COOTBETCTBYET 3K( OMY OTYETY
07 30.08.2024 N2 18294
OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 1004

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA

@DirykoHA30JI-DIBAHC], 2 MI/MJI, pacTBOP JJisi HHY3UH.

2. KAYECTBEHHbBIW 1 KOJIMYECTBEHHBIA COCTAB

HeticTBytomee BemecTBo: (BrykoHas3od.

Kaxnp1it Mt pactBopa Jutst uH(Y3Uil coOnepKuT 2 Mr IryKoHa30Ia.

BcromorarenbHble BelIecTBa, HAIMYKME KOTOPHIX HAZ0 YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: Hatpui (cM. pazzaen 4.4.).

[TonHbIi IepeyeHb BCIOMOTaTEIbHBIX BEIIECTB MPUBEIEH B pazjerie 6.1.

3. JEKAPCTBEHHAS ®OPMA
PactBop st ungy3uii.

[Tpo3paunblii OECLIBETHBII WU CIIETKa KeITOBATHIN pacTBOP.
4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHus1 K IPUMEHEHHUIO

DryKOHA30 ITOKA3aH JJIs JICUCHHUS CISAYIOIMMX 3a00JICBAHUI Y B3POCJIBIX!

® KPUNTOKOKKOBBI MEHUHIUT,

® KOKLHJIUOUJIOMHKO3,;

e UHBA3UBHLIA KaHIUIO3,

® CIM3UCTBIM KaHAWJ03, B T.4. Opo(apuHreanbHbI KaHAWA03, KaHAWI03 MHIIEBOJA,
KaHIUAYPHS U XPOHUYECKHUI KOKHO-CIU3UCTBIA KaHIUA03;

® XpPOHMUYECKUU aTpOoPUUECKUI KaHIU03 POTOBOI MOJOCTH (CBSA3aHHBIN C HOIIEHUEM 3YOHBIX
IIPOTE30B), KOr/Aa COOIOEHNE TUTUEHBI ITOJIOCTH PTa UJIM MECTHOT'O JIEYEHUS] HEIOCTATOYHO.

DryKOHA30 ITOKA3aH JJIs HDOd)I/IJ'IaKTI/IKI/I CIICAYIOMINX 3a00J1¢BaHUM Y B3POCJIBIX:

® pEUMUAUBBI KPUIITOKOKKOBOTO MEHUHIUTA Y TTALIMEHTOB C BBICOKUM PUCKOM PELIUINBA;

® penuauBhI 0pohapuHTeaTbHOTO KaHIU 1032 M KaH1u103a nuiieoia y BUY-undunmpoBaHHbIX
MAIMEHTOB C BBICOKUM PUCKOM PEIUINBA;

e i TPOUIAKTUKYA KaHIWJIO3HBIX HWH(PEKIUHA y TMaUeHTOB C MPOJIOJDKUTEIbHON
HEUTPOTEHHEH (TaKMX KaK MaMeHThI C TeMO0JIaCTO3aMu, MPOXOAIIMMU XUMHOTEPATTHIO, WITH
MAalKEHTHI, MPOXOALIME TPAHCIUIAHTALIUIO T€MOMO3THUYECKUX CTBOJIOBBIX KIIETOK).

eTH
DyKOHA30J1 MMOKa3aH Il IPUMEHEHUS y JTOHOLIEHHBIX HOBOPOXKICHHBIX, MJIAJICHIIEB, JETEN U

MOJAPOCTKOB B Bo3pacte ot 0 1o 18 ner.
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DyKOHA30JI TPUMEHSIOT JJIsI JICYEHUS CIU3UCTIOTrO KaHﬁQHO3?;| Eﬁ%b‘tﬁap

U KaHAu[03a TMUIIEBOJA), WHBAa3WBHOTO KAaHAMI0332, KPUINTOKOKKOBOIO MEHHMHTHTA U
npopMIAKTUKN KaHAWJO3HBIX MH(EKIHHA y MAIEeHTOB ¢ OCIa0JIeHHOW MMMYHHOU CHCTEMOW.
OnyKoHa301 MOKHO MPUMEHSTH B KaUeCTBE MOACPIKUBAIONICH Tepanuy ISl MPeJOTBPAIICHHS

peunarBa KPUIITOKOKKOBOT'O MCHUHTHUTA Yy I[CTCﬁ C BBICOKHMM PHUCKOM pEIUAMBA.

4.2. Pe:kuM 103MPOBAaHUS M CIOCO0 NPUMeEHEeHUs!

PexxuM J103upoBaHus

Tepanuio MOXHO HauuMHATh 0 IOJY4EHHUS pe3yJbTaTOB IOCeBa W JPYIMX J1aOOpaTOPHBIX
UCCIIEJOBAHUM. OpHako  NpPOTUBOTPHMOKOBYIO  Tepamuio  HEOOXOAMMO  HM3MEHMTh
COOTBETCTBYIOIIUM 00pa3oM, KOrJa pe3yJIbTaThl 3TUX UCCIIEI0BAaHUI CTaHYT U3BECTHBIMHU.
Cytounas n03a (hiaykKoHa30ja 3aBUCHT OT XapakTepa W TsDKeCTH rpuOkoBod mHbekimu. [Ipu
UHEKIUAX, TPeOYyIOIUX TOBTOPHOIO IpUEMa IPOTUBOIPUOKOBOr0 Ipernapara, Je4eHHe clieayeT
OpOJOJDKATh JO HCUE3HOBEHMS KIMHMYECKMX WM J1a0OpaTOPHBIX IPU3HAKOB AKTUBHOM
rpuOKoBoi nHpekuu. Y nanueHToB ¢ BUY-uH(pexnued 1 KpUNTOKOKKOBEIM MEHHHTUTOM WJIH
PELHMIUBUPYIOMNUM OpodapHHTeaTbHBIM KaHAWI030M JUIsl MPO(UITAKTUKHA PeluIBa WH(EKINU
00BIYHO HEOOXO0IMMa MOJIIEP KUBAIOLIAsT TEPAITHUS.

IIpuMeHeHNe Y B3POCIBIX

1. Ilpy KpUNTOKOKKOBOM MEHMHIUTE M KPUIITOKOKKOBBIX MH(EKUUAX IPYrod JOKaIU3aluu B
NepBBIi IeHb 00bI9HO TpUMeHSIOT B 03¢ 400 mr, a 3aTeM nmpopoinkaroT gedeHue B goze 200-400
MT OJIMH Pa3 B CYTKH. JJIMTENbHOCTD JI€UeHHs] KPUIITOKOKKOBBIX MH(EKIMH 3aBUCUT OT HAIUYHS
KJIMHUYECKOT'0 ¥ MUKOJIOTHYECKOT0 3¢ deKTa; MpHU KpUNTOKOKKOBOM MEHUHTUTE JIeYeHHE OOBIYHO
MIPOJIOJDKAOT IO KpaitHel mepe 6-8 Hexenb. B ciydasx geueHust yrpoKaromux Xu3HA HHPEKITHi
CYTOUYHYIO 7103y MOXHO YBeTU4YUTh 70 800 Mmr.

JList HDO(bI/IJ'IaKTI/IKI/I peuranBa KPUIITOKOKKOBOI'O MCHUHI'UTA Y MAIIUCHTOB C BBICOKUM PUCKOM

peuuInBa, IMOCie 3aBEePIISHHs ITOJTHOTO Kypca MEPBUYHOTO JICYSHNUS, TePaIuio (IIyKOHA30JI0M B
no3e 200 Mr/cyT MOXHO MPOIOJIKATH B TSUCHHE HEONIPEICIICHHOTO TIEPHO/ia BPEMCHH.

2. Ilpu KOKIIMJIMOWJIOMHUKO3€ MOXKET MOTpeOOoBaThCs MpUMEHEeHHe mpemapaTta B mo3e 200-400

Mr/cyT. Jns HeKOTOpPBIX WH(DEKIHIA, B 0COOEHHOCTH C MOPAKEHUEM MO3TOBBIX 000JI0YEK, MOKET
paccmatpuBathed 103a 800 Mr B cyTKH. JJIMTEIbHOCTh TEPAUU ONPENEAIOT UHANBUAYAIBHO U
OHAa MOXeT cocTasidaTh 11-24 mec.

3. HDI/I KaHIMACMHUU, TUCCEMHUHUPOBAHHOM KAaHAWJAO03€ W APYIHMX HMHBA3HWBHBIX KAaHIMIO3HBIX

uHbeknusIx Hachimaomas ao3a cocrapiuser 800 mMr B mepBblid AeHb, nocienytomas no3a 400
mr/cyT. JITUTETbHOCTh TEPAITUU 3aBUCHT OT KJIMHUYECKOH 3(pPeKTUBHOCTH.
OO0mass peKkOMeHJAIMs 10 JUTMTeIFHOCTH JICUYCHHUS KaHAWJISCMHH 2 HEICIH T0Ce IEepPBOTO

OTpULATCIIBHOTO PE3yJibTaTa IMOCEBAa KPOBHM W HCUYC3HOBCHHUA IIPU3HAKOB W CHMIITOMOB
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KaHIUIEMHUH.

Jleuenue cauzucmoz2o KaHouoo3a

[Ipu opodapuHreasbHOM KaHIMA03€ HachImaromas go3a cocrapiseT 200-400 Mr B epBbIii eHb,

nocienyromas go3a: 100-200 mr onuH pa3 B cyTku B TeueHue 7-21 ans. [Ipu HeoOXxogumocTH,
MAalMEeHTaM C BBIPKEHHBIM TOJIaBJICHUEM WMMYHHOH (DYHKIIMU JICUSHHUE MOXKHO IPOJIOJDKATH B
TeYeHHE OoJiee UTUTEITLHOTO BPEMEHH.

HDI/I XPOHNYCCKOM aTDO(bI/I‘-ICCKOM KaHAMA03€ TIOJIOCTH pTa, CBA3aHHBIM C HOIICHHCM 3y6HBIX

MIPOTE30B, MpernapaT 00bIYHO MPUMEHSIOT B 03¢ 50 MI OJIMH pa3 B CYyTKH B TeucHHE 14 nHel B
COUYETaHUH C MECTHBIMU aHTHUCENITUYECKUMU CPEICTBAMHU ISl 00pabOTKH MpoTe3a.

[pu xanguaypun > ¢extuBHas go3a 00braHo coctapuser 200-400 Mr/cyT mpu ATUTEIBHOCTH

neueHust 7-21 ngHeW. Y ManMeHTOB € TSHKEIbIM HapylieHueM (YHKIMA MUMMYHHOH CHCTEMBI
MOYKHO UCII0JIb30BaTh 00Jiee JUINTENIbHbIE TIEPUO/Ibl TEPAIIHH.

[Ipyu XpOHUYECKOM KOKHO-CIM3MCTOM KaHauao3e npuMeHstoT 50-100 mr B cyTku no 28 nHei

JIeucHHsI. B 3aBHCHMOCTH OT TSKECTH JICUCHUS I/IH(l)CKIII/II/I HUJIM COMYTCTBYIOLICTO HAPYUICHUA

PIMMYHHOP'I CHUCTEMBI U I/IH(beKIII/II/I MO>KHO HCIIOJIB30BaTh OoJjice JJIUTCIIBHBIC IICPUOAbI TCPAIIUU.

IIpu kananao3e nunieBoa Haceimaromas a03a 200-400 Mr B epBelii A€Hb, TOCIEYIOLIAs 1032
100-200 mr B cytku. Kypc neuenus cocrtaBisier 14-30 nHell (10 JOCTHXKEHUS PEMUCCHH
KaHIUJ03a NHIeBoaa). llpu HEOOXOAMMOCTH, ITAIMEHTaM C BBIPAKEHHBIM ITOJABICHUEM
UMMYHHOU (YHKITUH JICYCHHE MOKHO TPOJIOJDKATh B TeUEHUE 00JIee JITUTEITHPHOTO BPEMCHH.

Jns HDOd)I/IJ'IaKTI/IKI/I PELIUINBOB ODOd)aDI/IHFeaHBHOFO KaHAua03a y BI/II’I'I/IH(I)I/ILII/IpOBaHHBIX

HaIMEeHTOB C BBICOKUM PHUCKOM PEeLUANBOB (IyKoHa301 MpuMeHstoT o 100-200 Mr B cyTKH WM
200 mMr 3 pa3a B HEIENIO B TEUYEHHE HEOINPENEICHHOTO IMEpHoJa BPEMEHH Y TalHUeHTOB C

XPOHHUYCCKU IMMOHUKCHHBIM UMMYHUTCTOM.

JUis ipeioTBpallleHus peluIMBOB KaH/1n103a nuiieBoaa y BUYU-nH(puIMpoBaHHBIX MALUEHTOB C
BBICOKUM PHCKOM pelMIUBOB (1ykKoHa30 npuMeHstoT o 100-200 mr B cyTku mim 200 Mr 3 pasa
B HENEII0 B TEUYEHHE HEOINpPEAENEHHOro MepHoJa BPEMEHHM Yy MalUeHTOB C XPOHUYECKU
MOHMKEHHBIM UMMYHHUTETOM.

4, Jns HDO(bI/IJ'IaKTI/IKI/I KaHAMAO3HBIX I/IHd)eKHI/Iﬁ Y TalMeHTOB ¢ MPOAOLKUTEIBHON

HelTponeHnel pekoMeHayemMas fo3a ¢urykonaszona cocrasiser 200-400 Mr ouH pa3 B CyTKH B
3aBHCUMOCTH OT CTEIEHHU PUCKA Pa3BUTHs IpUOKOBONW MHQEKIuU. JJi1 MalUeHTOB C BBICOKUM
PUCKOM T€HEpaJTu30BaHHOM MH(QEKIUH, HampuMmep, C BBIPAKEHHOHW WJIH JUIUTEIBHO
COXpaHSIIOIIEHCc HEUTPOIEeHUEN, pekomeHayemas fqo3a cocrasisieT 400 Mr onMH pa3 B CyTKH.
@I1yKOHA30J1 IPUMEHSIOT 332 HECKOJIBKO JHEHM 10 0KUAAEMOI0 Pa3BUTHs HEUTPONEHUH U, IIOCIIE

3

yBenuueHus uncia Hertpoduiaos Oosee 1000 B MM°, eueHre TpOAOHKAOT elle 7 JHEH.
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Toowcunvle nayuenmul

[Tpu oTCyTCTBHH PU3HAKOB TOYEYHON HEJOCTATOYHOCTH Mpenapar MPUMEHSIOT B 00BIYHOM 103€.
[MTanmeHTam ¢ MOYEYHOI HEIOCTATOUHOCThIO (KIupeHe kpeatnHuHa <50 Mi1/MKH) 103y Tpenapara
KOPPEKTHPYIOT, KaK OIHCAHO HIDKE.

THayuenmoi ¢ HapyweHuAMU PYHKYUU NOYEK

[Tpr OMHOKpAaTHOM IpHEME H3MEHEHHUs 103bl He TpeOyercs. Y OonbHBIX (BKIIOUas AeTei) ¢
HapymieHHeM (QYHKIMM TIOYeK TIPU MHOTOKPATHOM MPHMEHEHHH [perapara Cleayer
IIEpPBOHAYAILHO BBECTH yaapHyro 103y or 50 mr go 400 mr, mocie 4dero CyTouHyio 103y (B
3aBUCHMOCTH OT ITOKA3aHUs) YCTAHABIMBAIOT COTJIACHO Cie/yomiei Tadmume 1:

Ta6auna 1. Cyrounas no3a npenapara ®urykoHa30/1-J1BaHC]A

Knupenc kpeatrauHa (Mj1/MHH) IIpolieHT peKOMEHIyeMOH 10351
>50 100%
<50 (6e3 nmuanmza) 50%
I'emonunanus 100% moce xaXa0ro reMoauain3a

[TarenThI, HAXOIAIIMECS HAa PETYISIPHOM auanuie JokHBI momydath 100 % pexomenayemoit
JI03BI [IOCJIE KAXKAO0r0 ceaHca Auanu3a. B nHu, korga nuanu3 He IpOBOAUTCS, HALlUEHTHI JOJKHBI
H0JIy4aTh YMEHbBIICHHYIO (B 3aBUCHMOCTH OT KJIMPEHCa KPEeaTHHUHA) 103y Iperapara.
Iemu
VY nereii ¢ HapyleHHEM (YHKIMU ITOYEK CYTOUHYIO 7103y IIpernapaTa clielyeT yMEHbIIUTD (B TOU
K€ TPONOPLMOHAIBHON 3aBUCUMOCTH, YTO U Y B3pOCIBIX), B COOTBETCTBHH CO CTEHEHBIO
BBIPAKEHHOCTHU TIOYEYHON HEIOCTATOYHOCTH.

€TH
Kak u npu cxoaHbIX THPEKLHUAX Y B3POCIBIX, JVIUTEIbHOCTD JICUEHUS 3aBUCUT OT KIMHUYECKOTO U
MHUKOJIOTHYECKOTO OTBETA.
Jnsa pereil cyrouHas Jo03a IpernapaTa HE JOJDKHA MPEBBIIATh TAKOBYIO Ul B3pPOCIBIX.
@I1yKOHa30JI IPUMEHSIOT €KEAHEBHO OJIUH Pa3 B CYTKH.
[Tpn xaHAWMIO3€ CIU3UCTBIX OO0OJOYEK peKOMEeHIyemas Jo03a (IyKoHa30ja COCTaBiseT 3
MI/Kr/cyT. B mepBbIii 1eHb C 1eNbio 00siee OBICTPOTO TOCTHKEHHUSI PABHOBECHOW KOHIICHTPAIIUU
MO>KHO MPUMEHSTH YIApHYIO 103y 6 MI/KI/CYT.
Jlng nedeHns MHBa3MBHOIO KAaHIWA03a U KPUINTOKOKKOBOIO MEHUMHIMTAa PEKOMEHIyeMas [103a
cocTaBiisieT 6-12 MI/KI/CyT B 3aBUCUMOCTH OT TSKECTH 3a00JI€BaHUs.
Jns monaBneHWs penuarBa KPUNTOKOKKOBOrO MeHHMHruTa y gnereil GompHbIx CIINlom
PEKOMEHTIOBaHHas /1032 (DITyKOHA30J1a COCTABIISIET 6 MI/KT/CyT.

Jns npodunakTky TPUOKOBBIX MH(EKIUI y AeTell ¢ MoIaBIeHHBIM UMMYHUTETOM, Y KOTOPBIX
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[MUTOTOKCUYECKOW XWMHUOTEpPANlUU WM JIy4eBOW Tepamuu, Npernapar NpUMEHSIT 1o 3-12
MT/KT/CYT B 3aBUCUMOCTH OT BBIPQKCHHOCTH U JJIMTEIBHOCTH COXPAHCHUsS WHIYIUPOBAHHON
HEUTPOIICHUH.

IMoxpoctku (ot 12 no 18 ser)

B 3aBucumocTH OT Beca M BO3pacTa MOAOMpaeTcs onTuManbHas pmo3a. [lo gaHHBIM
(dhapMaKOKMHETHKH y JeTell OoJiee BHICOKHI KiIupeHe (piaykoHa3oina, yem y B3pocisix. Jlo3a 100,
200 u 400 Mr y B3pOCIBIX COOTBETCTBYET 03¢ 3, 6 U 12 MI/Kr/cyT y neTedl Jis MorydeHUs
COMOCTaBUMOT'O CHUCTEMHOTO BO3/ICHCTBUSI.

[Tpumenenne v nerer B Bo3pacre ot 0 mo 27 nHew

Y HOBOpPOXIIEHHBIX (DITYKOHA307 BBIBOAUTCS MeuieHHO. B mepuon ot 0 mo 14 mHelt xu3Hu
npernapar MpUMEHSIOT B TOH ke J03€ (B MI/KI/CYT), UTO U JIeTSM OoJjiee cTapIiero Bo3pacTa, HO C
UHTEpBaJIOM 72 4 (MakcuMaibHasi 103a 12 MI/KT/CyT He OJDKHA OBITh MpeBbIlieHa). J[eTsaM B
Bo3pacte oT 14 mo 27 mHel Ty e 03y BBOAST C MHTEpBAIOM 48 4 (MakcUMasibHas jo3a 12
MT/KT/CyT HE TOJKHA OBITh MTPEBHIIICHA).

Cnoco6 IIPUMCHCHUA

BHyTprBeHHO MH(}Y3UOHHO.

@OyKOHA30JI MOXKHO TPUHUMATh BHYTPh WJIM BBOJAWTH BHYTPUBEHHO NyTEeM HH(Y3HH CO
ckopocThio He Oostee 10 mu/MuH; BEIOOP cITOCO0a BBEICHUS 3aBUCUT OT KJIMHUYECKOTO COCTOSHHS
6onbHOTO. [IpN nepeBoje nanyueHTa ¢ BHyTPUBEHHOT'O Ha IEPOPaIbHbII pHUeM (PiryKoHa30J1a UIIH
HAa00OpOT, M3MEHEHHUs CYTOUYHOW J103bl He Tpedyercs. B pactBope duiykoHazoma s
BHYTpHBEHHOTO BBezieHus1 coxaepxkutcs 0,9 % pactBop Harpust xjopuna, B Kaxaeix 200 mr
(¢bmakon Ha 100 mu) comepkutcst mo 15 MMOIJIb MOHOB HaTpus U Xjopa. [103ToMy y OOJBHBIX,
KOTOPBIM TpeOyeTcsi OrpaHUYeHHE TOTPEOICHHS HATPHSI WM KUJKOCTH, HEOOX0IUMO YYUTHIBATh

CKOPOCTBb BBCACHUA KUIKOCTH.

4.3. IlpoTuBoONOKa3aHUSs

® THUIICPUYYBCTBUTEIBHOCTh K (JIYKOHA30Jly WM a30JIbHBIM BEMIECTBAM CO  CXOJHOH
(GIIyKOHA30Ty CTPYKTYpPOH, HITH K JTFOOOMY U3 BCIIOMOTATEIILHBIM BEIIIECTB, IIEPEUUCIICHHBIX B
pasaene 6.1.;

® OJIHOBPEMEHHBII MpueM TepdeHanHa BO BpeMsi MHOTOKPATHOTO MPUMEHEHHS IIyKOHa30J1a B
no3e 400 mr/cyT u 6osee (cm. pazaen 4.5.);

® OJHOBPEMEHHOE TMPHUMEHEHHE C TMpemapaTamy, yBeIWYuBarommMMH uHTepBan QT wu
MeTabomm3upyommmiucs ¢ mnomombeio u3odpepmenta CYP3A4, TakumMu Kak IU3aIpHI,

aCTeMH30J1, 3PUTPOMHUIIUH, TUMO3HT U XUHUIUH (M. pasnen 4.5.).
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4.4. OcoOble ykazaHHus U MePbl NPeI0CTOPOKHOCTH nﬂiﬁpﬂﬁfgﬁeﬁtﬁ

Nmenuce coolieHus o ciydasx cynepuHdexiun, Bei3BanHol otianmynbiMu oT Candida albicans
mrammamu Candida, kortopsie 4acTto 00a1aI0T IPUPOAHON PE3UCTECHTHOCTBIO K (PIyKOHA30JTy
(manpumep, Candida krusei). B mogoOHBIX ciydasx MOXET MOTPeOOBaThCS ajbTePHATHBHAS
POTHBOTPUOKOBAsT TEPATTHSL.

Bo Bpemsi OGepeMeHHOCTHM NpUMEHEHHUs (IyKOHA30Jla CleayeT u30erarbh, 3a HCKIIOUYEHUEM
CIly4aeB TSDKEJIBIX M TIOTCHUHUAIbHO YIPOXKAIOMIMX JKU3HU T'PUOKOBBIX HMHQEKIMH, KOrjaa
OKu1aeMasi 1oJib3a JICUSHHUSI Ul MaTePH MPEBBIIIACT BOZMOXKHBINA PUCK IS TUIOJIA.

HeoOxomumo paccMmoTpeth 3(GGEKTUBHBIE METOJbl KOHTPAUECHIMUA Y KCHIHUH JIETOPOTHOTO
BO3PAcTa B TEUEHUE BCETO MEPUO/IA JICUCHHS i IPUOTU3UTENIFHO B TeUeHHE Heaenu (5-6 mepruoioB
HOJTYBBIBE/ICHHSI) TOCJIE MPUHATHSA MOCICAHEH 103kl mpenaparta (moApoOHas HHQPOPMAIHS
u3JI0XKeHa B pasjene 4.6.)).

B penkux ciyvasx npuMeHeHHE (BIyKOHA30JIa COMPOBOXKIAIOCh TOKCUYECKUMHU W3MEHEHHUSIMU
NIEYEHH, B TOM YHCIIE C JIETAIbHBIM HCXOJOM, TJIaBHBIM 00pa3oM, Y MAIIEHTOB C CEPhe3HBIMHU
COIYTCTBYIOIIMMH 3a00JICBaHMSIMHU. B cilydae renaToTOKCHYeCKHX 3(PQPEKTOB, CBI3aHHBIX C
npuMeHeHneM (DIyKoHa30j1a, He OTMEUYCHO WX SIBHOW 3aBHCHMOCTH OT OOIIECH CYyTOYHOW 03B
npenapara, JJIUTSIBHOCTH TEpaIuy, 1oja U Bo3pacTa ManueHTa. [ enaroTokcuieckoe JIeicTBre
npemnaparta 00bI9HO ObUTO 00PaTUMBIM; €T0 MPU3HAKH UCUE3ATH TIOCIIE TPEKPAIICHHS Tepan. 3a
NalMeHTaMH, Y KOTOPBIX BO BpeMs JICUCHHsI IMPErapaToM HapyIIAIOTCs IOKazaTesln (YHKIUU
NICYCHH, HE0OXOIMMO HAOJIOATH C IIEJIbIO BBISIBICHUS IIPU3HAKOB 00JIee CEPhE3HOTO MOPAKCHUS
neyeHu. [Ipu NosBIEHUH KIMHIYECKUX TIPH3HAKOB WIIM CUMITTOMOB ITOPAKEHHS ITEYEHH, KOTOPHIE
MOTYT OBITh CBSI3aHBI C IPUMEHEHNEM (PITyKOHA30J1a, IIPerapar CIeAyeT OTMEHHUTH.

Kak m mpu mpuMeHEHWH Ipyrux a3oJioB, (UIYKOHA30JI B PENKHX CIy4asX MOXKET BBI3BIBATh
aHa()MITAaKTUYECKHE PEaKIHH.

Bo Bpems gneuyeHuss (IyKOHAa30JIOM Yy TAMEHTOB B PEIKUX CIyYasX pa3BUBAIUCH
9KC(OTMATUBHBIC TTOPAKEHUS KOXKH, Takue Kak cuHapoM CtuBeHca-/[)KOHCOHA M TOKCHUYECKHMA
AMUAEPMAbHBIA HeKposn3. Coo0IIaIoch 0 Clydasx JEKapCTBEHHOM peaKIuu ¢ 203MHODUINEN U
cuctemubiMu cumiitomamu (DRESS-cunapom). [Mamuentsr ¢ BUY-uHdekiueii 6onee CKIOHHBI K
Pa3BHUTHIO TSHKEIBIX KOKHBIX PEAKIMi MPU PUMEHEHUH MHOTHX TpenapaToB. [Ipu mosBiaeHuu y
MAIMEHTOB BO BPEMs JICUSHHs TIOBEPXHOCTHOW TPUOKOBON WHQEKIMH CHIH, KOTOPYI MOXHO
CBSI3aTh C TIPUMEHEHHEM (IIyKOHA30JIa, Tpenapar cleayeT OTMEHUTh. [IpH MOsSBICHUU CHIH Y
NalyeHTa ¢ WHBAa3MBHBIMU WM CHCTEMHBIMH TPUOKOBBIMH HMH(EKIMSMH, 33 HHUMH CICIyeT
TIIATETIBHO HAONIONATh M OTMEHHUTH TpErnapar MpH TOSBICHUU OyJUIC3HBIX MOPAKECHHH HIIH
MHOTO(OPMHOM FKCCYAATUBHON 3PUTEMBI.

OpnHoBpeMeHHOe NpUMEHeHHe (uiykoHa3o0i1a B 103ax MeHee 400 Mr/cyT u TepdeHaanHa cieayer
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Kak u npyrue a3omnbl, (IyKOHA3071 MOKET BbI3bIBaTh yBenuueHue uHTepBana QT na OKI.
@OykoHa30J1 BBI3BIBACT yBenuueHHe uHTepBaia QT mocpeacTBOM MHTHOMpPOBAHHS TOKA
KaJMEBbIX KaHAJOB BHYTPEHHEIO BBHINIpsAMIEHUs. YBenndeHue wuHTepBana QT, BbI3BaHHOE
JPYTUMH JIEKAPCTBEHHBIMU IIpenaparaMu (TakKMMU KaK aMHOAAPOH), MOXET OBbITh YCHJICHO
unruoutopamu uzopepmenta 3A4 nmuroxpoma P450 (CYP) (cm. pasnmen 4.5.). [lpu npumeHeHUn
¢rykonaszona ysenuuenue uHtepBana QT u MepLaHue WM TpeneTaHue KelyJ0YKOB OTMeYalu
OUYEHb PE/IKO y MALMEHTOB C TSXKEJIbIMU 3a00JI€BaHUAMHU C MHOXKECTBEHHBIMU (PaKTOPAMHU PHUCKa,
TaKUMHU Kak OpraHudeckue 3aboiieBaHus CepAlla, HapyLIeHHUs 3JIEKTPOJIMTHOro OajlaHca HU
CHOCOOCTBYIOILIAsE Pa3BUTHIO MOJOOHBIX HApPYIICHHH COMyTCTBYOIIAs Tepamusi. [1oBBIIIEHHBINH
PHICK Pa3BUTHsI YTPOXKAIOLICH KU3HH KETyJOUYKOBONH apUTMHUU M MOTUMOP(HOMN KEITy109KOBOU
TaXUKaApAUU MOKET BO3HUKHYTh y MTALIMEHTOB C TUIIOKATMEMUEH 1 IPOrpeccUpyrolei cepeuHon
HEI0CTaTOYHOCTHIO. [lanuenTaM ¢ moTeHUalIbHO IPOAPUTMUUYECKUMH COCTOSIHUSMU NPUMEHSTh
(I1yKOHA30I1 CIEeLYET C OCTOPOKHOCTBIO.

JlokazarensctBa 3G (GEeKTUBHOCTH (IIYKOHA30J1a TMPH JICYEHUH APYTUX BHIOB JHICMHYHBIX
MHKO30B, TAKMX KaK MMapakOKIMIUOUAOMHUKO3, CIOPOTPUX03 U TMCTOIUIA3MO3 OIPaHUUYEHBI, YTO
HE M103BOJISIET ONPEAEIUTh KOHKPETHBIE PEKOMEHJAlMHU 110 A03UpOBaHHI0. DIIyKOHA30I1 ABISETCA
yMepeHHbIM HHruoutropom m3opepmenta CYP2C9 u ymepeHHBIM MHTHOUTOPOM H30(pepMeHTa
CYP3A4. ®naykonazon Taxke sBisercs wuHruouropom wusodepmenta CYP2C19. Ilpm
OJIHOBPEMEHHOM Tepanuu JIEKapCTBEHHBIMU IIpenapaTaMy ¢ y3KUM TepareBTUYeCKUM npoduiem,
metabonusupytomumucs uzopepmenramu CYP2C9, CYP2C19 u CYP3A4, pexomenayercs
CO0JTI01aTh OCTOPOXKHOCTH (cM. pasnen 4.5.).

CooOuranocs 0 pa3BUTUU HEIOCTATOYHOCTH KOPBI HAAMOYEUHUKOB y MAIMEHTOB, MOITYYarolInX
TEpanuio JAPYrUMHM a3ojiaMd  (HampuMep, KETOKOHA30Ji0M). Y MalMeHTOB, MOJyYaroluX
¢rykoHa3o:1, HaOM0AaMMCh 00OpaTUMBIE CIIydal HEJOCTATOYHOCTH KOPBI HAIIOYEUHUKOB.
Kanouoos

HccnenoBanus nokasaiy pacTyllylo pacipoCTpaHEHHOCTh MHPEKINMI, BEI3BAaHHBIX BUIaMU
Candida, otnmuunbiMu ot C. albicans. DTr BUIBI 4aCTO 001a1at0T PE3UCTEHTHOCTRIO (HAPHMED,
C. krusei u C. auris) UI1 IEMOHCTPUPYIOT MOHWKEHHYIO UyBCTBUTEIBHOCTD K (urykoHazoiny (C.
glabrata). Takue nH}peKkIUH MOTYT MOTPEOOBATH ATLTEPHATUBHOMN MPOTUBOTPUOKOBOW TEpAITUH
BciencTBue HedpdextuBHocTH sedeHus. [loaTomy chnernuanucram, Ha3HAYalOUIMM JIEUEHUE,
CIIelyeT YYHTHIBaTh PACIPOCTPAHEHHOCTh PE3MCTEHTHOCTH pa3Heix BuAoB Candida k
¢ykoHazoiy (cM. pazaen 5.1.).

I/IHd)ODMaHI/ISI IO BCIOMOTaTCJIbHBIM BCIICCTBAM

Jannslii npenapat cofaepKuT MeHee 1 MMmoub (23 Mr) HaTpus Ha 2 MI/MJI, TO €CTh, IO CYTH, HE



COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 30.08.2024 Ne 1829
(MOCNEOOBATENBHOCTL 0004)

COJICP’KUT HATPHS.

4.5. B3zauMmopeiicTBHe ¢ APYrMMH JeKAPCTBEHHbIMH MNpenapaTaMM W [Jpyrue BHABI
B3anMoO/1elicTBUSA

OMHOKpaTHOE WJIM MHOTOKpaTHOE INpuMeHeHHue (iaykoHasona B go3e 50 Mr He BIUSET Ha
MeTabonn3M GeHa3oHa (AHTUITUPUHA) TIPH UX OJTHOBPEMEHHOM ITPUMEHEHUH.

Oonospemennoe  npumenenue  (YAyKoHazona  co  CleOyIOWUMU  NPEnapamamu
npPOMUBONOKA3AHO:

Luzanpud: 1tpu OJHOBPEMCHHOM NpPHUMEHCHHH (IIyKOHA30Jla W LU3alpuja BO3MOXKHBI
HEXKEJATENbHBIC PEAaKIMK CO CTOPOHBI Ceplla, B T.4. JKEIYJOUYKOBAs TAaXHCHCTOJIMYECKAs
apuTMus TUna «nupysT™ (torsade de pointes). [Ipumenenue ¢aykonazona B go3e 200 mr pa3 B
CYyTKM W mu3anpuaa B no3e 20 mr 4 pasa B CyTKH NPHBOAMUT K BBIPAKCHHOMY YBEITHYCHHUIO
MJIa3MEHHBIX KOHIEHTpaUUi u3anpua u ysenndenuto uatepsana QT na OKI'. OgHoBpemenHoOe
NpUMEHEHHE Iu3anpuia u GpaykoHa3ola MpOTUBOIIOKA3aHO.

Tepghenadun: npu OJHOBPEMEHHOM MPHUMEHEHHH a30JIbHBIX HPOTHBOIPHOKOBBIX CpPEACTB U
TepeHaarHa BO3MOXKHO BO3HHKHOBEHHE CEPBHE3HBIX AapUTMHUH B peE3yJbTaTe YBEIWYCHHUS
untepasia QT. [1pu npumenenun ¢rykonasona B 1o3e 200 mr/cyT yBenuuenus uatepsana QT He
YCTaHOBJICHO, OJIHAKO, MPHUMEHEHHe ¢uiykoHazona B jo3ax 400 Mr/cyT W BBIIIC BBI3BIBACT
3HAYUTEIBHOE YBEIMUYCHHE KOHIEHTpamuu TepdeHaanHa B Iuia3Me KpoBH. OTHOBpEMEHHOE
npuMeHeHne ¢uykoHaszona B go3ax 400 mr/cyt u 6onee ¢ TepdeHaTuHOM IPOTUBOIOKA3AHO.
Jleuenne ¢aykoHazonoM B Jo03ax mMeHee 400 Mr/cyT B codyeTaHUHM C Tep(EeHaIMHOM CIeayeT
IPOBOJUTH O] TIATEIBHBIM KOHTPOJIEM.

Acmemu3zon: OJHOBPEMEHHOE TIpUMEHEHHE (IIyKOHA301a C aCTeMH30JIOM WIHA JIPYTHMHU
npernapaTaMi, MeTabOJIM3M KOTOPBIX OCYIIECTBIseTCs cucreMoill muroxpoma P450, moxer
COIIPOBOKIATbCS TOBBIIIEHUEM CBHIBOPOTOUHBIX KOHLEHTpalMid 3TUX cpelcTB. IloBblmieHHBIE
KOHIIEHTPALMU acTEMH30J1a B IJIa3Me KPOBH MOTYT IIPUBOANTH K y/UIMHEHHIO nHTepBaia QT u, B
HEKOTOPBIX CIIyYasiX, K Pa3BUTHIO )KETYJOYKOBON TaXUCHUCTOINIECKON apUTMHUH THITA «ITHPYIT
(torsade de pointes). OnHOBpeMeHHOE TIpUMEHEHHWE acTeMu3oyiia U  (prykoHaszoma
IPOTHBOIIOKA3aHO.

ITumo3ud: HeCMOTPS HA TO, YTO HE MPOBOAMIOCH COOTBETCTBYIOIIUX HCCIIENOBAHUHN IN VItro win
in Vivo, 0THOBpEMEHHOE MPUMEHeHHE (DITyKOHA30J1a U TUMO3HU 14 MOYKET TIPHUBOANUTH K YTHETCHHUIO
MeTaboaM3Ma MUMOo3Ku1a. B CBOIO ouepesb MOBBIIICHNE TNIA3MEHHBIX KOHIICHTPALUH MIMO3H/1a
MOXET MPHUBOAMTH K y/UIMHEHHIo HuHTepBaga QT H, B HEKOTOpPHIX cClyyasX, K pPa3BUTHIO
KENyJTOYKOBOW TaXUCHCTOJIMYECKOM apuUTMuUM Tuma «mupy T (torsade de pointes).
OpnHOBpEeMEHHOE PUMEHEHUE MMMMO3H/1a U (PITyKOHA30J1a IPOTUBOIIOKA3aHO.

Xunuoun: HeCMOTPSI Ha TO, YTO HE MIPOBOIUIOCH COOTBETCTBYIOIINX MCCIIEI0BaHUH IN VItro mimm
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in Vivo, oHOBpEMEHHOE MpUMeHEHHe (DIyKoHA30/1a u Qﬂ%ﬁﬂﬁﬁ:ﬁbﬂé%ﬁé Eﬁhﬁo'ﬁﬁﬁ K

YTHETEHUIO MeTabom3Ma XuHUAnHA. [[puMeHenne XuHUIMHA CBSA3aHO C yAJTUHECHHEM HHTEpBalia
QT u, B HEKOTOPBIX CITydasx, C Pa3BUTHUEM KEIyI0YKOBOW TaXHWCHUCTOIUYCCKONW apUTMHUH THUTIA
«mupys™ (torsade de pointes). OmHOBpeMEHHOE NPUMEHEHHE XWHUIWHA M (PIrykoHa3oja
POTHBOIIOKA3aHO.

Ipumpomuyun: OTHOBPEMEHHOE MPUMEHEHHE (IIyKOHA30JIa M SPUTPOMHIIMHA MOTCHIIUAIBEHO

MPUBOJUT K MOBBIIMICHHOMY PUCKY Pa3BUTHUSI KapAHMOTOKCHYHOCTH (yminuHeHue uatepBana QT,
torsade de pointes) M, BCIEICTBHE ATOr0, BHE3amHOM cepacuHor cMmepTH. OIHOBPEMEHHOE
npuMeHeHHne (IIyKOHA30J1a U SPUTPOMUIIMHA IPOTUBOIIOKA3aHO.

Cnedyem cobawo0amos O0CMOPONCHOCHb UNU U30e2amb 00HOBPEMEHHO20 NPUMEHEHUs C
dykonazonom:

Amuodapon: TlpuMeHEHHE aMHOJApOHA ACCOIMHPOBAIOCH ¢ ymiuHeHueMm wuHTepBana QT.
Cnenyer coOntoaTh OCTOPOKHOCTh IPU OJHOBPEMEHHOM NpPHUMEHEHUU (IyKOHA30Ma U
aMuoJapoHa, B 0COOEHHOCTH MPH MPUEMe BBICOKOH 10361 (pirykoHazoa (800 mr).

Jlembopexcanm: 0THOBPEMEHHOE PUMEHEHUE (ITyKOHA30J1a MPUBOJNUT K yBeanmueHno Cmax u

AUC nembopekcanta npuMepHo B 1,6 u 4,2 pa3a COOTBETCTBEHHO, UTO, KaK OKUAAETCS, IPUBEACT
K YBEIMYCHHIO DPHCKa IMOOOYHBIX peakiui, Takux Kak COHJMBOCTh. Clienyer wu3berath
OJTHOBPEMEHHOTO MTPUMEHEHHs (DIIyKOHa30J1a 1 JIeMOOPEKCaHTa.

Cnedyem cobnrwoams 0CmMOpPOICHOCHb U, B0IMOMNCHO, KOPPEKMUPOGAMb 003bl NpU
00H0B8PDEMEHHOM NPUMEHEHUU CeOYIOUWUX npenapamos u iykounasona:

Hpenapambl, GAUAIOWUE HA @ﬂVKOHCL?Oﬂ.'

Tuopoxnopomuazuo: MHOT'OKpPaTHOC MPHUMEHCHUC THUAPOXJIOPOTHA3HUAA OIAHOBPEMCHHO C

(1yKOHA30J10M IPUBOJIUT K YBEJIIMYEHHUIO KOHIIEHTpAIMH (IyKoHa30J1a B 1a3Me KposH Ha 40%.
O¢ddekr Takoi cTeneHH BBIPAKEHHOCTH HE TpeOyeT M3MEHEHHUs peXuMma JO3MpPOBAHUS
¢1yKoHa301a y MalMeHTOB, OTYYaloX OAHOBPEMEHHO TUYPETUKH, OTHAKO Bpauy CIeAyeT 3TO
YUUTHIBATh.

Pugpamnuyun: onHOBpeMEHHOE NIpHUMEHEHHE (IIyKoHa3ojla M pUaMIMIMHA TPUBOIAUT K

camkennio AUC Ha 25% u yMEeHBIICHHIO UTUTETFHOCTH TMepro/ia TIOTyBbIBECHHS (PIIyKOHA307a
Ha 20%. YV manueHToB, OJHOBPEMEHHO MPUHUMAIOMINX PHU(PaMIHUINH, HEOOXOIUMO YUUTHIBAThH
11E€JIECO00PA3HOCTh YBEIMUCHHUS 10361 (hITyKOHA30JIa.

Ipenapamul, na komopbwie srusem (bﬂVKOHaS’OJZ.'

DyKOHA30J ABISETCS YMEPEHHBIM HHTHOUTOpOoM n3odepmenToB 2C9 u 3A4 nmuroxpoma P450

(CYP). ®daykonazon Takke sBisercs uHruouropom mzodepmenta CYP2C19. Kpome Toro,
MOMHMO TEPEUYUCIEHHBIX aajiee 3(PQPeKToB, CYIIECTBYET PUCK MOBBILIEHUS B IJIa3ME€ KpPOBU

KOHIEHTPAallUu U JAPYTUX JIEKapCTBEHHBIX CPEICTB, MeTabonu3upyromuxcs u3ohepMeHTaMu
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CYP2C9, CYP2C19 u CYP3A4 nipu o/IHOBpeMEHHOM TipHMEHERMT & (Y KoRASOTOM B chssu

o

3THM, CIIEyeT COOJIF0/IaTh OCTOPOKHOCTH MPH OJHOBPEMEHHOM MPUMEHEHHH TEPEUHCICHHBIX
MperapaToB, a IPU HEOOXOAMMOCTH MO00HBIX KOMOMHAIIUIN MAIIMEHTHI TOJDKHBI HAXOAUTHCS 10T
THIATETFHBIM MEIUIIMHCKUM HaOmroaeHueM. CienyeT yUuTbIBaTh, YTO MHIHOUpPYOMmuUi 3P ekt
¢birykoHazona coxpaHsiercs B TeueHue 4-5 qHeil mociie OTMEHBI MpernapaTa B CBSI3U C JUIUTEIbHBIM
MEPUOJIOM TOJTYBBIBEICHHUS.

Aopoyumunuo: duyxonazon (uaruourop CYP2C19, 2C9, 3A4) yBenuuwBaJl SKCIO3UIUIO

aKTHBHOTO BemiecTBa aOpouutuHnOa Ha 155%. Ilpm omHOBpeMEHHOM MIPUMEHEHUU C
(GIIyKOHA30JI0M CKOPpPEKTUPYHUTE A03y aOpOIUTHHHOA B COOTBETCTBUU C HWHCTPYKLHUEH IO
NPUMEHEHHIO0 a0pOLUTHHUOA.

Angenmanun: orMmedaeTcs yMEHbIIEHHE KIMpPEHCAa M 00beMa paclpeleliCHHs, YBEIUYECHUE

nepuoJia TIONYBBIBECHHs aj(eHTaHWwIa. BO03MOXHO, 3TO CBS3aHO C HHTHOMPOBAHHEM
uzopepmenta CYP3A4 dunykonazonom. MoxeT noTpedoBaThCsi KOPPEKIHs 1036l aneHTaHuIIA.

Amumpunmunun, nopmpunmuaun: ysenuaenue 3¢dexra. Konnenrpanuto S-HopTpuntunnHa

/WM S-aMHTPUNITWIIMHA MOXHO HW3MEPUTh B Hadale KOMOWHUPOBAaHHOM Tepamuu C
(I1yKOHa30J10M U yepe3 Hezemto nocie Havyana. [Ipy Heo6XoauMocCTu cienyeT KOppeKTUPOBaTh
7103y aMUTPUIITHINHA/HOPTPUIITUIIMHA.

Amdomepuyun B: B nccienoBaHUSX Ha MbIIIAX (B TOM 4YMCIE, ¢ UMMYyHOcylnpeccuei) Obliu

OTMEYEHBI CIIEAYIOIINE PE3YIbTaThl: HEOONBIION aIIMTUBHBIN TPOTHBOTPHUOKOBEIH 3P deKT mpu
cucteMHod wuHpexkuuu, BbBaHHOU C. albicans, OTCYyTCTBHE€ B3aUMOJEWUCTBUA IIpU
BHyTpUYepenHoi wuH¢eknun, BbI3BaHHOW Cryptococcus neoformans wu aHTaroHmsM npu
CUCTEMHON MH(QEKLNH, BbI3BAaHHOU A. fumigatus. KnnHuyeckoe 3Hau€HUE JTAaHHBIX Pe3yJIbTaTOB

HE SICHO.

Anmukoacynanumel: Kak W Jpyrue IMPOTUBOIPUOKOBBIE CpeAcTBa (IIPOM3BOJHBIE a307a),
(i1yKOoHAa30:1, IPU OJHOBPEMEHHOM NMPUMEHEHHM C Bap(papHUHOM, MOBBIIIAET MPOTPOMOUHOBOE
Bpems (Ha 12%), B cBsI3u ¢ ueM, BO3MOXKHO pa3BUTHE KPOBOTEUEHUH (T€MaTOMbI, KPOBOTEUEHHUS
U3 HOCA U JKEIYJOYHO-KHUIIEYHOTO TpaKTa, reMaTypus, MejleHa). Y MNalleHTOB, MOJIy4arolux
AQHTUKOATYJIIHTBl KyMapMHOBOTO W HWHJAHAMOHOBOIO psifa M (IyKoHa3os, HEOOXOIUMO
HOCTOSIHHO KOHTPOJMPOBATh MPOTPOMOMHOBOE BpEMsl B MEPHOJ TEpalnuH M B TeueHUe 8 nHel
1ocjae OAHOBPEMEHHOIO MpHUMEHEeHMs. Takxke cielyeT OLICHUTh 1eIeco00pa3sHOCTh KOPPEKLIUU

JA03bI JaHHBIX aHTUKOAr'yJIsIHTOB.

A3umpomuyun: Ipyu OJHOBPEMEHHOM NMPUMEHEHUHU BHYTPb (IIyKOHA30JIa B OJIHOKPATHOU /103€
800 Mr ¢ a3UTPOMUIIMHOM B OJJHOKpaTHOH 103¢ 1200 Mr BbIpa)keHHOTO (papMaKOKMHETHYECKOTO

B3aUMOJICHCTBUS MEXIy 00OOMMH MperapaTaMy HE YCTaHOBIICHO.

10
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CYIIECTBEHHO YBEIIMYUBACT KOHIICHTPAIIUIO MUa30JlaMa ¥ IICUXOMOTOPHBIE 3 (PEKThI, TpuuemM
9TO BIMSHHE 0oJiee BBIPAKEHO IMOCie pueMa (IyKOHa30J1a BHYTPb, YeM MPH €ro NPUMEHEHUU
BHYTpHBEHHO. [Ipr HEOOXOAMMOCTH COMYTCTBYIOIICH Tepanuu OeH30/1Ma3eNuHAMU MAIlMEHTOB,
NpUHUMAIIUX  (DIyKOHA30J, cleayeT HaOMoJaTh C IENbI0 OICHKH Ie1ecO00pa3HOCTH
COOTBETCTBYIOIIIETO CHIDKCHHUS JO3bI OeH30oaMazenuHa. [Ipu OJHOBpEMEHHOM NPUMEHEHUHU
OJTHOKpATHOM J103bI TpHazonama, ¢urykoHazon ysennunBaer AUC tpuazonama mpudIN3UTENbHO
Ha 50%, Cmax Ha 20-32% wu nepuon mnonyBeiBeneHuss Ha 25-50% Onarojaps yrHETEHUIO
MeTabor3Ma TprazonaMa. MoKeT MoHaI00UThHCsI KOPPEKIHUS JT03bl TpHA30JIaMa.

Kapoamaszenun: QrnykoHa3on yrueraer Meraboim3M — kapOama3enuHa ©  [OBBIIIACT

CBIBOPOTOYHYIO KOHIIEHTpamuio kapOamazenuHa Ha 30%. HeoOXxoaumo ydYHTBIBATH PHUCK
pa3BUTHSA TOKCUYHOCTH KapOamaszernuHa. ClieyeT OIEHHTh HEOOXOAMMOCTh KOPPEKLHHU 03B
KapOaMasenuHa B 3aBUCUMOCTH OT KOHIIEHTpanuu/3ddekra.

Bbrokamopul _«meoneHHbIX) KaabUUesbvlX KAHA108: HCKOTOPBIC AHTArOHHUCTBI KaJIbIIMCBBIX

KaHAIOB (HU(EeIUINH, UCPAIUTINH, aMJIOTUIINH, BepanaMi U (Gpeao i) MeTaboIn3upyroTcs
uzopepmentom CYP3A4. ®dnykoHa3on yBeNTUYMBAET CHUCTEMHYIO SKCIIO3UIIMIO aHTarOHHCTOB
KaJbLIMEBBIX KaHAJIOB. PEKOMEHJ0BaH KOHTPOJIb Pa3BUTHUs MOOOUYHBIX 3((HEKTOB.

Hesupanun: coBMeCTHBIN pHeM (IIyKOHA30J1a M HEBUPATMHA YBEITUYNBACT IPHOIM3UTEIBHO HA
100% »sKcno3unuio HEBUpPAINMHA 10 CPABHEHHIO C KOHTPOJBHBIMH JIAHHBIMH TI0 OTICIEHOMY
OPUMEHEHHI0 HeBHMpamuHa. lM3-3a pucka TOBBIILIEHHOIO BBIIEICHUS HEBUpAllMHA NpU
COITyTCTBYIOILIEM TPHUMEHEHUHM JIEKApCTBEHHBIX IpenapaTtoB HEOOXOIUMBI  HEKOTOpbIE
IPE0CTOPOKHOCTHU U TIIATEIbHOE HAOIIOICHUE 32 TTAIMCHTaMH.

Huxnocnopun: y NanueHTOB C TPAHCIUIAHTUPOBAHHOM IOYKOH, MpUMEHEHHE (DIyKoHa30ja B

no3e 200 Mr/cyT MpUBOJMT K MEAJICHHOMY MOBBIIICHUIO KOHIIEHTPAMHU IHKIocopuHa. OTHAKO
IpH MHOTOKPAaTHOM HpuMeHeHHH (urykoHazona B jo3e 100 Mr/cyT M3MeHEHHs KOHIICHTPAIMU
[UKJIOCIIOPHHA Yy PELUUINHEHTOB KOCTHOTO MO3ra He Habmoaanoch. IIpu OJHOBPEMEHHOM
MMPUMCHCHUHA (1)J'IYKOHa3OJ'Ia U TUKJIOCTIOpHHA PEKOMECHAYCTCA KOHTPOJIUPOBATH KOHILCHTPAIIHUIO
LMKJIOCTIOPHHA B KPOBH.

Deeponumyc: X0Ts JaHHOE B3aMMOJICHCTBUE He OBLIO U3y4YeHO iN ViVO win in Vitro, gpuykoHasosn

MOXKCECT IMOBBIIIATh KOHICHTPAIMX 3BEPOJIMMYCa B IIa3ME KPOBU IIYTEM I/IHFI/I6I/IpOBaHI/I${

CYP3A4.

Huxnogocpamud: npu OJHOBPEMEHHOM NpPUMEHEHUH IHKIopochamuna M (iaykoHazona
OTMEYaeTCsl YBEIMYEHHE CHIBOPOTOYHBIX KOHIIEHTpauui OunnpyOuHa M KpeatuHuHa. [laHHas
KOMOMHAIMs JOMyCTUMa C Y4YeTOM pHCKa YBEIMUYEHHUS KOHIIEHTpalui OumupyOuHa U

KpEaTHHHHA.
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Feblibkite-deashifiion

T )
Denmanun: NMeeTcss cooOlIeHrue 00 OIHOM J'IeTaJ'IB'l-Q)M “U ;'(1—*:[:'-

OJTHOBPEMEHHBIM IpUMeHeHHeM (peHTaHmIa u ¢uykoHaszona. Ilpeamnonaraercs, 4To HapyIIEHUS
CBSI3aHBl C WHTOKCUKalued QeHTaHwaoM. Bbputo moka3zaHo, 4TO (UIyKOHA30JI 3HAYUTEIHHO
yATUHSET BpeMs BbiBeaeHUs (pentanmna. CieayeT yUUThIBaTh, YTO MOBBIIIEHUE KOHLIEHTPALUU
dbenTaHmIa MOXKET MPUBECTH K YTHETCHHIO JIbIXaTEIbHON (QYHKITUH.

Tanogpanmpun: (HaykoHa301 MOXKET yBEIMUYMBATH KOHICHTPAILMIO rajoaHTpUHA B ILIa3Me

KpPOBH B cBsi3U ¢ HHruouposanuem nzopepmenta CYP3A4. Bo3M0oXHO pa3BUTHE KEITy10YKOBOU
TaxXUCUCTOJIMYECKOW apUTMUU TUIA «mupys™ (torsade de pointes) mpu OAHOBPEMEHHOM
NPUMEHEHHH KakK ¢ (UIYKOHA30JI0M, TaK U C APYTUMH HPOTHBOTPHUOKOBBIMHU IperapaTaMu
a30JI0BOT'O psi/a, TO3TOMY COBMECTHOE UX MMPUMEHEHHE HE PEKOMEHIYETCS.

Huzuoumopvr  I'MI-KoA-pedykmaszovl: Tpu OJHOBPEMEHHOM TMpPUMEHEHHH (IyKOHA30/1a C

unruoutopamu ['MI'-KoA-penykrassl, MetabonusupyeMmbivmu uzopepmentom CYP3A4 (Takumu
KaK, aTOpBacCTaTUH M cuMBacTaThH) wiu uzodepmentom CYP2D6 (takumu kak, ¢iryBacTaTHH
(CHIDKEHHE MTeYEHOYHOT0 MeTaboM3Ma CTaTUHOB)), PUCK PA3BUTHUSI MUONIATUU U pabIoMuOIM3a
yBEJIMYUBAETCs (B 3aBUCUMOCTH OT J103bl). B ciiyyae HeoOX0quMOCTH OJJHOBPEMEHHOU Tepanuu
yKa3aHHBIMH TpenaparaMu, clieAyeT HaOaoJaTh MAalUEeHTOB C LIEJbI0 BBISIBICHUS CHMIITOMOB
Muonatuu u padgomuonusza. Heo0xoaumMo KOHTpOIUPOBATh KOHIEHTPALMIO KPEAaTUHUHKUHA3HI.
B ciayuyae 3HaAuMTENbHOrO YBENWYEHMsS] KOHLEHTPALUMWU KPEAaTMHWHKMHA3bl WIH  €ClU
JUArHOCTUPYETCSl WIM HMMEETCs IOJO03pEHHME Ha pa3BUTHE MMOIATHM WIM pabaoMHUOIIN3A,
tepanuio unruouropamu ['MI-KoA-penykrasbl cinemyeT mnpekpatutb. MoryT morpeboBaThes
Oonee Hu3kue A036l UHTHOMTOpOB ['MI-KOA-pemykTasbl, Kak yKa3aHO B HHCTPYKIMU TIO
MEAMIIMHCKOMY MPUMEHEHHUIO CTaTUHOB.

Hopymunuo: ymepennnsie uHruoOutopel uzopepmenta CYP3A4, Ttakme kak QIIyKoHa301,
YBEJIMYUBAIOT KOHIEHTPAIMI0 MOPYTHHHOA B IJIa3Me€ M MOTYT TOBBIIIATh PUCK TOKCHYHOCTH.
Ecnu npuMeHeHus nmpenapatoB B KOMOMHAIIMK HE yJaeTcs n3bexarb, HEOOXOJUMO YMEHBIIUTh
03y MOpyTHHNOA, KaK YKa3aHO B MHCTPYKLMHU 110 MEJUIIMHCKOMY NPUMEHEHHUIO HOpyTHHHOA, 1
o0ecneuynTh THIATEIbHOE KIMHUYECKOE HA0II0IEHHE.

Heaxacpmop (omoenvno uiu 8 couemaHuu _C_npenapamamu_mozo dice_mepanesmuuecKkozo

Kaacca): OJHOBPEMEHHOE MPUMEHEHHEe ¢ MBakaTOpoM, IOTEHLUATOPOM pETYJSATOpa
TpaHcMeMOpaHHOM mpoBoauMOcTH npu MykoBucuuaoze (CFTR), mnoBblmaso ypoBeHb
BO3JIeiicTBUs MBakadropa B 3 pa3a, a ypoBeHb BO3/IeiCTBIS TUpoKkcumeTmi-uBakadropa (M1) - B
1,9 paza. Heo6xonumo CHU3UTH 7103y UBaka(Topa (OTIEIbHO WM B KOMOMHAIINN), KaK yKa3aHO B
MHCTPYKILHHU M0 METUIIMHCKOMY IPUMEHEHHI0 nBaKapTopa (OTAeTbHO WK B KOMOMHALINN).

Jlo3apman: GykoHA30JI YTHETaeT METa0O0JIM3M JI03apTaHa JIo ero akTuBHOTO Metadonuta (E-31

74), KOTOpBIM OTBEYaeT 3a OOJBIIYI0 YacTh OS(PPEKTOB, CBA3AHHBIX C aHTAarOHU3MOM
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anruotensuH-11 perientopos. Heo0xoaum perysispHblii Kbl hols b tepramsoro masfetm:

Jlypasudon: ymepennbie nHruoutopsl nzopepmenra CYP3A4, Takue kak (IyKoHA30JI, MOTYT
YBEJIMYMBATh KOHIICHTPAIIMIO Jypa3uioHa B Iula3Me. Eciam mnpuMeHeHWs TpernaparoB B
KOMOWHAIIMK HE yJaaeTcsi n30exarb, HEOOXOMMO YMEHBIIUTD 03y JIypa3HI0Ha, KaK yKa3aHO B
WHCTPYKIIMHU TI0 METUITHHCKOMY TPUMEHEHHIO JTYPa3HIOHA.

Memadon: $HaykoHa307 MOXKET YBEIHMYMBATH IUIA3MEHHYIO KOHIIEHTPALUIO MeTajioHa. MoxeT
MOHATIOOUTHCS KOPPEKIIUS J03bI METAIOHA.

Hecmepouonvie npomueosocnarumenwvnuvie npenapamot  (HIIBII): Cnax u AUC

¢bypobunpodena yBenmuubaroTcs Ha 23% u 81%, coorBeTcTBeHHO. AHATOTHYHO Cmax 1 AUC
(dapMaKoJIOTHYECKH aKTUBHOTO u3omepa [S-(+)-ubymnpoden]| mossimanuch Ha 15% u 82%,
COOTBETCTBEHHO TIpH OJHOBPEMECHHOM TMPUMEHEHHH (IyKOHA30da C  PpaleMUYeCKUM
udymnpodenom (400 mr).

Llenexoxcud: pu OJHOBPEMEHHOM NpUMeHeHHH ¢urykoHazona B 1o3e 200 Mr/cyT u nenekokcuda
B 1103¢ 200 Mr Cmax 1 AUC nenexokcuba yBennuuBarorcs Ha 68% u 134% coorBercTBeHHO. B
JTAHHOW KOMOWHAIIMU BO3MOYKHO CHHYKEHME O3Bl [[EJIEKOKCU0a BIBOE.

HecmoTps Ha OTCyTCTBHE LIelI€HANPABICHHBIX UCCIEIOBAHUM (DITYKOHA301 MOXKET YBEJIUYHBATh
cuctemHyto oskcnosuiio napyrux HIIBII, merabonmsupyembix wuzodepmentom CYP2C9
(HampuMep, HAMPOKCEH, JIOPHOKCHUKAM, MEJOKCHKaM, ukiIodeHak). Moxer MmoHago0UThCs
koppekuusa no3e1 HIIBII.

[Tpu ognoBpemenHom npumeHenun HIIBII u ¢gmykonazona nanueHTsl JOHKHBI HAXOAUTHCS O
TIIATETFHBIM MEAMIIMHCKUM HaOJIOJICHUEM C IENbI0 BBISBICHUS U KOHTPOIS HEKeIaTeNbHBIX
SIBJICHUW U MPOSABJIEHUSA TOKCUYHOCTH, cBa3aHHbIX ¢ HIIBII.

Onanapu6: ymepennbie wuHTHOUTOPHI uU30pepmenta CYP3A4, Ttakme kak (iykoHason,
MOBBIIIAIOT KOHIIEHTPALMIO oyianapuba B miuasMe KpoBH. VX oIHOBpeMEHHOE MPUMEHEHHE HE
peKoMeH10BaHO. Ecian HEeBO3MOXXHO M30€KaTh OJHOBPEMEHHOTO MPUMEHEHHS, HEOOXOIMMO
COKpaTHUTh A03y onamapuba g0 200 Mr 1Ba paza B CyTKH.

IlepopanvHuble KoHmpauenmugol: opu OJHOBPCMCHHOM IMPUMCHCHUHN KOM6I/IHI/IpOBaHHOFO

MEepOpaTLHOTO KOHTpAleNTHBa ¢ (hIykoHa3oJoM B 03¢ S0 MI CYIIECTBEHHOTO BIIMSHUSA Ha
YPOBEHb TOPMOHOB HE YCTAaHOBJIEHO, TOrJa KakK IpU €XeIHEBHOM mpuMeHeHun 200 wmr
dbaykonazona AUC sTUHWIACTpaanoia U JeBoHOprecTpena yBennuuBaoTces Ha 40 % u 24 %
COOTBETCTBEHHO, a mnpu mnpumeHeHuun 300 mr ¢Qaykonasona oguH pa3 B Heaemo AUC
STUHWIACTPAIMOJIA U HOPITUHApPOHA Bo3pacTatoT Ha 24% wu 13% coorBercTBeHHO. Takum
00pa3oM, MHOTOKpaTHOE TpUMEHeHHe (hITyKOHA30a B YKa3aHHBIX J103aX BPAJ JIM MOKET OKa3aTh
BIMsIHUE HA 9()PEKTUBHOCTH KOMOMHHPOBAHHOTO MTEPOPATHLHOTO TPOTHBO3a4aTOYHOTO CPEJICTRA.

@Denumoun: 0OTHOBPEMEHHOE MpUMeHeHHe (ITyKOHAa30/1a U (PEHUTOMHA MOKET CONPOBOXKIAATHCS
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KJIIMHWUYECKH 3HAYUMBIM TOBBIIICHHEM KOHIICHITPAIIIT '&%ﬁl@é& EB‘E%E' ':rlt'eJﬁéﬁlx';ﬁécTH

OJTHOBPEMEHHOTO TMpPHUMEHEHHsI 000X IpernapaTroB CleayeT KOHTPOJIUPOBATH KOHIIEHTPAIIUIO
(eHUTOMHA M COOTBETCTBYIOIIUM 00pa3oM CKOPPEKTHUPOBATh €ro J03y € LEbl0 oOecreueHus
TEpaneBTUYECKOI KOHIIEHTPAIIH B CHIBOPOTKE KPOBHU.

Ilpednuszon: nmeetcsi cooOLICHHE O PA3BUTUU OCTPON HETOCTATOYHOCTH KOPBI HAAMOYEUHHUKOB Y
NalyeHTa Iocie TPAHCIUIAHTAMK TedyeHH Ha (oHe oTMeHbl mpuema (aykoHa3oja IMocie
TPEXMECSAYHOTO Kypca Tepanuu. lIpeanonoxuTensHo, MpeKpalieHue Tepanuu (GpryKoHa30JI0M
BBI3BAJIO TOBBINMICHHE aKTUBHOCTH u3odepmeHta CYP3A4, 4To IpHUBENO K YBEIUYECHHOMY
MeTabonIu3My MpeIHU30Ha.

[TanmenTsl, moMydYaroUie KOMOWHUPOBAHHYIO TEPaNUi0 MNPEIHU30HOM U (PIyKOHA30JIOM,
JOJDKHBI HAXOJUTHCS TOJ TIIATEIbHBIM MEIUIIMHCKUM HaONIOJCHHEM IPH OTMEHE IMpHeMa
¢1yKoHa30I1a C eNIbI0 OI[EHKU COCTOSTHUS KOPbI HAJIIOYEYHUKOB.

Pugadymun: ogHoBpeMeHHOE MpUMeHeHue (raykoHazona M pudadyTHHA MOKET MPHUBECTH K
MOBBILICHUIO CBIBOPOTOYHBIX KOHLEHTpauui mnocienHero a0 80%. Ilpu oxHOBpemMeHHOM
npuMeHeHnn (uIyKoHa3oa 1 pudadyTHHa OMMCaHbI cIy4yan yBeuTa. [laimeHToB, 0THOBPEMEHHO
nonydaronux pupadyTud u GpryKoHa30l, HEOOXOIUMO TIATENbHO HAOIIOAATh.

Cakeunasup: AUC nobimaetcs npubau3utenbHo Ha 50%, Cmax Ha 55%, KIMpeHc cakBUHABHpPa
yMeHblIaercst npuOan3uTesbHo Ha 50% B cBsI3U ¢ MHIMOMPOBAHUEM [TE€YEHOYHOIO0 METa00IM3Ma
mzopepmenra CYP3A4 wu wunHrubupoBanmem P-rioukomnporenmHa. MokeT MOHaI00UTHCS
KOPPEKILHUS 03l CAKBUHABUPA.

Cuponumyc: TIOBBILIEHNE KOHIIEHTPALUU CUPOJIUMYyCa B IUIa3Me KPOBH, MPEANOJIOKUTENBHO B
CBSI3M C MHTHOMPOBAaHHEM MeTa0oM3Ma cupouMyca yepe3 yraerenue m3opepmenta CYP3A4 u
P-rmukonporenna. JlanHas KOMOMHAIIMS MOXKET PUMEHSTHCS C COOTBETCTBYIOIICH KOppEKIUEH
JI03bI CUPOJIMMYCa B 3aBUCUMOCTH OT 3(h(heKTa/KOHLIEHTPALIUH.

Ilpenapamul cynvhonunmouesunsvi: GrykoHazoll, Ipyu OAHOBPEMEHHOM PUMEHEHUH, TPUBOAUT

K YBEJIMYEHUIO NEpUOJa TONYBBIBEACHHUS NEPOPATBHBIX MPEenapaToB CyJIb()OHUIMOUYEBUHBI
(xnopnponamuia, riauOeHKIaMuAa, TauUnu3uga W TonlOyramuna). IlamueHTam ¢ caxapHbIM
nMabeToM MOXHO Ha3HauaThb COBMECTHOE IpUMEHEHHe (IyKkoHa3zola M IMEepOopabHBIX
IpenapaToB CyJIb(OHUIMOUYEBUHBI, HO MPU ATOM CIIEAYET YUYUTHIBATH BO3MOXXHOCTb Pa3BUTHUS
TUIOTJIMKEMHUH, KPOME TOro, HEOOXOAMM pEeryJspHbI KOHTPOJIb TJIFOKO3bI KPOBH U, MpHU
HEO00XO0JUMOCTH, KOPPEKIUS A03bI PENapaToB CyIb(HOHUIMOUYEBUHBI.

Takpoaumyc: OTHOBPEMEHHOE NIPUMEHEHUE (ITYKOHA30J1a U TaKpOJIUMyca (BHYTPb) IPUBOAUT K
MOBBIIIEHUIO CHIBOPOTOYHBIX KOHIEHTpAalUM{ MOCIEeIHEro B 5 pa3 3a cueT MHTHOMPOBAHUS
MeTabonu3Ma TaKpoJUMyca, MPOUCXOMAIIETO B KHIIEYHHKE MOCPEACTBOM H30(pepMeHTa

CYP3A4. 3HaunTenbHBIX HM3MEHEHWH (HapMaKOKWHETHKH TIpernapaToB HE OTMEUEHO TIpHu
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NPUMEHEHUU TaKpoJluMyca BHYTpUBEHHO. OmHCaHbI ch@%ﬁmg(&tb{gﬂlﬁ@&h

JMY OTUETY

OJTHOBPEMEHHO TNPUHUMAIOUIMX TAaKPOJIUMYC BHYTPh M (PIYKOHA30J, CIEAyeT TIIATeIbHO
HaOmromate. Jlo3y TakpoimMmyca cCiedyeT KOPPEeKTHPOBaTh B 3aBUCHMOCTH OT CTETEHHU
MOBBILICHUS €r0 KOHLIEHTPALUU B KPOBH.

Teodhuniun: Ipyu OJTHOBPEMEHHOM NMPUMEHEHHH ¢ (IyKoHa3osioM B g03e 200 Mr B TeueHue 14
THEH CcpemHsisi CKOpPOCTh IUIA3MEHHOTO KiHMpeHca TeodwumHa cHikaercs Ha 18%. Ilpu
Ha3HaueHUH (IIyKOHA30JIa MAIeHTaM, NMPUHUMAIOUIMM TEO(QHUIMH B BBICOKHX J03aX, MU
MalMEHTaM C MOBBIIIEHHBIM PUCKOM Pa3BUTHS TOKCHYECKOIO AEWCTBUSA TeOoDUIUIMHA, CIEAyeT
HAOJII0/IaTh 3a MOSIBJICHHUEM CHMIITOMOB IMEPEI03UPOBKH TEOPHIIMHA U, TPU HEOOXOJUMOCTH,
CKOPPEKTUPOBATH TEPAINUIO COOTBETCTBYIOIIUM 00pa3oM.

Togauumunué: Bo3aeiictsue TopaunTHHUOA yBETUIUBACTCS IPU €T0 COBMECTHOM NPHUMEHEHUH
C ImpenaparamMu, KOTOPbIE SBIISIOTCS OTHOBPEMEHHO YMEPEHHBIMU HHTHOUTOpaMU N30(EPMEHTOB
CYP3A4 u CYP2C19 (nanpumep, dpaykonazomn). Bo3amMoxkHO, MOKET MOHATOOUTHCS KOPPEKIIHS
JI03BI TOQAIIUTHHHOA.

Tonsanman: Bo3aeiicTBue TonBanTaHa 3HaunTenbHO yBenuunBaeTcs (AUC Ha 200%, Cmax Ha
80%) npu coBMECTHOM NpUMEHeHUW TojiBanTana, cyoctpara CYP3A4, u dQuykonasona,
ymepenHnoro unruouropa CYP3A4. [Ipu 5ToM cyliecTByeT pUCK 3HAYUTEIHLHOTO YBEIHUEHUS
YacTOTHI Pa3BUTHS HEXKEIATENbHBIX SBICHUH, B YaCTHOCTH, TAKHX KaK IOBBIIICHHBIA AUYpE3,
JeTUApaTals U OCTpasi MoYedHasi HeI0CTaTOUYHOCTh. [Ipr oqHOBpEMEHHOM MTPUMEHEHHH TaHHBIX
MpernapaToB CJlelyeT YMEHBIIUTh J03y TOJIBAllTaHA ¥ BHUMATEIbHO HAOJIO/IAaTh 32 COCTOSTHUEM
MaueHTa.

Ankanoud _Oapeunka: HECMOTPS Ha OTCYTCTBHUE LIEJICHANpPABICHHBIX MCCIIEI0BaHUMH,

npeJrnoiaraeTcs, YTo (QUIyKoOHa30J MOXKET YBEIMYMBATh KOHILIEHTPALMIO aJIKaJIOMI0B OapBHHKA
(HampuMep, BUHKPUCTHHA M BUHOJACTHHA) B IUIa3Me€ KPOBHM U, TAaKUM 00pa3oM, MPUBOJIUTH K
HEMPOTOKCUYHOCTH, UTO, BO3MOXKHO, MOJKET OBITh CBSA3aHO ¢ yrHeTeHueM uzodepmenta CYP3A4.
Bumamun_A: umeercst cooOIeHne 00 OJTHOM Cilydae pa3BUTHS HEKEIATEIbHBIX PEAKIUN CO
CTOpOHBI IeHTpanbHONH HepBHOM cuctembl (LIHC) B Buae mnceBmoomyxoiu wosra mpu
OJTHOBPEMEHHOM MPUMEHEHUH TOJTHOCTHIO TPAHCPETUHOEBOM KHCIIOTHI U (PIIyKOHA30J1a, KOTOPBIE
MCUE3JIM TI0CiIe OTMEHBI (uryKoHa3o:a. [IpuMeHneHue 1aHHOH KOMOMHAIIMY BO3MOXKHO, HO CIIEyeT
MMOMHHTH O BO3MOKHOCTH BO3HUKHOBEHUS HEKEJIaTeNbHBIX peakiuii co ctoponsl [THC.

Bopukonazon (unzuoumop uzogpepmenmos CYP2C9, CYP2C19 u CYP3A44): onHOBpeMEHHOE

npruMeHeHne BoprkoHasona (rmo 400 mr 2 pa3a B CyTKH B IepBbIii JIeHb, 3aTeM 1o 200 Mr s1Ba paza
B CYTKHU B TeueHue 2,5 nHeit) u iaykonaszona (400 mr B nepBblii ieHb, 3aTeM 1o 200 Mr B CyTKH B
TedeHue 4 JHeil) y 8 370pOBBIX HCHBITYEMBIX MYXKCKOTO TOja TIPUBENIO K YBEIHUYEHHUIO

KoHIeHTpanuu Cmax 1 AUC BoprkoHazona Ha 57% u 79%, cooTBeTcTBEHHO. bBlo mokazaHo, 4To
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JTaHHBIA 3((EKT coxpaHseTcss IpU YMEHBIIEHUU O3Bl 'IDPI’JTHWHLE]’_HG% E[Jﬂa“rﬂgc’rﬂ rrdi»ieMa

'H-' OTYETY

moboro w3 mpemapatoB. OTHOBpEMEHHOE NPUMEHEHUE BOPUKOHA30J7a WM (IYKOHA30JIa HE
PEKOMEHTyETCS.

3u0o8youn: ipu OJHOBPEMEHHOM MPUMEHEHUH ¢ (IIyKOHA30J0M OTMeYaeTcs NOBBIIEHHE Crax U
AUC 3unoBynuna Ha 84% u 74%, cootBeTcTBeHHO. [laHHBINA 3deKT, BeposaTHO, 00yCIOBICH
CHI)KCHHEM MeTaboyM3Ma IMOCIIETHEro 10 ero TJIaBHOTo merabonuta. [lo u mocie Tepamuu ¢
npuMeHeHneM (aykonazona B o3¢ 200 mr/cyt B Teuenue 15 nueit 6onpabpM CIINIom 1 ARC
(xommuiekc, cesazannbiii co CITM/{om) ycTanoBieHo 3HauuTenbHoe yBenmunuenne AUC 3upoByiuHa
(20%). 3a mamueHTaMH, MOJYYarOIIMMH TaKyl KOMOWHAIMIO, CICAyeT HaOII0JaTh C LENbIO
BBISIBJIICHHSI TOOOYHBIX () (PEKTOB 3UI0BYIMHA.

HccnenoBanusi B3aUMOACUCTBUS MEPOPATBHBIX (opM (IyKOHA301a MPU €r0 OJTHOBPEMEHHOM

Mpueme C MMUIIEH, MUMETUINHOM, aHTAlIMJAMHU, a TAK)Ke I10CJIE€ TOTAaJbHOI0 O6HV‘I€HI/IH TCJIa AJI1d

OOATrOTOBKH K HNEPECAAKC KOCTHOIoO MO3ra IIOKasajan, 4YTO OJOTH Q)aKTOpLI HC OKa3bIBarOT

KIMHHUYCCKH 3HAYUMOI'O BIIMAHHA HA BCACBIBAHUC q)HYKOHZBOJIa.

Hepe‘-II/ICJIGHHI)IG B38,HMOI[€I>1CTBI/I$I YCTAHOBJICHLI IPU MHOTOKPATHOM ITPUMCHCHHU U (1)JIYKOHa3OJIa;
BSaHMOHCﬁCTBHH C JICKAPCTBCHHBIMHU CpPCACTBAMU B PE3YJIbTATC OAHOKPATHOTO IIpUcMa
q)HYKOHaBOHa HC N3BCCTHBI.

Bpaan CJICOAYCT YUUTBLIBATH, YTO BSaI/IMOIIGfICTBHG C ApYyrumMu JICKAapCTBCHHBIMH CPCACTBAMU

CIICHUAJIBHO HE U3Yy4aJl0OCh, HO OHO BO3MOKHO.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTh U JIAKTALUS

bepemeHHOCTD

AJIEKBaTHBIX M KOHTPOJUPYEMBIX HCCIIEIOBAaHUM TpUMEHEHHUs (IyKoHa3oia y OepeMEeHHBIX
JKEHIITUH HE TIPOBOIUIOCH.

Bo Bpems OepemeHHOCTH mpuMeHeHUs ¢IIyKoHa3ola cienyeT Hu30eraTh, 3a HCKIIOUYEHHEM
CIy4aeB TSDKENBIX M TOTEHIMAIbHO YrPOXKAOMIMX KU3HU TPUOKOBBIX HHGEKIUH, KOoraa
O’KHJaemasl 1oJb3a JICUEHHs 711 MaTepy MPEBbIIAeT BO3MOXKHBIM PUCK AJIs TUIOAA.

Heo6xomumo paccMoTpetrh 3(pPeKTUBHBIE METOABl KOHTPALEHIMH Y >KEHIIUH JAETOPOJIHOTO
BO3pacTa B T€YEHHE BCETO MEPHOa JICUEHUS U MPUOIN3UTEIHHO B TeUeHHE HeNleHt (5-6 mepruoaoB
MOJIYBBIBEJICHNUS ) TTOCJIE€ IPUHATHUS ITOCIEAHEN 103l IIpenapara.

CooOmranocs 0 ciiydasX CaMONpPOM3BOJIBHOTO abOpTa M Pa3BUTHUS BPOXKJIEHHBIX aHOMAIUN y
MJIQJICHIIEB, YbH MaTepu Mojydanu (iaykoHa3os B go3e 150 Mr ogHOKpAaTHO WM MOBTOPHO B
HEPBOM TpUMECTpe OEpeMEHHOCTH.

Ornucanbl c1ydyad MHOKECTBEHHBIX BPOXKICHHBIX MOPOKOB Y HOBOPOXKICHHBIX, MATEPU KOTOPBIX
Ha MPOTSHKEHUH OOJbllled YacTH WIM BCEro IEpBOr0 TPUMECTpa MOJIydYald Tepanuio

drykonazonom B BbicOKO# m03¢ (400-800 mr/cyT). Beuim oTMEYeHBI CeayrOIIne HapPYIICHUS
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pazBuTHs. Opaxunedanusi, HapyIICHHUE pPa3BUTHSI Hﬁhéﬁﬂﬁ*ﬁﬁr EE@E‘&Q‘; Tﬁéby'ffjféﬁne

(dbopMHpOBaHHUs CBOJA Yeperia, BOIYBS MACTh, HCKPUBJICHNE OCIPEHHBIX KOCTEH, UCTOHUYEHHE U
yIJIHHEHUE pedep, apTPOrpHUIIO3 U BPOXKICHHBIE TOPOKH Cep/ia.

Jlakranus

@®ykoHa30J1 00HAPYKUBAETCS B TPYJTHOM MOJIOKE B KOHLIEHTPALUAX, OJU3KHUX K IIa3MEHHBIM.
[lepuon modyBbIBEAEHMs Mpenapara U3 IPyAHOIO MOJIOKA NPUOIM3UTENBHO PAaBEH NEPUOAY
nosyBeIBeIeHUsT U3 T1asMbl — 30 gacos. Ilpennmonaraemasi g03a ¢urykoHa30J1a, MOTIIOMAeMas
MJIaJIEHIEM (C YYETOM TOT0, YTO CPeAHee KOJIMYECTBO MOTpeOssieMoro Mojioka coctanisier 150
MJI/KT €KEIHEBHO), M paccuMTaHHas B COOTBETCTBHH CO CpeIHEH MHKOBOW KOHIEHTpaluen
npermapara B TpyJAHOM MoOJIOKe, coctaBisieT 0,39 MI/Kr B IeHb, 4TO puOIn3uTeibHO paBHO 40%
PEKOMEH/IOBAaHHOM HEOHATaNbHOM 103bl (i geredt wmuaame 2 Hexmens) wumn 13%
PEKOMEHI0BAaHHOM JT03bI I MJIQ/ICHIIEB MIPH JICYCHUN KaHIU103a CIIU3UCTBIX.

Kopwmiienue rpyibto MOKHO TPOAOKUTH MOCIIE IpreMa OJIHOKPaTHOM 103kl urykoHazona B 150
mr. He pekoMeHyeTcsi KOpMUTh TPyJIbIO TIOCIE€ MHOTOKPATHOTO MpHeMa WM MpHUeMa BBICOKOM
11036l QurykoHa3oua. [Ipu npuHATHY peleHus 0 Ha3HaueHuu npenapara GiaykoHa3on-OaBaHca HA
¢dboHEe TpPyIHOrO BCKapMIIMBaHUS CIEAyeT NMPUHUMATh BO BHHMAaHHE CleAyomue (akTOphI:
MOJIb3Y TPYAHOTO BCKApMIIMBAHHS JJsi 3I0pPOBbS W Pa3BUTUS MJAJIEHIIa COBMECTHO C
KJIMHUYECKHUMH TIOKa3aHUSMHU U151 Ha3HaYeHUs pernapara OiykoHa301-DABaHC U BOZMOKHOCTh
pa3BUTHS JIOOBIX TOTCHUUAIBHBIX IMOOO0YHBIX A((EeKTOB y MIaJeHIa WIA BIUSHHUE

COHYTCTBYIOH_[Cﬁ IIaTOJIOr'MKU MAaTCPU Ha 310POBLC MJIAACHIIA.

4.7. BausiHue Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMM CPeACTBAMHM M padoTaTth ¢
MeXaHM3MaMH

[Tpu npumMeHeHnu npenapaTa HEOOX0IMMO YUUTHIBaTh BO3MOKHOCTb Pa3BUTHS IOJIOBOKPYKEHUS
U CyIopor. DTO MOXET OKa3aTb BIIMSHHE Ha CHOCOOHOCTh YIPABIATh TPAHCIOPTHBIMU

cpeacTBaMu U pa60Ty C MCXaHU3MaMH.

4.8. HexkesaTelbHbIe peakiuu

Pesrome nmpoduias 0e30macHOCTH

Coo001manoch o cirydasx JEeKapCTBEHHOH peakIuy ¢ J03MHOPUINCH U CUCTEMHBIMU CHMIITTOMaMHU
(DRESS-cunapom) B cBsi3H ¢ JieueHUeM (BaykoHa300M (cM. pasaen 4.4.).

TabanuHoe pE3I0OME HEXKENATSIILHBIX PeaKIINH

[To nanusiM BeemupHoit opranuzanuu 3apaBooxpanenus (BO3), yactora mo6ouHbIX 3 pexToB
pacripeniesisieTcst ciaenyoImuM oopazoM: odeHb yacto (=1/10), vacro (=1/100, no <1/10), HewacTo
(>1/1 000, HO <1/100), peaxo (=1/10 000, o <1/1 000), ouenp penko (<1/10 000), gacroTta

HEU3BECTHA (HO HMCIOIUMCA JaHHBIM YCTAHOBUTH YaCTOTY BO3HHKHOBCHHUSA HE NPCACTABIACTCA
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BO3MOYKHBIM).

COOTBETCTEBYET ZKCNEPTHC
ot 30.08.2024 N2 1

(MOCNEODBATENBHC

JCTE 0004)

B KIMHUYECKUX U TOCTMAPKETUHTOBBIX (*) HccneoBaHusAX QIIyKOHA30J1a OTMEYAIH CIICTYIOIIHE

1100OYHbIE peaKLUu:

Taouauna 2. HexkesaTeibHble peakuuu

Hescenamenwvhoie peakuuu

Yacmoma

Hapymenus co
CTOPOHBI KPOBH M

JlelikoneHusi, BKJItO4asi HEUTPOIECHUIO
U arpa”yJoluTO3, TPOMOOIUTOIICHUS,

Peoxko
(=1/10 000, no <1/1 000)

JumdaTudeckoi aHeMus

CHCTEeMBbI™

Hapymenusi co | Anadmtakcus (BKITROUAs

CTOPOHBI UMMYHHOI | aHTHOHEBPOTHUYCCKHUI OTEK) Yacmoma neuzsecmna
CHCTEeMBI™*

Hapymenus IloBbI1IEHHE KOHIIEHTpaLUU Peoxo
MeTadoJM3Ma M | XOJeCTepUHAa W TpUTIIUUEpuaoB B | (=1/10 000, no <I1/1 000)
NUTAHUA™ 1J1a3M€ KPOBH, TUTIOKAJTUEMUS

CHMKEHHUE allleTuTa

Yacmoma Heuzeecmua

Hapyumenus co
CTOPOHBI HEPBHOI
CHCTEMBI

["onoBHas 6011b Yacmo
(>1/100, no 1/10)

['onoBokpykeHue*, cynoporu®, Heuacmo

U3MEHEeHHe  BKyca*,  mapectesus, (=1/1000, no <1/100)

0ecCOHHMIIA, COHIIUBOCTh

Tpemop Peoko

(=1/10 000, no <1/1 000)

Hapyumenus co
CTOPOHBI cepama™

VYBemnuenne uaTepBata QT ma OKT,
apuTMus, KEITy0YKOBas
TAXUCUCTONMYECKAsT THIA «IIHPYIT»
(cm. pasznen 4.4.)

Peoxko
(=1/10 000, no <1/1 000)

Kenyno4Ho-KuIIeYHbIE
HapyLUeHUS

Bone B jkHMBOTE, Iuapes, TOUIHOTA,
pBoTta*

Yacmo
(>1/100, no <1/10)

MeteopusMm, aucnencus®, CcyxocTb
CJIM3UCTOW OOOJIOYKM TOJIOCTH pTa Heuacmo
PT: | >1/1000, no <1/100)
3arop
Hapymenus co IToBbI1IEHNE CBIBOPOTOYHOU
CTOPOHBI NIeYeHH U AKTUBHOCTH aMHHOTpaHcdepas

Yacmo

7KeJTYeBBIBOJSIIIINX (amanunamuHOTpancdepassl (AJIT) u (=1/100, no <1/10)
nyrei acnaptatamuHoTpanchepaszsr (ACT)), - ’
11e7049HOH (ocdaTassl
Xonecras, JKeATyxa®, TOBBIIIEHUE Heuacmo
KOHIIEHTpaluy OuinpyouHa (=1/1000, no <1/100)
['enaToTOKCHYHOCTh, B HEKOTOPBIX
cillydasiXx C JIETQIbHBIM HCXOJ/OM,
HapymieHue — QYyHKOUM  [eYeHH™, Peoxo
renaTuT®, remaToneIUTosIpHbIil | (=1/10 000, no <1/1 000)
HEKpO3*, renaToIeIITIONIPHOE
MOBPEXKICHHE
Yacmo
Hapymenus co Crinb (=1/100, no <1/10)
CTOPOHBI KOKH U > ’
. KooxHbrit 3yA, KpanuBHUIIA,
TOMROMHBIX Trateu TIOBBIIIIEHHOE MIOTOOT/ICJICHUE, Heuacmo
JIEKAPCTBEHHAsi  Chillb  (BKJIIOYAs (21/1000, no <1/100)
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CTOMKYIO eKapeTBeyIo chitis) = | =HHEA TEIBAUL TS UL

DKc(hOTMaATUBHBIE TIOPAKCHUS KOXH™,
BKJIFOYAst CUHJIPOM
CruBeHca-J[)KOHCOHAa U TOKCHYECKHI Peoxo
AMUACPMAIBHBI  HEKpOIH3, OCTphIid | (=1/10 000, no <1/1 000)
reHepaIM30BaHHbBIN 3K3aHTEMAaTO3HbII
MyCTYJIe3, OTEK JIUIA, aJIonenus™
JlexapcTBeHHast CBIIb c
s03uHOpHIIHEH u CUCTEMHOM Yacmoma neuzsecmua
cumnromatukon (DRESS-cunapom)

Hapyumenus co

CTOPOHBI MbILIEYHOM, Heuacmo (>1/1000, no
N Muainrus

CKeJIETHOM U <1/100)

COCIUHHUTEILHON TKAHU

OO0uue HapyuieHus U CnabocTh, acTeHUs, MOBBIIICHHAS
PeaKIuu B MecTe YTOMJIIEMOCTb, JMXOPAJIKA,
BBEACHUA IMOBBIIICHHAA ITOTJIMBOCTL, BEPTUT'O

Heyacmo (=>1/1000, no
<1/100)

Onwncanue OTACIBHBIX HEXKEIATSIbHBIX PEaKITUM

Y HEKOTOpBIX OOJILHBIX, 0COOCHHO C Cephe3HbIMH 3a00eBaHusIMU, TakuMu Kak CITU]] nim pak,
pu JIeYeHUH (PITyKOHA30JIOM M CXOJIHBIMH TIperiapaTaMy HaOJI01aIiuCch N3MEHEHHS TTOKa3aTeen
KpPOBH, (PYHKIIUU MTOYEK U MEYECHHU, OJTHAKO KIMHUYECKOE 3HAUeHHE ITHX U3MEHEHUHN U UX CBS3b C
JIeYeHUEM HE YCTaHOBJICHBI.

COO6HI€HI/I$I 0 TOA03PEBACMBIX HEXKCIATCIbHBIX PCAKITNAX

BaxxHo coo0mare O TMOAO03pEBAaCMBIX HEXKENATeNbHBIX PEAKIHAX IIOCIE PETUCTPAINH
JIEKapCTBEHHOT'O Tpernapara ¢ 1eblo 00ecrnedeHrs HEMPEePhIBHOIO MOHUTOPUHTA COOTHOILICHUS
«TI0JIB3a-PUCK» JIEKAPCTBEHHOI0 IpenapaTa. MeAMIMHCKUM pPaOOTHUKAM pPEKOMEH]yeTCs
co001aTh O JIIOOBIX MOJ03pPEBAEMbIX HEXKENATEIbHBIX PEaKIUAX JEKapCTBEHHOTO Ipemnapara
Yyepe3 HAIMOHAJIBHBIE CHCTEMBI COOOMICHUSI O HEXENATENbHBIX PEaKIUAX TOCYJapCTB — YICHOB
EBpa3uiickoro 53K0OHOMHUYECKOTr0 COI03a.

Poccuiickas ®enepanus

®denepanbHas cinyx0a 1Mo Haa30py B chepe 31paBOOXpaHEHUS.

Anpec: 109012, r. Mocksa, CnaBsHCKas TUIOIanb, 1. 4, ctp. 1.

Tenedon: +7 (800) 550-99-03

OnekTpoHHas novra: pharm@roszdravnadzor.gov.ru

Caitt B MH(OPMaLMOHHO-TEIEKOMMYHHUKAMOHHON ceTu «HTEepHET:

https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka
Hmerorcst cooOieHuss O Tepelo3upoBKe (IyKOHA30la, U B OAHOM ciydae y 42-IeTHero
00JpHOT0, WH(GUIIMPOBAHHOTO BHUPYCOM HMMYyHOae(dHIHTa YeloBeka, mocie mpuema 8200 mr

npenapara IMOABUIUCH TAJUIIOOWHAIIMK W TapaHOWJAJIbHOC TITOBCIACHUC. BonpHOM  OBILI
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MY OTYETY

FOCIIUTAIM3UPOBAH; €r0 COCTOSTHUE HOPMATN30RAIOCh p ekl 4 e 1EHU

Jleuenne

B ciyuae mepemo3upoBKM MPOBOIUTCS CHMITOMAaTHYecKas Tepamus (B TOM  4HUCIe
O/IIEPKUBAIOIIME MEPhI U IIPOMBIBAHHE XKETYIKa).

®1yKOHA30JI BEIBOJUTCSI B OCHOBHOM, Ye€pe3 IMOYKH, ITOATOMY (OPCHPOBAHHBIN TNYPE3, BEPOSTHO,
MOJKET YCKOpHUTH BbIBeleHUE mpernapara. CeaHc remMoiualivi3a JIUTEIbHOCTBI0O 3 4 CHHXKAET

KOHIIGHTpaLuio (IyKoHa30Ja B I1a3Me KpoBu npumepHo Ha 50 %.

5. DPAPMAKOJIOTHTYECKUE CBOMCTBA
5.1. dapmakoauHaAMHYeCKHe CBOiiCcTBA

<DapMaK0TepaneBTquc1<a51 rpynmna. HpOTHBOIpH6KOBLIC cpeacrea  CHUCTCMHOI'O I[CﬁCTBHH;

HPOM3BOIHBIC TPHA30JIA U TETPA30Jia.
Kox ATX: JO2ACO01

MexaHu3M ASHCTBUS

@DryKOHA30JI, TPHUA30JIBHOE MPOTUBOTPHOKOBOE CPENCTBO, SBISETCS MOIUIHBIM CEJIEKTUBHBIM
MHIMOUTOPOM CHHTE3a CTEPOJIOB B KIIETKE I'PUOOB.

Ero ocHOBHOH MexaHM3M JeMCTBUS 3aKiIOYaeTcs B HMHTUOMPOBAHUM  ONOCPEJOBAHHOU
rpubKoBbIM  nUTOXpoMoM  P450  peakuumm nemerunupoBaHus — 14-anbga-naHocTtepoda,
SABJISIIOIIEHCS  KJIIOYEBBIM  O3TanmoM OMOCHHTE3a sprocreposia B rpubax. Hakomienue
14-anbdaMeTHIICTEPOTIOB KOPPEIHPYET € MOCIEAYIONIEH MOTepel Aprocrepoiia, BXOISIIETO B
COCTaB KJIETOYHOM MeMOpaHbl TIpuOOB; 3STOT HPOIECC, BO3MOXHO, JEXKUT B OCHOBE
IPOTUBOIPUOKOBOTO JieicTBUA (piykoHazoina. [Tokazano, uTo (irykoHa3071 0oJiee CEeKTUBEH 110
OTHOLIEHHI0O K (QepmeHTam cemeiictBa nuroxpomMa P450 rpuboB, yeM 1O OTHOILEHUIO K
pa3IuYHbIM epMeHTaM cemeiicTBa nutoxpoma P450 miekonurarommx.

®dnykoHazos 007aJaeT BBICOKOH CINENU(pUUYHOCTBIO B OTHOIIEHHMM T'PUOKOBBIX (DEPMEHTOB,
3aBUCUMBIX OT uToxpoma P450. Tepanus ¢iaykoHazosnoM B 1o3e 50 Mr/cyT B TeueHue 10 28 qHen
HE BJIMSIET HAa KOHIIEHTPAIMIO0 TECTOCTEpOHA B IJIa3M€ KPOBH Yy MYXKUYMH WJIM KOHIIEHTPAIUIO
CTEPOHUJIOB y KEHIIUH JAETOPOoIHOTO Bo3pacTta. diykonazon B no3ze 200-400 Mr/cyT HE OKa3bIBaeT
KJIMHUYECKM 3HAYMMOIO BIMSHHUS Ha YPOBHM DSHJIOTEHHBIX CTEPOMAOB M HX PEAKIMIO Ha
CTUMYJIALIMIO apEeHOKOPTUKOTpoIHOro ropmoHa (AKTIY) y 310pOBBIX MY>KYMH-OOPOBOJIBIIEB.
HccnenoBanust B3aMMOJAEWUCTBUSA C AHTHUIUPUHOM T[OKA3aJd, 4YTO HH OJHOKpPATHBIA, HU
MHOTOKpPaTHBIH MpueM 103 (haykoHasona 1no 50 Mr He BIMSET Ha €r0 METa0OIU3M.

dapmakoauaamuyeckue d3PHeKTol

dnykoHa301 MPOJEMOHCTPUPOBA MPOTUBOIPHOKOBYIO aKTHBHOCTH IN VItr0O B OTHOLICHUU

pacrpoCTpaHEHHBIX B KIMHUYECKOH mpakTuke BuaoB rpubOka Candida (skmouas C. albicans,
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C.parapsilosis, C tropicalis). C. glabrata ne HCTpI/I‘d:y ;'ﬁa%éﬁﬁg%%ﬁyﬂ_ﬁﬂﬁé%h K

¢dykonazony, B To Bpemsa kak C. krusei uMeeT MPUPOAHYIO YCTOMYMBOCTH K BO3ACHUCTBUIO
¢dnykonazoma. MUK wu smunemumonormdeckoe moporoBoe 3Hadenne EUCAST (ECOFF)
baykonazona mis C. guilliermondii Beiie, yem st C. albicans. HenaBHO NOSIBUBIIMECS BUBI
rpuOka C. auris OTHOCUTEIBHO YCTOHYMBHI K BO3JICHCTBUIO ()IIyKOHA30/1a. Y CTAaHOBJICHA TaKKe
aKTUBHOCTH (piykoHa3oda in vitro B otHomenun Cryptococcus neoformans u Cryptococcus gattii,
a TaKKe NPOTHB SHACMUYECKHX IUIeCHEeBbIX rpuOkoB Blastomyces dermatitides, Coccidioides
immitis, Histoplasma capsulatum u Paracoccidioides brasiliensis.

[lpu BHYTpHBEHHOM BBeIEHHH ()IYKOHA30J MPOSBISET aKTUBHOCTh HA PAa3IHMYHBIX MOJEISIX
IrpUOKOBBIX HMH(EKIUI y KUBOTHBIX. [IpoJeMOHCTpUpOBAaHA AaKTHUBHOCTh Tperapara Tmpu
OINIMOPTYHUCTHYECKMX MHKO3aX, B TOM uucie Bbi3BaHHbIX Candida spp. (Bkioyas
TCHEePAJM30BAHHbBIM KaHAWI03 y KHBOTHBIX C IMOJABJICHHBIM HMMyHHTETOM); Cryptococcus
neoformans (Bkitovast BHyTpuuepenHbie uHdpekimun); Microsporum spp. u Trychophyton spp.
YcTaHOBIIEHA TaK)Ke aKTHBHOCTh (IYKOHA30Jla HA MOJCISAX JHIACMHYECKHX MHKO30B Y
JKUBOTHBIX, BKJItouas uH(peknuu, Bei3BaHHbie Blastomyces dermatitides, Coccidioides immitis
(Bkirouas BHyTpuuepenubie nHpekimu) u Histoplasma capsulatum y »HBOTHBIX ¢ HOpMaIbHBIM
U MO/IaBJICHHBIM UMMYHHUTETOM.

Mexanuzmvl pazeumus pe3ucmeHmHoCcmu K Cb]lVKOHClS’O]lV

Y o00buHO BocmpuuMuuBBIX BuaoB Candida Hamboinee 4YacTo BCTPEYAIOUIMUCS MEXaHU3M
YCTOMUMBOCTU BKJIIOYAeT LieJeBble (PEPMEHTHI a30JI0B, KOTOpbIE YYacTBYIOT B OHOCHHTE3E
sprocrepona. MexaHu3M pe3UCTEHTHOCTH CBSI3aH CO CHMJKEHHOM YYBCTBUTEIBHOCTBIO
(dbepMeHTa-MUILIEHN K MHTUOMPYIOIIEMY BO3JeiCTBHIO (iIyKoHa301a. ToueuyHble MyTalluu B FeHe
ERGI11, kogupytomem pepMeHT-MUILIEHb, TPUBOAIT K BUAOM3MEHEHUIO MULIEHH U CHUKCHUIO
adduHHOCTH K azosaM. YBenuueHue skcnpeccuu reHa ERG11 npuBoauT K MpoayKIUHN BBICOKUX
KOHIIEHTpaluil (hepMeHTa-MUIIEHH, YTO CO3JIaeT MOTPEOHOCTh B YBEJIWYEHUU KOHIEHTPALUU
¢Gi1ykoHa301a BO BHYTPHUKJIETOYHOM >KUIKOCTH JUIsl MOJABJIEHUS BCEX MOJIEKYJd (pepMeHTa B
KIIETKE.

Bropoii 3HAUMTENBHBI MEXAaHHU3M PE3UCTEHTHOCTH 3aKJIIOYaeTCs B AKTUBHOM BBIBEJICHUU
¢GiyKoHa301a M3 BHYTPUKJIETOUYHOTO MPOCTPAHCTBA IOCPEACTBOM AaKTHUBAIMM JIBYX THIIOB
TPaHCIIOPTEPOB, YYACTBYIOIIMX B aKTUBHOM BbIBEJIeHUH (3 Quitokce) mpenapaToB U3 rpuOKoBoOn
KJIeTku. K TakuM TpaHcmopTepaM OTHOCHTCS TJIaBHBINM MOCPENHUK, Koaupyemsld reHamu MDR
(MHO>XECTBEHHOM JIEKapCTBEHHOM YCTOWYMBOCTH), M cynepceMeicTBo ATd-cBs3bIBaroeit
KacceThl TPAHCIIOPTEPOB, koaupyemoe renamMu CDR.

['unepakcnpeccus rena MDR npuBoAuT K PE3UCTEHTHOCTH K (DIYKOHA301y, B TO XK€ BpeMs

runepakcnpeccusi reHoB CDR MokeT NpUBOIUTH K PE3UCTEHTHOCTH K PA3IMYHBIM a30JIaM.
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Pesuctentrnocts k Candida glabrata o6sr4mo0 0 ocpez[o'iﬂi;'ai:r Qﬁ%ﬁtﬁﬂé&%&%hﬁa @%ﬁi’,] 9TO

MY OTYETY

MPUBOJUT K PE3UCTEHTHOCTH KO MHOTHM a30JI1aM.

Coobmanoch o cinyyasx cynepundekiuu sugamu Candida, otnmuunsivu ot C. albicans, KOTOpbIe
4acTo 00Jaal0T MOHMKEHHOW BocHpuUMYHBOCTBIO (C. glabrata) wnw pe3UCTEHTHOCTHIO K
baykonazony (mampumep, C. krusei, C. auris). Takue uWHQPEKIUH MOTYT TOTpeOOBAThH
aIbTEpHATUBHON IPOTUBOTPUOKOBOM TEpaNuu.

Tocpanuunsle 3HA4eHUS YYBCMBUMENbHOCHU

[Horpannynsie 3HaueHns uyBcTBUTEILHOCTH (cormacHo EUCAST)

OcHoOBBIBasICh Ha aHaM3e (apMakoKHHETHYeCKuX/(hapmakognHamMmuueckux (OK/DJI) naHHBIX,
qyBCTBUTEIBHOCTH IN Vitro u ximauueckom otBere, EUCAST-AFST (EBponeiickuii KOMUTET 110
OTIPENICICHUI0 YYBCTBUTEIBHOCTH MHUKPOOPIaHM3MOB K aHTUMHKPOOHBIM IIperaparam -
HOJKOMHUTET IO OINPEAEIECHUI0 YYBCTBUTEIBHOCTH MUKPOOPTraHM3MOB K INPOTUBOIPUOKOBBIM
npenaparam) OIPEACNNI T'PAHUIIBI YYBCTBUTEIBHOCTH K (uiykoHazomy mist BupoB Candida
(moxyment «kEUCAST Fluconazole rational document»; EBporneiicknii KOMUTET 1O OTIpEIEIICHUIO
YYBCTBUTEILHOCTH MHKPOOPTaHU3MOB K AHTHUMHUKPOOHBIM IpemaparaM - IOAKOMHUTET IO
OIpE/IeIEHUI0 YyBCTBUTEIBHOCTH K MPOTUBOTPUOKOBBIM IpenapaTtam, (JOKyMeHT «Tabmuiibi
IOrPaHUYHBIX 3HAUYEHUM YYBCTBUTEJIIBHOCTH JJs UHTeprnperauuu 3HadeHuilt MUK»).
[Torpanuunbie 3Ha4YeHUs OBLIM pa3leiieHbl Ha HE OTHOCAIIMECS K BUAAaM, KOTOpbIE ObLIH
OTIpeIeNIeHbI MPEUMYIIIECTBEHHO Ha OCHOBaHMHU JaHHBIX OK/D/] 1 He 3aBHCAT OT pacmpeeieHus
MUK 151 KOHKpETHBIX BUJOB, U CBSI3aHHbBIE C BHMJIAMH, KOTOpble HauOoJiee 4acTO BBI3BIBAIOT
UHQEKIUH y JoAeld. DTH NOorpaHUYHbIe 3HAaUEeHUs MPEACTaBIEHbI B TaOIMIIE HIKE.

Taﬁ.lmua 3. HOI‘paHI/I‘leIe SHAYCHHUSA TYBCTBUTECJIBHOCTHA

I'panunmbl
YyBCTBUTE
JILHOCTH,
IIporuBorpudkoBbIe I'paHulbI YYBCTBUTEIBHOCTH, KOTOPbIE 3aBUCAT OT | KOTOpbIE
npenaparbl BuAa Bo30yauTesst (U</P>) B mr/n He 3aBHCHAT
ot Buga®
Y</P>sB
MI/J1
Candida| Candida | Candida Candida Candida | Candida
albicans | dubliniensis glabrata krusei | parapsilosis| tropicalis
DJIyKOHA30 2/4 2/4 0.001/16* - 2/4 2/4 2/4
Y — 4yyBCTBUTENBHBINA; P — pe3ucTeHTHBIMH.
A — I'paHULbl YyBCTBUTCJIIBHOCTH, KOTOPBIE HE 3aBHUCAT OT BHUJA B036y111/ITC.]'l${, 6bIJ'II/I ONpEaCICHbI TNPEUMYLIECTBEHHO Ha

OCHOBAHHMH JaHHBIX (DK/(DI[ " HE 3aBUCAT OT paClpeACIICHUA MUK KOHKPETHBIX BUOB. Onn MpeaHa3Ha4Y€Hbl UCKIIIOYUTEIIBLHO
I IPUMEHEHUS JI1 OPraHu3MOB, KOTOPBIC HE UMCIOT CHCHI/I(bI/I‘ICCKOI‘O TMOTPAHUYHOT'O 3HAYCHU .

l'[poqepx - HE pEKOMEHAYETCA MMPOBOANUTDH UCHBITAHNUA HAa YyBCTBUTEIBHOCTD, IIOCKOJIbKY }IaHHbIﬁ BH/JI IJIOXO MIOAAACTCA TCpaIiu
YIOOMSAHYTBIM JICKAPCTBEHHBIM ITPETIAPATOM.

* Beco C. glabrata otnocurcs x | kareropun. MUK nporus C. glabrata cnemyer HHTepIIpeTHPOBATH KaK PE3UCTEHTHBIE, €CITN OHU
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npesbimaior 16 wmr/n. Kareropust wyscrBurensHOocTH (<0,0(1 Mr/im) rfdgﬂ;ﬂaing&nﬂ':ﬁ%m%EﬂHﬂ};H; ITEGI:II: ﬁ%éma’rh

OIIMO0YHOM KiTacCUpUKAIMH MTAMMOB «|» Kak mTaMMOB «S».
| - UyBCTBUTENBbHBIH, C TOBBIIIEHHBIM BO3ACHCTBUEM: MHKPOOPTaHU3M KiIacCHPUUUpPyeTcsl Kak YyBCTBHTENBHBIH, C
MOBBIIICHHBIM BO3JEHCTBHEM, KOTJla CYIIECTBYET BBICOKAas BEPOATHOCTh TEPANEBTHUECKOTO YCIleXa, MOCKOJBbKY BO3JeHCTBHE

aréHTa yBCJIIMYUBACTCS 3a CHET KOPPEKTUPOBKU PEKMMaA JOZUPOBAHUA UIIK €T0 KOHLIECHTPAIlUU B MECTE I/IH(beKL[I/II/I.

ITorpannunsle 3HaueHusa 9yBCTBUTEILHOCTH (cornacuo kpurepusm MKJIC)

[TorpanuyHbie 3HAYCHWsI YYyBCTBHTEIBHOCTH K (DIyKOHA30iy, Mpu3HaHHbIE MHCTUTYTOM
Kmuanueckux u Jlabopatopubeix Ctangapros (MKJIC), ykazansl B TabuIie HUXKE.

Ta6auna 4. Illorpannynblie 3Ha4eHust YyBcTBUTEIbHOCTH M0 UKJIC

KonTtpoabubie Toukn MUK u kaTeropuu nHTEpnpeTauuu
Candida Species
P quCTB]{;IT;)ﬂbHOCTL yJ[34 PesucrentHocTh (P)
C. albicans <2 4 >8
C. glabrata® - <32 >64
C. krusei® - - _
C. parapsilosis <2 4 >8
C. tropicalis <2 4 >8

A — UyBCTBHUTEIBHOCTD J03a3aBUCHMasi: BOCIIPUMMYMBOCTD 3aBHCHT OT JOCTHXKEHHS MaKCHMaJIbHO BO3MOXKHOTO YPOBHS B
KpoBH. B3pocnbM ¢ HOpManbHON (yHKIMEH MOoYeK 1 HOPMAIbHBIM TEJIOCIOXKEHHEM MOTYT HOTpeOoBaThCs 03kl (hIyKoHa301a,
MPEBBIIIAIOIINE CTAHIAPTHYIO TO3UPOBKY (6 MT / KT / IeHB).

b — B otHomeHnu (¢uykoHa3oda STH PEKOMEHJAIMM OCHOBAHBI HA OOIIMPHOM OIIBITE JICYCHWs CIHM3HUCTBIX O0OJIOYEK M
WHBa3uBHBIX MH(eKnuii, BezBanHbix Candida spp. Eciu uzonsar unentuduimposan kak C. glabrata, a MUK cocrasiser <32 mr /
1, CIIeyeT ONpeAeInTh, HOAXOAUT JH (HITyKOHA30] B KOHKPETHOM KIMHHYECKOM KOHTEKCTE. B 3TOM cilywae marueHTs! JOIDKHBI
HOJTy4aTh MaKCUMAIBHYIO JTO3HPOBKY (iykoHa3osa. MoxkeT ObITh MOJe3Ha KOHCYJbTalWs CIIELHAINCTa I10 BBIOOPY peXuMa
MaKCUMAaJIbHOM JO3UPOBKHU.

B — Ilpeamonaraercs, uto m3omatsl C. krusei 00mamaroT BHYTpEeHHEH YCTOHYMBOCTBIO K (prykoHazoiry, mostromy ux MUK ne

CJIEAYET HHTEPHPETUPOBATE C UCITIOJIb30BAHUEM JTAHHOM IIIKaJIBI.

Tlocpanuunvie 3Hauenus uwyecmeumenvHocmu coziaacHo kpumepusim FDA (Tpebosanus FDA

CLIA ors USPI)

Food and Drug Administration (FDA) Coenunennbix IltaToB AMepuKH HpPUHUMAET
norpanuunblie 3HaueHus Y u P UKJIC; xoTs He mpu3HaeT TEpMUHOJIOTHIO 4/[3 M paclieHUBaeT 3TU

3HaueHus kak «apomexyrounsie» (1) (https://www.fda.gov/STIC).

5.2. ®apMaKOKHHeTHYECKHE CBOMCTBA

AbGcopbuus

dapmakokrHETHKA (ITyKOHA30JIa CXO/IHA TIPH BHYTPUBEHHOM BBEJICHUH H ITPHEME BHYTPb.
KoHreHTpanust B mia3Me KpoBH IPOIOPIHOHAIBHA J103€ B JocTHraeT Makcumyma (Cmax) depes
0,5 — 1,5 4y nocne npuema QIryKoHa30J1a HaTOLIAK, a TIEPUO/] OTYBBIBEIEHUS COCTABIISET OKOJIO
30 4. 90 % paBHOBECHOI KOHIIEHTPALIMH JOCTUTAIOTCS K 4-5-My JHIO 1ocie Havana Tepanuu (npu
MHOTOKPaTHOM IpUeMe Tpernapara OiuH pa3 B CyTKH).

BBenenne ymaproit 1036l (B 1-if 1eHb), B JBa pa3a MPEBBIMIAONICH OOBIUHYIO CYTOYHYIO 103V,
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nenaer Bo3MOKHBIM foctikenne 90 % paBH BCCHOI>'I|:I-II<g¥I;Ig§$;I “IrITE(Q%

im0 Gorem

pacripeiesicHus] MPUOJKAeTCs K OOIIeMy COJCpXKaHHWIO BOJAbI B opraHu3me. CBs3bIBaHUE C
Oenkamu mia3mbl — Hu3koe (11 — 12 %).

Pacopenenenue

@dI1yKOHA30JI XOPOIIO MPOHUKAET BO BCE KUAKOCTH opraHu3Ma. KoHneHTpanuu ¢iykoHazona B
CIIFOHE W MOKPOTE CXOJHBI C €r0 KOHIICHTPAIMSAMHU B IUIa3Me KPOBH. Y OOJBHBIX TPUOKOBBIM
MEHUHTHTOM KOHIIEHTpAIMu (PIyKOHA3071a B CIIMHHOMO3TOBOM YKHJIKOCTH COCTaBISIOT OKOJIO
80% oT ero KOHIIEHTpaIUi B IJIa3ME KPOBH.

B poroBoMm cioe, snmaepMuce, JepMe M IOTOBOM JKHJIKOCTH JIOCTUTAIOTCS BBICOKHE
KOHI[EHTPAIIUH, KOTOPhIE MPEBHIIIAIOT CHIBOPOTOUYHBIE. DIYKOHA30 HAKATUIMBAETCS B POTOBOM
cinoe. [Ipu mpueme B no3e 50 Mr oauH pa3 B CyTKH KOHIICHTparus (rykoHasomna yepes3 12 nueit
cocraBisgeT 73 MKr/T, a yepe3 7 AHEH MOCIE IpEeKpalleHus JIeYeHnuss — Tonbko 5,8 Mkr/r. Ipu
npuMeHeHnd B 103¢ 150 Mr oiuH pa3 B Helelno KOHIeHTpanus (IyKoHa301a B POrOBOM CJIO€ Ha
7-i1 nenb cocrapisier 23,4 Mkr/r, a yepe3 7 AHEH 1mocIie npuemMa BTopoit 10361 — 7,1 MKT/T.

Buorpancdhopmariusa

Knupenc ¢ykoHa3os1a nponopiroHaieH KIMpeHCy KpeaTuHruHa. L{upKynupyromiye MeTadoIuThl
HEe OOHApPYKEHBI.

DIMMUHALIUA

[Ipemapar BBIBOOWTCS, B OCHOBHOM, moukamu; unpumepHo 80 % BBeACHHOW 03B
OoOHApy)KUBaeTCsI B MOYE B HEHM3MCHEHHOM BuJeC. JIJTUTENbHBIA TEPUOJ TONYBBIBEICHHS W3
TJ1a3Mbl KPOBH TIO3BOJISIET MPUMEHSATH (PITYKOHA30J OJMH pa3 B CYTKU WM OJUH pa3 B HEAEIIO -
IIPH IPYTHX TTOKa3aHUSX.

CDaDMaKOKI/IHGTI/I‘IGCKaﬂ/d)aDMaKOI[I/IHaMI/I‘-IGCKaH 3aBUCHUMOCTD

B uccnenoBaHusX Ha MBOTHBIX BBISBJICHA 3aBHCUMOCTh MEXIY 3HAUCHUSIMH MUHUMAJIbHON
uHrn6upyromeil konuertpaunu (MUK) u 3ppexTMBHOCTBIO B OTHOLIEHUU SKCIIEPUMEHTAIBHBIX
MHKO30B, 00yCIIOBJICHHBIX TpuOKoM posa Candida. B KITMHUYEeCKUX UCCIIETOBAHUSIX UMEIIO MECTO
npakTHdecku uHerHoe oTHouenue 1:1 mexxay AUC u no3oit paykonasomna. CymiecTByeT XoTs U
npsiMasi, HO HENoJHas B3auMOCBA3b Mexny mnokaszareneM AUC wnm 1030l M yCHEIIHBIM
KJIIMHUYECKMM OTBETOM KaHJWJ03a POTOBOM IOJOCTH M B MEHBIIEH CTENEHU KaHJUJAEMHUU Ha
Tepanuto. AHAJOTUYHBIA METO]T JICUCHUS B MEHBIIIEH CTETICHH MOAXOIUT IS ICYCHUST MH(PEKITUH,
BBI3BaHHBIX IITaMMaMu ¢ Beicokoit MUK ¢dirykonasomna.

JIniia moXKMI0r0 BO3pacTa

Bbuto ycTaHoBIIEHO, YTO NMPH OAHOKPATHOM NMpUMEHEHHUHU (IIyKOoHa30i1a B f03e 50 Mr BHYTpb y
MOXKWJIBIX TIAIIMEHTOB B BO3pacTe 65 JeT M crapime, HEKOTOpPhIE W3 KOTOPBIX OJHOBPEMEHHO

NpUHUMAIN TUYpeTHKH, Cmax JocTuranack yepe3 1,3 4 mocse npuema u coctasisiia 1,54 Mxr/mi,
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cpennue 3Hauenns AUC — 76,4 + 20,3 Mkr-4/Mi, a cpe; 'H'ﬁ'-ﬂg];f“o: 'ﬁg%EﬁéﬁcxIﬁﬁl— '4%-,'2 q,

3HaueHHs ATUX (PapMAKOKMHETUYECKUX MapaMEeTpPOB BBIIIC, YEM Y MOJIOJBIX HAlMEHTOB, YTO,
BEPOSITHO, CBSI3aHO C IOHMKCHHOM MOYEeYHOH (PyHKIMEH, XapaKTePHOM JUIsl TOKUIIOTO BO3PACTa.
OnHOBpEeMEHHBIH MpHUEM IHYPEeTHKOB He BbI3bIBaN BhIpakeHHOro m3meHeHns AUC u Cmax.
Kmupenc kpeatununa (74 wui/muH), npoueHT (UIyKOHA307a, BBIBOJMMOIO MOYKAMH B
HensmeHeHHOM Buje (0 — 24 4, 22 %) u noyeunslit kiupenc ¢urykonasona (0,124 ma/mun/kr) y
HOXHJIBIX TTALIMCHTOB HIDKE M0 CPABHEHHUIO C MOJIO/IBIMHU.

Hpyeue ocobvie epynnul

Dapmakokunemuxa 6 nepuod JaKkmauuu

B xone uccnenoBanus GpapMakOKMHETHKH ¢ ydacTueM 10 KOpMSIIMX JKEHIIWH, BPEMEHHO WA
MOJTHOCTBIO MPEKPATHBIIUX KOPMJICHHWE TPYAbI0, OLEHUBAIM KOHICHTpalUWio (IIyKOHA301a B
IUIa3Me KpPOBH U I'PYJHOM MOJIOKE B TeueHue 48 yacoB mociie oJHOKpaTHoro mpuema 150 mr
¢dykonazona. diaykoHa3oa ObUT OOHApy>KE€H B TPYJHOM MOJIOKE B CpeAHEH KOHIEHTpalUH,
COCTaBIISIOLIECH MPUOAM3UTETHHO 98% OT KOHIIEHTpauu (IIyKOHA30JIa B TUIa3ME KPOBH MaTEpH.
Cpenssisi TUKOBas KOHIICHTpAIUS B TPYJAHOM MOJIOKE cocTaBisuia 2,61 Mr/i mo ucreueHuu 5,2
4acoB I0CJIe pUeMa Ipernapara.
eTu
VY nereit ObLIH MOTyYESHBI CIEAYIOMINE 3HAaYCHUS (PapMAKOKHHETUIECKUX ITapaMeTpPOB:

Tabauna 5. ®apMakoKHHeTHYECKHE apaMeTpPbl

Ilnomaae moxa
Ilepuon KpHUBOH
Bospacr Jo3a (Mr/kr) NOJIYBbIBEJACHUS | «KOHLEHTpaLUs-B
(uac) pems» (AUC)
(MKT.4/MJ1)
11 nueii — 11 mec | OgHOKpaTHO — B/B 3 MI/KT 23 110,1
5 aer — 15 Jger MHorokpaTHo — B/B 2 Mr/kr 17,4* 67,4*
5 aer — 15 Jger MHorokpatHo — B/B 4 mr/kr 15,2* 139,1*
5 aer — 15 Jger MuorokpaTHo — B/B 8 Mr/kr 17,6* 196,7*

*[okasareilb, OTMEYEHHEIN B ITOCIEAHUN T€Hb

Henonomienusim netsiM (0koio 28 Hemenb pa3BuTHs) (IIyKOHA30J1 BBOAWIA BHYTPUBEHHO B J103€
6 Mr/kr Kaxaelid 3-i IeHb 10 BBEICHUS MAaKCHMyM 5 103 B TO BpeMsl, TIOKa JE€TH OCTaBAINCh B
OTJC/ICHUM WHTCHCHUBHOW Tepanuu. CpeaHuil Nepuoj MOJyBbIBEACHHsS cocTaBista 74 4 (B
npenenax 44-185 4) B 1-i 1eHb, C yMEHBIIIEHHEM Ha 7-0i JIeHb B cpeaHeM 10 53 4 (B mpeaenax
30-131 4) u Ha 13-i1 neHb B cpenHem 1o 47 4 (B npenenax 27-68 ).

3HadyeHUE TUIOIAAM MO KpuBO# «koHieHTpaiusa-spems» (AUC) cocrapnsuio 271 mxr-u/min (B
npenenax 173-385 mkr-u/mi) B 1-if 1eHs, 3ateM yBennuuBanoch 10 490 mkr-u/mi (B mpeaenax
292-734 mxr-u/min) Ha 7-# 1eHb U CHIDKAIOCh B cpeaneM a0 360 Mkr-u/mi (B mpenenax 167-566

MK 4/mi) K 13-My JHFO.
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O6mweM pacripenenenus coctanisn 1183 mu/kr (B npegeﬂk'i@%*:ﬂ:ﬂ)zﬁg’%@-fhﬁ_ EfeII!IBI;'I%EiTeM

yBenuumBajics B cpeareM no 1184 mu/kr (B npenenax 510-2130 mn/kr) Ha 7-ii neHp u go 1328

wi/kr (B mpenenax 1040-1680 mn/kr) Ha 13- neHb.

6. PAPMALIEBTUYECKUE CBOMCTBA

6.1. Ilepeyenb BcnoMoraTe/ibHbIX BellleCTB

Harpus xnopun

Bopa s mHbeKImi

6.2. HecoBMecTHMOCTD

B cBsi3M ¢ OTCyTCTBHEM HCCIICIOBAaHUN COBMECTUMOCTH, JAaHHBIM JICKAPCTBEHHBIN Mperapar He
CIIeTyeT CMEIINBATh C JPYTHMH JICKaPCTBCHHBIMU MpenapaTaMu.

6.3. Cpok rognocTu (CpoK XpaHeHus1)

2 roja.

6.4. OcoOble MepbI MPEIOCTOPOKHOCTH MPU XPAHEHUH
XpaHUTh B 3aIIUIIEHHOM OT CBETa MECTE MpHU TeMIiepaType He Boite 25 °C.

He 3amopaxuBats.

6.5. XapakTep u coiep:kaHie NePBUYHON YIAKOBKHU

ITo 50 mi npenapata B OyThUIKY CTEKIISIHHYIO (2 ruaposuTHueckoro kiacca mapku MTO) nns
KpPOBH, TpaHC()PY3MOHHBIX M WHQY3HOHHBIX MPENapaToB BMECTUMOCTHIO 50 MII, YKYHNOpPEHHYIO
npoOKoi w3 OyTWIKaydyka WU TIPOOKOW OpOMOYTHIIOBOH H OO0XKaTyr allFOMHHHUCBBIM
KOJITAYKOM.

ITo 50 mut unm 100 mu1 mpenapaTa B OYTBIIKY CTEKJISSHHYIO (2 THMIPOIMTHYECKOro Kjacca MapKu
MTO) nmnst xpoBH, TpaHC(Y3UOHHBIX M HMH(Y3MOHHBIX MpenaparoB BMecTUMOCThI0 100 wmul,
YKYHOpPEHHYI0 TpoOKoi u3 OyTuikaydyka WIM TpoOKoH OpoMOYTHUIOBOH U 00XKaTyro
AIFOMUHHUEBBIM KOJIITAYKOM.

ITo 150 ma mim 200 M1 npenapata B OYTHUIKY CTEKISHHYIO (2 THJIPOIUTHYECKOTO Kilacca MapKu
MTO) nmnst xpoBH, TpaHC(Y3UOHHBIX M HMH(Y3MOHHBIX MpPEnaparoB BMECTUMOCThIO 250 wmul,
YKYHOpPEHHYI0 TpoOKoi u3 OyTuikaydyka HWIM TpoOKoH OpoMOYTHUIOBOH U  00XKaTyro
AIFOMUHHUEBBIM KOJIIAYKOM.

Ha OyThITKy HaKJIeMBalOT 3TUKETKY U3 OyMaru 3TUKETOYHOM, MJIM MEJTOBAHHOM, MJTH MTUCYEH, WK
CaMOKJIESIIIYFOCH.

[To 1 OyThIIKE BMECTE C TUCTKOM-BKIIA/IBIIIEM B IIAUKy U3 KAPTOHA.

s craumonapos: no 35 mwiu 70 OyTeutok oobemoM 50 mit, o 35 OyTeutok oobemoMm 100 mit, o
24 unu 28 OyTbuI0K 00BeMoM 150 M1, o 24 niu 28 6yThu10K 06beMoM 200 MII B SIIIUK U3 KapTOHA

FO(i)pHpOBaHHOFO C MNPHUIIOKCHHUEM J'II/ICTKOB-BKJ'Ia)II)IIHeﬁ B KOJMYECTBC, COOTBCTCTBYIOLIEM
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(MOCNEODBATENBEHOCTE 0004)

KOJIMYECTBY OYTHUIOK.

6.6. Oco0ble MEPLI nmpeaoCToOpoOKHOCTH npu YHAUYUYTOKCHUU HCIIO0JIb30BAHHOI'0
JIEKAPCTBCHHOI'0 npemnapara HJIHA 0TX0/10B, MOJIYYCHHBIX mnmocJjie NPUMEHECHUSA

JIEKApPCTBEHHOI0 MpenapaTra v Apyrue MaHUIMyJ/IsIHU ¢ NPenapaToM
OcoObie TpeOoBaHUs K yTUIU3ALUU OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA

Poccus

000 «32aBancy @apmar

308010, benropoackas 00J1., MyHUITUTIAIBHBIN paiioH benropoackwmii, r.m. mocenok CeBepHBIH,
nrt. CeBepHblii, yi. bepesonas, 311. 5.

Ten.: +7 (4722) 20 23 19

e-mail: factory@atcl.ru

7.1. IlpencraBuTeIb A€pKaTEsl PErHCTPAIMOHHOIO YA0CTOBEPEHH S

[Iperen3uu norpedbuTeNe HAIPABIATE 110 aAPECY:

Poccus

000 «2nBancn Papmay

308010, benropoackast 0671., MyHUIIMTIAIBHBIN palioH benropoackuii, r.m. nocenok CeBepHbIH,
nrt. CeBepHblii, yi. bepesonas, 311. 5.

Ten.: +7 (4722) 20 23 19

e-mail: factory@atcl.ru

8. HOMEP PETUCTPAIMOHHOI'O YOCTOBEPEHUA

9. TATA NEPBHUYHON PETUCTPAIIMNA (IIOATBEPXJIEHUSA PETMCTPAIINMN,
INEPEPETUCTPALIUN)

JlaTa nepBo perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

OO0mias xapakTepUCTHKA JICKAPCTBEHHOTO mpemnapata OaykoHa301-DABaHC, 2 MI/MJI, PacTBOP
Jutst “HQY3Hii [ocTymHa Ha HH(GOPMAIIMOHHOM TopTasie EBpa3uiickoro 5KOHOMUYECKOro COr03a B

UH(pOpPMaIIMOHHO-KOMMYHUKAIMOHHOM cetn «HTepHe™ http://eec.eaeunion.org/.
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