BopukoHa3on-Akpu
dapmakosorndyeckas 6asa gaHHbix (http://drugs.thead.ru)

BopukoHa3on-Akpu

NMone3sHble CCbIJIKU:

LleHa B AiHpnekce [op3gpaB Cronunyku Anpenb
[ocpeecTp Bukunepwus
PJIC VIDAL Mail.Ru Drugs.com?*"

dopmMa BbiNnycKa:
PopmMa BbiycKa, onucaHne U cocras

Ta6ne'rKu, NOKpPbITbIE naeHo4YHou obosoykom benoro nnu noytu Genoro LBeTa, NpogoJiroeaTtble, ABOAKOBbLIMNYKJIblE; Ha
rnonepeyHoM paspese sapo Tabnetkn 6esoro uav noyTm 6es0ro LBeTa.

1 Tab.

BOpPMKOHa30 200 Mr

BcrniomoraTesibHble BellecTBa: 1akTO3bl MOHOrMapaT - 288 Mr, Kpaxman rnpexenaTUHU3NPOBaHHbIA - 60 Mr, KpockapMesio3a
HaTpus - 39 Mr, noBuaoH K25 - 10 Mr, MarHma cteapaT - 3 Mr.

CocTaB nieHo4Hou obos1o4km: onaapan Il 85F18422 (6enbinn) - 24 Mr (MOAMBUHWAOBLIA CNUPT - 9.6 Mr, TTaHa ANOKCUA
(E171) - 6 mr, makporon 3350 - 4.84 mr, Tanbk - 3.56 Mr.

14 wT. - 6ancTepbl 13 naeHkn MNBX (1) - Na4Yky KapTOHHbIE.

da pMaKoJiornieckKkue CBOMCTBA:
®apmaKogMHaMHKa

MpoTuBorpubkoBoe cpeaCcTBO, NMPON3BOAHOE TPUasosa. MexaHU3M AeNCTBUA CBA3aH C UHIMOMPOBaHNEM AeMeTUINPOBaHNS
l4a-cTepona, onocpefoBaHHOro rpubKoBbIM LIMTOXPOMOM P450, 3Ta peakumnsa SBASETCS KJOYEBbIM 3TanoM buocmHTesa
aprocTeposia.

In vitro BopnkoHa3o0n obnafaeT WMPOKNUM CNEKTPOM NPOTUBOrPUOKOBOro AeNCTBUSA, akTuBeH B oTHoweHun Candida spp.
(Bktovasa wtammbl Candida krusei, ycTondmnsblie K hiyKoHa30y, 1 pe3ncTeHTHble wTamMmbl Candida glabrata n Candida
albicans) n obnapaet yHrMumMaHbIM 3hHEKTOM B OTHOLLEHMN BCEX U3YYeHHbIX WTaMMoB Aspergillus spp., a Takxe
naToreHHbIX rpMboOB, CTaBLUMX aKTyasbHbIMU B MNocnefHee BpeMs, BKJo4asa Scedosporium mnm Fusarium, KoTopble B
OrpaHWYeHHON CTerneHn YyBCTBUTESbHbI K MPOTUBOrpMOKOBbLIM CPeACTBaM.

KnnHnyeckas acpheKTMBHOCTbL BOpMKOHa301a bbila MpoAeMOHCTPMpPOBaHa Npu NHMEKLNSX, Bbi3BaHHbIX Aspergillus spp.
(Bkovasa Aspergillus flavus, Aspergillus fumigatus, Aspergillus terreus, Aspergillus niger, Aspergillus nidulans), Candida spp.
(Bkntoyas wtammbl Candida albicans, Candida dubliniensis, Candida glabrata, Candida inconspicua, Candida krusei, Candida
parapsilosis, Candida tropicalis u Candida guillermondii), Scedosporium spp. (Bkato4aa Scedosporium apiospermum
/Pseudoallescheria boydii/, Scedosporium prolifecans) n Fusarium spp.

Opyrve rpnbkosbie MHMEKLNKN, MPY KOTOPbLIX HabNo4aNCa YHaCTUYHbBIA NN NOJHBIN NPOTUBOrPUOKOBLIN 3 MEKT, BKOYAIMN
oTAeNbHble C/lyYaun NHgeKumi, Bbi3BaHHbIX Alternaria spp., Blastomyces dermatitidis, Blastoschizomyces capitatus,
Cladosporium spp., Coccidoides immitis, Conidiobolus coronatus, Cryptococcus neoformans, Exserohilum rostratum, Exophiala
spinifera, Fonsecaea pedrosoi, Madurella mycetomatis, Paecilomyces lilacinus, Penicillium spp. (Bknto4dasa Penicillium
marneffei), Philaphora richardsiae, Scopulariopsis brevicaulis n Trychosporon spp. (Bkato4asa Trychosporon beigelii).
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In vitro npoaeMoHCTpUpoOBaHa akTMBHOCTb BOPMKOHA30/1a B OTHOLLEHUWN KJIMHUYECKNX WTaMmMoB Acremonium spp., Alternaria
spp., Bipolaris spp., Cladophialophora spp., Histoplasma capsulatum. PocT 601blUMHCTBa LUTaMMOB NOAABJIAJICSA NPU
KOHLUEeHTpaumax sopnkoHasona ot 0.05 go 2 mkr/min.

In vitro BbiiBIeHa akKTUBHOCTb BOPMKOHa30a B oTHoweHuu Curvularia spp. n Sporothrix spp., 04HaK0 KIMHUYECKOoe 3HaYeHne
€ee Hen3BecTHO.

dapMaKOKMHETUKa

DapMakoOKUHETNYECKME NapaMeTpbl BOPUKOHA30/1a XapaKTEPM3YIOTCA 3HAYNTENbHON MEXUHANBNAYANbHON
BapnabenbHOCTLIO.

DapMakoOKUHETNKa BOPUKOHA30J1a SIBAAETCS HEJIMHENHON 3a CHeT HackblweHns ero metabonmsma. Mpu NoBbILLEHUN [03bI
HabnonaeTcs HenponopunoHaibHoe (bonee BbipakeHHoe) yBennyeHne AUC. Yeenndernume o3bl ¢ 200 Mr 2 pasa/cyT fo 300
MI 2 pa3a/cyT npuBoanT K yBenunyeHuto AUC B cpegHeM B 2.5 pa3a. lpu B/B BBEAEHUU WU NpUeMe BHYTPb YAAPHbIX 403
KOHLEHTpaLMn B naasme nNpubnmxatoTCs K paBHOBECHLIM B Te4yeHue rnepsbix 24 4. MNpu KpaTHOCTY NPUMEHEHNS 2 pa3a/cyT B
cpefHux (He B yAapHbIX) A03aX NPOUCXOANT KYMYNALNSA akTUBHOIO BelwecTBa, a Cg AocTMranTca B 60/bLUNHCTBE C/lyyHaeB K
6 AHo.

BoprkoHa30 6bICTPO 1 NpPaKTUYeCKN NOMHOCTbIO BCacblBAeTCA Nocse npuema BHyTpb; Cpay B M1a3Me KPOBM AOCTUraeTca
Yyepes 1-2 4y nocne npmveMa. bUoAOCTYNHOCTb BOPMKOHA301a NpU nNpreMe BHyTPb cocTaBaseT 96%, npy NMOBTOPHOM npueme ¢
nuwen ¢ 6onbinM copepxaHnem XnUpoB Cpa 1 AUC cHXaloTCcA Ha 34% n 24% COOTBETCTBEHHO. BcacbiBaHne
BOPMKOHa30/1a He 3aBUCKT OT pH >Xeny[L04HOro coka.

PacyeTHbIN V4 BOPMKOHa30/1a B paBHOBECHOM COCTOSIHUM coCcTaBnsAeT 4.6 1/Kr, 4TO yKa3blBaeT Ha aKTUBHOE pacrnpeneneHne
BOPWKOHa301a B TKaHW. CBsA3bIBaHUE ¢ 6enkamm nnasmel coctasnseT 58%.

BoprKoHa30/1 NpoHUKaeT Yyepe3 36 1 onpeaenseTcs B CMMHHOMO3IOBOM XXUKOCTMW.

Mo faHHBLIM nccnenoBaHWi in vitro ycTaHOB/IEHO, YTO BOPUKOHa30/1 MeTaboansnpyeTcs Npyn y4acTUN NeYeHOYHbIX
n3ogepmeHToB CYP2C19, CYP2C9, CYP3A4, npu 3Tom CYP2C19 nrpaeT Ba)kHY posib B MeTabonnsme BopukoHasona. 3ToT
hbepMeHT NpoaBASET BblpaXKeHHbIA FeHeTUYEeCKUN NOIMMOPKN3M, B CBA3U C YEM CHUIXKEHHbIN MeTabos1M3M BOPMKOHa301a
BO3MOXeH y 15-20% nauMeHTOB a3naTCKoro NponcxoXxaeHus ny 3-5% esponenues n 4epHokoxunx. iccnepoBaHusa y
npefncTaBUTESIEN eBPONEONAHON packl U AMOHLIEB NMOKasaan, 4TO Y NaLMEeHTOB C NMOHUXKEHHbIM MeTabonmsmom AUC
BOPMKOHa30/1a B cCpefHeM B 4 pasa Bbllle, YeM Y FOMO3UIOTHbIX MALNEHTOB C BbICOKMM MeTabonm3MoM. Y reTepo3nroTHbIX
naumMeHTOB C akTMBHbIM MeTabonmamom AUC BOpMKOHa30/1a B CpefHeM B 2 pa3a Bbille, YeM Y FOMO3MIOTHbIX.

OCHOBHbIM MeTabo/IMTOM BOpPUKOHa3oa aBseTcs N-okcnp (72% cpeamn UMpKyAnpyowWwmx B nia3me meTabosmToB, MeYeHHbIX
pafnNoaKTUBHOM MeTKoW). OTOT MeTabonnT obnagaeT MUHMMabLHOM NPOTUBOrPUOKOBOM aKTUBHOCTBIO.

B HEM3MeHeHHOM BUaEe C MOYOM BbIBOAUTCSA MeHee 2%.

Mocne NOBTOPHOro NpreMa BHYTPb UK B/B BBeLleHMsi B MoYe obHapyxusaeTcs npumepHo 83% 1 80% [03bl (Me4eHHoN
pPaaVo0aKTUBHOM METKOW) COOTBETCTBEHHO. bonblias 4acTb (>94%) obuieln [03bl BLIBOAUTCS B Te4YeHMe nepsbix 96 4 nocne
npuemMa BHyTpb 1 B/B BBELEHUS.

T/, BOPMKOHa30J1a B TEPMUHaNbHOW (ha3e 3aBUCUT OT A03bl M COCTaBASET NPUMEPHO 6 4 Npu Npreme npenapaTa BHYTPb B
no3e 200 Mr. B cBA3U C HEIMHENHOCTbIO (hapMaKOKMHETUKN BenYmMHa Ty, He M03BOJSIAET NpeAckasaTbh KyMyasaUnio v
BblBEZlEeHVEe BOPMKOHA30/1a.

DapMaKOKNHETUKA B 0CObbIX KIMHNYECKNX ciydasnx

Mpw noBTOpHOM Npreme BHYTPb Cax U AUC y 380p0OBbIX MOMOAbLIX XXEHLWNH 6b1sin Ha 83% 1 113% COOTBETCTBEHHO BbILLE,
4YeM y 340POBbIX MONOAbIX MY»X4UMH (18-45 neT). 3Ha4ynMbIx pa3anymnin Cpa, 1 AUC y 340pOBbIX MOXKUIIBIX MY>XUYUH 1 30,0POBbIX
MOXXUJIbIX XXEHLIWH (= 65 neT) HeT.

Mpw noBTopHOM Npreme npenapaTta BHYTPb Chax U AUC y 340pOBbIX MOXUAbLIX MY>XUUH (= 65 neT) Ha 61% n 86%
COOTBETCTBEHHO BblIlUe, YeM Y 340POBbIX MOJOAbIX MYy>XX4UH (18-45 neT).

CpegHune Cg B NNa3Me y geten, Nony4vaoLwmx BOPMKOHa301 B o3e 4 Mr/Kr Ka)kable 12 4, COnocTaBnMbl C TaKOBbIMU Y
B3POC/IbIX, MONYYaOLWMX BOPMKOHA30 B Ao03e 3 MI/KIr Kaxkable 12 4. CpeiHAA KOHUEeHTpaunsa 6bina 1186 Hr/Mn y geten n
1155 Hr/mn y B3poCabIX. B cBA3M € 3TUM pekoMeHAyeMas nogaep>XuBatoLwas nosa y geten B Bo3pacte oT 2 o 12 net
cocTaBnseT 4 Mr/Kr Kakgble 12 4.

[Mpv ogHOKpaTHOM nMpueme npenapaTa BHYTpb B go3e 200 Mr y naunMeHToB C HOPMasbHOM PYHKLMEN NoYeK N NauneHToB oT
nerkux (KK 41-60 ma/MuH) po Tsxenbix (KK meHee 20 MA/MUH) HapyLeHU QYHKLNM NoYeK hapMakKOKMHETNKa
BOPMKOHa30J1a CyLEeCTBEHHO He 3aBUCUT OT CTeneHn HapyLleHnin. CBA3biBaHME ¢ 6enkamMun naasmbl CXOLHO Yy 6OMbHbIX C
pa3IMYHON CTeMNeHblo NoYe4YHON HeJOCTaTOYHOCTU.

Mocne ogHOKpaTHOro Nprema BHyTpb B A03e 200 mr AUC BOpUKOHa30J1a y NALNEHTOB C JIEFKOW NI YMEPEHHO Bblipa>keHHOon
CTeneHbio TSHXKeCTu umppo3sa nedeHn (knaccol A n B no wkane Yannpg-Meto) Ha 233% Bbiwe, 4eM y NaymMeHToB C HOpMasibHON
hbyHKUMen neveHn. HapylweHne hyHKLMN NMeYeHN He BANSAET Ha CBA3biBaHME BOPMKOHa30/1a ¢ 6enkaMmm nnasmsl.
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Mpu noBTopHOM nNpueme BHYTpb AUC BOpMKOHa30/1a conocTaBnma Yy 60JIbHbIX C YMEPEHHO BbIPaXXE€HHbIM LIMPPO30M NevyeHn
(knacc B no wkane Yanng-MNeto), nonyyvaswnx nogaepxusamwyto o3y 100 mr 2 pasa/cyT, N y NnaunMeHTOB C HOPMaJibHOWN
(YHKLMEN nevyeHn, Nosay4aBLUnNX BOPUKOHa30a B go3e 200 mr 2 pasa/cyT.

Moka3zaHuA K NPUMEeHeHMIo0:

NHBa3mnBHbLIN acnepruanes; Taxesnble MHBa3nBHble PhopMbl KAHANAO3HbLIX MHMeKUMn (BkaoYaa Candida krusei); kaHanpo3
nveBoaa; Taxenble rpnbkoBbie MHMEKLUM, Bbl3BaHHbIe Scedosporium spp. 1 Fusarium spp.; Tsxesnble rpubkoBble
WHMEKLNN NMPY HENEePEHOCUMOCTU UaN pedpakTEePHOCTN K APYTUM IeKapCTBEHHbIM CpeacTBaM; NPoduaaKkTka NpopbIBHbIX
rpMbKOBbIX MHEKLNN Y MaLMEHTOB C IMXOPaAKON N3 rpyrnn BbICOKOrO pucka (peumnmeHTbl aJlJlIoreHHOro KOCTHOro Mo3ra,
60/1bHbIE C PELVANBOM J1eiKo3a).

OTHOCMUTCA K bonesHamMm:

e NHdhekunmn

e Jlenko3
e Jluxopagka

MpoTuBOoNnoKasaHuA:

OOHOBPEMEHHBIN NPUEM NEKApPCTBEHHLIX CpencTB - cybcTpaToB CYP3A4 - TepdeHaanHa, acTeMnsona, umsanpuaa,
niumo3naa N XMHNANHA; OAHOBPEMEHHbIN NMpYeM CUPOJSINMYCA; OQHOBPEMEHHbIN Npuem pudamnuumnHa, kapbamasenuHa n
ONINTeNbHO AeNCcTBYOWNX 6apbuTypaToB; 0O4AHOBPEMEHHbIN NPUEM PUTOHABUPaA; OAHOBPEMEHHLIN NpueM 3aBUpPeHsa;
O[HOBPEMEHHbI MPUEM aJIKaloNL0B CNOPbIHbU (3proTaMuHa, AUrNAPO3ProTaMnHa); NOBbILLEHHASA YYBCTBUTEJIbHOCTb K
BOPUKOHA30Jy.

Cnocob npuMeéeHeHuAa M 0o3bl:
MPUMEHSIOT BHYTPb MW NapeHTepansHo B BUAE UHPY3UN.

[Jo3y yCcTaHaBAMBAOT UHOMBUAYAJIbHO, B 3aBUCUMOCTU OT rnokasaHum, BO3pacTa U MacCChbl TeNna NauneHTa, CXeMbl Jie4yeHun4.

NMobouyHoe peucTeue:

Co CTOPOHbI OpraHn3Ma B LI€JIOM: O4eHb 4acCTo - INXopaliKa, Nepudepundeckne oTekn; 4acTo - 03HoObI, acTeHus, 60/b B
rpyau, peakunm u BocrnaseHne B MecTe MHBbEKLUKW, FpUNnonoao6HbIN CUHAPOM.

Co CTOPOHbI CEPAEYHO-COCYANCTON CUCTEMbI: 4aCTO - CHMXKeHue All, TpombodnebuT, hnebut; penko - npeacepaHole
apuTMuun, bpafukapans, TaxMKapans, Xenyn04KoBble apuTMUN; O4eHb PEAKO - Ha[Kesly[l04KOoBas Taxukapams, nonHas AV-
6nokaga, 6n1okaga HOXKM NyyKka MNnca, y3noBble apuTMUN, XXeJTyA04KOBaa Taxnukapama (BKaYas TpeneTaHne xeyao4Kos),
yonnHeHne nHtepsana QT, hubpunnaunsa xxenyno4Kos.

Co CTOPOHbI NuLLeBapUTE/IbHON CUCTEMbI: 04EHb HYacTo - TOLWHOTa, pBOTa, Anapes, 6011 B XX1BOTE; 4YacTo - NOBbILUEHNE
akTuBHOCTM AJIT, ACT, WO, NAr, I'TT n ypoBHs bunmpybrHa B naa3mMme KPoBUW, XXeNTyXa, XenanT, XonecTas; peako -
XONEeUuUncTnT, XoNennTmnas, 3anop, AyoAeHUT, AUCTMENCUs, yBeJIMYeHNE NeYeHn, TMHIrMBUT, FM0CCUT, renaTuT, ne4yeHo4yHas
HeLOoCTaTOYHOCTb, MAHKpeaTUT, OTeK A3blka, MEPUTOHUT; O4EeHb PeAKO - NCeBAOMEMOPaHO3HbIN KOANT, NeYeHo4YHasa KoMa. Y
MauneHTOB C Cepbe3HbIMN OCHOBHbIMUM 3abosieBaHNAMN (3/10Ka4YeCcTBEHHbIE reMaTonornyeckme 3abonesaHuns) Ha oHe
NMPUMEHEeHNs BOPMKOHa30/1a pefKo OTMeYannchb Crlydan TSXKe0M renaToTOKCUYHOCTU (CyYam XenTyxu, renatuTa,
renaToLuesIIoNAPHON HeAO0CTaTOYHOCTU, MPUBOASALLEN K CMepTK).

CO CTOPOHbI 3HAOKPUHHOV CUCTEMBbI: PEAKO - HEAO0CTAaTOYHOCTb KOPbl HAAMOYEYHNKOB; O4E€Hb PEAKO - TMMepTUPEos,
rMnoTuUpeos.

Anneprudeckme peakunu: pefKo - TOKCUMYeCKN anmaepMalibHbll HEKpoan3, cuHapom CTnBeHca-[>KOHCOHa, KpanuBHNLA;
04Y€eHb PellKo - aHFMOHEBPOTUNYECKNIA 0TEK, MHOFrOOpMHas apuTeMa. Mpu B/B NHPY3MM oNrcaHbl aHaduIaKTouaHble
peaKkuunn, BkaHatouwine Nnpmnanebl, TnXxopagky, NOTINBOCTb, TaxXnkKapauko, HyBCTBO CTeECHEHNA B rpyan, OAbILLKY,
06MOpPOYHbIE COCTOSAHUS, 3y, ChiMb.

Co CTOPOHbLI CUCTEMbI KPOBETBOPEHUS: HaCTo - TpOM6OLlI/ITOI'IeHVIF|, aHeMusa (B T.u. MaKpouunTapHaa, MUKpoOUUNTapHada,
HOpMOUWUTapHasd, MerasiobnacTtHas, annacTuyeckas), IeNKoneHns, NaHUUToNneHus; penko - nuMmdageHonaTums,
arpaHysoumnTos, 303VIHOCpI/U'II/1ﬂ, CMHOPOM ANCCEMUHUNPOBAHHOIO BHYTPUCOCYAUCTOro CBepPTbiBaHNA, YrHETEHNE
KOCTHOMO3rOBOIr0O KPOBETBOPEHUS; O4eHb PeaKo - JIMMMaHrnT.

Co CTOpPOHbI obmeHa BeLecTB: 4aCTo - FUNOKaNeMUS, FTMNOrINKeMIS; penko - rmnoxonecrepnHeMunsa.
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Co CTOPOHBbI KOCTHO-MbILLIEYHOV CUCTEMBI: HacTo - 60Nb B CMNHE; pPenkKo - apTpuT.

Co cTopoHbl LUHC v nepugepmnydeckori HePBHOV CUCTEMbI: O4EHb HYacTO - FOJI0BHas 60/b; YacCTo - FOSIOBOKPYXXEHME,
rajsaloumnHaLmm, CNyTaHHOCTb CO3HaHUS, [enpeccus, TPeeora, TPeEMOp, aXXUTauus, napectesnn; peako - aTakcus, oTek
roJIOBHOrO MO3ra, BHyTpU4epenHas runepTeH3ns, rmnocTesns, HUCTarM, roJloBoKpy>XeHue, 06MoOpoK; 04eHb peako -
cMHApoM MmiteHHa-bappe, OKYJIOMOTOPHBIN KpU3, 3CKTpanupamMuaHblil CUHAPOM.

Co CTOPOHbI AbIXaTe/bHOUW CUCTEMbI: HacCTO - PECMNPATOPHbIA ANCTPECC-CUHAPOM, OTEK JIerKnx, CUHYCUT.

JlepmaTonorndeckmne peakumm: 04eHb 4acTo - CbiMb; YacCTo - 3y[, MaKyJo-nanyne3Has Cbinb, hoToCceHCbnnnsaums,
anoneuus, SkCoNnaTUBHLIN epMaTUT, OTEK nuLa, Nyprnypa; peiko - ncopras; o4eHb Pelko - AUCKOUAHAsA KpacHas
BOJIYaHKa.

CO CTOPOHbI OPraHoOB YyBCTB: HaCTO - 3pUTEJIbHbIE HApYLUEHUS (BK/OYas HapyLUeHUe/yCuaeHmne 3puTebHOro BOCNpUaTuUs,
TyMaH nepej rjiasamu, n3MeHeHne LBETOBOI0 BOCNpUATUA, poTocobuns); penko - 6necapnT, HEBPUT 3pUTEILHOMO HEPBa,
OTEeK COCKa 3pUTEesIbHOr0 HEPBA, CKJIEPUT, HapyLUeHNe BKYCOBOIr0 BOCMPUSATUS, AUMJIONUS; O4eHb PEAKO - KPOBOU3NSHUE B
CeT4yaTKy, MOMYTHEHME POroBULLbl, aTPOPUS 3pPUTENBHOIO HEPBA.

Co CTOPOHbI MOYEBLIAENTEbHOM CUCTEMbI: HacCTO - MOBbILIEHNE YPOBHSA KpeaTMHMHA B CbIBOPOTKE KPOBM, OCTPast NoyeyHas
Hen0CTaTOYHOCTb, FEMATYpPUSsi; PEAKO - MOBbILEHNE OCTAaTOYHOr0 a30Ta MOYEBUHbI, anbbyMUHYpUsl, HEPUT; OYEHb PeaKOo -
HEeKpPO3 NMoYeYHbIX KaHalbLEeB.

NMpuMmeHeHue Npu 6epeMeHHOCTU U KOPMJIEHUM TPy A blo:

ALleKBATHbIX U CTPOro KOHTPOJIMPYEMbIX MCC/IeloBaHMiA Mo 6€30MacHOCT NPUMEHEHNSI BOPUKOHa301a nNpy 6epeMeHHOCTH He
NpoBOAMIIOCh. B 3KCnepuMeHTaIbHbIX MCC/IEOBAHNAX Ha XUBOTHbIX YCTaHOBJIEHO, YTO BOPUKOHA30J1 B BBICOKMX [03ax
OKa3blBaeT TOKCUYeCKoe LeCTBME Ha PenpoiyKTUBHYIO (DYHKLMIO. BO3MOXHBIN PUCK O/ YeNOBEKa He N3BECTEH.

BbiBegeHne BOpUKOHa30a C rpygHbIM MOJIOKOM HE N3y4anoch.

BopukoHa30 He cnefyeT NpUMeHsATb Npu 6epeMEHHOCTVI n B nepuopa Naktauummn, 3a NCKAKKYeHNEM TeX cnyyaeB, Koraa
oXXunaaemasd nosib3da O214 MaTepu npesblilLaeT noTeHuMa bHbIN PUCK ona nnoga nan rpyaHoro pe6eHKa.

B nepuon nevyeHus }eHLWmnHbl PenpogyKTUBHOIO BO3pacTa A0JIXKHbI M0JIb30BaTbCA HAAEXKHbIMU MeTo4aMN KOHTpauenuumu.

B3auMopencTBMe C APYrMMM JieKapCTBEHHbIMM CpeaCcTBaMum:

BopukoHason metabonmsnpyetca npu y4actum nsodepmentos CYP2C19, CYP2C9 n CYP3A4. NHrnbnTopbl A NHAYKTOPSI
3TNX N30(hepMeHTOB MOryT Bbi3BaTb, COOTBETCTBEHHO, MOBbILIEHWNE NI CHUXKEHNE KOHLEHTPpaumin BOPUKOHa301a B njasme.

Mpv oAHOBpPEMEHHOM NPUMEHEHUN C pudamMnuumnHoM (MHAYKTop n3odepmenToB CYP) B go3e 600 mMr/cyT Cnay 1 AUC
BOPMKOHa30J1a CHMXaloTCA Ha 93% 1 96% COOTBETCTBEHHO (KOMBUHaLMA NPOTMBOMNOKa3aHa).

Mpv oAHOBpPEMEHHOM NPMMEHEHUN C BOPUKOHA30J10M, pUTOHaBuUp (MHAYKTOp n3ogepmeHToB CYP, nHrubutop n cybctpat
CYP3A4) B no3e 400 Mr kaxxable 12 4 cHM>Xan C,5x B paBHOBECHOM cocTosiHUM 1 AUC BopmKoHa3os1a, MPUHMMAEMOro BHYTPb,
B cpefHeM Ha 66% 1 82% cooTBEeTCTBEHHO. ddeKT 6onee HN3KUX 403 PUTOHABMPA Ha KOHLLEHTPAL N BOPMKOHa30/1a Noka
He n3BecTeH. YCTaHOBJIEHO, YTO MOBTOPHOE NPUMEHEHNE BOPUKOHA30J1a BHYTPb HE OKa3biBaeT Bblpa>XeHHOro ayekTa Ha
Cmax B paBHOBeCHOM cocTossHUM n AUC puTOHaBuMpa, TakXxe NPMHUMaeMoro noBTOPHO (0AHOBPEMEHHOE NPUMeEHeHne
BOPMKOHAa30/a 1 puToHaBupa B Ao3e 400 Mr Kakable 12 4 NpOTMBOMOKa3aHo).

Mpu COBMECTHOM MPUMEHEHUN C MOLLHBLIMU UHAYKTOpaMn nsopepmeHto CYP kapbamasenuHoM nam onNnTesnbHO
nencrteyrowmmm bapbutypatamn (peHobapbuTtanomMm) BO3MOXKHO 3HaYMTeNIbHOEe CHMXKeHne Cp,,, BOPMKOHa301a B njasme,
XOTS X B3aMMOLENCTBME HE N3y4asiocb. Takasa KOMBUHaLMA NPOTUBOMNOKa3aHa.

Mpn COBMECTHOM NPUMEHEHUN C LUMETUANHOM (Hecneundunyecknin NHrnbutop nsothepmeHToB nsopepmeHtoB CYP) B fo3e
400 mr 2 pa3a/cyT Chax ¥ AUC BOoprKoHa301a NoBbIWatoTcA Ha 18% 1 23% COOTBETCTBEHHO (KOPPEKLWK A03bl BOPUKOHA30/1a
He TpebyeTcs).

BopukoHazon nHrnbumpyet aktusHocTb CYP2C19, CYP2C9, CYP3A4, N03TOMY BO3MO>XKHO MOBbILLEHNE KOHLLEHTpaLWUii B N1a3Me
NleKapCTBEHHbIX CPeACTB, KOTOpble MeTabonmsnpyroTca 3TUMM n3odpepmeHTamm.

Mpu ogHOBpEeMEHHOM NPYMEHEHMM BOPUKOHa30a C TepdeHaAnHOM, acTEMU30/10M, LM3anpuaom, NMMO3naoM U XMHUAUHOM
BO3MOXXHO 3HAYMTEJIbHOE MOBLILEHMNE UX KOHLEHTPaLMK B NaasMe, YTO MOXXET NMPUBECTU K YAJIMHEHWIO UHTepBasia QT u B
penkunx ciyyvasix K pasBuTUIO MepLUaHns/TpeneTaHns Xesyao4ykos (KOMBUHaLUs NPpOTUBOMOKa3aHa).

[Mpv COBMECTHOM NPUMEHEHUN BOPMKOHA30/1 NoBbiaeT Cyax M AUC cuponumyca (2 Mr ogHokpaTHO) Ha 556% 1 1014%
COOTBETCTBEHHO (KOMBMHaLMA NPOTMBOMNOKa3aHa).

CTpaHuua 4 n3 6



BopukoHa3on-Akpu
®dapmakonormnyeckas 6asa pgaHHbix (http://drugs.thead.ru)

|-|pVI oaAHOBpeEMEHHOM NpMMEeHEHN BOPUKOHA30J1 MOXKET Bbi3biBaTb MNOBbILLEHNE KOHUEHTPaU ankKaaonnos CriopbiHbU
(3pFOTaMI/IHa n LI,I/IFI/I,D,pO3prOTaMI/IHa) B NMNJiasMe " pa3Buntmne sprotmsmMa (Takas koMbMHauua ﬂpOTIABOI'IOKa3aHa).

Mpn cOBMECTHOM NPUMEHEHNN Y MaLMEeHTOB, NepeHeclInX TPaHCMNaHTALUIO MOYKN U HaXOOALWMXCA B CTabuabHOM
COCTOSIHMN, BOPUKOHa30 noBbiwaeT Chpax 1 AUC umkKnocnopviHa, no KpanHen mepe, Ha 13% n 70% COOTBETCTBEHHO, 4YTO
COMPOBOXKAAETCS MOBbILIEHNEM PUCKA Pa3BUTUSA HEPPOTOKCUYECKUX peaKuuni. MNpyu NnpuMeHeHU BOPNKOHa30/a y
rMauneHTOoB, NOAYYaloWNX LNKIOCNOPUH, PEKOMEHAYETCS YMEHbLUNTb 003y LIMKIOCNOPWHA B 2 pasa U KOHTPOJINpPOBaTb €ro
YPOBHU B nnia3me. Mocse oTMeHbl BOPMKOHa30/1a HeobXoaMMo KOHTPOIMPOBaTb YPOBHMU LMKIIOCMIOPUHA U Npun
HeobxoAMMOCTN YBENNYNTL ero 4o3y.

Mpn cOBMeCTHOM NpUMeHeHN BOPMKOHa30 nosbiwaeT Cy. U AUC Takponumyca (npuMmeHsemoro B gose 0.1 mr/kr
0OHOKpaTHO) Ha 117% n 221% COOTBETCTBEHHO, YTO MOXXET COMPOBOXKAATLCA HEPPOTOKCUYECKUMUN peaKuusamu. Mpu
NpYMeHeHUN BOPUKOHa30/1a y NauneHToB, NoayYatowmx TakpoamMyc, peKOMeHayeTCcs YMeHbLNTb 403y nociaeaHero Ao 1/3 n
KOHTPOJINPOBaTb €ro ypoBHM B nsa3Me. [1oc/ie 0TMeHbl BOPMKOHa30/1a HeobX0ANMO KOHTPOJIMPOBaTb KOHLEHTPaLMIO
TakpoaMmyca u npym HeobxoAMMOCTY yBEANYNTb ero A03Y.

OOHOBpEMEHHOE NpMMeHeHne BOpUKOHa3ona (B nose 300 mr 2 pasa/cyT) n BapdapuHa (30 mr 1 pas/cyT) conpoBoXXgaoch
yBeSIMYEHNEM MAKCUMaAJIbHOrO NPOTPOMOMHOBOIro BpeMeHn A0 93%. Mpun o4HOBPEMEHHOM Ha3HavYeHun BapgaprHa n
BOPMKOHA30J1a PEKOMEHAYETCSH KOHTPOMPOBaTL NPOTPOMOMHOBOE BpeEMS.

BoprkoHa30, npy COBMECTHOM MPUMEHEHNN MOXET Bbi3blBaTb MOBbILLIEHMNE KOHLIEHTpaLnn B Naa3me PeHNpPoKyMoHa,
aueHokyMapona (cybctpaTtel CYP2C9, CYP3A4) n npoTpoMOMHOBOro BpeMeHu. NMpu npuMeHeHn BOPUKOHa301a Y NaLneHToB,
nosy4valroLmx npenapaTtbl KyMapuHa, He06X0AUMO KOHTPOJINPOBaTb MPOTPOMOBUHOBOE BpeMS C KOPOTKUMM MHTEpPBaIaMu 1
COOTBETCTBYOLWMUM 06pa3om noabmpaTtb [03bl aHTUKOArysSHTOB.

Mpn cOBMECTHOM NPUMEHEHNN BOPUKOHA30J1 MOXKXET Bbi3blBaTb MOBbILLIEHNE KOHLEHTPaLUM NpoM3BO4HbIX
cyNboHMAMoYeBUHbI (cybcTpaTbl CYP2C9) - TonbyTamuaa, ramnmusnga v rnmbeHknamMmma B naasme v Bbi3BaTb
runoravkemumio. Npun o4HOBPEMEHHOM NX MPUMEHEHMN HeobX0AMMO TLaTelbHO KOHTPOIMPOBaTb YPOBHW M1IOKO3bl B KPOBW.

In vitro BopnkoHa3on nurnbupyet metabonmsm nosactatuHa (cybctpaTt CYP3A4). Mpn COBMECTHOM NPUMEHEHNN BO3MOXHO
MoBbILUEHNE KOHLEHTpaLuMn B Naa3me CTaTUHOB, MeTabonunsnpytowmxca nod gencrenem CYP3A4, 4To MOXKET YBENNYUTb
puck pa3suTtnsa pabagomMmuonunsa. NMpyu 04HOBPEMEHHOM UX MPUMEHEHUN PEKOMEHAYETCH OLEHUTh LienecoobpasHoCcTb
KOpPEeKLMN [03bl CTaTMHA.

In vitro BopnkoHa30n nHrnbupyet metabonmsm mmaasonama (cybctpat CYP3A4). Mpn COBMECTHOM NPUMEHEHUN BO3MOXXHO
MoBbILEHME KOHLUEHTpauMn B nnasme MmeTabonmsmpytownxca nog gencremem CYP3A4 6eH3onmasennHoB (Muaasonama,
Tprmasonama, aanpasonama) u pa3BuTue NpPooOHrMPoBaHHOro ceagaTnBHOro addekTa. MNpn o4HOBPEMEHHOM NPUMEHEHUN
3TUX NpenapaToB pekoMeHayeTcs 0bcyanTb LenecoobpasHOCTb KOppekLuun A03bl 6eH3oanasennHa.

Mpn coBMECTHOM NPUMEHEHN BOPMKOHA30/1 MOXXET MOBbLICMTb coAep)XaHune ankanomnos 6apeuHka (cybcTpaTtel CYP3A4) -
BUHKPUCTUHA, BUHONACTUHA B Naa3Me U NMPUBECTU K Pa3BUTUIO HEMPOTOKCUYECKUX peakunin. PekomeHayeTca obcyanTb
LienecoobpasHOCTb KOppeKUUN A03bl asikanonaos 6bapBrHKa.

BopukoHa3son nosbiwaeT Cax 1 AUC npegHusonoHa (cybctpat CYP3A4), npumeHseMoro B fose 60 Mr oAHOKpaTHO Ha 11% u
34% cooTBeTCTBEHHO. KoppeKuuns 003bl HE peKoMeHayeTCs.

Mpu 0AHOBPEMEHHOM MPUMEHEHUN C BOPUKOHa30J10M, 3chaBupeHs (cybctpaT CYP3A4, No faHHbIM psfia UCCIeioBaHuiA B
3aBMCUMOCTW OT A403bl - MHTMbUTOP Unn nHayktTop CYP3A4), npumeHsemsbin B go3e 400 mr 1 pa3/cyT B paBHOBECHOM
cocTosiHUN cHMxaeT Cp,,, 1 AUC BOprKOHa3ona B cpegHeM Ha 61% n 77% cooTBeTCTBEHHO. BOpUKOHa30/1 B paBHOBECHOM
cocTossHuM (400 Mr BHYTpb Ka)kable 12 4 B nepBbIN AeHb, 3aTeM 200 Mr BHYTpb KaxkAable 12 4 B Te4yeHue 8 gHel) nosbiwaeT
paBHOBECHY0 Cax M AUC 3chaBupeHsa B cpeHeM Ha 38% 1 44% COOTBETCTBEHHO (Takas KOMBUHaLMsA NPOTUBOMOKAa3aHa).

Mpw coBMecTHOM NpuMeHeHUn deHnTounH (cybctpaT CYP2C9 1 MOLLHBIN MHAYKTOP n30hepMeHTOoB LmToxpoma P450),
npuMmeHsembln B go3e 300 mr 1 pas/cyT, cHmxaeT Cya U AUC BOoprkKoOHa3sona Ha 49% n 69% cooTBETCTBEHHO; @ BOPMKOHAa30/1
(400 mr 2 pasa/cyT) nosblwaeT Cpayx M AUC heHnTOMHa Ha 67% 1 81% cooTBETCTBEHHO (MPU HEO6XOAMMOCTN COBMECTHOI0O
npUMeHeHns cneayeT TWaTeNbHO OLEeHUTb COOTHOLLEeHUe npeanosaraeMomn rnosb3bl U NOTEHLNaNIbHOMO pUCKa
KOMOBMHMPOBAHHONM Tepanuu, a TakXXe TWwaTeslbHO MOHUTOPUPOBAaTb YPOBHU (PeHNTOMHA B NJa3me).

Mpw coBMecTHOM npuMeHeHUn pndabyTnH (MHAYKTOP unToxpoma P450), npumeHsieMbit B o3e 300 mMr 1 pas/cyT cHUXaeT
Cmax 1 AUC BopukoHa3sona (200 mr 1 pa3s/cyT) Ha 69% 1 78% CoOTBETCTBEHHO. [1py COBMECTHOM NPUMEHEHNN C
pndabyTnHoMm C,, 1 AUC BopukoHasona (350 mMr 2 pasa/cyT) cocTaBnseT COOTBETCTBEHHO 96% 1 68% OT NokasaTenen npu
MOHOTepanuu BOpMKoHa3os0M (200 mr 2 pasa/cyT). Mpn npnmeHeHUn BOpnKoHa3sona B fo3se 400 mr 2 pa3a/cyT Cyax 1 AUC
COOTBETCTBEHHO Ha 104% u 87% Bbilwe, 4eM NpyY MOHOTEpanun BOPUKOHa3oaoM B fo3e 200 mr 2 pa3a/cyT. BopnkoHason B
no3e 400 mr 2 pasa/cyT nosbiwaeT Cpay M AUC pndabyTtnHa Ha 195% n 331% cooTBETCTBEHHO. [1pn 0A4HOBPEMEHHOM
neyveHnn pudabyTUHOM N BOPMKOHA30/I0M PEKOMEHAYETCS PErYAAPHO NPOBOAUTL Pa3BEPHYTLIN aHaNN3 KapTUHBbI
nepugepmnyeckon KpoBM N KOHTPOIMPOBATbL HexxenaTesbHble 3dekTol pudabyTrHa (Hanpumep, yBeuT).

Mpw coBMecTHOM NpuMeHeHUn B ao3e 40 mMr 1 pas/cyT omenpa3son (MHrubutop CYP2C19; cybecTpaT CYP2C19 n CYP3A4)
nosbiwaeT Cyax 1 AUC BoprkKOHasona Ha 15% n 41% cooTBETCTBEHHO, @ BOPUKOHa30 nosbiwaeT Cy, U AUC omenpasona Ha
116% n 280% COOTBETCTBEHHO (ClefoBaTeNbHO, KOPPEKL M A03bl BOPMKOHA30/1a He TpebyeTcs, a 403y oMenpasona
cnepyeT yMeHbLWNTb B 2 pa3a). CnefyeT y4eCTb BO3MOXHOCTb JIeKapCTBEHHOIO B3aUMOAENCTBNA BOPUKOHA301a C ApYruMun
nHrnbntopamu H*-K*-AT®d-a3bl, koTopble aenaoTca cybcTpaTtamn CYP2C19.

Mpu 0AHOBPEMEHHOM MPUMEHEHUN C APYrUMU MHrMbuTopamn npoTteasbl BUY (cybcTpaThl  nHrubutopsl CYP3A4) cnepyet
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TWaTeNlbHO KOHTPOJIMPOBaTb COCTOSHME MaLMeHTa C LieSibio BO3MOXXHbIX TOKCUYECKNX 3heKToB, T.K. MCCIefoBaHumA in vitro
rnokasasin, 4TO BOPMKOHA30/1 U MHrMbuTopsl npoTeassl BUY (cakBnHaBMp, aMnpeHaBmp, HenduHaBup) MoryT B3auMHO
MHrnbmpoBaTb MeTabonmsm apyr apyra.

Ocobble yka3zaHua U Mepbl NPefoCTOPOXKHOCTH:

C OCTOPOXXHOCTbIO MPUMEHATL Y MauUneHTOoB C TSXKENOoN Ne4YeHOYHOM HeJOCTAaTOYHOCTbIO, C TAXKEsION NoYeyHOon
HenoCTaTO4YHOCTbIO (ﬂpl/l napeHTepajibHOM BBEAEHUM), @ TaKXe npn MOBbILLEHHON HYYBCTBUTEJIbBHOCTU K APYyrum
NeKapCTBeHHbIM CpencTBaM - NMPoON3BOAHLIM a30J10B.

MNepen Havanom sieyeHUs TpebyeTCs KOPPEKLMUSA NTEKTPOJSIUTHLIX HApYLUEeHWI (FTMNoKaaMeMnn, rmrnoMarHMeMmnn u
runokanbumemmmn).

3abop nNpob ans KynbTypasbHOro U Apyrux nabopaTopHbIX NCCAef0BaHNUN (CepoNorniyecknx, rmcTonaToNIorM4yeckux) c
LeS1blo BblAENEHNA U nAeHTUGUKauum Bo3byoutenei cnegyet NPon3BOAUTL A0 HavYasla JiedeHus. Tepannio MOXKHO HavaTb
[0 NoNyYeHns pe3ynbTaToB NabopaTopHbIX UCCNEeN0BaHWIA, a 3aTeM, Npu HEO6X0AMMOCTU, CKOPPEKTUPOBATh.

MpMeHeHne BOPUKOHA30/1a MOXKET NPUBOANTL K yAMHEHUIo nHTepBana QT Ha 3KIT, 4TO CONMPOBOXKAAETCS PeAKUMU
CNyYasaMu MepLaHua-TpeneTaHns Xeaya04YKoB Y NaLunMeHTOB CO MHOXKECTBEHHbLIMM (DAaKTOPaMM PUCKa (KapANoToKCUYecKas
XUMUOTEpanus, KapanoMmnonaTusi, T’MNoKaJmeMms n ConyTCTBYIOWAs Tepanus, KoTopas Moraa CnocobCcTBOBaTb Pa3BUTUIO
He)XkenaTe bHbIX ABJEHU CO CTOPOHbLI CEPAEYHO-COCYANCTON CUCTEMBI). Y MALMEHTOB C AaHHLIMU NOTEHLMNANLHO
NPOaPUTMUYECKMMUN COCTOSHUAMU BOPMKOHA30/ C/leflyeT NPUMEHSTb C OCTOPOXKHOCTbIO.

B nepviog, neyeHns crenyeT perynsipHo KOHTPOMPOBATb (YHKLMIO NeyYeHn (Mpy NOSIBIEHUN KIIMHUYECKUX MPU3HAKOB
3ab0n1eBaHuns nevyeHn creqyeTt obCcyanThb Lie1ecoobpasHOCTL NpeKpalleHns Tepanum), GYyHKLMIO NoYeK (B T.4. ypOBEHb
KpeaTuHMHA B CbIBOPOTKE KPOBMU).

Mpu NporpeccrpoBaHM AepMaTONOrMYeCcKUX peakLnii NpenapaT cneayeT OTMEHUTb.
B nepuop nevyeHnsa nauueHTbl, NosyYaloLe BOPUKOHA30, A0/KHbI n3beraTb NpebbiBaHWs Ha conHUe n YD-0b61yyeHus.

Mpu ogHOBPEMEHHOM MPYMEHEHMM BOPMKOHA30/1a Yy MaLMeHTOB, NoJlyqaoLWmX LNKIOCMOPUH U TaKPOIMMYyC, cienyeT
NpoOBECTU KOPPEKLMIO [03bl MOCNEAHNX U KOHTPOJINPOBaTh UX KOHLIEHTpaLUuio B naasme. Nocne oTMeHbl BOPUKOHa30/1a
cniefyeT OLEHUTb KOHLLEHTPALMIO LUMKIOCMOPUHA U TaKpoJsIMMyca B na3Me 1 npyv Heob6xoAMMOCTY NOBLICUTL UX [03Y.

Mpn HeobXoAMMOCTN COBMECTHOIro NPUMEHEHNS BOPUKOHAa30/1a N (PeHUTOonHa cneyeT TwaTesbHO OLEeHUTb
npeanosiaraemMyto noJjib3y U NOTEHUWaIbHbIA PUCK KOMBUHMPOBAHHOM Tepanumn N NOCTOSSHHO MOHUTOPUPOBATL YPOBEHb
heHnTounHa.

Mpy Heo6X0AMMOCTN COBMECTHOIO NPUMEHEHUS BOPUKOHa30a 1 pudabyTuHa cneayeT TWaTebHO OLEHUTb
npeanonaraemMyto nosib3y 1 NoTeHUMaNbHbIA PUCK OT KOMBMHUPOBAHHOW Tepanuu 1 NPOBOAUTL €€ NoA KOHTPOJIEM KapTUHbI
nepugepryeckor KpoBm, a Takxxe APYrnx BO3SMOXHbIX HeXenaTesNbHbIX 3hdeKkToB pudabyTuHa.

Be3onacHoCTb 1 3hheKTMBHOCTb NPYMEHEHA BOPUKOHA30/1a Yy AeTel mnaglle 2 neT He YCTaHOBJ/IEHbI.

BavsHMe Ha CrnoCcobHOCTb K BOXKAEHWUIO aBTOTPaHCIopTa U yrpaBJieHUI0 MEXaHU3MaMy

MocKoNbKy BOPMKOHA30J1 MOXKET BbI3BaTb NPexXoAsiline HapyLeHWs 3peHns, BKJloYasa 3aTyMaHMBaHNe 3peHus,
HapyLleHne/ycuneHue 3puTenbHOro BOCApUSATUS U/unu otodobuio, To Npy NOABIEHNM TaKUX PeakLUn NauneHTbl He
[OJDKHbBI 3aHUMATbCS MOTEHLUMAJIbHO OMACHbIMY BUAAMU LeATEeNbHOCTU, TaKMMU Kak, Hanpumep, yrnpassieHne asTomobunem

NN NCNOJIb30BaHMeE CJIOXKHOW TeXHUKK. Ha hoHe NpUMeHeHns BOPMKOHa30s1a naumeHTbl He J0JIXKHbl BOOUTb aBTOMOOUb B
TEMHOE BpeEMA CYTOK.

UcTouHuK: http://drugs.thead.ru/Vorikonazol-Akri
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