COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHOGFOTIPERAPATA 1002

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IPEITAPATA

®dykoHa3011, 2 MI/MJ1, pacTBOp )11 HHQY3HUH.

2. KAYECTBEHHBI U KOJTMYECTBEHHbINA COCTAB

JeiicTBytomiee BemecTBo: (IIyKOHA30I

B 1 M1 pactBopa utst uHOY3ui comepkutcs 2 Mr GIIyKOHa3071a.

Kaxxnprit ¢akon ¢ 25 mu pactBopa st uHDy3uit coaepxkut 50 Mr dirykoHasoa.

Kaxnapiii dmaxon ¢ 50 mut pactBopa st uHy3uii coaepxkut 100 mr daykoHasomna.

Kaxnapriii ¢pmaxon co 100 mut pactBopa s uady3uit cogepxut 200 mr (haykoHaszona.
Kaxaprit dnaxon ¢ 200 M pactBopa ains uHbys3uit cogepxkut 400 mr paykonazona.
BcrnomoratenbHble BeleCTBa, HATUYKME KOTOPBHIX HA/I0 YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: HaTpui (cM. pazaen 4.4).

[TonHbIN TepevYeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEJIECH B pazee 6.1.

3. JEKAPCTBEHHASA ®OPMA
PactBop s nuudy3mii.

[Tpo3paunblii GecIIBETHBIN ClIErKa OKPAIICHHBIN pacTBOpP.

4. KIMHUYECKUE JAHHBIE
4.1. IToka3aHus1 K IPUMEHECHHUIO

D1yKOHA301 ITOKA3aH JJIs JICYSHUS CISAYIOIINX 3a00JIeBaHUI Y B3POCJIbIX:

* KPUIIOTOKOKKOBOTI'O MCHUHIUTA,

¢ KOKIIMIMONJTOMUKO34a,

* HHBA3MBHOT'O KaH/IN103a;

* KaHAWA03a CIM3UCTBIX O00JIOYEK, B T.4. OPO(APEHIHAIBbHOTO KaHIMI03a, KaHIHI03a
MUIICBOJAAa, KAHAUAYPUH U XPOHUYCCKOTO KaHAN103a KOXKHU U CIIN3UCTBIX O60HO‘I€K;

* XPOHHMYECKOro aTpopHUYECKOro KaHIHMI03a POTOBOW TIOJIOCTH (CBS3aHHOIO C HOLICHHEM
3yOHBIX TIPOTE30B), KOTAa COOJIOJCHUS TUTHEHBI TIOJIOCTH pTa WM MECTHOTO JICYCHUS
HEJI0CTaTOYHO.

DryKOHA301 TTOKA3aH JJIs HDOd)I/IJ'IaKTI/IKI/I CIICAYIOIMINX 3a00J1CBaHUM VY B3POCIIbIX.

® PO ANBOB KPUIITOKOKKOBOI'O MCHUHI'MTA Y MAIIUCHTOB C BEICOKMM PHUCKOM PEIIUINBOB;
® peuuIuBOB opoq)apeHmaanoro KaHauao3a W KaHIW[J03a [OUIIEeBOJAa Y BU1Y-

I/IH(I)I/II_II/IpOBaHHBIX ManCHTOB C BBICOKUM PHUCKOM pCUU/INBA,
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HEUTpONeHNeH (TaKuX Kak MalMeHThl ¢ TeMOOIACTO3aMHU, MPOXOASIIUMU XUMHOTEPAIHIO, HIIH
MALKUEHTHI, MPOXO/ALIME TPAHCIUIAHTALIUIO TEMOIIOATHYECKUX CTBOJIOBBIX KJIETOK.

®d1yKOHA30JI MOKa3aH Il IPUMEHEHHUS Y JTJOHOIIEHHBIX HOBOPOXKICHHBIX, MJIAJICHIICB, JCTCH U
MOJPOCTKOB B Bo3pacte ot 0 1o 18 ner.

@DI1yKOHA30J1 MPUMEHSIETCS JJIs JICYCHHS KaHU103a CIU3UCTHIX 0001049eK (0podhapeHTHATBHOTO
KaH/IMJ103a U KaHJIM103a MUIIEBO/1a), THBA3UBHOTO KaHJM/103a, KPUITOKOKKOBOIO MEHUHTUTA U
PO UITAKTUKH KaHIUA03HBIX HH(MEKIUH y MaIIMEHTOB ¢ 0CIa0JeHHONH MMMYHHOU CHUCTEMOM.
®IyKOHA30JI MOXHO TNPUMEHATh B  KA4eCTBE  MOMJCPKHMBAIOIICH  Tepamud s
MpEeA0TBPALICHUS PELUAMBA KPUINTOKOKKOBOIO MEHHMHITHTa Yy JIeTed C BBICOKMM PHUCKOM

penuauBa.

4.2. Pe:kuMm 103MPOBAHUSA U CIOCO0 MPUMEHEHUSI

PexxuM J103upoBanus

Tepanuio MOXXHO HAayuMHATH JI0 IOJIYYEHHs pPE3YyJIbTaTOB IIOCEBA M JPYIHX J1abopaTOPHBIX
UCCIIEJOBaHM. OnHako  NpPOTUBOTPUOKOBYIO  TEpaluio0  HEOOXOAMMO  HM3MEHUTh
COOTBETCTBYIOLIMM 00pa3oM, KOTJja pe3yiabTaThl ’TUX MUCCIEIOBAHNUN CTAHYT U3BECTHBIMH.
Cyrounast no3a (IyKoHa30ja 3aBHCHUT OT XapakTepa M TsKecTh IpuOkoBoil mHpekuuu. Ilpu
UHOEKIHIX, TPeOYIOIHMX MOBTOPHOTO TpHEMa Ipernapara, JEUeHHe CIeAyeT MPOJOKaTh IO
MCUE3HOBEHUS KIIMHUYECKUX WIIM JIAOOPATOPHBIX IPU3HAKOB AKTUBHOW I'pMOKOBOM HHpEKIMH. Y
naneHToB ¢ BUY wuHbeknueil M KPUNTOKOKKOBBIM MEHMHTMTOM WM PELUIUBUPYIOIINM
opogapUHreallbHbIM KaHIUA030M OOBIYHO HeoOXoauMa MOJAJEp)KUBAIOLIAsl Tepanus s
npoUIAKTUKY PELIUINBOB MHPEKLIUU.

Ilpu Kpunmokokko6om MmeHunzume U KpUNMOKOKKOBLIX UHQDeKyull Opyeoll NoKaiu3ayuu B
NEePBBIN JIeHb 0OBIYHO MpUMEHSIOT B 03¢ 400 Mr, 3aTeM mpoaokaroT jJedenue B goze 200-400
MT OJIMH pa3 B CyTKH. /IIUTEIbHOCTD JI€UEeHUsI KPUIITOKOKKOBBIX MH(PEKIINHA 3aBUCUT OT HAIIUYHUS
KJIMHUYECKOTO0 M MHKoJorndeckoro 3¢ @dexra; Mnpu KpUNTOKOKKOBOM MEHHUHTHUTE JI€UeHHUE
0OBIYHO MPOJIOJKAIOT O KpalHell Mepe 6-8 Hexenb. B ciyuasx jeueHHs yrposkarouux KU3HU
UHQEKIHA CyTOUHYIO 103y MOXHO YBEIHUUTH 10 800 M.

Jna npogpunaxmuxu peyuouea KpunmoKkoKK08020 MeHUH2UMA y TalUueHTOB C BBICOKUM PHCKOM
peluInBa, MOocie 3aBEepIISHUs MMOJIHOTO Kypca MEPBUYHOTO JIEYEHHUsI, Tepanuio (PIyKoHA30JI0M B
no03e 200 Mr/cyT MOKHO MPOAOJDKATh B TEUEHUE HEOIIPEIeIIEHHOTO IEpro/ia BPEMEHH.

Ilpu Kkoxyuououoomukosze MOXET TNOTpebdOBaThCs NpHUMEHeHue mpenapara B jgo3e 200-400

Mr/cyT. JIns HeKOTOpBIX MH(MEKIHA, B 0COOEHHOCTH € MOPAKEHUEM MO3TOBBIX 000JI0YEK, MOKET



COOTBETCTEYET ZKCNEPTHOMY OTYETY
ot 04.10.2024 Nz 21555 B
paccmatpuBatbes 103a 800 Mr B cyTkH. [[nuTelIbHOCTH %b'arrﬂggn&f[é}gr@ﬁ "I?IH,[-ll_I/I_‘BI?{,Ellyla'IﬂBHO

1 MOXET COCTaBIATH 11-24 mecsies.

Ilpu xanoudemuu, OUCCEMUHUPOBAHHOM KAHOUOO3E U OpYeUX UHBA3UBHBIX KAHOUOO3HLIX
uHghexyusx Hacklmaromas gao3a cocrasisger 800 Mr B mepBbIi JIeHb, mocieayromas mo3a 400
Mr/cyT. JJIMTETbHOCTh TEPAIKMH 3aBUCHT OT KIMHUYECKOH 2((HEKTUBHOCTH.

OO0mas pekoMeHJalusl MO JJIUTEbHOCTH JICUEHUs KAaHAWJIEMUM 2 HENeNu Iocie MEpPBOTo
OTPULIATEJIFHOTO pe3yjibTaTa IIOCEBAa KPOBU M MCUE3HOBEHHUS IMPU3HAKOB U CHUMIITOMOB
KaHIUJIEMUH.

Jleuenue kanouoosza causucmoun 000J104YKU

Ilpu opogapunceanvnom kKanouoosze Haceimawmas po3a: 200-400 Mr B TEpBBIA JICHB,
nocneayromas no3a: 100-200 mr oauH pa3 B cyTku B TeueHue 7-21 aueid. [Ipu HeobxoaumocTH,
MalUeHTaM C BBIPAXKCHHBIM MOJABICHUEM UMMYHHON (DYHKIIMH JICYEHUE MOXKET MPOJOJIKATh B
Te4eHue 0oJee IUTETLHOTO BpEMEHH.

Ipu xponuyeckom ampoghuueckom KaHOudo3e noiocmu pma, CBI3aHHBIM C HOIIEHHEM 3yOHBIX
MPOTE30B, MpernapaT 00bIYHO MPUMEHSIOT B 03¢ SO0 Mr oJuH pa3 B CyTKH B TeueHue 14 nHel B
COUYETAaHHH C MECTHBIMU aHTHUCENITUYECKUMU CPECTBAMH ISl 00pabOTKH MpoTe3a.

Ilpu kanouoypuu >ddextuBHas nosza oobryHo cocransier 200-400 Mr/cyT mpu JUIUTEIBHOCTH
nedyeHuss 7-21 nHed. Y MalMEHTOB € TSDKEIbIM HAapylIEHHEM (PYHKIMM MMMYHHOH CHCTEMBI
MOYKHO MCIIOJIB30BaTh 00Jiee JUINTENIbHBIC TIEPHUOIBI TEPAITHH.

Ilpu xponuueckom KodxcHo-ciusucmom kanouoose npumenstor 50-100 mr B cytku a0 28 nHei
JeyeHHs. B 3aBUCHMMOCTH OT TSDKECTH JIeYeHHs MH(EKIMU WM COIYTCTBYIOIIErO HapyLICHUs
UMMYHHOH CHCTEMBI M HH()EKIIMK MOXHO HCIIOJIb30BaTh 00JIee JITUTENbHBIC TIEPHOBI TEPAITHH.
Ilpu xanouoose nuwesooa_naceimarotias go3a 200-400 Mr B mepBbIi 1€HB, MTOCIEIYIONIAs 1032
100-200 mr B cyrtku. Kypc nedenus cocraBiser 14-30 aHelt (IO OCTHXKEHUS PEMHCCHUU
KaHaugo3a nuuieBoga). Ilpm HeoOXOIMMOCTH, MAlMEHTaM C BBIPAKEHHBIM IOAABICHHEM
UMMYHHOH (YHKIINH, JIEUCHHE MOYKHO MIPOIOJDKATH B TeUEHHE 00JIee JITUTETHHOTO BPEMEHH.
s npoghunakmuxu peyuousos opogapuneeanrvhoco kanouooza 'y BUY-undummpoBaHHBIX
HAIMEHTOB C BBICOKUM PUCKOM PEeLUANBOB (IyKOoHa301 MpuMeHstoT o 100-200 Mr B cyTKH WM
200 Mr 3 pa3za B HeJeNI0O B TEUYEHHE HEONPENEICHHOro IMEpHoja BPEMEHH Y MAlUEHTOB C
XPOHHYECKH ITOHMKEHHBIM UMMYHUTETOM.

s npedomepawernus peyuousos kanouoosa nuwesooa y BUU-uHUIIMPOBAHHBIX MAIIHEHTOB C
BBICOKMM PHUCKOM pPelUANBOB (hykoHa3oa npuMmenstoT nmo 100-200 mr B cytku uinu 200 mr 3
pasa B HEJENI0 B TEUCHHE HEONpPEeNCHHOro Mephoja BPEMEHHM Y MAlUeHTOB C XPOHUYECKU

MMOHWKCHHBIM UMMYHHUTCTOM.
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pexomenayemast 1o3a ¢iaykonaszona coctasiser 200-400 Mr ouH pa3 B CYTKH B 3aBUCHMOCTH OT
CTETIEHU pHUCKA pa3BUTHS TpUOKOBON uHGeKiuu. s MalueHTOB C BBICOKUM PHCKOM
reHepain30BaHHONW WH(MEKIHMH, HalpUMep, C BBIPAKEHHOW WM AJIUTENIbHO COXpPaHSIoIIencs
HeWUTporeHuel, pekomenayemas pgo3a coctaBisger 400 mMr oguH pa3 B cyTku. DiaykoHaszou
IPUMEHSIOT 3a HECKOJIBKO JHEH 10 05KMJIa€MOro pa3BUTHs HEUTPOIECHUM U, IOCIE YBEIUUYEHUS
uncia Heiirpopunos 6osee 1000 B MM, iedeHne npoaomKaroT eiie 7 THEH.

Oco0nlie I'pYHOIIbI TAMEHTOB

Ilpumenenue y noscunvix arooeu

[Tpy OTCYTCTBHM NMPHU3HAKOB MOYEUHOM HETOCTATOYHOCTH (PIYKOHA30J MPUMEHSIOT B OOBIYHOM
no3e. IlamwerTaM ¢ MOYEYHOW HENOCTATOYHOCTHIO (KIMPEHC KpearnHuHa <50 MII/MUH) 103y
npenapara KOppeKTUPYIOT, KaK ONMKUCAHO HUXKE.

Ilpumenenue y nayueHmos ¢ noueyHol HedoCmMamo4HOCmMvio

[Tpu olHOKpaTHOM IpHEME U3MEHEHUs N103bl He TpeOyercs. Y MaluMeHTOB (BKJIOYas JeTeil) C
HapymeHneM (QYHKOMMA TIOYeK TPH MHOTOKPAaTHOM TPUMEHEHHWHW Tperapara  CledayeT

IepBOHAYAJILHO BBECTU ynapHyio a03y oT 50 no 400 wmr, mocie 4yero CyTO4Hy 103y (B

3aBUCUMOCTH OT HOKaSaHI/IH) YCTAHABJIMBAKOT COI'JIACHO CJ'ICIIYIOIHeﬁ Ta6J'II/II_ICI

Kinpenc kpeatTuHuHa (MJ1/MHH)

IIpoueHT peKoMeHyeMOi 103bI

>50

100%

<50 (6e3 nuanmsa)

50%

["'emonnanns

100% nociie KaXxaoro reMoauainsa

[TaruenTsl, HaxonfAmMecs Ha reMoauanuse, N0JDKHBI noiaydarb 100% pexomeHmyemMon 103bl
nocjie Kaxa0ro ceaHca auanus3a. B neHpb, Korna guanu3 HE MPOBOJMTCS, MAIUEHTHI JOJKHBI
M0JIy4yaTh YMEHBIIECHHYIO (B 3aBUCUMOCTH OT KJIMpPEHCa KpeaTUHUHA) /103y Mpernapara.
VY nereil ¢ HapylIeHHEM (YHKLUHU OYEK CYTOUHYIO 03y Mpernapara cjieyeT yMEHbIINTh (B TOH
e TPOMOPLHUOHATIBHOM 3aBHCUMOCTH, YTO U Y B3pOCIBIX), B COOTBETCTBUU CO CTENEHBIO
BBIPaXEHHOCTHU MIOYEYHOIN HEIOCTATOYHOCTH.
Ilpumenenue y nayuenmoe ¢ HeOOCMamo4HOCMbI0 QYHKYUU neveHU
HmeroTcs orpaHndeHHbIe JaHHbIe TpUMEHEeHUs (IIyKOHA305a y MAMEHTOB C HEJJOCTATOYHOCTBIO
¢yHkuuu medyeHu. B cBA3M ¢ 3TMM, IpM NPUMEHEHUM INpenapata y JTaHHOM KaTeropuu
NAIMEHTOB, CIEAYET COOI0AaTh OCTOPOKHOCTD.

eTH
Kak 1 mpu cXoaHbIX HHPEKIHIX Y B3POCIBIX, JUIMTEIBHOCTD JICYSHHUS 3aBUCUT OT KIIMHUYECKOTO

N MHUKOJOTHUYCCKOI'O 3(1)(1)CKT3. ﬂJ’I}I JeTen CyTO4YHasA O03a Hpcrapara HE AOJDKHA ITPCBLINIATH

TaKOBYIO JJIs1 B3pOCIbIX. DIIyKOHA30J MPUMEHSIOT €KEeIHEBHO OJIUH pa3 B CYTKHU.
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MI/Kr/cyT. B miepBbIii 1eHb ¢ 1esbio 6osee ObICTPOTro JOCTHKEHUSI PAaBHOBECHOI KOHIICHTPALUU
MOYKHO IPUMEHSTH YAAPHYIO 103y 6 MI/KT.

s neuenusi UHBA3UBHO20 KAHOUOO3A U KPUNMOKOKKOB020 MeHUHeUma PeKOMEHIyeMasl 103a
cocTaBisieT 6-12 MI/KI/CyT B 3aBUCUMOCTH OT TSDKECTH 3a00JICBaHUSI.

Hna nodasnenus peyuousa Kpunmokokkogozco menuneuma'y nereid OompHbIX CIIHN{om
peKOMeHT0OBaHHas /1032 (IYKOHA30J1a COCTABIISET 6 MI/KI/CYT.

s npoghunaxmuxu epubkoswvix ungexyuil y demeti ¢ NOOABIEHHbIM UMMYHUMEMOM, Y KOTOPBIX
pHCK pa3BuUTHS WHQPEKIUH CBS3aH C HEUTPONCHUEH, pa3BUBAIOIICHCS B pe3yJbTare
IUTOTOKCUYECKOH XHMMHUOTEpAlliyi WIM Jy4eBOW TEpamuu, IMpernapar NpPUMEHSIoT mo 3-12
MI/KI/CYyT B 3aBHCHMOCTH OT BBIPQXEHHOCTH W JJIUTEIHLHOCTH COXpPAHEHUs WHAYLHPOBAHHOU
HEUTpOIieHNH (CM. 103y VI B3POCIBIX; JIJIS IETCH C MOYEYHOW HEJOCTATOYHOCTHIO - CM. JIO3Y
JUTSL IAIIMEHTOB C TIOYEYHON HEIOCTATOYHOCTHIO).

Tloopocmku (om 12 0o 18 n1em)

B 3aBucumocTM OT Beca M BO3pacTa moaOupaercs ontuMaibHas Jgo3a. Ilo maHHBIM
(bapMaKOKUHETUKHU y AeTell 6osee BBICOKUHM KIMpeHC uIyKoHa3oua, 4yeM y B3pocibix. [Jo3a 100,
200 u 400 Mr y B3pOCIBIX COOTBETCTBYET a03€ 3, 6 u 12 MI/Kr/cyT y nered OISl MOITy4YESHHS
COIIOCTaBUMOI'O CUCTEMHOTO BO3CHCTBUSL.

Jlem 6 6ozpacme om 0 0o 27 oueul

Y HOBOPOXIEHHBIX (PIyKOHA30J BBIBOAUTCS MeuieHHo. B mepuon or 0 no 14 nHeit
KU3HM MIpernapaT NPUMEHSIOT B TOM e go03e (B MI/KI/CYT), 4TO M JeTsM OoJjee cTapIliero
BO3pacTa, HO C UHTEPBAJIOM 72 4 (MakcHUMalibHas /1032 12 MI/KT He JT0JIKHA OBITh IPEBBIIICHA).
Hetsim B Bo3pacte oT 14 10 27 nHE Ty ke 103y BBOIAT C MHTEPBAIOM 48 4 (MakcUMallbHas 1032
12 Mr/Kr He AOKHA OBITH IPEBHIIICHA).

Crooco0 rmpuMeHeHus

BaytpuBeHHbIe HHOY3HH.

@OyKOHA30J1 MOKHO TNPUHUMATh BHYTPh HJIM BBOJUTH BHYTPUBEHHO ITyTeM HH(QY3UH CO
ckopocTeio He Oomee 10 MiI/MMH; BBIOOp croco0a BBEACHUS 3aBHCUT OT KIMHUYECKOTO
cocTosHusl nanueHTa. [Ipu mepeBoje mamueHTa ¢ BHYTPUBEHHOTO Ha MEPOPANIbHBIA MpHeM
npenapara uii Ha000pOT U3MEHEHUST CYTOYHOH J103bI HE TpeOyeTcsl.

B pactBope durykonazomna mist undysuit cogepxkurcsa 0,9% pacTBop HaATpHs XJIOPUIA; B KAKIBIX
200 mr (¢makon Ha 100 mn) conmepxkutcs mo 15 mMmonb MOHOB HaTpus M xJyopa. [loatomy y
NalMEeHTOB, KOTOPBIM TpeOyeTcs OrpaHuueHHe NOTPEeOJIeHUs HaTpus WM  SKUAKOCTH,

H606XOJII/IMO YUUTBIBATE CKOPOCTh BBCACHUS KUAKOCTH.
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4.3. [IpoTuBONOKA3aAHUS

* TOBBIIIEHHAs] YYBCTBUTEIBHOCTh K (DIIyKOHa307y, IpYrMM KOMIIOHEHTaM IIpernapara Wi
A30JIbHBIM BEIIECTBAM CO CXOJIHOU (PIIyKOHA30JTy CTPYKTYPOH;

* OJIHOBPEMEHHBII mpreM TepdeHaarHa BO BpeMsi MHOTOKPAaTHOTO MpUMEHEHUs (IIyKoHa30J1a B
no3e 400 mr/cyt u 6oiee (cM. pasaen 4.5.);

* OJHOBPEMEHHOEC TMpPHMEHEHHE C T[pernaparamy, yBeauuuBarommMu uHTEpBal QT u
METa0OTN3UPYIOIIUMUCS c IIOMOILIBIO nzodpepmenta CYP3A4, TaKUMU KaK

[M3AMPH], ACTEMHU30J1, SPUTPOMHIINH, TUMO3HUJI, XUHUIUH (cM. pasznen 4.5.).

4.4. OcoOble yka3aHMsl M1 Mepbl PeJ0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBLIO

* ICUYCHOYHAs HEI0CTAaTOYHOCTD;
* IOYEeYHAsl HEJOCTATOYHOCTb;

* TOSBJICHHWE CHIMM Ha (oHE NpuUMeHeHHs (IyKoHa3oja y MAIMEHTOB C IOBEPXHOCTHOU
rpuOKOBOI MH(DEKIMEH 1 NTHBA3UBHBIMHU/CHCTEMHBIMH TPUOKOBBIMH HH(EKIIUSMH;

* OTHOBPEMEHHOE pUMEHEeHHe TepdeHaanHa u gaykonasona B 1o3e meHee 400 mr/cyT;

* NOTCHUHUAIBHO MPOAPUTMUYECKHE COCTOSIHUS Y MAIlMEHTOB C MHOXKECTBEHHBIMH (aKTOpamu
pucka (opraHuueckue 3a0o0JieBaHUSI CepAlla, HAPYIICHUS JJICKTPOJIUTHOTO Oajlanca u
CHOCOOCTBYIOIIAs PA3BUTHIO MMOIOOHBIX HAPYIICHUH COIMYTCTBYIOLIAS TEPAITUs).

Oco0ble yKazaHus

Coobmranoch 0 CIydasx cynepuH(}eKIuH, BBI3BAHHOM OTJINYHBIMU
ot Candida albicans mrammamu Candida,  xortopsle  wacto  o0magalOT  TPUPOTHON
PE3UCTEHTHOCTRIO K (hiykoHazony (Hanpumep, Candida krusei). B momoOHBIX ciydasx MOKET
HOTPeOOBATHCS ANbTEPHATUBHAS IIPOTHBOTPUOKOBAs TEpaIIusl.

Bo Bpemsi OepeMeHHOCTH THpUMeHEHHs (UIyKOHa30da cleayeT u30eraTb, 3a HCKIIOUCHHEM
CIly4aeB TSDKENBIX M TIOTCHIMAIbHO YIPOXKAIOIIMX JKM3HU TPUOKOBBIX HMHQEKIMHA, Koraa
OXHJIaeMasi 1MoJTb3a JICUSHHS ISl MATePH MPEBBIIIACT BO3MOXKHBIN PUCK IS TUIO/IA.

Heobxomumo paccMoTpeTh 3(PQeKTUBHBIE METOJbl KOHTPALEHIUU Yy JKCHIIHMH JIETOPOTHOTO
BO3pacTa B TEYEHHE BCEro MEpUOJa JICUCHHS W TPHONU3UTETbHO B TedyeHHe Henenn (5-6
NIEPHOJIOB MOJYBBIBEJICHUS TTOCIIE MPUHATHS TTOCIEIHEH 10361 Tipernapara (cM. paszen 4.6.).

B penkux ciydasx nmpuMeHeHHE (IIyKOHA30Jia COMPOBOXKIAIOCh TOKCHYSCKUMH H3MEHCHUSIMH
NICYCHU, B TOM YHUCIE C JIETAILHBIM MCXOIOM, IJIAaBHBIM 00pa3oM, Yy MAlMEHTOB C CEPbE3HBIMU
CONYTCTBYIOIMMHK 3a0ojeBaHUsIMU. B cilygae remaroTokcndeckux 3(QEKTOB, CBSI3aHHBIX C
pUMEeHEeHHEeM (IIyKOHa30J1a, HE OTMEUEHO MX SIBHOM 3aBHCHMOCTH OT OOIEH CyTOYHOW /103bI

npemnapara, JJIUTCIbHOCTH TEpalru, I10Jia U BO3pacTa nmauyvueHTa. I'emaTtoTokcuueckoe JeHCTBHE
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[TarmenTam, y KOTOPBIX BO BpeMs JICUEHHUS NpEnapaToM HapyIIAIOTCS MoKa3aTelnu (yHKUUU
NeYeHH, HeoOXOMUMO HaONoJaTh C IENbI0 BBIABICHHUSA TPU3HAKOB 0Oo0Jiee Cepbhe3HOrO
nopaxeHus: nedeHd. [Ipy mosiBIEHMH KIMHUYECKUX TNPHU3HAKOB WIIM CHUMIITOMOB ITOPAKEHHS
IIEYCHH, KOTOPbIE MOTYT OBITh CBS3aHHBI C NPUMEHEHHEM (IyKOHA30ja, Mperapar CieayeT
OTMEHUTb.

Kak u mpu mpuMeHeHHMH ApPYruX a3oJioB, (PIYKOHA30J B PEAKHX CIIydasiX MOXKET BBI3BATh
aHa()MITAaKTUYECKHE PEaKIHH.

Bo Bpems gnedyeHus (IykoHA30JOM Yy TAIMEHTOB B PEOKUX CIydasX pa3BUBAINCH
9KC(OTMATUBHBIC MOPAKEHUS KOXKH, Takue Kak cuHapoM CtuBeHca-/[)KOHCOHA M TOKCHYECKHMA
smuaepMalbHbIN Hekponu3. bonbHbie CITMJom Gosee CKIOHHBI K Pa3BUTHIO TSDKEIBIX KOMXKHBIX
peakuuii MpH TPUMEHEHWH MHOTUX IpenapaToB. [Ipu MOsSBIEHWH Yy MAIMEHTOB BO BpEMs
J€YCHUSI TOBEPXHOCTHOW TIpUOKOBOW HMH(MEKIMH  CBHIIH, KOTOPYID MOXHO CBS3aTh C
npuMeHeHneM (prykoHas3osa, mpenapar CleAyeT OTMEHHTh. [Ipu MOsSBICHUN CHINHM y MAIlUEeHTOB
C WHBAa3WBHBIMH WM CHUCTEMHBIMH TPHOKOBHIMH HWH(EKIMSIMH HUX CIEAYeT THIATEIbHO
HaOII0JaTh U OTMEHHUTH NPENapar MpHU MOSBICHUHN OYJUIE3HBIX TOPAaKEHUH MM MHOTO(QOPMHON
9KCCY/IaTHBHOM SPUTEMBI.

OnHoBpeMeHHOE IpuMeHeHne (ryKoHa3ona B 1o3ax MeHee 400 mr/cyT u TepdeHaanna cieayer
HPOBOJIUTH OJ] THIATEIILHBIM KOHTpOJIEM (cM. pasaen 4.5.).

Kak u gapyrue azonbl, (QaykoHa301 MOXKET BbI3bIBaTh yBenuueHue uHTepBaia QT ma OKI.
@dnykoHa30J1 BbI3bIBaeT yBenuueHue uHTepBasa QT mocpeacTBOM WHIMOMpPOBaHMUSA TOKa
KaJMEBBIX KaHAJOB BHYTPEHHETO BHIMpsSMIICHUs. YBenndyenune wuHTepBana QT, BeI3BaHHOE
JIPYTUMH JIGKAPCTBEHHBIMU IperaparaMu (TaKMMH KaK aMHOAAPOH), MOXET OBITh YCHIICHO
uHruouropamu nzodepmenrta 3A4 muroxpoma P450 (CYP) (cm. pasnen 4.5.). [Ipu npumeneHnn
¢aykoHazona yBenuueHue uHTepBaia QT u MepliaHue WM TpereTaHHue KeIyA0YKOB OTMeYalu
OYEHb PE/IKO y MAIUEHTOB C THKEIBIMU 3a00JI€BaHUSAMHU C MHOKECTBEHHBIMHU (PaKTOPaMHU PHCKa,
TaKUMHU KaK OpraHWYecKrne 3a00JIeBaHUsl CepAla, HapyIIEHHs SJICKTPOJUTHOTO OamaHca |
CHOCOOCTBYIOIIAsE PA3BUTHUIO MOJOOHBIX HApyLIEHWH COMyTCTBYIoMIas Tepanus. [1oBbIIeHHBIN
PHCK pPa3BUTHs YTPOXKAIOLIEH KU3HU KeTyJOUYKOBONH apUTMHUU M MOTUMOP(HON eIy T0uKOBOH
TaXWKApJAUW MOXKET BO3HUKHYTH Yy TIAIIMEHTOB C THIIOKAIMEMHEH U MPOTPECCHPYIOMIEH
CepACYHOM  HEIOCTaTOYHOCThIO.  [lodToMy  TakuM  TalWeHTaM ¢ MOTEHIMAIbHO
IPOAPUTMHUYECKUMH COCTOSIHUSMU PUMEHSThH (DIYKOHA30J CIEyeT C OCTOPOXKHOCTBIO.
[Tatmentam c 3a0oneBaHUSMM T€YEHH, CEpAlla M TOYeK Iepea IMpUMEHEHHEeM IIpernapara

PEKOMEHIyeTCsl IPOKOHCYJIBTUPOBATHCS C BPAUOM.
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JokaszarenbctBa dPQPEeKTUBHOCTH (IyKOHA30j4a IIpU 'E@Qe}{}%ﬂﬂﬁ%ﬁ%ﬁb_ﬂ SrneMribx

MHUKO30B, TAKUX KaK MapaKOKIUINOUIOMHUKO3, CIOPOTPUXO3 U THCTOIIIA3MO3 OTPaHUYCHBI, YTO
HE TMI03BOJIACT ONPEICTUTh KOHKPETHBIE PEKOMEHIAIMHM 10 J03HpoBaHuI0. DiykoHa3071
ABISICTCS  yMepeHHbIM HHTHOUTOpOoM wu30hepmenta CYP2C9 u yMepeHHBIM HWHTHOHTOPOM
nzodepmenta CYP3A4L. dioykoHazon Takxke sBisieTcss uHruouropom usodpepmenta CYP2C19.
[Ip ogHOBpEMEHHOW TEpanuu JICKAPCTBEHHBIMH TpenaparaMd C Y3KUM TepareBTUYCCKUM
npodunem, wmerabommsupyomumucs —u3odepmentamu CYP2C9, CYP2C19 u CYP3A4,
pEKOMEH IyeTC s COOIII0IaTh OCTOPOKHOCTD (cM. pasaen 4.5.).

Coo0mranoch 0 pa3BUTUU HEIOCTATOYHOCTH KOPBI HAAMOYEUHUKOB Y MAlUEHTOB, MOIYYAIOIINUX
TEpanuio JAPYrMMH a3oJiaMd  (HampuMep, KETOKOHA30JI0M). Y TAaIMeHTOB, MOJYYaroluX
¢drykoHa30J1, HAOIIOJATHCH 0OpaTUMbIE CIIy9ad HEJOCTATOYHOCTH KOPBI HA/ITOYCUYHUKOB.

BcnomorarenbHbIe BEIECTBA

[Ipemapar comepxur 15,4 mmons Hatpus (354 mr) ma 100 mi. HeobxommMo yduTHIBaTh

NnanueHTaM, HaXOAAIMUMCA Ha JUCTC C OTPaHUYCHUEM ITOCTYIIJICHUS HATPU.

4.5. BzaumojeiicTBue ¢ JPYriMU JIeKAPCTBEHHBIMU NpenapaTaMu U Apyrue BUAbI
B3aNMOJAeHCTBUSA

OpnHOKpaTHOE WM MHOTOKpaTHOE INMpuMeHEeHHe (iykoHazona B mo3e 50 Mr He BIUSET Ha
MeTaboan3M QeHasoHa (AHTHIIMPHUHA) IPH UX OJHOBPEMEHHOM ITPHUMEHEHHH.

OaHOBpEMEHHOE IPUMEHEHNE d)HVKOHaSOHa CO CICAYIOIMMMH MperiapaTaMi IIPOTHBOIIOKA3aHO.

Luzanpuo: ipu  OJHOBPEMEHHOM NpUMEHEHHMH (UIyKOHa30Jla M LU3alpHJia BO3MOXKHBI
HEXKEJNATeNbHBIE pPEeakIud CO CTOPOHBI  Cepana, B T.9. apUTMHUS  SKEIyIO0YKOBas
Taxucucronnueckas tumna "mupyst" (torsade de pointes). [Ipumenenue ¢iykonazomna B go3e 200
Mr 1 pa3 cyrku M nmzampuja B jgo3e 20 Mr 4 paza B CyTKM NPHUBOJUT K BBIPAKECHHOMY
YBEJIMYEHUIO MJIa3MEHHBIX KOHIEHTpaluui nu3anpuja u yBenuueHuto nutepBana QT na OKI.
OpxHOBpEeMEHHOE TPUMEHEHHUE IU3aIpua 1 (IyKOHa301a MPOTHBOMOKA3aHO.

Tepgpenaoun: npu OTHOBPEMEHHOM MPHUMEHEHHH a30JbHBIX MPOTUBOTPUOKOBBIX CPEACTB H
TepeHaarHa BO3MOKHO BO3HUKHOBEHHME CEPBhE3HBIX apUTMHUI B pe3ylbTaTe YBEJIWYECHUS
untepBasia QT. [Ipu npumenenun ¢uiykonasona B 1o3e 200 mr/cyt yBenuueHue unrepnana QT
HE YCTaHOBJIEHO, OJTHAKO, MpuMeHeHne (iykoHazona B go3ax 400 Mr/cyT W BBIIIE BBI3BIBAET
3HAYUTEIBFHOE YBEJIWYCHHE KOHIICHTpAaNWU TepdeHanuHa B TuiazMe KpoBH. OIHOBpEeMEHHOE
npuMeHeHue ¢urykoHasona B go3ax 400 mr/cyt u Oosnee ¢ TepdheHaAnHOM MPOTHUBOIOKA3aHO (CM.
paszznen 4.3.). Jleuenue ¢urykonaszonom B go3ax mMeree 400 mMr/cyTt B coueTaHuu ¢ TepdheHaanHOM

CIICOYCT MPOBOAUTE IO TIIATCIbHBIM KOHTPOJIEM.
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npenapaTtamM, MeTa0OoJIM3M KOTOPBIX OCYIIECTBISIETCs cucTeMod Iuroxpoma P450, moxer
COIIPOBOKIATHCS TIOBBIIICHHEM CBHIBOPOTOYHBIX KOHLEHTpAIMid 3TUX cpeAacTB. [loBblmeHHBIC
KOHIIEHTPALlMU aCTeMH30Jia B IJIa3Me KPOBU MOTYT MIPUBOJIUTH K yAJuHEHUI0 uHtepBana QT u B
HEKOTOPBIX CIy4dasX K Pa3BUTHIO aPUTMHU KEITYIO0YKOBOM TaXMCHUCTOIUYECKOW TUMA "mupysT"
(torsade de pointes). OpHOBpeMEHHOE TPUMEHEHHME acTemMu3oija ©  (hIyKoHaszomna
POTHBOIIOKA3aHO.

Iumo3ud: HECMOTps Ha TO, YTO HE MPOBOJUIOCH COOTBETCTBYIOIIMX HCCIICAOBAHUM IN
Vitro wim in Vivo, oJJHOBpeMEHHOE MpUMEHEeHHe (IIyKOHA30J1a M MTUMO3HU/1a MOXKET IPUBOJIUTH K
YTHETEHUIO MeTaboIM3Ma MMMo311a. B cBOIO ouepeib, MOBBIIIEHUE MJIa3MEHHBIX KOHIICHTPAIUA
NUMO3K/Ia MOXKET IPUBOJINTH K y/UTHHEHHIO HHTepBaia QT 1 B HEKOTOPBIX CllydyasiX K pa3BUTHIO
apUTMUU  SKEITYAOYKOBOM Taxucuctoiamueckod tuma '"mupyst" (torsade de pointes).
OpnHoBpeMeHHOE TPUMEHEHHE TUMO311a U (IIyKOHA30J1a TPOTUBONOKA3aHO.

Xunuoum: HECMOTpS Ha TO, qTO HE MIPOBOJTUIIOCH COOTBETCTBYIOIINX
Uccie0BaHui IN VItro wiu in Vivo, OIHOBPEMEHHOE MpHMEHEeHUe (IyKoHa30lla M XUHUAMHA
MOJKET MPUBOAMUTH K YrHETCHHIO MeTabonu3Ma XWHUIUHA. [IprMeHeHrne XUHUIMHA CBA3AHO C
ynnuHeHneMm uHTepBaia QT M B HEKOTOpBIX ClydasX C Pa3BUTHEM APUTMHUU KEITyIOUYKOBOU
TaxucHCcTONMYecKkor Ttuma "mupydT" (torsade de pointes). OgHOBpeMEHHOE TPUMCHECHHE
XUHUJMHA ¥ (ITyKOHA30J1a IIPOTUBOIIOKA3aHO.

Opumpomuyun: OTHOBPEMEHHOE TpUMEHeHHe (IIyKOHA30Jla U IPUTPOMHUIIMHA TMOTEHIHMATHHO
IPUBOJUT K MOBBILIEHHOMY PUCKY Pa3BUTHS KapAMOTOKCHYHOCTH (ymuinHeHue uHTepBaia QT,
torsade de pointes) u, BCIEICTBHE 3TOr0, BHE3AMHOW cepedHoil cMepTH. OJHOBpEMEHHOE
npuMeHeHne (IIyKOHa30J1a ¥ SPUTPOMUIIIHA TIPOTUBOTIOKA3aHO.

He pexoMeHayeTcs MCI0b30BaTh CICAVIONINE JIEKAPCTBEHHBIE CPEICTBA:

L'anogpanmpun: GIyKOHA30JI MOXKET YBEJIMYMBATH KOHIIEHTPALMIO Tajdo(paHTpUHA B IIIa3Me
KpOBH B CBsA3M Cc HHruOuposanuem uszopepmenta CYP3A4. Bo3MoXHO pa3sBUTHE apUTMUU
JKEITyZI0YKOBOM TaxucucToaudeckon tuma "mupyast" (torsade de pointes) npu ogHOBPEMEHHOM
IPUMEHEHHH ¢ (ITYKOHA30JI0M, KaK U C APYTMMHU IPOTHBOIPUOKOBBIMHU INpernapaTaMy a30J0BOro
psiAa, IO3TOMY COBMECTHOE IIPUMEHEHUE UX HE PEKOMEHIYETCS.

Cruenyer CO6J'IIO,ZIaTI) OCTOPOKHOCTDH IIPHU O AHOBPEMEHHOM IIPUMCHCHHUHU C dZ)J'IVKOHa?;OJ'IOMI

Amuooapon: llpuMeHeHre aMHOJapOHA acCONMUPOBATIOCH C yanuHeHWeM wuHTepBama QT.
Crnenyer cobOmoAaTh OCTOPOXHOCTh IPHU OJHOBPEMEHHOM IpPUMEHEHUH (IykoHa3ola u
aMHOJapOoHa, B 0COOCHHOCTH MPH NMPUEME BBICOKOM 7103bI (urykoHazona (800 mr).

Jlembopexcanm: 0THOBpEMEHHOE TIPUMEHEHHE ¢ (DIyKOHA30JI0M MPUBOIUT K YBETHUCHUIO Cmax

u AUC nembopekcanTta npumepHo B 1,6 u 4,2 pa3a COOTBETCTBEHHO, YTO, KaK OXHIAETCS,
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MPUBENET K YBEJIMYCHUIO PUCKA MOOOYHBIX peakiiuii, TaiHx :QJEJSEE%%BE@{L'?&E&@éf:&i}%&m

OJTHOBPEMEHHOT0 MPUMEHEHHs (DIIyKOHa3051a 1 JIEeMOOPEKCaHTa.

CJICZ[VCT CO6JHOI[aTb OCTOPOKHOCTH W, BOSMOXKHO, KOPPCKTUPOBATHh JO3bI ITPH OJHOBPEMCHHOM

INPpUMCHCHHUHU CJIICAYIOIUX TIPperIapaToB U d)J'IVKOHa?)OJ'Ia:

Ipenapamui, srusrowue na (bﬂVKOHClB’OJZ.’

T'uopoxnopomuasud: MHOTOKPAaTHOE TPHUMEHEHHE THUAPOXJIOPOTHA3HIA OJHOBPEMEHHO C
(IIyKOHA30JI0M IPUBOIUT K YBEIWYCHUIO KOHIICHTpaXU (IIyKOHAa30I1a B I1a3mMe KpoBH Ha 40%.
D¢deKkT Takoil CTENeHH BBIPAKEHHOCTH HE TpeOyeT HM3MEHEHHS pPEKHUMa J03WPOBAHUS
(bayKoHa30J1a y MAIMEHTOB, MOJIYYaIOMUX OJHOBPEMEHHO TUYPETHUKH, OJHAKO Bpady CIICIYeT
9TO YYUTHIBATH.

Pugpamnuyun: omHoBpeMEeHHOE TNpuUMeHeHHEe (IyKoHa3ona ©u pudaMIUIMHA MPUBOIUT K
camkennto AUC Ha 25% u IauTensHOCTH Nepuoja moiyBbiBeeHus: GurykoHasona Ha 20 %. YV
MNAIMEHTOB,  OJHOBPEMEHHO  MPUHUMAIOMINX PUPAMIHUIMH,  HEOOXOAMMO  Y4YUTHIBAThH
11E€JIECO00PA3HOCTh YBEIIMUEHHUS 10361 (hTyKOHA30J1a.

Ilpenapamui, Ha Komopble enusem d)]lVKOHClS’O]Z.'

@D1yKOHA30J1 SABISETCS YMEpPEHHBbIM MHTHOUTOpOoM n3odepmento 2C9 u 3A4 nuroxpoma P450
(CYP). ®nykonazon Takxke sinsiercss mHruOutopom uszodpepmenta CYP2C19. Kpome Toro,
IOMHUMO TIEPEYHCICHHBIX nanee 3(PQeKToB, CYIECTBYeT PHUCK IOBBIIICHHS B IUIa3M€ KPOBHU
KOHIIGHTPAllMM W JPYTHX JICKQpCTBEHHBIX CPEACTB, METaOOIM3HPYEeMBIX H30(epMEHTaMU
CYP2C9, CYP2C19 u CYP3A4 npu o1HOBpEeMEHHOM MPUMEHEHUH C (IIyKOHA30JI0M. B cBsI3H C
3THUM, CJEIyeT COOMI0/IaTh OCTOPOKHOCTh NMPH OJHOBPEMEHHOM NMPUMEHEHUHU MEePEeUHCICHHBIX
MpenaparoB, a Mpu HEOOXOAUMOCTH MOAOOHBIX KOMOWHAIMKM MAIIMEHTHI JOJKHBI HAXOJUThCS
MO/ THIATEIbHBIM MEIUIIMHCKUM HaOmoaeHneM. CreayeTr yduThIBaTh, YTO WHTHOMPYIOIIUN
addekt daykoHazoma coxpaHsercs B TeueHue 4-5 JHel mocie OTMEHBI IpernapaTra B CBS3H C
JUTUTENbHBIM MIEPUOIOM OITYBBIBEICHHUS.

Angenmanun: ormevaercs YMEHbIIIEHNE KIUpeHca U o0bemMa  pacrpenaeneHus,
yBEJIMUEHHUE MepUo/ia  MOJIyBbIBeeHUs  aindeHTaHwia. Bo3MOXHO, 3TO  CBS3aHO C
unruoupoBanueM uzopepmenta CYP3A4 draykonazomom. Moxer moTpeOoBaThcsi KOPPEKIUs
J03bI al(eHTaHUIA.

Amumpunmunun, Hopmpunmuaun: yBenudenue s@dexra. KoHueHTpauuioo S-HOPTPUNTHINHA
u/unm - S-aMUTPUNITHIIMHA MOKHO HM3MEpPUTh B Hadaje KOMOWHHUPOBAaHHOW Tepamuu ¢
(iryKOoHA30JI0M U uepe3 Hezemto nocie Havyana. [Ipy Heo6XoaAUMOCTH cilielyeT KOPpEeKTUPOBATh
03y aMUTPUNITUIINHA/HOPTPUNITHIINHA.

Amgpomepuyun B: B ucciaenoBaHUSX HAa MbIIIAaX (B TOM 4YHCIE, C UMMYHOCYIpecCHel) OblIu

OTMEUEHBI CIEAYIONINE Pe3yNbTaThl: HEOOIBIION aIMTUBHBIN MPOTUBOIPUOKOBBIA YPPEKT npu
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cucremHoii mHpekumyu, BezBanHoi C.  albicans, ﬂ&éﬁ%&'&@“%&lﬁ%&%ﬁﬁ ':':-':'npn

BHyTpuuepenHoii wuHpekuun, Bb3BaHHOM Cryptococcus neoformansu aHTaroHu3sM npu
CHCTEMHOW MH(EKINH, BBI3BAHHOU A. fumigatus. KinHu4yeckoe 3HaUCHHE JAHHBIX PE3yJbTaToOB
HE SICHO.

Aumukoacynanmul.  Kak W Jpyr’HMe€  IPOTHBOIPUOKOBBIE  CpelcTBa  (IIPOM3BOJHBIE
azona), QIIyKOHA30J1, TpU OJAHOBPEMEHHOM TMPHUMEHEHHWH C BappapuHOM, TIOBBIIIAET
npoTpoMOMHOBOe Bpemsi (Ha 12%), B CBS3U C 4YeM, BO3MOXKHO pa3BUTHE KPOBOTCUCHUU
(reMaToMbl, KPOBOTEUEHHUSI U3 HOCA M KEITYA0YHO-KUIIEYHOTO TpakTa, reMarypus, MeieHa). ¥
NAlMEHTOB, IMOJYYalOIUX AaHTUKOAryJIsHTbl KyMAapMHOBOTO M HHJAHAMOHOBOIO psaa H
¢irykoHa3011, HEOOXOJUMO IOCTOSHHO KOHTPOJIMPOBATH MPOTPOMOMHOBOE BpeMsi B TEPHOJ
TEpanuu U B TEUYEHUE 8 JIHEH I10CiIe OJHOBPEMEHHOIO NMpUMEHEHHUs. Takke cllieqyeT OLEHUTh
1eJ1eCO00Pa3HOCTh KOPPEKLUH J103bl JAHHBIX aHTHUKOAT'YJISIHTOB.

Azumpomuyun: Ipu OJHOBPEMEHHOM NPUMEHEHUHM BHYTPb ()IYKOHA30J7a B OJAHOKPATHOW /103€
800 MT ¢ a3UTPOMUIIMHOM B OJJHOKpaTHOH 03¢ 1200 Mr BbIpa)keHHOTO (PapMaKOKHHETHIECKOTO
B3aMMOJEHCTBUS MEKIy 000MMHU MpenaparaMu HE YCTAHOBJICHO.

bensoouazenunvt (kopomkozo Oeticmeus): Iociae TMpUeMa BHYTPb MuAazoiama, (hIyKoHa30J
CYIIECTBEHHO YBEJIMYMBAET KOHLIEHTPALMIO MHa30JlaMa U IICUXOMOTOPHBIE 3P HEKThI, IpuYeM
3TO BIMSTHUE 0OJiee BBIPAKEHO TOcIie mpueMa (IyKoHa30j1a BHYTPb, YeM IPH €ro IPUMEHEHUU
BHYTpHUBEHHO. [Ipr HEOOX0OAMMOCTH COMYTCTBYIOLIEH Tepanuu OeH30/ua3enuHaMy MAIMeHTOB,
OpUHUMaIUX (IyKoHa30J, clenyeT HaOMoJaTh € ILENbI0 OLIGHKH Lel1ecoo0pa3HOCTH
COOTBETCTBYIOLIIETO CHIKEHHMs J03bl OeH3oauaszenuHa. [Ipm OIHOBpEMEHHOM NPUMEHEHUU
OJIHOKpaTHOM /103bI Tpuazosiama, ¢urykoHasou yBennuuBaeT AUC Tpuazonama npuOIU3UTEIBHO
Ha 50 %, Cmax - Ha 20-32 % u nepuona monyBbiBeneHus Ha 25-50 % Omaromapss yrHETCHHUIO
MeTaboar3Ma TprazoinaMa. MokeT MoHa100UThCsl KOPPEKIUS 103bl TpHUa3oIama.
Kapbamazenun: dnykoHason  yrmeraer — Merabonu3M — Kkap0OamasenuHa W IOBBIIIAET
CHIBOPOTOUHYIO KOHIIEHTpaiuio KapOamazenuHa Ha 30%. HeoOxoaumo y4YuTHIBATH PHUCK
pa3BUTHUS TOKCUYHOCTH KapOamaszenuHa. CieqyerT OLEHUTh HEOOXOAMMOCTh KOPPEKLUUHU 03Bl
KapOamasenuHa B 3aBUCIMOCTH OT KOHIIeHTpanuu/¢dekra.

bnoxkamopvlr  «meonennvixy Kanbyuesvblx KAHANO08: HEKOTOPbIE AaHTArOHUCTHI  KaJbIMEBBIX
KaHaJoB (HU(EIUInH, UCPATUIIUH, AMIIOIUIINH, BepanaMuil 1 (eloUNNUH) MeTab0IH3uPYIOTCS
n3opepmertom CYP3A4. ®nykoHa30J1 yBETUUHBAET CHUCTEMHYIO JKCITO3HMIIMIO aHTaroHHWCTOB
KaJIbIIMEBbIX KaHAJOB. PEKOMEHI0BaH KOHTPOJIb Pa3BUTHUS TOOOUYHBIX 3P (PEKTOB.

Hesupanun: coBMecTHBIN mprueM (IIyKOHA30J1a U HEBUPAIIMHA YBETUYHUBACT MPUOIU3ZUTENHHO HA
100 % »5KCIO3UIMI0 HEBUPANHMHA MO CPABHEHUIO C KOHTPOJIBHBIMHU JIaHHBIMU IO OTAEIBHOMY

MNPUMCHCHUIO HEBHpPAIIMHA. H3-3a pUCKa TMOBBIIICHHOI'O BBIACICHUA HCBHpAIIMHA IIPU
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COOTEBETCTEBYET JKCNEPTHOMY OTYETY
ot 0410 2024 M2 215585 B
COMYTCTBYIONEM TPHMEHEHHH JIeKapcTBeHHEIX  mpefriparon: - HeoGRoRNr | HeKOrophIe

IPEJOCTOPOKHOCTH U TIIATEIbHOE HAOIIOICHHE 32 TTAIIUEHTAMHU.

Luknocnopun: y TallMEHTOB C TPAHCIIAHTUPOBAHHOW IOYKOW, MpUMEHEeHHe (iIykoHa3ona B
no3e 200 Mr/cyr HmpMBOAMT K MEIJICHHOMY IIOBBIIICHHIO KOHIIEHTPALUU LHKIOCIOpUHA.
OpHako, IpU MHOTOKpPAaTHOM IpUMeHeHuH ¢uykoHasona B go3e 100 mr/cyr u3MeHeHus
KOHIIGHTPALMH UUKJIOCIOPHHA Y PEUUIIMEHTOB KOCTHOrO Mo3ra He HaOmonanock. [lpu
OJTHOBPEMEHHOM IPUMEHEHUH (DIyKOHA30Ja M MUKIOCTIOPUHA PEKOMEHAYETCS KOHTPOJIUPOBAThH
KOHIIEHTPALUIO [IUKJIOCTIOPUHA B KPOBH.

Deeponumyc: XOTs JTaHHOE B3aMMOJICUCTBUE HE OBIIO M3Y4YEHO in Vivo WM in vitro, GrykoHa30J1
MOYKET TMOBBIIIATh KOHIEHTPAIMM 3BEPOJUMYCa B IUIa3ME€ KPOBH NYTEM WHTHOMPOBAHUSA
CYP3A4.

Luknogocghamuo: ipu  OAHOBPEMEHHOM NpUMEHeHUH IHKiIodochamuaa u  ¢iaykoHa3oa
OTMEYaeTCsl YBEIMYEHHE ChIBOPOTOYHBIX KOHIIEHTpauui OmnupyOMHa W KpeaTuHuHa. JlaHHas
KOMOMHAIMS JOMYCTHMa C YYEeTOM pHUCKa YBEIMYEHHUS KOHIEHTpauuid OmimmpyOuHa W
KpeaTHHUHA.

@enmanun: UMeeTcsi cooOIeHrne o0 OJHOM JIETaTbHOM HCXOJAE, BO3MOXKHO CBSI3aHHOM C
OJIHOBPEMEHHBIM IIpUMeHeHHeM (peHTaHwIa u (iaykoHaszona. Ilpeanonaraercs, 4yTo HapylIeHUs
CBSI3aHBI C WHTOKCUKalMed QeHTaHwioM. Bbputo moka3zaHo, 4TO (IIYKOHA30JI 3HAYUTEIHHO
YIUTMHSAET BpeMs BbIBeieHUs (eHTanmna. ClieayeT yYuThIBaTh, YTO MOBBIIICHUE KOHIEHTPAIHN
(eHTaHnIa MOXKET IPUBECTH K YTHETCHHUIO JbIXaTeIbHOM (DYHKIIUH.

Hneubumopvr I'MI-KoA-pedykma3svl: Ipy  OJHOBPEMEHHOM IpPHUMEHEHHHM (IIyKOHA30/Ia C
unruoutopamu ['MI'-KoA-penykrassl, MetabonuzupyeMbimu uzopepmentom CYP3A4 (Takumu
KaK aTOpBacTaTHH U cuMBacTatuH) win u3odepmentrom CYP2D6 (Takum Kak (IiyBacTaTHH),
PHCK pa3BUTHS MHUONATHM M pabJoMHONM3a yBeludyuBaercs. B ciaydyae HeoOXoauMocTu
OJTHOBPEMEHHOM Tepanuy yKa3aHHBIMM IpenapaTamu, clieyeT HaOaroAaTh MalUeHTOB C IEebI0
BBISIBIICHHSI CHMIITOMOB MHONatud W pabmaomuonm3a. HeoOXoamMo KOHTPOIMPOBATH
KOHIICHTPAIIMI0 KPEaTHHHWHKHHA3bl. B ciydae 3HAYMTENHHOTO YBEIWYCHHS KOHIICHTPALUU
KPEaTUHUHKUHA3bl MM €CIIM JIMarHOCTUpYeTCS WM HMeeTcs IIOJO3pEHHE Ha pa3BUTHE
MHUOINATUM WM  pabaomuonusa, Tepanuio uHruOutopamu ['MI-KoA-peaykraszel cnemyer
NPEKPaTHTh.

Hopymunu6: ymepennsle uHruOutopsl uzopepmenta CYP3A4, Ttakue kak (aykoHasodm,
YBEJIMYMBAIOT KOHLIEHTPAIMI0 UOPYTHHMOA B MJIa3Me€ U MOTYT IMOBBIIIATh PUCK TOKCHUYHOCTH.
Ecnu mpuMeHeHus mpenapaToB B KOMOMHALIMU HE yAaeTcsl n30exaTh, HE00X0AUMO YMEHBIINUTh
03y HOpyTHHNOAa, KaKk yKa3aHO B MHCTPYKLHUHU 110 MEJUIIMHCKOMY IIPUMEHEHHIO nOpyTHUHHOa, 1

00ecneyuTh TINATCJIBHOC KIIMHUYCCKOC Ha6J'IIO}IeHI/Ie.
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74), KOTOphIi OTBeuaeT 3a OoJbIIyI0 dYacTh 3((EKTOB, CBA3aHHBIX C AHTarOHU3MOM
anrnoteH3uH-1I penentopos. Heo6xoaum peryisipHblii KOHTPOJIb apTEPUATIBHOTO JABICHMUSL.
Memaodon: GpiiykoHa30Jl MOKET YBEJIMYMBATH IUIA3MEHHYIO KOHIICHTpPAIL[MI0 MeTagoHa. MoxXeT
MOHAI00UTHCS KOPPEKLIUs J03bl META/I0OHA.

Hecmepouonwvie npomusosocnanumenvuvie npenapamot (HIIBII): Cmax 1 AUC pypbunpodena
yBesmuuBatotcs Ha 23% u 81% coorBercTBeHHO. AHAIOTHYHO Cmax 1 AUC dapmakonorudecku
aKTHBHOTO u3oMepa [S-(+)-ubympoden] mnossimaiucs Ha 15% u 82% COOTBETCTBEHHO MpH
OJIHOBPEMEHHOM ITpUMeHeHUHU (iryKoHa3oa ¢ paeMuueckum uoymnpoderom (400 mr).

[Ipu onHOBpeMEeHHOM NpuUMeHeHuHu ¢urykoHazona B qo3e 200 Mr/cyt u nenekokcuba B J103€
200 Mr Cmax 1 AUC nenexokcuba yBenuumnBarotcst Ha 68% u 134% cooTtBercTBeHHO. B nanHOM
KOMOHMHAIIMM BO3MOKHO CHIKEHHUE J03bI IIeJIeKOKCcHOa BABOE.

HecmoTps Ha oTCyTCTBUE LIeTICHANPABICHHBIX UCCIEIOBAaHUH, IIyKOHA30J MOXKET YBEJIMYUBATH
cucTeMHyr0 okcrosuimio apyrux HIIBII, wmerabomusupyembix usopepmerntom CYP2C9
(Hampumep, HAMIPOKCEH, JIOPHOKCHUKAM, MEJIOKCUKaM, JUKIopeHak). MokeT  NOHaJA00UThCsS
koppekmusa no3e1 HIIBII.

[Tpu ognoBpemennom npumeHenun HIIBII u ¢guykoHazona nmanueHThl JOMKHBI HAXOIUTHCS O
TIIATEIbHBIM MEIUIIMHCKHM HaONIOJEHUEM C IENbI0 BBISABICHHUS M KOHTPOJS HEXKeIaTeIbHBIX
SBJICHUW U MPOSABJIEHUSA TOKCUYHOCTH, cBa3aHHbIX ¢ HIIBII.

Onanapu6: ymepennble unruoburopsl uzodepmenta CYP3A4, Ttakume kak (IyKOHA30I,
MOBBIIIAIOT KOHIIEHTPAIMIO oyianaprba B mia3Me KpoBH. MX oIHOBpeMEHHOE MpPUMEHEHHE HE
pexkomeH10BaHO. Eciu HEBO3MOXKHO M30€KaTh OJHOBPEMEHHOI'O NPUMEHEHHS, HEOOXOIUMO
COKpaTHUTh J03y onamapuda g0 200 Mr 1Ba pas3a B CyTKH.

Ilepopanvuvle Kommpayenmugevl. TPU OJHOBPEMEHHOM TNPUMEHEHUH KOMOWHUPOBAHHOTO
NEepOPAIILHOTO KOHTpalenTuBa ¢ (paykoHa3zogoM B o3¢ 50 MI CyIIECTBEHHOIO BIIMSHHUS Ha
YpPOBEHh TOPMOHOB HE YCTAaHOBJIEHO, TOTJa KakK MpU eXeIHeBHOM mpuMeHeHun 200 wmr
baykonazona AUC sTHUHWIACTpaanoia U JEBOHOprecrpena yBenuuuBaroTcs Ha 40% u 24%
COOTBETCTBEHHO, a mnpu mnpumeHenun 300 mr ¢aykoHasona oxuH pa3 B Hememo AUC
STUHWIACTPAIMOJIA U HOPITHUHApPOHA Bo3pacTtatoT Ha 24% u 13% coorBeTcTBeHHO. Takum
00pa3oM, MHOTOKpaTHOE TpUMEHeHHe (IyKOHA30J1a B YKa3aHHBIX J103aX BPs JIU MOXKET OKa3aTh
BIUsIHUE HA Y()PEKTUBHOCTh KOMOMHHPOBAHHOTO MTEPOPATHLHOTO TPOTUBO3a4aTOYHOTO CPEJICTRA.
@enumoun: OAHOBPEMEHHOE TIPUMEHEHNE (IIyKOHA30J1a U (PEHUTOMHA MOYKET COMPOBOXKIATHCS
KIIMHUYECKH 3HAYMMBIM TIOBBIIICHHEM KOHIIEHTpaluu (eHuTouHa. B ciaydae HEOOXOAMMOCTH

OIHOBPCMCHHOTO IMPHUMCHCHUS oboux nmpemnapaTtoB, CICAYECT KOHTPOJHUPOBATH KOHICHTPALIUIO
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TEpaneBTHUECKON KOHIIEHTPAIIUH B CBIBOPOTKE KPOBH.

Hsaxagpmop: mpu  OJAHOBPEMEHHOM  NPUMEHEHHHM C  HBakaTOpoM,  CTUMYIATOPOM
MYKOBHCIIMJIO3HOTO peryisaropa TpancmemOpanHou mnpoBoaumoctu (CFTR), naOmromanock
YBEJIMUEHUE JKCHO3UIMKM HMBakadTopa B 3 pa3a M OSKCIO3ULUU THAPOKCUMETHUI-UBakaTopa
(M1) B 1,9 paza. IlaumeHtam, OJHOBPEMEHHO TNPHUHUMAIOUINM YMEPEHHbIE HMHTHOUTOPHI
mzopepmernta CYP3A, Takue Kak (IIyKOHA30JI M SPUTPOMUIIMH, PEKOMEHIYETCS CHHKCHHE
10361 uBakagTopa 10 150 Mr oJIMH pa3 B CYTKH.

IIpeonuson: nmeercs cOOOIIEHUE O PA3BUTHH OCTPON HEJTOCTATOYHOCTH KOPbHI HAIIOYEYHUKOB Y
NalyeHTa Iocje TPAaHCIUIAHTAIlMKM TeueHH Ha (oHe OTMEHBl mpuema (iIykoHa3oja Iocie
TPEXMECAYHOTO Kypca Tepanuu. lIpearnonoxuTensHo, MpeKpalieHue Tepanuu (paykoHa30IoM
BBI3BaJIO MOBBIIIEHHE akTHUBHOCTU H30pepmeHta CYP3A4, uro mpuBeno K yBEIUYECHHOMY
MeTabonu3My MpeIHu30Ha.

[TatmenTsl, moONydYaromue KOMOWHUPOBAHHYIO TEPANUI0 NPEIHU30HOM U (PIyKOHA30JI0M,
JOJDKHBI HAXOMUTHCS TOJ THIATEIBHBIM MEIUIIMHCKHM HaOIIOJICHHEM IPH OTMEHE IMpHeMa
¢i1ykoHa30I1a C [EeNbI0 OI[EHKU COCTOSHUS KOPbI HAIITOYEYHHUKOB.

Pugpabymun: onHOBpeMeHHOE TpuMeHeHue QuiykoHazona u pudadyTHHA MOXKET MPHUBECTH K
MOBBILICHUIO CBIBOPOTOYHBIX KOHILEHTpauuii mnocinenHero a0 80%. Ilpu oaHoBpeMeHHOM
npuMeHeHnr (IIyKoHa3oa u pudadyTrHa ONMUCAHbI cy4yan yBenuTa. [1aimeHToB, 0THOBPEMEHHO
npuMeHsIomux pudadyTus u GykoHa30I1, HEOOXOJUMO TIIATEILHO HAOII01ATh.

Caxeunaseup: AUC mnoBpimaercss npubnuszutensHo Ha 50%, Cmax- Ha 55%, KiIupeHc
CaKBMHABHMpa YMEHbINAETCS MPUOIU3UTENbHO Ha 50% B CBSI3U ¢ HHTMOUPOBAHUEM I1E€YEHOYHOTO
metabomusma uzopepmenta CYP3A4 wu unrubupoBanuem P-rimkonporenHa. Mosxker
MOHAJ00MUTHCS KOPPEKIHUS 103bl CAKBUHABUPA.

Cuponumyc: TIOBBILIIEHNE KOHLEHTPALMM CUPOJIMMYCA B IIa3Me€ KPOBH, MPEANOJIO0KHUTEIbHO B
CBSI3M C MHIMOMpOBaHMEM MeTabonu3Ma cuposiumyca uepes yraerenue nzopepmenra CYP3A4 u
P-rmukonporenna. JlanHas KOMOMHAIIUS MOXKET MPUMEHSTHCSA C COOTBETCTBYIOIICH KOPPEKIIHEH
JI03bI CUPOJIMMYCa B 3aBUCUMOCTH OT 3(h(heKTa/KOHLIEHTPALIUH.

Ilpenapamul cynvghonunmouesunst. GIyKOHa30I], IPU OJHOBPEMEHHOM NPUMEHEHUH, TPUBOAUT
K YBEIMYEHHUIO TEePHOAa MOJYBBIBEIECHUS MEPOPaTbHBIX MpPEnapaToB CYIb(OHUIMOUYECBUHBI
(x;mopriporiamMuaa, TTMOCHKIAMH/IA, TIIMIU3KWAa 1 TosOyTtamuaa). [larmeHtamMm ¢ caxapHbIM
nuabeToM MOXHO Ha3HauaThb COBMECTHOE IpHUMEHEHHe (IykoHa3ola M IMepOopajbHBIX
IpenapaToB CyJIb(OHUIMOUYEBUHBI, HO MPH ATOM CJIEAyeT YUYUTHIBATH BO3MOXXHOCTb Pa3BUTHUS
THIOTJIMKEMHUH, KPOME TOTO, HEOOXOIUM pETrYJSIpHBIH KOHTPOJb TJIIOKO3Bl KPOBH H, TpPHU

HEO0OXOIUMOCTH, KOPPEKIHUS A03bI PENapaToB Cyab(HOHUIMOUYEBUHEI.
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MOBBIIICHUIO CHIBOPOTOYHBIX KOHIICHTPAIIMI MOCIEAHET0 B 5 pa3 3a CUeT HMHTUOMPOBAHUS
MeTaboIr3Ma TaKpoJIIMyca, IIPOUCXOJIAIIETO B KHIIICYHUKE MOCPEIICTBOM
nzopepmenta CYP3A4. 3HauuTeNnbHBIX HW3MECHEHHH (apMaKOKMHETHKH IIpPEerapaTtoB He
OTMEUYEHO MPU MPUMEHEHUH TaKpOJIUMYyca BHYTpUBEHHO. OMKCaHbI Cily4an HEPPOTOKCUYHOCTH.
[TatieHTOB, OAHOBPEMEHHO MPHUMEHSIONIMX TAKPOIUMYC BHYTPb M (DIYKOHA30J, CIEayeT
THIaTeNbHO Habmromats. Jl03y Takpomumyca CileayeT KOPpPEKTHpPOBATh B 3aBUCUMOCTH OT
CTETEHHU IMOBBIIICHUS €r0 KOHIIEHTPAIIUU B KPOBH.

Teogunnun: ipu OTHOBPEMEHHOM NMPUMEHEHHH C (iIyKoHa3o0yioM B go03e 200 Mr B TeueHue 14
THEH CcpemHsisi CKOpPOCTh IUIA3MEHHOTO KiHpeHca TeodwuinHa cHikaetcs Ha 18%. Ilpum
Ha3HaYeHWH (IIYKOHA30JIa MAMEeHTaM, MPUHUMAMIKUM TEO(QUUIMH B BBICOKHX J[03aX, HIIU
MaUEHTaM C IMOBBIIMICHHBIM PUCKOM Pa3BUTHs TOKCHYECKOTO NEWUCTBUSA TeO(UIUIMHA, CIEAYEeT
HAOI0/IaTh 3a MOSIBJICHUEM CHMIITOMOB IMEPEI03UPOBKH TEOPHIIMHA U, IPU HEOOXOJUMOCTH,
CKOPPEKTUPOBATH TEPAINUIO COOTBETCTBYIOIIM 00pa3oM.

Toghayumunu6: >xcnio3nnus ToHauUTHHNOA YBETUYUBACTCS MPH €r0 COBMECTHOM NPUMEHEHUH
C TIpemapaTamMH, KOTOpble SBISIOTCA  OJHOBPEMEHHO YMEPEHHBIMH  HMHTHOUTOpaMU
uzopepmentoB CYP3A4 wu CYP2C19 (manpumep, piaykonazon). Bo3MoxxkHOo, MOXKeT
MOHAJ00OHUTHCS KOPPEKIHS 1036l TOPauuTHHUOA.

Tonsanman: sxcnio3unus Tonsanrtana 3HaunTeNbHO yBenmuuBaeTcst (AUC Ha 200 %, Cmax Ha 80
%) mpu COBMECTHOM TMpHUMEHEeHHH TonBantaHa, cybcrtpara CYP3A4, u dQuykonasona,
ymepenHoro unruouropa CYP3A4. [lpu sToM cyiiecTByeT pUCK 3HAYUTEIHLHOTO YBETHUEHUS
YaCTOTHI PAa3BUTHUS HEKETATCIBHBIX SBJICHHUMA, B YaCTHOCTH, TAKUX KaK TOBBIIICHHBI TUYypeE3,
Jerujapatanuds U OCTpas TouedyHash HEeJ0CTaTOYHOCTh. I[Ipu OAHOBPEMEHHOM MPUMEHEHUU
JMAHHBIX TIperapaTtoB CileayeT YMEHBIIUTH 103y TOJIBalTaHA W BHUMATENbHO HAOMIOIaTh 3a
COCTOSTHUEM MallUeHTA.

Ankanouo  Oapeumnka: HECMOTPS Ha  OTCYTCTBHUE  LIEJICHAINIPABICHHBIX  MCCIIEI0BaHUMH,
npernoiaraeTcs, 4ro QIyKoHa30J MOKET YBEJIWYUTh KOHLEHTPALMIO aJKalouJoB OapBHHKA
(HampuMmep, BUHKPUCTHHA U BUHOJIACTHHA) B TIa3Me KPOBU U, TAaKUM OOpa30M, MPUBOAUTH K
HEHPOTOKCUYHOCTH, YTO, BO3MOXKHO, MOXET OBITh CBSI3aHO C YyTHETEHHEM H30(pepMeHTa
CYP3AA4.

Bumamun A: umeercs cooOiieHuss o0 OJHOM cCly4yae pa3BUTHUSI HEXEJaTeNIbHBIX peakuuil co
CTOpPOHBI IeHTpanbHOWH HepBHOW cuctembl (IIHC) B Buae mceBHoOmMyxold MoO3ra MpU
OJIHOBPEMEHHOM TIPUMEHEHUU TMOJTHOCTHI0 TPAHCPETHMHOEBOM KHUCIOTHI W  (QUIyKOHA3071a,

KOTOpBIE UCYE3JIH MOoce OTMEHbI GiykoHa3ona. [I[puMeHeHne qaHHON KOMOWHAIIMU BO3MOXKHO,
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I[THC.

3udo8youn: Ipu OJHOBPEMEHHOM TIPHUMEHEHUH C (IIYKOHA30JIOM OTMEYAETCSl TOBBIIICHHUE
Cimax 1 AUC 3unoBynuna Ha 84% wu 74%, coorBercTBeHHO. JlaHHbIM 3ddexT, BeposTHO,
00yCIIOBJIEH CHIKEHHEM MeTaloJiM3Ma MOCJIEIHEro 10 ero riaBHoro merabonura. Jlo u mocrne
Tepanuu ¢ TpuMeHeHueM ¢iaykoHazona B go3e 200 mr/cyr B Tedenwe 15 mHel OONBHBIM
CllMlom u ARC (xommeke, cBszanHbli co CIIMJloM) ycTaHOBJIEHO 3HAYMUTEIBHOE
yBenuuenue AUC 3unoByauna (20 %).

[TaruenTaM, MOMyYarOIIMM TaKyl KOMOMHAIIMIO, CIeAyeT HaOMoJaTh C LEIbI BBISBICHHS
1000YHBIX 3P (PEKTOB 3UJOBYANHA.

Bopuxonaszon (uneubumop uzoghepmenmos CYP2C9, CYP2C19, CYP3A4): ogHoBpeMeHHOE
npuMeHeHue BopukoHasoia (mo 400 mr 2 pas3a B CyTKH B HepBbIi JeHb, 3aTeM 1o 200 mr aBa
pa3a B cyTku 2,5 nHeil) u ¢aykonazona (400 Mr B mepBslii eHb, 3aTeM 1o 200 Mr B CyTKH B
TedeHue 4 JHel) NPUBOJAUT K YBEIHUYEHUIO KOHLIEHTpaluu Cmax 1 AUC BopukoHaszona Ha 57 %
u 79 %, coorBeTcTBeHHO. bBUTO MOKa3aHO, YTO AaHHBINA 3()(HEKT cOXpaHIeTCsl IPU YMEHBIICHUN
J03bl W/MIM yMEHBLICHUH KPAaTHOCTH MpueMa Jrboro u3 mpenaparoB. OmHOBpeMEHHOE
MIPUMEHEHHE BOPUKOHA30J1a U (hIyKOHA30J1a HE PEKOMEHyeTCsl.

HccnenoBanusi B3aMMOACUCTBUS TEPOPATBHBIX (GopM (pIyKoHA3071a TPU €r0 OJHOBPEMEHHOM
npueMe C MUIIEeH, TUMETHIUHOM, aHTaI[IaMH, a TAK)Ke TI0CIIe TOTAIHHOTO OOIydYEHUS Tea s
MOJATOTOBKA K TMEpecagke KOCTHOTO MO3ra IOKa3ald, 4YTO O3TU (aKTOphl HE OKa3bIBAIOT
KIIMHUYECKH 3HAUMMOTO BIIMSIHHSI Ha BCachlBaHHE (DITyKOHA307a.

[lepeuniciieHHbIE  B3aUMOJCHCTBUS ~ YCTAHOBIIEHBI TPM  MHOTOKPAaTHOM  IPHUMEHEHHH
¢di1ykoHa30J1a; B3aUMOJICHCTBUSL C JIEKAPCTBEHHBIMHM CpPEACTBAMM B pEe3yJbTaTe OJHOKPATHOTO
npuema (GpaykoHa3ojia He U3BECTHBI.

Bpauam crenyeT y4uThIBaTh, YTO B3aMMOJCHCTBHE C APYTMMHU JIEKAPCTBEHHBIMHU CPEICTBAMU
CHEIHAJIbHO HE N3Y4aJlOCh, HO OHO BO3MOYKHO.

@®1yKOHa30J1 - pacTBOp /AJisi MH(Y3UI COBMECTUM CO CIIEIYIOIIMMH PacTBOPaMHU:

- 20% pacTBOp IEKCTPO3BI

- pactBOp Punrepa

- pactBOp XapTMaHHa

- pacTBOp KaJusl XJIOpHaa B AEKCTPO3e

- 4,2% pactBOp HaTpus OukapOboHaTa

- aMMHOY3HH

- 0,9% pacTBOp HATpHS XJIOPU/IA.

16



COOTBETCTEBYET 3KCNEPTHOMY OTYETY
~ o104.10.2024 N2 21555
®DIyKOHA30JI MOYKHO BBOJMTH B MH(Y3HOHH CI/ICTGI\}IIQ Bhebrele %ﬁggr@%lﬁl"ﬁlsﬂ_e%ﬂrbﬁéﬁhmx

BBIIIIE PAacTBOPOB. XOTs ciay4yau crenupuyeckoil HECOBMECTUMOCTH (IIyKOHA30Jla C APYTUMHU
CpeACTBaMU HE OMHCaHBbI, TEM HE MEHEEe, CMEIIMBATH €ro C JIIOOBIMU APYTUMH IpernapaTaMu

nepen nHy3ue He PeKOMEHTyeTCs.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JAKTALMSA

>K€HH_[I/IHLI C ACTOPOAHBIM ITOTCHIIMAJIOM

HeoOxonumo paccMoTpeTs 3(PQeKTUBHBIE METOJbl KOHTPALECHIUH Y KEHIIWH JETOPOJHOTO
BO3pacTa B TEUEHUE BCEro MepHoja JeueHUs M NPUOIU3UTENbHO B TedeHue Heaenu (5-6
NIEPHOJIOB MOJTYBBIBEICHUS ) MIOCIIE TIPUHSTHUS MOCIEIHEH 1036l penapara (cM. pasaern 5.2.).
bepemeHHOCTD

AJIEKBaTHBIX W KOHTPOJHMPYEMBIX HCCIEIOBAaHUN MpUMEHeHUs (iaykoHa3ona y OepeMeHHBIX
YKEHIIUH HE TPOBOIUIIOCE.

Bo Bpemsi OepemMeHHOCTH TpHUMEHEHHE (IyKoHa3oia ciexyeT H30eraTh, 3a HCKIIOYEHHUEM
CIIy4aeB TSDKEIBIX M TIOTEHIMAIBHO YrPOXKAOIIMX KU3HU TPUOKOBBIX HHQEKIUH, KOTraa
OKHJaemasl 1oJb3a JICUSHHS 711 MaTepH MPEBHIIIAeT BO3MOXKHBIM PUCK AJIS TUIOAA.

CooOmranocs 0 ciy4asx CaMONpPOM3BOJIBHOTO abopTa M Pa3BUTHS BPOKICHHBIX aHOMAIUN y
MJIJICHIIEB, YbM MaTepH Moiydanu (piaykoHa3on B go3e 150 Mr oIHOKpAaTHO WM HOBTOPHO B
MIEPBOM TPUMECTPE OEPEMEHHOCTH.

Ornucansl cay4yan MHOKECTBEHHBIX BPOXKICHHBIX IIOPOKOB Y HOBOPOXKIEHHBIX, MATEPU KOTOPBIX
Ha TPOTSHKEHUH OOJbIIed YacTH WJIM BCEro MEpPBOro TPUMECTpa TMOJydald Tepamuio
¢daykonazonoM B BbIcOKOU m03e (400-800 mr/cyt). Beuin oTMeEUeHBI CleAYIOIMNE HAPYIICHUS
pasBuTHs: Opaxuriedanus, HapylIeHHE pa3BUTHS JIMIEBOW 4YacTH 4depena, HapylIeHHe
dbopMUpOBaHUS CBOJAA Yeperna, BONYbsl MacTh, UCKPUBIECHUE OCAPEHHBIX KOCTEH, NCTOHUEHUE U
yIUIMHEHHUE pedep, apTPOrpHUIIo3 U BPOXKICHHbIE TOPOKH Ceplia.

JlakTanus

®dykoHa3051 00HAPYKUBAETCS B TPYAHOM MOJIOKE B KOHIEHTPAIHSIX, OJM3KUX K TUIa3MEHHBIM
(cm. pasmen 5.2.). Ilepuoa mosyBBIBEACHHS Tperapara U3 IPYAHOTO MOJIOKA MPUOIM3UTEIHLHO
paBeH Iepuoay MmonyBbIBeneHUs u3 Tua3mbl — 30 yacos. [Ipeamnonaraemas no3a ¢ykoHazona,
norsjouaemMasi MjaaJieHIieM (C y4eToM TOro, YTO CpeJHEee KOJMYECTBO MOTPEOIsIeMOro MOJIOKa
coctaBimsieT 150 MII/KT €XeaHEBHO), W pacCYMTaHHAs B COOTBETCTBHUU CO CpEAHEH MHUKOBOMH
KOHIIEHTpallMel Tmpemnapara B TPyIHOM MoJoke, coctaBiusier 0,39 Mr/kr B JeHb, HYTO
npubau3uTenbHo paBHO 40% peKOMEHIOBAaHHOW HEOHATAIBbHON M03bl (I JeTed miaamie 2
Henenb) win 13% pekoMeHI0BaHHOW MJIaIeHYeCKOM 036l TPH JICYCHUN KaHJH103a CITU3UCTHIX.

Kopwmiienue rpyipio MOXKHO IPOAOKUTH MOCIIE TIpreMa OJTHOKPAaTHOM 103kl uiykoHazosa B 150
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wr. He peKOMeH/IyeTcs KOpMHTE TPY/IbIO TIOCTE MHOTOKpATHOL o HpHeMa T IpHeMA BlIcoKoi

1036l (urykoHaszona. [Ipu npuHATHM pelieHus 0 Ha3HauyeHuH npenapata DiykoHa3on Ha (oHe
TPYIHOTO BCKapMIIMBAHUS CJENyeT NMPUHUMATh BO BHUMAaHHE CIEIyIOIUe (HAKTOPBI: TOJIb3Y
IPYAHOT0 BCKapMIIMBaHUA U1 310POBbs M Pa3BUTH MIAJCHLIA COBMECTHO C KIMHUYECKUMU
[OKa3aHUAMU JJIs1 Ha3HadeHus npenapata DIyKoHAa3071 M BO3MOXHOCTb Pa3BUTHUS JIIOOBIX
NOTEHIMATIBHBIX MOOOYHBIX 3()(PEKTOB y MIIaJeHIIa WM BIUSHHE COMYTCTBYIOUICH MaTOJIOTUU

MaTCpHu Ha 3JOPOBLC MJIAJICHIIA.

4.7. Bansinue HAa COCOOHOCTH YNPABJIATH TPAHCIIOPTHBIMH CPeACTBAMHU M PadoTaTh ¢
MeXaHu3MaMu

B cBi3m ¢  BO3MOXHBIM  BO3HHKHOBEHHEM  MOOOYHBIX  3(ddexToB  mpemapara
(rOIOBOKpYKEHHE, CyJOPOTH) HEOOXOAUMO COOMI0JaTh OCTOPOXHOCTh TMPHU  YIPaBICHUU
TPAHCTIIOPTHBIMU CPEICTBAMHM M 3aHATHSAX IMOTEHIHMAIBLHO OMACHBIMU BHJAMU ACSTEIBHOCTH,

TpeOYIOIMMHU MOBBIILIEHHOW KOHLEHTPAaLU BHUMAHUS U ObICTPOTHI ICUXOMOTOPHBIX PEAKIIUM.

4.8. HexkennaTeibHbIE peakunu

Pesrome mpoduisg 6e3onacHOCTH

Yame Bcero (ot (> 1/100 mo < 1/10) peructpupoBaIMCh TaKUe HEXKETATCIbHBIC PEaKINH, KaK
rojoBHasi 0o0jb, 0OJb B JKMBOTE, JaUapesi, TOIIHOTA, pPBOTA, IOBBIIICHHE AaKTHBHOCTH
allaHMHAMHHOTPaHCepasbl, MOBBIIIICHUE AKTHBHOCTH acrapraraMHHOTpaHCc(hepassbl,
MIOBBIIIICHUE aKTUBHOCTH MIENIOUHON (hocdarasbl B KPOBH U KOXKHASI CHITIb.

PesroMme HexxenaTeabHbBIX PEAKIINT

HesxenarenbHbple peaklMy paclpeseieHbl B 3aBUCHUMOCTH OT YaCTOThl MX BO3HHMKHOBEHUS: OYEHb
gacto (> 1/10); wacto (= 1/100, o < 1/10); Hewacto (= 1/1000, Ho < 1/100); peaxo (= 1/10000, Ho <
1/1000); ouennr peaxo (< 1/10000); yacroTa Heu3BeCTHa (HA OCHOBAHUHM HMMEIOLIMXCS JaHHBIX
OLICHUTH HEBO3MOXKHO). IlepeHocuMOCTh npenapara 0ObIYHO OYEHb XOPOILIasl.

B kiMHUYeCKMX W TOCTMapKeTUHTOBBIX (*) wuccnenoBaHusx (IykoHa3ola OTMEYalu
CJIeyIoIIMe TOOOYHbIE peaKIuu:

Hapywenus co cmoponvl kposu u aumghamuueckou cucmemsl*: peKo — JIEHKONEHUS, BKIIOYas
HEUTPOTICHUIO U arpaHyJIONNUTO3, TPOMOOIIUTOTICHUS, aHEMUSI.

Hapywenusa co cmoponst ummynnou cucmemol *: anapuiakcus (BKI04Yas aHTHOHEBPOTHUECKUI
OTEK).

Hapywenua memabonuzma u numanua™®: peaKo — MOBBIIIEHHE KOHIIEHTPALMN XOJIEeCTepUHa U

TPUTTIULOECPHUIOB B IIJIa3ME KPOBU, THIIOKAJIMEMHUS; HACTOTA HEU3BECTHA — CHMIKCHUE alllICTUTA.
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Hapywenuss co cmopoust nepenoti cucmevl. yadtt I ES etz | l@dhﬁ'ﬂ: Tadiddss -

TOJIOBOKpY)KEHUE™, cymoporu*, W3MEHeHHe BKyca®, mapecte3usi, OSCCOHHHIIA, COHJIUBOCTH;
pENKO — TpEMOP.
Hapywenuss co cmoponvl  cepoya: penko — yBenuueHue wuHTepBaia QT  Ha
anekTpokapauorpamme (OKI'), apuTmus xenmynodkoBash TaXUCUCTOJIMYECKAs THUIA «IHPYITH
(cm. paznen 4.4.).
Kenyoouno-kuweynvle Hapyuwenus: 9acto — 00JIb B )KUBOTE, AUapes, TOIIHOTA, PBOTa*; HEYACTO
— METEOPU3M, JIUCIIENICUS*, CYyXOCTbh CIU3UCTON 000JIOUKH MOJOCTH PTa, 3a10p.
Hapywenuss co cmoponvl neuenu u dacenuegul8o0awjux nymetl: 4Yacto — IOBBIILICHUE
CBIBOPOTOYHOM  aKTUBHOCTH aMHHOTpaHcdepa3 (amanmHamuHoTpancdepassl [AJIT] wu
acmapraramuHoTpancdepasbl [ACT]), menounoii ¢ocdarassl; HEYACTO — XOJIECTa3, JKENTyxa*,
MOBBILICHHE KOHIICHTPAIIMN OMIUPYOHHA; PEIKO — FeMaTOTOKCHYHOCTh, B HEKOTOPBIX CIIy4asx C
JIeTalbHBIM HCXO/I0M, HapylIeHue QYHKIUMU MeYSHU ™, TenaTuT*, renaToleUTIONSpHBINA HEKPO3 ™,
renaToueUIIoIsiPHOE TOBPEXKICHUE.
Hapywenus co cmoponsl Kodicu 1 nOOKOMCHbIX MKAHel. 9acTO — ChIlb; HEYaCTO — KOXKHBIN 3y,
KpanuBHUIA, TIOBBIIIEHHOE IOTOOTAENEHUE, JIEKAPCTBEHHAsl ChIb (BKJIIOYAs CTOMKYIO
JICKaPCTBEHHYIO CBIb); PEIKO — SKC(OIMATHBHBIC MOPAKEHUS KOXKHU*, BKIIOYAs CHHIPOM
CruBeHca-/[>KOHCOHAa M TOKCUYECKUH 3MUJEPMATIBbHBIM HEKPOJIU3, OCTPBIA I'€HEpaIU30BaHHbBIN
9K3aHTEMAaTO3HBIM ITYCTyJIe3, OTEK JIMIA, aJONEHUs™*; 4acTOTa HEM3BECTHA — JICKapCTBEHHAs
CBITb ¢ 303uHOpUINEH u cucteMHoi cumnroMatukoit (DRESS-cunnpom).
Hapywenus co cmoponvl muluieunol, cKelemHOU U COeOUHUMENbHOU MKAHU: HEYacTO —
MUAJTHSL.
Obwue Hapywenus u peakyuu 6 mecme 66e0eHusl; He4acTo — ci1aboCTh, aCTEHMsI, TOBBIILIEHHAs
YTOMIIIEMOCTb, INXOPajKa, BEPTUTO.

eTu
XapakTep 1 4acTOTa HEeXeNaTeIbHBIX PEaKIIHii, a TAK)KE OTKJIIOHSHHUS B pe3yJIbTaTax
71a00paTOPHBIX METOIOB HCCIIEIOBAHNUS, 3aUKCUPOBAHHBIC Y JIeTeH U IMOJAPOCTKOB B XO/I€
KJIMHUYECKHX MCCIIeI0BaHUM, OB COMOCTABUMBI C TAKOBBIMH Y B3POCJIBIX HAllMEHTOB.

COO6H.ICHI/IC 0 TOAO03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxxHo coo01aTh 0 M0J03peBAaEMbIX HEXKENATENbHBIX PEAKIUAX MOCIEe PEruCTPaLluy IIpenapara
C Lenbl0 O00eCreueHHs HENPEphIBHOTO MOHUTOPHHIA COOTHOLIEHUS «I0Jb3a — PHCK»
JIEKapCTBEHHOTO Mpernapara. MeIuIuHCKUM pabOTHUKAM PEKOMEHAYeTcs cOOOIIaTh O JIIOOBIX
MI0JI03PEBAEMBIX HEKENATEIbHBIX PEAKLMAX JIEKAPCTBEHHOIO IpernapaTa uyepe3 HallMOHAIbHbIE
CUCTEMBl COOOILEHUS O HEXKeJaTeNbHbIX pPEaKIUsIX ToCyAapcTB — ujeHOB EBpasuiickoro

OKOHOMHYECKOT'O COKO3a».
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(NOCNEQCBATENEHOCTE 0002)

Poccuiickas @enepanus

Anpec: 109012, r. Mocksa, CraBsiHCKasl miiomiaip, 1. 4, ctp. 1

®denepanibHas ciryx0a 1Mo Ha3opy B cdepe 3apaBooxpanenus (Poc3apaBHanzop)
Tenedon: +7 800-550-99-03

DnekTpoHHas rmovra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpPMAIIMOHHO-TEICKOMMYHUKALMOHHOM ceTn «HTepHeT»:

https://roszdravnadzor.gov.ru

4.9. [lepeno3upoBka

CHMITOMBI

Hmerorcss cooOIIeHUsT O Tepeao3upoBKe (QUIYKOHA30Jia, U B OJHOM ciiydae y 42-JIeTHEro
nanueHTa, WHQUIMPOBAHHOTO BUPYCOM MMMYHoAedenuTa yenoBeka, mocie npuema 8200 mr
npenapara MOSBWIMCH TaJUTIONWHAIIMKM M [apaHOWJAlbHOE ToBeacHHe. IlanueHt Obul
TOCIIUTAIM3UPOBAH, €T0 COCTOSTHHE HOPMAJIU30BAJIOCH B TeueHUE 48 4acos.

JleueHme

B cnyuyae nepeno3upoBkH afiekBaTHBINA 3G (HEKT MOXKET 1aTh CUMIITOMATUYECKOE JIeYeHHE (B TOM
qrclie MOICPKUBAIOIINE MEPhl U IIPOMBIBAHUE KEIYIKA).

@DIIyKOHA30J BBIBOJUTCS B OCHOBHOM 4Yepe3 IIOYKH, IO03TOMY (OPCUPOBAHHBIA IHYpE3,
BEpOSITHO, MOXET YCKOPUTH BbIBeICHME mpernapaTta. CeaHc remMojuanu3a JUTUTEIbHOCThIO 3 4

CHI)KaeT KOHIEHTpauio (IykoHa30Ja B I1a3Me KpoBH npumepHo Ha 50%.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoaMHaMH4YeCKHe CBOMCTBA

®dapMakoTepaneBTUYeCKass TpyIna: MPOTUBOTPHUOKOBBIE Mpemaparbl Ui  CUCTEMHOTO
MIPUMEHEHU S, TPOU3BOAHBIE TPHA30IIA.

Kox ATX: JO2ACO1

Mexaumnsm nerctus U hapMakoguHaMudeckue YOO EKThI

@dyKOHA30J, TPHUA30JIbHOE MPOTUBOTPHOKOBOE CPENICTBO, SIBISETCS MOIIHBIM CEIEKTHBHBIM
UHTUOUTOPOM CHHTE3a CTEPOJIOB B KIIETKE IPUOOB.

Ero ocHOBHOIl MexaHW3M JEHCTBHS 3aKJIIOYAaeTC B WHTHOMPOBAHUM OIMOCPEIOBAHHON
rpuOKOBbIM  1uTOXpoMoM P-450 peakuuu peMmerwnupoBaHus  14-anbda-maHocrepodna,
SIBJISIOIICHCS] KITIOUEBBIM A3TAllOM OMOCHHTE3a 3procrepoia B rpubax. Hakomnenue 14-anbga-
METHUJICTEPOJIOB KOPPEIUPYET C IOCIEAYIOLIEN IOTEPEN IProcrepona, BXOIALIEr0 B COCTaB
KJIETOYHOW MeMOpaHbl TPUOOB; 3TOT MPOLIECC BOZMOXKHO JIEKUT B OCHOBE MPOTHUBOIPUOKOBOTO

nevctBust (iykoHazona. I[lokazaHo, dro (urykoHa3onm 0Ooyiee CENEKTUBEH IO OTHOIIEHHUIO K
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depmenTam cemeiictBa muroxpoma P-450 fpu6os, | e e 'KTl'déén'p'Ie'IhHM

dbepmenTaM cemeiicTBa nutoxpoma P-450 MiekonuTaronmx.

®mykoHa305l 001agaeT BBICOKOM CHEIU(PUYHOCTHIO B OTHOLICHUHM T'PHUOKOBBIX (HDEPMEHTOB,
3aBUCHMBIX OT iutoxpoma P450.

Tepanus ¢urykonazonom B 103e S0 Mr/cyT B TedeHue 10 28 AHEH HE BIUSET Ha KOHIICHTPAIIMIO
TECTOCTEPOHA B IUIA3ME KPOBH Yy MYXYMH MM KOHLEHTPALMIO CTEPOUJIOB Y IKEHIIUH
netopogHoro Bo3pacta. dnykonazon B nmo3e 200-400 mr/cyT He OKa3bIBaeT KIMHHYECKU
3HAYUMOTO BIUSHUS Ha YPOBHU DHJIOTEHHBIX CTEPOUJIOB M HUX PEAKUUI0 HA CTUMYJIALHIO
aapeHokoptukoTponHoro  ropmoHa (AKTI) y  3#0poBbIX  MY>KYMH-IOOpPOBOJIBIIEB.
HccrnenoBanusi B3aWMOJCUCTBUS C AHTHUIUPUHOM T[OKA3aJId, 4YTO HH OJHOKDPATHBIA, HU
MHOTOKPaTHBIH MpreM 103 ¢urykoHaszona 1o 50 Mr He BIHSIET Ha €ro METa00IU3M.
Muxpobuonoecus

®dyKoHA30J1 TPOJCMOHCTPUPOBAT MPOTHBOTPUOKOBYIO AKTHBHOCTH IN VIO B  OTHOILICHUH
HauOoJiee  paclpoCTpaHEHHBIX B  KIMHMYECKOW mpaktuke BumoB  rpubka Candida
(sxmrouas C. albicans, C. parapsilosis, C. tropicalis). dus rpubkoB poma C. glabrata u C.
guilliermondii munumanbHas uHruOupyromas kouueHntpamus (MUK) daykonaszona sBisieTcs
Oosiee BBICOKOI, B TO Bpemst kak C. Krusei mMeer mpUpOAHYIO YCTOWYMBOCTH K (hIIyKOHA30Iy.
HenaBHo mnosiBuBIIHecss Buabl rpuOka C. auriS OTHOCHUTEIBHO YCTOMYMBBI K BO3JICHCTBHIO
¢GiykoHazona.  YCTaHOBICHAa TaKKe aKTUBHOCTh  (piaykoHazona in VItrO B OTHOIICHUH
Cryptococcus neoformans u Cryptococcus gattii, a Takke MpOTHB SHAEMHYECKUX ILJICCHEBBIX
rpubkoB Blastomyces dermatitides, Coccidioides immitis, Histoplasma capsulatum u
Paracoccidioides brasiliensis.

[Ipy BHYTPUBEHHOM BBEJCHHUU (IYKOHA30JI TPOSBISET AKTUBHOCTH HA PAa3IMYHBIX MOJEISIX
rpUOKOBBIX HMH(EKIUH y KHUBOTHBIX. [IpoJeMOHCTpUpOBaHAa AaKTUBHOCTH TIperapara mpu
ONMOPTYHUCTUYECKUX  MHKO3aX, B TOM uYucie Bbi3BaHHBIX Candida  spp. (Bkiarouas
TeHepATM30BaHHBIA KaHIIUI03 y JKUBOTHBIX C IIOJABIICHHBIM HMMyHHUTeTOM); Cryptococcus
neoformans (Bkiovass  BHyTpuuepenHbie — uHpekuuu); Microsporum  spp. u Trichophyton
Spp. YcTaHoBNneHa Takke aKTUBHOCTH (PIIYKOHA30Jla HA MOJENSIX SHIAEMHYECKHX MHKO30B Y
KMBOTHBIX, BKJIIOYas uWHpekuuu, Bb3BaHHbIe Blastomyces dermatitidis, Coccidioides
immitis (Bkirouast BHyTpuuepenHbie wuHbekimu) u Histoplasma capsulatumy xuBOTHBIX ¢
HOPMAJTBHBIM U TT0JIaBJICHHBIM HMMYHHUTETOM.

Mexanusmbi pazeumusi pe3ucmeHmHoCmu K QJayKOHA30y

Y 00byHO BocmpuuMuuBBIX BuaoB Candida Hambosiee 4YacTo BCTPEYANONIUICS MEXaHH3M
YCTOMYMBOCTH BKJIIOYAET IIeJieBble (PEpMEHTHI a30JI0B, KOTOpbIE YYaCTBYIOT B OHOCHHTE3€

sprocreposa. MexaHu3M pPE3UCTEHTHOCTH CBSI3aH CO CHIDKCHHOW YYBCTBHUTEIBHOCTHIO
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(epMEHTA-MUIICHH K MHIUOMPYIOEMY BO3AEHCTBHIO %ﬁyx%%‘a‘]_ﬁg@d'}rﬂre-r Myrattdu B

reie ERG11, xomupyromeM QepMeHT-MUIIIeHb, MPUBOIAT K BHUIOW3MEHCHUIO MHUIICHU U
cHikeHnio adduaHocTH K azomaMm. YBenmueHue oskcnpeccun rena ERGI11 mpuBoaut
IOPOAYKILMH BBICOKMX KOHLEHTpAaUUH (QepMEeHTa-MHILEHH, 4YTO CO34aeT IOTPEeOHOCTh B
YBEJIMYEHUU KOHIEHTpalUU (UIYKOHA30Jla BO BHYTPUKIETOYHOH XUAKOCTH IJIS MOAABICHMS
BCEX MOJICKYJ (pepMeHTa B KIETKE.

Bropoii 3HauUMTENBHBIA MEXAaHHW3M PE3UCTCHTHOCTH 3aKIIOYAeTCs B AKTHBHOM BBIBEJICHHU
(uykoHa3oa M3 BHYTPUKJIETOUYHOIO IPOCTPAHCTBA IOCPEACTBOM AaKTUBAMM JBYX THIIOB
TPAHCIIOPTEPOB, YUACTBYIOIIMX B aKTUBHOM BbIBelleHUH (3 durrokce) mpernapaToB U3 rpuOKOBOM
Kietku. K Takum TpaHcmoprepaM  OTHOCHUTCS  IVIABHBIM  IIOCPEIHHUK, KOJIUPYEMbIN
reHamMu MDR (MHO>KeCTBEHHOI JIeKapCTBEHHOM ycToWuumBocTH), U cynepcemeiictBo ATd-
CBSI3bIBAIOILEH KacceThl TPaHCIOPTEPOB, kKogupyemoe renamu CDR.

['nnepakcnpeccust rena MDR npuBoIuT K pe3HCTEHTHOCTH K (UIYKOHA30lly, B TO K€ BpeMs
rurnepakcnpeccus reHoB CDR MokeT npuBOANTS K pE3UCTEHTHOCTH K Pa3IMYHBIM a30J1aM.
PesucrentHocts k Candida glabrata o6s1uH0 onocpenoBana runepakcmpeccueit reaa CDR, 4to
IOPUBOJAUT K PE3UCTEHTHOCTH KO MHOTMM a3ojiaM. J[JIsl TeX mTaMMOB, Y KOTOPbIX MUHUMAaJIbHAs
uHrubupyromas konuentpanus (MUK) ompenensercs kak nmpomexyrounas (16-32 mkr/mo),
PEKOMEHAYETCS TPUMEHSTh MaKCHUMAJIbHBIE 10361 (ITyKoHa3071a.

Candida krusei ciiegyer paccmarpuBaTh Kak pE3UCTEHTHYHO K (UIyKOHa30Jdy. MexaHu3M
PE3UCTEHTHOCTH CBSI3aH CO  CHID)KEHHOM  YYyBCTBUTEIBHOCTbIO  (EpPMEHTA-MHUIIEHH K
UHTUOMPYIOLIEMY BO3JIEHCTBHIO (PIIyKOHA3071a.

Tozpanuunvle 3Hauenus 4y6CcmeumeabHOCHU.

[HorpannyHele 3HaueHUs yyBcTBUTENBbHOCTH (cornacao EUCAST)

OcHoBbIBasgch Ha aHanuse (hapmakokuHeTHueckux/dapmaxkoguHamudeckux (PK/DJ]) naHHBIX,
qyBCTBUTEIBHOCTH IN Vitro u xiuaudeckom oteere, EUCAST-AFST (EBporneiickuii KOMHTET 110
OTIPENICICHNI0 UYYBCTBUTEIFHOCTH K AHTHUMUKPOOHBIM TIperaparaM - TOJKOMHTET IO
OTIPENICICHNIO0 YYBCTBUTENBHOCTH K TNPOTHBOTPUOKOBBIM IIperaparaM) ONPEACTHI TPAHUIIBI
4yBCTBUTENBHOCTH K (uykoHasony s BupoB Candida (moxyment «EUCAST Fluconazole
rational document (2013 r.)» - pemakims 2; EBpomeickuii KOMHTET MO OIpPEAETICHUIO
YYBCTBUTEIFHOCTH K AHTHUMUKPOOHBIM TMIpernaparaM — IOJAKOMHUTET TI0 ONpEACIICHHIO
YYBCTBUTEIHFHOCTH K IMPOTHBOTPUOKOBBIM IperaparaMm, (IOKyMeHT «TaOuibl MmorpaHuIHBIX
3HaYeHUH YyBCTBUTENBHOCTH Ui MHTeprperanun 3HaueHnit MUK (2018-02-12)» - penaxuus
9.0). Ilorpannunble 3HaYeHUs OBLTU pa3/ieleHbl HA HE OTHOCSIIMECS K BHJIaM, KOTOpble ObLIH
OTIpeNieJICHbl MPEUMYIIECTBEHHO Ha ocHOBaHMHM naHHbIX OK/®OJI m He 3aBucar ot

pacnpenenenuss MUK 1n1si KOHKpeTHBIX BHJIOB, M CBSI3aHHBIE C BUJaMH, KOTOpble Haubouee
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annaHblé Sed ek i Eic Pasinbrs Thbrtune

HUKE.
[TpoTuBOrpuOKOB | ['paHUIBI YyBCTBUTEILHOCTH, KOTOPBIC 3aBHCAT OT BHIA | [ paHUIIBI
bIC MperapaThl Bo3Oyautens (U<P>) B mr/n YyBCTBUTEIBLHOCT

U, KOTOpblE HeE

3aBHCAT OT BUJa A

Y<P> B Mr/n

Candida Candida Candida Candida Candida
albicans glabrata krusei parapsilosis | tropicalis
®dykoHa30J1 2/4 0.002/32* _ 2/4 214 2/4

Y — 4yyBCTBUTEIBHBIM;
P — pe3ucreHTHBIN.

A _ rpaHuUIBI YYBCTBUTENILHOCTH, KOTOPhIE HE 3ABHUCAT OT BUIA BO30YIUTENs, ObUIM ONpE/IeIeHbI
MPEUMYIIECTBEHHO Ha ocHOBaHWMU HaHHbIX DK/DJ] u He 3aBucaT ot pacnpeaencHuss MUK
KOHKPETHBIX BUJA0B. OHU NpeaHa3HAYeHbl UCKIIOYUTEIbHO JJISI TPUMEHEHUS i1 OpraHu3MOB,
KOTOPBIC HE UMEIOT CTICII(PHISCKOT0 TOTPAHUYHOTO 3HAYCHUSI.

[Ipouepk — HE pPEKOMEHAYETCS MPOBOAUTH HCIBITAHWS HA YYBCTBUTEIBHOCTH, IOCKOJBKY
JIAHHBIN BUJ TUI0OXO MOAIAETCSA TePANUU YIIOMSIHYTHIM JIEKAPCTBEHHBIM IPEapaToOM.

* 3paunrenpHoe umciao wuHpexkuuii BeiBanbl C. glabrata, mis xoroporo 3mauenuss MUK
(IyKOHA30J1a COCTABIISIOT 2-32 MT/JI IPH OTCYTCTBUU MEXaHU3MOB PE3UCTEHTHOCTH. [10CKOIBKY
CyIIECTBYET MaJIO0 JIEKAPCTBEHHBIX CPEJCTB, TMOAXOMANIUX IS JiedeHUs WHOEKIul
MOUEBBIBOJIANINX MYyTeH U MHMEKIMI CIM3UCTBIX 000J0YEK, MOANEKALTUX JIEYCHUIO B YCIOBUAX
MEPBUYHON MEIUIMHCKON TOMOIIM, (PIyKOHA307d MOXKET OBITh MOAXOIAIIMM BbIOOpOM. B
ciay4asix, Korjma (hIyKoOHA30J SBISIETCS €AMHCTBEHHBIM JIOCTYIHBIM TMPOTHBOTPUOKOBHIM

CpPEICTBOM Il  JICYCHHUS WH(QEKIUH, BBI3BAaHHBIX C. glabrata, MOXET MOTpPeOOBaTHCS
IMPUMCHCHUEC 0osiee BBICOKOM A03bI IIperapara. HC,ZLOCTaTO‘lHO J0Ka3ar€iIbCTB TOI'O, 4YTO
CICAyrOmuUe MTaMMBbl ABJIAIOTCd XOPOIIMMH MHIICHAMU JII  TCpaAlllU (pJ'IYKOHaBOJIOMZ
C. dubliniensis, C. guilliermondii.

[TorpannyHbIe 3HAYEHUs YYBCTBUTEIBbHOCTH (corsmacHo kpurepusim MKJIIC)

[Torpannunbie 3HaueHUs yyBcTBUTEeNbHOCTH (Y), mpu3HanHble MHCTHTYTOM KnnmHudeckux u
Jla6opatopubix CranpaproB (MKJIC), onunakoBwl, 3a uckimoueHueM Buaa C. glabrata, mis
KOTOPOTO HE YCTAaHOBJEHBl IOTpaHUYHbIE 3HAYeHUs Y, TONBKO NPU3HAHO TOrPAaHUYHOE
3HaueHue u/l3 (4yBcTBUTENBHBIA J0303aBUcUMBI) < 32 wmr/a. UKJIC Takxke ompeznenser
norpaHuvHoe 3HavyeHue uJl3, paBHoit 4 wmr/m, ans BumoB C. albicans, C. Parapsilosis wu

C. Glabrata, u > 8 mr/n kak 3Hauenue pesucteHtHoctd (P) s stux tpex BumoB (MHCTUTYT
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COQOTBETCTBYET 3K
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Kinuangeckux u Jlaboparopusix Crangaoros (MKJIC). Pﬂ)'p'lwa-llﬁk-ﬁb ibrasaretr gﬁﬁén‘c'ﬁéHm

CMNEPTHOMY OTUETY

IPOTHBOIPUOKOBOM YyBCTBUTENBHOCTHU IIIECHEBBIX TpuOKoB. 1-i Beimyck. UKJIC momonuenue
Mo60 (ISBN 1-56238-828-2 [Print]; ISBN 1-56238-829-0 [Electronic]). Muctutyr Knnanueckux
u Jlaboparopueix CranmaptoB, 950 Bect Boamnu Poyn, Crout 2500, Baitne, IlencunbBanus
19087 CHIA, 2017).

ITorpanuyHble 3HAYEHMs] YYBCTBUTEIBHOCTH coriacHOo kpurtepusm FDA (Tpebosanmst FDA

CIIA ga USPI)

Food and Drug Administration (FDA) Coeaunennsix IllTaTroB AMEpUKH MpUHHMAET
norpanuynbeie 3HadeHus Y u P HKIJIC; xoTs He wucnons3yer TepMuHoiorui 4llz u

paccMaTrpuBacT 3TU 3HauCHHUs Kak «pomexxyrounbie» (1) (https://www.fda.gov/STIC).

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

®dapMakoKHHETHKA (PIIyKOHA30J1a CXO/IHA IPU BHYTPUBEHHOM BBEJCHUH U IPUEME BHYTPb.
AOGcopOuus

KoHuentpanus B mia3mMe KpoBH MPOMOPIHMOHANBHA J103€ U AocTUraeT MakcuMyMa (Cmax) uepes
0,5-1,5 4 mocnie mpuema ¢uIyKoHa30Jia HATOMIAK, a MEPHO/] MOJYBBIBEICHUS COCTABIISET OKOJIO
30 4. 90% paBHOBECHON KOHIICHTpPAIIMU JOCTHTaloTCsA K 4-5-My IHIO IOCIIe Hayajaa Tepanuu
(Ipu MHOTOKPATHOM TMpHUEMeE MpernapaTa OJUH pa3 B CYTKH).

Brenenue ymapuoit no3el (B 1-if 1eHb), B IBa pa3a MPEBBIIIAIONICH OOBIYHYIO CYTOYHYIO J03Y,
JieJ1aeT BO3MOKHBIM JTocTHkeHne 90% paBHOBECHOM KOHLIEHTPALMU KO 2-MY JIHIO.

Pacupenenenue

O0mweM pacnpesieneHus IpudInKaeTcs K 001eMy CoepkKaHUIo BO/IbI B opraHu3Me. CBs3bIBaHHE
¢ Genmkamu 1uia3msl - HU3Koe (11-12%).

@1yKOHa30J1 XOPOIIO MPOHUKAET BO BCE XKUAKOCTU opranu3ma. Konnenrpanuu ¢uiykoHasosna B
CJIIOHE U MOKPOTE CXOJHBI C €r0 KOHIIEHTPALUAMH B IUIa3Me KPOBH. Y MAaI[MEHTOB C TPUOKOBBIM
MEHMHTUTOM KOHILIEHTpaluHu (UIyKOHA30Jla B CIIMHHOMO3TOBOM HJIKOCTH COCTaBJISIOT OKOJIO
80% OT ero KOHIIEHTpallMii B Mia3Me KpoBU. B poroBom cioe, snuaepmuce, 1epMe U MOTOBOM
KUJKOCTU JOCTUTAIOTCS BBICOKME KOHIEHTPALMU, KOTOpPbHIE IMPEBBIIAIOT CHIBOPOTOYHBIE.
@diryKoHa30J1 HaKaIIMBaeTcs B poroBom cioe. [Ipu npueme B no3e 50 Mr oaumH pa3 B CyTKH
KOHIIEeHTpauus ¢uykoHazona depe3 12 paHeilt coctaBnser 73 MKI/T, a 4epe3 7 JHEH mocne
MPEeKpALIEHUS JIeYeHUS - TOIbKO 5,8 MKr/T. [Ipu npumenennu B 1o3e 150 Mr oAuH pa3 B HEJlEIO
KOHIEeHTpauusi (IykoHa3ojia B pOroBoM cioe Ha 7-il JeHb coctaBisger 23,4 MKI/T, a uepe3 7
JTHel mocye mpuemMa BTOpoit 1036l - 7,1 MKI/T.

Buorpancdopmarnus

[upkynupytoniye MeTaboauThl He OOHAPYKEHBI.
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OIMMUHALNS

[Ipenapar BBIBOOUTCS, B OCHOBHOM, TMoykamu; mnpumepHo 80% BBEIEHHOM /103bI
oOHapyXHUBaeTcs B MOYe B HEM3MEHEHHOM Buje. KimpeHc QiykoHazona mpornopluoHaleH
KIIMPEHCY KpeaTHHUHA.

JnurenbHbIi epHo TIOJTYBBIBEICHUS u3 J1a3MBl KpOBU MO3BOJISIET
MPUMEHSTH (DITYKOHA30J1 OJIMH pa3 B CYTKH WM OJIUH Pa3 B HEJEINIO - IPH JPYTUX TOKa3aHUSX.

B xone uccnenoBanus GpapMakOKHHETUKH ¢ ydacTueM 10 >KeHIUH, BPEMEHHO HJIU TMOJTHOCTHIO
MPEKPATUBIIUX KOPMJICHHE TPYIbIO, OLEHUBAIA KOHIEHTpaLUIo (pIyKoHa30ja B MJIa3Me KPOBU
U TPyIHOM MOJIOKE€ B TeueHue 48 4yacoB mocie omHOKpaTtHoro mpuema 150 Mr mpemapara
Onykonazon. daykoHa3on ObUT OOHApYXEH B TPYIHOM MOJIOKE B CpEIHEH KOHILIEHTpAIlHH,
cocraBisironie npubam3uTenbHo 98 % OT KOHUEHTpauuu (QIIyKoHa3ojla B IUIa3Me KPOBHU
matepu. CpenHsisi TUKOBash KOHIEHTpalus B TPYIHOM MOJOKE cocTaBisuia 2,61 mr/m mo

HCTCUCHHUHU 5,2 4acoB IIOCJIC ITpUCMa IIpcliapaTta.

3aBUCUMOCTD HapaMeTpoB HapMAKOKUHETUKU U (DapMaKOIUHAMUKHU

B ucciienoBaHusiX Ha XKHBOTHBIX BBISBJICHA 3aBHCUMOCTh MEXIY 3HAYCHHSIMU MHUHHMAJIbHON
unruoupyromeit konnentpauu (MUK) u 3ppexTHBHOCTHIO B OTHOIIEHUH SKCIIEPUMEHTAIbHBIX
MHKO30B, 00yciOBIIeHHbIX rpubkoM poma Candida. B KIMHMYECKHX HCCICIOBAHUSIX HMEIO
MECTO TpaKkTHYecKu JmHelHHoe ortHomeHne 1:1 wmexmy AUC u  mo3oif  durykoHazoa.
CyliecTByeT XOTs U NpsiMasi, HO HETOJIHAsE B3aUMOCBS3b Mex 1y nokazatenem AUC wiun 1030it u
YCIIEHIHBIM KJIMHUYECKMM OTBETOM KaHAMJ03a POTOBOW MOJIOCTH W B MEHBIIEH CTENEeHU
KaHAUJIEMHH Ha TEPanuio. AHATOTUYHBIA METOJ JICYCHUs B MEHbBIIECH CTETEHH MOIXOAUT JUIs
JedeHus: nH(QEKINi, BbI3BaHHBIX ITaMMamu ¢ Beicokoit MUK ¢uykonasona.

JIniia moKMI0r0 BO3pacTa

bbulo ycTaHOBIEHO, YTO MpPU OJHOKPATHOM MpUMEHEHHH (rykoHa3ona B fo3e 50 Mr BHYTph
y MOXWIBIX MallMeHTOB B Bo3pacTe 65 JeT M crapile, HEKOTOPhIE U3 KOTOPBIX OJHOBPEMEHHO
NPUHUMAIHU TUYPETUKH, Cmax AOCcTUTANACh 4epe3 1,3 u mocie mpuema u cocrtaBmsuia 1,54
MKr/Mi, cpennue 3HaueHus AUC - 76,4+20,3 MKr-u/Mi, a cpeiHUN TEepuoj MOTyBBIBEICHUS -
46,2 4. 3HayeHust HTHX (PapMaKOKHUHETUYECKUX IMapaMETPOB BBIIIE, YEM y MOJIOJBIX MAlMEHTOB,
YTO, BEPOSITHO, CBSI3AHO C TMOHWKEHHOW MOYEHYHOW (DYHKIMEH, XapaKTepHOW s TMOKHIOTO
Bo3pacta.  OIHOBPEMEHHBIH  TIPUEM  JTUYPETUKOB  HE  BBIBBIBAT  BBIPAKEHHOTO
u3MeHeHus AUC u Cnax, Kmupene  kpeatununa (74 mi/MuH), 1npoueHT  (iIyKoOHa3olna,
BBIBOJIMMOTO MOYKaMu B Hem3MeHeHHOM Bujie (0-24 1, 22%) 1 modeuHsli KiupeHc GrykoHazomna

(0,124 mn/MuH/KT) y TIOKHUIIBIX TAIMEHTOB HUKE 0 CPABHEHUIO C MOJIOIBIMH.
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- (NOCNEAQCBATENEHOCTE 0002)
VY nereli OBLIM MOTYYEHBI CIEAYIONUE 3HaUCHHS PapMaKOKHHETUYECKUX ITapaMeTPOB:
Bospacrt /To3a (Mr/KT) [lepuoa nosyBbiBeaenus{lliomans moJ|
(uac) KPUBOii

(«KOHLIEHTpaUus-
BpeMsD)
(AUC) (MKkra/mur)

11 mmeii - 11 mec OnHOKpaTHO - B/B 3 Mr/kr (23 110,1

5 ner - 15 et MHoOroKpartHo - B/B 2 mr/kr [17,4* 67,4*

5 jetT - 15 ner MHorokpartHo - B/B 4 mr/kr 15,2 * 139,1*

S net - 15 et MHuorokpartHo - B/B 8 mr/kr [17,6* 196,7*

* mokKasarteiib, OTMCUYCHHBIN B HOCJ'IC,I[HHFI JCHb

HenonomenubiM etsim (0koso 28 Hefenb pa3BUTHs) (IIyKOHA30J BBOAMIN BHYTPUBEHHO B J103€
6 Mr/Kr Kaxaelid 3-i JeHb 10 BBEICHUS MaKCUMyM 5 J103 B TO BpeMsl, [TOKa JI€TH OCTaBaJIKCh B
OTJICJICHMM WHTCHCUBHOW Tepanuu. CpemHud Tepuoja TMOJIYBBIBEICHUS COCTaBIsul 74 4 (B
npexaenax 44-185 1) B 1-i1 neHb, ¢ yMEHbIIIEHHEM Ha 7-0H JIeHb B cpeaHeM 110 53 4 (B mpejenax
30-131 u) 1 Ha 13-i geHs B cpeanem j1o 47 4 (B npenenax 27-68 q).

3naueHue ionaau noj KpuBoil "konuentpanus-speMsa’ (AUC) coctasmsuio 271 mMkr-u/mi (B
npenenax 173-385 mxkr-u/min) B 1-it neHp, 3aTeM yBennuuBaioch 10 490 Mkr-u/mi (B mpenenax
292-734 Mxr-u/Min) Ha 7-U JE€Hb M CHIDKAIOCH B cpeaHeM 10 360 Mkr-u/mit (B ipenenax 167- 566
MKT-4/MJ) K 13-My 1HIO.

O6bem pacnpenenenus coctaisn 1183 mu/kr (B mpenenax 1070-1470 min/kr) B 1-if neHs, 3ateM
yBenuuuBaics B cpenneM jao 1184 mu/kr (B nmpenenax 510-2130 mn/kr) Ha 7-i neHp u no 1328

Mir/kr (B ipenenax 1040-1680 mu/kr) Ha 13-i1 neHb.

6. PAPMAIIEBTHYECKHUE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTe/IbHBIX BElIECTB

Harpus xnopun

Bona st mabeKmmin

6.2. HecoBmMecTUMOCTDH

JlaHHBI JICKapCTBCHHBIM IpemapaT He CIEAyeT CMEIIMBaTh C JAPYTUMHU JIGKAPCTBEHHBIMU
npenapaTamu, 3a HCKIFOYEHUEM yIIOMSHYTHIX B pasaene 4.5.

6.3. Cpok rogHoCcTH (CPOK XpaHEHHs )

3 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHECHUHU
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XpaHuts npy Temieparype He Boiue 25°C, B 3ap1nmeHﬁ5k4:'<';'r1% adtel IEHOCTE 0002)

He 3amopaxuBats.

6.5. XapakTep u conep:xkaHue NePBUYHON YIAKOBKH

ITo 25, 50, 100, 150, 200 mu mpemnapaTa B CTEKISHHBIC OYTBUIKH ISl KPOBH, TPAHCHY3HNOHHBIX U
MH(QY3UOHHBIX IMPENapaToB, YKYMOPEHHblE MPOOKaMU U3 PE3UHbl WM MNpoOKaMu U3
TEPMOIUIACTUYHOTO 3J1aCTOMEPA U 00XKATHIE KOJITAYKaMH aTFOMUHUEBBIMHU.

[To 1 OyTbLIIKE BMECTE C MHCTPYKIMEN MO MPUMEHEHUIO JIEKAPCTBEHHOTO Ipernapara moMemarT
B [IAYKy M3 KAPTOHA UJIM B MELIOK M3 IPO3PAvyHOil MOIUATUICHOBOM IJICHKH.

Jns craunoHapoB. ByThUIKM BMECT€ C HMHCTPYKUUSMHU 10 MEIUIIMHCKOMY MPUMEHEHHIO, B
KOJIMYECTBE PABHOM KOJIMYECTBY MEPBUYHBIX YIIAKOBOK, MOMEIIAIOT B AIIUK U3 KapTOHA WJIU B
SIUK U3 TOQPUPOBAHHOTO KAPTOHA C PEIICTKAMU WM 0€3 PEIIeTOK B KOJIMICCTBE:

uist oobeMa 25 mut — o 10, 20, 36, 44, 48, 50 unu 60 cTeKISTHHBIX OYTHUIOK;

st oobema 50 wiu 100 M — o 36, 44, 48 wnu 60 CTEKISIHHBIX OYTHUIOK;

st oobema 150 mut — o 28, 33, 35 win 40 CTeKISIHHBIX OYTHUIOK;

it oobema 200 Mt — o 28, 32, 33, 35 nnu 40 cTEeKISTHHBIX OYTHUIOK.

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH MNPH  YHMYTOKEHUH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 mNpenapara MWJH OTXO0JA0B, TMOJYYeHHBIX TMOcCJde NPUMEHEHUs:
JIEKAPCTBEHHOI0 Mpenapara u Apyrue MaHUIMYJIALIUHU C PenapaToM

Het oco0bix TpeboBanmii kK yrunu3anun. Beck ocTaBImmiics IeKapcTBEHHBIN IpenapaT U OTXO/IbI

CJICAYCT YHUYUTOKHUTDH B YCTAHOBJICHHOM ITOPAIKE

7. AEPXKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA

Poccniickas @enepanus

O6mecTBo ¢ orpanndeHHOM 0TBeTCTBEHHOCTEI0 «MOCDAPM» (OO0 «MOCDAPMY)

141342, MockoBckas 001., CeprueBo-Ilocanckuii p-u, pn. boropoackoe, a. 63, mutep b,
rnomenienue 32, stax 2.

Ten./®axc. 8 (496) 5453000

7.1. IlpeacraBuTeIb AEPKATEIS PErHCTPAMOHHOIO YA0CTOBEPEHU

[IpereH3un HOTDe6I/ITeJIeI71 HalnpasJIATH 110 aApECy.

Poccuiickas @enepanus

OO6miecTBO ¢ orpannueHHON 0TBETCTBEHHOCTEI0 «KMOCDAPM» (OO0 «MOCDAPM»)

141342, MockoBckas 061., CeprueBo-Ilocanckuii p-u, pn. boropoackoe, a. 63, mutep b,
nomMenieHue 32, sTax 2.

Ten./®akc. 8 (496) 5453000.
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8. HOMEP PETUCTPALIMOHHOTO VJIOCTOBEPEHMSFICEATENEHOCTE 0002]

9. TATA NMEPBUYHOM PETMCTPAIIMM (IIOATBEPXKJIEHHS PETHUCTPAIIWH,
INEPEPETNCTPALIUN)

10. JATA HEPECMOTPA TEKCTA

OOmast  xapakTepucCTHKa JIGKApCTBEHHOTO Ipernapara MeTpOHHIa30Jl  JIOCTyllHAa Ha
UHPOPMALIMOHHOM TopTaie EBpasuilckoro SKOHOMHYECKOTO COK3a B HWH(POPMALHMOHHO-

KOMMYHHUKAIMOHHOM ceTn «MHTepHEeT hitp://eec.eaeunion.org/
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