COOTBETCTEYET ZKCINEPTHOMY OTYETY
ot 19.10.2023 Nz 20871 1
(NOCNEOCBATENEHOCTE 0004)
OBIIAS XAPAKTEPUCTUKA JTEKAPCTBEHHOFO- HPEHAPATA

1. HAUMEHOBAHHME JIEKAPCTBEHHOI'O ITPEITIAPATA

dnykopyc, 2 Mr/mi, pacTBop st HHPy3uit

2. KAYMECTBEHHBIA U KOJIMYECTBEHHbBINA COCTAB
JeticTBytomiee BemecTBo: (HIyKoHa301.

Kaxnprit ¢pnaxon 100 mut conepxut 0,2 T dirykonasosa.
Kaxnapiii dpmaxon 50 M cogepxut 0,1 T gurykonazona.

[TonHbIi TepeueHb BCIIOMOTaTENIbHBIX BEIIECTB NMPHUBEIEH B pa3zaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
PactBop st un(y3mii.

[Tpo3paunblii O€CLBETHBIN UK CO CJIETKa KEITOBATHIM OTTEHKOM PacTBOpP.

4. KIMHUYECKHUE JAHHBIE
4.1. Illoka3aHusl K IPUMEHEHHUIO

DryKOHA30J1 ITOKA3aH JJIs JICUCHUS CISIYIOIINX 3a00JICBAHUI Y B3POCIIbIX.

— KPUNTOKOKKOBBI MEHUHTHUT;

— KOKIHMJIUOUJIOMHKO3;

— WHBA3WBHBIA KaHINI03;

— CINU3HUCTBIA KaHAWAO03, B T.4. oOpodapUHTEATbHBIA KaHAWA03, KaHIUI03 TMHUIIEBOA,
KaHIUIYpUsl 1 XPOHUUECKUN KOKHO-CIIM3UCTBIA KaHIUI03;

— XpOHHMYECKHH aTpouuecKkuil KaHAU03 POTOBOW MOJOCTH (CBS3aHHBIM C HOIIEHHEM 3yOHBIX
MPOTE30B), KOT/Ia COOMIOICHHS TUTHEHBI TIOJIOCTH PTa WM MECTHOTO JICYeHUs HEAOCTAaTOYHO.

DryKOHA301 ITOKA3aH JJIs HDOd)I/IJ'IaKTI/IKI/I CIICAYIOIMINX 3a00J1CBaHMI VYV B3POCJIbIX.

— peUANBBI KPUIITOKOKKOBOI'O MEHHHIUTA y ITAIIMEHTOB C BBICOKMUM PUCKOM PELUINBA;

— peuuanBbI OpodapuHTealbHOr0 KaHuA03a U KaHua03a numesoaa y BUY-unpuipoBanHbIx
MAlMEHTOB C BEICOKUM PUCKOM PELIUANBA,

— i TOpoQUIAKTUKH KaHAMIO3HBIX HWHQGEKIMH Yy NalUeHTOB C MPOJOJDKUTEIBHOM
HeUTponeHnen (Takux Kak MarueHThl ¢ reMo01acTo3aMu, MPOXOIALUIMMH XUMHUOTEPAInio, UIU
MALUEHTHI, IPOXOAAIINE TPAHCIUIAHTALIUIO0 TEMONIOITUYECKUX CTBOJIOBBIX KJIETOK).

@D1yKOHA30JI MTOKa3aH AJIs IPUMEHEHHUs Y JOHOLICHHBIX HOBOPOXKICHHBIX, MIIAJICHLIEB, €TEH U

MOJAPOCTKOB B Bo3pacte ot 0 g0 18 ner.
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@DryKOHA30J1 IPUMEHSIOT IS JICUCHHSI CIIU3UCTOFO-KaHAHAO3a(0podhapHHFearbHOFo-KaHARA03a
M KaHIuA03a [HIIEBOJA), WHBAa3MBHOIO KAaHIUA03d, KPUITOKOKKOBOIO MEHMHIUTA U
npoUIAKTUKA KaHIUIO3HBIX MH(EKIHNI y MalueHTOB ¢ OciaabJeHHOW MMMYHHOW CHCTEMOH.
@DI1yKOHA30J1 MOXKHO MPUMEHTh B KaueCTBE MOACPKHUBAIOLICH Tepanuu i MpeloTBpaLeHHUs
peluMBa KpUIITOKOKKOBOTO MEHUHTHUTA Y IETEN C BBICOKUM PHUCKOM PELUIUBA.

4.2. Pe:kuM 103MPOBaHNUS U CI0CO0 MPUMeEHEHHUs!

PexxuM 1o3upoBaHus

B3pocibie

Ilpu KpunmMoKoKKO8OM MeHuHeume U KPUNMOKOKKOBbIX UHpeKyuax Opyeoll JOKAIUu3ayuu B
HEPBbIA JIeHb OOBIYHO NPUMEHSIOT mpenapar B go3e 400 Mr, a 3aTeM NMpOAOIDKAIOT JICYEHUE B
no3e 200-400 mr oauH pa3 B CyTKH. JJIMTENbHOCTb JIEUEHHUS KPUIITOKOKKOBBIX WH(MEKIHH
3aBHCUT OT HAJIWYMs KIMHUYECKOTO U MHUKOJOTMYecKOro 3¢dekra; Mpu KPUNTOKOKKOBOM
MEHHMHTHUTE JICYeHHE OOBIYHO MPOJOJDKAIOT MO KpaiiHel Mepe 6—8 Hexens. B cinywasx nedenus
YTPOKAIOMIUX KU3HA HHPEKIUA CYyTOUHYIO 103y MOXKHO YBEIHYHUTH 710 800 MT.

na npogpunaxmuxu peyuouea KpunmokoKK08020 MeHUH2UMA y TMalueHTOB C BHICOKUM PHCKOM
peluanBa, MOCIe 3aBEPIICHUS MMOJIHOTO Kypca MepBUYHOTO JICUSHHUS, Tepanuio (PIyKoHa30JI0M B
no3e 200 Mr/cyT MOKHO MPOAOJDKATh B TEUEHUE HEOIIPEICIIEHHOTO IEPHO/Ia BPEMEHH.

Ilpu roxyuououoomukose MOXKET TMOTpeOOBAaThCS MPUMEHEHHE Tmpemapata B jgo3e 200-
400 mr/cyt. [y HEKOTOPBIX MH(MEKIHiA, B OCOOCHHOCTH C MOPaKEHHEM MO3TOBBIX 000JOYEK,
MOKeT paccmarpuBaThesi no3a 800 Mr B cyTku. JIIUTENbHOCTH Tepamuul ONpeAemnseTcs
WHIUBUIYAJIbHO U MOKET cOCTaBATh 11-24 mec.

Ilpu kanouoemuu, OUCCEMUHUPOBAHHOM KAHOUOO3€ U OpYyeUX UHBA3UBHBIX KAHOUOO3HBIX
uHghexyusx HaceImaromas mo3a coctariasier 800 Mr B TepBbIM J€Hb, MOCIEAYyIOIIas 103a
400 mr/cyT. AnMuTeNbHOCTh TEPANUU 3aBUCUT OT KIMHIUYECKON 3((EKTUBHOCTH.

OOmast pekoMeHAalus Mo JIUTENBHOCTH JIeUeHHs KaHAMAEMHMM 2 HEJeNu Iocie IMEepBOro
OTPHIIATEIIEHOTO pe3yibTaTa I0CEBa KPOBH W WCYE3HOBEHUS TPU3HAKOB W CHMIITOMOB
KaHIHJIEMHH.

Jleuenue kanoudosza cauzucmoit 00010UKU

- Ilpu opogapuneeanvnom ranouoosze wnacwimaromas noza: 200400 mMr B mepBbId JEHb,
nocneayromas jo3a: 100-200 mr oquH pa3 B cytku B TeueHue /—21 mHs. [Ipu HeoOXoaumocTH
MaIMeHTaM C BBIPQXCHHBIM TOJaBIICHUEM UMMYHHOH (DYHKIMH JICYCHHE MOKHO TIPOIOIDKATH B
TedyeHue 0oJiee JUINTEIIbHOTO BPEMEHHU.

- [lpu xponuueckom ampogpuyeckom kanouoose norocmu pma, CBSI3aHHBIM C HOILIEHHEM 3YOHBIX
MPOTE30B, MpernapaT 00bIYHO MPUMEHSIOT B 03¢ 50 MT OJMH pa3 B CYTKU B TeueHHE 14 mHel B

COYETaHUH C MECTHBIMU aHTHUCETITUUECKIUMH CPEJICTBAMH JIJIs1 00pabOTKHU IpoTe3a.
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- Ilpu xanouodypuu >¢pdexrrBHas n1o3a oObryHO coctansier200—400-MF/eyrHpH AAHTeALHOCTH
aeyeHust oT 7 10 21 aHs. Y ManueHToB C TSHKEIbIM HapylnieHHeM (QYHKIIMM KIMMYHHOM CHCTEMBI
MO>KHO HMCIIOJIb30BaTh 00Jiee IIUTENbHbIE IEPHO/Ibl TEPAIIUU.

- Ilpu xponuuecxom koocno-causucmom karnouoose mnpumensitor 50-100 mMr B cyTku a0
28 nHeil neyeHus. B 3aBUCMMOCTH OT TSDKECTH JIeUeHUS MH(EKIMHA WIH COIYTCTBYIOILEIO
HApyIICHUsT UMMYHHOH CHUCTEeMbl M HMH(EKIMH MOXXHO HCIOJIb30BaTh OoJiee UINTEIbHBIC
NePUObI TEPAIUU.

- IIpu kanouoosze nuwesooa naceimaromas aoza 200400 Mr B mepBwIid JIeHb, MOCIEIYIOIIAS
no3a 100-200 mr B cytku. Kypce nedenus cocraBmisier 14-30 nueit (10 JOCTHXKEHUS PEMHCCUU
KaHaugo3a numenoga). [Ipm HeoOXOIMMOCTH MAIMeHTaM C BBIPAKECHHBIM TOAABICHHEM
MMMYHHOHN (YHKIIMH JIEYEHHE MOKHO MPOI0JDKATh B TeUeHUE 0oJiee AITUTEIbHOTO BPEMEHH.

- Jlns npoghunakmuxu peyuoueos opogapunceanvrozo kanoudoza y BUY-unHbumpoBaHHBIX
NAIMEHTOB C BBICOKUM PHCKOM peruIuBOB (rykoHa3on nmpumenstoT no 100-200 mr B cytku
uinn 200 mMr 3 pasza B HEAENIO B TCUCHHE HEOMPEEICHHOTO MEePHUOo/ia BPEMEHHU Y MallMEHTOB C
XPOHUYECKH MOHUKEHHBIM HIMMYHUTETOM.

- [Inst npeoomepawenus peyuousos kanouoosa nuwesodoa y BUU-unpuimpoBaHHBIX TAIllMEHTOB
C BBICOKHUM PUCKOM peruauBoB ¢urykonasois npumMeHsioT no 100-200 mr B cytku umu 200 mr
3 pa3a B HeJeNIO B TEUYEHUE HEONPEACICHHOTO MEepHoJa BPEMEHH Yy MAIlMEHTOB C XPOHHYECKU
MOHM)KEHHBIM UMMYHHUTETOM.

s npoghunaxmuxu KaHOUO03HbIX UHDEKYUU Y NAYUEHMOB C NPOOOINCUMENLHOU HelumponeHuel
pexomenayemas jo3a (aykonazona cocrariusier 200400 mMr onuH pa3 B CyTKH B 3aBUCHMOCTH
OT CTENEHU pHUCKA pa3BUTHS TpUOKOBOM wH(peKknuu. [ MarmmeHTOB ¢ BBICOKUM PHCKOM
reHepalu30BaHHOW WH(MEKIMH, HalpUMep, C BbIPAKEHHOW WM JJIUTENIBHO COXpaHSIoIencs
HeTporeHuen, pekoMmenayemas no3a cocrapisier 400 mMr oauH pa3 B cyTku. DiIykoHa301
IOPUMEHSIOT 32 HECKOJBKO JAHEH /10 0’KUIAeMOro pa3BUTHs HEHUTPOIEHUH U, MOCTIE YBETUUYEHUS

3

ymcna HeiiTpoguinos 6onee 1000 B MM®, JIedeHHE TPOIOJIKAIOT e1lie 7 JHEH.

Oco0ble TPVIIILI TAIMEHTOB

HauueHmbl NnoJHCUI020 8o3pacma

[Tpu OTCYTCTBUU MPU3HAKOB MOYEUHON HETOCTATOUYHOCTU (DITYKOHA30J7 MPUMEHSIOT B OOBIYHOM
no3e. [lampeHnTamM ¢ MOYEYHOW HEIOCTATOYHOCTHIO (KIUpeHC KpeaTwHuHa <50 MII/MHH) J03Yy
npenapara KOppeKTUPYIOT, KaK OMHUCAHO HUXKE.

Tayuenmoi ¢ napywenuem ¢hyHKkyuu novex

[Ipu omHOKpaTHOM MpHEeMe U3MEHEHUs N103bI He TpeOyercsa. Y ManueHTOB (BKJIOYAs AETei) ¢

HapylieHneM (yHKUMM TOYeK TMpU MHOTOKPAaTHOM TIPUMEHEHUHU Ipernapara cleayeT
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NIEPBOHAYAJIbHO BBECTH YyAapHYO 103y OT 50 'mr-ae—400-Mr,—Hoeie1eFo—cyTOHyI0—H03y (B

3aBUCHMOCTH OT [IOKA3aHUsI) YCTaHABIUBAIOT COITIACHO CJICAYIOIIEH Tabnuie:

Knupenc kpeatnanna (Mj1/MUH) [IporieHT pekoMeH1yeMOit 1036l

> 50 100 %

<50 (6e3 muanmsa) 50 %

I'emomnanus 100 % mocne KakIoro reMoanain3a

[TanmenThl, HaxoOAsIIMECAd Ha TeMoauanu3e, NOoKHBI noiydaTh 100 % pekoMmeHayemMoil 103bl
MoCJIe KaXKJ0ro ceaHca auanusa. B jeHb, Korja nuanu3 He MPOBOJUTCS, MAIMEHTHI JOJKHBI
MOJIy4aTh YMEHBIICHHYIO (B 3aBUCUMOCTHU OT KJIMPEHCA KPEaTUHUHA) JI03Y Mperapara.
Tayuenmui ¢ Hapywenue GyHkyuu newenu
HmeroTcst orpaHiueHHBIE JaHHBIE IPUMEHEHUs (IyKOHA30J1a Y MAllUeHTOB C HEJOCTATOUHOCTHIO
dbyHkuuu miedeHu. B cBs3M ¢ 3TUM, TpU NPUMEHEHHH IMpenapara y JTaHHOW KaTeropuu
MalMEeHTOB, CIEAYET COOI0IaTh OCTOPOKHOCTb.

eTH
Kak u npu cXoqHBIX HHPEKIUAX Y B3POCIBIX, JUIUTEIHHOCTh JICUYECHUS 3aBUCUT OT KIIMHUYECKOTO
U MUKOJIOTHUECKOTO 3ddekra. Y gerell CyrodHas [03a Npernapara He JOJDKHA IMPEBBINIATH
TaKOBYIO JJIsl B3POCIIBIX.
@D1yKOHA30J1 IPUMEHSIOT €KE€JTHEBHO OJIMH Pa3 B CYTKH.
[Ipn kaHmumo3e CIAM3UCTBIX O000JOYEK peKoMeHAyeMas Ja03a (hIyKOHa3oja COCTaBIsET
3 wmr/kr/cyr. B mepBelii JAeHb C 1eNpl0 0Oosee OBICTPOrO JIOCTHIKEHUS pPaBHOBECHOM
KOHIEHTPALlUU MOYKHO NMPUMEHSTh YAAPHYIO 103y 6 MI/KI/CYT.
Jns neueHrss MHBA3MBHOTO KaHIU03a M KPUITOKOKKOBOTO MEHUHTHTA PEKOMEHIyeMas 1032
coctaBisieT 6—12 MI/Kr/cyT B 3aBUCUMOCTH OT TSDKECTH 3a00JIeBaHMUS.
Jns monaBneHWs pelnuarBa KPUNTOKOKKOBOTO MeHMHruTa y gaeteil OompHbIXx CIIHMom
pPEKOMEHTI0BaHHas /1032 (PIIyKOHA30J1a COCTABIISIET 6 MI/KI/CYT.
Jnst npodunakTUKU rpUOKOBBIX MH(MEKINI y eTel ¢ MOoAaBICHHBIM UMMYHUTETOM, Y KOTOPBIX
pUCK pa3BUTUS UWHPEKIMU CBA3aH C HEHUTpONEHUel, pa3BUBAIONIICWiCI B pe3ylbTaTe
LHATOTOKCUYECKOM XUMHUOTEpanuu WM JIy4eBOM Tepamuu, MpenapaT MIPUMEHSIOT 1O
3-12 wMr/kr/cyr B 3aBHUCHUMOCTH OT BBIPAKEHHOCTH W JUTUTCILHOCTH COXPaHCHUS
UHTyITUPOBAHHON HEHTPONICHUH (CM. 103y JJIsl B3POCIIbIX).
VY nereii ¢ HapylieHHeM (YHKIIMU MOYEK CYTOUHYIO 03y Ipernapara cleayeT YMEHbBIIUTh (B TOM
K€ TMPOMOPIHOHATBHON 3aBUCUMOCTH, YTO U Y B3POCIBIX), B COOTBETCTBHH CO CTEHEHBIO
BBIPOKEHHOCTH MTOYEUYHON HEJOCTATOYHOCTH.

Iloopocmxu (om 12 0o 18 nem)
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B 3aBucHMOCTH OT Beca W BO3pacra MONOHpPacTes—OHTHMAFbHaA—A03a—Ho—AaHHbIM
(dhapMaKOKMHETHKY y JIeTel 0oJiee BRICOKHI KiIupeHe (iykoHaszomna, yeM y B3pocibix. Jlo3a 100,
200 u 400 Mr y B3pOCIBIX COOTBETCTBYET J103€¢ 3, 6 u 12 MI/Kr/CyT y nered A MOSydeHUs
COMOCTaBUMOT'O CHUCTEMHOTO BO3JICHCTBUSI.

Hemu 6 6o3pacme om () 0o 27 Ouetl

Y HOBOpPOXIIEHHBIX (DITYyKOHA307 BBIBOAUTCS MeieHHO. B mepuon ot 0 mo 14 nHeill Ku3HU
npenapar MPUMEHSIIOT B TOH ke 03¢ (B MI/KI/CyT), 4TO M IETSIM OOJiee CTapIiiero Bo3pacTa, HO ¢
WHTEpBaJOM 72 4 (MakcHMalibHas 103a 12 MI/KI/cyT HE JO/DKHA OBITh NpEBbINICHA). JleTsaM B
Bo3pacte oT 14 nmo 27 nHell Ty e 1103y BBOJAT ¢ MHTEepBajioM 48 u (MakcHMajbHas [103a
12 Mr/KT/CyT HE TOMIKHA OBITH MIPEBBILICHA).

Cnoco0 IIPUMCHCHUA

BuytpuBennble uHGy3uu. BBOIUTH BHYTPUBEHHO IyTeM HH(Y3UU CO CKOPOCTbIO HE Oosee
10 mur/mMuH.

4.3. IIpoTuBONOKA3aHUSA

— T'unepuyBcTBUTENBHOCTE K (DIYKOHA30dy MM A30JIbHBIM BELIECTBaM CO CXOJAHOM
(I1yKoHa305ly CTPYKTYpOH, WM K JIIOOOMY M3 BCIOMOTaTENbHBIX BEILIECTB, IEPEUUCICHHBIX B
paznene 6.1.

— OnHOBpEMEHHBIH MpreM Tep(deHanHa BO BpeMsi MHOTOKPAaTHOTO IPUMEHEHHUs ()ITyKOHA30I1a B
no3e 400 mr/cyt u 6oee (cMm. pazmen 4.5.).

— OpJHOBpeMEHHOE TpPUMEHEHHWEe ¢ [pernaparaMu, yUIMHAOmUMH uHTepBan QT
MeTabomm3upyrommMucs ¢ momomnipio uzopepmenra CYP3A4, TakumMu Kak [H3anpui,
aCTEMH30JI, SPUTPOMHIINH, TUMO3KI, XUHUAMUH (CM. pazaen 4.5.).

4.4. OcoOble ykazaHMsl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPO’KHOCTBIO

— MEeYeHOYHasi HeJJOCTaTOYHOCTb;
— TMOYeYHAas HEJIOCTaTOYHOCTh;

— TIOSIBJICHHWE CHIMM Ha (OHE NpHMEHEeHHs (IyKOHa30jla y MAIMEHTOB C MOBEPXHOCTHOM
rpubKoBOI MH(pEKLKel 1 NTHBa3UBHBIMHU/CUCTEMHBIMH IPUOKOBBIMH HH(EKIUIMH;

— OZJTHOBpEMEHHOE MPUMEHEHUe TeppeHa uHa U GpiykoHasona B 103e MeHee 400 Mr/cyT;

— MOTEHIIUAIFHO TPOAPHUTMUYECKHE COCTOSHHS y TAIMEHTOB C MHOKECTBEHHBIMH (haKTOpaMH
pucka (opraHuyeckwe 3a0O0JIeBaHHS CEpJilla, HAPYIICHHUs] DJIEKTPOJMTHOro OanmaHca U
CHOCOOCTBYIOIIAs Pa3BUTHIO MMOI00HBIX HApPYIIEHUH COMYTCTBYIOIIAs TEPaIus).

Oco0ble yKkazaHus

Coobmanocs 0 ciydasx cynepuH(exiuy, BbI3BaHHOW oTnudHbIMU OT Candida albicans

mrammamu Candida, KoTopbie 4acTO 00Jaar0T MPUPOTHON PE3UCTEHTHOCTHIO K (DITYyKOHA30ITY
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(manpumep, Candida krusei). B mogoGHBIX C!
IPOTHBOTPUOKOBAsI TEPATTHSL.

Bo Bpems OepeMeHHOCTH IpUMeHEeHHs (IyKoHa3oJla cienyeT u30eraTb, 3a HCKIIOUYEHHEM
CJly4aeB TSDKENbIX W TOTCHLUMAIbHO YIPOXKAIOIIMX JKU3HU TIpUOKOBBIX MH(pEKUuH, Kornaa
O’KU1aeMasi 1oJIb3a JICUSHHS Ul MaTepH MPEBBIIIAET BOZMOXKHBIA PUCK IS TUIOA.
Heo6xomumo paccmotpers 3¢ (eKTHBHBIE METObl KOHTPALEHIHMUA Y JXCHIIUH JETOPOIHOTO
BO3pacTa B TEYEHHUE BCEro Iepuoja JICUECHUs M NPUOJIM3UTENBHO B TeueHHe Heaenn (5—
6 meproIOB MONTYBBIBEICHHS TTOCIIC TIPHHATHS MTOCIIEAHEH 1036l penapara (cM. paszaen 4.6.).

B PEeAKUX ClIy4dasaX NPUMCEHCHUC q)HYKOHZBOJ'Ia COIPOBOXKAAIOCH TOKCHMYCCKUMU U3MCHCHUAMU IICYCHU, B
TOM 4YHCIE C JICTaJbHBIM MCXOJOM, TJIaBHBIM 0O0pa3oM, Yy TAalHUeHTOB C CEepbe3HBIMU
COITYTCTBYIOIIMMHU 3a00JICBaHMSAMH. B cilydae renaToTOKCHYECKHX 3(PQPEKTOB, CBI3aHHBIX C
npuMeHeHneM (hiaykoHa30ja, HE OTMEUYEHO UX SIBHOW 3aBHCHMOCTH OT OOLIEH CYyTOYHOHM 103bI
npenapara, JJIUTeIbHOCTH TEpaluy, Ioja U Bo3pacTa MauueHTa. I enaroTokcuieckoe JeicTBue
npernapara 0ObIYHO OBLIIO 0OPAaTUMBIM; PU3HAKU €T0 UCUE3aIH MTOCTIE MMPEKPAIICHUS TePaITHH.
[TarmenTam, y KOTOPBIX BO BpeMsl JICYCHHUS IMPENapaToM HAPYIIAIOTCS IMOKa3aTeNd (yHKIUU
[IEUYeHH, HEeoOXOIUMO HaONoJaTh C LENbI0 BBIABICHHUS IPU3HAKOB Oojiee Cepbe3HOro
nopakeHust nedeHu. Ilpyu mosBiICHUU KIMHUYECKUX MPU3HAKOB WIIM CHUMIITOMOB IOPa)KEHUS
NIEYEHHN, KOTOpPhIE MOTYT OBITh CBSI3aHBI C NPUMEHEHWEM (IYKOHA30Ja, IMpermapar Cleayer
OTMEHUTb.

Kak u nmpu npumMeHeHuW Ipyrux a3ojioB, (UIYKOHA30JI B PEIKHUX CIydasX MOKET BbI3bIBAaTh
aHa(pUIAKTUYECKUE PEaKI1H.

Bo Bpemsi 1edeHuss (QUIyKOHA30JIOM Y TAIIUEHTOB B PEIKHX CIy4asx pa3BUBAIHCH
9KC(OTMATUBHBIC TTOPAKEHUS KOXKH, Takue Kak cuHapoM CtuBeHca-/[)KOHCOHA M TOKCHUYECKHMA
AMUJIepMaNbHbIMN HeKponu3. Coobmanoch 0 ciaydasx JEKapCTBEHHOH peakiiy ¢ 303UHOpuInen
u cucreMHbiMi cumnromamu (DRESS-cunnpom). Ilanmentst ¢ BUUY-undexmueit Gonee
CKJIOHHBI K Pa3BUTHIO TSDKEJIBIX KOXKHBIX PEaKIWi MpH MPUMEHEHUH MHOTUX IperaparoB. [Ipu
MOSIBJICHUH Yy TIAIIMEHTOB BO BpEMs JICYCHUS MOBEPXHOCTHOW T'PUOKOBON WH(EKIMH CHIINH,
KOTOPYIO MOKHO CBsI3aTh C NpUMEHEHUEM (IIyKOHA30ja, Mpenapar cielyeT OTMEHuTh. llpu
HOSIBJICHUM CHINM y MAallME€HTa C HUHBA3UBHBIMU UJIM CUCTEMHBIMU IPUOKOBBIMU MHPEKIUAMU HX
ClIeZlyeT TIIATEeIbHO HAOII0AaTh U OTMEHHUTD Mpenapar Ipy MOSBICHUU OYJUIE3HBIX MOpPaXKEHUH
WJIM MHOTO(OPMHOI 3KCCYAaTUBHON IPUTEMBI.

OpnHoBpeMeHHOe TpUMeHeHue (1ykoHa3oua B fo3ax MeHee 400 Mr/cyT u TepdeHaanHa cienryer
IPOBOJUTH IOJ] THIATEIILHBIM KOHTpOJIEM (cM. pazaen 4.5.).

Kak u npyrue azomnbl, ¢uIyKoHa30J MOXET BbI3bIBaTh yBenuueHue uHtepBana QT na DKI.

@®nykoHa305l BbI3bIBaeT yBenuuyeHue uHTepBasia QT mocpencTBoM WHrHOMpOBaHMS TOKa
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KaJHMEBbIX KaHAJOB BHYTPEHHETO BBINPSMIICHH—YBeHeHne—HHTepBaia—QT,—Bbi3BaHHoe
JPYTUMH JIGKAPCTBEHHBIMU IIpernaparaMu (TaKMMH Kak aMHOIApOH), MOXET OBITh YCHJIEHO
uHruouTopamu m3opepmenta 3A4 muroxpoma P450 (CYP) (cm. pasznmen 4.5.). [Ipu npumenenun
dykonazona ysenundyenue untepsasa QT u mMepuanue wim TpeneTaHue KelyI04YKOB OTMeUalu
OUYCHb PE/IKO y MAIUEHTOB C THKEIBIMU 3a00JI€BaHUAMHU C MHOKECTBEHHBIMH (haKTOPaMHU PHCKa,
TaKUMH KaK OpraHMYecKue 3a00JIeBaHusl CepAla, HapyUICHHsS 3JIEKTPOJIMTHOro OaliaHca |
CHoCOOCTBYIOLIAs PAa3BUTHIO MOAOOHBIX HAapYLIEHUI COMyTCTBYOIas Tepanus. [loBbieHHbIN
PHUCK Pa3BUTHS YIPOKAIOIIEH JKU3HH KEITYJA0YKOBOM apUTMHUU U MOIUMOPGHON KeyT10UKOBOU
TaXWKApAUW MOXXET BO3HUKHYTh Yy TALMEHTOB C THUIOKAIMEMHEH M MpPOTrpeccupyromen
CepAeyHOM  HemoCcTaTOYHOCThIO.  [loaToOMy  TakuM  MamMeHTaM  C  [OTEHIUAIBHO
MPOAPUTMUYECKUMHU COCTOSHUSIMH TPUMEHATh (IIYKOHA30J CIEAYeT C OCTOPOKHOCTBIO.
[Taruentam ¢ 3a0o0jeBaHUSIMU TI€YEHM, CEpAlla U TOYEK Iepe] MPUMEHEHHEM Ipernapara
PEKOMEHAYETCS TPOKOHCYJIBTUPOBATHCS C BPAYOM.

JokazarensctBa 3G (GeKTUBHOCTH (IIYKOHA30JIa TP JICYCHUH APYTHX BHIOB JHICMHYHBIX
MHUKO30B, TaKUX KaK MapaKOKIUIANOUIOMUKO3, CIOPOTPUXO3 U TUCTOMIIA3MO3 OTPAHUUYEHBI, YTO
HE TIO3BOJIAET OMNPEACTUTh KOHKPETHbIE pPEKOMEHIAIMH IO Jo3upoBaHuio. DiykoHa307
ABIII€TCS yMEpeHHbIM uHruoutopom uszopepmenra CYP2C9 u ymepeHHbIM HHTUOUTOPOM
nzodpepmenta CYP3A4. dnykonazon takke siBisercs mHruoutopom mzodepmenta CYP2C19.
[Ipu omgHOBpEeMEHHOW Tepanuu JIEKApPCTBEHHBIMH IMpenaparaMd C Y3KUM TepaneBTUYECKUM
npodunem, meradbonusupyroummucs wuzopepmentamu CYP2C9, CYP2C19 u CYP3A4,
PEKOMEHIyeTCsl COOII0IaTh OCTOPOKHOCTH (cM. pasaen 4.5.).

Coo0manoch 0 pa3BUTHH HEAOCTATOYHOCTH KOPHI HAJIMOYEUYHUKOB Y MAUEHTOB, IOJYYAOIIHX
TEpanuio JAPYrUMH a30JiaMH  (HampuMep, KETOKOHA30JI0M). Y TAIMeHTOB, TMOJTYYaroliX
¢ykoHazou1, HaOMO1AMUCh 00OpaTUMBbIE CITydal HEAOCTATOUHOCTH KOPBI HA/IMOYEUHUKOB.
Kanouoos

HccnenoBanusi MOKa3zald pacTyIIyl0 paclpoOCTPaHEHHOCTh HWH(EKIWiH, BBI3BAHHBIX BHUIaMHU
Candida, otnuunsiMu ot C. albicans. DTH BHIbI 4aCTO 00J1a1al0T PE3UCTEHTHOCTHIO (HAIIPUMED,
C. krusei u C. auris) U1 IEMOHCTPUPYIOT MOHMKEHHYIO UyBCTBUTEIBHOCTD K (urykoHazouny (C.
glabrata). Takue uH(pEKIUU MOTYT MOTPEOOBATH ATBTEPHATUBHOI MPOTHBOTPUOKOBOI Tepanuu
BeiencTBHe Hed((eKTUBHOCTH JedeHHs. [loaTomMy crenuanucTaM, Ha3HAYarOIUM JICUYSHHE,
ClIelyeT YYHWTHIBaTh PACIPOCTPAHEHHOCTh PE3MCTEHTHOCTH pasHbix BuaoB Candida «
¢dykonazomy (cm. pasaen 5.1.).

4.5. B3amMmojeiicTBHe ¢ JPYrHMH JIEKAPCTBEHHBIMH NpenapaTaMM M JApyrue BHJbI

B3aNMO/1eCTBUA
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OJHOKpAaTHOE WIJIH MHOTOKPATHOE IPUMCHEHHe— i KoHa30Ha—B—HA03e—>0—MF—He—BAHsIeT—Ha
MeTaboau3M GeHazoHa (AHTHIIMPHHA) IPH UX OJHOBPEMEHHOM NPUMEHEHUH.

OonospemenHoe npumenerue QayKoHazona co ciedyruumu npenapamamu npomueonoKa3aHo:
[{u3anpua: npu OJHOBPEMEHHOM MpPUMEHEHHH (IIyKOHA30jla M LM3alpuja BO3MOMKHBI
HE)KEJIaTeJIbHbIE  peakUuu CO CTOPOHBI  cepaua, B T.4. aApUTMUS  KEIYAOYKOBas
TaXMCHCTOJNIMYECKasi Thma «mupy3T» (torsade de pointes). [lpumenenue (raykoHazona B 103e
200 mr 1 pa3 B cytku u nu3anpuaa B ao3e 20 mMr 4 pasa B CyTKH NPUBOJUT K BBIPAXKCHHOMY
YBEJIMUCHUIO TIJIA3MEHHBIX KOHIEHTpalUil mu3anpuaa u yBeiaundeHuro uHtepBana QT na OKIT.
OnHOBpeMEHHOE MPUMEHEHHUE IU3anpuIa U (IyKOHa3051a MPOTHBOMIOKA3aHO.

Tepdenanuu: mpu OJHOBPEMEHHOM NPUMEHEHUU a30JbHBIX IMPOTUBOTPUOKOBBIX CPEJICTB U
TeppeHariHa BO3MOKHO BO3HHUKHOBEHHE CEPHE3HBIX apUTMUNA B pe3yJbTaTe YBEIMYEHUs
unteppana QT. IIpu npumenenun ¢uaykonaszona B qo3e 200 mr/cyt yBenuueHus unreppaia QT
HE YCTaHOBIICHO, OJIHAKO, MpUMeHeHue ¢urykoHa3osia B g03ax 400 MI/CyT W BBIIIE BBI3BIBACT
3HAYUTEIBHOE YBEIMYCHHE KOHIEHTpamuu TepdeHaanHa B Iuia3Me KpoBH. OTHOBpEMEHHOE
npuMeHnenue ¢aykonasona B 1o3ax 400 mr/cyt u 6onee ¢ TeppeHaguHOM MPOTUBOMOKA3aHO (CM.
paznen 4.3.). Jleuenue ¢urykoHa30510M B 103ax MeHee 400 Mr/cyT B coyeTaHuu ¢ TepdheHaanHOM
ClIelyeT IPOBOAUTD MO THIATEIbHBIM KOHTPOJIEM.

ACTeMH30J1: OJHOBPEMEHHOE IpHMEHEHHE (IyKoHa30jla C acCTEMHU30JIOM WU APYTHMH
npernapaTamM, MeTaOOoJIM3M KOTOPBIX OCYILIECTBISIETCS cHcTeMoil mutoxpoma P450, moxer
CONPOBOXAATHCS MOBBIIICHHUEM CBHIBOPOTOYHBIX KOHILIEHTpAUUW 3TUX cpeAcTB. IloBbllIeHHBIE
KOHIIEHTpAIlK aCTeMH30JI1a B TIa3Me KPOBH MOTYT MIPUBOANTH K yyiMHeHHIO uHtepBana QT u B
HEKOTOPBIX CIIy4asiX K Pa3BUTHIO apUTMUU HKEIIYJOUYKOBOU TaXHUCUCTOJIUYECKON THIIA «ITUPYITH
(torsade de pointes). OnpHOBpeMEHHOE TIpUMEHEHHWE acTeMu3oyiia U  (uIykoHaszoja
MIPOTHUBOIIOKA3aHO.

[TMO3MI: HECMOTPSI HA TO, YTO HE MPOBOIUIOCH COOTBETCTBYIONIMX MCCIIEA0BaHUH N VItro win
in VIVO, OJHOBpEMEHHOE NpHUMEHEHHE (IyKoHA30jla W MUMO3HMIa MOXET TNPUBOIUTH K
YTHETEHHUIO MeTa0oIM3Ma MuMo3uaa. B cBO0 odepeib MOBBIIEHNE IJIA3MEHHBIX KOHIICHTPAIIUA
MUMO3HUIa MOXKET MPUBOAUTH K Y/UTMHEHHUI0 nHTepBasa QT U B HEKOTOPBIX CIyYasiX K pa3BUTHIO
ApUTMUU  KEIYIOYKOBOW TaXMCHUCTONMYECKOW Tuma «mupydT» (torsade de pointes).
OpnHoBpeMeHHOE TPUMEHEeHNE TUMO311a U (IIyKOHAa30J1a TPOTUBONOKA3aHO.

XUHUJIMH: HECMOTPSI Ha TO, YTO HE MPOBOAMIIOCH COOTBETCTBYIOIINX UCCIENOBAHUM in Vitro WK
in vivo, OTHOBPEMEHHOE NpHUMeHeHHe (IIYKOHA30JIa U XUHUIMHA MOXKET TaKKe MPUBOAHUTH K
yrHEeTEeHUI0 MeTabonu3ma XuHUAWHA. [IpuMeHeHWe XWHHUAWHA CBA3aHO C Y/UIMHEHHUEM

uHTepBaia QT W B HEKOTOpPHIX Cily4asX C pa3BUTHEM apUTMHHM  SKEITyJO0YKOBOM
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TaXMCHCTOJIMYECKON THUMAa «mHpyIT» (torsade—de—peointes)—OAHOBpEeMeHOe—HpHMEHEHHES

q

XUHUJMHA U QIIyKOHA30J1a IPOTUBOIIOKA3aHO.

OPUTPOMMIIHH: OIHOBPEMCHHOC IIPUMCHCHHC (bJ'IYKOHaSOJIa H OPUTPOMHIIMHA ITOTCHOHWAJIbHO

NPUBOJIUT K MOBBIIICHHOMY PUCKY Pa3BUTHs KapAHOTOKCHYHOCTH (ymumHeHue uHTepBaia QT,
torsade de pointes) u, BCIEICTBHE 3TOT0, BHE3AMHOH cepaeyHoM cmepTH. OIHOBpEMEHHOE
npruMeHeHne (IIyKOHa30J1a M SPUTPOMUIIMHA IPOTUBOIIOKA3aHO.

Credyem cobnooames OCMOPOICHOCMb UMU  U30e2amb O0OHOBDEMEHHO20 NPUMEHEHUS C
¢aykonazonom:

AMHONApOH: TPUMEHEHHE AaMHOJapOHA AaCCOLMUPOBAIOCH C yanuHeHueM wuHTepBaiza QT.
Crnenyer cobmoaaTh OCTOPOXHOCTH MpPHU OJHOBPEMEHHOM IpPUMEHEHUH (IykoHa3ola u
aMHOJIapOHa, B OCOOCHHOCTH TIPH MPUEME BBICOKOM 710361 urykoHazoa (800 mr).

.HGM6ODGKC3HTZ OJHOBPCMCHHOC IMPHUMCHCHHC (bJ'IYKOHaSOJ'Ia IIPpUBOAUT K YBCIIMYCHUIO Cmax #

AUC nembopekcanta npumepHo B 1,6 u 4,2 pasa COOTBETCTBEHHO, 4YTO, KaK OXXHIAETCH,
MPHUBEJICT K YBEIIMYCHUIO PUCKA MIOOOYHBIX PEAKINil, TAKUX KaK COHIMBOCTh. CiemyeT uzberarb
OJTHOBPEMEHHOTO MTpUMEHeHHsI (DIIyKOHa301a U JIeMOOPEKCaHTa.

Cnedyem cobnwodams  OCMOPOI’CHOCMb U,  BO3MOJNCHO, KOPPEKMUposams 003bl  HpU
00HOBPEMEHHOM NPUMEHEHUU CLe0YIOWUX NPenapamos u hryKonazona:

Ipenapamul, énuaowue na GayKoHaA30

I'mapoxyiopoTHa3umd; MHOI'OKpAaTHOC IMNPHUMCHCHHUC THUAPOXJIOpOTHA3nIa OJHOBPEMCHHO C

(JIyKOHA30JI0M TNPHUBOJUT K YBEIMYEHHUIO KOHLEHTpaluH (paykoHa3oja B IIa3Me€ KpPOBHM Ha
40 %. D¢ dexT Takol CTENEeHU BBIPAXKEHHOCTH HE TpeOyeT M3MEHEHUs pexuma J03UPOBaHUs
¢iykoHa30s1a y MAIMEHTOB, MOJIYYarolIUX OJHOBPEMEHHO AMYPETHUKH, OJHAKO Bpayy CIEIyeT
3TO YYUTHIBATD.

PudamnunuH: ogHOBpeMEHHOE IpUMeHeHHe (iaykoHa3ona M pupaMOMIMHA TPUBOIUT K
camwkenno AUC Ha 25 % U ATUTENsHOCTH Nepuo/ia NoayBbiBeieHus (rykoHaszona Ha 20 %. YV
NAlUEHTOB, OJHOBPEMEHHO MPUHUMAIOMIMX  pU(AMIULIMH, HEOOXOAWMO  YYHUTHIBATh
11€JIECO00PA3HOCTh YBEIIMUEHUS 10361 (hITyKOHA30I1a.

IIpenapamul, na komopvle enusem QayKoHa3on

DryKOHA30J1 ABJISIETCS YMEpEeHHBIM MHrHOuTOpoM n3odepmento 2C9 u 3A4 uutoxpoma P450
(CYP). ®dnykonazon Takxke siBisercss mHruOutopom usodpepmenta CYP2C19. Kpome Toro,
MOMHMMO TEPEUYHUCIIEHHBIX Aaniee 3(PQPEeKTOB, CYIIECTBYET PUCK MOBBILIEHUS B IJIa3ME€ KpPOBU
KOHIIGHTPAallMM W JIPYTHX JIEKQpCTBEHHBIX CPEACTB, METa0OIM3UPYEMBbIX H30(QepMEeHTaMu
CYP2C9, CYP2C19 u CYP3A4 npu oJHOBpeMEHHOM ITpUMEHEHHH ¢ (IIyKOHa30J0M. B cBsizu ¢
3THUM, CIIEyeT COOJII0/IaTh OCTOPOKHOCTh MPH OJHOBPEMEHHOM NMPUMEHEHHH MEPEUUCIECHHBIX

MpenaparoB, a Mpu HEOOXOJAUMOCTH MOAOOHBIX KOMOWHAIWMK MAIMEHTHI JOJDKHBI HaXOIUTHCS
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MOJ THIATENFHBIM MEIUIUHCKUM HaOTI0ACHIEM—CHeAYeT Y HITHBATE, 1O Hnrnﬁnp}"f‘m}{'”'
ad ekt GaykoHa30Ia COXpaHsSeTCs B TeUeHHe 4—5 AHEW Mocie OTMEHBI Mpernapara B CBS3H C
JUTUTEIILHBIM TIEPUOJIOM MOTYBBIBEICHHUS.

AndeHTaHWI: OTMEYaeTCsl yMEHBIICHHE KIMpeHca M 00beMa paclpeieieHHs, YBEIHYCHHE
neproia TONyBbIBeIeHHS andeHTaHwIa. Bo3MOXHO, 3TO CBSI3aHO C HMHTHOMPOBAHHEM
uzodpepmenta CYP3 A4 gykonazomnom. Moxer noTpeOoBaThCsi KOPPEKIUS A03bI ajeHTaHUIIA.

AMUTPUNTUINH, HOPTPUNTUIUH: yBenuueHue s¢dekra. KoHLEHTpaluio S-HOPTPUNTUIMHA

W/WIM  S-aMUTPUIITWIIMHA MOXHO U3MEpUTh B Hayale KOMOMHUPOBAaHHOM Tepamuu C
¢irykoHa3010M U 4Yepe3 HeAemo nocie Havana. [Ipy HeoOXoAuMOCTH ClielyeT KOPPEKTUPOBATh
7103y aMUTPUTNITHIIMHA/HOPTPUIITHIMHA.

AMdorepuniua B: B uccnenoBaHusSX Ha MbIMIax (B TOM 4HUCIe, ¢ UMMYyHOCymnpeccueil) Obuin

OTMEYEHBI CIIEAYIOIINE Pe3yabTaThl: HEOOIBIION aIMTUBHBINA TPOTUBOIPUOKOBBIN 3¢ deKT npu
cucreMHol wmHGpekuuu, BbBBaHHOW C. albicans, OTCYTCTBHE B3aUMOJICHCTBUS IpH
BHyTpHUYEpenHOW WHQEKINH, BbI3BaHHON Cryptococcus neoformans W aHTaroOHW3M IIPH
CUCTeMHON MH(EKIMHU, BbI3BAHHOU A. fumigatus. KnuHuueckoe 3HaueHUE JaHHBIX Pe3yJbTaToOB
HE SICHO.

AHTHKOArylsHTBI: KaK W JIpyrHe TPOTUBOTPHOKOBBIE cpeacTBa (IIPOM3BOJAHBIC a3071a),

(Gi1ykoHa30J1, IPU OJHOBPEMEHHOM IPUMEHEHUU C Bap(apHUHOM, MOBBIIIAET MPOTPOMOUHOBOE
BpeMs (Ha 12 %), B CBsI3U € UeM, BO3MOXKHO pa3BUTUE KPOBOTEUEHUH (reMaTOMbl, KPOBOTECUEHUS
U3 HOCA U JKEIYA0YHO-KHILIEYHOTO TPaKTa, reMaTypus, MejieHa). Y MHalMeHTOB, MOIYyYarolux
AQHTUKOAryJssHThl KyMapMHOBOIO W WHIAHIMOHOBOTO psifia U (IyKOHA30J1, HEOOXOAUMO
MOCTOSTHHO KOHTPOJIMPOBATh MPOTPOMOWHOBOE BpEMsI B MEPUOJI Tepaluu U B TeueHue § aHeil
10CJI€ OAHOBPEMEHHOIO IMPUMEHEHMs. Takxke clelyeT OLEHUTh LEeeco00pasHOCTh KOPPEKIUU
J103bl JAaHHBIX AHTUKOATYJISIHTOB.

ABHUTPOMUIIMH: NPH OJHOBPEMEHHOM NPUMEHEHUHU BHYTPb (IYKOHA30J1a B OJHOKPATHOH 103€

800 Mr ¢ a3UTPOMHUIIMHOM B OJHOKpaTHOU 03e 1200 Mr BeIpaXxeHHOTO (papMaKOKHMHETUYECKOTO
B3aMMOJIEHCTBUS MEKIy 000MMH MpenaparaMu HE YCTaHOBJIEHO.

beHn3oana3zenyuHbl (KODOTKOFO HeﬁCTBHH)Z nocJjc IMmpueMa BHYTpb MHAA30JIaMa, (I)J'IYI(OHEBOJ'I

CYIIECTBEHHO yBEJIMYMBAET KOHLEHTPAIMIO MUA301aMa U IICUXOMOTOPHBIE 3P PEKTHI, MprUueM
3TO BIUSHUE OoJiee BBIPAXKEHO IMOciie mprema (IyKoHas3oja BHYTPb, YEM MPHU €ro MPUMEHEHUU
BHYTpUBEHHO. [Ipn HEOOXOAMMOCTH COMYTCTBYIOIIEH Tepanuu OeH30ua3enuHaMi MalueHTOB,
OpUHUMAOIUX (IyKOHA307, cleayeT HaOmoJaTh € IENbI0 OIEHKH 11e1eco00pa3HOCTH
COOTBETCTBYIOILIETO CHIDKEHHUS J03bl OeH3oauaszenuHa. IIpm OJHOBpEMEHHOM NpPHUMEHEHUH

OJIHOKpaTHOM J103bl TpHaszoiama, ¢uykoHazon ysenunuuaer AUC Tpuaszonama npuOIH3UTENbHO
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Ha 50 %, Cmax - Ha 20-32 % u nepuoa noyyBbiBeAeHMsHa % Onarosiaps yrHCTCHMIO
MeTabonu3Ma Tpuazoiaama. MoxeT MoHaJOOUTHCS KOPPEKLUs 103bI TPHA30JIaMa.

Kapbamazenun: ¢aykoHa3on  yrHeraer MeTabonu3M  kap0Oama3enuHa U MOBBIIIAET

CBIBOPOTOUHYIO KOHIIEHTpauuio kapbamazennna Ha 30 %. HeoOXoauMo yduThIBaTH PHCK
pa3BUTHS TOKCHYHOCTH KapOamaszernuHa. CieqyeT OLeHUTh HeOOXOAMMOCTb KOPPEKIUH J103bI
KapOamasenrHa B 3aBUCUMOCTH OT KOHIIEHTpaIuu/3ddekra.

baokaTopel «MEUICHHBIX» KAJILIHMEBEIX KaHAJIOB: HCKOTOPBIC AaHTAarOHUCTBI KaJlbIIUEBBIX

KaHAJIOB (HUGETUTIMH, UCPATUIIUH, aMJIOIUIIUH, BepanaMuil U (HEeToUIIH) METa00IM3UPYIOTCS
uzopepmertrom CYP3A4. OnykoHa307l YBEIMYHUBAECT CHCTEMHYIO JKCIIO3UIIMI0 AHTarOHHCTOB
KaJIbI[MEBBIX KaHATIOB. PeKOMEH0BaH KOHTPOJIb Pa3BUTHS TOOOYHBIX 3((HEKTOB.

HeBupanus: cOBMECTHBIN MTpueM (UIYKOHA30J1a M HEBUPAIMHA YBEIIMYUBACT MPUOJIM3UTEIBHO Ha
100 % 5Kcro3UIUI0 HEBUPANKUHA 0 CPABHEHUIO C KOHTPOJIBHBIMH JAHHBIMU 1O OTIEIBHOMY
NPUMCHCHHUIO HEBUpamuHA. V3-3a puHCKa TIOBBIIICHHOTO BBIJCICHUS HEBUPAIMHA TIPU
COIYTCTBYIOIIEM TPUMCHCHHH JICKAPCTBCHHBIX IPEMapaTOB HEOOXOJWMBI  HEKOTOpPHIE
IPEJOCTOPOKHOCTH U THIATEIbHOE HAOIOICHHE 32 TIAIIMCHTAMHU.

ILIuKIOCIOpHUH: Yy IalMUeHTOB C TpaHCHHaHTHpOBaHHOﬁ HO‘IKOI71, IIPUMCHCHHC (1)JIYKOH8.3OJ18. B

noze 200 Mr/cyr HpHBOAWT K MEAJICHHOMY IIOBBIIICHHIO KOHIICHTPALWU IIMKIJIOCIIOPUHA.
OpHako, TpM MHOTOKPAaTHOM TpUMEHEHUH ¢ykoHazona B no3e 100 mr/cyr H3MeHeHUs
KOHIEHTPAllUU IMKJIOCHIOPHUHA Yy PEIHHUIIHEHTOB KOCTHOTO Mo3ra He Habmoganocs. [lpu
OJTHOBPEMEHHOM NPUMEHEHUH (PIyKOHa30Ja U HUKIOCIOPUHA PEKOMEHYETCs] KOHTPOJIMPOBATh
KOHIICHTPALNIO [IUKJIOCIIOPHHA B KPOBH.

DBEPOIUMYC: XOTS JAHHOE B3aUMOJICHCTBUE HE OBLIIO U3YUCHO in Vivo WU in Vitro, GIyKOHA30I1
MO’KET TIOBBIIIATh KOHLEHTPALMK HBEPOIMMYCa B IUIa3ME€ KpPOBU IYyTEM HHTUOMPOBAHUS
CYP3A4.

[uknodochamMua: mpu OJHOBPEMEHHOM NpPUMEHEHUH LuKIodochamuaa u  ¢uiyKkoHazoa

OTMEUAETCsl YBEJIMYEHHUE CHIBOPOTOUHBIX KOHIIEHTpaluil OunupyOvHa M KpeaTHHUHA. JlaHHas
KOMOMHAIMs JONYyCTHMa C Y4YeTOM pHCKa YBEIMUYEHHUS KOHILIEHTpalui OumupyOouHa U
KpEaTHUHHHA.

@deHTaHWI: HMeeTcs CooOlIeHHe 00 OJHOM JIETaJbHOM MCXOZE, BO3MOYKHO CBSI3aHHOM C
OJIHOBPEMEHHBIM NpuMeHeHHeM (eHTanmna u ¢uykonasouna. [lpeanonaraercs, 4To HapyUIeHUS
CBS3aHBl C HWHTOKCHKalued ¢eHTaHwioM. bputo mokazaHo, 4TO (IIyKOHA30J 3HAYUTEIHBHO
yIUIMHSAET BpeMs BbiBeieHUs (eHTanmna. ClieayeT yUuThIBaTh, YTO MOBBIIICHHE KOHIIEHTPAIIUH
(eHTaHmIa MOXKET MPUBECTH K YTHETCHHUIO JBIXaTEIbHOM (DYHKIIUH.

lanodanTpuH: (IyKOHA3071 MOXET YyBENUYMBATh KOHIIEHTpAIMIO TajloQaHTpuHA B IJa3Me

KpOBH B CBs3M C¢ HHruOupoBanuem uzopepmenta CYP3A4. Bo3MOXHO pa3BUTHE apUTMUU
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KEITyTOYKOBON TaXUCHCTOIMYECKON THIA «ITHPYITH»—(torsade-de-pointes)HPH-OAHOBPEMEHHOM
NPUMEHEHHH ¢ (ITYKOHA30JI0M, KaK U C APYTMMHU MTPOTHBOTPUOKOBBIMHE IMIperapaTaMy a30J0BOTr0
psiAa, IO3TOMY COBMECTHOE IIPUMEHEHUE UX HE PEKOMEHIYETCS.

Nuru6utopel  ['MI'-KoA-penykTasel: MpH OAHOBPEMEHHOM NPUMEHEHWH (QuIyKoHa3oja ¢

unruouropamu I MI'-KoA-penykrassl, merabonusupyembivu nzodpepmentom CYP3A4 (takumu
KaK, aTOpBacTaTUH M cuMBacTaThH) uin uzopepmentom CYP2D6 (takumu Kak, ¢ryBacTaTuH
(CHMKEHUE MeYEHOYHOr0 MeTabosIn3Ma CTaTUHOB)), PUCK PAa3BUTHUA MUOIATUU U pabIoOMHOIN3A
yBEJIMYMBaeTCs (B 3aBUCUMOCTH OT J103bl). B ciydae HE0OXOMMOCTH OJTHOBPEMEHHOW Tepanuu
yKa3aHHBIMH IIperapaTtaMy, CIeAyeT HaOJtoJaTh MAIMEHTOB C IEJIbI0 BBIBICHHUS CHUMIITOMOB
MHUOTIATHH U padaomuonn3a. HeoOXxoaqumMo KOHTPOIUPOBaTh KOHIIEHTPAIIMIO KPEAaTUHUHKUHA3BI.
B cinydae 3HAUMTENBHOIO YBEIMYEHUS KOHICHTpAUUMM KPEaTUHUHKMHA3BI MM €CIU
JIMarHOCTUPYETCSl WM HMeEeTCs IOAO03PEHHE Ha Pa3BUTHE MUONATUM WM PadaOMHONIN3A,
tepanuto uHruouropamu ['MI'-KoA-penykrassl cinepyer npekpaTutb. Morytr norpedoBarbes
Oonee Hu3KMEe 1036l MHTUOMTOpPOB I'MI-KOA-pemykraspl, Kak yKa3aHO B HWHCTPYKIHHU IIO
MEAMLIMHCKOMY IIPUMEHEHUIO CTATHHOB.

HUopytunub: ymepeHnHsie uHruOutopsl uzodpepmenta CYP3A4, Takue kak QuyKoHa3odl,
YBEIMYMBAIOT KOHIEHTPAIMI0 HOPYTHHMOA B TIa3M€ W MOTYT IOBBIIIATH PUCK TOKCHYHOCTH.
Ecnu nmpuMeHeHus mpenapaToB B KOMOMHALIMY HE yAaeTcsl n30eXaTh, HEOOX0AUMO YMEHBIINUTh
7103y HOpyTHHNOA, KaK YKa3aHO B MHCTPYKIMHU 110 MEIULIMHCKOMY NPUMEHEHUI0 HOpYyTUHUOA, 1
00eCreynTh TIIATEIbHOE KIMHUYECKOe HaOII0IeHHE.

I/IBaKad)TOD (OT}IGJ’II)HO WJiIn B COYCTAaHHUHM C IpfraparaMi TOro K€ TCparcBTHUYCCKOIO KJ'IaCCﬁ)Z

OJIHOBPEMEHHOE MPUMEHEHHUE ¢ UBaKadTOpoM, MOTEHIIMATOPOM PETyJIATOpa TpaHCMEMOPAHHON
npoBoauMocTd nipu MykoBucuugosze (CFTR), noBslmano ypoBeHb BO3/eiCTBUS MBakadTopa B
3 pa3za, a ypoBeHb BO3JEUCTBUS T'MIpokcumeTni-uBakadropa (Ml) — B 1,9 paza. Heobxoaumo
CHM3HUTH /103y uBakapTopa (OTAEIbHO WM B KOMOMHALMM), KaK YKa3aHO B HMHCTPYKIMH IO
MEAMIIMHCKOMY PUMEHEHUI0 UBaKkadTopa (OTAEIbHO WM B KOMOMHALINN).

JlozapTan: dmykoHa301 yrHeTraeT MeTa0oJiu3M Jo3apTaHa J0 ero akTuBHoro merabonuta (E-
3174), xoTopblii oTBewaeT 3a OONbIIyI0 4YacTh 3((EKTOB, CBI3aHHBIX C aHTarOHU3MOM
anruoreH3uH-1I penenrtopos. Heo6xonum perynsipHblii KOHTPOJIb apTEPUATBHOTO JaBJICHUS.
JlypasunoH: ymepenHsle HHruOuTopsl nzopepmenta CYP3A4. takue kak ¢uykoHa30Jl, MOTYT
YBEJIMYUBATh KOHIEHTpALMIO JypasuaoHa B Iutasme. Eciau mnpuMmeHeHHs mnpenapaTtoB B
KOMOMHAIMM HE yJaeTcs u30exarb, HE0OXOJUMO YMEHBIIUTh J03Yy JYPa3HJIoHa, KaK yKa3aHO B
MHCTPYKILMHU IO MEAUIIMHCKOMY IPUMEHEHUIO JIypPa3uI0Ha.

MertazioH: (ayKOHa301 MOXKET yBEJIWYUBATh IJIa3MEHHYIO KOHIIEHTpAIUi0 MeTazoHa. Mosker

MOHAA00UTHCS KOPPEKIIUS T03bI METAI0HA.
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HecreponaHpie MPOTUBOBOCIIATUTEILHBIC MPET

yBenmuuuBarores Ha 23 % u 81 %, coorBercTBeHHO. AHanormyHo Cmax u  AUC
(dbapMaKkoIOru4eck aKTUBHOTO u3zomepa [S-(+)-uOynpoden| nosbimanuck Ha 15 % u 82 %,
COOTBETCTBEHHO TIpU OJHOBPEMEHHOM MpUMEHEHHH (IyKOHa30da C  PpaleMUYECKUM
udynpodenom (400 mr).

[{eniekOKCHO: TpU OJHOBPEMEHHOM TpUMEHEHUH ¢uykoHazona B go3ze 200 wmr/cytr u
nenexkokcnba B 03¢ 200 Mr Cmax 1 AUC nenexkokcuba yBennuuBaroTcss Ha 68 % u 134 %
COOTBETCTBEHHO. B qaHHON KOMOMHALIMK BO3MOKHO CHMXKEHHUE J103bI LIeJIEKOKCHOa BJIBOE.
HecMmotpst Ha OTCYTCTBUE IIeTICHANPABICHHBIX HCCICIOBAHUN (IIYKOHA30JI MOXKET YBEIHMYMNBATH
cucteMHyro d3kcno3urmio apyrux HIIBII, merabonmmsupyembix wu3odepmentom CYP2C9
(HampuMmep, HAMpPOKCEH, JIOPHOKCHUKAM, MEJOKCHKaM, IukiodeHak). MokeT MmoHagoOUThCs
koppeknus no3e1 HIIBII.

[Tpu onnoBpemernnom npumenennu HIIBII u ¢urykoHasona nanueHThl JODKHBI HAXOAUTHCS MO
TIIATETFHBIM MEAWIIMHCKUM HAOJFOJICHUEM C TEJIbI0 BBISIBICHUS M KOHTPOJISI HEXKEIaTeIIbHBIX
SBJICHUM U MPOSIBJICHUSI TOKCUYHOCTH, cBsi3aHHbIX ¢ HIIBII.

Omnamapu6: ymepenHole wuHruoutopsl u3zodpepmenta CYP3A4, Takue kak QuykoHa301I,
MOBBIIIAIOT KOHIICHTPAIMIO OJiaraprba B mia3Me KpoBH. VX OIHOBpEeMEHHOE NMPUMEHCHHE HE
pexkomeH10BaHO. Ecinu HEBO3MOXKHO M30€KaTh OJHOBPEMEHHOI'O MPUMEHEHHS, HEOOXOIUMO
COKpAaTuTh A03Yy ojamnapubda 1o 200 Mr qBa pasza B CyTKH.

IIepopanbHble KOHTPAlICOTHUBHI: npu OJHOBPEMCHHOM MPUMCEHCHUUA KOM6I/IHI/Ip0BaHHOr0

MepopaIbHOTO KOHTpalenTtuBa ¢ (piaykoHazoiaoMm B go3e¢ 50 MI CYIIECTBEHHOTO BJIUSHHUS Ha
YpOBEHh TOPMOHOB HE YCTAaHOBJIEHO, TOTJa KakK MpU eXeIHeBHOM mpuMeHeHun 200 wr
baykonazona AUC sTUHWIDCTpaaNoOia U JeBOHOprecTpena yennuuBaoTcs Ha 40 % u 24 %
COOTBETCTBEHHO, a mnpu mnpumeHenun 300 mr ¢aykoHasona oxuH pa3 B Hememo AUC
STUHWIACTPAINOIAa U HOPITUHJpPOHA Bo3pacTtatoT Ha 24 % u 13 % cooTBercTBeHHO. Takum
00pa3oM, MHOTOKPaTHOE MpUMEHEeHHE (PIIyKOHA30J1a B YKa3aHHBIX J03aX BPSJI JTU MOXKET OKa3aTh
BIUsIHUE HA 3()PEKTUBHOCTH KOMOMHUPOBAHHOTO NIEPOPATHLHOTO MPOTHBO3a4aTOYHOTO CPECTRA.
DEHUTOUH: OJTHOBPEMEHHOE MpUMeHeHue (IyKoHa3oa U (PEeHUTOMHA MOXKET COMPOBOXKIATHCS
KIIMHUYECKH 3HAYMMBIM TIOBBIIIEHHEM KOHIEHTpaluu (eHuTouHa. B ciaydae HEOOXOAMMOCTH
OJTHOBPEMEHHOTO TMPUMEHEHHSI 000MX TMPErapaToB CIEIYET KOHTPOJIUPOBATH KOHIIEHTPAITUIO
(EeHUTOMHA M COOTBETCTBYIOIIMM OOpPa3OM CKOPPEKTHUPOBAThH €r0 JI03Y C ILEIbI0 00CCIICUCHHS
TEepaneBTUYECKON KOHIIEHTPAILlUU B CHIBOPOTKE KPOBH.

[IpenHu30H: UMeeTCsi COOOIIEHNE O Pa3BUTHH OCTPO HETOCTATOYHOCTH KOPHI HAAIMIOYEUYHUKOB Y
MalyeHTa TOCJe TPAHCIUIAaHTAIMKM TedeHW Ha ¢GoHE OTMEHBI MpueMa (IyKoHa30Ia IMOCTe

TPEXMECAYHOI0 Kypca Tepanuu. lIpeanosnoxuTenbHO, MpeKpalleHue Tepanuu (BprykoHa30JIoM
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BBI3BAJIO MOBBIIICEHUE AaKTUBHOCTU H30(epMeliFa CYi’n3A/!, 4TO OPHBCIO K YBCIMYCHHOMY
MeTa00aN3My IPEIHU30HA.

[TauuenTsl, nosnyyaronye KOMOMHUPOBAHHYIO TEpANUI0 NPEIHU30HOM U (PIyKOHA30JI0M,
JIOJDKHBl HAXOJUThCS IOJ TILIATENbHBIM MEIUIMHCKUM HaOJIOJCHUEM IIpH OTMEHE IMpuema
(ryKoHa30I1a C LENbIO OI[EHKH COCTOSIHUS KOPbI HAATIOYEYHHUKOB.

Pudabytun: onHoBpeMeHHOE MpuMeHEHHE (IyKoHa3oda W pudpadyTHHAa MOXKET MPUBECTH K
MOBBIIICHUIO CBHIBOPOTOYHBIX KOHILEHTpaui nociennero no 80 %. Ilpu omHOBpeMEHHOM
npuMeHeHun (GuIyKoHa3oua ¥ pudadyTHHa ONUCaHbI ciay4yad yBeuTa. [lalueHToB, 0JHOBPEMEHHO
noiyJaomux pudadyTud u (GIyKoHa3071, HEOOXO0IUMO TIIATEIFHO HAOIIOATh.

CaksunaBup: AUC mnoBemmaercss npubmusutensHo Ha 50 %, Cmax - Ha 55 %, ximpenc
CaKkBHMHaBHMpa yMeHbIlaeTcs npuoiau3urenbHo Ha 50 % B CBSI3U ¢ UHIMOMPOBAaHUEM IIEUEHOYHOT'O
merabonusma uzopepmentra CYP3A4 wu wunrubupoBanuem P-rimxomporenHa. Moxer
MOHAZ00HUTHCS KOPPEKIIHS 036l CAKBUHABUPA.

CuponuMyc: TOBBIIIEHHE KOHLEHTPAIMH CHPOJMMYyCa B IUIa3Me KPOBH, IPEAIIOIOKUTEIEHO B
CBSI3U C MHIMOMpPOBaHHEM MeTaboIM3Ma cuponuMyca yepes yraerenue nzopepmenta CYP3A4 u
P-rauxonporenna. JlanHas KOMOMHAIMS MOXET IPUMEHATHCS C COOTBETCTBYIOIIEH KOppEeKIUeH
JI03bI CHPOJIMMYCa B 3aBUCUMOCTH OT 3((heKTa/KOHIIEHTPAIUH.

[IpenapaThl Cynb(QOHUIMOUYEBUHBL: (ITYKOHA30JI, IPU OJHOBPEMEHHOM NMPUMEHEHHUH, TIPHBOIUT

K YBEJIMYECHUIO IE€PHUOJA IOJYBBIBEICHUS MNEPOPAIBHBIX IPENaparoB Cylb(HOHUIMOUYEBUHbI
(xnopriponamuja, TAMOEHKIaMuIa, TIMNU3MAa U TojOyramupaa). IlamueHtam ¢ caxapHbIM
nuabeToM MOXKHO Ha3HauyaTh COBMECTHOE IPUMEHEHHE (QUIyKOHAa30ja U IepOopalbHbIX
IpenapaToB CyJIb(OHUIMOUEBUHBI, HO MPH ITOM CIIEIyeT YYHUTHIBATH BO3MOXXHOCTH Pa3BHTHUS
THIOTJIMKEMHUH, KPOME TOTO, HEOOXOIWUM pETrYJSIpHBIH KOHTPOJb TJIOKO3Bl KPOBH H, TpPHU
HE00XO0IMMOCTH, KOPPEKIHUS J103bl IPENapaToB CyIb(OHUIMOUYEBUHBI.

Takponumyc: oHOBpeMEHHOE ITpUMEHEHHEe (QIIyKOHA30J1a U TaKpoJIUMyca (BHYTph) MPUBOJIUT K
MIOBBIINIEHUIO CHIBOPOTOYHBIX KOHIEHTPAIMK MOCIEIHET0 B 5 pa3 3a cyeT MHTHOMPOBAaHUS
MeTabonu3Ma TakKpoJuMyca, IPOUCXOMAIIEr0 B KHIIEYHHKE IOCPEACTBOM H30(epMeHTa
CYP3A4. 3HauuTenbHbIX M3MEHEHHH (apMaKOKMHETHKM IIpernapaToB HE OTMEUEHO Ipu
OPUMEHEHUH TaKpoJIMMyca BHYTpHUBEHHO. OmucaHbl ciaydau HeppoTOKCHYHOCTH. IlanmeHToB,
OJIHOBPEMEHHO NPUHHUMAIOLIUX TAaKpPOJIMMYC BHYTPh U (PIyKOHA30J, ClEQyeT TUIATeNbHO
HaOmomate. Jlo3y TakposmMyca CleAyeT KOpPPEeKTUPOBaTb B 3aBHCHMOCTU OT CTENEHU
MOBBIIIEHUS €0 KOHIIEHTPAILIUU B KPOBH.

TeobunanH: mpu 0JHOBPEMEHHOM MPUMEHEHHH ¢ (irykoHa3osnoM B go3e 200 mr B Teuenue 14
JHEW CpefHsisi CKOPOCTh IUIa3MEHHOro KIHMpeHca Teo(uuinHa cHukaercs Ha 18 %. Ilpum

Ha3Ha4YCHHUH (bHYKOHa?;OJ'Ia nanyuceHTaM, MNpUHUMAOIIUM TeO(bI/IJ'IJ'H/IH B BBICOKHX 103aX, HIIH
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HalMEeHTaM C TMOBBIIIEHHBIM PHUCKOM pa3BUTHS-FOKEHICCKOFO-ASHETBHA-TeOPHATHIHA,—CASAYeT
HaOJI01aTh 3a TOSBICHUEM CHUMIITOMOB MEPEI03UPOBKU TEO(PHIUIMHA U, MPH HEOOXOIUMOCTH,
CKOPPEKTHPOBATh TEPAIHIO COOTBETCTBYIOLIMM 00pa3oM.

Todauutunu6: Bo3nelicTBue TohauuTHHIOA YBETUUUBACTCA IPU €I0 COBMECTHOM MPUMEHEHUU

C IpemapaTamMH, KOTOpbIE SIBJISIIOTCS  OJHOBPEMEHHO YMEPEHHBIMH  HHIHMOUTOpaMu
uzopepmentoB CYP3A4 u CYP2C19 (manpumep, duykonazon). Bo3moxHO, MOXeT
MOHAA00UTHCS KOPPEKIHS 10361 TO(PaAIUTHHHOA.

TonBanTaH: Bo3/eiicTBue TonBanTana 3HaunTenbHO yBenuuuBaeTcs (AUC Ha 200 %, Ciax Ha 80
%) TpH COBMECTHOM TMIpUMEHEHHMH TosBantaHa, cybcrpara CYP3A4, u dQuykonasona,
ymepeHnHoro unruouropa CYP3A4. [lpu 3ToM cCyliecTBYeT PUCK 3HAYUTEIBHOIO YBEIMUYEHUS
YacTOTHl Pa3BUTHS HEXKENATEIbHBIX SIBJICHUM, B YaCTHOCTU, TAKUX KaK IMOBBIMICHHBIH IUYpe3,
JIeruapatalnns W OCTpas IOYeyHas HeIOCTaTOYHOCTh. [Ipu OJHOBpEeMEHHOM MPHUMEHEHUU
JAHHBIX TIPErapaTroB CJlEIyeT YMEHBIIUTH 03y TOJIBallTAaHA W BHUMATEJIbHO HAOII0JaTh 3a
COCTOSTHUEM IaLIUEHTA.

AJkayong 6aDBI/IHKaZ HECMOTpsA Ha OTCYTCTBHUC  LCJIICHAIIPABJIICHHBIX HCCHCHOB&HHﬁ,

HpEeronaraeTcs, 4YTo (UIyKOHA30JI MOXKET YBEJIMYMBATh KOHLIEHTPALMIO AJIKaJOUI0B OapBHHKA
(HarpuMmep, BUHKPUCTHHA M BUHOJACTHHA) B IUIA3ME KPOBH M, TaKUM OOpa3oM, MPUBOIAUTH K
HEHPOTOKCUYHOCTH, YTO, BO3MOXKHO, MOXXET OBITh CBS3aHO C YrHETEHHEM H30(pepMeHTa
CYP3A4.

Burtamun A: umeercst cooOuieHre 00 OJHOM cCllyyae Pa3BUTHs HEXeNaTelIbHbIX peakiuil co
CTOpOHBI IleHTpanbHOM HepBHOM cucteMmbl (IIHC) B Buae mnceBmoomyxoid Mo3ra IpU
OJIHOBPEMEHHOM TMPUMEHEHUH TOJHOCThIO TPAaHCPETHUHOEBOM KHUCIOTHI M  (IIyKOHA30JIa,
KOTOpBIE UCYE3JIU Tocie OTMEHBbI uiykoHa3ouia. [lpuMenenue naHHOM KOMOMHAIIMKM BO3MOXKHO,
HO CJENYET NOMHHUTh O BO3MOKHOCTH BO3HMKHOBEHHS HEXKEJIATENbHBIX PEAKLUN CO CTOPOHBI
I[THC.

Bopukonazon (unrubutop mszodpepmenroB CYP2C9, CYP2C19 u CYP3A4): ogHOBpeMeHHOE

npuMeHeHHne BopukoHasoia (1mo 400 mr 2 pas3a B CyTKM B MHeEpBbIil JeHb, 3aTeM 1o 200 mr asa
pas3a B CyTKU B TeueHHe 2,5 nHeit) u ¢iykonazona (400 mr B mepBblii 1eHb, 3aTeM 1o 200 mr B
CYTKHU B TeueHHe 4 qHel) y 8 37J0pOBBIX HCIIBITYEMbBIX MYXCKOTO M0JIa MIPUBENIO K YBETUUYECHUIO
KoHIeHTpanuu Cmax 1 AUC BopukoHazona Ha 57 % u 79 %, cooTBeTcTBeHHO. bBIIO TIOKa3aHo,
YTO JaHHBIA 3((EeKT coxpaHsercs MNP YMEHBUICHUM J03bl W/WIM YMEHBIIEHWU KpPaTHOCTU
npuema Jirodoro u3 npenaparoB. OIHOBpeMEHHOE MPUMEHEHHE BOPUKOHA30ja M (IIyKoHa30J1a
HE PEKOMEHIYETCSl.

3UIOBYJIMH: MPU OJHOBPEMEHHOM MPUMEHEHUH ¢ (IIYKOHA30JI0M OTMedaeTcsi MOBbIIEeHNE Cmax

u AUC 3unoByauna Ha 84 % u 74 %, cooTBeTcTBeHHO. [laHHbIi 3P deKT, BEpOsSTHO, 00YCIOBIEH
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CHIDKEHHEM MeTadoIM3Ma MOCIETHEro 10 erolrraBHOro-Metabosta—HoH-HoeHe—Fepanii—e
npuMeHeHneM (aykoHazona B o3¢ 200 mr/cyt B tedenue 15 nueit 6onpabpM CIIMdom 1 ARC
(kommuieke, cBszaHHbd co CIIMJlom) ycranoBiaeHo 3HaumrtenbHOe YyBenuueHue AUC
sunoByauHa (20 %).

3a manueHTaMu, MOTyYaloUMMH TaKyl0 KOMOWHAINIO, CIIEAYeT HaOM0JaTh C IEeIbI0 BBISBICHUS
000YHBIX 3(P(PEKTOB 3UJOBYANHA.

HccnenoBanus B3auMOACHUCTBUS MEpPOpalbHbIX (opM (IyKOHA30Ja MPU €ro OJHOBPEMEHHOM
pueMe ¢ MUIIEH, UMETUIMHOM, aHTalluaMHt, a TAKXKe M0CJIe TOTAILHOTO O0IyYEeHHs Tela JUIs
MNOJATOTOBKM K TIEpecagke KOCTHOTO MO3ra IOKa3ald, YTO ATU (aKTOPHl HE OKAa3bIBAIOT
KJIMHUYECKH 3HAYMMOT'O BIIMSHUS HA BCachblBaHHUE (DITYKOHA30a.

[lepeuncnenHple  B3aUMOJICHCTBUSL ~ YCTAaHOBIEHBI MPH  MHOTOKPAaTHOM  IPUMEHEHUU
¢dirykoHa301a; B3aUMOJICHCTBUSL C JICKAPCTBEHHBIMH CPEACTBAMH B pPe3yJbTaTe OJHOKPATHOTO
npuema (GprykoHa3ojia He U3BECTHBHI.

Bpauam crepyer y4umThIBaTh, YTO B3aMMOJCHCTBHE C APYIMMHU JEKAPCTBEHHBIMH CPEICTBAMU
CHEIHAIbHO HE U3Y4aJiOCh, HO OHO BO3MOXHO.

4.6. ®epTHIBHOCTD, 0ePEMEHHOCTD U JIAKTALHS

bepeMeHHOCTB

AJICKBaTHBIX M KOHTPOJMPYEMBIX HCCIIECOBaHUN TpPUMEHEHUs (UIyKOHazoyia y OepeMEeHHBIX
YKEHIIUH HE TMPOBOIUIIOCE.

Bo Bpems OepeMeHHOCTH mpHMeHeHHs (IykoHa3o0ja cieayeT Hu30erarb, 3a HCKIIOYEHHEM
CIIy4aeB TSDKENBIX W TIOTEHIMAIBHO YIPOXKAIOMIMX J>KU3HU TPHOKOBBIX HH(pEKIWi, Korjaa
OKU1aeMasi 1oJIb3a JICUSHHSI U MaTePH MPEBBIIIAET BOZMOKHBIA PUCK IS TUIO/IA.
Heobxomnmo paccmorpers 3 (eKTrBHBIE METOIBI KOHTPALEHIMH Yy >KEHIIUH IETOPOIHOTO
BO3pacTa B TEYEHHWE BCEro MepHoAa JeueHHss M NpUOIM3UTENbHO B TedeHue Henenu (5-
6 Iepuo/I0B MOJTYBBIBE/ICHUS ) MTOCIIE IPUHATHUS TOCIEAHEN 103bI Ipenapara (cM. pa3zaen 5.1.).
CooOmianoch 0 ciiydasX CaMOIpPOM3BOJIBHOTO abopTa M Pa3BUTHUS BPOKIEHHBIX aHOMAIUN Yy
MJIQJICHIIEB, YbM MaTepu mojiydainu ¢IykoHas3osl B j03e¢ 150 Mr ogHOKpAaTHO WM MOBTOPHO B
HEPBOM TpUMECTpe OEpEeMEHHOCTH.

Onucanbl cay4ad MHOKECTBEHHBIX BPOXK/IEHHBIX IIOPOKOB Y HOBOPOXKJIEHHBIX, MaTEPU KOTOPBIX
Ha TIPOTSDKEHWM OOJBINEH YacTH WM BCErO INEPBOTO TPUMECTPA IOJYyYAId TEPaIUio
dbaykona3onoM B Bbicoko# n103¢ (400—800 mr/cyT). Bl OTMEUEHBI CIIeIyIONTUEe HApYIICHUS
pa3Butus: Opaxunedanus, HapylleHHE pa3BUTUS JHICBOW YacTH 4deperna, HapylleHue
(dopmMHpoOBaHUs CBOJA Yepera, BOIYbS MACTh, UCKpUBJIEHUE OCAPEHHBIX KOCTEH, MCTOHYCHHUE U
yIUTHHEHUE pedep, apTPOrpHUIIo3 U BPOXKICHHBIE TOPOKH CEpIIia.

JlakTarms
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@DiyKkoHa3051 0OHAPYKUBACTCSI B TPYJTHOM MOJTOKeB-KOHHESHTPatHAG,—OAH3KIX K a3 MeHHbIM
(cm. pasgen 5.1.). Ilepuon monmyBbIBEACHUS Mpenapara U3 TPyIHOrO MOJIOKA MPHOIM3UTEIBHO
paBeH Mepuojy MoiyBbiBeAeHHs u3 mia3mbl - 30 yacoB. [Ipeamnonaraemas nosza diaykoHasodna,
norjonaemMasl MjaajieHIieM (C y4eToM TOro, YTO CpeJHee KOJMYECTBO MOTPEOIsIeMOro MOJIOKa
coctaBisieT 150 MI/KT €XeTHEBHO), U pAacCUYMTaHHAs B COOTBETCTBUU CO CpEIHEH NHUKOBOU
KOHIIEHTpAallel Tmpernapara B TPyIHOM MoOJoke, coctaBiusier 0,39 Mr/kr B JeHb, HYTO
npuOm3uTeNbHO paBHO 40 % peKOMEHIOBAaHHON HEOHATAJIBHOW J03bI (ISl JeTe Miaiiie 2
Heznens) win 13 % pexoMeH10BaHHOW MJIaIeHYeCKOM T03bI MPH JICYCHUH KaHIU03a CIU3UCTbIX.
Kopmiienune rpyapio MOKHO MPOJIOIDKUATE TTOCIIE IpUeMa OJHOKPAaTHOH 1036l (pirykoHa3ona B 150
mr. He pekoMeH1yeTcsi KOpMUTh TPYAbIO MTOCIIE MHOTOKPATHOTO MPUEMa WM MpUeMa BBICOKOH
no3bl Quiykonazona. [lpu mpuHsaTUM pemieHuss o HazHadeHuH npenapara Diaykopyc Ha QoHe
TPYAHOTO BCKapMIIMBaHUA ClIeyeT NMPUHUMATh BO BHHMAHME CIIEAYIOIINE (PAKTOPHI: MOJB3Y
TPYJHOTO BCKapMIIUBAHUs ISl 3I0POBbSl M Pa3BUTHsI MIIQJICHIIA COBMECTHO C KIMHUYECKUMU
NOKa3aHUsMU JUIsl Ha3HaueHus npenapata DIyKopyc M BO3MOXHOCTb pa3BUTHSA JIFOOBIX
MOTEHLUAIBHBIX MOOOYHBIX 3((EKTOB y MIIaJeHI]a WU BIMSHUE COMYTCTBYIOUIEH MaTOIOTUU
MaTepu Ha 37J0pPOBbE MIIAJICHIIA.

4.7. BausiHde HA CHOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMH CPeACTBAMH M PadoTaTh C
MeXaHu3MaMu

[Ipy  npuMeHeHuW  Tpemapara  HEOOXOAMMO  YUUTHIBATh  BO3MOXKHOCTH  Pa3BUTHS
TOJIOBOKPYKEHHS U CYIOPOT.

4.8. Hexkes1aTelbHbIEe peaKkIUH

CooOwranocsk 0 cirydasix JeKapCTBEHHON peaKIUK ¢ S03UHO(MINEN U CUCTEMHBIMU CUMIITOMaMH
(DRESS- cunapom) B CBsI3U ¢ jeucHHeM (ITyKOHA30510M (CM. pas3zaen 4.4.).

Pe3roMe HeXeIaTeIbHbIX PeAKIIUM

Kpurepuu orieHKH 4acToThl: o4eHb yacThle > 10 %; vacteie >1 % u <10 %; newactsie >0,1 % u
<1 %; penxue >0,01 % u <0,1 %; ouens penkue <0,01 %, yacrora HEU3BECTHA - HEBO3MOMKHO
ONpeAeNUTh Ha OCHOBE MMEIOIIMXCS JaHHbIX. [lepeHocMMOCTh mpenapara OOBIYHO OYEHb
Xopouas.

B kiaMHMYeCKMX M OCTMAapKEeTMHIOBBIX (*) wuccienoBaHuAX (UIyKOHa30/1a OTMEYasH
clenyromue noOOYHbIE peaKIIuU:

Co cmoponbl HepeHOU cucmembl: yacmule - TOIOBHas 00Jb; Heuacmvle - TOIOBOKpPYKEHHUE™,
CyJoporu*, u3sMeHeHue BKyca*, nmapecresus, 0€CCOHHUIIA, COHIMBOCTb; peoKue - TPEMOop.

Co cmoponwl nuwesapumenbHoli cucmemvl. yacmole - OOIb B KUBOTE, Auapesi, TOLIHOTA,
pBOTa™; HeyacTble - METEOpU3M, AUCIENCHUS™, CYXOCTh CIM3UCTON OOO0JIOUKH TOJOCTU pPTa,

3arop.
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Co cmoponvl 2enamobunuapHoli cucmemvl. 4a&mbie——HOBbHHSHIE-CbIBOPOTOHHOH-AKTHBHOCTH
amuHOTpaHcdepas (amannHamuHoTpancdepassl (AJIT) u acnmapraramunotpancdepassl (ACT)),
nienouHoit  gocdarasbl; Heuacmwie - Xoyecras, JKeNTyxa*, TIOBBIIICHHE KOHILEHTPALUU
OmnMpyOnHa; peokue - TEMATOTOKCHYHOCTb, B HEKOTOPBIX CIIy4asX C JIETAIbHBIM HCXOIOM,
HapylmeHne QyHKIUU MeYeHn™, renaTuT, TenaTole/UTIoNIPHbIA HEKpOo3™, rernaToueuToIspHOe
HIOBPEXICHHUE.

Co cmopoHbl KOJCHBIX NOKPOB0G: uacmule - Chlllb; Heuacmsle - KOXKHBIN 3yJ, KpalmuBHUIIA,
MOBBIIICHHOE MMOTOOT/IECJICHHE, JIEKAPCTBEHHAS ChIIb (BKIIIOYAsi CTOMKYIO JIEGKAPCTBEHHYIO ChHIIb);
peokue - 3KC(HOIMATUBHBIC TMOPAXCHHUS KOXU*, BKIO4ass cuHApoMm CrtuBeHca-I[)KOHCOHA |
TOKCHYECKUH DIUACPMAIBHBIA HEKPOJIM3, OCTPbIM TI'€HEPAIU30BAHHBIA OK3aHTEMAaTO3HbIN
mycTyne3, OTeK JHIa, ajoneuus™; wacmoma Heusgsecmua - JEKaApCTBEHHAs ChIb C
s03uHOPuIMel U cucteMHoi cumntomatukoi (DRESS-cunapom).

Co cmopoHbl opeanos Kposemeopenus u IUM@Bamuyeckol cucmemuvl™. peokue - JCUKONCHHS,
BKJTI0Yast HEHTPOIIEHUIO M arPaHyJIOIMTO3, TPOMOOIIUTONICHHS, aHEMUSI.

Co cmopoHbl ummyHHOU cucmemsl *: aHadunakcus (BKI0OYasi aHTHOHEBPOTHUECKUNA OTEK).

Co cmoponvl cepoeuno-cocyoucmoti cucmemsl™: peoxue - yBenuuenue nnreppana QT na OKT,
APUTMUS JKEITyJOYKOBasi TAXMCUCTOIMYUECKAs THIIA «ITHPYIT» (M. paszaen 4.4.).

Co cmoponvl obmena eewecme*: pedkue - TIOBBIIICHHE KOHICHTPALMU XOJECTEPHHA U
TPUTIHUIIEPUIOB B IJIa3Me KPOBH, THIIOKATTUEMHUS; 4ACMOMA Heu38ecmua - CHIDKEHUE alleTuTa.
Co cmopoHbl onopHo-08uzamenbHO20 annapama: Heiacmole - MAAITHSL.

IIpouue: neuacmeie - c1abocTh, aCTEHUSI, OBBILICHHAS] YTOMJISIEMOCTD, JINXOPAJKa, BEPTUTO.

Y HEKOTOpHIX MalMEHTOB, OCOOCHHO C CEpbEe3HBIMU 3a0oJyieBaHus MU, TakuMu Kak CIIN] umu
pak, mpu JedyeHUH (IYKOHA30JI0M M CXOAHBIMHU IpernaparaMyd HaOJIOJaINCh W3MEHEHUS
nokaszarenel KpoBH, (DYHKIMHM MMOYeK W meueHu (cM. pazzen 4.4.), oJHaKO KIMHHYECKOE
3HaYeHHE ITUX U3MEHEHHUH U UX CBS3b C JICUCHHEM HE YCTaHOBJICHBI.

Coo011eHne 0 mMoI03pEBAEMBIX HEXKEIATEIBHBIX DEAKIIHIX

BaxxHo cooOmarb 0 NOJ03PEBAEMBIX HEXKENATENbHBIX pEaKUusX I0ClIe pPETUCTpaluu
JIEKapCTBEHHOTO Iperapara ¢ Leliblo 00ecreyeHns HePepbIBHOIO MOHUTOPUHTAa COOTHOILICHUS
«I0JIb3a — PHUCK» JIEKapCTBEHHOIO Mpenapara. MenuIuHCKUM paOOTHUKAM pPEKOMEH]yeTCs
coo0IIaTh O JIIOOBIX MOJIO3PEBAEMbIX HEXKENATeIbHBIX PEeaKIUsAX JEKapCTBEHHOTO Ipemnapara
yepe3 HallMOHAJIbHbIE CHUCTEMbI COOOIIEHHS O HEXKEIATeNbHBIX PEAKIUSIX IOCy1apCTB — YJICHOB
EBpa3uiickoro 53K0HOMHUYECKOTr'0 COI03a.

Poccniickas @enepanvs

®denepanpHas cayx0a mo Haa30py B chepe 3apaBooxpanenus (PocsnpaBaanzop)

Anpec: 109012, r. MockBa, CriaBstHCKasl TUI0IIaab, 1. 4, cTp. 1
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Tenedon: +7 800 550 99 03

e-mail: pharm@roszdravnadzor.gov.ru

Caiit: https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CuMITOMBI

["anmonuHanym, mapaHou1aIbHOE MOBEICHHE.
Jleuenue

CumnToMaTrueckoe: (OpPCHPOBAaHHBIA Auype3. lemomuanu3 B TeYeHHE 3 9 CHWXKAeT

KOHLEHTPALUIO B IU1a3Me Npuoin3urensHo Ha 50 %.

5. PAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. @apmakoauHaMHuYecKHe CBOHCTBA

dapmakoTepaneBTHUECKasi TPyIIa: MPOTUBOTPUOKOBBIE  Mpemaparsl  JUIsl  CHCTEMHOTO
MMPUMCHCHU A, ITPOU3BOAHBIC TPpHUA30Jia U TETPA30Jia.

Koxg ATX: JO2ACO1.

MexaHu3M ASHCTBHUS 1 CbaDMaKOHI/IHaMI/I‘leCKI/IC Bd)d)eKTBI

@DiryKOHA30JI, TPHUA30JIBHOE MPOTUBOTPHOKOBOE CPENCTBO, SBISETCS MOIUIHBIM CEJIEKTHBHBIM
MHIMOUTOPOM CHHTE3a CTEPOJIOB B KIIETKE I'PUOOB.

Ero ocHOBHON MexaHM3M JeHMCTBUS 3aKIO4aeTcs B MHTCMOMPOBAHMM  ONOCPEI0BAaHHOMN
rpuOKoBbIM  nUTOXpoMoM  P450  peakumm  nemerunupoBaHus — 14-anbga-maHocTepoda,
SIBJISTFOIIEHCST KIIFOUEBBIM ATAlloM OMOCHHTE3a 3procreposia B rpudax. Hakomnenue 14-anbda-
METHJICTEPOJIOB KOppEIupyeT ¢ MOCIeAYHoIeld MmoTepeil aprocreposia, BXOASIIEIO0 B COCTaB
KJIETOYHOM  MeMOpaHbl  IpuOOB; 3TOT  NPOIECC  BO3MOXKHO  JIGKHUT B  OCHOBE
IpOTUBOrpUOKOBOroieicTBUA (urykoHazona. [lokazaHo, uTo ¢uiyKoHa30J1 OoJiee CeNeKTUBEH 110
OTHOWIEHHIO K (epmeHTam cemeiicTBa muroxpoma P450 rpuboB, yeM MO OTHOLIEHUIO K
pa3nuuHbIM epMeHTaM cemeicTBa nuroxpoma P450 MiaekonuTaromumx.

@®nykoHa305l 00J1a1aeT BBICOKOW CIENU(UYHOCTBIO B OTHOIIEHUU TI'PUOKOBBIX (EPMEHTOB,
3aBUCUMBIX OT nutoxpoma P450. Tepanus ¢uykonazonom B go3ze 50 Mr/cyt B TedeHue a0 28
JHEH HE BIMSIET Ha KOHLEHTPALMIO TECTOCTEPOHA B IUIa3ME KPOBH Yy MYXKYMH WIN
KOHIIGHTPALMIO CTEPOMIOB y JKEHIIMH JIEeTOpOoJHOro Bo3pactra. daykoHazon B npo3ze 200—
400 Mr/cyt He OKa3bIBaeT KJIIMHUYECKU 3HAUMMOTO BIUSHUS Ha YPOBHH HHJOT€HHBIX CTEPOHIOB
U UX PEaKIMI0O Ha CTUMYISLUIO agpeHokopTukoTpomHoro ropmona (AKTI) y 3mopoBbix

MYX4HH-100pOBOJIBIIEB.
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HccnenoBanus B3aMMOJAEHCTBUSA C aHTHUIMpHHOM —HOKa3aiH, —1F0—HH—OAHOKPaTHbHE —HI
MHOTOKpaTHbIM mpueM 103 (iaykoHazoma mo 50 Mr He BIMSET Ha €ro MeTaOOoJIH3M.

CDGDMGKOKMHemuqec%aﬂ/@al?ﬂ/laKOauHaMu'-t€CKaﬂ 3A6UCUMOCNTb

B wuccnenoBaHusax Ha KUBOTHBIX BBISBIIEHA 3aBHCHUMOCTh MEXKAY 3HAYECHUSIMH MHUHUMAIIbHON
uHruoupytrouiei konnerrpaunu (MUK) u 3 peKTHBHOCTBIO B OTHOIIEHUH 3KCTIEPUMEHTAIBHBIX
MHUKO30B, 00YyCJIOBIEHHBIX TpuOkoM pona Candida. B KIMHMYECKHX HCCIEIOBAHUAX HMEIO
MECTO TMpakTH4ecku JHeiHoe otHomeHnue 1:1 mexnmy AUC u  1mo3oi  ¢urykoHasoda.
CymiecTByeT X0Ts U IpsiMasi, HO HEMOJIHAsA B3aUMOCBsI3b Mex 1y nokaszaresieM AUC unu 10301 u
YCHEIIHbIM KJIMHUYECKHUM OTBETOM KaHIUI03a POTOBOM TOJOCTH U B MEHbBIIEH CTENEHHU
KaHJAUJIEMUH Ha TEparuio. AHAJOTUYHBIM METOJ JICYCHHUS] B MEHbBIIECH CTENEHU MOIXOIUT JJIs
nedeHus nH(GEKIN, BEI3BaHHBIX mTaMMamu ¢ Beicokoit MUK ¢uykonasona.

Muxpobuonozus

@OiryKOHA30J1 MPOAEMOHCTPUPOBAT TPOTUBOTPHOKOBYIO AKTHBHOCTb in Vifr0 B OTHOLICHHH
pactpoCTpaHEHHBIX B KJIMHUYECKOH MpakThke BUIOB rpudka Candida (Bkmouas C. albicans, C.
parapsilosis, C. tropicalis). C. glabrata neMOHCTpUpYeT MOHWKEHHYIO YYBCTBUTEIBHOCTH K
dykonazony, B To Bpems kak C. krusei mMeeT HMPUPOJHYIO YCTOWYHBOCTH K BO3JEHUCTBUIO
¢nykonazonna. MUK wu snunemumonorndyeckoe mnoporooe 3HaueHue EUCAST (ECOFF)
baykonazona qst C. guilliermondii Benuie, yem st C. albicans. HenaBHO NOsIBUBIINECS BUBI
rpubka C. auris OTHOCUTEIbHO YCTOMYMBBI K BO3JICHCTBUIO (hIyKOHA30/1a. Y CTAaHOBJICHA TaKXKe
aKTUBHOCTh (prykoHa3omna in vitro B oTHomeHuM Cryptococcus neoformans n Cryptococcus
gattii, a TakkKe MNPOTHUB OSHACMHYCCKHX IUIECHEBBIX rpuOKoB Blastomyces dermatitides,
Coccidioides immitis, Histoplasma capsulatum u Paracoccidioides brasiliensis.

[Ipr BHYTpMBEHHOM BBeIEHHH ()TYKOHA30J HPOSBISLET aKTUBHOCTH HA PA3IHMYHBIX MOJEISIX
rpUOKOBBIX HMH(EKIUH y KHUBOTHBIX. [IpoJeMOHCTpUpOBaHAa AaKTUBHOCTH TWIperapara mpu
ONMOPTYHUCTUYECKUX MHKO3aX, B TOM 4umcie Bbi3BaHHBIX Candida spp. (Bkiroudas
TeHepATM30BaHHBIA KaHAWJI03 Y JKUBOTHBIX C IIOJaBIIEHHBIM WMMyHHTETOM); Cryptococcus
neoformans (Bkirouasi BHyTpHuepenubie nHdekuun); Microsporum spp. u Trychophyton spp.
VYcTaHoBEHAa TakXe AaKTUBHOCTh (IIYyKOHA30Jla Ha MOJAENSAX OHHJEMHUYECKUX MHKO30B Y
KMBOTHBIX, BKITIOUass uH(pekiuu, Bhi3BanHble Blastomyces dermatitides, Coccidioides immitis
(Bkirouas BHyTpuuepentbie nHpekimn) u Histoplasma capsulatum y »HBOTHBIX ¢ HOpMaJTbHBIM
¥ TIO/1aBJICHHBIM UMMYHHUTETOM.

Mexanuzmvl pazeumus pe3ucmeHmHoCmu K d)]lVKOHCL?OJZV

VY o0baHO BocmpuuMuuBBIX BHAOB Candida Hambonee 4YacTo BCTpEYAIOUIMWCS MEXaHU3M
YCTOMYMBOCTH BKJIIOYAET IleJieBble (PEpMEHThI a30JI0B, KOTOphIE YYaCTBYIOT B OHOCHHTE3€

sprocreposa. MexaHU3M pPE3UCTEHTHOCTH CBSI3aH CO CHIDKCHHOW YYBCTBUTEIBHOCTHIO
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dbepMeHTa- MUIIEHU K WHTHOUPYIOUMIEMY BO3IleHeTBHIO—(FyKoHa30Ha—otHeHibie—MyFaHHi—B
reie ERGI11, xomupyroomeM ¢epMEeHT-MUIICHb, MPUBOAST K BHUIOM3MCHCHHIO MUIICHH U
CHIKeHHIO ap(UHHOCTH K aszoyiaM. YBenumueHue oskcrnpeccun reHa ERGI11 mpuBoaut k
OPOAYKIMH BBICOKMX KOHLEHTpauud (epMeHTa-MUIIEHH, 4YTO CO3JaeT MOTPeOHOCTh B
YBEIIMYECHUU KOHIEHTpauuu (IIyKOHA30Jla BO BHYTPUKIECTOYHOH >KUAKOCTH JIs TOAABICHHS
BCEX MOJICKYJ (pepMeHTa B KIETKE.

Bropoii 3HauuTeNbHBI MEXaHH3M PE3UCTEHTHOCTH 3aKIIYaeTCs B aKTHUBHOM BBIBEJICHUU
¢diykoHa3osa M3 BHYTPUKIETOYHOTO MPOCTPAHCTBA IIOCPEICTBOM AaKTHUBAIMU JIBYX THIIOB
TPAHCIOPTEPOB, YUACTBYIOLINX B aKTUBHOM BBhIBEJCHHHU (3(QIItOKCe) MpernapaToB U3 IpUOKOBOMA
KJIeTku. K TakuM TpaHcroprepaM OTHOCHUTCS IJIaBHBIM IOCPEIHUK, Koaupyemsld renamu MDR
(MHOXECTBEHHON JIEKQpCTBEHHOH YCTOMUYMBOCTH), U cynepcemeiictBo AT®-cBs3bIBaromeit
KacceThl TPaHCIOpTepoB, koaupyemoe renamu CDR.

['uniepakcnpeccuss renHa MDR npuBoAWT K PE3UCTEHTHOCTH K (IYKOHA30Iy, B TO XK€ BpeMs
runepakcrpeccusi reHoB CDR MokeT NpUBOIUTH K PE3UCTEHTHOCTH K PA3IUYHBIM a30JIaM.
Pesucrentrnocts k Candida glabrata o6suH0 onocpenoBana runepakcnpeccueii rena CDR, uro
MPUBOJIUT K PE3UCTEHTHOCTH KO MHOTHM a30J1aM.

Coobmaniocs o ciydasx cynepuHekinuu sunamu Candida, otmmuaneimu ot C. albicans,
KOTOpble 4acTo oOnagaroT TMOHWKEHHOW BocrnpuumuuBoctelo (C.  glabrata) wnn
PE3UCTEHTHOCTHIO K GurykoHazony (Hampumep, C. krusei, C. auris). Takue uHPEKIUU MOTYT
noTpeboBaTh ANbTePHATHBHON MTPOTUBOTPUOKOBOM Teparnuu.

Hoepanuunsie 3Ha4erUs 4¥y8CmMeUmeIbHOCmu

Ilorpannynsle 3HaUeHNA 4yBCTBUTEILHOCTH (cortacuo EUCAST)

OcHoBbIBasich Ha aHanu3e (papMakokuHerndeckux/papmakoanHamuueckux (OK/DJ]) nanHbIX,
4yBCTBUTEIBHOCTH IN Vitro u kinandeckom otBete, EUCAST-AFST (EBpomneiickuii KOMUTET 110
OTPENIeIEHNI0 UYYBCTBUTEIBHOCTH MMKPOOPTraHU3MOB K AaHTUMHKPOOHBIM Tpenaparam —
MOJKOMHUTET TIO OTPEAEICHUIO0 YYBCTBUTEIHBHOCTH MHUKPOOPTAaHM3MOB K INPOTHBOTPHOKOBBHIM
npernaparaMm) OMNPEACTHSI TPaHUIBl YYBCTBUTEIBLHOCTH K (uykoHasony st BumoB Candida
(moxkyment «EUCAST Fluconazole rational document»; EBponeiickuii komurer M0
OTPENIeIEHNI0 UYyBCTBUTEIBHOCTH MMKPOOPTraHU3MOB K aHTUMHKPOOHBIM IpenaparaMm —
MOJKOMHUTET TI0 OIPEICIICHHI0 YYBCTBUTEIFHOCTH K TPOTHBOTPHOKOBBIM —TIperapaTam,
(moxymeHT «TabmuIpl TOTPAaHUYHBIX 3HAYCHWH YYBCTBHTEIBHOCTHUYIIS HHTEPIPETAUU
3HayeHnit MUK»), Ilorpannynble 3HaueHUs ObUIM pa3/ielieHbl HAa HE OTHOCSIIMECS K BHIAM,
KOTOpbIE OBLIIM ONpezieNIeHbl IPEUMYIIeCTBEHHO Ha ocHOBaHUH JaHHbIX DK/DJl 1 He 3aBUCAT OT

pacnpenenenuss MUK 1n1st KOHKpeTHBIX BHUJIOB, M CBSI3aHHBIE C BUJaMH, KOTOpble Haubouee
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9aCTO BBI3BIBAIOT I/IH(I)CKL[I/II/I y JIIO,Z[Gf/i. 9TI/I MNoFrpaHHbie3HaTCHIHHpPeACTaBASHbB LuUHHH“
HUXKCE.

IIpoTuBOTpHO- I'paHunbl  YyBCTBUTENBHOCTH, KOTOpPBIE 3aBUCAT OT BuAA | ['paHuLbl
KOBBI€ Ipemapatsl | Bo3oyaurens (U</P>) B mr/n YyBCTBU-
TEIBHOCTH,
KOTOpbIE HE
3aBUCST oT
Buga” y</P>
B MI/JI
Candida | Candida | Candida Can Candida | Candida
albicans | dublinie | glabrata dida parapsi- | tropicalis
nsis krusei | losis
D1yKOHA30 2/4 2/4 0.001/16* - 2/4 2/4 2/4

U — uyBCTBUTENBHBIN; P — pe3ucTeHTHBII.

A — TpaHUIBl YyBCTBUTEJHLHOCTH, KOTOpbIE HE 3aBHUCAT OT BUIa Bo30yauTessi, OBUIM ONpeIesICHbI
NperMYLIECTBEHHO Ha ocHOBaHUHU NaHHBIX OK/D/] u He 3aBucsaT ot pacupeneneuuss MUK koHkpeTHBIX BUIOB. OHU
NpefHa3HAYEeHBl WCKIIOYUTENFHO ISl TPUMEHEHWs AT OpPraHW3MOB, KOTOpBIE HE HMMEIOT CIEIU()UIECKOro
HNOTPaHUYHOTO 3HAYEHUS.

IIpoyepk — He pexkOoMeHAyeTCs MPOBOAWTH HCIBITAHUS Ha YyBCTBHTENIBHOCTb, IOCKONBKY JAaHHBIA BHJI ILIOXO
HNOJAeTCs TEPANUH YIOMSHYTBIM JIEKAPCTBEHHBIM MPEMAapaTOM.

* Becy C. glabrata otHocutcs kx 1 xareropun. MUK mnporuB C. glabrata cnenyer MHTEpPIPETUPOBATH Kak
pE3UCTEeHTHBIE, eciiu OHHW mpeBbimawT 16 mr / n. Kareropus uyectButensHocTH (<0,001 mr/m) mpeaHa3zHadeHa
MIPOCTO JUIA TOTO, YTOOBI H30€XKaTh OMHMO0YHON KITacCU(PHUKAIMK IITaMMOB «I» Kak ITaMMOB «S».

| — YyBCTBHUTENBHBIN, C OBBIIEHHBIM BO3CHCTBHEM: MUKPOOPTAaHU3M KiIacCU(UITUpyeTcs Kak UyBCTBUTEIIBHBIH, C
MOBBIIIEHHBIM BO3ACHCTBHEM, KOIZla CYLIECTBYET BBICOKAs BEPOSTHOCTH TEPAINEBTUUECKOTO YCIEXa, MOCKONIBKY
BO3/CHCTBHE areHTa YBEIMYMBAETCS 3a CUET KOPPEKTUPOBKHU PEKHMMA JO3UPOBAHUS UM €r0 KOHIEHTPALUU B MECTE
WHQCKITHH.

[lorpannyHple 3HAUYCHUS YYBCTBUTEIHLHOCTU (COI‘J’IaCHO KPUTCPUAM I/IKHC)

[lorpannunble 3HAYeHUS YYBCTBUTEIBHOCTH K (UIyKOHA30ily, Ipu3HaHHble MHCTUTYyTOM

Kinuanyeckux u Jlabopatopueix Cranaapros (UKJIC), ykazaHsl B Tabnuie HIDKE.

Candida Species KonTposbabie Touku M JIK 1 KaTeropuu HHTEpIpeTanuu (Mr/i)
UyscTBuTensHOCTh (U ) uJ[3* PesucrentHocTs (P)
C. albicans <2 4 >8
C. glabrata® - <32 >64
C. krusei® - - -
C. parapsilosis <2 4 >8
C. tropicalis <2 4 >8
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A — UyBCTBUTEIHHOCTH J0303aBUCHMAs: BOCIIpUUMUNB¢
YPOBHS B KpOBH. B3pocnbM ¢ HOpMasibHOHM (YHKIMEH IOYEK M TEIOCIOKEHHEM MOTYT IOTPEOOBATHCS O3B
(iryxoHa301a, MPEeBBINIAIOIINE CTAHAAPTHYIO T03UPOBKY (6 MI/KI/IEHB).

b — B orHOmIeHHn QaykoHa30i1a 3TH peKOMEHIAIIMM OCHOBAHBI Ha OOIIMPHOM OIIBITE JICYEHUS CIIM3UCTHIX 000JI0YeK
U MHBa3MBHBIX WH(pekiwmi, BezBanupix Candida spp. Ecnu usonsat unentudumuposan kak C. glabrata, a MUK
COCTaBIAET <32 MI/J, CIeoyeT ONpPEAEINTb, MOJXOIUT JIU (DITyKOHA30I B KOHKPETHOM KIMHHYECKOM KOHTEKCTe. B
3TOM CIydac MAaIMEeHTHl JODKHBI IONTydaTh MaKCHMAaJIbHYIO MO3HPOBKY (IIyKoHa3oma. MoxeT ObITh MOJe3Ha
KOHCYJIbTAIlMs CIIEIMAINCTA 110 BEIOOPY PEKMMa MAKCUMAIbHON JO3UPOBKH.

B — Ilpeamonaraercs, uto nzomsatsl C. krusei o0agaoT BHYTPEHHEH YCTOHYMUBOCTBIO K (DIIYKOHA30ITy, TIO3TOMY HUX

MUK ne CJICAYCT UHTEPIIPECTUPOBATH C UCIIOJIb30BaAHUCM ,HaHHOﬁ HIKaJIbI.

Tlocpanuunvie 3Hauenus wyscmeumenvHocmu co2iacho kpumepusim FDA (Tpebosanus FDA

CLIA ona USPI)

Food and Drug Administration (FDA) Coenunennpix IltatoB AMepHKH NpPHHAMAET
norpannynblie 3HayeHus Y u P UKJIC; xota He mpu3HaeTr TepMUHONOTUIO 4/[3 U pacuieHuBaeT
9TH 3HaueHus kak "mpomexyrounsie” (1) (https://www.fda.gov/STIC).

5.2. @apMaKkoKHHEeTHYECKH e CBOIiCTBA

dapmakokrHETHKa (IIyKOHA30ja CXOJHA TPU BHYTPUBEHHOM BBEIECHHUH M TPUEME BHYTPb.
Konnentpanus B niaa3Me KpoBU IPONOPIMOHATIFHA 103€ U JocTUraeT MakcumyMma (Cmax) uepes
0,5-1,5 4 nmocne npuema ¢IyKoHA30JIa HATOILIAK, a TIEPUO/ MOIYBBIBEICHUS COCTABISET OKOJIO
30 4. 90 % paBHOBECHOW KOHILIEHTpAIMH JOCTUIAIOTCS K 4-5-My JIHIO IOCJe Hayajla Tepanuu
(Ipu MHOTOKpPAaTHOM INIpUEME IIpernapaTa OJUH pa3 B CYTKH).

BBenenue ynapnoii 1o3sl (B 1-if 1eHb), B Ba pasza mpeBblLatoield 00bIYHYI0 CYTOUYHYIO J103Y,
JielaeT BO3MOXKHBIM JlocThkeHne 90% paBHOBECHOM KOHLEHTpauuu Ko 2-my nHio. OO0beM
pacripesiesieHusl MpUOIMKaeTcs K oOIIeMy COJEepXaHHUI0 BOJAbl B opraHuszMe. CBs3bIBaHUE C
Oenkamu 11a3Mel KpoBu HU3K0e (11-12 %).

@1yKOHa30J1 XOPOIIO MPOHUKAET BO BCE XKUAKOCTU opranu3ma. Konnenrpanuu ¢uiykoHasona B
CJIIOHE U MOKPOTE CXOJHBI C €r0 KOHIIEHTPALUSIMH B IUIa3Me KPOBU. Y MAIlMEHTOB C IPUOKOBBIM
MEHMHTHUTOM KOHILIEHTpAlMK (JIyKOHA30Jla B CIIMHHOMO3TOBOM HJKOCTH COCTaBJISIOT OKOJIO
80 % OT ero KOHILIEHTpalHii B Ija3Me KPOBH.

B poroBom croe, snuaepmuce, JaepMe U TMOTOBOW KHMJIKOCTH JIOCTUTAIOTCS BBICOKHE
KOHLEHTPALlMU, KOTOPBIE MPEBBILIAIOT CBIBOPOTOUHBIE. DITYKOHA30JI HAKAIIIMBAETCSI B POTOBOM
cioe. IIpu mpueme B 10o3e 50 Mr oMH pa3 B CyTKM KOHIIEHTpauus QiykoHazosna yepe3 12 nnei
coctaBisieT 73 MKI/T, a yepe3 7 JHEW Mocie MpeKpalleHus JedeHus — Toibko 5,8 Mkr/r. Ilpu
npuMeHeHuH B f103¢ 150 MT ouH pa3 B HEJEN0 KOHIIEHTpanus (PrykoHa30j1a B POTOBOM CJIOE Ha

7-i1 nens coctapisier 23,4 MKI/T, a yepe3 7 AHEH mocie npuemMa BTOpoi 10361 — 7,1 MKI/T.
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[Ipenapar BBIBOOUTCS, B OCHOBHOM, IOYkaMi;,—HpHMEPHO BBC/ICHHOH  /103bl
oOHapyXKuBaeTcs B MOYe B HeM3MEeHEHHOM Buje. KimpeHc ¢ykoHas3ona mpornopruoHaneH
KIupeHcy kpearunuHa. Lupkynupyrome MeTabonuTel He 0OHAPYKEHBI.

JlnutenpHBIA MEpHOJ MOTYBBIBEICHUS U3 IUIa3Mbl KPOBH TO3BOJISIET MPUMEHSATH (IIyKOHA301l
OJIMH Pa3 B CyTKU WJIM OJIMH pa3 B HEJENIO - TP IPYI'HX [TOKA3AHUSAX.

B xone uccnenoBanus GpapMakOKHHETUKU € ydacTHeM 10 >KeHIIHMH, BPEMEHHO HIIU ITOJHOCTBIO
MPEKPATUBIIUX KOPMIICHUE TPYJIbIO, OLICHUBAIIM KOHIEHTpAluio (hIyKoHa30/1a B IJIa3Me KPOBU
U TPyIHOM MOJIOKE€ B TeueHue 48 4yacoB mocie oaHOKpaTtHoro mpuema 150 Mr mpemapara
Onykopyc. dnykoHazon Obul oOHapyKeH B TPYyJHOM MOJIOKE B CpelHEH KOHILIEHTpAIHH,
COCTaBIISAIOLIECH NMPUOAM3UTENHHO 98% OT KOHIIEHTpauuu (IIyKOHA30JI1a B IUIa3Me KPOBH MaTEpH.
Cpennsisi muKoBasi KOHILIGHTpAlMsl B TPYAHOM MOJIOKE cocTaBisuia 2,61 Mr/a mo ucTeuyeHuu
5,2 4acoB mocJe npuema mnpemnapara.

JInna mosKuJioro Bo3pacra

Bb110 ycTaHOBIIEHO, YTO MPH OJHOKPATHOM NMPUMEHEHUH (iryKoHa3osa B 1o3¢ 50 Mr BHYTpH Y
HOXXWIBIX NAallMEHTOB B Bo3pacTte 65 JeT M crapllue, HEKOTOpble M3 KOTOPHIX OJHOBPEMEHHO
OpUHUManu JuypeTukd, Cmax AocTuraizach yepe3 1,3 4 mocie mnpueMa M COCTaBisLIa
1,54 mxr/mn, cpeqaue 3aadenns AUC - 76,4+20,3 MKr 9/Mi1, a CpETHUHN TIEPHO/] TTOTYBBIBEACHUS
46,2 4. 3HayeHHs OTHX (PApPMAKOKMHETUYECKUX I1apaMETPOB BBIIIE, YeM Yy MOJIOJBIX
HAlMEeHTOB, YTO, BEPOSITHO, CBA3aHO C MOHMKEHHOM NOYeyHOW (DyHKIMEH, XapaKTepHOH i
noXujaoro Bozpacta. OIHOBPEMEHHBI IPUEM JUYPETUKOB HE BBI3BIBAI BBIPAXKEHHOTO
uzmeneHust AUC 1 Crax.
Knupenc kpeatununa (74 wi/MuH), OpOLEHT (IJIyKOHA30ja, BBIBOJAUMOIO TOYKaMU B
HeuzMeHeHHOM Buje (0-24 4, 22 %) u noueunslii kaupeHce ¢aykonazona (0,124 mun/mus/kr) y
MIOKUJIBIX MTALIMEHTOB HUKE TI0 CPABHEHHIO C MOJIOABIMHU.
€TH

VY nereit ObLIM MOTYYEHBI CleAyIONIME (apMaKOKMHETUUECKHUE TapaMeTpBhl:

Bospacr Jlo3a(mr/kr) [lepuon [Inomane nox kpuBoit
MIOJIYBBIBEIEHUS (Yac) | «KOHLEHTPALUS -
Bpemsi» (AUC) (Mmkr-
4/MJ1)
11 maeii — 11 mec OpnnokpatHo — B/B | 23 110,1
3 Mr/kr
5 met — 15 net Mmuorokpatio — B/B | 17,4* 67,4*
2 MI/Kr
5 met — 15 net Mpmuorokpatio — B/B | 15,2* 139,1*
4 Mr/kr
5 mer — 15 net Mmuorokpatio — B/B | 17,6* 196,7*
8 MI/Kr

* IIOKa3aTeCJib, OTMEUEHHBIN B OCJECIHUN JSHb
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HenoHomeHHBIM 1eTsM (OKOJIO 28 HEeb pa3BHEHs)-§AyKOHA3OA BBOAHAH BHYTPHBEHHO-B-H03€
6 MI/Kr K&l 3-i JeHb 0 BBEIEGHUS MAaKCHUMYyM 5 103 B TO BpeMs, [TOKa JIETH OCTaBaJIUCh B
OT/ICJICHUH WHTEHCHBHOW Tepanuu. CpeaHuid TepHoJ TONTYBBIBEICHUS COCTaBIsal 74 4 (B
npenenax 44-185 4) B 1-if n1eHb, ¢ yMEHBIIICHUEM Ha 7-H JIeHb B cpeaHeM 110 53 4 (B mpeaenax
30-131 9) u Ha 13-ii nens B cpearem 1o 47 9 (B mpenenax 27—68 q).

3HavyeHre TUIOIAAN 1Mo KpuBol «koHueHTpanus-spems» (AUC) cocraBisuio 271 Mkr u/mi (B
npenenax 173-385 mkr u/mun) B 1-i AeHb, 3aTe€M YBEIUUUBAIOCH 10 490 MKT u/MJ (B mpezenax
292—-734 Mkr 4/mi) Ha 7-% J€Hb U CHWIKAJIOCh B cpeaHeM jo 360 Mkr u/mit (B mpenenax 167—
566 Mkr 4/mi) k 13-my gHIO.

O0bem pacnpenenenus coctapisin 1183 mur/kr (B mpenenax 1070-1470 mn/kr) B 1-it neHb, 3ateM
yBenuuuBaics B cpeanem ao 1184 mu/kr (B mpenenax 510-2130 mu/kr) Ha 7-i AeHb U 10

1328 mur/kr (B npeaenax 1040—1680 mu/kr) Ha 13- 1eHb.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. Ilepeyenb BcnoMoOraTeibHBIX BelIECTB

Hatpus xmopun

Bona nis uabexmit

6.2. HecoBMecTUMOCTDH

JlaHHbIil JIeKapCTBEHHBIH MpernapaT He CcIeAyeT CMEIMBaTh C APYTMMHU JIEKApCTBEHHBIMU
npenapaTami, 3a UCKIIFOUYEHUEM YIOMSIHYTHIX B paszzene 6.6.

6.3. Cpok roaHocTu (CpOK XpaHeHHs)

3 roxa.

6.4. Ocodbie MepbI MPEI0CTOPOKHOCTH MPH XPAHEHHH

ITpu Temneparype He Beime 30 °C.

6.5. XapakTep U coaep:kaHHe MEPBUYHOI YNIAKOBKH

ITo 50 mm, 100 mMa BO (hJ1aKOHBI OPAHKEBOTO MM OECIIBETHOTO CTEKJIa BMECTUMOCThIO 100 mut,
TePMETUYHO YKYIIOPEHHBIC MPOOKAMH PE3WHOBBIMH, 00XATHIMU KOJITAYKAMHU AITFOMHHHCBBIMU
WM KOJIMTauKaMi KOMOMHUPOBAHHBIMH aTFOMUHUEBBIMU C TIACTMACCOBBIMHU KPBILITKAMHU.

1 ¢makoH ¢ MHCTPYKIIKEH O MPUMEHEHHUIO TOMEIIAIOT B TAYKY U3 KapTOHA.

35 (akoHOB ¢ paBHBIM KOJMYECTBOM HWHCTPYKIIMHA IO TMPHUMEHEHUIO TMOMEIIAOT B SIIUK W3
roppupOBaHHOTO KapTOHA (JIJIs1 CTAIMOHAPOB).

6.6. Oco0ble Mepbl NPeIOCTOPOKHOCTH TPH YHUYTOKEHUHM  HCIOJIH30BAHHOIO
JIEKAPCTBEHHOr0 mpenapara WM OTX0A0B, TMOJYYEHHbIX TMOCJde MNPUMEHEHUs:
JIEKAPCTBEHHOT0 MpenapaTa v JPyrue MAaHUMYJISIIIAN ¢ PenapaTomM

®dnykopyc, pacTBOp i HHPY3UH COBMECTUM CO CIEAYIONIMMHU PACTBOPAMHU:
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— 20 % pacTBOp ACKCTPO3HI;

COOTBETCTBYET 3KCIIEPTHOMY OTUETY

— pactBop Punrepa;

— pacTBOp XapTMaHHa;

— pacTBOp KaJHs XJIOPH/IA B IEKCTPO3E;
— 4,2 % pacTtBOp HaTpus OnkapOoHaTa;
— aMuHO(DYy3UH;

—0,9 % pacTBOp HaTpus XJIOPHUAA.

@yKOpyC MOXHO BBOAHWTH B HMH(Y3MOHHYIO CHUCTEMY BMECTE€ C OJHUM M3 MEPEUHCIICHHBIX

BBIIIC paCTBOPOB.

7. JEPKATEJIb PETUCTPAIMOHHOI'O YAOCTOBEPEHU A

Poccuiickas @enepanus

[Ty6maHOe akIoHepHOoe 00IIecTBO «AKIMoHepHOoe Kypranckoe o01ecTBO METUIIMHCKUX
npenaparoB u m3nenuit «Cunres» (ITAO «Cuntes»)

640008, Kypranckas o6:., r. Kypran, npocnekt Koncrutynuu, a. 7

Ten.: +7 (495) 646-28-68

E-mail: info@binnopharmgroup.ru

7.1. IlpeacTaBuTe/Ib AEPKATE/S] PETHCTPALMOHHOIO YA0CTOBEPEeHUs!

IIpereH3uu HOTDC6HT€J'I€I>1 HaIrrpaBJIATH I10 aApECy.

Poccuiickas @enepanus

[Tybnuunoe aknmoHnepHoe 001mecTBo «AkinonepHoe Kypranckoe 001ecTBo METUITMHCKUX
npenaparoB u m3nenuit «Cunres» (ITAO «CunTes»)

640008, Kypranckas o6., r. Kypran, npocnekt Koncrurynuu, 1. 7

Ten.: +7 (495) 646-28-68

E-mail: info@binnopharmgroup.ru

8. HOMEP PETHCTPAIIMOHHOT'O YIOCTOBEPEHUSA
JITI-Ne(001168)-(PT-RU)

9. JATA TEPBUYHOM PETUCTPAIIMM (ITOATBEPKJIEHUSI PETUCTPAIIVN)
Jara nepBoii peructpanun: 30.08.2022

10. IATA HEPECMOTPA TEKCTA
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OO01mast XxapakTepUCTHKA JIEKAPCTBEHHOTO Tpendpata-Prykopye-AocTyHHaHa }L@opr.:am{cm}e:.{
noptaie EBpazuiickoro 3KOHOMHYECKOTO COI03a B MH()OPMAIIMOHHO-KOMMYHHKAIIHOHHON CETH

«Hurepuer» http://eec.eaeunion.org/



