COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 06.11.2025 N= 27654

OBILAS XAPAKTEPMCTUKA JIEKAPCTREHHOTO TIPEHAPATA"

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

®nykonaszon Penesan, 50 mr, Kancyisl.

®nykonazois Penesai, 150 mr, kancyiibl.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBII COCTAB

JleiicTBytolee BenecTBo: (IyKoHa30JI.

daykonason PeneBan, 50 Mr, Karcyibl

Kaxxnas kancyna compepxut 50 Mr ¢urykoHasoa.

BemecTBa, HayiMume KOTOPBHIX HAA0 YYUTHIBATH B COCTaBE JIGKAPCTBEHHOTO IIpermapaTa: JaKTo3a,
Hatpuit (cMm. paznen 4.4.).

daykonason Penean, 150 Mr, Karicyisl

Kaxxnas kancyna compepxut 150 mr dirykonasomna.

BemecTBa, HayiMume KOTOPBHIX HAA0 YYUTHIBATH B COCTaBE JIGKAPCTBEHHOTO IIperapaTa: JaKTo3a,
Hatpuit (cMm. pazzuen 4.4.).

[Tonublii nepeyeHs BCIIOMOTaTeIbHbIX BEILIECTB NMPUBEIEH B pasaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancymsi.

daykonason PeneBan, 50 Mr, Karcyibl

TBepabie xenaTHHOBBIE Kancyibl No4 ¢ KOpPIycoM OeJIoro IBETa U KPBIIIEYKOH ToTy0oro mBeTa.

CopepkuMoOe Karcyll — MOpOIIoK 0eoro uiau 0enoro ¢ )KeITOBAThIM OTTEHKOM IBeTa. Jlomyckaercs
VIUIOTHEHHE COJEPKMMOTO Karcyl B KOMKH, pacHaJaroliuecs NpH HaJaBIWBAHUHM CTEKISTHHOU
HaJIOYKOM.

draykonazoa PeneBan, 150 Mr, Kancyisl

TBepable xenaTHHOBBIE Karcyisl Nel ¢ KOopIycoM U KpBIIIEYKOH roxyooro mBera.

ConepxuMoe Karcysl — MOpOIIOK 0eoro wiH 0eoro ¢ JKeJITOBAaThIM OTTEHKOM IBeTa. JlomyckaeTcs
yHHOTHeHI/Ie CO,Z[ep)KI/IMOFO Kancyn B KOMKHM, pacnaﬂalomﬂec;l HpI/I HadaBJIMBAaHUU CTGKH}IHHOI\/'I
HaJIOYKOI.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloxka3aHus K NPUMEHEHUIO

®dnykoHaszos PeneBal mokaszaH K MPUMEHEHHIO Y B3POCIBIX U I€Te B Bo3pacTe oT 3 110 18 mer.

draykoHaszon PeHeBas mokasaH Ui Jed4eHUs CIEAVIOIMUX 3a00J€BaHUM YV B3POCHBIX:




COOTBETCTBYET ZKCNEPTHOMY OTUETY

(MOCNEOOBATENLHOCT 0004)

L4 KpHHTOKOKKOBBIﬁ MCHHUHI'UT,

® KOKIHMIHOHIOMHKO3;
e VHBA3UBHBIA KaHIUIO03;

® CIM3UCTBIA KaHIWJI03, B TOM 4YHCIe OpodapUHrealbHbIA KaHAWA03, KaHAUI03 IHIICBOJA,
KaHAUIYPHS M XPOHUYECKUN KOKHO-CITM3UCTBIA KaH/IH]103;

® XPOHHMYECKUU aTpOoPUUYECKUN KAHIUAO03 POTOBOM TOJOCTH (CBSA3aHHBIM C HOIICHHEM 3yOHBIX
MPOTE30B), KOTAa COOIIOICHUS TUTHECHBI TIOJIOCTH PTa WM MECTHOTO JICYCHUS HEJIOCTATOYHO;

® BarMHaJbHBIN KaHIU03, OCTPBIA WK PEIUANBUPYIOIINMA, KOTa MECTHAS Tepanus He MPUMEHUMA,
® KaH/JWJIO3HBIM OAJIAaHWUT, KOTIa MECTHAs Teparnus He MPUMEHUMA,;

e JIepPMATOMHUKO3bI, B TOM 4YHCIIE JepMATO(UTHUS CTOM, JAepMATO(DUTHS TYJIOBHUIINA, ITaxOBas
nepMaToQUTHS, Pa3HOIBETHBIN JINIIAN U KOXKHBIA KaHIUI03, KOT1a TOKa3aHO CUCTEMHOE JICUCHUE;

e nepmaTouTHUS HOTTEH (OHUXOMHUKO3), KOTJa JIEYeHHE JPYTUMHU MIpernapaTaMi He IPUEMIIEMO.

draykoHaszon PereBas mokasad Uit IpOoOWIAKTUKY CIEAVIOMMX 3a00JIEBAHHNA V B3POCIBIX:

¢ PCHUAUBLI KPUIITOKOKKOBOI'O MCHUHI'UTA Y MMALITUCHTOB C BBICOKUM PHUCKOM PCIUINBA,

® penuIuBEl OpOoapUHTEATBHOTO KaHIWA03a M KaHauao3a nuieBona y BUY-uHUIMpPOBaHHBIX
MAIMEHTOB (C BUPYCOM MMMYHOIC(UIINTA YETOBEKa) C BHICOKUM PUCKOM PELU/INBA;

® TSI CHIDKCHHS 9aCTOThI PEIIMIMBOB BarnHAJILHOTO KaHIu103a (4 uiu 0oJiee SMM30/0B B TO);

e sl TPO(MIIAKTUKYA KaHAUAO3HBIX WH(EKIHUHA Yy MAIMEHTOB C MPOJOJDKUTEILHON HEUTPOIICHUEH
(TaKI/IX KakK IaIUCHTHI C I‘GMO6JIaCTOBaMI/I, npoxo;[;mme XI/IMI/IOTepaHI/IIO, WK IMMallUCHTHI, npoxommme
TPaHCIIAaHTAIIUIO0 TEMOTIOITUYECKHUX CTBOJIOBBIX KJIETOK).

dnykoHaszon PeHeBas mmokasad i JedyeHud CIeAVIOMMX 3a00aeBannil y aerei or 3 no 18 jer:

® CIM3UCTHIN KaHIU103 (OpodaprHTeATbHBIN KaHIM03 U KaHIU103 TTUIIEBO/IA);
e WHBA3UBHLIN KaHINUIO3;
® KPHUNTOKOKKOBBIH MECHUHTHT.

daykoHaszon PeHeBas mokasad Uit IpoOWIAKTAKY CIEAVIOMMX 3a00JIeBaHui v aeTei ot 3 no 18 ner:

® KaHIWJI03HbIE MH(DEKINH Y TMAIIMEHTOB C 0CIa0JIeHHOW UMMYHHON CHCTEMOH.

@DIyKOHA30JI MOKHO NPUHUMATh B KAayeCTBE MOAACPKUBAIOLIEN TEpanuu Uil MPEJOTBPALLCHUS
peurarBa KPUITOKOKKOBOIO MEHUHTHUTA Y JIETEN C BBICOKUM PHUCKOM PEIU/IMBA.

4.2. Pe:kxum 103MpPOBaHUA U CIIOCOO MPUMEHEeHM I

PexxuM o3upoBaHus

Tepanuio MOXHO HAaYMHATH [0 NOJYYECHHUS pE3yJbTaTOB IIOCEBA U JPYTrUX J1abOpaTOPHBIX
uccinenoBanuii. OHAKO MPOTUBOTPUOKOBYIO TEpAmUI0 HEOOXOIMMO HM3MEHUTh COOTBETCTBYIOIIUM
00pa3om, KOrJia pe3yabTaThl 3TUX UCCIIEIOBAHHI CTAHYT NU3BECTHBIMHU.

[Ipun mepeBoje mamueHTa C BHYTPUBEHHOIO Ha IMepopaibHBIA IMpUEM IpernapaTa Wi HaoOOpoT,
W3MEHEHHUS CYTOYHOM J03bI HE TPEOyeTCsl.

CyrouHas 1o3a (pyrykoHa30J1a 3aBUCUT OT XapaKTepa U TSHKECTU TPHUOKOBOM MH(EKIIUH.

[Mpn wuHbeknusax, TpeOyOUMX MOBTOPHOTO MpHEeMa Tperapara, JIeYeHHe CIeIyeT MPOoIoIKaTh
70 MCYE3HOBEHMSI KIIMHUYECKUX WM JTAOOPATOPHBIX IMPU3HAKOB aKTUBHOI TpUOKOBON HH(EKIUH.
BonpabIM  cuHApOoMOM mpuobpererHoro wummyHoneduinuta (CIIMoM) W KPUNTOKOKKOBBIM
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MEHHUHITUTOM WIA PEUUIUBUPYIOLIUM opO(bapHHreaHLHLIﬁn Iﬁaﬁmgﬁ-r%glé%l

MOAEP>KUBAIOIIAs Tepanus 1 NPoQUIaKTUKUA PELIUINBOB HHPEKLINH.
Bspocnvie

Ipu kxpunmokoxKo8oM MeHuH2UME U KPUNMOKOKKOBLIX qu)eKuuﬂx ()DVZOIZ JoKajausauuu

B mnepBriit nerp oO0bryHO mpuHuMaroT 400 Mr, a 3areM mpoaospKaroT JedeHue B jo3e 200400 mr
1 pa3 B cyrku. JIIMTENBHOCTH JIEYEHUS KPUNTOKOKKOBBIX HWH(EKIMI 3aBUCHT OT HAJIUYUSA
KIMHUYECKOTO M MHKOJIOTHUECKOro 3(QeKTa; Mpu KPUNTOKOKKOBOM MEHHUHIHTE JIeueHHE OOBIYHO
MPOJIOJDKAIOT, 1O KpaiHel mepe, 6—8 Hemenb. B ciydasx JieueHUs yrpoKaroluX XKU3HU WHOEKIUH
CYTOYHYIO 03y MOXHO YBeIU4YuTh 10 800 Mr.

s npod)wzakmuku peuu()uea KPpUnnmoKOKKO6020 MeHUHz2uma

VY nmanmeHToB ¢ BBICOKMM PUCKOM PELMAMBA MOCJE 3aBEPIICHUS MOJHOTO Kypca NEPBUYHOTO JICUCHUS
Tepanuio QuykoHazojsoMm B go03e 200 M B CYyTKHM MOXHO HPOAODKATh B TEUEHHE HEOMPEIEIEHHOTO
Ieproja BpEMEHHU.

[pu Kokuuououoomurkose

Moxet notpeboBathcsi mpueM mpenapara B go3e 200—400 mr B cyTku. [[nsg HEKOTOPBIX MHQEKIHH,
B OCOOCHHOCTH C TIOPAXEHUEM MO3TOBBIX 000JIOYEK, MOKET paccMarpuBaThes 103a 800 M B CyTKH.
JUINTENbHOCTh TEpanuM ONPEAEIAIOT WHAWBUIYAIBbHO, MOXET UINTHCA 10 2 JIET; OHA COCTaBJISET
11-24 mecania n0Opu  KOKIUAUOUAOMHUKO3E, 2—17 MecsAlleB — MNOpH NapaKOKIUIUOUIOMHUKO3E,
1-16 mecsneB — npu crnopoTpuxo3e U 3—17 MecsLeB — IpU THCTOIIA3MO3E.

[pu kanouodemuu, OUCCEMUHUPOBAHHOM KAHOUOO3e U OPY2UX UHBAZUBHBIX KAHOUOO3HbIX UHGDeKyUsx

Hacpimaronias nosa cocrasnsier 800 Mr B mepBblii JeHb, nocienywomas no3a — 400 Mr B CyTkw.
JUINTENBHOCTh TEpalmuM 3aBUCUT OT KIMHHYECKOH »@dextuBHOocTH. OOmas pexkoMeHaaunus
[0 JUINTENbHOCTH JICUEHUS KAaHAMJIEMUU — 2 HEJENM I0CIE MEPBOrO0 OTPULATENBHOIO pe3yibTaTa
I10CEBa KPOBU U MCUE3HOBEHUS NIPU3HAKOB U CUMIITOMOB KaHIUJEMUH.

Jleuenue causucmoz2o KaHouoosa

e [Ipu opodapuHreabHOM KaHIUA03€ Hackmaromas no3a cocrapiser 200-400 Mr B mepBhIil IeHb,
nocnenytomas mo3a — 100-200 mr 1pa3 B cyrku B TeueHue 7-21 gus. Ilpum HeoOxoammocTw,
MalMeHTaM C BBIPAKEHHBIM TOJABICHUEM HWMMYHHOH (YHKIHMH JICYEHHWE MOXHO TPOIOJIKATh
B TE€UYEHHUE O0Jiee JIUTETLHOTO BPEMEHHU.

e [lpu arpoduueckoM KaHIHU03€ MOJOCTU PTa, CBA3AHHOM C HOIIIEHHWEM 3yOHBIX MIPOTE30B Mpenapar
00bIYHO TpHHUMAIOT B 03¢ S0 Mr 1 pa3 B CyTkuM B TeueHue 14 nHEW B COYCTAHHUH C MECTHBIMH
AHTHCENITUYECKUMU CPECTBAMH ISl 00pabOTKH mpoTe3a.

o [lpu xanguaypuu >pdextuBHas no3a o0br9HO coctapisger 200—400 Mr B CyTKH NMPHU TUTEITLHOCTH
neueHust 7-21 neHb. Y MalMEHTOB € TSKEIbIM HapylleHHeM (YHKIUHA UMMYHHOW CHCTEMBI MOKHO
HUCIIOJIB30BAaTh 60.]166 AJIUTCIIBHBIC IICPUOJBI TCPAIIUU.

e [Ipu XpOHMYECKOM KOXHO-CIM3UCTOM KaHauao3e nmo 50—100 Mr B cyTku g0 28 AHEH JIeYEHHS.
B 3aBUCHMMOCTH OT TSDKECTH JI€YeHHMS WHQEKIMH WIA COMYTCTBYIOIIETO HAapyIICHHs WMMYHHOU
CUCTEMBI M MH(PEKIIMM MOYKHO MCIIOJIb30BaTh O0JIee NITUTEIbHBIC IEPHUOBI TEPATTHH.

e [lpu kanaumosze numieBoaa Haceimaromas po3a 200—400 Mr B mepBblid JIeHb, MOCIEAYIOIIAS
no3a — 100-200 mr B cytku. Kypc neuenus cocrabnser 14-30 mgHe#t (10 MOCTHIKEHUS PEMHUCCHH
KaHaumo3a nuiieBoaa). [Ipu HE0OX0AMMOCTH, MAIMEHTaM C BBIPAKEHHBIM IOJIABJICHHEM WMMYHHON
(GYHKIIUY JIeYeHHEe MOXKHO TIPOIOJIKATh B TeUEHUE O0JIee UIMTETLHOTO BpEMEHHU.

o Jlns mnpoduIakTHKA penuauBOB opodapuHreanbHoro kanaumoza y BUY-undummpoBaHHBIX
MAIMEHTOB C BHICOKMM PUCKOM peluAUBOB mpenapat npuMeHstoT no 100-200 mr B cytku win 200 mr
3pa3a B HCACIIO, Yy MNAlMCHTOB C XPOHUYCCKU IIOHWXXCHHBIM HMMYHUTCTOM — B TCYCHUC
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HCOMPCACIICHHOI'O NICPrUoOJga BPpCMCHHU.

e Jlis mpenoTBpamieHusl PElUIMBOB KaHAWA03a nuimeBoga y BUY-uHUIMpOBaHHBIX MaIMEHTOB
C BBICOKMM PHCKOM penuauBoB npenapar npuMmeHstoT no 100-200 mr B cyrku wim 200 mr 3 pasa
B HEJNIENI0, Y MAIMEHTOB C XPOHUYECKU MOHMKEHHBIM UMMYHUTETOM — B T€UCHHE HEONPEICICHHOTO
MepUO/ia BPEMEHH.

e [lpu xpoHumyeckoM aTpoPUUEeCKOM KaHIUIO03€ TMOJOCTHU PTa, CBSI3aHHOM C HOIIEHHEM 3yOHBIX
MPOTE30B, IIpernapar 00bIYHO MpUHUMAIOT B 03¢ 50 Mr 1 pa3 B CyTKu B TeueHHe 14 qHEH B cOUeTaHUU
C MCCTHBIMU aHTUCCITUUICCKUMU CPCACTBAMU IJISA O6p&60TKI/I mpoTe3a.

e [Ipu ocTpoM BarMHAJILHOM KaHAMI03€, KAaHIUI03HOM OallaHUTE MperapaT MPUHUMAIOT OJTHOKPATHO
BHYTpb B n03€¢ 150 mMr. [l CHWXEHHS 4acTOThl PEIUIMBOB BAarMHAJIBHOTO KaHIM03a Ipernapar
MOKHO MPHHHUMATH B 03¢ 150 Mr uepes kaxapie 3 mHS — Bcero 3 1036l (B 1-if, 4-if u 7-i 1eHb), 3aTeM
noaaepxxuBaromas no3a 150 mr 1 pa3 B Hegento. [loanepxuparoinyto 103y MOXHO NPUHUMATH BIIOTh
JI0 6 MecCHIIEB.

Jleyenue ()eDMaI’I’IOMuKOS‘OS

o [Ipy mHOEKIUAX KOXKH, BKIIOYAs AEPMATO(UTHIO CTOI, JepMATO(UTHIO TYJIOBHUINA, MAaXOBYIO
nepMaTopUTHIO, U TPU KaHAWIO3HBIX HMH(MEKUUAX peKoMeHayeMmas no3a cocraBiger 150 mr 1 pa3
B Henemto uiau S50 mMr 1 pas B neHb. [[MUTENbHOCTD Tepanmuu OOBIYHO COCTaBisieT 2—4 HEACNH, MpHU
MHKO03aX CTOI MOXET NOTpeOoBaThCs OoJiee IUINTENbHAS Tepanus 10 6 Helelnb.

e [lpu pasHOuBeTHOM JuImae pekoMmeHayemas npo3a coctabiger 300—400 mr 1pa3 B Hememro
B TeueHue 1-3 Henenb. AbTEPHATUBHON CXEMOU JIeUeHHS ABisieTca mpueM npenapara mo S0 mr 1 pas
B JIEHb B TeueHue 2—4 HeIelb.

Ilpu onuxomuxose

Pexomennyemass nosza cocraBusier 150 Mr 1 pa3 B Henmemto. JledeHue cieayeT mNpoaoSIKaTh
710 3aMeleHrsT HHPUITUPOBAHHOTO HOTTS (BBIpAaCTaHUs HEMHPHUIIUPOBAHHOTO HOTTS). /{151 moBTOpHOTO
pocta HOTTEeH Ha ManbllaX PyK M CTON OOBIYHO Tpebyercs 3—6 wMecsmeB U 6-—12 Mecsies
COOTBETCTBEHHO. OJHAKO CKOPOCTh POCTa MOKET BapbUPOBaTh B IIMPOKHX MpeAeNiaXx y pa3HbIX
JOZICH, a TaKKe B 3aBUCUMOCTHU OT Bo3pacta. [locie ycrnenHoro geueHust IMTEIbHO COXPAHIBIINXCS
XPOHUYECKHUX WH(EKINN HHOT1a HaOII0aeTCsl M3MEHEHHE (POPMBI HOTTEH.

Jna npochunakmuku kauouoosa

VY manmeHToB CO 370Ka4eCTBEHHBIMH ONYXOJSIMM pEKOMeHAyeMas a03a (IIyKOHa30/1a COCTaBIISET
200—400 mr 1 pa3 B CyTKM B 3aBUCHMOCTH OT CTEIIEHU PHCKa pa3BUTHUs TpuOKoBOi mHPexmu. s
NAIEHTOB C BBICOKUM PHUCKOM T'€HEpaJM30BaHHOM HMH(EKIMU, HApUMep, € BBIPAKEHHOW WIN
JUINTEIBHO COXpPAHAIOIIEHCs HEUTponeHuen, pekoMenayemMas 1o3a cocrasiseT 400 mr 1 pa3 B cyTku.
OIyKOHA30JI MPUHUMAIOT 32 HECKOJBKO JHEH 10 O0KUIAEMOIr0 pPa3BUTUA HEUTPONEHUHM M, IOCIE
yBeNMueHHs 4ucia HeHTpoduios 6onee 1000 B MM, nedenue IpoomKaloT eme 7 JHel.

Oco0Oble T'PVYIITBI TAITUEHTOB

ﬂuua nooaiCus0co so3pacma

[Ipu oTCyTCTBUMU MPU3HAKOB MOYEUHOM HEJOCTATOUYHOCTH (DIITYKOHA30J MPUMEHSIOT B OOBIUHOI J103€.
[TarueHTamM ¢ MOYEYHON HETOCTATOYHOCTHIO (KJIMpEHC KpeaTnHnHa < 50 MI/MUH) J03y Tperapara
KOPPEKTUPYIOT, KaK OMUCAHO HUXKE.

Hab}ueHMbl C NOYEeUHOU HeOOCMAamoO4HOCMbIO

[Ipu omHOKpaTHOM mpueMe W3MEHEHHUs J03bl He TpeOyercs. Y mMamueHTOB (BKIIoYas JeTei)
¢ HapymIeHueM (QYHKIUU MMOYEK MPU MHOTOKPATHOM MPUMEHEHUH MpemnapaTa ClieyeT MepBOHAYaIbHO
BBECTH yAapHylo 103y oT S0mr mgo 400 Mr, mocie dYero CyTO4YHYK 103y (B 3aBHCHMOCTH
OT MOKA3aHWs) YCTAaHABIMBAIOT COTJIACHO CIEAYIOICH Ta0uIie:



|:|:: |:: TEI E T|: TE, ':-.l' ET :_\-| |". |: 'n E FIT H:' r-ll _. |:| TL. E T_r
ot 06.11.2025 N2 27694

Kimupenc kpeatnHiHa (MJ1/MUH) ﬂhnu(iilut¥1]\5x(|\|1:_/lﬁ;i5(;:/l(|\% JH'('EQ"{'{'-: CTEUug4)
> 50 100 %
<50 (6e3 quanmsa) 50 %
T'emoguanus 100 % mocne KaXxaoro reMoauain3a

[TaunenTsl, HaXoOAsAIIMECS HA TeMoJuain3e, A0KHbI noiaydark 100 % pekomeHayeMol 103bl Mocie
Ka)XJOro ceaHca nuanu3a. B 1eHb, Korja Auaiu3 He MPOBOAMTCA, MAIlMEHTHI JOJDKHBI MOIYy4aTh
YMEHBIIEHHYIO (B 3aBUCMMOCTH OT KJIIMPEHCA KpeaTUHUHA) 103y Mpernapara.

VY nereit ¢ HapyumieHMeM (YHKIMM T[OYEK CYTOYHYIO J03y IIpernapaTra cjieayeT YMEHBUIUTb
B TOM € IpPONOPLUUOHATIBHOW 3aBUCUMOCTH, YTO M Y B3pPOCIBIX, B COOTBETCTBHH CO CTENEHBIO
BBIPQ)KECHHOCTH ITOYEYHON HEJOCTATOYHOCTH.

eTu
Jlemu om 0 0o 3 nem

IIpenmapar ®nykona3on PeHeBan He cieayeT Ha3HauaTh (NPUMEHATH) Yy JE€TeH B BO3pacTe
ot 0 10 3-X NeT B JaHHOUM JIEKAPCTBEHHOW (opMe, B CBSA3U C HEBO3MOXKHOCTHIO OOECIEYUTh PEKHM
J03UPOBaHUS.

Jlemu u noopocmiu 6 sospacme om 3 0o 18 rem

Kak u Inpu CXOAHBIX I/IHq)eKI_II/IHX Y B3pPOCIIbIX, AJIUTCIBHOCTL JICHCHHA 3aBUCHUT OT KIIMHHUYCCKOI'O
1 MHUKOJIOTHUYECKOTo 3 dekra.

Jlis gereil cyTo4Hasi 03a IperapaTa He JOJDKHA IPEBBIIATh TaKOBYIO Ul B3pOCibIX. DIIyKOHA30I1
IIPUHUMAIOT €KEAHEBHO | pa3 B CyTKH.

Iipu KAHOUO03¢e CAUBUCIBIX 000JI0YEK

Pexomenayemast mo3a ¢iykoHa3oyia COCTaBiseT 3 MI/KT/CYyTKH. B mepBbIfi JeHb ¢ Ienbio Oojee
OBICTPOTO  JTOCTIDKEHUS PABHOBECHOW KOHIIGHTPAIMA MOXHO TPUHUMATh YAAPHYIO 03y
6 MI/KT/CyTKH.

s neyenus UHBA3UBHO20 Kanouoo3a u KPpUnnoKOKKO6020 MEeHUHz2uma

Pexomenayemast mo3a coctasisier 6—12 mMr/kr 1 pa3 B CyTKH B 3aBUCHMOCTH OT TSDKECTH 3a00JI€BaHUS.

s nodasnenus peuuduea KPDUNMOKOKKO6020 MEHUHz2uma

VY nereit 60npubIX CITHMloM pekoMeHI0BaHHAs /1032 MpenapaTa COCTaBIseT 6 MI/KI/CyTKH.

Jna npochunakmuku cpubkoswblx undexyull

Y gereii ¢ MOJABIEHHBIM HWMMYHHUTETOM, Y KOTOPBIX pHCK pa3BUTHUS HMH(PEKIUU CBSA3aH
C HEWUTPOIICHUEH, pa3BUBAIOLIEHCA B pe3yJbTaTe LUTOTOKCHUYECKOW XMMHMOTEpAllMUd WIHA JIy4€BOM
Tepamnuu, npenapar npuHUMarT 1o 3—12 mr/kr 1 pa3 B CyTKH B 3aBUCHMOCTH OT BBIPQKEHHOCTH
U JJIMTEIBHOCTH COXPAHEHMs] MHIYLMPOBAaHHOW HEUTpomeHMM (CM. 103y AU B3POCIHBIX; Ul JETeH
C MOYEYHOM HETOCTAaTOYHOCTHIO — CM. JI03Y AJISl MAI[UEHTOB C TOYEYHON HEIOCTATOYHOCTHIO).

[Ipy HEBO3MOXHOCTH NPaBWIBHOTO MHCIONB30BaHUSA Yy JAETed JeKapcTBEHHOW (opMBbl INpemnapara
B BHJE KalCyl CIeAyeT pacCMOTPEThb BO3MOXHOCTb 3aMEHbl Ha JpYrue JIeKapCTBEHHbIE (OPMBI
¢ykoHazona (MOPOLIOK MAJsi MPUTOTOBIICHUS CYCHEH3MHM MJJIsi MpHEeMa BHYTPh WM pacTBOp JJIs
BHYTPUBEHHOT'O BBEJICHHSI) B 3KBUBAJIIEHTHBIX J]03aX.

Cnoco0 mpuMeHeHus

Kamncynbl npuHUMalOT BHYTpb, HE OTKPBIBas U HE pa3KeBbIBas, BHE 3aBUCUMOCTH OT IpHUEMa MHUIIH,
3anuBas CTaKaHOM BO/IbI.



COOTBETCTBYET ZKCNEPTHOMY OTUETY

(MOCNEOOBATENLHOCT 0004)

4.3. IIpoTuBONOKA3aAHUSA

e ['UMepuyBCTBUTENBHOCTh K (DIyKOHA307y, a30JbHBIM BEIIECTBAM CO CXOJIHOHM (QuIyKoHa301y
CTPYKTYpOH UJTH K JTI0OOMY U3 BCTIOMOTaTENIbHBIX BELIECTB, IEPEUNCICHHBIX B pasaene 6.1.;

® OJHOBPEMEHHBIN IpueM TeppeHaauHa BO BpeMsi MHOTOKPAaTHOTO IIPUMEHEHUs (DIIyKOHA301a B 103€
400 mr B cyTku u Oonee (cM. paznen 4.5.);

e OJHOBpPEMEHHOE  MpPHUMEHEHHEe C  [pernaparamu,  yBenuuuBaomuMu  uHTepBan QT
1 MeTtabonu3upyronmmucs ¢ nomombsio n3odpepmenra CYP3A4, TakuMu Kak IU3anpul, aCTeMHU30JI,
SPUTPOMULIMH, TUMO3U, XMHUIUH (CM. pa3zen 4.5.).

4.4. OcoOble yka3aHHs ¥ MepPbl PeI0CTOPOKHOCTH NPH NMPUMEHeHUH

HGDMaTOd)I/ITI/IH BOJIOCHCTOM YaCTH I'OJIOBBI

[To nmanHBIM WcclenOBaHMSA HpUMEHEHHsS (IykoHa3zonma JUIsl JICUYCHHS AEPMATOQUTHH BOJOCHCTON
YaCTH TOJIOBBI y JeTel 3((EeKTUBHOCTH MOCIEHEr0 He MpeBbiana 3QpQeKTHBHOCTb rpu3eodyIbBIHA,
a obmuit mokazatenb 3PdexTuBHOCTH JeueHus: coctaBui < 20%. Ilostomy dnykonazon Penesan
HE cIIelyeT IPUMEHSTh VIS JISYeHUs AepMaTOUTHH BOJIOCUCTON YaCTH T'OJIOBBI.

KpunTokokko3s

JlokazarenbcTB 3(G(GEeKTUBHOCTH (IIYKOHA30J1a B JICYEHHH KPHUNTOKOKKO3a JAPYIHX JIOKaJIH3aIUi
(HampuMep, JIETOYHOTO KPHUITOKOKKO3a M KPUITOKOKKO3a KOXH) HEAOCTaTOYHO, YTO HE IMO3BOJIAET
OIpEICNINTh KOHKPETHbIE PEKOMEHIALIUH 110 I03UPOBAHUIO.

FJ'IV6OKI/IC OHACMHUYHBIC MHUKO3bI

JlokazarenbeTB APGEKTUBHOCTH (PIyKOHA30J1a MPU JICYCHUH JPYTUX BHUIOB SHAEMUYHBIX MHKO30B,
TaKUX KaK [apakOKUUAMOUIAOMHKO3, KOXXKHO-TMM(ATHYECKUH CIIOPOTPUX03 M T'MCTOIMIIa3MO3
OTrpaHUYEHBI, YTO HE MTO3BOJISET ONPEAEIUTh KOHKPETHBIE PEKOMEHAALUH 110 JO3UPOBAHUIO.

ITouku

VY nmauueHToB ¢ HapylieHHeM (QYHKIHMU TOYEK CIEAyeT C OCTOPOXKHOCTHIO NPUMEHSTH Ipernapar
®dnykonazon PeneBain (cM. pasaen 4.2).

HaanoyeyHuKoBas HEJOCTATOYHOCTh

VYCTaHOBJIEHO, YTO KETOKOHA30J BBI3BIBACT HEJOCTATOYHOCTH KOPBI HAANOYCYHHKOB, YTO TaKXKE
B PEAKHX CIy4asxX MOXKeT OBbIThb NpUMEHMMO U K (iaykoHasony. HHpopmamuio KacaTeabHO
HEJIOCTAaTOYHOCTH KOPBI HAJIMOYEYHUKOB NPH OJHOBPEMEHHOW Tepanuu MPeTHH30HOM CM. B pasjene
4.5.

I'emmaroOunnapHas cucreMa

[TanmenTam ¢ HapymieHueM (YHKIHMM TI€YEHH CJIEeNyeT C OCTOPOKHOCTBIO IMPHMEHSAThH Ipernapar
®nykonasos Penenai.

B penkux cnyyasx mnpuMmeHeHHe (DIyKoHa30Ja COMPOBOXAATOCH TOKCHUYECKMMU W3MEHEHHSIMU
MEYEeHU, B TOM YHCJIE C JIETAIbHBIM HCXOJOM, TJIaBHBIM 0O0pa3oM, Yy MalHUEHTOB C CEPbE3HBIMU
CONyTCTBYIOIIUMH  3a00jeBaHUsAMU. B cimyyae remaToTOKCHMYecKHUX 3(PQEeKToB, CBI3aHHBIX
c mpuMeHeHHueM (rykoHa3ojla, HE OTMEUYEHO WX SBHOW 3aBHCUMOCTH OT OOIIEH CYTOYHOU J03bI
npenapara, JUIMTEJIbHOCTU TEPAInY, 110J1a ¥ BO3pacTa MalueHTa.

I'emaroTokcuueckoe eicTBUE Mpenapara 0ObIYHO OBLI0O 0OpaTUMBIM; IPU3HAKU €r0 MCYE3alH MOCIe
IIPEKPALLEHUS TEPAIIUH.

[TarueHTHl € OTKJIIOHEHHSIMH JIaOOpaTOPHBIX TMOKa3aTeled (YHKIUU TEUYEeHH BO BpEMs Teparuu
(IYyKOHA30JIOM JIOJDKHBI HAaXOJUTHCS TOJ MOCTOSHHBIM HAONIOJCHHUEM C ILETbI0 MPEIyNpeKIeHUs
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pa3BuTHs 0o0Jiee CEPbE3HBIX MOBPEKIACHUHN TEYCHH.

[TaruenToB cienyer MpoUH(OPMHUPOBATH O XAPAKTEPHBIX CUMITOMAX CEPHE3HBIX MOCIHEACTBUM s
neyeHu (3HauuMasi acTeHUs, aHOPEKCHs, MOCTOSHHAs TOIIHOTA, PBOTAa M JKeNTyxa). Tepamuio
(bIyKOHA30JI0M ClleyeT HEMEJIEHHO MPEKPAaTUTD, a MAlIUEeHTY CIeAYyeT 00paTUThCS K Bpady.

CepieyHo-COCYINCTast CUCTEMA

Kak wu gpyrue azomnbl, (GaykoHa301 MOXKET BbI3bIBaTh yBenuueHue wuHTepBana QT Ha
anektpokapaunorpamme (OKI'). dmykonazon BeI3bIBaeT yBenuueHue uHTepBasa QT mocpencTBom
MHTHOMPOBAaHMS TOKA KaJlMEBbIX KaHAJIOB BHYTPEHHETO BHIIpSMIICHUS. YBenuueHue unrepBana QT,
BBI3BAaHHOE JPYIMMH JICKAPCTBEHHBIMH TpenapaTaMu (TaKUMH Kak aMHOIapOH), MOKET ObITh YCHIICHO
naruouTopamu n3odepmenta 3A4 muroxpoma P450 (CYP) (cm. pazmen 4.5).

B xome mocTperucTpalliOHHOTO HAONIOACHHUS Yy TMAlMEHTOB, MOMy4YaBIIMX (IIYKOHA30J, OBUIH
3apeTUCTPUPOBAHBI OYCHB PEIKUE Cydan yyMHeHUs nHTepBaia QT u moaumMopdHOM KemTy109K0BOH
taxukapauu (torsades de pointes). Cpeau 3Tux ciaydaeB ObUIM COOOIIEHUS O TSKETOOOIbHBIX
MalUeHTaX ¢ MHOXXECTBEHHBIMH COIYTCTBYIOIIMMHU (DakTOpaMu pHUCKa, TAKUMHU KaK CTPYKTYpHOE
3a0o0lieBaHUE Cep/Ia, SJCKTPOIUTHBIE HAPYIIEHUS W TPUMEHEHHUE COIMYTCTBYIOUIMX IPENapaTos,
KOTOPBIE TAaK)K€ MOTJIM MOBJIMATH Ha CUTyaluio. [[aliMeHTsl ¢ TUIOKaIMeMHEN U TSKEI0U cepAeHHON
HEJIOCTAaTOYHOCTHIO UMEIOT MOBBIIICHHBIA PUCK BO3HUKHOBEHUSI YIPOKAIOIINX KU3HU JKEIy0YKOBOU
apuUTMUU W TOJUMOPGHON KemymoukoBod Taxukapauu (torsades de pointes). Y mnamueHTOB
C TMOTSHIHWAIBLHO  MPOAPUTMHYECKHUMH  COCTOSHUSIMU  NPUMEHSATh  (UIYKOHA307  CIIeAyeT
C OCTOPOKHOCTBIO.

[IpoTBONIOKa3aHO OAHOBPEMEHHOE NMPUMEHEHHE APYTUX JEKapCTBEHHBIX IPENapaToB, O KOTOPHIX
W3BECTHO, YTO OHM yBenuuuBaroT uHTepBaT QT m meTabomusupyrorcs urtoxpomom P450 (CYP) 3A4
(cm. paznensi 4.3 u 4.5).

lanodantpun

beuto  mokazano, uto ramodaHTpuH yBenuuuBaeT uHTepBan QTc mpu  pexoMeHayeMon
TepaneBTHUecKoi m03e u sBisercs cyoctparom CYP3A4. TlostoMy ogHOBpEeMEHHOE NMPUMEHEHHE
¢irykoHa3ona u raiopaHTpruHa HE peKOMEHIyeTcs (CM. pasnen 4.5).

JlepMaTOJIOTrHYECKUE PEAKIINHU

Bo Bpems neueHus ¢IyKOHA30J0M y MAIEHTOB B PEAKUX CIydasX pa3BUBAIUCH HKC(HOIHMATHBHBIC
MOpaXEHUsI KOXKU, Takue Kak cuHIpoMm CTuBeHca-/[)KOHCOHAa M TOKCHYECKHUH HSMUAEPMaIbHbIN
Hekpoimu3 (cuHapom Jlaiiena). CooOIanoch O pa3BUTHM JIGKAPCTBEHHBIX KOXHBIX PEAKIUsX,
COMPOBOXKTAFOIICHCS 203MHOGUINEN U CUCTEMHBIMH TIposiBieHusiMU (drug reaction with eosinophilia
and systemic symptoms — DRESS). Ilamuentsi, 6onpable CIIM[{oM, O0jiee CKIOHHBI K Pa3BUTHUIO
TSDKENBIX KOXKHBIX PEaKIHil MpU MPUMEHEHUN MHOTHX JIeKapCTBEHHBIX MpenapaToB. [Ipu nossnenun
y ManuMeHTa BO BpeMs JICUCHHs MOBEPXHOCTHON TPHOKOBOM HMH(EKUIHMEH ChIMH, KOTOPYID MOKHO
CBSI3aTb C MpUMEHEHHeM (QUIyKOHa305la, Npernapar cieAyeT OTMEHUTh. [Ipu mMosBIEHUH CHITU
y TAIMEeHTOB C MHBA3HUBHBIMH WJIM CUCTEMHBIMU I'PUOKOBBIMH MHQEKIHMSIMUA UX CIEAYyeT TIIATeIbHO
HaONolaTh U OTMEHUTHh Npenapar MNpu TMOSBICHUHM OYIJIE3HBIX MOPaKEHUH WM MHOTO(pOpPMHOM
SPUTEMBI.

I'mnepuyBCTBUTSIBHOCTE

boutn 3adukcupoBaHsl pekue ciydan anaduiaakcuu (cM. pasnen 4.3).
Iuroxpom P450

®nykoHa307 SBISETCS yMEpeHHbIM uHruOuTopoM u3zopepmenta CYP2C9 wu  ymepeHHBIM
naruoutTopom uzopepmenta CYP3A4. drnykoHa3onm Takke SBISICTCS CHIBHBIM HHTHOUTOPOM
nzopepmenta CYP2C19. B cBsa3u Cc 3TUM cledyeT TIHIATENbHO KOHTPOJIHMPOBATh COCTOSIHHE
NAIEHTOB, OJHOBPEMEHHO NMPUHMMAIOLIMX (DIYKOHA30Jl M MpenapaTrsl ¢ Y3KMM TEpaneBTUYECKUM
OKHOM, KOTOpble MeTabonu3upytoTcs npu ydactuu uzopepmento CYP2C9, CYP2C19 u CYP3A4
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(cm. pazzen 4.5).

Tepdenaanu

OnHoBpeMeHHOE MpUMeHeHHe (uIyKoHa3oma B no3ax MeHee 400 Mr/cyTku u TepdeHaauHa CieayeT
MIPOBOJIUTD IOJ] TIIATEIBLHBIM KOHTPOJIEM (CM. pasznensl 4.3 u 4.5).

Kananmos

HccnenoBanusi MpoAeMOHCTPHPOBAIIN YBEIMYCHUE PACIPOCTPAHEHHOCTH WH(EKINH, BhI3BAaHHBIX
pasubiMu  Bugamu Candida, otmuanbiMu oT C. albicans. OHM dYacTo 00IagarOT MPUPOIHOMN
pesucteHTHOCcThIO  (Hampumep, C. krusei w C. auris) WM JEMOHCTPUPYIOT CHIKCHHE
YyBCTBUTENBHOCTH K (aykoHasony (C. glabrata). Jna nedeHuss Takux WHQEKIUH MOXET
noTpeOOBaThCsl AbTEPHATHBHAS MPOTHBOIPUOKOBAs Tepamnusi B KayeCTBE TEPAlMHM BTOPOH JIMHHUU
nocie HedpdexkruBHOCTH nedeHus. [losTomy Bpauam, Ha3HAYaIOMIMM JICYEHHE, PEKOMEH]yeTCs
YUUTBIBATh PACIPOCTPAHEHHOCTh PE3UCTEHTHOCTH pa3inuHbIX BUIOB Candida k pimykoHazomy.

BcnomorarennHEIC BEIIECTBA

Jlakmosa

JlaHHBINM JIEKapCTBEHHBINM Ipernapar He CIeAyeT NPUHMMAaTh IAlHUEHTaM C PEAKO BCTPEUYAIOLICHCS
HACJICICTBEHHOW HENEPEHOCUMOCTBIO TaJaKTO3bl, JIAKTa3HOM HEIOCTATOYHOCTBIO WM TJIHOKO30-
raJlakTO3HON MallbaOCOPOIIHEH.

Hampuu
JlaHHBIN JIEKapCTBEHHBIN IMpemnapaT COAepKUT MeHee | Mmonb (23 Mr) HaTpus B KaKIOW Karcyle

(50 mr, 150 MT), TO €CTB TIO CYTH, «HE COACPIKUT HATPHUS».

4.5. BzaumogeiictBue ¢ JAPYrMMH JICKAapCTBEHHBIMH IpenapaTtaMH # JApyrue BHABI
B3aHMMOJAEHCTBUSA

O,Z[HOBDGMGHHOG OPHUMCHCHHC d).HVKOHaBOJIa CO CICAYIOIMMMHU MpEeriaparaMiu IIpOTHUBOIIOKA3aHO.

Luzanpuo

Y MmanueHToB, OJHOBPEMEHHO MPUHUMABIIHNX (IIYKOHA30Jl M [U3ampui, HAOII0IAI0Ch pPa3BUTHE
HEXEATeNbHBIX PEAaKIUid €O CTOPOHBI CcepAlla, B TOM YHCIE TOJIUMOPGHON KEIyI0YKOBOU
TaXMKapAUKW TUNA «upydT» (forsade de pointes). B Xoae KOHTPOJIMPYEMOTO MCCIEIOBAHHUS
OJIHOBpEeMEHHOe TpuMeHeHne (iykoHazona B go3e 200 mr 1 pa3 B cyTku u nu3anpuaa B go3e 20 mr
4 pa3a B CyTKHU MPUBOJWIO K 3HAYUTEIHLHOMY MOBBIIICHUIO KOHLIEHTPALMU LU3aNPHUIA B TUIa3Me KPOBU
n ymumHeHuto wuHTepBaia QTc. OpgHOBpeMeHHOE TIpUMEHEHHE Mmu3anpuaa U ¢IIyKoHa3oJa
MPOTUBOMNOKAa3aHo (cM. pazzaen 4.3.).

Tepgenaoun

B cBsa3u ¢ pa3BUTHEM CEpbE3HBIX CEPACYHBIX APUTMUM, BBI3BAHHBIX YJyIMHeHHeM HTepBana QTc,
y TAIUEHTOB, MPUMEHSIBUIMX MPOTUBOIPUOKOBBIE JIEKAPCTBEHHBIE IMpenaparbl U3 TPYIIBl a30JI0B
OTHOBPEMEHHO C TepdeHaguHoM, OBUTM MPOBEACHBI HCCICNOBAHUS B3aUMOJCHCTBUS ITHX
npenapatoB. B ogHOM uccnenoBanum npu npueme diykoHazona B o3¢ 200 Mr/CyTKH YIUTHHEHUS
untepania QTc BeisiBIEHO HE ObLTO. B 1pyrom uccieaoBaHnuu ¢ MpuMeHeHHEeM (IIyKOHA30J1a B 103aX
400 mr/cytku u 800 Mr/cyTku OBUTIO MPOASMOHCTPUPOBAHO, 4TO (urykoHa3od B go3ax 400 Mr/cyTku
Y BBIIIE 3HAYUTEIHHO TOBBIIIACT KOHIICHTPAIMIO TepeHaIuHa B TUIa3Me KPOBH IPU OJHOBPEMEHHOM
MPUMEHEHUH 3TUX TpernaparoB. OgHOBpeMeHHOE MpuMeHeHHe ¢uiykoHa3ona B go3ax 400 Mr/cyTku
u Oonee ¢ TepdeHaIMHOM MpPOTHBOIOKa3aHO (cM. pazzmen 4.3.). Ilpum mpumeHeHuu ¢ryKoHa3omna
B no3ax MeHee 400 Mr/CyTku OJHOBPEMEHHO ¢ Tep(EeHAaTWHOM CIEAyeT MPOBOAUTH TIIATCIbHBIN
MOHUTOPHUHT COCTOSIHUS TTAI[UEHTA.
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Acmemuszon

OnHOBpeMeHHOE ITpUMEHEeHHe (DIyKOHA3071a U ACTEMH30J1a MOXET IMPUBECTH K CHI)KEHHIO KIMPEHCA
acremu3oinia. B pesynbraTe moBbIIEHHAs! KOHIIGHTPALMS aCTEMH30J1a B TJIa3Me KPOBH MOKET, B CBOIO
odepenp, IPUBECTH K yuinHeHnio uHTepBaia QT M B peakux ciydasx K pa3sBUTHIO MOJUMOPGHON
KETyJOUKOBON TaxHKapAHM THUIA «IHPYIT» (torsade de pointes). OIHOBpEeMEHHOE NPUMEHEHHE
acTemMu3oja 1 GIyKoHa30J1a MPOTHBOMOKa3aHo (cM. pasznaen 4.3.).

TTumoszuo

HecmoTpst Ha TO, 4TO COOTBETCTBYIONIME WCCIEAOBAHUS In Vitro WIWA in VIivo HE TPOBOIUIHUCE,
CUMTAETCS, YTO OJHOBPEMEHHOE TpUMEHeHHe (IYKOHA30la M TMHMO3HJIa MOXXET MPUBOJIUTH
K MHTHOMpOBaHHIO MeTabonu3ma nuMo3uza. B cBoio odepeb, MOBBIIEHUE KOHIIEHTPAIIMH MTUMO3UAa
B IJJa3Me KPOBH MOXKET MPUBOAUTH K yanuHeHUto nHtepBana QT u, B penkux ciydasx, K pa3BUTHIO
moTMMOP(HON KEITy0YKOBOM TaXWKapAWHM THUIA «IHPYIT» (ftorsade de pointes). OnHOBpeMEHHOE
NpUMEHEHHE TUMO3ua U (IIyKOHa30J1a IPOTUBOIIOKA3aHo (CcM. pa3zaen 4.3.).

Xunuoun

HecmoTpst Ha TO, 4TO COOTBETCTBYIOLIME WCCIENOBAHUS in Vitro WIHA in Vivo HE TPOBOIAUIHUCH,
CUMTAETCS, YTO OJHOBPEMEHHOE TMpUMEeHeHHe (GUIyKOHA30Jla W XUHUAMHA MOXKET MPHUBOJIUTH
K MHTUOMPOBAHUIO MeTa0onn3Ma XuHUAWHA. [[prMeHeHne XUHUANHA CONPOBOXKIAIOCH YATUHEHUEM
uaTepBana QT W, B peIKuxX clydasx, pa3BUTHEM MOTMMOP(HON KETyT0YKOBON TaxXxUKapAUH THUIIA
«apyst™» (torsade de pointes). OnHOBpeMEHHOE TPHMEHEHHWE XWHUIUHA U  (IIyKOHA30J1a
MIPOTHBOIMOKa3aHo (cM. pazzaen 4.3.).

Opumpomuyun

OnHOBpeMEHHOE TpHMEHEHHe (IIyKOHA30Jla W JPUTPOMHUIIMHA TIOBBIIACT PHUCK Pa3BUTHUS
KapanoTokcuuHocTu (ymmHeHne untepBaia QT, momumopdHOI >KeTyZoYKOBON TaxuKapIuu THIIA
«mapydT™ (torsade de pointes)) W, BCIEACTBHE OTOTO, BHE3ANMHONM KOPOHAPHOW CMEpTH.
OnHoBpeMeHHOE NpUMEHeHUe (PIyKoHa30J1a U S)PUTPOMHIIMHA IPOTUBOIIOKA3aHo (cM. paznen 4.3.).

He pexomMeHAyeTCSd OAHOBPEMEHHOS NIPHUMCHEHHE (bJ'IVKOHaBOJ'Ia H_ CJICAYIONMHNX JICKAPCTBCHHBIX
npenaparosB:

T'anogpanmpun

@®nykoHA301 MOXKET TIOBBIIATh KOHLEHTpAIMIO TajlopaHTpUHA B IUIA3ME€ KPOBH B  CBS3U
¢ wunruObupoBannem wuszopepmentra CYP3A4. OpnHoBpemeHHOe TpuUMeHEeHHE (QurykoHa3oma
U ranopaHTpUHA MOXKET MOBBIIIATH PUCK PA3BUTHUS KapIUOTOKCHUHOCTH (ymiuHeHue nHtepBana QT,
moTMMOp(HON KETYTOUKOBOM TaXUKAPAUH THIIA «ITUPYIT» (forsade de pointes)) U, BCIEICTBHE 3TOTO,
BHE3AaMHOW KOpoHapHOW cMmeptu. Crnemyer wu3beraTb MNPUMEHEHHS KOMOWHAIIMHM — JaHHBIX
JIEKapCTBEHHBIX IIpenaparoB (cM. paszaen 4.4.).

OHHOBDGMGHHOG OPpUMCHCHUC (&{0) CICAYIOIIIUMHU  JICKAPCTBCHHBIMU  IIpCIiaparaMiu TD€6VCT
OCTOPOXKHOCTH.

Amuoodapon

OnHOBpeMEHHOE TpHMEHeHHe (IIyKOHA307a B COYCTAaHHM C aMHOJAPOHOM MOXET MPHUBECTH
Kk yanuHeHuto uHTepBana QT. Ilpm HEOOXOAMMOCTH OJHOBPEMEHHOTO MPUMEHEHHH (IYKOHA3011a
W aMuoJapoHa cleayeT coOJIaTh OCTOPOKHOCTh, OCOOCHHO MpH NPUMEHEHHH (IIyKOHA30J1a
B BBICOKHX J03aX (800 mr).

OOHOBpEMEHHOS NPUMEHEHHE CO  CISAYIOINMMM _ JICKAPCTBEHHBIMH  IIpelapaTaMu TD66VCT
OCTOPOKHOCTHU U KOPPEKIINUH A03bI.

Jlexapcmeennvle npenapamsi, enusaoujue Ha QayKoHa30l
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OpHoBpeMeHHOE MpUMeHeHue (iyKkoHa3ojla U puaMIHUIMHA TPUBOIUT K 25 %-HOMY CHUKEHUIO
wiomaan moa KpuBoi «koHueHTpamus-Bpems» (AUC) u 20 %-HOMY COKpalIeHUIO TepHoaa
MOJIyBBIBE/IEHUST (IIyKOHa30jla. Y TMAalKMEHTOB, OJHOBPEMEHHO MNPUHUMAIOMUX pUGaAMIUINH,
HE0OXOIMMO YYHUTHIBATH IEIECO00PA3ZHOCTh YBETUYCHHUS 03Bl (DITyKOHA307Ia.

HccnenoBanusi 1m0 WM3YyYSHHWIO JIEKAPCTBEHHOTO B3aMMOJCHCTBHS TOKa3alH, 4YTO IIEpOpabHOE
npUMeHeHHe (IIyKOHa30Jla BO BpeMs IpueMa NHINM, WIK OJAHOBPEMEHHO C LHUMETHIMHOM, WU
aHTalMJaMd WJIM TIOCJIE TPOBEACHUS TOTAIBHOTO OOJNydeHHs Bcero Tena (MpH IOATOTOBKE
K Iepecagke KOCTHOTO MO3ra) HE OKa3blBaeT KIMHUYECKH 3HAYMMOTO BIIMSHHUS Ha abcopOIuio
(dbaykoHazona.

T uopoxnopomuasuo

B ¢dapmakoknHeTHYeCKOM HCCIIEJOBAaHMM JICKAPCTBEHHBIX B3aHUMOJCHCTBUII YCTaHOBUJIM, 4YTO
MHOTOKPATHBIN MPUEM THAPOXJIOPOTHA3UA 30POBBIMHU J100POBOJIBLIAMH, MOJIYYaBIIMX (DITYKOHA30,
MPUBOJIUT K YBEIUWYEHHIO KOHIIEHTpaluu QuykoHa3ona B uiasme kpoBu Ha 40 %. Ilpu Ttaxoii
BBIPOKEHHOCTH BO3JICHCTBUS HET HEOOXOIUMOCTH M3MEHSThH JO3MPOBKY (DIYyKOHA30J1a y MAlUEHTOB,
OJTHOBPEMEHHO MPUHUMAIOUTUX JTUYPETHKH.

Jlexapcmeennvie npenapamul, Ha KOMopbule 1usem QayKoHaA30.1

@DyKOHA30J1 SBIAECTCS YMEPEHHBIM HHTHOUTOpOM n3odepmerToB 2C9 u 3A4 nuroxpoma P450 (CYP).
@OnykoHA30/1 TakXke SBISETCS CWIbHBIM HHruOutopoMm uszogpepmenta CYP2C19. Ilomumo
BBISIBJICHHBIX / YCTAHOBJICHHBIX ~ B3aUMOJIEHCTBUN  (NIPUBEACHHBIX Jajiee), CYHIECTBYET PHUCK
MOBBIIICHUS] KOHIICHTPAIMK B IUIa3Me KPOBH JPYIHX MPEmapaToB, KOTOPHIE METaOOIH3UPYIOTCS
nocpeacteom  CYP2C9, CYP2C19 wu CYP3A4 npu wuxX OJHOBPEMEHHOM NPUMEHEHUU
c (¢aykoHasoisoM. B cBsA3m ¢ 93TUM, NPUMEHATH TakHue KOMOMHALMU TMPENapaTroB CIEIyeT
C OCTOPOXXHOCTBIO M TILATEIbHO KOHTPOJIMPOBATH COCTOSHUE MAIMEHTOB. B CBs3M C AIHUTENbHBIM
NEPUOJIOM TIOYBBIBEZICHUS (PIIYyKOHA30JIa €ro MHTHOHpymomee AeHCTBIEe Ha (PEepMEHThI COXpaHsIeTCs
B TeUeHHUe 4—5 CyTOK MMocye mpeKpaiieHus ieueHus (cM. pazaen 4.3.).

Abpoyumunud

@nykonazon (uarudburop CYP2C19, CYP2C9, CYP3A4) mnoBbiman ypoBEHb BO3ACUCTBUS
neicTByromero BemiecTBa adpouutuHuOa Ha 155 %. Ilpu  OAHOBpEMEHHOM MPUMEHEHHH
abpouuTnHUOa ¢ (DIYKOHA30JIOM CIENyeT KOPPEKTHPOBaTh 103y a0OpOIMTHHUOA B COOTBETCTBUU
C MHCTPYKIMEH 110 MEAULIMHCKOMY TPUMEHEHHIO a0pOLUTHHUOA.

Angenmanun

Y  310poBBIX JOOpPOBOJIBIICB OJHOBPEMEHHOE TIpuMeHeHue ¢urykoHazona (B go3ze 400 wr)
u andenranmna (B go3e 20 MKI/KT BHYTPUBEHHO) MPHUBOAMIO K ABYKpatHomy yBenundeHuto AUCo
andenTanuna (BeposTHO, 3a cuer mHrubuposanus uzopepmenta CYP3A4). Moxer moTrpeboBaThCs
KOPPEKIHs 1036l all(heHTaHUIIA.

Amumpunmuaun, HOPMPUNIMUTUH

@iyKkoHA30J  YyCWIMBAeT  JEHCTBHE AaMUTPUNTWIMHA W HOpTpunTWiuHAa. KoHUeHTpauun
S-HOPTPUNTUINHA U / WK S-aMUTPUNTHINHA PEKOMEHAYETCSl U3MEPUTh B Hayane KOMOMHUPOBAHHOU
TEepallid W TO0 TMPOIIECTBHUM TEpPBOW Hexenw JiedeHUs. lIpm  HeoOXOIMMOCTH  Cleayer
OTKOPPEKTUPOBATH 103y AMUTPUNTHIINHA / HOPTPUIITUIIMHA.

Amcomepuyun B

[Tpu ogHOBpeMEeHHOM TpUMEHEHHHU (urykoHa3osa U amdoTrepuinaa B y nHQHUIMPOBaHHBIX MBIIICH
C HOPpMAJIbHBIM U CHUKCHHBIM HMMYHUTCTOM 6BIJ'II/I MOJIYYCHBI CIICAYIOIIUC PC3YJIbTAThI: H€6OHBHIOI>'I
aIIUTUBHBIA TPOTHBOTPHUOKOBBIN 3(ddext mpu cuctemHor uHpexuuu, Be3BaHHOU C. albicans;
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OTCYTCTBHE B3aMMOJECHCTBUS IIPYU BHYTPUUEPEITHOU HHd)eKuHI/i rBﬁfSME’%BE%&&ST@éybp%bns;

W aHTaroHW3M JIBYX TMperapaToB MPU CUCTEMHOW HWHGEKINH, BBI3BAHHOU Aspergillus fumigatus.
Knununueckast 3HaUMMOCTD PE3YIbTATOB, MMOJYYCHHBIX B JAHHBIX UCCICIOBAHUAX, HCU3BCCTHA.

Aumuxoazynaumol

B nepuon moctperucTpaniMoHHOTO HaOMIOAEHUS, KaK M JUIsl IPYTUX MPOTUBOTPUOKOBBIX MpENapaToB
(Mpou3BOHBIE a30J1a), IOCTYIAIN COOOIICHHS O Pa3BUTUH KPOBOTEYCHHUH (Fr€eMaTOMBI, KDOBOTCUCHHS
U3 HOCAa M JKEIYJOYHO-KHILIEYHOTO TpaKTa, reMaTypus, MejieHa), OOYCIIOBICHHBIX YJIMHECHHEM
MIPOTPOMOMHOBOTO BPEMEHU TIPH OJHOBPEMEHHOM NpHMEHeHWH BapdapuHa u (daykoHazoma. [lpu
OJTHOBPEMEHHOM NpHUMEHEHMH (IIyKOHa30Ia M BapdapuHa OTMEYaloCh ABYKPaTHOE YBEIMYEHUE
MIPOTPOMOMHOBOTO  BPEMEHH, BEpOSITHO, BCJIEACTBUE YrHETeHUs MeTabonusma BapdapuHa,
ormocpenoBanHoro wuzodepmentom CYP2C9. VYV mnamueHToB, NPUHUMAIONIUX AHTUKOATYJISTHTHI
KYMapHHOBOTO M MHJIaHMOHOBOTO psi/ia OJJHOBPEMEHHO € (hIIyKOHA30JI0M, PEKOMEHYeTCs TIIATEIbHO
KOHTPOJIHPOBATh MPOTPOMOMHOBOE BpeMs. Takke CIeIyeT OIEHUTH IeIecO00pa3sHOCTh KOPPEKIIHH
7103l QaHTUKOATyJISTHTOB.

benszoouazenunwi (xopomkoco deﬁcmeuﬂ), Hanpumep, MUOA3Z0NAM U mpuaszonam

[locne mepopalibHOrO MpUMEHEHHs] MHUAa3ojamMa M (IyKoHazona HaOII0JalIoCh CYIIECTBEHHOE
MOBBIIIEHUE KOHIIEHTPAIIMKA MU/1a30J1aMa B CHIBOPOTKE KPOBH U YCUIICHHE TICUXOMOTOPHBIX 3P (PEKTOB.
OnnoBpemeHHOe TpuMeHeHue (urykoHazona B go3e 200 Mr m mmjmasonama B 1103€ 7,5 MI BHYTPh
npuBoamio K nosBelieHM0 AUC u  yJUIMHEHHMIO T1IepuoJa TOJYBBIBEACHHMS MMJa30j1ama
B 3,7 u 2,2 pa3a, coorBeTcTBeHHO. OJTHOBpeMeHHOEe TpruMeHeHue (ykoHa3ona B 03¢ 200 Mr/cyTku
n Tpuazonama B no3e 0,25 mr BHyTph npuBogwio Kk ysBenmdeHutro AUC u ymiMHEHUro nepuoaa
MOJYBBIBEICHUST Tpuazonama B 4,4 u 2,3 pasza, COOTBETCTBEHHO. [Ipyn OJIHOBpeMEHHOM NPUMEHEHUU
¢nykoHa3oma ® TpuazojliaMa OTMEYAJOCh IOTCHLUUPOBAHHE M MPOJIOHTUpoBaHHE 3(QeKToB
Tpuazonama. Eciu manueHnTtaMm, moiydaromuM (irykoHa30J, HEOOXOIUMO OJHOBPEMEHHO MPOBECTH
Tepanuio 0eH301Ma3enMHaMU, CIEyeT OIICHUTh LIEIecO00pa3HOCTh CHUKEHHUS 1036l O€H30/1Ma3ennHa
Y yCTaHOBUTH HaJIJIeKallee HaOII0IeHNE 32 COCTOSTHUEM MAlleHTOB.

Kapbamaszenun

®dykoHa3051 yrHeTaeT MeTabosin3M KapOama3enuHa U CHOCOOCTBYET IOBBILIEHHIO KOHIEHTPALUU
kapOamazenuHa B 1uiazme kpoBd Ha 30 %. HeoOXomumo yduThIBaTh PUCK Pa3BUTHS TOKCHYHOCTHU
kapOamazenuHa. CiieyeT OLleHUTh HE0OXO0AUMOCTh KOPPEKLUH J103bl KapOaMa3enuHa B 3aBUCUMOCTH
OT KOHLIEHTpaIuu / a3 exra.

Enoxamopul kanvyuesvix kananos

HGKOTOpBIe AHTAarOHUCThI KaJIbIIUECBHIX KaHAJIOB (HI/I(bGI[I/IHI/IH, HUCpaJUIIMH, aMJIOAWUIIMH, BCpallaMull
u ¢enogunun) Merabommsupyrotcs uzodpepmertom CYP3A4. dnykoHa3osl cocoOCH yBETMYUBATH
CUCTCMHYIO OKCIO3HUIUIO AHTArOHHUCTOB KaJbLHUCBBIX KaHAJIOB. PGKOMGHI[YGTCH MMPpOBOAHUTD
TIIATEIbHBI MOHUTOPHUHT BBISIBJICHUSI HEXKEIATEIBHBIX PEaKIUii.

[[enexokcub

[Ipu omHOBpemMeHHOM mpuMeHEeHHH (QurykoHazona (B mo3e 200 mr/cyTkw) W 1enekokcuba (B go03e
200 Mr) 0TMEUYAIOCh MOBBIIIEHUE MaKCUMATbHON KOHIIEHTpaluH (Cmax) 1 AUC 1ienekokcuba Ha 68 %
u 134 %, coorBercTBeHHO. [Ipn 0HOBpEMEHHOM NMPUMEHEHUHU LIEJIEKOKCHOa U (IIyKOHA30J1a MOXKET
MOTpeOOBaThCs CHUKEHHE JI03bI IIEIEKOKCHOa B Ba pasa.

Luxnodochamuo

OnHoBpeMeHHOE TpuMeHeHue ImKiIopochamuna u  (IaykoHa3ojga NPUBOJWIO K MOBBIIICHUIO
KOHIIEHTpanuy OmnnpyOnMHa W KpeaTWHWHA B CHIBOPOTKE KPOBHU. J[aHHAs KOMOHMHAIMS TOMyCTHMA
C YU4ETOM PUCKA yBETUYEHUS KOHLEHTpAIMii OMITMpyOruHa U KpeaTHHHUHA ChIBOPOTKH.
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(NOCNELOBATENLHOCT 0004)

Denmanun

Coobmanoch 00 OZHOM cilydac MHTOKCHKAIMKA (DEHTAHWJIOM C JIETAIBHBIM HCXOJOM BCIICACTBUE
BO3MOKHOT'O B3aUMOJICHCTBHS MeX1y (peHTaHWIOM U (iaykoHazonoM. Kpome Toro, B ucciae1oBaHUN
Ha 3JIOPOBBIX JOOPOBOJIBIAX OBLIO MPOJEMOHCTPUPOBAHO, YTO (PIIYKOHA30JI 3HAYUTEILHO 3aMeIsiT
BbIBeJlcHHE (eHTaHusa. [loBbImIEHHE KOHIIGHTpPAUWU (PEHTAaHHJIA MOXKET MPUBOIUTH K YTHETEHUIO
npixanus. Cremyer TIIATETbHO KOHTPOJMPOBATH COCTOSIHME ITAlIMEHTOB C IICTBIO  BBISBICHUS
MOTEHIMAJILHOTO PUCKA YTHETEHHUS JbIXaTeNbHOW QyHKINU. MOXKEeT moTpeOoBaThCs KOPPEKLUS J103bI
(dheHTaHMIA.

HUneubumopwvr I'MI-KoA-pedykmasoi

OnHOBpEMEHHOE MPUMEHEHUH baykoHazonma U WHTHOUTOPOB I'MI'-KoA-penykrassl,
Metabonmm3upyembix uzopepmerTom CYP3A4 (Takux Kak, aTOpBaCTaTUH M CHUMBACTATHH), WIH
naruouTopoB I'MI-KoA-penykrasel, merabonmsupyembix uzopepmentom CYP2D6 (Takux Kak,
(dyBacTaTUH; CHIKEHHBIH METAa0OMM3M CTAaTWHA B TICYCHHU), MOBBIIIAET PHUCK (B 3aBUCHUMOCTHU
OT J103bl) Pa3BUTHUSI MUONIATHH U pabnomuonusa. B ciyyae HeoOX0IUMOCTH OJJHOBPEMEHHOM Tepanuu
YKa3aHHBIMHU TIperaparaMu, CJIeIyeT TIIATeThbHO HAONIOAAaTh 32 COCTOSHHUEM MAIMEHTOB C IENbI0
BBISIBJICHMSI CHMITOMOB MHOIIATUM U pabAOMHUONM3a UM  KOHTPOJIHMPOBATh KOHIEHTPALHUIO
KpeaTUHUHKUHA3EL. B cilydae 3HAUUTEIHHOTO YBEIHMUCHHUSI KOHIIEHTPALMU KPEaTHHUHKUHAZEI, a TAKKE
OpyU  TOJO3PEHWHM WM  BBISBICHUM  MHONATHH / pabJOMHONNM3a, TEpanmuil0  HMHTUOUTOpaMu
I'MI'-KoA-penykTassl cienyer npekpaTtutb. MoryTt norpeboBarbesi 0ojiee HU3KHE 1036l HHTHOUTOPOB
I'MI'-KoA-peaykTa3bl B COOTBETCTBHHM C OOIIEH XapaKTEPUCTUKOW JIEKApCTBEHHOTO Tpemapara s
CTaTHHOB.

Hopymunub

VYmepennsle uHruouropsl m3opepmenta CYP3A4, Takume Kak (QIyKOHA30J, YBEITUYMBAIOT
KOHIIEHTPALMIO HOpyTHHHOA B TUIa3ME U MOTYT HOBBIIIATH PUCK TOKCHYHOCTH.

Ecnu nmpuMmeHeHus mpemapaToB B KOMOMHAIIMK HE yJIaeTcs H30ekaTh, HEOOXOANMO YMEHBIIUTH 103y
nbopyruauba g0 280 mr 1 pa3 B cyrku (2 Kamncyiabl) Ha BpeMs TNPUMEHEHHS HHTHOWUTOPOB,
1 00eCneunTh THIATEeIbHOE KIMHINYECKOe HAOII0ICHHE.

Heaxad)mop (6’ Kayecmee MOHomepanuu uiu 6 KOMOUHQUUYU _C npenapamamu _noco e
mepanesmuyecKo20 Kuacca)

OpHOBpeMEHHOE NpPHUMEHEHHE C HBaKaTOpPOM, CTUMYJISTOPOM pEryiIsITopa TpaHCMEeMOpaHHON
npoBoaumoctu  mykoBuciuao3a (CFTR), yBenwumBamo »skcmosunuio uBakagropa B 3 pasa,
a ruapokcumeTmi-upakadpropa (M1) — B 1,9 pasza. CHwkeHnue n103bl uBakadtopa (B KadyecTBe
MOHOTEpAaUd WIH B KOMOMHAIIMM C JAPYTUMHU TpernaparaMmu), HEOOXOJAUMO B COOTBETCTBHH
¢ wHbopMarmel, ykazaHHOH B OOIIEH XapaKTepUCTHUKE JIEKAPCTBEHHOIrO Ipemapara uBakadtopa
(B KauecTBE MOHOTEPAIUH WM B KOMOWHAIIUNY C JPYTUMH MIpermapaTamu).

Onanapu6
VYmepennsle uHruOutopsl u3odpepmenta CYP3A4, takue Kak (IyKOHA30J, TOBBIIIAIOT
KOHLIEHTpanuio  onamapuba B Mmia3Me  KpoBH. VX ~ OJHOBpEMEHHOE  IpPUMEHEHHE

HE peKoMeHA0BaHO. Ecim HEBO3MOXXHO H30€KaTh OJHOBPEMEHHOTO MPUMEHEHHs, HE00XO0IUMO
COKpaTHUTh 03y oJyiarmapuba g0 200 Mr 2 pa3a B CyTKH.

HMMVHO@QI’ZD@CCGHmbl (Hanpumep, YUKTIOCHOPUH, D8EPOIUMYC, CUDOAUMYC U MAKPOIUMYC).

! !;MKJZOCI’IOQMH

®nyKoHA30J1 3HAYUTENBHO TOBbIMAaeT KoHeHTpauuio 1 AUC nukinocnopusa. [Ipu ogHoBpeMeHHOM
npuMeHeHnn ¢GaykoHazona B go3e 200 Mr/cyTkum W IuKIocnopuHa (B 11o3e 2,7 MI/KI/CYTKH)
orMevasioch mnosbimeHne AUC nukinocnopuHa B 1,8 pasa. OTu mpenapaTbl MOXKHO IPHUMEHSTH
OJTHOBPEMEHHO MPH YCIOBUH CHUKEHHS J103bI LIUKIOCIIOPHHA B 3aBUCUMOCTH OT €r0 KOHIIEHTPAIIH.

12
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(MOCNEOOBATENLHOCT 0004)

Deeponumyc

HecmoTpst Ha TO, YTO COOTBETCTBYIONIUE UCCIIEIOBAHUSA i1 VIVO U in Vitro HE POBOJUINCH, CUUTAECTCS,
970 ()JIYKOHA30JI CIOCOOEH MOBHINIATH KOHIICHTPAIIMU JBEPOJIMMYCa B CHIBOPOTKE KPOBH 3a CYET
yraeterus nzopepmenta CYP3A4.

Cuponumyc

@dyKOHA30JT TMOBBINIACT KOHIICHTPAIIMH CHUPOJIMMYCa B IIa3Me KPOBH, MPEAIOJIOKUTEIFHO B CBSI3U
c wuHruOupoBaHueM MeTabonm3ma cupoinumyca uyepe3 yraoerenue uszopepmenta CYP3A4
u P-rimkonporenHoM. [laHHas KOMOWHAIMS MOXKET TPUMEHSTHCS MPH YCIOBUU KOPPEKIHUU T03BI
CUPOJIMMYCA B 3aBUCUMOCTH OT YPOBHS KOHIIEHTPAIIUU M BBIPAKEHHOCTH TEPANEBTUYECKOTO 3P dekTa.

Taxkponumyc

®dryKoHa30J1 CIOCOOEH MOBBIIIATh KOHIIEHTPAIUU TAaKPOJIMMYCa B CBIBOPOTKE KPOBH B 5 pa3 MpH €ro
MepopaIbHOM IPUMEHEHUH 33 CUET MHTHOMpOBaHUs MeTabonu3Ma Takpoiaumyca pepmeatom CYP3A4
B KumeyHuke. IIpy BHYTpMBEHHOM IIPUMEHEHUU TaKpOJIMMYyCAa 3HAYUTEIBHBIX H3MEHEHUU
(hapMaKOKMHETHKH OTMEYeHO HeObLT0. [ToBBINIICHNE KOHIICHTPAIMU TaKPOJIMMYCa B CBIBOPOTKE KPOBHU
aCCOIMUPOBANIOCh C Pa3BUTHEM HE(PPOTOKCHYHOCTH. Jl03y TakpoiuMyca TpuU TpUEME BHYTPb
HEOOXOMMO CHM)KATh B 3aBUCHMOCTH OT €r0 KOHIICHTPAIIMU B KPOBH.

Jlozapman

@dykoHAa30J1 yrHETaeT MeTaboIu3M Jio3apTaHa 0 ero akTuBHOro meradonurta (E-31 74), xoTopsrit
OTBEUaET 3a OOJBIIYIO YacTh 3(PPEKTOB, CBA3AHHBIX C AaHTATOHU3MOM K pelenTopaM aHruoTeH3uHa-11
IpHU TIpUEMe Jio3apTaHa. PEKOMEHIYeTCs OCYIIECTBIISATh MOCTOSHHBI MOHHUTOPHHI apTEPHAIBLHOTO
AABJICHUA Yy MMAIUCHTOB B TCYCHWU BCCTO MEpHUOAa JICUCHUS.

Jlypazudon

VYmepennsie uHruOutopsl m3zodepmenta CYP3A4, takue kak (IykoHa30J, MOTYT YBEIUYHMBATH
KOHILIEHTPALIMIO JIypa3WJoHa B IUIa3Me KpoBH. Ecim OZHOBpEMEHHOro NpHMEHEHHUsS IpernapaToB
HENb3sl M30eXarTh, ClIeayeT YMEHBUIMTH 103y Jypa3HIOHA, KaK yKa3aHO B OOIIeH XapaKTepHCTUKE
JIEKapCTBEHHOTO IIpenapara Juist JTypa3uaoHa.

Memaoon

@dyKoHa30J1 CIIOCOOEH MOBBIIIATH KOHIIEHTPAIMIO METal0Ha B I1a3Me KpoBU. MoskeT moTpedoBaThes
KOPPEKLHS 103bl META0HA.

Hecmepououvie npomusosocnaiumensvhuie npenapamol (HIIBII)

ITpu ogHOBpEeMEHHOM IpUMEHEHHHU ¢ (PIyKOHA30JI0M Cmax 1 AUC ¢uypbunpodena yBenuuuBaroTcs
Ha 23 % u 81 %, COOTBETCTBEHHO MO CPAaBHEHMIO C aHAJIOTMYHBIMH MOKA3aTEISIMU MPU TPUMEHEHUN
TonbKO  (prypOumnpodeHa. AHaAIOTMYHO, TPU  OJHOBPEMEHHOM NpPUMEHEHMH (IIyKOHA30I1a
u panemudeckoro noymnpodena (B 103e 400 Mr) Cmax 1 AUC dapmMakoIornyeckn akTHBHOTO U30Mepa
[S-(+)-ubynpodena] mosimanuck Ha 15 % u 82 %, COOTBETCTBEHHO, 110 CPABHEHUIO C AaHAJIOTUYHBIMU
MOKa3aTeJsIMH ITPH TPUMEHEHHUH TOJIBKO PAlEMUYECKOro HOynpodeHa.

HecMmoTpst Ha OTCyTCTBHE IENIEHANPABICHHBIX MCCIEIOBAaHUN, N3BECTHO, YTO (IIYKOHA30JI CIIOCOOEH
YBEIUYUBATh CUCTeMHYI0 3kcno3unuio apyrux HIIBII, kotopsie MeTabonu3upyroTcs: n3opepMeHTOM
CYP2C9 (mampumep, HampoKCEH, JOPHOKCHKaM, MEJIOKCHKaM, JAukiodeHak). B  cmydae
OJTHOBPEMEHHOTO NMPUMEHEHHS TaHHBIX MPENapaToB PEKOMEHIYETCsI TPOBOAUTH YacThlii MOHUTOPUHT
C LIETBIO BBISIBJICHUS HEXENATEIbHBIX PEAKIUNH U TOKCHYECKUX MPOSIBICHUH, CBSI3aHHBIX C MPUEMOM
HIIBII. Moxet nonago0utbcst koppekmus 10361 HITBIT.

Denumoun

®daykoHa301 MHrHOMpyeT MeTaboau3M (eHuTomHa B medeHH. OJHOBPEMEHHOE MHOTOKpaTHOE
npuMeHeHne (aykoHazona B no3e 200 mr m ¢enuronHa B go03e 250 Mr BHYTPUBEHHO MPHUBOAMIIO
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k yBennmdeHuto AUC2s u Crin peruronna ua 75 % w128 %,'gggﬁggc;gtﬁﬁigEﬂ;l}pﬁ IC;II[HEEbéMIeI%IHOM

MPUMEHEHHUHU 3THX JIEKapCTBEHHBIX MPENapaToB CilelyeT KOHTPOJIUPOBATh KOHIIEHTPAINIO (PEeHUTONHA
B IJTa3Me KPOBH TSI UCKITFOUEHUS Pa3BUTHS TOKCUYECKOTO JIEHCTBUS ()EHUTOUHA.

IIpeonuson

Nmeetcs cooOIieHne o pa3BUTUH OCTPO HEAOCTATOYHOCTH KOPHI HAAMOYCUYHUKOB Y MAlUEHTA MOCIIe
TpaHCIUIAaHTAIlMK TeYyeHH Ha (oHE OTMEeHBbl mpHema (IyKoHa30ja IOCIEe TPEXMECAYHOro Kypca
Tepanuu. [IpeAnonoxuTensHO, MpEKpalleHue Tepanuu (IYKOHA30J0M BBI3BAIO TOBBIICHHE
aktuBHOCTH n30depmenTa CYP3 A4, uro mpuBeso K yCUIICHUIO MeTaboIM3Ma MpeHU30HA.

HaHI/IeHTH, JIUTCIIBHO MoJIy4Jarommue KOM6I/IHI/IpOBaHHyIO TCPaIno NpCaAHU30HOM
n q)HYKOHaBOJ'IOM, JOJIDXKHBI HAXOJUTHCA 1104 TIIATCIBHBIM MCIWITUMHCKUM Ha6J'IIOI[eHI/IeM IIpru OTMCHE
npuema (bHyKOHaBOJIa C IICJIBIO BBIABJICHUA HCAOCTATOYHOCTHU KOPBI HAAITOYCYHUKOB.

Pughabymun

@dnykoHA30J1 TOBBIIIAET KOHLEHTpalMu pupadyTMHa B CHIBOPOTKE KpPOBH, YTO MPUBOAUT
k yBenuueHutro AUC pudabyruna no 80 %. Ilpu oaHOBpeMeHHOM mNpuUMeHEHUH (IyKOHa301a
u pudabyTuHa omucaHbl ciay4yan yBeuTa. [Ipu nmpuUMeHEHUM TakoH KOMOMHAIMU JIEKapCTBEHHBIX
npernapaToB HEOOXOAMMO MPUHUMATH BO BHUMAHUE CUMITTOMBI TOKCHUECKOTO ACHCTBUS pruadyTHHA.

Caksunasup

Onykonazon mnoBbimaeT AUC u  Cpax cakBuHaBupa mpubmusutenbsHo Ha 50% wu 55 %,
COOTBETCTBEHHO, 3a CUET HMHIHOMpOBaHMS MeTaOoNM3Ma CaKBHHABHpa B TEUEHH H30(EPMEHTOM
CYP3A4 wu wnrubupoBanus P-rimkonporenmna. BzammonelictBue Mexay  (iykoHa3oigom
U CaKBUHABHPOM / PUTOHABUPOM HE M3y4ajoCh, OHO MOXET HOCUThH OoJiee BBIpaXEHHBIA XapakTep.
MosxeT noTpeboBaThCS KOPPEKLUS 03Bl CAKBUHABHPA.

Ilpenapamol CWZbd)OHMJZMOIlegqul

HccnenoBanust ¢ ydacTueM 3J0pPOBBIX TOOPOBOJIBLEB IOKA3ald, YTO OAHOBPEMEHHOE IPHUMEHEHHE
¢biryKoHa301a ¢ IepopaIbHBIMHU MPOU3BOJHBIMH CYJIb(OHMIMOUYEBUHBI (HAIPUMED, XJIOPIPOIIAMHIOM,
ITIMOCHKIAMHUJIOM, TJIMIM3UAOM, TOJOYTaMHIOM) NPUBOAWIO K YUIMHEHUIO UX IepHoja
nonyBbiBeieHUs. [IpM OJHOBpEeMEHHOM MpPHMEHEHHH ¢ (DIYKOHA30J0M HEOOXOAUM PEryJIsIpHBINA
KOHTPOJIb YPOBHSI TJIIOKO3bI B KPOBHU M, IPU HEOOXOAUMOCTH, CBOEBPEMEHHOE CHW)KEHUE 03Bl
MPEnapaToB Cyab(HOHUIMOUYECBUHBL.

Teopunun

B mnane6o-KOHTpOIMpPYyEeMOM HCCIEIOBAaHUM JICKAPCTBEHHOTO B3aMMOJCHCTBHS TpU  IMpHEME
¢dbaykonazoma B mo3e 200 Mmr B TeueHue 14 gHEH CpemHSAS CKOPOCTh TUIA3MEHHOTO KIMpEHCa
teopuiuinHa cHmxkanach Ha 18 %. Ilpu HazHaueHuM QuiyKoHa3oJla HAIMEHTaM, NPUHUMAIOLIINM
TeO(UIUTUH B BBICOKMX J03aX, MJIM UMEIOIIKUM MOBBIIICHHBIN PUCK Pa3BUTHS TOKCUYECKOTO NEHCTBUS
TeopUILTNHA, HEOOXOOUMO HAOIIOAATh 3a TMOSBICHHEM CHUMIITOMOB IEPEAO3HPOBKUA TEO(DUILINHA.
[Ipu nmosiBIEHNH NMPU3HAKOB TOKCUYHOCTH TEPANHIO CIEAYET CKOPPEKTUPOBATH.

Toayumunub

DKCHO3UIHS todaruTrHNOA YBEITHYMBACTCS npu OJTHOBPEMEHHOM NPUMEHEHHH
C JIEKapCTBEHHBIMHU IIperapaTtamMy, SBISIONMMHCA YMEPEHHBIMH HHruOUTOpamMHu H30(epMeHTa
CYP3A4 u cunpubiMu uarubutopamu uzopepmenta CYP2C19 (nmanpumep, daykonazon). [loaromy
pPEKOMEHAYeTCS CHM3UTh 103y TodauuTtuHuOa 10 5 mMr 1 pa3 B CyTKM NpH KOMOMHHPOBAHHOM
NPUMEHEHHH C JAaHHBIMU ITpenapaTamMu.

Toasanman

Okcno3unusi TojBanTaHa 3HauuTenbHO yBenumuuBaerca (AUC nHa 200 %; Cnax Ha 80 %)
IpU OJTHOBPEMEHHOM IpPHMEHEHHH ToiBanTaHa, cyoctpata CYP3A4, u ¢uykoHazona, yMEpeHHOTO
naruouTopa CYP3A4. [Ipu 3TOM CyIIecTBYeT PUCK 3HAYMTEIIBHOTO YBEIMYCHUSI YaCTOTHI Pa3BUTHS
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HesKeNaTebHbIX SBICHHHN, B YaCTHOCTH, TAKHX KaK, |[IOBBILIE e b ;‘ . .}a.u 5 0P04) bas
dididfl VoRb B At hudia 10 Bt

MoyYeyHasi HEIOCTaTOYHOCTh. lIpM OJHOBpEMEHHOM MPUMEHEHHWU JaHHBIX TMPENnapaToB CiexyeT
YMEHBUINTH 103y TOJBANTaHa COIJIACHO €ro oOmiel XapaKTepUCTHKE JIEKAPCTBEHHOrO Iperapara
W BHHUMATEIbHO HAOMIONAaTh Ha TMpEAMET BO3HUKHOBEHHS JIIOOBIX HEXENaTelIbHBIX pPEaKIIHii,
CBSI3aHHBIX C TOJIBAIITAHOM.

Ankanouo bapsunka

HecMmoTpst Ha OTCyTCTBUE Li€T€HANIPABICHHBIX HCCIEIOBAHUN, CYMTACTCS, YTO (DIYKOHA30J CIIOCOOEH
YBEIIMYMBATh KOHIICHTPALMU alIKaJOUIO0B OapBMHKA B IUIa3Me KpPOBH (HAmpuMmep, BHUHKPUCTHHA
¥ BUHOJIACTMHA) M, TaKUM OOpa3oM, MPUBOAUTH K PA3BUTHIO HEHPOTOKCHYHOCTH, YTO, BO3MOXKHO,
MOXET OBITh CBsA3aHO ¢ UHruOupoBanuem nzopepmenta CYP3A4.

Bumamun A

Nmeetcs coobiienne 00 0AHOM Cilydae pa3BUTHs HEXKENAaTeIbHBIX PEAKIMil CO CTOPOHBI EHTPATHLHOM
HepBHoii cucreMbl (IIHC) B BHIe ICEBIOOMYyXOJHM TOJOBHOTO MO3ra TPU OJHOBPEMEHHOM
MPUMEHEHUH TIOJHOCTHIO TPAHCPETHMHOEBOW KHCIOTHI  (KHUCJIOTHOM ¢dopma BUTaMHUHA A)
u (IIyKOHA3011a, KOTOPbIe MCYE3JIN Mocie OTMEHBI (prykoHa3ona. [IpuMeHenne nanHONW KOMOWHAIMK
BO3MOXXHO, HO CJI€IyeT IOMHHUTb O BO3MOXXHOCTM BO3HUKHOBEHHUS HEXKEIATEeIbHBIX pPEeaKIHi
co croponsl [THC.

Bopuxonaszon (uneubumop uzodepmenmos CYP2C9, CYP2C19 u CYP3A4)

OpHOBpEMEHHOE MepopabHOE MpUMEeHeHne BopukoHazona (rmo 400 mr kaxkasie 12 4acoB B NEpBBId
neHb, 3ateM 1o 200 mr kaxapie 12 gacoB B Teuenue 2,5 nHeit) u ¢paykonazosna (400 Mr B mepBbIi JeHB,
3areM no 200 mr kaxaple 24 yaca B TeueHue 4 nHEH) y 8 3M0pOBBIX JOOPOBOJIBIIEB MYKCKOTO I0JIA
MPUBOJIMIO K MOBBIMEHUI0 Cmax 1 AUC BopukoHazona B cpenneM Ha 57 % (90 % noBepuTenbHBIM
untepan (AN): 20 %, 107 %) u 79 % (90 % AW: 40 %, 128 %), coorBercTBeHHO. [IpuBoaun yn
CHIDKEHUE JTO3bI U / WJIM YaCTOThI IPUMEHEHHUs BOPUKOHA30J1a U (DJIyKOHA30Ja K YCTPAaHEHUIO JaHHOTO
spdekra, He ycraHOBIeHO. [Ipy TpUMEHEHMHM BOPHKOHA30JIa OJHOBPEMEHHO C (hIyKOHA30JI0M
PEKOMEHIYeTCsl KOHTPOJIMPOBAaTh COCTOSHUE TAIlMEHTOB C LEJbI0 BBIABICHUS BO3HUKHOBEHUS
HEXXEJIaTeNbHbIX PeaKLUi, CBA3aHHBIX C IPUMEHEHHE BOPUKOHA30]A.

3udosyoun

[Ipu mepopasibHOM HpHUMEHEHHH (IIYKOHA30JI CHIDKACT KIMPEHC 3HMIOBYAMHA NpUMepHO Ha 45 %
n noBbimaeT Cmax U AUC 3umpoBynnHa Ha 84 % u 74 %, coorBercTtBeHHO. Kpome Ttoro, npu
OOTHOBPECMCHHOM IMPUMCHCHUHU C (bHyKOHaBOJIOM OTMCHAJIOCh YAJIMHCHUC IICpHUOAa ITOJYBBLIBCACHUA
3uoByauHa mpuMepHo Ha 128 %. [lanueHTsl, modydaromme Takyl0 KOMOMHAIMIO JIEKapCTBEHHBIX
npenaparoB, JOJZKHBI HAXOAUTHCA O] HaGHIO,Z[GHI/IeM C LOCJIbIO BBIABIICHUA HCXKECIIATCIIbHBIX peaKuHﬁ,
CBSI3aHHBIX C NPUMEHEHHWEM 3uaoBynuHA. [Ipm HEoOXOOUMOCTH BO3MOXKHO CHHXKEHHUE 03Bl
3UIOBYHHA.

Azumpomuyun

JUis ycTaHOBJIEHMsI BIUSHUS OJHOKPATHOIO MEPOPAIBbHOIO IMpHEMa azuTpoMuuuHa B no3e 1200 mr
Ha (papMaKOKMHETUKY (PJIyKOHA30J1a IPU €ro OAHOKPATHOM NEpOPaIbHOM IpuMeHeHnu B 1o3e 800 mr,
a TaKKe BIUAHUSA (QIIyKOHA30sa Ha (PApMAKOKMHETHKY a3UTPOMHIIMHA OBUIO NMPOBEJCHO OTKPBITOE,
PaHIOMU3UPOBAHHOE, TPEXCTOPOHHEE IIEPEKPECTHOE MCCIEJOBaHUE C YydacTHeM 18 310poBbIX
I0OpOBOJIBIEB. 3HAYMMOTO (PapMaKOKMHETHYECKOTO B3aUMOJCHCTBUS MEXIY (IYKOHA30JI0M
Y a3UTPOMUIIMTHOM BBISIBJIEHO HE OBLIO.

Ilepopanvuvie konmpayenmugol

beuto mpoBeneHo 1Ba (papMaKOKMHETHYECKHUX HCCIEIOBaHMS NPUMEHEHUS KOMOMHHUPOBAHHOIO
NEPOPANBbHOTO KOHTpAIlleNTHBAa Ha (poHE MHOTrOKpaTHOro mnpuema ¢uykoHaszonda. [Ipum mpuMeHeHUH
¢bnykoHa3zona B 03¢ 50 Mr CyleCTBEHHOIO BIUSHMS Ha YPOBEHb TOPMOHOB YCTAHOBJIEHO HE ObLIIO,
TOrAa Kak NpU exeaHeBHOM mpueme ¢aykoHazona B goze 200 mr AUC sTHHMIACTpaguoia
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npuMeHeHne (IyKoHazola B yKa3aHHBIX J03aX BPSI JIM MOKET OKa3aTh BIMSHHUE HAa 3(PPEKTUBHOCTD
KOMOWHUPOBAHHBIX EPOPAIBHBIX KOHTPALENTUBHBIX PENnapaToB.

4.6. ®epTUIBHOCTD, 0€PEMEHHOCTD U JAKTALMUSA

bepemeHHOCTD

Pesynmbrathl  HAOMIOAATENBHOTO  WCCICNOBAHMS ~ YKa3bIBAlOT  HA  TIOBBINICHHBIH  PUCK
CaMOTIPOM3BOJILHOIO a0opTa y JKEHIIMH, T[OJy4yaBIIMX (PIyKOHa301 B MEPBOM TPUMECTpeE
OCpEeMEHHOCTH.

JlaHHBIE 1O HECKOJIbKMM ThICSYaM OCpEeMEHHBIX JKCHIIUH, IOJYYUBIIUX KyMYJISTHBHYIO 03y
¢dbaykonazoma <150 Mr Ha TOPOTSHKEHUH TEPBOTO TPUMECTPA, CBUICTEIHCTBYIOT 00 OTCYTCTBHH
YBEIIMYEHUsI OOIIEro pucka (GOpPMHPOBAHUS TOPOKOB pa3BUTHS Yy IUoga. B oxHOM KpymHOM
HaOJII0AATEIbHOM KOTOPTHOM HCCIIEIOBaHMM IepopalibHOE IpUMEHEHHE (IIyKOHa30jla B IEPBOM
TpUMeCTpe ObUIO CBA3aHO C HEOOJBLIMM MOBBIIMIEHUEM pHCKa (OPMUPOBAHUS MOPOKOB Pa3BUTHS
OIIOPHO-JBUTaTEILHOIO amMapara, 4YTO COOTBETCTBYET NPUMEPHO | JONOJHUTEIBHOMY CIIydyaro
Ha 1000 >keHIWH, MOJy4YaBIIUX KyMYJISITHBHBIE 103bI < 450 Mr, [0 CPaBHEHHUIO C >KCHIMHAMH,
MOJTyYaBIIMMH TONMMYECKHE Mpenaparhbl IPYIIbl a30JI0B, U MPUMEPHO 4 JONOIHUTENBHBIM CIIydasMm
Ha 1000 >XKeHIIMH, NOJy4YyaBUIMX KyMYJISATHBHBIE 103bl cBble 450 Mr. CKOppeKTUPOBaHHBIN
OTHOCHUTENbHBIN puck coctasui 1,29 (95 % AU 1,05-1,58) nns nmepopanbHoro ¢uiykoHasosa B J103€
150 mr u 1,98 (95 % AU 1,23-3,17) nns no3 paykonaszona 6onee 450 mr.

Omncanbl cIy4adl MHOKECTBEHHBIX BPOXKJCHHBIX TOPOKOB PAa3BUTHS Y HOBOPOXKICHHBIX (BKIIOYAs
Opaxunedanuio, AUCIUIA3UIO0 YIIHBIX PAKOBHH, YpPE3MEPHOE YBEIMYEHHUE IEpPEeIHEr0 pOTHHUKA,
HCKpUBIIEHHE Oeapa, MIeYeIOKTEBOH CHHOCTO3), MaTepH KOTOPHIX B TEUEHHE TPEX M Ooyee MecsIeB
npuHuManu (GpaykoHa3od B BBICOKHMX 703ax (400-800 mr/cyTku) Ui Jie4eHUs] KOKLIUIHMOUIOMHKO3a,
XOTSI IPUYNHHO-CIIECTBEHHAS CBSI3b 9THX CIy4acB ¢ MPUEeMOM (IIyKOHA30J1a HesiCHa.

HccnenoBanus Ha )KUBOTHBIX BBISIBUIIN PEPOSYKTUBHYIO TOKCUYHOCTH (CM. paszzaen 5.3).

[Ipexne yeM 3abepeMeHETh, PEKOMEHIYETCS BBIAEP)KATh MEPHOJ, BEIMBIBAHUS MPOJOKUTEIBHOCTBIO
0K0J10 1 Heenu (4TO COOTBETCTBYET 5—6 nepuoaam MOIYBBIBEACHMS) 10CIIE IPUMEHEHUSI OJHON O3Bl
WJTU TIPEKPAICHHsI Kypca JeueHus (CM. pasnen 5.2).

He cnenyer mpuMeHATh (IIyKOHA30JI B CTaHAAPTHBIX J103aX M MPOBOJUTH KPATKOCPOUHBIE KYpCHI
nedeHus (IyKOHA30JIOM B Iepro OepeMEHHOCTH, 33 UCKIIOUCHHEM KpaitHel He00X0IUMOCTH.

He cnenyer mpuMeHsTh (PITyKOHA301 B BEICOKHX J103aX H/HIIW MIPOBOAUTH IITUTEIBHBIC KYPChI JICUCHHS
(b1yKOHA30JI0M B IIepro OEPEMEHHOCTH, 33 UCKIIOYEHUEM JICUEHUS YTPOXKAIOLIUX KU3HU UH(EKINH.

JlakTarus

®OnykoHa30/ OOHApPYKUBAaETCS B TPYAHOM MOJIOKE B KOHIIGHTpAIMSIX, ONM3KUX K IJIa3MEHHBIM
(cMm. pazzen 5.2.). Kopmienue rpyapio MOKHO MPOJODKATh MOCIE OJHOKPATHOM J03bI (prrykoHa3o0ia
150 mr. He pexkoMeHayeTcs KOPMUTh TPYAbIO MOCI€ MHOTOKPATHOTO MpUEMa WIIM MpUeMa BBICOKOH
1036l (uykoHazona. [Ipy mpuHATHM perieHuss O Ha3HaueHHH (IykoHa3oja Ha (OHE TPYIAHOTO
BCKapMJIMBaHHUS CleAyeT NpPUHUMATh BO BHHUMaHuE clefyomue (akTopbl: MOJIb3y TIPYIHOrO
BCKapMJIUBAHUS IS 37I0POBbsSl M Pa3BUTHS MIIAJICHIIa COBMECTHO C KIIMHUYECKUMU TOKa3aHUSMH IS
Ha3Ha4YeHHS (IYKOHA30Jla ¥ BO3MOXXHOCTh Pa3BUTHS JIFOOBIX MOTEHIUAIBHBIX MOOOYHBIX 3((PEeKTOB
y MJIaJIeHIIa WK BIUSHUE COMYTCTBYIONIEH MAaTOJIOIMHU MaTepH Ha 37J0POBbE MJIa/ICHIIA.

DepTUILHOCTD

@dykoHa30J1 HE OKa3bIBaJI BIMSHUS Ha (EPTHIIBHOCTh CAMOK M CaMIIOB KpBbIC (CM. pazzen 5.3).

16



COOTBETCTBYET ZKCNEPTHOMY OTHETY

oT 06.11.2025 Nz 2765

4.7. Biusinue Ha CHOCOOHOCTH YNPABJATH T aHCHOﬁM;%J%ﬁImmGI:I/IT:'];lz;é‘-l(')illaTb

C MEXaHU3MaMH

HccnenoBanust BIusHUS (IyKOHA30J1a Ha CIIOCOOHOCTDH YIPABISATh TPAHCIIOPTHBIMU CPEIICTBAMU WU
palboTaTh C MEXaHU3MaMH HE IPOBOIMIINCE.

[Ipu npueme mnpemapara HEOOXOIUMO YYHUTHIBATH BO3MOXKHOCTH PpA3BUTHUS TOJIOBOKPYKECHHUS
U Cy0pOr.

4.8. HexxenaTe/ibHbIE peakmum

Pesrome mpoduiist 6e3onacHOCTH

B cBa3u ¢ sedeHweMm (¢iaykoHazonma COOOMIANTOCH O PAa3BUTHUU  JICKAPCTBEHHBIX — PEaKIIHiA
¢ sosuHOpmwMer W cucremMHbiMH cumnToMamu (drug reaction with eosinophilia and systemic
symptoms — DRESS) (cMm. paznen 4.4.).

Yame Bcero (>1/100 mo <1/10) perucTpupoBaCh TaKHE HEXKEIATEIbHBIE PEaKIMM KaK TOJIOBHAS
00116, 00JH B )KMBOTE, qUapes, TOIIHOTA, PBOTA, MOBBIIICHHBIA YPOBEHb allaHWHAMUHOTpaHCQEpas3bl
(AJIT), mnoBbleHHBIN ypoBeHb acnapraTamuHoTpaHcdepasbl (ACT), NOBBIMIEHHBI YPOBEHB
IeTI0YHOM (ocaTasbl B KPOBU U CHIIb.

Bo Bpems Tepanuu (hiyKOHA30710M HAOIIONATUCH M OBUIA 3apETHCTPUPOBAHBI ITEPCUNCICHHBIC HUKE
HEeXKeIlaTeIbHBIE PEaKIUU, KOTOPhIE XapaKTEPU30BATUCH CIEAYIOMUMHU KaTETOPUSIMHA YacTOThI: OYEHb
gacto (>1/10); wacro (>1/100, vo <1/10); mewacto (>1/1 000, o <1/100); pemko (=1/10 000,
Ho <1/1 000); ouenn peakxo (<1/10 000), yacTora Hem3BecTHA (Ha OCHOBAHUU WUMEIONINXCS JTAHHBIX
OIICHUTH HEBO3MOYKHO).

Hapywenus co cmopoHul Kpogu u tumg@amuueckou cucmembl

HeuacTto — anemus.

Penxo — neiikoneHust, HEUTPOIIEHHS, arPaHyJIOLIUTO3, TPOMOOIIUTONICHHUS.
Hapywenus co cmoponvl ummynnou cucmemul

Penxo — anadumakcus.

Hapywenusa memabonuzma u numanus

HeuacTto — nOHMKEHHBIN anneTuT.

Penko — runepxonecrepuHeMusi, THIEPTPUTIIULIEPUIEMUS, TUTOKATUEMUS.
Icuxuueckue napywenus

Heuacto — 6ecconnuIa, COHJIUBOCTb.

Hapywenus co cmoponul HepeHoii cucmemul

Yacrto — ronoBHas 00JIb.

Heuacto — rosoBokpyxeHue, Cy10poru, i3MEHEHUE BKYCa, ITapeCTe3usl.
Penxo — tpemop.

Hapywenus co cmoponul opeana ciyxa u 1abupunma

Heuacrto — Bepturo.

Hapywenus co cmoponul cepoya

Penko — ysenuuenue mnTepBaia QT (cm. pasmen 4.4.), momumopdHas KeTyT0YKOBas TaxUKapIus
(torsade de pointes) (cm. pazaen 4.4.).
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Hapywenus co cmoponul siceny00uno-Kumeuno2o mpaxkma

Yacro — 60116 B )KHUBOTE, [Uapes, TOITHOTA, PBOTA.
HeuacTo — MeTeopusMm, AUCHENCHS, CyXOCTh CIIM3UCTON 000JI0UKH TOJIOCTH PTa, 3aI0p.
Hapywenus co cmoponul neuenu u scenuesvi8o0awux nymet

YacTo — MOBBIIIICHHE CHIBOPOTOYHOUM akTUBHOCTU amuHOTpaHchepas (AJIT (cm. pazmen 4.4.), ACT
(cm. pasnen 4.4.), menounoit ¢pocdarassl (cMm. pazaen 4.4.)).

Hewacto — xonecra3 (cMm. pasgen 4.4.), xenryxa (cM. pazaen 4.4.), TOBBIIICHHE KOHIICHTPAIHH
omnmpyouna (cM. pasnen 4.4.).

Penko — neyeHounass HemoctaTodHocTh (cMm. pasgen  4.4.), rematut (cM.  pazgen  4.4.),
renaToeIUTIONAPHBIN HEKPO3 (CM. pasnen 4.4.), TenaToIeIUTIoNApHOE MOBpeXxaeHuE (cM. paszaen 4.4.).

Hapywenus co cmopoHbl Kodcu u NOOKONHCHBIX MKAHel
YacTto — cbimib (cM. pazaen 4.4.).

HeuacTto — koxHBIH 3ya, kpanuBHULIA (CM. pa3zen 4.4.), TOBBIIIEHHOE TOTOOTACICHHE, JIEKapCTBEHHAs
CBITTH (BKJIIOYAs JTJOKAITBHYIO JICKAPCTBEHHYIO CHIMB) (CM. pasaen 4.4.).

Penko — cunapom CtuBeHca-/[)xoHcoHa (cM. pasnen 4.4.) U TOKCUYECKUI MUIEPMAIbHBI HEKPOJIN3
(cm. pazmen 4.4.), OCTpbI TEHEPATW30BaHHBIM HSK3aHTEMATO3HBIM TycTysie3 (cM. pazgen 4.4.),
9KC(HOTUATUBHBIN JepPMATUT, AHTHOHEBPOTHYECKHUH OTEK, OTEK JIMIIA, aJIOTIeIIHSL.

Yactora HEW3BECTHA — JIGKAPCTBEHHAs! CHIIIb C DO3WHOMUIMEH M CHUCTEMHOH CHMIITOMATHUKOU
(DRESS-cunapom).

Hapywenus co cmoponwvl mvluieunotl, KoCmHou u cOeOUHUMENbHOU MKAHU

Heuacto — muasnrus.

Obwue HapywieHus u peakyuu 8 mecme 66e0eHUs

Heuwacto — cmabocThb, acTeHHsI, MOBBIIIEHHAS YTOMIIIEMOCTb, JTUXOPAIKA.
eTu

XapakTep ¥ 4acToTa HeKeNaTelbHBIX peakluid, a TakKe OTKJIOHEHUS B pe3ylbTaTaxX JIaDopaTOPHBIX
METOZIOB HCCIICIOBaHWN, 3a(UKCHPOBAHHBIE Yy JIeTed M TMOJAPOCTKOB B XOJ€ KIWHUYECKHX
HCCIe0BaHMH, 32 UCKIIFOUEHUEM TAKOBBIX MPU MPUMEHEHUH MO MOKa3aHUI0 TeHUTAILHOTO KaHA1/103a,
OBLITM COTIOCTABUMBI C TAKOBBIMU Y B3POCJIBIX MAITECHTOB.

COO6H.I€HI/I€ 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo co00maTh 0 0J03peBACMbBIX HEKENIATENLHBIX PEAKIUIX MOCIE PETUCTPAINU JIEKAPCTBEHHOTO
mpemapaTa ¢ IeNbl0 00eCredYeHHuss HEeMpPephIBHOIO MOHUTOPHHTA COOTHOIIEHUS «IOJb3a — PHUCK»
JIEKapCTBEHHOTO Tpenapara. MeIuIMHCKUM paOOTHUKAaM PEKOMEHAYETCsS COooO0IIaTh O JIF0OBIX
MOJIO3PEBAEMBIX HEXKENATEeNbHBIX PEeaKlUsAX JIEKApCTBEHHOTO TIperapara uepe3 HalMOHAIbHBIC
CHCTEMBI COOOIICHHS O HEKEIATSNbHBIX pEeaKIusX ToCylapcTB — WieHOB EBpasuiickoro
YKOHOMHYECKOTO CO03a.

Poccuiickas @enepanust

denepanbHas ciryx0a o Haa30py B cepe 3IpaBoOXpaHEHUsI.
Anpec: 109012, r. MockBa, CnaBstHcKast miiomanis, a. 4, ctp. 1.
Tenedon: +7 800 550 99 03

DnekTpoHHas mouta: pharm@roszdravnadzor.gov.ru wim npr@roszdravnadzor.gov.ru
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4.9. Ilepeno3upoBka

CHUMIOTOMBI

Nmerorcst coobienus o nepeno3upoBke ¢urykoHazona nocie mpuema 8200 Mr mpernapara MosBUIIHCH
raJUTIOLUHAIIMY U TTapaHOUJAIbHOE TOBEJCHHE.

Jleuenue

B cinywsae mnepeno3uMpoBKH aAeKBaTHBIA J(PQPEKT MOXKET JaThb CHUMITOMAaTHYECKOE JIEUCHHE
(B TOM umCIe NOIAEPKUBAIOLINE MEPHI U TPOMBIBAHUE JKEITY/IKA).

@OyKoHa3071 BBIBOAUTCS B OCHOBHOM 4Yepe3 MOYKH, MOITOMY (hOpCUpOBaHHBIA IUYpe3, BEPOSTHO,
MOXET YCKOpUTh BbIBeJeHHE IMpemnapaTta. CeaHc remMojauanu3a IJIUTENBHOCTHIO 3 Yaca CHUKAET
KOHIIEHTpaluio (piryKkoHa30ja B 11a3Me KpoBH nmpuMepHo Ha 50 %.

5. DPAPMAKOJIOTUTYECKHUE CBOMCTBA
5.1. ®apmakoguHAMHYECKHE CBOIICTBA

dapMakoTeparieBTUYeCKasi TpyIna: MOPOTUBOTPUOKOBBIE  CPEACTBA  CHUCTEMHOrO  JEHCTBUS;
MIPOU3BOHBIE TPUA30JIa U TETPa3oJa.

Kong ATX: JO2ACOI.

MexaHu3M AelCcTBUSA

@dIyKOHA30J1 — 3TO MPOTHUBOTPUOKOBBIN Tpenapar Tpua3ojJbHOW TIpynmbl. Ero OCHOBHOW MeXaHW3M
JeWCTBUS 3aKITI0YACTCS B MHTMOMPOBAHUHU ONOCPEOBAHHONW TPHOKOBBIM ITUTOXpoMoM P450 peakumn
neMeTunupoBanus 14-anbda-nmaHocreposa, SBISIOMIENHCs KIIIOUEBbIM 3TalloM OMOCHHTE3a 3procTeposia
B rpubax. Hakomnenue 14-anbha-METHICTEPOIOB KOPPETUPYET C TOCIEAYIOUIeH moTepei
3procreposia, BXOMASAIIETO B COCTaB KJIETOYHONW MEeMOpaHbl TPHOOB; ATOT MPOIECC BO3MOXKHO JIEKHUT
B OCHOBE IIPOTUBOTPUOKOBOTO AeiicTBHs (urykoHa3omna. [lokazaHo, 4To ¢urykoHa301 OoJiee CeNeKTUBEH
110 OTHOIIEHUIO K (hepMeHTaM ceMeicTBa ruToxpoma P450 rpuboB, 4em Mo OTHOIICHHUIO K Pa3IMIHBIM
dbepmenTam cemeiicTBa nuToxpoma P450 MiaexkonuTaromumx.

beino mokazano, uto Tepanus (aykoHazonoMm B go3e S50 Mr/cyT B TedueHHe 28 qHEH HE BIUSACT Ha
KOHIICHTPALIUIO TECTOCTEPOHA B IJIa3M€ KPOBU Y MYXXUYMH WJIM KOHLIEHTPALMIO CTEPOUIOB Y KEHIIUH
JIETOPOJHOTO BO3pacTa. Y 3J0pOBBIX J0OPOBOJIBLIEB MYXKCKOrO IMoja MpUMeHeHHe (IyKoHaszoma
B n03¢ 200—400 Mr/CyTKM HE OKa3bIBACT KJIMHWYECKU 3HAYMMOTO BIIHMSIHUS Ha YPOBHH JHIOTCHHBIX
CTEpPOMIOB WJIM HX pEakLUHUI0 Ha CTUMYISALUIO agpeHoKopTukorponHoro ropmona (AKTL).
HccnenoBanust B3aMMOJEHCTBHS C aHTUIIMPUHOM IOKA3aJIM, YTO HU OJTHOKPATHBIN, HI MHOTOKPATHBIN
npueM ¢urykoHazosna 1o 50 Mr He BIHET Ha €ro MeTaboIH3M.

dapmarkogmnHamMuyeckue 3O HEKTHI

Yyscmeumenvhocms in vitro

®daykoHa3051 TPOJIEMOHCTPUPOBAI IPOTUBOIPHOKOBYIO aKTHBHOCTH in Vifro B OTHOIICHWU HanbOoiee
pacrpoCTpaHEHHBIX B KIMHUYECKOH NpakThke BUAOB rpubOka pona Candida (Bkmowas C. albicans,
C. parapsilosis, C. tropicalis).

C. glabrata nposBNsSeT MOHM)XEHHYIO YyBCTBUTEIBHOCTh K (IyKOHa3011y, B TO BpeMms Kak C. krusei
u C. aquris yctoiuuBbl K (iaykoHazonmy. MuHuMMalibHas wHTHOMpyromas koumeHTtpauus (MUK)
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Y 3HAYCHHE SMUICMHOIOTHYECKOro oTcedeHus (epide niologic'éﬁl 'Eh%-aiﬂglﬁe“ T %f’ﬁ'({)ﬁyﬁoﬁﬁona

st tpuoka C. guilliermondii Beiie, yem aiis rpudka C. albicans.

VYcraHoBlIeHa TaK)Ke AaKTUBHOCTH (hIyKOHa30ida in vitro B oTHomeHun Cryptococcus neoformans
u Cryptococcus gattii, a TaK)Ke MPOTUB DHJIEMUYECKHUX TIJIICCHEBBIX TPUOKOB Blastomyces dermatitidis,
Coccidioides immitis, Histoplasma capsulatum n Paracoccidioides brasiliensis.

3asucumocms napamempos papmaxokuHemuky u GapmaxoOuHaAMUKU

B uccnenoBaHusiX Ha  JKMBOTHBIX  BBISIBIIEHA 3aBUCUMOCTh MexAy 3HaueHusmu MUK
1 3¢p(HEKTUBHOCTHIO B OTHOIIEHUU 3KCIEPUMEHTAIBHBIX MHKO30B, OOYCIIOBIEHHBIX T'PHOKOM poja
Candida. B XJIMHUYECKHUX MCCIEJOBAHUSAX HMEIO MECTO NPAaKTUYECKHU JIMHEHHOe oTHouieHue 1:1
Mexay AUC u no3oit piykoHazona. CyIiecTByeT XOTs U IpsiMasi, HO HE TOJTHAasl B3aUMOCBSI3b MEKITY
nokazareineM AUC nnam 1030M M yCHENIHBIM KJIMHUYECKUM OTBETOM KaHJMJ03a POTOBOM IOJIOCTH
Y B MEHBIIIEH CTENEHU KUHAUJAEMHUHN Ha TEPaluio. AHAJIOTUYHBIM METOJI JIEUEHUS B MEHBIIIEH CTENEHU
MOIXOIUT JIJIst JIeUeHUs] HH(EKIUH, BRI3BaHHBIX mTammamu ¢ Beicokoir MUK ¢dmykonasomna.

Mexanuszmot paseumusl peaucnmernHocmu

VY mnpexacraButeneii pona Candida oOHapyxeH psAJ 3allUTHBIX MEXaHU3MOB NPOTHB BO3JEHCTBHUS
aHTHUMUKOTHKOB TpYIIbl a30y10B. /|11 rpuOKOBBIX HITaMMOB, BbIpaOOTABIIMX OJWUH WU HECKOJIBKO
TakuX MexaHu3MoB pesucteHTHOocTH, MUK (rykoHazona siBiasiercss Oojiee BBICOKOW, YTO HEraTUBHO
cKa3bplBaeTcsl Ha (G (QEKTUBHOCTHU Ipenapara in vivo U B KIMHMYECKMX ycinoBusax. Haubosee uyacto
BCTPEYAIOIIUIICS MEXaHU3M PA3BUTHUSI PE3UCTEHTHOCTH Y OOBIYHO YYBCTBUTEIBHBIX BUIOB TpHOKa
pona Candida cBs3aH ¢ 1ieneBbIMU (DEpMEHTaMH a30J10B, OTBEUAIOIIMMH 32 OMOCHHTE3 AProcTeposa.
YcroiiunBocTh MOXKET OBITh OOYCIIOBJIIEHA MyTalUel, TMOBBIIICHHONH BbIPaOOTKOW QepMeHTa,
MexaHu3Mamu 3¢ dirokca JeKapCTBEHHOT O IpenapaTa Wil pa3sBUTHEM KOMIIEHCATOPHBIX ITyTEH.

[Tocrynanu coobuienus o cynepundekiun Bugamu Candida, otnuuasimu ot C. albicans, xoTtopsie
4acTo 0O0JaJal0T €CTECTBEHHO HM3KOW 4YyBCTBHUTENbHOCTBIO (C. glabrata) wnu pe3UCTEHTHOCTHIO
K Quykonazony (manpumep, C. krusei, C. auris). Jna Takux uHbekuuid TpeOyercs MpUMEHCHHE
aTbTCPHATUBHOW aHTUTPUOKOBON Tepanuu. Jlns Hekortopeix BuaoB Candida, obmamaronumx
MPUPOJTHON PE3UCTEHTHOCTHIO K (prykoHaszomy, Takux kak C. krusei, WM HETABHO IMOSBHUBIIUXCS,
TakuX Kak C. auris, MEXaHU3MbI PE3UCTEHTHOCTH TIOJTHOCTHIO HE SICHBI.

Hozpanulmble SHAYECHUs YyecmeumelbHocmu

IHorpaunynsie 3HaueHns auyscTBuTeIsHOCTH (cornacao EUCAST)

THoepanuynvie snauenus wyecmeumenvuocmu (no EUCAST)

OcHoBbIBasicb Ha aHanuse (apmakokuHeTHdeckux/apmakognHamuueckux (OK/DJ]) naHHBIX,
YyBCTBUTEIBHOCTH in vitro u ximHudeckoM otBere, EUCAST-AFST (EBpomneiickuii KoMHUTET
[0 OMNpEAENICHUIO UYBCTBUTEIBHOCTH MHUKPOOPTaHM3MOB K AHTUMHUKPOOHBIM MpenaparaMm —
MOJIKOMUTET TI0 OIPEACTICHUIO0 YYBCTBUTEILHOCTH K MPOTUBOTPUOKOBBIM IperapaTaM) OMPEAeIIUI
TPaHMIBI YYBCTBUTEIBHOCTH K (aykoHasonmy s BunoB Candida («OO00CHOBaHHWE TPUMEHEHUS
daykonazoma EUCAST (2020)» — pemakuus 3; KOMUTET MO OIPEACTICHHIO YYBCTBUTEIHHOCTH
K MIPOTUBOMHKPOOHBIM MpernaparaM, NPOTHUBOIPUOKOBBIM IpemapaTaM, TaOdUIbl MOTPaHUYHBIX

3Ha4eHUH dyBcTBUTENbHOCTU A uHTeprperanuun MUK, sepcust 10.0, netictButensHa ¢ 04 deBpans
2020 ).

HOFpaHI/I‘-IHBIe 3HAYCHU A 6I>I.HI/I pasacICHbI Ha HC OTHOCAIIHUECA K BUAAM, KOTOPBIC GBIJII/I OIMPCACIICHLL
MPEUMYIIECTBEHHO Ha ocHoBaHWU naHHbIX DOK/DJ] u He 3aBucsat ot pacnpeneneHus MUK nmms
KOHKPCTHBIX BHJOB, W CBA3AHHBIC C BUAAMHU, KOTOPLIC HaH60nee qaCTO BBI3BIBAKOT I/IH(beKI_[I/II/I
y JoJied. DTH MOTpaHUYHbIE 3HAUCHUS MTPE/ICTABICHBI B TAOIUIIE HIKE:
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(MOCNEODBATENBEHOCTE 0004)

I'paHuIIBl 4yBCTBUTENBFHOCTH, KOTOPBIE 3aBUCAT OT BHJA BO30YAUTEIIS I'panuist
[Ipotuso- (M </P>), mr/n YYBCTBUTEJIBHOCTH,
rpuOKOBBIC KOTOpBIC HE
npenapaTbl 3aBUCAT OT Bua™

Y </P >, mr/n

Candida Candida Candida | Candida Candida Candida

albicans | dubliniensis | glabrata krusei | parapsilosis | tropicalis

dyKkoHa301 2/4 2/4 0,001*/16 - 2/4 2/4 2/4

Y — yyBcTBUTENBHBIN; P — pe3uCTEHTHBIN.

A — TpaHHWIBI YyBCTBHUTEIFHOCTH, KOTOpPBIE HE 3aBUCAT OT BHAA BO30OyIUTENs, OBLIM OIpeleNeHBl NMPEHMYIIECTBEHHO
Ha ocHoBanmm daHHBIX DK/®J m He 3aBucar ot pacnpenenenus MUK koHkpeTHBIX BHIO0B. OHU INpeIHA3HAYEHBI
HCKITFOYUTENHHO AJIS IPUMEHEHHS [UI OPTaHU3MOB, KOTOPEIE HE HMEIOT CIIeINU(HUIECKOTO MOTPAaHUIHOTO 3HAYCHUSI.
[Ipoyepk — He pEKOMEHYETCS IPOBOIUTH MCIBITAHUS HA YyBCTBUTECIBHOCTh, OCKOJIBKY TAHHBIA BUI MUKPOOPTaHHU3MOB
IUIOXO MOIACTCS TePaNUy YIIOMSIHYTHIM JICKAPCTBCHHBIM MIPEApaTOM.

* — Bce mrammbl C. glabrata otHocutcs k kateropuu «I1». 3Hauenus MUK mns C. glabrata Gonee 16 mr/n cnemyer
HHTEPIPETUPOBATh KaK PE3UCTEHTHOCTh. Karteropusi «ayBcTBUTENbHBINY» (< 0,001 Mr/m) mnpemcraBieHa TOJNBKO IS
MIPEJOTBPALICHNS OIMHOOYHOr0 OTHEeCeHHs mTaMMoB «II» x mrammam «UY». «II» — 9yBCTBHUTENBHBIH, TOBBIIICHHOE
BO3ICHCTBUE: MHKPOOPTAaHU3M KIACCH(DUITUPYETCS KaK «UyBCTBUTENBHBI, MOBBIIIEHHOE BO3JACHCTBHE», KOTA HMEETCS
BBICOKAasi BEPOSTHOCTH YCICUIHOCTH JICUCHHS, MOCKOJIBKY BO3JICHCTBUE BEIECTBA IMOBBIIICHO B PE3yNIbTaTe KOPPEKIMH
peXuMa TO3UPOBAHUS WU €0 KOHIICHTPAIMH B MeCTe MH(EKIHH.

5.2. apmakoKknHeTHYECKHE CBOHCTBA

dapmakoKMHETHKA (IIyKOHA30JIa CXO/IHA PH BHYTPUBEHHOM BBE/ICHUH U IIPU IIpUEME BHYTPb.

AOGcopOrus

[Tocme mpuema BHYTpPh (IIYKOHA30JI XOPOIIO BCACHIBAETCS, €r0 KOHIIGHTPAIMM B TIa3Me€ KPOBH
(u obmas OuomoctynHOcTh) mpeBblmaloT 90 % OT TaKoBBIX NpPU BHYTPUBEHHOM BBEACHUU.
OnHOBpEeMEHHBI NMpHEeM NHUINM HE BIMSET Ha BcachiBaHUe (piaykoHazona. KoHIeHTpauus B miazme
KpOBH TIPOMOPIIMOHANBHA J103¢ U jJocturaeT Makcumyma (Cmax) yepe3 0,5—1,5 gaca mocne mpuema
(baykoHa30JIa HATOIIAK, a MEPUO MOTyBbIBEEeHUSI cocTaBiseT okosno 30 yacoB. 90 % paBHOBECHOM
KOHIIEHTPALMK JTOCTUTAIOTCS K 4—5-My JHIO TOCIIe Hadana Tepanuu (Ipu MHOTOKPATHOM MpHEMe
npenapara 1 pa3 B CyTKH).

BBenenue ynapHoit 103bl (B 1-if JeHb), B 2 pa3a MpeBbILAIONICH OOBIYHYIO CYTOYHYIO 7103y, JAeJaeT
BO3MOXHBIM focTuxkeHne 90 % paBHOBECHOW KOHIEHTPALMH KO 2-MY JTHIO.

Pacnpenenenue

OOBeM pacripeniesieHus] MPUOIIDKAETCS K OOIIEeMy COJEpKaHWI0 BOJIBI B opraHusMe. CBs3bIBaHUE
¢ Oenkamu 1uTa3mMbl KpoBH — HU3K0E (11-12 %).

®dyKOHA30J1 XOPOIIO MPOHUKAET BO BCE KUAKOCTH opranu3ma. KoHIeHTpaun GrykoHa3ola B CIIOHE
¥ MOKPOTE CXOJIHBI C €0 KOHIIEHTPAIUAMH B IUIa3Me KPOBH. Y MAIMEHTOB C TPHOKOBHIM MEHHHIHTOM
KOHIIGHTpalUu (IIyKOHA30Jla B CIIMHHOMO3TOBOHM JKMAKOCTH COCTaBIAIOT okono 80 % ot ero
KOHIIEHTpANuii B I1a3Me KPOBH.

B porosom cnoe, snuaepMuce, AepMe U MOTOBOW >KUJIKOCTH JOCTUIAIOTCS BBICOKHE KOHIIEHTpALUH,
KOTOpBIE€ TMPEBBIMIAIOT ChIBOPOTOUHbIE. DIyKOHA307 HakKarMBaeTcs B poroBom cioe. [Ipu mpueme
B 03¢ 50 mr 1 pa3 B cyTku KOHIeHTpanus (piaykoHazona yepe3 12 qHei cocrasisier 73 MKI/T, a yepes
7 mHEW mocine MpeKparieHus JedeHus — Toiabko 5,8 Mkr/r. [lpum mpumenenun B mosze 150 mr 1 pa3
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B HEJIENI0 KOHIEHTpalus (IyKOHA3071a B POTOBOM CJIO€ Ha 7'—%'5:'[&1!11%@1%5 511':5:1;”:2'?','; IMLHII:,' :e{:'%ép%

7 mHel 1oce nmprueMa BTOpou 10361 — 7,1 MKT/T.

Konnenrpauust (iaykoHasona B HOITAX mociie 4-MecsiuHOro mnpuMmeHeHuss B jpo3e 150 mr 1 pas
B Hezenmo coctaBisieT 4,05 MKI/T B 3M0pOBBIX U 1,8 MKI/T B MOpaKeHHBIX HOTTAX; 4epe3 6 MecsIeB
MOCIIe 3aBEPIICHUS Tepanuu (PIyKOHA30J MO-TIPEKHEMY ONPEACIAETCS B HOTTSX.

Buorpanchopmariis

@dnykoHAa301 B HE3HAUMTENBHON CTENEHW mMojBepraeTcss Merabonu3My. [Ipw BBeneHWH 103HI,
MEUYEHHOM paJuOaKTHUBHBIMU H30TOmamu, Jsumb 11 % ¢uykoHa3ona BBIBOAUTCA C MOYOM
B u3meHeHHoMm Buje. CYP2C9 u CYP3A4 (cm. pasmen 4.5), a TakkKe CHUIBHBIM WHTHOUTOPOM
m3odepmenta CYP2C19.

ONUMMUHALIMSA
[Tepuon monyBeIBeneHHs ITYKOHA30J1a U3 TJIa3MbI COCTABJIsIET MPUOIU3UTENbHO 30 Yacos.

[Ipenapat BBIBOAMTCS, B OCHOBHOM, MOYKaMmu; mpuMepHo 80 % BBeneHHON H03bI OOHAPYKHBAETCS
B MOoYe B HeusMeHeHHOM Buze. KimpeHc ¢iaykoHa3ona NMponopHUOHaleH KIMPEHCY KpeaTHHUHA.
[upkynupyromire MeTaboIuThl He 00HAPYKEHBI.

JInuTenbHBIA NEpUOJ TMONYBBIBEICHHS Ipenapara W3 IUIa3Mbl KPOBH IO3BOJIAET NPUHUMATh
(i1yKOHA30J1 OTHOKPATHO MPU BarMHaJIbHOM KaHIUA03€ M 1 pa3 B cyTku win | pa3 B Helemo — npu
JOPYTUX MOKa3aHUsIX.

dapMaKOKMHETHKA IPU HAPYIIICHUU d)VHKHI/II/I IMOYECK

Y manueHToB C€ TMOYEYHOW HEIOCTATOYHOCTHIO TSDKEIOW CTeneHUu (CKOpPOCTh KIyOOYKOBOM
¢unbTpanuu < 20 MII/MUH) IEPHOJ MTOTYBBIBEICHUS Npenapata yBeanuusaics ¢ 30 1o 98 vacos.

B cBs3u ¢ Wem, 3TOM KaTeropuu MaMeHTOB HEOOXOAMMO CHWXaTh 103y mpemnapara. diykoHazomn
yAajlsgeTcss MyTeM TreMojAMaliu3a W B MEHbIIEH CTENeHH - MepuToHeanbHoro auanusa. CeaHc
reMojuain3a MpoJ0JKUTEIBHOCTRIO 3 Yaca CHUXKAET KOHIIEHTpaluio (IykoHazola B IUIa3Me KPOBU
npubnusurensHo Ha 50 %.

®apMaKOKHMHETHKA BO BpeMs JaKTaIlHH

B (dapMakokMHETHYECKOM WCCIEIOBAHUU Yy JECATH JAKTUPYIONIMX KCHINWH, BPEMEHHO WIIH
MOCTOSIHHO TMPEKPAaTHUBLIMX BCKAPMIIMBAHME CBOMX JIeTE€H TpyAblO, OIEHUBAINCH KOHIIEHTPALUH
¢daykoHa3oNma B IJIa3Me KPOBH W TPYAHOM MOJIOKE B TeueHHE 48 dYacoB MOCie NpPUMEHEHUs
omHokpatHOM 1036l 150 mr Jludumroxkana. diaykoHa3oq OOHApPYKHMBAJICS B TPYAHOM MOJIOKE B
KOHIIGHTpALlUU, COCTABIISIBLIEH B CpeHEM MPUMEPHO 98 % OT KOHILIEHTpaluu B IJIa3Me KPOBH MaTEpH.
Cpennsis MUKOBasi KOHIIGHTpAIlUS B TPYIHOM MOJIOKE cocTaBisuia 2,61 Mr/m depes 5,2 daca mocie
MpUMEHEHHs 103bl. PacueTHas cytodnas no3a (aykoHa3oja, MmojydaeMas U3 TpyJHOro MOJIOKa (Tpu
YCIIOBUHM CpeIHero o0beMa MoTpedieHus Mojoka 150 MIi/Kr/cyTKd), B 3aBUCHUMOCTH OT CpPEIHEH
MUKOBOW KOHIIGHTpaluu B MOJIOKe, cocTaBisieT 0,39 Mr/kr/cyTku, 4yTo coctasisier npumepHo 40 % ot
PEKOMEHIyeMOM JT03bI 171 HOBOPOKIEHHBIX (Bo3pacToM < 2 Heaenb) win 13 % oT pekoMeHA0BaHHOI
JI03BI JJI MJIQJICHIIEB TTPH KAHIU03€ CIU3UCTHIX 000JI0UEK.

JInIa moKMUJIoro Bo3pacra

Bbruto mpoBeneHO papMakOKMHETHUECKOE UCCIIEAOBAHNE ¢ y4acTheM 22 MalueHTOB B BO3pacTe 65 jer
U cTapie, KOTOpble MPUHUMAIIA TIEPOPATBHO OJTHOKPATHYIO 103y (iykoHazona 50 mr. JlecsaTs u3 HUX
OJIHOBPEMEHHO NpUHUMaU quypeTuku. Yepes 1,3 4 mocie npueMa A03bl 3HaueHne Cmax cOCTaBUIIO
1,54 mxr/mn, cpeqaue 3nadenus AUC - 76,4 £ 20,3 MKr-4/mi1, a CpeTHUN MepUOJ MOTyBBIBEICHUS —
46,2 4. 3HadyeHUs 3TUX (PapMAKOKMHETHUYECKUX MApaMETPOB BBIIIC AHAJOTHYHBIX 3HAYCHUH IS
3JI0pPOBBIX MOJIOJIBIX JOOPOBOJIBLIEB MY>KCKOTO IOJIA.

OnHOBpEMEHHBIN IPUEM AUYPETUKOB HE BbI3bIBaJI BhIpaxkeHHOro n3MeHeHns AUC n Cmax.
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Knupenc kpearununna (74 mi/MHUH), TPOLEHT (IIyK Ha3ona,': @IL?B%HEI&'&B‘HHW:]& heisieiton

Buje (0 — 24 49, 22 %) u noueunsiit kimpeHc ¢aykoHazona (0,124 mi/MUH/KT) y TIOKUJIBIX MAI[UEHTOB
HIDKE [0 CPaBHEHMIO C MOJIOIBIMU. Takum o0pazom, U3MEeHEeHUE (apMaKOKMHETUKU (DIykoHa3oma y
MOXKWJIBIX TAIMEHTOB OOYCJIOBJICHO CHIDKCHHEM XapaKTCPUCTUK MOYEYHOW (YHKIMM Ui JaHHOU
TPYIIIIBL

€TH

boutn  mpoananu3upoBaHbl (apMaKOKMHETHYECKHe Mokazarenu 113 ngereif, ydacTBOBaBIIMX B 5
UCCIIEIOBAHMSIX: 2 UCCIEI0BaHMs OJHOKPATHOIO NMPUMEHEHHUs, 2 HCCIEeNIO0BaHUsA C MCIOJb30BaHHEM
MHOT'OKpaTHBIX J103 U MCCIEAOBAHNUE C yYAaCTUEM HEIOHOLIEHHBIX HOBOPOXKIEHHBIX. J[aHHbIE OJHOIO
UCCIIeIOBaHMsI ObUIO HEBO3MOXKHO HMHTEPIPETHPOBATh M3-3a M3MEHEHMs clocod0a NMPUMEHEHHs B
nporecce uccienaoBaHus. JomonHuTenbHbIe JaHHBIE OBLIM TMOJYYEHBI B PE3yJIbTaTe HCCIEIOBAHUS
0J1arOTBOPUTENBHO-UCIIBITATEILHOIO IPUMEHEHUS.

[Tocne npumenenust 2—8 Mr/kr (urykoHa3oJia B IUIa3Me y JeTeil B Bo3pacTe oT 9 mecsneB a0 15 ner ux
nokazatenb AUC coctaBun 38 Mkr*u/mm Ha enuuuiy no3upoBanus 1 wmr/kr. Ilocie mpumeHeHUs
MHOTOKPATHBIX JI03 CPEAHSS MPOJOIIKUTEIFHOCTD MEPUO/Ia MOTYBLIBEACHUS (IIYKOHA30JIa U3 TIa3MBbI
KoJjiebarach Mexay 15 u 18 wyacamu, a 00beM pacrpezenenus coctaBui npuMmepHo 880 mu/kr. Ilocne
OJTHOKPATHOTO NMPUMEHEHHUs Npenapara Habmonancs 0osiee JUIUTEIbHBIA MEPHO] TIOTYBBIBEICHUS U3
TJIa3Mbl, KOTOPBIN COCTABIISLT TPUOJIM3UTENHHO 24 yaca.

OTH JaHHBIE MOXXHO CPaBHUTH C INEPHOAOM MOJYBbIBeIEHUS (IyKOHA30ja U3 IUIa3Mbl IOCIE €ro
OJTHOKPAaTHOTO BBeACHHS B oObeMe 3 MI/KI BHYTPUBEHHO [e€TsM B Bo3pacte oT 11 mgHe#
1o 11 mecsieB. O0beM pacnpesenieHus y JaHHON BO3PACTHOM IPYIIbI cCOCTaBUI MPUMEpPHO 950 Mur/Kr.

OneIT puMeHeHust PIIyKOHa30J1a y HOBOPOKJIEHHBIX OTpaHUYEH HCCleoBaHUEM (hapMaKOKWHETUKU
JUTSL HEIOHOIIIEHHBIX HOBOPOXACHHBIX. CpeTHUIl BO3pacT MAlMEHTOB HA MOMEHT IIPUMEHEHUS TTePBOM
703kl cocTaBiisi 24 yaca (nuama3oH oT 9 mo 36 yacoB), a cpeaHuit Bec mpu poxaeHuu — 0,9 kr
(mnamazon ot 0,75 mo 1,10 xr) cpeau 12 HENOHOIIEHHBIX HOBOPOXKJIECHHBIX CO CPEIHUM CPOKOM
rectauuu 28 Heaenb. CeMpb NallMEHTOB MPOIUTH MOJTHBIN KYpC JIEYEHHUS COTJIACHO MPOTOKOITY; KaXK/ble
72 yaca UM BBOAMJIM BHYTPHUBEHHO (PIIyKOHA30J B J03€ 6 MI/KT, B 0OLIEH CIIOKHOCTH HE OoJiee MATH
no3. CpegHuii mepuoJl MOyBbIBeeHUs (B 4yacax) cocraBisl 74 (amamazon 44—185) B 1-ii nmeHsb, a
3aTeM cokpatuiics B cpenneM 110 53 (auanazon 30—131) na 7-it nens u no 47 (nuamnazon 27-68) Ha 13-
i nenp. [Inomans moa papMakokuHEeTHUECKONW KPUBOM (MKT X u/Mi1) cocTaBisia 271 (muanazon 173—
385) B 1-ii nmeHb, 3areM yBenuuuiach B cpeaHem a0 490 (amanazon 292-734) ma 7-i1 neHb U
cokpaTtmiachk B cpeaHem o 360 (aumanazon 167-566) na 13-ii nenp. O0beM pacmpenencHus: (MJ/Kr)
coctaBisin 1183 (amamazon 1070-1470) B 1-if neHs, 3aTeM CO BPEMEHEM YBEITUYUIICS B CPEIHEM JI0
1184 (muanazon 510-2130) na 7-i nenb u 10 1328 (nuamazon 1040—-1680) na 13-t geHb.

5.3. JlaHHble JOKIMHUYECKO 0€30MaCHOCTH

OddekTsl B TOKIMHUYECKUX HCCICAOBAHHUAX HAOIIONATUCh TOJIBKO NMPU 3HAYCHHSIX BO3JACHCTBUS,
3HQUMMO  MPEBBIIIAIONIMX  3HAYEHHUS]  BO3JEHCTBHUS Yy  UENOBEKAa, UYTO  CBUJIETEIbCTBYET
0 HECYIIIECTBEHHOM 3Ha4YC€HHUH 3TUX IP(HEKTOB i1 KIMHUYECKOTO MPUMECHCHHS.

Kanneporenes
B uccnemoBanusx Ha MBIMIaX W KpbIcaX, KOTOPbIE B TeueHHE 24 MECSIEB MOMYy4Yald MepOopaIbHBIC

1036l 1o 2,5, 5 wnu 10 Mr/kr/cytku (4T0 mpUMEpHO B 2—7 pa3 BBIIIE PEKOMEHIYEMOW 03Bl IS
4eJoBeKa), (PIyKOHA30J HE BBIABWII KaHIEPOTEHHOro mnoreHuana. Camipbl Kpblc, IOJIydaBIIME
5 u 10 MI/Kr/cyTKH, UMENU MOBBIIICHHYIO YaCTOTY BO3SHUKHOBEHUS T€NATOLCIUTIONISIPHBIX a/I€HOM.
Myrarenes

®nykoHa307, ¢ METa0OJMYECKOW aKTHBaIMed win 0e3 Hee, JaBajl OTPULIATENBHBIC PE3yIbTaThl
B TeCTax Ha MyTareHHocTh y 4 mrTammoB Salmonella typhimurium u B xietkax nmumdomsr L5178Y
y Mbiei. [{uroreHernyeckue ucciaeqoBaHus in vivo (KJIETKH MBIIIMHOTO KOCTHOTO MO3ra IMocje
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MepopabHOTO BBeNeHUs (prrykoHas3omna) u in vitro (Il nMd)oudﬂﬁ:'r;eﬁgs@E@ﬁgﬁ-%&ﬁé Ea&ﬂé&'é{ma

dbaykonazona 1000 MKr/MiT) HE BBISIBUIIM IPU3HAKOB XPOMOCOMHBIX MYTaITUH.

PenpoayKTHBHASI TOKCHYHOCTD

@OnykoHa30/1 HE TOBIUSAI HAa (PEPTHIBHOCTH CaMIIOB W CaMOK, KOTOpbIE TMOJy4yald Ipenapar
NepopaibHO B CyTOYHOH g03e 5, 10 mnm 20 MI/Kr nin napeHtepaibHo B 103e 5, 25 unu 75 mr/kr. [pu
no3e 5 u 10 Mr/kr Bo3ACMCTBUS Ha IIJIOJ HE HAOMIOANOCh;, TIpH 1o3ax 25 mr/kr, 50 mr/kr u Oomnee
Habmoganucy Oosiee yacThble aHATOMUYECKHE MyTalMu Iuiofa (1obaBouHble pedpa, pacIIMpeHue
MMOYCYHON JIOXaHKH) WU 3aJepKKH B OOpa3oBaHMHM KOCTHOTO BemiecTBa. [Ipm moze ot 80 Mr/kr
10 320 Mr/kr y KpbiC YYacTHJIach 3MOPHOJIETAIBHOCTh, a CpPEAM TOPOKOB Pa3BUTUS IUIOJA
Ha0JII0JATMCh BOJIHUCTHIE pedpa, paciierniieHue Heba, aHOMaJIbHOE YePEITHO-JIMIIEBOC OKOCTCHEHHE.

[Ipu mepopanbHOM BBeleHHH 103bI 20 MI/KT Mpoucxoauia HeOombllas 3a/lep’kKKa B HACTYIJICHUU
POJIOB, a MPY BHYTPUBEHHOM BBeAeHUU 7103 110 20 MI/Kr 1 40 MI/KT y HEKOTOPBIX CaMOK HaOJIroga1ach
AUCTOLUA UW  YBCIHMYCHHUC MPOAOJDKUTCIBHOCTH POIOB. HapymeHI/m pOI[OBOI\/'I ACATCIIbHOCTHU
OTpaXaJUCh B HE3HAUUTEIHHOM YBEJIMUYEHUU KOJMYECTBA MEPTBOPOXKICHHBIX JETEHBIIIEH
U CHWIXCHUU BBIKHUBACMOCTU HOBOPOXIACHHBIX INPU 3TUX HOO03aX. Takoe BIusSHHE Ha poAbl CBA3aHO
CO CBOWMCTBEHHBIM JaHHOMY BHJYy CHUXEHHEM YpPOBHS 3CTPOreHa, BHI3BIBAEMBIM BBICOKMMH J103aMU
¢dykoHaszona. Y KEHIIMH, KOTOPbIE MPOXOAWIN JieueHHE (PIIyKOHA30JIOM MOAOOHBIX TOPMOHAIBHBIX
M3MEHEHUH He HaOmoaanock (cM. pazaen S5.1.).

6. PAPMALIEBTUYECKUE CBOMCTBA
6.1. Ilepeyenb BcIOMOraTe/IbHbIX BelIECTB

JlozupoBKka 50 Mr

JIakT03BI MOHOTHAPAT;

KpaxmaJy KyKypy3HbIi;

MarHusi cTeapar;

KPEMHHS JTUOKCHI KOJJIOMTHBIN (a3pocui);
HATpUS JIaypuICyIbdar.

Kancyia TBepaas sxkeJIaTHHOBAs

[cocTaB KOpIyca KarcyJbl:

tutana quokeun (E171);

KEIaThH.

CocTaB KpbIIIEYKU KaICyJIbl:

tutana quokeua (E171);

KpacuTtenb CHHUM nateHToBanubii (E131);

JKEJIaTHH ).

JlozupoBka 150 mr

JIakTO3BI MOHOTHPAT;
KpaxMaJj KyKypy3HbIH;

Mar"us CcTeapar,
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(MOCNEODBATENBEHOCTE 0004)

KpEeMHUS JHOKCH/] KOJJIOUTHBIN (a3pOocHi);

HaTpus Jaypuicyiabdar.

Kancvna TBEpAas XKCJIAaTUHOBAsA

[cocTaB KOpIyca KarcyJibl:

tutana guokeua (E171);

KpacuTenb CHHUM nateHToBanHbii (E131);
KEIlaThH.

CocTaB KpbIIIEYKU KarCyJIbl:

tutana guokeua (E171);

KpacuTtenb CHHUM nateHToBanubii (E131);

JKEJIaTHH].

6.2. HecoBmMecTHMOCTH

He nmpumenumo.

6.3. Cpok rogHocTH (CpOK XpaHeHus1)

5 ner.

6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH NMPU XPAHEHUU
Xpanuts npu temnepatype Huxke 30 °C.

6.5. Xapakrep u cofep:kaHue YIaKOBKHU

[To 7 xamcya B KOHTYPHYIO SYEHKOBYIO YHNAKOBKY W3 IUICHKH HOJMBHHWIXJIOPUIHONW U (OIBIU
QTFOMUHHMEBOM TEYaTHOMN JIAKUPOBAHHOM (1151 TO3UPOBKH 50 MT).

ITo 1, 2, 4 xancynbl B KOHTYPHYIO TYEHKOBYIO YIIAKOBKY M3 TUICHKU MOJIMBUHIIXJIOPUIHON U (OJIBIU
ATFOMUHHMEBOM MEYaTHOM JIAKUPOBAHHOM (1151 103UpOBKH 150 mr).

] KOHTYpHYIO SYEMKOBYIO YIAKOBKY IO 7 KalCysl C JUCTKOM-BKJIAJBIIIEM IIOMEINAIOT B MauKy
W3 KapTOHA ISl TOTPEOUTEIIBCKOM Taphl (17151 JO3UPOBKHU 50 MT).

1, 2 KOHTypHBIE SYEHWKOBBIE YMAKOBKU IO | Kamcyine uiaud | KOHTYpPHYIO SYEHKOBYIO YHNAKOBKY
Mo 2 Karncyiabl uin 1, 2 KOHTYpHBIE SYEHKOBBIE YIMAKOBKH MO 4 KalcCyJbl C JIMCTKOM-BKJIAbIIIEM
MOMENIAIOT B TTAYKY U3 KapTOHA JJIs MOTPEOUTENbCKOM Taphl (111 103upoBku 150 mr).

6.6. OcoOble Mepbl NMPEIOCTOPOKHOCTH NMPH YTHIM3ANUU HCHOJb30BAHHOIO JIEKAPCTBEHHOIO
npenapara Wil OTX0JA0B, MNOJYYE€HHbIX I0CJe NPUMEHEHHUsl JIEKAPDCTBEHHOI0 Ipemapara,
U Ipyrue MAaHUMYJISAIHH C IPenapaTom

Oco0plie TpeOOBaHMS OTCYTCTBYIOT.
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7. IEPJKATEJb PETUCTPALIMOHHOIO YIOCTOBEPE s~ 54 TEITEHOCTS 0004)

Poccuiickas @enepanus

AxunonepHoe o6mectBo «IIponsBoacTBeHHas hapmaneBTuueckas komrnanuss OOHOBICHHE»
633621, HoBocubupckast 06:1., Cy3yHckuit paiion, pn. Cy3yH, yi. Komuccapa 3a1pkoBa, 1. 18.
Ten./dakc: 8 (800) 200-09-95.

7.1. IIpeacTraBuTeNb AEPKATE/S] PETHCTPALMOHHOIO YI0CTOBEPEeHHUS

IIperen3uu morpeduTeeil HAIPABISITH 110 AIPECY:

Poccuiickas @enepanus

AxunonepHoe o6mectBo «IIpousBoncTBenHas dpapmaneBTuueckas koMmmnanuss OOHOBIECHUE»
630096, r. HoBocubupck, yin. Cranimonsnas, 1. 80.

Ten./akc: 8 (800) 200-09-95.

e-mail: pretenzii@pfk-obnovlenie.ru

8. HOMEP (HOMEPA) PETUCTPALIMOHHOI'O YIOCTOBEPEHUA

JITI-Ne(002952)-(PT-RU)

9. KATEI'OPHUSA OTITYCKA JIEKAPCTBEHHOTI'O ITPEITAPATA

Jlng mo3upoBok 50 mr, 150 mr

JlexapctBennsiii npenapat ®aykonazon Penesan, 50 mr, 150 Mr, kamcysibl OTHOCUTCS K KaT€ropuu
OTITYCKa «I10 PELETTY».

JUng mo3upoBku 150 mr (1 kamcyia B YHaKOBKE)

JlekapctBennsiii mpenapar ®dmykonazon PeneBanm, 150 mr, kamcynbl (10 MOKa3aHUSIM: OCTPBIA
BaruHaJIbHBIN KaHANA03 Y B3POCJbIX, KOTAa MECTHAA TCpalusa HC IIPUMCHUMA, KaHI[HHO3HBIﬁ GaﬂaHI/IT
y B3pOCJIBIX, KOTJ]a MECTHAs Tepalus He MPUMEHNMA) OTHOCUTCS K KaTErOPUH OTITycKa «0e3 peLemnTa.

OOmiasi xapakTepucTHKa JIEKapCTBEHHOro mpemnapara @dnykoHa3on PeHeBanm AOCTymHAa B €AHMHOM
peecTpe 3aperuCTPUPOBAHHBIX JICKAPCTBEHHBIX CPelCTB EBpa3suiickoro SKOHOMHYECKOTO COK03a U Ha
ouIIaTEHOM caiite YIIOJTHOMOYEHHOTO oprana (9KCTIepTHOIM OpTaHM3AIIHH )
https://Ik.regmed.ru/Registet/EAEU SmPC
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