COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 11.02.2026 N= 2450

(NOCNEOQCBATENBEHOCTL 0001)

OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

®monesus, 150 Mr, KancyJsl.

2. KAUECTBEHHBIN 1 KOJIUYECTBEHHBIN COCTAB

JlelicTBy1o1IIee BEMIECTBO: ()IITyKOHA3OJL.
Kaxnas xancyna cogepxut 150 mr ¢aykonaszona.

BemiectBa, HaM4YKe KOTOPHIX HAJ0 YYHTHIBATh B COCTaBEe JICKAPCTBEHHOIO Mpernapara: JaKTo3a
(cm. paznen 4.4.).

ITomuprit MNEPCUCHb BCIIOMOI'aTCJIbHBIX BCUICCTB IIPUBCICH B pa3aciic 6.1.

3. JEKAPCTBEHHASA ®OPMA

Kancynsr.

TBepapie sxenaTuHOBbIE Karicyibl Ne 1 6enoro 1Bera, cojepaline 0JHOPOAHbBIN MOPOLIOK Oenoro
LBETA.

4. KIMHUYECKHUE JAHHBIE

4.1. IToxazaHus1 K NPMMEHECHHUIO

[Tpenapar @mroaeBUs MOKa3aH K MPUMEHEHHUIO Y B3POCIBIX:

- IS JIEYEHUs] OCTPOr0 BarMHAJIBHOIO KaHIM/103a, KOT1a MECTHAs TEpalus HE IPUMEHNMA,

- JUIs JIeYeHUs] KaHAUJ03HOTO OalaHUTa, KOTa MECTHas Tepanus He IpUMEeHUMa.

4.2. Pexxum 103UpOBaHMS U CIIOCO0 NIPUMEHEHUS

PexxuM 1031poBaHus

Tepanuio MOXHO HauWHATH 1O TMOJY4YEHHs] pe3yJbTaTOB IOCEBAa W JPYrHMX JabOpaTOpHBIX
uccnenoBanuii. OHaKO MPOTUBOTPHOKOBYIO TEPAMUI0 HEOOXOIMMO W3MEHUTHh COOTBETCTBYIOIIUM
o0pa3oMm, Korjia pe3yJbTaThl 3TUX UCCIEIOBAHUN CTAaHYT U3BECTHBIMH.

Bspocnvie

[Ipu ocTpoM BarMHaJIBLHOM KaHIUI03€, KaHIWIAO3HOM OalaHuTe Mpernapar NPUMEHSIOT OJHOKPATHO
BHYTpb B 03¢ 150 Mr (o1Ha Karcya).

Oco0Oble T'PYIIITHI TAITMEHTOB

Jluya noowcunozo éozpacma
[Ipenapat ®mro1eBrs MPUMEHSIOT B OOBIYHOM J03€.

HauueHmbz C NOYEYHOU HEeOOCMAMOYHOCbIO
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[Ipu ogHOKpaTHOM MpHEME U3MEHEHHUS JJ03bl HE TpeOyeTcsl.

1y OTYETY

[TanmenTsl, HaxoAsAIIMECS HA PETYJIIPHOM Auaiu3e, AOLKHBI nonydars 100 % pexomenmyemoit
703bl TIOCNE ceaHca Jauanu3a. B jgeHb, Koraa AuManu3 HE IPOBOAUTCS, MALMEHTHI JIOJDKHBI
oJiydyaTb YMCHBIICHHYIO 103y IIpCriapaTa B 3aBUCHUMOCTHU OT KIIMPCHCA KPCaTUHHUHA.

Hab;uenmbz C NeYeHOoYHOoU HedOCMAamo4YHOCbIO

[TockonbKy MHPOpPMALIUU O MPUMEHEHHIO (HITyKOHA30Ja y NMAMEeHTOB C HapylleHHeM (YHKIHU
MEYCHH HEJIOCTATOYHO, CIEAYET C OCTOPOKHOCTBIO NMPHUMEHSATH (IYKOHA30JI y ITOW KaTErOpHH
MalueHToB (cM. pazzaen 4.4.).

Leru

bezonacHocth 1 3()(heKTUBHOCTH MPUMEHEHHS Tperapara i JICUeHUS! TeHUTAILHOTO KaHI1/103a y
nereit y nereit B Bo3pacte ot 0 10 18 et He ycTaHOBIEHbI. JJaHHbIE OTCYTCTBYIOT.

Cooco0 nmpuMeHeH s

BayTtps. Karicyibl mporiaTeiBaroT HEIUKOM, 3aITiBasi BOIOH.
4.3. IlpoTuBONOKA3aHUSA
- T'umepuyBCTBHUTENBHOCTh K (DIIYKOHA30Jy, a30JbHBIM BEIIECTBAM CO CXOJIHOW (HIyKOHA30JIy

CTPYKTYpO# U K JIF0O0OMY M3 BCIIOMOTaTeNIbHbBIX BELIECTB, IEPEUNCICHHBIX B pasaeine 6.1.

- OmgHOBpeMeHHBIN MpreM TepdeHanHa BO BpeMsi MHOTOKPATHOTO IpUMeHEeHHUs (DiyKoHa3olia B
no3e 400 mr/cyT u 6ornee (cM. pazuen 4.5.).

- OnHOBpeMEHHOE MPUMEHEHHE C IIpenaparamy, YyBeauuuBaroliuMu uHTepBal QT n
MeTabonu3upyomumMucs ¢ nomoipio nzopepmenta CYP3A4, takumu Kak 1U3anpujl, acTeMHU30I,
SPUTPOMMIIMH, TUMO3U]I, XUHUJIUH (CM. pa3zaen 4.5.).

4.4. Oco0ble ykazaHHMs M MepbI NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

Cynepusdekuus

Coobmianoch o ciydasx cynepuHGeKInu, BbI3BaHHOW OTIMYHbIMU OT Candida albicans mtaMmmamMu
Candida, xotopbsie yacTo 007aJal0T TPUPOTHON PE3UCTEHTHOCTHIO K (DIIyKOHA301dy (Harpumep,
Candida krusei). B nooOHBIX ciy4asx MOXET OTpe0oBaThCsl alIbTEpPHATUBHAS IPOTUBOIPUOKOBAs
Tepanus.

I'enmatoOuinmnapHasg cucreMa

VY manueHToB ¢ HapylieHueM (DYHKIUU MEYeHH CIEAYyeT C OCTOPOKHOCTHIO MPUMEHSThH Mpenapar
daroneBus.

B penkux cinydasx npuMeHeHHE (IIyKOHA30J1a CONPOBOXKJIAIOCh TOKCHYECKHMH H3MEHEHHSIMU
MEYeHU, B TOM UHUCJE C JIETaJbHBIM HMCXOJIOM, TJIaBHBIM OOpa3oM, Yy MalUE€HTOB C CEPbE3HBIMU
CONYTCTBYIOIIUMH 3a0osieBaHUsIMH. B cilydae remaToTokcHYecKMX 3((EKTOB, CBS3aHHBIX C
npUMeHeHneM (IyKOHa30J1a, HE OTMEUEHO WX SIBHOW 3aBHCHUMOCTH OT OOIIEH CyTOYHOU 03Bl
npenapara, JJIUTEIBHOCTH TEpalluy, I10JIa U BO3pacTa IMalueHTa. |’ enaToTOKCHYECKOE NEHCTBHE
npenapara 0OBIYHO OBUIO OOpaTHUMBIM; €0 MPU3HAKHU WCYE3ad TIOCIe MPEKPAIICHUs Teparuu.
[TanieHTOB, y KOTOPBIX BO BpeMs JICUEHHUs MpernapaToM HapyIIaloTCs ToOKa3aTelnu (yHKIUU
[IeYEHU, HEOOXOIUMO HaOJI0JAaTh C LIEIbI0 BBISBICHHS MPU3HAKOB 00JI€e CepPbEe3HOI0 MOpaKeHUs
neyeHu. [Ipyu nosBIeHUM KIMHUYECKUX MPU3HAKOB WJIM CUMITOMOB NOPAXEHUS NEYEHH, KOTOPHIE
MOTYT OBITh CBS3aHBI C IPUMEHEHUEM (PITyKOHA3011a, TPEnapar cleAyeT OTMEHUTb.

Hapyurenne dyHKIIMH TOYEK

VY nmanuMeHToB ¢ HapyuleHHeM (PYHKIHUU MOYEeK CIEAYET C OCTOPOKHOCTHIO MPUMEHSThH Mpenapar
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daronesus.

MY OTYETY

FI/IHeD‘-IVB CTBUTCJIbHOCTH

Kak u mpu mpuMeHeHHH ApPYyrux a3onioB, (UIYKOHA30J B PEOKHX CIIy4asX MOXKET BBI3bIBATh
aHa(pUIAKTHYECKUE PEAKIIHH.

KokHble peakimu

Bo Bpems nedenus (irykoHa30J0M y MAlMEHTOB B PEAKUX CIy4asX Pa3BHUBAIUCH IKCPOIHMATUBHBIC
[OPaXEHUSI KOXKHM, Takue Kak cuHapoM CruBeHca-/[PKOHCOHAa M TOKCHUYECKUH >MUISpMalIbHbINA
Hekponms. bonbabie CIIMJlom Gosiee CKIOHHBI K Pa3BUTUIO TSDKENBIX KOXKHBIX PEAKIUN IPH
IPUMEHEHUH MHOTHX Ipenaparos. [Ipy nosBieHuy y nanyeHTa BO BpeMs JISUEHUs TIOBEPXHOCTHOM
rpuOKOBOI MH(EKIUH CHIITH, KOTOPYIO MOXKHO CBSI3aTh C IMpUMEHEHHEM (piykoHazona, mpenapaT
cieayer OTMEHUTh. Ilpu NOsABIEHMH CBHINIM y MAUEHTOB C WHBA3UBHBIMH WJIH CHUCTEMHBIMU
IpUOKOBBIMM MH(MEKUMSIMHM HX CJIEAyeT TUIaTeJbHO HaONI0AaTh U OTMEHUThb Ipenapar Mpu
MOSIBJICHUH OYJIE3HBIX MOPAXKEHUH MM MHOTO(POPMHOM 3KCCYTaTUBHOM 3pUTEMBI.

Tepdbenaguu

OpnoBpemeHHoe mnpuMeHeHHe ¢uykoHazona B go3ax menee 400 mr cyTku u TtepdeHaauHa
cJIelyeT MIPOBOIUTH MO/ TIIATEIHHBIM KOHTPOJIEM (CM. pazaen 4.5.).

CeplieyHO-cOCYAUCTast CHCTEMA

Kak u pgpyrue azonbl, ¢uykoHa3ol MOXeET BbI3bIBaTh yBenuueHue uHTepBaia QT na OKI'.
®ykoHa30J1 BeI3bIBAeT yBenuueHue uHtepBasia QT mocpeacTBoM MHIMOMPOBaHMS TOKA KalIMEBBIX
KAaHaJOB BHYTPEHHErO BbINpsAMICHUS. YBennueHue wuHTepBana QT, BbI3BaHHOE ApyruMu
JIEKapCTBEHHBIMM TIpenapaTamMy (TaKMMHU KaK aMUOJIapOH), MOXKET OBITh YCHJIEHO MHTHOUTOpamMH
m3odepmenta 3A4 rmuroxpoma P450 (CYP) (cm. paznen 4.5.).

IIpu npumenenun ¢QaykoHazona yBenuueHue wuHTepBana QT wu pasBurHe mnonuMopHOU
KEITYJJOUKOBOM TaxXWKapAWHM THNA «IUPYIT» (forsade de pointes) oTMeHaln OYEHb PEIKO ¥
MAIMEHTOB C TSOKENbIMH 3200JIEBaHUSIMH U MHOXKECTBEHHBIMU (DaKTOpaMH PHUCKA, TaKUMH Kak
opraHudeckue 3a0ojieBaHUs Cepjlla, HAPYIIEHUS SJIEKTPOJUTHOTrO OajlaHca W CIOCOOCTBYIOIIAS
pPa3sBUTHIO TOJOOHBIX HApyIIEHUH CcOmyTCTBYyIoIas Tepamusi. IIOBBIIEHHBI PUCK pa3BUTHSA
YIPOKAIOLIEH JKU3HU JKEIYJOYKOBOM apUTMMU M MOJUMOP(HON KEeNyAOYKOBOM TaXUKApAUU
MOXKET BO3HUKHYTh Yy TAIMEHTOB C THUIOKAIMEMHEH U mporpeccupyronieid cepaeuyHon
HEIOCTaTOYHOCThIO. [loATOMY y TakMx TMalWMEHTOB C TIOTEHIHAIbHO MPOAPUTMUYECKIMHU
COCTOSIHUSIMU NIPUMEHSATH (PITYKOHA30JI CIIEAYET C OCTOPOKHOCTBIO.

JleyeHne BarnHAJILHOT'O KAHAUI03a

[Tarmentam ¢ 3a0oyeBaHMSIMM T€YEHM, CEpALlAa M TOYEK IMepe] NpUMEHEHHEM Ipernapara
PEKOMEHIyeTCsl MTPOKOHCYJIBTUPOBAThCA ¢ BpadoM. Ilpu mpumenenun ¢uykonaszona 150 mr mo
MOBOJY BarMHAJIBHOTO KaHAMJI03a MAIMEHTHl JOJDKHBI OBITH MPEXyNpeKICHbI, YTO YIydIlIeHHE
CUMITOMOB OOBIYHO HalOionaercss yepe3 24 yaca, HO A MX MOJHOTO HCYE3HOBEHHS! HMHOTIA
TpeOyercss HeckoibKo AHed. [Ipu coxpaHeHHH CHMITOMOB B TEUEHHE HECKOJBKUX JIHEH clemayeT
o0paTuThcs K Bpayy.

FHVGOKI/IC OHACMHWYHBIC MUKO3bI

JlokazarenbcTBa 3 GekTHBHOCTH (ITYKOHA30JI1a TIPH JICUEHUN JPYTUX BUIAOB SHIEMUYHBIX MUKO30B,
TAKUX KaK NapakOKIUMIMOUIOMHUKO3, CIIOPOTPUXO3 U TUCTOIIIA3MO3 OIPAHUYEHBI, UTO HE TIO3BOJIAET
OIPEACIIUTH KOHKPETHBIE PEKOMEHAALUH 10 JO3UPOBAHUIO.

Huroxpom P450

dykoHa3051  ABISIETCS  yMEpeHHBIM HHTuOuTopoM wm3odpepmenta CYP2C9 u  ymepeHHBIM

unruouropom m3odepmenta CYP3A4. dnykoHa30d Takxke SBISETCS MHTHOUTOPOM M30(pepMEeHTa

CYP2CI19. Ilpu OOHOBpEMEHHOM TepamuM JICKAPCTBEHHBIMU TMpErnaparaMu C  y3KUM
3
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TepaneBTHYECKUM MpoQHIeM, METa00IU3HPYIOIUMICS msodldpher md Oy P2Ls0] ((yp2€491 s

CYP3A4, pexomenayeTcs coOI01aTh OCTOPOXKHOCTD (cM. pazzen 4.5.).

HemocTaTo4HOCTH KOPBI HAANOYSUYHUKOB

Coo0mmanoch 0 pa3BUTUU HEIOCTATOYHOCTH KOPHI HAJIIOYEYHHKOB y TAIMEHTOB, MOIYYArOIIHX
TEepanuio JAPYyrdMU a3ojiaMud  (HampuMmep, KETOKOHA30JIoM). Y TMalMeHTOB, MOJyYaroluX
¢brykoHaso:1, HabIrI0AaIMCh 00paTUMBIE CITyYal HEAOCTATOYHOCTH KOPBI HA/IITOYEUHUKOB.

BcnomMorarenpHbBIE BEIIECTBA

[Ipemapar ®mroaeBust couepxkuT Jdakro3y. [lamueHTam ¢ peaKUMH  HACIIEICTBEHHBIMU
3a00JIeBaHUSAMHU, TAaKUMH KaK HEMEePEeHOCHUMOCTh TajaKTO3bl, HEJOCTATOYHOCTh JIAKTa3bl HIIU
TIIIOK030-TaJIaKTO3HAst ManbaOCOpOIHs, He ClelyeT IPUHUMATD TOT Mpernapar.

4.5. B3aumojaeiictBie ¢ JAPYrHMH JIEKAPCTBEHHBIMM MNpenapataMu M Jpyrue BH/bI
B3aHMOJCHCTBUSA

OnHOKpaTHBIA WIIM MHOTOKPATHBINA mpueM (urykoHas3ojda B qo3e 50 Mr He BiIMsAET Ha MeTaboIu3M
(denazona (AHTUNIUPUHA) TIPU UX OJHOBPEMEHHOM IIPHEME.

OnHOBpEeMEHHOE MpUMEHEHHE (IYKOHA30Jla CO CISAYIONIMMHU IpenapaTaMy MPOTHBOIMOKA3aHO:
Luszanpuo: Py OJHOBPEMEHHOM NpPUMEHEHHHM (IIyKOHA30J1a ¥ LU3alpuia BO3MOXKHBI
HE)XEJIaTeNbHbIE PEAaKIWW CO CTOPOHBI CEep/lla, B TOM YHCIE MOJUMOPQHAS KETyT0UKOBas
TaxuKapaus TUIA «UpYyIT» (forsade de pointes). [lpumenenne ¢uykonazomna B go3e 200 mr 1 pa3 B
CyTKM W mm3anpuaa B jo3e 20 mMr 4 pasa B CyTKH NPUBOIUT K BBIPAKEHHOMY YBEIWYCHHUIO
MJIa3MEHHBIX KOHIIHTpaluii 1u3anpuaa u yeenudenuto natepsana QT na OKI'. OgHoBpeMeHHBIH
npueM nu3anpujia 1 GaykoHas3osa NpoTUBOIIOKa3aH (cM. paszaen 4.3.).

Tepgpenaoun: mpu OJHOBPEMEHHOM TPUMEHEHUHM a30JbHBIX MPOTUBOTPUOKOBBIX CpPEACTB H
TeppeHaiHa BO3MOKHO BO3HHKHOBEHHE CEPbE3HBIX AapUTMHUN B pe3ylbTarTe YBEJIUYECHHUS
untepBana QT. Ilpu npueme ¢rykonaszona B goze 200 mr B cyTku yBenuuenus uHrepBaia QT He
YCTaHOBJICHO, OJIHAKO TMpuMeHeHue ¢iykoHa3zona B jgo3ax 400 Mr B CYTKHM M BBIIIE BBI3BIBACT
3HAYUTENbHOE YBEIWYEHNE KOHIIEHTPALUU TepdeHa uHa B maazme KpoBu. OJTHOBPEMEHHBIN TpUeM
¢dbaykonazona B g1o3ax 400 Mr B cyTKHU U OoJiee ¢ TepPpeHaInHOM MPOTUBOIOKa3aH (cM. pasnen 4.3.).
Jleuenue Qaykonazosnom B go3ax meHee 400 Mr B CyTKH B COYETaHUU C Tep(heHaJUHOM cJelyeT
MIPOBOAMTH 10/ THIATEIbHBIM KOHTPOJIEM.

Acmemuzon: OJHOBpEMEHHOE TMpUMEHeHHe (IyKkoHa30la C AacTeMHU30JIOM WU JAPYyTUMHU
npenaparamMi, MeTabOoIu3M KOTOPBIX OCYIIECTBISAETCS CcHUCTeMOW mnuTtoxpoma P450, moxer
COIMPOBOXAATHCS TIOBBIIICHUEM CHIBOPOTOYHBIX KOHIIGHTpAIii 3TuX cpenctB. [loBbimeHue
KOHIIEHTPAIlMK aCTEMH30JIa B IJJa3Me KPOBH MOXKET NMPHUBOJIUTH K yiauHeHuio uHTepBaia QT u B
HEKOTOPBIX CIydasx K Pa3BUTHIO MOTMUMOPQHON KETyIOYKOBOW TaXWUKAPAMHM THUMA IHUPYITH
(torsade de pointes). OqHOBpeMEHHOE TPUMEHEHNE acTeMHU30ja U (IyKOHA30J1a IPOTUBOIIOKA3aHO
(cm. pazmen 4.3.).

ITumo3uo: HECMOTpSI Ha TO, YTO HE TPOBOMIOCH COOTBETCTBYIOIINX UCCICIOBAHUN in Vitro WIH in
Vivo, CYMTAETCA, YTO OJIHOBPEMEHHOE IpUMEHeHHe (DIyKOHa30J71a M MUMO3Ka MOXKET NIPUBOJUTH K
YTHETCHHIO MeTa0oIM3Ma MUMo3na. B CBOIO ouepesp, TOBHINICHHE TUIA3MEHHOW KOHIIEHTPAINH
MUMO3HUa MOKET MPUBOAUTH K Y/UIMHEHUI0 uHTepBana QT W, B HEKOTOPBIX CIydyasx, Pa3BUTHIO
MOTMMOP(MHON KETYTOYKOBOW TaXUKapAUU THUIIA «ITUPYIT» (torsade de pointes). OMHOBpEMEHHOE
IpUMEHEeHHEe MMMO3K1a U (PIIyKoHa30J1a IPOTUBOIIOKA3aHo (cM. paszzen 4.3.).

XuHuoun: HECMOTPSI Ha TO, YTO HE NPOBOANIOCH COOTBETCTBYIOIUX HCCIENOBAHUMN in Vitro Wi in
ViVo, CUMTaeTCs, 4TO OJHOBPEMEHHOE IpHMEHEHHE (IIyKOHA307da M XUHHIUHA MOXET TaKkKe
IIPUBOAUTH K YTHETEHUIO MeTa00IM3Ma XuHUAMHA. [IpiMeHeHe XUHIIMHA CBA3aHO C YIJIMHEHUEM
uHTepBasia QT M B HEKOTOPHIX CIIydasiX ¢ pa3BUTHEM MOJIUMOP(HON JKEITyTOUYKOBOW TaxHKapIUH
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MY OTYETY

MPOTUBOINOKa3aHo (cM. paznen 4.3.).

Opumpomuyun: OIHOBPEMEHHOE NpPHMEHEHHE (IIyKOHA30jla M JPUTPOMHILMHA ITOTEHIMAIBHO
IIPUBOJUT K IOBBILIEHHOMY PHUCKY Pa3BUTHsS KapAuoTOKcHyHocTH (yIuinHeHue uHTepBaia QT,
torsade de pointes) W, BCIEICTBUE ATOT0, BHE3AaNMHOH cepaeuHoi cmeptH. OJHOBpEMEHHOE
npuMeHeHHe (IIyKOHA30J1a U 3PUTPOMUIIMHA TPOTUBOIIOKA3aHo (M. pa3zaen 4.3.).

He pekoMeHIyeTcs MCII0Ib30BaTh CISAYIOMME ISKAPCTBEHHBIC CPSICTRA:

T'anogpanmpun: $HryKoHA301 MOXKET YBEIMUUBATh KOHIICHTPALIMIO TajJo(anTprHa B I1a3Me KPOBH B
cBs3u ¢ wuHruompoBanuem wu3odpepmeHta CYP3A4. Bo3moxxHO pa3ButHe MOIUMOP(HOMA
KEITyJTOYKOBOW TaXUKaApJAUM THIA «OUPYIT» (torsade de pointes) Tpu OIHOBPEMEHHOM
MPUMEHEHUU ¢ (DITyKOHA30JI0M U C APYTMMHU MPOTUBOIPUOKOBBIMHU IpernapaTaMH a30JI0BOro psja,
MOATOMY COBMECTHOE MPUMEHEHHUE UX HE peKOMEHayeTcs (cM. pazaen 4.4.).

Cruenyer CO6J'IIO)I&TB OCTOPOKHOCTD ITPpH OAHOBPEMCHHOM IIPMMCHCHHH C d)J'IVKOHaBOJ'IOMZ

AmuoOdapon: TPUMEHEHHWE aMHUOJApOHA aCCOIMHpOBaNoch ¢ yanuHeHueMm wuHTepBama QT.
Cnemyer coOm0gaTh OCTOPOKHOCTH IPH  OJAHOBPEMEHHOM TMpPUMEHEHUH (QIIyKoHa3ola M
aMHOJIapoHa, B OCOOCHHOCTH TIPH MTPUEME BBICOKOM 03Bl (himykoHazoma (800 mr).

Cruenyer CO6J'IIOI[aTL OCTOPOKHOCTH M, BO3MOXHO, KOPPCKTHUPOBATH AO03bI IIPHM OJHOBPCEMCHHOM
OPpUMCHCHHUH CJICAYIONINX MIPECriapaToB U d)JIVKOHEBOJIaI

IIpenapamul, enusiowue Ha GayKOHA30N:

luopoxnopomuasud. MHOTOKPAaTHOE€ NPUMEHEHHE TUIPOXJIOPOTHA3MIA OJHOBPEMEHHO C
(b1yKOHA30J10M MPUBOJIUT K YBEIMUEHHIO KOHLEHTpaluu (iaykKoHa3oja B IuiazMe KpoBu Ha 40 %.
OddexT Takol cTeneHM BBIPAKEHHOCTH HE TpedyeT W3MEHEHUsS pexuma JI03HpOBaHUS
¢byKoHa301a y MalMEeHTOB, MOJIyYaIOIUX OJHOBPEMEHHO AMYPETHUKH, OHAKO Bpady CIEAYET 3TO
YUUTHIBATb.

Pugavmnuyun: onHoBpeMeHHOe mpuMeHeHue ¢IyKoHazona u pudaMOuiuHa TPUBOIUT K
ymenbiieHno AUC Ha 25 % u 1nuTenbHOCTH Mepuoia monyBbiBeneHus (piaykonaszona Ha 20 %. Y
MAlMEeHTOB,  OJHOBPEMEHHO  MPUHUMAIONMX  pUDaMIUIKH,  HEOOXOJUMO  YUYUTHIBATH
11eTIECO00Pa3HOCTh YBEIMUCHUS 10361 (DITyKOHA30J1a.

IIpenapamul, Ha Komopbie énusiem payKkoHazou:

@OryKoHa30J1 SIBISETCS YMEPEHHbIM HMHTruOuTopoMm uzodpepmentoB 2C9 u 3A4 umroxpoma P450
(CYP). daykonazon Taxke sBisercs tHruoutopom uzopepmernra CYP2C19. Kpome Toro, momumo
MIEPEYUCIICHHBIX Janee 3(h(eKToB, CyIIECTBYET PUCK MOBBIILIEHUS B IJIa3Me KPOBH KOHILIEHTPALUU U
JpYTUX JIeKapCTBEHHBIX CpeAcTB, MeTabonusupyembix uzopepmentamu CYP2C9, CYP2CI19 u
CYP3A4, npu onHOBpeMEHHOM Ipueme ¢ QuiykoHa30sioM. B cBsi3u ¢ atum, criegyer coOiroaarh
OCTOPO’KHOCTb IIPM  OJHOBPEMEHHOM IIPUMEHEHMH IEPEUYMCIEHHBIX IMIpernapaToB, a IpH
HEO0OXOUMOCTH MOJOOHBIX KOMOMHALMK TalMeHThl TOJKHBI HAXOAWUTHCA MOJI THIATEIbHBIM
MEIULIMHCKUM HaOmroneHueM. CreayeT yduThIBaTh, 4TO MHrHOMpyroumwii 3¢gdexr duykonasona
COXpaHseTcs B TeueHue 4—5 JHel mocie OTMEHbI Mpernapara B CBA3HM C JUIMTEIbHBIM MEPHOJOM
I0JIyBBIBEICHUSI.

Angpenmanun: oTMedaeTcss yMEHbBIIEHHE KIMpEHCa M O00beMa pacIpelesieHus, YBEIHUCHHE
nepuoaa TMOJTYBBIBCACHU S aﬂ(beHTaHI/IHa. BOSMO)KHO, 3TO CBA3AaHO C I/IHFI/IGI/IpOBaHI/IeM
m3odepmenta CYP3A4 dpnykonazonom. MoxkeT moTpeOoBaThbCsi KOPPEKIHS 10361 andeHTaHuIa.

AmumpunmunuH, Hopmpunmuaux:  (QIYKOHA30JI YCUIMBAeT JEHCTBUE AaMUTPUNTWIMHA U
HOopTpunTUiInHa. KOHLIEHTpalnio 5-HOPTPUNITHIINHA U (UJTK) S-aMUTPUNITUIINHA MOXKHO U3MEPUTH B
Hayaje KOMOWHUPOBAaHHON Tepamuu c (IyKOHA30JIOM M 4Yepe3 Henento mocie Havana. [lpu
HEO0OXOIUMOCTH CJIeTyeT KOPPEKTUPOBATh 103y aMUTPUITUINHA/HOPTPUIITUIIHHA.
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Amcpomepuyun B: B ucciemoBaHusx Ha Mblmax (B_TOM ‘IIH(II;'IIG-—LE%II;I V}IO%M@H@%’) I:lé]I;II 1'/1
(

MY OTYETY

OTMEYEHBI CIEeNYIOIINEe Pe3yIbTaThl: HEOOJBIION aIAUTUBHBIA MPOTUBOTPUOKOBBIN APGEKT mpu
cucteMHo# uHpekuu, Bei3BanHou C. albicans, OTCYyTCTBHE B3aUMOJICHCTBUS ITPU BHYTPHUCPEITHOM
uHbeKmH, BbI3BaHHOW Cryptococcus neoformans, ¥ aHTarOHU3M IPH CHCTEMHON HH(EKIUH,
BbI3BaHHOM A. fumigatus. KnuHuyeckoe 3Haue€HUe JaHHbBIX PE3YJIbTaTOB HE SCHO.

Anmuxoaeyisanumei: KaKk v IpyTHe MPOTUBOTPUOKOBBIC CpeicTBa (TIPOM3BOAHBIE a30J1a), PIIyKOHA30II
IIpU OJIHOBPEMEHHOM NPUMEHEHHUH ¢ Bap(apuHOM, MOBBIIIAET NPOTpoMOHHOBOE Bpems (Ha 12 %),
B CBA3HM C UYCM BO3MOKHO pPa3sBUTUC KpOBOTe‘-ICHI/Iﬁ (I‘eMaTOMBI, KpOBOTCUYCHHA H3 HOCAa U
KEIYyJOYHO-KUIIEYHOTO  TpakTa, TeMaTypus, MeJjeHa). Y  IalueHTOB, IOJYYarolluX
AHTHUKOATYJITHTHl KYMapUHOBOTO U MHIAAHJMOHOBOTO psiia U (pIryKoHa30J1, HEOOXOIUMO MOCTOSTHHO
KOHTPOJIMPOBATh TPOTPOMOMHOBOE BpeMsi B IMEPUOJ TEpalmud W B TEYCHUE § JHEH Tmocie
OJTHOBPEMEHHOTO0 NpPUMEHEHHUs. Takxe CleAyeT OICHUTh LEeIeco00pa3HOCTh KOPPEKUUHU J103bI
JTAHHBIX AaHTUKOATYJITHTOB.

A3umpomuyun: TpY OJXHOBPEMEHHOM INPHUMEHEHUH BHYTPh (IIYKOHA30J1a B OJHOKPATHOM 03€
800 Mr ¢ a3UTPOMHUIIMHOM B OJHOKpaTHOH ;03¢ 1200 Mr BBIpaXKEHHOTO (hapMaKOKWHETHYECKOTO
B3aUMOJICHCTBUS MEXIy 0OOUMH MperapaTaMu HE YCTaHOBJICHO.

bensoduazenunvl (xopomkoeo Odeiicmeus): TOCIAe TpUeMa BHYTPh MuJa3ojiaMa (BryKoHa3ol
CYIIIECTBCHHO YBEIMYMBACT KOHIICHTPAIUIO MHUIa301aMa ¥ TICKXOMOTOPHBIC 3P PEKThI, IPUIEM 3TO
BIMsIHME OoJiee BBIPAKEHO TOcie mnpuema (iIyKoHa3ojia BHYTPb, Ye€M IIPU €ro MPUMEHEHHU
BHYTpUBEHHO. [Ipr HEOOXOIMMOCTH CONMYTCTBYIONICH Tepanmuu OCH30/Ma3elHAMU MAI[UEHTOB,
NpUHUMAKOIIUX  (IyKoHA30J, cleayeT HaOMoAaTh C  IEJIbI0  OLEHKH IIeJIeCO00Pa3sHOCTH
COOTBETCTBYIOIIETO CHMYKEHUS 1036l OCH30/IMa3eNrHa.

IIpy omHOBpEeMEHHOM HpHUeMe OJHOKpPAaTHOM A03bl Tpuazojama (uykoHazon ysennuuBaer AUC
TpHrazonama npuodau3uTenbHo Ha 50 %, Cmax — Ha 25-50 % u nepuon nonyBbiBeaeHus Ha 25-50 %
Onmarosapst yrHeTeHUIO0 MeTaboim3Ma Tpuazoiama. MoKeT MNOHAIOOMTbCS KOPPEKLUs J103bl
TpUaszoyiama.

Kapbamazenun: $hiaykoHa3oa yraetaer MeTaboiIM3M KapOaMmasernuHa U MOBBIIIAET ChIBOPOTOUYHYIO
KOHIeHTpaluto kapbamasenuHa Ha 30 %. HeoO6XxoauMo yyuTBIBaTH PUCK Pa3BUTHS TOKCUYHOCTH
kapOamazenuHa. CregyeT OLIGHUTh HEOOXOAMMOCTh KOPPEKLUMH J103bl KapOamasenuHa B
3aBUCUMOCTH OT KOHIIEHTpauuu/3dekra.

bnokamopul_kanvyuesvix xananos. HEKOTOPblE aHTarOHUCTHI KaJbLIMEBBIX KaHAJIOB (HU(EIUIHH,
UCpaJIUIINH, aMJIOJUIHH, BepanaMui U (enonunun) Mmetadbonusupyrorcs usopepmentom CYP3A4.
@dnyKoHA30Jl YBEIMYMBAET CHCTEMHYIO SKCIO3UIMIO OJIOKATOPOB  KAJNbLMEBBIX KaHAJOB.
PekoMeH10BaH KOHTPOJIb pa3BUTHS HEXKeENATEIbHBIX PEaKIuil.

Hesupanun: coBMecTHbIN NpueM (IIyKOHa30JIa U HEBUpPANIMHA YBETUYMBACT MPUOIM3UTENBHO Ha
100 % »KCMO3WIUIO HEBHpANUHA IO CPABHEHMIO C KOHTPOJIBHBIMU JI@HHBIMU IO OTAEIBHOMY
IIPUMEHEHUIO HeBUpanuHa. M3-3a puCKa TOBBIIEHHOIO BBIACICHHUS HEBHUpAIlMHA  IIPU
CONyTCTBYIOIIEM  TNPUMEHEHUH  JIEKAPCTBEHHBIX  MPENapaToB  HEOOXOJUMBI  HEKOTOpPbIE
IPEJOCTOPONKHOCTH U TIIATEIbHOE HAONIOIEHHE 32 TAlIUEHTaMH.

[[uxnocnopun: y MallUEHTOB C TPAHCIUIAHTUPOBAHHOM MOYKON NMpuMeHeHHe (IyKoHa3oja B J103€
200 Mr/cyT NpUBOJMT K MEAJCHHOMY HOBBIIIEHHIO KOHLEHTpAIMU IUKIocnopuHa. OgHaKo mpu
MHOTOKpaTHOM npueme (paykonaszona B go3e 100 Mr/cyT u3aMeHeHus: KOHLIEHTPaluU UKIOCTIOpUHA
y PpPEUMIHEeHTOB KOCTHOTO Mo3ra He HaOmoganoch. [Ipy OZHOBpeMEHHOM MpPUMEHEHHU
(byKoHa301a U HUKIOCTIOPHUHA PEKOMEHIyeTCsl KOHTPOIMPOBATh KOHIEHTPAILMIO IIUKJIOCIIOpHUHA B
KpOBH.

Huxnogocghamud: tpu OJHOBpEeMEHHOM TpuMeHeHHHn nukiIodochamuma u  ¢urykoHazona
OTMEYAETCsl YBEJIMYCHUE CHIBOPOTOUHBIX KOHILIEHTpaluil OwnupyOnHa W KpeaTuHHHA. JlaHHAs
KOMOWHAIHSI IOMTyCTUMA C YYETOM PUCKA YBEIHUYCHHS KOHIICHTPAUH OMIMpyOrHa U KpeaTHHUHA.
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OJTHOBPEMEHHBIM nprueMoM (penranuna u Grykonasomna. [Ipeamonaraercs,, 9To HAPyIICHUS CBSI3aHbBI
C MHTOKCHKaIuel ¢peHtanunoMm. bpiio mokazano, 4to (yKoHa30J1 3HAYUTEIBHO YIJIMHSAET BpeMs
BbIBeicHUs (eHTaHmIa. CleayeT y4UThIBaTh, YTO TOBBIIICHHE KOHIICHTPAIIMM (DEHTAHHMIIA MOXKET
MIPUBECTH K YTHETEHUIO JbIXaTeIbHON (PYHKINU.

Uneuboumopwvr  I'MI-KoA-pedykma3ssl: TpA OJHOBPEMEHHOM TMPUMEHEHUH (IIyKOHa30lla C
uaruouTopamu ['MI'-KoA-penykrasel, MerabommsupyembpiMu u3opepmentom CYP3A4 (Ttakumu
KaK aTOpBacTaTUH M cuMBacTaTuH) uin m3opepmentom CYP2D6 (Takumu Kak (ryBacTaTHH), pUCK
pa3BUTHSA MHUOIATUU U PabAOMHUOIIN3A yBEIUYUBaeTcs. B ciyyae HE0OX0UMOCTH OJJTHOBPEMEHHOM
TEpanuy yKa3aHHBIMH TpenapaTamMu cleayeT HaONroJaTh MAIlMeHTOB C IENbI0  BBISABICHUS
CUMITOMOB MHONATHX U pabmomuonn3a. Heo0xXxoaumMo KOHTPOIUPOBATH KOHIEHTPAIUIO
KpeaTMHUHKUHA3bl. B ciyyae 3HaYMTENBbHOIO yBEJIWYEHHUS] KOHLUEHTPALMU KpPEaTUHUHKUHA3bI WIH
€CIIi JMAarHOCTUPYETCS WM HMMEETCs MOJO03PEeHHE Ha Pa3BUTHUE MHONATHH WU pabJaoMHUOIIN3A,
tepanuto uHruouropamu ['MI'-KoA-penykrassl cienyer npekpaTuTh.

Jlozapman: $hayKOHA30J1 yrHETaeT MeTa0oIM3M JI03apTaHa 10 ero akTuBHoro Merabonura (E-3174),
KOTOpBI OTBEYAaeT 3a OONbIIyI0 4YacTh A((EKTOB, CBA3AHHBIX C AHTATOHU3MOM PEICTITOPOB
anruorensuHa [I. HeoOxonum peryisipHbIii KOHTPOJIb apTEPUATBHOTO JTABJICHUSI.

Memaodon: (piryKkoHa30] MOXKET YBEIMUYMBATH IUIA3MEHHYIO KOHIIEHTpAaIUIO0 MeTajgoHa. Moxker
MOHAI00UTHCSA KOPPEKIUA O3Bl METaI0HA.

Hecmepouonvie npomusosocnanumenvuvie npenapamol (HIIBII): Crax 1 AUC dypOunpodena
yBenuuuBatorcs Ha 23 % u 81 % coorBercTBeHHO. AHANOTHYHO Cax 1 AUC apMakoigorudecku
aKTUBHOTO H3oMmepa [8-(+)-ubynpoden]| moseimarorcs Ha 15 % u 82 % COOTBETCTBEHHO NpHU
OJIHOBPEMEHHOM NPUMEHEHUH (QIIyKOHa30J1a ¢ panemMudeckuM nbynpoderom (400 mr).

[Ipu onmHOBpeMEHHOM MpHUMEHEeHUU QuiykoHa3ona B jo3e 200 Mr B CyTKH U IIelieKOKcHOa B J103€
200 mMr Cpax 1 AUC nenexoxcuba yBenmnuuBaroTcs Ha 68 % u 134 % cootBeTcTBeHHO. B nmanHo#
KOMOHMHAIIMK BO3MOKHO CHIDKEHHUE J03bI IelIeKOKcH0a BABOE.

HecmoTpst Ha OTCyTCTBHE I€JIEHAIIPABJIEHHBIX HCCIEI0BAaHUM, (UIyKOHA30JI MOXKET YBEIMYMBATH

cucteMHyto okcrnozuimio  apyrux  HIIBII, wmerabonusupyembix uzopepmentom CYP2C9
(HampuMep, HAMpPOKCEH, JIOPHOKCHMKaM, MEJIOKCHUKaM, nukiodeHak). MokeT mMoHago0uThCs
koppekuus no3sl HIIBII.

IIpu onnoBpemenHoM npumeHeHuu HIIBII u ¢ykoHazona manueHThl TOJKHBI HAXOAUTHCS MOJ
TIIATEIbHBIM MEJUIIMHCKUM HAOIOZCHUEM C II€TbI0 BBISBICHUS M KOHTPOJIS HEXelaTeIbHbIX
SIBJIEHUM W MPOSIBICHUS TOKCUYHOCTH, cBsi3aHHbIX ¢ HITBII.

Onanapu6: ymepennble HHruouTopsl nzodpepmenrta CYP3A4, takue kak (IyKOHA30, MOBBIIIAIOT
KOHIIEHTPALMIO oJlarnapnbda B T1a3Me KpoBH. VX ogHOBpeMEeHHOE NPUMEHEHHE He PEKOMEHI0BAaHO.
Ecnmu HEeBO3MOXKHO u30€XaTb OJHOBPEMEHHOI'O IPHUMEHEHHs, HEOOXOAMMO COKpaTHTh 03y
onanapuba 1o 200 Mr 1Ba pas3a B CyTKH.

Ilepopanvhvle konmpayenmugbi: TPU OAHOBPEMEHHOM MPUMEHEHMH KOMOMHHUPOBAHHOTO
MepOpaIbHOTO KOHTpAIENTHBA ¢ (DIIyKOHA30JI0M B J103€ 50 MI' CYIIIECTBEHHOTO BIIMSHUS HA YPOBEHb
TOPMOHOB HE YCTaHOBJIEHO, TOT/Ia Kak IpH exenHeBHOM npueme 200 mr ¢uykonazona AUC
STUHUJIACTPAINONIA U JIeBOHOprecTpena yBennuuBaroTcs Ha 40 % u 24 % COOTBETCTBEHHO, a MpHU
npueme 300 mr duykonazona oauH pa3 B Heaenro AUC STHHHIACTPAZHONa U HOPITHHIPOHA
Bo3pactaloT Ha 24 % u 13 % coorBercTBeHHO. TakuMm 00pa3oM, MHOTOKpAaTHOE NPUMEHEHHE
¢nykoHa30da B yKa3aHHBIX J103aX BpsAJ JIM MOXET OKa3aThb BIMsSHME Ha 3((HEKTUBHOCTH
KOMOHMHHUPOBAaHHOT'O EPOPATBHOI0 MPOTUBO3a4aTOYHOI'O CPEACTBA.

DeHumoun: OINHOBPEMEHHOE NMpPUMEHEHHE (IIyKOHa30jla U (PEHUTOMHA MOMKET COINPOBOXKIATHCS

KJIMHUYECKH 3HAYMMBIM IIOBBIIEHHEM KOHLEHTpaluu (eHuTonHa. B ciydyae HeoOXoauMocTu

OJTHOBPEMEHHOTO MPHUMEHEHHs O00OMX NpenapaToB CIEAYeT KOHTPOJIMPOBATH KOHILIEHTPAIHIO
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COOTBETCTBYET 3KCIEF OTYETY
ot 11.02.2026 N=
NQCENOBATENRHQETE AR0L
(eHNTOMHA W COOTBETCTBYIOMIMM O00pa3oM CKOPPEKTHPOBAThH €I0 03V € IEIbI0 0GeCTiCYCHIUs
TEepaIeBTHYECKON KOHIICHTPAILIMU B CBIBOPOTKE KPOBU.
Heakagpmop: Ttpu  OJHOBPEMEHHOM  INPUMCHEHHH C  HBakaQTOpOM,  CTHMYISITOPOM

MYKOBHCIIJIO3HOTO perynaropa TpancmemOpannoit mnpoogumoctun (CFTR), wnabmoganock
yBEJIMYEHUE HKCIO3ULMU nBakadTopa B 3 pa3a M 3KCIO3ULMH THApOKCUMeTHI-uBakapTopa (M1) B
1,9 pasa. Ilanuenram, OJHOBPEMEHHO NPUHHUMAIOUIMM YMEpPEHHBbIE WHTHOMTOpPHI H30(epMeHTa
CYP3A, Takue kak QIyKOHa30J1 B SPUTPOMUIIMH, PEKOMEHIYETCSl CHIDKEHHE J103bI UBakadTopa 10
150 Mr ouH pa3 B CyTKH.

IIpeonuson: nmeercsi cooOUICHHE O Pa3BUTUU OCTPOM HEAOCTATOYHOCTU KOPBI HAANOYEYHUKOB Y
MaryeHTa Mocie TPAHCIUIAHTAIMY TIeueHU Ha (oHe oTMeHbl (PIyKoHa30Ja MOCHe TPEXMECSIHOTO
Kypca tepanuu. [IpeanonoxxuTenbHo, IpekpalieHe Tepanui (IyKOHA30JI0M BbI3BAJIO TOBBIIICHHE
aktuBHOCTH m30depmenTta CYP3A4, uTo mpuBeno K yBEIMYCHHOMY METaOOIHM3My IMpEIHH30HA.
[TarueHTsl, MOMyYaroUe KOMOMHUPOBAHHYIO TEPAMMIO MPETHU3OHOM U (DITyKOHA30JIOM, TOJIKHBI
HAXOJUTHCS TIOJ] TIIATEIHHBIM MEIWIIMHCKIM HAOJIOJCHUEM MPU OTMEHE MpHueMa (IryKoHa3o0Jia ¢
L[EJTbIO OLIEHKH COCTOSIHUSL KOPBI HA/IMOYEYHUKOB.

Pugabymun: onHoBpeMeHHOE NpUMEHEHHE (QIyKoHa3zona M pudaOyTHHAa MOXKET HPUBECTH K
MOBBIIICHUIO CBIBOPOTOUYHBIX KOHIEHTpauuii mociennero 10 80 %. Ilpu omHOBpeMEeHHOM
npuMeHeHn: (UIyKoHa3oJia M pudadyTHHA OMHMCAHBI Ciydau yBeuTa. [lalMeHTOB, OJHOBPEMEHHO
nosrydaromux puhadyTuH U QIryKoHa30J1, HEOOXO0AUMO TIIATEIbHO HAOIIOAATD.

Caxeunasup: AUC noBpimaercst npuomm3utenbao Ha 50 %, Cmax — Ha 55 %, KIMpeHe CakBUHABUPA
yMeHb11aercs: npubausutensHo Ha 50 % B CBSI3M ¢ MHTMOMPOBAHUEM IEYEHOYHOr0 METaboIn3Ma
nzopepmenta CYP3A4 u unrubupoBanuem P-raukonporenHa. MokeT MOHAaT0OUThCS KOPPEKIIHS
J103bI CAKBUHABHPA.

Cuponumyc: HaOJIIO/IaeTCsl  TOBBIIMICHWE KOHIIGHTpAIlMM CHPOJMMYycCa B IUIa3Me€ KpOBH,
MPENIONIOKUTETFHO B CBSI3W C WHTHOMPOBAHHMEM METa0ONM3Ma CHpOJIIMMYyca dYepe3 yTHETeHHE
modepmenta CYP3A4 wu P-rimukxonporenna. J[anHas KOMOHWHAITUST MOXKET TPHUMEHSTHCS C
COOTBETCTBYIOIIEH KOpPEKIIUEH JO3bI CHPOIMMYCa B 3aBUCUMOCTH OT 3¢ (heKTa/KOHIIEHTPALIUH.

Ilpenapamul _cynbgonunmouesunvt: (GIyKOHA30Jl TPU OJHOBPEMEHHOM IIpUEME MPUBOAUT K
YBEJIIMYEHUIO NepuoAa TONYBBIBEICHUS MEpPOPATbHBIX IPENapaToB  CyJIb(OHUIMOYEBUHBI
(xaopnponamuaa, rMOeHKIaMuAa, TaUOU3MAa W TosnlOyramupa). llamuentam ¢ caxapHbIM
I1abeToM MOXKHO Ha3Ha4daTh COBMECTHOE NMPUMEHEHHUE (PIyKoHa30Jla U MepopalbHbIX MpenapaToB
CyJb()OHIWIMOYEBHHBI, HO TPU 3TOM CIIEAYET YUUTHIBATh BO3ZMOXHOCTh Pa3BUTHUSI TMIOTJIMKEMHH,
KpOME€ TOro, HEOOXOJWM pETryJSIpHBIH KOHTPOJb TJIIOKO3bl KPOBU U, NPU HEOOXOIUMOCTH,
KOPPEKIHSI 103bI IIPENapaToB CyJIb(POHUIMOYEBUHBI.

Takpoaumyc: OAHOBpPEMEHHOE NpUMEHeHHEe (IyKOHa30Ja M TaKpoiaumyca (BHYTPb) MPHUBOAMUT K
MOBBIIEHUIO CBIBOPOTOUHBIX KOHIEHTpAllMi TOCIAEIHEro B S5 pa3 3a cueT HHIHMOMpOBAaHUA
MeTa0oIM3Ma TaKpOJIMMYyca, IPOUCXO/AIIEro B KUIIEYHUKE ocpeacTBoM u3odepmenta CYP3A4.
3HAUUTENbHBIX M3MEHEHHH (PapMaKOKMHETUKU IMpernapaToB MpU MNPUMEHEHHWU TaKpoJuMyca
BHYTPUBEHHO He OTMedeHo. Ommcanbl ciaydan HeppoTOKCHYHOCTH. IlanneHToB, OAHOBpPEMEHHO
IPUHUMAIOIINX TaKpOJIMMYyC BHYTPb M (DIyKOHA30J, ciledyeT THlaTelabHO HaOmonars. Jlo3y
TaKpoJIUMyca CIEAYET KOPPEKTUPOBATh B 3aBUCUMOCTH OT CTETIEHU MOBBIILIEHHS €70 KOHLIEHTPAIUH
B KPOBH.

Teoghunnun: ipu OTHOBPEMEHHOM MIPUMEHEHUH ¢ (hIykoHa3o010M B o3¢ 200 Mr B Teuenue 14 gHei
CpeIHsisi CKOpPOCTh IJIa3MEHHOTO KiupeHca TeodumnHa cHuxkaerca Ha 18 %. Ilpu Haznauenun
(daykoHa30Ma MalnyeHTaM, MPUHUMAIONIMM TEO(UUIMH B BBICOKUX [103aX, WM MAllMeHTaM C
MOBBIIICHHBIM PHUCKOM Pa3BUTHSI TOKCHMYECKOTO JAECUCTBUA Teo(pWIUIMHA, cleAyeT HalmoAaTh 3a
MOSIBJICHUEM CHMIITOMOB TEPE03UPOBKH TeO(DUIUIMHA U, P HEOOXOJMMOCTH, CKOPPEKTUPOBATH
TEpanuio COOTBETCTBYIOLIUM O0OPa3oOM.
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mpermapaTamMu, KOTOpPBIE SBJISIFOTCS OJHOBPEMEHHO YMEPEHHBIMH WHTHOUTOpaMU H30(EepPMEHTOB
CYP3A4 u CYP2C19 (mampumep, iykoHaszomn). Bo3sMokHO, MOKET MOHATOOUTHCS KOPPEKIUS
1036l TopanuTUHUOA.

Tonsanman: HKcno3uisl ToiBantaHa 3HauuTenbHO yBenuuuBaeTcss (AUC Ha 200 %; Cmax Ha
80 %), mpu COBMECTHOM TMpUMEHeHWH TonBanTana, cyocrpata CYP3A4 wu ¢aykoHasona,
ymepenHoro uHruoutopa CYP3A4. Ilpu 5TOM CyIIECTBYeT PHUCK 3HAYUTEIBHOTO YBEIWYCHUS
YaCTOThl PAa3BUTHS HEXKEJATEIbHBIX SIBICHUH, B YaCTHOCTH, TAKMX KakK, IMOBBIINICHHBIA IUYypE3,
Jeruaparanus U ocTpas MmouyeyHasi HeIOCTaTOYHOCTh. [Ipyu OJTHOBpEMEHHOM NMPUMEHEHUU JaHHBIX
MpermapaToB CJIEAyeT YMEHBIIUTh J03y TOJIBAITaHA W BHUMATEIHLHO HAOIIOIATh 32 COCTOSTHHEM
MaIeHTa.

Ankanoudvl _Oapsunka: HECMOTpSs HAa  OTCYTCTBHE  II€JICHANPABJIECHHBIX  MCCIICAOBAHUH,
npeanoiaraeTcs, 4ro (IyKOHA30J MOXKET YBEIMYMBATh KOHIEHTPALMIO AlKaJoOWJOB OapBHHKA
(Hanpumep, BUHKpUCTHMHA M BHHOJACTHHA) B IUIa3ME€ KPOBU U, TaKUM OOpa3oM, HNPHUBOIUTH K
HEHPOTOKCUYHOCTH, YTO, BO3MOXKHO, MOKET OBITh CBsI3aHO C yrHeTeHueM usopepmenra CYP3A4.

Bumamun A: wmeercsi cooOiieHne 00 OJHOM Clydae pPa3BUTHUS HEXKENATEIbHBIX PEAKIUN CO
CTOpPOHBI lLeHTpanbHOM HepBHOM cuctembl (IIHC) B Buae mnceBAOOMyXoidu Mo3ra IMpH
OJTHOBPEMEHHOM TMPUMEHEHHUH IOJTHOCTHIO TPAHCPETUHOCBOW KHCIOTHI M (DIIyKOHA3071a, KOTOPHIC
WCYE3JIH TOcie OTMEHBI (piykoHa3ona. [IpiMeHeHre qTaHHOH KOMOMHAIIMK BO3MOKHO, HO CIICAYET
MTOMHUTBH O BO3MOKHOCTH BOSHUKHOBEHHUSI HEXKENATEIbHBIX peakiuii co ctoponsl [THC.

3u0do06youn: pyu OJHOBPEMEHHOM MPUMEHEHUHU C (DIYKOHA30JI0M OTMeYaeTCsl MOBBIIIEHUE Cpax U
AUC 3unoBynuna Ha 84 % u 74 % coorBercTBeHHO. [laHHBIN 3(ddeKkT, BEpOATHO, 00YyCIOBICH
CHIDKEHHEM MeTabojM3Ma IOCIEIHEro /0 €ro riaBHoro merabonurta. Jlo M mocie Tepamuu ¢
npuMeHeHneM ¢uykoHasona B no3e 200 mr/cyt B Teuenue 15 nueit 6ompHbiM CIIM/om u ARC
(xomrutekc, cBszanHblld co CIIM/loM) ycTaHoBieHo 3HauuTensHoe yBenuueHne AUC 3u10ByIMHA
(20 %). TlarmmenToOB, MOTYyYaAIOMIUX TaKyl0 KOMOWHAIIUIO, CIEAYET HAOMIOAaTh C LETbIO BBISBICHHS
HEeXKeNaTeNbHBIX Peakuil 3u0BYANHA.

Bopukonason (uneubumop usopepmenmos CYP2C9, CYP2C19 u CYP3A44): OoAHOBpEMEHHOE
IIPUMEHEHNE BOPHKOHA307a (BHYTpb 10 400 mr kakaele 12 yacoB B EpBbIN J€Hb, 3aTeM 110 200 mMr
Kaxble 12 yacoB B TeueHue 2,5 nHeil) u guiykoHazosa (BHyTpb 400 Mr B mepBblil IeHb, 3aTeM I10
200 mr B cyTKH B TeueHue 4 qHeil) mpuBoauT K yBeNU4eHUIO Chax 1 AUC BopukoHa3oina Ha 57 % u
79 % cOOTBETCTBEHHO. bBIIO MoKa3zaHo, YTO JaHHBIM 3 PeKT coxpaHseTcs MpU YMEHbIIEHUH J103bI
1 (WIM) YMEHbIIEHUH KPaTHOCTU MpHema Jrboro u3 mnpenaparoB. OJHOBpEMEHHOE MPUMEHEHHUE
BOpUKOHAa307a U (IyKOHa30Ja HE PEKOMEHJIyeTcsl. PexkoMeHayeTcs KOHTPOJIMPOBATH pa3BUTHE
CBSI3aHHBIX C BOPHKOHA30JIOM HE)XENaTeJIbHbIX peaklMi NpH Ha3HAaYeHUH BOPUKOHA30Ja TOCTe
¢dykoHazona.

HccnenoBanus B3auMOAEWUCTBUS TEpPOpalbHBIX (opM (QuiykoHa30ila MPH €ro OAHOBPEMEHHOM
npueMe ¢ MUIleH, TUMETHAMHOM, aHTallMIaMH, a TaKKe MOocje TOTAIBHOTO OOJIydeHHs Tena s
MOJITOTOBKHU K IEpecajke KOCTHOTO MO3ra MOoKa3ally, YTO 3TU (PAaKTOPhI HE OKa3bIBAIOT KIMHUYECKU
3HAYMMOTO BIIMSTHUS Ha BcachblBaHHUE (IIyKOHA30Ja.

[lepeuncnennble B3aUMOJIEUCTBUS YCTAHOBJIEHBI P MHOTOKPAaTHOM MPUMEHEHUH (PIIyKOHA3071a;
B3aMMOJICHICTBUSL C JICKQPCTBEHHBIMH CpPEICTBAMH B pe3ylbTaTe OJHOKPATHOTO IMpHeMa
(hyKoHa3071a HEU3BECTHBI.

Bpauam crnenyer yduThIBaTh, 4TO B3aUMOJACUCTBUE C JIPYTMMM JIEKAPCTBEHHBIMU CPEACTBAMU
CIELUAaIbHO HE U3y4allOCh, HO OHO BO3MOKHO.

4.6. ®epTHIBHOCTD, 0€PEeMEHHOCTD H JIAKTAIUSA

JKeHIIUHEI ¢ IETOPOAHBIM ITOTCHITHATIOM
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Jlo Hayana JICUEHHUS MAlUCHTKY CleayeT MpouH(Op VII/IDOBaTBHO' BOSMIONHEIY pH&aX' TUTST rmoﬂa'.
Ilocne OJTHOKPAaTHOTO  MpHEMa  PEKOMEHIYyeTCsl  OOeCHeuuTh  IEpUOJ]  BBIMBIBAHUS

MIPOJIOJDKUTEILHOCTBIO 1 Helemo (YTO COOTBETCTBYET 5—6 MepHoaM IOTyBBIBSICHHUS MperapaTa)
nepej 3a4atvem (cM. paszaen 5.2).

HpI/I boiee JJIUTEIBHBIX KypCaxX JICHCHHUA JKCHIIMHAM JACTOPOAHOIO BO3pacrta MOXKHO
PEKOMCHAOBATh MPUMCHCHHUEC KOHTPALCIITUBHLIX CPCACTB HA NPOTAKCHHUU BCCTO IIEpHUOAA JICUCHUA
" B TeucHue 1 HEACIIN ITOCIIC ITpUEMa HOCJ'IGI[H€I71 JO3BI.

bepemMeHHOCTD

HaGntonarenbHble MCCIEIOBAHUS CBUIETEIbCTBYIOT O IMOBBILIEHHOM PUCKE CaMOIPOM3BOJIEHOTO
NpepbIBaHUs OEPEMEHHOCTH Y KEHIIUH, MPUMEHSABIINX (PIyKOHA30Jl B TEUCHHE MEPBOTO M (MJIIH)
BTOPOrO0 TpHUMecCTpa OEpeMEHHOCTH, II0 CPAaBHEHUIO C JKEHIIMHAMM, HE MPUMEHSABLUIMMHU
(ITyKOHA301 WM MOTYyYaBIIUMH a30JIbHBIC MTPETapaThl ISl MECTHOTO IPUMEHEHHUS B TEUYCHHUE TOTO
Ke IIepuoja.

[Ipu aHamm3e MaHHBIX HECKOJIBKUX THICSY OCPEMECHHBIX JKCHIIMH, MPUMEHSIBIINX (DIIyKOHA307 B
KyMYJIATUBHOM 103e < 150 Mr B mepBoM TpuMeCTpe, He ObLIIO BBISBICHO YBEIHUEHUS OOIIETr0 pucKa
MMOPOKOB pa3BUTHUs IUI0OJA. B oaHOM KpymHOM HaOMI0JaTeTbHOM KOTOPTHOM HCCIIEIOBAHUU
npuMeHeHue (GIyKoHa30Ja BHYTPh B IEPBOM TpHUMECTpE OEPEeMEHHOCTH OBLJIO CBS3aHO C
HEOOJBIIMM TIOBBIIIEHUEM pPHCKA Pa3BUTHS TIOPOKOB OMOPHO-JIBHTaTEIILHOTO ammapara, 4To
COOTBETCTBYET IMpuMepHO | momnonHutensHOMY ciydato Ha 1000 sxeHIIMH, ToMy4aBIInX MpernapaT B
KyMYJISTUBHOM 1103€ < 450 Mr, 110 CPaBHEHUIO C )KEHIIIMHAMHU, TOJIYYaBIIMMH a30JbHbIC MPETmapaThl
JUIsI MECTHOTO NPUMEHEHMs, U NpUMEpPHO 4 JONOoJHUTENbHBIM ciy4dasM Ha 1000 >xeHuuH,
MOJy4yaBUIMX Tpenapar B KymyJsaTuBHOM jgo3e Oomee 450 wmr. CKOppeKTUpPOBAHHBIN
OTHOCUTENbHBIA puck coctaBui 1,29 (95 % CI or 1,05 mno 1,58) mnst mepopanbHOil (opmbl
¢dbaykonazona B no3e 150 mr u 1,98 (95 % CI ot 1,23 nmo 3,17) nnsa ¢uykoHaszona B jg03ax Oosee
450 mr.

Nmeromumecss a3nuaeMUOIOTHUYE€CKUE UCCIENOBAaHMS MOPOKOB Pa3BUTHS CepAua MNpH MPUMEHEHUH
biaykoHazona BO BpeMs OEpeMEHHOCTH JalOT MPOTUBOPEUYUBBIE pe3yibTaThl. OpHako B
MeTaaHanu3e S5 HaOMI0MaTeNbHBIX HCCIEIOBaHUN, OOBEAMHUBIIUX JIAHHBIE HECKOJBKUX THICSY
OepeMEHHBIX JKCHIIUH, NPUMEHSABIINX (IYKOHA30J B TEPBOM TPHUMECTpE, OBbLIO BBISBICHO
yYBEJIMUEHUE PHCKA pa3BUTHUS MOPOKOB cepauna B 1,8—2 pa3a Mo CpaBHEHUIO C >KCHIUHAMH, HE
NpPUMEHSIBIIUMUA  (IIyKOHA30J1 M (WJIM) TOJYYaBIIUMHU a30JbHBIC Mpenaparsl AJii MECTHOTO
MIPUMEHEHHS.

B oTtuerax 0 KIMHUYECKUX CIIy4asX OMKCAH XapAKTEP MOPOKOB PAa3BUTHUS Y MIAJECHLEB, YbH MaTEepU
nory4danu (IyKOHa30J1 BO BpeMs 0epeMeHHOCTH B BBICOKUX J03aX (400—800 mr B CyTKH) B TEUCHUE
3 mecsieB u Oosiee Ui JIEYCHUS] KOKITUAMOUAOMUKO3a. [lopoku pa3BuTHs, HaOIIOAaeMbIe Y ITHX
MJIaJIEHIIEB, BKJIIOYAIOT B cels Opaxuuedanuio, OUCIUIA3HIO YIIHBIX PAaKOBHMH, He3apalleHHe
MepeHero POAHUYKA, UCKPUBJICHHE OCAPEHHBIX KOCTEH W JIyderiedeBod cuHOCTO3. [IpuumHHO-
CJICJICTBEHHAs] CBSI3b MEXIy NpUMEHEHHEeM (IIyKOHa30jla W OTUMU BPOXKIACHHBIMH TIOPOKAMHU
pa3BUTHS HESACHA.

@IIyKOHA30JI B CTAaHJAPTHBIX J03aX M KOPOTKMMHM KypcamMH HE CleIyeT NPUMEHSATh BO BpeMs
O0epeMeHHOCTH 0€3 SIBHOM HEOOXOIMMOCTH.

@DiryKOHa30J1 B BHICOKUX J103aX U (WJIM) JUIUTEIBHBIMU KypCcaMU HE CJEyeT MPUMEHSTh BO BPEMs
0epeMEeHHOCTH, 3a UCKIIOUEHNEM MOTEHIIMAILHO OMACHBIX IS )KU3HU UH(EKITHA.

JlakTanms

®dnykoHa3051 00HAPYKUBAETCS B TPYTHOM MOJIOKE B KOHIICHTPALUAX, OJM3KUX K IJIa3MEHHBIM (CM.
paznmen 5.2.). Ilepron mosyBBIBEIEHUS Tperapata U3 TPYAHOTO MOJIOKA MPUOIM3UTEIBLHO PaBEH
Nepuoy TOoNyBbIBeACHUsT U3 TuasMbl — 30 wacoB. Ilpeamomaraemass mo3a ¢urykoHasodna,
norjon@aemMasl MJIaJeHIIeM (C y4eTOM TOro, YTO CpedHee KOJMWYECTBO IMOTPeOJIIEeMOro MOJIOKa
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KOHIIEHTpallueld Tmpemapata B TpyaHOM MoJoke, cocraBiuser 0,39 Mr/kr B J€HB, YTO
npuOm3uTeNnbHO paBHO 40 % pEKOMEHIOBAaHHOW HEOHATaIbHOW J03bI (IS ACTeH MIlajaie
2 venens) uiu 13 % pexoMeHA0BaHHOW MJIAJICHYECKOM /T03bI MPH JICUEHUN KaHJIU103a CIIU3UCTHIX.
Kopmiienue rpyapi0 MOXKHO MHPOJODKUTH IOCTE IMpHUeMa OJHOKPAaTHOM 1103kl (hIyKoHa3oja B
150 mr. He pexomeHayeTcst KOPMUTh IPY/IbIO0 TIOCIE MHOTOKPATHOTO MpUEeMa WIIM IIpUeMa BBICOKOM
no3bl QuykoHazona. [lpu mpuHsaTHM pemieHuss o HazHayeHUM npenapara DuroneBus Ha ¢oHe
TPYJHOTO BCKapMJIMBAHUS CJEIyeT MNPUHUMATh BO BHUMAHUE CIEAYIOIIHE (DAKTOPBI: TMOIB3Y
IPYJHOTO BCKAapMJIMBaHHUs JUIsl 3J0POBbS M Pa3BUTHS MIIAJICHLIA COBMECTHO C KIMHUYECKHUMH
MOKa3aHUsMU JJIs Ha3HaueHusi mnpenapara @OmoneBUs W BO3MOXHOCTh Pa3BUTHS JTFOOBIX
MOTEHIUATIBHBIX MOOOYHBIX 3()(PEeKTOB y MIaJCHIA WM BIUSHUE COMYTCTBYIOIIEH MAaTOJOIHU
MaTepu Ha 3/J0pOBbE MJIAJICHIIA.

4.7. Biusinue Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMH CpeacTBaMHM W padorarb ¢
MeXaHU3MaMH

[Tpu npuMeHeHun npenapaTa HEOOXOIUMO YUYUTHIBATH BO3MOKHOCTh Pa3BUTHSI TOJIOBOKPYIKEHHS U
CYIOpOT.

4.8. HexkesnaTesibHbIE peakmuu

TabnuuHOe pe3toMe HeKeNaTeIbHbIX PeaKInui

[TepenocumocTs npemnapara 0OBIYHO OYEHB XOPOIIIas.

HesxenarenbHble peakiuu KJIACCH(PHUIMPOBAIA 10 CHCTEMHO-OPTraHHBIM KJlacCaM M YacToTe ¢
WCTIOJIb30BAHUEM CIICIYIONIUX KaTerOpHii:

oueHsb vacto (>1/10);

gacto (>1/100, o <1/10);

Heyacto (>1/1 000, Ho <1/100);

penko (>1/10 000, o < 1/1 000);

oueHb peako (<1/10 000),

9YacTOTa HEM3BECTHA (HA OCHOBAHWHU MMEIOLIUXCS IAHHBIX OIICHUTh HEBO3MOIKHO).

B knmHH4YeCcKHX H MMOCTMAPKETUHI'OBBIX (OTMC‘-IeHLI *) HUCCICIOBAHUAX (I)J'IYKOHEBOJIa OTMCYaIN
CJICOAYIOIIUC MoOOYHEIE peaKkunu:

CucremHo-

. Yacro Heuacto Penko HeunsBecTHO
OpraHHbIi KJacce

JlelikoreHus1, BKIIOYast

\Hapywenus co N
HEUTPONEHUIO U

CMOPOHbL KposUu U

. arpaHyJoIHTO3,

umpamuueckoi
% TPOMOOIIMTOTICHUS,
cucmembl
aHeMUs

\Hapywenus co Amnadnnakcust (BKimovas
CIMOPOHbL UMMYHHOU AHTUOHEBPOTHUECKUI
cucmemuol * OTEK)

TloBermenne KOHIICHTpaIun

\Hapywenusa XOJIeCTepUHa U
Wmemaboruzma u TPULIIAIECPUIOB B ILIa3Me
numanus* KpOBH,
TUIIOKATHEMUS
\lcuxuueckue
becconnwuia

Hapywenus
\Hapywenus co TomoBokpy:xeHue*

Py . T'osoBHast 60116 *py ’ Tpemop
CMOopoHbL HepEHOU cyJaoporu*, n3MecHCHHE
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CucremHo- RN e :
o Yacro Heuacto TCARO TICN3BCCTHO
OpraHHbIii KIacce
cucmembl BKyca*, mapecre3us,
COHJINBOCTB
\Hapywenus co
cmopombl opeana
P P Beprturo
cryxa u
abupunma
VBenmnuenne uaTepBana QT
Ha OKT', mommmopdHas
\Hapywenus co JKEITYA0UKOBAsI TAXUKAP M
cmoponbl cepoya* TUTIA
«mpysT» (torsade de pointes)
(cM. paznen 4.4.)
Mereopusm
\Hapywenus co bosb B xkuBOTE, f ’
JICTIETICUST*, CYXOCTh
CIMOpOHbL J1cey00uHo-|  TUapesi, TOLUTHOTA, .
« CIIM3UCTON 00OJIOUKH
KuleyHo20 mpakma pBOTa
MIOJIOCTH PTA, 3aI0P
[ToBbiIEHHE
. I'emaToTOKCHIHOCTD, B
CBIBOPOTOYHOM
HEKOTOPBIX CIYYasiX C
AKTUBHOCTH
Xomectas (cM. pasmen JIeTaJbHBIM UCXO/I0M,
amMuHOTpaHchepas w
4.4.), xenryxa* (cM. HapyueHne QyHKIHH
\Hapywenus co (amarmHAMHEHOTpAHCD e
paznen 4.4.), nedeHu™ (cM. paznen 4.4.),
CMOpOHbL NeyeHU U epassl (AJIT) u "
MOBBILIICHHUE rematut® (cM. pazuen 4.4.),
DICenUesbl800AUUX acrapTaTaMHHOTpPaHC . "
N KOHLICHTPALHH renaToLeUIIIISIPHBIN HEKPO3
nymeti ¢epassr (ACT) (cm.
aszen 4.4.) ounpyOuHa (cMm. pazmen 4.4.),
p S (cMm. paznen 4.4.) remaToLEILTIIIPHOS
HIeJIOYHOMN
HOBPEXKICHUE
docdarassr (cMm.
(cm. paznen 4.4.)
pasnen 4.4.)
KoxHubli 3ya, DkchonuaTHBHBIEC TOPAXKESHUS
" JlexapcTBeHHast
KpaIuBHUIIA, KOXH™, BKITIOYasi CHHIPOM CBIIE C
TTOBBITIIEHHOE CruseHca-/[>KOHCOHA 1 .
\Hapywenus co . .| 203uHOGMINEH 1
Chirib (cM. MOTOOT/ICIICHNUE, TOKCHYCCKHH STHICPMATbHBINA o
CIMOpoHbL KOJICU U CUCTEMHOU
. paznen 4.4) JIEKapCTBCHHAS CBIIIb | HEeKponu3 (cM. pasaen 4.4), .
1OOKOJICHbIX MKAHel . ., . | CHMIITOMAaTHKON
(BKITIOHUAst CTOHKYIO | OCTpBIH TreHepaaIru30BaHHBIN (DRESS
JIEKAPCTBEHHYIO ChIIIb) | AK3aHTEMATO3HBIN IyCTYJIe3, cnHapoM)
(cM. paznen 4.4) OTEK JIMIIA, ajonerus™ P
\Hapywenus co
CIMOPOHBL MblUEUHO,
KocmHoll u Muanrus
coeOuHumenbHoul
mKkanu
CnabocTh, acTEeHU,
Obwue Hapywienus u
TIOBBILIEHHAs
peaxyuu 8 mecme
YTOMJIISIEMOCTb,
66e0eH s
JIMXO0paJIKa

IIpoune 0coObIe MOV

VY HEKOTOpPHIX MAlMEHTOB, OCOOEHHO CTPAJAIOUIMX CEPbE3HBIMH 3a00JIEBAHUSMH, TaKUMH Kak
CIIMJ wnu pak, npu JedyeHUH (QIyKOHA30JIOM U CXOAHBIMHU IpenapataMu HaOJIIOJaluCh
M3MEHEHMs MoKa3aTeneil KpoBU, GYHKIMHU OYeK U neyeHu (cM. pazzaen 4.4.), 0OJJHaKO KIMHUYECKOe
3HAYEHHUE ITUX U3MEHCHUM U UX CBA3b C JICYCHUEM HE YCTaHOBJICHBI.

COO6H.I€HI/IG 0 MOJ03PE€BACMBIX HEKEIATCIIbHBIX PCAKIIMAX

Baxuo

c0o00111aTh

(o)

IMoJ03pE€BACMBIX

HEXCIIaTCIbHbBIX

pC€aKkmugax  II0CJIC

perucTpanuu

JICKapCTBEHHOTO Tperapara C Lelblo 00ecreueHHs] HEMpPepbIBHOIO MOHUTOPHUHIA COOTHOLICHUS
«I0JIb3a — PHUCK» JIEKApCTBEHHOIO Ipenapata. MeAMLIMHCKUM pPaOOTHUKAM pPEKOMEH]YeTCs
coo0MIaTh O JIOOBIX MMOI03PEBAEMBIX HEKEIATENBHBIX PEAKIHMIX JEKApCTBEHHOTO IpenapaTa yepes
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S

COOOIIIEHUA O HeXenaT

e (OGHERCRGIERRHPCT 0 A0,

EBpa3uiickoro 5KOHOMHU4ECKOr0 COI03a.

Poccuiickas @enepanus

denepanbHas ciryk0a 1mo Haa30py B chepe 3ApaBOOXpaHeHUs

Anpec: 109012, r. MockBa, CnaBstHCKas 1U101aab, 1.4, cTp.1

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

On. mouta: pharm@roszdravnadzor.gov.ru; npr@roszdravnadzor.gov.ru
CaiiT B nH(pOPMAIIMOHHO-TEIEKOMMYHUKAMOHHON ceTn «MHTepHeT»:
https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka

CHUMIITOMBI

Nmerorcst cooOIeHuns o nmepeno3upoBke GIrykoHa3ola, U B OJTHOM ciiydae y 42-JIeTHEro MaiueHTa,
WHOUIIMPOBAHHOTO BUPYCOM HMMYHOJe(HIIUTA YellOBeKa, mocie mpuema 8200 mr mpenapara
MOABWJIMCH TaJUTFOOWMHALIMA U ITapaHOUAAJIbHOC ITOBCACHUC. HaHI/IeHT OBLI roClTAJIN3UpPOBaH, €ro
COCTOSIHUE HOPMAJIM30BaIOCh B TeUeHHUE 48 4acoB.

Jleuenue

B clIydac IMnepeao3supoOBKA a,[[eKBaTHBIfI 3(1)(1)6KT MOXECT AaTb CUMIITOMAaTHYCCKOC JICUCHHC (B TOM
YU CJIC TOAACPKUBAOIINEC MEPBI U ITPOMBIBAHHE )I(GJIYI[Ka).

@DryKOHA30J1 BHIBOAUTCSA B OCHOBHOM 4epe3 MOYKH, OITOMY (pOopcUpOBaHHBIN AUYype3, BEPOATHO,
MOKET YCKOpUTH BbIBeJeHUE Mpenaparta. CeaHc remoauanusa UIMTEIbHOCTBIO 3 yaca CHUXKAET
ypOBeHb (hIyKOHa30Ja B IIa3Me KpoBU puMepHo Ha 50 %.

5. DPAPMAKOJIOTHYECKUE CBOMCTBA
5.1. ®apmakoguHAMHYeCKHE CBOHCTBA

dapmakoTepareBTHIeCKas TpyIa: MPOTHBOTPUOKOBEIC TIPETaparhl JIsl CHCTEMHOTO TIPUMEHEHUS,
MIPOU3BOIHBIE TPHA30TIA.
Kox ATX: JO2ACO1

MexaHu3M AeHCTBUS U d)aDMaKOHI/IHaMI/I‘-ICCKI/IC Bd)d)CKTBI

@dIyKOHA30JI, TPHA30JIbHOE TPOTUBOTPHOKOBOE CPEACTBO, SBJISICTCS MOIIHBIM CEICKTHBHBIM
WHTHOUTOPOM CHHTE3a CTEPOJIOB B KIIETKE TPHUOOB.

@dyKOHA30JT TPOIEMOHCTPUPOBAT AKTUBHOCTD i1 Vitro W B KITMHHYECKNX UHPEKIMSIX B OTHOIICHHN
OoNBIIMHCTBA CleAyomMx Mukpoopranusmon: Candida albicans, Candida glabrata (mHOTHE
mTaMMbl YMEPEHHO 4yBCTBUTENbHBI), Candida parapsilosis, Candida tropicalis, Cryptococcus
neoformans.

bbuta mokazana akTUBHOCTH (DJIYKOHA30J1a in1 Vitro B OTHOLICHHWHU CIIEAYIOUIMX MHUKPOOPTaHHU3MOB,
OJTHAKO KJIMHHYECKOe 3HaueHue 3Toro HeusBectHO: Candida dubliniensis, Candida guilliermondlii,
Candida kefyr, Candida lusitaniae.

[Ipu npueme BHYTpPhH (IIyKOHA30JI MPOSIBISET AKTUBHOCTh HAa PA3JIMYHBIX MOEISAX TI'PUOKOBBIX

nHpekuuii y xuBoTHBIX. [IpoleMOHCTpHpOBaHa aKTUBHOCTD Mpernapara npu ONMOPTYHUCTUYECKUX

MHKO3aX, B TOM uuclie BbI3BaHHBIX Candida spp. (BKIIOYash TEHEPATU30BAHHBIM KaHAWIO03 Y

KUBOTHBIX C MOJABJICHHBIM UMMYHUTETOM), Cryptococcus neoformans (BKJtouasi BHyTpUUYepeEIHbIe

uHbexun), Microsporum spp. u Trychophyton spp. Y cTaHOBJIEHa TaK)Xe aKTUBHOCTh ()IIyKOHA30J1a

Ha MOJIEJISIX SHJAEMUYECKUX MUKO30B Y KHBOTHBIX, BKJIIOYas MHGEKUWHU, BbI3BaHHbIE Blastomyces
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dermatitides, Coccidioides immitis (BKIIOUas BHVTDqudé;II'HBTejzpl?}Li

capsulatum, Y ’ KUBOTHBIX C HOPMAJIbHBIM U IMOJaBJICHHBIM UMMYHUTCTOM.

@dnykoHa305 005lajaeT BBICOKOM CMEeUM(UYHOCTHIO B OTHOIIEHUU TPUOKOBBIX (EPMEHTOB,
3aBUCHMBIX OT IuToxpoMa P450. Tepanus ¢urykoHazosiom B 1o3e S0 Mr/cyT B mepuon o 28 qHeil He
BIIUSICT HAa KOHIEHTPALMIO TECTOCTEpPOHA B IUIa3M€ KPOBU Y MYKUMH MIM KOHIIEHTPAILMIO
CTEPOHJIOB Y KCHIIUH JAETOPOAHOTrO Bo3pacta. diykoHa3on B go3e 200—400 mr/cyT He oKa3bIBacT
KJIMHUYECKH 3HAYUMOTO BJIMSHHUS Ha YPOBHHU DHJOTEHHBIX CTEPOMIOB M HX PEaKIUI0 Ha
CTUMYJISIIUIO aipeHOKOPTUKOTpOrHOTr0 ropmona (AKTI') y 310pOBbIX My KUHUH-100pOBOJIBLIEB.

Mexanuzmol pazgumus pe3ucmenmHocmu K ¢h1yKoHa3omny

PesucTeHTHOCTH K (DIIYKOHA30dy MOXKET Pa3BUTHCS B CIEAYIOIUX CIy4yasX: KAaueCTBEHHOE WIIU
KOJINYECTBEHHOE M3MEHEHHE (epMEHTa, SBISIOIIEIOCS MUIIEHBIO Ul (IIyKoHa3oua (JIaHOCTEPUI
14-anbda-nemernnaspl), YMEHBIICHHE TOCTyNa K MUIICHH (DIyKOHA30J7a WM KOMOWMHAIMS STHX
MEXaHHU3MOB.

Toueunsie myTanuu B rene ERG11, koaupyromem ¢pepMeHT-MHIIIeHb, TPUBOAAT K BUAOU3MEHEHUIO
MHUILIEHU U CHWXEHUIO ap(UHHOCTHU K a3oiaM. YBeiauueHue skcnpeccun rena ERG11 npusBoaut
MPOAYKIUHU BBICOKMX KOHIEHTpAIMi (pepMEeHTa-MHIIICHH, YTO CO3AAeT MOTPEOHOCTh B YBEIHMYCHUU
KOHILIEHTpauuu (pIykoHa3olla BO BHYTPUKJICTOYHOHW KHMIKOCTH JUIS TIOJABJICHHS BCEX MOJIEKYJI
(dbepMeHTa B KIIETKE.

BTopoli 3HAuUMTENBbHBIA MEXAHM3M PE3UCTECHTHOCTH 3aKJIIOYAeTCs B AKTUBHOM BBIBEICHUU
¢diykoHa307a W3 BHYTPUKJIETOYHOTO TPOCTPAHCTBA MOCPEACTBOM aKTHBALMM JBYX THIIOB
TPAHCHOPTEPOB, YYaCTBYIOUIMX B aKTUBHOM BbIBelleHUM (3(duitoKce) mpenapaToB U3 IpuOKOBOM
KiIeTku. K TakuMm TpaHCmopTrepaM OTHOCHUTCS TJIaBHBIM ITOCPEIHMK, Konupyemsli reHamu MDR
(MHOXXECTBEHHOM JIEKAPCTBEHHOW ycToM4MBOCTH), U cymnepcemeictBo AT®d-cBs3piBaromen
KacceThl TpaHCHOpTepoB, koaupyemoe reHamu CDR (renamu pesucteHTHOCTH Tpubos Candida k
a30JI0BBIM aHTUMHKOTHKAM).

I'unepakcnpeccus reHa MDR mpuBoIuT K pe3UCTEHTHOCTH K (UIYKOHA30lly, B TO XK€ BpeMs
runepakcpeccus reHoB CDR MokeT NpuBOAUTH K PE3UCTEHTHOCTH K PA3JINYHBIM a30JIaM.

Pesucrentnocts k Candida glabrata o6pryHO omocpenoBaHa runepakcnpeccueit rena CDR, uto
MPUBOANUT K PE3UCTEHTHOCTH KO MHOTMM azojaMm. [ TeX MmTaMMOB, y KOTOPBIX MHUHHMMAalbHas
uHruoupyromas konuentpauus (MUK) onpenensercs kak npomexyTtouHass (16-32 wmkr/mo),
pEeKOMEeHAyeTCsS IPUMEHSATh MaKCUMalIbHbIE 035l (PIIyKOHa3011a.

Candida krusei cnenyer paccMaTpuBaThb KaK pE3UCTEHTHYIO K (GuIykoHazomy. MexaHusm
PE3UCTEHTHOCTH  CBSI3aH  CO  CHIDKEHHOH  YyBCTBHUTEIBHOCTHIO  (D€pPMEHTA-MUIIEHH K
MHTHOUPYIOIIEMY BO3JIEHCTBUIO (DIIyKOHA30a.

5.2. ®apmakoKMHeTHYECKHEe CBOMCTBA

dapMakoKkMHETHKA (DIIyKOHA30J1a CXO{HA IPU BHYTPUBEHHOM BBEJICHUH U IIPUEME BHYTPb.

AGcopOrms

[Tocne mpuema BHYTph (IyKOHA30JI XOPOIIIO BCACHIBAETCS, €r0 KOHIICHTPAIMH B IJIa3Me KPOBU (M
obmrast OmomocTynmHOCTh) mpeBbimaT 90 % OT TakoBBIX MPH BHYTPHUBEHHOM BBEIACHHH.
OnHOBpEeMEHHBIN MTPUEM MHUIIM HE BIUSET Ha BcachiBaHue (iykoHaszomna. KonmenTpanus B miasme
KPOBH IIPONOPLMOHANIbHA 03¢ U pocturaeT MakcumyMa (Cmax) depes 0,5-1,5 4 mocne mpuema
(bIykoHa30Ma HATOIIAK, a MEpHoJ MOoJyBbIBeNeHUs: cocTaBisgeT okoio 30 4. 90 % paBHOBecHOMU
KOHIIGHTPALlUU JIOCTUTAIOTCA K YETBEPTOMY WM ISATOMY [HIO TIOC]Ie Hauyajga Tepanuu (mpu
MHOTOKpPaTHOM [pueMe IMpemnapata OAMH pa3 B CyTKW). MakcuManbHas KOHIEHTpauus
(dIykoHa301a B CIIOHE TPH MPUEME KarcCyibl JTOCTHTaeTcs yepe3 4 vaca.
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Brenenue ymapuoit mo3el (B 1-i 1eHB), B 1Ba pasa npeBLIﬁQgﬁIgig% %leé%ol

JIeJ1aeT BO3MOXKHBIM JocTukeHue 90 % paBHOBECHOW KOHLEHTPALUU KO BTOPOMY JIHIO.

Pacnpenenenune

O0beM pacrmpeneneHust TpUOIMKaeTCs K 00IIEMy COJIEpKaHUIO BOJIbI B opranu3Me. CBs3bIBaHUE C
OenkaMu 11a3Mel KpoBu HU3Koe (11-12 %).

®ykoHa30J1 XOPOLIO MPOHUKAET BO BCE JKUAKOCTU opraHusMa. KonumenTpauuum durykoHasona B
CIIIOHE M MOKPOTE CXOJHBI C €r0 KOHLEHTPALUSIMHU B IUTa3Me KPOBHU. Y HAlMEHTOB C IPUOKOBBIM
MEHHHTUTOM KOHLEHTpanus (paykoHa3oja B CIIMHHOMO3TOBOW XHJKOCTU cocTaBiisieT okosno 80 %
OT €ro KOHIICHTPAIMH B IIa3Me KPOBH.

B poroBowm croe, anuaepMuce, 1epMe U HOTOBOM KUIKOCTHU TOCTUTAIOTCSl BBICOKME KOHLIEHTPALUH,
KOTOpBIE MPEBBIIIAIOT CHIBOPOTOUHBIE. DITYKOHA30JI HAKAIIJIMBAETCSI B poroBoM cioe. [lpu mpueme
B 1103¢ 50 MT OJMH pa3 B CYTKH KOHIICHTpaIms GykoHa3oJa yepe3 12 mHel cocraBisieT 73 MKI/T, a
yepe3 7 JHEH mocie MpeKpalieHus jJeueHuss — Tonbko 5,8 Mkr/r. [Ipu npumenenun B no3e 150 mr
OMVH pPa3 B HEAETIO KOHIEHTpaunus (IIyKoHa30jla B POTOBOM CJIO€ Ha 7-W JI€Hb COCTaBIIAET
23,4 MKT1/T, a uepe3 7 qHel nmocie npuema BTopoii 103sl — 7,1 Mkr/r. KonuenTpanus ¢iaykoHasona B
HOTTSIX TOCie 4-MecsTYHOTO IpUMeHeHus B 103¢ 150 Mr oquH pa3 B Hezemro coctaBiseT 4,05 MKT/T B
3I0pOBBIX U 1,8 MKI/T B MOpa)KEHHBIX HOTTIX; 4Yepe3 6 MecsIeB IOclie 3aBepIICHUs Tepanuu
(ITyKOHA30J1 MO-TIPEKHEMY OIPEACIAETCS B HOTTAX.

OIUMHHALUSA

[Ipenapat BEIBOAUTCS B OCHOBHOM Moukamu: mpumMepHo 80 % BBEACHHOM 1036l OOHAPYKUBAETCS B
MOYe B HEM3MEHEHHOM BHje. KimpeHc ¢urykoHa30ma MponopuuoHaleH KIMPEHCY KpeaTWHHHA.
[Mupkynupyromniie MeTaboInThl He 00HapyKeHBI. JTUTEeThHBII TepHO/] TOTYBBIBEICHHS U3 TIA3MBbI
KPOBH I103BOJISIET MPUHUMATh (ITyKOHA30J1 OJHOKPATHO NP BarMHAJILHOM KaHM/103€ U OJJH pa3 B
CYTKH{ WJIM OJIH Pa3 B HEAEIIO — IIPU APYTHX MOKA3aHUSAX.

DapMaKOKMHETHKA BO BpEMS JIAKTAIIUHN

B xoxme wccnenoBanus (papMakokuHETHKH ¢ ydactheM 10 >KCHITWH, BPEMEHHO WJIM TIOJHOCTBIO
MPEKPATUBIINX KOPMJIEHHE TPYbI0, OLIEHUBATIN KOHIEHTpAIuio (yKoHa307a B MJIa3Me€ KPOBU H
TPYJHOM MOJIOKe B TeueHue 48 yacoB mocie OJHOKpaTtHoro mnpuema 150 mr duykoHasona.
dnykoHazon Obul OOHApyXeH B TPYJHOM MOJIOKE B CpeJHEHl KOHIEHTpAallMd, COCTABIISAIOIICH
npuOIM3UTENBHHO 98 % OT KOHIIEHTpamK GIyKOHAa30J1a B IJ1a3Me KpoBu MaTepu. CpemaHsisi TUKOBast
KOHIIEHTpAllMs cocTaBisuia 2,61 Mr/i rmo uctedeHuu 52 yacoB Mocie MpreMa mpernapara.

Oco0BbIe TPYIIIHI IMAIMEHTOB

ﬂuua nooaicus10co sospacma

beio ycraHOBNIEHO, YTO MPU OJHOKPATHOM NpHMEHEHWHU (iykoHazona B o3¢ S0 Mr BHYTPh y
MOXKWIBIX MallMEHTOB B BO3pacTe 65 JeT W crapiie, HEKOTOpPbIE M3 KOTOPBIX OJIHOBPEMEHHO
MPUHUMAIU TUYPEeTUKH, Chrax JocTUTANAch uepe3 1,3 4 mocne npuemMa u cocraisuia 1,54 Mxr/mi,
cpennue 3HaueHuss AUC — 76,4+20,3 mxr*u/mmu, a cpelHUl Tepuoa TNoiyBbiBeneHUs — 46,2 4.
3HavueHUs ATUX (HapMAKOKHHETUUYECKUX IapaMEeTPOB BHIIIE, YeM Yy MOJIOABIX IAIMEHTOB, YTO,
BEPOSTHO, CBS3aHO C MOHIKEHHOM MOYeYHOU (YHKIMEH, XapaKTepHOH IS MOKHIOTO BO3pacTa.
OnHOBpEMEHHBIN MpUEM JUYPETUKOB HE BhI3bIBaM BhIpakKeHHOT0 N3MEHEHHUSI AUC 1 Cay.

Kmupenc kpeatnnuna (74 Mi1/MHH), TIPOLEHT (DIyKOHA30J1a, BEIBOJUMOIO MOYKAaMH B HEM3MEHHOM
Buge (0244, 22 %) u mnoueunnlt kiupeHc Gaykonazona (0,124 MiI/MUH/KT) y TOXUIBIX
NAIMEHTOB HUKE MO0 CPABHEHUIO C MOJIOIBIMHU.
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6. PAPMALIEBTUUECKHUE CBOMCTBA
6.1. IlepeueHb BcIoMoOraTe/ibHbIX BellleCTB

JlakT03BI MOHOTHIpAT

Kpaxman kyKkypy3Hblii

Maruus creapat

KpemHust nMoKcu1 KOJIIOUAHBII
Hatpus naypuicynbdar

CocraB KarncyJsl:

Turana quokcua

Kemarun

6.2. HecoBmecTUMOCTH

He npumenumo.

6.3. Cpok rogHocTu (CpoxK XpaHeHus1)

5 ner.

COOTBETCTEYET 3KCNEPTHOMY OTYETY
ot 11.02_2026 Kz 2460
(MOCNEOOQBATENEHOCTE 0001)

6.4. OcoOble MepbI NPENOCTOPOKHOCTH IIPH XPAHCHUH

XpaHuTh 1pH TemrnepaType He Boiie 25 °C.

6.5. Xapakrep u coaep;kaHue YIAKOBKH

ITo 1 xancyne B 6muctepe u3 [1B/[X/antomunueBoii ponbru.

Ilo1 6J'II/ICTepy BMCCTC C JIMCTKOM-BKJIAAbIIICM B ITAYKC KapTOHHOﬁ.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH NMPH YTHIU3AUMH HUCNOJIb30BAHHOIO JIEKAPCTBEHHOIO
npenapata WJIH OTXOI0B, IOJYYEHHBIX IIOcjde TPHMEHeHHsl Mpenapara, W Jpyrue

MAHUIYJISIHMHU C PEnapaToM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPALHIUOHHOI'O YAOCTOBEPEHUSA

Poccutickas ®@enepanus

O6mectBo ¢ orpannueHHOM 0TBeTCTBeHHOCTRIO «['EH ®dapma Pycy (OO0 «I'EH dapma Pycy)
121552, r. MockBa, BH.Tep.r. MyHUIMNaiabHbld Okpyr Kpbuiarckoe, mpoesn OcTpoBHOH, 1. &,

nomemr. 1H
Ten.: +7 495 902 72 79
OnekTpoHHas nmoura: office@genfarma.ru

7.1. IIpeacraBuTeJIb AepiKaTe/s PeruCTPALMOHHOIO YI10CTOBEPEeHHUs!

[IpeTen3un noTpeduteneit HaIPaBIIATH 11O aAPECY:

Poccutickas ®enepanus

O6mectBo ¢ orpannueHHO# oTBeTcTBeHHOCTHIO «['EH ®@apma Pycy (OO0 «I'EH dapma Pycy)
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COOTBETCTBYET SKCNEPTHOMY OTUYETY

~ 02 2026 Ne 2480
oT 11.02_ 2020 N 240U

121552, r. MockBa, BH.TE€p.I. MYHUIMIAIbHBIA OKPYT KDB%EQ}'C%QE%%&FB'& I%E]—J_Oﬁ::lﬁﬂl;l-lg,

noment. 1H
Ten.: +7 800 707 14 74
E-mail: safety@genfarma.ru

8. HOMEP (HOMEPA) PETUCTPAIMOHHOI'O YAOCTOBEPEHUA

9. KATEI'OPUSA OTITYCKA JIEKAPCTBEHHOTI' O ITPEITAPATA
JlexapcTBeHHBIH MpenapaT OTHOCUTCS K KaTEropuu OTIycKa 0e3 pelernTa.
OO0mas xapakTepucTHKa JIEKapCTBEHHOro rmnpenapata PnrofeBus AOCTyHmHA B €IUHOM peecTpe
3apETUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPeACTB EBpa3MiicKOro »KOHOMHYECKOTO COr03a M Ha

ouIMaTbHOM caiite YIOJHOMOYEHHOTO opraHa (9KCIIepTHOI OpraHHU3aI1H)
https://Ik.regmed.ru/EAEU_SmPC.
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