COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 17.11.2023 N= 23347

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “02)

1. HAUMEHOBAHHUE JIEKAPCTBEHHOI'O IIPEITAPATA
®nyxonazon — BEPTEKC, 50 mr, karncybl
®nyxonazon — BEPTEKC, 150 mr, kancyJibl

2. KAUECTBEHHBIN M1 KOJIMYECTBEHHBIA COCTAB
JleficTByto11IeE BEIIECTBO: (PIIyKOHA30JI.

daykonaszon — BEPTEKC, 50 Mr, Karcyisl

Kaxnas xancyna cogepxut 50 Mr ¢urykoHasona.

BcrnomorarenbHbie BEleCTBa, HAJMYKUE KOTOPBIX HAJIO0 YYHUTHIBATH B COCTaBE JICKAPCTBEHHOT'O
mperapara: JJaKTO3bl MOHOTHJIPAT, KPACUTENb a30pyOUH, KPACUTENb COJIHCUHBINA 3aKaT JKENTHIN
(cm. paznen 4.4).

daykonaszon — BEPTEKC, 150 mr, KancyJisl

Kaxxnas xancyna cogepxut 150 mr ¢pmykonazona.
BcnomoratenbHbie BelllecTBa, HaTUYUE KOTOPBIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JJaKTo3bl MOHOTHIpaT (cM. pasnen 4.4).

ITomHbIid MEPCUCHb BCIIOMOTI'aTCIIbHBIX BEIICCTB IIPUBCACH B pa3JiciIic 6.1.

3. JEKAPCTBEHHASA ®OPMA
Kancynsl.

daykonazon — BEPTEKC. 50 Mr, KancyJibl

TBepible )keTaTHHOBBIE Karcyibl Ne 3 ¢ KopmycoM 0enoro 1BeTa, KpbIIeuKoi OpaHKeBOTO 1[BETA.
Copaepxumoe Karcys — MOpOLIOK MM YIJIOTHEHHas Macca 0eoro Win Oernoro ¢ keJlToBaThIM
OTTEHKOM I[BETA, PACIIaIAl0IIAsICSl IPU HAKATUH.

daykonazon — BEPTEKC. 150 mr, KamcyJisl

TBep,Z[BIe JKCIIATUHOBBIC KaIICYJIbI Ne O Oemnoro OBCTA. COI[Cp)KI/IMOC KarcyJl — IMOpPOIIOK WA
YIUIOTHEHHAA Macca Oejtoro uan OEJIOro ¢ KEJITOBATHIM OTTEHKOM BETAa, pacnajgaromasacsa mnpu

HaXaTuu.

4. KIMHUYECKUE JAHHBIE

4.1. ITokazaHus1 K IPUMEHEHHUIO

®nykonazon — BEPTEKC noka3aH k NIpUMEHEHHUIO Y B3POCIBIX U JIeTel B Bo3pacTe oT 3 A0 18
JeT.

DyKoHA30 IOKa3aH JJs JICUSHUS CASAYIOMMUX 3a00JIeBaHUI Y B3POCJBIX OT 18 ner:
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MY OTYETY

- KpHHTOKOKKOBBIfI MCHHHIUT,

—  KOKLUJIUOWUIOMHUKO3;

— WHBa3UBHBIA KaHIUJI03;

— CIM3UCTBIM KaHIWA03, B TOM 4Hcie OpodapUHIeanbHbI KaHIUA03, KaHAWJI03 MUIIEBOAA,
KaHIUAYPHs U XPOHUYECKUHA KOXKHO-CIIM3UCTBINA KaHIUI03;

— XpOHHYECKUI aTpoPHUUECKHl KaHIUI03 POTOBOU MOJIOCTU (CBSI3aHHBIN C HOLIICHUEM 3YOHBIX
IIPOTE30B), KOI'J1a COOJIIOEHNS TUTHEHBI [TOJIOCTH PTa UM MECTHOTO JICUEHUs HEOCTATOUHO;

— BAarMHAJIBHBIA KaHIWJ03, OCTPbIM WIA pPEUUAUBUPYIOLIMM, KOTJa MeECTHas Tepanus
HE IPUMEHUMa;

— KaHJWJ03HbIN OanaHMT, KOTJa MECTHAs TEpaNus HENPUMEHUMA;

— JIepPMaTOMHUKO3bI, B TOM YHCIE JIepMaTo(uTusi crom, aepMaTtopuThs TyJIOBHINA, NaxoBas
nepMaTouUTHsI, Pa3HOLBETHBIN JUIIA M KOXKHBIA KaHAMJ03, KOIJa IMOKa3aHO CUCTEMHOE
JICYCHHUE;

— nepmatouTus HOrTel (OHMXOMHUKO3), KOT/Ja JIeUeHHE APYTUMH IIperapaTaMi HEIpHUeMIIEMO.

dykoHa30i1 mokaszan g npodWIAKTUKA CIEAVIOMMX 3a00JIEBaHU vV B3POCHBIX OT 18 ner:

— peuuauBbI KPUITOKOKKOBOTO MEHUHTHTA Y TAIIMEHTOB C BBICOKMM PHCKOM PEIHINBA;

—  PpeUHuIuBHI opodapuHTreasTbHOTO KaHIUJ03a M KaHOuJo03a — [HIIeBoJa Y
BUY-uHpuIpoBaHHBIX MALIUEHTOB C BHICOKUM PUCKOM PELUINBA;

— ISl CHIDKCHHS YaCTOTHI PEIUANBOB BarMHAJIBLHOTO KaHu03a (4 mim 0oJiee 330108 B TON);

— s TpO(MIAKTHKH KAaHIUIO3HBIX WHQEKIUH y TalueHTOB C MPOJODKUTENEHON
HEUTpoIeHnen (TaKuX KakK IMalueHThl C TeMO0IaCTO3aMHt, IPOXO/ISAIINE XUMHOTEPATTHIO, HITH
MaIMEHTHI, POXOAIINE TPAHCIUIAHTAIIHIO TEMOTIOITHYECKUX CTBOJIOBBIX KIIETOK).

dirykoHa301 TOKa3aH UM JIEUEHUS CIEAVIONINX 3a00JeBaHUNA V AeTel OT 3 JIeT:

—  CIM3UCTHIN KaHAN103 (OpodapuHTeanbHbI KaHIUA03 U KaHIU103 MUIIEBOIA);
— WHBa3WUBHBINA KaHIUI03;
— KPUNTOKOKKOBBIA MEHUHTHT.

dykoHa3011 ToKa3aH Wwid NpOoGUIAKTUKH CIEAVIONMX 3a00JeBaHUl YV JETEl OT 3 JIeT:

—  KaHJAUJ03HBbIC HH(EKIUHN y MAIMEHTOB ¢ 0CIa0JIeHHON MMMYyHHOW CUCTEMOM.
DIyKOHA30JI MOKHO MPUMEHATHh B KQUECTBE TOJIIEPKUBAIOIIEH TEpAK JIJIsl TIPEIOTBPAICHUS

peunuanBa KPUIITOKOKKOBOTO MCHUHTHUTA Y JIeTel C BBICOKUM PUCKOM pCeUUaNBA.

4.2. Pesxum 103MpOBaHus U C1IOCO0 MPUMEHEHUs!

PexxuM 103upoBaHus
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UCCJIETOBaHUIA. Opnako  MNPOTHUBOTPUOKOBYIO  Tepamuid  HEOOXOIUMO  U3MEHUTh
COOTBETCTBYIOIIMM 00pa3oM, KOT/Ia Pe3yJIbTaThl 3TUX UCCIIEOBAHUM CTaHYT U3BECTHHI.

[Tpu nmepeBoze NanyeHTa ¢ BHyTPUBEHHOTO Ha MEPOPaIbHBIN preM (IyKoHa30J1a Wi Ha000poT,
MU3MEHEHHUsI CYTOYHOH /103bI HE TpeOyeTcsl.

CyTtouHasi n103a mpemapaTa 3aBHUCUT OT XapakTepa U TsKecTH TpuOkoBoil uHbekuuu. [Ipu
uH(peKIUax, TpeOyIIMX MOBTOPHOIO MpHUeMa IMpernapara, JiedeHue ciaeayeT MpOoJoiKaTh 0
MCUE3HOBEHHUS KIIMHUYECKUX MM Ja0OpaTOPHBIX MPHU3HAKOB AKTUBHOM TpHOKOBON MH(pEKInH.
bonpueiM  CIIMJloM ¥ KpUITOKOKKOBBIM ~ MEHUHTUTOM WM  PELMJIMBHUPYIOIIHUM
opodapuHrealbHbIM KaHIUA030M OOBIYHO HeoOXoauMa MOAJCP)KUBAIOIIAS Tepamnus s
npOoUIAKTUKY PELIUTUBOB HHPEKIUH.

1. Ilpu Kpunmoxokko8oM MeHuneume u KPUNMOKOKKOBbIX UHMEKYUsxX Opyeou JOKAIU3AYUU B
nepBbIi AeHb 00b19HO puMeHstoT 400 mr, a 3aTeM npoaokaroT Jedenue B 103e 200-400 mr oquH
pa3 B CyTKU. [IMHUTENbHOCTh JI€UEHMSI KPUINTOKOKKOBBIX HMH(EKIUN 3aBUCUT OT HaJIHUUs
KJIMHUYECKOT'0 U MUKOJIOTHYeCcKOro 3 dexTa (mpu KpUNTOKOKKOBOM MEHUHTUTE JieueHHEe 0OBIYHO
IPOJIOJDKAIOT IO KpaifHel Mmepe 6-8 Henelnb). B ciaydasx JedeHnst yrposKalonmx KU3HH HHPEKIni
CYTOUYHYIO 103y MOXHO YBeIU4uTh 10 8§00 Mmr.

JUis mpodUIaKTUKU peliiBa KPUIITOKOKKOBOIO MEHUHIUTA Y MAIlMEHTOB C BBICOKMM PUCKOM
pEeLUINBa, IIOCIIE 3aBEPIIEHUS ITOJHOTO Kypca IEPBUYHOIO JIYEHNUS, TEPANHIO IIPENAapaToM B 103€
200 Mr/cyTKH MOYHO MPOJOJIKATh B TEUEHHE HEONPEEIEHHOT0 EPU0/Ia BPEMEHHU.

2. Ilpu xoxyuououoomukoze MOXKET TOTPeOOBATbCS TPUMEHEHHE TIpenapara B 03¢
200-400 mr/cytku. [l HEKOTOpbIX HMH(EKIHH, B OCOOEHHOCTH C MOPaKEHHEM MO3TOBBIX
000J10ueK, MOXKeET paccMaTrpuBarbes J103a 800 Mr B cyTKH. J{JIUTENBHOCTD Tepanuu ONpeaessoT
WHIUBUIyAIbHO, MOJXET [UJIUTBCA JO 2 JeT; oHa cocraBisier 11-24 wmecsiua mnpu
KOKIIMJIMOUIOMUKO3€e, 2-17 MecslleB — MpU MapaKoKIUIUOMIOMUKO3e, 1-16 MecsieB — mnpu
cropoTpuxo3se u 3-17 Mecs1eB — Npu TUCTOIIIa3MO3€.

3. Ilpu xanoudemuu, OUCCEMUHUPOBAHHOM KAHOUOO3€ U OpY2UX UHBABUBHBIX KAHOUOO3HBIX
uHexyusax Hacelmaromas mgo3a coctasisier 800 Mr B mepBBIA J€Hb, MOCIEIyIOMAs 1032
400 mr/cyTku. JIIMTENbHOCTh Tepanuu 3aBUCHUT OT KIMHUYecKoM sddextuBHOCTH. OOImas
pPEKOMEHJaIuUsl 1O JJIUTEIBHOCTH JIEUYEHUS KaHAWJIEMUM — 2 HEAENW II0CiEe IIEPBOro
OTPULATENILHOTO pe3yjibTaTa IIOCEBAa KPOBU W HCYE3HOBEHMS IPU3HAKOB U CHUMIITOMOB
KaHUJIEMUU.

Jleuenue cauzucmo20 Kanouoosa:

— npu opoghapuneearvhom Kanoudo3ze Hachlmaromas ao3a coctaiser 200-400 mMr B mepBbId

neHb, nocnenyromas go3za 100-200 mr oauH pa3 B cyTku B TedeHue 7-21 nmus. Ilpum
3
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MO>KHO ITPOJIOJIKATh B TeueHue OoJiee JurenbHoro Bpemenu. [lpu atpoduueckoM Kanaunmo3e
MOJIOCTU PTa, CBSI3aHHOM C HOIIEHHEM 3YOHBIX IPOTE30B, Mpernapar 0ObIYHO MPUMEHSIOT B
no3e 50 Mr oJIMH pa3 B CyTKH B TeueHue 14 qHeil B coueTaHnu ¢ MECTHBIMH aHTUCENTUYECKUMHU
cpenacTBamMu st 00paboTKH IpoTe3a;

— npu xanouoypuu dSPdexktuBHas 1g03a 00bHO coctaBiaser 200-400 wmr/cyTkm TpH
JUIMTEIBHOCTU JieueHus: 7-21 neHb. Y MalMeHTOB C TSDKEIbIM HapylIeHHEM (YHKIHH
MMMYHHOW CHUCTEMbI MOYKHO HCIIOJIb30BaTh O0Jjiee JUIUTEIbHbIE TEPUOIbI TEPAIIUU;

—  NpPU XPOHUUECKOM KOHCHO-CAUUCMOM KaHOuooze ipuMeHstoT 50-100 Mr B cyTku A0 28 nHei
JedeHus. B 3aBUCUMOCTH OT TSKECTH T€UEeHUS UH(EKIIMH WU COMTyTCTBYIOLIEr0 HapyIICHUs
UMMYHHOU CHCTEMBl M HMH(EKIMHA MOXKHO HCIIOJNB30BaTh 00Jiee UIMTENBHBIE MEPUOJIBI
Teparmuw,

— npu Kanouoose nuujeeooa Haceimawomas no3a 200-400 Mr B mepBblid JA€Hb, MOCIEIYIOIIAs
no3a 100-200 mr B cytku. Kypc neuenus cocrasisier 14-30 aHeit (10 TOCTHKEHUST PEMUCCUU
KaHaua03a nuieBonaa). Ilpu HeoOXOAMMOCTH MalMEeHTaM C BBIPAKEHHBIM IOAaBJICHUEM
UMMYHHOU (DYHKIIUH JIEYEHHE MOKHO MPOJI0JDKATh B TeUeHue 0oJiee AITUTEIbHOIO BPEMEHH;

— 011 npoghunakmuku peyuousos opodhapuHeearbHo2o Kanouoosa y BHY-unguyuposannvix
NAYUEHMO8 ¢ 8bICOKUM PUCKOM peyuousos npenapat npuMeHstoT o 100-200 Mr B CyTKH WK
200 Mr 3 pa3a B HEAENIO B TEUEHUE HEOIPEIEICHHOIO MEepHoJa BPEMEHH y IMAalUEHTOB C
XPOHUYECKH MOHMKCHHBIM HMMYHHUTETOM;

— 0714 npedomapaujerus peyuousos Kanouoosa nuueeooa y BUY-unpuyuposanuvix nayuenmos
€ 8bICOKUM pUCKOM peyuougog mnpenapaTt npumenstoT mo 100-200 mr B cytku unu 200 mr
3 pa3a B HeZleN0 B TEUEHUE HEONPEIETIEHHOr0 MEPHOo/ia BPEMEHH Y MallUEHTOB C XPOHUYECKH
MOHKEHHBIM UMMYHHUTETOM;

—  NpU XPOHUYECKOM ampOo@dUUECKOM KAHOUOO03€e NOJIOCMU PMA, CEA3AHHOM C HOUleHUeM 3)YOHbIX
npome306, Ipenapar 00bIYHO MPUMEHSIOT B 103¢ S0 Mr OAWH pa3 B CyTKU B TeueHue 14 muei
B COYETAaHUH C MECTHBIMU aHTUCENTHYECKIUMHU CPEACTBAMH JIJIsl 0OpaObOTKH MpoTe3a;

— Npu OCMpPOM BACUHAILHOM KAHOUOO03e, KAHOUOO3HOM Oananume TpemnapaT TPUMEHSIOT
OJHOKpPAaTHO BHYTpPh B n03e¢ 150 mr. [Ins CHWKEHHMS 4acTOThl PEUHUAMBOB BarMHAJIBHOTO
KaH/IM/103a IpenapaT MOXKHO IPUMEHSTSH B 03¢ 150 Mr uepes Kax/iple TP AHSA — BCEro 3 103bl
(B 1-it, 4-it u 7-ii ;eHw), 3aTeM MoOJAepkKuUBaromias jgo3a 150 Mr oauH pa3 B HEAEIIo.
[MonnepkUBarOIIyIO 103y MOKHO MPUMEHSTh BILIOTH 10 6 MECSIIEB.

Jleuenue depMamOMukos’oe:
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— NpuU UH@EKYUUAX KOIHCU, BKIIUAA de MAn Oéumuwlé%glﬁﬂé%gﬂgrggcbu IT_:ITOT:f’II’lI;l//;IO—Ié;/}Wa.
p pexy D

naxogyio 0epmamoumuio u npu KaHOUOO3HbIX UHGeKyusaxX PEKOMEHIyeMas 103a COCTaBIISICT
150 Mr oawH pa3 B Hepeno Wik 50 Mr oauH pa3 B JeHb. JJIMTETBHOCTh TEpanuu OOBIYHO
coCTaBJsieT 2-4 Helleu, TP MUKO3aX CTOIT MOKET IMMOTPeO0BaThCsI OoJiee IITUTEIbHAS Tepanus
10 6 HeJellb;
—  npu pasHoysemHoM auuiae pekomenayemas ao3a cocrapisier 300-400 Mr oiMH pa3 B HEJIEIIO
B TeueHue 1-3 Hezenb. AJNbTEpHATUBHOM CXEMOM JIEUEHUS SIBJISICTCS] IPUMEHEHHUE MperapaTa
1o 50 Mr ouH pa3 B IeHb B TeUeHHUE 2-4 HEEIb.
4. Ilpu oHuxomuxo3ze pexkoMeHyeMas J103a coctasisieT 150 mr oguH pa3 B Heaeno. Jleuenue
clenyer  MpoJaoibKaTh 0 3aMelleHuss  MHOUIUPOBAHHOTO  HOITA  (BbIpacTaHUs
HEMH(PUITUPOBAHHOTO HOTTs). [[JIsi TOBTOPHOTO pocTa HOTTEH Ha MaJblIaX PYK H CTON OOBIYHO
TpeOyercs 3-6 mecaueB U 6-12 mecsueB cOOTBETCTBEHHO. OJHAKO CKOPOCTb POCTa MOXKET
BapbUPOBATh B IIMPOKUX MIPE/IeNiax y pa3HbIX JIt0JIeH, a TakKe B 3aBUCUMOCTH OT Bo3pacTa. [Tocne
YCHELIHOTO JIGYSHHUSI ITTUTETTFHO COXPAHABUINXCSA XPOHMUECKUX MHGEKIIMI NHOTAa HaOII01aeTCs
u3MeHeHne GopMbl HOT'TEH.
5. Inst npoghunakmuru KaHouoo3a y OOIbHLIX CO 3/10KAYeCMBEHHbIMU ONYXO0AAMU PEKOMEHTyeMast
no3a npemnapara cocrapisier 200-400 Mr oaMH pa3 B CyTKM B 3aBUCHUMOCTU OT CTEIIEHH PHUCKa
pa3Butusi rpubOkoBoil WHbeKknuu. s MalKUeHTOB C BBICOKMM PHUCKOM T'€HEpPATM30BAHHON
MH(pEKINY, HapuMep, C BBIPAKEHHOW WM JUIMTEIBHO COXpPaHSIOIIENCs HEUTpONeHuEH,
pekoMmenyemasi jgo3a coctaBisier 400 mr omuH pa3 B cyTku. (DiiykoHa307 MPUMEHSIOT 3a
HECKOJIBKO JIHEW N0 O0XHAAEMOrO0 pPa3BUTHs HEUTPONEHUM U, MOCJIEe YBEIWYEHUs uucia

HelTpodmnos 6osee 1000 B MM3, jiedeHne MPOIODKAIOT erie 7 THEH.

Oco0bIe TPVIIILI MAIMEHTOB

HauueHmbl NnoJHCUs0co so3pacma

[Tpu oTCYTCTBUM MPU3HAKOB MOYEYHOI HETOCTATOYHOCTH MpenapaT NPUMEHSIOT B 0OBIYHOM J103€.
[TarenTam ¢ MOYEYHON HETOCTATOYHOCTHIO (KIMpeHe KpeaTnHuHa < 50 MJI/MUH) 103y Npenapara
KOPPEKTUPYIOT, KaK OIIMCAHO HIKE.

Iayuenmvi ¢ napywenuem yHKkyuu nouex

[Ipu ogHOKpaTHOM MpHEeMe M3MEHEHUs J03bl He TpeOyercsd. Y ManueHToB (BKJIIOYas JeTel)
HapylmleHueM (QYHKIMM TIO4YeK TIPU MHOTOKPAaTHOM TIPUMEHEHUH TIpernapara  ClemyeT
MIEPBOHAYAJIBHO BBECTH yAapHyr 103y oT 50 Mr no 400 mr, mocie 4ero CyTOYHYH 03y

(B 3aBHCHMOCTH OT TIOKa3aHMs) YCTaHABIMBAIOT COTJIACHO CIICAYIOIIECH TabmuIe:
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Kmmpenc kpeatnauna (Mj1/MUH) poueﬁ@é'fgc:rmgﬁg o  0002)
> 50 100 %

<50 (6e3 quanu3za) 50 %

I'emomnanmus 100 % mociie ka)Xa0Tro reMoaraaIn3a

[TarmenTsl, HaxoAsIIMECs Ha reMoauanuse, JokHbI noiydars 100 % pexoMmeHayemMoi 103bl
[OCJe KaXJ0To ceaHca nuanu3a. B jeHb, Korjna Avanus3 He TMPOBOIUTCS, MALMEHTHI TOJIKHBI
HOJTy4aTh YMEHBIICHHYIO (B 3aBUCHMOCTH OT KJIMPEHCa KpeaTHHUHA) 103y MpernapaTa.

VY nereii ¢ HapymieHneM (yHKIMH TIOYEK CYTOYHYIO 03y Iperapara CilIeAayeT yMEHBIIUTbH
(B TOH XK€ MPOIMOPIIUOHAIFHONW 3aBUCHMOCTH, YTO M y B3POCIBIX) B COOTBETCTBUU CO CTEIECHBIO

BBIPAKCHHOCTHU MMOYCTHOMN HEJOCTAaTOYHOCTH.

eTH
Kak u npu cXoaHbIX HHPEKIHSIX Y B3POCIBIX, JUTUTEIIEHOCTD JICYCHHUS 3aBHUCUT OT KIIMHUYECKOTO
U MHKoJormdeckoro >dgdexra. ns mereil cyTodyHas no03a mpenapara HE JOJDKHA MPEBHINIATH
TaKOBYIO JJIs1 B3pociibiX. [Ipenapar npuMeHsIOT eXeJHEBHO OJIMH pPa3 B CYTKH.

Ilpu xanouooze crusucmuvlx 060104eK PEKOMEHyeMas 103a Mpernapara CoOCTaBiseT 3 MI/KT OAUH
pa3 B cyTkU. B nepBblIil 1eHb ¢ 11e51bt0 60J1ee ObICTPOro JOCTUKEHHSI pABHOBECHOM KOHLIEHTPALIUN
MO>KHO MPUMEHSATH YJIAPHYIO 03y 6 MI/KI/CyTKH.

Jna nevenuss uHBA3UBHO20 KAHOUOO03A U KPUNMOKOKKOB8020 MeHUH2UmMa PEKOMEHIyemas H03a
cocTaBiisieT 6-12 MI/KT O/IMH pa3 B CyTKU B 3aBUCHUMOCTHU OT TSDKECTH 3a00JIeBaHUS.

s nodaenenusi peyuouéa KpunmorkokKK08o2o MmeHuneuma y Oemeti, OonvHvix CIIH/om,
PEKOMEHIOBaHHAs /1032 MpernapaTa COCTaBIsAET 6 MI/KI/CyTKH.

s npoghunaxmuxu epubKosvix uHgexyuii y oemeti ¢ NOOABGIEHHbIM UMMYHUMEMOM, V KOMOPbIX
PUCK  pazeumus UH@eKyuu CceA3aH C HelumponeHuel, passusaloujelics 6 pesyavmame
YUMOmoOKCU4eCcKol XUMUuomepanuu uiu 1y4esot mepanuu, penapar NpuMeHsoT mno 3-12 mr/kr
OMMH pa3 B CYTKA B 3aBUCHMOCTH OT BBIPQKEHHOCTH | JIJIMTEIBHOCTH COXpaHEHHUs
WHAYUUPOBAHHOM HEWTpomeHuH (CM. J03y JUIsl B3pOCHbIX; Uil JEeTed C TMOYEeHHOM
HEJIOCTaTOYHOCTHIO — CM. J03Y JUIS MAIIMEHTOB C IOYEYHON HEI0CTaTOYHOCTHIO).

[Tpu HEBO3MOKHOCTH MPABUIILHOTO MCIIOIB30BaHUA Y I€TEH JIeKapCTBEHHOM (hOpMBI Mpenapara B
BUJIC KarlCyJ CIEAYeT PacCMOTPETh BO3MOXXHOCTHh 3aMEHBI Ha JIPYTHE JIEKAPCTBEHHBIE (POPMBI
¢urykoHa3zona (MMOPOIIOK JIJIsl IPUTOTOBJICHUS CYCIIEH3UH IS TIPHEeMa BHYTPh WJIH PACcTBOP IS

BHYTPHUBCHHOTI'O BBGI[GHI/ISI) B OKBUBAJICHTHBIX J03aX.
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@ayworason - BEPTEKC ne crenyer nasnasa (opusdHith/ VAL BT S0 0,

bezonacHocTh u 3¢ dhexTuBHOCTL Tpenapara dirykonazon — BEPTEKC y nereit ot 0 o 3 et He

YCTaHOBJICHBI JJIs1 JAHHOM JIEKAPCTBEHHOU (DOPMBI.

Cnoco0 nmpuMeHeHus

Buytps. Karicyibl nporiateBaloT HEIUKOM.

4.3. [IpoTuBonOKa3aHusi

— THIEPUYYBCTBUTEIBHOCTh K (PIIyKOHA301y, a30JbHBIM BELIECTBAM CO CXOIHOHM (pIyKoHa301y
CTPYKTYpPOH WM K JTFOOOMY M3 BCIIOMOTATEIBHBIX BEIIECTB, IEPEUUCICHHBIX B pasjeine 6.1;

— OJHOBpPEMEHHBIN MpueM TepheHaarnHa BO BpeMs MHOTOKPAaTHOT'O MpUMeHEeHUs (IIyKoHa30J1a B
no3e 400 mr/cytku u 60mee (cm. pasaen 4.5);

— OJHOBPEMEHHOE NpPHUMEHEHHE C TMpenaparaMmu, CHOCOOHBIMH Y/UIMHATH uHTepBanl QT wu
MeTaboM3upyomuUMIcs ¢ momomeio u3zopepmenta CYP3A4, takumu Kak IU3anpu,

ACTEeMH30J1, SPUTPOMUIINH, MUMO3U], XUHUAUH (cM. pa3zen 4.5).

4.4. OcoOble yKa3aHHUs U1 MePbl PEI0CTOPOKHOCTH NIPH IPUMEHEHUH

C OCTOPOXKHOCTEIO:

— TIE€YeHOYHas HeJJ0CTaTOYHOCTb;

— TIOY€YHas HEIOCTaTOYHOCTH;

— TOSIBIEHHE ChIIM Ha (OHE NpUMEHEHHs (IYKOHA30/Ia y MAlUEHTOB C IOBEPXHOCTHOMN
rpuOKOBOM MH(EKIMENH 1 NHBa3UBHBIMU/CUCTEMHBIMU TPUOKOBBIMU MHPEKIIUSMU;

— OJHOBpPEMEHHOE MpuMeHeHue TepdeHaanHa 1 GaykoHaszoia B 1o3e Mmenee 400 Mr/cyTku;

— TOTEHIUAIBHO MPOAPUTMHUUYECKHE COCTOSHUS Y MAIIEHTOB C MHOKECTBEHHBIMH (PaKTOpaMu
pucka (opraHudeckue 3a00JIeBaHUS Cep/Ila, HAPYIICHUS DSJEKTPOJMTHOrO OamaHca u

CIOCOOCTBYIOMIAs! PA3BUTHIO MOJJOOHBIX HAPYIIEHUH COIMYTCTBYIOIIAs TEPATIHS).

Oco0ble YKazaHus

CooOmanioch 0 ciayyasx cynepuH(ekiuu, BbI3BaHHOM oTiauuHbIMU oOT Candida albicans
mrammamu Candida, KOTOpble 4acTO 00JaAaf0T MPUPOTHON PE3UCTEHTHOCTHIO K (hIIYKOHA30ITy
(manpumep, Candida krusei). B mogoOHBIX CilydasiXx MOXET MOTpeOOBaThCs albTepHATHBHAS
IPOTUBOIPUOKOBAs Teparms.

Bo Bpemsi OGepeMeHHOCTH TpHMeHEHHs (IykoHa3ona cienyer u30erartb, 3a HCKIIOYCHHEM

CIy4aeB TSDKEIBbIX M TOTEHIUAIBbHO YIPOXKAIOUIMX KU3HU TPUOKOBBIX HHGEKIUH, Korja
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Heo6xonumo paccMoTpeTs 3P QGEeKTHUBHbIE METOAbl KOHTPALENLUU y KEHUIMH IAeTOPOJHOIO
BO3pPAcTa B TEYEHUE BCEro NeproJia JeUCHUs U IPUOIU3UTEIBHO B T€UeHUE HeaenH (5-6 mepuooB
MOJIYBBIBEJICHUS ) TTOCJIC MPUHATHUS MTOCIEAHEH 1036 penapara (cM. pazzaen 4.6).

B peaxux ciaydasx mpuMeHeHHE (DIyKOHa30J1a COMPOBOXKIAIOCH TOKCHYECKUMHU M3MEHEHHUSIMU
IIEYEHH, B TOM 4YHUCIE C JIeTalbHBIM MCXOJOM, IJIABHBIM 00pa3oM, C CEepbe3HBIMHU
COITyTCTBYIOIIMMH 3a0oieBaHusMU. B ciydae remarorokcuueckux 3(PQeKToB, CBA3aHHBIX C
npuMeHeHrneM (IIyKoHa30ja, He OTMEYEHO MX SIBHOW 3aBHCHMOCTH OT OOIIEH CYTOYHOHM 03B
npenapara, JUIMTeJIbHOCTH Tepaluy, 110J1a U BO3pacTa MalueHTa.

['enatoTokcuyeckoe JeiictBue GuryKoHa3051a 00ObIYHO ObLIO 00PaTUMBIM, IPU3HAKH €TI0 HCUe3aIn
nocje INpeKpauleHus Ttepanuu. IlanmeHToB, y KOTOpPBIX BO BpeMs JIEUEHHUS IpernaparoMm
HApYIIAIOTCS TOKa3aTenu (PyHKIUH TEeYeHH, HEeOoOXOAMMO HAOII0NaTh C IENbI0 BBISBICHUS
NPU3HAKOB 00JIee Cephe3HOTO MOpaXKeHUs edeHu. [Ipy mosBICHNN KITMHIYECKUX MPU3HAKOB WIIN
CHUMIITOMOB MOPAKEHUs II€YEHH, KOTOpble MOTYT OBbITh CBSI3aHbI C MPUMEHEHHEM (IyKOHA301a,
Ipernapar cleayeT OTMEHUTD.

Kak u npu npuMeHeHUM Ipyrux a3oJyioB, (PIyKOHA30J B PEIKHX CIIydasX MOXKET BbI3bIBATh
aHa(UIAKTUYECKUE PEAKIUH.

Bo Bpems neueHus (aykoHa3oqoM Yy TAIMEHTOB B PEIKUX CIydasX pa3BUBAIUCH
9KC(OIMATUBHBIE OPAKEHUS KOXKH, Takue Kak cuHapoM CTuBeHca-/[>KOHCOHAa U TOKCHYECKUI
snuaepMaiibHbId Hekposin3. bonbubie CITNJom Oosiee CKIIOHHBI K Pa3BUTHIO TSHKEITBIX KOMKHBIX
peakuuil npy NPUMEHEHUN MHOTHX ITpenaparos. [Ipy nosBiieHNH y aueHTa BO BpeMs JICUEHUS
MOBEPXHOCTHOW TpHOKOBOW HMH(EKUHUU CHIIH, KOTOPYI0 MOXXHO CBfI3aTh C HPUMEHEHHEM
¢arykoHa3ona, npenapar cieayeT OTMEHUTb. [Ipu MosBIEHNH ChINK Y MAllMEHTOB C MHBa3UBHBIMU
WIM CUCTEMHBIMH T'PUOKOBBIMU MH(EKLIHIMH, UX CIEAYET TLIaTeIbHO HAOII0AaTh U OTMEHUTh
npenapaT Ipy NOsBJIECHUH OYJUIE3HBIX TOPAXKEHNUN UITM MHOTO()OPMHOI AKCCYTaTUBHOM S)pUTEMBI.
OpnHoBpeMeHHOe TpuUMeHeHue (IykoHa3oda B jgo3ax meHee 400 Mr/cyTku u TepQeHaauHa
ClIelyeT IPOBOAUTH MO THIATEIbHBIM KOHTPOJIEM (CM. paznen 4.5).

Kak u npyrue azonsl, ¢uiykoHa301 MOXKET BbI3bIBaTh yBenuueHue uHtepBaia QT na OKI.
@ykoHa30J1 BbI3bIBae€T yBenuyeHue uHTepBasa QT mocpeacTBOM WHIHOMpPOBaHMS TOKa
KaJMEBBIX KaHAJIOB BHYTPEHHETO BBIIpAMIICHUSA. YBenuueHue uHTepBana QT, BbI3BaHHOE
JPYTUMH JIEKapCTBEHHBIMU IpernaparaMu (TaKMMU KakK aMHOJAPOH), MOXKET OBITh YCHJIICHO
uHruoutopamu uzopepmenta 3A4 nuroxpoma P-450 (CYP) (cm. pazzaen 4.5). Ilpu npumenenun
¢dykoHazona ysenundyenue untepsana QT u mepuanue uinu TpeneTaHue KeayJI04KOB OTMeYalu
OYEHb PEJIKO y MAIUEHTOB C THKEJIBIMU 3a00JICBAaHUAMU C MHOXKECTBEHHBIMH (PaKTOpPaMHU PHCKa,

TAaKUMH KakK OpTraHHUYecKue 3a00JIeBaHUs CepAlla, HapyLIIEeHHs 3JIEKTPOJIMTHOro OajllaHca |
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PHUCK Pa3BUTHsI YIPOKAIOLIEH JKU3HU KEITyT0YKOBOW apUTMUU U MOTUMOPQPHON KenyT0UKOBON
TaXUKapJIuu MOKET BOSHUKHYTD Y MMAallMEHTOB C THIIOKAIMEMUEH U IPOrpecCcupyroliei cepiedHon
HEIOCTaTOYHOCThI0. [l0o3TOMY TakuM TAaIlMeHTaM ¢ MOTEHIIMAIBHO MPOAPUTMUICCKUMU
COCTOSIHUSIMHU TIPUMEHSATH (PITyKOHA30JI CIIEAYET C OCTOPOKHOCTBIO.

[Taruentam c 3a0o0fieBaHUSIMU TI€UEHH, CEpAlla U TOYEeK Iepea MPUMEHEHHEM Ipernapara
PEKOMEHTyeTCsI IPOKOHCYIBTUPOBATHCS C BPAUOM.

[Tpu nmpumeHnenun ¢urykoHa3osa B 1o3e 150 Mr 1o moBoy BarHHAJILHOTO KaHIM03a MAIlUEHTHI
JOJKHBI OBITh TPEAYNPEXKICHBI, YTO YIy4YIICHHE CHMITOMOB OOBIYHO HAONIOAACTCS uepe3
24 gaca, HO JUIs UX TIOJTHOTO MCUE3HOBEHHUS MHOT/1a TpedyeTcsl HeCKOoIbKo AHe. [Ipu coxpaneHun
CUMITOMOB B T€UE€HUE HECKOJIBKHUX JHEH CelyeT 0OpaTUThCs K Bpauy.

Joka3atenberBa 3P PeKkTUBHOCTH (UIYKOHA30JIa TMPU JICUCHUH JPYTHX BHJIOB SHIACMHYHBIX
MHKO30B, TaKMX KaK MMapaKOKIUANOUIOMUKO3, CIOPOTPUXO3 U TUCTOILIA3MO3 OTPAHHYEHBI, YTO
HE MO3BOJISIET OMPEIETUTh KOHKPETHbIE PEKOMEHAINH 110 103UpoBaHui0. DIyKOHA30J SIBISETCS
yMmepeHHbIM uHruoutopom uszodpepmenta CYP2C9 u ymepeHHBIM MHTHOUTOPOM H30(hepMeHTa
CYP3A4. ®dnaykonason takxke siisiercss uHruouropom mzodpepmenta CYP2C19.

[Ip OAHOBpPEMEHHOW Tepanuu JICKAPCTBEHHBIMH IpenapaTaMud C Y3KUM TepareBTHYCCKHM
npodunem, wmerabonusupyrommmucs u3zopepmentamu  CYP2C9, CYP2C19, CYP3A4,
PEKOMEHTyeTCs COOI0IaTh OCTOPOKHOCTH (CM. pasnen 4.5).

Coo0majioch 0 pa3BUTUU HEJOCTATOYHOCTH KOPBI HAAMOYCUYHUKOB y IMAIMEHTOB, MOTYYAFOIIAX
TEpaui0 JPYrUMH a3oiiaMd  (HampuMep, KETOKOHA30JI0M). Y TMAlMeHTOB, TOTYYarOIX
dykoHa3ou1, HabMOJAMKHCh 00paTHUMbIE CITy4al HEAOCTATOYHOCTH KOPHI HA/IMOYEYHHKOB.

BcnoMoraTenbHbI€ BEIIECTBA

JlexapctBennsiii npemnapat daykonazon — BEPTEKC, 50 mr u 150 mr, kamncysnbl, COIepKUT
JIAKTO3bl MOHOTHPAT.

[TanueHTaM € peako BCTPEYArOLIEHCs HACIEACTBEHHOM HENEPEHOCUMOCTBIO TaJIaKTO3Bl,
neGUIUTOM JIaKTO3bl JIOTApeH WM TIIOKO30-TaTaKTO3HOW ManbabcopOumeil He clemyer
IIPUHUMATH JTOT Ipernapar.

JlekapcTBennsbiii penapat ®aykonazon — BEPTEKC, 50 mr, kamncynbl COAEpKUT KpPACHUTENb
azopyOuH. Kpacurenb a30pyOruH MOXKET BBI3bIBATh aJNIEPTHUECKUE PEAKIIHH.

JlexapctBennbiii npenapar ®aykonazon — BEPTEKC, 50 mr, kamncysisl conepXMT KpacUTEINb
COJIHEYHBIN 3aKaT KenTbld. Kpacutenb COMHEYHBIM 3aKaT JKENThIM MOXKET BBI3bIBATH

ATICPIrUICCKUEC PpCaKIINU.
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B3aUMO/IeiicTBUS

OnHokpaTHOE WJIM MHOTOKpaTHOEe NpHMeHeHue QuiykoHa3ona B 1o3¢ 50 Mr He BiuseT Ha
MeTaboau3M GeHazoHa (AHTUIIMPHUHA) IPH UX OJHOBPEMEHHOM MTPUMEHEHHH.

O0Ho8pemenHoe npumeHeHue ryKoHazona co ciedyioumumu npenapamamis nPOMUONOKA3aAHO:
[{u3anpua: npu OJHOBPEMEHHOM MpUMEHEHHH (IyKOHa30jla M LU3anpuia BO3MOXKHBI
HE)KeJaTelIbHbIE pEaKlIHUU CO CTOPOHBI CEpAlla, B TOM YHCIE apUTMUS KeNyI04YKOBas
TaXMCHCTOJNIMYECKasl TUMa «mupydT» (torsade de pointes). [Ipumenenue (aykoHazona B 103€
200 mr 1 pa3 B cyTku u nmsanpuga B no3e 20 Mr 4 pasa B CyTKU NPUBOAUT K BBIPAKEHHOMY
YBEIMYEHUIO TUIA3MEHHON KOHIIEHTpalMK Iu3anpuaa u yBenuueHuto uHtepBaia QT na OKI.
OnHoBpeMeHHOe TPUMEHEHHUe I3anpuaa u GykoHa3olia IpOTHBOIMOKA3aHO.

Tepdenanun: mpu OJHOBPEMEHHOM INPUMEHEHUH a30JIbHBIX MPOTHBOIPHUOKOBBIX CPEICTB M
TeppeHaauHa BO3MOKHO BO3HHUKHOBEHHME CEPbE3HBIX AapUTMUN B peE3yJbTaTe YyBEIUYEHUS
unteppana QT. [Ipu npumenenun daykonaszona B 1o3e 200 mr/cyTku yBenudenus natepnana QT
HE YCTaHOBJICHO, OJJTHAKO IpuMeHeHue (rykoHaszona B qo3ax 400 MI/CyTKU U BbIIIE BBI3BIBAET
3HAUUTENIbHOE YBEJIIMYCHHE KOHIIEHTpauuu TepdeHaauHa B miaazMe KpoBu. OJHOBpEMEHHOE
npuMeHeHne (ykoHaszona B jo3ax 400 mr/cyTku u Gojee ¢ TepdeHaIMHOM IPOTHUBOIIOKA3aHO
(em. pasgen 4.3). Jleuenue ¢aykoHazonoMm B no3ax MeHee 400 MI/CyTKM B COYETaHUHU C
TepeHanHOM CleyeT MPOBOAMUTH MO/ THIATENbHBIM KOHTPOJIEM.

AcTeMu30i: OJHOBPEMEHHOE NpUMEHEHHEe (IyKOHa30ja C acTEMHU30JIOM WM APYTUMHU
npenapaTamMy, MeTaboJu3M KOTOPBIX OCYLIECTBISIETCS cucTteMoi muroxpoma P-450, moxer
COIIPOBOXKJAThCsl TOBBIIICHUEM CBHIBOPOTOUHBIX KOHLEHTpalMid 3TUX cpelcTB. IloBblieHHBIE
KOHIIEHTPALlMU acTeMH30J1a B IUIa3Me KPOBU MOTYT NMPHUBOJMTH K yJIMHeHUIo nHTepBana QT u B
HEKOTOPBIX CIy4asX K Pa3BUTHIO apPUTMUU KEITyTOYKOBOW TaXHUCHCTOIUYECKOW THIIA «ITUPYIT»
(torsade de pointes). OnpHOBpeMEHHOE TIpUMEHEHWE acTeMu3ojia W  (prIykoHaszoma
IIPOTUBONOKA3aHO.

[TuMO3K: HECMOTPS Ha TO, YTO HE MPOBOAMIOCH COOTBETCTBYIOIIUX UCCIIEAOBAHUM in Vitro HiIu
n vivo, OIHOBPEMEHHOE TPUMEHEHNE (PIIyKOHA30J1a U TUMO3H/1a MOXKET IPUBOJIUTH K YTHETEHUIO
MeTabonu3ma nuMosuaa. B cBoro odepenb, NOBBIIEHHE TUIA3MEHHBIX KOHIEHTPALUNA MUMO3H/]1a
MOYET MPUBOAUTH K Y/UIMHEHHIO uHTepBasa QT M B HEKOTOPBIX CIy4asx K pa3BUTUIO apUTMUU
KEIyJOUKOBOH TaXUCHCTOIMYECKON Tuma «mupydsT» (torsade de pointes). OgHOBpeMeHHOE
MpUMEHEHNEe TUMO311a U (IyKOHA30J1a IPOTUBOIIOKA3aHO.

XUHUJIUH: HECMOTPSI Ha TO, YTO HE IPOBOAMUIIOCH COOTBETCTBYIOIIUX HCCIIEI0OBAHUH 1N Vitro Win
in vivo, OJJHOBpEeMEHHOE MpUMeHeHue (DIyKoHa30jla U XUHUAWHA MOXKET TaKXKe MPHUBOAMTH K

YTHETCHUIO MeTaboamu3Ma XUHHUAWHA. HpI/IMeHeHI/IC XUHUJIWHA CBA3aHO C YAJIMHCHUCM MHTCPBAJIa
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«mupys™» (torsade de pointes). OmHOBpeMEHHOE NPUMEHEHHE XWHUIAMHA H (DIyKoHaA30ja
POTHBOIIOKA3aHO.

OpUTPOMUIIMH: OJHOBPEMEHHOE NpUMEHEHHE (PIyKoHa30jla U 3PUTPOMHUIIMHA MOTEHIUAIHEHO

MPUBOJUT K MOBBIIICHHOMY PUCKY Pa3BUTHUS KapAHMOTOKCUYHOCTH (yumHeHue mHTepBana QT,
torsade de pointes) W, BCIIEACTBUE ITOTO, K BHE3AIMHON cepaeyHoi cMmepTH. OIHOBpEeMEHHOE
npUMeHeHne QIIyKOHA30J1a U SPUTPOMUIIMHA TIPOTUBOIIOKA3aHO.

He pexomenoyemcs ucnonvszoeams ciedyrowue ieKapcmeeHuvle Cpeocmaa:

lanodanTpun: GIryKOHA30JI MOKET YBEITUYHBATh KOHIIEHTPAILIHIO TAIO(aHTPHUHA B TIA3ME KPOBU
B cBi3u ¢ uHruOupoBanuem wusodpepmenta CYP3A4. Bo3moxHO pa3BUTHE apUTMHUH
JKEIYyTOYKOBOW TaXMCUCTOIMYECKON TUNa «mupy3™» (torsade de pointes) mpu 0JHOBPEMEHHOM
MPUMEHEHUH ¢ (DITyKOHA30JI0M, KaK ¥ C APYTUMHU IPOTUBOTPUOKOBBIMU ITPEIapaTamMu a30JI0BOTO
psina, MO3TOMY COBMECTHOE IPUMEHEHUE UX HE PEKOMEHIYETCSI.

Cnedyem cob6a100ameb 0CmMopoACHOCHb NPU 0OHOBPEMEHHOM NPUMEHEHUU C (IIYKOHAZ0I0M:
AMUONIAPOH: TPUMEHEHHWE aMHOJIapOHa acCOIMUPOBAIOCHh C yaiauMHEeHWeM uHTepBanma QT.
Crnenyer coOmofaTh OCTOPOXHOCTh HpPU OJHOBPEMEHHOM IpPUMEHEHUH (IyKoHa3ola |
aMHuoJIapOHa, B 0COOCHHOCTH TIPH MPUEME BBICOKOU 1036l (pirykonaszomna (800 mr).

JleMOOpeKcaHT: 0OTHOBPEMEHHOE ITPUMEHEHHE ¢ (IYyKOHA30JI0M MPUBOIUT K YBEIUYEHUIO Crax U

AUC nembopekcanta npuMepHo B 1,6 1 4,2 pa3a COOTBETCTBEHHO, YTO, KaK 0KHIa€TCsl, TPUBEIET
K YBEIMYCHHUIO pPHCKAa TMOOOYHBIX pEaKIHMi, TakuX Kak COHJIUBOCTh. Criemyer wuz0eraTh
OJIHOBPEMEHHOT'0 IpUMEHEHUs (ITyKOHA30J1a U JIEMOOpEKCaHTa.

Cnedyem cobnodams — OCMOPONCHOCMb U,  BO3ZMOMCHO, KOPPEKmuposams 003bl NHpU
00HOBPEMEHHOM NPUMEHEHUU CedYIOWUX NPenapamos u (QuyKoHazona:

Ipenapamui, srusouwue Ha d)JlVKOHCL?OJl.'

uapoxJIopoTHasua: MHOTOKpPAaTHOE NPUMEHEHHE THUIIPOXJIOPOTHA3HUa OJHOBPEMEHHO C

(IJIyKOHA30JI0M NPHUBOJUT K YBETMYEHHUIO KOHLEHTpAlMH (hIyKoHa3oja B IUIa3Me KPOBU Ha
40 %. DddexT Takoil cTeneHNn BBIPAXKEHHOCTH HE TpeOyeT M3MEHEHHs PEeXHMa J03MPOBAHUS
¢i1ykoHa30J1a y MallMEHTOB, MOJyYaloIUX OJTHOBPEMEHHO JUYPETHKH, OTHAKO Bpayy CIEIYET 3TO
YUUTHIBATb.

Pudamnunmb: onHOBpeMEHHOE INpUMEHeHHe (QIIyKoHa3ola W pudaMOuIMHA OPUBOAUT K
camwkennio AUC Ha 25 % U ATUTENbHOCTH Nepuoja MoiyBbIBeAeHUs ¢uykoHaszona Ha 20 %.
VY nanueHToB, OJHOBPEMEHHO TNPUHUMAIONUX pUPAMIHUINUH, HEOOXOAUMO YYHUTHIBATh
11e71€CO00Pa3HOCTh YBEIMUEHHUS 10361 (hITyKOHA30J1a.

Ilpenapamowi, Ha Komopble nusem d)JZVKOHCZB’OJZ.'

@DiryKOHA30J1 SABIISIETCS YMEPEHHBIM HHTHONTOpOoM n3odepmentoB 2C9 u 3A4 nuroxpoma P-450
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IOMHUMO IIE€PEYUCIICHHBIX Janee 3(PQEeKToB, CYIIECTBYeT PUCK IMOBBILICHHUA B IIa3Me KPOBH
KOHLEHTPAMK ¥ JAPYTHX JIEKapCTBEHHBIX CPEACTB, META0OIU3UpPyEeMBbIX H30(epMeHTaMu
CYP2C9, CYP2C19 u CYP3A4 npu oqHOBpeMEHHOM MTPUMEHEHHH ¢ (hIyKOHa3070M. B cBsi3u ¢
TUM CIIeAyeT COOII0AaTh OCTOPOKHOCTh MPH OJHOBPEMEHHOM MPUMEHEHHU NEepPEUUCICHHBIX
Ipenaparos, a IPH HEOOXOIUMOCTH MOJOOHBIX KOMOMHALIMH TAMEHTH JOJDKHBI HAXOJUTHCS IO
TINATEIbHBIM MEJUIMHCKUM HaOmoaeHueM. CienyeT yauThIBaTh, YTO HHIHOUPYIOMNH 3P deKT
¢iryKkoHa30ma coxpaHsercs B TeUeHue 4-5 1Heil mociae OTMEHBI penapaTa B CBSI3U C JNIUTEITbHBIM
NIEPUOJIOM TTOJTyBBIBEICHUSI.

AndeHTaHWI: OTMEYaeTCsi yMEHBIIEHHE KIMpEeHCa W 00beMa pacHpe/eNieHHs], yBEIHYCHUE
neproAa TONyBBIBeNeHHS andeHTaHmiIa. BoO3MOXHO, 3TO CBS3aHO C WHTUOMPOBAHUEM
nzodpepmenta CYP3A4 ¢mykonazomnom. Moxer moTpe6oBaThCsl KOPPEKIHS 035l ajl(peHTaHUIIA.

AMUTPUNTHINH, HOPTPUNTWIMH: yBenudeHue s¢dekra. KoHueHTpammioo S-HOPTpUNTHINHA

/U S—aMI/ITpI/IHTI/IJ'II/IHa MOXHO HU3MCPHUTL B Ha4dallc KOMGI/IHHpOBaHHOﬁ TCpaluu ¢
q)HYKOHaSOJ'IOM M 49Cpe3 HCACIIO ITIOCJIC Ha4dalla. HpI/I HeO6XO,Z[I/IMOCTI/I CJICAYCT KOPPCKTUPOBATH
a03y aMI/ITpI/IHTI/IJII/IHa/ HOPTPUIITUIINHA.

Amdortepuniua B: B uccienoBaHusXx Ha MbImax (B TOM 4HCIE, C UMMYHOCYIpEccuen) ObuUIn

OTMEYEHBI CIIeAYIOIINE Pe3yIbTaThl: HEOOBIION aaIMTUBHBIN IPOTUBOIPHUOKOBEIN 3 dekT mpu
cucreMHOM uHGpekuuu, Bb3BaHHOM C. albicans, OTCYTCTBHE B3aUMOACUCTBUS MpHU
BHyTpuuepenHol uHpekuuu, BbI3BaHHOU Cryptococcus neoformans, W aHTaroHU3M IHpU
CUCTEMHOM MH(QEKIUH, BbI3BAaHHON A. fumigatus. KiinHn4yeckoe 3HaYeHNe JaHHBIX Pe3yJIbTaToOB

HEC sSICHO.

AHTHKOAryJIsiHTBI: KaKk W JIpyrHe HpOTUBOIPHOKOBBIE CpeAcTBa (MPOM3BOJAHBIE a305a),
(ITyKOHA30JT TP OJHOBPEMEHHOM TPUMEHEHUH C Bap(papuHOM IOBBIIIAET MPOTPOMOMHOBOE
Bpems (Ha 12 %), B CBSI3U C Ye€M BO3MOXHO Pa3BUTHE KPOBOTEUEHUH (reéMaTOMbl, KPOBOTEUEHUS
U3 HOCA U JKENYJ0YHO-KHILIEYHOTO TPaKTa, reMaTypus, MelieHa). Y HalMeHTOB, MOJIyYarolIix
AQHTUKOATYJIIHTBl KyMAapHHOBOTO W HWHJAHAMOHOBOTO psifa M (IykoHa3os, HEO0OXOIMMO
MIOCTOSTHHO KOHTPOJHMPOBATH MPOTPOMOMHOBOE BpEeMsI B TIEPUOJI TEpalui M B TE€UCHUE 8 JHEH
1I0CJIE OJJHOBPEMEHHOTO NMpUMeHEeHHs. Takke cieayeT OLEHHUTh IeIeco00pa3sHOCTh KOPPEKINH

A03bI JaHHBIX aHTUKOATl'YJISIHTOB.

ABHUTPOMHIIMH: NPH OJHOBPEMEHHOM NPUMEHEHUHN BHYTPh (IyKOHA30J1a B OJHOKPATHOH 103€
800 Mr ¢ a3UTPOMULIMHOM B OJHOKpaTHOU 03€e 1200 Mr BbIpa)keHHOTO (papMaKOKMHETUYECKOTO
B3aMMOJIEHCTBUS MKy 000MMH MpenaparaMy HE YCTaHOBIIEHO.

Benzonnaszenuubl (KOPOTKOTO JEHCTBHA): TOCHE MpHeMa BHYTPb MUAa3oiaMa (IIyKOHA30I

CYUIECTBEHHO YBEJIMYMBACT KOHICHTPAIMIO MUA30J1aMa U IICUXOMOTOPHBIE 3PQEKThI, MprUuemM
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BHYTpUBEHHO. [Ipyn HEOOXOIMMOCTH COMYTCTBYIOLIEH Tepanuu OeH301Ma3enuHaMi MalleHTOB,
OpUHUMAKOIKX  (IIYKOHA30J, cJlenyeT HaOmoIaTh C IENbI0 OLEHKH I1eJ1ecO00pa3HOCTH
COOTBETCTBYIOILIETO CHUKEHUS 103bI OCH30IMa3eHHA.

[Tpu ogHOBpEMEHHOM MPUMEHEHUH OJHOKPATHOM J03bl TpHa3ojama (IyKOHA30JI YBEIHYUBACT
AUC tpuazonama npubnuszurensHo Ha 50 %, Cmax — Ha 20-32 % u nepuon noiyBbIBECHUS HA
25-50 % Onaromapsi yrHeTeHUI0 MeTabonu3ma TpuazojiiaMa. MoXKeT MOHaJOoOUTHCS KOPPEKIHs

J03bI TpHa3oJjiamMa.

KapbamaszenuH: ¢ryKoHa3011 yrHETaeT METab0IM3M KapOamMa3enuHa 1 MOBBIIIAET CBIBOPOTOYHYIO
KOHIIeHTpanuio kapbamazennna Ha 30 %. HeoOX0auMO yUHUTHIBaTh PUCK Pa3BUTHSI TOKCUIHOCTH
kapOamazenuHa. CreayeT OLEHUTh HEOOXOAMMOCTh KOPPEKIMH [03bl KapOamaszenuHa B
3aBUCUMOCTH OT KOHIIEHTpauuu/3¢dekra.

EJIOKaTODI)I KAJIbIMECBLIX KAHAJIOB: HCKOTOPHLIC AHTAOHUCTBI KAJIbIIUEBBIX KaAHAJIOB (HI/I(l)eIlI/IHI/IH,

UCpPAJWIINH, aMJIOAMIIMH, BepamaMmwi # (ENOAUNUH) METa0OIU3UPYIOTCS H30(EpPMEHTOM
CYP3A4. @uykoHa3osl yBeIWYMBAET CUCTEMHYIO SKCHO3MILHUIO AHTArOHMCTOB KaJlbLIUEBBIX
KaHaJIOB. PekoMeH10BaH KOHTPOJIb pa3BUTHS NOOOYHBIX (P PEKTOB.

HeBupanuH: coBMeCTHBIH mpueM (IIyKOHa30J1a ¥ HeBUPAIMHA YBEITMYNBACT MPUOIM3UTEIBHO HA
100 % 5Kcro3uIuI0 HEBUpPANKMHA MO CPABHEHUIO C KOHTPOJIBHBIMHU JIAHHBIMU IO OTIEIbHOMY
NPUMEHEHHI0 HeBHpamuHa. I3-3a pucka TOBBIIIEHHOTO BBIIEICHUS HEBUpPANMHA MpU
COITyTCTBYIOIIEM TPHUMEHEHUHM JIEKapCTBEHHBIX IpenapaToB HEOOXOJUMBI HEKOTOpPbIE
NPEJOCTOPONKHOCTH U TLIATEIbHOE HAOIIOICHHUE 32 TallUEHTAMHU.

[{MKJIOCTIOPHH: Y TTAIIMEHTOB C TPAHCIUIAHTUPOBAHHOM MOYKON IpUMEHEHHE (ITyKOHA30J1a B 103€

200 Mr/cyTku NpPUBOAMT K MEUICHHOMY IOBBIIIEHHIO KOHIEHTpaluu IuKiIocnopuHa. OIHaKo
IPpY MHOTOKPAaTHOM IpUMeHeHnH (hi1ykoHa3oia B 1o3e 100 MI/CyTku n3MeHEeHHs KOHLEHTpaluu
IUKJIOCIIOPUHA Y PELUIIMEHTOB KOCTHOIO Mo3ra He HaOmonanochk. llpu omHOoBpeMEeHHOM
INpUMEHEHNUU (IIyKOHa30Jjla U LMKJIOCIOPUHA PEKOMEHIYETCsI KOHTPOJIUPOBATh KOHIIEHTPAIUIO
IUKJIOCTIOPUHA B KPOBH.

[uknodochamua: npu OJHOBPEMEHHOM TNpPUMEHEHUH LuKiIodochamuaa u QaykoHazona

OTMEYaeTCsl YBEIMYEHHE CHIBOPOTOUHBIX KOHIIEHTpauui OuianpyOuHa W KpeatuHuHa. JlaHHas
KOMOMHAIMg JOMyCTMMa C Y4YeTOM pHCKa YBEIMYEHHs KOHIEHTpaluil OwinpyOuHa u
KpEaTUHHHA.

@DeHTaHWI: UMeeTcsl CcooOlIeHne 00 OJHOM JIETAIbHOM MCXOJle, BO3MOXKHO, CBSI3aHHOM C
OJTHOBPEMEHHBIM IpUMeHeHneM (eHTaHuna u ¢uykonasona. Ilpeanonaraercs, YTo HapyIICHUS
CBSI3aHbl C WHTOKCUKanued (eHTaHwsaoM. Bbuto moka3aHo, 4TO (IyKOHA30J1 3HAYUTEIBHO

YAJIUHACT BPEMA BBIBEACHUA (beHTaHI/IJ'Ia. Cnez[yeT YUYUTBIBATh, YTO MOBBINICHUEC KOHICHTPAaIN
13
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1piaie
(I)eHTaHHJIa MOJKET IPUBECTU K YTHETCHUIO JbIX lTeHLHOﬁ%yH

MY OTYETY

Nuru6utopet  'MI'-KoA-penykra3pl: TpH  OJHOBPEMEHHOM IPUMEHEHHUH (IIyKOHa30J1a

c uaruoutopamu  ['MI'-KoA-penykraspl, wmerabonuszupyembiMu u3opepmentom CYP3A4
(TakMMHU Kak aTopBacTaTHH M cuMBactaThH) win u3opepmentom CYP2D6 (takumu Kak
¢uryBacTaTMH), PHUCK pa3BUTHS MHONATHM W pabJOMHONIM3a yBeIW4uBaercs. B ciyudae
HEOOXOMMOCTH OJHOBPEMEHHOW TepanmuM YyKa3aHHbIMU IpenaparaMH clenyeT HalOaoaarh
NAllMEHTOB C LEJNbIO BBIABICHUS CUMITOMOB MHUONATUM M padbaomuonuza. Heobxomumo
KOHTPOJIMPOBATh KOHLEHTPAIMIO KPEAaTWHUHKUHA3Bl. B cilydyae 3HAYMTENBHOTO YBETUYEHUS
KOHIIEHTPALlMN KPEaTMHWHKWHA3bl, WM €CIH JUArHOCTHPYETCS, WM UMEETCs MOJO03peHHE Ha
pa3BUTHE MHONATHM, WIM pabaomuonuza, Ttepanuio uHruouropamu ['MI-KoA-peaykrasbl
CJIeAyeT MPEKPaTHUTh.

No6pytnHnb: ymepennsie uHruoOutopel u3zodpepmenta CYP3A4, rtakume kak QiykoHa3ol,
YBEIMYHMBAIOT KOHIIEHTPAIMIO MOPYTHHMOA B TIa3Me€ W MOTYT IOBBIIIATH PUCK TOKCUYHOCTH.
Ecnu npuMeHeHus npenapaToB B KOMOMHAIMU HE yjaaeTcst n30exaTh, HEOOX0AUMO YMEHBIIUTh
7103y nOpyTHHUOA, KaK YKa3aHO B MHCTPYKIHMH 110 MEIULMHCKOMY IPUMEHEHUI0 HOpYyTUHUOA, U
00eCTIeYnTh TIIATENFHOE KIMHUYECKOe HA0III0ICHHE.

JlozapTaH: QuykoHa30Jl yrHeTaeT MeTa0oJHM3M Jio3apTaHa 1O €ro akTHUBHOTO METa0oJMTa
(E-3174), xoropelii oTBedaeT 3a OOJBIIYI0 YacTb I(PQEKTOB, CBI3aHHBIX C AHTArOHM3MOM
anruoren3uH-11 penentopos. Heo6xonum perynspHblii KOHTPOJIb apTEPUATIBHOTO JaBICHHS.
MertaznoH: (paykoHa3071 MOXKET YyBEIMUMBATH IJIA3MEHHYIO KOHIEHTpALMI0 MeTazoHa. Moker
MOHAJIOOUTHCS KOPPEKLUs 03Bl METAIOHA.

Hecrepouansie npotusoBocnanutenshble npenapatsl (HIIBIT): Chnax 1 AUC ¢daypOunpodena

yBenuuuBatotcs Ha 23 % u 81 % coorBeTcTBeHHO. AHANOTHYHO Chax 1 AUC (hapmakonoruuecku
aKTUBHOTO H3oMmepa [S-(+)-ubynpoden]| mopeimanuch Ha 15 % u 82 % COOTBETCTBEHHO MNpHU
OJIHOBPEMEHHOM MpUMEHEHNHU (DITyKOHa30J1a ¢ parieMuueckum uoyrmnpodenom (400 mr).

[Tpu oxpHOBpeMeHHOM HpuUMeHeHHHu (iaykoHazona B go3e 200 MI/cyTku M IereKokcuba B 703e
200 mr Ciax 1 AUC nenexokcu6a yBennunparTcs Ha 68 % u 134 % cooTBeTcTBeHHO. B manHOM
KOMOMHAIIMY BO3MOKHO CHHKEHUE J103bI 1IeJIEKOKCHOa B/IBOE.

HecmoTps Ha OTCYTCTBUE I€/IEHAIIPaBICHHBIX HCCIeI0BaHUM, (DIIYKOHA30JI MOXKET YBETUYUBATh
cucteMHyto oskcnosuiio apyrux HIIBII, merabommsupyembix wuzodepmentom CYP2C9
(HampuMmep, HAMpPOKCEH, JIOPHOKCHKaM, MeEJOKCHKaM, AuKiIodeHak). MoxeT MOHaJA0OUThCS
koppekuus no3e1 HIIBII.

[Tpu ogHoBpemenHoM npumeHenuu HIIBII u ¢mykonasona nanueHTsl JOKHBI HAXOAUTHCS MO
TIIATETFHBIM MEIUIIMHCKAM HAOIIOJICHUEM C IIENIbI0 BBISIBICHUS M KOHTPOJIS HEXeTaTelbHBIX

SABJICHUM U NIPOSIBICHUSI TOKCUYHOCTH, cBsi3aHHbIX ¢ HIIBII.
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KOHIIGHTPAIlMIO oylanapuba B Iula3Me KpOBH. VX OJHOBpEMEHHOE TIPUMEHEHUE He
pekoMeH1oBaHO. Eciiu HEeBO3MOXKHO HW30€KaTh OJHOBPEMEHHOTO IPUMEHEHUS, HEOOXOIUMO
COKpAaTuTh 703y onanapuba 1o 200 Mr 1Ba pa3a B CyTKH.

[lepopaibHble KOHTPALIENTHBBI: MPH OJHOBPEMEHHOM NPUMEHEHWHM KOMOMHHPOBAHHOTO

[EpOPAIbLHOTO KOHTpauentuBa ¢ (iaykoHa3zojgoM B jgo3e 50 Mr CyIIECTBEHHOTO BIIMSHUS Ha
YPOBEHb T'OPMOHOB HE€ YCTaHOBJIEHO, TOI/la Kak IpH exXeJHeBHOM npumeHeHuu 200 mr
¢dnykonazoma AUC sTHHWIdCTpanMoia U JieBoHoprecTpena ypenuuauBatorcs Ha 40 % u 24 %
COOTBETCTBEHHO, a mnpu mnpumenennn 300 mr ¢daykoHasona omuH pa3 B Hememo AUC
STUHUJIACTPAIMOIA U HOPATHUHApPOHA Bo3pacTaroT Ha 24 % u 13 % coorBercTBeHHO. Takum
00pa30M, MHOTOKpaTHOE IPUMEHEHNE (IyKOHA30J1a B YKa3aHHBIX J103aX BPsiJ JIM MOXKET 0Ka3aTh
BIMSIHUE HA Y(PPEKTHBHOCTH KOMOMHHUPOBAHHOTO IIEPOPATEHOTO POTHBO3a4aTOYHOTO CPEACTBA.
DEHUTONH: OTHOBPEMEHHOE MpUMEHEHHE (DIyKoHa30ja U (PEHUTOMHA MOXKET COIPOBOXKAATHCS
KJIMHUYECKH 3HAYMMBIM IOBBIIIEHHEM KOHILIEHTpauuu (eHutonHa. B cioydae HeoOxoaumoctu
OJIHOBPEMEHHOI'0 IMpPUMEHEHHsI O0OMX IpernapaTroB CleAyeT KOHTPOJUPOBATh KOHIIEHTPALUIO
(eHUTOMHA M COOTBETCTBYIOIIUM 00pa3oM CKOPPEKTUPOBATH €ro 03y C IENbI0 00ecredeHus
TEpaneBTUYECKON KOHLIEHTPALMH B CHIBOPOTKE KPOBHU.

MBakadTop: mNpud  OAHOBPEMEHHOM INPUMEHEHHM C  HUBakapTOpOM, CTUMYJISTOPOM
MYKOBHUCIIHJIO3HOTO peryisTopa TpaHcMeMOpanHoi mnpoBogumoctu (CFTR), naGmonanoch
yBEJIMYEHHUE SKCIO3UIINY UBaKkaTopa B 3 pa3a U HKCIO3UIUH T'HApOKcuMeTHII-uBakadropa (M1)
B 1,9 paza. [lannenTam, 0THOBPEMEHHO MPUHUMAIOIIMM YMEPEHHbIE HHTHOUTOPBI U30(epMeHTa
CYP3A, Takue kak (QyKoHa30JI U S3pUTPOMMIIMH, PEKOMEH]IyEeTCsl CHUKEHUE 03Bl UBaKkadTopa
10 150 mMr onuH pa3 B CyTKH.

[IpeHN30H: MeeTcsl COOOILIEHHE O Pa3BUTUU OCTPOM HETOCTATOYHOCTU KOPbHI HAMIOUYEYHUKOB
y MalMeHTa Mocje TPAaHCIUIAHTAlMM MeYyeHH Ha (oHe OTMEHBI Npuema (QIIyKoHa3ojia Iocie
TPEXMECSAYHOro Kypca Tepanuu. [IpennonoXuTenbHO, NpeKpalieHne Tepanuu (HIyKoHa30JI0M
BBI3BAJIO MOBBINIEHHE aKTUBHOCTU H3opepmenta CYP3A4, uro mpuBerno K YBEIUYECHHOMY
MeTabonu3my  mpenHuszoHa. [lanmeHTsl, modyyaroue  KOMOMHHPOBAaHHYIO — TEparuio
INPEeIHU30HOM U (IYKOHA30JI0M, JOJDKHBI HAXOJUTHCS TMOJA THIATEIbHBIM MEAUIIMHCKUM
HaOJIoIeHUeM TP OTMEHE MpHueMa (UIyKOHA30d1a C IENbI0 OIEHKH COCTOSHUS KOPBI
HaATNOYEYHUKOB.

PudalyTtuH: omHOBpeMeHHOe NpuMeHeHue (iaykoHazoina U pudpadyTHHA MOXKET NPUBECTH
K MTOBBIIIEHUIO CHIBOPOTOYHBIX KOHLEeHTpauuid mnocienHero ao 80 %. Ilpu ogHOBpeMEeHHOM
npruMeHeHuH ¢uryKoHaszona ¥ pugadbyTHHa ONUcaHbl ciaydan yBeuTa. [1armeHToB, 0THOBpEMEHHO

nosrydarormux pupadyTuH u GpryKoHa3ol, HEOOX0IUMO TIIATENFHO HAOIIOAATh.
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MY OTYETY

0002
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CaKkBMHaBHpa yMEHbIIAETCs MpuOmm3uTensHo Ha 50 % B CBSI3U ¢ MHTMOMPOBAaHUEM TIEUEHOYHOTO
Merabomu3ma wu3opepmenta CYP3A4 wu wunrunOupoBanueM P-rimkonporemHa. Moxker
IOHAJ00UTHCS KOPPEKLUS 103bl CAKBUHABUPA.

CuposauMyc: NOBBILIEHHE KOHIEHTPALMU CHUPOJIMMYCa B IIa3ME€ KPOBH, IPEIIOJIOKUTEIBHO B
CBSI3U C MHTMOMpPOBaHHEM MeTaboIM3Ma cupoiuMyca uepe3 yraerenue nuzopepmenra CYP3A4 u
P-rauxonporenna. JlanHas KOMOMHAIMS MOXET IPUMEHATHCSI C COOTBETCTBYIOIIEH KOppeKuuen

JI03BI CUPOJIMMYCa B 3aBUCUMOCTH OT 3(hPeKTa/KOHIIEHTPAIHIH.

[Ipenapatel Cynb()OHMIMOUYEBUHBL: (IIyKOHA30JI TIPU OAHOBPEMEHHOM NPUMEHEHUH MPHUBOIUT
K YBEJIMUEHHUIO TIEpUOJA TIONYBBIBEIACHUS MEPOPATBHBIX MPENapaTroB CyIb(HOHIIMOYCBHHBI
(xnoprponamuja, TAMOEHKIaMuAa, MIHMNU3MAa U ToiaOyramupaa). IlamueHtam ¢ caxapHbIM
J1abeToM MOYKHO Ha3HAa4aTh COBMECTHOE IpUMEHEHHE (DIyKOHA30J1a ¥ IIEpOpaAJIbHBIX IPEenapaToB
CYJIb(OHUIMOYEBUHBI, HO IIPH 3TOM CJIEAYET YUUTHIBATH BOBMOKHOCTH PA3BUTHS THUIIOTIIMKEMHH,
KpOME TOT0, HEOOXOOUM pETrYJSIPHBIA KOHTPOJIb TJIFOKO3BI KPOBH M, NPU HEOOXOIMMOCTH,
KOPPEKILHMS 1036l IPEnapaToB CyIb()OHHUIMOUYEBUHBI.

Takposumyc: OJHOBpeMEHHOE NMpUMeHeHHe (IIyKOHa301a M TaKpoJIuMyca (BHYTpb) HPUBOAUT
K [TOBBILIEHUIO CHIBOPOTOYHBIX KOHLEHTPALMH MOCJIEIHEro B 5 pa3 3a cueT MHTMOMpPOBaHUS
MeTabonM3Ma TakKpoJUMyca, MPOUCXOAAIIEr0 B KHUIIEYHHKE MOCPEACTBOM H30(pepMeHTa
CYP3A4. 3HauntenbHbIX HM3MEHEHUH (apMaKOKMHETHKH MpernapaTroB HE OTMEUEHO Ipu
OPUMEHEHUH TaKpoJMMyca BHYTpHBEHHO. OmucaHbl ciaydan HEPpOTOKCHYHOCTU. IlanneHTos,
OJTHOBPEMEHHO TNPUHHUMAIOLINX TaKpOJIUMYC BHYTPh M (IIyKOHA30J, ClIeAyeT TUIaTeIbHO
HaOmonate. Jlo3y TakponuMmyca cleqyeT KOpPPEeKTUPOBaTh B 3aBHCHUMOCTH OT CTEIEHU
MOBBILICHHSI €M0 KOHIEHTPALIUU B KPOBH.

TeobunnnH: nMpu OJHOBPEMEHHOM NPUMEHEHUHU ¢ (haykoHa3ojoM B jgo3e 200 Mr B TeueHHe
14 nHeil cpenHsAs CKOPOCTh IJIA3MEHHOTO KJIMpeHca TeopuuiMHa CcHukaercs Ha 18 %.
[Tpu Ha3HaueHuu (ryKoHA30Ja MalKMeHTaM, TPUHUMAIOIUM TeO(UJUTMH B BBICOKUX 103X, WU
MAlMEHTaM C TOBBIIIEHHBIM PUCKOM DPa3BUTHUS TOKCHYECKOTO JEWUCTBUS TEOPHIIIMHA CIEAyeT
HaOJI01aTh 3a TMOSBJICHUEM CHUMITOMOB MEpPEeN03UPOBKU Teo(pUUIMHA U, IPU HEOOXOIUMOCTH,
CKOPPEKTHPOBAThH TEPAINUIO COOTBETCTBYIOIIUM 00pa30OM.

TodaumTrnnG: 3xcno3unys TohauTHHIOA YBEINYUBAETCS MPU €r0 COBMECTHOM MPUMEHEHUH C

npenaparamu, KOTOPBIE SBISIIOTCS OJHOBPEMEHHO YMEPEHHBIMH HHTHOUTOpaMH M30(EepPMEHTOB
CYP3A4 u CYP2C19 (nampumep, ¢uykoHazoin). Bo3sM0OKHO, MOKET MOHATOOUTHCS KOPPEKITHS
710361 TOGAIUTUHUOA.

TonBanTaH: 3Kkcno3ulMs TosBantaHa 3HauuTenbHO yBenuuuBaercs (AUC Ha 200 %, Cmax Ha

80 %) mpu coBMecTHOM mpumMmeHeHuu TtonBantaHa (cyoctpara CYP3A4) u ¢uykonazona
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MY OTYETY

YaCTOTHl PA3BUTHUS HEXEJATEIbHBIX SIBJICHUI, B YACTHOCTH TaKUX KaK MOBBIIICHHBIA IHYpE3,
JIEeruapaTanus U ocTpasi moueyHasi HeIoCTaTOYHOCTh. [Ipy 0THOBpEeMEHHOM MIPUMEHEHHUH TaHHBIX
MPernapaToB CJIeIyeT YMEHBIIUT 03y TOJBAlTaHA ¥ BHUMATEIHHO HAOIIOIATh 32 COCTOSTHUEM
MalyeHTa.

AJKanonanl 6aDBI/IHKaZ HECMOTpA Ha OTCYTCTBHUC 1LCICHAIIPABICHHBIX HCCHCHOB&HHﬁ,

npeJnoaraerTcs, yTo (QUIyKOHa30J MOXKET YBEIMUYMBATHh KOHILIEHTPALMIO AJIKaJIOMJIOB OapBHHKA
(HampuMmep, BUHKPUCTHHA W BUHOJACTHHA) B IUIa3Me KPOBH M, TAKUM 00pa30M, MPUBOIUTH K
HEHPOTOKCHYHOCTH, YTO BO3MOKHO MOXET OBITh CBsI3aHO ¢ yrHeTeHueM nzopepmenta CYP3A4.
Burtamun A: umeercs cooOuieHue o0 OJHOM cllydyae pa3BUTHS HEKENATeIbHBIX PEaKIuil co
cTopoHbl IeHTpanbHONH HepBHOM cuctembl (IIHC) B Buae mnceBgoomyxoind Mo3ra MpH
OJTHOBPEMEHHOM MPUMEHEHHUHU TIOJTHOCTHIO TPAHCPETUHOEBOM KUCIIOTHI U ()IIyKOHA30J1a, KOTOPHIE
MCUE3JIH TI0CIIe OTMEHBI (uryKoHa3oa. [IpuMeneHne TaHHOH KOMOWHAIIMH BO3MOYKHO, HO CIIETYET
MIOMHHTH O BO3MOXKHOCTH BO3HUKHOBEHUS HEXKENATeIbHBIX peakuuii co croponsl [THC.
3UI0BYIMH: TIPY OJJHOBPEMEHHOM MPUMEHEHUU ¢ (QIIyKOHA30JI0M OTMeUaeTcs MOBBIIEHUE Cmax U
AUC 3unoByauna Ha 84 % u 74 % cooTtBercTBeHHO. JlaHHBIN > deKT, BeposTHO, 00yCIOBICH
CHI)KEHHEM MeTaloJii3Ma IMOCIIEIHEro 10 €ro IilaBHOro merabonuta. Jlo u mocie Tepamnuu c
npuMeHeHueM  (aykoHazoma B jgo3e 200 Mr/cytkm B TedeHue 15 gHeH y
naiueHToB co CIIMJJom u ARC (kommuekc, cBsizannbiii co CIIHMJloM) ycraHoBiIeHO
s3HaunTenbHoe yBennuenue AUC 3unoByauHa (20 %).

[TanieHTOB, TOJNYYAONIMX TaKyl) KOMOWHAIIMIO, CJIEIyeT HAOII0IaTh C IEJbI0 BBISIBICHUS

000YHBIX AP (PEKTOB 3UJOBYANHA.

Bopukonazon (uarudurop mzodepmentos CYP2C9, CYP2C19 u CYP3A4): ogHOBpeMeHHOE
npUMeHeHne BopukoHaszoia (1o 400 mr aBa pa3a B CyTKH B IEpBbI JieHb, 3aTeM 1o 200 mr 1Ba
pa3a B CyTKu B TeueHue 2,5 nueil) u daykonazona (400 Mr B mepBblidi AeHb, 3aTeM 1o 200 Mr
B CYyTKH B TeueHue 4 qHeil) y 8 3/10pOBBIX UCIBITYEMBIX MYKCKOTO I0JIa TPUBENO K YBEIUYSHHUIO
Cmax 1 AUC BopukoHazona Ha 57 % u 79 % cooTBeTCTBEHHO. BbIIO MOKa3aHO, YTO JaHHBIN
3 deKT coxpaHseTcs MPU YMEHBIICHUH JTO3bI H/WJIH YMEHBIIIEHUU KPATHOCTH MpUeMa JT000T0 13
npenapaToB. OHOBpEeMEHHOE IPUMEHEHNE BOPUKOHA30I1a U (IyKOHAa30j1a He PeKOMEHy€eTCsl.
HccnenoBanusi B3aUMOACUCTBUS MEPOPATBHBIX (GopM (IyKOHA301a MPU €ro OJHOBPEMEHHOM
npueMe ¢ MUIIEeH, IUMETUINHOM, aHTAIllUAaMH, a TAKXKEe MOCJIe TOTATHOTO OOTYUYSHHS Tena JUIs
MOJATOTOBKM K IMepecagke KOCTHOIO MoO3ra IOKa3zajih, 4YTO A3TH (AKTOphl HE OKa3bIBalOT
KJIMHUYECKH 3HAUMMOTO BJIMSHUS Ha BcachlBaHUE (hIIyKOHA30a.

[TepeunciieHHbIE B3aMMOICHCTBHSI YCTAHOBJICHBI IIPU MHOTOKPATHOM IPUMEHEHUH (PIIyKOoHAa30171a,

B3aUMOJICUCTBUSL C JICKAPCTBEHHBIMU CpEACTBAMU B pe3yJbTaTe OIHOKPATHOIO IIpueMa

17



COOTBETCTBYET 2K
ot 17.11.2023 N2 2334
(NMOCNEOOBATENEHOCTE 0002)

MY OTYETY

¢iryKoHa3051a HEM3BECTHBI.

Bpaan CICAYyCT YUYUTBIBATBH, YTO B3aHMOHCﬁCTBHe C ApYTHMHU JICKAPpCTBCHHBIMH CpEACTBaAMU

CIICMaJIbHO HE U3y4ajl0OCh, HO OHO BO3MOKHO.

4.6. DepTHIBLHOCTH, 0€PEMEHHOCTH U JAKTALMS

JKeHIMHEI ¢ JIETOPOAHBIM MOTSHIIUAIOM

HeoOxonumo paccMoTpers 3(@eKTHUBHBIE METOIbl KOHTPALECHIMH y KEHIIUH JAETOPOIAHOIO
BO3pacTa B TCUYCHHUE BCETO MEPHOIa JICUSHUS U MPUOIN3UTEIHHO B TEUCHUE HENENH (5-6 IeproIoB
MOJTYBBIBEJICHUS ) TIOCJIE MIPUHATHUS MMOCIEIHEH 103bI Ipenaparta (cM. pazzaen 5.2).

bepeMeHHOCTH

AJIeKBaTHBIX W KOHTPOJHMPYEMBIX HCCIEIOBAaHUN HpuUMeHeHUus (IykoHazona y OepeMEeHHBIX
JKEHIIIMH HE MPOBOIUIOCH.

Bo Bpems OepemeHHOCTH TpuMeHEHUs (IyKOHA3olIa cienyer u30eraTh, 3a HCKIFOUYCHUEM
CIy4aeB TSDKEIBIX M TOTEHIUAIBbHO YrPOXKAIOMIMX KU3HU TPUOKOBBIX HHGEKIUH, Koraa
OKHJaemasl moJjb3a JICUSHHs 711 MaTepH MPEBbIIIAeT BO3MOXKHBIM PUCK AJIS TUIOAA.

Coo0masioch 0 CiIy4asXx CaMOIpPOU3BOJIBLHOTO abOpTa M Pa3BUTHUS BPOXKICHHBIX aHOMAIUN Y
MJTQJICHIIEB, YbH MaTepH Moyydanu (GiykoHa3on B jo3e 150 Mr ogHOKpaTHO WJIM TOBTOPHO B
nepBoM TpuMecTpe 6epeMeHHocTH. ONMUCaHbl Cydad MHOXKECTBEHHBIX BPOXK/IEHHBIX MOPOKOB Y
HOBOPOXKJICHHBIX, MaT€pu KOTOPBIX Ha MPOTSHKEHHH OONbIIEH YacTH WM BCErO IEPBOTO
TpUMeECTpa MOJIy4alu Tepanuio (aykoHa3ojgoMm B BbIcOKOH mo3e (400-800 mr B cyTku). beuin
OTMEUEHB! CIIEAYIOIINE HApYIIEHUs pa3BUTHs: Opaxunedanus, HapylIeHUE Pa3BUTHUS JIULIEBOM
yacTh dYepema, HapylieHue ¢GOpMUPOBAHMS CBOJA 4Yeperna, BONYbS MAacTh, HCKPHUBIICHUE
OelpeHHBIX KOCTEH, UCTOHYEHHE U yATUHEHHEe pebep, apTPOrpHIo3 U BPOXKICHHBIC MOPOKH
cepua.

Jlakrarus

®dykoHa30J1 00HAPYKUBAETCS B TPYTHOM MOJIOKE B KOHI[EHTPALUAX OJIM3KUX K TIIa3MEHHBIM (CM.
pasnen 5.2). [lepuon monmyBbIBEEHUS Tperiapara U3 rpyJHOTO0 MOJIOKA MPHOIU3UTENLHO PaBeH
nepuoAy NoayBbIBeZeHUs u3 MiasMbl — 30 uacoB. Ilpeamonaraemas no3a QuykoHaszona,
MoTJIoNIaeMasi MiIaJieHIieM (C Y4e€TOM TOro, YTO CPEIHEE KOJUYECTBO MOTPEOIIEeMOro MOJIOKa
cocraBnsieT 150 MUI/Kr €XeIHEBHO), U pAacCUYUTaHHAs B COOTBETCTBHUH CO CpPEIHEH MUKOBOI
KOHIIGHTpallMeil Tmpenapara B TPyAHOM MoJoke, coctaBiusier 0,39 Mr/kr B JeHb, YTO
npuOm3uTeNbHO paBHO 40 % pexoMeHIOBaHHON HEOHATANbHOW J03BI (I JeTed Miaamie 2
Hezenb) uiau 13 % pekoMeHI0BaHHON MITaICHUYECKON TO3bI TIPH JICYCHUH KaHIU103a CITM3UCTHIX.
Kopmienue rpyapio MOXHO HPOJOJDKHTH IMOCTE NMpHeMa OJHOKPAaTHOW 103kl (prykoHa3ona B

150 mr. He pexomeHayeTcsi KOPMHUTb TpyAbIO IIOCIE€ MHOTOKPAaTHOIO IpUEMa WM IpueMa
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BBICOKOW 703bI (piykoHazona. [Ipu nmpuHATHH pemeﬂﬁgl%:aéggﬁ%éﬂ;%%%;gﬁ ':L;:a{:l:rlllﬂOHe

TPYAHOTO BCKAapMIIMBAHHUS CIIEyeT NMPUHUMATh BO BHHMAHHE CIlEAyIolIue (PaKTOphl: MOJIB3Y
TPYJAHOIO BCKapMJIMBaHUA JUIA 310POBbS U Pa3BUTUSA MIIAJCHIA COBMECTHO C KIMHUYECKUMHU
MOKAa3aHUSMHU JJI1 HA3HAYCHHsI Mpernapara ¥ BO3MOXHOCTh PAa3BUTHUS JIIOOBIX MOTCHIIUATBHBIX
000YHBIX 3P PEKTOB y MJIa/ICHIIA HITH BIMSHUE COMYTCTBYIONICH ATOJIOTHH MaTEPH HA 3I0POBLE

MIIaJE€HIIA.

4.7. BausiHue Ha CNOCOOHOCTH YNPABJATHL TPAHCIOPTHBLIMU CPeACTBAMH M PadoTaTh C
MeXaHU3MaMH
[Tpu npumMeHeHuu mpenapaTa He0OX0AUMO YYUTHIBATH BO3MOKHOCTh Pa3BUTHS TOJIOBOKPYKEHHUS

" CyHOpOr.

4.8. HexkesaTesibHbIE peakuuu

Pe3roMe HexxenaTenbHbIX PeaKIui

[TepeHocumocTh PiryKOHA30J1a OOBIYHO OYEHB XOPOIIasl.
KJIaCCI/I(l)I/IKaI_II/ISI YaCTOTbl Pa3BHUTHUA HEKECIATCIbHBIX peaKuHﬁ COTJIaCHO PCKOMCHAAUIWAM
Bcemupnoii opranuzanuu 3npaBooxpanenus (BO3):

oueHb yacto > 1/10;

4acTo >1/100, HO < 1/10;
HEYacTo >1/1000, o < 1/100;
penko >1/10000, 5o < 1/1000;

oueHb penko < 1/10000,

4acTOTa HEU3BECTHA — HA OCHOBAHUM UMEIOIUXCS JaHHBIX OLEHUTh HEBO3MOXHO.

B xinMHHYECKHX ¥ OCTMapKETHUHIOBBIX (*) MccaenoBaHusAX QuyKoHa30J1a OTMEYalu CIEAYoIne
100OYHbIE peaKuu:

Hapywenus co cmoponwvl kposu u iumgamuyeckou cucmemsi *:

pEeIKo — aHeMUSl, ICMKOIIEHHsI, BKIIIOYast HEUTPOIIEHUIO U arpaHyJIOLUTO3, TPOMOOLUTONICHHUS.
Hapywenus co cmopoHbl UuMMYHHOU cucmembl *:

penko — aHadrutakcus (BKIIFOYast aHTHOHEBPOTHUECKHM OTEK).

Hapywenus co cmoponvl memabonusma u numanus™:

pPENKO — TIOBBIIIEHWE KOHLEHTPALUU XOJIECTEPUHA W TPUITMLEPUIOB B IUIa3ME€ KpPOBH,
TUIOKAJIUEMHUSL.

Hapywenus co cmopoHbl HepeHOUl cucmembl.

4acTO — roj0BHAas 00JIb;

HEYacTo — TOJIOBOKPYKEHUE™, cyaoporu®, wu3MeHeHue BKyca*, mapecTe3usi, OeCCOHHHIIA,
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COHJIMBOCTB;

pEnKo — TpeMop.

Hapywenus co cmoponwl cepoya™:

peaxo — yBenuuenue unreppaia QT na OKI', aputmus xeny104KoBasi TAXMCUCTOJIMYECKAs TUTIA
«mpyaT» (torsade de pointes) (cm. pa3nen 4.4).

Kenyoouno-kuuieunvie HapyuieHus:

4yacTo — 00JIb B )KMBOTE, IUapesi, TOIHOTa, pBOTa™*;

HEYaCTO — CYXOCTh CIM3UCTON 000JI0UKH MOJIOCTH PTa, METEOPU3M, TUCIETICUS*, 3amop.
Hapywenus co cmoponbvl neuenu u scenyesbleooaumux nymelu.

4acTO — MOBBIIICHHE CHIBOPOTOYHON aKTUBHOCTH aMHHOTpaHc]epas (alaHuHaMUHOTpaHcepasbl
(AJIT) u acnapraramunotpancdepassl (ACT)), menounoi docdarassi;

HEYacTO — MOBBIIIIEHNE KOHIICHTpauu OnInpyOrHa, X0JIecTas, Kenryxa*;

PEIKO — renaTonesuTIoIIPHBIA HEKPOo3™, TenaTuT™®, remaroTOKCUYHOCTD (B HEKOTOPBIX CIIy4asx C
JIETaIbHBIM UCXO0JIOM, HapylIeHne (GYHKINU NeUeHn™), renaTole/II0IsIpHOE TOBPEXKICHHE.
Hapywenus co cmoponwl Kodtcu 4 NOOKONCHBIX MKAHEI:

4acTo — Chlllb;

HEYacTO — KOXKHBIM 3yJl, KpallMBHHUIA, MOBBILIEHHOE IOTOOTAEIEHHUE, JIEKAPCTBEHHAs ChIIb
(BKJItOUAs! CTOMKYIO JIEKAPCTBEHHYIO ChIIb);

penko — anmonenus®,  Skc(hoIuMAaTHBHbIE  TOpPaKEHHs  KOXH®,  BKIIOuYas CHUHJPOM
CruBeHca-J[>KOHCOHAa M TOKCUYECKUU SMUJIEPMATIBHBIA HEKPOJU3, OCTPBIA T'€HEpaIU30BaHHbII
HK3aHTEMATO3HBIN MyCTYyJE3, OTEK JINLIA;

4acTOTa HEM3BECTHA — JICKAPCTBEHHAs ChIb C Y03MHOPMINEH M CHUCTEMHOH CHUMITOMAaTHKON
(DRESS-cunapom).

Hapywenus co cmoponul mbiueyHou, ckenemHou U coeOUHUmMenbHol mKaHu:

HEYacTo — MUAJITHSL.

Obwue napywenus u peakyuu 8 mecme 88e€0eHUs:

HEYacTo — CJIab0CTh, aCTEHUS, MOBBILICHHAS YTOMJISIEMOCTb, JINXOPAaJIKa, BEPTHUTO.

YV HEKOTOPHIX MAIMEHTOB, OCOOCHHO C Cephe3HBIMU 3a00sieBaHUsIMU, TakuMHU Kak CITN ] umu pak,
MU JIEYeHUU (PITYKOHA30JI0M U CXOJIHBIMHU IpernapaTaMu HaOI0JaluCh U3MEHEHUS TToKa3aTesei
KpOBH, (YHKIMH TOYEK M TeuyeHH (cM. pasaen 4.4), olHAKO KIMHUYECKOE 3HAu€HHE STHX

W3MEHEHHUI U UX CBS3b C JICUCHUEM HE YCTaHOBJICHBI.

COO6HI€HI/Ie 0 ITOAO03PEBACMBIX HEXKCIATCIBbHBIX PECAKIINAX

Baxno COOGH.[EITB 0 TOAO3PCBACMBIX HCIKCIATCIbHBIX PCAKIUAX ITOCIIC pCruCTpalvu npcrapara €

OCIIBIO obecneueHus HCIIPCPBIBHOI'O MOHHUTOPHUHIA COOTHOHICHUA  «IIO0JIb3a — PHUCK»
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MOI03PEBACMBIX HEXENIATECIbHBIX PEaKIUAX JIEKAPCTBEHHOTO Tperapara 4epe3 HallMOHAIbHbBIC
CHUCTEMBI COOOIIEHHMS O HEXKENATebHBIX pEeaKIHUsIX TocyIapcTB—wieHOB EBpasuiickoro
SKOHOMHUYECKOI'O COI03a.

Poccniickas @enepanus

®denepanbHas ciyx0a 1mo Haa30py B chepe 3npaBooxpanenus (Pocsnpasuanzop):

Anpec: 109012, r. Mocksa, CnaBsiHcKas miiomanip, 1. 4, ctp.l.

Tenedon: +7 (800) 550 99 03

DnekrpoHHas mouta: pharm@roszdravnadzor.gov.ru

Caiit B uHGOPMAITMOHHO-TEIEKOMMYHHUKAITHOHHOM ceTH «MHTEepHETY:!

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

4.9. Ilepeno3upoBka

CuMOTOMBI

Hmerotcs cooOrieHus o nepeno3upoBke GayKkoHas3osa, U B OAHOM ciaydae y 42-JIeTHEero naiieHTa,
UHOHUIMPOBAHHOTO BUPYCOM UMMYHOIEUIINTA YeToBeKa, mocie npuema 8200 Mr ¢ykoHazona
MOSIBUJIMCH TAJLTIOIMHALIMY U TapaHOUJaIbHOE MToBeAeHHEe. BoIbHOM ObLT TOCIUTAIH3UPOBAH, €ro
COCTOSIHME HOPMAJIM30BaJIOCh B T€UeHUE 48 4acoB.

Jleuenune

B ciyuae mepeno3upoBku agekBaTHBIN 3P(HEKT MOXKET J1aTh CUMITOMATHYECKOE JiedeHue (B TOM
YHUCIIE TOIJIEPKUBAIOLIUE MEPBI U TPOMBIBAHHE KEITYAKA).

@DI1yKOHA30J1 BEIBOJUTCSA B OCHOBHOM 4€pe3 MOYKH, T03TOMY (OpCHUPOBAHHBIHN 11ype3 BEPOSTHO
MOET YCKOpUTh BbIBelleHHe mpenaparta. CeaHc remoauanu3a JUIMTEIBHOCTbIO 3 4 CHMIXKAeT

KOHIIEHTpaluo (hJIyKoHa3oJja B I1a3Me KpoBH npumepHo Ha 50 %.

5. DPAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaMHAMHYECKHE CBOMCTBA

®dapmakoTepaneBTudeckas Tpynma: [IpoTuBOrpuOKOBBIE mMpemaparbl JUisi  CHCTEMHOTO
MIpUMEHEHU s, TPOU3BOAHBIC TPHA30JIA.

Kon ATX: JO2ACO01

Mexanu3M JeCTBUS U d)aDMaKOHI/IHaMI/I‘-ICCKI/Ie Bd)d)CKTBI

®yKOHA30JI, TPHUA30JILHOE MPOTUBOTPUOKOBOE CPENICTBO, SIBISETCS MOIIHBIM CEJIIEKTUBHBIM
WHTUOMTOPOM CHHTE3a CTEPOJIOB B KIIETKE TPHUOOB.
Ero ocHOBHOI MexaHM3M JEHCTBUS 3aKJIIOYaeTCsl B HMHTUOMPOBAHUHM OMOCPEIOBAHHOM

rpuOKOBBIM  mUTOXpoMOM  P-450  peaknmm  nemermnupoBanust  14-anmega-maHocTepodna,
21


http://www.roszdravnadzor.gov.ru/

COOTBETCTBYET 3KI(
ot 17 11:2'3;-:.3 M2 Lo
SIBIIAIONIEICS KIFOYEBBIM JTAallOM OHMOCHHTE3a apFOCTeﬂ%:Bjﬁp;[B@%'@éﬂﬂféﬂr&:f&"—'a'frlﬂd)a-

MY OTYETY

METHJICTEPOJIOB KOpPpENUupyeT ¢ MOCIEeAyIoLel MoTepei 3procreposia, BXOMSIIETO B COCTaB
KJIETOYHOW MeMOpaHbl TPUOOB; 3TOT MPOILIECC BO3MOMXHO JICKUT B OCHOBE MPOTHBOTPHUOKOBOTO
neiictBust (hiaykoHazona. Ilokazano, 4To (iaykoHa3od Oosiee CENEKTUBEH IO OTHOIICHHIO K
dbepmeHnTaM cemeiictBa uToxpoma P-450 rpuOoB, 4eM 1Mo OTHOIIECHUIO K PA3TUYHBIM epMeHTaM
cemeiicTBa nutToxpoma P-450 miexkonurarommx.

®nykoHa3os 0051a7aeT BBICOKOW CIEeNU(UYHOCTHIO B OTHOIIEHWU TPUOKOBBIX (HEPMEHTOB,
3aBHCUMBIX OT cucteMbl nuroxpoma P-450. Tepanus ¢aykonazomom B mo3e 50 mr/cyTku
IPOIOJDKUTEIBHOCTHIO 10 28 AHEW He BIMSET Ha KOHIIEHTPALMIO TECTOCTEPOHA B IJIa3Me KPOBU
y MY>KYUH WM KOHIICHTPAIMIO CTEPOUIOB Y KEHIIIMH AETOPOAHOr0 Bo3pacTa. DirykoHa3on B 103€
200-400 mr/cyTKM He OKa3bIBaeT KIMHMYECKH 3HAUMMOTO BIMSIHHUS HA YPOBHHM SHIOTCHHBIX
CTEpOMIOB M MX PEAKIUI0 Ha CTUMYJSLMIO aJpeHOKopTukoTpornHoro ropmona (AKTI) y
3JI0POBBIX MYXKYHMH-T00pOBOIBIEB. VccnenoBaHus B3aMMOACHCTBHSI C AaHTUITMPUHOM TTOKA3aIH,
YTO HU OJHOKPATHBIN, HU MHOTOKpPATHBIN mpreM 103 (iaykonaszomna no 50 Mr He BIMSIET Ha €ro
MeTaboIu3M.

Muxkpobuonoeus

@IryKOHA30JI TIPOAEMOHCTPHPOBAT TPOTUBOTPHOKOBYIO AaKTHBHOCTH in Vitro B OTHONICHHH
HauOoJiee pacHpOCTPaHEHHBIX B KIMHMYECKOM MpakTuke BUIOB rpubka Candida (Bxiarodas
Candida albicans, Candida parapsilosis, Candida tropicalis). [1ns rpu6oB poaa Candida glabrata
u Candida guilliermondii muanmanbHas uaruoupyromas konuentpanus (MUK) ¢aykonazomna
aBIsieTcsl 6osee BHICOKOM, B TO BpeMs Kak Candida krusei iMeeT IpHUpPOJIHYIO YCTOMUMBOCTh K
BO3zeHCTBHIO (urykoHa3ona. HenaBHo nosiBuBIIMecs Buabl rpudka Candida auris CpaBHUTENBHO
YCTOMUYMBBI K BO3JAECUCTBUIO (hITyKOHA301a.

VYcraHoBneHa Takke aKTUBHOCTH (DITyKOHa30J1a in vitro B oTHoteHuu Cryptococcus neoformans
u Cryptococcus gattii, a Takke NPOTUB SHIAEMMUYECKUX IUIECHEBBIX TI'pUOKOB Blastomyces
dermatitidis, Coccidioides immitis, Histoplasma capsulatum u Paracoccidioides brasiliensis.
[Tpu npueme BHYTpH (hIyKOHA30J MPOSIBISET aKTUBHOCTh HAa PA3TUYHBIX MOJENAX I'PHOKOBBIX
UHQEKIWiA Y  JKMBOTHBIX.  [IpoeMOHCTpUpOBaHa  aKTHBHOCTh  Tpemapara  IpH
OTNMOPTYHUCTUYECKUX MHKO3aX, B TOM uyucie BbI3BaHHBIX Candida spp. (BKIouas
TeHEepaTM30BaHHbIM KaHAWJI03 y XHMBOTHBIX C IOJABICHHBIM HMMYyHHTETOM), Cryptococcus
neoformans (BKJIr04as BHyTpuuepenHsie uudexuun), Microsporum spp. u Trychophyton spp.
YcTaHOBEHA TakXke aKTUBHOCTh (PIIyKOHa30jla Ha MOJEISAX DHIEMHUYECKHX MHKO30B Y
JKUBOTHBIX, BKJItOUass WH(MEKIHU, BbI3BaHHbIE Blastomyces dermatitidis, Coccidioides immitis
(BKutouasi BHyTpuuepenusie nHdpekuun) u Histoplasma capsulatum y 5xMBOTHBIX ¢ HOPMaJIbHBIM

" TOAAaBJICHHBIM UMMYHUTCTOM.
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AL
Mexanuzmbl pazeumus pezucmenmuocmu K gbﬂyKOHaS'OJZ)/n

Y 00baHO BOCHpUMMYMBBIX BHIOB Candida Hauboiiee 4acTO BCTPEUAIOIIMNCA MEXaHU3M
YCTOWYMBOCTH BKIIIOYAET IiefieBble (PEpMEHThI a30JI0B, KOTOpHIE YYacTBYIOT B OHOCHHTE3€
sprocrepoiia. MexaHu3M pe3uCTEeHTHOCTH CBS3aH CO CHIYKEHHOM 4yBCTBUTEIBHOCTHIO (hepMEHTa-
MUILIEHH K MHTUOMpPYIOLIEeMY BO3ACUCTBHIO (rykoHa3ona. Todeunsie mytanuu B rene ERGI11,
KoaupytomeM (epMEeHT-MULIEHb, NPUBOJIAT K BHIOM3MEHEHUIO MHIIEHH U CHUXKCHHIO
adbpunHOCTH K a3oam. YBenudeHue skcnpeccur rena ERG11 nmpuBoauT K IpoIyKIIMKA BBICOKUX
KOHIIEHTpaluil (hepMeHTa-MUIIEHH, YTO CO3/1aeT MOTPEOHOCTh B YBEJIWYCHUU KOHICHTPAIUU
¢iryKoHa30Ma BO BHYTPHUKJICTOYHOM >KUAKOCTH Ui TOJABIICHHS BCEX MOJEKyJd (epMeHTa B
KJIETKE.

Bropo#i 3HauuMTENbHBII MEXaHM3M PE3UCTEHTHOCTH 3aKII0YaeTcsi B AKTUBHOM BBIBEJCHUH
(GiykoHa30a W3 BHYTPUKIETOYHOIO IIPOCTPAHCTBA IIOCPEACTBOM AaKTUBALMU JIBYX THUIIOB
TPAHCIOPTEPOB, YIACTBYIOIINX B aKTUBHOM BhIBeIeHUH (3 (IroKce) IekapCcTBEHHBIX BEIIECTB U3
rpuOKkoBoil kieTku. K TakuM TpaHcmopTepaM OTHOCHTCSA TJABHBIM MOCPEAHUK, KOAUPYEMbIH
reramu MDR (multidrug resistance — MHOXXECTBEHHOW JIEKQpPCTBEHHOH YCTOMYMBOCTH), U
cynepcemeiictBo AT®-cBsi3bIBarolIell KacceTbl TpaHCHOPTEpOB, koaupyemoe reHamu CDR
(renamu pesucteHTHOCTU Tprb0B Candida K a30J10BBIM aHTUMUKOTHUKAM).

['unepskcnpeccust reHa MDR npuBOIUT K PEe3UCTEHTHOCTH K (IIYKOHA301y, B TO XK€ BpeMs
runepakcnpeccus reHoB CDR MoxkeT NpuBOANUTE K PE3UCTEHTHOCTH K PAa3IMYHBIM a30JIaM.
Pesucrentnocts Candida glabrata oObuHO omocpenoBaHa runepaskcnpeccueit rena CDR, dto
IIPUBOAUT K PE3UCTEHTHOCTH KO MHOTMM aszonaM. [[ns Tex mrammoB, y kotopeix MUK
omnpenensercss Kak npomexyrouyHas (16-32 mr/i), pekoMeHayeTcs NPUMEHSITh MaKCUMallbHbIe

710361 (ITyKOHA30J1a.

5.2. ®apmakoKHMHeTHYECKHE CBOMCTBA

dapmakoKMHETHKA (QIIyKOHA30J1a CXO/IHA IPU BHYTPUBEHHOM BBE/IEHUH U IIPUEME BHYTPb.
AbcopOrus

[Tocne npuema BHYTpb (hIIyKOHA30J1 XOPOILIO BCACKIBAETCS, €r0 KOHLIEHTPALIUU B IJIa3Me KPOBH (1
oOmiast GuonoctynHocTh) mpeBplatoT 90 % OT TakoOBBIX NpPU BHYTPUBEHHOM BBEJICHUHU.
OpnHOBpEeMEHHBIH NpHeM MUILIY He BIMSIET Ha BcachlBaHUE (pIryKoHa3oa.

KoHuenTpamus B 1asmMe KpoBU MPOMOPIUOHANBHA J103€ U 1ocTUraeT MakcuMyma (Cmax) depes
0,5-1,5 gaca mocne npuemMa (hryKoHa30J1a HATOIIAK, a TIEPHUO]] TIOTYBBIBEACHHUS COCTABIISIET OKOJIO
30 4. 90 % paBHOBECHOW KOHIIEHTPAL[UHN JOCTUTAIOTCS K 4-5-My JHIO 1OCe Hayasia Tepanuu (pu
MHOTOKpPaTHOM IIpUE€ME€ IIpernapara OAWH pa3 B CyTKH). MakcuMaibHas KOHLIEHTpaLus

¢ryKoHa301a B CIIIOHE MPU PUEMe KarlCyJibl IOCTUTaeTcs uepes 4 vaca.
23



COOTBETCTEBYET JKCNEPTHOMY OTYETY
oT 17.11.2023 Nz 2. 7

BBenenue ynapHoii no3sl (B 1-if neHb), B ABa pasa Hpeﬂn_n:«nlgi%ﬁ %511;% cyquhyrél‘ﬁozzy,

JleJIaeT BO3MOXKHBIM JocTrxkeHue 90 % paBHOBECHOW KOHIEHTPALMU KO 2-MY JIHIO.

Pacopenenenue

O06beM pacnipesieneHns: NprUOIMKaeTCs K 001IeMy COJIepKaHUIO BOABI B opranu3me. CBs3bIBaHHE
¢ 6enkamu 1uta3mbl kKposu Hu3Koe (11-12 %).

@DI1yKOHA30J1 XOPOIIO MPOHUKAET BO BCE XKUAKOCTU opranu3ma. Konnenrpanuu ¢uiykoHazosna B
CJIIOHE ¥ MOKPOTE CXOHBI C €0 KOHLIEHTPALMSIMHU B IJ1a3Me KPOBH. Y MAIMEHTOB C IPUOKOBBIM
MEHMHTHUTOM KOHILIEHTpPAIMM (IIyKOHA30JIa B CIIMHHOMO3TOBOW JKHIKOCTH COCTaBJISIIOT OKOJIO
80 % OT ero KOHLIEHTpALM B I1J1a3M€ KPOBH.

B poroBom cnoe, nsmnuaepmuce, JAepMe€ M IOTOBOM JKUIKOCTH JOCTUTAIOTCS BBICOKHE
KOHIICHTPAIIMU, KOTOPbIE MPEBBIIMIAIOT CHIBOPOTOUHbIE. DIYKOHA30J1 HAKAIUIUBAETCS B POTOBOM
cinoe. IIpu nmpueme B 1o3e 50 Mr ouH pa3 B CyTKU KOHILIEHTpauus (iaykoHaszona yepe3 12 nHeit
cocraBisieT 73 MKI/T, a 4epe3 7 JHEH IMociie MpeKpalieHus JedeHus — Toibko 5,8 Mkr/r. [lpu
npuMeHeHuu B fo03e 150 Mr ouH pa3 B HeleIo KOHIeHTpalus GIyKoHa30J1a B pOrOBOM CJIO€ Ha
7-i neHb coctaBisieT 23,4 MKI/T, a yepe3 7 JHEH mociie mpruemMa BTOpoi 1036l — 7,1 MKI/T.
Konunentpanus ¢hiaykoHazona B HOTTSIX Mociie 4-X MECSYHOTO MpUMeHeHus B 1o3¢e 150 mr onun
pa3 B Henmemo cocraBisgeT 4,05 MKI/T B 310poBBIX M 1,8 MKI/T B MOpaKEHHBIX HOTTSX; Yepes3
6 Mecs11eB NOCie 3aBepIleHHs TepPAu (IIyKOHA30JI MO-NPEKHEMY ONpEAEsIeTcs B HOITAX.

Buorpauncdopmarnust

[Mupkynupyrolue MeETaboaUuThl He OOHAPYKEHBI.

DJIMMUHAIIHS

[TpemapaT BBIBOAUTCS B OCHOBHOM NoukaMu; puMepHO 80 % BBeeHHOM 1036l 0OHAPYKUBACTCS
B Moue B HeM3MeHeHHOM Bujie. KimnpeHc ¢uiykoHa3oa mponopiiMoHaneH KIUPEeHCY KpeaTHHUHA.
JlnurenbHBIA NEpHOJ] TOTYBBIBEACHHS M3 IIa3Mbl KPOBU IMO3BOJISIET MPUHUMATh (PIIyKOHA30JI
OJIHOKpaTHO INPHU BaruHaJIbHOM KaHJWJ03€ U OAWH pa3 B CyTKH WM OJWH pa3 B HEJENI0 IpH
JPYTUX MOKa3aHUSX.

B xone uccrnenoBanusi papMakOKMHETUKH ¢ ydacTueM 10 >KEeHIIMH, BpEMEHHO WJIM TOJTHOCTHIO
MPEKPATUBIIUX KOPMIIEHUE TPY/IbIO, OLIEHUBAJIN KOHIIEHTPAIHIO (IIyKOHA30J1a B TUIa3Me KPOBU U
TPYJIHOM MOJIOKE B TeueHHe 48 4YacoB mociie OJHOKpaTHoro mpuema 150 mr duykonaszona.
@dirykoHa3zos1 ObUT OOHApY>KEH B TPYJHOM MOJIOKE B CpeJHEW KOHIIEHTPAlluu, COCTaBJISIOIIEH
npubm3nuTensHO 98 % OT KOHIEHTpalMy (IIyKOHa301a B IUIa3Me KPOBU MaTEpH.

Cpennsis TUKOBasi KOHIIEHTPAIMs COCTaBIsia 2,61 MI/1I Mo UCTedeHuu 5,2 4acoB IMOCie mpuemMa

npernapara.
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JInna mosKujioro Bo3pacra

bbuto ycTaHOBIEHO, YTO MPU OJHOKPATHOM MpUMEHEHUH (uiykoHa3oisia B 03¢ 50 Mr BHYTPH Y
MOXKUJIBIX TAIlMEeHTOB B Bo3pacTe 65 JIeT W cTrapiie, HEKOTOPble U3 KOTOPBIX OJIHOBPEMEHHO
OpUHUMAIU JUYpeTUKH, Cmax JocTHrasiack uepe3 1,3 wyaca mocine mpuemMa M COCTaBisja
1,54 wmxr/mi, cpennue 3HadeHuss AUC — 764 + 20,3 Mkr-4/mi, a CpemHMA TEpPHOJ
noJryBbIBeIeHUS — 46,2 yaca. 3HaueHHs STUX (HapMAKOKHMHETUYECKUX MapaMeTPOB BBIIIE, YEM Y
MOJIOJIBIX MAIMEHTOB, YTO BEPOSTHO CBI3aHO C MOHMKEHHOW MOYeYHON (DyHKIIMEH, XapaKTepHOM
U1l OXuiaoro Bospacta. OJHOBPEMEHHBIN TMpUEM JUYPETUKOB HE BbI3BIBAI BBIPAKEHHOTO
n3meHeHuss AUC U Ciax.

Knupenc xkpearununa (74 mu/MuH), TpoUEHT (IIyKOHA307a, BBIBOAMMOIO TMOYKaMU B
Hem3MeHHOM BuJe (0-24 yaca, 22 %) n noyeunslii kiuperc (aykonazona (0,124 mu/Mun/Kr) y
MOXKHMJIBIX MMAIIMEHTOB HIKE TIO CPABHEHUIO C MOJIOBIMH.

eTH

Y I[eTeﬁ ObLIH IMOJIYYCHBI CIICAYIOIINEC 3HAUCHU A Q)apMaKOKI/IHeTI/I‘IeCKI/IX mapaMeTpoOB:

Tepron [ Inomane mox
Bo3zpacr Jlo3a (Mmr/KT) HONyBbIBE eI (4ac) KPUBOM «KOHIIEHTpAIUsI-
Bpems» (AUC) (MKr - 9/mir)

9 mecs1eB — OnHOKpaTHO — 5.0 947
13 ner BHYTPb 2 MI/KT ’ ’

9 mecsieB — OnHOKpaTHO — 195 362.5
13 ner BHYTPb 8 MI/KT ’ ’

Cpennnii MHorokparso — 15.5 41.6
BO3pacT 7 JIeT BHYTPb 3 MI/KT ’ ’

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. [lepeuenb BcoMoraTe/ibHbIX BellECTB

daykonazon — BEPTEKC. 50 Mr, Kacyibl

JlakT03BI MOHOTHIPAT

Kpaxman KkyKkypy3HbIi

[ToBunon K-17 (monuBUHUINUPPOIUIOH HU3KOMOJIEKYIISIPHBIN)
Kanpius creapat

Kpemuusa 1MoKcuI KOIITOUAHBIN

Hatpus naypuicynbdar

Karcynsl TBepAbIe *KeIaTHHOBBIC:

Kopnyc:

Twurana quokcug
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Kemarnu

Kpovuueuxa:

Twurana quokcung

Kpacurens azopyoun

Kpacurenb conmHeuHbIN 3aKaT KEATHII

Kematun

Ddaykonaszon — BEPTEKC, 150 mr, Karcyisl

JlakT03BI MOHOTHIPAT

Kpaxman kyKkypy3Hblii

[ToBuaon K-17 (monMBUHUIIMPPOIUIOH HU3KOMOJIEKYJISPHBII)
Kanpuus creapar

Kpemuus anokcui KOJTOUIHbIN

Hatpus naypuncynsdar

Kancyibel TBepibIe KeJIaTHHOBEIC:

Turana nnokcua

Kenartuun

6.2. HecoBmMecTUMOCTH

He npumennmo.

6.3. Cpok rognocTu (CpoK XpaHeHus1)

3 roxa.

6.4. OcoOble Mepbl MPEAOCTOPOKHOCTH NIPH XPAHCHUHT

XpaHUTh B 3alIMILIEHHOM OT CBETa MECTE MpHU TeMriepatype He Boime 25 °C.

6.5. Xapakrep M coaepkaHue NePBUYHON YIIAKOBKH

Kancynst 50 mr u 150 mr.

s oozupoexu 50 me

7 Kamncya B KOHTYpPHOM SlUEHKOBOM YMaKOBKE M3 IUIEHKH MHOJUBUHWIXJIOPUIHOM M (OJbIu
QIIOMUHUEBOH MM B OaHKE W3 TOJIMATHIIEHA HHU3KOTO JAaBJICHMS, YKYIOPEHHOW KpPBIIIKOM
HATATUBAEMOM C KOHTPOJIEM IIEPBOT0 BCKPBITUS U3 ITOJIUITUIICHA BBICOKOTO JABJICHUS.

1 KOHTypHas siueiikoBasl yIaKOBKA WJIM OJHA OaHKa BMECTE C JMCTKOM-BKJIAJbIIIEM B MauKe U3

KapToHa.
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ns 0ozupoexu 150 me

1, 2, 3 uiu 4 xancyJyibl B KOHTYPHOU SYEUKOBOM YMAaKOBKE U3 IJICHKHU MOJUBUHUIXJIOPUIHON U
Gbosbru aTIOMUHUEBOM WK B 0aHKE U3 MOJIMATUIICHA HU3KOTO IaBJICHUS, YKYTIOPEHHON KPBIIIKON
HaTATMBAEMOM C KOHTPOJIEM IIEPBOT0 BCKPBITUS U3 MTOJIMITUIIEHA BBICOKOTO J1aBJICHUS.

1, 2, 3 unu 4 KOHTypHbIE AYEHKOBBIE yHaKOBKU 10 | Kamcyne, 1 nian 2 KOHTypHbIE SUEHKOBBIE
YIIAKOBKM MO 2 KamcyJibl, | KOHTypHas sYelKoBas yINakoBKa MO 3 KamcyJsbl, | KOHTypHas
A4yeiikoBas yrakoBKa 110 4 KarlcyJibl WM OJHa OaHKa BMECTE C JMCTKOM-BKJIA/IbIIIEM B TIaUKe U3

KapToHa.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH TPH YHUYTOKEHUM  MCIOJb30BAHHOTO
JIEKAPCTBEHHOr0 mpemapara WJH OTX0JA0B, TMOJYYE€HHBIX TOCJIe NPUMEHEHUs
JIEKAPCTBEHHOT0 Mpenapara, u Ipyrue MaHUIYJISIHH C IPenapaToM

Hert oco0bix TpeOoBaHUI K yTHIU3AIHH.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSI
Poccusa, AO «<BEPTEKC»

Anpec: 197350, r. Cankr-Ilerepoypr, Jlopora B Kamenky, a. 62, iur. A
Ten.: 8 (800) 2000 305

Anpec 31eKTpOHHOM MOUTHI: vertex@vertex.spb.ru

7.1 IlpeacraBuTe b JEepPKATENA PErHCTPALMOHHOIO YI0CTOBEPEHHA
[Iperen3un norpeduTeneil HaPaBAATh M0 AJPECY:

Poccusa, AO «BEPTEKCy»

197350, r. Canxr-IletepOypr, Hopora B Kamenky, 1.62, mut. A
Ten.: 8 (800) 2000 305

Anpec anekTpoHHoM mouTsl: pharmacovigilance@vertex.spb.ru; vertex@vertex.spb.ru

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHUA

9. TATA NEPBHYHOM PEIMCTPAIIMM (IIOJATBEPXJIEHHSI PETMCTPAIIAMH,
HEPEPETUCTPALINN)

JlaTa nepBoii perucTpanum:

10. TATA IEPECMOTPA TEKCTA
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OO0mas xapakTepUCTHKa JICKapCTBEHHOTO Tperiapara daﬁ@x%@%%? E%EM E@c%ﬂﬁ-‘é Ha

UHPOPMAIMOHHOM TopTane EBpa3suilcKoro SKOHOMHYECKOTO COI03a B HH(POPMALMOHHO-

TeJIeKOMMYHUKalMOHHOMU cetu «HTepHeT» http://eec.eaeunion.org/.
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