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1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

®nykonazoi, 50 Mr, KamncyJsl.

®dnykonazoi, 150 mr, KarncyJisl.

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBIA COCTAB

JeticTBytolee BemecTBo: GIyKOHA30II.

®nykoHa30i1, 50 Mr, KarcyJsl

Kaxnas xancyna cogepxut 50 Mr ¢urykoHasoia.

®nykona3zou, 150 mr, kancyss

Kaxnas xancyna cogepxut 150 mr dpmykonasomna.

BcrmomorarenbHbie BemecTBa, HAIMYME KOTOPHIX HAJ0 YYHTHIBATH B COCTABE JIEKAPCTBEHHOTO
mpernapara; JIakKTO3bl MOHOTHIpAT (caxap MOJIOYHBIN), KpacUTeIb a30pyOHH, KpacHTElb
OpUJUIMAHTOBBINA YEPHBIHA, KpaCUTENb MYyHIOBBIN (A1 Karcyn 50 mr) (cm. pa3aen 4.3, 4.4).

ITomubIi MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAA ®OPMA

Kancynsl.

JlozupoBka 50 mMr

Karncynbl TBepabie xenaTuHoBbie Ne 2.

Kopryc kamcysbl CBETIIO-KOPUYHEBOTO, C PO30BBIM OTTEHKOM IIBETA, KpbIIMIEYKa KarlCyJsbl
KOPUYHEBATO-KPACHOTO 11BETA, HEMIPO3payuHbIe.

Copnepxumoe Karicysl — HOpPOILOK WJIM CMECh MOPOIIKa U TpaHysl 0eiaoro min 6enoro co cierka
JKEJITOBAaThIM OTTEHKOM IBeTa. JlomycKaeTcsl yINIOTHEHHE COAEPKUMOTr0 Karcylsbl o ¢opme
KaIlCyJIbl, pacrajaroeecs Npyu HaAaBIUBaHHH.

JlosupoBka 150 mr

Karncynbl TBepabie xenaTuHoBbie Ne 2.

Kopnyc u kpblliedka CBETI0-KEATOr0 [IBETA, HEMPO3PAYHBbIE.

ConepxuMoe Karcys — NOPOLIOK MJIM CMECh MOPOIIKA U IpaHys 0esloro nin 0eaoro co cierka
JKENTOBAThIM OTTEHKOM IBeTa. Jlomyckaercsi yIJIOTHEHHE COAEP)KUMOTro Karcynbl 1o (opme

KariCyJibl, pacragaromecca Ipyu HaJaBJIMBaHN.
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4. KIMHUYECKHUE JAHHBIE
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MY OTUETY

4.1. Iloxka3aHusi K NPUMEHEHUIO

@DI1yKOHa30J1 MOKa3aH K MPUMEHEHHUIO Y B3POCIbIX U JIETEH B BO3pacTe OT 3 JIeT.

[Tpenapat daykoHa305 MOKa3aH A1 JICUCHUS CIEeIYIOIUX 3a00JI€BaHUN Y B3POCIIBIX:

KpunTokoKKOBOro MEHMHIUTA.

Koknuanongomukosa.

MHBa3uBHOTO KaHIMI034.

Cim3ucTOoro KaHauao3a, B T. 4. opodapruHTeaIbHOTO KaHIUA03a, KaHIu03a MUIIEBOIA,
KaHJIUJYPUH U XPOHUUYECKOTO KOKHO-CIIU3UCTOIO KaH 11 1034.

XPpOHUYECKOTO aTpO(PUIecKoro KaHaua03a POTOBOM MOJOCTH (CBA3aHHOTO C HOIIEHUEM
3yOHBIX MPOTE30B), KOTAa COOMIOACHHS TUTUEHBI MOJIOCTH PTa WJIM MECTHOTO JICUCHUS
HEJO0CTAaTOYHO.

BarunaneHOro KaHau03a, OCTPOro WM PEUHIUBUPYIOLIEr0, KOTJa MECTHAs TEpanus He
MPUMEHUMA.

Kananno3znoro 6ananuTa, KOr/ia MECTHas Tepanus He IPUMEHUMA.

JlepMaTOMHKO30B, B T. 4. JepMATO(GUTHH CTON, ACPMATOPUTHH TYIOBHINA, MAaXOBON
JIepMaTO(PUTHH, PA3HOLBETHOTO JIMIIAS W KOXXHBIX KaHIUI030B, KOTJa IIOKa3aHO
CHCTEMHOE JICUCHHE.

JepmatoduTrss HOrTel (OHMXOMHKO3a), KOTJa JICYCHHWE JAPYTUMHU IpernapaTaMu He

IPUEMJIIEMO.

[Tpenapat daykoHa305 MOKa3aH A NPO(YUIAKTUKH CIETYIOUINX 3a001€BaHUM Y B3POCIIBIX:

Penuausor KPHUIITOKOKKOBOI'O MCHUHIUTA Y ITAIITUCHTOB C BBICOKUM PUCKOM PCLIUINBA.

PenunuBoB  opodapuHreanbHOro - KaHauao3a WM KaHAWAO3a  MHIEBoJa Y
BUY-unduumpoBaHHBIX MALIMEHTOB C BHICOKMM PUCKOM pELUINBA.

JUis CHUOKEHUS 4YacTOThI PELUANBOB BarMHAJIBHOIO KaHAM103a (4 nin OoJiee 3MHU30/0B B
rojm).

Jnsg mpouIaKTUKM KaHIUWAO3HBIX HMHQEKIMH Yy NalUeHTOB C MPOJOJIKHUTEIbHOM
HeHTporeHnen (Takux Kak MalMeHThl ¢ reMo0IacTo3aM1, MPOXOIAIIMMU XUMHOTEpAIHtIo,

WJIN MMAIUCHTBI, IPOXOAAIINEC TPAHCIIAHTAIAIO TCMOIIO3TUYCCKUX CTBOJIOBBIX KJ'ICTOK).

[Tpenapar ®nykoHa301 MOKa3aH ISl IPUMEHEHUS Y JETEN:

@DI1yKOHA30J1 MPUMEHSIOT JUISl JIEYEHHS CIIM3UCTOrO KaHaua03a (opodapuHreasbHOro KaHanma03a

W KaHaAWja03a MHIIEBOAA),

HWHBAa3WBHOTO KaHAMWI03ad, KPUIITOKOKKOBOI'O MCHHUHIUTA U

npopMIAKTUKN KAaHAWJO03HBIX MH(EKIHUHA y MalMeHTOB € OCIa0JIeHHOW MMMYHHOM CHCTEMOM.

DayKOHAa30J1 MOKHO MTPUMEHSTh B KAYECTBE MOJJICPKUBAIOIICH Tepanuu ISl TPEeAOTBPaIlCHUS
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peruIuBa KPUITOKOKKOBOTO MEHUHTUTA Y JIeTeH C Bblcd&%:%ﬂééﬁ%%glgﬁ%ﬁ'@: C

4.2. Pe:kuM 103MPOBaHNS M CIOCO0 NPUMeEHEeHUs!

PexxuM 103upoBaHus

Tepanuio MOXXHO HAayMHATH 10 TOJYYEHHS pPE3yJbTaTOB IOCeBa MU APYTUX JIaOOpaTOPHBIX
UCCJIETOBaHUIA. Opnako  OPOTHUBOTPHOKOBYIO ~ Tepamuil0  HEOOXOAMMO  W3MEHUTH
COOTBETCTBYIOIIUM 00pa3oM, KOT/Ia pe3yabTaThl THUX UCCIICTOBAHHUI CTAaHYT N3BECTHBIMHU.

[Tpu mepeBojie MaMeHTa ¢ BHYTPUBEHHOT'O HA TIEPOPaTbHBIA IIPUEM Mperapara Wikl Hao0opoT,
M3MEHEHHUS CyTOYHOM 103bI HEe TpeOyeTcs.

CytouHas n03a (uykoHa30jla 3aBHUCHUT OT XapakTepa M TsbKecTu IpuOkoBoil nHpexuuu. [lpu
UH(pEKIHIX, TPEOYIOIKUX MOBTOPHOTO MpHEMa IMpemnapara, JCUeHUE CIeIyeT MPOJOIIKATH JI0
MCYC3HOBCHHS KIMHUYECKUX WU JaOOPAaTOPHBIX MPU3HAKOB aKTUBHON I'pUOKOBOW WMHQEKIIUU.
[MTanpentam co CIIMJoM W KPUNTOKOKKOBBIM MEHUHTMTOM WM  PEUUIUBHPYIOLIUM
opodapuHreallbHBIM KaHIUA030M OOBIYHO HeoOXoauMma MOAJEp)KUBAIOIIAs Tepanus s
PO(QUIAKTUKA PEIIUINBOB HHPEKIINH.

Bspocnvie

1. IIpy KPUNTOKOKKOBOM MEHUHTHUTE M KPUIITOKOKKOBBIX WMH(MEKIMSIX APYroW JOKaTU3alud B
NEPBBIN IeHb OOBIYHO MPUMEHSIOT mpenapart B 7o3e 400 Mr, a 3aTeM MpoI0JKAIOT JISYSHHE B 103€
200-400 mr ouH pa3 B CyTKU. JJIMTENBHOCTD JICUCHUST KPUIITOKOKKOBBIX HH(DEKIIMI 3aBUCUT OT
HAIAYUS KIMHHYECKOTO W MHKOJOTHYECKOro 3¢(deKTa; mpu KpPUIITOKOKKOBOM MEHUHTHTE
JedeHre oObIYHO MPOAOIDKAIOT M0 KpaiiHel Mepe 6-8 Henenb. B ciiydasx jeueHus: yrpoxaronmx
YKU3HU UHQPEKIUN CYyTOUHYIO 103y MOXKHO YBEIHUUTH 10 800 Mr.

Jnst mpodusiakTHKK peruanBa KPUNTOKOKKOBOTO MEHUHTUTA Y MAIIMEHTOB C BHICOKUM PHUCKOM
peuuanBa, Mocje 3aBepIIeHUs MOJTHOrO Kypca IEPBUYHOTO JICUEHUS, TEpaInio (IIyKOHA30JI0M B

J03¢€ 200 MF/CYT MOZKHO IIPOAO0JIZKATh B TCUHCHUEC HCOIIPCACICHHOI'O IICPUOJa BPECMCHU.

2. Ilpyn KOKIMAMOUIOMHKO3€ MOXKET TOTpeOdOBaThCs MPUMEHEHHE TIpernapara B 03¢
200-400 mr/cyT. st HEKOTOPBIX MHDEKIHIA, B 0COOEHHOCTH C TIOPaKEHUEM MO3TOBBIX 000JI0UCK,
MOXeT paccMmarpuBatbesi go3a 800 Mr B CyTkH. J[IUTENnbHOCTH Tepamuu OMNPENEsSIOT
WHIUBUJIyAIbHO — MOXET JUJIMThCA A0 2 JeT; oHa cocrtaBiger 11-24 wmecsueB npu
KOKIUJIMOUJIOMHUKO3€e, 2-17 MecsineB — mpu NapakoKUUIWOWIOMHUKO3e, 1-16 MecsueB — mpu

cropoTpuxo3se u 3-17 MecsieB — Mpu THCTOIIIIA3MO3€.

3. Ilpu xaHauMaEeMuu, TUCCEMUHMPOBAHHOM KaHIUAO3€ U JPYTUX HWHBA3UBHBIX KaHIHMJIO3HBIX
WH(]EKIMAX Hacklmamas n03a coctaBiaser 800 Mr B TEpBBIA JIeHb, MOCHIEMyIOMIAs 03a

400 mr/cyt. AU TeNbHOCTh TEPANIUU 3aBUCUT OT KIMHUYECKON 3((EKTUBHOCTH.
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OTpULATCIIBHOTO PE3yJibTaTa IMOCCBA KPOBH W HNCUYC3HOBCHUSA TIPU3HAKOB U CHMIITOMOB

KaHAUACMUU.

4. JleueHue KaHIU103a CIIM3UCTON 000JIOYKHU

e IlIpu opodapunreanbHOM KaHaUm03€ Hachimaromas go3a: 200-400 Mr B mepBbId JICHB,
nocneayromas gosza: 100-200 mr ogun pa3 B cyrku B TeueHue 7-21 pueir. Ilpu
HE00XO0IMMOCTH, TTALIMEHTAM C BBIPaKCHHBIM ITOAABICHHEM UMMYHHOU (YHKIIUY JICYCHHUE
MOYKHO IIPOJIOJIXKATh B TEUCHHE O0JIee AIUTEIbHOIO BPEMEHH.

e [lpu xpoHnueckoM arpouyeckoM KaHIU103€ MOJOCTH PTa, CBI3aHHOM C HOILEHHEM
3yOHBIX MPOTE30B, Mpenapar OObIYHO MPUMEHSIOT B A03e 50 Mr OIUH pa3 B CYTKU B
TeyeHue 14 nHEHl B coyeTaHMM C MECTHBIMU AHTHCENTHYECKUMH CpEJICTBAMM JUIs
00paboTku mpoTe3a.

o Ilpu xangunypum 5ddextuBHass ngo3a 00bgHO coctasmsier 200-400 wr/cyt mpu
JUIMTEIIGHOCTH JIedeHus1 7-21 neHb. Y NalMeHTOB € TSHKEIBIM HapylmieHHeM (QyHKIUH
UMMYHHOH CHCTEMBI MOXHO HCIIOJIb30BaTh 00JIee JITNTENbHBIC TIEPHOIbI TEPAITHH.

e [lpu XpoHMUYECKOM KOXHO-CIM3UCTOM KaHauxo3e npumeHsor 50-100 mr B cyTku 110
28 nueil nedeHus. B 3aBUCUMOCTH OT TSKECTH JIeUeHUS] HH()EKIINU HITH COTYTCTBYIOIIETO
HapyLEHUss UMMYHHOM CUCTEMbI U MH(MEKIUN MOXKHO MCII0JIb30BaTh OoJiee JUINTENIbHbIE
HEepUOJIbl TEPATTHH.

o [lIpu karamo3e numIeBoa Hackimaronas 103a 200-400 MT B IepBbIii IeHb, TOCIICAYOIAS
no3a 100-200 mr B cytku. Kypc nedenus cocrammsier 14-30 mgHelt (10 JOCTHKEHMS
pemuccuu KaHauaosa nuieBona). [Ipm HeoOX0oAMMOCTH, MAaUEHTaM C BBIPAXKEHHBIM
NOJaBJIEHUEM UMMYHHOM (YHKIMM JIeYeHHE MOXKHO NpOJOJDKAaTh B TeueHHe Oosee
JUIUTEJIBHOTO BPEMEHHU.

o Jlua npoUIaKTUKU peLunIMBOB opodapuHIeasTbHOro KaHJIM1032 y
BUY-uHGUIMPOBAHHBIX MNAIMEHTOB C BBICOKUM PHCKOM PpEIHUIMBOB, (IIYKOHA30I]
npuMmensitoT o 100-200 mr B cyrku unum 200 mr 3 pa3a B HENeN0 B TEUEHHE
HEOIpPEENEHHOr0 MepuoJja BPEMEHM Y NAIMEHTOB C XPOHUYECKH ITOHU)KEHHBIM
UMMYHHUTETOM.

e Jlnsd mpeOTBpallleHHs PEeUMIUBOB KaHauno3a numeBoga y BUY-uHpuIMpoBaHHBIX
NAIMEeHTOB C BBICOKMM PUCKOM PElMIUBOB, (pirykoHa3on mpumenstor no 100-200 mr B
cytkn win 200 Mr 3 pasza B HEZIEI0 B TEUEHUE HEONPEAEIEHHOIO MEPUOJla BPEMEHU Y

NManuEeHTOB C XPOHUYCCKHU IMOHUKXCHHBIM UMMYHUTCTOM.
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MY OTUETY

OJIHOKPATHO BHYTpPb B j103€ 150 mr.

Jnsi CHU KEHUS 4acTOThl PELUAMBOB BarMHAJBLHOTO KaHAMA03a Ipernapar MOKHO NMPUMEHSTH B
no3e 150 mr uepe3 kaxaple TpU AHS — Bcero 3 mo3el (B 1-il, 4-ii m 7-i A€HB), 3aTeM
nojzepxuBaroras g03a 150 mr oxuH pa3 B Heaento. [loaaepKuBaroniyro 103y MOKHO TPUMEHSTh

BILUIOTH 1O 6 MECSIIEB.

6. JleueHne 1epMaTOMHUKO30B

o [lpu umHpEKIMIX KOXH, BKIIOYas JAEPMATO(PUTHIO CTOM, AePMATOPUTHIO TYJIOBHIIA,
MaxOBYIO JepMaTOGUTHIO M TPH KaHAWIO3HBIX HHQPEKIHUAX, pPEKOMEHIyemas J03a
coctaBisier 150 mr oaun pa3 B Hexemto wid 50 Mr oguH pa3 B JieHb. [IMTENBbHOCTH
Tepanuu 0ObIYHO COCTABIISIET 2-4 HENIEH, P MUKO3aX CTOII MOYKET NOTpeboBaThes Oosiee
JUTUTEIIbHAS Teparus 10 6 HeJeb.

e [Ipu pasHouBeTHOM sMIIae pexomeHayemas aosa cocrasisger 300-400 mr oauH pa3 B
HeJlento B TeueHue 1-3 Henelnb. AJIbTEpHATUBHOM CXEMOM JIEUCHUS SBJISICTCS IPUMEHEHHUE
npenapara 1mo 50 Mr oJIMH pa3 B JIcHb B TeUeHUE 2-4 HE/ICIb.

e [Ipu oHMXOMHUKO3€ peKOMeHAyeMas Jjo3a coctapiseT 150 Mr onuH pa3 B Heaento. Jleuenue
cleqyeT MpOAOJDKATh JO 3aMEIIeHHs HHQHUIMPOBAHHOTO HOITS  (BBIpACTaHUS
HEUH(QUITUPOBAHHOTO HOTI'TA). {71 TOBTOPHOTO pOCTa HOTTEH Ha MaibllaX PyK U CTOII
00b4HO Tpebyercst 3-6 mecsueB u 6-12 mecsneB, cOOTBETCTBEHHO. OIHAKO CKOPOCTh
pocTa MOXET BapbUpPOBAaTh B IIMPOKUX IMpelerax y pasHbIX IIOJEH, a Takke B
3aBUCUMOCTH OT Bo3pacta. [locne ycnemHoro jedeHus JIMTENbHO COXPaHSBIIUXCS

XPOHUYECKUX MH(PEKINN HHOTAa Ha0II01aeTCsl U3MEHEHUE (POPMBbI HOTTEH.

7. JIns npopuIaKTUKY KaHIUT03HBIX HHPEKIUH y TallMeHTOB CO 3J10Ka4eCTBEHHBIMU OMYXOJISIMU
pexoMmeHayemast 1o3a ¢iaykonasona coctaBisger 200-400 Mr ofuH pa3 B CYTKH B 3aBUCHIMOCTH OT
CTENEHH pHUCKAa pa3BUTHS TpPUOKOBOM HMHQEKUMU. JlIS NalMeHTOB C BBICOKUM PHUCKOM
reHepalu30BaHHONW WH(MEKIMH, HAapUMeEp, C BBIPAKEHHOW WM JJIUTENIHO COXpPaHSIOIIEncs
HEUTponeHuen, pekomenayemas nosa cocrtasiasier 400 mr oauH pa3 B cyTtku. DiaykoHazon
IIPUMEHSIOT 3a HECKOJIBKO JHEH 10 0’KMJIAEMOr0 pa3BUTHs HEUTPOIEHUM U, IOCIE YBEINUYEHUS

3

ymcna HeilTpoguinos 6onee 1000 B MM®, JIeyeHHE MPOIOJIKAIOT elie 7 JHEH.

Oco0ble TPVIIILI TAIMEHTOB

Hauuenmbl NoJ2HCU1020 8o3pacma
HpI/I OTCYTCTBHHU IIPU3HAKOB MMOYEYHOM HEAOCTaTOYHOCTH (bJ'IYKOHEBOJ'I IMPUMCHSAIOT B OOBIYHOM

no3e. IlarmenTaM ¢ MoYeYHOW HEMOCTATOYHOCTHIO (KIMpeHC KpeaTuHWHA < 50 MJI/MUH) H03y
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npernaparta KOppEeKTUPYIOT, KaK OMHCAaHO HIKE.

MY OTUETY

Tayuenmoi ¢ noueunoi He0OCMAamouHOCMyIo

[Ipu ogHOKpaTHOM mpHEME U3MEHEHHUS J03bl HE TpeOyercd. Y MalMeHTOB (BKJOUas AETeil)
HapylieHneM (YHKUMM TOYeK TMpU MHOTOKPAaTHOM TNPUMEHEHUHU Tperapara cleayeT
MEepBOHAYAJILHO BBECTH yHapHyi0 103y oT 50 mr go 400 mr, mociie 4ero CyTodHyro 103y (B

3aBUCHMOCTH OT [IOKA3aHUsI) YCTaHABIUBAIOT COIJIACHO CJIEAYIOIIEH Tabnuie:

Knupenc kpeatnanna (Mj1/MUH)

[IpoueHT pekoMeHlyeMOi 103bl

> 50
< 50 (0e3 remoguanm3a)

Perynsipublii remoauanus

100 %
50 %

100 % mocne KakIoro reMoanajin3a

[TaniueHThl, HaXONAIIMECS HA PEryJIpHOM TreMoaualn3e JOJDKHBI mnoiydate 100 %
pPEeKOMEHAYEMOM J103bI IOCNIE KaXKJO0ro ceaHca remojuanusa. B neHp, korjga remoauains He
IPOBOJUTCS, IMAIMEHThl JOJDKHBI IOJYy4YaTh YMEHbBIICHHYIO (B 3aBUCHMOCTH OT KIHpPEHca
KpeaTHHUHA) /103y Ipernapara.

VY nereii ¢ HapylieHHEM (YHKIIMU ITOYEK CYTOUHYIO J03Y IIpenapara clieAyeT yMEHbIIUTh (B TOI
€ IPONOPLHOHAIBHON 3aBUCUMOCTH, YTO M Y B3pOCIbIX), B COOTBETCTBHUH CO CTEHEHBIO

BBIPA’KCHHOCTH MMOYECYHOM HEOOCTAaTOYHOCTH.

eTH
Kak 1 npu cX0qHBIX HHPEKIUAX Y B3POCIbIX, JUIUTEIbHOCTD JICUEHUS 3aBUCUT OT KJIMHUYECKOTO
U MHKoJoruuyeckoro s¢dexra. s aereil cyrouHas ao3a mpenaparta He JOJDKHA NPEBBIIIATH
TaKOBYIO IS B3pocCibIX. DIIyKOHA30J1 NIPUMEHSIOT €KEIHEBHO OJJUH Pa3 B CyTKH.
[Ipy kaHIuIO3€ CHAM3UCTBIX O000JOYEK peKoMeHAyeMas Jo3a (IyKOHa30ja COCTaBIISET
3 mr/kr/cyT. B nepBblii 1eHb ¢ 11en1bt0 00Jiee OBICTPOro JOCTUKEHUS! pABHOBECHON KOHIIEHTPALUU
MOYKHO IPUMEHSTh YIApHYIO 103y 6 MI/KT.
Jlna nedeHns MHBa3MBHOTIO KAaHIWA03a U KPUNTOKOKKOBOIO MEHUHIMTAa PEKOMEHJyeMas [103a
cocTaBisieT 6-12 MI/KT/CyT B 3aBUCUMOCTH OT TSKECTH 3a00J1€BaHUA.
Jns mnonaBieHHMsT peUMIMBAa  KPUIITOKOKKOBOro MeHuHrurta y gered co CIIWdom
pPEKOMEHI0BaHHasA 71032 (hITyKOHA30J1a COCTABIAET 6 MI/KI/CYT.
Jns npodunakTky TPUOKOBBIX MH(EKIUI y 1eTell ¢ MoJaBIeHHBIM UMMYHUTETOM, Y KOTOPBIX
pUCK pa3BUTUS MWHQPEKUHUU CBA3aH C

HEWTPONEHUEHN, pPA3BUBAIOLICHCA B pe3yJbTare

HI/ITOTOKCI/I‘—IeCKOI\/'I XUMHOTCpAllun WA  JIy4 eBOM T€parinu, npenapar MNOpPpUMCHAKOT II0

3-12 MF/KF/CYT B 3aBUCUMOCTHU OT BBIPAKCHHOCTH U AJIUTCIIbHOCTU COXPAaHCHUA HHHyquOBaHHOﬁ
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HEUTPOTICHHUH (CM. 103y TS B3POCIBIX; IS IETEH C HO‘IéJIlI;)P-I E%QETJ@BEH =lcMm :zrés:y' TUTSt

MY OTUETY

MAIMEHTOB C MOYEYHON HEJOCTATOYHOCTBIO).

[Ipenapar dnaykoHa3on HE cieAyeT Ha3HadaThb JETsAM B Bo3pacte oT 0 g0 3 yieT JUis JaHHOU

JIEKapCTBEHHOMN (DOPMBI B CBS3U C HEBO3MOKHOCTBIO 00€CIEUUTh pexkHUM 103upoBanus. Crienyer

paccMOTpeTh BO3MOXKHOCTh 3aMEHBI Ha JIpYrHe JIeKapCTBEHHbIE POpMBbI QIyKOHa30J1a (IIOPOLLIOK

JUIsl IPUTOTOBJIEHUS CYCIIEH3UU JJIs IpUeéMa BHYTPb WK PacTBOP JJi1 BHYTPUBEHHOI'O BBEICHMS)

B OKBUBAJICHTHBIX J03aX.

Cnoco0 IIpuMeHeHus

BnyTps.

Kancynbl nporiarseiBaroT HETUKOM.

4.3. IIpoTHUBONOKA3AHHS

THIEPYYBCTBUTENBHOCTh K  (PIIyKOHA30Jly, K a30JbHBIM BEIIECTBAM CO CXOIHOM
¢GuIyKOHa30Jly CTPYKTYpOH W/WiM K JH00OMYy U3 BCIIOMOTATElIbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pazzene 6.1;

OJTHOBPEMCHHBI TpHeM TepdeHaauHa BO BpeMs MHOTOKPATHOTO MPUMCHEHHS
drykonasoua B 103e 400 mr/cyt u 6omee (cm. pazaen 4.5);

OJTHOBPEMECHHOE TPUMEHECHHE C TMpernaparaMu, yBelW4MBarommumu uHTEepBal QT wu
MeTaboM3UpPYIONMMACS ¢ moMoIbio n3odpepmenta CYP3A4, TakuMu Kak IU3anpH,
aCTEMH30J1, SPUTPOMHMIINH, TUMO3HT, XMHUANUH (CM. pasaen 4.5);

JNEQUIINT JIAKTA3bI, HEMEPEHOCUMOCTb JIAKTO3bI, INIFOK030-TaTaKTO3HAs MajbaOCcopOus;

JETCKUI BO3pacT 110 3 neT (71 JaHHOM JIeKapCTBEHHON (OPMBI).

4.4. OcoOble ykazaHMsl M1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEeHUH

C 0CTOPOKHOCTBIO

[EYEeHOYHAsl HEI0CTaTOYHOCTh,

HoYeyHasi HeZJOCTaTOUYHOCTb,

MOSIBJIICHHUE CBIMM Ha (pOHE NMpUMEHEHHUs ()IyKOHA30JIa y MalUEeHTOB C MOBEPXHOCTHOM
rpuOKOBOIl MH(EKIMEeH 1 NHBa3UBHBIMU/CUCTEMHBIMU TPUOKOBBIMU UHPEKLINAMU;
OJTHOBPEMEHHOE TTpuMeHeHne TepdeHaanta u Giykonaszoina B 1o3e Mmenee 400 mr/cyT;
MOTEHIMATBHO TPOAPUTMUYECKHE COCTOSHUS Yy TalMEHTOB C MHOKECTBEHHBIMU
dakTopamu pucka (OpraHuvecKkue 3a00JIeBaHUS CEp/Ia, HAPYIICHUS JJIEKTPOJIUTHOTO
OamaHca u crnocoOCTByIOIIasi pPa3BUTUIO TOJOOHBIX HapyIIEHUH COMYTCTBYHOIIAs
Tepanus).
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Coobmanoch o ciuydasx cynepuHpekuuu, Bbi3BaHHOW orTiamuHbiMH oT Candida albicans
mrammamu Candida, koropsie 4acTo 00a1aI0T TPUPOIHON PE3UCTEHTHOCTHIO K (DIyKOHA30/y
(mapumep, Candida krusei). B mogoOHBIX Cilydasx MOMKET HMOTPeOOBAaTHCSA aabTePHATHBHAS
MPOTUBOTPUOKOBAs Teparusl.

Bo Bpemsi OepeMeHHOCTH NpUMEHEHHUs (IyKoHa3oja cleayer u30eraTb, 3a HCKIIOUECHHEM
CIIy4aeB TSDKENBIX W TOTEHIMAIbHO YIPOXKAIOMIMX JKU3HU TPHOKOBBIX HMH(pEKUui, Korjaa
O’KHJaemasi 1oJb3a JISYSHHs 711 MaTepu IIPEBbIIIAeT BO3MOKHBIN PUCK JUIA IJI0/a.

HeoOxomumo paccMoTpeTs 3(PQPeKTUBHBIE METOJbl KOHTPALECHIUH Y KEHIIWH JIETOPOJHOIO
BO3PAcTa B TEUEHHUE BCETO MEPUO/IA JICUCHHS i IPUOTU3UTENFHO B TeUeHHe Henenu (5-6 mepruoioB
NOJTYBBIBE/ICHHSI) IOCJE MPHHATHS TOCIEAHEeH 103bl mpenapara (cMm. pasaen 4.6). B peaxux
ClIydasix mpuMeHeHHe (IIyKOHa30Jia COMPOBOXKIATOCH TOKCHYECKUMH U3MEHEHUSIMU MEeYCHH, B
TOM 4YHCIE€ C JIeTadbHBIM HCXOJIOM, TIJaBHBIM 00pa3oM, y TMAalHUEeHTOB C CEPbEe3HBIMU
COIYTCTBYIOIIMMHU 3a00JICBaHUSIMH. B cilydae renaTOTOKCHYECKHX 3(PQEKTOB, CBI3aHHBIX C
npuMeHeHneM (hIyKoHa30Ja, He OTMEYEHO WX SIBHOW 3aBHCHMOCTH OT OOILIEH CYTOYHOH 03B
npemnapara, JJIMTEIbHOCTH Teparuy, Mojia ¥ Bo3pacTa nanueHTa. ['enmaroTokcuueckoe neicTBUE
npenapaTta 0ObIYHO OBLTO OOPAaTUMBIM; MPU3HAKU €r0 UCUE3aIM IMOCIe MPEKpalleHusl TEPaIuu.
[TarieHTOB, Yy KOTOPHIX BO BpeMs JICYCHHS TMpenapaToM HapyIIAIOTCs MoKa3aTend (yHKIUU
neYeHH, He00X0AMMO HAOIIOAATH C LIETBIO BBISIBICHUS IIPU3HAKOB 00JIee CEPbEe3HOTO MOPAKECHUS
nedeHu. [Ipu nosBiIeHNH KIMHUYECKUX TPU3HAKOB UM CUMIITOMOB IMOPAKEHUS IEYCHH, KOTOPhIE
MOTYT OBITh CBSI3aHBI C MPUMEHEHUEM (PIIyKOHA30J1a, ITpenapar clieAyeT OTMEHUTb.

Kak u mpu mpuMeHEHWH Ipyrux a3ojioB, (IIYKOHA30JI B PEIKHX CIydasxX MOKET BBI3BIBATh
aHa(QUIAKTUYECKHUE PEAKIIH.

Bo Bpems gneueHus (aykoHa3oJoM y TAaIlMEHTOB B PEIKUX ClydasX pa3BUBAINCH
9KC(OIMATUBHBIE MOPAXKEHUS KOXKH, Takue Kak cuHApoM CtuBeHca-J[>KOHCOHA U TOKCHYECKHH
AMUAEPMATBbHBIA HeKposn3. Coo0IIanoch 0 ciiydasix JEKapCTBEHHON peaKIuu ¢ 203uHO(IIne u
cucreMHbiMu cumnitoMamu (DRESS-cuanpom). [lammentsr ¢ BUU-undekumeii 6onee CKIIOHHBI K
Pa3BUTHIO TSKEIBIX KOXKHBIX pEaKIUil Mpy MPUMEHEHUH MHOTHX TpenapaToB. [lpu noseinenun y
HalyeHTa BO BpeMs JIeUeHHs! MOBEPXHOCTHOM TpHOKOBOM MHQEKIUH ChIMH, KOTOPYID MOXHO
CBSI3aTh C TIPUMEHEHHEM (IIYKOHA30JIa, TIpenapaT CIeayeT OTMEHUTh. [Ipy MOSBICHUU CHITTH Y
MalreHTa C HHBA3WBHBIMH WM CHCTEMHBIMH TPHOKOBBIMU WH(MEKIIUSIMH MX CIEIYyeT TIATeIHLHO
HaOJI01aTh U OTMEHUTH IpenapaT NP MOSBICHUH OYIUIE3HBIX MOPAXKEHUNH UM MHOTO(OPMHOM
HKCCYAATUBHOM IPUTEMBI.

OpnHoBpeMeHHOe NpUMeHeHHe uiykoHa3oia B 1o3ax MeHee 400 Mr/cyT u TepdeHaanHa clieayer

MIPOBOJIUTH ITOJT TIIATEIBHBIM KOHTpOJIEM (CM. paszen 4.5).
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@OykoHA30J1 BBI3BIBACT yBenuueHHWe uHTepBana QT mocpeacTBOM WHIHMOMpPOBAHMSA TOKa
KaJMEBbIX KaHAJIOB BHYTPEHHEIrO BBIIPAMIICHHUSA. YBenuueHue uHTepBaia QT, BbI3BaHHOE
IPYTMMH JIEKApCTBEHHBIMM TIperaparaMyd (TakKMMH KaK aMHOJApOH), MOXET OBbITh YCHIIEHO
uaruouropamu nzopepmenta 3A4 muroxpoma P450 (CYP) (cm. pasaen 4.5).

[Ipu nmpumeneHun QaykoHaszona yBenuueHue uHTepBaia QT M Mepuanue WM TpeneTaHue
KEIyJOYKOB OTMEYaJM OYEeHb pPEIKO Yy TAalUeHTOB C TSOHKEIbIMU 3a00JCBaHUAMHU C
MHOKECTBEHHBIMH (DakTOpamMHu pHUCKa, TaKUMHU Kak oOpraHuueckue 3a0oyieBaHUS Cceplla,
HapYIICHUs 3JIEKTPOJUTHOro OajaHca M CHOCOOCTBYIOLIAS PA3BUTHUIO MOJOOHBIX HapyIIEHUMN
comyTCTBYIOIAst Tepanus. [IOBBIIEHHBIN PUCK PA3BUTHS YTPOKAIOIIECH KU3HM KEIYAOYKOBOU
ApPUTMHUH U TOJUMOP(HOHN JKEITYyJ0UYKOBOH TaxMKapAHMH MOXKET BO3HHMKHYTH Y TAlMEHTOB C
TUIOKAIMEMUE ¥ MpOrpeccUpyromeid CcepAeyHol HeAOoCTaToYHOCThI0. I[losTomy Takum
MaUeHTaM C MOTEHIMATBFHO TPOAPUTMUYECKUMU COCTOSHUAMU TPUMEHATDH (IIYKOHA30J1 ClIeyeT
C OCTOPOKHOCTBIO.

[Taruentam ¢ 3abojeBaHUSAMU II€YEHM, CEpAlla U IOYEK Iepe] NPUMEHEHHEM Ipernapara
PEKOMEHIyeTCsl POKOHCYIBTUPOBAThCs ¢ BpadoM. [Ipu nmpumenenuu ¢iykonazona 150 mr mo
MOBOJIy BarMHaJbHOTO KaHAM/103a MallMeHThl TOJKHBI ObITh MPEIYNPEXKICHBI, UTO YIy4IIeHHE
CUMIITOMOB OOBIYHO HaOJIIOAaeTcst uepe3 24 4daca, HO JUI MX IMOJIHOIO MCYE3HOBEHUSI MHOT/IA
TpeOyeTcs HECKOJIbKO JHEeH. [Ipu coXpaHeHnn CUMIITOMOB B TEUEHUE HECKOJIBKUX JAHEH, CIIEyeT
00paTHUThCS K Bpayy.

Joka3zatenbctBa 3P pexkTuBHOCTH (IIyKOHA30JIla TpPU JIEYEHUU JPYTHX BHUAOB SHIEMHYHBIX
MHUKO30B, TAKUX KaK MMapaKOKIUANOUIOMUKO3, CIOPOTPUXO3 U TUCTOIIIA3MO3 OTPaHUUYEHBI, YTO
HE TO03BOJISIET ONPENEIUTh KOHKPETHBIE PEKOMEHIAINH 110 103UPpOBaHNI0. DITyKOHA30J1 SBIISETCS
yMepeHHbIM HHruouropom nzopepmenta CYP2C9 u ymepeHHbIM MHTHOUTOPOM H30(pepMeHTa
CYP3A4. dnaykonazon Takke sBiserca uHruOutopom wuzodepmenta CYP2CI19. Ilpu
OJIHOBPEMEHHOH Tepanui JIEKapCTBEHHBIMU IIPEnapaTaMy ¢ y3KMM TePareBTUYECKUM MPOPHIIEM,
Metabonuzupyromumucs uzopepmentamu CYP2C9, CYP2C19 u CYP3A4, pekomenmyercs
COOJTFOIATH OCTOPOXKHOCTH (CM. paszzen 4.5).

Coo01manocs 0 pa3BUTHM HEAOCTATOUHOCTU KOPBI HA/IMOYEUHUKOB Y MALUEHTOB, MMOJIYyYaIOIINX
TEepanuio JAPYrUMH a3ojaMu (HampuMep, KETOKOHA30J0M). Y MalMeHTOB, MOJyYarolux
(bayKoHa30J1, HAOMIOJATUCH OOpPATHUMBIE CITydand HEJJOCTATOYHOCTH KOPHI HAJAMOUYEYHUKOB.
Kanouoos

HccnenoBanusl ToKa3and PacTyUIyIO PaclpOCTPAaHEHHOCTh WHQEKIWH, BBI3BAHHBIX BHUIAMU
Candida, orauunsivu ot C. albicans. DTu BuIbI 4acTO 00Ja1al0T PE3UCTEHTHOCTHIO (HAIIPUMED,

C. krusei u C. auris) wid AEeMOHCTPHUPYIOT MOHWKEHHYIO YYBCTBHUTEIBHOCTh K (PIYKOHA30IY
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TEpanuu BCIeACTBUE HEIP(PEKTUBHOCTH JieueHUs. [lo3ToMy crenuaiucTaM, Ha3zHAYaroIIMM
JICUCHHE, CIICAYET YUUTHIBATH PACIPOCTPAHCHHOCTh PE3UCTEHTHOCTH pasHbiX BaoB Candida x
durykonasouny (cMm. paszgen 5.1).

I/IHd)ODMaHI/IH 10 BCIOMOI'aTCJIbHBIM BCIICCTBAM

[Mpemapar ®nykoHaszon, kamcyibl S50 Mr, COAEPKHT KpacuUTeNb a30pyOWH, KpacuTelb
OpUJUIMAHTOBBIM YEPHBIM, KpacUTENIb IYHLIOBBIM, KOTOpPBIE MOIYT BbI3BAaTh AJUIEPIHMUECKUE

peaKIuu.

4.5. B3aumopeiicTBue ¢ APYrMMH JIeKAPCTBEHHBIMHM IpenapataMd M Jpyrue BHABI
B3aUMO/JeHCTBHUS

OnHOKpaTHOE WM MHOTOKpaTHOe IpHUMeHeHHe (iaykoHa3oda B jgo3e 50 MI He BIMseT Ha
MeTaboau3M QeHa3oHa (AHTUIIMPHUHA) IIPU UX OJTHOBPEMEHHOM IIPUMEHEHHH.

OnxHOBpEeMeHHOE MpUMEeHeHue (PIyKoHa30J1a co CASAYIOINMHU MperapaTaMu MPOTHBOIIOKA3aHO

Luzanpuo

HpI/I OJHOBPCMCHHOM IIPUMCHCHUU Q)HYKOHaSOHa U Ou3arpua BO3MOXHBI HCKCIIATCIbHBIC

PEaKIUK CO CTOPOHBI CEPALIA, B T. Y. APUTMHUSI )KEITyJOUKOBAsI TAXUCHCTOIMYECKAs TUIIA KITHPYIT»
(torsade de pointes). [Ipumenenue ¢rykonasona B 1o3e 200 Mr 1 pas B CyTKH ¥ U3anpua B 103€
20 mr 4 pa3a B CYTKH NPHUBOJIUT K BBIPAKCHHOMY YBEIMYEHHUIO IUIA3MEHHBIX KOHIICHTPALU
nu3anpuia 1 ysennuenuro uarepsana QT Ha DKI'. OgHoBpeMeHHOE MPUMEHEHNE U3aNpUaa 1
¢rykoHa301a IPOTUBOIIOKA3aHO.

Tepghenaoun

[Ipy OnHOBpEMEHHOM NPUMEHEHHWH a30JIbHBIX ITPOTHBOIPUOKOBBIX CPEICTB M TepQeHaIrHa
BO3MO)KHO BOHUKHOBEHHE CEPhE3HBIX apUTMHI B pe3ynbTare yBenudeHus uarepsana QT. Ilpu
npuMeHeHun (aykoHasona B go3ze 200 mr/cyt yBenuueHus uHtepBasia QT He ycTaHOBIIEHO,
OJIHaKo, ImpuMeHeHue (aykoHazona B go3ax 400 Mr/cyr W BbllI€ BBI3bIBAET 3HAUYUTEIHHOE
yBEIIMYCHUE KOHIEHTpaluu TepdeHaanHa B 1uia3Me KpoBu. OIHOBpEMEHHOE NpUMEHEHHE
¢nykonaszona B 103ax 400 mr/cyT u 6onee ¢ TepdeHaMHOM POTHBOMOKa3aHo (cM. pasaen 4.3).
Jleuenue (aykoHazoaoM B 1o03ax mMeHee 400 Mr/cyT B codYeTaHUM C TepPEHATUHOM CIIEAyeT
MIPOBOIUTH ITOJT TIIATEIEHBIM KOHTPOJIEM.

Acmemuson

OnHOBpeMeHHOE MpHMeHeHHe (IYKOHA301a C acTeMHU30JIOM WIM JAPYrUMH NpenapaTami,
MeTa00IM3M KOTOPBIX OCYLIECTBISETCS CUCTeMOM nutoxpoma P450, MOXeT COMpOBOXKAATHCS
TIOBBIIIEHUEM CHIBOPOTOYHBIX KOHIIGHTPAlMi ATHX CpeAcTB. [lOBBIIICHHBIE KOHIEHTPAIUU

acTeMM30Jla B IIa3Me€ KPOBU MOTYT MPHUBOAUTH K yanuHeHHto uHTepBana QT u B HEKOTOPBIX
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pointes). OqHOBpeMEeHHOE IPUMEHEHHE acTeMHU30J1a U (DJIyKOHA30J1a MPOTUBOIIOKA3aHO.
Iumo3uo

HecMmoTpst Ha TO, 4TO HE MPOBOJMIOCH COOTBETCTBYIOLIMX HCCIIEAOBAHUM IN VItro mim in Vivo,
OJTHOBPEMEHHOE MpHUMEHEHHE (IIYKOHA301a W THMO3UJa MOXET IMPHBOAHWTH K YrHETCHUIO
MeTabonu3mMa MUMOo3H1a. B CBOIO ouepeh MOBBIIICHHUE MJIa3MEHHBIX KOHIICHTPAIUN MUMO3H/a
MOYET TPUBOJIUTH K y/JIMHEHHIO HHTepBasia QT U B HEKOTOPBIX CIIydasx K Pa3BUTHIO apUTMUU
JKEITYJIOYKOBOM TaXMCHCTOIMYECKON THmna «mupy3T» (torsade de pointes). OmHOBpeMeHHOE
NpUMEHEHHE TMMO3U1a U (IIYKOHA30J1a IPOTHBOIIOKA3aHO.

Xunuoun

HecmoTpst Ha TO, YTO HE MPOBOJWIOCH COOTBETCTBYIOIIUX MCCIICIOBaHUE IN VItro wium in Vvivo,
OJTHOBPEMEHHOE NMPUMEHEHHE (DIIyKOHAa30J1a ¥ XUHHIUHA MOXKET TaK)Ke MIPUBOJIUTH K YTHETCHUIO
MeTa0oaM3Ma XHHUIUHA. [[pUMEeHeHne XMHUIMHA CBsI3aHO ¢ y/uinHeHreM uHTepBaia QT u B
HEKOTOPBIX CIIydasx C pa3BUTHEM apUTMHH JKETYI0UYKOBOM TaXHCUCTOIMUCCKON THIIA «ITUPYITH»
(torsade de pointes). OHOBpEeMEHHOE MPUMEHEHUE XUHUIMHA U (TYKOHA30J1a IIPOTHBOIIOKA3aHO.

Opumpomuyun

OnHOBpeMeHHOE NpUMEHEHHEe (IIYKOHa30/1a M SPUTPOMHUIMHA MOTEHIHAJIbHO HPUBOAUT K
MOBBIIIEHHOMY PHCKY pa3BUTHs KapauoTokcumyHocTH (ymmHeHue wHTepBana QT, torsade de
pointes) ¥, BCIEACTBUE 3TOr0, BHE3ANHOW cepaedHO cmepTH. OAHOBPEMEHHOE NPHMEHEHHE
(irykoHa301a ¥ SpUTPOMULIMHA TPOTUBOIOKA3AHO.

Crnenyer CO6J'IIOI[aTI> OCTOPOXKHOCTH  HJIH n30eraTh OJHOBPEMCHHOTO TIPUMCHCHHUA C

diykoHa3010M

Amuodapou

[TpumeHeHne aMroJapoHa aCCOIMUPOBATIOCH ¢ y/UuTMHEeHneM uHTepBaia QT. CrnenyeT cobmonaTh
OCTOPOXHOCTH MPU OJTHOBPEMEHHOM MPUMEHEHUU (PIIyKOHA30J1a U aMHOJAapOHa, B OCOOEHHOCTH
MIpHU TIpUEMe BBICOKOM 703bI urykoHazoma (800 mr).

Jlembopexcanum

OnHOBpeMEeHHOE NpHUMEHeHHe (IykoHa3zona NOPUBOAMT K yBenuueHHI0 Cmax u AUC
nembopekcaHnTa npumepHo B 1,6 u 4,2 pa3a, COOTBETCTBEHHO, YTO, KaK OXKUIAETCs, IPUBEIET K
YBEIMYCHUIO pHCKAa TOOOYHBIX peaknui, Takux Kak COHJIMBOCTh. Ciemyer wu30erarb
OJTHOBPEMEHHOT0 MMPUMEHEHHUsI ITyKOHAa30J1a U JIeMOOpEKCaHTa.

Crnenyer CO6J'IIOI[3.TB OCTOPOKHOCTH W, BOSMOXHO, KOPPEKTUPOBATH JO3bI ITPH OJHOBPEMCHHOM

OPpUMCHCHHUHU CIICAYIOMMX MIPEaparoB U d)J'IVKOHaBOJ'Ia
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Tuopoxnopomuasud

MHoOroKkpaTHoe MPUMEHEHHE THAPOXJIOPOTHA3KIA OJTHOBPEMEHHO ¢ (DITYKOHA30JI0M MPUBOANT K
YBEJIMUEHHUIO KOHLIEHTpauuu QuiykoHazona B mia3me kposu Ha 40 %. Dddekt Takoil crenenu
BBIPQXEHHOCTU HE TpeOyeT M3MEHEHUs pexuma J03UpoBaHUs (IIyKOHA30Jla y MalleHTOB,
MOJIYYarOIIUX OJJHOBPEMEHHO JIMYPETUKH, OJTHAKO Bpayy CIEAYeT 3TO YUYUTHIBATh.

Pugamnuyun

OpnHoBpeMeHHOE MpUMeHeHHe (iaykoHaszona U pudamnuiuHa npuBoaut kK cHmxkeHuo AUC Ha
25 % W IMTETLHOCTH TEpHoJia TONyBbiBeleHUs ¢uykoHasona Ha 20 %. Y manueHToB,
OJTHOBPEMEHHO TMPUHUMAKIINX pPUPAMIHINH, HEOOXOJWMO YUYUTHIBATH IIEJIECO00Pa3HOCTh
YBEJIMUYEHUS 10361 ITyKOHA30JIa.

Ilpenapamul, na komopvle érusiem GayKoHazon

@D1yKOHA30J1 ABISETCS YMEPEHHBIM HHruOuTOpoM u3zodepmentoB 2C9 u 3A4 murtoxpoma P450
(CYP). ®daykonazon Takxke sBisiercss maruOutopom uszodpepmenta CYP2C19. Kpome Toro,
MOMHMO TIEPEUYHCIICHHBIX aaiiee 3(PQPEKTOB, CYMIECTBYET PUCK MOBBINICHUS B IUIA3ME KPOBHU
KOHIEHTPAllMU M JPYTHX JIEKAPCTBEHHBIX CPEICTB, METa0OIU3UPYEeMbIX HU30(hepMEeHTaMU
CYP2C9, CYP2C19 u CYP3A4 npu oqHOBpeMEHHOM NMPUMEHEHUH C QIIyKOHa30JI0M. B cBsi3u ¢
ATUM, CIIeyeT COOJI0/IaTh OCTOPOKHOCTh MPU OJHOBPEMEHHOM MPUMEHEHUU IMEPEUUCICHHBIX
MperapaToB, a NPU HEOOXOAMMOCTH MTOT00HBIX KOMOMHAIIUHN ITAIIMEHTHI JTIOJDKHBI HAXOAUTHCS 10T
TIIATENTFHBIM MEIUIIMHCKUM HaOmroaeHueM. CienyeTr y4uTbiBaTh, YTO MHTHOUpPYOMHi 3 QexT
bykoHa301a coXpaHseTcs B TeueHue 4-5 qHel mociie OTMEHBI MpernapaTa B CBSI3U C JUIUTEIbHBIM
MIEPUOJIOM TTOJTYBBIBEJICHUS.

Angenmanun

OtmedaeTcss yMeEHbBIIEHHE KIUpPeHca U o00beMa paclpeieNieHus, yBeIWYeHHE MepHoja
nonyBbiBeieHUsT andeHTtannna. Bo3MOXkHO, ATO CBsA3aHO C HMHTHOMpOBaHHWEM HU30(EpMEeHTa
CYP3A4 pnykonazonom. MoxkeT noTpedoBaThCsl KOPpEKLIUs J03bI al(eHTaHuIa.

Amumpunmuaun, HOPMPUNIUTIUH

VBenmnuenue 3¢pdekra. KoHIEHTpannoo S-HOPTPUNTWIMHA W/MAM S-aMUTPUIITHIMHA MOKHO
U3MEPUTH B Hauasle KOMOMHUPOBAHHON Teparnuu ¢ (pIyKOHA30JI0M M Yepe3 HeJIeIIo OociIe Havaa.
[Tpu HEOOXOIMMOCTH CJIeAYeT KOPPEKTHUPOBATH 103y AMUTPUITHIIMHA/HOPTPUIITHIINHA.

Ampomepuuun B

B uccnenoBanusax Ha Mplax (B TOM 4HCIe, C HIMMYHOCYIIpECCUEH ) ObUIM OTMEUEHBI CIIeyIOIIe
pe3ysbTaThl: HEOOBIION A IUTUBHBIN TPOTUBOIPUOKOBBIN APPEKT Npu CUCTEMHOIN MHEKIUH,
BbI3BaHHON C. albicans, OTCyTCTBHE B3aUMOJEHMCTBHS MpPH BHYTpUUYEpENHOW WH(EKINH,

BeI3BaHHON Cryptococcus neoformans um aHTaroHW3M TPU CUCTEMHOW HH(MEKIMH, BbI3BAHHON
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AHWIUKOGZVJZ}lHWZbZ

Kak u pgpyrue mnpoTuBOrpuOKOBBIE cpeAcTBa (MPOM3BOAHBIE a3ona), (IyKOHA30Jd, TpHU
OJIHOBPEMEHHOM MPUMEHEHHUHU C Bap(papuHOM, MOBBIIIAET MPOTpoMOUHOBOE Bpems (Ha 12 %), B
CBSA3M C 4YeM, BO3MOXKHO pa3BUTHE KPOBOTECUEHHH (reMaTOMbI, KPOBOTEUYEHHUS M3 HOCa U
JKEITYJIOYHO-KHUILIIEYHOTO  TpakTa, TeMaTypus, MeJeHa). Y  TMalHUeHTOB, IOJYyYaroIInX
AHTUKOAryJSIHTHI KyMapUHOBOTO W HWHIAHIWOHOBOTO psiia W (DIyKOHA30J1, HEOOXOIUMO
MOCTOSTHHO KOHTPOJIMPOBATh MPOTPOMOMHOBOE BpeMsl B MEpPUOJ Tepanuu U B TeueHue § mHeil
1ociie OJIHOBPEMEHHOTO MpUMeHeHHs. Takke cielyeT OLEHUTh LeIecoo0pa3HOCTh KOPPEKIUU
JI03bI JIAHHBIX AaHTUKOATYJISTHTOB.

Asumpomuyun

[Ipy ogHOBpEMEHHOM NPUMEHEHUU BHYTPhH (GIIyKoHa3oma B oAHOKpaTHOHM no3e 800 mr c
A3UTPOMUIIMHOM B OAHOKpaTHOW o3¢ 1200 Mr BeIpakeHHOrOo (HapMaKOKHHETHYECKOTO
B3aUMOJICUCTBUS MEXKIy 00OUMH MperapaTaMy HE YCTaHOBJICHO.

benzoouazenunvt (Kopomrko20 oelicmeust)

[Tocne mpuema BHYTph MHIa30jaMa, (DIYKOHA30Jl CYIIECTBEHHO YBEIMYMBACT KOHIEHTPALUIO
MHJ1a30J1aMa U ICUXOMOTOpPHBIE 3()(heKThI, MpUYeM 3TO BIHMSHUE OOJIee BEIPAKEHO ITOCIe prueMa
¢duykoHazoma BHYTpPb, 4Y€M TMPH €ro MNPUMEHEHUH BHYTpuBeHHO. llpm HeoOxommmocTu
COITYTCTBYIOIIEH Tepanuu OeH301a3eIMHAMH MAIIHEHTOB, TPUHIMAIONMINX (ITYKOHA30I, CIEAYeT
HaOMIOJaTh C LENBI0 OIEHKHM IIeJIeCOO0Pa3sHOCTH COOTBETCTBYIOIIETO CHVDKEHHS 03Bl
OeH30/1a3enrHa.

[Tpu ogHOBpEeMEHHOM NPUMEHEHUN OJHOKPATHOW J03bI TpHazoyaMa, (hIyKOHA30J YBEINIHBACT
AUC Ttpuazonama npudmuzutensHo Ha 50 %, Cmax — Ha 20-32 % u mepuo/ moyBBIBEACHUS HA
25-50 % Onaronaps yrHeT€HHIO MeTaboiau3Ma Tpuazojama. MoKeT MOHAaZ0OUThCS KOPPEKIUs
J103bI TpHa30JaMa.

Kapbamaszenun

@diryKoHA30J1 yTHETaeT MeTabosIn3M KapOaMasenrHa U MOBBIIIAET CHIBOPOTOYHYIO KOHIICHTPAITUIO
kap6amazenuna Ha 30 %. Heo0xoaumMo yuuThIBaTh PUCK pa3BUTHS TOKCHUYHOCTH KapbaMasenuHa.
CrnenyeT OLIEHUTH HEOOXOIMMOCTh KOPPEKIUH J03bl KapOamas3enmuHa B 3aBUCHUMOCTH OT
KOHIIeHTpanuu/sddexra.

bnoxamopui «MEOJICHHBIXY Kdjlbyuesvblx Kanauioe

HekoTopble aHTaroHUCTHl KaJbIUEBBIX KaHAIOB (HUGEAMIINH, WCPAIAMIINH, aMIIOAMIINH,
Bepanamun W (denoaunuH) Mmeradbommzupyrorcs uzopepmentom CYP3A4. daykonazon
YBEJIMYUBAET CUCTEMHYIO HSKCIIO3UIMIO AHTArOHHWCTOB KAaJIbIIMEBBIX KaHaloB. PekoMeHa0BaH

KOHTPOJIb pa3BUTUsI TOOOUHBIX 3P (HEKTOB.
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(MOCNEODBATENEHOC

Hesupanun

CoBmecTHBIN TpueM (IyKOHA30J7a M HEBUpANMHA yBeNUYMBaeT npubnusurensHo Ha 100 %
HKCIO3ULMIO HEBUpANMHA [0 CPABHEHMIO C KOHTPOJBHBIMM JIaHHBIMM 10 OTJEIbHOMY
NPUMEHEHHUIO HeBUpamuHa. V3-3a pucka TOBBIIIEHHOTO BBIACICHUS HEBUpPANUHA TpU
COMYTCTBYIOIIEM MPUMEHEHUU JICKAPCTBEHHBIX IMpEnapaToB HEOOXOJHWMBI HEKOTOpbIE
IPEJOCTOPOKHOCTH U TIATEIbHOE HAOIIOICHHE 32 TTAIIUEHTAMHU.

Luxnocnopun

VY manyeHToB ¢ TPaHCIIAHTUPOBAHHOW MOYKOW mpuMeHeHue (iykoHaszosna B go3e 200 mr/cyr
OPUBOJUT K MEUICHHOMY TMOBBIIIEHUIO KOHIEHTpalUuu IuKjiIocrnopuHa. OpHako mpu
MHOTOKpPaTHOM TMpuMeHeHuu (uykonasona B o3¢ 100 mr/cyT u3MeHEHHUs KOHIIEHTpPalUu
LIMKJIOCIIOPDUHA Yy PELUIIMEHTOB KOCTHOrO Mo3ra He HaOmopanoch. Ilpu oxHOBpeMEHHOM
NpUMEHEHUU (PIIYKOHA30Jla U IHUKJIOCIOPUHA PEKOMEHYEeTCS KOHTPOJIMPOBATH KOHIIEHTPAIHIO
[UKIIOCTIOPUHA B KPOBH.

Luxnoocdhamuo

[Ipu ogHOBpeMEeHHOM MpUMeHEeHUH HuKiIohochamuaa U GaykoHa3ojda OTMEUAETCS YBEINYCHUE
CBIBOPOTOYHBIX KOHLIEHTpalMi OunupyOrHa U KpeaTHHHHA. JlaHHas KoMOMHaIMs JOIYyCTHUMA C
Y4€TOM pUCKa YBEIMUYCHHs KOHLEHTpauuii OniaupyOrHa U KpeaTHHHHA.

Denmanun

Nmeetcst coobiieHne 006 0JJHOM JIETaIbHOM HCXOJI€, BO3MOKHO CBS3aHHOM C OJHOBPEMEHHBIM
npuMeHeHueM (eHTaHuna M ¢uykoHaszona. Ilpenmonaraercs, YTO HapyLIEHUs CBS3aHbl C
MHTOKCUKale ¢peHtanmnom. beuto nokasano, 4to (GaykoHa30 3HAYUTEIBHO YAIHHSIET BpeMs
BbIBeIeHU (peHTaHWIa. ClelyeT yuuThIBaTh, YTO MOBBIIIEHNE KOHIIEHTPAMK (DEHTaHUIIa MOKET
IPUBECTU K YTHETEHUIO AbIXaTeIbHOU (PYHKINU.

Lanogpanmpun

@DyKOHA30J1 MOXKET YBEJIWYHMBATh KOHIIEHTPALUIO rajodaHTpuHA B IIa3Me KPOBU B CBS3U C
uHruOuposanueM wuzodepmenta CYP3A4. Bo3MOXHO pa3BUTHE apUTMHM KEIyJOYKOBOM
TaXMCUCTOJIIMYECKON THMa «mupy3T» (torsade de pointes) mpu OJHOBPEMEHHOM IPUMEHEHUU C
(1yKOHA30JI0M, KaK M C IPYTUMHU IPOTUBOTPHOKOBBIMU IpenapaTaMy a30J0BOr0 psija, HOITOMY
COBMECTHOE IIPUMEHEHUE UX HE PEKOMEHAYETCS.

Uneubumopwr I’ MI-KoA-pedykmazel

[Ipu onHOBpeMeHHOM mpuMeHeHHH ¢GiykoHazona ¢ uHruoutopamu ['MI-KoA-penykrassl,
MeTabomusupyembiMu n3opepmenToM CYP3A4 (TakuMu Kak, aTOpBacTaTUH U CUMBACTATHH ) HITH
uzopepmentom CYP2D6 (takumu kak, ¢uryBacTaTHH (CHIKEHHE TMEUYEHOYHOTO MeTabonm3ma
CTaTHHOB)), PUCK DPA3BUTHS MHOMATHH W PabJIOMUONIM3a YBEIWYUBAETCA (B 3aBUCUMOCTH OT

n03b1). B ciiydae He00X0MMOCTH OJTHOBPEMEHHOM Tepanuy yKa3aHHBIMU MpernapaTaMu, CleqyeT
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Heo6xonmuMo KOHTPOTUpPOBATH KOHIICHTPAIMIO KPEATMHHHKHHA3BI. B ciydae 3HAUMTENHHOTO
YBEJIUYCHUS] KOHLEHTpPAlMM KPEATUHUHKUHA3bl WM €CJIM JIMarHOCTHPYETCS WM HMEEeTCs
MOJO3PEHHE HAa pa3BUTHE MHUONATHMM WM  Pa0JOMUONIN32, TEpanui HHTHOUTOpaMuU
I'MI'-KoA-penykra3bl cieayer MpekpaTuTb. MoryT morpeboBarhcsi 0o0jiee HH3KHE 103l
uHruoutopos I'MI'-KoA-peaykrassl, Kak yKa3aHO B HWHCTPYKUHUH IO MEAMLIMHCKOMY
MPUMEHEHHUIO CTATHHOB.

Hopymunuob

YMmepennbie uHTHOUTOpHl H30epmMenTa CYP3A4, Takue kak (QUIyKOHA30J, YBEIMYHUBAIOT
KOHI[EHTPAIMIO0 HOPYTHHNOA B TUIa3Me U MOTYT MOBBIIIATH PUCK TOKCUYHOCTHU. Eciin mpuMeHeHust
IpernapaToB B KOMOWHAIIMK HE YAaeTcs n30eXarh, HEOOXOJMMO YMEHBIIUTH 103y HOpYTHHHOA,
KaK yKa3aHO B HHCTPYKIHHM IO MEAUIIMHCKOMY IMPUMEHEHHIO HOPYTHHHOA, M 00eCredyuTh
THIATENFHOE KIIMHUYECKOe HAOI0IeHHE.

HGCZKad)WlOD (om()e/szo Uil 6 covemdadHuu ¢ npenapamamu no2co a4ce mepanesnmudecKozo KJZCZCCCZ)

OnHOBpEeMEHHOE TIPUMEHEHHE ¢ UBAaKa(pTOPOM, MMOTCHIIMATOPOM PETYIISITOPA TPAHCMEMOPaHHON
npoBoauMocTH nipu mykoBuciuaose (CFTR), moBeimano ypoBeHb Bo3neicTBUs uBakadTopa B 3
pa3a, a ypoBeHb BO3JEWCTBUS ruApokcuMeTmi-uBakapropa (M1) — B 1,9 paza. Heob6xogmumo
CHU3UTH JI03y MBakaTopa (OTASIBHO WM B KOMOHWHAIMH), KaK yKa3aHO B HHCTPYKIMH IIO
MEAMIIMHCKOMY PUMEHEHUIO NBakadTopa (OTASIBHO WM B KOMOMHAIINN ).

Jlozapman

@DyKoHa30J1 yrHeTaeT MeTaboIM3M J103apTaHa 10 ero akTuBHoro Mmeradomnura (E-31 74), koTopsiit
OTBEYAaeT 3a OONbIIyl0 YacTh J(P(EKTOB, CBSI3aHHBIX C AHTArOHU3MOM AaHTHOTEH3WH-||
peuerntopoB. Heo6xoauMm peryssipHbii KOHTPOJIb apTEPUATIBHOTO JIaBJICHUS.

Jlypazudon

YmMmepennsie uHruouTOpH H30pepmenta CYP3A4, takue kak (GaykoHa307, MOTYT YBEIHUHBATH
KOHIICHTPAIIUIO Jypa3uioHa B mia3me. Eciu npuMeHnenus npenapaToB B KOMOWHAIIMK HE YIAETCs
n30exarb, HEOOXOIMMO YMEHBIIUTH 103y Jypa3wJoHa, Kak YyKa3aHO B WHCTPYKIUU TI0
MEIUIUHCKOMY TPUMEHEHUIO JIypa3u0HaA.

Memaodon

®IyKOHA30JI MOXKET yBEJIMYMBATH IUIA3MEHHYIO  KOHIICHTPAIIMIO MeTaaoHa. Moxer
MOHAA00UTHCS KOPPEKIIUS T03bI METAIOHA.

Hecmepououwvie npomusosocnarumenvhvle npenapamol (HIIBII)

Cmax 1 AUC ¢urypbunpodena ysenuunparorcst Ha 23 % u 81 %, cOOTBETCTBEHHO. AHAJIOIMYHO
Cmax 1t AUC dapmakooruuecku akTuBHOro u3omepa (S-(+)-ubymnpoden) nosbimanucs Ha 15 %

u 82 %, COOTBETCTBEHHO, MPU OJHOBPEMEHHOM MpPHUMEHEHUU (UIyKOHa30Jla C paleMUYeCKUM
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noynpodenom (400 mr).

[[enexoxcubd

[Ipu onHOBpeMEeHHOM NpuUMeHeHuHu ¢urykoHazona B go3e 200 mr/cyt u menexokcuba B 103€
200 mr Cmax 1 AUC nienexokcuba yBenumunBarotes Ha 68 % u 134 %, coorBeTcTBEHHO. B manHOM
KOMOMHAIIMH BO3MOKHO CHIIKEHHE T03BI IEJIEKOKCH0a BABOE.

HecMmotpst Ha OTCYTCTBUE ILI€TICHANPABICHHBIX UCCICIOBAHUH (DITYKOHA307 MOXKET YBEIHYMBATH
cucteMHyro d3kcnosuruio apyrux HIIBII, merabommsupyembix u3odepmentom CYP2C9
(HampuMep, HANpPOKCEH, JIOPHOKCHKAM, MEJOKCHKaM, IukiodeHak). MokeT MOHaI00uThCs
koppeknusa 10361 HITBII.

[Tpu onnoBpemernnom npumenennu HIIBII u ¢urykoHaszona naueHTsl JOHKHBI HAXOIUTHCS 1101
THIATETFHBIM MEAMIIMHCKIM HAOJIFOJICHUEM C IEJIBI0 BBISBICHUS U KOHTPOJIS HEXKEIaTeIbHBIX
SIBJICHUW U MPOSABJICHUS TOKCUYHOCTH, cBs3aHHbIX ¢ HITBII.

Onanapub

YwMmepennbie uHTHOUTOPHI U30hepmenta CYP3A4, Takue Kak (UIyKOHA30J, MOBBIIIAIOT
KOHIIGHTpalMi0 onanmapuba B Iuta3Me KpoBU. MX OZHOBpEMEHHOE TMPUMEHEHHE HE
pekoMeH10BaHO. Eciy HEBO3MOXXHO H30€XaTh OJHOBPEMEHHOTO IPUMEHEHHUs, HE0OXOIMMO
COKpaTuTh A03Yy ojamnapubda 1o 200 Mr qBa pasza B CyTKH.

Ilepopanvhsie KoHmpayenmugol

[Ipy OIHOBPEMEHHOM MPUMEHEHMH KOMOMHHUPOBAHHOIO IEPOPAIbHOIO KOHTpALENTHBA C
¢irykoHaz0s1oM B 103¢ 50 MI' CyIIECTBEHHOI'O BJIMSHUS HA YPOBEHb TOPMOHOB HE YCTaHOBJIEHO,
TOrAa Kak npHu exeaHeBHOM npuMmeHeHuu 200 mr ¢uykonazosna AUC sTHHWIBCTpaauosia U
neBoHoprecTpena yeenuuuBatotcs Ha 40 % u 24 %, COOTBETCTBEHHO, a ipu puMeHeHuu 300 mr
¢dnykoHazona onuH pa3 B Hexento AUC sTHHWIACTpaanosia U HOPITUHIPOHA BO3PACTAIOT Ha
24 % u 13 %, cooTBeTcTBeHHO. TakuM 00pa3oM, MHOTOKpaTHOE IpHUMeHeHHe (iaykoHas3oja B
yKa3aHHBIX J103aX BpsSA JIU MOXET OKa3aTh BIMSAHHE Ha 3(PQPEKTMBHOCTb KOMOMHHPOBAHHOTO
NEepOPaTILHOrO MPOTUBO3a4YaTOYHOTO CPE/ICTBA.

Denumoun

OnHOBpeMeHHOE MpUMEHeHUe QIIyKOHa30J1a U (EHUTOMHA MOXKET COMPOBOXKIATHCS KIMHUUECKU
3HaYMMbIM  TIOBBIIIEHHEM  KOHLEHTpanuu (eHuTomHa. B  ciydae  HeEoOXoauMOCTH
OJIHOBPEMEHHOT'O TpPHUMEHEHHUs 00OMX MpernapaTroB CIEIyeT KOHTPOJIUPOBATh KOHIIEHTPAIHIO
(eHUTOMHA M COOTBETCTBYIOIIUM O0pa3oM CKOPPEKTUPOBATh €ro /103y C IIeNIbI0 00ecredeHUs
TEpaNneBTUYECKON KOHIIEHTPALMH B CBIBOPOTKE KPOBH.

IIpeonuson

Hmeetcst cooOuieHne 0 pa3BUTUU OCTPON HEJOCTATOYHOCTH KOPBI HAAMOYEUYHUKOB y TMallMEHTa

IMOCJIC TPAHCINIAHTAlWKU TICUCHU Ha (1)0He OTMCHBI ITpUcEMa (1)J'IYKOH33OJ'I3 IIOCJIE TPEXMECAYHOI'O
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Kypca Tepanuu. IIpeamonoXuTenbHO, IIpe pamerl'é_I':%éﬁ%ﬁ: E'@H%’é‘z%hgﬁ' Ugkssano

noBbIeHne akTuBHOCTH M30(epmenta CYP3A4, yTo npuBeno K yBeIMUYCHHOMY METa0O0IH3MY
IIPEIHNU30HA.

[TaumeHTsl, noayvaronme KOMOMHUPOBAHHYIO TEPAIMIO IPEAHU30HOM U (DIIyKOHA30JI0M, JOJKHBI
HaXOJUThCS MOJ] THIATEIbHBIM MEIULIMHCKUM HAOJII0ACHNEM ITPU OTMEHE ITprueMa (hiaykoHas3oa ¢
LIEJIbI0 OLIEHKU COCTOSIHUSI KOPbI HaIIOYE€YHHUKOB.

Pugabymun

OnHoBpeMeHHOE NpuUMeHeHue (uIyKoHa3ona U pudadyTuHa MOXKET HPUBECTH K IOBBIILICHUIO
CBIBOPOTOYHBIX KOHULEHTpauui mnocieanero g0 80 %. Ilpu oxHOBpeMEHHOM MPUMEHEHUHU
dykoHazoua u prudabyTHHa OMMMCAHBI CTy4an yBeuTa. [[aliMeHToB, OTHOBPEMEHHO MOTYJaIOIINX
pudaldyTus u HIyKOHA305, HEOOXOAUMO TIIATEIBHO HAOIIOIATb.

Caksunasup

AUC mnosbimaercs npubnuszurenbHo Ha 50 %, Cmax — Ha 55 %, KIMpeHC cakBHUHAaBHUpA
yMeHbIIaeTcs mpuoan3uTenbHo Ha 50 % B CBA3M ¢ HHTHOMPOBAHHEM IIEUEHOYHOTO METaboIM3Ma
nzopepmenta CYP3 A4 u uarubupoBanuem P-rimukonporenta. MoxeT HOHaT0OUTHCS KOPPEKITHS
J103bl CAKBUHABHPA.

Cupoaumyc

[ToBbIlIEHNE KOHLEHTPALUU CHPOJIMMYyca B IUIa3ME€ KpPOBH, IPEAINOJIOKHUTEIBHO B CBA3U C
MHTUOMpOBaHWEM MeTaboim3Ma cupoilumyca uepe3 yruerenue uzodpepmenta CYP3A4 u
P-rauxonporenna. JlanHas KOMOMHAIMS MOXKET IPUMEHATBHCSI C COOTBETCTBYIOLIEH KOppeKLuuen
JI03bI CUPOJIMMYCA B 3aBUCUMOCTH OT 3(h(heKTa/KOHLIEHTPALIUH.

Ilpenapamot CV/Zb(bOHHJlMO’iQGHHbl

@iyKoHa30Jl, TNpPU OAHOBPEMEHHOM IPUMEHEHUHM, HPUBOJUT K YBEIMYEHHIO [E€pHOJa
NOJYBBIBEJIEHUS] ~ MEpOpaAIbHBIX  MpenapaToB  CyJb(OHUIMOYEBHUHBI  (XJIOpHpONaMuUia,
NMOCHKIIAaMKa, TIMNU3UAa U TonOyramuia). IlanmeHTam ¢ caxapHbIM J1HAa0ETOM MOXKHO
Ha3HayaTb  COBMECTHOE IpuUMEeHeHHe (aykoHa3osla M MEpOpalibHbIX  IpernapaTroB
CyIb(OHIWIMOYEBHHBI, HO IIPH 3TOM CJIEIYEeT YYUTHIBATh BOZMOKHOCTh PA3BUTHUS TUIIOTJIMKEMUH,
KpOMe TOro, HEOOXOJUM pEryJISpHBIH KOHTpPOJIb TJIIOKO3bl KPOBH M, IPU HEOOXOIUMOCTH,
KOPPEKIHs 1036 IpenapaToB Cylb()OHNIMOUYEBUHBI.

Taxpoaumyc

OpnHoBpeMeHHOe puMeHeHue (IyKOHA30/1a U TaKpoJauMyca (BHYTpPb) MPUBOJIUT K MOBBILICHHUIO
CBIBOPOTOYHBIX KOHIIEHTpAllMil MOCIEAHEro B 5 pa3 3a cyeT MHrMOMpoBaHMA MeTaboau3Ma
TaKpOJIMMyCa, MPOUCXOJAIIEr0 B KHUIIEYHHKE mocpencTtBoM u3opepmenta CYP3A4.
3HAYUTENbHBIX H3MEHEHUN (PapMaKOKMHETUKHM MpernapaTtoB HE OTMEUEHO MpH MPUMEHEHUU

TaKpoJIUMyca BHyTpUBEHHO. Onucanbl ciiydan HeppoTokcuIHOCTH. [larmeHToB, OJHOBPEMEHHO
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MPUHUMAIOIIUX TAaKPOIUMYC BHYTPh U (IyKQHA301, 'J}gh&éﬁ‘;ﬁggfé};%ﬂ&i‘n£ﬁﬁﬁ“lﬂo3y

TaKpoJIMMyca CJEAYeT KOPPEKTUPOBAaTh B 3aBHCHUMOCTM OT CTEHEHM IOBBIMIEHUS €ro
KOHLIEHTPAllUu B KPOBH.

Teogunnun

[Ipu ogHOBpEeMEHHOM MpUMEHEHHH ¢ (BiryKoHa3010M B 03¢ 200 Mr B TeueHue 14 qHel cpeasis
CKOPOCTh IUIa3MEHHOTO KimpeHca Teodmuimaa cHmwkaeTcs Ha 18 %. Ilpu Ha3HaueHuun
¢urykoHa3zona manuMeHTaM, NMPUHUMAIONIMM TEO(QHIUIMH B BBICOKMX J03aX, WM MAIlEeHTaM C
MOBBIIICHHBIM PUCKOM Pa3BUTHUS TOKCHMYECKOIO JeHCTBUs Teo(uIUIMHA, clieAyeT HabIoaaTh 3a
MOSIBJICHHEM CUMIITOMOB NIEPEI03UPOBKH TeOYUITMHA U, IPU HEOOXOAUMOCTH, CKOPPEKTUPOBATH
TEPaNUI0 COOTBETCTBYIOLIMM 00pa3oM.

Todayumunubd

BozneiictBue TodanutuHnOa yBeTuIrUBaeTCs PU €ro COBMECTHOM MPUMEHEHHUH C MpenapaTramu,
KOTOpBIE SIBISIIOTCS OJTHOBPEMEHHO yMEpeHHbIMH uHruouropamu uszodpepmentoB CYP3A4 u
CYP2C19 (manpumep, ¢aykoHazon). Bo3MOXKHO, MOXXET MOHAJOOUTHCS KOPPEKLHUS O3B
toannuTHHUOA.

Tonsanman

BoszneiictBue tonBantana 3nauntenbHo yBenuuuBaetrcs (AUC Ha 200 %, Cmax Ha 80 %) mpu
COBMECTHOM NpUMEHEHUHU TojBamnTaHa, cyocrpata CYP3A4, u ¢nykoHazona, yMepeHHOIoO
unruoutopa CYP3A4. [lpu 3ToM cCyliecTByeT PUCK 3HAUYUTEIBHOTO YBEJIMYEHHUS 4YaCTOThI
pa3BUTHS HEXKEJIATeNbHBIX SBJICHUNA, B YACTHOCTH, TAaKUX KaK [OBBIIICHHBIA JUYpe3,
JETUpaTalus U ocTpasi IoYeqHasi HeA0CTaTOYHOCTh. [Ipy 0IHOBpEMEHHOM TPUMEHEHHH TaHHBIX
IIPENapaToB CJlEeNyeT YMEHBIIUTh 03y TOJBAllTaHA U BHUMATEIbHO HAOJI0/IaTh 32 COCTOSTHUEM
nanueHTa.

Ankanouo bapsunka

HecMoTps Ha OTCyTCTBUE LI€TICHANIPABICHHBIX UCCIEI0BaHUN, IPEANOIAraeTcs, 4To GpIyKoHa30J1
MOKET YBEJIMUYMBATh KOHIIEHTpAlMIO alKaJoOUA0B OapBUHKA (HalmpuMep, BHHKPUCTHHA U
BUHOJIACTHHA) B IUIa3ME€ KPOBH M, TaKMM OOpa3oM, MPUBOAUTH K HEHMPOTOKCHMYHOCTH, 4TO,
BO3MOYHO, MOXKET OBITh CBsI3aHO ¢ yrHeTeHHeM uzodpepmenta CYP3A4.

Bumamun A

Hmeetcst coobuieHne 00 OJHOM cilydyae pa3BUTHUS HEXENaTeNbHBIX pPEaKIHi CO CTOPOHBI
neHnTpanpHOi HepBHOU cuctembl ([IHC) B Bume mceBmoomyxonu mo3ra ImpH OJHOBPEMEHHOM
IPUMEHEHUU TOJHOCTBIO TPAHCPETUHOEBOW KUCIOTHI M (DIyKOHA30J1a, KOTOpbIe MCUE3H Mocie
oTMeHb! (prykoHazoma. [IpumMeHeHne JaHHOM KOMOMHALMU BO3MOYKHO, HO CJEeyeT IMOMHHUTH O

BO3MOKHOCTH BO3HUKHOBEHUS HEXKEIATEIbHBIX peakiuii co cropons! [THC.
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Bopuxonaszon (unzubumop uszopepmenmos CYPRC9, CY@&ié";%\?ﬁg‘A}ﬁﬂtHc CTh 0002)

OnHoBpeMeHHOE MTpuMeHeHne BopukoHazona (o 400 mr 2 pa3a B CyTKH B NIEPBBI J€Hb, 3aTEM
no 200 Mr iBa pa3a B CyTKU B TeueHHe 2,5 nueit) u ¢paykonazomna (400 Mr B mepBblil 1eHb, 3aTeM
o 200 Mr B CyTKH B Te4eHHE 4 AHEH) Y 8 3I0POBBIX UCHBITYEMBIX MYXKCKOTO IT0JIa MPUBEIIO K
yBenuueHUI0 Cmax 1 AUC Bopukonasona Ha 57 % u 79 %, coorBeTcTBeHHO. bblI0 MOKa3aHo, 4yTO
TaHHBIA 3((EKT coXpaHsSeTCs MPU YMEHBIICHUN 03Bl W/UIN YMEHBIICHUH KPATHOCTH MpHeMa
aroboro u3 mpenapatoB. OJHOBpPEMEHHOE NPUMEHEHHWE BOPUKOHA301a W (IIyKOHA30i1a He
PEKOMEH]IyeTCS.

3udoeyoun

[Ipr ogHOBpEeMEHHOM NPUMEHEHUHU C (IIYKOHA30JI0M OTMedaercsi moBbiieHne Cmax 1 AUC
sunoByauHa Ha 84 % u 74 %, cooTrBercTBeHHO. JlaHHBIA >(PQeKT, BEpOsATHO, 0O0YCIOBICH
CHI)KeHHEM MeTabosn3Ma MOCIEIHEro 10 ero riiaBHoro merabonuta. [lo u mocie tepanuu c
npuMeHeHueM Quykonazona B go3e 200 mr/cyt B Teuenue 15 aneit 6onpabiM CIIN oM u1 ARC
(xommekce, csizanHbll co CIIMlom) ycranoBieHo 3HaunTenbHoe yBenuuenue AUC 3uoByuHa
(20 %).

3a manueHTaMu, MOJIyJalolMMU TaKyl0 KOMOWHAIUIO, ceyeT HaOII0qaTh C 1ENbI0 BBISIBICHUS
10004HbIX 3((HEKTOB 3UTOBYIUHA.

HccnenoBanusi B3aMMOACUCTBUS TEpOPaNbHBIX (GopM (hiykoHa307a MpPH €ro OJHOBPEMEHHOM
npueMe ¢ MUIeH, HUMETHANHOM, aHTaIMIaMH, a TAaK)Ke MOCJIe TOTAILHOTO O0IyUYeHus Tela JIs
MOJATOTOBKA K TMEpecagke KOCTHOTO MO3ra IOKa3ald, 4YTO O3TU (aKTOphl HE OKa3bIBAIOT
KIIMHUYECKH 3HAUMMOTO BIIMSIHHS Ha BcachlBaHKe (PIryKoHa307a.

[TepeuncriienHbIe B3aUMOICHCTBUSI YCTAHOBJICHBI IIPU MHOTOKPAaTHOM MPUMEHEHHUH (PIIyKOHA30J1a;
B3aUMOJICHCTBUSL C JICKAPCTBEHHBIMU CpEJCTBAMU B pe3yJbTaTe€ OJHOKPATHOTO IpHeMa
¢b1ykoHa30I51a HE U3BECTHBI.

Bpauam crnenyer y4uThIBaTh, YTO B3aUMOJECMCTBUE C APYTMMH JIEKAPCTBEHHBIMU CPEACTBAMU

CIICHUAJIBHO HE N3Yy4aJI0Ch, HO OHO BO3MOKHO.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD H JAKTALUS

bepeMeHHOCTD

AJICKBaTHBIX W KOHTPOJIMPYEMBIX HCCIIEOBaHUN TPUMEHEHUs (IIyKOHa3oya y OepeMEeHHBIX
YKCHIIIH HE TIPOBOMIIOCH.

Bo Bpemsi OepeMeHHOCTH NpHUMEHEHHUs (IyKoHa3ojla cieayerT u30eraTb, 3a HCKIIOUEHHEM
CIIy4aeB TSDKENBIX W TOTEHIMATbHO YIPOXKAIOMIMX >KU3HU TpHOKOBBIX HMH(pEKUui, Korjaa
OKu1aeMasi 1oJib3a JICUSHHsI UTI MaTepH MPEBBIIIAET BOZMOKHBIA PUCK IS TUTO/IA.

Heobxomumo paccmoTperh 3(PEeKTUBHBICE METOJBI KOHTPAILENINH Y >KCHIIWH JETOPOIHOTO
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BO3pacTa B T€YEHHE BCETO MEPHOa JICUEHHS U 11 DHOTH3HT GO %*;E';{%}TI/I&QEH'EH'(

HIOJTYBBIBEICHHSI ) TTOCIIC IPUHSATHS TIOCIEIHEH J03bI Tpernapara (CM. paszen 5.2).

Coo0manocr 0 ciyyasx CaMOINpPOU3BOJIBHOTO ab0OpTa W Pa3sBUTHS BPOXKICHHBIX aHOMAIUH Y
MJIaJICHIEB, YbM MaTepH Moiydanu (uykoHa3on B go3e 150 Mr oJHOKpaTHO WM MOBTOPHO B
MEPBOM TpUMECTpe OEPEMEHHOCTH.

Ornucanbl c1ydyad MHOXKECTBEHHBIX BPOXKICHHBIX TOPOKOB Y HOBOPOKIEHHBIX, MAaTePU KOTOPBIX
HA TMPOTSHKEHUH OOJbIIed YacTH WM BCErO IMEPBOrO TPUMECTpAa TOIy4dalld TEparuio
dbaykona3osoM B BbIcOKOU n03e (400-800 mr/cyt). Beuin oTMEYeHBI ClEAYIOIMIME HAPYIICHHS
pa3Butus: Opaxuuedanus, HapylIeHUE pa3BUTUS JIMIEBOW YacTH deperna, HapylleHue
(dbopMUPOBaHUS CBOJA Yepera, BOJNYbS MACTh, HCKPUBIICHUE OCIPEHHBIX KOCTEH, HCTOHUYCHUE U
yIUTMHEHUE pedep, apTpOrpuIio3 U BPOXKICHHbBIE TOPOKH CEpIa.

JlakTanuys

@yKoHa3051 0OHAPYKUBAETCS B TPYJHOM MOJIOKE B KOHIEHTpPALUAX, OJM3KUX K MJIa3MEHHBIM
(cMm. pasnen 5.2).

[lepuon monyBbIBeAEHMs Npenapara U3 IPYAHOTO MOJOKa MNPUOJIM3UTEIBHO paBeH MEpUOLy
nonyBbiBeeHUsT u3 miaa3Mbel — 30 yacoB. [Ipeamomnaraemas no3a QaykoHaszomna, moriomiaeMas
MJIaJIeHIIeM (C Y4eTOM TOro, YTO CpelHee KOJIMYECTBO IMOTPEOIsIEeMOro MOJIOKa COCTaBIISET
150 mMi/Kr exXeHEeBHO), U pacCCUUTaHHAsI B COOTBETCTBUHU CO CPEIHEH MUKOBON KOHIEHTpAIHeH
mperapara B TpyJIHOM MoJIoke, coctaBisieT 0,39 Mr/kr B JieHb, 4TO MpuOM3uTeIsHO paBHO 40 %
PEKOMEH/IOBAaHHOH HEOHATaJbHOM J103bl (Mg jered muamme 2 Henmenab) wikd 13 %
PEKOMEHJIOBAaHHOM MJIQJIEHYECKON J03bl NP JICUEHUHU KaHIuA03a CIM3UCThIX. KopmileHue
TPYIBI0 MOXKHO TPOJOJDKUATH TMOCTE TpHeMa OJHOKpaTHOM m03bl (uiykoHazona B 150 mr. He
PEKOMEHIYETCSl KOPMHUTh TPYIbIO MOCIE MHOTOKPATHOTO TMpHeMa WK IpHeMa BBICOKOW JO3BI
dykonazona. [Ipu npuHATHY pelieHrs 0 Ha3HaYeHUH mpenapaTta OiykoHas3omn Ha (hoHE TPYIHOTO
BCKapMJIMBAHUS CJelyeT MPUHUMATh BO BHUMAaHUE CJenyromue (akTopbl: MOJb3y TPYIHOTO
BCKapMJIUBAHUS JUIsI 3/TOPOBbSI M1 pa3BUTHS MJIQJIEHIIa COBMECTHO C KIIMHUYECKUMH TTOKA3aHUSIMU
JUIs Ha3HadyeHHs nperapata OayKkoHA301 U BO3MOXXHOCTb PAa3BUTHS JIOOBIX MOTEHIIMAIBHBIX
mo00YHBIX 2 PEKTOB y MJIa/ICHIIA WU BIUSHNAE COMYTCTBYIOIIECH MAaTOJIOTUN MaTEPH Ha 3/I0pPOBbE

MJIaJICHIIA.

4.7. BiusiHue Ha CNOCOOHOCTH YNPaBJATH TPAHCIOPTHBIMM CpeJcTBaMU M padorarh ¢
MeXaHHU3MaMH
[Tpu npumMeHeHnu npenapara He0OX0IMMO YUYUTHIBATh BOZMOKHOCTb Pa3BUTHUS TOJIOBOKPYKEHUS

U CyJIOPOT.

Crpanuia 20 u3 31



COOTBETCTBYET 3KCMEPTHC
ot 23.11.2022 N2 27
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MY OTUETY

4.8. HexxenaTesbHbIE peaKIIUU

Pesrome npoduiist 6esonacHocT

[TepenocumocTs mpemnapara o0bIMHO OYeHb Xoporras. CoolImanocs o0 ciydasx JeKapCTBEHHON
peakuuu ¢ 303uHOduIHel u cucteMubiMu cumnromamu (DRESS- cunpom) B CBsI3H € JIcUeHHEM
drykonasonom (cm. pazaen 4.4).

PesroMme HexxenaTeabHBIX PEaKIUT

Yacrota mo6o4HbIX 3PPEKTOB ONMpeaesiiack B COOTBETCTBUU ¢ Kiaccudukanueil BecemupHoi
Opranuzanuu 3apaBooxpaHeHus. ouens yacmo (> 1/10); yvacmo (> 1/100, vHo < 1/10); Heuacmo
(> 1/1000, HO < 1/100); peoro (> 1/10000, Ho < 1/1000); ouens peoxo (< 1/10000); uacmoma
HeuzéecmHa (HE MOXKET OBITh OIICHEHA HA OCHOBE MMECIOIIUXCS IAHHBIX ).

B xIuHWYECKMX H TIOCTPETUCTPANMOHHBIX (*) wccnemoBaHUsX (IyKOHA30/Ia OTMEYald
clenyromue moOOYHbIE PeaKIINU:

Hapywenus co cmoponwvl HepsHOU cucmemul

Yacmo: rojoBHas 00JIb;

Heuacmo: TONOBOKpYXEHHE™, CyIOporu*, W3MEHEHWE BKyca*, mapecre3us, OCCCOHHUIIA,
COHJIUBOCTb;

Peoko: Tpemop.

Kenyoouno-kuuieunvie napyueHus

Yacmo. 601b B )KUBOTE, TUAPEs], TOIIHOTA, PBOTA™;

Heuyacmo: mereopusm, TUCHENcUs™, CyXOCTh CIIM3UCTON 000JIOUYKH MOJIOCTH PTa, 3a1mop.
Hapywenus co cmoponvl neuenu u stcenuedbleo0auux nymeti

Yacmo. NOBBIIICHUE CBIBOPOTOYHOM aKTUBHOCTH aMUHOTpaHCc(epa3 (alaHnHaMUHOTPaHCHEpas3bl
(AJIT) u acnapraramunotpanchepassl (ACT)), menounoit pocdarassr,

Heuacmo: xonectas, )xentyxa*, moBbIllIeHHE KOHIIEHTPAlUU OUITUpyOUHa;

Peoxo: renaToTOKCUYHOCTh, B HEKOTOPBIX CIy4asX ¢ JETaIbHBIM UCXOJ0M, HapyllIeHue pyHKIuu
MeYCHN ™, TenaTHT™, renaToleIUTIONIIPHBIA HEKPO3™, renaTonesUTIONIIPHOE TTOBPEKICHHE.
Hapywenus co cmopoHbl Kodcu u NOOKONHCHBIX MKAHel

YHacmo: ChINb;

Heuacmo: KOXHBIA 3y, KpamuBHUIA, TMOBBIIIEHHOE MOTOOT/EICHHE, JIEKAPCTBEHHAs! CHIIb
(BKJTFOYAs CTOMKYIO JIEKAPCTBEHHYIO CHITIh);

Peoro: sxchonmatuBHBIE TOpakeHUs KOXHU*, BKitouas cuHapoMm CrtuBeHca-/[PKOHCOHA |
TOKCHYECKHI dJIUIepMaIbHBI HEKpPOIU3, OCTPBI T'e€HEPATH30BAHHBIA JK3aHTEMATO3HBIN
MyCTyJe3, OTEK JIUIIA, ATOTeI s *;

Yacmoma neuszsecmna. NEKAPCTBEHHAS CBITb C Y03WHOMDHIMEH W CHCTEMHOH CHMIITOMATHKON

(DRESS-cunapom).
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Hapywenus co cmoponul kpoeu u numpamuueckoti cuchidtp* EDCBATENBEHOCTS 0002]

Peoxo: neiikonenus, BKIIOYasi HEUTPOIICHUIO U arpaHyJIOIHUTO3, TPOMOOIIUTONICHHUSI, aHEMHSI.
Hapywenus co cmopoHnvl ummyHHotl cucmemsoi ™

Yacmoma Heuzsecmna: anaduinakcus (BKIt0Yasi aHTHOHEBPOTHUECKUI OTEK).

Hapywenus co cmoponwl cepoeuno-cocyoucmoii cucmemul ™

Peoxo: ysenmuenune untepana QT na OKI', apuTMus jxeny104KoBasi TAXUCUCTOIMYECKAs THIA
«upya1» (torsade de pointes) (cm. pazuen 4.4).

Jlabopamopmvie u uncmpymenmaivbHvle OaHHble™

Peoko: moOBbIIEHHE KOHIIEHTpAIMM XOJEeCTepUHa U TPUIJUIEPUIOB B IUIa3ME€ KpPOBH,
TUTIOKAITUEMUSI.

Hapywenus co cmopoHvl MbluieyHot, CKelemHol U COeOUHUMENbHOU MKAHU

Heuacmo: muanrus.

Obwue HapyweHus u peakyuu 8 mecme 88e0eHus

Heuacmo. cnabocTh, aCTEHHS, IOBBIIIEHHAS] YTOMIIIEMOCTb, TMXOPaIKa, BEPTHUTO.

Y HEKOTOpBIX MAIMEHTOB, 0OCOOCHHO C Cephe3HBbIMU 3a00sieBaHusIMU, TakuMu Kak CITNU ] nnu pak,
pu JIeYeHUH (PIyKOHA30JI0M U CXOJIHBIMHU MpenapaTaMu HabI0Januch U3MEHEHUS TTOKa3aTenei
KpOBH, (YHKIMHM MOYEeK W medeHu (cMm. pasnen 4.4), olHaKO KIMHUYECKOE 3HAueHUE ITHX
U3MEHEHHUH U UX CBS3b C JICYCHUEM HE YCTAaHOBJICHBI.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0marh 0 10J03pEeBAEMBIX HEXKeNaTeIbHbIX pPEaKLUUAX MOocie pPerucTpanuu
JIEKapCTBEHHOTO Tpernapara ¢ 1eJiblo 00ecreyeHns HepepbIBHOIO MOHUTOPUHTAa COOTHOILICHUS
«I10J1b3a — PHUCK» JIEKapCTBEHHOIO Ipemnapara. MeIuIMHCKUM pabOTHUKAM PpPEKOMEHAYETCs
co00IaTh O JIIOOBIX MOJ03PEBAEMBIX HEXKENATENbHBIX PEAKIUAX JEKapCTBEHHOTO Ipernapara
yepe3 HALMOHAJIbHBIE CUCTEMbI COOOILEHHUS O HEeXKEJIaTeNIbHBIX PeakIsIX TOCYAapCcTB — YICHOB
EBpa3uiickoro 5KOHOMHUYECKOT0 COH03a.

Poccniickas @enepanns

109012, r. MockBa, CrnaBstHCKasl IUI0IIab, 1. 4, cTp. 1

DdenepanbHas ciyx0a 1o Haa3o0py B cdepe 3apaBooxpanenus (PoczapaBHanzop)

Tenedonsr: +7 (495) 698-45-38, +7 (499) 578-02-30

dakc: +7 (495) 698-15-73

OnekTponHas mouta: pharm@roszdravnadzor.gov.ru

www.roszdravnadzor.gov.ru
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4.9. Ilepeno3upoBka

CuMITOMBI

Hmerotcst cooOIeHust o mepeo3upoBke GrykoHaszomna, M B OAHOM ciydae y 42-JIeTHETO MalueHTa,
MH(OUIUPOBAHHOTO BHUPYCOM HMMMYyHOAeduIMTa YenoBeka, nocie npuema 8200 mr mpemapata
MOSIBUJIMCH FAJUTIOLMHAIIMY U TapaHOUAaNIbHOE 1oBeieHue. [[anneHT Obl1 TOCIUTAIM3UPOBAH; €ro
COCTOSIHME HOPMAJIM30BaJIOCh B TeUCHHE 48 4acoB.

Jleuenue

B cnyuae nepeno3upoBku anekBaTHbIN 3G (HEKT MOXKET 1aTh CUMITOMATUYECKOE JIeUeHHE (B TOM
YHClie TOJEPKUBAIOLINE MEPBI U TPOMBIBAHHE KEITYAKA).

@DI1yKOHA30JT BBIBOJUTCS] B OCHOBHOM 4epe3 MOYKH, T0ITOMY (OPCUPOBAHHBIN JUYPE3, BEPOSITHO,
MOJKET YCKOPHUTH BBIBEJIeHUE mpernapara. CeaHc reMoauann3a JIMTEIBHOCThIO 3 yaca CHHXKaeT

ypoBeHb (IIyKOHa30J1a B I1a3Me KpoBH npumepHo Ha 50 %.

5. PAPMAKOJIOTUYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHuYeCKHe CBOMCTBA
dapmakoTepaneBTUUYECKass TPYyIIa: MPOTUBOTPUOKOBBIE CPEACTBA CHUCTEMHOTO JICUCTBUS;
MIPOU3BOHBIC TPUA30JIa U TETPa30Ja.

Kon ATX: JO2ACO01

MexaHu3M ASHCTBHUS U d)aDMaKOHI/IHaMI/I‘leCKI/IC B(bd)eKTLI

@D1yKOHa30JI, TPUA30JIbHOE MPOTUBOIPUOKOBOE CPEACTBO, SIBISETCS MOIIHBIM CEJIEKTUBHBIM
MHTHOUTOPOM CHHTE3a CTEPOJIOB B KIIETKE TPUOOB.

Ero ocHoBHOIl MexaHW3M JEWCTBHS 3aKJIIOYaeTCsi B WHTHOMPOBAHUM OIMOCPEIOBAHHON
rpubKoBbIM  1UTOXpoMOoM  P-450  peaknum  nemerunupoBaHus — 14-anbga-naHoctepoia,
SBJISIOIIENCS  KJIIOYEBBIM 3TamoM OuocHMHTe3a Jprocrepona B rpubax. Hakomnenue
14-anbda-MeTHICTEPOJIOB KOPPEIUPYET C MOCIEAYIONMEeH MOTEPE Iprocreposia, BXOASIIETO B
COCTaB KJIETOYHOM MeMOpaHbl TpuOOB; O3TOT MPOLECC BO3MOXKHO JIEKUT B OCHOBE
IPOTUBOIPUOKOBOTO JIeHCTBUS (pirykoHa3ona. [Tokazano, uyTo (hiaykoHas30i Ooiee CeNeKTUBEH 110
OTHOIIEHHIO K (epMmeHTaM ceMeicTBa nuToxpoma P-450 rpuOoB, yeM MO OTHOUIEHHIO K
pa3nuuHbIM pepMeHTaM cemeicTBa nuToxpoma P-450 MiaekonuTarmumx.

@®nykoHa305l 00J1aaeT BBICOKOW CreUn(UYHOCTHIO B OTHOIIEHHWU T'PUOKOBBIX (EPMEHTOB,
3aBUCUMBIX OT iuToxpoma P450. Tepanus ¢iaykonazosnoMm B 1o3e 50 Mr/cyT B TeueHue 10 28 qHen
HE BJIMSIET HA KOHIIEHTPALMIO0 TECTOCTEPOHA B IJIa3M€ KPOBH Y MYXKYHMH WM KOHILIEHTPALUIO
CTEPOHUJIOB y KEHIIUH JIETOPOIHOTO Bo3pacTa. dirykonazon B no3e 200-400 Mr/cyT HE OKa3bIBaeT
KJIMHUYECKH 3HAYMMOIO BIUSHUS HA YPOBHHM DSHJIOTEHHBIX CTEPOUJOB MU HX pEaKIHI0 Ha

CTUMYJISILIUIO aipeHOKOPTUKOTpoIiHOro ropmoHa (AKTIY) y 310pOBBIX MY>KYMH-OOPOBOJIBIIEB.
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MHOT'OKpaTHBIH IpueM 103 ¢urykoHazosna 1o 50 Mr He BIMSIET Ha €ro METaboIU3M.
DapmaroKkuHemu4eckas/PapmaxoOUHAMUYecKas 3a8UcCUmMoCcms

B wuccrienoBaHusIX Ha XMBOTHBIX BBISBJICHA 3aBHCUMOCTh MEXIY 3HAYCHHSIMHA MHUHHMAaJIbHON
uaruoupyromei konnerarpanun (MUK) u 3¢ peKTHBHOCTHIO B OTHOIICHUH SKCIIEPUMEHTATBHBIX
MHKO30B, 00yCIIOBJICHHBIX rpuOKkoM pona Candida. B kIMHUYEeCKUX UCCIIeIOBAHUSIX UMEIIO MECTO
npakTudecku nTuHeitHoe otHomieHue 1 @ 1 mexay AUC u no3oit piykonaszomna. CymiecTByer X0oTs
U TpsiMasi, HO HETOJIHAs B3aUMOCBs3b Mexay mnokazareqeM AUC wim 1030i W yCHIEUTHBIM
KJIMHUYECKHMM OTBETOM KaHJIHJ103a POTOBOM IOJIOCTH WM B MEHBINICH CTENECHH KaHIUIEMHUH Ha
TEpanuio. AHAJIIOTUYHBIN METOJI JICYEHHUS B MEHBIIICH CTETIEH! MOXOAUT [T JIeUeHUS! NH(EKIUH,
BBI3BaHHBIX MITaMMaMu ¢ Beicokoii MUK ¢urykonazouna.

Muxpobuonoecus

dyKoHA30J1 MPOJEMOHCTPUPOBAT MPOTHBOIPHOKOBYIO AKTHBHOCTH IN VILr0 B OTHOIICHUH
pacrpocTpaHeHHBIX B KIMHHYECKON mpakThke BuaoB rpuOka Candida (Bkmrouast C. albicans,
C. parapsilosis, C. tropicalis). C. glabrata nemoHcTpUpyeT MOHMKEHHYIO YYBCTBUTEIBHOCTH K
duykoHazony, B To BpeMs kak C. Krusei mMeeT MPHPOJHYIO YCTOHYHMBOCTH K BO3IACHCTBHIO
¢dunykonazona. MUK wu snupemuonorudeckoe moporoBoe 3Hauenne EUCAST (ECOFF)
dyxonasona g C. guilliermondii Beitre, wem mst C. albicans. HepaBHO mosiBUBIIHECS BHIBI
rpudka C. auriS CpaBHUTEJILHO YCTOHYUBBI K BO3JCHCTBHIO (IyKOHA30Ja. Y CTAHOBIICHA TAKIKE
aKTHUBHOCTH (DIyKOHa30a in Vitro B otHorenuu Cryptococcus neoformans u Cryptococcus gattii,
a Takke MPOTHUB DHICMHUYECKUX IUIECHEBbIX TpuOkoB Blastomyces dermatitides, Coccidioides
immitis, Histoplasma capsulatum u Paracoccidioides brasiliensis.

[Tpu mpueme BHYTPH (DIIyKOHA30J MPOSBISIET aKTUBHOCTh HA PA3JIMYHBIX MOJENSIX I'PUOKOBBIX
UHQEKIMA Y  JKUBOTHBIX.  [IpoJleMOHCTpUpOBaHa  aKTHMBHOCTH  Ipermapara  Ipu
ONMOPTYHUCTUYECKUX MHKO3aX, B TOM 4umcie Bbi3BaHHBIX Candida spp. (Bkirodas
TeHepATM30BaHHBIA KaHAWI03 y >KHBOTHBIX C IIOJaBIICHHBIM HWMMYyHHTETOM), Cryptococcus
neoformans (Bkirouasi BHyTpruepenubie uadekuun), Microsporum spp. u Tiychophyton spp..
VYcTaHoBEHAa TakXe AaKTUBHOCTh (IIYyKOHA30Jla Ha MOJAENAX DHHJEMHUYECKUX MHKO30B Y
KMBOTHBIX, BKITIOUas uH(pekiuu, Bbi3BaHHble Blastomyces dermatitides, Coccidioides immitis
(Bkirouas BHyTpuuepentbie nHekimn) u Histoplasma capsulatum y »HBOTHBIX ¢ HOpMaJTbHBIM
Y TIO/1aBJICHHBIM UMMYHHUTETOM.

Mexanusmbi pazeumusi pe3ucmeHmHoCmu K QJayKOHA30y

Y 00byHO BocmpuuMuuBBIX BuaoB Candida Haubosiee 4YacTo BCTPEYANONIUIICS MEXaHH3M
YCTOMYMBOCTH BKJIFOYAET IIeJeBble (DEPMEHTHI a30JI0B, KOTOpBIE YYacTBYIOT B OHOCHHTE3E

sprocreposa. MexaHu3M pPE3UCTEHTHOCTH CBSI3aH CO CHIDKCHHOW YYBCTBHUTEIBHOCTHIO
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€pMEHTa-MUIIIEHN K NHTHON IIEMY BO3IEHETBUIO : '_'&Q%g%ﬁg%f@ﬂﬁ’ ';/E.T/II:IB-'IfeHe
dep pyromemy P

OMY OTHETY

ERG11, xonupytomeM ¢GpepMeHT-MUIIEHb, TPUBOIAT K BUIOM3MEHEHUIO MHUILICHH U CHUKCHHIO
adduHHOCTH K a3oaM. Y BenuueHue skcnpeccun rena ERG11 npuBoauT K mpoayKiuy BRICOKMX
KOHIEHTpauui (pepMeHTa-MUIIEHH, YTO CO3[AeT MOTPEOHOCTh B YBEJIWYCHHHM KOHIECHTPALUU
¢diykoHa301a BO BHYTPHUKJIETOYHOM >KUIKOCTH JUISl MOJABIICHUS BCEX MOJIEKYN (epMeHTa B
KJIETKE.

Bropoii 3HauUMTENBHBIA MEXAaHHW3M PE3UCTCHTHOCTH 3aKIIOYAeTCs B AKTHBHOM BBIBEJICHHU
¢diykoHa3zosa M3 BHYTPUKIETOYHOTO MPOCTPAHCTBA IIOCPEACTBOM AaKTHUBAIMU JIBYX THIIOB
TPAHCIIOPTEPOB, YUACTBYIOIIMX B aKTUBHOM BbIBelleHUH (3 durrokce) mpernapaToB U3 rpuOKOBOM
kieTku. K TakuM TpaHcnopTepaM OTHOCUTCS TJIaBHBIM NMOCPEAHMK, KoaupyeMmsblil renamu MDR
(MHO>KECTBEHHOM JIEKApPCTBEHHON YyCTOMYMBOCTH), M cynepcemeirictBo ATd-cBs3bIBarome
KacCeThl TPaHCIIOPTEpOB, kKoaupyemoe renamu CDR.

['unepakcnpeccus rena MDR mpuBoAMT K PE3UCTEHTHOCTH K (PIyKOHA30idy, B TO K€ BpeMs
runepakcnpeccuss reHoB CDR MoxeT mpHBOAWTH K PE3UCTEHTHOCTH K Pa3IMYHBIM a30J1aM.
PesucrentHocts k Candida glabrata o6sr4HO onocpenoBana rumnepakcnpeccueii reaa CDR, uto
MPUBOJIUT K PE3UCTEHTHOCTH KO MHOTHM a30J1aM.

Coobmranoch o cinyuasx cynepunpexiuu Bugamu Candida, ormuunsivu ot C. albicans, koropsie
4acTo 00JaalT MOHIKEHHOW wyBcTBHTENbHOCTBIO (C. glabrata) wiam pe3ucTeHTHOCTBIO K
dnykonazony (mampumep, C. krusei, C. auris). Takue wuHpEKIIUH MOTyT MOTPeOOBATH
aNbTepHATUBHOW MPOTUBOTPHUOKOBOM Tepamuu.

Toepanuunvie 3nauenus wy8cmeumenbHOCmu

Hozcpanuunvie snauenus yyscmeumenvuocmu (co2nacuo EUCAST)

OcHoBbIBasgich Ha aHanu3e (papMakokuHerndeckux/papmakoanHamuueckux (OK/DJ]) nanHbIX,
qyBCTBUTEIBHOCTH IN Vitro u xiuauueckom oteere, EUCAST-AFST (EBporneiickuii KOMHTET 110
OTPENICIEHUI0 YyBCTBUTEIIBHOCTH MHUKPOOPTaHW3MOB K aHTMMHUKpPOOHBIM IIpernaparaMm —
MOJKOMHUTET TIO OTPEAEICHUIO0 YYBCTBUTEIHBHOCTH MHUKPOOPTAaHH3MOB K INPOTHBOTPHOKOBBHIM
npenaparaMm) OMNPEACTHSI TPaHUIBl YYBCTBUTEILHOCTH K (uykoHasony mist BuaoB Candida
(moxyment «EUCAST Fluconazole rational document»; EBporeiickuii KOMUTET O OIPEACICHHIO
YyBCTBUTEIBLHOCTH MHUKPOOPIaHM3MOB K AHTHUMUKPOOHBIM IpernaparaM — IOJKOMUTET II0
OTIPENIEICHUIO0 YYBCTBUTEIBHOCTH K TPOTHBOTPHOKOBBIM TIpemaparaM, (JOKyMeHT «TaOmuiipt
NOTPAaHUYHBIX 3HAYEHUN UyBCTBUTENBHOCTH M HHTeprnperanuu 3HadeHuit MUK»).
[Torpanuunble 3HaueHUs OBUTM pa3feiieHbl Ha HE OTHOCSIIMECS K BHJaM, KOTOpble ObUIH
oTpeieNIeHbl MPEUMYIIECTBEHHO Ha OCHOBaHMHU JaHHBIX PK/D/] 1 He 3aBUCAT OT pacnpeeneHus
MUK nnst KOHKpETHBIX BHUJIOB, M CBSI3aHHBIC C BUIAMH, KOTOpPhIE HanOOJIEe YacTO BBI3HIBAIOT

WH(]EKIUY y Tro/Iel. DT MOTPaHUYHbBIE 3HAYEHUS MTPEACTABICHBI B TAOIUIE HUXKE.
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[IpotuBOrprUOKOBHIC ['panuLIBI YyBCTBUTENBHOCTH, KOTopLIéI é"a'}sr/l'c'ﬁ"b‘f "E'ﬁﬁeFJ 15 HI'“-paﬁpﬂl I' Ue)

npenaparsl B030yautens (4 </P >) B mr/n 4yBCTBUTEIBHOCT

H, KOTOpPbIC HE
3aBUCAT OT BI/II[aA

Y </P>B wMr/n

Candida | Candida Candida Candi | Candida | Candida
albicans | dubliniensis | glabrata da parapsi | tropicalis
krusei | losis
dykoHa3011 2/4 2/4 0,001/16* — 2/4 2/4 2/4

Y — yyBCTBUTEIbHBIN; P — pe3UCTEHTHBIN.

A — IpaHUIIBI YyBCTBUTEIBHOCTH, KOTOPBIC HE 3aBHCAT OT BUAA BO30YAUTEINS, OBUIN OTIPEIeICHBI
MPEUMYIIECTBEHHO Ha ocHOBaHUMU HaHHbIX DK/DJ] u He 3aBucaT ot pacnpeaencHuss MUK
KOHKpETHBIX BUAO0B. OHU IpEIHAa3HAYEHBl UCKIIIOUUTENBHO Ul IPUMEHEHMS AJI1 OpraHU3MOB,
KOTOPBIE HE UMEIOT CHeNU()UIECKOTr0 ITOrPaHNYHOTO 3HAYCHUSI.

[Tpoyepk — He peKOMEHAYETCs IPOBOJUTH UCIIBITAHUS HA YyBCTBUTEIbHOCTD, IOCKOJIbKY JAHHBIN
BU/ TUIOXO MOJJAETCS TEPANUU YIOMSIHYTBIM JIEKAPCTBEHHBIM IIPENIapaToOM.

* Becb C. glabrata otHocutrca x 1 xareropuu. MUK mnporuB C. glabrata cnenyer
MHTEPIPETHPOBATh KaK PE3UCTEHTHbIE, €CIM OHHM mpeBblmaioT 16 wmr/m.  Kareropus
gyBcTBUTEeNbHOCTH (< 0,001 MI/im) npeiHa3HaYeHA IPOCTO YIS TOTO, YTOOBI H30€KaTh OIIMO0YHON
KJaccu(uKauy MTaMMOB «I» Kak MITaMMOB «Sy.

| — YyBCTBUTENbHBIH, C MOBBIIIEHHBIM BO3/IEHCTBHEM: MUKPOOPTraHU3M KilacCU(pULIUpyeTCs Kak
UyBCTBUTENIBHBIN, C TOBBIIIEHHBIM BO3JIEHCTBUEM, KOI/Ia CYHIECTBYET BBICOKAash BEPOSTHOCTH
TEPANeBTUYECKOIO0 yCIeXa, IIOCKOJIbKY BO3JCHCTBHE AareHTa yBEIMYMBAECTCS 3a CUET
KOPPEKTHPOBKH PEKUMa JI0O3UPOBAHUS WIIM €r0 KOHIIEHTPAIMK B MecTe HH(EKIHH.
Tloepanuunvie 3nauenus yyecmeumenvHocmu coenacro kpumepuim UKJIC

[TorpanuuHble 3HAa4YeHHs] YYBCTBUTEIBHOCTH K (IIyKOHA30dy, Npu3HaHHble WHCTUTYyTOM

Knunnueckux u Jlabopatopusix Ctannaptos (MKJIC), yka3ansl B TaOauIe HUXKE.

Candida Species Kontponsnsie Toukn MUK n KaTiFOpI/II/I WHTEpHpeTanuu (Mr/i)
UysctBuTenbHOCTH(Y) y/l3 PesucrentHocth(P)

C. albicans <2 4 >8

C. glabrata® - <32 > 64

C. krusei® - - -

C. parapsilosis <2 4 >8

C. tropicalis <2 4 >8

A — UYyBCTBUTENBHOCTh J10303aBUCHMast: YyBCTBUTENBHOCTh 3aBUCUT OT JOCTHXKEHHS

MaKCHMaJbHO BO3MOXKHOTO YpOBHS B KpOBHU. B3pocibiM ¢ HOpManbHOW (yHKIHMEH MouyeKk M
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TEJIOCIOKEHUEM MOTYT TOTPEOOBAThCS J03b q)nyxo'}rzk m-llE%;e%HB:a%H/ré -JTdH-}:raﬁThy}o

TO3UPOBKY (6 MI/KT//IeHB ).

b — B otHomennn (hiaykoHa3oda 3TH pEKOMEHJAIMM OCHOBAHBI Ha OOIIMPHOM OTIBITE JICUCHHS
CIIU3UCTBIX 000JIOUCK M HWHBa3MBHBIX HHGeKImd, Bbi3BaHHbIX Candida spp. Ecau wusonsat
unentudunupoan kak C. glabrata, a MUK cocraBmser < 32 mr/im, cleayeT OIpeAeIuTh,
HNOJIXOAUT JIU (PIIyKOHA307 B KOHKPETHOM KIMHMYECKOM KOHTEKCTe. B 3TOM ciyuae mamueHThI
JOJDKHBI  TIONTy4aTh MAaKCHUMAaJbHYIO JO3UPOBKY (uykoHazona. MosxeT OBITh TOJE3HA
KOHCYJIbTAIIMs CTIeLUaINCTa IO BHIOOPY peKMMa MaKCUMAaIbHON JO3UPOBKHU.

B — Ilpennonaraercs, uro uzonatel C. krusei o0nanaioT HTPUPOIHON PEIUCTEHTHOCTHIO K
dnykonazony, modtomy ux MUK He cienyer MHTEpHpeTUPOBATH C UCIOIH30BAHUEM JaHHOM
IIKAJIBI.

THoepanuunvie 3nauenus uyscmeumenvHocmu coenacHo kpumepuim FDA (Tpeboeanus FDA
CLLA onsa USPI)

Food and Drug Administration (FDA) Coenunennbix IlltaToB AMEpHKH HpUHHMACT
norpanuunslie 3HaueHus Y u P UKJIC; xoTs He npu3HaeT TEpMUHOJIOTHIO 4/[3 1 paclieHuBaeT 3T

3HaueHHs Kak «arpomexxytounsie» (1) (https://www.fda.gov/STIC).

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

dapMakokrHETHKA (DITyKOHA30J1a CXO/IHA IPH BHYTPUBCHHOM BBEJCHUH U IPHEME BHYTPb.
AOGcopOuus

[Tocne mpuema BHYTpb (hITyKOHA30J XOPOIIIO BCACHIBAETCS, €r0 KOHIIEHTPAIINH B TUIa3Me KpOBH (1
oOmias 6mogocTynHocTh) mpeBblIatoT 90 % OT TaKkoOBBIX NpPU BHYTPUBEHHOM BBEICHUU.
OHOBpEMEHHBIN TPHEM TUIIM HE BIMSIET Ha BcackiBaHue (hirykoHa3ona. KoHIeHTpaius B miazme
KPOBHU IPONOPLUOHATbHA 103€ U JocTHraeT Cmax uepe3 0,5-1,5 yaca nocne npuema ¢rykoHasona
HATOIAK, a MEepUOoJ TMOdyBbIBeIEeHUs cocTaBisieT okoyno 30 uacoB. 90 % paBHOBECHOU
KOHIIEHTPAIlUU TIOCTUTAIOTCS K 4-5-My IHIO TIOCIIe Havyaia Tepanuu (Mpyu MHOTOKPATHOM MpUeMe
npenapara oJIuH pa3 B CyTkH). MakcuMamnbHast KOHIIEHTpaIus (JIykoHa3oJ1a B CJIIOHE TIPH ITpUeMe
KarcyJjbl JOCTUraeTcs uepes 4 yaca.

Pacnpenenenue

Beenenue ynmapHoit 10361 (B 1-i 1eHB), B IBa pa3a MPEBBIMIAIONICH OOBIYHYIO CYTOUYHYIO /103y,
JiefaeT BO3MOXKHBIM AocTikeHne 90 % paBHOBECHOW KOHIIEHTpaIuu Ko 2-Mmy aHi0. O0beMm
pacmpeneneHuss TpUOIKaeTcsl K OOIMIeMY COJEp>KaHUIO0 BOABI B opranu3me. CBS3bIBaHHE C
Oenmkamu ia3mbl KpoBu — HU3Koe (11-12 %).

®1yKOHA30JI XOPOIIIO TMPOHUKAET BO BCE KUAKOCTH opranm3Ma. KoHreHTpamuu ¢urykoHaszosa B

CJIFTOHC 1 MOKPOTE CXOJHBI C €0 KOHICHTPALUAMU B IIa3ME€ KPOBH. vy MMaIMECHTOB C FpH6KOBBIM
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MEHUHTUTOM KOHIEHTpanuu (iaykoHazona B (HHHHOM&%%%%OEQ Ligbthemior “oromo

MY OTUETY

80 % ot ero KOHLIEHTPAIH B TJIa3Me KPOBH.

B poroBoMm cioe, snuaepmuce, JOepMe€ U TMOTOBOW IKHMJIKOCTH JIOCTUTalOTCS BBICOKHE
KOHIEHTPALlUU, KOTOPbIE MPEBBIMIAIOT IU1a3MeHHbIe. DIYKOHA30J1 HAKAIJIMBACTCSI B POrOBOM
cinoe. [Ipu mpueme B 1o3e SO Mr ouH pa3 B CyTKH KOHIIEHTpanus (iayKkoHa3oja yepe3 12 nHei
cocTaBisieT 73 MKI/T, a yepe3 7 AHEH mocie MpeKpalieHus JieueHus: — Toibko 5,8 Mkr/r. [lpu
npuMeHeHHd B 103¢ 150 Mr oguH pa3 B HEJENo KOHIIEHTpanus (IIyKOHA30J1a B pOTOBOM CIJIO€ Ha
7-1 nenb coctaBiseT 23,4 MKI/T, a yepe3 7 AHEH mociie mpruemMa BTOpoi 103kl — 7,1 MKT/T.
Konnentpanus ¢iykoHazosa B HOTTAX Tociie 4-MEeCIYHOro MpUMEHeHHs B 103¢ 150 Mr oauH pa3
B Hezleqto coctanisieT 4,05 MKI/T B 3M0pOBBIX U 1,8 MKI/T B IOpa)KEHHBIX HOT'TAX; 4epe3 6 MecsleB
MI0CJIE 3aBEPILEHHS Teparuu (IIyKOHA30JI MO-TIPEKHEMY ONPENEISICTCS B HOITAX.

BI/IOTDaHCd)ODMaHI/IH

[{upkynupyroriye MeTaboIUThl He 00HAPYKCHBI.

DJIMMUHALHS

[Ipenapat BEIBOAUTCS, B OCHOBHOM, ITOYKaMu; IpuMepHO 80 % BBEICHHOH 10361 OOHAPYKHBACTCS
B MOY€ B HeM3MeHEeHHOM Buje. KiupeHc diaykoHaszoma nponopiroHaieH KIMPEHCY KpeaTHHUHA.
JUTMTeNbHBIA TIEPUOJT TIOTYBBIBEICHHUS W3 IIa3Mbl KPOBU IMO3BOJISICT NMPUHUMAThH (IIYKOHA30JI
OJTHOKPATHO TPU BaruHaJILHOM KaHAWJ03€ U OJHMH Pa3 B CYTKH WJIM OJUH Pa3 B HEACTIO — IPH
JPYTUX MOKa3aHMSIX.

B xozae uccrnenoBanusi papMakOKHMHETHKU ¢ ydacTHeM 10 jKEHIIHWH, BPEMEHHO WJIM TOJIHOCTBIO
NPEKPaTUBIINX KOPMIIEHUE I'PY/IbIO, OLIEHUBAIM KOHLEHTpAIHIO (PIIyKoHa30ja B I1a3Me KPOBU U
TPYJHOM MOJIOKE B TedueHHe 48 4yacoB mociie OJHOKpaTtHoro mpuema 150 mr diykonaszona.
®mykoHa305 ObUT OOHApYKEH B TPYIHOM MOJIOKE B CPEIHEW KOHIICHTPAIMH, COCTaBIISIFOIIECH
npubiusutensHo 98 % oT KOoHUEHTpauuu (IyKoHa3o0da B Iia3Me KpoBu MmarepH. CpenHss
IUKOBAasi KOHLIEHTPALHs COCTaBsIa 2,61 MI/a o uctedeHuu 5,2 yacoB mocie npuemMa npenapara.

Oco0ble TPVIIILI TAIMEHTOB

Iayuenmul nosxcunozo so3pacma

beuto ycTaHOBIIEHO, YTO MPHU OJHOKPATHOM MpUMEHEHHH (piykoHaszoia B 103e 50 MT BHYTpb Y
MOXXWIBIX MAIlMEHTOB B Bo3pacTe 65 JeT u crapiie, HEKOTOpPble U3 KOTOPBIX OAHOBPEMEHHO
NpUHUMAIN JHYPETUKH, Cmax AOCTHTaNach uepe3 1,3 waca mocie mnpuemMa M COCTaBIIsIA
1,54 wmxr/miu, cpemaue 3Hadenmss AUC — 76,4 + 20,3 MKr X u/MJI, a CpPEJIHHHA IEPHOJT
nonyBbIBeieHUsT — 46,2 yaca. 3HaueHUs STUX (HapMaKOKMHETHUECKUX MapaMeTPOB BHIIIE, YEM Y
MOJIO/IBIX TTAIIMEHTOB, YTO, BEPOSATHO, CBSA3aHO C MMOHIKEHHON ToueYHOH (DyHKITMEH, XapaKTepHOH
JUISL TIOXUIoro Bo3pacta. OJHOBPEMEHHBIN TMPUEM JIUYPETHKOB HE BBI3BIBA BHIPAKEHHOTO

n3menenuss AUC 1 Crax.
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onazoltd BrrBoMb1o o s eitthton

Buze (0-24 gaca, 22 %), u noyeunslii kiaupeHc diaykonasona (0,124 MiI/MHH/KT) y TOXKHIIBIX

ManuCHTOB HUKC MO CPAaBHCHUIO C MOJIOABIMHU.

CTHU

VY nereit ObUIH MOJTYYEHBI CIEAYIONINE 3HaUeHUs (hapMaKOKUHETHUECKUX MapaMeTpPOB:

Bo3spacr Ho3a [Tepuon AUC (Mkr x 9/mir)
MOJTyBBIBE-
JeHus (4ac)
9 mec—13 yer OHOKpPATHO — BHYTPh 2 MI/KT 25,0 94,7
9 mec—13 ner OJHOKpPATHO — BHYTPH 8 MI/KT 19,5 362,5
Cpennuii Bo3pact MHOrOoKpaTHO — BHYTPb 3 MI/KT 155 41,6
7 ner

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

e Kpaxman npexenaTMHU3UPOBAHHBIN

e KpemHust 1MOKCHI KOJJTOUAHBINA
e Marnus cTeapar
[ ]

Harpus naypuncynsgar

Cocras karcyisl 50 Mr

Kopnyc xancynor:
e Kpacurens myHIOBBIN
e Kpacurenb XMHOIMHOBBIN KEITHII
e Turana quokcun
e ‘Kenatun
Kpvuueuka kancynoi:
e Kpacurens azopyoun
e Kpacurens OpuIMaHTOBBIN YEPHBIT
Kpacurens nmyHI0BbIH
Kpacurenb cunmii naTeHTOBaHHBIN
Kpacurenb XMHOIMHOBBIN JKENTHIN
Turana quokcun

Kenarug

JlakTO3bI MOHOTHIPAT (CaXap MOJIOUHBIN)
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(MOCNEOOBATENBHOC Th 0002 )

Cocras karcyisl 150 mr

Kopnyc xancyno:

e TuTaHa TUOKCHU

e Kpacurensp xkene3a OKCU )KENThII

e Kenmatun
Kpvuueuka kancynol:

e TuTaHa TUOKCHU

e Kpacurensp xene3a OKCUJ )KEIThII

e Kenatun
6.2. HecoBmMecTUMOCTH
He npumenumo.
6.3. Cpok rognocTu (CpoK XpaHeHus1)
3 rona.
6.4. Oco0ble MepbI NPEeAOCTOPOKHOCTH NIPH XPAHEHHUH
XpaHuTh 1pu Temneparype He Boiie 25 °C.
6.5. XapakTep u coepkaHue NePBUYHON YIAKOBKHU
Ilo 1, 2, 3, 4, 5, 6, 7 unmu 10 xarncyn B KOHTYpHYIO SYEHKOBYIO YIAKOBKY W3 TUICHKH
MOJIMBUHUJIXJIOPUTHOM M (POJIBIY ATFOMUHHUEBOM ITEYaTHOM JIAKUPOBAHHOM.
I[lo 1, 2, 7, 10, 14, 28, 50 wmum 100 kamcyn B GaHKM W3 MOJUAITHIEHTepedTamaTta Ui
JIEKAPCTBEHHBIX CPEJICTB WJIM TOJUIIPONUIICHOBBIE /IJIsl JIEKAPCTBEHHBIX CPENICTB, YKYIOPEHHBIE
KpBIIIKAMUA U3 TIOJIMATUJIEHA BBICOKOTO JIaBJIIGHUSI C KOHTPOJEM TIEPBOTO BCKPBITHS, WIH
KPBIIIKAMU TOJUIPONUIECHOBBIMU C CHCTEMOW «HAXaTh-TIOBEPHYTH», WM KPBIIIKAMH U3
MOJIM3TUIIEHA HU3KOTO JABJICHUS C KOHTPOJIEM IEPBOTO BCKPBITHSL.
6.6. Oco0Oble Mepbl MNPEIOCTOPOKHOCTH MNPH  YHUYTOKEHUH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpemapara WJIM OTX0JA0B, TOJYYEHHBIX TOCJe NPUMEHEeHus
JIEKAPCTBEHHOI'0 Mpenapara u Apyrue MaHUIYJIAIHMHU C PenapaToM

Oco0ble TpeOOoBaHMS K YTUIM3AIMU OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

Poccniickas @enepanvs

000 «O308»

445351, Camapckas o011, T. Kurynesck, yi. [lecounas, . 11.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru
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7.1. IlpeacTaBUTENb AepKATe/IsA PerHCTPAHJHHOrO yiberoseperms | = |EHOCTE 0002)

[Iperen3uu noTpedUTeNeH HAIPABIIATE 10 aApecy:

Poccniickas @enepanus

000 «O308»

445351, Camapckas 00:1., T.0. JKurynesck, T. JKurynesck, yi. ['uapocrpoureneii, 1. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru (nmpu npoussoactee Ha OO0 «O30H», Poccus)

Poccuiickas ®@enepanus

000 «O30H Papm»

445043, Camapckas 061., 1.0. Tombstta, Tep. O23 IIIIT, marucrpans 3-s, 3a. 11, ctp. 1. Ten.:
+79874599993, +79874599994

E-mail: ozonpharm@ozon-pharm.ru (mpu npoussoactse Ha OO0 «O30u Dapm», Poccust)

8. HOMEP PET'MCTPAIIMOHHOI'O YIOCTOBEPEHUA

9. JIATA TIEPBUYHOM PEI'UCTPALIUM (IIOATBEPXKIEHUS
PETUCTPALIMMU, IEPEPETUCTPALIUN)

JlaTa nepBoii perucTpanyu.

10. JATA IEPECMOTPA TEKCTA

O6ma51 XapaKTCPUCTHUKA JICKApCTBCHHOT' O Iperapara q)J'IyKOHEBOJ'I JOCTYIIHA Ha
I/IH(I)OpMaI_II/IOHHOM nopraje EBpaSHﬁCKOFO O9KOHOMHYCCKOI'0O COr3a B I/IH(I)OpMaI_II/IOHHO'

KOMMYHHKaIMOHHOH cetn «uTepHeT» https://eec.eaeunion.org/.
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