COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 16.03.2026 Nz 5240

OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOT O IPEAAPATA "

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

diykonazon Dnbda, 2 Mr/mil, pacTBOp IS HHDY3U.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBII COCTAB

JlelicTByroliee BeniecTBO: (PIryKoHa3oll.
Kasxpiit M1 pacTBOpa coaep kKUt 2 MT UIyKoHa30J1a.
Kaxnpiii pmaxon co 100 mut pactBopa s uady3uit cogepxut 200 mr haykoHasona.

BcnomorarensHbie BelecTBa, HAJIMYME KOTOPBIX HAI0 YYHUTHIBATH B COCTaBE JICKAPCTBEHHOT'O
npenapara: HaTpuii (cM. pazzaen 4.4).

ITonubrit IEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCIICCTB IIPHUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

PactBop st uny3uid.

[Ipo3paunblii pacTBOp OT OECLIBETHOTO /10 CBETIO-KEITOTO IIBETA.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHusl K NPUMEHEHHIO

DIyKOHa301d 9.]'[[:(1)8. IOKa3aH AJId JICYCHUSA CIACAYIOMNUX 3a00JIeBaHUI Y B3POCJIBIX !

KPUNITOKOKKOBOTO MEHUHTHUTA (CM. paznen 4.4);

KOKITUIMOUIOMUKO3a (CM. paznen 4.4);

WHBa3WBHOT'O KaHIU034;

KaHJIM103a CIIM3UCTBIX 000J0YEK, B TOM YHCIie opodhapHHTeaTbHOT0 KaH 11032, KaHau103a
MUTIEBO/IA, KaHHyPUU U XPOHUIECKOTO KaH/IU03a KOKHU U CITU3UCTHIX 000JIOUEK;

® XPOHHUYECKOTO0 aTpoPHUUECKOro KaHIWI03a POTOBON MOJOCTH (CBA3aHHOTO C HOIICHHEM
3yOHBIX MPOTE30B), KOTr/Aa COOMIOJEHHUS TUTHUEHBI TMOJIOCTH pTa WJIM MECTHOTO JICYCHHS
HEI0CTaTOYHO.

DIyKOHa301d 9.]'[[:(1)8. IIOKa3aH IJId HDOd)I/IJ'IaKTI/IKI/I CICAYIOMIHNX 3a00JIeBaHUM Y B3POCJIbIX:

® PEUUIUBOB KPUNTOKOKKOBOTO MEHUHTUTA Y MAIIUEHTOB C BBICOKUM PUCKOM PEIUIUBOB;

e peuuaIuBOB OpodapHHTeaTbHOTO KaHAWI03a W KaHaumosa numeBoga y BUY-
MH(UIMPOBAHHBIX MAIMEHTOB C BEICOKUM PHCKOM PEIUINBA;

o UId TPOPWIAKTUKA KAHAWAO3HBIX HMHPEKIHH Yy TMAUEeHTOB C MPOJODKUTEIBHON
HEUTpOTIeHNEH (TaKMX KaK TMAIMEHThl ¢ TeMo0JacTo3aMU, MPOXOJISIINE XUMHUOTEPAIHIO,
WM TAIMEHTHI, MPOXOIAIINE TPAHCIUIAHTAIIUIO TEMOMOITHYECKUX CTBOJIOBBIX KJIETOK (CM.
paznen 5.1)).

IIpumenenue npemnapara PaykoHaszon IDuabda JUisl JieYyeHUs JIOHOLIEHHBIX HOBOPOKICHHBIX,
MJIAJEHIIEB, JIETEH MOIKOJIBLHOIO M MIIAAIIErO IIKOJHHOIO BO3PACTa, a TAKXKe IOJPOCTKOB B
Bo3pacte ot 0 ;o 18 mer.
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KaH/AMA03a M KaHIHU03a IMHUIIEBOJa), MHBA3UBHOTO KaH/IWI03a, KPUITOKOKKOBOIO MEHHHTUTA U
npoUIAKTUKY KaHAUJO3HBIX HHPEKIHNHA y MAIEHTOB C 0CIa0JIeHHOW MMMYHHON CHCTEMOM.

®nykoHa3051 MOXHO NPUMEHSATh B KAa4eCTBE MMOJICPKUBAIOUICH Tepamuu I HpPeO0TBPAICHUS
pernuaMBa KpUITOKOKKOBOTO MEHUHIUTA Y JIETEH ¢ BBICOKUM PUCKOM peuuauBa (cM. paszaen 4.4).

Tepanuio MOXHO HaUYMHATH JIO TOTO, KaK CTAaHYT U3BECTHHI PE3yJbTaThl KYJIbTYpPaIbHOI'O METOAA U
ApYrux J1a00paTOpHBIX METOJOB HccienoBaHuil. OIHAKO MOCIe TOro, KaK 3TH Pe3yJbTaThl CTaHyT
W3BECTHBI, CJIEAYET BHECTH COOTBETCTBYIOIIYIO KOPPEKIIMIO B MPOTUBOIPUOKOBYIO TEPAIHIO.

CJ'IGI[yeT INpUHUMAaTb BO BHUMAHUC Oq)HHHaJILHLIe PYKOBOACTBA IO HAMJICKAIICMY HNPHUMCHCHUIO

MIPOTUBOTPUOKOBBIX MPENapaToB.

4.2. Pe:xuM 103MPOBaHUS U CIOCO0 MPUMeEHEeHHUs!

PexxuM mo3upoBaHus

Jloza (ykoHa3oma 3aBUCHT OT XapakTepa M TshHKecTH TpuOKoBoil mHpekumu. Ilpyn mHEKmsX,
TpeOyOLUMX MOBTOPHOTO MpUEMa NMPOTUBOTPUOKOBOIO Ipernapara, JI€UeHHUe CleqyeT IpoaoJKaTh
710 MICUE3HOBEHHUS KIMHUYECKUX HITH JTAOOPAaTOPHBIX MPU3HAKOB aKTHBHOM IPUOKOBON MH(EKIIHH.

HenocraTrounast 1IMTEIbHOCTD JICUEHUS MOXKET IIPUBCECTU K pCHUIUBY I‘pH6KOBOfI I/IH(beKI_II/II/I.

B3pocible nmanueHTsl

Ipoxo/KUTEJbHOCTH
IHoka3zanus Pexxum 1o3upoBanus
JIeYeHus!
Kpunrokokko3 | —Jleuenue Hacspimaromas no3za: Kak npaBuio, no kpaitHei
KPHIITOKOKKOBOT'O 400 Mr B 1-¢ cyTKH. mepe, 6 — 8 Henels.
MCHHUHIUTA TomiepKuBarowast B cimywasx = seueHus
noza: 200 — 400 wr | YrPOKaromKux KU3HU
OJIH Pa3 B CYTKH MH(EKIHIi CyTOUHYIO JI03Y
MOXHO yBenuuyuTh 10 800
MT.
— IlopnepxuBatomast | 200 Mr oguH pa3 B | B TE€YEHUe
Tepanust JUist CYTKH HEOIpeIeIEHHOT0 TIepro/ia
npoUIaKTUKH BpeMeHu B j03e 200 mr B
pEeLUINBOB CYTKH.
KPUIITOKOKKOBOTO
MEHUHTHUTA y
MAILMEHTOB C
BBICOKHM PUCKOM
pa3BUTHUS PELIUANBOB

KoxkuuauonioMukos

200 — 400 mr omuH pa3 B
CYTKHU

11 - 24 wmecsma wiM
0oJbIle, B 3aBUCUMOCTH OT
oTBeTa ImamuenTta. Jus
JIeYeHUsT HEKOTOPBIX (hopm
nH(peKuuii, B 0COOEHHOCTH
P TOPAKEHUU MO3TOBBIX
000704Y€K, MOXKET OBITh
11eJIECO00Pa3HBIM
MpPUMEHEHHE Tperapara B
no3e 800 Mr B CyTKH.
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IHokazanus
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Pesxxum TO3HPOBaAHTH

JICYCHU A

HNuBa3uBHBIA KaHIAWI03

Hacernmaromast Jno3a:
800 mr B 1-e CyTKH.

[TonnepxuBaromas
no3a: 400 mr oauH pas B
CYTKH.

B unemom pexomennyemas
MIPOJIOJKUTEILHOCTD
Tepanuu KaHIUACMHUU — 2
HEJCNW TIOCIe  IIEPBOTO
OTPUIATEILHOTO
pe3ylibTaTa IOCeBa KPOBH
u HCUYC3HOBEHMS
MPU3HAKOB W CHMIITOMOB
KaHUICMHH.

Jleuenue — Opodapunre- Hacermaromas nmoza: |/ — 21  npmewp  (mo
KaHIu103a anpHbld Kanaugo3 | 200 — 400 mMr B 1-e | mocTHXKeHUS peMuccuun
CJIM3HCTBIX CYTKH. opodaprHTeaTbHOTO
000J104eK HoanepxuBaromas KaHJIUJ034).
mo3a: 100 — 200 wmr | VY HDamueHTOB C TSKEIBIM
OJIMH Pa3 B CYTKHU. HapyIICHHEM byHKIIUN
UMMYHHOH CHCTEMBI
MOXKHO TPOBOJHUTH OoJee
JUINTENLHOE JIEUEHHE.
— Kanmnnos Hacreimaromas no3a: |14 — 30 gmerr (mo
MUIIEBOAA 200 — 400 mr B 1-e | mOCTHXCHHS peMuccun
CYTKH. KaH/I11032a MHIIEBOIA).
[TogneprxuBarorias V HanueHToB ¢ TSKEIBIM
noza: 100 — 200 wr | HapyuIeHHEM byHKIMN
OJIMH Pa3 B CYTKHU. UMMYHHOH CHCTEMBI
MOYKHO TPOBOJHUTH OoJee
JUTATEIILHOE JICUCHHUE.
— Kangunypus 200 — 400 mr oz pa3 B | 7 — 21 meHb. Y MalMeHTOB
CYTKH C TSOKEIBIM HapyIIeHUEM
byHKIIUU MMMYHHOU
CUCTEMBI MOYKHO
MIPOBOJIUTH Oonee
JUTATENILHOE JICUCHHUE.
— XpOHUYECKUI 50 mMr onuH pa3 B cyTku | 14 nHei.
aTpoduuecKuii
KaH1103
— XpoHuueckuit 50 — 100 mr omuH pa3 B | o 28 JTHEH. B
KaHIUA03 KOXKU U | CYTKH 3aBUCUMOCTH OT TSDKECTH
CIU3HUCTBIX JIeYeHUsT WHQCKIUU WIIH
000J109eK COITYTCTBYIOIIETO
HapyLICHUS VMMYHHOH
CUCTeMBl ¥  WHQEKIUU
MOYKHO HCIIOJIb30BaTh
Ooiee JUTATEIIbHBIC
TIEPHOIBI TEPAITHH.
IMpodunakTuka — Opodapwunre- 100 — 200 mr oquH paz B | B TCUCHHE
peunuBoB albHBIN KaHauA03 | cyTku wiu 200 Mr 3 | HeompeAeJIeHHOro nepuoaa
KaH/JAH/103a pasa B HEJIeIo BPEMCHH Yy TAIlUCHTOB C




COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 16.03.2026 N= 5240
O Ay A b agers
IToka3zanus Pesxxum TO3HPOBaAHTH
JIeYeHHU s
CIM3UCTHIX XPOHUYECKHM CHW)XKCHHUEM
o0os0ouexk 'y BUY- MMMYHUTETA.
HHOHIMPOBAHHBIX | _ Kannunos 100 — 200 mr omuH pa3 B | B TEYEHHE
NaIMEHTOB ¢ | mumeBoaa cyrku wiau 200 Mr 3 | HeompeaeaeHHOTrO Meproa
BBICOKHM  PHCKOM pasa B HEJIEIIIO. BPEMEHH Y TAIMEHTOB C
Pa3BUTHS XPOHHYCCKUM CHIDKCHUEM
PEIUUANBOB UMMYHHTETA.
IMpoduaakTuka KaHIUI03HBIX 200 — 400 mr onuH pa3 B | Jleuenue cienyer
uHerunin CYTKH HaYyMHATh 3a HECKOJBbKO
THEH 10  OXKUAAeMOro
pa3BUTUS HEUTPOICHUU U
NpOJOIDKATh B TeUeHHE 7
JOHEW TIIociIe TOro, Kak
YHCIIO0 HerTpoduIoB
npeBbicuT 1000 B MM”.

QOco0ble rpynibl MNalueHTOB

ﬂuua nooJKcus1020 eo3pacma

Jlo3y mpenapara cieayeT CKOPPEeKTHPOBATh, HCXOs U3 COCTOSHUS (YHKIUHU TOYEK (CM. TOApa3aesn
«[TanmeHTsl ¢ HapylIeHHeM QYHKIIUU TTOYEKY).

HauueHmbz C NOYEYHOU HeOOCMAamo4HOCHbIO

@dnykoHazon Onbda BBIBOAUTCS MPEHUMYIIECTBEHHO C MOYOi B BHJI€ HEM3MEHEHHOI'O aKTHBHOTO
BemiecTBa. [Ipu ogHOKpaTHOM IMpueMe mpemnapara KOPpEeKIUU 03kl He TpeOyeTcs. Y MalueHTOB
(Bxirouasi Jered) ¢ HapylieHueM (QYHKIMH TI0YeK MpH HEOOXOIUMOCTH MHOTOKPATHOTO
npuMeHeHust (prykoHaszosa, HauvajgbHas Jo03a JOJDKHA cocTaBisath or 50 mr mo 400 wmr, B
3aBHCHMOCTH OT PEKOMEHAYEMOM CyTOYHOM J03bI M0 JaHHOMY MokazaHuto. [locie yero cyrounas
7103 Tpenapara onpeaessercs (B 3aBUCHMOCTH OT ITOKa3aHHi) B COOTBETCTBUU C HIDKE CIICIYIOIICH
TabIuIen:

Kanpenc kpearnnnna (MJ1/MuH) IIpoueHT OT pekoMeHayeMOM 103bI

> 50 100 %

< 50 (6e3 remouanusa) 50 %

I'emoananus 100 % rmocie Ka)k10ro ceanca reMoanann3a

[TaruenTam, HaXOASIIMMCS HAa TeMOAHMANIN3€e, HEOOXOAUMO TOCIe KaXI0Tro ceanca npuHumats 100
% pexoMeHyeMoi 103kl mpenapara. B gHU CBOOOJIHBIE OT TeMOJUaIW3a MalMeHTaM CIeAyeT
MPUHUMATh MEHBIIYIO 103y MpenapaTa, 3aBUCSIIYI0 OT BETUYUHBI KIIMPEHCAa KpeaTHHUHA.

Hauueﬁmbz C NeYeHOYHOU HedOCMAmoOYHOCbIO

ITockonbky MH(pOpPMAIUK O NPUMEHEHHIO (IIYKOHA30/1a y MAlMEHTOB ¢ HapylIeHHeM (QYHKLIUU
MEYCHN HEAOCTATOYHO, CIEAYeT C OCTOPOKHOCTHIO MPUMEHSTH (IIYKOHA30JI Y 3TOH KaTeropuu
naueHToB (cM. pasaeinsl 4.4 u 4.8).

CTHU

V mamueHToB J€TCKOTO BO3pacTa HC CICAYCT NPCBLIIIAThE MAKCUMAJIbHYIO O3y 400 MF/CYT.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

3aBUCUT OT KIMHHMYECKOro 3(pdeKra u pe3ynbTaToB MUKOJIOTMYECKUX HccienoBaHuil. diykoHa30m
Onbda MPUMEHSIOT eKETHEBHO | pa3 B CYTKH.

Wudopmanus kacaTelbHO JETeH ¢ HapylieHHeM (QYHKIMU IOYEK IPHBEICHA B TOApa3Jelie
«llayuenmol ¢ napywenuem ynxyuu nodex». VlccnenoBanus papMakoKMHETHKH (IIyKOHA30/1a Y
JIeTedl ¢ TIOYeYHOW HEJOCTAaTOYHOCTBIO HE MPOBOAWINCH (MHGOPMALMIO B  OTHOUICHUU
JIOHOIICHHBIX HOBOPOXKICHHBIX, Y KOTOPBIX YacTO OOHApPYKMBAETCS MPEKIEC BCETO HE3PEIOCTh
MOYEK, CM. HIKE).

Mnaodenywvi, demu 0OWKOIbHO20 U MIAOUE20 WKOAbHO20 803pacma (om 28 OHeli om podcoeHus 00
11 nem)

IToxa3zanmue Pesxxum no3upoBanusi PexoMenpanuu
- Kannnnos cmu3ucThiX | Haceimaromass  go3a: 6 | [l Gosee OBICTPOTO JAOCTHIKEHUS
000J1049eK MT/KT. paBHOBECHOMU KOHIICHTPALIUH

[MognepxwuBatormas  103a:
3 MI/KT OJUH pa3 B CYTKH

mpernapara B IEpPBbIH JEHb MOXHO
IPUMEHSATH HACBIIAOLIYIO 103y

— VHBa3uBHBIN KaHINU]103 Hoza: 6 — 12 mr/kr omuH | B 3aBHCHMMOCTH ~ OT  TSDKECTH
— KpUNTOKOKKOBBINf MEHUHTUT | pa3 B CYTKH 3a00s1eBaHUS
— TlognepxxuBaromas Tepanus | Jlo3za: 6 Mr/kr onuH pa3 B | B 3aBHCUMOCTH  OT  TSXKECTH

B LETSX pOQUITAKTUKA 3a00J1eBaHUA
PELHMIUBOB  KPHIITOKOKKOBOTO
MEHUHTHTA Y JIETCH C BBICOKUM

PUCKOM Pa3BUTHUA PCHUANBOB

CyTKHU

Hoza: 3 — 12 Mr/kr oauH
pa3 B CyTKH

— [IpodunakTuka KaHOUOO3HbIX
MHPEKIM y TalueHTOB C
0CJTabJICHHBIM HIMMYHUTETOM

B 3aBucHMOCTH OT BBIPQXKEHHOCTH U
MPOJIOJKUTETEHOCTH
WHAYIUPOBAHHON HEUTPOIIEHUH (CM.
PEKOMEHIalluk 10 JIO3UPOBAHUIO B
pazzaene «B3pocibie TarueHTh»)

Iloopocmxu (6 éo3pacme om 12 do 18 nem)

B 3aBucHMOCTH OT Macchl T€la U CTaJuU MOJIOBOTO Pa3BUTHUS Bpauy ClieyeT OLEHUTh, Kakas /1032
(U1t B3pOCHBIX WJIM AJIs JIeTeil) siBisieTcs HauOosiee moaxojsiied s nmanueHTta. KinuHuueckue
JTaHHBIE CBUJIETEIILCTBYIOT O TOM, YTO y JeTed KIHMpeHC (hIyKOHA30J1a BBILIE IO CPABHEHUIO C
B3pocabiMu. [Ipumenenue o3 100, 200 u 400 mr y B3pocislx u 103 3, 6 u 12 MI/kr y nerei
MIPUBOJUT K JOCTUKEHUIO COITOCTABUMOM CUCTEMHOM HKCIIO3UIIHH.

Jonowennvie Hogopoicoennvie (om () 0o 27 Oweii)

BoiBenenne (aykoHazona y HOBOPOXKIEHHBIX MPOUCXOAUT MenjeHHO. (dDapMakOKMHETHYECKUX
JAHHBIX 110 JI03UPOBKE JJIs1 TOHOIIEHHBIX HOBOPOXKJIEHHBIX OU€Hb Mo (CM. pazzen 5.2).

Bo3spacrHas rpynna Pesxkum no3upoBaHus Pexomenpanun

HOHOI_HGHHBIC HOBOPOXKIACHHBIC
(ot 0 no 14 guei)

Kaxnapie 72 yaca mpuMeHsieTcst
Ta e J103a B MI/KT, 4TO U JJIs

He cieayer MPEBBIIIATH
MaKCUMAaJIbHYIO 103y, KOTOpas

MJaJICHIIEB, nerelt | cocraBiageT 12 MI/KT KaKIble
JIOIIKOJBLHOIO M MIKOJLHOIO | 72 Jaca
BO3pacTa

JloHoleHHbIE HOBOpOXIeHHbIe | Kaxabie 48 gacoB | He CIeAyeT MPEBBILIATH

(ot 15 mo 27 nueit)

MPUMEHSCTCS Ta JK€ J03a B
MI/KI, 4TO M IJI1 MIaJ€HIIEB,
nereun JOIIKOJILHOT'O Hu
HIKOJIBHOTO BO3pacTa

MaKCUMaJbHYIO 103y, KOTOpas
cocTaBisieT 12 MI/KT KaxIble
48 gacoB
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(MOCNEQOBATENEHOCTE 0003)

Cnoco0 mpuMeHeHus

MY OTUETY

@dyKoHa30J1 MOKET Ha3HAYAThCA BHYTPH (KaICyJibl, MOPOLIOK ISl MPUTOTOBJICHUS CYCIIEH3UU IS
npreMa BHYTPb U CUPOIT) WJIM BHYTPHUBEHHO (PacTBOp Ui HH(Y3HIT); CIOCO0 TPUMEHEHUS 3aBUCUT
OT KJIMHHUYECKOrO0 COCTOSHMS mauueHta. lIpu mnepexone ¢ BHYTPUBEHHOIO BBEIECHMS Ha
MEPOPABHBIN MTPUEM HIIK HA000pOT HEe TPeOyeTCcss MEHATh CYTOUYHYIO /103y Iperapara.

B 3aBucuMocTH OT BO3pacTa, Macchl Tella W JO3WPOBaHUS Bpady ClIeAyeT Ha3HAuYUTh HauOoee
MOJIXOSIIYIO JIEKapCTBEHHYIO GpopMy U 703y mpemnapara. [IpenapaTt B ¢popme Kancyn He IPUTOAEH
JUIS IPUMEHEHHSI Y HOBOPOX/ICHHBIX M MaJIeHBKUX JieTeid. CyIIEeCTBYIOT JKUIKHE JIEKaPCTBEHHBIC
dbopMbI (prrykoHa3o0na ISl IpUeMa BHYTPb, KOTOPBIE MOAXOMST IS JAHHON BO3PACTHOW TPYIIITHI
MAIMCHTOB.

CkopocTh BHYTpUBEHHOM HH(]Y3UHU TIpernapaTa He JOKHA peBbiarh 10 Mi/MuH.

WNHucTpyKuuuy o pa3BeeHUIo JIEKapCTBEHHOT O Mpenapara nepej BBeACHUEM CM. B rojpasaede 6.6.
4.3. IlpoTuBoONOKa3aHUS

® TUIEPUYYBCTBUTEIHHOCTh K (PIYKOHA30JTy, a30JIbHBIM BEIIECTBAM CO CXOIHOH (pirykoHa3o0my
CTPYKTYPOU HITU K JTFOOOMY M3 BCIIOMOTATEIIbHBIX BEIIECTB, IEPEUUCICHHBIX B pasnene 6.1;

® OJHOBPEMCHHOE TMPHUMEHEHHE TepPeHaTMHA BO BPEMs MHOTOKPAaTHOTO MPUMCEHCHHS
dykonazona B go3e 400 mr B cyTku u Ooinee (cM. pazaensl 4.4. u 4.5);

® OJHOBPEMEHHOE MPUMEHEHHUE JEKAPCTBEHHBIX MPENapaToB, yBeanuuBatommx natepsan QT
U MeTtabonusupyromuxcs ¢ nomoisio mopepmenta CYP3A4 nuroxpoma P430, Takux kak
U3aTPU, aCTEMHU30J1, 3PUTPOMUIIMH, TUMO3U] U XUHUIUH (CM. pa3zaensl 4.4 u 4.5).

4.4. OcoOble yKka3aHMsl M1 Mepbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

[TeuenouHast HEOCTATOYHOCTD, MOSBIICHUE CHINTA HA OHE MPUMEHEHHS (DITyKOHA301a Y MallMeHTOB
C TIOBEpXHOCTHOM rpuOKoBOM MH(peKunel M UHBA3UBHBIMU/CUCTEMHBIMH T'PUOKOBBIMHU
MH(pEKIUSIMHI, OJHOBPEMEHHBIN mpueM TepdeHaauHa u (uaykoHazona B no3ze MeHee 400 mr/cyr,
MOTEHIMAJILHO MTPOAPUTMOT€HHBIE COCTOSIHUS Y MAIUEHTOB ¢ MHOKECTBEHHBIMU (DAKTOpPaMHU pHCKa
(opranuueckue 3a00yeBaHMA CEepAlla, HAPYIICHHS OSICKTPOJIUTHOrO OanaHca, OIHOBPEMEHHBIN
IIPUEM JIEKaPCTBEHHBIX CPEJICTB, BBI3bIBAIOLINX apUTMHH), 0EPEMEHHOCTb.

Oco0ble YKa3aHusg

ﬂepMamoqbumuﬂ B0JI0CUCOL YACMU KOJCU 20/106b1

[lo nmaHHBIM WUCCNENOBaHMS 1O TpPUMEHEHUI0 (IyKoHA30Ma JUIsl JIeYEHUs JAepMaToQUTUH
BOJIOCUCTOM YaCTH KOXXM TOJIOBBI y JeTedl 3(h(EeKTHBHOCTh TOCIEIHEr0 He MpeBbIIana
s dexTuBHOCTE TpHu3eodylbBUHA, a OOIMN ToKa3zarelb S(PPEKTUBHOCTH JIEYCHHUS COCTABHUII
<20 %. Iloatomy @nykonazon Dnbda He cleayeT MNPUMEHSATh A JIeUeHUs AepMatoGuTuu
BOJIOCUCTOM YaCTH KOKH T'OJIOBBI.

Kpunmokokkos

JlokazarenbcTB 3 PexTuBHOCTH (IyKOHA30JIa B JICUEHWH KPUNTOKOKKO3a JIPYTHUX JIOKATU3aIUNA
(HampuMmep, JIETOYHOTO KPHUMNTOKOKKO3a W KPUIITOKOKKO3a KOKH) HEAOCTAaTOYHO, TOITOMY
PEKOMEHIalU 110 JO3UPOBAHMIO IS JICUCHUS TAaKUX 3a00JIeBaHUI HET.

I 1ybokue snoemuunble MUKO3bl

JokazaTtenbeTB 3¢ hekTUBHOCTH (IyKOHA301a JUIsl JIEYeHUs IPYruX (OpM 3HAEMUYHBIX MUKO30B,
TaKUX Kak MapaKkOKIMIUOUIOMHUKO3, KOXXHO-TUM(PATUYECKHH CIOPOTPUX03 M TUCTOILIA3MO3
HE/I0CTaTOYHO, I0ATOMY PEKOMEHIAIHI 110 JO3UPOBAHUIO JJIS JICUEHUS TaKUX 3a00JI€BaHUN HET.
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Tlouxku

MY OTYETY

VY manueHToB ¢ HapymieHHeM (YHKIUH MOYEK CICIYeT C OCTOPOKHOCTHIO MPUMEHSTH Mpernapar
dnykonazon Dnbda (cm. pazaen 4.2).

Heoocmamounocmsb HAONOYEUHUKOE

VY CTaHOBIIEHO, YTO KETOKOHA30JI BBI3BIBACT HAAMOYEYHHKOBYIO HEIOCTAaTOYHOCTb, YTO TaKXKe B
PEIKUX CITydasX MOKET ObITh MPUMEHUMO U K (urykoHazosry. HaamoueyHnKoBasi HETOCTaTOYHOCTD
CBSI3aHA C COIIYTCTBYIOILIUM JIEYEHUEM IIPEAHU30HOM (CM. paznen 4.5).

I'enamobunuapmnas cucmema

[TaruenTam ¢ HapymieHHeM (YHKIUU TIEYCHU CIEAYET C OCTOPOKHOCTBIO MPUMEHSTH Mpernapar
drykoHazon Dmbda.

B penkux ciydasx npumMeHeHHE (IIYKOHA30JIa CONMPOBOXKIAIOCh TOKCHYECKUMHU HW3MEHEHUSIMHU
MEYeHHU, B TOM YHUCIIE C JIETAJIbHBIM HCXOJIOM, TJaBHBIM 00pa3oM, y HAIMEHTOB C CEPhE3HBIMU
COIYTCTBYIOIIMMHU 3a0oyieBaHUSIMH. B ciydae remaroToKcHYeckux d((EKTOB, CBSI3aHHBIX C
npuMeHeHneM (JIyKOHA30J1a, HE OTMEUEHO WX SBHOW 3aBUCHMOCTH OT OOIIEHl CyTOYHOW J03bI
npenapara, JJIUTEIbHOCTH Tepalluy, I0Jla U BO3pacTa NalUeHTa. | enaToTOKCHYecKoe JIeHCTBUE
npemnapaTta 0ObIYHO OBLIIO 00OpPATUMBIM; IPU3HAKYU €T0 HCUe3alH IMOCIe MPEKPaIleHUs] Tepanuu.

HeobOxommMo HaOIIOAATh 32 COCTOSTHUEM TAIUEHTOB, Y KOTOPBIX BO BpeMs JIeueHUs (TyKOHA30JI0M
HapyLIalOTCs MOoKa3aTenu (PYHKIUU MEYEeHU, C LENbI0 BBISIBICHUS MPHU3HAKOB 00Jiee CEphe3HOro
MOPAKCHUSI TICUCHHU.

[TanenToB cienyer nNpouH(OPMUPOBATH O CUMITOMAax, KOTOPblE MOTYT CBHJETEIBCTBOBATH O
CEpbE3HOM MOPAXKEHUH MEUEHH (BbIpa)KEHHAs Ci1a00CTh, AaHOPEKCHsI, TIOCTOSIHHAS TOLIHOTA, PBOTA U
xenTyxa). Ilpn BOBHUKHOBEHMH YyKa3aHHBIX BBILIE CUMIITOMOB CJIEYeT HEMEJUIEHHO NPEKpPaTUTh
npuMeHeHHe (ITYKOHA30J1a U IPOKOHCYIBTHPOBATHCS C BPAUOM.

Cepoeuno-cocyoucmas cucmema

IIpueM HEKOTOpPBIX a30JI0B, B TOM 4HuClI€ U (IYyKOHA30Ja, ACCOLUUPOBAICA C YAIUHEHHUEM
nntepBana QT Ha anekTpokapanorpamme. OIyKoHa30J MOXKET BbI3BaTh YIUIMHEHNE nHTEpBana QT
MIOCPEJCTBOM MHTMOMpPOBAHUS TOKa KAaJUEBBIX KaHaJOB BHYyTpeHHero BbinpsimiieHus (Ikr).
VYnnunenne untepBana QT, BeI3BaHHOE APYrUMH JIEKapCTBEHHBIMM IpenapaTamMu (TaKUMHU Kak
aMHOJIapOoH), MOKET ObITh ycusieHo nHruouposanueM nzopepmenta CYP3A4 nuroxpoma P450. B
MEPUOJT TOCTPETUCTPALIMOHHOTO HAOIOCHUs Y AIIMEHTOB, MPUMEHSBIINX IpenapaT PiykoHa3ol
Onbda, OTMEYAIUCh OYEHb pelKue ciydau yuinHeHust uarepBana QT u pa3Butus noaumopdHoit
KEITyJOYKOBOM Taxukapauu Tuna «mupyd™ (torsades de pointes). [lanHble ciydan
PETUCTPUPOBAINUCH Y MALUEHTOB C TSXKENBIMU 3a00JIEBAaHUSIMU MIPU COYETAHUHM MHOTHX (DaKTOpOB
pHUCKa, TaKMX KaK CTPYKTypHbIe 3a00JieBaHUsS Cep/lla, HapyIIEHUs 3JIEKTPOJIUTHOro OanaHca, a
TaK)Xe MPU OJHOBPEMEHHOM NPUMEHEHUH JAPYTUX JIEKAPCTBEHHBIX IPENapaToB, KOTOPBIE TAKXKe
MOTJIM BBI3BaThb PAa3BUTHE [AHHBIX OCIOXKHEHUH. [lallMeHTHl ¢ TUNOKaTIMEMHUEH M TSXKEIOU
CepJICYHON HEJ0CTaTOYHOCTHIO MMEIOT MOBBIIIEHHBIH PUCK BO3HUKHOBEHUS YTPOXKAIOLIUX KU3HU
KETY/I0YKOBBIX aPUTMHI U TIOJTUMOP(HOM JKETyTOYKOBOW TaXUKapAHU THIA «TUpy T» (torsade de
pointes).

[Ipenapar ®nykoHason Onbpa ciaeayer ¢ OCTOPOXKHOCTbIO MPHUMEHSATh Y MAIMEHTOB C

IMpOapUTMOIrCHHBIMU COCTOAHUAMM.

OnHOBpeMEHHOE TNpPUMEHEHHE ¢ (IIYKOHA30JI0M JIPYTHX JIEKapCTBEHHBIX MPENapaToB, KOTOpPbIE
yanuHsoT uarepBasl QT u merabonusupyrores npu nomouu uzopepmenta CYP3A4 nuroxpoma
P450, nmpotuBomnokasano (cM. paznenst 4.3 u 4.5).
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Tanogpanmpun

MY OTYETY

VYcranoBneHo, 4to ramodaHTpuH sBisieTcss cyoctparom wu3opepmenta CYP3A4 u ynnuHser
untepBasl QTc mpu mpuMeHeHUM B PEKOMEHIYEMbIX TEpalleBTUYECKUX J03ax. B cBA3M ¢ ueMm,
OJTHOBPEMEHHOE TPUMEHEHHE (IIYKOHA30JI1a ¥ TallopaHTPHHA HE peKoMeHayeTcs (cM. pasnen 4.5).

,ZZepMamOﬂozuquKue peaxkyuu

B penkux cinyudasx npu npumMeHeHHH (DIyKOHa3ola y MAlMEeHTOB Pa3BUBAINCH IKC(OIHATUBHBIE
MOpaXEHUsI KOKU 10 Tuly cuHapoma CruBeHca-/[>KOHCOHA M TOKCHUYECKOI'O 3MUAEPMaIbHOIO
Hekponuza. Coo0Ianock O pa3BUTHUM  JIGKAPCTBEHHBIX — pEaKUUH, COMPOBOKIAIOIIMXCS
703uHOMIMEH M cHcTeMHBIMH TposiBieHusiMu (drug reaction with eosinophilia and systemic
symptoms — DRESS). [Taumentsi, 6onpubie CIIM/{om, Gonee CKIOHHBI K Pa3BUTHIO TSKEIIBIX
KOXHBIX pEaKUui NpU NMPUMEHEHMM MHOTMX JIEKapCTBEHHBIX NpenaparoB. Eciau y nanueHTa c
MOBEPXHOCTHOI TpuOKOBON uHGeKkuuend npu npueme (¢IIyKoHa30ja MOSBISIETCS KOXKHAS ChIIb,
CIEAYET MPEKPaTUuTh AAJIbHEHIEee TPUMEHEHHUE Npenapara. Ecinu y nauueHTa ¢ MHBa3MBHOW WM
CUCTeMHOM rpuOKOBOI MH(DEKIMEN MOSBISAETCS ChIIIb HAa KOXeE, cleAyeT TUIaTeIbHO HAOII0IaTh 3a
€r0 COCTOSIHHEM, a B CIIydae pa3BUTHUS OYJUIE3HBIX AJIEMEHTOB WJIM MHOTOMOP(HOM 3KCCyIaTHBHON
3pUTEMBI HEOOXOAUMO MPEKPATUTH IPUMEHEHHE (DITyKOHA301a.

TI'unepuyscmeumenvHocms
B penxux ciaydasx cooOIIanoch 0 pa3BUTUU aHAPWIAKTUICCKUX peakiuii (cM. pasaen 4.3).
Lumoxpom P450

@dnykoHazon sBiseTcs ymMepeHHbIM uHruoutopom uzodepmentos CYP2C9 u CYP3A4. Ilomumo
3TOrO, (hIIyKOHA307 ABIsETCS CHIIbHBIM MHruoutopoM m3odepmenta CYP2C19. B cBs3u ¢ 3tum
clieyeT TIIATeIbHO KOHTPOJHUPOBATH COCTOSIHUE MAIlMeHTOB, OJHOBPEMEHHO MPHHUMAIOIINUX
npenapar @uykoHazon Onbha W Tpenaparsl ¢ Y3KAM TEPANeBTHYECKMM OKHOM, KOTOpBIC
MeTabonusupyrorcs npu ydactuu uzopepmentoB CYP2C9, CYP2C19 u CYP3A4 (cm. pazzaen 4.5).

Tepgenaoun

[Ipn omHOBpeMEHHOM NpuUMeHeHUH ¢uykoHa3ona B no3ax < 400 Mr B cyTku M TepdeHaanHa
CJIeIyeT TIIATebHO HAOII0AaTh 32 COCTOSTHUEM MarueHTa (cM. pasnenst 4.3 u 4.5).

Kawnouoos

HWccreoBanus MPOJEMOHCTPUPOBAIN YBEIHUCHHE PACIPOCTPAHCHHOCTH HH()EKINH, BBI3BAHHBIX
pasubivu Bujgamu Candida, ommmuseiMu ot C. albicans. Ouu yacto 00a1al0T TPHUPOIHOM
pesucrenTHOCThIO (Hampumep, C. krusei wm C. auriS) wWiM JAEMOHCTPHPYIOT CHHKCHHUE
4yBCTBUTENBHOCTH K (aykonazony (C. glabrata). [lns nedyenuss Takux HHPEKIUA MOXKET
NOTPeOOBATHCS AJbTEPHATHBHAS POTHBOTPHOKOBASI TEPANUs B KAUYECTBE TEPAIMH BTOPOM JIMHUU
nocne HedpdekTHBHOCTH NedeHus. [109ToMy Bpayam, Ha3HAYarOUIMM JICYCHHE, PEKOMEHIYEeTCs
YUYUTBIBATh PACIPOCTPAHEHHOCTh PE3UCTEHTHOCTH pa3nuHbiX BuoB Candida k diykonaszomy.

Bcnomozamenvhuie eseuecmea

DTOT JEKApCTBEHHBIN MpenapaT COAECpPKUT 88,5 M HaTpus Ha 25 Ml pacTBOpa, YTO SKBUBAJICHTHO
4,4 % pexomengoBanHoro Bcemupnoit Opranuzanueit 3apaBooxpanenust (BO3) makcumanbHOTO
CYTOYHOTO MOTPEOJICHHSI 2 T HATPUS JIJIST B3POCIIBIX.

CopepxaHue HaTpusi B MAaKCUMaJIbHOM CYTOYHOM [J03€ JAHHOIO JIEKAPCTBEHHOIO IIpernapara
skBHUBaJIeHTHO 71 % pexomenmoBanHOro BO3 mMakcMManbHOrO CyTOYHOTO MOTPEOJICHUS HATpPHSL.
®dnykonazon Onbda, 2 Mr/mia, pacTBop AN HHQY3UH CUUTAETCS MpernaparoM C BBICOKUM
coJiep’)KaHUEM HaTpusa. OTO clleyeT OCOOCHHO Y4YUTHIBATh IPU NPUMEHEHUHU Ipernapara y
MAIMEeHTOB, KOTOPHIM Ha3HAYEHA JIMeTa C OrpaHUYEHUEM yIOTpeOIeHHUs HAaTpusl.
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B3aHMMOJAEHCTBUSA

OIHOBPEMEHHOC IPUMCHCHHUE d)JIVKOHa30JIa CO CIacAyromuMHu mnmpenaparaMu IPpOTHBOIIOKA3aHO:

Luzanpuo

VY nanueHToB, OJHOBPEMEHHO MPUHUMABMIMX (DIYKOHA30J M [HU3AMPH, HAOJIIONAI0Ch pa3BUTHE
HEXKEeJIATEJIbHBIX pPEeaKIMid CO CTOPOHBI CepAlla, B TOM YHCIE MOJIUMOP(HON KelyT0uKOBOH
TaXWKapauu Tuma «aupy ™ (torsades de pointes). B xome KOHTpOIMPYEMOro HCCICIOBAHUS
OJIHOBpEMEHHOE npuMeHeHne (iykoHazona B go3e 200 mr 1 pa3 B cyTku 1 nu3zanpuaa B 103e 20 mr
4 pa3za B CyTKM NPUBOJWJIO K 3HAYUTEIILHOMY IOBBIIICHUIO KOHIEHTPAIMU MHU3alpuaa B IJIa3Me
KpOBHU U y/uinHeHuto uHTepBaia QTc. OgHoBpeMeHHOE MpuUMeHeHue (BIyKoHas3o0ja W IU3ampuaa
MIPOTUBONOKa3aHo (cM. paszen 4.3).

Tepgenaoun

B cBsi3u ¢ pa3BUTHEM TSHKEIBIX CEPJCYHBIX apUTMHMA, BEI3BAHHBIX yIUTMHCHHEM uHTepBaia QTc y
MAIMCHTOB, MPUMEHSBIIMX MPOTUBOTPUOKOBBIE JIEKAPCTBEHHBIE IMperapaTbl W3 TPYIIBI a30JI0B
OJTHOBPEMEHHO C TeppeHaIuHOM, OBUIM TPOBEICHBI WCCICAOBAHHUS B3aUMOJCUCTBUS ITHUX
npenaparoB. B omHOM wuccnenoBaHMM TpU TpPUMEHEHHMH QuiykoHaszona B no3e 200 wmr/cyt
ymnuHeHus: uHTepBata QTc BeisiBIeHO He ObUIO. B 1apyrom wucciieoBaHwy ¢ NMPUMEHEHHEM
¢baykonaszona B go3e 400 mr/cyt u 800 Mr/cyTr ObLIO MPOJEMOHCTPUPOBAHO, UYTO (PIIYKOHA301 B
no3ax 400 Mr/cCyr MW BBIIIC 3HAYUTEIBHO IMOBBIMIACT KOHICHTPAIMIO Tep(eHaanHA B IIa3Me
KPOBH IIPU OJJHOBPEMECHHOM MTPUMEHEHHUHU ITUX MPETIapaToB.

OpHOBpeMeHHOE TpuMeHeHue QurykoHaszona B no3ax 400 mr/cytku miu Oosiee ¢ TeppeHaIUHOM
npotuBonoka3ano (cM. pazgen 4.3). Ilpu npumenenun ¢uykoHazona B noze menee 400 mr/cyr
OJTHOBPEMEHHO C Tep(dEHAIMHOM CJICIyeT IPOBOJIUTH TIIATCIBHBIA MOHUTOPHUHT COCTOSHUS
ManueHTa.

Acmemuzon

CoBMecTHOE TpHMeHeHHe (DITyKOHA307a M aCTEMH30J1a MOYKET MPUBECTH K CHIDKCHHIO KIHpPEHCA
acteMu3oyia. B pesynbrare, MOBBIIIEHHAS KOHICHTPAIIMS aCTEMH30JIa B IJIa3Me KPOBH, MOXET, B
CBOIO oOuepe/b, MPUBECTH K y/UIMHEHHIO uHTepBada QT M, B pelkux Ciydasx, K Pa3sBHTHIO
MOJUMOPQHOH KETYT0UKOBON TaXUKapIuu THITA «py T» (torsades de pointes). OaHoBpeMeHHOE
NpUMEHEHHEe acTeMH30J1a U (DITyKOHa30J1a MPOTUBOIMOKa3aHo (cM. paszen 4.3).

TTumosuo

HecMoTpst Ha TO, YTO COOTBETCTBYIOIIME HCCIeAOBaHMs IN VItr0 u in VIVO He TPOBOAMIKCE,
CUHUTACTCA, YTO OJHOBPEMCHHOC IMPUMCHCHUC (1)JIYKOH33OJ'Ia U INHUMO3uJa MOXCET MPUBOJAUTH K
MHTHOMPOBAaHUIO MeTaboIu3Ma MuMo3uaa. B cBo odepesb, MOBbINIEHHUE KOHIICHTPAIIUN THMO3H/1a
B IIa3MC€ KPOBU MOXKET MPHUBOJUTH K YJIMHCHUIO UHTCPBAJla QT H, B pCAKUX CIy4asix, K pa3BUTUIO
NOJMMOPGHO# HKETyI0YKOBOM TaXxUKapIuK TUIa «mupys3™» (torsades de pointes). OmHoBpeMeHHOE
MIPUMEHEHNE MUMO3H/1a U (PITyKOHA3071a MPOTUBOIIOKa3aHO (CM. pazzen 4.3).

Xunuoun

HecMoTpst Ha TO, YTO COOTBETCTBYIOIIME HCCIEAOBaHMs IN VItr0 u in VIVO HE TPOBOAMIKCH,
CUMTAETCs, YTO COBMECTHOE IpUMEHEHHE (IyKoHa3oja M XUHHUIMHA MOXKET TNPUBOJIUTH K
WHTHOMpOBaHMIO MeTabonmu3Ma  TociefHero. lIpuMeHeHWe XWHUAWHA  COMPOBOXKAAIOCH
yuinHeHneM uHTepBana QT W, B penkux ciydasx, pa3BUTHEM HOJIMMOP(HOHN KETyJOYKOBOM
TaxuKapauu Thma «mupys™ (torsades de pointes). OxHoBpeMEHHOE MPUMEHCHHE XHWHUAWHA U
¢ryKoHa3011a IPOTUBOIOKA3aHo (CcM. pa3zaen 4.3).
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Opumpomuyun

MY OTYETY

OIHOBpEMEHHOE IPUMEHEHHE (IYKOHA30Jla W DPUTPOMHUIIMHA TIOBBIIIAET PHCK Pa3BHTHS
KapIuOTOKCHYHOCTH (yuinHeHne uaTepBana QT, momuMopdHOI KeTyTI0YKOBOM TaXUKAP UK THIIA
«mupyer» (torsades de pointes)) u, BCIeACTBHE 3TOr0, BHE3AlIHOW KOPOHAPHOH CMEPTH.
OpHOBpeMEHHOE TPUMEHEHHE (ITYKOHA30J1a U SPUTPOMUIIMHA MPOTUBOIIOKA3aHO (CcM. pasnen 4.3).

He pexomeHAyETCS OJHOBPEMEHHOE INPHMEHEHHE d)J'IVKOHa3OJ'Ia n CIcAYIOIINX JCKAPCTBCHHBIX
nperaparTrosB:

Lanogpanmpun

@DIryKOHA30JT MOXET TMOBBIIIATh KOHIEHTPAIMIO Tajdo(aHTpuHA B IUIa3MEe KPOBU B CBSI3H C
naruoupoBanrieM u3odpepmenta CYP3A4. OpHoBpeMeHHOE TpuUMeHEHHEe QiyKHa3zona M
rasoaHTprUHA MOXKET TIOBBIIIATH PUCK PA3BUTHS KapAHMOTOKCUYHOCTH (ymmnHeHne uarepaia QT,
NOJMMOPGHOM HKEITyI0YKOBOM TaxWKapIuu Thma «upy T» (torsades de pointes)) u, BcieacTBHe
9TOr0, BHE3amHOW KopoHapHOU cmeptu. Cienyer uzberarb NPUMEHEHHS KOMOWHAIMU JTAHHBIX
JICKApCTBEHHBIX IpenapaToB (cM. pasnen 4.4).

OI[HOBDGMGHHOG OPpUMCHCHHUE CO CICAYIOMIMMHU JICKAPCTBCHHBIMU ITpCIiapaTaMiu TDG6VIOT
OCTOPOKHOCTH.

Amuooapon

OpnoBpemMeHHOE TpuUMeHeHue (IyKoHa30Jia B COYETAHMHM C aMHOJApPOHOM MOXKET IMPHUBECTH K
ymunuHeHuto natepania QT. Ilpu HEOOXOMUMOCTH OJHOBPEMEHHOTO MPUMEHEHHS (IIYKOHA30JIa U
aMHO/IapOHa CIIEAYET COOJI0JAaTh OCTOPOKHOCTh, OCOOCHHO NpU NMpHUMEHEHHH (IIyKOHA30j1a B
BbICOKUX A03ax (800 mr).

OOHOBpEMEHHOE IIPMMEHEHUE CO  CICAYIOIIMMM _JICKAPCTBEHHBIMH _ IIpeliapaTaMu TD66VCT
OCTOPOKHOCTHU U KOPPEKIIMH JO3bI:

ﬂekapcmeeHHble npenapanisl, jauUAIOWUe Ha ¢/ZyKOHa3OJZ.’

Pudamnuyun

OnHoBpeMeHHOE pUMeHeHue (IIyKOHa30J1a U pu(aMIIUIUHA TPUBOAUIO K 25 %-HOMY CHUKEHUIO
TUIOIIAN MO KpuBOH «koHUeHTparus-spems» (AUC) u 20 %-HOMY COKpalleHWIO IMepHoia
MOJTyBbIBeIEHUS (IIyKOHa301a. Y TAalKMeHTOB, OJHOBPEMEHHO MNPUHUMAIOMIMX pUDaMIUINH,
HEOOXOMMO YUHUTHIBATh L1E€I€CO00PA3HOCTh YBEIHMUCHHUS 103bI (UIyKOHA301a.

HccnenoBanuss Mo M3YyYEHHUIO JIEKAPCTBEHHOTO B3aWMOJACWCTBUSA TOKAa3aJd, YTO TMepopaibHOe
IMIPUMECHCHUC (bHYKOHaL’.OJ'Ia BO BpEMA MMpUCMa IMUII, COBMECTHO C TMMCTUUHOM, aHTalluJaM1 UJIU
Moclie TMPOBEACHHsI TOTALHOTO OOJIydeHHs Bcero Tena (Tpu MOJATOTOBKE K Mepecagke KOCTHOTO
MO3ra) He OKa3bIBaeT KIMHUYECKH 3HAYMMOTO BIUSHUSA Ha aOCopOIuio uryKoHa3oJa.

Tuopoxnopomuaszuo

B (apmakokuHETHYECKOM HCCIEI0BaHUU JIEKAPCTBEHHBIX B3aUMOJICHCTBUI YCTAaHOBUJIM, 4YTO
MHOTOKPATHBII MPHEM THIPOXIOPTHA3HA 310POBBIMHU TOOPOBOJIBIIAMH, TIOTYYaBIINX (ITYKOHA301,
IPUBOAMI K YBEJIMYEHUIO KOHIEHTpaluu (iykoHazona B miasme kpoBu Ha 40 %. Ilpu takoi
BBIPQ)KEHHOCTH BO3ACUCTBUS HET HEOOXOAMMOCTH HW3MEHATh JO3UPOBKY (IIyKOHa3o0da Yy
MMallUeHTOB, OJHOBPEMEHHO TPUHUMAIOIINX JUYPETUKH.

JYeKapcmeeHHble npenapamsl, HQ Komopuwie 6jusiem qb]lyKOH(lS’O]Z.’

@OnykoHa3071 SBJISETCS YMEPEHHBIM HWHruoutropom wuszodepmento 2C9 u 3A4 nmurtoxpoma
P450(CYP). dnykoHa3onm Takxke SBISETCS CHWIbHBIM HHruOutopoM unzodepmenta CYP2C109.
[ToMrMO BBISBICHHBIX / yCTAHOBJICHHBIX B3aMMOJCHCTBHHA (NMPUBEICHHBIX Jajiee), CYIIECTBYET
PUCK TIOBBIIIEHUS KOHIIGHTpAllMM B IUIa3M€ KPOBM  JIPYTMX  MPEnaparoB, KOTOpHIE
Metabonmmsupyrorcss mocpenacteom CYP2C9, CYP2C19 u CYP3A4 mpu ux OJHOBpEMEHHOM
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ClIelyeT C OCTOPOXHOCTBIO M TINATEIBHO KOHTPOJUPOBATh COCTOSIHME NAlMEHTOB. B cBsA3m ¢
JUITMTENIbHBIM ~ TIEPHOJOM TIOJIYBBIBEACHUSI (IIyKOHA30Jla €ro WHruOupyromiee AeHCTBHE Ha
(hepMeHTHI coXpaHseTcsl B TeueHue 4—5 CyTOK mociie mpekpanieHus gedenus (cm. paszaen 4.3).

Abpoyumunud

®nykonazon (uHrudutop uszopepmentoB CYP2C19, CYP2C9, CYP3A4) mnoBblman ypoOBEHb
BO3JCUCTBUS JCHCTBYIOIIEro BemecTBa abOporutuHuba Ha 155 %. Ilpu omHOBpeMEeHHOM
MPUMEHEHHH a0pOUMTHHUOA ¢ (ITYKOHA30JI0M CIIeAYyeT KOPPEKTHPOBATh 103y a0pOIMTHHUOA, KaK
yKa3aHO B €r0 MHCTPYKIMU IO MEAUIIUTHCKOMY IPUMEHEHHUIO.

Anpenmarnun

Y 3I0pOBBIX JOOPOBOJIBIIEB OIHOBpEMEHHOE MpuMeHeHne Quykonasona (B moze 400 mr) u
andentanuia (B o3¢ 20 MKI/KT BHYTPUBEHHO) MPHUBOAWIO K JBYKpatHOoMy yBenmmueHuro AUCIL0
anenTanuia (BeposATHO, 3a cueT uHruouposanus nzopepmenta CYP3A4). Moxer norpeboBatbes
KOPPEKIHS 103bI all()eHTAHUIIA.

AMumpunmquuH, HopmpunmujiuHx

QIIyKOHA30Jl YCWIMBAET JECWCTBHE AMMUTPUNTWIMHA M HopTpunTwinHa. KoHuenTtpaumm 5-
HOPTPUNTHINHA W/WIN S-aMUTPUTITHIIMHA PEKOMEHAYETCs U3MEPUTh B Hadajle KOMOMHUPOBAHHOU
TEepallud M 1O TMPOLIECTBUM MepBod Henenu JiedeHus. [Ipu HeoOXoauMocTu cienyer
OTKOPPEKTHPOBATH 03y AMUTPUTI THIIMHA/HOPTPUIITHIINHA.

Ambpomepuyun B

[Tpu ogHOBpeMEHHOM IpUMeHEeHNHU (hIyKoHa30a 1 aMmpoTepurHa B y nHOUIIMPOBaHHBIX MBIIIEH
C HOpPMaJbHBIM W CHW)KEHHBIM HMMYHHTETOM OBUIM TIOJYYCHBI CJIEAYIOIINE pe3yIbTaThl:
HEOOJIBIION AJTUTHBHBIA TPOTUBOTPUOKOBBIA APPEKT MpPU CUCTEMHOW WH(EKIUH, BBHI3BAHHOU
C. Albicans, otcyrcTBHEe B3aMMOJCHCTBUSI IPU BHYTPUYEPEIHOW WH(MEKIHMH, BbI3BAHHOW
Cryptococcus neoformans; 1 aHTaroHH3M JBYX MpENapaTroB MPpH CUCTEMHOW WH(EKIIUH, BEI3BAHHON
Aspergillus fumigatus. Kiunuveckas 3HAYUMOCTh pE3yJIbTATOB, TMONYYCHHBIX B JIaHHBIX
UCCIIEJOBAaHHUSIX HEU3BECTHA.

AHmuKOdZVJZﬂHWZbZ

B [IEPHOJ] MOCTPETUCTPALIMOHHOTIO HAOJIOIEHUS, KaK U JJIs APYTUX MPOTUBOTPUOKOBBIX MPENapaToB
(MpOW3BOAHBIX a3051a), TMOCTyMald COOOMIEHUS O pPa3BUTUU KPOBOTEUEHHH (TeMaTOMBlI,
KpOBOTEUEHHS] M3 HOCAa U JKEIYJOYHO-KHUIIEYHOrO TpaKTa, remMaTypus, MejeHa), 00yCIOBIEHHbIX
yIJIUHEHHEM TPOTPOMOMHOBOTO BpEMEHU IIPH OJHOBPEMEHHOM MpPUMEHEHUH BapdapuHa Hu
¢dbnykonazona. [lpu ogHOBpeMEHHOM NpPUMEHEHHH (QUIyKoHa3oja W BapdapuHa OTMEYalIoCh
JIBYKpPAaTHOE YBEIHYEHHE MPOTPOMOMHOBOTO BpPEMEHH, BEPOSTHO, BCJIEACTBUE YTHETEHUS
Metabonm3ma BapdapuHa, omnocpenoBanHoro uszopepmenrom CYP2C9. VYV  manueHToB,
MPUHUMAIOIIUX AHTUKOATYJISHTHl KYMapHHOBOTO WJIM WHIAHAWOHOBOTO psiia COBMECTHO C
(GITyKOHA30JI0M, PEKOMEHIYETCS THIATEIhHO KOHTPOIMPOBATH MPOTPOMOMHOBOE BpeMs. Takke
CIIETyeT OIIEHUTH I1eI1eCO00Pa3HOCTh KOPPEKIIMU 03Bl aHTUKOATYJISTHTOB.

Benszoouazenunvi (Kopomrko2o oelicmeust), Hanpumep, MUuod30J1aM U MPUA30IaM

[Tocne mepopaibHOrO NPUMEHEHUS MUAa3onaMa U (raykoHazoja HaOJIIOAATIOCh CYLIECTBEHHOE
MOBBIIIEHUE KOHIICHTPAIMU MHa30jaMa B CHIBOPOTKE KpPOBH W YCHJICHHE IICHXOMOTOPHBIX
s dexToB. OgHOBpEeMEeHHOE puMeHeHne ¢urykoHasouna B go3e 200 Mr 1 Muga3onama B j103e 7,5 Mr
BHYTPh NpUBOAWIO K ToBbimeHHI0 AUC u yammHeHHI0 Tiepro/ia TOTYBBIBEICHHSI MHUIa301aMa B
3,7 u 2,2 pa3za, coorBeTcTBeHHO. OJJHOBpEeMEHHOE NpUMeHeHue (iykoHazona B go3e 200 mMr/cyT u
Tpuazoyiiama B jo3e 0,25 mr BHyTps mpuBoawio k yBenmdeHuto AUC W yuIMHEHHIO TIeproja
MOJTyBbIBE/IEHUS Tpuazoiama B 4,4 u 2,3 pasza, COOTBeTCTBEHHO. [Ipu 0JHOBpeMEHHOM IPUMEHEHUN
¢diyKkoHa30ma W TpHazolaMa OTMEYalloch TOTEHIIMPOBAaHWE W TPOJIOHTHpoBaHue 3(hdexTon
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COOTBETCTBYET 3KCMEPTHO
ot 16.03 2026 N° 5240

Tpuazosnama. Eciu manueHTam, mosydarommM (Qrykomnaso, Hég&éﬁﬁﬁg%ﬁgﬁo%oﬁéah

MY OTUETY

Ao

Tepanuilo  OEH30[Ma3enMHaMH, CIEAyeT OICHUTh  IIEIeCO00pa3HOCTh  CHIDKCHUS  JIO3bI
OCH30/IMa3eNHa M YCTAHOBUTD HaJJIexkalee HaOII0JeHHIE 32 COCTOSTHUEM TaI[UeHTOB.

Kapbamaszenun

@dnykoHa30J1 yrHETaeT MEeTaboIM3M KapOaMasernuHa U CII0OCOOCTBYET MOBBIIIEHUIO KOHIIEHTPAIIUN
kapbamazenuHa B 1ua3me kpoBu Ha 30 %. HeoOxoaumo y4uThIBaTh PUCK Pa3BUTHUSI TOKCUYHOCTHU
kapbamazenuna. Crnenyer OICHUTh HEOOXOIUMOCTh KOPPEKIMH J03bl KapOamasemnuHa, B
3aBUCUMOCTH OT KOHIICHTpauuu/3ddekra.

Enoxamopul kanvyuesvlx kananoe

HekoTopble aHTaroHUCThI KaTbIIMEBBIX KaHAIOB (HU(DEIUITHH, HCPAJUIIMH, aMJIOAUITHH, BEparaMul
u penmonunun) metabommzupyrorcs uzopepmearom CYP3A4. @nykoHazon ciocobeH yBeIHInBaTh
CHCTEMHYIO OKCHO3UIIMI0 AHTAarOHHCTOB KAJIBIIMEBBIX KaHAJIOB. PEKOMEHIyeTCs MpPOBOAMUTH
TH.IaTeJ’IBHBIﬁ MOHUTOPHHTI BBISIBJICHUA HCKCIIATCIIbHBIX peaKHHﬁ.

[lenexoxcud

[Ipu omHOBpeMeHHOM mpuMeHeHHH (iykoHazona (B moze 200 mr/cyr) m nenexokcuba (B mose
200 mMT) 0oTMEYaIOCh MOBBIIEHHE MakcUMalbHOW KoHIeHTparuu (Chax) 1 AUC nenekokcuba Ha
68 % u 134 %, coorBercTBeHHO. [IpH OTHOBpEMEHHOM MPUMEHEHUH ITIeJICKOKCHOa 1 (TyKOHA30J1a
MOJKET IOTPeOOBAThCSA CHIYKEHUE J03bI IIeJIEKOKCHOa B JIBa pasa.

Huxnoochamuo

OnHoBpeMeHHOE NpuMeHeHue LukiaopochamMuaa U (iykoHa3ojla HPUBOAMUIO K IOBBIILICHHIO
KOHIICHTPALMU OMIMpYOMHA U KpeaTHHUHA B CBIBOPOTKE KPOBHU. J[aHHAst KOMOMHAIUS IOIYCTHMA C
YUYETOM PUCKA YBEIMYEHMsI KOHIIEHTpalui OMIupyOuHa U KpeaTUHUHA CHIBOPOTKH.

Denmanun

coo01anoce 00 OJHOM Cllyyae MHTOKCHUKAIUU (DEHTAHUJIOM C JIETAJIbHBIM MCXOJIOM, BCJEJICTBHUE
BO3MOXXHOTO  B3aUMOJICHCTBUSL Mexay ¢eHTaHwioM U ¢uaykoHazonoM. Kpome Toro, B
HCCIIEIOBAaHMM Ha 3J0POBBIX JOOPOBOJIBLIAX OBUIO MPOJAEMOHCTPUPOBAHO, YTO (IIYKOHA30JI
3HAYUTENIPHO 3aMe/UIsUl BbIBeJeHHE (eHTaHwna. [loBblllIeHHE KOHLEHTpAUU (EHTAaHWIIA MOXKET
IIPUBOJUTH K YTHETCHMIO AbIxaHusl. CIenyeT TIaTeabHO KOHTPOJIUPOBATh COCTOSHUE MAllUEHTOB C
LENbI0 BBISIBICHHUS [OTEHLMAJIbHOTO pHUCKAa YrHETEHWsl JbIXaTelnbHOM ¢QyHKIUU. Moxer
noTpe0oBaThCsl KOPPEKIMA 103bI (PeHTaHUIIA.

Unzubumopwor I MI-KoA-pedykma3sol

OpnoBpemMeHHOe  mpuMeHeHUH  (Quykonaszoma u  uHruOutopoB ['MI-KoA-peaykrassl,
MeTtabonmm3upyembix uzopepmenramu CYP3A4 (Takumu Kak, aTOpBacTaTHH U CUMBACTATHH), WIN
nzopepmerntom CYP2C9, Ttakux kak QuyBacTaTuH (CHUKCHHBIH MeTa0ONIM3M CTaTWHA B MEYECHH),
MOBBIIIAET PUCK (B 3aBHCUMOCTH OT JI03bl) pa3BUTHUsS MHOINATUU U pabaomuonusza. B cioyuae
HE0OXOIMMOCTH OJHOBPEMEHHON Tepanmuu yKa3aHHBIMH [penapaTtaMu, CclIeAyeT TIIATEIbHO
Ha0JII0/1aTh 32 COCTOSIHMEM IallMeHTa C LEJbI0 BBISIBICHHUS] CUMIITOMOB MHOIIATHU U pabIoMHOIN3a
U KOHTPOJIUPOBATh KOHIIEHTPALMIO KpPEaTHMHKUHA3bl. B ciyuae 3HAUYMTENHHOTO YBEIHMYEHUS
KOHIIEHTPAllMM  KPEaTWHKWHA3bl, A  TakkKe TMNpUd  TOJO3PCHUHM  WJIA  BBISBICHHUH
Muonaruu/padromMuonunsa, repanuio nHruoutopamu ['MI'-KoA-penykrassl cienyer mpeKpaTuTh.

Moryt nonanobutbces Oonee HU3KkKUE 10361 HHTHOUTOPOB I'MI'-KOA-penykTa3bl B COOTBETCTBUHU C
o0111eit XapaKTepUCTUKOM JeKapCTBEHHOTO Mpernapara Jjsi CTAaTHHOB.

Hopymunuob

VYmepennsle uHruOutropel u3zodepmenra CYP3A4, Ttakue kak (IyKoHa30J, YBETUYHUBAIOT
KOHIICHTPALMI0 HOPYTHHHOA B TUTa3Me M MOTYT TOBBIIATh PHCK TOKCHYHOCTH. Ecim mpuMeHeHus
IpernapaToB B KOMOMHAIMK He yJaeTcs u30exaTh, HE0OX0AUMO YMEHBIINUTH /103y HOpyTHHHOA 110
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COOTBETCTBYET 3KCMEPTHO
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280 Mr oguH pa3 B CyTKM (2 Kamcynbl) Ha BpeMs Hpnﬂgf;ﬁlE%ﬁﬁJI%géﬂi:bé—e_ﬂnleﬁhﬁk

MY OTYETY

Ao

TIIATCIBbHOC KIIMHNYCCKOC Ha6J'IIOI[eHI/Ie.

H@akad)mop (6 Kadecmee MoOHOmepanuu uiu 6 KOM6MHGT4MM C npenapamamu nioco _Hce
mepanesmu4yecKozo Kﬂacca)

OnHOBpEMEHHOE MPHUMEHEHHE C WBAaKaTOPOM, CTHUMYIATOPOM PETYJISATOpa TpaHCMEMOpaHHOU
npoBoauMmocti MykoBuciuao3a (CFTR), yBenwmumBano skcros3unuio uBakagTopa B 3 pasa, a
rugpokcumermwi-uBakagropa (M 1) — B 1,9 paza. CHuxkenue 103bl mBakadTopa (B KauyecTBe
MOHOTEpAaNMy WM B KOMOMHAIMM C JPYrMMHU Hpenaparamu) HEOOXOAMMO B COOTBETCTBHH C
nHpopManuel, yKka3aHHOH B 00IIei XapaKTepUCTHKE JIEKAPCTBEHHOTO TpenapaTa Jjsi uBakapTopa
(B KauecTBE MOHOTEPAIIMHY MM B KOMOMHAIMHN C JPYTHMH TIpeTapaTamu).

Onanapu6

YMmepennbie uHruoutopel uzodepmenra CYP3A4, Ttakme kak (iaykoHA307, MOBBIIIAIOT
KOHIICHTPALIMIO oylanapuba B 1u1a3mMe KpoBu. X ogHOBpeMeHHOE MPUMEHEHHE HE PEKOMEHI0BAHO.
Eciu HEeBO3MOXKHO u30€KaTh OJHOBPEMEHHOI'O IPHUMEHEHHs, HEOOXOIMMO COKPATHTh 03y
onamapu6a 1o 200 Mr 1Ba pasza B CyTKH.

HMMVHannpeccaHn’Zbl (HanpuMep, UUKTIOCNOPUH, 36EPOIAUMYC, CUPDOTUMYC U maKDOJZMMVC).'

e [luxnmocnopuH

®dnykoHa30m  3HAYMTEIbHO TmOBbIIaeT KoHieHTpauuto u  AUC  nuknocnopuna. [lpum
OTHOBPEMEHHOM NpuUMeHeHHH ¢urykoHazona B no3e 200 Mmr/cyr m mmkiocrnopuHa (B 103€
2,7 mr/kr/cyt) ormedanock noseiieane AUC mukiocrnopuna B 1,8 paza. DTu npenaparbl MOKHO
MPUMEHSTh OJTHOBPEMEHHO TPU YCIOBHHM CHIDKCHHSI JO3bI IIUKJIOCIIOPUHA B 3aBUCHMOCTH OT €r0
KOHIICHTPALUH.

e DBEpOIMMYC

HecMoTpss Ha TO, YTO COOTBETCTBYIOIIME HCCIEAOBaHMs IN VIVO u IN VItr0 HE MPOBOAMIUCH,
CUUTAETCS, YTO (PIIYKOHA30J CIIOCOOEH MOBBIIIATh KOHIIEHTPAIIMU SBEPOJIUMYCA B CBIBOPOTKE KPOBH
3a cyet yruereHus nzopepmenta CYP3A4.

e Cuponumyc

@DI1yKOHA30JI MOBBIIIAET KOHUEHTPALMU CUPOJIMMYyCa B IIa3M€ KPOBH, MTPEATIONOKHUTEIBHO B CBA3U
¢ UMHruOupoBaHueM MeTabonu3Mma cuponumyca udepe3 yrHereHue uzopepmenta CYP3A4 u P-
TJIMKONPOTEMHOM. JlaHHas KOMOMHALMS MOXET NPUMEHSTbCA NPU YCIOBHM KOPPEKIMHU J103bI
CHUpOJIUMYCa B 3aBHCHUMOCTH OT YpPOBHS KOHLEHTPAallMM U BBIPAXXEHHOCTH TEPareBTUYECKOTO

s dexra.
e Takpomumyc

@i1yKOHa30J1 CIIOCOOEH MOBBINIATH KOHIIEHTPALMK TaKpOJIMMYyca B CBIBOPOTKE KPOBM B 5 pa3 mpu
€ro NepopaJibHOM MPUMEHEHUHU 3a CUeT MHTMOMpOBaHUS MeTaboIM3Ma TaKpolIuMyca (pepMEeHTOM
CYP3A4 B xwumeunuke. IIpm BHYTpMBEHHOM IIPUMEHEHHH TaKpOJIHMMYCa 3HAYUTEIbHBIX
M3MEHEHUH (hapMaKOKMHETHKM OTMEYEHO He Obulo. [loBbIlIeHME KOHLEHTpaMM TakpoJMMyca B
CBIBOPOTKE KPOBM aCCOIMUPOBAIOCH C Pa3BUTHEM HE(PPOTOKCHUYHOCTH. J[03y Takpoiummyca Npu
npueMe BHYTpb HEOOXOIMMO CHIKATh B 3aBUCHUMOCTH OT €r0 KOHIIEHTPALUH B KPOBH.

Jlozapman

drykoHa307 yrHETaeT MeTaboIM3M JIo3apTaHa 0 ero akTuBHOro metabonura (E-3174), koTopsid
OTBEYaeT 3a OOJNBIIYI0 4acTh 2G(HEKTOB, CBA3AHHBIX C aHTArOHW3MOM aHTHOTeH3UH-II perenrtopos
Ipu Ipueme jo3apTaHa. PekoMeHyeTcst OCyIEeCTBISTh MOCTOSHHBI MOHUTOPUHT apTEPHAIBHOTO
JABJICHUS Y TMAIIIEHTOB B TEUCHHUE BCETO TIEPHO/IA JICUCHHUS.
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COOTBETCTBYET 3KCNEFPTHO
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(MOCNEQOBATENEHOCTE 0003)

Jlypazuoon

MY OTYETY

YMmepennbie naruoutopsl nzodepmenra CYP3A4, takue kak (IyKoHA30J7, MOTYT yBEJIMYHUBATH
KOHLEHTPALMIO JIypa3uloHa B IuUla3Me€ KpoBU. EciM OJHOBPEMEHHOIO HCIIOJIb30BAHUS HEINb3s
n30exarb, cielyeT YMEHBIIMTh 103y Jypa3uJoHa, KaK YKa3aHo B oOOIIell XapaKTepucTUKe
JIEKapCTBEHHOI'O IIpernapara Jyisl Jypa3uJoHa.

Memaoon

q)JIYKOHBBOJI CIIOCOOCH IOBHIIIATH KOHICHTpAalMIO MCETaJOHa B CBIBOPOTKE KpPOBH. Moxet
HOTpe6OBaTI>CH KOppEKUHA AO3bI MECTAA0HA.

Hecmepouonuvie npomusosocnarumenvhvie cpeocmsa (HIIBC)

[Ipu omHOBpeMeHHOM TIpuMeHeHUH ¢ (yKoHa30JI0M Cmax 1 AUC durypOunpodena yBemmInBaIuCh
Ha 23 % u 81 %, COOTBETCTBEHHO, II0 CPaBHEHMIO C AHAJOTMYHBIMU IOKa3aTelsIMU IMpU
MPUMEHEHUH TOJIbKO QuypOunpodeHa. AHAJIOTMYHO, TPU OJHOBPEMEHHOM NPUMEHEHUU
daykonasona u parnemudeckoro uoymnpodena (B moze 400 mr) Cmax u AUC dapmakonoruuecku
aKTHBHOTO m3oMepa [S-(+)-ubynpodena] mopsimanuch Ha 15 % u 82 %, COOTBETCTBEHHO, IO
CPaBHEHHUIO C AHAJOTUYHBIMH TIOKa3aTeJISIMH TIPU TMPUMEHEHHWH TOJBKO PalEMHUYECKOTO

ubymnpodena.

HecmoTpss Ha OTCyTCTBME I€JIEHAIIPaBIEHHBIX MHCCIEI0BAaHUM, HM3BECTHO, YTO (IIYKOHA30J
CrocoOCH yBeNMYHMBaTh CUCTEMHYIO sKkcnosunuio Apyrux HIIBC, xotopsie mMeTabonu3upyroTCs
nzopepmerrom CYP2C9 (mampumep, HampoOKCEH, JJOPHOKCUKAM, MEJIOKCHKaM, TukiodeHak). B
Cllydya€ COBMECTHOI'O IPUMEHEHMS JaHHBIX IpenapaTtoB pPEKOMEHAYETCS NPOBOAUTH YacCThIH
MOHHUTOPHUHI C LEJbK) BBIABICHUSA HEXKEIATEIbHBIX pPEAKUUA M TOKCUYECKUX MPOSIBICHUM,
cBs3aHHbIX ¢ mpuemMoM HIIBC. MoxeT notpeboBaThest koppekius 10361 HIIBC.

Denumoun

®daykoHa3zon MHruOMpyer Merabonus3M (eHuTouHa B mnedyeHu. OJHOBPEMEHHOE MHOTIOKpaTHOE
npuMeHeHue QuiykoHaszosa B 03¢ 200 Mr u ¢peHuTonHa B j103e 250 Mr BHYTPUBEHHO MPUBOJIUIIO K
yBenuueHuto AUC24 u Cyin denuronna Ha 75 % u 128 %, coorBercTBeHHO. [Ipn 0JHOBpeMEHHOM
NPUMEHEHUH JSTUX JIEKAPCTBEHHBIX MPENapaToB CIEAyeT KOHTPOJIMPOBATh KOHIICHTPAIUU
(eHnTOoNHA B TU1a3Me KPOBH JUIsl UCKITIOUEHUS Pa3BUTHUS TOKCUYECKOTO JIeHCTBUS (DEHUTOMHA.

IIpeonuson

Nmeercst coollieHre O pa3BUTHM OCTPOIl HEOCTATOYHOCTH KOPbI HAJNOYEYHHKOB Y MaIMEeHTa
10CJIe TPAHCIIAHTAUYU TeYeHH Ha (oHEe OTMEHBI IpueMa (IIyKOHa30ja IOCe TPEXMECSIHOTO
Kypca Tepanu. [IpeanonaoxurenbHo, MpeKpaieHne Tepaniuy (JIyKOHA30JI0M BbI3BAJIO MOBBIIICHUE
aktuBHOCTH u3odpepmenta CYP3A4, 4yTo mpuBeno K yCHJICHHIO MeTa0oiu3Ma IpEeIHU30HA.
[laneHThl, JUIMTENBbHO  MOJy4Yarol[de KOMOWHUPOBAaHHYIO  TEpaIlUI0  IMPEIHU30HOM U
(1)J'IYKOH33OJ'IOM, JOJDKHBI HAXOAUTHCS 110 TIIATCIIbHBIM MECAUITMHCKHUM Ha6J'IIO)IeHI/IeM IIpu OTMCHEC
npuemMa (GpIyKoHa30J1a C LEeNbIO BBISIBIEHUS HEIOCTATOYHOCTH KOPBI HAAIIOUYE€YHUKOB.

Pughabymun

@dykoHa3071 MOBBIIIAET KOHIEHTpauuu pudadyTHHA B CBIBOPOTKE KPOBM, YTO MPHUBOAMT K
yBemmuennto AUC pudabyruna mo 80 %. Ilpu omHOBpeMEHHOM MpHUMEHEHHH (IIyKOHA30JIa U
pudalbyTuHa omucaHbl ciydau yBeuTa. llpm npUMEHEeHHMH Takoi KOMOMHAIUHM JIEKapCTBEHHBIX
nmpemnapaTroB HeO6XO}II/IMO OpUuHUMAaTb BO BHHMAHUC CHMIITOMBI TOKCHUYECKOI'O HeﬁCTBHH

pudalyTuHa.
Caxeunasup

O®nykonazon mosbimaeT AUC u Cpax cakBuHaBupa mnpubnmsutensHo Ha 50 % u 55 %,
COOTBETCTBEHHO, 3a CUET MHIMOMpPOBaHUS MeTaboJM3Ma CaKBHHABUpPA B IEUYE€HU H30(EepMEHTOM
CYP3A4 u wunrubupoBanus P-rmukomporenmHa. BsaummopeiictBue Mexay ¢GIyKoHA30I0M U
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CaKBUHABHPOM/PUTOHABHPOM HE H3Y4YaloCh, OHO MQXKET Ho&QR:&EQéCEﬁJ%@EH& LE_IIDAKITI .

et aTs
g 1

Ao

MY OTYETY

MosxeT noTpeOoBaThCs KOPPEKIUS J03bl CAKBUHABHPA.

Ilpenapamol CVJZbd)OHLUZMO'i@@MHbl

HccnenoBanus ¢ yuacTHEM 30POBBIX JOOPOBOJIBLIEB MTOKA3aId, YTO OJHOBPEMEHHOE MPUMEHEHUE
¢iykoHazonma ¢ MEPOpaTbHBIMH  MPOU3BOJHBIMU  CYJIb()OHHIMOYEBHHBI  (Hampumep,
XJIOPIIPOTIAMUIOM, TTIMOCHKIAMHIOM, [IIMITHU3UIOM, TOJIOYTaMUIOM) IPUBOJWIO K YIUTMHEHUIO MX
nepuosia TONyBbIBeZCHUA. lIpu OZHOBPEMEHHOM NPUMEHEHUH C (IIyKOHA30JI0M HEOOXOAUM
PEryJISApHBI KOHTPOJIb YPOBHSI TJIFOKO3bl B KPOBM U, MPU HEOOXOIMMOCTH, CBOEBPEMEHHOE
CHIDKEHHE J03bI IIPETIapaToB CyIb(HOHUIMOYECBHHEI.

Teopuinun

B mnrnane6o-KOHTPOIMPYEMOM HCCIIEOBAHUHU JIEKAPCTBEHHOTO B3aMMOJCHCTBUS MpPHU TpPHEME
¢dbaykonazoma B go3e 200 mr B TedeHue 14 mHEW CpemHsSs CKOPOCTh IUTA3MEHHOTO KIIMPEHCa
teopmmuHa cHmwxkanach Ha 18 %. Ilpu HazHayeHuu ¢uryKoHa301a MaUMEHTaM, MPUMEHSIONIUM
TeO(UUIMH B BBICOKUX J103aX, WIM HMEIOIIMM IOBBIIIEHHBIH PHCK Pa3BUTUS TOKCHYECKOTO
JecTBUSL TeOPWDIMHA, HEOOXOAMMO HAONIONATh 33 MOSBICHHEM CHMIITOMOB IEpPEI03UPOBKU
teouiuinHa. [Tpy nosiBIeHUH NPU3HAKOB TOKCUYHOCTHU TEPAIHIO CIEYeT CKOPPEKTUPOBATh.

Todayumunub

Okcno3unus  ToQauuTUHUOA ~ yBEIMYMBAETCA  NpPU  OAHOBPEMEHHOM  MPUMEHEHHH  C
JICKapCTBCHHBIMHU TIpeNapaTaMy, SIBISIONUMUCS YMEPECHHBIMH WHTHOUTOpaMU H30(hepMEHTOB
CYP3A4 wu cunpHpiMu uHruobutopamu wuszodpepmenta CYP2C19 (mampumep, dmaykoHaszomn).
[ToaToMy peKOMEHIyeTcs CHU3HTH 103y TodamuthHuOa 10 5 Mr OJUH pa3 B CYTKH IIpU
KOMOWHUPOBAaHHOM NMPUMEHEHHUH C JJAHHBIMHU TIperapaTaMu.

Tonsanmat

DOkcno3unus ToiBanTaHa 3HauuTenbHO yBenuuuBaercs (AUC wa 200 %, Cpax Ha 80 %), npu
COBMECTHOM TMPUMEHCHHH TOJBanTana, cyocrpata wuszodepmenta CYP3A4 wu ¢nykonasoia,
ymepenHoro uHruoutropa CYP3A4. Ilpu 3TOM cCylecTByeT PUCK 3HAYUTEIBHOIO YBEJIWYECHUS
YacTOTHl Pa3BUTHS HEXKEJIATENbHBIX SBJICHWH, B YaCTHOCTH, TAaKWX KakK, MOBBIIMICHHBIA AWYypE3,
JieTuipaTalus 1 OcTpas MovyeyHasi HeJJOCTaTOYHOCTh. [Ipu 0THOBpeMEHHOM MPUMEHEHHH JaHHBIX
MperapaToB ClEAyeT YMEHBIIMTH J03y TOJBANTaHa, B COOTBETCTBHHM C PEKOMEHAAIUSMH B
WHCTPYKIMU 1O MEAWIIMHCKOMY TPUMEHEHHUIO TOJBalTaHa, M BHUMATeNbHO HAOMIOIaTh 3a
COCTOSIHMEM ITaIlMeHTa Ha MPEIMET Pa3BUTHS JIOOBIX TMOJO0HBIX PEAaKINi, CBI3aHHBIX C MPHEMOM
TOJIBaNITaHA.

Ankanouo bapsunka

HecMmoTpss Ha OTCyTCTBHME II€JICHANPABICHHBIX MCCIEOBAHUN, CUMTAeTCsA, YTO (IIyKOHA30JI
CHOCOOEH yBENMYMBATh KOHIIEHTpAallMM alKaJIOWAOB OapBHHKa B IUIa3ME€ KpOBU (Hampumep,
BUHKPHCTUHA M BHMHOJNACTHHA) M, TakUM OOpa3oM, NPUBOJIUTH K HEHMPOTOKCHYHOCTH, 4YTO,
BO3MOJKHO, MOKET OBITh CBsI3aHO ¢ MHTHOMpoBanueM m3opepmenta CYP3A4.

Bumamun A

Nmeercss coobmieHne 00 OJHOM ciydae pa3BUTUS HEXKeENaTelIbHBIX PEAaKUUH €O CTOPOHBI
neHTpanpHod HepBHOM cuctemsl (IUHC) B Buae nceBpoomyxoiau TOJOBHOIO MO3ra IpU
OJTHOBPEMEHHOM NPUMEHEHUU IMOJIHOCTbIO TPAHCPETUHOEBOM KHUCIOTHI (KUCIOTHON (OpMBI
BUTaMMHA A) U QIIyKOHA30J1a, KOTOpas Mcyesna nocie oTMeHb! GurykoHasona. [lpumenenne naHHon
KOMOMHAIIMM BO3MO>KHO, HO CIIeAyeT MOMHUTh O BO3MOXKHOCTH BO3HHMKHOBEHUS HEKEIaTeIbHBIX
peaxuuii co cropons! LIHC.
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COOTBETCTBY
_orle
Bopuxonaszon (uncubumop CYP2C9, CYP2C19 u CYP3A4) (MOCNEOCE

OnHOBpEeMEHHOE TMepopalibHOe MpUMeHeHne BopukoHaszoja (mo 400 mr xaxaeie 12 4 B mepBbIid
neHb, 3ateM 1o 200 mr kaxapie 12 4 B Teyenue 2,5 aueii) u ¢urykonaszona (400 mMr B epBblil A€HB,
3ateMm 1o 200 mr kaxaple 24 4 B TeueHue 4 qHel) y 8 3M0pOBBIX JOOPOBOJIBIIEB MY>KCKOTO I10JIA
MPUBOIMIO K MOBBIIIEHUIO Cmax 1 AUC Bopukonasona B cpenneM Ha 57 % (90 % moBeputenbHBIN
untepsain (JN): 20 %, 107 %) u 79 % (90 % AU: 40 %, 128 %), coorBercTBeHHO. [IpuBOAUT NN
CHIDKEHHE J03bl W/WIM YacTOThl NMPUMEHEHHsS BOPUKOHA30J7a W (IIYKOHA30Ja K YCTPAaHCHHIO
naHHoro 3¢gdQexra, He ycTaHOBIEHO. [Ipyu nmpuMeHeHuU BOPUKOHA3051a COBMECTHO C (hIIyKOHA30JI0M
PEKOMEHYETCSI KOHTPOJIMPOBATh COCTOSHHME NAIlMEHTOB C LIEJIbI0 BBISIBICHHUS BO3HUKHOBEHUS
HEKeJaTeJIbHBIX PeaKiuil, CBSI3aHHBIX C MPUMEHEHHEM BOPUKOHA30J1a.

3udo6youn

IIpu nepopanbHOM MPUMEHEHUH (PIYKOHA30J CHUKAET KJIMPEHC 3UI0BYJUHA IPUMEPHO Ha 45 % u
noBeimaer Cmax 1 AUC 3umoBynmHa Ha 84 % u 74 %, coorBerctBeHHO. Kpome Toro, mpu
OJTHOBPEMEHHOM IPUMEHEHUH C (IIyKOHA30JI0M OTMEYaJIOCh yUIMHEHNE NEPHOa MOTyBbIBEICHUS
3u10ByIMHa npuMepHo Ha 128 %. [lanuenTsl, nonyyaromue Takyro KOMOMHAIMIO JIEKAPCTBEHHBIX
IpenaparoB, JOJDKHBI HAaXOAWUTBHCS IOJ HAONIOACHUEM C IIETbI0 BBISBICHHS HEXKENIaTeIbHBIX
peaKiuii, CBA3aHHBIX C MPHUMEHEHHEM 3HI0ByAHHA. [Ipr HEOOXOAMMOCTH BO3MOXKHO CHIIKEHHE
T03bI 3UAOBY/IHHA.

Azumpomuyun

Jlis  ycTaHOBJEHMsI BIMSHUSA OJHOKPATHOrO IpueMa asuTpomuiuHa B goze 1200 mr Ha
(hapMakOKWHETHKY (IIYKOHA30JIa TIPU €ro OJHOKPATHOM mNpuMeHeHmH B o3¢ 800 Mr, a Takxke
BIusiHUS (prmykoHazona Ha (apMaKOKMHETHKY a3UTPOMHIIMHA OBbLIO TPOBEACHO OTKPBHITOE,
PaHIOMU3UPOBAHHOE, TPEXCTOPOHHEE IEPEKPECTHOE HCCIIEIOBAHUE C ydacTUeM 18 310poBbIX
JTOOPOBOJBIIEB. 3HAYMMOTO (HapMaKOKMHETHYECKOTO B3aUMOJCHCTBUS MEXIY (IIYKOHA30JI0M U
AQ3UTPOMUIIMHOM BBISIBJICHO HE OBLIO.

HeDODaJZbele KoHmpauyenmuebl

bouto mpoBeneHo ABa (hapMaKOKMHETHYECKHX HCCIIEIOBAaHUS MPUMEHEHHs KOMOMHHPOBAHHOIO
NEepOpaNbHOTO KOHTpALENTHBA Ha (pOHE MHOTOKpaTHOro npuema (iaykonazona. [Ipu npumeHeHun
¢daykoHazona B 103€ 50 MI CyIIECTBEHHOIO BJIMSHUSA Ha YpOBEHb TOPMOHOB YCTaHOBJIEHO HE ObLIO,
TOrJa Kak MpH exXeqHeBHOM mpueMe (iaykoHazona B j1o3e 200 mr AUC sTUHMIBCTpaauona U
neBoHoprecTpena ysenuuuBaiack Ha 40 % wu 24 %, coorBercTBeHHO. Takum o0pazom,
MHOT'OKpaTHOE MPUMEHEHHUE (UIyKOHA30J1a B YKa3aHHBIX J103aX BPs JIM MOXKET OKa3aTh BIUSHHUE Ha
3¢ (HeKTUBHOCTE KOMOMHHUPOBAHHBIX MEPOPAILHBIX KOHTPALIEITUBHBIX IIPENapaToB.

4.6. ®epTUIBLHOCTDb, 0€PEeMEHHOCTD M JIAKTALMSA

bepemeHHOCTH

PesynmbTaThl  HaONIOMATENILHOTO  MCCIIEOBAHUS  YKa3bIBAlOT  HA  TIOBBINICHHBIH  PUCK
CaMOTIPOM3BOJBHOIO abopTa y JKEHIIMH, MOJy4aBmIMX (JIYKOHA30J B IEPBOM TPUMECTPE
OepeMEeHHOCTH.

JlaHHBIE 10 HECKOJBKUM ThICSYaM OEpEeMEHHBIX J>KEHIIMH, MOJIYYMBIIMX KyMYJISTUBHYIO J03Y
¢nykonazona < 150 Mr Ha HMpOTSHDKEHUM MEPBOrO TPUMECTPA, CBUAETENBCTBYIOT 00 OTCYTCTBUHU
yBeJIMUEHUsl 00IIero pucka (GpopMHpoBaHUS MOPOKOB pa3BUTHS y Iuioga. B onHOM KpymHOM
HaOJI0AaTeIbHOM KOTOPTHOM HCCIIEZOBAaHUM IEpOopajbHOE NMpPUMEHEHUe (PIykoHa3oja B MEPBOM
TpUMeCTpe OBbLJIO CBSA3aHO C HEOOJBIIUM IMOBBIIIEHUEM pHCKa (HOPMHUPOBAHUS MMOPOKOB Pa3BUTHUSA
OIIOPHO-/IBUTaTENBHOIO ammapaTa, YTO COOTBETCTBYET IPUMEPHO | JOMOJHUTENBHOMY CIIydaro Ha
1000 >xeHIIMH, MOJTy4YaBIIMX KyMYJIATHBHBIE N103bI < 450 MI, MO CpaBHEHHUIO C >KCHIIMHAMHU,
II0JIy4aBIIMMH TOIMYECKUE MpPenaparhl IPYyIIIbl a30J0B, U IPUMEPHO 4 TOMOIHUTEIbHBIM CIIydasM
Ha 1000 >KeHIUMH, MOJy4YaBIIMX KyMyJATHBHbIE 103blI CBblIle 450 mr. CKOppeKTUPOBAHHBIN
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COOTBETCTBYET 3KCMEPTHO
ot 16.03 2026 N° 5240

OTHOCHUTEINbHBIN puck coctaBmi 1,29 (95 % U 1,05-1,58) nn';ﬂ'rgﬁom% i“"()T(EﬂwE(BIﬁ;iISJH_A ﬂfrb*}'e

MY OTYETY

Ao

150 mr u 1,98 (95 % AU 1,23-3,17) ans no3 paykonazosna 6omnee 450 mr.

Onucanpl cllydal MHOKECTBCHHBIX BPOKICHHBIX MMOPOKOB PAa3BUTHUS Y HOBOPOXKACHHBIX (BKIIOYAs
Opaxunedainio, AUCIUIA3HI0 YIIHBIX PAKOBHH, YPE3MEPHOE YBEIMUYEHHE OOJIBIIOrO POIHHYKA,
WCKPUBJICHHE OCIPEHHBIX KOCTEH, IJICYeTyuyeBO CHHOCTO3), MATEPU KOTOPHIX B TEUCHUE TPEX H
Oosiee MecsIeB NpUHUMaAIA (IYKOHA30J1 B BBICOKMX po03ax (400-800 mr/cyt) mns JiedeHus
KOKIIHIMOUIOMHUKO3a, XOTS IPUIMHHO-CJICJICTBEHHAS CBSI3b 3TUX CIy4aeB ¢ IpueMoM (UIyKOHA30J1a
HE sICHA.

B skcnieprMeHTaNbHBIX UCCIEAOBAHUSX HA KUBOTHBIX OOHApYKeHa PErpoIyKTUBHAS TOKCHYHOCTh
npenapara (cM. pazzaen 5.3).

[Ipexne 4eM 3a0epeMeHeTb, peKoMenayeTCs BBLIEPXKATh IIEPUOLI BBIMBIBAHUS
MPOJIOJDKUTEIBHOCTHIO OKOJIO | HeZeH (4TO COOTBETCTBYET 5-6 Imepro/iaM MOTyBBIBEICHUS ) ITOCTIE
IIPUMEHEHHUSI OJHOM J103bl UJIU MPEKpalleHNs Kypca jJeueHus (cM. pasaen 5.2).

He cnenyer npuMmeHsTh (UIyKOHA30Jl B CTaHAAPTHBIX J103aX U MPOBOAUTH KPaTKOCPOUHBIE KYPChI
nedyeHus (GIyKoHa30JI0M B IIEpHOJ OEPEMEHHOCTH, 3a HCKIIIOUEHHEM KpaiiHell HeoOX0IMMOCTH.

He cnenyer npumeHsTh (IykoHa307d B BBICOKHMX JI03aX W/WIIM TPOBOIMTH JUTUTEIBHBIC KYPCHI
nedeHus (PIIyKOHA30JI0M B TIEPHO OEPEMEHHOCTH, 33 UCKIIFOUCHUEM JICUCHUS YTPOKAIOIINX KU3HU
MH(EKIIHA.

JlakTamnms

@yKoHa30]1 MPOHUKAET B TPYJHOE MOJOKO, B KOHIIGHTpAUMSIX ONM3KUX K IJIa3MEHHBIM (CM.
pasnen 5.2). KopmiieHne rpyaplo MOXKHO IPOJOJDKATH TMOCIE OJHOKPATHOW MT03bI (DIIyKOHA301a
150 mr. He pekoMeHyeTcss KOPMUTDH TPYJIbIO IPH MHOTOKPATHOM MPUMEHEHUHU (IIyKOHA30J1a WIH
MPU €ro MPUMEHEHUW B BBICOKMX J03aX. [Ipu mpuHATHM pemieHuss O Ha3HAYCHUH IIpenapara
Onykonazon Dnbda Ha ¢GoHE TpyTHOrO0 BCKAPMIIMBAHMS CIIEyeT MPUHUMATh BO BHUMaHHUE
cienyomue (GakTophl: MOJIB3y TPYIHOTO BCKApMIIMBAHUS IS 3JI0POBbS W Pa3BUTHS MIIaJICHIA
COBMECTHO C KIMHUYECKUMU TOKa3aHUSAMH JJIs Ha3HaueHus mnpenapata dnykonazon DOnbda u
BO3MOKHOCTBH Pa3BUTHS JTIOOBIX MOTEHIMAIBHBIX TOOOYHBIX d(D(PEKTOB y MIafeHIIA WU BIUSHHUE
COMYTCTBYIOILIEH MATOJIOTUU MaTEPH Ha 3J0POBbE MII/ICHIIA.

DdepTHIbHOCTD

CDJ'IYKOHEBOJ'I HC OKa3hbIBaJl BIUAHHUC HaA (I)epTI/IJ'IBHOCTB CaMOK 1 CaMIIOB KPbIC (CM. pasaei 53)

4.7. BiusiHue Ha CHOCOOHOCTH YHOpaBJATh TPAHCHOPTHBIMMA CpeACTBaAMHM H paﬁoTaTb C
MEXaHU3MaMHU

UccnenoBanust BnustHust mnpernapata @aykoHa3zon Onabda HA CIOCOOHOCTH K  BOXKIEHHUIO
aBTOTpAHCIIOPTa U 0OCTYKUBAHUIO MEXaHUUYECKOTO 00OPYI0OBaHUS HE TPOBOIMIIUCE.

[TatiuenToB ciemxyeT MpouHPOPMUPOBATH O BO3ZMOXXHOCTH BO3HUKHOBEHHS TOJIOBOKPY)KCHHS N
CyIOpOr MpHu MpuMeHeHnH npenapata OiaykoHa3on nbda (cM. pasaen 4.8) U peKOMEH0BaTh MpU
pa3BUTUU JIOOOTO M3 ITHX CHUMIITOMOB HE CAJAWTHCS 3a PyJb aBTOMOOWIIS W HE MPHUCTYIAaTh K
paboTe ¢ MexaHMYeCKUM 000PYIOBaHHUEM.

4.8. HexkesaTebHbIE peaKkuu

Pesrome npoduiist 0e30nacHOCTH

Yame Bcero (ot >1/100 mo <1/10) perucTpupoBaMCh TaKHE HEXKeENAaTEIbHbIE PEaKIuh, Kak
rojoBHass ©Oonb, OONb B JKHUBOTE, JAMapes, TONIHOTA, pPBOTA, TMOBBIIICHHE AaKTHBHOCTU
aJ'IaHI/IHaMI/IHOTpaHC(i)Cpa?)BI, IIOBBIIIICHUEC AKTHBHOCTHU acnapTaTaMHHOTpchq)epa%I, TIOBBIIIICHUEC
aKTUBHOCTH IIENOYHOHN (ocaraszpl B KPOBH U KOXKHASI CHITb.
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B cBs3u ¢ nedenwem (HIyKOHA30J0M COOOIIATOC

.
L

AL

OTEETCTEYET 3KCTNEPTHOMY OTYETY

ot 16.03.2026 N2 524(

L _o_pathlitim! SHdicdpcrsehiiniC platii* ¢

s03uHOGUIME W cUcTeMHBIMU mposiBieHusmu (drug reaction with eosinophilia and systemic
symptoms — DRESS) (cMm. paznen 4.4).

TabanyHOE pe3roMe HEXENATENbHbBIX PEAKIINI

[Ipu

IMPUMCHCHUHA

(dbrykoHazoa

ObLIH

BbISIBJICHBI

U 3aperucTpUpPOBAHbI

clIeyrolue

HEe)KEJIaTeIbHbIC PEaKIMU, KOTOpPhIe ObUIM KIAacCU(MUIIMPOBAHBI II0 YaCTOT€ WX MPOSBICHUS
cienymuM obpazom: oudeHb 4acto (>1/10), wacto (>1/100, vHo <1/10), mHewacro (>1/1 000, HO
<1/100), peaxo (>1/10 000, vHo <1/1 000), ouenp penko (<1/10 000), wacrora Hew3BecTHa (HA
OCHOBaHUH UMEIOIINXCS JTAHHBIX OIICHUTH HEBO3MOXKHO):

CucremHo- Yacro Heuacro Penxo Yacrora He
OpraHHbIil KJace HM3BECTHA
Hapymenus co Anemus ArpaHyIonmTos,
CTOPOHBI KPOBH U JIeUKOMCHHU,
muMdaTuaeckon TPOMOOIIMTOTICHHSI,
CUCTEMBI HEUTPOIICHHUS
Hapymenns co Amnadunakcus
CTOPOHBI
MMMYHHOMU
CUCTEMBI
Hapymienus CHIbKeHHe [ToBbI1ICHHE
MeTaboar3Ma U anmeTuTa KOHLIEHTPaL1H
MUTaHUS XoJecTeprHa u
TPUIJINLEPUIOB B
IasMe KpOBH,
TUIOKAJIMEeMHUS
IIcuxuueckue COHIIMBOCT®,
HapyIICHHS OeccoHHMIA
Hapymienus co | 'onoBHas 601b Cynopory, Tpemop
CTOPOHBI HEpPBHOMU rapecresus,
CHCTEMBI TOJIOBOKPY>KEHHE,
U3MEHEHHUE BKyca
Hapymenns co I'onoBokpyxenue
CTOPOHBI ~ OpraHa
cllyxa M JJaOMpHHTA
Hapymienus co [omumopdhHas
CTOPOHBI cepia KEJTyT09KOBas
TaxXUKapIus THIA
«rmupy3™» (CM. pasgen
4.4), YIJINHEHHE
untepBaga QT (cm.
paznen 4.4)
Kenynouno- bBones B kuBoTe, | 3amop, Aucnencus,
KHIICYHbBIE JMapesi, TOIIHOTa METEOPHU3M,
HApyLIEHUs CYXoCTh
CITU3UCTOM
00O0JIOYKH MOIOCTH
pra
Hapymienus co | IToBbiieHne Xomnecras (cm. | Hapymenne ¢ynxoun
CTOPOHBI TICUCHHU M | AKTUBHOCTH pasmen 4.4), | meuern (cM. pasmen
JKETUEBBIBOIANINX | AMUHOTpaHC(epasbl JKeNnTyxa (cm. | 4.4),
myTen (em.  pasgen  4.4), | pasnen 4.4), | renaToueIUTIONAPHBIN
HOBBIMNCHNE MTOBBIIICHAE HEKpo3 (cM. pazmen
aKTHBHOCTH KOHIICHTPAIINN 4.4), rematutr (cMm.
aclapTaTaMUHOTPAHC | GynypyGuna (cM. | pasaen 4.4),
bepaser (M. pasnent | payen 4.4) TrenaToIeIUTIONSPHOE
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 16.03.2026 N= 5240
(O CRS L ER TENEH N, Lo i )
CucremHo- Yacro Heuactp : Petio YacToTa He |
OpTraHHbIii KJacc H3BECTHA
4.4), MTOBBIIICHUE MTOBPEIKICHNE (cm.
AKTUBHOCTHU pazznen 4.4)
IIENOYHO
(docdarazel B KpoBH
(cm. paznen 4.4)
Hapymenus co | Cemp  (cMm. pasgen | JlekapcTBeHHAs Tokcuueckuii JlexapcTBeHHas
CTOPOHBI KOXH u | 4.4) ChITL* (cM. | snMaepMabHbBINA CBITTh c
ITOJAKOXKHOH paszaen 4.4), | HeKpon3 (CM. pasien | sozuHOpUIHEH
KJI€TYaTKH KpamnuBHUIA (CM. 4.4), CHHIPOM | 1  CUCTEMHOMU
paszen 4.4), syn, | CTuBeHca-JlxoHcoHa CUMITOMATHKO
TIOBBIIICHHOE (M. pasgen  44), | j (DRESS-
MOTOOT/CICHNE OCTphIN . CHHZPOM)
reHepaan30BaHHbIH
9K3aHTEMaTO3HBIN
myctyne3 (cM. pasnen
4.4), sKcHOIMATUBHBIN
JICPMATHT,
AHTHOHEBPOTUYECKHI
OTeK,  OTeK  JIHWIa,
aJIoTeIus
Hapymrenuns co Muanrus
CTOPOHBI
MBIIIEIHOM,
CKEJIETHOU u
COEIMHUTEIBHOU
TKAHH
Oo6mmue [ToBblIeHHAA
HapyIICHHS " YTOMIISIEMOCT®,
peakuum B MecCTe HEJ0MOTaHHe,
BBEJICHUS acTeHMS,
JUXOpajKa

*Brortouasi CTOMKYIO JIEKapCTBEHHYIO AIPUTEMY
eTu

XapakTep U 4acToTa HeKelaTeIbHBIX PEAKIHil, a TaK)Ke OTKJIIOHEHMSI B PE3yJIbTaTax J1abopaTOPHBIX
METOJIOB HCCIIEJIOBaHUs, 3a(UKCUPOBAHHBIE Yy JleTe M MOAPOCTKOB B XOJ€ KIMHMYECKHX
UCCIIEIOBaHMM, OB COMTOCTABUMBI C TAKOBBIMH Y B3POCIIBIX MAIIUEHTOB.

COO6H_IGHI/IG 0 TOA03PEBACMBIX HEXKCIATCIIbHBIX PCAKIIMAX

BaxxHo cooOuiath 0 1oj03peBaeMbIX HEXKEIATEeNbHBIX PeaKlusAX MOCJIEe perucTpalnuy mpernapara ¢
LEeNbl0  O0ecreyeHus: HENpPepbhIBHOTO  MOHUTOPUHIA  COOTHOLICHMS  «IIOJb3a —  PHCK»
JIEKapCTBEHHOI0 mpemnapara. MeauIuHCKUM pabOTHUKAM PpPEKOMEHAYeTcCs cooOmarh O JIHOObIX
[IOJI03PEBAEMBIX HEXKEIATENBHBIX PEAKLUAX JIEKAPCTBEHHOI'O IIpernapaTa 4Yepe3 HalMOHaJIbHbIE
CUCTEMBl COOOIEHHST O HEXKEeNaTeNbHbIX peakuusx TrocyldapcTB-wieHoB EBpasuiickoro
SKOHOMMYECKOTO COI03a.

Poccniickas @enepanns

denepanbHas ciyx0a 1o Haa30py B cepe 3ApaBOOXpaHEHUS

Anpec: 109012, Mocksa, CinaBsHCKas miiomasp, 1. 4, ctp. 1

Tenedon: +7 (800) 550 99 03

DnexkrponHas moura: pharm@roszdravnadzor.gov.ru wiu npr@roszdravnadzor.gov.ru
Caiit B I/IH(I)OpMaI_II/IOHHO-TeHeKOMMYHI/IKaLII/IOHHoﬁ cetu «HT CpHET»
https://www.roszdravnadzor.gov.ru/
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COOTBETCTBYET 3K(

OT 1 U,

(MOCNEOQOBA

4.9. Ilepeno3upoBka

CUMIOTOMBI

Wmerorcst coollieHuss o rmepeno3upoBke mnpenapara PiykoHason Onbda, CONpOBOXKIABIICHCS
TaJUTIOIIMHAIMSIMUA ¥ TTAPAHOUIAIBHBIM MTOBEICHHEM.

Jleuenue

B cinyuae nepeno3upoBku anekBaTHBIA 3()(PEKT MOKET aTh CUMITOMATUYECKOE JieueHUE (B TOM
YHUCJIe MOJACP>KUBAIOIINE MEPHI U TPOMBIBAHUE KETYJIKA).

@Di1yKOHa30J1 BRIBOJUTCS B OCHOBHOM, 4Ye€pe3 MOYKH, OATOMY (HhOpPCUPOBAHHBIN AUYpE3, BEPOATHO,
MO>KET YCKOPUTbH BbIBEJeHUE IpenapaTa. CeaHC remoauanusa JJIMTENbHOCTBIO 3 yaca CHHXKAET
KOHIEHTpaluio (hykoHa3oja B 11a3Me KpoBH npumepHo Ha 50 %.

5. PAPMAKOJIOTHYECKHE CBOMCTBA

5.1 dapmakoguHAMHUYeCKHe CBOHCTBA

dapMakoTeparieBTUYEeCKas TpyMma: MPOTHBOTPHOKOBEIE CpPEACTBA CHUCTEMHOTO JCHCTBHS;
IIPOU3BOAHBIE TpHUA30Ja U TETPA30JIa.

Kox ATX: JO2ACOL.

MexaHus3M aeicTBUS

@iyKoHa30J1 — 3TO MPOTUBOIPUOKOBBIA Ipenapar rpynmnbl Tpua3zosoB. OCHOBHONW MeXaHHU3M
neicTBus  (paykoHa3ojga 3aKJOYaeTcss B MHTUOMpPOBaHMM peakuuu 14-anbda-maHocTepod-
JNEMETUIIMPOBaHUs, orocpeayeMoi mutoxpomoM P450, 4uro sBisieTcs HEOTHEMIIEMBIM ATalloM
O6uocuHTe3a TpuOKoBOro sprocreposia. Hakorenue 14-anbda-MeTHICTEPOTIOB KOPpETUpPYET C
MOCJIeIYIONEH ToTepel IProcTeposia, BXOISIIETO B COCTaB KIETOUYHOW MEMOpaHbl TPUOOB. DTOT
IpoIecc, BO3MOXKHO, JIEKUT B OCHOBE NMPOTUBOTPHOKOBOro JieiicTBus (iykoHazona. diaykoHazon
aBigercs Oosiee CENEKTUBHBIM K (epmeHTaMm 1uToxpomMa P450 rpuboB, yeM K pa3iUyHBIM
bepmenTam cemeiicTBa nuroxpoma P450 MiuexonuTaromumx.

Tepanust ¢ykonazomom B go3e 50 mr/cyr B TedeHuwe 28 HEW HE BIUSET HA KOHIEHTPAIUIO
TECTOCTEPOHA B TUIa3Me€ KPOBU y MYKUUH HIIM KOHIIEHTPAIMIO CTEPOHJOB B IJIa3M€ KPOBH Y
KEHIIUH JeTopoaHoro Bo3pacta. dnykonazon B no3ze 200-400 mMr/cyT He OKa3bIBAaeT KIMHUYECKH
3HAYUMOTO BIMSHHUS Ha YPOBHU OHAOTCHHBIX CTEPOMIOB M HMX PEAKIUI0 Ha CTHUMYJISIIHIO
aapenokoptukoTpornHoro ropmona (AKTT) y 3mopoBeix MyxunH — n1o0poBosibiieB. MccnenoBanus
B3aMMOJICHCTBUS C AHTUIUPUHOM TMOKAa3ajl, YTO HU OJHOKPATHBIN, HU MHOTOKPATHBIH MpHeM
(dbaykonazosna o 50 Mr He BIHMSIET Ha €r0 METa00TU3M.

YyBCTBUTENBLHOCTS iN Vitro

dyKoHA30J1 TPOJAEMOHCTPHUPOBAT MPOTHBOTPUOKOBYIO aKTHBHOCTH 1IN VIO B OTHONICHHH
pacrpoCcTpaHEeHHbBIX B KIIMHHUYECKOW MpakThKe BUoB rpubka poma Candida (Bkmrouas C. albicans,
C. parapsilosis, C. tropicalis). C. glabrata nposBiseT HOHWKEHHYIO YyBCTBHUTEIBLHOCTH K
¢ykoHazomy, B To Bpems kak C. krusei u C. auris ycroituuBsl kK ¢urykoHa3ody. MUHUMaIbHAS
unrubupyromas konneHtpanus (MUK) u snunemuonornyeckuit nopor (ECOFF) duykonazona ans
C. guilliermondii Beime, wem ais C. albicans.

dnykoHa305 TaKKe MPOSBISET aKTUBHOCTH IN Vitro B otHomenuu Cryptococcus neoformans u
Cryptococcus gattii, a Takke MpOTUB 3HIEMHUYHBIX TUIECHEBBIX rpuOKoB Blastomyces dermatiditis,
Coccidioides immitis, Histoplasma capsulatum u Paracoccidioides brasiliensis.
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CornacHO pe3ynbTaraM SKCIEPUMEHTAIBHBIX HCCIEIOBAaHUI Ha IKUBOTHBIX, CYILECTBYET
Kkoppemsus Mexay 3HaueHusMu MUK u 3¢ (hekTHBHOCTBIO B OTHONIEHUH KCIEPUMEHTATBHBIX
MOJIeJieli MUKO30B, BbI3BaHHBIX rpubamu poaa Candida. ITo qaHHBIM KIMHUYECKUX UCCIICIOBAHUM,
CYILIECTBYET MpaKTUYECKH JiIMHEeWHas (mpaktuuecku 1:1) 3aBucumocts mexnay AUC u nosoit
(dbaykonazona. Takke CyIIecTBYET mpsmas, HO HemoctaroyHas cBs3b Mexay AUC wiam 10301 U
MOJIOKUTEIBHBIM KJIMHUYECKUM OTBETOM Ha JICYCHHE KaHJWUJI03a MOJIOCTH pTa W, B MEHbIIECH
CTENeHU, KaHIUAEeMUU. AHAJOTUYHO, JiedeHHEe WH(MEKIMii, BbI3BAHHBIX IITaMMaMH, K KOTOPHIM
baykoHazon nemoHcTpupyet 6osee Beicokyro MUK, menee ahexTusHO.

MexaHnu3Mbl Pa3BUTHS PE3UCTCHTHOCTH

I'pubku poxga Candida peanu3yroT MHOTOYHCICHHBIE MEXaHH3MbI Pa3BUTUS PE3UCTEHTHOCTH K
HNPOTHUBOTPUOKOBBIM MIperapaTaM H3 TPYyNIbl  a30J0B. [3BeCTHO, 4YTO MITaMMbI TPHOOB,
UCIIOJIB3YIOIIHME OJIMH MK 00JIee MEXaHU3M Pa3BUTUS PE3UCTEHTHOCTH, IECMOHCTPUPYIOT BBICOKYIO
MUK ¢aykoHaszona, 4T0 OKa3bIBaeT HErATHBHOE BIMsHUE Ha 3 (HEKTUBHOCTH mpemnapara in Vivo u B
KJIMHUYECKOM MPAKTHKE.

VY 00bIuHO YyBCTBUTENBHBIX K (uykonazony BumoB Candida nHambonee uyacto BCTpedacMbIM
MeXaHU3MOM (HPOPMHUPOBAHUS PE3UCTEHTHOCTHU SIBIISIETCSI BO3/ICHCTBUE HA (DEPMEHTBHI, SBIISIOIIAECS
MHUILEHSAMU JUIsl IeMCTBUS a30J10B M OTBEYAIOLIHE 32 OMOCHHTE3 3ProcTepolia.

Pe3ncTeHTHOCTh MOXKET pa3BUBATHCS B PE3yJbTaTe MYTAllMH, MOBBIIIEHHON BBIPAOOTKH (pepMEHTa,
MeXaHH3MOB d(]dirokca IeKapcTBEHHOTO BellecTBA WM (OPMHPOBAHHS KOMIIEHCATOPHBIX
MeTabOIMUECKUX IyTeH.

Coobmranoch o cynepuHdekiny, Bpi3BaHHO#N rpubkamu poaa Candida ornuunsivu ot C. albicans
KOTOpBIE 3a4acTylo, 00JIaJal0T eCTECTBEHHO HM3KoW uyBcTBUTENbHOCTRIO (C. glabrata) wim
PE3MCTEHTHOCTRhIO K (urykoHazony (Hampumep, C. krusei, C. auris). B Takux ciy4dasx MOMKeET
moTpeOoBaThCs MPUMEHEHUE abTEPHATHBHON aHTHIPHOKOBOM TEPaITUHu.

Jlns Hexkotopbix Bupo Candida, obnamaromux HOPUPOIHONW PE3UCTEHTHOCTBIO K (hIIyKOHA30I1Yy,
takux kak C. Krusei, wiv HeZJaBHO MOSIBUBIIMXCS, TAKUX Kak C. auris, MexaHH3MbI pe3UCTEHTHOCTH
IIOJIHOCTBIO HE SICHBI.

Ilorpaununsle 3Hauennsa gyyBcTBUTEIRHOCTH (cornacuo EUCAST)

OcHoBBIBasiCh Ha aHanu3e ¢apMakokuHeTndeckux/papmakoanHamuueckux (PK/DJ]) naHHBIX,
YYBCTBUTEABHOCTH IN Vitro u kinuanueckoMm otBete, EUCAST-AFST (EBponeiickuii KOMUTET 1O
OTIpEeJICJIEHUI0 YYBCTBUTEIBHOCTH K aHTUMUKPOOHBIM INpernapaTaM — HOJKOMUTET IO ONpPeIeIeHUI0
YYBCTBUTEIHHOCTH K MPOTHBOTPHOKOBEIM IperiapaTtam) ONpeIenil TPaHUIbl YyBCTBUTEIBHOCTH K
¢dnykonasony mis BugoB poxa Candida («O6ocHoBanue mpumenenus ¢aykonasona EUCAST
(2020 r.)» — pemakuus 3; EBpomneickuii KOMHUTET TO OIPEACICHUI0 YYBCTBUTEIBHOCTH K
IPOTUBOMUKPOOHBIM MpenapaTaM, MPOTUBOTPHOKOBBIM IpernaparaM, TaOIUIbl MOTPAHUYHBIX
3HaueHUN 4yBcTBUTENbHOCTH ansi uHTepnperaunn MUK, Bepcus 10.0, neiictBurensHa c 04
despans 2020 1.).

OTU morpaHUYHble 3HAYEHHUS ObUIM pa3JelieHbl Ha HE OTHOCSIIMECS K BHUAAM, KOTOpbIE ObLIN
OIpeJiesIeHbl TPEUMYIIIECTBEHHO Ha ocHOBaHMU JaHHBIX OK/DJ] u He 3aBUCAT OT pacripeesieHus
MUK 1151 KOHKpPETHBIX BHJIOB M CBS3aHHBIE C BUIAMH, KOTOpble HauOoyiee 4acTO BbI3bIBAIOT
MHOEKIUH Y JTroiel. DTH MOrpaHUYHbIe 3HAYSHUS MPEACTABICHbI B TaOJIHIIEe HIDKE.

HpOTI/IBO- FpaHI/ILILI YYBCTBUTCIIBHOCTU, KOTOPBIC 3aBUCAT OT BUA B036y,Z[I/ITeJ'I$I FpaHI/ILIBI
rpuOKOBBIE (U</P>), mr/n 4yBCTBUTENBHO-
mpemmapatsl | Candida | Candida | Candida Candida | Candida | Candida | ctu, KoTOpBIE HE
albicans | dubli- glabrata krusei parapsi- | tropicalis | 3aBucar oT
niensis losis BO30y Ut
Y < /P> wmr/n
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Y — 4yyBCTBUTEBHBIN; P — pe3UCTEHTHBI.

A — rpaHHIIBl YyBCTBUTEIBLHOCTH, KOTOPbIE HE 3aBUCAT OT BUAA BO30yAMUTENS, ObUIM OMpPEIEICHbI
MPEUMYIIIECTBEHHO Ha ocHoBaHWW AaHHBIX DK/DJ] um He 3aBucat oT pacnpenencaus MUK
KOHKPETHbIX BUJ0B. OHU NIpeIHAa3HAYEHbl WCKIIIOUUTENBHO JI MPUMEHEHHMs I OpPraHu3MOB,
KOTOpBIE HE UMEIOT CIeU(PHIECKOTO TOTPAHUYHOTO 3HAYCHHUSL.

«HpoqepK» — HC€ PCEKOMCHAYCTCA MPOBOAWTHL HCIBITAHHA Ha YYBCTBUTCIBHOCTBH, ITOCKOJIBKY
HaHHBIﬁ BUJ IJIOXO MMOAAACTCA TCPpAIIMU YIIOMAHYTBIM JICKAPCTBCHHBIM IIPCIIApaTOM.

* Bee mrammel C. glabrata, otHocstces k kareropuu «II». 3nauenus MUK mis C. glabrata 6omnee
16 mr/n criiegyer HHTEPIPETUPOBATH KaK 3HAYCHUS PE3UCTEHTHOCTH. KaTeropusi 4yBCTBUTEILHOCTH
(<0,001 mr/m) mpeacrasiaeHa TOIBKO JUIs IPEIOTBPAIICHHS OITHOOYHOTO OTHECEHHUS ITaMMOB «I1»
K wmramMaMm «U». «lI» — 4YyBCTBHUTENbHBINA, NOBBIIIEHHOE BO3JCHCTBHE: MHUKPOOPraHU3M
KJIacCU(UIUPYETCS] KaK «IyBCTBUTEIbHBIN, MOBBIIICHHOE BO3JIEHCTBUEY, KOT/Ia UMEETCSl BBICOKAsS
BEpPOSITHOCTh YCIEIIHOCTH JICUECHHMsI, TOCKOIbKY BO3JCHCTBUE BEIIECTBA MOBBIIICHO B PE3YJbTaTe
KOPPEKIIMU €ro PeKuMa.

5.2. dapmaKkoKHHETHYECKHUeE CBOIiCTBA

CDapMaKOKI/IHCTI/IKa (I)J'IYKOHBBOJ'IB. CXOJHa TpHU BHYTPUBCHHOM BBCIACHHUU U ITPUEME BHYTDb.

AOGcopOrus

[Tocne mpuema BHYTpH (HIIyKOHA30J XOPOILIO BCACHIBACTCS, €r0 KOHLEHTPALUs B IUIa3Me KpOBU (U
o01ast 6MoIOCTYIHOCTB) cocTaBisieT 6oee 90% OT TaKOBBIX IPU BHYTPUBEHHOM BBEICHUU.

OnHOBpPEeMEHHBIM TIPUEM IMHINM HE BJIWSET HA BCACBIBAHHME Tperapara MpU €ro IMepopajbHOM
npuMeHneHun. Cmax tocturaercs uepes 0,5-1,5 gaca nmocie mpuema npenapara HaTOIIAK.

Konnentpanuu ¢raykoHazona B 1a3Me KpPOBH MPONOPIIMOHATIBHBI MPUHATONH 03¢ Mperapara.
PaBHoBecHass koHueHtpanus (Ha ypoBHe 90%) pocturaercs k 4-5 JHIO JI€UCHUS TIPH
MHOTOKpaTHOM TpuemMe mpemnapata 1 pa3 B cytku. [Ipuem mpenapara B 1-if 1eHb B HacChIAIOIICH
7103€, B JIBa pa3a IMPEBBIIAIONIEH CPEIHIO CYTOYHYIO 103y, MO3BOJISIET JOCTHYb PaBHOBECHOMU
KOoHIleHTpauu (Ha ypoBHE 90%) KO 2-My JAHIO JIEYCHHUS.

Pacnopenenenne

Kaxymmuiics o6beM pacnpesneneHus NpuoOImKaeTcs K o0IeMy COAEepKaHHI0 BOJBI B OpraHHU3ME.
Casi3piBaHue ¢ OelTkaMu M1a3Mbl KpoBH — HU3Kkoe (11-12 %).

CDJ'IYKOHEBOJ'I XOopomo HPOHHUKACT BO BCC KUJAKOCTU OpraHu3Ma. KOHHGHTpaHI/II/I (I)J'IYKOHEBOJ'IEI B
CJIIOHEC U MOKPOTC CXOJHBI C €TO0 KOHICHTpAUUsAMHU B IIJIa3ME KPOBH. V manmeHToB ¢ FpI/I6KOBBIM
MCHHUHI'UTOM KOHIOCHTpAIIUN (1)JIYKOH33OJ'I3 B CIIMHHOMO3T'OBOM JKHJIKOCTH COCTaBIISIOT OKOJIO 80 %
OT €10 KOHIIGHTpaHI/Iﬁ B IJIa3M€ KPOBH.

B porosowm cioe, anuaepMuce, 1epMe U MOTOBOM JKUJIKOCTU JIOCTUTAOTCSI BBICOKUE KOHIIEHTPALIMH,
KOTOPBIEC TIPEBBIMIAIOT CHIBOPOTOUHBIE. DITyKOHA307T HaKaIJIMBaeTCs B poroBom cioe. [Ipu nmpueme
B 03¢ 50 MT OfMH pa3 B CyTKU KOHIIEHTpanus (iykoHaszona uepe3 12 gHel cocraBusieT 73 MKI/T, a
yepe3 7 qHEH mociie mpeKpalieHust JIedeHus: — ToJbko 5,8 MKr/T. [Ipu nmpumenennn B 1o3e 150 mr
OJIMH pa3 B HENENI0 KOHIEHTpalus (IIyKoHa30lla B POTOBOM CIIoO€ Ha 7-U JIeHb COCTaBIISET
23,4 MKr/T, a 9epe3 7 IHEH mocie mpuemMa BTOpoi 10361 — 7,1 MKT/T.

Konnenrpanus (hiaykoHa3osa B HOTTSX mociie 4-MecsiYHOro MpuMEeHeHus mpenapara B j1o3e 150 mr
OJIMH pa3 B Hezemnto cocTaBigeT 4,05 MKI/T B 310poBbIX U 1,8 MKI/T B OpakKeHHBIX HOI'TSX; Yepe3 6
MECSIIIEB MOCTIe 3aBEepIICHUS Tepanuu (IIyKOHA30JI MO-TIPEKHEMY ONpPEeNsieTcs B HOTTSX.
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Buorpaunchopmariust

MY OTYETY

@dnykoHa30/1 B HE3HAYMTENbHOM cTemeHu moasepraercss merabonusmy. Ilpu BBeneHuu ma03bl,
MEUYCHHON paJMOaKTUBHBIMH w30TOnamu, Jmmb 11 % dQaykonasona BBEIBOIUTCS C MOYOH B
n3MeHEeHHOM Buje. DIyKOHA30J SABISAETCS yMEpeHHBIM MHruOuTOpoM m3odepmerntoB CYP2C9 u
CYP3A4 (cm. paznen 4.5), a Takke CHIIBHBIM HHTuOUTOpOoM n3zodepmenta CYP2C19.

OIMMUHAIMA

[lepuon momyBbIBeneHUs1 (hIykoHa30ja M3 IUIa3Mbl KPOBH cocTaBisieT mnpumepHo 30 yacos.
OCHOBHBIM ITyTE€M BbIBEICHUS IIperapara sBJISIETCs ToYedHasi HIKCKpenus, npuyem npumepHo 80 %
NPUHATOW 10361 OOHApYXXUBAeTCs B MOYe B HEW3MEHEHHOM Bujae. KimpeHc dQuykoHazona
IPOTIOPIOHAJICH KIMPEHCY KpeaTnHuHa. L{upkynupyromnme MeTaboauTsl He 00HAPYKEHBI.

I[HHTCHBHbIﬁ nepruoa MOJJYBBIBCACHUA IIpCliapaTra M3 IIJIa3Mbl KPOBHU IO3BOJIACT MNPUHHUMATH
(JIyKOHA30J1 OJIHOKPATHO MPU BarMHAJIBHOM KaHAWA03€ U | pa3 B CyTKW win 1 pa3 B HEJEIIO IpH
IpYTruX 3a00JICBAHUSX.

Oco0Oble I'PYIIIBI MAaIIMCHTOB

Toueunas neoocmamounocme

VY DamueHToB C IOYEYHOW HEJOCTaTOYHOCTBIO TSDKEJIOM cTemneHu (CKOpPOCTh KIyOOUYKOBOM
¢bunbTpanuu <20 MJI/MHH) IEpUOJ MTOTYBBIBEACHNUS mpenapara yBennaubaics ¢ 30 no 98 gacos. B
CBSI3M C YeM, ITOW KaTeropuH MAaIMEHTOB HEOOXOAWMO CHIKATh A03y mpemnapara. diaykoHazon
yoansieTcsi IMyTeM TeMOJUalii3a M B MEHBIICH CTENeHH — TMepUTOHeadbHoro nuanuia. CeaHc
reMoJMain3a MPOAOJDKUTEIFHOCTRI0O 3 Yaca CHM)KAeT KOHLEHTpAaUUIo (UIyKOHa30Ja B IIIa3Me
KpoBH npubim3uTensHo Ha 50 %.

.]]MMCI nooJKcus1020 so3pacma

dapMaKOKMHETUYECKUE UCCIIEJOBAHMS IPOBOAMIIN C Y4acTUEM 22 MAIMEHTOB B Bo3pacTe 65 JjeT u
cTapile, MPUHUMABIIUX (DIyKOHA30Jd OAHOKpPAaTHO BHYTpb B a03e 50 mr. JlecsaTh ManueHTOB
OJTHOBPEMEHHO TpUHUMAIH AUypeTHKU. Cmax cocTaBisia 1,54 MKr/mMin u joctuaranach depes
1,3 yaca mocne npuema npemnapara. Cpennue 3HadeHust AUC cocrasmsuin 76,4 £ 20,3 MKr-u/mi,
CpPeIHMM TEPMUHAIBHBIN TIEPUOJ] TIONYBBIBEACHUS COCTABIsUT 46,2 dyaca. 3HA4YEHHUS JTHX
(apMaKOKMHETUYECKHX IapaMeTPOB BHILIE AHAJOTHYHBIX 3HAYEHUH Y 3JI0POBBIX J10OPOBOJIBIEB
MYXKCKOTO Tmosia Oosee Moionoro Bospacta. OJHOBpEeMEHHOE TNPUMEHEHHE JUYPETHKOB HE
okasbIBaslo cyuiectBeHHOro BiaussHUs Ha 3HadeHUuss AUC u Cpax. KpoMme Toro, kiarpeHc kpeaTHHUHA
(74 mu/muH), TpoLieHT (IIyKOHA30J1a, BEIBOJAMMOTO ¢ MOYOM B HeM3MeHHOM Buje (0-24 4, 22 %) u
noyeuHslid knupeHc ¢uykonasona (0,124 MII/MUH/KT) y JMII HOXHIOTO BO3pAcTa, ObLIM B LIEJIOM
HIDKE, YeM aHAJIOTMYHBIE TTOKA3aTeNd y I0OpOBOJIBIEB 00Jiee MOJIOJIOTO BO3pacTa.

Takum oOpazom, u3MeHeHUs (hapMaKOKMHETHKH (UIyKOHA30Jla y MallMEeHTOB MOKMUJIOIO BO3pacTa,
BEPOSATHO, CBSI3aHBI CO CHIYKEHNEM (PYHKIIMU MTOYEK, XapaKTepHOU JIs MOKUJIOT0 BO3pacTa.

@apmaKOKuHemuKa 6 nepuod Jakmayuu

B dapmakokuHeTHueckoM uccienoBaHuu y 10 KOpMSIIMX >KEHIIMH, KOTOpble BPEMEHHO WIIU
IIOJIHOCTBIO MTPEKPATUIIN I'PYIHOE BCKApMJIMBAaHUE CBOMX MJIAJICHIIEB, OLIEHUBAJINCH KOHLEHTPALUU
(baykoHa3zona B Ija3Me KPOBH M B TPYAHOM MOJIOKE B TeueHue 48 4acoB Mociie OJHOKPATHOTO
npuema npenapata @iaykonaszon B 1o3e 150 mr. @aykoHa3on 6bu1 00HAPYKEH B TPYAHOM MOJIOKE B
CpeIHEeH KOHIIEHTPAIIMH COCTABIIAIONICH TpuMepHO 98 % OT KOHIIeHTpauu (IyKoHA30J1a B TIa3Me
KpoBu Matepu. Yepe3 5,2 uaca mocie mpuema Ipenapara CpeAHsisi MUKOBas KOHILIEHTpalus B
TpyOIHOM MoOJIOKe cocTtaBisiia 2,61 wmr/m. Ilpenmomaraemass cyrouyHas jgo3a  (piykoHasodna,
nojryyaemasi MJaJieHIIeM M3 TPYAHOTO MOJOKa (y4yuTbIBas cpeiHee norpedienue Moioka 150
MJI/KT/CYyT), pacCuMTaHHas Ha OCHOBE CpeIHEH MHKOBOW KOHIEHTPAIlMH B TPYTHOM MOJIOKE,
coctaBisier 0,39 wr/kr/cyt, uro cocraBisger npumepHo 40 % OT pPEKOMEHJIOBaHHOM s
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HOBOPOXKJEHHBIX 03Bl (MJIQJICHIIBI B Bo3pacTe < 2 H¢Aenb) win 13-% 01-103bl, PCKOMEH/I0BAHHOU

MJIaJICHIIAM TP KaHIUA03€ CIU3UCTHIX.
eTU

OneHky (apMakOKMHETHKH TPOBOAMIM ¢ ydacthem 113 gereit B 5 wuccnegoBaHusix: B 2
HCCIEAOBAHUSAX C OJHOKPAaTHBIM IPUEMOM IIpenapara, 2 HCCIEJOBaHUSAX C MHOTOKPATHBIM
MpUEeMOM IMIpernapaTa U OJHOM HCCIEJOBAHMM C YYaCTUEM HEIOHOLIEHHBIX HOBOPOXICHHBIX.
JlaHHBIE OJTHOTO HCCJICIOBAHUS HE IMOJICKAIM MHTEPIIPETAMUA B CBS3H C U3MEHEHHEM crocoba
mpuemMa ImpemnapaTa B XOJe€ HcCcieloBaHus. JlomoiaHUTENnbHBIE JaHHbIE OBUTM TOJYYeHBI B
pe3yJibTaTe UcciaeA0BaHus 0J1aroTBOPUTEIbHO-UCIIBITATEILHOTO HCIIOJIb30BaHUS.

[Tocne BBenenus iaykoHaszomna B j03e 2-8 MI/KT eTsM B Bo3pacte oT 9 mecsneB a0 15 ner AUC
¢urykoHazoma cocramisia okosio 38 Mkr-u/mi Ha 1 Mr/kr no3sl. Ilociie MHOTOKpaTHOTO Impuema
(baykoHa3zoma cpedHss MPOJOHKUTEIFHOCTh MEPUOoia MONTYyBhIBEICHUs (IIYKOHA307a U3 TLIA3MbI
KpOBH BapbupoBaia oT 15 mo 18 yacoB, a 00beM pacupeneneHus CoCTaBisul IpuMepHo 880 MII/KT.
Bonee nmpoIomKUTENbHBIN EPUOT TOTYBBIBEICHUS TIpeTiapara U3 1mia3Mbl KPOoBH (IIPHOIU3UTEIHHO
24 yaca) HaOmrogayics TMOCIe OJHOKPATHOTO IMpHeMa Ipernapara, YTO COIMOCTAaBHMO C IEPUOIOM
MOJTYBBIBEICHUST ()IYKOHA30J1a W3 IUTa3Mbl KPOBHM IIOCIIE €Tr0 OJHOKPATHOTO BHYTPHUBEHHOTO
BBEJICHUS JIeTsM B Bo3pacTe oT 11 gHeit mo 11 mecsameB B go3e 3 mr/kr. O0beM pacrpeaeseHus
mperapara y manueHTOB JaHHON BO3PACTHOM IPYIIIBI COCTABIISLI IPUMEPHO 950 MII/KT.

OnpiT  mpuMeHeHus:  (QIyKOHAa30Jla Yy  HOBOPOXACHHBIX  OrPaHUYEH  HCCIIEIOBAaHUEM
(hapMaKOKWHETHKHU JJII HEJOHOIICHHBIX HOBOPOXIEHHBIX. CpemHWi BO3pacT MAIMEHTOB Ha
MOMEHT IIPUMEHEHUS MTePBOH J03bI COCTaBILT 24 daca (auana3oH ot 9 10 36 4acoB), a CpEIHUIA BeC
nipu poxkaenun — 0,9 kr (auanazon ot 0,75 1o 1,10 kr) cpenu 12 HEAOHOMIEHHBIX HOBOPOKIEHHBIX
CO cpelHMM cpokoMm rectaiuu 28 Hexenb. CeMb MAlMEHTOB MPOIUIM MOJHBIA KypC JIeYEHHS
COTJIACHO TPOTOKOITY; KaKJple 72 yaca UM BBOAWJIM BHYTPHUBEHHO ()IYKOHA30J1 B J103€ 6 MI/KT, B
obmieit cnoxHocTH He Oonee msaTH uHGY3ud. CpeaHuil mepuoj MONyBbIBeIEHUs (B dYacax)
coctaBysul 74 (nuanaszon 44-185) B 1-ii neHb, a 3aTeM cokpaTwics B cpenHeM a0 53 (auanazon 30-
131) na 7-it nens u no 47 (nuana3oH 27-68) Ha 13-it nens. [Inomans moa papmakokuHETHUECKON
KpuBOil (MKr-u/mi) cocrtaBmsuia 271 (mmamazon 173-385) B 1-if 1eHb, 3aTeM yBeIMYHIACch B
cpenaeM 0 490 (auamazon 292-734) Ha 7-ii JeHb W COKpaTHiach B cpenHeM a0 360 (muamason
167-566) na 13-it nerp. O6beM pacnpenencuus (Mia/kr) coctamsut 1183 (nuamazon 1070-1470) B
1-it nenp, 3aTeM co BpeMeHeM yBenuumicsa B cpeanem o 1184 (nmuamazon 510-2130) na 7-it nenp u
1o 1328 (nunamazon 1040-1680) Ha 13-ii neHb.

5.3. JlaHHbIe TOKJIHHUYECKOH 0e30IaCHOCTH

B IOKIMHHYECKHX  HMCCIEHOBAHMSIX Ha6J'IIOI[aJ'II/ICI> Bq)(beKTLI JINIIb Ipu BO3/ICHCTBUU
JICKApCTBCHHOT'O IpfcriapaTta B A03aX, CYHIECCTBECHHO MPEBOCXOAAIINX MAKCUMAJIBHEBIC, YTO ABJISACTCSA
KIIMHNYCCKHN HC3HAYNMBIM.

Kanneporenes

B uccnenoBanusax Ha MblIIax ¥ KpbIcaxX, KOTOPbIE B TeUEHUE 24 MECALEB MOJydald NEPOPAIbHbBIE
no3bl 1o 2,5, 5 unu 10 Mr/kr/cyt (4to mpumepHo B 2-7 pa3 BbIllI€ pEKOMEHAYEMOW 103bl s
4eJIoBeKa), (PIyKOHa30J1 HE BBIIBUIJI KaHIIEPOTEHHOTO MoTeHIuana. CaMIibpl KpbIC, MOTy4aBIIne 5 U
10 Mr/kr/cyT, UMeNH MOBBIIIEHHYIO YaCTOTY BOSHUKHOBEHUS TEMaTOLEIUTIONIAPHBIX a/IeHOM.

Mytarenes

dnykoHa30J1, ¢ METa0OINYECKOM akTHBalMel win 0e3 Hee, AaBajl OTPHUILIATENIbHBIE PE3yIbTaThl B
TecTax Ha MyTareHHOCTh y 4 mramMMoB Salmonella typhimurium u B kietkax numdomst L5178Y y
mbliredi. [{uToreHernueckue wuccienoBanus N VIVO (KJIETKHM KOCTHOTO MO3Ta MBIIIEH IOCie
MEpOPATBHOTO BBEeICHHUS (QIIyKOHA30J1a) | iN VItro (MTuMOonuTh YeoBeKa MpH YpOBHE BO3ACHCTBUS
¢nyxonazona 1000 MKr/Mi) He BBIIBUIIM IPU3HAKOB XPOMOCOMHBIX MYTaIlHi.
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(MOCNEQOBATENEHOCTE 0003)

PenpoaykTUBHAS TOKCUYHOCTD

COOTBETCTBYET ZKCNEPTHOMY OTUETY

®dnykoHA3071 HE TOBIHSI Ha (PEPTHIBLHOCTH CaMIIOB M CaMOK, KOTOpBIC TMONyYald Mpenapat
MepopasibHO B CyTOYHOM f03¢e 5, 10 miu 20 Mr/Kr win napeHTepalibHO B 103€ S5, 25 wim 75 MI/KT.

[Ipu mo3upoBke 5 u 10 MI/KT BO3IEUCTBUS Ha IUIOA HE HAOII0AI0Ch; TIPH JO3UPOBKe 25 Mr/kr, 50
MI/KT ¥ 0ojiee HaOMIONAINCh aHATOMUYECKHE MyTaluu Iiofa (106aBouHble pedpa, pacHiupeHue
MMOYEYHON JIOXaHKH) W 3aJIepKKu B Tporecce occudukanuu. [Ipu nozuposke ot 80 mr/kr mo 320
MI/KT y KPBIC Y49acTHUIACh dMOPHOJIETAIBHOCTD, @ CPEIU MOPOKOB PA3BUTHUS TUIOAA HAOIIOAAIUCH
BOJIHUCTBIE pebpa, paciierieHne HeOa, HapylIeHHEe OKOCTEHEHHs] KOCTeH uepena M JIULEBOIo
CKeJIeTa.

[Ipu nepopanbHOM BBeA€HHUU 10361 20 MI/KT mpoucxouia HeOobIIas 3aJepKKa B HACTYIUIEHUU
pPOIIOB, a TIpH BHYTPUBEHHOM BBeAeHUU 103 1o 20 Mr/kr m 40 Mr/Kr y HEKOTOPBIX CaMOK
HalOmoanach JUCTOLMS U YBEIMYEHHUE MPOJOJDKUTENBHOCTH poJoB. Hapymenus ponoBoi
JESTeIbHOCTH OTPAXaJUCh B HE3HAUYUTEIFHOM YBEIMYEHUH KOJIMYECTBA MEPTBOPOKIACHHBIX
JETEHBbIIIeH U CHUKCHUU BBDKMBAEMOCTH HOBOPOXICHHBIX IMPH 3TUX J103aX. Takoe BIMSIHHE Ha
pOIBI CBA3aHO CO CBOMCTBEHHBIM JIaHHOMY BHJY CHIDKCHHEM KOHILIEHTpPAIlMH O3CTPOTeHa,
BBI3bIBAEMBIM BBICOKMMH J103aMU  (IIyKOHa30y1a. Y S>KEHIIMH, KOTOpbhIE MPOXOIWIH JICUCHHE
¢iryKoHa30110M, T0T0OHBIX TOPMOHAIBHBIX H3MEHEHUH He Ha0Mro1anock (cM. pazzaen 5.1).

6. PAPMAIIEBTUUECKHUE CBOMCTBA

6.1. Hepeqeﬂb BCIIOMOraTeJIbHBIX BCIIECCTB.

Harpus xnopun.

Boga n1sg nHBEKINH.
6.2. HecoBMecTHMOCTE

JlaHHBI JIEKapCTBEHHBIM mpenapar HE CIeAyeT CMEIMBaTh C JIPYTMMH JIEKAPCTBEHHBIMU
IpenapaTamy, 3a HCKJIFOUEHUEM YIIOMSIHYTHIX B pazzaene 6.6.

6.3. Cpok roaHocTH (CPOK XpaHeHusl)

3 rona.

6.4. Oco6ble Mepbl PEAOCTOPOKHOCTH NMPH XPAHEHUH

B 3ammmenHom oT cBeta mecte, ipu Temrneparype He Boime 30 °C. He 3amopakuBaTh.
6.5. XapakTep u cojep:kaHHe YNAKOBKH

IlepBuynas ynakoska: [To 100 mu mpenapara Bo ¢akone u3 monudTuieHa. Ha xaxasiii diaakon
HaKJIEUBAIOT ATUKETKY

Bropuunas ynakoBka: Kaxxnplit yiakoH, yrakoBaHHBIM B MaKeT U3 MPO3PAYHOTO MOJUIPONUIICHA,
ITOMENIAIOT B KAPTOHHYIO [TAYKy BMECTE C MHCTPYKIUEHN IO IPUMEHEHHUIO.

6.6 OcoOble Mepbl NMPeIOCTOPOKHOCTH NMPH YTHIN3AUMM HMCIO0JIb30BAHHOIO JEeKAPCTBEHHOI0
npenapara MM OTXO0J0B, IOJYYEHHBIX IOC/Ie PUMEHEHHs JIeKapCTBEHHOIo Mpenapara, u
Apyrue MAHUMYJISIUHU € IPenapaTom

He cnenyer ucnonbs3oBath pactBop npenapata OinykoHazon Dibda Kak HHQY3UOHHYIO Cpeny Ui
BBEJICHUS APYTUX JIEKAPCTBEHHBIX NIPENAPaTOB.
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pacTBop ¢uIyKoHa30J1a C APYTUMU JIEKAPCTBEHHBIMU Cpe/icTBaMu!

[Ipy Ha3HAUYEHUM MAIMEHTY HECKOJNBKUX JICKAPCTBEHHBIX CpPEACTB, BBOJIUMBIX B/B, CIEIyeT
COOJII0/1aTh OYEPETHOCTh BBEACHHUH, WIIM BBOJIUTH (PIYKOHA30JI Yepe3 OTIeNbHbIC BHYTPHUBEHHBIN
KaTeTep WU CUCTeMY JUTsl B/B MH(DY3Uil.

PactBop (nykoHazona 1isi BHYTpUBEeHHOro BBeneHusi comectuM ¢ 0,9 % pacTBopoMm HaTpus
xjaopuaa, 5-10 % pacTBOpoM AEKCTpPO3bl, pacTBOpoM PuHrepa, pactBopoM Kaius XJopuia B
TIII0KO3€, paCTBOPOM XapTMaHa.

Yruausanus

Bech ocraBmmiicst 1eKapCTBEHHBIM Mpenapar U OTXOJbI CICAYeT YHHYTOKUTHb B YCTaHOBJICHHOM
MOPSIAKE.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHU A

Poccuiickas @enepanns

AO «HayuHo-nipousBoAcTBeHHbIH LeHTp «JIbDA»
115088, r. Mockga, yi. Yrpemickas, 1. 14, ctp. 2
tei./akc: +7 (495) 679-89-60

7.1. IlpeacraBuTeNb AEpKATE/Is] PETHCTPALMOHHOIO YA10CTOBEPEeHUs!

[Iperensun notpeduTeneit HaMpPaBIsATh MO AAPECy:
Poccuiickas @enepanns

AO «HayuHo-nipous3BoAcTBeHHbIH LeHTp «JIbDA»
115088, r. Mockga, yi. Yrpemickas, 1. 14, ctp. 2
tei./ake: +7 (495) 679-89-60

8. HOMEP (HOMEPA) PETUCTPALIMOHHOI'O YAOCTOBEPEHUS

9. KATEI'OPHUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapCTBEHHBIN IIpenapaT OTHOCUTCS K KATETOPHUU OTIYCKa IO PELENTYy.

OOmiast xapakTepuCTHKa JieKapcTBeHHoro mnpemnapara ®dmaykoHazon Onbda JOCTynmHA B €IUHOM
peecTpe 3aperuCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEJCTB EBpa3nMiiCKOrO0 3KOHOMHYECKOTO COKO3a U
Ha  opuIMaTBLHOM  caiiTe YIIOJJHOMOYEHHOTO opraHa  (9KCHEpTHOU OpraHu3aIH)
(https://1k.regmed.ru/Register/EAEU _SmPC).
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