COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 07.12.2023 N= 25817

WHCTE yKHH}In QCNEOQBATENEHOCTE 0001)

1O MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

BOPHUKO3

PerucrpanvoHHbIi HOMeP:

Toprosoe Haumenosanne: BOPUKO3

Me:xkayHapoaHOe HeIATEHTOBAHHOE WJIHM IPYNIIUPOBOYHOE HAMMEHOBAHME . BOPUKOHA30JI
JlekapcTBeHHas popma: TaGICTKH, TOKPHITHIE TUICHOYHON 000JI0YKOM

Cocras

Kaxxnas Tabnerka, MOKpbITask INIEHOYHON 000JIOUKOM, COAEPHKUT:

Oelicmsyrowee geuyecmao. BOPUKOHA30I1 (MUKpOHU3HpoBaHHBIN) — 50 mr uiu 200 mr;
6cnomozamenvhvlie Gewjecmea: Kpaxmall KyKypy3HBIH TpekelaTUHU3UPOBAaHHbIN — 24,75
Mr/99,00 mr, kpocroBumoH — 3,75 wmr/15,00 mr, manauTOoNn — 62,50 Mr/250,00 mr, marHus
creapat — 1,50 mMr/6,00 mr, kpockapmerniosa Harpus — 7,50 mr/30,00 wmr.

Ilnenounasn obonouxka (Ha 600HoU ocHose). omanpait Oenwiid |1 (85F18422) (momuBHHMIIOBBII
cruptT — 1,20 mr/4,8 mr, turana nquokcua — 0,75 mr/3,0 mr, makporoa 4000 — 0,606 mr/2,424 wr,
taibk — 0,444 mr/1,776 mr) — 3 mr/12 wmr.

Onucanue

Jns  no3upoBku 50 MI: Kpyrible JBOSIKOBBIYKJIbIE TaOJNETKH, TOKPHITHIE IUIEHOYHOU
000JI04KOM, O€I0r0 U1K OYTH OEJIOro IBETA.

Jns noszupoBku 200 Mr: mpojoiroBaThie JBOSKOBBINYKJIbIE TAOJIETKH, MOKPBITHIE MJICHOYHOU

000JI0YKO, O€JIOro MK IMOYTH OEI0TO0 IBETA.

dapmakoTepaneBTHYecKasi IPyINa: NPOTUBOIPUOKOBBIE CPEICTBA CHCTEMHOTO JEHCTBUS;
IIPOM3BOJIHBIE TPUA30JIa U TETPa30Ja

Koa ATX: JO2ACO03

dapMaKoJIOrHuecKue CBOMCTBA

Dapmakoounamuxa

Mexanusm deticmsus

BopukoHa3on - MpOTHMBOIPUOKOBBIM Ipemapar HIMPOKOTO CIEKTpa JEHCTBUS W3 TPYMIIBI

TpHa30J0B. MexaHu3M JAEWCTBUS CBSI3aH C MHTUOMpPOBaHUEM JeMeTHinpoBaHus 14a-creporna,
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“MEPTHOMY OTYETY

OouocunHTe3a sprocrepoia. Hakomnenue 14a-metwiicteposia KOppeNIHpyeT ¢ MOCHEIyIomen
noreper  sprocrepoiia B TPHOKOBBIX KJIETOYHBIX MeMOpaHaX, 4dTO OO0YyCJIaBIMBAeT
HpOTI/IBOFpI/I6KOBy1-O AdKTUBHOCTb BOPHUKOHA30JI1a. Bbruto YCTaHOBJICHO, YTO BOPHKOHA30JI Oonee
CCJICKTUBEH B OTHOILIICHHWU HBO(bepMCHTOB OUTOXpOMa P450 FpI/I6KOB, YeM B OTHOIICHUHU
pa3aNYHbIX (PEPMEHTHBIX CUCTEM IUTOXPOMA P450 MIIEKOTTUTAIOIIIHX.

IonokuTeILHOU CBSI3HU MCXKAY CpCAHUMH, MAKCUMAJIbHBIMW W MHWHHMAJIbHBIMHU 3HAUYCHUAMU
KOHIIGHTpAllid BOPUKOHA30Jla B INIa3Me KpoBU H  A(DQPEKTUBHOCTBIO Ipernmapara B
TEPANICBTUYCCKUX HMCCICIOBAHUAX HE BBIABJICHO, W 3Ta B3aMMOCBA3bL B HpO(bI/IJ'IaKTI/I‘ICCKI/IX
HCCIICAOBAHUAX HC U3ydallacCh.

QapmakoguHAMUYECKH U (PapMAKOKMHETHUECKHMH  aHaNM3  JaHHBIX  KIMHUYECKHX
I/ICCJ'IG,I[OBaHI/Iﬁ BBISAIBUJI ITOJIOKUTCIIBHYIO CBsA3b MCIKIAY KOHHeHTpaHHCﬁ BOpPHKOHA30JIa B IIJIa3M¢C
KpOBH M OTKIIOHCHHA OT HOPMBI OMOXMMHYECKHX IMOKa3aTelei (bYHKI_II/II/I IICYCHU, a TaKXKC
SPUTCIbHBIMA HAPYIICHUAMUA.

In vitro BopuKoHa30:1 001aaeT MHUPOKUM CIIEKTPOM IPOTHBOIPHOKOBOTO JICHCTBHUS: aKTUBEH B
orHomrennn Candida spp. (Bkmrouas mrammbel C. Krusei, ycroiiumBbie K (IyKOHA30idy, H
pesuctentHbie mrammbl C. glabrata u C. albicans) u o6namaer ¢yurunuansiM 3ddextom B
OTHOILICHUH BCEX M3YYEHHBIX MTaMMOB Aspergillus spp., a Takke maToreHHbIX IPUOOB, CTABIINX
aKTyaJIbHBIMH B IOCJICJIHEE BpeMsi, BKJIrouas Scedosporium spp. wiu Fusarium spp., KoTopeie B
or paHquHHOﬁ CTCIICHU YYBCTBUTCJIbHBI K CYIICCTBYOIIIUM HpOTPIBOFpPI6KOBBIM cpeacrBam.
Knunnueckas B(I)CI)GKTI/IBHOCTB (C YaCTUYHBIM WM IIOJIHBIM OTBeTOM) BOPHKOHA30J1a ObLI1a
pojJeMOHCTpHUpOBaHa npu uH(peknusx, Bei3BaHHBIX Aspergillus spp., Bxmouas A. flavus, A.
fumigatus, A. terreus, A. niger, A. nidulans, Candida spp., Bxmouas mrammer C. albicans, C.
glabrata, C. krusei, C. parapsilosis, C. tropicalis, a Takxe B OTHOIIEHHH OTPAaHUYECHHOTO YUCIIa
mrammoB C. dubliniensis, C. inconspicua, C. guilliermondii, Scedosporium spp. (Bkitovas S.
apiospermum, S. prolificans) u Fusarium spp.

Jlpyrue TpuOKOBbie MHOEKIIUU, TPH KOTOPHIX MPUMEHSIICS BOPHUKOHA30J (C YaCTHYHBIM HIIH
MOJIHBIM OTBETOM), BKIIIOUAIHM OTHEIbHBbIC CIyuyau HH(EKIUH, BBI3BAHHBIX 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., Bmtouast P. marneffei, Phialophora richardsiae, Scopulariopsis brevicaulis » Trichosporon

spp., Bximouas T. beigelii.
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In vitro mpoaeMoHCTpHpOBaHa AKTUBHOCTH BOP Komazofh B oTHofmel Hi K HeckuR HAaMMOB

Acremonium spp., Alternaria spp., Bipolaris spp., Cladophialophora spp., Histoplasma
capsulatum. Poct GONbIIMHCTBA MITAMMOB HOJABISUICS TPU KOHIEHTPALMSIX BOPUKOHA30Ja OT
0.05 no 2 MKr/mir.

In vitro BeIsIBIICHa aKTHBHOCTH BOPHMKOHA30J1a B oTHOIIeHuu Curvularia spp. u Sporothrix spp.,
OJIHAaKO KJIMHUYECKOE 3HAUEHHUE €€ HEU3BECTHO.

DapmakoKkunemuxa

Obwas xapakmepucmuxa

BopukoHnas3on B MUKpOHU3HPOBAaHHOU (hopMe ObICTpee pacTBOPSIETCS] U BCACHIBACTCS, MIOCTYIIas B
TKaHHU OPTaHU3Ma, 4TO MPUBOJUT K 00JIee BRIPAKEHHOMY IPOTHBOTpHOKOBOMY d(h(DeKTy.
@apMaKOKMHETUYECKME  NapaMeTpbl  BOPUKOHA30Jla  XapaKTEPU3YIOTCS  3HAYUTEIBHOUN
MEXXHHIMBU Ty alIbHOM BapuabeIbHOCTHIO.

dapMaKOKHMHETHKA BOPUKOHA30J1a SBJISETCS HETMHEHHOW 3a CYET HACKHIIIEHUS ero MeTabonu3ma.
[Ipu moBeIIeHNH 103b1 HAOJIOAAETCS HEMPOIIOPIHOHANIbHOE (00JIee BRIPAXKEHHOE) YBEIUUYEHUE
IUIOINAAM O] KPHBOU «KOHICHTpanusa-BpeMs»» (AUC). YBenuuenue nepopanbHoii 10361 ¢ 200
Mr 2 pasa/cyt no 300 mr 2 pasza/cyTt npuBoauT k yBenuuenuto AUC B cpeanem B 2.5 pasa.
BoznelicTBue BoprKoHa30Ja MpU npuemMe BHYTpb noanaepskuatomieit 10361 200 mr (wim 100 mr
JUIsl TAIIMEHTOB ¢ Maccol Tena MeHee 40 Kr) COOTBETCTBYET BO3ACHCTBHIO BOPUKOHA30Ja MpU
NPUMEHEHUH BHYTPHBEHHO B 03¢ 3 Mr/kr. [Ipm mpueme BHYTph nojnepkuBaromeid 10361 300
mr (mnmun 150 mr ans manueHToB ¢ maccod Tena menee 40 Kr) Bo3neHCTBHE COOTBETCTBYET
BO3/ICHCTBUIO BOPUKOHA30JIa TPH BHYTPUBEHHOM MPUMEHEHUU B 103€ 4 MI/KT.

[Ipy mnpueme BHYTPb HACBHIAIOUIMX 03 BOPHUKOHA30jJa paBHOBECHAas KOHIEHTpaLUs
JocTUTaeTcs B TeueHue nepsbix 24 4. Ecnu npenapat Ha3HayaroT 2 pa3a/cyT B CpelHUX (HO HE B
HACBIIAIOMIMX) J03aX, TO NPOUCXOAUT KyMYJSIIHs BOPUKOHA30Ja, a pPaBHOBECHBIC
KOHIEHTPAIIUHU JOCTUTAIOTCA K 6-My JHIO Y OOJIBIIMHCTBA MAI[UEHTOB.

Bcacwvisanue u pacnpeoenenue

Bopukonazon ObICTpO M NPAaKTUYECKH IIOJHOCTHIO BCAChIBA€TCS IIOCIE MpPHEMa BHYTPb:
MaKCcHUMaibHas KOHIIEHTpauus B miazme KpoBU (Cmax) mocturaetcs yepes 1-2 4 mocie mpuema.
brogocTynHOCTh BOpMKOHA30J1a MPU MPUEME BHYTpPh cocTaBisieT 96%, mpU MHOTOKPAaTHOM
npuemMe ¢ nuimeid ¢ OonbmuM cojaepxanueM KUPoB Cmax 1 AUC cHmkarotcs Ha 34% u 24%
COOTBETCTBEHHO. BcackiBaHne BOpHKOHa30J1a He 3aBUCUT OT pH kenmyno4yHoro coka.

Cpennuii 00beM pacrpeesieH!s] BOPHKOHA30J1a B PABHOBECHOM COCTOSIHUM COCTaBISIeT 4.6 JI/KT,
YTO YKa3bIBaeT Ha aKTHBHOE paclpe/elieHne BOPUKOHA301a B TKaHU. CBs3bIBaHUE ¢ OemKaMu

1a3Mbl KPOBH cocTaBisieT 58%.
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BoprkoHa3071 MpOHHMKAET Yepe3 TreMaTOdHIIE annqecﬁgf;'%a%: E(F{)Eﬂwgﬁpgﬂejlrﬂg'ﬂdﬂ B

CIIMHHOMO3TOBOM KUJIKOCTH.

Memabonuzm

[To maHHBIM HCCIIEJOBaHHM In Vitro YCTAaHOBJIEHO, YTO BOPUKOHA30J1 META0OJM3UPYETCS MO
nerictBueM wu3odepmMeHToB IuToxpoma Paso - CYP2C19, CYP2C9, CYP3A4, mpu sTOM
CYP2C19 wurpaer BaxHYIO poib B MeTaOOIM3ME BOPHKOHA30JIa. DTOT (PEPMEHT MPOSIBIISIET
BBIPQKEHHBI TCHETHYECKUH MOTUMOPPH3M, B CBSI3U C YEM CHIDKEHHBIH MeTaboIn3M
BOpUKOHa30ja Bo3MOkeH y 15-20% mpencraButesneil a3uaTcKoro mpoucxoxiaeHus u y 3-5%
MpeJICTaBUTENEH €BPOIEOMTHOM U HETPOUIHOM pac.

OcCHOBHBIM Me€Ta0OJIMTOM BOpHKOHA30Ja siBisieTcss N-okcun (72% cpenu LMPKYIMPYIOIIUX B
IUIa3Me KpOBU METa0OJMTOB, MEYCHHBIX PaJMOAKTHBHON METKOMW). DTOT MeTabonuT obiamaeTt
MUHUMAJIbHON MPOTUBOTPUOKOBOI aKTMBHOCTHIO W HE BHOCHUT BKJIAJ B KIMHUYECKUU dPPeKT
BOPUKOHA30J1a.

Buigeoenue

BopukoHa3on BBIBOIUTCS B BHIE METAaOOJMTOB ToOcie OWOTpaHCPOpMAlMM B TICUCHH, B
HEU3MEHEHHOM BH/JIe TIOYKaMHU BBHIBOAUTCS MeHee 2% OT BBEIEHHOI! J103bI IIpernapara.

[Tocre MHOTOKpaTHOT'O MpHUeMa BOPUKOHA30JIa BHYTPb B MOY€ OOHapyXuBaeTcs mpumepHo 83%
1036l TiperapaTa. bombimas gacte (> 94%) oOmield 10361 BBIBOJUTCS B TEUCHHE IMEPBBIX 96 U
1ocJjie npuemMa BHYTpb.

[Mepron nosyBsiBeaeHust (T1/2) BOPHKOHA30/1a 3aBUCHT OT JI03bI M COCTABIISET IIPUMEPHO 6 U TIPH
npueme mnpenapara BHYTpb B o3¢ 200 mr. B cBs3M ¢ HenmuHEHHOCTHIO (papMaKOKMHETHUKH
BennurHa T1/2 HE MO3BOJSET NMpeAcKa3zaTh KyMYJISIUIO WK BBIBEICHHE BOPUKOHA30a.
DapmakokuHemura 6 0cobvix 2pynnax

Lion

IIpu MHOrokpatHoM mpueme BOpHUKOHa30da BHYTPb Cmax M AUC y 300pOBBIX MOJIOABIX
skeHuH 061N Ha 83% 1 113% COOTBETCTBEHHO BBIIIE, YEM Y 3JI0POBBIX MOJIOJBIX MYK4MH (18-
45 net). 3HaunMmblx pasnuuuid Cmax 1 AUC y 310pOBBIX HOXKHIBIX MYXYMH U 3I0pPOBBIX
HOXKWIBIX XKEHIUH (> 65 neT) HeT. PaBHOBeCHas! KOHIIEHTpallksl BOPUKOHA30J1a B IJ1a3Me KPOBU
y keHIMH Obiia Ha 100% Bblme, yeM y Myx4uH. HeoOXOOUMOCTH KOPpEKIUH J03bl B
3aBHCHUMOCTH OT ToJja He oTMmeuaeTcs. KoHIleHTpauu B miia3Me KPOBH Y MYXYHUH M KEHILIUH
CXOJHBI.

Bospacm

[Tpu MHOTOKpaTHOM NpueMe BoprukoHa3oia BHYTPb Cmax 1 AUC y 310pOBBIX MOKUIIBIX MY>KYUH

(> 65 net) HA 61% 1 86% COOTBETCTBEHHO BHIIIE, YEM Y 3J0POBBIX MOJOJLIX My»4uH (18-45
4
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neT). 3Haunmbix paznuauii Cmax u AUC y 31000BBIX HéQII;IJ'I:BMF '1711]; '%Q EH Qe'-ri_ff g&%&amx

MOJIOBIX KeHITWH (18-45 neT) Her.

be3onacHocTh BOpHMKOHA30J1a Y MOJIOJABIX M IOXKWIIBIX MAaLIMEHTOB OJMHAKOBA, B CBA3U C YEM
KOppEeKLHs J03bl BOPUKOHA30J1a B 3aBUCUMOCTHU OT BO3pacTa He Tpedyercs.

Jlemu

[Ipeamonaraemass oO0mIas KOHIIEHTpAlMsl BOPUKOHA30Jla y JieTe NpuU TpueMe BHYTPh
noJepKuBaroneil 1o3el 9 mr/kr (MakcumanbHO 350 MT) 1Ba paza B CYTKH COIMOCTaBHMA C
TaKOBOI y B3pOCIHBIX IMpPH IpUEME BOPHKOHA30jJa BHYTph B jgo3e 200 Mr aBa pa3a B CyTKH.
KonnenTpanus BopukoHa301a Mpy BHYTPUBEHHOM BBEJEHUU B J103€ 8 MI/KT B JIBa pa3a BHIIIE,
4eM IpH MpUEeMe BHYTPb B J103€ 9 MI/KT. BHOZOCTYITHOCTS BOPMKOHA30I1a MIPH IPUEME BHYTPb Y
JETEN MOXKET OrpaHMUYMBATHCS HAPYIIEHWEM BCAChIBAHMS U JOCTATOYHO HU3KOW Maccoi Tena B
STOM BO3paCTe U B TOM CIIy4ae MOKET ObITh IOKa3aHO BHYTPUBEHHOE BBEJCHHE.

VY 0607bIIMHCTBA TOIPOCTKOB KOHIIGHTpAIMs BOPHUKOHA30Jla B IUIa3ME€ KPOBU COOTBETCTBYET
ATOMY MOKAa3aTeNl0 y B3pOCIBIX MAllMEHTOB. TeM He MeHee, OTMEYAJIUCh MEHBIINE 3HAYCHUS
KOHIIEHTPAllui BOPUKOHA30J1a B IJIa3ME KPOBU Y HEKOTOPBIX MOJPOCTKOB C HU3KOW Maccou Tena
[0 CPAaBHEHUIO C B3POCIBIMU U ObUIM OJIKe K 3HAYEHHMSIM TOTO Ke ToKaszaTels y JAeTeH.
OcHOBBIBasACH HA MOMYJSIMOHHOM (hapMaKOKMHETHUYECKOM aHaJIU3€e, MOAPOCTKU B BO3pPACTE OT
12 no 14 ner c¢ wmaccoit Tema Menee S50 Kr JOJKHBI TOJIy4aTh 03y BOPHUKOHA307a,
PEKOMEHI0BaHHYIO JJIsl IpUEMa y JIETEH.

Hapywenue ¢pynkyuu novex

IIpn ogHOKpaTHOM NpuEME BOPUKOHA30J1a BHYTph B 03¢ 200 Mr y ManMeHTOB C HOPMAJIbHOU
GyHKkIMend movek W manueHtoB OT Jserkou (kimpeHc kpearmHuHa (KK) 41-60 mu/muH) 10
soxenol (KK menee 20 mui/mMuH) creneHu (papMakOKMHETHKAa BOPHMKOHA30Jla CYIIECTBEHHO HE
3aBUCUT OT CTENEHW HapymeHus (yHKuMM nodek. CBs3bIBaHME BOPUKOHA30/a C OeIKamMu
IUIa3Mbl KPOBH CXOAHO Yy OOJIBHBIX C Pa3IUYHOM CTENEHbIO MOYEUHOW HEIOCTATOYHOCTH (CM.
pasnensl «Criocod npuMeHeHus U 103b1» U «Oco0bIe yKa3aHusD»).

Hapywenue ¢pynkyuu neuenu

Ilocne omHOkpaTtHOro mpuemMa BHYTph npemnapara B go3e 200 mr AUC BopukoHaszona y
NAlMEeHTOB C JITKOM WJIM CpeIHEH CTeNeHbl0 TsHKecTH Luppo3a nedeHu (kinaccel A u B mo
mkane Yainna-Ilero) Ha 233% BBINIE, YeM Yy TAIMEHTOB C HOPMAaIbHON (YHKIHMEH TEYEHH.
Hapymienne QyHKIMM 1MeyeHH HE BIUSET Ha CBSA3bIBAHHME BOPHUKOHA30ja C OENKaMU IJIa3Mbl
KpPOBH.

[Tpu MHOTOKpaTHOM IpHeMe npenapata BHYTpb AUC BOpHKOHA3011a COMOCTaBUMa Y OOJIBHBIX €

UPPO30M TEYEHU CpefHel cTemneHu TspkecTu (kimacc B mo mikane Yaitna-IIsio), momyyaBmmx
5
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npenapar B nojaepxkuBaronied goze 100 vy 2 pa3£%'yji;:-—llg‘%;::ﬁiaiﬁmcé- EﬂﬁﬁgﬂﬂHoﬁ

(GyHKIMEH TNe4YeHH, MONyYarolMX BOpUKOHa301 B go3e 200 mr 2 pasa/cyr. CBeneHwii o
(dhapMaKOKMHETHKE BOPHKOHA30J1a y MAIMEHTOB C TSHKEIBIM HUppo3oM mnedeHu (kimacc C 1o
mkane Yaina-I1er0) HeT. Pekomenganuu mo no3upoBaHuio mpenapara (cMm. pasnensl «Crocod

MPUMEHEHHUS U 103b» U «OcoOble yKazaHUs»).

IMoka3anusi K NPUMeHEHHIO

® UHBAa3HUBHbBIN acHepruiies;

® KaHIUAEMHs y NAllMeHTOB 0e3 HEUTPOIIeHUN;

® TsHKeJble MHBAa3MBHBIC (POPMBI KaHAMA03HBIX HHpekuuit (Britouas Candida krusei);

® KaH/AW[03 MMUIIEBO/A;

® TspKenble puOKOBBIe HH(EKINH, BRI3BaHHBIE Scedosporium spp. u Fusarium spp.;

® pyrue TsDKeJIble WHBAa3UBHbIE TPUOKOBBIE HH(MDEKINH TPU HEMEPEHOCHUMOCTH WU
pedpaKkTepHOCTH K APYTUM JICKAPCTBEHHBIM CPENICTBAM;

® TpODUIAKTHKA «IIPOPHIBHBIX» TPUOKOBBIX HH(PEKIUH Yy MAIMEHTOB CO CHIDKCHHOM
byHKIIME! UMMYHHOH CHUCTEMBI, JTUXOPaIKON W HEHTPOINEHUEeH, U3 rPpynn BBHICOKOTO PUCKa
(peMNUEeHThl TpaHCIUIAHTAIIMM TE€MOMOSTUYECKHX CTBOJOBBIX KJIETOK, OOJIbHBIE C
peluIMBOM JIEHKO3a);

® Tpo(dUIAKTHKA WHBA3UBHBIX IPHOKOBBIX MH(MDEKIHIA Y AIIMEHTOB (B3POCIBIX U JIETCH cTapiie
12 ner) rpynmel BBICOKOTO pHCKAa, TaKUX KaK pPEHUIHUEHTH TpPaHCIUIAHTAlUU

TEMOITO3THYCCKHUX CTBOJIOBBIX KJICTOK.

IIpoTuBonoKa3anus

- ['unep4yyBCcTBUTEIHLHOCTH K BOPUKOHA30Y WIIH K TIOOOMY M3 BCIIOMOTAaTEeIbHBIX BEIIECTB.

- OpHoBpeMeHHOe mpuMeHeHue c¢ cyoOcrtparamu wuszopepmenta CYP3A4: tepdenanus,
acTeMH30JI, IM3alpHj, THMO3WJA, XWHUAWH WIA WBaOpaauH, ITOCKOIBKY MOBBIIICHHBIE
KOHIICHTPAIIMU ITUX JIEKAPCTBEHHBIX CPEJICTB B IUIa3Me KPOBU MOTYT NMPHBECTH K YIIMHEHUIO
untepBana QTc U penkuMm ciydasM BO3HUKHOBEHHUS >KETYJIOYKOBOM TaxMKapAWU TO THITY
«mpy31» (torsades de pointes) (cMm. paszgen BzaumoneicTBue ¢ OpyruMH JE€KapCTBEHHBIMU
CpencTBamm).

- OpHOBpeMeHHOE TpUMEHEHHE ¢ pudaMOUIMHOM, KapOamMa3enmuHOM W JUTUTEIHHO
neiicTByromuMu Oapoutyparamu ((heHobapOuTan), MOCKOIbKY 3TH JIEKAPCTBEHHBIE CPEICTBA
MOTYT 3HAUUTENIbHO CHM3UTh KOHIIEHTPAIlMI0 BOPHMKOHA30Jla B IUIa3Me€ KPOBU (CM. paszzien

B3aumopeiicTBue ¢ qpyruMu JeKapcTBEHHBIMU CPEACTBAMH).
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- OnHOBpEeMEHHOE NpUMEHEHHE ¢ pudadyTHHOM, Tak '@Q%ﬂé%ﬁmﬂ_ St Ioibkaer

CMEPTHOMY OTUETY

KOHLIEHTPALlMI0O BOPHUKOHA30Ja B IJIa3Me KpoBH (cM. pasfen B3aumopnelicTBue ¢ JIpyrumu
JIEKapCTBEHHBIMU CPEACTBAMH).

- OgHoBpemeHHOe TpuMeHeHue ¢ 3daBupeHzoM B go3ax 400 mr u Beime 1 pa3 B cyTku (c
BOPUKOHA30JI0M B CTaHAAPTHBIX J/03aX), MOCKOJbKY 3(haBUpPEH3 B ATHX J03aX 3HAYUTEIBHO
CHI)KAET KOHILIEHTpAIMI0 BOPHKOHA30ja B IUIa3Me€ KpPOBH. BOpPHMKOHA3051 Takke 3HAYUTENIBHO
YBEJIMYMBAET KOHLEHTpauio 3(haBupeH3a B IulazMe KpoBU (cM. pasnen BsaumoneiictBue c
JIPYTUMH JIEKAPCTBEHHBIMU CPEICTBAMH).

- OIHOBpEMEHHOE NMPUMEHEHHE C PUTOHABUPOM B BBICOKHX 103ax (400 mr u BbINIe 2 pasza B
CYTKH), ITIOCKOJIbKY PUTOHABUP 3HAUUTEIBHO CHMXKAET KOHLEHTPALMIO BOPUKOHA30Ja B ILIa3Me
KpOBU B 3TOH /103€ (cM. pazzaen B3zaumojeicTBre ¢ JpyruMu J1eKapCTBEHHBIMU CPEJICTBAMM).

- OIHOBpEMEHHOE MPUMEHEHHE C aJKalOuJaMH CIOPBIHBU (IPrOTaMHH, JTUTHIPOIPrOTAMUH),
aprsomuxcst cyocrpatamu u3odepmenta CYP3A4, mockonbKy MOBBIIMIEHHAs KOHIEHTpPALUs
3TUX JIEKApPCTBEHHBIX CPEACTB B IIJIa3M€ KPOBM MOXKET IPUBECTU K IProTU3My (CM. pasjen
B3aumoneiicTBue ¢ Ipyrumu JI€KapCTBEHHBIMU CPEICTBAMM).

- OgHOBpEeMEHHOE PUMEHEHHUE C CUPOIMMYCOM, TTOCKOJIbKY BOPHUKOHA30J MOXKET 3HAYUTEIbHO
YBEJIMYUTH TUIA3MEHHBIE KOHIEHTPAIMU cUpoiuMyca (cM. pa3zaen B3aumoneicTBue ¢ ApyruMu
JIEKapCTBEHHBIMU CPEACTBAMH).

- OgHOBpEeMEHHOE IPUMEHEHHUE CO 3BEp000EM IPOABIPABICHHBIM (MHIAYKTOP LUTOXpoMa Paso u
P-rnmukonporenna) (cm. pa3aen B3aumoaeiicTBue ¢ ApyruMu JeKapCTBEHHBIMU CPEACTBAMH).

- OHOBpPEMEHHOE NPUMEHEHHE C HAJIOKCETOJIOM, TaK KaK BOPHKOHA30JI MOXET 3HAUYUTEIbHO
MOBBINIATh TUIA3MEHHBIE KOHIEHTPAIlMM HAJIOKCEToa, YTO MOXET BBI3BaTh CHMIITOMBI
onuouAgHOM abcTuHeHUUU (cM. pa3gen BsaumopeilicTBue ¢ ApyrMMH  JI€KapCTBEHHBIMHU
CPEICTBAMHU).

- OJHOBpEMEHHOE NPUMEHEHHE C TOJIBANITAHOM, TaK KAaK BOPUKOHA30JI MOXKET 3HAUYUTEIbHO
MOBBILIATH IJJa3MEHHBbIE KOHIIEHTpAI[MKM ToJIBanTaHa (cM. pasnen BsaumozeilcTBue ¢ Ipyrumu
JIEKapCTBEHHBIMU CPEACTBAMH).

- OIHOBpEMEHHOE NMPUMEHEHUE C BEHETOKJIAKCOM B Hauaje NMPUMEHEHUs1 BEHETOKJIaKca U BO
Bpems (a3pl TUTpOBaHHS 03Bl TMpenapara, TaKk KaK BOPHKOHA30J, BEPOATHO, MOKET
3HAYUTENIbHO MOBBIIIATH IJIA3MEHHbIE KOHIIEHTPAIMN BEHETOKJIaKCca U PUCK Pa3BUTHUS CHHIpOMA
Jn3uca onyxonu (cM. pasaen BzaumoneicTBue ¢ JpyruMu JeKapCTBEHHBIMU CPEACTBAMH).

- OIHOBpEMEHHOE MTPUMEHEHHUE C JTYPA3UIOHOM, TAK KaK 3TO MOXKET MPUBECTH K 3HAUUTEILHOMY
YCUJIEHUIO BO3JACMCTBUS Jypa3uJ0HAa U BO3MOXKHOCTH Pa3BUTHS CEPbE3HBIX HEXKENaTeIbHBIX

peakuuii (cM. pazzaen BzaumopeiicTBue ¢ ApyruMu JIeKapCTBEHHBIMU CPEJICTBAMHU ).
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- Jlerckwmii Bo3pacT 1o 3 JerT.

C 0CTOPOKHOCTHIO

[ToBbIIIEHHAST YyBCTBUTEIFHOCTD K APYTHM IIperapaTtaM IPOU3BOIHBIM a30JI0B.

Tspkenast creneHp HEIOCTATOYHOCTH (DYHKUIMH II€YEHH, TSDKENas CTENeHb HEZOCTaTOYHOCTH
(YHKINU TTOYEK.

BopukoHazon cienyer HpUMEHSTh C OCTOPOXXKHOCTBIO y MAIMEHTOB C MPOAPUTMUYECKUMU
COCTOSIHHSIMH: BPO’KACHHOE WJIM MPHOOpEeTeHHOE yBennueHne narepsana QT, kapanoMuonarus,
B OCOOCHHOCTM C CEpACYHONW HEJIOCTAaTOYHOCTHIO, CHHYCOBas Opaaukapaus, HaIudue
CHUMIITOMAaTUYECKON apUTMHH, OJHOBPEMEHHBII MPUEM IpPEnapaToB, BHI3BIBAIOLINX YAIMHEHUE
untepBasa QT.

Takke cremyer coOmM0aaTh OCTOPOXKHOCTH NPH NPUMEHEHHH BOPUKOHA30J1a Yy TAIEHTOB C
JJIEKTPOJIUTHBIMU ~ HApyUICHUSMH, TaKUMM KaK: THUIIOKAJHEMHs, TUIOMAarHUEMHs |

THUITOKAJIbIIUEMMU .

IIpumeHeHnne npu 6epeMEHHOCTH U B NIEPHO/ IPYAHOI0 BCKAPMJIMBAHUS

HocraTtounoit wuHpOpManMK O MOPUMEHEHHWU TMIpernapaTa y OEpEeMEHHBIX JKCHIIUH HeT.
B skcniepuMeHTaIbHBIX HCCIIEOBAaHUIX Ha JKMBOTHBIX YCTAHOBJEHO, YTO BOPUKOHA30JI B
BBICOKMX JI03aX OKa3bIBAET TOKCUYECKOE JICHCTBHE HA PEMPOILYKTHBHYIO (YHKIHIO. BO3MOKHBII
PHUCK ISl 4eJIOBEKA HEM3BECTEH.

BopukoHa3on He cienyer NpUMEHATh IpU OEpEMEHHOCTH, 3a UCKIIIOYEHHUEM TeX CIydaeB, Korjaa
O’KpJaemasi 1osb3a s MaTepu IPEBOCXOJUT BO3MOMXHBIA PUCK IS TUIOAA.

BriBenenne BopHKOHA30ja € TpPYJHBIM MOJIOKOM He u3ydajnoch. Ha BpeMms npumMeHeHus
npernapara rpyHOe BCKapMIIMBAHHE CIIEYET IPEKPATUTD.

JKeHnMHBI  pEeNpOAYKTHBHOIO BO3pacTa JOJDKHBI  IOJb30BATbCSl  HAJEKHBIMM — METOJaMU

KOHTpalucnuun BO BpEMA BCCTO IIEpHOoaa TCpAIIMi BOPUKOHA30JIOM.

Cnocod npuMeHeHus U 103bl

Buytps. [Ipenapar BOPMKO3 (Boprk03aHOT MUKPOHU3UPOBAHHBIN) Ha3HAYAIOT 32 1 4 110 efbl
unn depe3 1 9 mocnme expl. TaOieTKy MpoTJaThIBaTh IEIUKOM, HE pa3KEeBbIBas, 3aluBas
JIOCTATOYHBIM KOJIMYECTBOM BOJIBI.

[lepen Hauanom Tepanmuu HEOOXOTUMO OTKOPPEKTHPOBATH TAKHE DIEKTPOIUTHBIC HAPYIICHUS,

KaK Ir’mnoKaJluCMusl, TMIIOMAarouEMHus U THIIOKaJIbIITUCMU .
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B3pocibIM penapaT Ha3HA4aroT B EPBbIE CYTKU B pexoMettny v HACHIATONToH TO36, Hro6b!

B NEPBBIH JICHb Tepanmuu JOOUTHCS KOHIIEHTPALMH BOPUMKOHA30JIa B IUIa3ME KPOBU OJIM3KOW K

PaBHOBECHOM.

ITanueHTsI ¢
ITanueHnTsl ¢
IToxazanus Maccoi Teja <40
maccoii Teja >40 xkr
KI

Hacvuyarowas ooza Bce nokazanusi (nepoie 24 4) 6 MI/Kr Kaxasie 12 4yacoB BHYTPHBEHHOE
BBEJICHUE BOPUKOHA30jJa Kak MHHHUMYM 7 JHEH, MOcCjie Yero BO3MOXEH Iepexo] Ha
NepopaibHBI TpUeM Mpemnapara, MpH yCIOBHH, YTO MAIMEHT CHOCOOCH NPUHUMATh

JIEKapCTBEHHBIE CPEACTBA JUIsl IpUEMa BHYTPb.

Tloooepoicusarowue 003wl (OCe NEPBBIX 24 )

[Tpodunaktuka WHBA3UBHBIX rpubkoBbIX | 200 Mr kaxkasie 12 4 | 100 mr kaxapie 12 4
uH(pEeKIUd y MalueHTOB (B3POCIBIX U JeTei
ctapuie 12 yeT) rpymnibl BBICOKOTO pUCKa, TAKUX
KaK PELUITUEHTHI TpaHCIUJIaHTAIlUU
TeMOIIO3TUYECKUX CTBOJIOBBIX KIIETOK.

[Ipodunaktuka  “mpOpbIBHBIX”  TPUOKOBBIX

UHQEKIUHA y TUXOPAJSIINX TalueHTOB

HuBa3uBHLIN acIepruiuies, uHpekuuu, | 200 mr kaxapie 12 4 100 mr kaxkapie 12
BbI3BaHHBIC Scedosporium spp. u Fusarium
Spp., ApyTHUe TsHKENble WHBa3UBHBIE TPUOKOBHIE

UH}EKIUu.

Kanmunemust y mnanuentoB 06e3 mposineHuit | 200 mr kaxasie 12 u 100 mr kaxkapie 12

HEUTPOTICHU U

Kannunos numeBona 200 Mmr kaxaeie 12 100 mr kaxkapie 12

I1oo60op 00301
[Ipu nHemocratouHOU A(HPEKTUBHOCTH MPOBOJAUMON TEpamuM TOAEPKUBAIONIAs J03a IS
npuemMa BHYTpb MOXeT ObITh yBenuueHa ¢ 200 mr o 300 mr kaxapie 12 4, a y ManueHToB ¢

Maccoil Tena menee 40 Kr 103y MOXHO yBean4uTh co 100 mr 1o 150 mr kaxapie 12 4.
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IIpy HeNnepeHOCHMMOCTH MpenapaTa B BBICOKOM nozel| ity 360" Mr eidbe 21204 1o

MOIJICP)KUBAIOIIYO 103y U1 TIpUeMa BHYTPh MOCTENEHHO CHIDKAIOT 10 50 MT 10 TOCTHXKEHUS
10361 200 mMr kaxzasle 12 4 BHYTph (11 manueHToB ¢ Maccou tena meHee 40 xr - go 100 mr
Kaxple 12 q).

JUTMTENbHOCTh JICYCHHUsSI JOJDKHA OBITh KaK MOXKHO KOpOYE€ B 3aBUCHMOCTH OT KJIMHUYECKOTO
addekTa U pe3yIbTaTOB MUKOJIOTHYECKOTO UCCIeA0BaHUs. [IUTETbHOCTD JIeUeHUsT HE JOJDKHA
npesbimaTh 180 nHeil.

Ilpoghunaxmuxa y 63pocavix u demeii

[MpodumakTuyeckoe MPUMEHEHUE TpenapaTta cjielyeT HAaYWHATh B JCHb TPAaHCIUIAHTAUU W
MOXHO Tpomomkate 1o 100 gueit. [lpomnute mnpodwraktuky mo 180 gHelt mocne
TPaAHCIUIAHTAIIMA MOXKHO TOJBKO B CIIydae MPOJIOJDKEHUS MMMYHOCYIPECCUBHON Tepamuy WA
pa3BUTHSI PEAKIIMU «TPAHCIUIAHTAT POTHB X03stuHa (TIIX).

bezonacHocth U 3(dekTHBHOCTE BOpUKOHA301a TpH HpuMeHeHuu Oosiee 180 pgHed B
KIIMHUYECKHUX UCCIICIOBAHUSX HE HU3YYAIHCh.

Pexxum no3upoBaHus ¢ NENbI0 TPODWIAKTHKA TaKOH K€, KaKk W C ICJIBbI0 JICYCHUS B
COOTBETCTBYIOIIUX BO3PACTHBIX I'PYIINaX.

Hapywenue ¢pynrxyuu novex

Koppeknust 10361 BOPUKOHA30JIa I MPHEMa BHYTPh Y MAIUCHTOB C JICTKOW WIIH TSDKEION
CTCTICHBIO HapyIIeHUs (PYHKIIUHU TIOYCK HE TpeOyeTcs.

Hapywenue ¢pynrxyuu nevenu

[Tpu ocTpoM TOBpEXKACHUU TEYEHU C MOBBIIIEHUEM AKTUBHOCTU «IIEYEHOYHBIX» TPaHCAMUHA3
(AJIT, ACT) xoppekumsi 103bl TIpenapara He TpeOyeTcs, HO CIeAyeT KOHTPOJIUPOBATh
COCTOSTHUE (YHKITMHM IEYCHHW C IEIbI0 BBISBICHUS JTAIBHEUIIETO TIOBBINICHUS AKTHBHOCTH
TpaHCaMHUHAa3.

[TaruenTam ¢ HapymieHUsIMU (DYHKIIUW TTEYEHH JIETKOM WM CPEHEH CTeNeHH TSKeCcTH (Kiacc A
u B mno mxane Yaina-Ilpio0) cienyer HaszHayaTh CTaHAAPTHYIO HACBHIMIAIONIYIO /103y
BOPUKOHA30J14, a MOAIEPKUBAOIIYI0 J03Y YMEHBIIATh B 2 pa3a.

[TaruenTam ¢ TSOKENOM creneHblo HapylleHus QyHkiuu nedeHu (kiaacc C mo mkane Yaiina-
[Tpt0) BOpHKOHA30J ClieyeT Ha3HAayaTh TOJBKO B TE€X CIydYasx, KOTJa MpeanojaraeMas mojib3a
MPEBBINIACT MMOTCHITMAIBHBINM PUCK, B 3TOM CJIy4ae HEOOXOJWMO TOCTOSHHO KOHTPOJIHPOBATH
COCTOSTHUE ITAIIMEHTA C IEJIbI0 BBISBJICHHS MPU3HAKOB TOKCUYECKOTO JCHCTBHS Mpernapara.
Toorcunvle nayuenmul

Koppekuuu 10361 y MaIMEHTOB MOKUIIOTO BO3pacTa He TpeOyeTcs.

Ilpumenenue y oemeit
1U
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[Ipenapar B BHae TaOIETOK HA3HAYAIOT JAETAM B TOM 'E!%%éa@?@&ﬁ“&%&kdﬂ%&o P dkars

Ta0JIETKH.
Peocum oosuposanus eopukonazona y oemetl (8 gozpacme om 3 0o 12 nem) u noopocmros

sospacme om 12 0o 14 nem u maccoii menra menee 50 ke)

BuyTrpuBeHHO IIpuem BHYTpPBH

Hacvuyarowas dosa (nepsbie 24 1) 9 mr/kr kaxaeie 12 | He pekomenayercs
4acoB

Tloooepoicusarowas 0oza (nocine nepBbix 24 1) 8 Mr/kr | 9 mr/kr kaxasie 12 4 (MakcuMalibHAs
2 pa3a B CyTKH no3a 350 mr 2 pa3a B CyTKH)

Tepamnuto pekoMeHayeTCsl HAaUMHATh C BHYTPUBEHHOTO BBEJCHUS BOPUKOHA30J1a, 2 BOBMOKHOCTh
NEepOpaLHOrO MpUEMa BOPUKOHA30JIa CIENYEeT paccMaTpUBaTh TOJBKO MOCIE KIMHHYECKOTO
YIy4lIEeHUs] ¥ BO3MOXKHOCTH TAallMEHTa MPUHUMATh MEpOpalbHbIC JEKAPCTBEHHBIE CPEICTBA.
Crnenyer mpuHUMAaTh BO BHUMaHKE, YTO BO3/ICHCTBHUE Mperapara Npyu BHYTPUBEHHOM BBEICHUU B
n03€ 8 MI/KT MPUOTU3UTENHHO B JBa pa3a BhIIIe, YeM IIPHU MPUMEHEHUH BHYTPb B 103€ 9 MI/KT.
DapMaKOKMHETHKA U MEPEHOCUMOCTh 00Jiee BHICOKMX J03 BOPUKOHA30Ja AJIs IprUeMa BHYTPh Y
JIeTeN HE N3YYaJIHCh.

[IpumeHeHne BOPUKOHA30J1a y JAETeH B Bo3pacte OT 2 A0 12 yeT ¢ HapylmeHUusMH (YHKIUU
MEYCHU WJIH MOYEK HE U3ydalloCh.

st noopocmrkos (6 6ospacme om 12 nem 0o 14 nem ¢ maccou mena 50 ke unu 6onee; om 15 0o
18 nem emne 3asucumocmu om maccel mena) peXKUM TO3UPOBAHHS BOPUKOHA30JIa TAKOH ke, KaK
JUISL B3POCIIBIX.

Koppexyus 0o3vl

[Tpu HeajeKBaTHOM KJIMHUYECKOM OTBETE MAalMEeHTa, 032 MOXKET ObITh yBeIHWYeHa ¢ maroMm 1
Mr/kr (wiu 50 Mr B ciaydae, €Ciii M3HadadbHO MPUMEHSUITH MaKCUMAJIbHYIO TIEPOPATHHYIO 03y
350 wmr).

Ecnu peGeHOK He MEepeHOCUT Tepamuio B Ha3HAuUEHHOHM J103€, ee ClelyeT CHM3MTh C Iarom 1
MI/Kr (umu 50 Mr B ciyvae, €clii M3HadyalbHO MPUMEHSIIM MaKCHUMAaJIbHYIO IEpPOPAIBHYIO 103y

350 wmr).

IToGouHnoe neiicTBue
JlanHbple 0 0€30macHOCTH BOPHKOHA30JIa OCHOBAHBI HA pe3ysbTaTax MCCIEOBaHUs Ooyiee yeM
2000 ugenosek (1655 manueHTOB, MPUMEHSIONIUX BOPUKOHA30J] B JIEUEOHBIX LemsX U 279 c

NpoUIAKTUYECKONW 1IeIbI0), MPEACTAaBICHHBIX TI'€TePOreHHONW momyndauuel (ManueHTsl Cco
11
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3JI0KAYE€CTBEHHBIMA  HOBOOOPA30BaHUSIMU  KPOBH, ﬁﬂﬁ:hlﬁs%ﬂﬁ‘}b%%'f@—
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CMEPTHOMY OTUETY

KaHAMJI030M THIIEBOAA M pePpakTepHbIMA T'PUOKOBBIMH HHGEKIUSAMH, TWalUeHTH 0e3
HEWTPOIICHUH C KaHIMCMHUEH WM aclIepriilie30M, a TAKXKE 3J0POBBIC I0OPOBOJIBLIBI).
HauOonee pacrnpoCTpaHEHHBIMM HEXENATENbHBIMU DPEAKLUAMHU SBISAIOTCS HapyLIEHUs CO
CTOPOHBI OpraHa 3peHHsl, OTKJIOHEHHUs] OT HOPMbI pe3yJIbTaTOB (PYHKLMOHAIBHBIX P00 MEeYeHH,
JMXOpaJiKa, ChIllb, PBOTA, TOUIHOTA, AMApes, TOJOBHAA O0Jb, MepudepudecKue OTeKH, 00Ib B
KUBOTE, YyTHETEHUE JbIxaHus. HexenaTenpHble peakiuu OOBIYHO ObUIM JIETKO MJIM YMEPEHHO
BblpakeHbl. KilMHNYeckH 3HaYMMOi 3aBHMCHMOCTH 0€30IIacHOCTH IpenapaTa OT BO3pacTa, pachl
WIY TI0J1a HE BBISIBIICHO.

Yacrora pa3BuTHs NOO00YHBIX 3((EKTOB Kiaccu(UIMpOBaHA COTJIACHO PEKOMEHIAIUSAM
BcemupHoil opranuzanuu 3apaBooxpaHeHus: odeHb dacto (>1/10); gacto (> 1/100, < 1/10);
Hevacto (> 1/1000, < 1/100); peaxo (> 1/10000, < 1/1000); ouens peako (< 1/10000), gacrora
HEM3BECTHA (Ha OCHOBAHWU MMEIOLIMXCS ITaHHBIX OLICHUTh HEBO3MOKHO).

Hapywenua co cmoponvt cepoya: uacmo — HADKEIYJI0YKOBas apUTMUsS, TaXUKapIus,
Opamukapaus; Heuacmo - QUOPHWUIALUSA SKEITYIOYKOB, IKEIYJOYKOBAas OSKCTPACHUCTOIHSA,
KEIyTOUKOBasl TaxWKapAus, HaJKETyJI0OYKOBas TaxUKapAus, peoko — apuTMHs 10 THUILY
«MUPYIT», NOJHAs aTPUOBEHTPUKYJsApHas Onokana, Onokaga HOXKKM Iydyka ['uca, y3iioBble
APUTMHH.

Hapywenusa co cmoponbl cocy0og: uacmo - aprepuainbHas THNOTeH3us, Giaedur; nevacmo —
TpoMOODIICOUT.

Hapywenua co cmoponsl Kpogu u aumgamuuecKoil CUCMmeMbl: 4acmo — arpaHyJoHUTO3
(BkirOUasi (eOPUIIbHYIO HEWTPONCHUIO W HEHTPOINCHHIO), MAHIUTONCHHUS, TPOMOOIUTOICHUSI
(BKJIFOYAs MMMYHHYIO TPOMOOIIMTOIIEHUYECKYIO IIypIIypy), AQHEMHS; Heuacmo - JeTpeccust
KOCTHOTO MO3ra, JefKomneHus, muMpaneHonarus, H03MHOPUIHS, CHHJIPOM
JTMCCEMUHUPOBAHHOTO BHYTPUCOCYIUCTOTO CBEPTHIBAHMS.

Hapywenua co cmoponvl HEpPEHOI cucmembl: O4eHb 4acmo - TOJOBHas 00ib; uacmo —
CHHKOIIA, TPEMOP, MapecTe3usi, COHINBOCTD, TOJOBOKPYKEHHUE, CYyIOPOTH, HUCTArM; Heydacmo -
OTEK TI'OJIOBHOTO MO3ra, 3HIedansonaTus, 3KCTpanupaMHIHOE PacCTpoicTBO, mepudepuueckas
HelponaTus, aTakcusi, TUIECTe3Us, AUCTEB3Us (HapylIEHHE BKYCOBOTO BOCHIPUSTHS); peoKo -
nedeHouHas sHuedanonatus, cuaapom [ uenna-bappe.

Hapywenusa co cmoponst opzana 3penus: ouenvb yacmo — HapyUICHUS 3peHUs (B TOM YHCIIE
HEUETKOCTh 3pEeHHs, 3aTyMaHeHHoe 3peHue, Qorodobdus, xXJIoporcusi, XpOMOTOICHS,
CBETOOOS3Hb, I[BETOBAS CIENOTA, IUAHOICHS, HAIMYKE B TIOJI€ 3pEHUs Paly’KHBIX KPYTOB BOKPYT

HCTOYHUKOB CB€TAa, HOYHAasA CJICIIOTa, OCHUIIIOIICHA, (1)OTOHCI/I$I, MepHaarciibHasd CKOTOMa,
12
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NIOMYTHEHHUS] CTEKJIOBUJIHOIO Tella M KCAHTOIICHS); 4acmo - KPOBOHMBIHUSHHUE B CETYATYIO
000JIOUYKYy TJa3a; Heuacmo - HEBPHUT 3PUTEIBHOTO HEPBA, OTEK COCKAa 3pUTEIBHOTO HEpBa,
OKYJIOTMPHBIA KpH3, CKJIEpPHUT, AMILIONUs, Onedaput; pedko - arpopus 3pUTEINBHOTO HEpPBa,
HOMYTHEHHUE POrOBHUIIBL.

Hapywenusa co cmoponsl op2ana ciyxa u 6ecmudyiapHoz0 annapama: Heuacmo — BEPTUTO,
THUIIO0AKY3us, IIyM B yIlIax.

Hapywenua co cmoponsl OviXamenvbHOU CUCEMbl, OP2AH08 ZPYOHOU KIemKu U
cpedocmenusa: OyeHb Yacmo — YIHETEHHE [bIXaHUs; uYacmo — OTEK JIeTKHX, OCTpBIH
pecrupaToOpHBINA AUCTPECC-CUHAPOM.

Hapywenua co cmoponst j#ceny0ouHo-KuuieuHo2o mpaKkma: ovyenb yacmo - TOIIHOTA, PBOTA,
nuapesi, 60J1b B JKUBOTE; Yacmo - XEWIHUT, JUCIIEICHs, 3aI0p; Heuacmo - ITyOJEHUT, IIIOCCUT,
HNaHKPEaTHUT, OTEK SI3bIKa.

Hapywenua co cmoponst nouek u MoOuYesvbleoO0AWUX Nymell: 4acmo — OCTpas NOoYedHas
HEIOCTaTOYHOCTh, FeMATypHsl; Heuacmo - HEKpO3 MOYEYHBIX KaHAIBLIEB, IPOTEHHYPHSL, HEPPUT.
Hapywenua co cmoponsl Kodxcu u ROOKOMCHBIX MKAHEI: O4YeHb 4acmo - Chlllb; 4dcmo -
9KC(OJMATUBHBIN JepMaTUT, AJONeLus, KOXKHBIA 3yJ, Makyjomamyje3Has Chlllb, 3pUTEMA;
Hewacmo -  cuHIpoM CtuBeHca-/[oHCcOHa, (oToceHCHMOMIM3anus, KpanuBHHIA, 3K3EMa,
TOKCHYECKUH SMUACPMATIbHBIA HEKPOJIU3,  AHTHOHEBPOTHYECKHH OTEK,  MYJIbTH(QOpPMHAs
spuTeMa, ICOopHua3, aJNIEPruuecKuil 1epMaTHT, IMypIlypa, MamyJse3Has Chlllb, MAKYJISIpHAs ChIIb;
peoko - TceBronopdupHs, croikas IeKapcTBEHHAst SpUTEMA; YACMOma Heu3eecmua - KOXKHas
dopma cHCTEMHON  KpacHOW  BOJNYAaHKH, JICKAPCTBEHHAs peakius ¢ S03MHO(MIMEH U
CHUCTEMHBIMU CUMIITOMaMU.

Hapywenua co cmoponst onoprno-06uzamesbHo20 Annapama u COCOUHUMENbHOU MKAHU:
yacmo - 00JIb B CIIMHC; HeYacmo - apTPUT, Yacmoma HeuseecmHa - NICPUuOCTHUT.

Hapywenua co cmopoHbl IHOOKPDUHHOU CUCHIEMbl: Heuacmo — HEAOCTaTOYHOCTh KOPBI
HA/IMTOYEYHUKOB, TUTIOTHPEO3, peOKO — TUTIEPTHPEO3.

Hapywenua memabonuzma u numanusa: oieHvb yacmo — Tnepudepuyeckue OTeKH; uacmo -
TUMOKAIMEMUs, TUIOTIMKEMHUs, THUIOHAaTpHUeMus (BBISIBIEHO B  IOCTPETUCTPAlMOHHBIX
HCCJICIOBAHMSIX ).

Hngpexyuu wu wuneazuu: wuacmo - CHHYCHUT, TacTPOSHTEPHUT, THHTHBHUT, HeUacmo —
MICeBIOMEMOPAHO3HBIN KOJIUT, TUM(AHTUT, HIEPUTOHUT.

Obugue paccmpoiicmea u HapywieHUA 6 mecme 66€0CHUA . OYeHb Yacmo — JINXOPAJKa; 4acmo —

03H00, acTeHusi, 00JIb B TPYAHON KIIETKE, TPUMITIONOI00HOE 3a00IeBaHre, OTEK JIHIa (BKItOUas
13
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MepUOpOUTANBHBIM OTEK, OTEK T'yd M OTEK p1a); neubbm --—lEpI_I ﬁ;)-:sg%ﬁﬂ;é' Faikcre

OMY OTYETY

UHBEKIINH.

Hapywenusa co cmoponst UMMYHHOU CUCHEMbL: Heuacmo - aJUNIEPTHUECKUe PEaKIiH; peoko -
aHA(HIIAKTOUTHBIE PEAKITHH.

Hapywienus co cmopoHbl 2enamoduiuapHoil cucmempl: OYeHb YAcmo — OTKIOHEHHsS OT
HOPMBI  PE3yJbTaTOB (YHKIIMOHAJIBHBIX MEYCHOYHBIX TECTOB (MOBBIIICHUE AaKTUBHOCTU
acnapraTaMUHOTpaHcdepasbl, ajaHHHAMHHOTpaHchepasbl, mmenodHo Gocdora3el, ramma-
riyTaMuiITpancdepassl, JaKTaTACTUAPOTeHA3bl, THIECPOMIUPYOHMHEMHS); uacmo - IKEITyXa,
XOJIeCTaTHUYECKAsl KENTyXa, TeHaTUT; Heyacmo - XOICIUCTUT, XOJICIUTHA3, YBEIUNYCHUE TICUCHH,
NEYCHOYHAs HEI0CTaTOYHOCTb.

Ilcuxuueckue paccmpoiicmea: uyacmo - TAJUTIOLMHAINM, ACTIPECCUs, TPEBOra, OCCCOHHMIIA,
QKUTAIMS, CTYTAHHOCTh CO3HAHUSI.

Hoeoobpa3zosanus 000poxkauecmeenHnble, 3/10KAYECMEEHHble U HEYMOUHeHHble (8KI0uas
KUCmMbl U ROJURBL). YACMOMA Heu36ecmua - TUIOCKOKIICTOYHBIA pakK KOXH (BKIIOYAs
TUIOCKOKJIETOYHBIN pak Kox# IN Situ miu 6ose3usb boysna).

Hccnedosanusn: wacmo — TIOBBIICHUE KOHICHTpAIIMM KPEATHHWHA B KPOBU; Heudcmo —
ynnuHeHue naTepBaia QT Ha 3JeKTpoKapIuorpaMme, MOBBIIICHUE KOHIICHTPAIIM MOYCBHHBI B
KPOBH, ITOBBINICHUE KOHIICHTPAIINH XOJECTEPHUHA B KPOBH.

Ilo6ounoe oeiicmeue npu npumenenuu y Oemeii. ObUIO YCTAaHOBJICHO, YTO HEXeJIATEIbHBIE
a¢ddexTsl mpenapara y neTeil B Bo3pacte oT 3 (A AaHHOM JekapcTBeHHOU (opmbl) 10 12 et
AQHAJIOTUYHBI TAKOBBIM Y B3pOCIbIX. Y JeTell HaOmroaanack 0oiee BBICOKAs 4YacTOTa MOBBIIICHUS
AKTUBHOCTH TIEYCHOYHBIX (PePMEHTOB. B X0/1€ TOCTPEruCTpalMOHHBIX UCCIICIOBAHUIA BBISIBIICHO
pa3BuTHE TMaHKpeaTHTa y AeTedl Ha (OHe Tepanmuyd BOPHKOHA30JIOM, a Takke Oojiee dactoe

BO3HHUKHOBCHUEC KOXXHBIX peaKuHﬁ.

Ilepeno3uposka

Jleuenue: aHTUJOT ~ BOPUKOHA30Ja  HEU3BECTEH, NpPU  HEOOXOAMMOCTH  HPOBOIAT
CUMITOMAaTUYECKYIO TEpaNHio, BO3MOXXHO NPOBENCHUE NPOMBIBAHUA XKelynka. BopukoHaszon
BBIBOAMTCS MPH reMojuaiuse ¢ KiupeHcoMm 121 mu/mMuH. B ciydae mepeno3upoBKH MOKa3aHO

IMPOBEACHNEC rEéMOoanain3a.

B3anmopneiicTBHe ¢ APYTMMH JIeKAPCTBEHHBIMH CPeACTBAMH
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COOTBETCTBYET ZKCNEPTHOMY OTHETY

oT Uy

toxpoma Plss (EAFPECY; CYPRE it €PIA4)

2.2023 N2 25817

NHrunbuTopsl WM HHAYKTOPBI H30EPMEHTOB

MOTYT BbI3BaTh, COOTBETCTBEHHO, MOBHIIICHUE MU CHUKCHHE KOHIICHTPAIIMM BOPUKOHA30JIa B
U1a3Me KpOBHU.

BopukoHnazon HHruOupyer akTHBHOCTh M30(hepMeHTOB uToxpomMa Psso - CYP2C19, CYP2C9 u
CYP3A4, - w MOXET TOBBIIIATh IJJA3MEHHBIC KOHIEHTPAIlMU BEIIECTB, KOTOPHIE
MeTaboIM3UPYIOTCs ¢ ydactueM uzodepmenToB muroxpoma Paso (CYP 450), B wactHOCTH, st
BEIIECTB, KOTOpble MeTabomusupytorcss uzopepmentom CYP3A4, Tak Kak BOPHKOHA30II
sBisieTcsi cuibHBIM HHTHOuTOpoM CYP3A4, xoTs yBenuuenue AUC 3aBucuT oT cyOcTpara (CMm.
Ta0IHITy HUXKE).

B3aumopeiicTBue BOPUKOHA30JIa ¢ JAPYTMMH JICKQPCTBEHHBIMH CPEIICTBAMU M PEKOMEHIAIUU

pY OTHOBPEMEHHOM IIPUMEHEHHUHU TPEACTABICHbI B TaOJIHIIE HIDKE:

JlekapcTBeHHOE cpeactBo | BzaumoneiicTBue: Pexomenpanuu npu
(MexaHU3M B3aMMO/1eiiCTBUS) M3MEHEHUA O0/THOBPEMEHHOM
(papmakokuHeTHYECKUX NpUMeHeHUun
napametpos (%)
ActemMu301, HU3anpul, TMMo3ull, | Bzaumoneiicreue He | [IpoTuBonokaszano (cm.
XUHUJIUH, TeppeHaIUH U | U3y4asoch, OJIHAKO | pa3znen
uBaOpaIH CYILIECTBYET BBICOKAs «IIpoTuBOIIOKa3aHUS)
[cybcmpamei uszogepmenma | BEpOATHOCTb, 4TO
CYP3A4] [TOBBIIIEHHBIE
KOHIICHTPAILIUH JTAHHBIX
JIEKapCTBEHHBIX CpEeICTB
MOTYT MIPUBECTHU K
yanuHenuto uHrepsana QTc
U B pEOKUX  Ciydasx
BO3HUKHOBEHHIO
JKEITyJOUYKOBON TaxuKapJIuHu
10 TUITY «ITUPYIT»
Kap6amazenuH u JMTeabHO Bzaumopeiictere He | [IpoTuBONIOKa3aHO (cm.
JerCcTBYyIOMUE 0apOUTypaThl HU3y4aJioCh, OJIHAKO | pa3aen
(BKJTFOYAsl, HO HE OTPaHMYMBASICh, | KapOamMa3enuH U JUIUTENbHO | «[IpoTHBOMOKA3aHUS)
dbenobapburan, JIEHCTBYIOLINE
MedobapOuTan) O0apOuTypaThl,  BEPOATHO,
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 07.12.2023 N= 25817

JlexapcTBeHHoOe cpenctso | Baaumoneiicrene: |10 - =L Peomeninn | © O Hipn
(MexaHu3M B3anuMo/IeiicTBHS) U3MEHEeHUsl O/ITHOBpPEMEHHOM
(papmakoKUHeTHYECKUX NpUMeHeHUH
napamertpos (%)
[mownvie UHOYKMOPbL | MOTYT 3HAYUTEIILHO
yumoxpoma Paso] CHIKATh TJIa3MEHHbBIS
KOHLIEHTpALlUU
BOPHUKOHA30J1a
Ddasupens  (HeHyKICO3UAHBINA | Cmax 3daBupensa T 38 % [IpuMeneHue cranmapTHBIX
WHTHOUTOP 00paTHO# | AUCT spaBupensa T 44 % | 403 ~ BOPHKOHA30ma  u
TPAHCKPHUIITA3bI) Cmax Boprkonasona | 61 % a¢aBupensa B no3ze 400 mr
[unoykmop  yumoxpoma  Paso; AUCT Bopuxonasoma < 77 | OAH pas B CyTkd
uH2UOUMOp u cybocmpam % [IpoTnBONOKa3aHO (cm.
uzogpepmenma CYP3A4] paszaen
«IIpoTHUBOIIOKA3aHU).
OpnHOBpeMEHHOE  NPUMEHEHHE OpnHoBpeMeHHOE
adasupensa B go3e 400 mr oauH B CpaBHEHHH ¢ | IPEMMCHEHHE  BO3MOKHO,
pas B CYTKH M BOPUKOHA30MA B | ,opymersowm ecnu
no3e 200 mr 1Ba pasza B cyTku * 600 MT OJIHH pa3 B CyTKH: MOJJIEP>KUBAOIIAs 1032
Cmax SABHDEH3E > BOpPHUKOHA30Ja OyaeT
AUC: sbasnpensa 7% noseiera 10 400 mr aBa
paza B CyTKH, a Jo03a
sdaBUpeH3a CHUXEHa JI0
300 Mr ouH pa3 B CyTKH.
OpnHOBpeMEHHOE  NPUMEHEHHE I[Ipy oTmene  Tepanuu
300 mr s¢aBupeH3a OJIUH pa3 B BOPUKOHA30JI0M,
B CpaBHEHHUU c
CyTKM U BopukoHaszoia 400 wmr HavyaJbHas 11032
BOPUKOHA30JI0M

JIBa pa3a B CyTKU *

200 mr nBa pa3a B CyTKH:

a¢daBupeH3a JOKHA OBITh

BOCCTAHOBJIEHA.
Cmax BoprkoHasona T 23 %
AUCT Boprkonasoma ¥ 7 %

AJKaIIOUIBI criopeiHbM | B3aumoneiicTBue [IpoTnBOMOKa3aHoO (cm.
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COOTBETCTEBYET ZKCNEPTHC

] | i .-, TET]
JlekapcTBeHHOE cpeactso | Bzaumoneicreue: TTLITE]
(MexaHU3M B3auMMO/1eiicTBUS) H3MEHEeHHUs OJHOBPEMEHHOM
bapMakoKHHeTHYECKUX NpPUMEHEeHUN

napamertpos (%)

(BKJTFOYAsI, HO HE OIPAaHMYHMBASICh, | BOPUKOHA30J1a c | pazmen
IProTaMuH U | aTKaJIOUJaMH CIIOPBIHBU «IIpoTHBOIIOKA3aAHUS ).
JTUTUAPOIPTOTAMUH) (3proraMuHOM U
[cyocmpamul uzoghepmenma JTUTHAPOIPTOTAMHUHOM)  HE
CYP3A4] M3y4aioch, OJTHAKO
CYLIECTBYET BBICOKAsI
BEPOSITHOCTD, 4TO
BOPUKOHA30J1I MOXET
BBI3BIBATH MTOBBIIIICHUE
KOHIIEHTpAIAN JTAHHBIX

IpCIriapaToB B IIJIa3MC KPOBU

" NPpUBOAUTH K SProTU3My.

Jlypa3unon [cybcmpamer | B3anmoelicTBre [IpoTnBOMnOKa3aHo (cm.
uzoghepmenma BOPUKOHA30J1a c | pazmen
CYP3A4] JTypa3uI0HOM HE U3y4anocsk, | «[IpoTuBonokazanus»).
OJTHAKO BOPUKOHA3011,
BEPOSITHO, MOJKET
3HAYUTEIIEHO MOBBIIIATH

TIa3MCHHBIC KOHUCHTpAUU

JTypa3uioHa.
Hanoxkceron [cybcmpamer | BzaumopeiicTBue IIpoTrBONOKa3aHO (cm.
uzoghepmenma BOpPUKOHA30J1a c | pazmen
CYP3A4] HaJIOKCEroJIOM He | «[IpoTuBOMIOKa3aHU).

U3y4anoch, OJTHaKO

BOPUKOHA30, BEPOSITHO,

MOJKET 3HAYUTEIHHO

MOBBIIIATh TIa3MEHHbIE

KOHIICHTPALUU

HAJIOKCETOJIa.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 07.12.2023 N= 25817
JlekapcTBenHoe cpeacTso | BzaumopeidcrBue: '-j':":"_iE‘lP@c'ﬁmg)jfﬁﬂﬁT:' 01 ':Hldn
(MexaHu3M B3auMo/eiicTBHS) U3MeHeHHUs! O/ITHOBpPEMEHHOM
(papmakoKUHeTHYECKUX NpUMeHeHUH
napamertpos (%)
Pudabyrun Cmax BOpukoHasona ¥ 69 %
[mownbiil undykmop yumoxpoma | AUCT Bopuxonasona ¥ 78 %
Paso] Crmax pudabyruna T 195 %
300 mr ozun pas B cyTkH AUCr pudpaGyruna T 331 %
ITpoTruBonoka3aHo (cm.
300 mr onuu pa3 B cyTku (Ipu | g CpaBHEHHH ¢ | pasnen
ONHOBPEMEHHOM NPHMEHEHHH C | b0 onasonom 200 mr asa | <IPOTHBOMOKA3AHM).
BopukoHazojoM 400 mr nBa pasa pasa B CyTKH:
B CYTKU)* Cmax BoprkoHazona T 104 %
AUCT Bopukonasoma T 87
%
Pudammuimn (600 Mr oauH pas B | Cmax BopukoHasona ¥ 93 % | [IpotuBonokasano (cm.
CYTKH) AUCT Bopukonasoma + 96 | paszei
[MmowHbIE UHOYKMOP yumoxpoma | o, «[IpoTHBOIIOKA3aHUS).
Paso ]
Puronasup (uHrudutop nporeas) | Cmax AUCT putonasupa <> | OHOBpeMeHHOE
[mowrpiit uHOyKmMop yumoxpoma | Cmax BOPUKOHA30IA d 66 % | mpuMeHeHHe
Paso;  umeubumop u cyocmpam | AUCt BopuKoHasona | 82 | BOPMKOHA30IA M BBICOKHX
uzogpepmenma CYP3A4] % no3 putoHasupa (400 mr u
Bricokue no3er (400 mr nBa pasza BBIIIIE JIBA pa3a B CYTKH)
B CYTKH) MIPOTUBOINOKA3aHO (cm.
paszzaen
«IIpoTHBOIIOKa3aHUAN).
Huzkue no3st (100 mr 1Ba pasa B [TpuMeHATH OTHOBPEMEHHO
CYTKH)* Crax prToHaBHpa 4 25 % BOPHUKOHA30J1 U PUTOHABUP
AUCT prtonasupa + 13% B HM3KUX Jo3ax (100 mr 2
Cmax BOpHKOHa3011a 24 % pasa B CyTKH) CHeAyeT
JUIIb B TOM CiIy4ae, eciiu
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COOTBETCTEBYET ZKCNEPTHC

JlekapcTBeHHOE cpeactso | Bzaumoneicreue: [MOCTTEL
(MexaHHU3M B3aUMO/1eiiCTBHUS) U3MEHeHUus! OJHOBPEMEHHOM
(papmakoKkuHeTHYECKUX NPUMEHEHUH
napamertpos (%)
AUCT Boprkonasona +39 % | okumaemas — [ONIb3a  OT
npuema BOPUKOHA30J1a
3HAQUYUTEJIBHO  IPEBBILIAET

PUCK OT HX COBMECTHOI'O

MIPUMEHEHUS.
3Bepo00ii IPOABIPSIBICHHBII CornactHo nanHbIM | [IpoTuBOMmOKa3aHo (cm.
[unoykmop yumoxpoma Pasou HE3aBHCHMOTI0 paszzen
P-2nuxonpomeunal WCCIIETOBAHMUS: «IIpoTHUBOIIOKA3aHU).

300 Mr Tpum pasa B CYyTKH

(OTHOBpEMEHHOE TPUMEHEHUE C

AUCo.-» Boprkonasona ¥ 59
%

OJHOKpATHOM 030U
BopuKoHa3oja 400 mr)
DBEPOIUMYC B3aumoneiictue He | OTHOBpEMEHHOE
[cyocmpam uzoghepmenma | N3y4aioch, OJIHAKO | IPUMEHEHNE HE
CYP3A4 u P-enuxonpomeunal BOPHUKOHA30J1, BEPOSATHO, PEKOMEHIyeTCsl, TaK KaK
MOXKET 3HAQUUTENIBHO | OXKUOAETCH, YTO
TOBBIIIATH IJ1a3MEHHbIE | BOPUKOHA30J1
KOHLEHTpaluu 3HAYUTEJIbHO MOBBIIIAET
IBEPOIMMYCA. KOHLEHTPALUIO
IBEpOIMMyca B  IUIa3Me
KpoBHU. Ha 1aHHBIII MOMEHT
HE HMMEETCS JOCTaTOYHOU
uHpopManun TUTST
pEKOMEH1allun 1o
KOPPEKIHNH pexuma
JTIO3UPOBAHUSL.
TonBanrtan [cybcmpamer | B3aumonencTre He | [IpoTuBonokasano (cm.
uzoghepmenma N3y4aoch, OJIHAKO | pa3zien
CYP3A4] BOPHUKOHA30J1, BEPOSITHO, «IIpoTHUBOIIOKa3aHU).
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 07122023 N2 25817
JlexapcTBeHHoOe cpenctso | Baaumoneiicrene: |10 - =L Peomeninn | © O Hipn
(MeXaHH3M B3aUMOJeliCTBHS) | H3MEHEHHUs 0/IHOBPEMEHHOM
GapMaKkOKHHETHYECKHX | IPUMEHEeHHH
napamertpos (%)
MOKET 3HAYUTCIIBbHO
IIOBBIIIIATH I1IJIa3BMCHHBIC

KOHILOCHTpAMX TOJIBAIITaHa.

Benerokiakc [cyocmpam | B3aumopeiicTBre He OZIHOBpEeMEHHOE

CYP3A] M3y4alioCch, OJTHAKO IPUMCHCHUS
BOPHUKOHA30J1, BEPOSITHO, BOPUKOHA30Ja U
MOJKET BBI3bIBATh BEHETOKJIaKca
3HAYUTEIBHOE MPOTUBOIOKA3aHO B
TTOBBIIICHUE TIa3MEHHBIX Hayajie Tepanuu
KOHIICHTPALIUA BEHETOKJIAKCOM M BO BpeMsi
BEHETOKJIaKCa. TUTPOBAHUS

71036l BEHETOKJIakca (CM.
pasgen
«IIpoTuBOIIOKa3aHUAN).
TpebyeTcs cHUXeHne 103kl
BEHETOKJakca B  (aze
ITOCTOSTHHOU CyTOYHOU
JI03bl B COOTBETCTBUU C
MHCTPYKLHSAMH 110
IIPUMEHEHHUIO NIpEenapara;
peKOMeHyeTCs
THIATENbHBIM KOHTPOJIb Ha
IIpeIMeT oOHapy KeHUs

MMPU3HAKOB TOKCHUYHOCTH.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 07.12.2023 N= 25817

JlekapcTBeHHOE CpeacTBo

(MexaHHU3M B3aUMO/1eiiCTBHUS)

B3aumogeiicTBue:

O Te gl ™= 2%

U3MeHEeHUsl
bapMakoKHHeTHYECKUX

napamertpos (%)

OIHOBPECMECHHOM

INPUMECHCHUHN

®nykonazou (200 Mr oauH pas B
CYTKH)
[uneubumop uzogepmenmos

CYP2C9, CYP2C19 u CYP344]

Cmax BopuKoHa301ma 1 57 %
AUCT Boprkonasona 779 %
N3menenusa Cmax 1 AUCt
(baykoHazona HE

YCTaHOBJICHBI

IToaxonsamuit pexxum

KOPPEKIHU JI03bI U/WITH

4aCTOTHI npuema
BOPHKOHA30J1a
u drykonazomna HE

yCTaHOBJIEH. B ToM citydae,

ecIu BOPUKOHA30T
PUMEHSICTCS nocJje
¢dykoHazoma,

PEKOMEHYETCS MPOBOJIUTH
TIIATEIbHBIN KOHTPOJIb

HCXKCIIaTCIIbHBIX peaKHHﬁ,

CBSA3aHHBIX C  I[PHEMOM
BOPHKOHA30J1a.

dennTonn Cmax BopukoHasona ¥ 49 % | Cnexyer nu3oerarhb

[cyocmpam usogpepmenma | AUCT BopHKOHa3071a \ 69 | ONHOBPEMEHHOrO  IpHema

CYP2C9 u mowmnvii unoyxmop
yumoxpoma Paso]

300 Mr oguH pa3 B CyTKH

300 Mr ommH pa3 B CYyTKH
(0OTHOBpEMEHHOE TIPUMEHEHHUE C

BOpUKOHa30J0M B go03e 400 mr

%

Cmax bernronna T 67 %

AUCT dennronna T 81 %

BOPUKOHA30J1a u
benuronHa, 3a
UCKJIIOYEHHEM  CIIy4aes,
KoT1a MOJTb3a TSt
MaIyenHTa NPEBhIIIACT
PHCK. Pexomennyercs
KOHTPOJINPOBATH,
TUTa3MEHHBIE
KOHIICHTPALU!

¢dbenuTOMHA.
OZIHOBpEeMEHHOE
NPUMEHEHHEe  BO3MOXKHO
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 07.12.2023 N= 25817

o) Hl_|.-,_“__‘ ,'_.;.-'-'_'_”.I. |--'-— F, |--|d
JlekapcTBenHoe cpeacrso | Bzaumoneiicreue: - T=Hpeomenannn ' = V- iipn
(MeXaHH3M B3aHMO/JEiCTBUsI) | H3MEeHEeHHs 0IHOBPEMEHHOM
(bapMaKOKHHETHYECKHX NpHMeHeHHH

napamertpos (%)

JIBa pasza B CyTKH)* B CpaBHEHUU C | TONBKO B cllydyae, €ciH
BopukoHaszojaoM 200 Mr aBa | mogaepxkuBaronias — J03a
pasza B CyTKH, BOPHUKOHA30J1a Oyner
Cuax BOpHKOHa30ma 1 34 % | yBenuueHa 0 5  MI/KT
AUCT Bopukonasona 1 39 | BHyTpuBeHHO mi ¢ 200 mr
% 1o 400 Mr BHYTpS JiBa pasza
B CyTKd (y MAalHMEeHTOB C
Maccoil tena menee 40 kr
co 100 mr go 200 wmr

BHYTpb JIBa pa3a B CyTKH).

JlerepmoBup [undyxmop | Cmax BOpMKOHA3071a 4 39% | Ecinu HEBO3MOXKHO
usopepmenmos  CYP2C9  u | AUC,.12 BopukoHasona | 44 | H30exars

CYP2C19] % OJTHOBPEMEHHOTO

C12 BopokoHa3omna ¥ 51% HPUMCHCHH
BOPUKOHA30J1a U
JETepMOBUPA, HEOOXOIUMO
KOHTPOJMPOBATH
COCTOSIHUE TTallMeHTa Ha

npeaAMET CHUKCHU

3¢ (HeKTUBHOCTH
BOPUKOHA30J1a.
JlemGopekcaHT [cyocmpamer | B3aumopeiicTBue He | Cnenyer n3berathb
usogepmenma U3y4anoch, OJTHAKO | OJTHOBPEMEHHOTO
CYP3A4] BOPHUKOHA301I, BEPOSATHO, | IPUMEHEHUS
MOBBIIIAET KOHIICHTPALIMIO | BOPUKOHA30J1a u

neMOOpeKkcaHTa B IUIa3Me | JIeMOOpeKCaHTa.

KPOBH.
Inazoezu6 [cybcmpamer | BzaumopeiicTBre He | Ecniu HeB03MOKHO
uzopepmenma M3y4alioch, OJIHAaKO | n30ekKaTh
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COOTBETCTBYET 3KCTMEPTH(

JlekapcTBeHHOE cpeactso | Bzaumoneicreue: [MOCTTEL

(MexaHM3M B3aMMO/elicTBHSA) U3MEHeHUus! OJHOBPEMEHHOM
(papmakoKkuHeTHYECKUX NPUMEHEHUH
napamertpos (%)

CYP3A4] OKujaercs, YTO | OZIHOBPEMEHHOT'O
OJIHOBPEMEHHOE IIPUMEHEHUS,

IIPUMEHEHHE BOPHKOHA30J1a
MOBBIIIAET  KOHLIEHTPALIUIO
riazzeruda B masMe KpoBH
u TIOBBIIIACT pHCK

yunHenust uatepBaia QT.

PEKOMEHAYETCA 4acTO
IMpOBOANTH MOHHUTOPHHI

OKT'.

NHruOuTopsl THPO3UHKUHA3BI BiaumoneiictBue He | Ecniu HeBO3MOKHO
[cyocmpambi M3y4alioch, OJTHAKO | n30exarh

CYP3A4] BOPHUKOHA30J1 MOBBIIIACT | OJTHOBPEMEHHOTO
(Hammpumep, AKCUTUHUO, | MJIa3MEHHbIE KOHIEHTPAIUU | TPUMEHEHUS,

6ocyTHHO, Ka003aHTUHUO, UHTHOUTOPOB PEKOMEHIYEeTCsI CHUYKEHUE
[EPUTHHHUO, KOOMMETHHUO, | THPO3WHKUHA3BI, JI03bI HHTHOUTOpA
nabpadenuo, Na3aTHHUO, | METa0OIU3NPYEMBIX TUPO3WHKUHA3BI U
HUJIOTHHUO, cynutunu0, | CYP3AA4. TIIATEIbHBIN KIMHUYECKHUI
uOpyTHHHUO, pUOOLIUKIINO) MOHHUTOPHHT.
AHTUKOATYJISIHTHI YBenuueHue Ecmm MaIUeHTaM,
Bapdapun (30 Mr omaHOKpaTHO | MAaKCUMAaJIbHOTO MOJYYAIIMM  MpenapaTsl

OIHOBPEMCHHO C

BopuKoHa3zojaoMm 300 mr ngBa pasa

B CYTKH)

[cy6cmpam usogepmenma
CYP2C9]

Hpyrue TepopaJIbHbIE
AHTUKOATyJISIHTBI, BKJIIOYas, HO

HE OTPaHMBAACH, (PEHIIPOKYMOH,
aleHOKYMapoJ [eyocmpamue

usogpepmenmos  CYP2CY9

HpOTpOM6I/IHOBOFO BPEMCHU

ObUIO NPUOIU3UTENIHHO B

JIBa pasa.
[Ipennonaraercs, 4TO
BOPUKOHA30J1 MOXET
YBEIMYMBATh  IJIa3MEHHbBIE

KOHOCHTpAallMU KYyMapuHOB,
9dTO MOXKET MPUBOAUTE K
MIOBBIIICHUIO
IPOTPOMOUHOBOTO

BpPEMEHH.

KyMapuHa, Ha3HAYAIOT
BOPHUKOHA30J1, HEOOXOAUMO
C KOPOTKMMH MHTCPpBAIaMU
KOHTPOJIMPOBATH
POTPOMOUHOBOE BpEeMsi H
COOTBETCTBYHOIIIUM

obpazoMm moaOUpaTh 03B

AHTHUKOAryJIIHTOB.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 07.12.2023 N= 25817

JlekapcTBeHHOE CpeacTBo

(MexaHHU3M B3aUMO/1eiiCTBHUS)

o TOCTE
B3aumogeiicTBue: TR TTES

Tp&oMehatnn = Hipu

U3MeHEeHUsl
bapMakoKHHeTHYECKUX

napamertpos (%)

OIHOBPECMECHHOM

INPUMECHCHUHN

CYP3A4]

WBakagTop [cybempam

uszogpepmenma CYP3A4]

BzaumopeiicTBue He
HU3y4aJIoCh, OJTHAKO
BOPUKOHA30J1, BEPOATHO,
MOKET MOBBIIIIATh
IJIa3MEHHbIE KOHUECHTPALINU
nBakadTopa, 4YTO MOKET
MPUBOJIUTh K TOBBIIICHUIO

pUCKa pa3BUTHS MOOOYHBIX

Pexomennyercs cHuxeHue

JI03bI BaKagTOpa.

peaKuuid.
D30MUKIOH [cybocmpam | BzaumoneiictBue He | PekoMenayeTcss cHuXKeHHe
usogpepmenma CYP3A4] H3y4aJIOCh, OJIHAKO | J103BI 330IIMKJIOHA
OKMJIaeTCs, 9TO

BOPHMKOHA30JI YBCIUYMBACT

IUIASBMCHHBIC KOHLCHTpPAIUU

U cematuBHBIA 3 dekT

930MUKIIOHA.
benzoauazenuusl CornacHo naHHbIM | PekoMeHayeTcss  OLEHUTh
[cybcmpamer usoghepmenma HE3aBHCHUMOI'0 11eJ1eCO00Pa3HOCTh
CYP3A4] uccnepoanusi:  AUCo—o0 | KOppeKuuu O3Bl
Munazonam (0,05 wr/kr  B/B | Muaa3onama 1 B 3,6-pasza OCH3011a3EIINHOB.
OJIHOKpATHasl 1032)
MunazonaaM (7,5 mr | CoriiacHO JTaHHBIM
OJIHOKpATHAs 71032 BHYTPb) HE3aBHCHMOTO

HCCIICJOBAaHUA: Cmax
Hpyrue OeH30/IMa3enuHbl | Muaa3odama 1 B 3,8-pasa

(BKJ'IIO‘-IaSI, HO HC OI'paHUYUBASACH:

TPHUA30JIOM, aJIIIPA30JIaM)

AUCo—o0 mupazonmama | B

10,3-pa3a
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 07.12.2023 N= 25817

o) Hl_|.-,_“__‘ ,'_.;.-'-'_'_”.I. 1 Th F, |--|d
JlekapcTBenHoe cpeacrso | Bzaumoneiicreue: - T=Hpeomenannn ' = V- iipn
(MeXaHH3M B3aHMO/JEiCTBUsI) | H3MEeHEeHHs 0IHOBPEMEHHOM
(bapMaKOKHHETHYECKHX NpHMeHeHHH

napamertpos (%)

B3anmonericteue HE
M3y4asoch, OJIHAKO
BOPHUKOHA30J]1 MOKET
BBI3bIBATh IIOBBILICHUE
IIJIA3MEHHBIX

KOHIICHTPALUK Ipyrux

OCH30IMa3ETTMHOB, KOTOPHIE
MEeTaOUITN3UPYIOTCS oJ
neiictBueM  u3odepMeHTa
CYP3A4, wu  BbI3BIBATH
pa3BUTHE
MIPOJIOHTHPOBAHHOT'O

cemaTuBHOTO Y deKTa.

HmmyHOCYnpeccanTs CoruacHo JaHHBIM | O[HOBPEMEHHOE
[cybcmpambi uzoghepmenma | HE3aBUCUMOTO pUMEHEHHE
CYP3A4] HCCIICIOBAHUS: BOPHKOHA30J1a u

Cuponnmyc (2 Mr OfiHOKpaTHO) | Cyax cHpoTEMyca T B 6,6 | cuponumyca
pas3 NPOTHUBOIIOKA3aHO (cm.

AUCo.» cupormyca T B 11 | paszen

pas. «I[IpoTuBonoOKa3zaHus»).
OBepouMycC [max aHce OpnHoBpeMEHHOE
cybcmpam P-gp] B3anmoeiicTBue He IPUMEHEHUE

M3y4anaoch, OJHAKO BOpPHKOHA30J1a 51

BOPHUKOHA30J1, BEPOSITHO, IBEpOJIMMYCa HE

MOXET BBI3BIBATH | PCKOMCHAYCTCA,

3HAYUTEILHOE NOBBINIEHUE | [TOCKOJIBKY OKMAACTCH, 9TO
IJIA3MEHHBIX KOHIICHTpaluii | BOPHKOHA30JI MOXKET

9BEpOIUMYycCa. 3HAYUTCIIbHO IIOBHIIIATH
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 07.12.2023 N= 25817

o) Hl_|.-,_“__‘ ,'_.;.-'-'_'_”.I. 1 Th F, |--|d
JlekapcTBenHoe cpeacrso | Bzaumoneiicreue: - T=Hpeomenannn ' = V- iipn
(MeXaHH3M B3aHMO/JEiCTBUsI) | H3MEeHEeHHs 0IHOBPEMEHHOM
(bapMaKOKHHETHYECKHX NpHMeHeHHH

napamertpos (%)

IIJIa3MCHHBIC
KOHIEHTpauu
3BEPOIUMYCA.
[Muknociopun (y MalUEHTOB, IIpun HAa3HAYCHUU
NEPEHECIINX  TPAHCIUIAHTANMIO | Cyax IIUKIOCTIOPUHA T 13 % | BopuKOHA301a MAIUEHTAM,
INOYKH U Haxomamuxcsa B | AUCT UMKIOCIIOpHHA 1 | monyJarommm
CTaOUIILHOM COCTOSIHUU) 70% LIUKJIOCIIOPHH,
pEKOMEHyeTCS
YMCHBIINUTD 03y
OUKJIOCHIOPUHA BABOE U
KOHTPOJIMPOBATH ero

KOHIOCHTpAIUKO B IIJIa3MC

KpPOBH. IToBbiIEHNE
KOHLEHTpaluu
LMKJIOCIIOPUHA
COIPOBOXKIACTCS
HE(POTOKCUYHOCTHIO.
ITocne OTMEHBI

BOPMKOHA30J14
HEOOXO0INMO

KOHTPOJIHUPOBATH

KOHIICHTpAIIuo

OUKJIOCIIOPpHUHA u Ipu

He0OXO0AUMOCTH

YBCJIHUYHUTE €0 A03Y.

Takponumyc (0,1 MT/KT [Tpu Ha3HAYCHUU
OJIHOKPATHO) BOPHMKOHA30J1a MAalMeHTaM,

Cmax Takponumyca T 117 % | TOJTyHaIOLIUM

AUC: Takpomumyca 1 221 | TAKPOTHMYC,
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 07.12.2023 N= 25817

o) Hl_|.-,_“__‘ ,'_.;.-'-'_'_”.I. 1 Th F, |--|d
JlekapcTBenHoe cpeacrso | Bzaumoneiicreue: - T=Hpeomenannn ' = V- iipn
(MeXaHH3M B3aHMO/JEiCTBUsI) | H3MEeHEeHHs 0IHOBPEMEHHOM
(bapMaKOKHHETHYECKHX NpHMeHeHHH

napamertpos (%)

% PEKOMEHIyeTCS
YMEHBIIUTh 03y
MOCIEAHEer0 /10  OJHOMN
TPETH U KOHTPOJIUPOBATh
€ro  KOHIICHTPAIMIO B
asme KpPOBH.
IloBb11IEHNE
KOHIIEHTpalluu
TaKpOJIMMYCa
COMpOBOXAAETCS  HePpo
TOKCUYHOCTBIO. Hocne

OTMCHBI BOpHKOHAa30Jia

HE00X0IMMO

KOHTPOJIMPOBATH

KOHIICHTPAIIHIO

TaKpoJInumMyca u opu

HEe0OXOAMMOCTH

YBCIIHWYHUTH €0 A03Y.

JmuTensHo neiicteyromue | CormacHo nanHbiM | Cremyer OLICHUTH
OTHATHI [cybcmpamel | HE3aBUCUMOTO BO3MOXKHOCTh  CHIDKCHHSI
uzogpepmenma CYP3A4] WCCIIC/IOBAHMS: 03Bl  OKCHUKOJOHA |
Oxcukonon (10 Mr onHOKpaTHO) | Cmax OKcHKOZOHA 1 B 1.7 | Apyrux JUTUTEIIBHO

pas JNCHCTBYIOIIUX  OIKATOB,

AUCo.. OKkcHKOmOHa T B | METabOIU3MPYEMBIX

3.6 pas3 nzopepmerrom CYP3A4

(Hampumep, TUIPOKOJOHA).
Moxer MOHAJI00UTHCS
KOHTPOJITb COCTOSIHUS

nmanmueHra ¢ KOPOTKHUMHU
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 07.12.2023 N= 25817

JlekapcTBeHHOE CpeacTBo

(MexaHHU3M B3aUMO/1eiiCTBHUS)

B3aumogeiicTBue:

LTTURLITE]

Tp&oMehatnn = Hipu

U3MeHEeHUsl
bapMakoKHHeTHYECKUX

napamertpos (%)

OIHOBPECMECHHOM

INPUMECHCHUHN

Mertanon (32-100 mr onuH pa3 B
CYTKH)
[cyocmpam uzogpepmenma

CYP3A4

Crmax R-meranona
(axTHBHOTO

merabomnuta)T 31 %

AUCT R-meramona
(aKTHBHOTO

meraGomura) T 47 %
Cmax S-Metazona T 65 %

AUCT S-mertanona 1103%

WHTEpBaJlaMy Ha MPEIMET
pPa3BUTHS HEXKEIATEIbHBIX
peakuuii, CBSI3aHHBIX C
oImMaTaMH.

IToBrITIIEHHE
KOHLEHTpaLHU

METAaJIOHA B IJIa3M€e KPOBU

IMPUBOJUT K IIPOABIICHUIO

TOKCHYIECKUX I (HEKTOB,

BKJTFOYAsI YTHHEHHE
WHTEpBaja QT.
PexomeHnayercss  4acThlid
KOHTPOJTb COCTOSTHUS
marueHTa Ha  IpeaMeT

pa3BUTHS HEXKeNaTeIbHBIX
peaxkiuii ¥ TOKCUYHOCTH (B
TOM

4yucie, yJIJIUHEHUE

Qm).

CBsA3aHHBIX C MCTAaAOHOM.

WHTEpBaja

Bo3MoxxHO, mOHAmOOUTCS

CHMXXCHHEC J0O3bI MECTAJJOHA.

Hecrepounnsie
POTHBOBOCTIAJIUTEIbHbIE
npenapats! (HIIBIT)
[cy6cmpamer usoghepmenma

CYP2CY]

No6ymnpoden (400 MT

OJTHOKPATHO)

Cmax S-ubympodena T 20 %
AUCo.» S-ubympodena T
100 %

[TauuenTos crenyer
HaOII01aTh C LEIBIO
BBISIBJICHUA BO3MOXHBIX

TOKCHYeCKNX 3(P(EeKTOB U

pu HE00X0IMMOCTH
KOPPEKTUPOBATh 703y
HIIBII.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

JlekapcTBeHHOE CpeacTBo

(MexaHHU3M B3aUMO/1eiiCTBHUS)

B3aumogeiicTBue: '

“FP&eMeliinn = " Higu

U3MeHEeHUsl
bapMakoKHHeTHYECKUX

napamertpos (%)

OIHOBPECMECHHOM

INPUMECHCHUHN

Juxnodenax (50

mr

OJIHOKPATHO)

Cmax qukinodenaka T 114 %
AUCo.» muxinodpenaxa T 78
%

Owmenpazon (40 Mr oguH pas B
CyTKHn)*

[uneubumop uzogpepmenma
CYP2C19; cyocmpam
usogepmenmos CYP2CL19 u
CYP3A4]

Cmax oMernpasona T 116 %
AUCT omenpazona T 280 %
Cmax Boprkonasona 1 15 %
AUCT Bopukonasoma T 41
%

BopukoHa3oi Takke MOXKET
yrHeTaTh JCUCTBHE APYTUX
WHUTUOMTOPOB  MPOTOHHOM
MIOMITbI, KOTOPBIE SIBJISIFOTCS
cyOoctparamMu u30QepMeHTa
CYP2C19,

qTo MOXET

Koppekuus 1031

BOPHKOHA30J1a HE
TpeOyeTcs.

IIpu Havane npuema
BOPHKOHA30J1a y
NalMEeHTOB,

yKe HOJTYYalOIInX
TEpPaIuIo

omemnpasonoM B jgo3ax 40

Mmr NI BBIIIC,

PEKOMEHAYCTCA CHUIKCHUC

NPUBOAMTE K MOBBImeHuto | /03P OMCHpasona B Jsa
TTa3MEHHBIX KoHIeHTparmit | P434:
9THUX JICKApPCTBCHHBIX
CPENCTB.
[Tepopanbhble KOHTpauenTUBBI* | Cmax STUHWIACTpauona | PekoMeHyercst KOHTpOJIb
[cybcmpamer uzopepmenma 136 % COCTOSIHUS NAlIEHTa Ha

CYP3A4,; uneubumopuol
uzogpepmenma CYP2C19]
HopaTucTepoH/3THHUIICTPAHON

(1 mr/0,35 mMr ouH pa3 B CyTKH)

AUCT sTtuHMIACTpaguona T
61%

Cmax HOpoTHCTEpOHA T 15 %
AUCT nopatucTepona T 53
%

Cmax BopukoHasona T 14 %

AUCT BopukoHazona T46 %

IIPEAMET pa3BUTHUS

HEXENaTeNIbHbIX PEeaKIui,

CBSI3aHHBIX c
[IPUMEHEHUEM
MIEPOPaIbHBIX
KOHTpPALENTHBOB "
BOPUKOHA30J1a.

29




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 07.12.2023 N= 25817

o) Hl_|.-,_“__‘ ,'_.;.-'-'_'_”.I. |--'-— F, |--|d
JlekapcTBenHoe cpeacrso | Bzaumoneiicreue: - T=Hpeomenannn ' = V- iipn
(MeXaHH3M B3aHMO/JEiCTBUsI) | H3MEeHEeHHs 0IHOBPEMEHHOM
(bapMaKOKHHETHYECKHX NpHMeHeHHH

napamertpos (%)

HapkoTtrueckue aHaIbreTHKA CrnemyeT OleHUTh
KOPOTKOTO JICHCTBHS BO3MOXXHOCTh  CHIDKEHUS
[cybocmpambt JIO3bI andeHTaHua,
usoghepmenma CYP3A4] CormnacHo JTaHHBIM | (GeHTaHWJIa W JIPYTUX
Andenranun (OZHOKpaTHAs 1032 | HE3aBUCUMOTO HAPKOTHYECKUX
20 MKI/KT C OTHOBPEMEHHBIM WCCJICIOBAHMS: AHATBIETHKOB KOPOTKOTO
MIPUMEHEHHUEM HaJIOKCOHA) AUCo.» andenTanmna T B 6 | neiicTBus, UMELINX
pas CXOXYI0 C anpeHTaHWIOM

XUMUYECKYIO CTPYKTYpPY U

CormnacHo JAHHBIM | METAa00IM3UPYEMBIX
®entanui (OHOKpaTHas 1034 HE3aBHUCHUMOTI'O mzodpepmentom CYP3A4
5 MKI/Kr) HCCIICIOBAHMSL: (Hanpumep, cyeHTaHmIIa).

AUCo- dentanmta Ts 1.34 | [lauuentst JIOJKHBI

pasa HaXOJIUTHCS o/

[IOCTOSIHHBIM
HaOJII0IeHHEM VISt
IpeI0TBPaIEHHUS
YIHETEHUS byHKIUN

IOBIXaHUST ~ WIA  APYTHX
OOOYHBIX 3¢ dexToB,
CBSI3aHHBIX C  IPUEMOM
HapKOTHYECKUX

aHAJBT€TUKOB  KOPOTKOTO
JIEHCTBYS, 51 pu
HEOOXOMMOCTH UX J103a

OJKHA OBITH CHIKEHA.

Cratunsl (manpumep, | Bzaumoneicteue He | Ecin HEBO3MOXKHO
JIOBAaCTaTHH) [cybcmpamer | n3ydanocsk, OJIHaKO, | 30exKaTh
uzogpepmenma CYP3A4] BEPOSITHO, BOPHUKOHA30J1 | OJTHOBPEMEHHOTO
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COOTBETCTBYET 3KCTMEPTH(

JlekapcTBenHoe cpeacTso | BzaumopeidcrBue: [MOCTTEL

(MeXaHM3M B3aHMOEHCTBHSI) | H3MEHEHHUs 0IHOBPEMEHHOM
(bapMaKOKHHETHYECKHX NpHMeHeHHH
napamertpos (%)
MOXET YBCIIMYMUBATH | IPUMCHCHUA

MJIA3MEHHbIE KOHILIEHTPALlUU
CTaTHHOB, KOTOpBIE
MeTaboIU3upPyIOTCs

nzopepmentom CYP3A4 u

BOPUKOHA30J1a U CTaTUHOB,
KOTOpBIE
MeTaboMU3UPYIOTCS

uzopepmentom CYP3A4,

MOKET PUBOAUTH K | ciemyeT OLICHUTh

pabOMHUOIIHN3Y. BO3MOXKHOCTb ~ CHMIKEHMSI

J103bl CTATUHOB.

IIpousBoaHbIE B3anmonerictsue He | HeoOxoqumo  TmiatenpHO
CyIb(OHMUIMOYEBUHBI (BKIIOUAs, | H3Y4aJoOCh, OJTHAKO, | KOHTPOJIHPOBATH
HO HE OTPaHUYMBASACH, | BEPOSITHO, BOPUKOHA30J1 | KOHIEHTPALIHUIO IJIFOKO3bI B
TONOyTaMuI, TJIUIU3HU], | MOXKET YBEJIMYMBATH | IUIa3M€ KPOBH.
TIIMOCHKIIAMUT) TUTa3MEHHBIE KOHIEHTPAIHH
[cyocmpambi usoghepmernma | IPOU3BOTHBIX
CYP2C9] CyIb(HOHUIMOYEBUHBI u

SBIISATHCS OPUYHHON

THITOTIIMKEMHH.
Aukanoubel GapBuHKa (BKiIrOUasi, | BoprkoHa3o: MoxeT | PekomeHmyeTcss  OIICHUTh
HO HE OTPaHUYMBASACH, | TIOBBIIATH coJiepKaHue | 11e1eco00pa3HOCTb
BUHKPHUCTUH U BUHOJIACTHH) aJIKaJIOUIOB OapBUHKA | KOPPEKIIUU JI03bI
[cybocmpamebt usogepmernma | (BUHKPUCTHUHA U | amKaJoua0B OapBUHKA.
CYP3A4] BUHOJACTHHA) B  IUIa3Me

KpPOBH u BbI3bIBATh

HEHPOTOKCUYHOCTb.
Jlpyrue wuHrHOUTOpHI TpoTeaswl | MccnenoBanus  in Vitro | Pekomenayercs
(M) BUY (Bxiouas, HO HeE | CBUJETEILCTBYIOT O TOM, | TIIATEIbHBIN KOHTpPOJIb

OTPaHUYHBASCH, CaKBUHABHP,
%
amMIpeHaBHp U Hel(UHABUD)

[uneubumopwt  u  cyocmpamoi

9TO BOPUKOHA30JI MOXKET
MHTHOUPOBAaTh MeTaboIHU3M

UHTHOUTOPOB IIPOTEA3BI

COCTOSAHHA IIallMCHTA Ha
npeaMeT pasBUTUA JIFOOBIX

MPOSIBIICHU I
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COOTBETCTBYET 3KCTMEPTH(

JlekapcTBeHHOE

CpencTBo

(MexaHHU3M B3aUMO/1eiiCTBHUS)

B3aumogeiicTBue:

LTTURLITE]

U3MeHEeHUsl
bapMakoKHHeTHYECKUX

napamertpos (%)

OIHOBPECMECHHOM

INPUMECHCHUHN

uzoghepmenma CYP3A4]

BUY:

CaKkBMHaBMpa, aMIIpEHaBUPA
u HendunaBupa. B cBoro
ouepenib, UHTHOUTOPBI

nporeasst BHUY  moryr

HOJABJIATH MeTadoJIu3M

BOPHKOHA30J1a.

JIEKapCTBEHHOM
TOKCHYHOCTHU Y/ AN
HENOCTATOYHOCTH

IEUCTBUA. Bo3mosxkHno,
MOHAZO0UTCA  KOPPEKIIHS

JI03BI IIPETIapaToB.

Hpyrue

MHTHOUTOPBI

TPAHCKPHUIITA3bL

HCHYKJICO3UIHBIC

oOpatHOI

(HHUOT)

UccnemoBanust in Vvitro

[OKa3aJii, 4YTO METa0OIM3M

BOpPHKOHA30J1a MOXET

Pexomennyercs
TIIATEILHBIN KOHTPOJIb

COCTOSAHHA IIallMCHTA Ha

(BKJIFOYAs, HO HE OTPAHMYKMBASCH, | YTHETAThCS TMOJ JCHCTBUEM | IPEAMET pa3BuUTHUs
NeIaBUPANH, HEBUpAHH)* HHHMOT, a BopukoHa301 B | JIEKapCTBEHHOU
[uneubumopvr unu undykmopwl | CBOIO ~ OYepeib  MOXKET | TOKCHYHOCTH u/vm
yumoxpoma Psso u cyOcTpartsl | yrHeTaTh MeTabOoJIM3M | HETOCTATOYHOCTH
uzopepmenma CYP3A4] HHUOT. JIEHCTBUSL. BosmoxHo,
Ha ocHoBaHuM MOIy4YeHHBIX | HOTPEOyEeTCs]  KOPPEKIHS
pe3yNbTaTOB HCCIEIOBAaHUS | J03bI IPENapaTos.
adpdexra sdaBupeHza Ha
BOPHUKOHA3011, MOXHO
MPEANOI0XKHUTD, YTO
HHUOT wmoryt ycunusatb
MeTa00JIu3M BOPHUKOHA30IA.
TperuHonH Bzaumonencreue He | Pekomenyercsa Koppekuus
[cybcmpam usogepmernma | N3y4anoch, OJIHAKO, | 1036l ~ TPETUHOMHA  BO
CYP3A4] BOPHUKOHA30J1 MOXET | Bpemsi JICUCHUS
MOBBIIATh ~ KOHIIGHTPAIlMX | BODUKOHA30JIOM H  TIOCIIE

TPECTHUHOWMHA W TIOBLINIATH
PUCK Pa3BUTUA MMOOOYHBIX

peaknuii  (MANONATUYECKON

€0 OTMCHHEI.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

JlexapcTBeHHoOe cpenctso | Baaumoneiicrene: |10 - =L Peomeninn | © O Hipn
(MexaHu3M B3anuMo/IeiicTBHS) U3MEHEeHUsl O/THOBPEMEHHOM
(papmakoKUHeTHYECKUX NpUMeHeHUH
napamertpos (%)
BHYTPHUYEPEITHOU
TUTCPTEH3UH,
TUTIEPKATIBIUEMHUN ).
umerunun (400 mMr nBa pasza B | Cmax BOPUKOHA30I1a 718 % Koppeknuu O35l HE
CYTKH) AUCT Bopukonasona 1 23 | Tpedyercs
[Hecneyuguuecku  uneubupyem | o
yumoxpom Paso u noswviwaem
yposeHv pH osicenydounoeo coxal
Hurokcun (0,25 mr oguH pa3 B | Cmax JUTOKCHHA <> Koppekuun  ngo3e1  He
CYTKH) AUCt nmurokcuna <> TpeOyeTcs
[ cyocmpam P-enuxonpomeunal
WNupgunasup (800 mr Tpu pasa B | Cmax MHAMHABUpA <> Koppekuun 10361 HE
CYTKH) AUCT nnauHaBupa <> TpedyeTcs
[uneubumop u cyoecmpam | ¢, BOPHKOHA30J1a <>
usogpepmenma CYP3A4] AUCT BOPHKOHA301A <>
AHTUOMOTUKH TPYIIIBI Koppekunu  1o3sl  He
MaKpOJIUI0B Tpebyercs
Opurpomunia (1 r nBa paza B | Cmax 1 AUCT BopukoHa3zoma
CYTKH) ©
[uneubumop usogepmenma
CYP344]
Asutpomunivi (500 Mr onuH pa3 | Cmax u AUCt
B CYTKH) BOPUKOHA30J1a¢>
BnusHue BopukoHa3ona Ha
MeTa00JIM3M IPUTPOMUITMHA
WJTH A3UTPOMUIIMHA
HEU3BECTHO.
MuxkodenonoBas kuciora (1 1 | Cmax MukopenonoBoii | Koppekiun 10361 He
OJTHOKPATHO) KHUCJIOTHI <> Tpedyercs
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o) Hl_|.-,_“__‘ ,'_.;.-'-'_'_”.I. 1 Th F, |--|d
JlekapcTBenHoe cpeacrso | Bzaumoneiicreue: - T=Hpeomenannn ' = V- iipn
(MeXaHH3M B3aHMO/JEiCTBUsI) | H3MEeHEeHHs 0IHOBPEMEHHOM
(bapMaKOKHHETHYECKHX NpHMeHeHHH

napamertpos (%)

[cybcmpam ypuoun-5'- | AUC MUKO(DEHOIOBOU
oughocham- KHCIIOTBI<>

2NIOKYPOHUIMpaHcgepasvl]

Koptukocrepounas Crmax IpeTHU30JI0HA T11 % | Koppekuuu JI03BI HE

IIpeanusonon (60 MI | AUCo- mpeaumsonona T 34 | TpeOyercs

OJIHOKPATHO) % [TaumeHTsl, noMyyaronme

[cybcmpam usogepmenma JUIMTEIIBHOE JIEYECHUE

CYP3A4] BOPHKOHA30JI0M u
KOPTHUKOCTEPOUIaMHU

(BKJTFOYAsl MHTAJISIIMOHHBIC
KOPTHUKOCTEPOUIBI,
HarpuMmep OynecoHun),
JOJKHBI HAXOJUTHCS TIO
THIATEILHBIM
HaOJIIOZICHUEM Ha IMPEIMET
HapyIICHHS byHKIUU
KOpBl HAAMOYCUHUKOB KaK
BO BpeMs JICUCHUS, TaK W
nocie MpEeKpaIeHUS
MPUMEHEHUS
BOpPHKOHA30Ja (CM. pazjaen

«Oco0ble yKazaHUm).

Panutuaun (150 mr aBa pasza B | Cmax u AUCt | Koppekuun 10361 HE
CYTKH) BOPHUKOHA30J1a <> TpeOyeTtcs
[nosviwwaem pH orcenyoounoco

cokal

(DapMaKOKI/IHCTI/I‘-IGCKI/II‘/II mapameTp, ocHoBaHHBIN Ha 90% AOBCPUTCIIBHOM HHTCPBAJIC CPCAHLTO

TEOMETPHUUECKOT0 3HAUCHUS, HAXOIUTCSI BHYTPHU (<), BBIIIE (1) nu mmxe () unteppana 80 %

- 125 %.
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(NOCNEQCBATENEHOCTE 0001)

*BzanMHO€e BO3IEHCTBHE.

AUCT, AUC;, AUCo-» - momaas 1o KpUBOi «KOHIIEHTPALUSA-BPEMs» B MIEPUOJ JO3UPOBAHUS,
OT MOMEHTa BBEJCHMS Iperapara 10 BUIMMON KOHLEHTpAIMHM B IUIa3Me KPOBH, OT MOMEHTA

BBCICHUA IIpCIiapara 10 6GCKOHC‘IHOCTI/I, COOTBCTCTBCHHO.

Oco0ble ykazaHus

B3arue wMarepuana Juis moceBa M JPYrHX JIaOOpaTOpHBIX HCCIeJOBaHUil (ceponorus,
THCTOIIATOJIOTHS) C LIENbIO BBIICICHUS U WACHTU(PHUKAIIMKA BO3OYAUTENCH ClIeayeT MPOU3BOIUTD
0 Hayana JyieyeHus. JleueHne MOXKHO HayaTh [0 TMOJYYEHHUS Pe3yibTaToOB JIaOOpAaTOPHBIX
uccienoBanuii. OHAKO MOCE MOMYyYEHUS 3TUX PE3YyJbTAaTOB HEOOXOAMMO CKOPPEKTHPOBATH
IPOTHBOTPUOKOBYIO TEPAIIHUIO.

K BumaMm, Hambosee 4acTO BBI3BIBAIONINM HH(EKIUU y 4enoBeka, otHocsatcs C. albicans, C.
parapsilosis, C. tropicalis, C. glabrata u C. kruSei, npu 3ToM i1 BCEX HUX MHUHHMAJIbHAs
nonasnstomas koumentpanus (MIIK) Bopukonazona o0bIuHO cOCTaBiIsgeT MeHee 1 MI/miL.
Onnako IN VItr0o akTHBHOCTh BOPUKOHA30Jla IMPOTHB TpHOKOB pasHbix BuaoB Candida He
onuHakoBa. B wactHocTn, MIIK BOpuKOHa30y1a [UIsl YCTOWYMBEIX K (hiykoHa3omy u3oistos C.
glabrata mponopimonanbHo Beiiie, yeM MITK 11 H30/14TOB, YyBCTBUTEIBHBIX K (IIyKOHA30IY.
B cBa3u ¢ otuM, rpubku poma Candida crmemyer BO BCEX BO3MOXKHBIX — CIydasx
UJACHTU(PUIUPOBATE 10 ypOBHS BuAa. IlpW BO3MOKHOCTH OIpeNeNeHUs] 4YyBCTBUTEIHBHOCTH
rpubOB K TPOTHBOIPHOKOBBIM TpenaparaM moiydeHHble 3HadeHus MIIK crnemyer
UHTEPIPETHPOBATH C HCIIOIB30BAaHUEM TTOPOTOBBIX KPUTEPHUEB.

Heoicenamenvuvie sa6nenus co CMOPOHbL cep()elmo-cocyducmod cucmemanl.

ITpuMmeHeHrEe BOPUKOHA30Ja CBSI3aHO ¢ yAnuHeHHeM HHTepBasa QT Ha a1eKTpokapanorpaMmme,
qTOo COIIPOBOKIAACTCA PEAKNMU ClIydasiMu MCpHaHI/ISI/ TPCIICTaHUA JKCIIYJOYKOB y
TSKEI000IBLHBIX IIalITMECHTOB C MHOX>XECTBCHHBIMHU q)aKTOpaMI/I pucka, TaKUMH KakK
KapAMOTOKCUYECKAasl XUMHUOTEpanus, KapJUOMHONATHs, TUIOKAJINEMHUS M COMYTCTBYIOLIAs
Tepanus, KOTOPbIe MOTJIH CIIOCOOCTBOBATH PA3BUTHUIO JAHHOTO OCIIOKHEHHS.

BopukoHazon ciexyer ¢ OCTOPOKHOCTBIO MPUMEHATh Yy MALUEHTOB CO  CIEAYIOLUMHU
MNOTCHUUAJIBHO MPOAPUTMHYCCKUMHU COCTOAHUAMMU:

* BPOXJIEHHOE WM MpHOOpeTeHHoe yanruHenue nuteppaia QT;

* KapJMOMMOMNATHUs, OCOOCHHO B COUETAHUHU C CEPJICUHON HEAOCTATOUHOCTHIO;

* cUHYycOBas OpaguKapaus;

¢ CYWECCTBYIOIIUEC apUTMHUHU C KIIMHUYCCKUMU ITPOSABICHUAMU,
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* OJHOBPEMEHHOE NMPUMEHEHHE JICKAPCTBEHHBIX npenam%;;%g@i%&g&' . gJB%if';l Q‘l:l :l(CM.

pazznen «B3auMopeiicTBUE ¢ IpYyTUMU JIEKAPCTBEHHBIMU CPEICTBAMMIY ).

DNEKTPOIUTHBIE HapyLIeHMS, HanpuMmep, TUIIOKAJTUEMMUIO, TUIIOMarHUEeMHIO u
TUIOKAJIbLIUEMUIO, TPH HEOOXOAUMOCTH, CIIEAYeT KOHTPOJIUPOBATh U YCTPAHATh O Hayalla U BO
BpEMsl Teparii BOPUKOHA30JIOM.

[Tpu uccnenoBaHuM Ha 3M0POBBIX JOOPOBONBIAX BIUSHHS BOpHKOHAa3osma Ha uHTepBan QT nHa
OKI" npu npuMeHeHHH OJHOKPATHBIX /03, MPEBBIIIAIONMX OOBIYHYIO JHEBHYIO 03y HE Oolee,
yeM B 4 pasa, ObUIO YCTAaHOBJIEHO, YTO HH Yy OJHOTO U3 HUCIBITYEMBIX HE HaOI0J1a10Ch
noBbiieHuss uHTepBasia QT Ha 60 mimm Oojee MceK OT HOpPMBI. Takke HM y OJHOTO W3
UCTIBITYEMBIX HE Ha0JII0JJAJIOCh MIPEBBIIICHHS] HHTEPBAJIa BhIIIE KIMHHYECKH 3HAYUMOTO IOpora
B 500 mcek.

T'enamomoxcuurnocmeo.

YacToTa KIMHUYECKM 3HAYMMOTO TIIOBBILIEHHUS AKTUBHOCTH «IEUYEHOYHBIX» TpPAaHCAMUHA3 Y
NAIMEHTOB, MOJIYYaloUIMX BOpUKOHa30iy, coctaBiusier 13,4 %. B OosblIMHCTBE ciydyacB
nokaszareiau (yHKIHU MMEYSHN HOPMAIM3YIOTCS KaK IpHU MPOJOIKEHUH JICUeHUsT 0e3 H3MEHEHUS
7036l MM TOCJE €€ KOPPEeKLHUH, TaK W IOociie MpekpauieHus Ttepanuu. [Ipu npumeHeHun
BOPUKOHA30j1a HEYaCTO HAOIIOAINCH CIy4yaH TSDKENOH remaToTOKCUYHOCTU (JKEeNTyXa, IelaTHT
U MIEYEHOYHOKIICTOYHAS HEJOCTATOYHOCTb, MPUBO/IAIIAS K CMEPTH) Y HAIIMEHTOB C CEPhE3HBIMU
OCHOBHBIMH 3a00JI€BaHUSIMH.

HexenarenbHble SBIEHUS CO CTOPOHBI NEYEHU HAOIIOAAIOTCSA, B OCHOBHOM, y IALUEHTOB C
Cepbe3HBIMU 3a00JIEBAHUSMH, TJIaBHBIM 00pa3oM, 3J0KaYeCTBEHHBIMH OIyXOJSIMH KpOBH. Y
NAUEHTOB 0e3 Kakux-Inbo (hakToOpoB pHCcKa HAOIIOAAIOTCS MPEXOASIINE PEaKLUU CO CTOPOHBI
NIEUeHH, BKJIIOYAsl TeMaTUT W XKenTyxy. HapymeHuss (yHKOMM me4eHH OOBIYHO OOpaTHMBI U
IPOXOJAT MOCIE NPEKPAILCHHS JTICUSHHSL.

Mouumopune yuKkuuu neyeru.

Bo BpeMsA JICUCHHA BOPUKOHA30JIOM PCEKOMCHAYCTCA IMOCTOAHHO KOHTPOJIHUPOBATH q)YHKHI/IIO
MEYCHNU KakK Yy I[GTGfI, TaK W Yy B3POCJbIX. Kimandgeckoe BEACHHUC TaKUX IMAaIlUCHTOB JOJIXKHO
BKJIIOYATh JIA0OPAaTOPHYIO OLIEHKY (YHKIMU TEeYeHU (B YACTHOCTH, OINpe/leleHHEe aKTHUBHOCTU
ACT u AJIT) B Havase jJeyeHHs] BOPUKOHA30JI0M M HE peXe OJHOTO pasza B HEJENI0 B TEUCHHE
IIEpBOTO MecdAlla Tepanuu. B ciaydae MpoaomKeHUs JeYeHUs NP OTCYTCTBHM M3MEHEHMM CO
CTOPOHBI OMOXMMHYECKMX TIOKazaTesed (QYHKIMM [EYeHH dYacToTa J1abopaTOpHOTO
oOciieZloBaHUSI MOXeET OBITh yMEHBIIEHa 0 OJHOro pa3a B Mecsl. [Ipu BBIpaKEHHOM

MTOBBIIICHNY OMOXMMUYECKUX IOKa3aTeleh (I)YHKI_II/II/I MEYCHU BOPHUKOHA30J CIICAYCT OTMCHUTD,
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€CIM TOJIPKO COOTHOIIEHHE TOJB3bl M PHUCKA Tepanﬂﬁllgafﬁ%gEﬁgzgrﬂhﬁ&gg %Heﬁ'ﬂé HE

OTIPaBJIBIBACT €€ JaibHelee npuMenenue (cM. pazaen «Crnocod MpUMEHEHUS U J03bD»).

S’pumeﬂbele HAPYUWEeHUA.

[Ipu neuenun BOpHKOHa30JIOM MpuMepHO y 21 % mnamnueHToB HaOIIOAAaeTCs HapylIeHHE
3pUTEIBHOTO BOCHPHATHS: 3aTyMaHUBAHHWE 3pPEHUs, HW3MEHEHHE LIBETOBOIO 3pEHMS WIIU
dorodobus. HapymieHust 3peHHs] SBISAIOTCS NPEXOMAIIMMU M TOJHOCTBIO OOpaTUMBIMHU; B
OOJIBIIMHCTBE CIIy4yaeB OHU CAaMOIIPOM3BOJIBHO Mcue3aloT B TeueHue 60 muH. Ilpu moBropHOM
IPUMEHEHUH BOPUKOHA30JIa OTMe4aeTcsl ocialbjeHHe WX BBIPAKEHHOCTH. 3pUTENbHbIE
HapyLICHUs] OOBIYHO JIETKO BBIPAXKEHBI, PEIKO TPEOYIOT MPEKpaleHHs JICYCHHs] U He IPUBOIAT K
KaKUM-JIM0O OT/IaJIEHHBIM I1OCJIEICTBUSIM.

MexaHu3M pa3BUTUS 3pUTEIBHBIX HAPYIIEHUN HEU3BECTEH. Y CTAHOBJIIEHO, YTO BOPUKOHA30JI
CHI)KAeT AaMIUIMTyAy BOJH Ha sjekTpoperuHorpamme (OPI) y 310poBBIX J00pOBOIIBLEB.
Jannbpie usmenenus OPI' He HapacTanu npH MPOJOJDKEHHUM JICYEHHs B TeueHue 29 nHel u
MOJIHOCTBIO MCUYE€3aJIH 110CJIE OTMEHBI BOPUKOHA30J1A.

JnutenbHas Tepanus BOPUKOHA30JI0M (B cpeaHeM B TedeHue 169 pgHe#) y MalueHToB ¢
MapakoKIMAUONI030M HE OKas3blBaja KIWHUYECKH 3HAYMMOro »3¢¢ekra Ha 3pPUTEITbHYIO
GYHKIUIO, YTO MOATBEPIWIM PE3yJIbTaThl TECTOB HA OCTPOTY 3pPEHHUS, 3PUTEIBHBIX MOJIEH,
LIBETOBOCIIPUATHS U KOHTPACTHOM UyBCTBUTEILHOCTH.

[To naHHBIM MOCTMAPKETUHIOBBIX MCCIIEIOBAaHUI COOOIAETCs O Pa3BUTHUU CIIy4aeB 3PUTEIbHBIX
HapyLICHUW, COXPAHSIOMIMXCS MPOJOJDKUTEIBHOE BpEMs, B YaCTHOCTH, BO3HHKHOBEHHUE
«TIEeJIEHBl» Tepe]l IIa3aMH, HEBPUT 3PUTEIBHOIO HEpPBA M OTEK JUCKA 3PUTEIBHOIO HEPBA.
Cnenyer OTMETWUTh, YTO JIaHHBIE HAPYLIEHUS Pa3BUBAIOTCS Yallle BCErO Y TXKEIO00OIbHBIX
NAlUEHTOB W/WIM TOJYYarolMX COIYTCTBYIOIIYIO TEpanuio, KOTOpas MOXET BbI3bIBATh
N0J00HBIE HEXKeENIaTeNIbHbIE SIBICHUS.

Heoicenamenvuvie sa6nenus co CMOPOHbL NOUEK.

YV TKeI000IbHBIX MaoMEeHTOB, IMOJYYAaOIMIUX BOPUKOHA30JI, OTMCYAIUCH ClIydan pa3sBUTUA
OCTpOI\/'I MMOYCIHOM HEAO0CTAaTOYHOCTH, YTO, BEPOATHO, OBLIO CBS3aHO C Teparmeﬁ OCHOBHOT'O HJIN
COIYTCTBYIOIIUX 3a00JIeBaHUM He(prTOKCI/I‘lHBIMI/I JICKApCTBCHHBIMU CPCACTBAMMU.

Mouumopune hyHKuuu noyex.

[TaniueHTOB creayeTr HAOMIOIATh C MEJbI0 BBISBICHUS MPU3HAKOB HAPYIICHUS (YHKIIUU MOYEK.
s aTOro HEOOXOAMMO IMPOBOIUTH JIAOOPATOPHBIE MCCIENOBAHUS, B YaCTHOCTH, ONPEIENIAThH
KOHIIEHTPAIMIO KpEaTHHHHA B CHIBOPOTKE KPOBHU (cM. pazaen «Crocod MpUMEHEHHSI U JIO03BD»).

Monumopune hyukuuu nooceay0outou Jcenesul.
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B3pocnble u geru, umerouue (axkTopsl pucka paSBM&::J%%';'EQRBQ%E:'(';-&EHA];HHH

CMEPTHOMY OTUETY

XUMHOTEpanusi, TPAHCIUIAHTALUSl TIEMOIIO3TUYECKUX CTBOJIOBBIX KJIETOK) JIOJKHBI IPOUTH
oOcnenoBaHue (OmpezesicHue AaKTUBHOCTU AaMMJIa3bl M JIMIA3bl B CHIBOPOTKE KpPOBH) JUIS
peLIeHHs] BOIIPOCa O TEPAlui BOPUKOHA3O0JIOM.

Heorcenamenvhule s6nenus co CIMOPOHbL KOAHCU.

[Tpu Tepanuy BOPUKOHA30JIOM YaCTO PAa3BHBAIOTCSA KOXKHBIE PEaKIUH, B OCHOBHOM, y MAallUEHTOB
C Cepbe3HBIMH OCHOBHBIMH 3a00JICBaHUSMH, OJHOBPEMEHHO TNPUHUMAIOLUINX JIpyTue
JIEKapCTBEHHbIE cpeAcTBa. B OONBIIMHCTBE CiyyaeB OTMEYalach JIETKO WM YMEPEHHO
BBIpaXCHHAs KOKHAS ChIIb.

Bo Bpems nedeHus BOPUKOHA30J0M Yy TALMEHTOB HAONIOJAINCH CIydaW TSDKEJBIX
HEXEJATeJbHBIX KOXKHBIX pEeaKInil, Takux Kak cuHjapoMm CTuBeHca-J[)KOHCOHA, TOKCHYECKUMN
SMUACPMATbHBIA HEKPOJIH3, JIEKAPCTBEHHAs peakuus ¢ DO3UHOPHUIMEH U CHUCTEMHBIMU
cumntomamu (DRESS), koTopsie MOTYT OBITh KU3HEYTPOXKAIOLIUMH WM CMEPTEIbHBIMU (CM.
paznen «Ilo6ounoe neiicTBue»).

Ecnu y manmenTa pa3BHBAIOTCS TSDKENbIE HEXKENIATeNbHBIE KOXKHBIE PEAKIMH, TO BOPUKOHA30II
CJIeTyeT OTMEHUTb.

Kpome TOro, Bo Bpems Tepamuu BOPUKOHA30JIOM BO3MOXKHO pa3BUTHE KOXHON peakiuu
¢dorocencubunmzanuu. HaOnromancs TMOBBIIICHHBIM PUCK  KOKHOW — TOKCHYHOCTH — TIpH
OTHOBPEMEHHOM TIPUMEHEHUH METOTpeKcaTa, Iperapara, CBS3aHHOTO C peaKTHBAaIMeH
ynbTpaduoneroBoro (Y®) uznyyenus. CymiecTByeT BEpOSTHOCTh TOTO, YTO ATOT PUCK Oynaer
HaOII0IaThCS TPU IPUMEHEHUH APYTUX MPenaparoB, cBs3aHHbIX ¢ YD peaktuBarueil. Bo Bpems
JeUeHHsI TalMeHTaM (B TOM YHCIIE W JETAM)PEKOMEHIyeTCsl M30eraTh MPSMBIX COJHEYHBIX
Jydell W TPUHAMATH 3allUTHBICE MEpPHI, TAaKUe KaK HONICHHE OJCKIbl W MPUMCHCHHE
COJIHIIE3ALUTHBIX CPEACTB C BBICOKUM KO3(pPULIMEHTOM 3aIuThl OT YJIbTPaHOIETOBOrO
uznyuenus (SPF).

Heorcenamenvhole sa61eHus co cmopombl HAONOYEYHUKOS.

OOpatumble ciayyal HaANOYEYHUKOBOM HEIOCTaTOYHOCTH ObUIM  3aperuCTpUpOBaHbI Y
NAalMEeHTOB, MOJYyYaloIlUX a30jbl, BKJIoYas BopukoHazon. Coobmanoch 0 chayyasx
HEJOCTATOYHOCTH KOPBI HAAIMIOYEYHUKOB Yy MAIMEHTOB, IOJYyYaBIIMX a30JIbI OJHOBPEMEHHO C
KOPTUKOCTEpOUIaMH UK 0€3 HUX.

VY nmanueHToB, MOTyYaBIIUX a30Jbl 0€3 KOPTUKOCTEPOUJIOB, Pa3BUTHE HEIOCTATOYHOCTH KOPBI
HA/IMOYEYHUKOB CBSI3aHO C MPSIMBIM UHIMOMPOBAHHEM CHHTE3a CTEPOUIOB a30JIaMH.

Y  panMeHTOB, NPHUHUMAIONIUX KOPTUKOCTEPOUIbI, HMHIHOMpOBAaHHE HX MeTabonu3Ma

n3opepmeHTOMCYP3A4, cBsi3aHHOE C BOPHUKOHA30JIOM, MOXXET IPHBECTH K HW30BITOUHOU
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BBIPAaOOTKE KOPTHUKOCTEPOHJIOB U IOJABICHHU @yHKdMII;OEI]gé(ﬁg@EHI'{OIB T(EI\I’;I.: %Aénen

«BzaumMopeiicTBue ¢ ApYyruMHU JIEKapCTBEHHBbIMU cpencTBaMn»). Cunapom Kymmzra ¢ u 0e3
MOCJEAYIOLEr0 pa3BUTHA HENOCTATOYHOCTH KOPbI HAANIOYEYHUKOB TaKK€ OTMEYaeTcs y
NAlMEHTOB, NOJIYYaBIINX BOPUKOHA30] OJIHOBPEMEHHO C KOPTUKOCTEPOUAAMHU.

[TauuenTsl, mNoyyyarolmye JUIMTENbHOE JIEYEHHE BOPHKOHA30JI0M U KOPTUKOCTEpOUJIAMHU
(BKJIIOYAs] WHTAJSIIMOHHBIE KOPTUKOCTEPOUIBI, HAmpumep, OyJIeCOHH]), JOJDKHBI HAXOAUTHCS
1O/ TIIATEIBHBIM HAOMIOEHHEM Ha MpeAMET HapylmeHHs (PyHKIUH KOPbl HaAINOYEUYHHUKOB Kak
BO BpeMs JIEYEHMs, TaK M IIOCJIE MpPEKpalleHus NPUMEHEHHs BOPHUKOHa30ja (CM. pasfien
«B3aumogeiictBue ¢ APYruMH JIEKapCTBEHHBIMH cCpeacTBamMmu»). IlanueHTsl OMKHBI OBITH
NpOoMH(GOPMUPOBAHBI O TOM, YTO HEOOXOAMMO OOpamaThCs 3a HEMEIJIEHHOW MEIUIIUHCKON
IIOMOLIbIO, €CIIM y HHMX IHOSBISIOTCS NPU3HAKM M CHUMITOMBI cuHApoma KymmHra wumm
HEI0CTaTOYHOCTH KOPbI HAJJIOYEYHHKOB.

ﬂﬂume]leOe Jle4erue.

VY nanueHTOoB ¢ KOKHBIMHU PEaKUsIMHA (POTOTYBCTBUTEIHLHOCTH U JONOTHUTEIBHBIMA (PaKTOPaAMH
pHUCKa cOO0IIaeTcsl O Pa3BUTUH IUIOCKOKJIETOYHOIO paKa KOXH (BKJIHOYasl INIOCKOKJIETOUHBIN pak
in situ wiu Oone3Hp boysHa) M MenaHOMBbI Ha (OHE MPOJODKUTENbHONW Tepanuu. Ilpu
BO3HUKHOBEHHUH Y MallMEeHTa (POTOTOKCUYECKUX PEAKIUI OH JOJIKEH OBITh MPOKOHCYIHTHPOBAH
COOTBETCTBYIOIIMMHU CIIEHUAIMCTaMU W HampasiieH K Jepmarosiory. Crienyer paccMOTpeTh
BO3MO>XHOCTb OTMEHBI BOpHKOHa30ja. [Ipyu npoaomkeHuy Tepanuy BOPUKOHA30J10M, HECMOTPS
HAa BO3HHUKHOBEHHE (DOTOTOKCHYECKHX TMOPAKEHUN KOXKHU, TMALUEHT JIOJDKEH PEryJsIpHO
IPOXOJAUTh JepMaToIOrHuyeckoe O0OCIeOBaHHE C 1EJIbI0 PAHHErO BBIABIECHUS U JICUEHUS
IpelpaKoBbIX 3a001eBaHMi KOXU. Eciu y manueHTa pa3BuBarOTCs MOPAKEHUS KOXKH, CBA3aHHbIE
C MpenpaKkoBbIMU 3a00JEBAHUSAMHU KOXH, IUIOCKOKIETOYHBIM PAaKOM KOXH WJIM MEJIaHOMOH, TO
CJIEIyeT PACCMOTPETh BOIIPOC O MIPEKPALEHUH T€PAIMM BOPUKOHA30JIOM.

Hequ)eKLH/lOHHbZIZ nepuocmunmi.

NmeroTcst cooOtieHust 0 ciydyasx pa3BUTHSI MEPUOCTUTA Yy MAI[UEHTOB IMOCJE TPAHCIUIAHTAIIHH,
MOJyYalOlUX JUIMTEIBbHYI0 TEpanui0 BOPUKOHA30J0M. Tepamuio BOPHUKOHA30JIOM CIEAYET
OTMEHUTh B CIy4yae, €ClIM Yy TalleHTa HMeeTcs O0lb B KOCTSIX M Ha PEHTTeHOTpamMme
OTMEYAIOTCS UBMEHEHUS, XapaKTEPHBIE JJIs IEPUOCTUTA.

Ipumenenue y oemeii.

Bopukonazon mokazaH il TpUMEHEHHsI y JeTel B Bo3pacte oT 3 Jyer (I JaHHOH
JIEKapCTBEHHOH (DOPMBI) U cTapIe MPU MOCTOSHHOM KOHTpoJie GYHKIUH MeUeHu. Y JeTeil yarie
OTMEUAETCsI TMOBBIIIEHNE aKTUBHOCTH (DEPMEHTOB TMEYeHU. BUOAOCTYMHOCTh BOPUKOHA30IIA TIPU

IpreMe BHYTpPb Y JI€Tei B Bo3pacTe oT 3 (11715 JAaHHOM JIeKapCTBEHHOM (opMbl) A0 12 €T MOXKET
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CIIy4asiXx MOKa3aHO BHYTPUBEHHOE BBEJICHUE BOPUKOHA30JIA.

YactoTa (HhOTOTOKCHYECKHX peakiuid y neTeil Bbime. B cBs3u ¢ TeM, 9TO (OTOTOKCHUECKUE
MOpaXeHUs] MOTYT TMepepokaarbcsi B IulockokieTouHyro kapuuHomy (ITIKK), y ngereit
HEO0OXOJUMO IMPUMEHATh CTPOTHE MEPHI MO 3aNIUTE KOXKH OT YIbTPa(HOIETOBOTO M3IIy4YEHUS.
Jetsim ¢ mpu3HakaMu OTOCTAPEHUS KOXKH, HAIIPUMEP JICHTUTO WIIM BECHYIIKH, PEKOMEHYeTCs
u30eraTh COJIHIA U 00CIIEOBATHCS y IEPMATOJIOra JaXKe MOCIIe MPEKPALCHHS JICUCHHS.

Haprxomuueckue ananveemuxu Kopomkoz2o Oevicmeus (cyocmpamol uzopepmenma CYP3A4).

[Tockonbky mepuo]l MOJTYBbIBEACHHS ajideHTaHWIa MPU €ro OJHOBPEMEHHOM MPUMEHEHHH C
BOPUKOHA30JIOM yBeJIMYMBaeTcs B 4 pa3a, HEOOXOQUM TIIATEIbHBIA MOHHTOPHHT
HE)KEJIATENIbHBIX SIBJICHUM, CBA3aHHBIX ¢ IPUMEHEHUEM HAPKOTUYECKUX aHAIBI€THUKOB, BKJIIOYAs
0oJee MPOIOIKUTENbHBI MOHUTOPUHT (DYHKITUU JIbIXaHUS.

Hapxomuueckue ananveemuku OaumenvbHo2o oeucmeus (cybcmpamol uzopepmenma CYP3A4).

CJIGZ[YGT npeaAyCMOTPETb BO3SMOKXHOCTE CHHIKCHUA J03bl OKCUKOJOHA U APYTUX HAPKOTHYCCKUX
AQHAIBTETUKOB IPOJIOJDKUTEIIBHOTO JICUCTBUS, KOTOPBIE METa0OIU3HPYIOTCS H30(hepMeHTOM
CYP3A4 (ruznpokosoH) mpu OAHOBPEMEHHOM INPUMEHEHUHM € BOpHKOHa3ojoM. HeobOxoaumo
IPOBOJUTH TUIATEIbHBI MOHUTOPUHI HEXEJIATENIbHbIX SBJICHUH, CBSI3aHHBIX C NPUMEHEHHEM
HAapKOTUYCCKUX AHAJIBI'CTUKOB (CM. pasaci ((B32H/IMOI[CI>10TBPI€ C OPYrumMu JICKApCTBCHHBIMU
CPEICTBAMUY).

Hnzubumopwvl muposunkunazol (cyocmpam uzodhepmenma CY3A4).

Oxwunaercs, 4YTo OJHOBPEMEHHOE MTPUMEHEHNE BOPUKOHA30JIa ¢ MHTMOUTOpaMH THPO3UHKHUHA3RHI,
meTtabomm3upyembivu  n3opepmeHToM CY3A4, NpUBOAUT K TOBBIIMICHUIO KOHIICHTPAIUN
WHTUOUTOpA TUPO3MHKHHA3KI B TIJIa3Me€ KPOBU U PUCKY MOOOYHBIX peakiuil. Eciu HEBO3MOXHO
nu30exarb OJIHOBPEMEHHOTO TPUMEHEHHS, PEKOMEHIYeTCS CHIKEHHE JI03bI WHTHOUTOpa
TUPO3UHKUHA3bl M TINATENbHBIN KIMHUYECKUH MOHUTOPHHT (CM. pasznen «B3aumoneiicTBue c
JIPYTUMU JIEKAPCTBEHHBIMU CPEJICTBAMMY).

Denumour (Mownbll UHOYKmop yumoxpoma Paso u cyocmpam uzopepmenma CYP2C9).

[Tpu oHOBpeMEHHOM MPUMEHEHUU (PEHUTOMHA U BOPUKOHA30J1a PEKOMEHYETCSl OCYIIECTBIISITh
MOCTOSTHHBIA KOHTPOJb KOHIIEHTpauuu ¢eHuronHa. Ilo Bo3MoxkHOCTH cremyeT wuzberarh
OJTHOBPEMEHHOTO TMPUMEHEHHS BOPHKOHA301a M (EHUTOMHA 33 MCKIIOYCHHEM TEeX CIyJaes,
KOrjJa OKHMJaemasl T0JIhb3a TPEBBINIAET BO3MOXKHBIM PHUCK (cM. pazgen «BzammonelicTBue ¢
JIPYTHUMH JIEKaPCTBEHHBIMHU CPEACTBAMM ).

Ddbasupens (nenykneo3uonsblil uneubumop obpamuol mpauckpunmasol, UHOVKIMOD YUIMOXPOMA

Paso uneubumop u cyocmpam usochepmenma CYP3A4).
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cienyer yBenuuuTh 10 400 mr 2 pasza B CyTkH, a J03a 3(aBupeH3a JOHKHA OBITH CHHUXKEHA JI0
300 mr kaxasle 24 u (cM. pasgen «BzaumopeicTBuEe C  IPYIMMM  JIEKAPCTBEHHBIMU
CpEICTBaAMM).

Tnasoezub (cyocmpam uzochepmenma CY3A4).

Oxwupmaercsi, 4TO OJHOBPEMEHHOEC MPHUMECHEHHE BOPHUKOHA30JIa TIOBBINIACT KOHIICHTPAIIHIO
rmaznernda B TUIa3Me KPOBH M TOBBIMIACT PHUCK yiuHEHHs wuHTepBaia QT (cM. pazgen
«B3anMopeiicTBHE ¢ JIPYTMMH JIGKAPCTBEHHBIMU CpEICTBaMK»). EciM HEBO3MOXHO H30€KaTh
OJIHOBPEMEHHOT'O IIPUMEHEHUS, PEKOMEHIYETCS 4acTO MPOBOAUTH MOHUTOPUHT DKT .
Pugadbymun.

OpnHOBpeMEHHOE TMPUMEHEHHE BOPHUKOHA307a W pudadyTHHA MPOTHUBOINOKA3aHO, TaK Kak
pudaldyTHH 3HAUYUTEILHO CHIKACT KOHIICHTPAIINIO BOPUKOHA30J1a B TUIa3Me KPOBH.

Pumonasup (mownvii_ undykmop yumoxpoma_Paso unecubumop u_cybcmpam_uzogdepmenma

CYP3A4).

[TpyMeHsITh OJHOBPEMEHHO BOPUKOHA30JI U PUTOHABUP B HU3KKX J03ax (100 mr 2 pas3a B CyTKH)

CJIEYET JIMILB B TOM CIIy4ae, €CJIM OXKUAacMmas 110J1b3a OT IIpUeMa BOPUKOHA3051a 3HAYUTEIIbHO
IPEBBIIAET PUCK OT UX COBMECTHOro NpuMeHeHus (cMm. pasznensl «lIpoTuBomokasanus» u
«B3aumMopelicTBUE ¢ IPYTUMU JIEKAPCTBEHHBIMU CPEICTBAMUIY ).

Deeporumyc (cyocmpam uzoepmenma CYP3A44 u P-2nukonpomeuna).

OnHoBpeMEHHOE IPUMEHEHHE BOPHMKOHA30jJa M H3BEPOJIMMYCa HE PEKOMEHIYETCs, TaK Kak
0’KMJIaeTCs, YTO BOPUKOHA30JI 3HAYUTEJIBHO IOBBIIIAET KOHUEHTPALMIO dBEPOIMMYCA B IUIa3Me
kpoBU. Ha naHHBI MOMEHT HE MMeeTcs AOCTATOYHOW MHGPOpMaluu JUisi PEKOMEHJAIUHU I10
KOPPEKLNU PeXUMa T03UPOBAHUS.

Memaodoun (cybcmpam uzopepmenma CYP3A4).

[ToBbIIEHNE KOHLIEHTPALUK META0HA B IJIa3M€ KPOBU IPUBOJUT K MPOSBIECHUIO TOKCHUECKHUX
a¢¢ekroB, Bkatouyas yuHeHue wuHTepBana QT. Ilpm ogHOBpeMEHHOM NpUMEHEHUU
BOPUMKOHA30Ja M METaJOHAa HEOOXOAMMO BHUMATEIbHO CIEAUTH 33  IPOSIBICHUEM
HE)KEeNNaTeNbHBIX U TOKCHYeCKUX 3(dekToB. Ilpn HE0OX0MMMOCTH /1032 METaZioHa MOXET ObITh
CHIDKeHa (cM. paszen «B3aumoaeicTBre ¢ JpyruMu JIEKapCTBEHHBIMU CPEICTBAMM ).

Dayronaszon (unzubumop uzodepmenmos CYP2C9, CYP2C19 u CYP3F4).

OnHOBpeMEHHOE NPHUMEHEHHE BOPUKOHA30Jda M (UIYKOHA30Ja BHYTPb y  370POBBIX
JNOOpPOBOJIBIIEB NPUBOAUT K 3HAUUTENbHOMY MOBBIIIEHHI0O Cmax ¥ AUCt BOpHKOHa307a.
[Toaxoaamuii pexxuM KOPPEeKIMH 03Bl W/WIM 4acTOThl MPHEMa BOPUKOHA30J7a U (IyKoHa3ola

HE YyCTaHOBJEeH. B Tom ciywae, eciii BOPHUKOHA30JI MpUMEHseTcss mocie (aykoHas3ona,
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IMpUEMOM BOPHUKOHA30J1a.

Biansinde Ha CHOCOOHOCTH YNPABJSATHL TPAHCHOPTHBIMH CPEACTBAMH, MeXaHH3MaMH
BopukoHa3071 MOKET BbI3BaTh MNPEXOSIIME W OOpaTHMbIC HApYyIICHHWS 3pPCHHUS, BKIIOYAs
BO3HUKHOBCHHUE «IICJICHBI» MEpea Tia3aMu, HapyUICHHE/YCUICHHE 3PUTEILHOTO BOCIPUSTHUS
u/umu Gporododuto. [Ipy HATMYUU TAKUX CHMIITOMOB TAIIMEHTHI JOJKHBI M30€TraTh BBHITIOTHEHUS
MOTEHIMAJIHLHO ONACHBIX JCHCTBUH, B YaCTHOCTH YIPABIICHHUS aBTOMOOMIIEM HMJIH MCIIOJIB30BAHUS
CJIO)KHOM TeXHUKH. [Ipu mpremMe BOPUKOHA30J1a MAIIMEHTHI HE JIOJDKHBI BOJUTH aBTOMOOMIIB TI0

HOYaM.

®opMa BBIIIYCKA

TabyeTku, MOKPBITHIE TICHOYHON 0060soukoi mo 50 mr u 200 mr. Ilo 1, 2, 4, 5, 7 wim 10
tadsetok B Onucrep u3 An/IIBAX wunu 6mucrep uz An/Amn. Ilo 1, 2, 5 wim 10 6mmcrepoB [Ne 1
(1x1); Ne 2 (1x2); Ne 4 (1x4; 2x2), Ne 5 (1x5); Ne 7 (1x7); Ne 10 (1x10; 2x5); Ne 14 (2x7); Ne 40
(10x4); Ne 50 (5x10; 10x5); Ne 70 (7x10; 10x7); Ne 100 (10x10)] ¢ wuHCTpyKIHEed 10
NPUMEHEHHIO B TIAUKY KApTOHHYIO.

s craunonapos: Ilo 100, 500 nau 1000 tabnerok B maker us [I1BX, naker ¢ nuHcTpykuuen no

IPUMEHEHHUIO B 0aHKY U3 MOJIMATUIIEHA BBICOKOW IIJIOTHOCTH.

YciaoBus XxpaHeHus

Xpanuts 1pu remmneparype He Boie 25 °C. XpaHUTb B HETOCTYITHOM JUIsl IETeH MecTe.

Cpoxk rognocTun

3 roga. He MNPUMCHATH IO UCTCUCHUHN CPpOKA T'OAHOCTH.

YcaoBust ornycka

OTIycKarT MO peuenty.

IIpousBoaurenn

«Xaimrnanc Jlabopatopus I1BT. JITH.»

E-11, 12 & 13, Caiit-b, UPSIDC, Cypaxnyp, ['peitirep Houna-201306, (U.P.), Unaus.
Tenedon: +91 (120) 25 69 742; daxkc: +91 (120) 25 69 743; E-mail: info@higlance.com; Caiir:

www.higlance.com
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Opranusanusi, NPUHUMAIOLIAS IPEeTEeH3UU OT NoTpeduTe el
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oM. 111, xomH. 1, Tenedon/dakc: (495) 940-33-13, E-mail: rus@higlance.ru;

Caiit: www.higlance.ru
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