIIIUM HpOTI/IBOI‘pI/I6KOBBIM CpcacTBaM.

Knuanueckast >(QQEeKTHBHOCTh (C YaCTHYHBIM WJIM TIOJIHBIM OTBETOM) BOPHKOHA30ia Oblia
MPOJIEMOHCTPUPOBaHa Mpu HHGEKIHsIX, BbI3BaHHBIX Asperdillus spp., Bkiouas A. flavus, A. fumigatus,
A. terreus, A. niger, A. nidulans, Candida spp., skarouas C. albicans, C. glabrata, C. krusei, C.
parapsilosis u C. tropicalis, a Tax:ke B oTHOImICHHH OrpaHrueHHOro yrcia mrammoB C. dubliniensis,
C. inconspicua, u C. guilliermondii, Scedosporium spp., Bkimtouast S. apiospermum, S. prolificans u
Fusarium spp.

[[pyrI/Ie FpI/I6KOBLIe I/IH(I)CKI_[I/II/I, IIPpU KOTOPBIX NPHUMCHAJIICA BOPHUKOHA30JI (I/IHOFI[a C YaCTHUYHBIM HJIHN
MOJIHBIM OTBETOM), BKJIIOYAIU B ceOsl OTAENbHBbIC Cliydan WHQEKuuii, Bb3BaHHbIX 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., Bxmtouas P.
marneffei, Phialophora richardsiae, Scopulariopsis brevicaulis u Trichosporon spp., Bkmouas T.
beigelii.

ITpomeMoHCTpHpOBaHA aKTHBHOCTH BOPHMKOHA30Jia IN VItr0 B OTHOIIEHWH KIWHHYECKUX IITAMMOB
Acremonium spp., Alternaria spp., Bipolaris spp., Cladophialophora spp., Histoplasma capsulatum.
Poct GombIIMHCTBA IITAMMOB NOAABJIAJICA TPHU KOHLCHTpAUHUAX BOPHUKOHA30JIa OT 0,05 MKT/MII 0
2 MKT/MJI.

BrisiBrieHa TakKe akTHBHOCTh BOPHKOHA301a iN Vitro B otHomenuu Curvularia spp. u Sporothrix spp.,

OJHaKO KIIMHUYCCKOC 3HAYCHHUEC JaHHOT'O 3(b(I)CKTa HCHU3BCCTHO.
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(Dapmaxommemuka

Obwas xapakmepucmuka

dapMaKOKMHETUYECKUE napameTphl BOPHUKOHA30J1a XapaKTepU3yIOTCS 3HAYUTENbHOU
MEXUHIUBHLYy aJIbHON BapruaOeIbHOCTHIO.

dapMaKOKMHETHKA BOPUKOHA30JIA SIBIISIETCS. HETMHEWHOM 3a CUeT HachIeHUs ero MeTabonu3ma. [Ipu
MOBBILIECHUH J103bI HA0JI01aeTCsl HEMPONOPIHOHANIbHOE (00Jiee BhIpaXKEHHOE) YBEIMUCHUE TIOIAN
o KpuBo# «koHueHTpauus-spems» (AUC:). YBenuuenue nepopanbHoil 10361 ¢ 200 mr 2 pa3a B
cytku 110 300 mr 2 pa3a B cyTku npuBoauT K yBenudeHuto AUC: B cpeanem B 2,5 pasa. BoznelictBue
BOPHKOHA30J1a TIPH MpUeMe BHYTPh nozjaepxkuBatomeid 10361 200 mr (umu 100 Mr aj1s marieHToB ¢
Maccoii Terna MeHee 40 Kr) COOTBETCTBYET BO3JCHCTBHIO BOPHUKOHA30Ja MPU NPUMEHEHUU
BHYTPHUBEHHO B J103¢ 3 Mr/Kr. [Ipu nmpueme BHYTph nogaepskuBatonierd 10361 300 mr (wmu 150 Mr s
MAMEHTOB ¢ Maccoil Tena meHee 40 Kr) BO3eHICTBIE COOTBETCTBYET BO3/ICHCTBIIO BOPUKOHA30J1a IIPU
BHYTPUBEHHOM MPUMEHEHUU B 103€ 4 MI/KT.

[Ipy BHYTpUBEHHOM BBEJACHUU WUJIM MpPHUEME BHYTPb HACBHIIIAIONIUX /103 BOPUKOHA30Ja paBHOBECHAs
KOHLEHTpaLUsl IOCTUraeTcsl B TeueHue nepBbix 24 u. Ecau npenapar HazHavaioT 2 pa3a B CYTKH B
CpeaHuX (HO HE B HACBIILAIOLIUX) /103aX, TO IPOUCXOAUT KyMYJISLUsI BOPUKOHA305a, @ pABHOBECHbIE
KOHIIEHTPAIIUU JOCTUTAIOTCA K 6-My JHIO Y OOJBIIMHCTBA MAI[UEHTOB.

Bcacwisanue u pacnpeoenenue

Bopukonas3osn OpICTpO ¥ IPAKTUUECKU OTHOCTHIO BCACHIBAETCS MOCIIE IIPUEMa BHYTPh: MaKCUMaJIbHas
KOHIeHTpanusi B tia3Me KpoBU (Cmax) Aocturaercs depe3 1-2 4 mociie mpueMa. bUOJOCTYMHOCTh
BOPUKOHA30J1a IpHU IIpueMe BHYTph cocTaBisgeT 96 %. [Ipu noBTopHOM Ipueme ¢ nuieit ¢ 60abInuM
conepxkanueM KUpoB Cmax 1 AUC: cumxarotcs Ha 34 % u 24 %, cooTBeTcTBeHHO. BcachiBaHue
BOPHMKOHA30J1a HE 3aBUCHUT OT pH >Key104HOT0 coKa.

Cpennuit 00beM pactpeieneH!s BOpUKOHA30J1a B PABHOBECHOM COCTOSIHUM COCTaBIIsIET OKOJIO0 4,6 JI/KT,
YTO yKa3bIBAaCT HA aKTUBHOE paclipe/iesieHue BOPUKOHA30J1a B TKaHU. CBs3bIBaHME ¢ O€IKaMH I1J1a3Mbl
KpoBH cocTaBisieT 58 %.

BopukoHnazon mnpoHukaeT uepe3 remarto’Huedannueckuit O6aprep (I'DB) u ompenensercs B
CIIMHHOMO3T'OBOM KHMJIKOCTH.

Memabonusm

CoriacHO JaHHBIM HCCIEAOBaHHMM IN VIO BOPHUKOHA307 META0OJIM3HPYETCS IMOJ JCHCTBHEM
uzodpepmentoB CYP2C19, CYP2C9, CYP3A4. Baxxnyio posib B MeTa00IM3Me BOPUKOHA30J1a UTPAET

nzopepment CYP2C19, nposBisonuil BoIpaKeHHbIH T'€éHETUYECKHI MOTUMOP(PH3M, B CBSI3U C UYeEM
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MOHIKEHHBIM MeTa0oynM3M BOpUKOHA3zona Bo3MokeH y 15-20 % mnpencraButeneit a3uaTtckoro
MPOUCXOKACHUS U Y 3-5 % npeacTaBuTeIe eBpONCONTHON U HErPOUIHOM pac. Y CTaHOBJIEHO, YTO Y
MAIMEeHTOB C MOHWKEHHbIM MeTabonm3mom AUC: BoprukoHa30a B CpefiHeM B 4 pa3a BBILIE, YEM Y
TOMO3HUI'OTHBIX ITallMCHTOB C BBICOKHUM MeTaGOJ'II/I?;MOM. Yy FETCPO3UTOTHBIX MALMCHTOB C BBICOKHUM
Metabonuzmom AUC: BoprKoHa30:1a B cpe/iHeM B 2 pa3a BbIIlIe, YeM Yy TOMO3UTOTHBIX.

OCHOBHBIM MeTa0OJIMTOM BOPHUKOHA30J1a ABJsieTCs N-OKCH/I, A0JISI KOTOPOTO COCTABISET OKOJIo 72 %
OT 00IIEero KOJIMYeCTBa MUPKYIUPYIOMIUX B IUIa3Me KPOBU METaOOJIUTOB C PaIMOAKTUBHON METKOM.
OroT MeTabonut 00jasaeT MUHUMAIbHOM MPOTUBOTPHUOKOBON aKTUBHOCTHIO W HE BHOCHT BKJIA[ B
KIMHUYECKUH 3 (eKT BOPHKOHA30IA.

Buvigeoenue

Bopukonaszoin BEIBOAUTCS B BUAE META0OIUTOB MOcie OMoTpaHcGOopMaIliH B IEYCHH; B HEU3MEHEHHOM
BU/JIE TIOYKaMU BBIBOJUTCS MeHee 2 % OT BBEICHHOM J03bI IIpernapara.

ITocne MHOI'OKpAaTHOI'O IIpv€Ma BOPHUKOHA30JIa BHYTPb WJIKW BHYTPHUBCHHOI'O BBCACHHA B MOYC
obHapyskuBaetcss okosio 83 % u 80 % 10361 mpenapaTa, COOTBETCTBEHHO. boubias yacts (> 94 %)
o011ei 1036l BHIBOJAUTCS B TEUEHUE MEPBBIX 96 4 mocie npuemMa BHYTPh U BHYTPUBEHHOT'O BBEJICHUSI.
[lepuon nomyBeiBeaenus (T12) BOpuKOHA30J1a 3aBUCUT OT J03bl M COCTABIISIET MPUMEPHO 6 4 mpu
npueme rnpemnapara BHyTpb B 03¢ 200 mr. B cBsi3u ¢ HeIMHEHHOCTHIO (PapMaKOKHHETUKU BETMYMHA
T1/2 HE TO3BOJISIET MPENICKA3aTh KyMYJISITUIO FITH BHIBEJICHUE BOPHKOHA30JIA.

@apmaKOKuHemuKa 8 0coObIX zcpynnax

Ilon

[Tpu MHOTOKpaTHOM pHEMe BOPHKOHa3051a BHYTPb Cmax 1 AUC: y 310pOBBIX MOJIOABIX KEHIIUH ObUTH
Ha 83 % u 113 % cOOTBETCTBEHHO BBHIIIIE, YEM Y 30POBBIX MOJIOABIX MyX4HH (18-45 net). 3HaunMBbIX
pazmunii Cmax 1 AUC: y 30pOBBIX MOKMIIBIX MY>KYHH H 3/TOPOBBIX MOKUIIBIX KEHIIUH (> 65 J1eT) HeT.
PaBHOBecHas KOHIIEHTpaIMs BOPUKOHA30J1a B IJIa3Me KPOBH y »keHIIMH O0bu1a Ha 100 % u 91 % Bhiime,
4eM y MY)XYHH TOcJe TpueMa mpenapara B BHIE TaOJNETOK WM CYCIIEH3WH, COOTBETCTBEHHO.
Heo6xonuMocTu KOppeKIUH 1036l BOPUKOHA30Ja B 3aBUCHMMOCTH OT moia HeT. KoHueHTpanuu B
IU1a3Me KPOBU y MY>KUMH U JKEHIIUH CXOTHBI.

Bospacm

[Ipy MHOTOKpaTHOM IpHEMe BOpWKOHa30ja B BHAE Ta0neToK BHYTPh Cmax 1 AUC: y 310pOBBIX
MOXKMIBIX MYXUUH (> 65 7et) Ha 61 % u 86 % COOTBETCTBEHHO BHIIIE, Y€M Y 3J0POBBIX MOJIOJIBIX
MmyxurH (18-45 nmet). 3HaunMbix paznuauit Cmax 1 AUC: y 310pOBBIX TIOXKIIIBIX JKEHIIUH (> 65 11eT) u

3JI0pPOBBIX MOJIO/IbIX KeHIIUH (18-45 net) Her.
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[Ipodune OGe3omacHOCTH BOPUKOHA30Jla Y MOJIOABIX M TOXHWIBIX MAIMEHTOB HE OTJIMYAeTCs.
HeobOxoauMocTu KOppeKIuu 036l BOPUKOHA30J1a B 3aBUCHIMOCTH OT BO3pacTa HeT.

Jlemu

VY nereii otmMedaercs 0oJibliasi BHyTPUUHINBUAYaIbHAsi BApUaOEIbHOCTh, 4eM Y B3pocibiX. CpaBHEHUE
JIETCKOM W B3pOCJION MOMYJSALMI MoKaszano, uro npeamnonaraemas AUC: y aered mocie BBEIACHUS
HACBIIIAIONICH 03Bl 9 MI/KT OblIa CpaBHUMA C TAKOBOW Y B3POCIBIX ITOCJIEC BBEJCHUS HACHIIAIONICH
no3el 6 mr/kr. Ilpennonaraemas o0mas KOHICHTPAIUS Y JETeH MOCIe BBEICHUS MOICPKUBAOIICH
7103b1 4 MI/KT U 8§ MI/KT ZiBa pa3a B CyTKH Obljla TAKXKE CpaBHUMA C TAKOBOW Y B3POCIIBIX MOCIIE BBEICHUS
nojJep>KuBarolel 1036l 3 MI/Kr U 4 MI/KT ABa pa3a B cyTKd. KoHIIEHTpauus BOPHUKOHA30ja MPHU
BHYTPHUBEHHOM BBEJICHUU B JI03€¢ 8 MI/KT B JIBa pasa BBIIIE, YeM IPH MPUEME BHYTPH B J103¢ 9 MI/KT.
bronocTymHOCTS BOPUKOHA30JIa TIPH MIPUEME BHYTPh Y JIETEH MOXKET OTPaHHYUBATHCS HApyIICHUEM
BCAChIBaHM M JIOCTATOYHO HU3KON Maccoi Tella B STOM BO3pacTe M B 3TOM CIydyae MOXET ObITh
MMOKa3aHO BHYTPUBEHHOE BBEJICHUE.

[losydyeHHbIE 1aHHBIE CBUAETEILCTBYIOT O 00Jiee BHICOKOW 3JIMMHUHAIMM BOPUKOHA30J1a y JETEH 110
CPaBHEHHUIO CO B3POCIBIMH B CBSI3U C OOJIBIITUM COOTHOIICHUEM MAacCChl TICYCHU U MacCHI Tea.

VY OONBIIMHCTBA MOAPOCTKOB KOHIICHTpAIUSl BOPHUKOHA30JIa B IIa3ME KPOBU COOTBETCTBYET ATOMY
MOKAa3aTeNI0 y B3POCIBIX MalMeHToB. TeM He MeHee, OTMEeUYaINCh MEHbIIINE 3HAUE€HUSI KOHIIEHTPALUU
BOPHKOHA30J1a B TUIa3Me€ KPOBH y HEKOTOPHIX MOJPOCTKOB C HU3KOM MAacCOil Teina MO CPaBHEHUIO C
B3pPOCIABIMH M OBLTM OJMIDKE K 3HAUEHUSM TOTO JK€ Mokazarenss y jereil. OCHOBBIBasCh Ha
MOMYJSIIMOHHOM (hapMaKOKHHETHYECKOM aHajn3e, MOJAPOCTKH B Bo3pacTte oT 12 mo 14 meT ¢ maccoit
Tena MeHee 50 KT TOJDKHBI MOJIy4aTh J03Y BOPUKOHA30J1a, PEKOMEHJOBAHHYIO Ui [IpHeMa y JIeTeH.
Hapywenue ¢pynxyuu nouex

Ces3plBaHMe ¢ OelKkaMy IIIa3Mbl CXOJHO Y TAIIMEHTOB C PAa3jUYHONW CTEMEHbIO TMOYEYHOU
HEJOCTATOYHOCTU. Y MAallMEHTOB CO CPETHEH WM TsDKENOW CTENEHbI0 HapylleHUs (YHKIMH MOYeK
(KOHIIEHTpaIKs KpeaTHHUHA B CHIBOPOTKE > 220 MKMOIB/T UM 2,5 MT/1i1) HabmogaeTcst KyMyJ s
BCIIOMOTaTEJIbHOTO BEIIEeCTBa - OeTajieKkca Cynb(poOyTriIaTa HaTpusi, BXOIAIIErO B COCTaB JIHO(rimn3aTa
JUTSI IPUTOTOBJICHUSI pacTBOpa JJist HHDY3Hil.

Hapywenue ¢pynkyuu nevenu

Hapymenne QyHkiuu rnedeHn He BIUSET HAa CBS3bIBAHUE BOPUKOHA30JIa ¢ OENKAMHU IJIa3Mbl KPOBHU.
Ceenennii 0 papMaKkOKWHETHKE BOPUKOHA30J1a Y MAIIMEHTOB C TSHKEIBIM Uppo3oM medeHu (kiace C

o knaccuduxanuu Yanna-I11s10) HeT.
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IToka3aHusi K NPUMEHEHUI0

WHBa3uBHBIN acepruiies.

Kannunemus y nmarieHToB 6€3 HEUTPOIICHUU.

Tspkenble HHBa3UBHBIE KaHAM103HbIC HH(eknuu (Bkaodas C. Krusei).

Kannnnos numesosa.

Tspxenble rpuOKoBbIe MHMEKIMH, BhI3BaHHBIC SCedosporium spp. u Fusarium spp.

Jlpyrue TsoKenble HHBa3UBHBIE TPUOKOBBIC HH(DEKINY TPU HETIEPEHOCUMOCTHU W pepPaKTEPHOCTH K

APYIruM JICKapCTBCHHBIM CPCACTBAM.

[IpodunakTuka «IpOPBHIBHBIX» T'PUOKOBBIX HHGEKIMH Yy MalUEHTOB CO CHUXKEHHOW (yHKUueH

MMMYHHOH CHUCTEMBI, JINXOPAAKOM M HEUTPONEHUEHl, U3 TIpYII BBICOKOIO PHUCKA (pEUUIUEHTHI

TPpaHCIUIaHTAaIUU 'EMOITO3TUYCCKHX CTBOJIOBBIX KJICTOK, ITAIIMCHTLI C pCIUINBOM JIGﬁKO?:El).

[IpodunakTrka MHBa3UBHBIX TPUOKOBBIX HH(PEKIIUHN Y MAalMEHTOB (B3pOCIBIX U AeTei crapiie 12 yer)

I'pyHaIibl BBICOKOT'O PUCKA, TaKUX KaK PCHUNHCHTHI TPAHCIUIAHTAIIMHA TEMOIIO3TUYCCKUX CTBOJIOBBIX

KJICTOK.

IIporuBonoOKazanmns

['unepyyBCTBUTENIBHOCTD K BOPMKOHA30JIy UJIH JF0OOMY APYroMy KOMIIOHEHTY IpenapaTa.
OnHoBpeMeHHOe mpuMeHeHue ¢ cyocrparamu uzodpepmenta CYP3A4: tephenanun,
acTeMHU30Jl, IU3anpui, MHUMO3UJA, XMHUIAWH WM UBaOpaJuH, MOCKOJBKY HOBBIIICHHBIE
KOHIIEHTPALIMHU 3TUX JIEKAPCTBEHHBIX CPEJICTB B IIa3M€ KPOBH MOTYT MPHUBECTH K yATMHEHUIO
uHTepBaia QTC M peAKuM ciydasiM BO3HHKHOBEHHS JKEITYIOYKOBOH TaXUKapIUH IO THITY
«rapyaT» (torsades de pointes) (cm. pasmen «B3aumojeicTBrue ¢ ApyrUMU JIEKapCTBEHHBIMU
CPEICTBaAMUY).

OnHOBpeMEHHOE NpUMEHeHHe ¢ pupaMIULIMHOM, KapOaMa3emuHOM U JUIMTENBHO
neiicTByromumMu 6apoutyparamu (penoGapOUTai), MOCKOIBKY 3TH JIEKAPCTBEHHBIE CPEICTBA
MOTYT 3HAYUTENbHO CHU3UTH KOHIIEHTPALMI0O BOPMKOHA30Jla B IJIa3Me KPOBH (CM. paszzaen
«B3anMozaelicTBrE C IPYTUMU JIEKAPCTBEHHBIMU CPEJICTBAMUY).

OpHOBpeMEeHHOE NpUMEHEHHe ¢ pupadyTHHOM, Tak Kak pu(aOyTHH 3HAYUTEIILHO CHUYKAET
KOHIEHTPALMI0O BOPUKOHA30J1a B IUIa3Me KpoBU (cM. pasnen «BsaumopeiicTBue ¢ apyrumu
JIEKapCTBEHHBIMU cpeficTBaMu» U «OcoOble yKazaHUs).

OnHoBpeMeHHOE NpuUMeHeHue ¢ 3¢aBupeH3oM B no3ax 400 mr u Bbime | pa3 B cyTku (cC

BOPHUKOHA30JIOM B CTaHAAPTHBIX )103ax), IMOCKOJIBKY 3(1)aBI/IpeH3 B 3THUX J03aX 3HAYHUTCIBHO
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CHIDKAeT KOHIEHTPAIMI0 BOPUKOHA30J1a B IUIa3Me KpoBU. BopukoHa3o Takke 3HAUUTEIHHO
YBEJIIMYUBAET KOHICHTpAIMIO d(aBUpeH3a B mia3Me KpoBH (cM. pasnen «B3ammoneiicTBue ¢
JPYTUMU JIEKaPCTBEHHBIMU CPEJICTBAMM).

e  OaHOBpPEMEHHOE MPUMEHEHUE C PUTOHABHPOM B BBICOKHX n103ax (400 mr u Bbimie 2 pasza B
CYTKH), IOCKOJIbKY PUTOHABUP 3HAYUTEIILHO CHUKAET KOHIEHTPALIMIO BOPUKOHA30JIA B MJIa3Me
KpPOBH B 3TOH J103€ (cM. pazaen «BzauMonencTBre ¢ ApyruMu JIEKapCTBEHHBIMU CPEACTBAMID).

e OAHOBPEMEHHOE NMPUMEHEHUE C AJTKAJOUJAMH CIOPBIHBHU (IProTaMuH, TUTHAPOIPTOTAMUH),
sBistronuxcs cyocrpatamu nzodepmernta CYP3A4, mockonbKy MOBBIIICHHAS KOHIIEHTPALIHS
3TUX JIEKAPCTBEHHBIX CPEJICTB B IJIa3ME€ KPOBH MOXKET MPUBECTH K IProTU3My (CM. pasien
«B3aumoelicTBE C IPYTUMHU JIEKAPCTBEHHBIMU CPEACTBAMU ).

e OQHOBpEMEHHOE MPUMEHEHHE C CUPOIUMYCOM, TOCKOJIbKY BOPUKOHA30JI MOXKET 3HAUUTEIBHO
YBEIMYUTh IUJIa3MEHHBIC KOHIICHTPAllUM cHpoiumyca (cM. pasnen «BzaumoneictBue ¢
JIPYTUMHU JICKaPCTBEHHBIMH CPEICTBAMU ).

e OgHOBpEMEHHOE MPUMEHEHHUE CO 3BepO00eM MPOBIPSBICHHBIM (MHIYKTOP IUTOXpoMma Paso u
P-rnukonpotenna) (cm. paznen «BzaumonaelicTBre ¢ IpyruMHy JIEKAPCTBEHHBIMU CPEACTBAMID ).

e OJHOBpEMEHHOE MPUMEHEHHE C HAJIOKCETrOoJIOM, TaK KaK BOPUKOHA30Jl MOXET 3HAUUTEIHHO
MOBBIIATh IJJA3MEHHbIE KOHIEHTPALMM HAJOKCEroja, 4YTO MOJYKET BbI3BaTb CHUMIITOMBI
onmuouIHON aOcTuHEeHIMH (CM. pazaen «BzaumojelcTBue ¢ JAPYTMMH JIEKApCTBEHHBIMU
CpEICTBaMMY).

e (OJHOBpPEMEHHOE MPHUMEHEHUE C TOJBANTAHOM, TaK KaK BOPHMKOHA30J MOXKET 3HAYUTEIIBHO
MOBBIIIATH MJIA3MEHHBIC KOHIIEHTPAIUH TOJIBaNTaHa (cM. pazzen «B3anumonencTBue ¢ ApyrumMu
JIEKApCTBEHHBIMH CPEACTBAMMU ).

e (OJHOBpPEMEHHOE NPUMEHEHUE C BEHETOKJIAKCOM B Hayaje MPUMEHEHHs] BEHETOKJIAKCa W BO
BpeMms (a3pl TUTPOBAHUS JI03bl Tperapara, TaKk Kak BOPUKOHA30J], BEPOATHO, MOXKET
3HAQUUTEJIbHO TOBBIIATh TUIA3MEHHBIE KOHIIEHTPAllUM BEHETOKJIAKCa M PHUCK Pa3BUTHS
CHUHJpOMA JHU3HMCAa OMyXonu (cM. pasznen B3ammonmeilcTBue C JIPYyTUMH JIEKApCTBEHHBIMH
CpencTBamm).

e  OAHOBPEMEHHOE MPUMEHEHUE C JIypa3uI0HOM, TaK KaK 3TO MOXKET IPUBECTU K 3HAYUTEITHLHOMY
YCWJICHUIO BO3ACHCTBUA JIypa3uJ0oHa U BO3MOXHOCTU PA3BUTUS CEPHE3HBIX HEKENATEIbHBIX
peaknuii (cMm. pazaen «B3zanMoaelicTBre C IPYTUMU JIEKAPCTBEHHBIMU CPEJICTBAMMI ).

e Jlerckuii Bo3pacT A0 2 JieT.
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C 0CTOpPOKHOCTHIO

[ToBbIIeHHAS YyBCTBUTEIBHOCTD K IPYTUM TIperiaparaM - MPOU3BOIHBIM a30JI0B.

Tspkenasi CTEIEHh HEIOCTATOYHOCTH (DYHKIIMH TTEYSHH, TsDHKEasi CTeNeHb HeJJOCTaTOYHOCTH (PYHKIIUU
MOYEK.

BopukoHa3on cieqyeTr MNpPHMEHSATh C OCTOPOXKHOCTBIO Yy MAIMEHTOB C IMPOAPUTMUYCCKUMHU
COCTOSIHUSIMU: BPOXICHHOE WIIM NPUOOpeTeHHOe yBenndyeHue uHrepBaia QT, kapauomuonaTtusi, B
0COOEGHHOCTH €  CEpJIEYHOM  HEIOCTaTOYHOCThIO, CHHYycOBas  OpaauKapaus,  HaJudue
CHUMIITOMAaTUYECKOH apUTMUHU, OJIHOBPEMEHHBIH IpPHEM IMPENapaToB, BHI3BIBAIONINX YIUTMHECHHUE
unatepBana QT (cm. paznen «OcoObie yKa3zaHUI).

Taxxe ciemyer coOMOmaTh OCTOPOXKHOCTh IPHU IIPUMEHeHHH npenapara Budena® y manmeHToB C

QJICKTPOJMUTHBIMU HAPYIICHUAMHA, TAKUMHU KAK: THIIOKAJIMEMUSA, TUIIOMArHueMus U TUIOKAJIbIUCMUS.

IIpuMeHeHne npu 0epeMEeHHOCTH M B IEPHO/ IPYAHOI0 BCKAPMJIMBAHUSA

JlocTatouHoii HHGOPMALIUK O TPUMEHEHNH BOPUKOHA30J1a Y OEPEeMEHHBIX JKEHIIIUH HET.

B uccnenoBaHusix Ha JKMBOTHBIX YCTaHOBJIEHO, YTO IIPENapaT OKa3blBa€T TOKCUYECKOE ACHCTBHUE Ha
penpoaAyKTUBHYIO PyHKIMIO. BO3MOXHBIN PUCK AJIs YellOBEKa HEeM3BeCTeH. BoprukoHas3om He creayeT
MPUMEHSTh y OEpEMEHHBIX JKEHILIUH 32 UCKIIOYCHHEM TEX CIy4yaeB, KOT/a OXHaaeMas Mojb3a s
MaTepu SBHO IPEBBIIAET BO3MOXKHBIM pUCK I IuloAa. BhiBeeHHME BOPUKOHA30/1a C TPYAHBIM
MOJIOKOM HE€ u3yvasioch. Ha Bpemsi mpumeHeHHs Mpenapara IpyJHOE BCKapMJIMBaHUE CIEAYeT
MIPEKPATHUTB.

YKeHIMHBI penpoIyKTHBHOTO BO3pACTa PU MPUMEHEHHH npenapaTta Budpena® 10mKHbI HCTIOTB30BaTh

HaACXKHBIC METOJbI KOHTPAICTII[HH.

Cnoco6 npuMeHeHus U 103bI

I[Ipenapar Budenn® He peKOMeHyeTCs BBOAUTEL B BHE OOTIOCHBIX UHBEKIMI (CTPYiiHO). CKOPOCTH
nH(QY31U HE T0JKHA MPEBbIIATh 3 MI/KI/4 B TedeHue 1-3 4.

[lepen HauamoM Tepamnuu HEOOXOTUMO OTKOPPEKTHUPOBATH TAKHE SJIEKTPOJMTHBIE HAPYIIEHUS, Kak
TUIIOKAIMEMHUs], THIIOMarHueMus U TUnokaibiueMus (cM. pasaen «[lobouHoe nercTBue»).

Bspocavie nayuenmol

Hasnauenue npenapara Budena® cieqyer HauMHATL ¢ BHYTPHBEHHOTO BBEIEHUS B PEKOMEHIyEMOM
HaChILIAONIeH 103€, YTOOBI YKE B IEPBBI 1€Hb T00UTHCA aJIeKBAaTHON KOHILIEHTPALIUH B TUIa3Me KPOBH.
BHyTpuBEeHHOE BBEICHHE CIIEYET NIPOAOKATh KAK MUHUMYM 7 JTHEH, ITOCJIE YEr0 BO3MOKEH IIEPEXO]T

Ha MEpOpaNbHBINA PUEM MpenapaTta, pH yCIOBUH, YTO HAIUEHT CIIOCOOCH MPUHUMATH JICKApCTBEHHbIE
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CpeICTBa JJIsl IpUeMa BHYTPb. Y UUTHIBAs BHICOKYIO OMOIOCTYITHOCTh IIpernapara rnpu npuemMe BHYTpb,

nocturawinyo 96 % (cMm. pazgen «DapMakOKHMHETHKA»), NPU HAIUYUMK KIMHMUYECKUX MOKa3aHUU

MO>KHO MEPEXOAUTh C BHYyTPUBEHHOTO Ha IIEpOpalibHOE IPUMEHEHHUE Npernapara 6e3 KOPPEKIUH JJO3bI.

B tabnuue nmpuBeneHa moapo6Has nHGOpMaus 110 J03UpoBaHuIo npenapara Budena®:

BuyTps
TTanmenTEI IManuenTs!
BnyTtpusenno
¢ Maccol Tea C Maccoi Tena
40 kr u 6onee menee 40 kr
6 MI/Kr
Hacrwimaromas go3a — He He
KaKIple 12 9
BCE MOKa3aHus (repBbie 24 ) PEKOMEHYeTCsl | PEKOMEHIYeTCs
[TogneprxuBarorias 103a (1Mocie mepBoIx 24 )
[TpodunakTrka HHBa3UBHBIX TPHOKOBBIX
MH(pEKINH y TalMeHTOB (B3pOCIIbIX U AeTel
ctapuie 12 neT) rpynmnsl BEICOKOIO pHUCKa,
3-4 Mr/xr 200 mr 100 mr

TaKUX KaK peLMIIMEHThI TPAHCIUIAHTAllUU
TeMOMOATHYECKHUX CTBOJIOBBIX KIIETOK /
npo(UIAKTUKA «IIPOPBIBHBIX» IPUOKOBBIX

MH(EKIUN y TUXOPAIANIUX TaIlIEHTOB

Kaxaele 12

Kaxnaeie 12 a

Kaxaeie 12 41

WHBa3uBHBIN acniepriuie3 / HHOEKIHH,
BBI3BaHHBIE Scedosporium spp. u Fusarium
Spp. / Apyrue TSHKENbIe HHBA3UBHBIC

rpuOKOBbIe HH(DEKINH

4 mr/xr

Kaxaele 12 4

200 mr

Kaxaele 12 g

100 mr

Kaxaele 12 4

Kannuaemust y maneHToB 6e3 MposiBICHUN

HEUTPOIIEHUU

3-4 mr/xr

Kaxkaple 12 4

200 mr

Kaxaple 12 1

100 mr

Kaxaele 12

Kanannos muieBona

He ycranoBneno

200 mr

Kaxaple 12 1

100 mr

Kaxaele 12

110060p 00361 0151 BHYMPUBEHHO20 B8EQEHUS

[Ipu HemocTaToyHON >(P(PEKTUBHOCTH JIEUEHHUs IOJJIEpPKMBArOIas a03a mpemnapara Budena® ms

BHYTPHUBCHHOI'O BBCIACHUSA MOKCET OBITH yBCJIN4YCHA OO 4 Mr/Kr KaXXJbIC 12 u. Ecnn HalmueHT HE

MEpCHOCUT MTperiapar B BBICOKOH J03€, €€ CHUXKAIOT A0 3 mr/kr KaXJbIC 12 4.

Crp. 9 u3 44




11.04.2023

JUTMTeNbHOCTD JIeYeHHUS AOKHA OBITh KaK MOKHO KOpOUY€ B 3aBUCUMOCTHU OT KJIMHHUYECKOTO 3¢ dekTa
U pe3yJIbTaTOB MUKOJIOTHUECKOTO UCCeoBaHus. JJIUTENbHOCTD JIeUeHUs HEe A0bKHA npeBbimaTh 180
JTHEH.

Ipoghunaxmuxa y é3pocivix u demeii

[IpodunakTuyeckoe nmpUMeHEHUE IMpernapara cielyeT HAaUMHATh B JIEHb TPAHCIUIAHTAIUH U MOXHO
npogomkark A0 100 mueit. [Tpommte npodwmraktuky mo 180 gHEH mocie TpaHCIUIAHTAIUA MOXHO
TOJBKO B CIydyae MPOJOJDKEHUS HMMMYHOCYIPECCUBHOM TepanmuM WIM pPa3BUTHS peakLUuu
«rpa”cmiantaT npotuB xo3simHa» (TIIX). bezomacHocTs M 3(PPeKTUBHOCTH BOPHKOHA305a MpU
npuMmenenuu 6osee 180 AHeH B KIIMHUYECKUX UCCIIETOBAHUIX HaJIekKaIIUM 00pa3oM HE U3Y4allUCh.
PesxxuM 103upoBaHMs € IETbI0 MPO(UITAKTHKH TAKOH K€, KaK U C [EJbIO JICYCHUS B COOTBETCTBYIOIINX
BO3PACTHBIX PYyIIIaxX.

Hapywenue ¢pynxyuu nouex

VY manueHToB CO CpelHed WM TSDKENOW CTENeHbI0 TMOYEYHOH HEeJIOCTaTOYHOCTHIO (KIMPEHC
kpearnauHa < 50 Mi/mMuH) HaOIIOAAETCS KyMyJSLHsS BCIIOMOTAaTENIBHOTO KOMITIOHEHTA Mpenapara
Oeraziekca cynbhoOyTrnara Hatpust. Takum nanuenTam npenapar Budena® cienyer HasHauath BHYTPb
3a UCKIIIOUEHUEM TeX CIy4aeB, KOrja MpernoaraeMas rnojib3a BHyTPUBEHHOTO BBEJACHUS MPEBBIIIACT
MOTEHIUATIbHBIA pUCK. B mNOMOOHBIX cHUTyanusXx HEOOXOIMMO PETYISPHO KOHTPOJIUPOBATH
KOHLEHTPALMIO KpeaTUHWHA U B ClIydae €ro MOBBILICHHS ClIelyeT 00CyIUTh BO3MOKHOCTh IIEpexo/ia
Ha IpUEM BOPUKOHA30J1a BHYTpb.

BopurkoHa3on BBIBOAMTCA B XOJA€ remMoAMaiu3a ¢ KiupeHcoM 121 mu/mMuH. 4-yacoBOil ceaHC
reMo/inann3a He MPUBOJIUT K YAAJCHUIO 3HAUMTENbHOM YacTu J03bl BOPUKOHA30J1a U He TpeOyer ee
Koppekuuu. beranekca cynbdoOyTuiar HaTpusi BBIBOJUTCS B XOJ€ IeMoJuanu3a C KIMPEeHCOM 55
MJI/MUH.

Hapywenue ¢pynkyuu nevenu

[Ipu ocTpoM MOBpeXACHUM MEUYEHU, MPOSBIISIIOUIEMCS IMOBBIIIEHUEM AKTUBHOCTH «IIE€YEHOYHBIX»
TpaHcaMMHa3: ajaHMHaMuHOTpaHchepasbl (AJIT) u acnapraramunotpancgepassl (ACT), koppekius
7103bI HE TpebyeTcs, HO PEKOMEHIYeTCsl IPOAOKAaTh KOHTPOJIb MOKazareied pyHKINN NeUYeHH.
[TarueHTam C JIGTKUMHU WU CPETHETSHKENBIMU HApyIIeHUsIMU (QyHKIMU TedeHu (kmacckl A u B mo
knaccudukanun Yaiina-I1er0) crnegyer Ha3HauaTh CTaHAAPTHYIO HACHIMIAIONIYIO 103y Tperapara
Budenn®, a moanepKuBaroIyro 103y CHUKATh B 2 pasza. [lanuenTtaMm ¢ TSKEION CTEEHBI0 HAPYIIEH S
¢ynxnun neuenn (kaace C no knaccuduxanun Yaiina-Ilsro) npenapar Bupena® cnemyer Ha3HauaTh
TOJIBKO B T€X CIIyyasix, KOr/ia 0KHJiaeMasl M0Jib3a MPEBBIIIAET BO3MOKHBIN PUCK, U MO TOCTOSIHHBIM

KOHTPOJIEM C HCJIBIO BBIABJIICHUSA ITPU3HAKOB TOKCHYCCKOT'O HCﬁCTBHH npenapara.
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Toowcunvie nayuenmot

Koppekiuu 10361 y MOXKUIIBIX JI0eH He TpeOyeTcs.

Ilpumenenue y oemeit
bezonacHocTh 1 3¢ (heKTUBHOCTH BOPUKOHA30IIA Y JIeTeil MitaAiie 2 JeT He yCTaHOBJICHBI.
Pesicum oozuposanus éopurxonasona y oemeii (6 6ozpacme om 2 0o 12 nem) u noopocmkos 6 sozpacme

om 12 0o 14 nem u maccou mena menee 50 ke:

BuyrpuBeHHO BuyTtpnb
Hacbernmaromasa ago3a
9 mr/kr xaxnaeie 12 a He pexomennyercs
(nepBble 24 4)
Ilopnep:xuBalomas 103a 9 MI/KT /1Ba pa3a B CyTKH
(mocJie nmepBbIX 24 1) 8 MI/Kr 2 pasa B CyTKHU (MakcuManbHas 103a 350 Mr
JIBa pa3a B CyTKH)

Tepanuio pekOoMeHAyeTCs HauWHATh C BHYTPUBEHHOTO BBEICHHUs IIpenapara, a BO3MOXXHOCTb
nepopanbHOro mpuema npenapata Budenn® ciefyer paccMaTpuBaTh TOJNBKO MOCHE KIMHUYECKOTO
VIIyYIIEHUS ¥ BO3MOXKHOCTH TIAITUEHTA IPUHUMATD MTePOpaITbHEIC JIEKAPCTBCHHBIE CPEICTBA.

CrnenyeT nmpuHUMATh BO BHUMaHUE, YTO BO3JICHCTBHE MTperapaTa Mpu BHYTPUBEHHOM BBEJICHUH B JI03€
8 MI/KT mpuOIU3UTENHHO B JIBA pa3a BbIIIE, YEM MPU MPUMEHEHUU BHYTPH B 103€ 9 MI/KT.
[IpumeHeHne BOpUKOHA30JIA Y IeTel B Bo3pacTe OT 2 710 12 neT ¢ HapymeHUusIMU (QYHKITMH IEYeHU WITN
MOYEK HE U3yYaIoCh.

Y noopocmros (6 6o3pacme om 12 0o 14 nem ¢ maccou mena 50 ke unu 6onee; om 15 oo 18 nem sne
3A8UCUMOCMU OM MACCHL Mea) BOPUKOHA30I T03UPYETCS TaK XKe, KaK JJIs B3POCIBIX.

Koppexyus 0o3vt

[Ipu HeageKkBaTHOM KJIMHUYECKOM OTBETE MAIlMEHTa, J03a MOXKET ObITh yBeIMUYeHa ¢ IIarom 1 Mr/kr
(wmm 50 Mr B ciryvae, eciid M3HAYaIbHO MPUMEHSUIM MaKCUMaJIbHYIO TiepopainbHyio 103y 350 mr). B
cirydae, eciii peOSHOK He IePEHOCHUT JISYeHUE, MOKHO CHU3UTH JI03y BOPUKOHA30J1a ¢ maroM 1 mr/mi

(unm 50 Mr B citydae, €ciiM U3HaYaIbHO IPUMEHSIN MAKCUMAJIbHYIO ITepopaiibHy0 103y 350 Mmr).

Hnempyxkyus no npueomosnenuto pacmeopa 0ns ungysuii
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[penapar Budena® Bwimyckaercs Bo (akoHax JUisi OIHOKPATHOTO mpuMeHeHus. COmepKuMoe
(1akoHa BOCCTAHABIIMBAIOT, PACTBOPSS B 19 MJI BOJIBI AJISt HHBEKIHA, ¥ TTOTy4atoT 20 MII IPO3pavHOTO
KOHIIGHTpAaTa, COAEP)Kalllero BOPHUKOHA307 B KoHHeHTpauuu 10 mr/mi. Ecnmm pactBoputens He
[ocTynaer BO (UIAKOH IOJ JAEHCTBHEM BakKyyMma, TO (UIaKOH HCIOJIb30BaTh Henb3s. [lepen
MIPUMEHEHUEM HEOoOXOJMMBbIA 00BEM KOHIICHTpaTa (CM. TabJuUIly) MPUOABISAIOT K PEKOMEHIyEMOMY
COBMECTHMOMY PacTBOPY Ut UH(QY3UH (CM. HUXKE) U TIOIy4al0T PacTBOP, COACPIKAIINN BOPUKOHA30I

B KOHIIEHTpausax ot 0,5 Mr/mit 10 5 mr/mi.

Heo6xoaumMble 00beMbl KOHLIEHTparta npenapara Budgena® 10 mr/mur:

O6bembl kKoHnenTpaTa npenaparta Budena® (10 mr/min), HeoOXoauMBbIe 1Ist
MIPUTOTOBJICHHUS:
Macca Tena Jlo3a 3 mr/kr | Jlo3a 4 mr/kr | Jloza 6 mr/xr | Jlo3a 8 mr/kr | Jlo3a 9 Mr/kr
(xr) (ducno (uucno (uucno (ducio (aucino
(daKoHOB) (h1aKoHOB) (h1aKkoHOB) (h1akoHOB) ¢d1aKoHOB)
10 - 4,0 ma (1) - 8,0 mu (1) 9,0 ma (1)
15 - 6,0 ma (1) - 12,0 m1 (1) 13,5 M (1)
20 - 8,0 mut (1) - 16,0 mu (1) 18,0 mut (1)
25 - 10,0 mut (1) - 20,0 mi (1) 22,5 M1 (2)
30 9,0 mi (1) 12,0 M (1) 18,0 M (1) 24,0 M1 (2) 27,0 i (2)
35 10,5 mm (1) 14,0 mut (1) 21,0 M (2) 28,0 M1 (2) 31,5 mi (2)
40 12,0 ma (1) 16,0 mut (1) 24,0 M (2) 32,0 Mt (2) 36,0 mit (2)
45 13,5 ma (1) 18,0 mut (1) 27,0 mi (2) 36,0 M (2) 40,5 mi (3)
50 15,0 mi (1) 20,0 Mz (1) 30,0 M1 (2) 40,0 M (2) 45,0 M1 (3)
55 16,5 mu (1) 22,0 M1 (2) 33,0 M1 (2) 44,0 mn (3) 49,5 mn (3)
60 18,0 mu (1) 24,0 mi (2) 36,0 M (2) 48,0 mi (3) 54,0 M (3)
65 19,5 mu (1) 26,0 mi (2) 39,0 M1 (2) 52,0 M (3) 58,5 M (3)
70 21,0 mit (2) 28,0 M1 (2) 42,0 ma (3) - -
75 22,5 mn (2) 30,0 M1 (2) 45,0 mi (3) - -
80 24,0 M (2) 32,0 M (2) 48,0 mi (3) - -
85 25,5 mi (2) 34,0 mi (2) 51,0 mi (3) - -
90 27,0 M (2) 36,0 M (2) 54,0 mi (3) - -
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95

28,5 mi (2)

38,0 M1 (2)

57,0 ma (3)

100

30,0 mx1 (2)

40,0 M (2)

60,0 M1 (3)

I[Ipenapar Budpenn® nuopunusar s npuroToBIEHHs pacTBOpa A MH(Y3HMI NpPeACTaBIsSeT COOOM
CTepWIbHBIA THO(HIN3aT 0€3 KOHCepBaHTa, MPeIHA3HAYCHHBIN ISl OJTHOKPATHOTO MpuMeHeHus. C
MUKPOOHMOJIOTHYECKON TOYKHU 3pEHHs Mpenapar CieayeT BBOIUThL HEMEIJIEHHO. BoccTaHOBIEHHBIN
pacTBop (KOHIIEHTpAT) MOKHO XpaHUTh He Ooiiee 24 4 npu temmneparype ot 2 10 8 °C B Tom ciydae,

€CJIM OH OBLI IIPUT'OTOBJICH B KOHTPOJIUPYEMBIX aCCIITUYCCKUX YCIIOBUAX.

KoHIIeHTpaT MOXKHO Jajiee Pa3BOAUTh CICAYIONIMMU PACTBOPAMMU.:

- 0,9% pactBOp HaTpHs XJIOPHUAA JIsl BHYTPUBEHHOTO BBEJICHNUS,

- pactBOp PuHrepa yiakrata Jyisi BHyTPUBEHHOTO BBEIICHHS,

- 5 % pacTBOp AEKCTPO3bI U pacTBOp PuHrepa nakrara A BHyTPUBEHHOTO BBEACHMUS,

- 5 9% pactBop nekctposbl u 0,45 % pacTBOp HATpHs XJIOpU/IA JIsi BHYyTPUBEHHOT'O BBEIACHUS;
- 5 % pacTBOp ACKCTPO3HI Il BHYTPUBEHHOTO BBEJICHUS;

- 5 % pactBop aekctposbl u 0,15% pacTBop Kanus XJI0opuaa sl BHYyTPUBEHHOTO BBEJICHUS;

- 0,45 % pacTBOp HaTpuUs XJIOpUJA AJIsi BHYyTPUBEHHOTO BBEICHNUS,

- 5 9% pactBop nekctposbl u 0,9 % pacTBOp HATPUs XJIOPHUAA [l BHYTPUBEHHOTO BBE/ICHMUSI.

COBMECTHMOCTD BOPHKOHA30J1a ¢ IPpyruMu paCcTBOpaMH, IOMHUMO YKA3aHHBIX BbIIIC HCU3BECTHA.

IToGouHnoe nericTBHE

JlaHHble 0 0€30MacHOCTH BOPUKOHA30ja OCHOBAaHbI Ha pe3yibTaTax uccienoBaHus Oonee yem 2000
yenoBeK (1655 manueHTOB, NPUMEHSIIOIMIMX BOPUKOHA30J B JiedeOHbIX 1emax u 279 ¢
NpoUIAKTUYECKOW 1I€bl0), TPEJCTABIEHHBIX T'€TEPOreHHOW momyJjsiuuedl (MalueHThl Cco
37I0Kau€CTBEHHBIMU HOBOOOpa3oBaHUAMHU KpoBH, BUU-uHuUIIMpOBaHHBIE MALMEHTHI ¢ KaHIUI030M
NUIIEBO/Aa M pePpakTepHBIMU TPUOKOBBIMU HMH(EKIMSIMHU, TALUEHTbl 0e3 HEeWTpPONneHuun ¢
KaHIUJIEMHUCH WM acTIepTHIIIIE30M, a TAKXKe 3/T0POBBIE TOOPOBOJIBIIHI).

Haubonee pacnpocTpaHeHHBIMH HEKENIAaTEeIbHBIMU PEAKIUSAMU SIBISIOTCS HapYLIEHUS CO CTOPOHBI
opraHa 3peHus, OTKJIOHEHHE OT HOPMbI Pe3yJbTaTOB (PYHKUIMOHAIBHBIX MPOO MEUYeHH, JIUXOPAJKa,
CBIIIb, PBOTA, TOILIHOTA, TUapesi, FoJ0BHas 00k, nepudepruuecKkue 0TeKH, 00JIb B dKUBOTE U YyTHETEHUE
neixanus. HexxenaTtenbHble peakiuy oObIYHO OBLIM JIETKO MJIM YMEPEHHO BbIpaxkeHbl. KimnHuuecku

3HAYMMOM 3aBHCHMOCTH 0€30ITaCHOCTH mpemapara OT BO3pacTa, pachl WX IOJIa HC BBIABIICHO.
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Kpurepun onenku dactoTsl: oueHb yacto > 10 %; gacto > 1 % u < 10 %; nevacro > 0,1 % u < 1 %j;
peaxo > 0,01 % u < 0,1 %; ouenp penko < 0,01%; yacToTa HEM3BECTHA - HEBO3MOXKHO OMPEICITUTH
9acTOTY Ha OCHOBAaHUU MMCIOIIUXCS JTaHHBIX.

Co cmoponwl cepoya: wacmo - HAIHKETYJOUKOBas apUTMHUSI, TaXUKapIus, OpaguKapIus; Heuacmo -
GuOpULIISLIMS  KEITYAOYKOB, JKETYJTOUYKOBasg OSKCTPACHCTONHMS, HAHKETyI0OUYKOBas TaxUKapaus,
KEITyT0UKOBasl TaXUKApAUs, peoKo - apuTMUSl MO THUILY «IIHPYIT», MOJHAs aTPUOBEHTPUKYISIpHAS
Omokaza, 6JI0Kana HOXKHY Imyuyka ['mca, y3oBbIe apuTMUH.

Co cmoponbl cocyoos: wacmo - apTepuanbHas TUIIOTeH3Us, GIeOuT; Hewacmo - TpoMO0GIeOunT.

Co cmoponsl cucmemovl KpO6emeopeHus U JUMPAMUYecKoil CUCmemMpl: Yyacmo - arpaHyaoluTO3
(Brimtovast (heOpUSIbHYIO HEWTPONEHUI0O M HEUTPOIEHUIO), TAHIUTONEHUS, TPOMOOIUTOIICHUS
(BKJTIOYAsi IYMMYHHYIO TPOMOOIIUTOTICHHYECKYIO TYPIYPY), AHEMHSI, Heuacmo - JICTPECCUsi KOCTHOTO
Mo3ra, JIeHKomeHws, JuM(panCHONATUus, J03MHOQWIHS, CHHIPOM  JHUCCEMHHHPOBAHHOTO
BHYTPUCOCYIUCTOTO CBEPTHIBAHUS.

Co cmoponbl HepéHOIl cucmemMbl: OuYeHb uacmo - TOIOBHAs 00Jb; uacmo - CUHKONA, TPEMOp,
MapecTe3nsi, COHIUBOCTh, TOJIOBOKPYKEHHUE, CYJOPOTH, HUCTArM; Heudacmo - OTEK TOJIOBHOTO MO3ra,
sHIeANONaTHs, SKCTPAMPAMUIHOE PACCTPOMCTBO, MepudepruecKkas HEHpOmaTus, aTakcHs,
THIIECTE3Ms, qUCreB3us (HapylieHne BKYCOBOTO BOCHPHSATHSA); pedKko - TIeUeHOYHasl dHIeparonaTus,
cunapoM I'mitena-bappe.

Co cmoponwl opzana 3penus: oueHb 4acmo - HapylICHUE CO CTOPOHBI OpTraHa 3peHust (B TOM YHCIIe
HEUYETKOCTh 3pEHUS, 3aTyMaHEHHOE 3peHue, GotodoOus, XJIOpPOICHs, XPOMATOICHUsS, CBETOOOS3Hb,
I[BETOBAs CJICTIOTA, [IMAHOTICHS, HAJTMYUE B ITOJIC 3PCHHUSI PATyKHBIX KPYTOB BOKPYT UCTOYHHKOB CBETA,
HOYHAs CJIETIOTa, OCLUMIUIONCHUS, (QOTOMCHUs, MeplaTeabHas CKOTOMa, CHUKEHHE OCTPOTHI 3PEHUs,
3pUTENbHAS SAPKOCTh, AePEKT ToNed 3peHHs, IJIaBarollfe MOMYTHEHHUS CTEKJIOBHUIHOTO Tela W
KCAHTOTICHS ); Yacmo - KPOBOM3JIHSIHAE B CETUATYIO 000JIOUKY TJIa3a; Heuacmo - HEBPUT 3PUTEITHHOTO
HEpBa, OTEK COCKa 3pUTEIHLHOTO HEPBA, OKYJIOTUPHBIA KPU3, AUILIONUS, CKIEpUT, Osiedapur; peoxo -
aTpodus 3pUTENTLHOTO HEPBA, TOMYTHEHHE POTOBHIIBI.

Co cmoponvt opeana cayxa u GeCMUOYIAPHO20 annapama: Heuacmo — BEPTUTO,
TUTIOAKY3Hsl, ITYM B yIIIax.

Co cmoponst ovixamenvHoil cucmembsl, ZpyOHOIl KI1emKU U CPeOOCMEHUA: OYeHb Yacmo - YTHETEHUE
JBIXaHUS; YACMO — OTEK JIETKUX, OCTPBIA PECTTUPATOPHBINA JUCTPECC-CUHIPOM.

Co cmoponbl HceyoouHO-KUMEeYH020 MPAKmMaA: oyeHb 4acmo - TOLTHOTAa, pBOTA, Auapesi, 00Ib B

JKUBOTE, Yacmo - XerIPIT, JAMCIICIICHS, 3aII0p,; Heuacmo — AYOACHUT, IITOCCUT, HAaHKPEATUT, OTEK SA3bIKA.

Crp. 14 uz 44



11.04.2023

Co cmoponbvl noyex u MoueablOeUmebHOl CUCIEMbL: YACMO - OCTPas T0Ye4Has HEI0CTaTOYHOCTb,
reMaTypHsl; Heyacmo - HEKpO3 MOYEYHBIX KaHAIIBIEB, IPOTEUHYPUsI, HEPPUT.

Co cmoponsl Kodxcu u nOOKOMCHBIX MKAHEN: 04YeHb Yacmo - ChIb; uyacmoe - SKC(HOTUATUBHBIN
JepMaTUT, alomNenusi, KOXHBIA 3yJ, MaKyJolaiylie3Has Cblllb, JPUTEMA; Heyacmo - CHUHIPOM
CruBeHnca-J[>xoHcoHa, (hOTOCEeHCHOMIN3alNs, KPAalUBHUIIA, 3K3€Ma, TOKCUYECKUH SMuiepMalbHbIN
HEKPOJIN3, aHTHOHEBPOTUYECKHI OTEK, MyJIbTU(OpMHAs S)pUTEMa, ICOPHA3, AJUIEPTUIECKUNA IEPMATHT,
MypIypa, namyje3Has Chlllb, MAKyJISIpHAsl ChIlb; peoKo - TCeBIONOP(UPHS, CTOWKAs JeKapCTBEHHAs
spUTEMa; YacToTa Heuzgecmua - KOXKHasg (opMa CHUCTEMHOW KpacHOW BOJIYAHKH, JIEKapCTBEHHas
peaxuus ¢ 203MHOGUINENH U CUCTEMHBIMU CUMITTOMAaMH.

Co cmoponvl onopno-0euzamenvbH0O20 annapama u cOeOUHUMeNbHOU MKanu: 4acmo - 00J1b B CIIMHE;
Heuacmo — apTpUT; Yacmoma Heu3eecmua - IEPUOCTHUT.

Co cmoponvl IHOOKPUHHOU CUCHEMbI: HeYacmo - HEIOCTaTOYHOCTh KOpPbI HaANOYEYHUKOB,
TUIIOTUPEO3; peoKo - TUNIEPTUPEOD3.

Hapywenua memabonusma u numanua. ouyeHb uyacmo - TepUPEpUUYECKUEe OTEKU; uacmo -
TUTOKAJIMEMUS,  TUIOTJIMKEMUsS,  THIIOHATpUEeMHUs  (BBISIBJICHO B IMOCTPETHCTPAIIMOHHBIX
UCCIIEIOBAHUSIX).

Hugpexyuu u uneazuu: uyacmo - CHHYCUT, TaCTPOSHTEPUT, THUHTUBHUT;, Heuacmo -
MICEBJOMEMOPAHO3HBIN KOJIUT, TUM(AHTUT, IEPUTOHUT.

Oobuue paccmpoiicmea u HapyuwieHusA 8 Mecme 66€0eHUA: 04UeHb YACMO - TUXO0PAJIKA; Yacmo - 03HOO,
acTeHus, OONlb B TPYOHOW KIETKe, TpuUMNonoAoOHoe 3aboineBaHue, OTEK Jula (BKIOYas
nepruopOUTaIbHBINA OTEK, OTEK I'y0 U OTEK pTa); Heuacmo - peaKivs/BoCHalIeHUe Ha MECTe HHBEKIUH.
Co cmoponbl UMMYHHOU CUCMEMbL: Heudcmo - AJIEPTUIYECKUE PeaKlun; peoKo - aHaAPUIaKTOUHbIE
peaxuu.

Co cmoponbl 2enamoOunuapHoll cucmempl: 04eHb 4acmo - OTKIOHEHMsS OT HOPMBI PE3YJIbTAaTOB
(YHKIIMOHATPHBIX TICYEHOYHBIX TECTOB (IMOBBIIICHUE AKTUBHOCTHU acmapTaTaMUHOTpaHC(epassbl,
aTaHMHAMUHOTpaHCepassbl, IEJIOYHOM docdarassl, ramMmma-riryraMuiaTpadcdepassbl,
JAKTAaTACTUAPOTeHA3bl, THIEPOUTUPYOMHEMHUS); uyacmo - KeNTyXa, XOJecTaTHYecKas >KeTyxa,
renaTuT; Heyacmo - IEYeHOYHasl HeJJOCTaTOYHOCTb, XOJICILIUCTUT, XOJIETUTHA3, YBETUUCHUE MIEUCHH.
Ilcuxuueckue paccmpoiicmea: yacmo - TATIOLNHALUH, CITyTAaHHOCTb CO3HAHUs, IENPECCHUs, TPEBOTa,
OECCOHHMIIA, AXKUTAIIHA.

Hoeoobpa3zosanusa 0oopokauecmeennvle, 310KauecmeeHHbvle U HEYMOYHEHHbIe (6K1104aA KUCHbL U
noaunel): yacmoma HeuzeecmHa - IUIOCKOKIJIETOYHBIA paK KOXH (BKJIIOYAs TUIOCKOKJIETOYHBIN pak

KOH In Situ uimu 6ome3ns boyasHa).
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Hccnedosanun: yuacmo — TMOBBIIIEHNE KOHLEHTPALUN KpeaTUHUHA B KPOBU; Heuacmo - yAJIMHEHUE
untepBasia QT Ha nsyekTpokapauorpamMme, TMOBBIIICHHE KOHIIGHTPAIIMA MOYEBHHBI B KpPOBH,
MOBBIIICHUE KOHIICHTPALIMH XOJIECTEPHUHA B KPOBH.

Ilo6ounoe oeiicmeue npu npumenenuu y 0emeit. ObLJI0 YCTAHOBJIICHO, YTO HEXKeNaTeabHbIe 2P (EeKThI
npemnapara y Jered B Bo3pacte OT 2 A0 12 JieT aHaJOrM4Hbl TAaKOBBIM Yy B3pOCHBIX. Y HeTei
HaOmoanack 0ojiee BHICOKAS YaCTOTA TOBBINICHHS] aKTHBHOCTH TIEUYCHOUHBIX (hepMeHTOB. B xome
MMOCTPETUCTPAIIMOHHBIX UCCIICIOBAHHUI BBISBICHO Pa3BUTHE MAHKpeaTuTa y neTeil Ha QoHe Tepanuu

BOPHUKOHA30JI0M, a TAKXKC 0oJiee yacToE€ BOBHUKHOBEHNE KOXKHBIX peaKquI.

Ilepeno3upoBka

N3BecTHO 0 Tpex Cityyasx Cily4alHOW Iepelo3upOBKHU. Bee yOMAHYThIE Cilydan MPOU3O0LLIN y IETEH,
KOTOpPBIM BHYTPMBEHHO Oblla BBEJEHAa Jl03a BOPUKOHA30J]a, B TIATh pa3 IMPEBbILIAIONIASL
PEKOMEH/I0BAHHYO.

Nmeetcs coobiienne o eTMHUYHOM citydae poTodpoOuu, mpo10IDKUTEIIEHOCTIO 10 MUHYT.

AHTUIOT BOPHMKOHA30jJa HEM3BeCTEH. B ciyuyae mepeno3upoBKM IOKa3aHa CUMITOMATUYecKas U
MIOJIEP/KUBAOILAS TEPAIIHS.

BopurkoHa3051 BBIBOAUTCS B X0J1€ FeMoinanu3a ¢ kiaupeHcom 121 mi/muH, O6etanekca cyiabpoOyTuiar
HaTpUsl — C KIUpeHCcoM 55 mu/MHH. B ciyuyae mepeno3upoBKH IeMOAHalin3 MOXKET CoCOOCTBOBATH

BBIBEJICHUIO BOPUKOHA30J1a U OeTajieKca Cyab(poOyTuiaTa HaTpusi U3 OpraHu3Ma.

B3aumopeiicTBHe ¢ JPYTMMH JIEKAPCTBEHHBIMH CPeACTBAMH

WNuruburopsl mnu uHAYKTOphl M30pepmeHTtoB nuroxpoma Paso (CYP2C19, CYP2C9 u CYP3A4)
MOTYT BbI3BaTh, COOTBETCTBEHHO, OBBIIIIEHUE WM CHUKEHHE KOHIICHTPAIlUM BOPUKOHA30J1a B IJIa3Me
KPOBH.

BopukoHa3on MHruOHpyeT akTHBHOCTh H30(epmeHToB 1urtoxpoma Psso — CYP2C19, CYP2C9 n
CYP3A4, — 1 MOXET TOBBIIIATH IJIA3MEHHBIC KOHIICHTPAIMH BEIIeCTB, KOTOPhIC METa0OIM3UPYIOTCS
¢ yudactueM wuzopepmenToB muroxpoma Paso (CYP 450), B wacTHOCTH, ISl BEIIECTB, KOTOPHIC
Mmetabonuzupytotcs nzopepmentom CYP3 A4, Tak kak BOPUKOHA30JI SIBJISIETCS CUIIBHBIM HHTHOUTOPOM
CYP3A4, xors yBennuenne AUC 3aBucut ot cyOcTpaTa (cM. TabauIly HUXKeE).

B3aumoseiicTBue BOpPHKOHA30j1a C JPYTUMHU JIEKAPCTBEHHBIMU CPEACTBAMHU M PEKOMEHJALUU TMpU

OOTHOBPEMCHHOM INPUMCHCHHHU ITPEACTABIICHEI B Ta6J'II/II_[e HHXKC!

Crp. 16 uz 44



11.04.2023

B3aumoaeiictBue: u3MeHeHHus | Pekomenganun npu
JlekapcTBeHHOE CPe/ICTBO

(apMakoKUHEeTHYECKUX OJTHOBPEMEHHOM
(MexaHHU3M B3aUMO/IeiiCTBHUS)

napametpos (%) NPUMEHEeHUH
AcrteMu30i1, nu3anpul, numMo3u, | Bzaumonelicteue He usydanocs, | IIporuBonokazano
XUHHUJIWH, TepEeHATNH U OJIHAKO CYIIECTBYET BBICOKas | (CM. pa3zen
nBabpa uH BEPOSITHOCTh, YTO MOBBIIICHHBIE | «[IpoTHBOMOKA3aAHMS)
[eyoempamor uzopepmenma KOHILICHTPaluU JTAHHBIX
CYP3A4] JIEKApPCTBEHHBIX CPEJICTB MOTYT

MIPUBECTU K YUIMHEHUIO

untepBana QTc u B peaxux

ciyvasx BO3HUKHOBEHUIO

JKEITYJIOUKOBOM TaxuKapauu IO

TUITY «ITUPYITH
Kapbamaszenus u JiureabHO B3anmopencteue He mzyqanocs, | [IporuBonokasano
neicTByromue 6apouTypaTsl OJIHAKO KapOaMa3zenuH u | (cM. pazgen
(BkJTFOYAs, HO HE OTPAHMYHMBASCH, | JUTUTEIBHO neiictBytomue | «IIpoTuBOIIOKa3aHUs»)

(dhenobapouran, medhodbapouTan)
[mownbie unoyxmopwi

yumoxpoma Paso]

0apOuTypathl, BEpOSITHO, MOTYT

3HAYUTCIIBHO CHMIKATh
IJIa3MCHHBIC KOHICHTpALUN
BOPHKOHA30J1a

DdaBupen3 (HEHYKICO3UTHBIN
MHrHOUTOp OOpaTHOM
TPAHCKPUIITA3bI)

[unoykmop yumoxpoma Psso;
uHeubumop u cyocmpam
usopepmenma CYP3A4]
OnHOBpEeMEHHOE NTPUMEHEHHE
a¢aBupen3a B go3ze 400 mr onuH
pa3 B CyTKH M BOPUKOHA30J1a B

no3e 200 mr 1Ba pasza B CyTKH *

Cmax 3¢aBupenza T 38 %
AUCTt a¢aBupensa T 44 %
Cmax BopukoHazona | 61 %

AUCrt BopukoHnasona | 77 %

[TpuMmeHeHne cTaHAapTHBIX
03  BOpUKOHA3olNa U
a¢aBupensa B go3e 400 mr
OIVH

pa3 B CYTKH

MMPOTHUBOIIOKA3aHO
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B3aumoaeiictBue: u3MeHeHHus | Pekomenganun npu
JlekapcTBeHHOE CPEICTBO
(papMaKOKUHETHYECKUX O/THOBPEMEHHOM
(MexaHM3M B3auMOo/IeiicTBHS)
napametpos (%) NPUMEHEeHUH
(cm. paznen
«IIpoTuBOIIOKa3aHUA).
OnHOBpEMEHHOE TPUMEHEHUE B cpaBuenun c 3daupensom | OmMHOBpEMEHHOE
300 mr aaBupeHsa oauH pa3 B 600 mMr oguH pa3 B CyTKH: MIPUMEHEHHUE  BO3MOXHO,
CYTKH U BopukoHazona 400 mr Cmax 2aBupeHsa < eclii  TOJAepKUBAIOLIas

7IBa pas3a B CyTKH) *

AUCrt »daBupensza T 17 %

B cpaBHEeHHMM ¢ BOPHKOHA30J10M
200 mr n1Ba pa3a B CyTKH:
Crmax BopukoHazoja T 23 %

AUCTt BopukoHazona | 7 %

71032 BOpPHUKOHa30Ja Oyner
noselieHa 10 400 mr nBa
pasa B CyTKH, a J03a
a(aBupeH3a CHIKEHA JI0

300 Mr oauH pa3 B CyTKH.

IIpu ormene  Tepanuu
BOPHUKOHA30JI0M,
HayaJbHas no3a

a¢daBupeH3a J0HKHA OBITh

BOCCTaHOBJICHA.
Ankanousl CHOPbIHBA B3aumopeiictBue BopukoHasona | [IporuBornokaszano
(BKJIFOYAs, HO HE OTPAHUYMBAsCH, | C  aJKaJOMJAMH  CIIOPBIHBU | (CM. pa3ien
SProTamuH U (3proTaMrHOM u | «IIpoTuBonokazanus»)
JUTUIPOIPTrOTaMUH) JTUTHIPO3IPTOTAMUHOM ) HE

[ey6empamer usopepmenma

CYP3A4]

M3y4yanoch, OAHAKO CYIIECTBYET

BBICOKAsl ~ BEPOSATHOCTb,  YTO
BOPHUKOHA30J1 MOXXET BBI3BIBATH
MOBBILICHHE KOHIEHTpaui
JAHHBIX TpEenapaTroB B IUIa3Me
KpOBU U TPHUBOJAUTH K

AProTU3My.
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CYP3A4]]

OJJHAKO BOPHUKOHA30JI, BEPOATHO,
MOXKCT 3HAYUTCJIBHO ITOBLIIIATH
IIJIa3MCHHBIC KOHIOCHTpAalun

HaJIOKCET0JIa.

B3aumoaeiictBue: u3MeHeHHus | Pekomenganun npu
JlekapcTBeHHOE CPe/ICTBO

(papMaKOKUHETHYECKUX OJTHOBPEMEHHOM
(MexaHM3M B3auMOo/IeiicTBHS)

napametpos (%) NPUMEHEeHUH
Jlypazunion B3aumoneiictBue Bopukonasona | [IporuBonokazano
[eyoecmpamer uzogpepmenma C JIypa3HJIOHOM HE H3y4aJoch, | (CM. paszznen
CYP3A4] OJTHAKO BOPHKOHA30J], BeposITHO, | «[IpoTnBOMOKa3aHus»)

MOJKET 3HAUUTEJIHHO MOBBIIIATH

M1a3MeHHbIE KOHIEHTPAUU

JTypa3uJoHa.
Hanoxceron B3anmopencreue BopukoHasoia | [IporuBonokasano
[cybcmpamet uzopepmenma C HAJIOKCEroJIOM HE HM3Yy4aJloCh, | (CM. pa3fen

«I[TpoTuBOMOKa3aHU)

Pudalytun [mownviii unoyxmop
yumoxpoma Paso]

300 mr oztuH pa3 B CyTKH

300 mr oztuH pa3 B CyTKH (IIpH
OJTHOBPEMEHHOM MTPUMEHEHUH C
BopukoHazosioM 400 mr nBa pasa

B CYyTKH)*

Cmax BopHuKoHa3oma | 69 %
AUCrt BopukoHasona | 78 %
Cmax pudadytrra 1 195 %
AUCrt pudabytuna 17 331 %

B cpaBHeHMH ¢ BOPHKOHA30JI0M
200 mr aBa pa3a B CyTKH:

Cmax BoprkoHasona 7 104 %

AUCrt BopukoHasona 1 87 %

IIpoTnBONIOKa3aHO
(cm. paznen

((Hp OTI/IBOHOKa?»aHI/ISI»)

Pudammuiun (600 Mr oguH pas B
CYTKH) [MOWHbLL UHOYKMOD

yumoxpoma Paso]

Cmax BopukoHazona | 93 %

AUCrt BopukoHasona | 96 %

IIpotuBOMIOKa3aHO
(cm. paznmen

«[TpoTuBoOMOKA3aHU)

PuTtonaBup (MHrHOUTOp MpoTEa3)
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B3aumoaeiictBue: u3MeHeHHus | Pekomenganun npu
JlekapcTBeHHOE CPeICTBO
(papMaKOKUHETHYECKUX OJTHOBPEMEHHOM
(MexaHM3M B3auMOo/IeiicTBHS)
napametpos (%) NPUMEHEeHUH
[MowHbI UHOYKMOP YuMoxpoma
Paso, uneudbumop u cyocmpam
uzoghepmenma CYP3A4]
Bricokue no3bi (400 mr aBa paza | Cmax 1 AUCT puToHaBUpa <> OnHOBpEeMEHHOE
B CYTKH) Cmax BopukoHazoja | 66 % MIPUMEHEHHE

Hwuskue no3bel

(100 mr gBa pasa B cyTku)*

AUCTt BopukoHnaszona | 82 %

Crmax puToHaBupa | 25 %
AUCrt puronasupa | 13 %
Cmax BopukoHazona | 24 %

AUCrt BopukoHnasona | 39 %

BOPUKOHA30J1a M BBICOKHX
103 putonasupa (400 Mr u
BBHIIIIE J[BA pa3a B CYTKH)
MIPOTUBOINOKA3aHO

(cm. paznen
«IIpoTHBOIIOKA3aHUAY).
[IpumensTH
OJIHOBPEMEHHO
BOPUKOHA30J U PUTOHABUP
B Hu3kuX go03ax (100 mr 2
paza B CYyTKH) CIeJyeT
JUIIb B TOM CJy4ae, €ClH
oXpjaemas. TOJb3a  OT
npuema BOPUKOHA3011a

SHAYUTCJIBHO IPCBBIIIACT

pUCK OT HX COBMCCTHOTO

NPUMEHCHUSI.
3Bepo00ii POIBIPSBICHHBIN CornacHo nanHbIM | [IpoTMBOMOKa3aHo
[unoyxkmop yumoxpoma Pasou HE3aBUCHMOT'0 MCCIICIOBAHUS: (cM. pasaen
P -enuxonpomeunal AUC. Boprkonazona | 59 % «[IpoTuBOIIOKA3aHUS)

300 mr TpH pasa B CyTKH
(oTHOBpEMEHHOE IPUMEHEHHUE C
OJIHOKPATHOM 0301

Bopukonasona 400 mr)
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B3aumoaeiictBue: u3MeHeHHus | Pekomenganun npu
JlekapcTBeHHOE CPeICTBO
(papMaKOKUHETHYECKUX OJTHOBPEMEHHOM
(MexaHH3M B3aHMO/1eiicTBHS)
napametpos (%) NPUMEHEeHUH
TonBanran B3aumoneiictBue He u3yuanocsk, | [IporuBonokazano
[eybecmpam uzoghepmenma 0J/IHAKO BOPUKOHA30J1, BEPOSITHO, | (CM. pa3zen
CYP3A] MOYKET 3HAYUTEJIbHO MOBBIMATH | «[IpoTHBOMOKA3aHMS»)
ILTIa3MEHHBIE KOHIICHTpaIlun
TajBaIlTaHa.
Beneroxnakc [cyoctpar CYP3A] | BaaumoneiictBue He m3ydanock, | OqHOBpEeMEHHOE
OJIHAKO BOPUKOHA30J1, BEPOSITHO, | IPUMEHEHHUS
MOXXET BBI3BIBATh 3HAYMTEIILHOE | BOPUKOHA30J1a 51
[MOBBIIIEHHE IUTA3MEHHBIX | BEHETOKJIAKCa
KOHIICHTpaIlMi BEHETOKJIAKCa. MIPOTUBOIIOKA3aHO B
Hayajie Teparuu

BEHETOKJIAKCOM U BO BpeMsI
TUTPOBAHHS JI03bI
BEHETOKJIakca (CM. pazjen
«[IpoTuBoMOKA3aHUY).

TpeOyeTrcs CHUKEHUE T03bI

BEHETOKJIakca B  (ase
ITOCTOSTHHOM CyTOYHOU
JI0361 B COOTBETCTBUH C

MHCTPYKIMAMU no
NPUMEHEHHIO IIperapara;
peKOMeHyeTcs

THIATENbHBIM KOHTPOJIb Ha
npeaMer  oOHapy>KeHUs

MMPU3HAKOB TOKCHUYHOCTH.
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B3aumoaeiictBue: u3MeHeHHus | Pekomenganun npu
JlekapcTBeHHOE CPEICTBO
(papMaKOKUHETHYECKUX O/THOBPEMEHHOM
(MexaHHU3M B3aUMO/IeiiCTBHUS)
napametpos (%) NPUMEHEeHUH
D1yKOHAa30I1 Chmax BopukoHazoga T 57 % [Toaxomsmit PEKUM
(200 Mr oauH pa3 B CyTKH) AUCTt Bopukonasona T 79 % KOPPEKIMHA JI03bI  W/HIU
[uneubumop uzogepmenmos N3menennss Cmax u AUC; | yacToTs npuema
CYP2C9, CYP2C/9 u CYP3A4] | daykoHa3oa He yCTAaHOBJIEHBI | BOPHKOHA30JIa u
dbaykoHazoa HE

yCTaHOBJIEH. B TOM citydae,

eciu BOPHKOHA30
NPUMEHSETCS nocie
¢braykoHazona,

PEKOMEHYETCS IPOBOIUTH
TIATEJIbHBIN KOHTPOJIb

HCXKCIIaTCIIbHBIX peaKHHﬁ,

[cybempam uzoghepmenma
CYP2C9 u mownbiti uHOyKmop
yumoxpoma Paso)

300 mr ontMH pa3 B CyTKH

300 mr oztuH pa3 B CyTKH
(oTHOBpEMEHHOE IPUMEHEHUE C
BOPUKOHA30JI0M B j103€ 400 Mr

7IBa pas3a B CyTKH)™*

Cmax BopukoHazona | 49 %
AUCTt BopukoHasona | 69 %
Cmax penutonna 1 67 %

AUCrt ¢pennronna 1 81 %

B cpaBHEeHHH ¢ BOPHMKOHA30JI0M
200 mr aBa pa3a B CyTKH,

Cmax BopukoHazona 1 34 %

AUCrt BopukoHnasona 1 39 %

CBSI3aHHBIX C MPUEMOM
BOPHKOHA30J1a.
DeHuTOnH Cnenyer u3berarb

OIHOBPCMCHHOTO IIpUCMa

BOPHMKOHA30J1a u
(dbeHuTounHa, 3a
UCKIIIOYEHUEM  CIIy4yaes,
Korzaa 10JIb3a s
narueHTa IIPEBBILIACT
PHCK. Pexomennayercs
KOHTPOJIMPOBATh
IJIa3MEHHBIE
KOHLIEHTpaluu
(benuToNHA.
OnHOBpeMEHHOE
IIPUMEHEHHE  BO3MOXKHO

Ctp. 22 uz 44




11.04.2023

B3aumoaeiictBue: u3MeHeHHus | Pekomenganun npu
JlekapcTBeHHOE CPeICTBO
(apMakoKUHEeTHYECKUX OJTHOBPEMEHHOM
(MexaHU3M B3auMMo/1eiicTBUS)
napametpos (%) NPUMEHEeHUH
TOJBKO B CJIydae, €ciu
NOJJEPKUBAOIIAsA 1034
BOPHKOHA30J1a Oyner
yBeIW4YeHa J10 S5 MI/KT

BHYTpUBEHHO WK ¢ 200 mr
10 400 Mr BHYTpH J1Ba paza
B CYTKM (y HAIUEHTOB C
Maccoil tena meHee 40 kr
co 100mMr mo 200wmr

BHYTpb JIBa pa3a B CyTKH).

JlerepmoBup
[MHAYKTOp M30(hePMEHTOB

CYP2C9 u CYP2C19]

Cmax BopukoHazona | 39 %
AUCo.12 BopukoHazona | 44 %

Ci2Bopokonazona | 51 %

Ecan HEBO3MOXKHO
n30exaTh
OJIHOBPEMEHHOI'O
IPUMCHCHHS
BOPHKOHA30J1a u
JETePMOBHUPA,
HEOOXOIMMO

KOHTPOJUPOBATH

COCTOSAHHUEC ITIallMCHTa Ha

MpeaAMET CHIDKCHHUS
3¢ (HeKTUBHOCTH
BOPHUKOHA3071a.
JlembopekcaHnT [cybcmpam B3aunmopeiictBue He m3yuanocs, | Ciemyer n3berathb
uzopepmernma CYP3A4] OJIHAKO BOPHKOHA30JI, BEPOSITHO, | OTHOBPEMEHHOT'O
MOBBIIIIAET KOHIIEHTPALIUIO | IPUMEHEHHS
nemMOopeKcaHTa B IJ1a3Me KPOBH. | BOPUKOHA30J1a u
neMOopeKcaHTa.
I'mazneru® B3anmoneiicteue He u3yvanocs, | Eciu HEBO3MOXXHO
OJIHAKO OKUJaeTcs, 910 | N30exKaTh
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B3aumoaeiictBue: u3MeHeHHus | Pekomenganun npu
JlexapcTBeHHOE CPEeACTBO
(papMaKOKUHETHYECKUX O/ITHOBpPEMEHHOM
(MexaHM3M B3auMOo/IeiicTBHS)
napametpos (%) NPUMEHEeHUH
[cybempam uzoghepmenma OJIHOBPEMEHHOE  IPUMEHEHHE | OHOBPEMEHHOIO
CYP3A4] BOPHUKOHA30J1a MOBBILIAET | IPUMEHEHUS,
KOHIIGHTPALMIO Tja3aeruda B | pEKOMEHIYETCS 4acTo
1a3Me KPOBH U MOBBIIIAET PUCK | IPOBOJUTH ~ MOHUTOPUHT
yymmHeHus nHTepBasia QT. OKT'.
WNHruburopsl THPO3UHKUHA3BI B3anmopencrTeue He uzywanocs, | Eciu HEBO3MOXXHO
[cyocmpamer usoghepmenma OJTHAKO BOPMKOHA30J MOBHIIIACT | M30eXKaTh
CYP3A4] MJIa3MECHHBIC KOHIICHTPAIlUX | OJJHOBPEMEHHOTO
(BKJIIOYasi, HO HE OTPAaHUYMBASACH, | UHTUOUTOPOB TUPO3UHKUHA3HI, | IPUMEHEHUS,

aKCUTHHUO, 60CYTHHHO,
Ka003aHTUHHO, IEPUTUHUO,
koOuMeTnHHO, nabpadenuo,

a3aTHHNUO, HUIOTHHHO,

meTabomm3upyembix CYP3AA4.

PEKOMEHIYETCSI CHM)KEHUE
JI03bI MHruOuTOpa
TUPO3UHKUHA3BI u

THIATEILHBIN KJINHUYECKUH

CYHUTUHUO, UOPYTUHUO, MOHUTOPHHT.
pUOOIIHKITHO)

AHTHUKOATyJISIHTBI VBenuuenne  makcumanbHOro | Ecnm HalUEeHTaM,
Bapdapun (30 Mr ogHOKpaTHO IPOTPOMOUHOBOTO BPEMEHH | MOJIYYAKOIUM IIpenaparsl

OJTHOBPEMEHHO C
BopukoHazojom 300 mr aBa paza
B CYTKH)

[cybempam uzoghepmenma
CYP2C9]

pyrue nepopajibHbIe
AHTHKOATyJISIHTHI, BKJIIOYasi, HO
HE OrpaHUYHUBAsICh,
(heHIPOKYMOH, arleHOKYMapoJT
[cy6ecmpamer usoghepmenmos

CYP2C9 u CYP3A44]

OBLJIO TPUOJIM3UTENHHO B JBa

pasa.
[Ipennonaraercs, qTo
BOPUKOHA30J MOKET
YBEITUYUBATh IUIa3MEHHBIE

KOHIIGHTpallul KyMapHHOB, 4YTO
MOXET MIPUBOJUTH K
MOBBIIIEHUIO MTPOTPOMOMHOBOTO

BPEMEHH.

KyMapHHa, Ha3HAYyaroT
BOPHUKOHA30J1, HEOOXOAMMO
C KOPOTKUMH WHTEpBaIaMU
KOHTPOJIHPOBATh
MIPOTPOMOMHOBOE BpeMs U
COOTBETCTBYOIIHM

o0pa3oM MmoadupaTh 036l

AHTHUKOAr'yJIIHTOB.
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ﬂeKapCTBeﬂﬂoe Cpeacreo

(MexaHHU3M B3aUMO/IeiiCTBHUS)

B3anMoneiictBue: W3MEHEHHUSA
(papMakokuHeTHYECKUX

napametpos (%)

Pexomenpanunu npu
OJHOBPEMEHHOM

INPUMECHCHUHN

Wsakadrop [cybcmpam
uzoghepmenma CYP3A4]

B3aumopeiicTBue He M3y4danoch,
0J/IHAKO BOPUKOHA30J1, BEPOSITHO,
MOKET MOBBIIIATH IIJIa3MEHHEBIE
KOHIICHTpalluyi uBakadTopa, 4To
MOJKET MIPUBOIUTH K

IMOBBIIICHHUIO PHCKAa pPa3BUTHUA

OOOYHBIX peaKIuil.

PCKOMCH,I[yeTCﬂ CHHIXXCHHC

JI03BI UBaKadTOpa.

930MUKIIOH

[cybempam uzoghepmenma

CYP3A4]

B3aumoneincreue He U3y4anocs,

OJHAaKoO OXKNAacTCA, qTo

BOPHKOHA30J1 YBCIINYNBACT

IJIa3MCHHBIC KOHICHTpaWHu U

PCKOMGH,I[yeTCH CHMKCHHUC

J03bI 330IINKJIOHA.

CeJlaTUBHBIN ahdexr
H30MHUKIIOHA.
benzonnazenunbl PexoMennyercss  OuEHHUTH
[cybecmpamer uzsopepmenma 1eJIECO00Pa3HOCTh
CYP3A4] KOPPEKIINH J103Bl
Munazonam (0.05 mr/kr B/B CormacHo JAHHEIM | O€H30IMa3eMMHOB.

OOHOKpaTHas1 ):[o3a)

Mmunazonam (7.5 mr
OJTHOKpATHas 1032 BHYTPb)

Jpyrue 6eH3011a3e1HBI

(BKJ’IIO'—IaSI, HO HC OIrpaHNYHnBasiACh:

TpHa3ojaM, aJIrmpas3ojiam)

HE3aBUCHUMOTO UCCJICAOBAHHUA:

AUCo.» munaszonama T B
3.7- paza
CoriacHo JTaHHBIM
HE3aBUCHUMOI'O UCCIIEIOBAHUA:
Crmax Mumasonama 1 B 3.8- pasa
AUCo. munazonama 1 B

10.3- paza

B3anmoneicteue He M3ydanocs,
OJIHAKO BOPHUKOHA30J MOXKET
BBI3LIBATH [IOBBIIIEHNE
IUIa3MEHHBIX KOHIIEHTpalui

JIPYTUX OEeH3011Aa3€eNHOB,
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OBeponumyc
[maxkace cy6empam P-gp]

[uknocnopuH (y HalyueHToB,

NEPCHCCIINX TPAHCIIJIAHTAIIUIO

B3anmoneincTeue He M3y4daocs,
OZIHAaKO BOPUKOHA30J1, BEPOSATHO,
MO>KET BBI3BIBATH 3HAUYMTEIHLHOE
MTOBBIIICHHE TIa3MEHHBIX

KOHHCHTpaLII/Iﬁ 9BCPOJIMMYCaA.

Cmax mmuksiocriopuna T 13 %

AUCrt uuknocnopuna 1 70 %

B3aumoaeiictBue: u3MeHeHHus | Pekomenganun npu
JlekapcTBeHHOE CPeICTBO
(apMakoKUHEeTHYECKUX OJTHOBPEMEHHOM
(MexaHHU3M B3aUMO/IeiiCTBHUS)
napametpos (%) NPUMEHEeHUH
KOTOpBIE  METabOJIM3UPYIOTCA
nox JeiictBueM u30o(hepMeHTa
CYP3A4, u BbI3bIBaTH pa3BUTHE
MPOJIOHTUPOBAHHOTO
cenaTuBHOTO (dekra.
NMMyHOCYTIpecCcaHThl
[cybcmpamet uzopepmenma
CYP3A4]
Cuponumyc CornacHo JaHHBIM | OTHOBpEMEHHOE
(2 Mr 0IHOKpATHO) HE3aBUCHUMOT'O UCCIICIOBAHUS: MIPUMEHEHUE
Cmax cuposimmyca 1 B 6,6 pa3 BOPHKOHA30J1a u
AUCo. cuponumyca T B 11 pa3 | cuponumyca
MIPOTUBOMOKA3aHO
(cm. paznen

«IIpoTHBOIIOKA3aHUAY).

OnHOBpEMEHHOE
MPUMEHEHUE
BOPHKOHA30J1a u
IBEPOIIMMYCa HE
pEKOMEHIyeTCs,

IMMOCKOJIBKY OKHIACTCA, UTO

BOPHUKOHA30J1 MOXET
3HAYUTCIIBHO IIOBBIIIATH
IJIa3MCHHBIC
KOHIICHTpalunu

aBeposMMyca. (CM. pazjaen
«Oco0bIe yKa3zaHusm»).
ITpun Ha3HAYECHUHU

BOPHKOHA30JI1a IMaiuCHTAaM,
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Takposnnmyc

(0,1 Mr/KT OJJHOKPATHO)

Cmax Takpoiumyca T 117 %

AUC takpoimumyca T 221 %

B3aumoaeiictBue: u3MeHeHHus | Pekomenganun npu
JlekapcTBeHHOE CPeICTBO
(apMakoKUHEeTHYECKUX OJHOBPEMEHHOM
(MexaHU3M B3auMMo/1eiicTBUS)
napametpos (%) NPUMEHEeHUH
MOYKH U HaXOJIAIINXCS B MOJTyYaroIUM
CTaOMIIBHOM COCTOSIHUN) LIUKJIOCIIOPHH,
pEKOMEHyETCSA
YMEHBIIUTD J103Y

LUKJIOCIIOPUHA BJIBOE U
KOHTpPOJIMPOBATh €ero
KOHLIEHTPALMI0 B IUIa3Me
KPOBH. [ToBblIeHUE
KOHIICHTPaLUU
LUKJIOCIIOpPHUHA
COIIPOBOKIAETCS
He(POTOKCUYHOCTBIO.

Ilocne OTMEHEI

BOPHKOHA30J1a

HEO0XO0IUMO

KOHTPOJHMPOBATH

KOHICHTpAIIMUIoO

OUKJIOCIIOPpHUHA n opu

HEeO0OXOAMMOCTH

YBCIIHWYHUTH €0 A03Y.

ITpn Ha3HAYECHUHU

BOPHKOHA30JI1a IMaluCHTaM,

MOJTYYarOITUM
TaKpOJINUMYC,
PEKOMEHyeTCsl
YMEHBIIUTh 03y
HOCJIEeOHEr0 OO0  OJHOU

TPETH WU KOHTPOJIUPOBATH

€ro KOHIOCHTpAalHUIO B
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B3aumoaeiictBue: u3MeHeHHus | Pekomenganun npu
JlekapcTBeHHOE CPeICTBO
(apMakoKUHEeTHYECKUX OJHOBPEMEHHOM
(MexaHHU3M B3aUMO/IeiiCTBHUS)
napametpos (%) NPUMEHEeHUH

ia3Me KPOBH.
IToBb11IEHNE
KOHIICHTPALUU
TaKpoJIMMyca
COIIPOBOKIAETCS
HEPPOTOKCUYHOCTHIO.

ITocae OTMEHBI

BOPHKOHA30Ja

HEOOXOIMMO

KOHTPOJHUPOBATH

KOHIICHTpAIIuIo

TaKpoJIMMyca n opu

He0OXOAUMOCTH

YBCJINYHNTH €TI0 J03Y.

JnuTensHO NeiCTBYIOIINE
OITHATEI

[cybecmpamer uzogpepmenma

CYP3A4]

OKCHKOJIOH CornacHo naHHeIM | Criegyer OLICHUTh

(10 mr ogHOKpATHO) HE3aBUCHMOTI'0 MCCIIEIOBAHUS: BO3MOYKHOCTb ~ CHHD)KEHUS
Cmax oxcukonona 1 B 1,7 pa3 7036l  OKCHUKOJOHa U
AUCo.. okcukoiona 1 B 3,6 pa3 | 1pyrux JUTATEIIBHO

JICUCTBYIOIINX  OMHATOB,
MeTaboTH3UPYEMBIX

uzopepmentom CYP3A4
(Hampumep, THIPOKOJIOHA).
Moxer MTOHA00UTHCS
KOHTPOJIb COCTOSIHUS

nanuceHTa ¢ KOPOTKUMHU
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ﬂeKapCTBeﬂﬂoe Cpeacreo

(MexaHHU3M B3aUMO/IeiiCTBHUS)

B3anMoneiictBue: W3MEHEHHUSA
(papMakokuHeTHYECKUX

napametpos (%)

Pexomenpanunu npu
OJHOBPEMEHHOM

INPUMECHCHUHN

WHTEpBajJaMu Ha MpeIMeT
pPa3BUTHS HEXEIATEIbHBIX
peakuuii, CBSI3aHHBIX C

omnmuaraMu.

Metanou
(32-100 mr oauH pa3 B CyTKH)
[cybocmpam uzoghepmenma

CYP3A4]

Cmax R-metamona (akTHBHOTO
metabomnuta) T 31 %

AUCt R-meramona (akTUBHOTO
Merabonura) T 47 %

Crmax S-metaziona 1 65 %

AUCt S-metanmona 1 103 %

[ToBbilIeHNE

KOHI[EHTPAIlMK METa/I0Ha B
T1a3Me KPOBH MPUBOIUT K
MPOSIBIICHUIO TOKCHYECKHUX
3¢ dexTos, BKJTFOYAs

yanuHenue uHreppaia QT.

PexoMennmyercss  vacThlil
KOHTPOJIb COCTOSTHUS
nanueHTa Ha  OpeaMeT

Pa3BUTHSL HEXKEJIATEeIbHBIX
peaKkiyii 1 TOKCUYHOCTH (B

TOM YHUCJIC, YIJIIMHCHHUC

QM),

CBs3aHHBIX C METAJJOHOM.

HHTCpBAJIa

Bo3MoskHO, T1OHAmOOHUTCS

CHMXXCHHC JO3blI METAJJOHA.

Hecrepounnsie
MPOTUBOBOCTIATUTEIILHBIC
npenapats! (HIIBIT)
[cybecmpamet uzogepmenma
CYP2C9]

N6ynpoden

(400 Mr oHOKPATHO)
Jukiodenax

(50 mr oHOKpATHO)

Cmax S-ubymnpodena 1 20 %
AUCo.. S-ubympodena 1 100 %
Cmax mukiodenaka T 114 %

AUCo.. muxinopenaka T 78 %

[TauuenTos clenyer
HaOJIFOJaTh C LIEIBI0
BBIABJIICHUA BO3MOXHBIX

TOKCHUYECKUX IPPEKTOB U

pu HE00X0IMMOCTH
KOPPEKTUPOBATh 103y
HIIBII.
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B3aumoaeiictBue: u3MeHeHHus | Pekomenganun npu
JlekapcTBeHHOE CPe/ICTBO
(papMaKOKUHETHYECKUX OJTHOBPEMEHHOM
(MexaHHU3M B3aUMO/IeiiCTBHUS)
napametpos (%) NPUMEHEeHUH
Owmenpa3zon Cmax omempazona 1T 116 % Koppeknus JI03bI
(40 mr ouH pa3 B CyTKH)* AUCTt omemnpazona 1T 280 % BOPHKOHA30J1a HE
[uneubumop uzopepmenma Cmax Bopukonazomna 7 15 % TpeOyeTcs.
CYP2C19; cyocmpam AUCTt Bopukonazona 1 41 % I[Ipy  Havane  mpuema
usogpepmenmos CYP2C19 u BopukoHazosn Takke MOXET | BOPMKOHA30J1a y
CYP3A4] yrHETaTh  JIEWCTBUE  JAPYTUX | MAllUEHTOB, yKe
UHTHOUTOPOB [IPOTOHHOM | OJMYYaOIUX  TEparuio
MOMIIbI, KOTOpbIE  SBIISIOTCA | OMEMPA3ojoM B J03ax
cyOcTparamu nzodepmenra | 40 mr WIn BBIIIIE,
CYP2C19, 4TO MOXET | PEKOMEHAYETCSI CHUKEHUE
NPUBOAUTH K  TOBBIIMICHUIO | 1036l OMEMpa3ojia B JIBa
TTa3MEHHBIX KOHIIEHTpalui | pasa.

OTHUX JICKAPCTBCHHBIX CPCIACTB.

[TepopanbHble KOHTPALIEITUBBI*
[cybcmpamel uzoghepmenma
CYP3A4; uneubumopwi
uzogpepmenma CYP2C19]

Cmax aTHHIIACTpaamona T 36 %
AUCt
sTUHWIACTpaaunona T 61 %

Cmax HOpaTHCTEpOHa T 15 %

Pekomennyercs KOHTPOJIb
COCTOSIHMSI ITallMEHTa Ha
peaMET pa3BUTHUA

HCXCIIaTCIIbHBIX peaKHHﬁ,

Hopatucrepon/stununacrpaauon | AUCT HopaTuctepona 1 53 % CBSI3aHHBIX c
(1 mr/0,35 mr onun pa3 B cytku) | Cmax BopukoHasona T 14 % IIPUMEHEHUEM
AUCrt BopukoHazona T 46 % NEpPOPAIBHBIX
KOHTPALIENITUBOB U
BOPHUKOHA3071a.
HapkoTnyeckue aHaabreTHKU Cnenyer OIICHUTh
KOPOTKOI'O J€NCTBUS BO3MOXXHOCTb ~ CHWKEHHS
[cybcmpamuer usoghepmenma JI03BI andeHTaHmIa,

CYP3A4]
Andenrannn (oTHOKpaTHas 703a
20 MKT/KT ¢ OHHOBPEMEHHBIM

NPUMCHCHUCM HaHOKCOHa)

CornacHo JTaHHBIM
HE3aBHCHUMOT'O MCCJIEOBAHHUS:

AUCo. andenranuna 1 B 6 pa3

deHTaHwIa U APYTUX
HapKOTHYECKUX
aHAJIbT€TUKOB  KOPOTKOTO

HeﬁCTBHH, HUMCIOIINX
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ﬂeKapCTBeﬂﬂoe Cpeacreo

(MexaHHU3M B3aUMO/IeiiCTBHUS)

B3anMoneiictBue: W3MEHEHHUSA
(papMakokuHeTHYECKUX

napametpos (%)

Pexomenpanunu npu
OJHOBPEMEHHOM

INPUMECHCHUHN

DenTannn

(omHOKpATHAS 1032 5 MKI/KT)

CormacHo JaHHBIM
HC3aBUCHUMOT'O UCCIICAOBAHHA:

AUCo. hbentanmia 1 B 1,34 paza

CXOXKYI0 C aneHTaHUIOM
XUMHUYECKYIO CTPYKTYpYy H
METa0OIU3UPYEMBIX

m3odepmentom CYP3A4

(manpumep, cypeHTanmma).

[TanuenTHI JOJKHBI
HaXOJIUThCS noj
MOCTOSTHHBIM
HaOII0IeHuEM TUISE
MPEAOTBPAICHUS
YrHETCHUS byHKIIUN
OBIXaHUS WU JIPYTHX
MOOOYHBIX 3¢ dexTos,
CBSI3aHHBIX C IPUEMOM

HapKOTUYECKUX
aHAJIBIETUKOB  KOPOTKOTO
JIEHCTBYS, 51 pu
HEOOXOUMOCTH HX J103a

MOJDKHA OBITH CHIKEHA.

Cratunsl (HapuMmep,
JIOBACcTaTHH)

[cy6ecmpamer usoghepmenma

CYP3A4]

B3anmoneincTeue He U3y4asuocs,

OZIHAaKO, BEPOATHO, BOPUKOHA30JI

MOXKET YBCINYHUBATH
IIJIa3MCHHBIC KOHIOCHTpauunu
CTaTHHOB, KOTOpBIE
MeTaboMU3UPYIOTCS
m3opepmentom CYP3A4 wu
MOXKET IMPUBOJUTH K
paboMHONTH3Y.

Ecmu HEBO3MOXKHO
n30exKaTh
OJIHOBPEMEHHOTO
HpI/IMeHeHI/ISI
BOPHUKOHA30J1a U CTAaTHHOB,
KOTOpBIE
MeTaboNMU3UPYIOTCS
m3odepmertom CYP3A4,

CJIIeaycCT OLICHUTDb
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B3aumoaeiictBue: u3MeHeHHus | Pekomenganun npu
JlekapcTBeHHOE CpeICcTBO
(apMakoKUHEeTHYECKUX OJHOBPEMEHHOM
(MexaHM3M B3aMMO/1eiiCTBHSA)
napametpos (%) NPUMEHEeHUH
BO3MOKHOCTb ~ CHUKEHUS
JIO3bI CTaTHHA.
[IpousBoaHbIe B3aumoneiictBue He m3zydanoch, | HeoOxogumo  TmaTensHO
CyJb(HOHMIMOYEBUHBI OJIHAKO, BEPOSITHO, BOPUKOHA30JI | KOHTPOJIMPOBATH

(BKITFOUAsI, HO HE OIPAaHUYHUBASICh,
TOJIOYyTaMU ]I, TITHITH3HI,
TTMOCHKIIAMU)

[cybecmpamer uzogpepmenma

CYP2CY]

MOXKCT YBCINYUBATH
IJIa3MCHHBIC KOHICHTpalun
IMPONU3BOJHBIX
Cy.]'IB(i)OHI/IJ'IMO‘leBI/IHH u
SABJIATBCA HpH‘lHHOfI
TUIIOTTIMKCMHHU.

KOHIOCHTpAWIO I''TFOKO3bI B

TU1a3Me KPOBH.

Ankanousl OapBUHKA (BKITFOYAs,
HO HE OIPaHUYUBASICH,
BHUHKPUCTUH ¥ BUHOJIACTHH)

[cybcmpamet uzopepmenma

CYP3A4]

BopukoHa3051 MOXKET MOBBIIIATh
coJiep>kaHue aJIKaJIONI0B
OapBuHKa  (BHHKPUCTHHA |
BUHOJIACTHHA) B TUIa3ME KPOBH U

BbI3BIBATH HGI\/JIpOTOKCI/I‘IHOCTI).

PexoMennyercss  OuEHHUTH
1e1eco00pa3HOCTh
KOPPEKIHH J103Bbl

aJIKaJIouI0B OapBUHKA.

Jlpyrue HHruOUTOPHI POTEa3bl
(MIT) BUY (Bxirouast, HO He
orpaHn4uBasgChb, CAKBUHABUD,

aMIpeHaBup U HesduHaBup)*

Uccnenosanus in vitro
CBHJICTEJIBCTBYIOT O TOM, YTO
BOPHKOHA30J MOXKET

WHTHOUPOBATH METa00JIN3M

Pexomennayercs
TINATEIbHBIN KOHTpPOJIb
COCTOSIHMSL ITallMEHTa Ha

npeaAMEeT pa3BUTHA JIFOOBIX

[uneubumopur u cybcmpamoi uHTuOoUTOpOB mpoteassl BUY: | mposBnenuii
uzoghepmenma CYP3A4] CaKBUHABMpa, AaMIIPEHAaBUpA U | JIGKAPCTBEHHOU
HenduHaBupa. B cBoIO odepenp, | TOKCHYHOCTH u/vunm
uHruOuTopel mnporeassl BUY | HemoctaTouHOCTH
MOTYT TOJABJIATH METAa0O0IU3M | IEHCTBHSL. Bo3moxHo,
BOPHUKOHA30J1a. MOHAZO0UTCA  KOPPEKLUs
JI03BI MTPETapaToB.
Jlpyrue HEHYKJIE03UIHbIE HccnenoBanus in vitro | Pexomenmyercst
MHTUOUTOPBI 00paTHOM nokaszajid, 4YTO  MeTaboJM3M | THIATEIbHbIH KOHTPOJIb
tpanckpunrtassl (HHUOT) BOPHKOHA30J1a MOXET | COCTOSIHHMSI TallUEHTa Ha
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B3aumoaeiictBue: u3MeHeHHus | Pekomenganun npu
JlekapcTBeHHOE CPeICTBO
(apMakoKUHEeTHYECKUX OJTHOBPEMEHHOM
(MexaHHU3M B3aUMO/IeiiCTBHUS)

napametpos (%) NPUMEHEeHUH
(BkJTIOYAs, HO HE OTPAaHMYKMBASCh, | YTHETAThCS  MOJA  JCHCTBHEM | IPEAMET pa3BUTHSA
NeNIaBUPAVH, HEBUPAIHH)* HHUMOT, a BopukoHa30J1 B CBOIO | JIEKAPCTBEHHOM
[uneubumopwl unu UHOYKmMopbl ouepeb MOXET  YTHETaTh | TOKCUHYHOCTH u/vunm
yumoxpoma Paso u cydcTpaTh merabonnzm HHUOT. HEJIOCTaTOYHOCTH
usoppepmenma CYP3A4] Ha ocHoBaHMM TOJYyYEHHBIX | ICUCTBUS. Bo3moxkHo,

pe3yIbTaTOB UCCIIeIOBaHMs | TOTpeOyeTcsT  KOPPEKIHs

s dekra a¢daBupeH3a Ha | 103l IPETapaToB.

BOPUKOHA3011, MOXHO

npeanonoxutb, 4yro HHUOT

MOTYT YCHJIHMBAaTh METa00IN3M

BOPHKOHA3071a.
TpeTtuHouH B3aumoneicteue He u3zyvanocs, | Pekomenayercs
[cybempam uzoghepmenma O/IHAKO, BOPUKOHA30JI MOXKET | KOPPEKLIUs JI03BI
CYP3A4] MOBBILIATH KOHLEHTpPAllUu | TPETUHOMHA BO  BpeMs

TPETUHOMHA M TOBBIIIATH PUCK
pasBUTHs MOOOYHBIX pPEaKLUi
(uauonaTHyecKon

BHYTPUYEPEITHON TUIEPTEH3UH,

TUIEPKATIBIIUEMUN ).

JICYCHHA BOPHKOHA30JIOM U

OCJIC €ro OTMCHBI.

Humeruaun (400 mr aBa paza B
CYTKH) [Hecneyughuyecku
uneubupyem yumoxpom Paso u
noevlutaem ypogenv pH

HCeNYO0UH020 COKal

Cmax BopukoHa3omna 1 18 %

AUCrt BopukoHasona 1T 23 %

KOppeKI_II/I}I A03bI

He Tpedyercst

Jurokcun
(0,25 mr ouH pa3 B CyTKH)

[cybocmpam P-enuxonpomeunal

Chmax IUTOKCHHA <>

AUCT murokcmHa <>

KOppCKI_II/I}I J03bI

He TpeOyeTcst

NuaunaBup

(800 mr TpH pa3a B CyTKH)

Cmax MHIWHABUpA <>

AUCt naanHaBUpa <>

KOppCKI_II/I}I J03bI

He TpeOyeTcst
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B3aumoaeiictBue: u3MeHeHHus | Pekomenganun npu
JlexapcTBeHHOE CPEeACTBO
(papMaKOKUHETHYECKUX O/THOBPEMEHHOM
(MexaHHU3M B3aUMO/IeiiCTBHUS)
napametpos (%) NPUMEHEeHUH
[uneubumop u cyocmpam Crmax BOpHKOHA30J1a <>
uzoghepmenma CYP3A4] AUCTt BopukoHa3zoa <>
AHTHOMOTUKY TPYIIIBI Koppeknust 10361
MakKpOJIUJIOB He Tpedyercs
DpUTPOMUITTH Cmax 1 AUCT BopuKoHa307a <>
(1 r nBa pa3a B CyTKH)
[uneubumop uzoghepmenma
CYP3A4]
A3UTpOMULINH Cmax 1 AUC; BoprKoHazoia <>
(500 mr oauH pa3 B CyTKH)
Bnusnue  BopukKoHa3ona  Ha
MeTaboIM3M IPUTPOMULIMHA WU
A3UTPOMHUIIMHA HEM3BECTHO.
MuxkoheHoioBast KHCI0Ta Crmax MukogeHosnoBoi | Koppekuust 10361
(1 r omHOKpaATHO) KHCIIOTHI <> He Tpedyercs
[cybempam ypuoun-5- AUC; MHUKO(EHOJIOBON
ougpocgham- KHUCJIOTHI <>
2NIOKYpoHuImpancgepasvl]
Koptuxocrepous
[Ipenuu3zonon Cmax ipeqau3onona T 11 % Koppexkuust 10361
(60 mMr otHOKpATHO) AUCo.. ipeanzonona 1 34 % He Tpedyercs.
[cybcmpam uzopepmenma [TatiuenTsl, mMOMyUaromue
CYP3A4] JUTUTEIIHLHOE JIeUeHue
BOPHUKOHA30JI0M u
KOPTHKOCTEPOUIaMHU

(BK.]'IIO'—IaH HHIaJIAIIMOHHBIC
KOPTHKOCTEPOH B,
Harnpumep  OyJecoHun),

JOJDKHBI HaAXOIUTBHCSA IIO[
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B3aumoaeiictBue: u3MeHeHHus | Pekomenganun npu
JlekapcTBeHHOE CPeICTBO
(apMakoKUHEeTHYECKUX OJHOBPEMEHHOM
(MexaHHU3M B3aUMO/IeiiCTBHUS)
napametpos (%) NPUMEHEeHUH
TIIATEIbHBIM

HAOJI0/ICHUEM HA TIPEIMET
HapyLIEHUs byHKIIH
KOpBI HAJIOYEYHUKOB Kak
BO BpeMs JICUCHHS, TaK H
nocie IpeKpaIieHus
PUMEHEHHS

BOPHKOHa307a (CM. pa3zaen

«Oco0ble yKa3aHuA»).

Panutnnnn Cmax 1 AUCt Bopukonazona «» | Koppekmust 10351
(150 mr sBa pa3a B CyTKH) He TpeOyercs
[nosviuwaem pH scenyoounozo

cokal

dapMaKOKMHETUYECKUIN MapaMeTp, OCHOBaHHBIM Ha 90 % J0BEpUTENBHOM HHTEpBAJIE CPETHETO
TreOMETPUUYECKOTO 3HAUEHUS HaXOUTCs BHYTpH («), Bhiie (1) unu Huxe (| ) uatepsana 80 % - 125 %.
* B3anMHOe BO3/eiicTBHE.

AUC;, AUC;, AUCo. - mmomaap 1Mo KpUBOH «KOHIIEHTPAIUS-BPEMSD) B IIEPUO]T JJOZUPOBAHUS, OT
MOMEHTA BBEJICHUS TIperapara JJ0 BUIUMOW KOHIIEHTPAIIUN B TIa3Me KPOBH, OT MOMEHTA BBEJICHUS

Ipemapara a0 66CKOH€‘IHOCTI/I, COOTBCTCTBCHHO.

Dapmayesmuyeckas HeCOBMeCMUMOCHb

Bopukonazon HecoBmecTuM ¢ 4,2 % pacTBOpOM HaTpus TUAPOKApOOHATa, IMOITOMY €ro He
PEKOMEHYETCSI  MCNONb30BaTh B  KauecTBe pacTBoputrens. COBMECTUMOCTE € APYTHMMH
KOHIICHTPALUSAMH HAaTPUs THIPOKapOOHATa HEU3BECTHA.

[Ipenapar Bugenn® Henb3s BBOAMTH OJIHOBPEMEHHO C MpenapaTaMd KpPOBH WJIM PAacTBOPaMH
AJIEKTPOJIUTOB BBICOKOM KOHIIEHTpAlMH, Jaxe eciad s HHQY3Ud HUCHOJB3YIOTCS OT/EIbHbIE
KaTeTepBI.

Undysmo npenapata Budena® He cremyeT IpoBOUTE Yepes OUH KaTeTep MM KaHIONIO C APYTHMH

JIEKapCTBEHHBIMU CPEJICTBAMH, BKIIIOYas Mpenapathl AJs MapeHTepalbHOro nuTaHus (AMuHODY3UH
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10 % Ilmoc). OpgHako mpemapaT MOKET BBOIUTHCS OJHOBPEMEHHO C TOJHBIM HapeHTepalbHBIM
IMUTAaHUCM U C paCTBOPAMU SJICKTPOJIUTOB HEBBICOKOU KOHICHTPAUHN 4€PEC3 OTACIBbHBIC KATCTCPLI NI
OTZ[GJ'IBHBIﬁ BXOJA MHOI'OKaHaJIbHOT'O KaTCTCpa.

Ipenapar Bupenn® He cremyer cMelmuBaTh C JAPYTMMH JIEKAPCTBEHHBIMH CPEICTBAMM, 32

UCKITIOYEHHEM NIEPEYNCIIEHHBIX B pazzaene « HCTpyKIus 1o MpUroTOBIECHUIO pacTBOpa JUisl UHDY3UI.

Oco0ble ykazanus

BzsiTre marepuana s moceBa M Jpyrux JJadopaToOpHBIX UCCIIECA0OBaHUH (CEPOIIOTHSI, TUCTONATOIOTHS)
C UENBIO BBIJCICHHUS U UIACHTU(DUKAIMH BO30YAUTENCH CleyeT MPOU3BOANUTh 10 Hadyalla JICUCHHUS.
JledeHue MOXKHO Hayarh A0 TOJYYCHHs PE3yJIbTATOB J1abOpaTOpHBIX MccienoBaHuidi. OmMHAKO MOCie
MOJIY4CHHSI 3TUX PE3YJITATOB HEOOXOIMMO CKOPPEKTHPOBATH IPOTHBOTPUOKOBYIO TEPAITHIO.

K Buaam, namboiee yacTo BbI3bIBaOIIMM HH(pekiuu y uenoBeka, ortHocsates C. albicans,
C. parapsilosis, C. tropicalis, C. glabrata u C.krusei, nmpu 3TOM 1 BCEX HHX MHHUMAabHAs
noxasisitomas Kourertparus (MITK) BopukoHas3oma 00BIYHO COCTaBIsET MeHee | Mr/mil.

OnHako in Vitro akTHBHOCTh BOPUKOHA30J1a TIPOTUB rpubOB pas3Heix BuaoB Candida ne ogunakosa. B
gactHoctH, MIIK BopukoHa3oma st ycroiumBbiX K (urykoHaszomy wusonstoB C. glabrata
MPONOPIMOHAIBHO BbIlIe, 4eM MITK /17151 u30J1TOB, 4yBCTBUTEIILHBIX K (UIyKOHA30I1y. B CBSI3M C 3THM,
rpubku poma Candida ciemyer Bo Bcex BOSMOXKHBIX CIIydasx MACHTH(DUIIUPOBATH 10 YPOBHS BHJIA.
[Tpu BO3MOXKHOCTH OIpENEIICHHS YYBCTBHTEIBHOCTH TPUOOB K MPOTHBOTPUOKOBBIM Iperaparam
nosryueHHble 3HaueHus MIIK cnenyer HHTepIpeTHpOBaTh C HCIOIB30BAaHUEM MTOPOTOBBIX KPUTEPHUEB.
BbiiesieHbl  KIMHMYECKHE ~ INTaMMbl  MHUKpPOOPTaHM3MOB,  OOJajarolimMe  MOHMKEHHOMN
YyBCTBUTEIBHOCTBIO K BOPHKOHa30)1y. OJHAKO TIOBBIIICHHbIE MHUHHMAJIbHBIC I10/IaBJISIOINE
koHneHtpauuu (MIIK) He Bcerma mMO3BOJSIOT TPEACKa3aTh KIMHUYECKYIO HEI(D(PEKTUBHOCTD:
W3BECTHBI CJIy4ad, KOTJa BOPHKOHA30J ObLT 3(PQPEKTHBEH Yy MAIMEeHTOB, WHOUIIMPOBAHHBIX
MUKPOOPTraHU3MaMH, YCTOMYMBBIMU K IpyTruM a3ojiaM. OUEHHUTh KOPPEISAIUI0 MEKIY aKTHBHOCTHEO
BOPHKOHA30J71a B YCJOBHUSIX IN VItr0 ¥ KIMHHUYSCKMMH PE3yJIbTaTaMH JICYCHHs TPYJHO, YIUTHIBAS
CIIOKHOCTh TTAIMCHTOB, KOTOPBIX BKIIOYAJIM B KIMHAYECKHE HCCIeIOBaHus. [lorpaHuvHbIe
KOHIICHTPAIMU BOPUKOHA30J1a, TIO3BOJISIFOIIME OIICHUBATh YYBCTBUTEIBLHOCTh K ATOMY IIpernapary, He

YCTaHOBJICHBI.

Heowcenamenvhule senenuss co cmopomsi cepoedno-cocyoucmori cCucmembl
[IpuMeHeHne BOpUKOHA30JIa CBSI3aHO ¢ yTMHeHHEM uHTepBaia QT Ha snmeKkTpokapauorpaMme, 4To

COMMPOBOKAACTCA PCAKUMHU ClIydasiMU MepHaHI/I}I/TpCHCTaHI/Iﬂ JKCIYOOYKOB Yy TSHKEII000IbHBIX
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NAIEHTOB C MHOKECTBEHHBIMH (paKTOPAMU PUCKA, TAKUMHU KaK KapJUOTOKCHYECKasi XUMHUOTEpaIus,
KapJIMOMHONATHUS, THIIOKAIMEMHUS W COIyTCTBYIOIIAs Tepamus, KOTOPbIE MOIJIM CIIOCOOCTBOBAThH
Pa3BUTUIO JAHHOT'O OCJIOKHEHHUS.
BopurkoHa3o1 cieyer ¢ 0CTOPOKHOCTBIO IIPUMEHSTh Y NAllUEHTOB CO CIEAYIOIIMMHU MOTEHIUAIBHO
IIPOAPUTMHUECKUMH COCTOSTHUSIMU:

e BPOXJIEHHOE WU MPHOOpETeHHOE yaarnHenne nureppaia QT;

® KapAMOMHUOIATHSA, OCOOCHHO B COUETAHUH C CEPJCUYHOIN HEAOCTaTOUHOCTBIO;

e CHUHYycOBas OpaauKapaAus;

® CYUIECTBYIOIINE APUTMUHU C KIMHUYECKUMU MPOSBICHUSAMU;

® OJIHOBPEMEHHOE INPUMEHEHUE JIEKapCTBEHHBIX IPEnaparoB, Y/UIMHSIOMMX uHTepBanl QT

(cMm. pazznen «B3aumonelicTBue ¢ IpyruMu JIEKAPCTBEHHBIMU CPEJICTBAMUY).

DNEeKTPOJIUTHBIE HAPYLICHUs, HAIpUMep TMIOKAJIMEMHUI0, TUIIOMarHUEMHIO M THITOKAJIbIIUEMHUIO, ITPH
HEOOXO/MMOCTH, CJeIyeT KOHTPOJIMPOBAaTh M YCTPAaHATh JO Hayajga W BO BpeMs Tepamuu
BOPHKOHA30JI0M.
[Tpu uccnenoBaHuM Ha 37J0POBBIX JOOPOBOJIBIIAX BIMSHUS BOpHKoHa3oia Ha naTepBan QT na OKI npu
IIPUMEHEHUH OJTHOKPATHBIX 103, IPEBBIIIAIOIINX OOBIYHYIO THEBHYIO /103y He Oojee, ueM B 4 pasa,
OBbUIO YCTAHOBJIEHO, YTO HU Y OJIHOTO U3 UCIIBITYEMBIX HE HAaOJI0aoCh MOBbIIeHNs nHTepBaia QT Ha
60 unu Oonee Mcek OT HOpMBI. Takke HU y OJHOTO U3 UCHBITYEMbIX HE HAOII0AANOCh MPEBBILICHUS
MHTEpBaJia BbIlIE KIMHUYECKU 3HaYuMoro nopora B 500 mcexk.
I'enamomoxkcuunocmo
YacToTa KIMHUYECKH 3HAYMMOT0 OBBIIIEHHUS] aKTUBHOCTH «II€YEHOUHBIX)» TPaHCAMUHA3 y MAI[UEHTOB,
MOJIyYaloIMX BOPHKOHA30J, cocTaBiseT 13,4 %. B OonbmmHCTBE cilydaeB moka3zaTenu (QyHKUUU
MEYEHH HOPMAIM3YIOTCS KakK IMPH TPOJIODKEHUH JiedeHHs Oe3 M3MEHEHHs J03bl WM IoCie ee
KOPpPEeKIMHM, TaKk M Iocje MpeKpaiieHus Tepanuu. llpm npuMEeHEHuM BOPHMKOHA30jla HEYacTo
HaOIIOAAMNCh Clyyau TSDKENOM TelnaTOTOKCMYHOCTH (JKeNTyXa, TeNaTHUT M IMeYeHOYHOKJIETOYHAast
HE/I0CTaTOYHOCTh, MPUBOSIIAS K CMEPTH) Y TIAIIMEHTOB C CEPhe3HBIMU OCHOBHBIMHU 3a00JIEBaHUSMHU.
HexxenarenbHble SIBICHHS CO CTOPOHBI TICUYEHW HAONMIOAAIOTCS, B OCHOBHOM, Y TAI[MEHTOB C
CephE3HBIMU 3a00JICBAHUSMH, TJIABHBIM 00pa3oM, 3J0KAYECTBEHHBIMH OITyXOJISIMA KpOBH. Y
MaIMeHTOoB 0e3 Kakux-ImOo (aKTOPOB pHUCKA HAONIONAIOTCS MPEXOMAALINE PEaKIHMH CO CTOPOHBI
MI€YEHH, BKJIIOYas renaTuT 1 kentyxy. Hapymenust pyHKiun nedeHn o0bIYHO 00paTUMBI U IPOXOISAT
MOCJIE TIPEKPAIICHHS JICUECHHS.

Monumopune ¢hynkyuu nevenu

Crp. 37 uz 44



11.04.2023

Bo Bpems niedeHust BOpUKOHA30JI0M PEKOMEHAYETCs TOCTOSIHHO KOHTPOJIMPOBATh (DYHKIUIO [IEYEHH Y
nereil u B3pocibix. KiMHHUYeckoe BEAeHHE TaKMX MAlMEHTOB JOJDKHO BKIIOYATh Ja0OpaTOpHYIO
OIICHKY (hYHKIIUU meueHu (B 4acTHOCTH, onpeaenenue aktuBHOcTH ACT u AJIT) B Hauane nedeHus
BOPHUKOHA30JIOM U HE peXe OJHOr0 pa3a B HENENI0 B TEUCHHE MEepBOT0 Mecsla Tepanuu. B cimyuae
MPOJOJKEHHSI JICUEHUSI MPH OTCYTCTBUM H3MEHEHUH €O CTOPOHBI OMOXMMHUYECKHX IOKa3aTeneit
(YHKIMU NIEYEHU YacTOTa JIAOOPaTOPHOTo 00CIeIOBaHNS MOKET ObITh YMEHbBILIEHA 10 OAHOTO Pa3a B
Mmecsii. [Tpu Bepa)keHHOM MOBBIIIEHUH OMOXMMHUYECKHX TOKa3aTenel (yHKIUU TIeYeHH BOPUKOHA30I
clielyeT OTMEHUTh, €CIH TOJIbKO COOTHOULICHHE MOJb3bl U PUCKA TEpalHuu COTJIACHO METUIIMHCKOM
OLICHKE HE ONpaB/bIBACT €€ JajbHeillee NpruMeHeHue.

3pumenvHuvle Hapyuienusl

[Tpu nedyeHnn BOpUKOHA30JI0M IpuMepHO y 21 % marueHToB HaOMr01aeTCsl HApYUICHUE 3pUTEITHHOTO
BOCHPUATHS: 3aTyMaHMBAaHHE 3PEHUS, U3MEHEHHUE 1IBETOBOTO 3peHus win ¢orododus. Hapymenus
3peHusi SBISIOTCS MPEXOIAUIMMH M TOJHOCTHIO OOpaTUMbIMHU; B OOJBIIMHCTBE CIIy4aeB OHU
CaMOIIPOU3BOJIbHO Hcue3atoT B TedeHue 60 muH. [Ipy NOBTOPHOM NPUMEHEHMM BOPUKOHA30JI1a
OTMEYaeTcsl OclabjieHue HUX BBIPAKEHHOCTU. 3PUTEIbHBbIE HAPYLIEHUS OOBIYHO JIETKO BBIPAXEHBI,
penko TpeOyIOT MpeKpallieHus JeUYeHUs U He IPUBOIAT K KAKUM-JINOO OTIaJICHHBIM MOCIEICTBUSM.
MexaHu3M pa3BUTHS 3pUTEIbHBIX HAPYIICHUI HEU3BECTEH. Y CTAHOBIIEHO, YTO BOPUKOHA30JI CHUKAET
aMIUTUTYly BOJIH Ha 3JekTpoperunorpamme (OPI') y 3mopoBeIX 100poBObIeB. JlaHHBIE U3MEHEHUS
OPT" He HapacTanu Mpu NPOAOKEHUHU JICYEHUs B Te€YeHHE 29 NHEW M MOJIHOCTHIO MCue3aau IMociie
OTMEHBI BOPMKOHA30J1a.

JlnuTtenpHas Tepamnus BOPUKOHA30JoM (B CpeAHeM B TeueHHe 169 naHel) y MalueHToB ¢
MapaKOKIMANOUI030M HE OKa3blBajia KIMHUYECKH 3HAYMMOro 3P QeKTa Ha 3pUTENbHYIO0 QYHKIIUIO, YTO
MOATBEPANIIN PE3YJIbTaThl TECTOB HA OCTPOTY 3pPEHUS, 3PUTENBHBIX IOJIEH, LBETOBOCIPHUATHSI U
KOHTPACTHOM YyBCTBUTEIBHOCTH.

Ilo naHHBIM MOCTPETUCTPALIMOHHBIX HCCIIEAOBAaHHM COOOLIAETCSs O Pa3sBUTUU CIIyYaeB 3PHUTENbHBIX
HapyUIeHUH, COXPaHSIOUINXCSA MPOJOJDKUTEIIBHOE BpPEMsl, B YaCTHOCTH, BO3SHHUKHOBEHHE «IIEJIECHBD)
nepei riaa3aMu, HEBPUT 3pUTENILHOTO HEPBA U OTEK JHCKa 3pUTeIbHOro HepBa. CienyeT OTMETUTh, YTO
JaHHBIE HAPYIIEHUS Pa3BUBAIOTCS Yallle BCETO y THKEIOOOIBHBIX MAIIMEHTOB W/WIU MOTYYarOIINX

COMMYTCTBYIOUIYIO TCPAIINIO, KOTOPAA MOKCT BbI3bIBATH HOI[O6HBIC HCXCIIAaTCIIbHBIC ABJICHM .
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Heowcenamenvhuie s6nenus co cmoponst nouex

VY TsKen00O0MBHBIX MAIMEHTOB, TOMYYAIONINX BOPUKOHA30JI, OTMEYATUCH CIy4au Pa3BUTHS OCTPOU
MOYCYHOW HEJIOCTATOYHOCTH, YTO, BEPOSATHO, OBLIO CBSI3aHO C Tepanueid OCHOBHOTO WU
COIyTCTBYIOIIUX 3a00s1eBaHMi He(PPOTOKCUYHBIMU JIEKAPCTBEHHBIMU CPEICTBAMHU.

Monumopune ¢pynkyuu nouex

[TaruenToB cnemxyeT HAOMIOAATh C [ETBIO BBISIBICHUS MPU3HAKOB HApYIIeHUs (QyHKIUU Touek. Jlis
3TOr0 HEOOXOAMMO TIPOBOJIUTH JIA0OOPATOPHBIE HCCICIOBAHUS, B YAaCTHOCTH, OIPEACIAThH
KOHIEHTPALMIO KpeaTHHIHA B CHIBOPOTKE KPOBHU (cM. pazzen «Crnocod NpuMEHEHHS U TO3bD»).
Monumopune ¢hynxyuu noosiceny0ouHol Jcenesvl

B3pocieie u getm, umeromue (aKTOpPhl PHCKAa PAa3BUTHS OCTPOTO TaHKpearuta (HETaBHSISA
XUMHOTEpANusi, TPAHCIUIAHTAUS T'EMOIOATHYECKUX CTBOJIOBBIX KJIETOK) JIOJDKHBI —IMPOWTH
oOcrenoBaHue (OMpe/esieHne aKTUBHOCTH aMMJIa3bl M JIUMA3bl B CHIBOPOTKE KPOBH) ISl PEIICHUS
BOIIPOCA O TEpaIliy BOPUKOHA30JIOM.

Heocenamenvhuie s6nenus co cmopomst Koxcu

[Ipu Tepanuu BOPUKOHA30JIOM YACTO Pa3BUBAIOTCS KOXKHBIE PEAKIIMH, B OCHOBHOM, y TAIMEHTOB C
CepbE3HBIMU OCHOBHBIMH 3a00JIEBaHUSMHU, OJHOBPEMEHHO MPUHUMAIOIIUX JAPYTHE JIEKapCTBEHHBIC
cpenctBa. B OoNbIIMHCTBE cllydyaeB OTMeUanach JIETKO WM YMEPEHHO BhIPaKEHHAs! KOXKHASI ChIIb.

Bo Bpems sieueHns BOPUKOHA30JI0M Yy TMAlMEHTOB HAOIOJAINCH CIy4Yau TSKENIBIX HEKeTaTeIbHBIX
KOXKHBIX peaklnui, Takux Kak cuHapoM CrtuBeHca-/[>KOHCOHA, TOKCHYECKHH SIHIepMaTbHBIN
HEKPOJIU3, JIEKAPCTBEHHAs! peakIus ¢ 203uHobmInel u cucteMubiMu cumntomamu (DRESS), kotopsie
MOTYT OBITh KU3HEYTPOXKAIOUIMMH WU CMEpPTENbHBIMU (cM. pazaen «[lobouHoe aeiicTBrue»).

Ecnm y marnuenTa pa3BuBarOTCs TsHKEIbIE HEKETATEIbHbIE KOYKHBIE PEAKIINH, TO BOPUKOHA30JI CJIETyET
OTMCHHT.

Kpome Toro, Bo Bpemsi Tepanuud BOPUKOHA30JIOM BO3MOXKHO pa3BUTHE KOXKHOM peakiuu
¢dotocencubunuzanuu. Habmogancs moBbIIEHHBIH PUCK KOKHOW TOKCHYHOCTH TIPU OJHOBPEMEHHOM
NPUMEHCHUH METOTpeKcara, Mperapara, CBA3aHHOTO C peakTwBanueid yiabTpaduoseroBoro (YD)
n3nydenus. CymecTByeT BEpOSTHOCTh TOTO, YTO ITOT PUCK OyAeT HaOI0aaThCs MPH MPHUMEHEHUN
JPYTHUX TPerapaToB, CBA3aHHBIX ¢ Y D-peakTuBanuei. Bo Bpemst nedeHus manueHTaM (B TOM 4HClie U
JIETSIM) PEKOMEHIyeTCsl H30eraTh BO3JCHCTBUS MPSMBIX COMHEYHBIX JTydeld W MPUHUMATH 3alUTHHIE
MEpbl, TaKWe KaK HOIICHHE OJSKJIbl M TPUMEHEHHUE COJHIIC3AIMTHBIX CPEJCTB C BBICOKUM
K03 (HULIMEHTOM 3alUThI OT yibTpaduoneToBoro uznyudenus (SPF).

Heorcenamenvhoie saenenus co CMOPOHbL HAONOYEYHUKOB
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OOpatuMeble cily4ad HAANOYEYHUKOBOM HEJOCTAaTOYHOCTU OBUIM 3apETMCTPUPOBAHbI y MAIMEHTOB,
MOJTyYaroIIUX a30Jbl, BKIOYass BOpHUKOHa30d. CooOmIajiock O cilydasX HEJIOCTaTOYHOCTH KOpPBI
HA/IMTOYEYHUKOB y MALMEHTOB, MOIYYAIOUINX a30JIbI OJHOBPEMEHHO ¢ KOPTUKOCTEPOUAaMHU WK 0e3
HUX.

VY nauueHToB, MONy4YaroUIMX a30Jbl 03 KOPTUKOCTEPOMJOB, DPA3BUTHE HEIOCTATOYHOCTH KOPbI
HA/IMTOYEYHUKOB CBSI3aHO C MPSIMBIM HHI'MOMPOBAaHUEM CHHTE3a CTEPOUIOB a30JIaMHU.

VY manueHToB, MPUHUMAIOIINX KOPTUKOCTEPOUIbI, MHTHOMPOBAHHE UX METa00IM3Ma N30(pepMEHTOM
CYP3A4, cBs3anHOE C BOPHKOHA30JI0M, MOXET TMPUBECTH K H30BITOYHOW BBIPAOOTKE
KOPTUKOCTEPOUIOB U MOJIABICHUIO (DYHKIIMKM KOPBI HAAIOYEYHUKOB (CM. pa3zen «B3aumoneiictue ¢
JAPYTHMH JICKapCTBEHHBIMU cpenacTBamuy»). Cunapom KymmHra ¢ u 0e3 HOCIEAYIOIIEro pa3BUTHS
HEJ0CTaTOYHOCTH KOPbI HAAMOYEUHUKOB TaK)K€ OTMEUAJICS y NAI[MEHTOB, [IOJIyYalolUX BOPUKOHA30JI
OJTHOBPEMEHHO C  KOpTUKOcTepougamu. [lanumeHTsl, modydarole JJIUTEeNbHOE JICUEeHHUEe
BOPUKOHA30JI0M M KOPTHUKOCTEPOMJaMH (BKJIOYas MHTAIALUOHHBIE KOPTHUKOCTEPOM]IbI, HalpuMep
OyAecOoHHT), TOJKHBI HAXOIUTHCS MO TIIATEIbHBIM HAOIIOIEHUEM Ha TIPeAMET HapyIIeHUs (QyHKIIH
KOpPBbI Ha/IMOYEYHUKOB KaK BO BpEMsl JICUEHHU s, TAK U MOCIIE MPEKPaIeHNs IPUMEHEHHs] BOPUKOHA30J1a
(cM. paznen «B3auMoneiicTBIE C JPyTUMU JIEKapCTBEHHBIMU CpeACTBAaMK» ). IlanineHTs! 10KHbBI ObITh
IPOMH(POPMHUPOBAHBI O TOM, YTO HEOOXOIMMO 00paIIaTHCs 32 HEMEJIEHHON MEUIIMHCKOM TOMOIIBIO,
€CJIM Y HUX HOSIBJISIIOTCS MPU3HAKK U CUMOTOMBI cUHApoMa KyllnHra mwiM HeJ0CTaTOYHOCTH KOPBI
HAJMOYEUHUKOB.

Jlnumenvroe neuenue

VY NanueHToB ¢ KOXHBIMH PEAKIUAMU (POTOUYBCTBUTEIBHOCTH U JIOTMOJHUTENBHBIMU (DakTopamMu
pHUCKa cooOIaeTcs 0 pa3BUTUH IJIOCKOKJIETOYHOT'O paKa KoK (BKJIHOYast IIIOCKOKIETOYHBIM PaK KOXKHU
in situ wim 6ose3np boysHa) 1 MenaHOMBI Ha (OHE POIOTKUTEIIBHOM Tepanuu. [Ipr BOSHUKHOBEHHH
y ManueHTa pOTOTOKCHUYECKUX PEaKLUUH OH JOJDKEH ObITh MPOKOHCYJIBTHPOBAH COOTBETCTBYIOIIUMHU
CIEIMAJMCTaMH W HampasjieH K aepmatosory. Cienyer pacCMOTPETh BO3MOKHOCTb OTMEHBI
BOpHUKOHa307a. Ilpu mnponokeHWM Tepanuu BOPUKOHA30JIOM, HECMOTPSI Ha BO3HHUKHOBEHHE
(OTOTOKCHYECKHUX MOPAKEHUIN KOXKH, MAUEHT JOJKEH PEryJsipHO MPOXOJUThH JE€PMAaTOJIOTHYECKOe
o0clieZIoBaHNE C 11E€JbI0 PAHHETO BBIABICHHS M JICUEHUS MPEIPaKkoBbIX 3a0osieBaHuil koxu. Ecnu y
NalMeHTa Pa3BUBAIOTCS MOPAXKEHHUS KOXKH, CBSA3aHHBIE C IPEIPaKOBBHIMHM 3a00JIEBaHUSMH KOXH,
IJIOCKOKJIETOYHBIM PaKOM KOXH MJIM MEJIaHOMOM, TO CIIEAYET pacCMOTPETh BOMPOC O MpEeKpalieHun
Tepanuy BOPUKOHA30JIOM.

Heundghexyuonnwiii nepuocmum
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Nwmerorcss cooliieHuss o0 ciayyasix pa3BUTUS MEPUOCTHTA y MAlMEHTOB IOCJIE TpaHCIUIAHTAIUH,
MOJTYYAIOIIUX JITUTEIBHYIO TEPAIHIO BOPUKOHA30JI0M. Tepanuio BOpUKOHA30JI0M CIeyeT OTMEHUTH B
cllydae, eciiil y MalueHTa UMeeTcs 00JIb B KOCTAX M Ha PEHTI'CHOTpaMME OTMEYAIOTCsS M3MEHEHUS,
XapakTepHbIe AJI NEPUOCTUTA.

Ilpumenenue y oemetl

OddexTuBHOCT M 0E30MACHOCTH MPUMEHEHHsI BOPUKOHA30JIa y JETed B BoO3pacTe A0 2 JIET He
n3ydanuch. BopHKOHA305 MOKa3aH Ui MPUMEHEHUs y JeTed B Bo3pacTe OT 2 JIET U CTapiue Mpu
MIOCTOSIHHOM KOHTpoJie QyHKIMU MeueHu. Y aetel Habmroqanack 6osee BbICOKasi YaCTOTa MOBBIIICHUS
AKTUBHOCTH MEYEHOYHBIX ()EPMEHTOB IO CPABHEHHUIO CO B3POCIBIMU. BHOIOCTYITHOCTh BOPUKOHA30J1a
IIpU NIpUEME BHYTPb Yy JETel B Bo3pacTe OT 2 10 12 neT MOXeT ObITh CHUXKEHA 3a CUeT HapylleHUs
BCACBHIBaHUS WJIM 3a CUET MOHMKEHHOW Macchl Tena. B Takux ciydasiX NOKa3aHO BHYTPHUBEHHOE
BBEJICHUE BOPUKOHA30JIA.

YacroTa (hOTOTOKCHYECKHUX peaklnii y AeTel Boilie. B cBs3u ¢ TeM, 4TO POTOTOKCHUECKUE MTOPAKEHUS
MOTYT INEPEPOKIaThCS B IUIOCKOKIeTOUHY0 KapuuHoMmy (IIKK), y nereit HeoOXoauMO MpPUMEHSTh
CTpOTHE MeEpHl IO 3allUTe KOXH OT YyibTpaduoseroBoro wuamydeHus. [lersM ¢ mnpu3HaKaMu
dboTocTapeHrs KOXHU, HApUMEp JEHTHUTO MM BECHYIIKH, PEKOMEHAyeTCsl H30eraTh CONHIA U
o0cieIoBaThCs Y AepMaToJIora JAaxke Mocie MpeKpalleHus JeueHusl.

Hapxomuueckue ananveemuxu kopomrozo oeticmsusi (cyocmpamol uzoghpepmenma CYP3A4)
[TockonbKy TiepUON TOJYyBBIBEIEHHS aleHTaHWIa TpPH €ro OJHOBPEMEHHOM BBEICHHU C
BOPUKOHA30JI0M YBEJIIMYMBAETCS B 4 paza, HEOOXOAMM TUIATEIbHBI MOHUTOPHUHI HEXKEJIaTEeNbHBIX
SBJICHUM, CBSI3aHHBIX C NPUMEHEHMEM HApKOTHUYECKHMX aHAJIbI€TUKOB, BKIIOuYas Ooiee
MIPOIOIDKUTEIFHBIN MOHUTOPUHT (DYHKIIMH JBIXaHUSI.

Haprxomuueckue ananveemuxu onumensno2o oeticmesus (cyocmpamot uzogpepmenma CYP3A4)
Crnenyer mpeaycMOTpeTb BO3MOXKHOCTb CHHIKEHHUS JI03bI OKCHKOJOHAa M JAPYTMX HapKOTHYECKUX
aHAJIbT€TUKOB MPOIOJKUTEIBHOTO AEHCTBHS, KOTOpble MeTabomu3upytotcs uzodpepmenrom CYP3A4
(TMOPOKOAOH) MPH OJAHOBPEMEHHOM IPUMEHEHUH C BOPUKOHA30J10M. Heobxoaumo mNpoBOIWTH
TIIATEIBHBIA MOHUTOPWHT HEXENATeIbHBIX SBICHUH, CBS3aHHBIX C NMPUMEHEHHEM HApKOTHUECKUX
aHaJILT€TUKOB (CM. pa3zen «B3anMoseiicTBue ¢ IpyTrMu JIEKApCTBEHHBIMU CPEJICTBAMI ).
Denumoun (MowHbIL UHOYKMOP yumoxpoma Paso u cyocmpam usogpepmenma CYP2C9)

[Ipu ogHOBpEeMEHHOM TNPUMEHEHUH (EHHUTOMHA M BOPHKOHA30JIa PEKOMEHAYETCS OCYIIECTBISTh
MOCTOSIHHBI ~ KOHTPOJIb ~ KOHIEHTparmu (QeHutonHa. [lo BO3MOXXHOCTH cieqyeT u30eraTh

OOTHOBPEMCHHOI'O MPHUMCHCHUA BOPHUKOHA30JIa U (I)eHI/ITOI/IHa 3a UCKIIIOYCHHUEM TCX CIIy4YacB, KOraa
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OXKpJaemasl IoJib3a MPEBbIIIAET BO3MOXHBIN pucCK (cM. paznen «BzaumopeicTBue ¢ ApyruMu
JICKapCTBEHHBIMH CPEJCTBAMMI).

Dpasupens (HenyKkieo3uOHbIl UHSUOUMOP 00PAMHOU MPAHCKPUNMA3bL, UHOYKMOP yumoxpoma Paso,
uneubumop u cyocmpam uzogpepmenma CYP3A4)

B ciyuyae ogHOBpeMeHHOro MpUMEHEHHsI BOPUKOHA30J1a U 3(paBuUpeH3a 103y BOPHUKOHA30Ja CIEAYyeT
yBenuuuTh 70 400 Mr 2 pasza B CyTKH, a 71032 3(aBupeH3a JobKHA ObITh CHIKEeHA 10 300 Mr KaXkbie
24 4 (cM. pa3nen «B3anMopaeicTBrE ¢ IPYTHMHU JIEKAPCTBEHHBIMU CPEACTBAMUY).

I nazoeeu6d (cyocmpam uzoghepmenma CYP3A4)

Oskupaercsi, 4To OJTHOBPEMEHHOE IPUMEHEHHE BOPUKOHA301a OBBIIIAET KOHIIEHTPALMIO Tha3ierunoa
B IUIa3M€ KpPOBHU U MOBbIIIAeT puck yuiauHeHus uHtepBana QT (cm. pazgen «B3aumoneiictBue c
JIPYTUMH  JIGKAPCTBEHHBIMU ~ CpeACTBaMu»). Ecium HEBO3MOXKHO M30€XaTh OIHOBPEMEHHOTO
MIPUMEHEHHUSI, PEKOMEHIyeTCs 4YacTo MpoBOAUTh MOHUTOPUHT DKIT'.

Hneubumopor muposunxunazel (cyocmpam usogpepmenma CYP3A4)

Osxumaercsi, 4TO OJHOBPEMEHHOE NPHUMEHEHHE BOPHKOHA30JIa C MHTHOMTOpPaMH THUPO3WHKUHA3HI,
Metabomm3upyembivu  u3opepmerrom CYP3A4, mnpuBoAWT K TOBBIIICHHIO KOHIICHTPAIUU
MHTHOWUTOpa THUPO3WHKHHA3Bl B IJJa3M€ KPOBH M PHUCKY MOOOUYHBIX peakiuii. Eciu HeBO3MOXKHO
n30exarb OJHOBPEMEHHOTO MPHUMEHEHHUs, PEKOMEHJIyeTCs CHIDKEHHE J03bl HMHTHOUTOpA
TUPO3MHKHUHA3BI U THIATENILHBIN KJIMHUYECKUI MOHUTOPHHT (CM. paszzien «B3anumozenicTBue ¢ IpyrumMu
JIEKaApCTBEHHBIMH CPEJICTBAMMI).

Pughabymun

OnHOBpeMEHHOE MPUMEHEHHE BOPUKOHA301a U pudadyTuHa MPOTHUBOIIOKAa3aHO, TaKk Kak pupadyTHH
3HAYUTEIHHO CHUKAIOT KOHIIETPALIMIO BOPUKOHA30JIA B TIa3Me KPOBH.

Pumonasup (mownwiii unoykmop yumoxpoma Paso, uneubumop u cyocmpam uzogpepmenma CYP3A4)
[IpuMeHATh OAHOBPEMEHHO BOPUKOHA30J1 W PUTOHABUP B HU3KMX ao3ax (100 Mr 2 pasza B CyTKH)
clleflyeT JHIIb B TOM Cilydae, €cld OXHUJaemas Iojb3a OT MpHeMa BOPUKOHA30J1a 3HAUYUTENBHO
MPEBBIIAET PHUCK OT HMX COBMECTHOrO TpuUMeHeHus (cM. pasgensl «lIpoTmBomokazanus» u
«B3anmopelicTBIE ¢ APYTUMH JIEKAPCTBEHHBIMH CPEICTBAMUY).

Deeponumyc (cyocmpam uzogpepmenma CYP3A4 u P-enuxonpomeuna)

OnHOBpeMEHHOE NMPUMEHEHHE BOPUKOHA3051a U 3BEPOIMMYCa HE PEKOMEHIYETCsl, TaK KaK 0’KUIaeTCs,
YTO BOPHKOHA30JI 3HAUYMTEIFHO TIOBHIIIAET KOHIICHTPAIIMIO BEPOJIMMYca B Tu1a3Me KpoBu. Ha maHHbII
MOMEHT HE WMEEeTCSl TOCTaTOYHOH WH(GOpMAIMK I PEKOMEHIAUU IO KOPPEKIUH pexXuMa
JI03UPOBAHUSI.

Memaoon (cyocmpam uzogpepmenma CYP3A4)
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[ToBpIlIEHNE KOHIIEHTPAI[MM METaJ0oHa B IUIa3Me€ KPOBU IPUBOIAUT K MPOSBICHUIO TOKCHYECKHX
a¢dekToB, Brirodas yannHenue uatepsana QT. Ilpu ogqHOBpeMEHHOM MPUMEHEHUH BOPUKOHA30JIA U
METa/JIoHa HEOOXOAMMO BHHUMATEIBHO CIICTUTH 3a MPOSBICHHEM HEXKEIATEIbHBIX U TOKCHYECKHX
s¢dexroB. [Ipu HeoOX0IMMOCTH 1032 METAJOHA MOXKET OBITh CHIKEHA (CM. pasnen «B3zanumonelictBue
C IPYTUMHU JIEKAPCTBEHHBIMU CPEJICTBAMUY).

Duykonazon (uneubumop usogepmenmos CYP2C9, CYP2C19 u CYP3A4)

OpHOBpEeMEHHOE MPUMEHEHUE BOPHKOHA30J7a W (PIIyKOHa30Jla BHYTPh y 3/I0OPOBBIX TOOPOBOJIBIICB
MPUBOAUT K 3HAYUTEIbHOMY NOBBIIEHUIO Cmax m AUCtT BopukoHazoma. [logxomsmuid pexum
KOPPEKIIMHU J103bI /1M YaCTOTHI pUeMa BOPUKOHA301a U (IyKOHA30J1a HEe yCTaHOBJIeH. B ToM ciryuae,
€CIIM BOPUKOHA30JI MPHUMEHSETCS Tmocie (IyKOHAa30ja, PEKOMEHIYETCsS MPOBOJUTH TINATEIBHBIN
KOHTPOJIb HEXKEJIATEIBHBIX PEaKIUi, CBI3aHHBIX C IIPUEMOM BOPHKOHA30JIa.

Cooepoicanue nampusi

Kaxnpiii ¢uakon mnpenapata coxepxut 217,6 Mr HaTpusi, 3TO HEOOXOIMMO YUUTHIBATh NpU
MPUMCHCHUH TIperiapara y TAalWeHTOB, KOTOpPhIC NPHICPKUBAOTCS JTUETHl C TIOHMKCHHBIM
COJIep’)KaHUEM HaTPHSL.

Peaxyuu, ceazannvie ¢ 66ederuem

[Ipy BHYTpHUBEHHOM BBEJIEHHWU BOPHKOHA30Jla HAOJIONAIOTCS CBA3aHHBIE ¢ MHQY3HEH peakiuu, B
YJaCTHOCTH, IIPHJIUBBDY KPOBH K KOXKE JIUIA M TOIIHOTA. ECJIM 3TH CUMIITOMBI BBIPAXKEHBI, TO CIIEAYET

00CyIUTh 11€71€CO00pa3HOCTh MpeKpalleHus JedeHus (cMm. pazaen «IlobouHoe nericTBre» ).

Baunsinne Ha cIOCOOHOCTH YIIPABJISITH ABTOMOOHMJIEM M MOJIb30BaTHCS CJI0KHONW TEXHUKOH

BopukoHna3on MoXeT BbI3BaTh MpeXoAsiiue U oOpaTHMble HapyILIEHHUs 3peHus, BKIIOuas
BO3HHUKHOBEHHUE «IIE€JICHBI» IMEpe] Ila3aMH, HapylleHHe/yCUICHUE 3pUTENIbHOTO BOCIPUATHS W/WIN
¢doropoburo. Ilpm HamuuuM TaKMX CHMOTOMOB TAlMEHTHl JOJDKHBI HM30eraTb BBITOJHEHHS
MOTEHIMAJIbHO OMACHBIX AEWCTBUIl, B YaCTHOCTH, YIPABJICHUS aBTOMOOWJIEM WJIU HCIIOJIb30BaHUS

CIIOKHOM TEXHHKH. HpI/I MMprUEME BOPUKOHA30J1a IMAIUCHTBI HE JOJI’KHBI BOJJUTH aBTOMOOWJIb I10 HOYAM.

dopma BhINIYCKA

JInodunuzar a1t IPUroTOBIEHUS pacTBopa st HHPy3uit 200 mr

3.4 r ntno¢unm3zaTa Bo (akoH nNpo3payHoro GeciBeTHOro creknia (Tu I), yKynopeHHbIH pe3nHOBOM
MPOOKOH ¥ TEPMETHYHBIM ATFOMUHHEBBIM KOJITIAYKOM C TUIACTUKOBOM KPBIITKON THTA «PuHtT-oddh»
1 hmakoH BMecTe ¢ MHCTPYKIMEH MO MPUMEHEHHUIO TTOMEIAIOT B KAPTOHHYIO NMAa4YKy ¢ KOHTPOJIEM

NEpBOro BCKPLITUA.
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Cpok rognoctu
JInopummzar — 3 roza.

BoccranoBnennslit pactBop — He Oosiee 24 4acos.

He IMPUMCEHATH 110 UCTCUCHUHN CPOKA 'OJHOCTH, YKa3aHHOI'O Ha YITAaKOBKE.

YcioBus XxpaHeHus
JImopunmszar — npu Temmeparype He Boie 30 °C.
BoccranoBnenHsliit pacTBop — npu Temneparype ot 2 g0 8 °C.

XpaHUTh B MECTAX, HEAOCTYIIHBIX JUIS IETEH.

YcaoBus ornycka

[To peuenry

IIpousBoauTenn:
®apmanus u Ampkon Kamnanu 9191Cu, CLIA
7000 ITopreimx Poya, Kanamazy, Muuunran 49001, CILIA

Opranusanus, NPUHAMAIOIIAS MPEeTEeH3UN MOTPeOUuTeNsI:
000 «Ilgpaizep Hnunosayuuyn, PO

123112, Mockaa, [IpecHenckas Hab., a.10,

b1l «bamns na Habepexuoit» (bmok C).

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

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