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oT 28.02.2025 N° 5546
(Bxopmwmit M3 N=4282041)

MUHUCTEPCTBO 3]IPABOOXPAHEHV POCCHNCKOVT PEAEPATIT
WMHCTPYKLMA
[10 MEJIMLIUHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOI'O ITPETIAPATA
®aoaeBusn®

PerncrpaunonHbIii HOMep:
Toprosoe nanmenosanue: ®aoaeBusn®
MexyHApOIHOE HeNATeHTOBAHHOE HAaNMeHOBaHHe: (IyKOHa30:
JlexapcTBennasi popma: KarcyJisl
Cocras
Kaxxas kancyna coaepxur:
oeticmeyroujee eeujecmso: piaykonaszon 150 mr;
8cnomoz2amenbHble 6eujecmeda. 1aKTo3bl MOHOTH/IPAT, KpaXMall KyKypy3HBbIi, MarHus cTeapar,
KpPEMHHUS ﬂﬁoxcun KOJUTOMHBIN, HATPUS Jlay puiicyabdaT;
cocmas meepooul Jcenamuno8oli kancyivl Ne 1: TATaHa TUOKCHUJL, JKEJIAaTHH.
Onucanue
Teepasie xenarrHoBbie Karcysisl Ne 1 Gesioro 1sera, coepikaliie 0AHOPOIHEIN MOPOLIOK 6e1oro
LBera.
dapmakoTepaneBTHYeCKasl TIpynna: TMpPOTUBOrpUOKOBBIE TMpenapaTel Uil CMCTEMHOIO
MPUMEHEHUs], IPOU3BOIHbIE TPHA30J1a
Koa ATX: J02ACO01
Papmako/IorHyecKkHe CBOicTBa
Dapmakoounamuka
@yKOHa30J, TPUA30JbHOE MNPOTUBOIPUOKOBOE CPEICTBO, SBISETCS MOLIHBIM CEJIEKTHBHBIM
MHIMOMTOPOM CHHTE3a CTEPOJIOB B KJIETKE rpuboB.
Ero ocHOBHOH MeXaHM3M JEHCTBUS 3aK/IFOYAETCs B MHTMOMPOBAHMU OMOCPELOBAHHOW MPHUOKOBBIM
uuroxpomom P-450 peakuuu nemerunupoBanus 14-anpda-naHocteposna, sBASIOMIEHCS KIFOUYEBBIM
sranom GMocuHTE3a sprocrepoia B rpubax. HakoneHue 14-anbgha-MeTHICTEPOJIOB KOPPEIUPYET ¢
NOCJIeIYIOIEeH NMOTeped 3procTeposia, BXOAALIEro B COCTaB KJIETOYHOH MeMOpaHbl rpuOOB; 3TOT
npoLecc, BO3MOXKHO, JIEXKHUT B OCHOBE NPOTHBOrPHOKOBOTrO AeicTBUs GuiykoHazona. [TokazaHo, 4To
(yxonazon Gonee ceneKTHBEH MO OTHOLIEHHMIO K hepMeHTam ceMeiicTBa uroxpoma P-450 rpu6os,
4eM M0 OTHOLIEHHIO K pa3IMuHbIM pepmeHTam cemeiicTBa LuToxpoma P-450 MIIeKONUTAIOIIKX.
®nykoHazon o6nagaeT BHICOKOH creUM(UYHOCTBIO B OTHOLIEHWH TPUOKOBBIX (PEPMEHTOB,
3aBUCUMBIX OT uutoxpoma P450. Tepanus ¢aykonasonom B 1o3e 50 Mr/cyT B Tedenue 10 28 aHei
HE BJIMSET Ha KOHUCHTPALMIO TECTOCTEPOHA B IUIa3M€ KPOBM y MY)KYMH MM KOHIIEHTPALUIO
CTEPOUIOB Y XKEHLIMH JeTOPOAHOro Bo3pacta. @iaykonason B no3ze 200-400 mr/cyT He OKa3biBaeT

KIIMHUYECKH 3HAYUMOI0 BJIMAHUA Ha YPOBHH SHAOTCHHBIX CTEPOMAOB W HX pPEAKLUIO Ha
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COOTBETCTBYET KCNEPTHOMY OTUYETY
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CTUMYJIALMIO aPEHOKOPTHKOTPOIHOro ropmoHa (AKTI) ¥ 3A0POBEX MYKUNH-TOOPOBONBIEE.

WccnenoBanuss B3avMMOJCHCTBHUS C AHTUIMPUHOM TIOKa3ajld, YTO HM OJHOKPATHBIM, HH

MHOTOKpaTHbIH npueM 103 (irykoHazona rno 50 Mr He BIMSET Ha ero MeTabosn3Mm.

Muxpobuonozus

@J1yKOHA30/1 TPOAEMOHCTPUPOBA IPOTHUBOIPHOKOBYIO aKTUBHOCTS iM Vifro B OTHOLIEHUH Hauboee
pacrpocTpaHeHHBIX B KIMHHYECKO# npakTuke BUAoB rpubka Candida (Bxmouas C. albicans, C.
parapsilosis, C. tropicalis). Ina rpubos pona C. glabrata w C. guilliermondii MuHuManbHas
uHrubupyromas koxueHtpauus (MUK) dbiykonazona ssusercs 6osee BbICOKOH, B TO Bpems Kak C.
krusei ¥MeeT TPUPOJIHYIO YCTOMYMBOCTH K BO3JeHCTBHIO ¢uiykoHa3ona. HenaBHo nosBuBLIHECH
BUAbI rpubka C. auris CpaBHUTEILHO YCTOMYMBLI K BO3JCHCTBUIO (h1yKOHAa301a.

VYcTaHOBIEHA TaKXKe aKTUBHOCTBH (IIyKOHa3oua in vitro B oTHowueHuu Cryptococcus neoformans
Cryptococcus gattii, a Takxe IPOTHUB 3HAEMHUYECKUX MJIECHEBBIX IPUOKOB Blastomyces dermatitides,
Coccidioides immitis, Histoplasma capsulatum v Paracoccidioides brasiliensis. [Ipu npueme BHyTpb
(TyKOHa30J1 MPOSIBISET AKTUBHOCTD HA Pa3IMUHBIX MOJENAX FPUOKOBBIX HH(EKUMH y KUBOTHBIX.
ITponeMoHCcTpHpOBaHa aKTUBHOCTH IMpernapara Mpu ONMOPTYHUCTHYECKUX MHKO3aX, B TOM 4YHCIIE
BbI3BaHHBIX Candida spp. (BKJII0Yas reHepalv30BaHHBIA KaHIWI03 Y )KHUBOTHBIX C IO/IaBIEHHBIM
uMmyHuteToM), Cryptococcus neoformans (BKJtouasi BHyTpU4epenHsle uHekuuu), Microsporum
spp. u Trychophyton spp. Y cTaHOBJIEHa TaKKe aKTUBHOCTD (hTyKOHA30J1a Ha MOJIEISAX IHAEMUYECKUX
MMKO30B y JKMBOTHBIX, BKJItOuas MH(EKLWH, BbI3BaHHbIe Blastomyces dermatitides, Coccidioides
immitis (BKJXOYas BHyTpuuepenHele WHbekuuu) u Histoplasma capsulatum y >XWBOTHBEIX C
HOPMaJIbHBIM M MO/IaBJICHHBIM HMMYHHUTETOM.

Mexanusmur pazeumus pezucmenmuocmu K ryKoHazony

Y o0pruHO BocTpuMMYMBBIX BHIOB Candida Haubojiee YacTo BCTpEYAIOLIMHACA MEXaHH3M
YCTOMYMBOCTH BKJIOYAET LeNeBble (EpPMEHTbl a30J10B, KOTOpHIE YYacTBYIOT B OHOCHHTE3e
sprocreposia. MexaHu3M pPe3MCTEHTHOCTH CBsA3aH CO CHMXKEHHOM YyBCTBHUTEJIBHOCTHIO (hepMeHTa-
MHILUEHH K MHrHOMpyroumeMy BoszelcTBuIO (iykoHasona. Todeunsie Myrauun B rede ERGII,
KOAMpYIOLEM GepMEHT-MHULIEHb, MPUBOJAT K BUIOW3MEHEHHIO MULICHH U CHIKEHHIO ahPUHHOCTH
K asojiaM. YBenndenue skenpeccuu reHa ERG11 npuBoAMT K NPOAYKIMH BHICOKMX KOHLIEHTPALMIA
(epmenTa-MuIIEHH, YTO CO3AaET MOTPEGHOCTh B YBEJIMYEHHH KOHLEHTPALMH (IyKOHA301a BO
BHYTPUKJICTOYHOM XMIKOCTH ISl MOZIABJIEHHUsI BCEX MOJIEKYJT (hepMeHTa B KIIETKE.

BTopoii 3HauMTeNBHBI MEXaHW3M pE3MCTEHTHOCTH 3aK/IHOYaeTcs B AKTHBHOM BBIBEACHHH
(irykoHasona M3 BHYTPHKJIETOYHOrO [POCTPAHCTBA MOCPEACTBOM aKTHBALMH JBYX THIIOB
TPAaHCINIOPTEPOB, Y4YaCcTBYIOLIMX B aKTHBHOM BbiBeleHMH (3 diokce) npenapatoB u3 rpuGKOBoii
Kkiaetku. K Takum TpaHcnoprepam OTHOCHTCS INIaBHBIH MOCPEIHHMK, KOAMpyeMbIi reHamu MDR
(MHOXECTBEHHOI JIeKapCTBEHHO YCTONYHBOCTH), M cynepceMeiicTBo A TM-CBI3BIBAIOLIEH KACCEThI

TPaHCTIOPTEPOB, Koaupyemoe reHamu CDR.
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['unepakcnpeccus renHa MDR npuBoAMT K pe3NCTERTHOCTH K (UTYKOHA30ITY, B TO JKE BPEMS

runepakcnpeccus reHoB CDR MoxeT npuBOAMTH K PE3UCTEHTHOCTH K pAas3/IMUHBIM a30j1aM.
PesucrentHocts k Candida glabrata oGpr4HO omocpenoBaHa runepakcnpeccueit rena CDR, yro
MPUBOJAUT K PE3UCTEHTHOCTH KO MHOIMM a3ojam. J[is TeX TamMMOB, y KOTOPHIX MHHHUMajlbHasi
vHrubupyromas Kouuentpauuss (MUK) onpenensercs kak npomexyrouHas (16-32  wmr/m),
PEKOMEH/IyeTCsl IPUMEHSATh MaKCUMaJIbHbIE 10361 (ITyKOHa301a.

ITozpanuynvie 3Hauenus vy6cmeumenbHOCmMu

[Torpannynele 3HauYeHus yyBcTBUTEIbHOCTH (corsiacHo EUCAST)

OcHoBBIBasich Ha aHanu3e (apmakokuHeTHYecKuX/papmakoauHaMuueckux (PK/PJI) naHHBIX,
YyBCTBUTENILHOCTH in vitro u kiuHuueckom oreere, EUCAST-AFST (EBponelickuii KOMUTET 1O
OMNpEJeJIEHUIO YyBCTBUTEIBHOCTH MHUKPOOPraHW3MOB K aHTHMHUKPOOHBIM IpernaparaMm —
MOJAKOMHUTET IO ONpE/EIeHUIO YyBCTBUTEIBHOCTH K MPOTHBOTPUOKOBBIM TMpenaparam) ONpeaesuil
rpaHULBl YyBCTBUTENBHOCTH K aykoHazony s BuaoB Candida (nokyment «EUCAST
Fluconazole rational document (2013 r.)» — peaakuus 2; EBponeiickuii KOMMTET 1O ONpeIesIeHHUIO
YyBCTBUTEIBHOCTH MMKPOOPraHM3MOB K aHTUMHUKPOOHBIM IpenapataM — TOAKOMUTET I10
ONpEeJIeNIEHNIO YyBCTBUTENIBHOCTH K MPOTHBOTPUOKOBEIM mpenapataM, (JokyMeHT «TabGnuipl

MOrpaHUYHbIX 3HAUYEHUI YYBCTBUTEALHOCTH s MHTepnperauuy 3HayeHuidi MUK (2018-02-12)» -

penakuus 9.0). [lorpannyHblie 3HaueHUs ObIIM pa3jie/ieHbl HAa HE OTHOCSLIMECS K BUAM, KOTOpPbIE
OblIM  OMpedeseHsl NPEeUMYLIECTBEHHO Ha ocHOBaHMM JaHHbIX @DK/®J] u He 3aBUCAT OT
pacnpeaenenuss MUK nns KOHKpeTHBIX BUJOB, M CBSI3aHHBIE C BUaMH, KOTOpBIE Hauboliee 4acTo

BBI3BIBAIOT HHMEKLMH Y T0AeH. DTH NOrpaHUYHbIC 3HAYEHHS TPEACTABIICHBI B TA0IHLIE HIDKE.

[TpoTHBO- ['paHuMIIBI UYBCTBUTEIBHOCTH, KOTOPBIE 3aBUCAT OT BH/A ["paHMLBI
rpubkoBeie  [Bo3Oyaurens (U </P >) B mr/n qyBCTBUTEJIb-
npenapaThl HOCTH,

KOTOpPLIC HE

3aBUCAT OT
Buna’ U</P> B
Candida Candida Candida Candida Candida l
albicans glabrata krusei parapsilosis |tropicalis
@dnykoHazon [2/4 0,002/32* — 2/4 2/4 2/4
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Y — yyBCTBUTENBHBIN; P — pe3ncTeHTHEIN.
A — rpaHHLBI YyBCTBUTELHOCTH, KOTOPbIE He 3aBUCAT OT BHIa BO30yaUTeNs, ObUIH OMpe/ie/eHbl PEUMYILECTBEHHO
Ha ocHoBaHWM AaHHbIX OK/®J] u e 3aBucsar ot pacnpeneneHus MUK koHkpeTHbIX BuIOB. OHM NpeaHa3HaYeHbI
MCKJIFOYHTESIBHO U1 IPUMEHEHHs /Il OPraHU3MOB, KOTOPbIE HE HMEIOT CIIEUU(UUECKOro NOrPaHUYHOrO 3HAYEHHS.
[Tpoyepk — He PEKOMEHAYeTCs MPOBOAMTh HCMBITAHMA HA UYYBCTBUTEIBHOCTB, MOCKOJIBKY MaHHBIH BHA IJIOXO
M0/1a€TCsl TePAIMH YIIOMSIHY THIM JIEKapPCTBEHHBIM NPENapaToM.

* 3aunTenbHOe yucio uHdekuuii Be3Bansl C. glabrata, nns xotoporo 3Hauenns MUK ¢uykonaszona cocrasnsior 2-32
MI/7 TIpH OTCYTCTBHM MEXaHM3MOB pPE3MCTEHTHOCTH. IIOCKONBKY CYINECTBYET Majo JIEKAPCTBEHHBIX CPE/ICTB,
NOAXOAAMX Ui JieYeH!Us: WHEKUHH MOYEBBIBOAAIMX MyTeH M WHPEKUMH CIM3HCTBIX 000J0UEK, MOAIEKALINX
JIUEHHIO B YCIIOBHSAX MIEPBUYHON MENLIMHCKON MOMOLLH, (DITyKOHA30/1 MOXKET ObITh MOAXOAALIMM BEIOOpOM. B ciiyyasx,
Koraa (IyKoHa30J1 sIBIAETCS €AWHCTBEHHBIM JOCTYIHBIM MPOTHBOIPUOKOBBIM CPEICTBOM I JIeUeHHA HH(EKUHH,
Boi3BanHblX C. glabrata, moxer mnortpeboBaThesi NpuMeHeHHe OGosiee BBICOKOM J03bl mpenapata. Hemocratouno
JI0Ka3aTeJIbCTB TOrO, YTO CJIEAYIOLIME LITAMMBI SBIISIOTCS XOPOLIMMH MHIUEHAMH Ui Tepanuu ¢uykonasomom: C.

dubliniensis, C. guilliermondii.

Ilozpanuunvie 3navenus yyecmeumenvrocmu coenacuo kpumepusim UHKJIC

[TorpanuuHble 3HayeHus 4vyBcTBUTEAbHOCTH (Y), npusHaHHele MHcTuTyTOM KimHHYecKux u
Jlabopatopueix CrangaproB (MKJIC), onmnHakoBbl, 3a uckimoueHueM Bupa C. glabrata, nns
KOTOPOro He YCTaHOBJICHbl MOrpaHUYHbIe 3Ha4eHHUs! Y, TOJIbKO MPU3HAHO MOTPaHUYHOE 3HAYEHHE
4/l3 (uyBcTBUTENBbHBIA A0303aBUcHMBI) < 32 wmr/n. UKJIC Taxke onpezaenser norpaHu4yHoe
3Hayenue 4/13, paBHo#t 4 mr/n, nis BunoB C. albicans, C. parapsilosis u C. Glabrata, > 8 Mr/n kak
3HayeHHue pe3ucteHTHocTH (P) mns stux tpex BupoB (MuctutyT Knunuueckux u JlabopaTopHbix
CrannaproB (MKJIC). HopmatuBHble nokasatead Uil OMNpEAENCHUs MPOTUBOrPUOKOBOM
4yBCTBUTENILHOCTH MuecHeBbIX rpuOkoB. 1-i Beimyck. UKJIC nononnenne M60 (ISBN 1-56238-
828-2 [Print]; ISBN 1-56238-829-0 [Electronic]). Mucturyr Kinmunueckux u JlaGopaTopHbix
Cranpapros, 950 Bect Banuu Poyn, Crour 2500, Baiine, I[lencunsanus 19087 CILA, 2017).

Hoepanuunvle snavenus yyecmeumenvnocmu coz2nacno kpumepusm FDA (Tpebosanus FDA CILIA

ons USPI)

Food and Drug Administration (FDA) Coenunennsix 1lITaToB AMepHKH MpUHUMAET MOTPaHUYHbIE

3Havenus Y u P UKJIC; xoTs He Mcnonb3yer TepMUHOJIOTHIO Y/[3 U paccMaTpuUBaeT 3TH 3HAYCHHUS
kak "npomexytounsie” (I) (https://www.fda.gov/STIC).

DapmaKkoKuHemuKka

[Tocne npuema BHYTph (TyKOHA30J1 XOPOLIO BCACBIBACTCS, PUEM IUILM HE BIIMAET Ha aGcopOLmio
¢aykonaszona, ero 6uogocTynHoCTh coctaisier 90 Y.

Bpems wmakcumanbhoii koHueHTpaunn (TCma) gocturaercs wepes 0,5-1,5 4 nociae npuema.
Makcumanbhas konueHTpauus (Cmax) (uiykoHazona mocie npuema BHyTpb, HaTomak 150 wmr

coctasisieT 90 % OT KOHUEHTPALMHU B [UIa3Me NP BHYTPUBEHHOM BBEJEHUHM B J103€ 2,5-3,5 MI/KT.
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Cas3b ¢ Genkamu masmel - 11-12 %. KonueHtpallsT B TNTa3ME HaXOATCA B NIPAMON 3aBACHMOCTH
OT 7103bl. PaBHOBECHAs KOHLIEHTPALMs JOCTUraeTcs K 4-5 JHIO JIeueHust npenapaToM (npu npueme |
pas/cyT).

BBenenue «yaapHoii 103b1» (B MepBbIii 1€Hb), B 2 pa3a NPeBHIIAOLIEH 0OBIYHYIO CYTOYHYIO 103Y,
MO3BOJISIET IOCTUYb YPOBHS KOHLIEHTPALMK, cOOTBETCTBYIOMIEH 90 % paBHOBECHOH KOHLIEHTpaLMH
KO BTOPOMY JIHIO.

®dnykoHa307 XOpOLIO MPOHUKAET BO Bce OMOJOrMYECKHE S>KMIKOCTH OpraHM3Mma, BKJIOYas
CTMMHHOMO3TOBYIO XKHAKOCTh. KOHUEHTpallMs akTUBHOTO BELIECTBA B IPyIHOM MOJIOKE, CYCTaBHOH
’KMIKOCTH, CIIFOHE, MOKPOTE€ M TMEPUTOHEATbHOM >KHUAKOCTH aHAJIOIMYHBI €ro KOHLEHTpAllMH B
nja3Me. PaBHOBecHasi KOHLIEHTpALMs B BATMHAJIBHOM CEKpeTe 10CTUraeTcs yepes 8 4 nociie nprema
BHYTpb U yJEp>KUBAETCs B Npe/ienax AaHHOTo 3HayeHHus He MeHee 24 u. [Ipu rpubKoBOM MEHMHIHTE
cojeprkanne (yKoHa30ja B CIIMHHOMO3rOBOM XUAKOCTH aocturaet 80 % ot ero coaepxkaHus B
miasMe. B MOTOBOM JKMIKOCTH, SMUAEPMHCE M POTOBOM CJIO€ JIOCTHIAKOTCA KOHUEHTPALHUH,
MPEBBILIAKOLINE CEIBOPOTOYHEIE.

O6beM pacnipesiesieHus MpUOIMKaeTesl K 00LIEMY COAEPIKKAHUIO BOJIBI B OpraHHU3Me.

SBnsiercs uHruéuropom uzopepmenta CYP2C9 B neyenu. BeiBoaures npeumyiecTBEHHO MOYKaMH
(80 % - B HeusmenHoM Buae, 11 % - B Buae merabonutoB). Menee 5 % Quykonasona
MeTabonu3upyeTcsi TpH  TEPBOM  MPOXOXKJICHWM 4Yepe3 mneyeHb. Kiupenc ¢uykoHasona
MpONoOpLUHOHaleH KaupeHey KpeatuHuHa. [lepuon nonyseisenenus (T12) gpaykonasona cocrasisger
30 4. MeTaGonutoB ¢uykoHa3osa B nepudepruueckoil KpoBH He 0OHapPYKEHO.

B xozne uccnenoBaHus papMakOKMHETHKH ¢ ydacTHeM 10 XKEHIUMH, BPEMEHHO WJIM IMOJIHOCTHIO
MPEeKPaTUBIINX KOPMIJICHUE IPY/BIO, OLIEHUBAIN KOHLEHTpaLHio (IyKOHa30/1a B Ma3Me KPOBU M
rpyJHOM MOJIOKE B TeueHue 48 yacoB rociie oHOKpaTHoro npuema 150 Mr giykoHasona.
®aykoHazon Obul OOHAapyKeH B IPyJHOM MOJIOKE B CpPEIHEH KOHLEHTpALMH, COCTaBJIANOLICH
npubamsuTensHo 98 % oT KoHLEeHTpaLuK (i1yKoHa301a B 11a3Me KpoBu Matepu. CpeHsisa MMKOBas
KOHLIEHTpaLus cocTapisia 2,61 Mr/i no ucteyeHuu 5,2 4acoB Nociie NpyuemMa npernapara.

DapMaKOKHHETHKA Y TTOYKUJIBIX MMALIUEHTOB

Be110 ycTaHOBAEHO, YTO MpH OJHOKPAaTHOM MpHMeHeHHH (uykoHaszona B goze SO0 Mr BHYTpb Y
MOXKMJIBIX TMALMEHTOB B BO3pacTe 65 5eT M craplie, HEKOTOPble W3 KOTOPBIX OJHOBPEMEHHO
NPUHUMANK JnypeTUkH, Crax JocTHranack yepes 1,3 4 nmocne npuema u cocrarisina 1,54 Mkr/mi,
cpeanue 3Hayenus AUC - 76,4 £ 20,3 MKr u/MJ, a cpelHUi Nepuol MoyyBbIBeACHUs - 46,2 u,
3HayeHus 5THX (apMaKOKMHETHYECKHX IMapaMeTpOB BbILIE, Ye€M Y MOJIOJBIX MALMEHTOB, YTO,
BEPOSITHO, CBA3aHO C MOHM)KEHHOM MmouyeyHoi (QyHKUMEH, XapaKTepHOH Ui MOKUIIOrO BO3pacTa.
OnHOBPEMEHHBIH NPUEM IMyPETHKOB He BbI3bIBAJ BhIpakeHHOTO naMeHeHHss AUC u Crax.

Knupenc kpeatununna (74 mMin/mMuH), npoueHT ¢JyKoHa30J1a, BBIBOAMMOTO NMOYKAMH B HEU3MEHHOM

Buzie (0 - 24 4, 22 %), n noveyHslit kinupeHc ¢pykonasosna (0,124 M1/MHH/KT) y MOXKUIIBIX NALMEHTOB
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HHXKE 10 CPaBHEHUIO € MOJIOABIMH.

Iloka3zanus k INPUMEHECHH IO
= OCprIﬁ HITH pCI_lI/IlIHBl/IpleHlHﬁ BarvMHaJbHBIM KaHIU103 Y B3pOCJIbIX, KOrla MECTHasA T€parus HE
[IPUMEHHUMA;

- KaHJIWI03HBIN OasaHuT Y B3pOCJIBIX, KOr'’Zla MECTHas T€parusa HE IpUMEHHUMA.

IlpoTuBonoka3sanus

- TIOBBILIEHHAs YYBCTBUTENBHOCTh K (IIyKOHA30Jy, JAPYTMM KOMIIOHEHTaM IpenapaTta WIH
a30JIbHBIM BELLECTBAM CO CXOAHOM (DTyKOHA301y CTPYKTYpOiA;

- OJIHOBpPEMEHHBIH npHueM TepdeHaarHa BO BpeMs MHOTOKPAaTHOrO MpUMEHEeHHUs (paykoHaszona B
nose 400 mr/cyt u Gonee (cMm. pasgen «B3ammoneHcTBHE ¢ APYTMMH JI€KapCTBEHHBIMH
rpernapatammy);

- OJIHOBPEMEHHOE TMpPHMEHEHHE ¢ TMpernapaTamu, YypenauuuBaromiumMu uHTepBan QT
MeTabonusupyromumMucs ¢ nomouibio  u3odpepmenta CYP3A4, TakuMu Kak LM3anpui,
acTeMU30J1, 3pUTPOMULIMH, MUMO3UJA, XMHUIUH (CM. pasnen «BzaumopelcTBHE ¢ Jpyrumu
JIEKapCTBEHHBIMH TMpenapaTaMmu»);

- Mo4YeyHas HeaocTaTo4HOCTh < 50 % (Oe3 nuanusa) - 1/1s JaHHOMW JIeKapCTBEHHOM GOPMBI;

- HEMEpeHOCHMOCThb TaJlakTo3bl, JIaKTa3Has HEAO0CTaTOYHOCTh M HAapyLICHHEe BCACHIBAHUS
TJIFOKO3b1/TalaKTO3BI;

- JIleTcKu# Bo3pact 1o 18 ner.

C 0cTOPOKHOCTBIO

- IE€YeHOYHasi HeJ0CTaTOYHOCTh;

- NOsBJICHHE CbIMM Ha (oHe npuMeHeHUs (IIyKOHa307a y MALMEHTOB ¢ MOBEPXHOCTHOM
rpubKoBO# HH(bEKLMEH 1 MHBAa3HBHBIMH/CHCTEMHBIMU TPUOKOBHIMA MHPEKLMAMMY;

- OJJHOBpeMeHHoe npuMeHeHue TepdenannHa u GrykoHasona B 103e MeHee 400 mr/cyT;

- TIOTEHUMAIbHO TMPOAPUTMHUYECKHUE COCTOSAHUSA Y MALMEHTOB C MHOXECTBEHHBIMH (haKTOpamu
pucka (opranuueckue 3aboseBaHMS CepAla, HApyLIEHMs >JEKTPOJMTHOro OanaHca H

CIOCOOCTBYIOIIAs Pa3BUTHIO TMOJOOHBIX HAPYLIEHUH COMyTCTBYIOMIAs TEPANHu).

IIpumenenne npu GepeMeHHOCTH H B MePHO/ IPY/AHOT0 BCKAPM/IHBAHHS

AJIeKBaTHBIX H KOHTPOJIMPYEMBIX HCCJIEJI0BAHUM [NPUMECHEHUA (1)J'lyKOH330)'Ia y GCpCMeHHLIX

JKCHIIHWH HE MPOBOAHIIOCE.

Bo Bpems Gepemennoct npuMenenns diykoHasona cieyer u3Gerars, 3a HCKIIOUEHHEM CIydaes

TSAXKEJIBIX U MOTEHUHAJIBHO YIrpOKaromux XXHU3HHU FpHGKOBbIX HH(beKuHﬁ, Korja oxxuaacemas IoJib3a
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 28.02.2025 Nz 5546
(Bxopawmia M3 N=4282041)

NieYeHUs sl MaTepy NPEBbILIaeT BOZMOXKHBIA pUCK JUTH TIT0(a.

Coo0wmanoce 0 ciIyyasx CaMONpOM3BOJILHOrO abopTa M pa3sBUTHUS BPOXKAEHHBIX AHOMANIMH Y
MJIaJICHLIEB, YbH MATEPH NoTyyaau GaykoHas3o B 103e 150 Mr 0qHOKpaTHO Ml MOBTOPHO B IIEPBOM
TpUMecTpe GepeMEHHOCTH.

OmnucaHel clly4ad MHOXKECTBEHHBIX BPOXKIAEHHBIX MTOPOKOB Y HOBOPOKAEHHBIX, MaTEPH KOTOPBIX Ha
MPOTSKEHUH OOJIBbLICH YaCTH MM BCEro MEpBOro TPUMECTPaA MOJTyyasy Tepanuio GpayKoHa30JI0M B
BeicokoH 03¢ (400-800 mr/cyT). bBeuiM  OoTMEYeHBl ClEAYIOIUME HapyIUEHHWs pasBUTHS:
Gpaxuuedanuis, HapyLIeHHe Pa3BUTHs JIMLIEBOM YacTH yeperna, HapyuleHHe GOpMUpOBaHHs CBOJA
yepera, BOJNYbS MMAcTh, MCKpUBIEHHE O€IPeHHBIX KOCTEH, WCTOHYEHHWE W YIUIMHEHHe pebep,
apTPOrpUIIO3 U BPOXKAEHHBIE MOPOKH Cep/Lia.

Heobxoaumo paccmoTperh 3¢ @eKTHBHBIE METOAbI KOHTpPALENUMH Y JKEHLIMH JI€TOPOJHOIO
BO3pacTa B TEYEHHE BCEro MepUo/a JICYeHHs U NPUOIM3UTENBHO B TeYeHHE HelelH (5-6 nepuoioB
TMOJTY BBIBE/ICHHST) ITOCJIE IPUHATHS NOCIeAHeH 10361 npenapata (cM. pazaen « PapMakOKMHETHKAY).
@ aykoHa301 00HapyKMBAeTCs B IPyIHOM MOJIOKE B KOHLEHTPALMUSIX, OJM3KHUX K M1a3MEHHBIM (CM.
pazaen «®apmakokuHeTHKa»). Ilepuon mosyBBIBEGHUs TMpernapaTa K3 TPYAHOrO MOJIOKa
NpUOIU3UTEIBHO PaBeH MEPUOY TMOJYBBIBEACHMs W3 riasMmel - 30 yacos. [Ipeanonaraemas noza
¢rykoHa3o1a, nornolaemas MiaJIeHIeM (¢ y4eTOM TOro, 4TO CpejiHee KOJIUYECTBO MoTpediseMoro
MOJIOKa cocTaBiaseT 150 Mi/Kr exxeJHEBHO) M pacCYUTAHHAs B COOTBETCTBUHU CO CPE/IHEH MUKOBOM
KOHLIEHTpaLMei npenapata B rpyAHOM MoJioke, coctasisier 0,39 Mr/kr B JeHb, YTO NPUOIU3UTEIBHO
paBHO 40 % pekoMeH/J0BaHHOW HEOHATalbHOM 103bI (AN aereit miaawe 2 Hexens) U 13 %
PEKOMEH/I0BAHHOW MJIaJIEHYECKOH 103bl MPH JIEYEHUH KaHAMA03a cIM3UCTEIX. KopMieHue rpyabto
MOJKHO TIPOJIOJIKUTE T10CIe TPUeMa OJHOKpaTHOH 103kl (pirykoHaszona B 150 mr. He pekomenayercs
KOPMHUTB IPY/BIO TMOCJIE€ MHOTOKPAaTHOTO TMpHeMa WM NpHemMa BBICOKOH 10361 (aykoHazona. [pu |

IMPUHATHH PCLICHUS O HAa3sHA4YCHUHU Iperiapata q)J'Il'OZlCBl/Iﬂ@

Ha (oHe rpyIHOro BCKapMIIMBaHMS
clielyeT NPUHUMATh BO BHMMaHME cleaytouue (GpakTopel: MOJIb3y FPYAHOrO BCKApMIIMBAHHS s
3/10pOBbSl U PAa3sBUTUA MJIAJIEHLA COBMECTHO C KJIMHMUYECKUMH MOKAa3aHUSAMH Ul Ha3HAYCHMS

®

Ipenapara OoeBUs T U BO3MOYKHOCTh pa3sBUTHA JFOOBIX INMOTCHUHAJIbHBIX M0OOYHBIX 3(1)(1)6](’1‘08 y

MJIaJICHLIA WKW BIIMSIHUE COﬂyTCTB}’lOI].leﬁ [TaTOJIOMH MAaTCPH Ha 3[JOPOBEE MJIAJICHIIA.

Cnoco6 INPUMEHECHHUSA H 103bI

BuyTpb. 150 mr (1 xancyna) onqnokparto. Karncyiry Heo6X0AMMO NMPOrIaThiBaTh LIEIMKOM, 3a1Bas

CTaKaHOM BO/bI.

IIoGouHoe aeiicrBue
Kpurepuu oneHkn yacToTsl: oueHs yactoie > 10 %; yactoie > 1 % u < 10 %; Hewactoie > 0,1 % u <

1 %; penkue > 0,01 % u < 0,1 %; ouyens peaxue < 0,01 %; 4acTOTa HEM3BECTHA - HEBO3MOXKHO
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 28.02.2025 Nz 5546
(Bxopawmia M3 N=4282041)

OTpe/IeIUTh Ha OCHOBE UMEIOLMXCS TaHHBIX.
[TepeHocumocThb npenapata 0ObIYHO OYEHBb XOpoLuasi.

B KJIMHMYECKUX MOCTMapKeTHHroBbIX (*) MccienoBaHMAX (IIyKOHa30Ja OTMEYAIM ClIEAyHOIHe
noOoYHBIE peaKHU:

Co cmoponbl HepeHOU cucmembl. Yacmele — TONOBHas 0OJb; Heyacmvlie — TONOBOKPYKEHHE™,
cypoporu*, usmeHeHue Bkyca*, mapecre3usi, 6€CCOHHHULA, COHIIMBOCTD; peoKue — TPEMOP.

Co cmoponbl nuwesapumenvHoli cucmemvl. yacmele — 60Jb B )KUBOTE, Mapes, TOIIHOTa, pBOTa™;
Heyacmovle — METEOPH3M, JAUCTIETICUS*, CyXOCTb CIIM3UCTOH 000JI0YKH TMOJOCTH PTa, 3arop.

Co cmoponvl 2enamobunuapHoll cucmemvl. 4acmoyle — TOBBIIIEHUE CBIBOPOTOYHON aKTHBHOCTH
amuHOTpaHcdepas (anannHamuHotpanchepassl (AJIT) u acnmapraramuHorpancdepassl (ACT)),
1e1I049HO M docdarassl; Hevacmeie — X0secTas, JKeaTyXa*, MoBbIlIeHHe KOHLEHTPaLUK OunpyOuHa;
peoKue — rernaToTOKCUYHOCTh, B HEKOTOPBIX CJIyYasiX ¢ JIETaJIbHBIM HCXOJ0M, HapylleHHe QyHKIMH
ne4yeHu*, renatut®, renaToue/UTIOSPHBIA HEKPO3*, renaToLe/UTIOIIPHOE MOBPEXKACHHE.

Co cmopoHbl KOJCHBIX NOKpO608. uacmvle — CHINb; Heuacmvle — KOXHBIA 3yJ, KpaluMBHMLA,
TMOBBILIEHHOE MOTOOTAEICHHE, JTEKApCTBEHHAs CHIMb (BKIIOYas CTOWKYIO JIEKAPCTBEHHYIO CHIMb);
peoxue — dKChOIUATHBHBIE TMOpaXKeHUs: Koxu*, Brimodas cuuapom CrueHca-/DKOHCOHa M
TOKCHYECKHUI SMUAepMalbHbIii HEKPOJIU3, OCTPBII reHepaM30BaHHbIN HK3aHTEMAaTO3HbIH MyCTyJ1e3,
OTeK JMLa, ajoneuus™; wacmoma HeusgecmHa — JEKApPCTBEHHAs ChIb C 303MHOQHIMEH M
cucremHoi cumnromatukoit (DRESS-cunapom).

Co cmoponvl opeanog kposemeopenus u aumpamuyeckoli cucmemuvl™: peokue — JNEHKONEHHS,
BKJIOYAsl HEUTPOMEHHIO M arpaHyJIOLUTO3, TPOMOOLIMTONEHHUS, aHEMHUSI.

Co cmoponvr ummynHot cucmemor *: anaduakcys (BKJIFOUasi aHFTMOHEBPOTUUECKUN OTEK).

Co cmoponwr cepoeuno-cocyoucmoii cucmemol*: peokue — yBenuuenue unrepaina QT na DKT,
apUTMHs JKETyJ0YKOBas TaXMCUCTOJMYECKas TvMa «nupyst (torsade de pointes) (cMm. pasznen
«Ocobble yKazaHHs»).

Co cmoponvr obmena eewecme*: peokue — TIOBBILICHHE KOHLEHTPALMHU XOJECTEPUHA U
TPUTIMLEPH/IOB B MJ1a3Me KPOBHM, MMITOKATHEMHUSI.

Co cmoponel 0onopHo-06u2amenbHO20 annapama. Heyacmole — MAAJITHS.

IIpouue: neuacmole — cnabocThb, aCTEHU, MOBBIIIEHHAS YTOMJIAEMOCTb, JIMXOPAJKa, BEPTHTO.

Y HEKOTOpBIX MAlMEHTOB, 0OCOOEHHO ¢ cepbe3HBIMH 3aboseBaHusAMH, TakuMu kak CITUJ] win pak,
Npy JieyeHUH (i1yKOHA30/I0M M CXOIHBIMH MpernapaTamu Habyoaaauch U3MEHEHHs NokasaTelei
KpoBH, QYHKLMH N04eK U nedeHu (cM. paszen « Ocobble yKazaHus»), OIHAKO KIMHUYECKOE 3HaUEHHE
9THX U3MEHEHHH U UX CBA3b C JICUCHHEM HE YCTAHOBJIEHBI.

Eciun mo6ble U3 yKa3aHHBIX B HHCTPYKLHMH MOGOYHBIX 3QPEKTOB ycyryGaioTess WM OTMEYaloTCs

moObIe ipyrue nobounsle 3G (eKThI, He yKa3aHHbIe B HHCTPYKLIMH, CJIELYET HEMEIEHHO COOOIIHUTE

006 3TOM Bpauy.
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IlepenosupoBka
Cumnmompl: TOIIHOTA, PBOTA, JHWapes, B TSOKENBIX Clydasx CyAOpOrd, TraIFOLMHALNH,
napaHoOMaIbHOE TIOBE/ICHHE.

Jleuenue: CUMIITOMAaTHYECKOE: MPOMbBIBAHHE JKelTyaKa, (OpcHpOBaHHBINA auypes. I'eMoauanns B

TeyeHHe 3 4 CHWKAeT KOHIEHTpaLuio B ruiazme Ha 50 %.

B3aumopeiicTBHe ¢ APYrHMH J1eKaPCTBEHHbIMH CPeICTBAMH

OJIHOKpaTHOE WJIH MHOTOKpaTHoe NpuMeHeHue ¢uykoHasona B o3¢ 50 Mr He BIIMsSET Ha
Metabonu3m peHazoHa (AHTUIIMPHHA) NTPU UX OJHOBPEMEHHOM NIPUMEHEHHH.

OoHospemeHHOe npuMeHeHue (IyKOHA301a €O CIeOYIOU{UMU NPEnapamami RPOMUEONOKA3AHO:
Luzanpuo: npu OAHOBPEMEHHOM TPUMEHEHWH (UIYKOHAa30/1a M  LM3alpHuaa BO3MOXKHBEI
He)KeJaTe/IbHbIe PeaKIMK CO CTOPOHBI Cep/La, B T.U. apUTMHS JKETy0YKOBasA TAXMUCUCTOIMYECKast
thna «mupyat (torsade de pointes). [Ipumenenne ¢aykonaszona B goze 200 mr 1 pa3 B CyTKH |
uu3anpuaa B 1o03e 20 Mr 4 pasa B CyTKM NMPUBOJUT K BBIPRKEHHOMY YBEIHYEHHIO IJIa3MEHHBIX
KOHLEHTpalui uusanpuaa u ysennueHuto uHrepsana QT na OKI'. OxHoBpeMeHHOE NMPUMEHEHHE
uu3anpuaa v GpykoHasosna npoTHBONOKAa3aHo.

Tepgenaoun: npu OIHOBPEMEHHOM [PUMEHEHHMH a30JIbHBIX IPOTHBOrPUOKOBBIX CPEACTB U
TepdeHaanHa BO3MOYKHO BOBHUKHOBEHHE CEPbE3HBIX ADUTMHIA B pe3y IbTaTe yBEJIMYEHHs HHTEpBaia
QT. I'lpu npumenenunu daykonaszona B 1o3e 200 mr/cyT yBennueHus uHtepsaia QT He ycTaHOBIIEHO,
OJJHaKo, MpuUMeHeHWe ¢uykoHaszona B jgo3ax 400 Mr/cyT M BbllIE€ BBI3BIBAET 3HAYMTEJILHOE
yBeJIMYEHHE KOHLEHTpauuu TepdeHaarHa B rmiasMe KpoBH. OJHOBpEMEHHOE IPUMEHEHHE
¢aykonaszona B jpozax 400 mr/cyr u Gonee ¢ TepheHaAMHOM MPOTUBONOKA3aHO (CM. pasjen
«ITpotuBonokazanus»). Jleuenne ¢uykoHaszonoM B Jo3ax MmeHee 400 Mr/cyT B coYeTaHHMH ¢
Tep(eHaJUHOM ClIeyeT MPOBOAUTD MO/ TIIATEIbHBIM KOHTPOJIEM.

Acmemuzon: OJHOBpEMEHHOE TNpUMEHeHWe (IyKOHa30Ma C€ acTEMHU30JOM WM JAPYyTHMMH
npernaparam, MeTa0OM3M KOTOPBIX OCYIIECTBIseTcss cucteMod wnuroxpoma P450, moxer
COIPOBOX/AThCsl TOBBILIEHUEM CBIBOPOTOYHBIX KOHLEHTpauUuMd 3TUX cpelacTB. [loBelmeHHbIE
KOHLIEHTPALMK acTEMU30JIa B IIa3Me KPOBU MOTYT NMPUBOAUTE K yAnMHeHHIO UHTepBana QT u B
HEKOTOPBIX CIIydasX K Pa3BUTHIO apUTMHMU XKETyJOYKOBOW TaXMCHCTOJIMYECKON THUMA «ITHPYIT»
(torsade de pointes). OnHOBpeMEHHOE MPUMEHEHHE acTeMH30J1a U (JIyKOHA30J1a IIPOTHBOIOKA3aHO.
ITumo3u0: HECMOTPsI Ha TO, YTO HE MPOBOAMIIOCH COOTBETCTBYIOIIMX MCCICIOBAHUI in Vilro WM in
Vivo, OJHOBPEMEHHOE NpHUMEHEHHE (IyKOHA30/a M MHUMO3MJA MOXKET MPUBOIAMTH K YTHETCHMIO
mMeTabonu3Ma nmuMo3uaa. B cBoio ovepelb MOBBILIEHHE IUIA3MEHHBIX KOHLEHTpALMHA MHMO3KIa
MOXET MPUBOJAUTE K yUIMHEHHIO MHTepBana QT v B HEKOTOpPBIX CilyyasX K pa3BUTHIO apUTMHUH
KEJTyTOYKOBOW TaXHUCHCTOJMYECKOH THMa «mupysT» (torsade de pointes). OpHOBpeMeHHOe

NPUMEHEHHE MTMMO3Ka U (IIyKOHa30J1a MPOTHUBOIMOKA3aHO.
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XunuOun.: HECMOTPS Ha TO, YTO HE MPOBOJMIIOCH COOTBETCTBYIOLIMX UCCICAOBAHHM 1 VIIFO WK N
Vivo, OJIHOBPEMEHHOE NpUMeHeHHe (IIyKoHa30/a W XWUHHAWHA MOXET TakKXKe TpPUBOAMTH K
yrHeTeHuto Metabonu3Ma XuHUAMHA. [IpuMeHeHne XUHUIMHA CBA3aHO ¢ YAJMHEHUEM WHTepBaa
QT ¥ B HEKOTOpHIX Ciy4asX ¢ Pa3sBUTUEM APUTMHM JKEJIYJAO0YKOBOM TaxXMCHCTOIMYECKOH Tuma
«nupy>T» (torsade de pointes). OaHOBpeMeHHOe MpPUMEHEHHE XHHHAWMHA W (IIyKOHa30.1a
MPOTHUBOIOKA3aHO.

Opumpomuyun: OAHOBPEMEHHOE TNpUMEHEHHe (IyKOHa30/a M SPUTPOMHMLMHA NOTEHLMATBHO
NPUBO/IMT K TOBBLILIEHHOMY PHUCKY Pa3BUTHs KapAHOTOKCHMYHOCTH (yaiuHeHue uHTepBana QT,
torsade de pointes) u, BcieacTBHE OSTOro, BHE3AIHOW cepAeyHOM cmepT. OIHOBpEMEHHOE
npumeHeHue GayKoHa301a ¥ SPUTPOMULIMHA IPOTHBOIOKA3aHO.

He pexomendyemca ucnonvzosams cnedyroujue 1eKapcmeeHHble Cpeocmea:

TI'anopanmpun: GayKoHa3071 MOXKET YBEIMYNBATH KOHLUEHTPALIMIO ranoaHTpHHA B [/Ia3Me KPOBH B
CBsA3M ¢ MHrMOupoBaHueM m3odepmenta CYP3A4. Bo3MoXKHO pa3BHTHE apUTMHHU XKeJTyA04YKOBOM
TaXUCHUCTOIMYECKON THMa «nupysT» (torsade de pointes) mpu OZHOBPEMEHHOM MPUMEHEHHH C
(1yKOHa30710M, KaK ¥ ¢ APYTUMH MPOTHBOIPUOKOBBIMH MPENapaTaMH a3oJi0BOro psijia, MO3TOMY HX
COBMECTHOE NPUMEHEHHE HE PEKOMEHYETCSI.

Cnedyem cobnooame ocmopodicnocnmo npu 00HOBPEMEHHOM MPUMEHEHUU C (PIYKOHA30/10M:
Amuodapon: TlpumeHeHne aMMo1apoHa acCOLMUPOBAIIOCH ¢ yaiuHeHHeM uHTepsaia QT. Crnenyer
coOMOaTh OCTOPOKHOCTL TIPU OJAHOBPEMEHHOM [MpUMEHEHHH (IIyKOHA30/1a M aMHOJApoHa, B
0COOEHHOCTH MU NMpHEMe BBICOKO# 10361 (utykoHaszosa (800 mr).

Jlembopekcanm: OJJHOBPEMEHHOE MPUMEHEHHE ¢ (IIYKOHA30JI0M MPUBOAUT K yBEJIUYEHHIO Crax M
AUC nembopexcanra npumepHo B 1,6 1 4,2 paza COOTBETCTBEHHO, YTO, KAK 0KHMIAETCS, IPUBEAET K
YBCIHYCHHUIO pHCKAa TMOOOYHBIX peakluil, Takux Kak CcoHnuBocTh. Cremyer wu3beraTh
OZIHOBPEMEHHOIO NPUMEHeHHs (yKoHa30/1a 1 ieMOopeKcaHTa.

Cnedyem  cobniodamv  0cmopodcHocmy U,  603MOMNCHO, KOppeKmuposamo 003bl  npu
0OHOBPEMEHHOM NPUMEHEHUU CNeOYIOUIUX HPERAPAMO8 U (IYKOHA301a:

IIpenapame, enuatowue na grykonaszon:

T'uopoxnopomuasud:  MHOTOKpaTHO® NpUMEHEHHE THAPOXJIOPOTHA3MIA  OJHOBPEMEHHO ¢
(hsryKOHA30JI0M MPUBOIMT K yBETHUYCHHIO KOHLEHTpaLMK BlyKOHa30Ma B Mia3me KpoBH Ha 40 %.
Sdexr Takoit cTeneHH BRIPaKEHHOCTH He TpeOyeT H3MEHEHUs PeXHMa J03UPOBaHHs (I1yKOHA30.1a
Yy MauMeHTOB, NOJyYaloIMUX OJAHOBPEMEHHO 1My PETHKH, OJTHAKO Bpayy CJIEAYeT 3TO YYUTHIBATE.
Pugpamnuyun: onnospemenHOE npuMeHeHme GIyKoHa30/1a U pUGaMIHLMHA IPUBOIUT K CHIIKEHHIO
AUC Ha 25 % u 1JIMTeNbHOCTH MepHo/a NoiyBbiBeeHHs (uykoHasona Ha 20 %. Y mauueHToB,

ONHOBPEMEHHO TMPUHHUMAIOLINUX pl/I(baMl'II/ILII/IH, HCOGXOIII/IMO YUYHTBIBATH uenecoo6pa3Hocn>

yBEJIMYEHHs 10361 (IIyKOHA301a.

Hpenapambz, HAa Komopwlie siusem (j)flyKOHa.?O/l.'
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®aykoHa30m ABISETCS YMEPEHHBIM MHrHOUTOpOM W30(pepMenHToB 2CY W 3A4 muToxpoma P450
(CYP). ®uykoHazon takxke sBasercs MHruouropom nzopepmenta CYP2C19. Kpome Toro, nomumo
NepevrCIIeHHBIX Aanee 3G (HEeKTOB CyLIECTBYET PUCK MOBBIILEHHUS B IUIa3Me KPOBH KOHLIEHTPALIUH U
JIpYrMX JIEKapCTBEHHBIX cpeAcTB, MeTabonn3upyemeix uzopepmentamu CYP2C9, CYP2CI19 u
CYP3A4 npu o1HOBpeMEHHOM NPUMEHEHUH ¢ (TyKOHa30JI0M. B ¢BsA3M ¢ 3TUM crieyeT cobnoaaTh
OCTOPOXXHOCTb TPH  OJHOBPEMEHHOM TPHUMEHEHHMH MEpPEeUYUCICHHBIX MpernapaToB, a IpH
HEOOXOIUMOCTH TOJ0OHBIX KOMOMHALMI MAaLMEHThl JO/DKHBI HAaXOAWTHCS TMOJ TIIATETbHBIM
MEMLMHCKUM HaOmoneHueM. Creayer y4uThIBaTh, 4TO MHrubupyromuit s¢gdekt ¢aykonazona
COXpaHsieTcsl B TeueHWe 4-5 NHeH mocie OTMEHBI Mpernapara B CBS3M C JJTMTEIBHBIM MEPHOLOM
T0JTy BbIBEACHHS.

Angpenmarnun: ormMeuyaeTcsi yMeHblICHHUE KIIMpeHca U 06beMa pacrpeiesieHusl, yBeIMueHHe eproia
noJstyBeIBeIeHHs andeHTanuna. Bo3amMoxxHo 3To cBsizaHo ¢ uHrubupoanueM usopepmenra CYP3A4
drykoHazonom. Moxer noTpeGoBaThCs KOppeKLUMs 103l andeHTaHuna. Amumpunmunun,
Hopmpunmunun:  yBenudenue dddekra. KoHueHTpauuioo  S-HOpPTpUNTHAMHA W/uaM  S-
AMUTPUNTHIIMHA MOXHO U3MEPHUTh B Hayalle KOMOMHUPOBAHHOM Tepanuu ¢ QIIyKOHa30JI0M M Yepe3
Heaemo  mocie  Havana.  Ilpy HeoOXOAMMOCTH  cllelyeT  KOPPEKTHpOBaTh 103y
aMUTPUNTHIMHA/HOPTPUNTHIIMHA.

Ampomepuyun B: B McCNIEAOBAHUSIX Ha MbIIAx (B TOM YHCIE C UMMYHOCYIpeccuei) Obuiu
OTMEYEHBI CJIEYIOLIME pe3ysIbTaThl: HEOOIbIION aJAJUTUBHBIA NPOTUBOrpUOKOBBIH hdeKT npu
cucTeMHo# nHpekuuu, BeizBanHoi C. albicans, oTcyTCTBUE B3aUMOJCHCTBUS MIPH BHY TPHYEPENTHOM
uHbeKUUH, BeI3BaHHOW Cryptococcus neoformans, v aHTaroHW3M TNpPH CHUCTEMHOH WHQEKLMH,
BBI3BAHHOM A. fumigatus. KnuHu4eckoe 3Ha4e€HHE JaHHBIX Pe3yJIbTaTOB HE SCHO.
Anmuxoazynanmel: KaK U pyrve NpoTHBOrpHOKOBBIE CpecTBa (MPOU3BOHBIE a30/1a), (hIryKOHa301
MpH OJIHOBPEMEHHOM NPUMEHEHMH ¢ Bap(apuHOM MOBBILIAET MPOTPOMOMHOBOE BpeMs (Ha 12 %), B
CBSI3M C YEM BO3MOXKHO pa3BUTHE KPOBOTEUEHMH (réMaTOMBbl, KPOBOTEYEHHs U3 HOCA U JKEITyA0YHO-
KUIIEYHOr0 TpaKTa, reMaTypusi, MeJeHa). Y TMalUeHTOB, TMOJyYaloUMUX AaHTHKOAryJIsHThI
KYMapHHOBOTO W MHJaHIMOHOBOIO psja U (ayKoHa30J1, HEOOXOAMMO MOCTOSHHO KOHTPOJIMPOBATD
NpOTPOMOMHOBOE BpeMs B MEPHOA Tepanuk M B TeyeHHe 8 JHEW Mocsie OJHOBPEMEHHOTO
npuMeHeHus. Takke CleyeT OLEHUTh LeJIecOOOpa3HOCTh  KOPPEKLUMH  J03bl  JIAHHBIX
aHTUKOAryJISTHTOB.

A3umpomuyun: Npu OIHOBPEMEHHOM NPUMEHEHHH BHYTpPb (iyKOHA30/1a B OAHOKpATHOH 03¢ 800
MI' C a3UTPOMHULUMHOM B OJHOKpaTHOM 03¢ 1200 mr BelpaxkeHHOro (apMaKOKMHETHYECKOro
B3aUMOJICHCTBHS MKy 00OMMH NpenapaTaMy He YCTaHOBJIEHO.

benzoouasenunvr (kopomkozo Oeiicmeus): mocne NpHeMa BHYTPb MHMIa30jama  (IyKOHA30l
CYLIECTBEHHO YBEIMYMBACT KOHLEHTPALIMIO MU/1a30/1aMa U ICMXOMOTOPHEIE 3 (HEKTHI, IIPUYEM 3TO

BIMsHHE Oosiee BBIPaXKEHO Mocie mpuema (UIyKOHa30/1a BHYTPb, Ye€M MNPH €ro MpUMEHEHHH
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
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(Bxopawmia M3 N=4282041)

BHYTpHBEHHO. [Ipy HE0GXOAMMOCTH cOMyTCTBYIOMIEN Tepalii OCH30ANa3eNHaMN TaLlUeHTOR,
NPUHAMAIOLMX  QiyKoHa3on, cnefyeT HaOmoJaTh C  LEJIb0 OLEHKH  Le1ecoobpa3sHOCTH
COOTBETCTBYIOLIETO CHHIKEHHMA J103bl OeH3oanaszenuHa. [IpM OJHOBpEMEHHOM [PUMEHEHUH
OJIHOKpaTHOM /1036l TpHazoaama ¢urykoHasosn yeennunBaer AUC Tpuaszonama npubIM3UTeIbHO Ha
50 %, Cmax —Ha 20-32 % u neproj nostyBeiBeeHuUs Ha 25-50 % Gnaroaaps yrHeTeHUIo MeTaboIu3ma
TpUaszojiama. MoxeT noHagoOuThCs KOpPEKLHsl 1036l TPHa30J1ama.

Kapbamasenun: {ykoHa3on yrueraeT MeTabosin3M KapOamasenuHa v MOBBIIAET CHIBOPOTOUHYIO
KOHIIEHTpalmio kapbamazenuHa Ha 30 %. HeoOX0AMMO yUHTBIBATH PHCK Pa3sBUTHSA TOKCHUHOCTH
kapbamazenuna. CreyeT OLEHHUThH HEOOXOAMMOCTh KOPpeKLUMH [03bl KapOamasernnHa B
3aBUCHMOCTH OT KOHLeHTpauu/3¢pexra.

Bnokamopur kanvyueevix kananog: HEKOTOpPbIE aHTArOHUCTHI KaJbLMEBBIX KaHAIOB (HU(pEIUIHH,
MCpaJMIHH, aMJIOIMITHH, BepanaMul U genoaunut) Metabonusupyrores uzodpepmentom CYP3A4.
DyKOHA30] YBEJIMYMBAET CHUCTEMHYIO SKCHO3ULMIO AHTAarOHMCTOB KaJbLIMEBBIX KaHaJOB.
PexoMen10BaH KOHTPOIb pa3BUTHs MOOOYHBIX 3¢ HeKTOB.

Hesupanun: coBMecTHbIH npueM ¢UIyKOHa30Jla ¥ HEeBUpAlWHa yBEJIWYMBAET MPHUOIU3UTENBHO Ha
100 % 5Kcno3uuMIO HEBUpANMHA 10 CPAaBHEHWIO C KOHTPOJBHBIMH JAQHHBIMH 10 OTAEIBHOMY
NPUMEHEHUIO HeBUpanuHa. M3-3a  pucka MOBBILIEHHOrO BBIACIEHHUS HEBUpaNuHa IpU
COMYTCTBYIOLIEM  NPUMEHEHUHM  JIEKAPCTBEHHBIX  MpenaparoB  HEOOXOAMMBI  HEKOTOpbIE
NpeAOCTOPOKHOCTH M TLIATEIbHOE HAOII0JeHHE 32 MALMEHTAMH.

[Juxnocnopun: y NauMeHTOB ¢ TPAHCIUIAHTHPOBAHHOM MOYKOW TMpUMeHeHHe (IIyKOHa30/1a B 03¢
200 Mr/cyT mpuMBOAMT K MEAJEHHOMY TMOBBIIECHHIO KOHLEHTPALMK LHUKJIOCTOopUHa. OIHAKO MpH
MHOTOKPATHOM TNpHUMeHeHHH ¢ykoHasona B jgo3e 100 Mr/cyT W3MeHEHHsl KOHLIEHTpalL|u
LMKJIOCTIOpHHA Y PELMIMEHTOB KOCTHOrO Mo3ra He HaOmoganock. [lpu oaHOBpeMeHHOM
NpUMEHEHUH (IyKOHA3071a M LMKIOCTIOPHHA PEKOMEH/YEeTCs KOHTPOIMPOBATh KOHLEHTPALIMIO
LIMKJIOCTIOpPUHA B KPOBH.

[uknogpocghamud: npu  OJHOBPEMEHHOM MpuUMeHeHMH ULMkiIodocamuaa u  paykoHaszona
OTMEYAETCs YBEJIMYEHHE CBIBOPOTOYHBIX KOHLEHTpauui OunupyOuHa W KpeaTWHWHa. JlaHHas
KOMOWHAUMS JI0MyCTHMA C YYETOM PHCKa YBeJIMUYEHHs KOHLEHTpauuii GuInpyGrHa U KpeaTHHUHA.
@enmanun: uMeeTcs coobiieHne o0 OJHOM JIETATBHOM WCXOJ€, BO3MOXKHO CBSI3aHHOM C
OZIHOBPEMEHHBIM TpHeMoM (eHTaHuIa U diykoHasona. [Ipeanonaraercs, 4To HapyIIEHHUs CBA3aHbI
¢ MHTOKCHKauuei (eHTannaoM. Bbio nokasaHo, 4To (uIyKOHA30/1 3HAYMTEIBHO YAJIMHAET BPEMs
BbIBEIeHHs (eHTanuna. CrelyeT yuuThbIBaTh, YTO MOBBILIEHHE KOHUEHTPALUH (EHTAHMIA MOXKET
MPUBECTH K YTHETEHHUIO AbIXAaTEIbHOM (YHKLMH.

Hneubumoper  I'MI'-KoA-pedykmasbl:  1pH  OJHOBPEMEHHOM TPHUMEHEHHH (IyKOHA301a ¢
unruburopamu 'MI-KoA-peaykrasel, metaGonnsupyembimu uzopepmentom CYP3A4 (takumu

KaK aTopBacTaTHH M CUMBAcTaTH) ik u3opepmentom CYP2D6 (Takumu Kak iyBacTaTvH), puck
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(Bxopawmiad M3 N=4282041)

Pa3BUTHS MHOMATHH U pabJOMHOIIM3A YBEINUMBACTCS. B Cllydae HEOOXOAUMOCTH OJHOBPEMEHHOM
Tepanuu YKa3aHHbIMH [IpenapaTaMu cjeAyeT HaOloAaTh MAlLMeHTOB C LEJbIO BBIABJICHHUS
CHMIITOMOB MHOmatiu u pabaomuonusa. HeoOX0AMMO KOHTPOJIMPOBATH KOHLEHTPALIMIO
KpeaTMHUHKHHA3bl. B cilyuae 3Ha4YMTENbHOrO YBEIMYEHHUS] KOHLEHTPALMH KpeaTHHUHKUHA3EI KK
€CJIM JIMarHOCTUPYETCS MJIM MMEETCs MOJO03pEHHE Ha pa3BUTHE MHOMATHH WK pabaoMHO.IH3a,
Tepanuto uHruburopamu 'MI'-KoA-peayKrasbl ciieyer npekpaTuTh.

Hopymunub: ymepennsle uHrubutopel uzodepmenta CYP3A4, takue kak (IryKoHasol,
YBEJIMYMBAIOT KOHLEHTPALMIO HOpyTHHHOA B MJ1a3Me U MOTYT TMOBBILIATH PUCK TOKCHYHOCTH. Eciu
NPUMEHEHUs TpEenapaToB B KOMOMHALMU He yaaeTcs M30exkarh, HEOOXOJUMO YMEHBILIMTH 03y
uOpyTHHHOa, KaK YKa3aHO B MHCTPYKLMHM [0 MEAMLMHCKOMY MpPUMEHEHHI0 HOpyTHHHOA, M
obecneunTs TIAaTeIbHOE KIMHUYECKOe Ha0II0ICHHE.

Jlozapman. GykoHa3os yrHetaeT MeTaboIM3M Jio3apTaHa A0 ero aktuBHoro metabonura (E-31 74),
KOTOpPBIA OTBe4aeT 3a 0oblIylo yacTh 3G(EKTOB, CBA3aHHBIX C AHTArOHU3MOM aHTMOTEH3UH-I]
peuenTtopoB. Heobxoaum peryssipHblif KOHTPOJIb apTepUAIEHOTO JaBICHMUS.

Memaoon: ¢aykoHa3om MOXET YBEIWUMBATH IUIA3MEHHYIO KOHLEHTpAaLMIO MeTaJoHa. Moxer
MOHaZI00MThCS KOPPEKLIHS 10361 METa/I0HA.

Hecmepouonwie npomueoeocnanumenvuvie npenapamet (HIIBII): Cmax 1 AUC ¢daypOunpodena
yBeuuuBarorcs Ha 23 % u 81 %, coorBeTcTBeHHO. AHANOMYHO Cmax 1 AUC dapmakonornuecku
aKTUBHOro usomepa [S-(+)-ubynpoden]| nopbimanuce Ha 15 % u 82 %, COOTBETCTBEHHO, MpH
OJIHOBPEMEHHOM MpPUMEHEHUH (ITyKOHAa30/1a ¢ paueMudeckum uoynpodeHom (400 mr).

IIpu ogHOBpeMeHHOM npuMeHeHUH ¢uiyKkoHaszona B 1o3e 200 Mr/cyT u uenekokcuba B go3e 200 mr
Cmax 1 AUC nenekokcuba ypemuuuBatotrcss Ha 68 % u 134 % coorBercTBeHHO. B jmaHHOM
KOMOMHALIMKM BO3MOXHO CHIKEHHE J103bI LIEJeKOKCHOa BJIBOE.

HecMoTpsi Ha OTCyTCTBME Lie/ieHANpaBieHHBIX HCCIICJOBAHUM (IIyKOHA30J1 MOXKET YBEJIMYMBATH
cucteMHyto sxkenosuuuio apyrux HIIBIT, metabonnsupyemeix uzopepmenrom CYP2C9 (nanpumep,
HAaIIPOKCEH, JIOPHOKCHKAM, MEJIOKCUKaM, AuKIopeHak). MoxeT nmoHagoOUThCsi KOPPEeKUMs 103bl
HIIBII.

[Ipn onnospemennom npumenenun HIIBIT u ¢uykoHaszona maumeHTsl 10/KHEI HAXOAUTHCS MO
TILATEJIBHBIM MEIMIMHCKMM HaOMIOJCHUEM C LENBIO BBISBJICHHS W KOHTPOJS HEXeJaTelIbHBIX
SIBJICHUI W NPOSIBJIEHUS] TOKCHYHOCTH, cBsizaHHbIX ¢ HITBIT.

Onanapu6: ymepennble HHrHOMTOPHI M30pepmerta CYP3A4, Takue Kak (i1yKoHa30/1, MOBBILAIOT
KOHLEHTpaLHIo onanapuba B riasme KpoBu. X 01HOBpeMeHHOE NPUMEHEHHE HE PEKOMEH/I0BAHO.
Ecin HeBo3sMoXkHO M36exaTh OAHOBPEMEHHOrO INPHUMEHEHHsS, HEOOXOAMMO COKPATHTH 03y
onanapu6a 10 200 Mr Ba pasa B CyTKH.

Ilepopanvnele  konmpayenmuebl: TP OJHOBPEMEHHOM TMPUMEHEHMH KOMOMHMPOBAHHOTO

NEpopaibHOrO0 KOHTpALIENITHRA C q)ﬂyKOHa3OHOM B n03e 50 mr CYHIECTBEHHOI'O BJIMSIHUA Ha YPOBEHb
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(Bxopawwmid M3 N=4282041)

FOPMOHOB HE YCTAHOBJICHO, TOTJA KaK MpH exeqHeBHOM npruMeHeHHH 200 mMr @iykoHasona AUC
STHHHUJIICTPAMOIIa U JIEBOHOprecTpena yBeanuusatoTes Ha 40 % u 24 % COOTBETCTBEHHO, a MpH
npumeHenun 300 Mr daykoHaszona oauH pa3 B Heaemo AUC 3THHMIdCTpAHOA U HOPITHHIPOHA
Bo3pactatoT Ha 24 % u 13 % coorBeTcTBeHHO. Takum 00pa3oM, MHOTOKpaTHOE NpUMEHEHHE
(GykoHasona B yKa3aHHBIX [03aX BpsA JIM MOXET OKa3aTh BIMSHHE Ha 3((PEKTHBHOCTH
KOMOMHHUPOBAHHOTO MEPOPaTbHOrO MPOTHBO3a4aTOYHOTO CPEICTRA.

Denumoun. OJHOBPEMEHHOE MpHUMEHEHHE (IIyKOHa30/1a U (EHUTOMHA MOXKET COMpPOBOXKAATHCS
KJIMHUYECKH 3HAYMMBIM TIOBBILIEHHEM KOHLEHTpauuu ¢eHuTouHa. B ciyyae HeoOXxoammocTH
O/ITHOBPEMEHHOTO TpUMEHEHHss 00OWX TMpenapaToB cjeAyeT KOHTPOJIMPOBATH KOHLEHTPALHMIO
(EeHUTOMHA U COOTBETCTBYIOIIMM 00pa3oM CKOPPEKTHPOBATh €ro 103y ¢ Lelblo obecreyeHus
TepaneBTHYECKOH KOHLEHTPALMK B CBIBOPOTKE KPOBH.

Heaxagpmop:  npu  OJHOBPEMEHHOM  IpPUMEHEHHMH C  HWBaKagTOpPOM,  CTHUMYJISTOPOM
MYKOBHCIIM/IO3HOTO perynatopa TpaHcmemOpanHoi mnpoBoaumoctd (CFTR), Habmopanocs
yBeJIMYEHHE SKCIO3UIMHU HBaKadTopa B 3 paza M 9KCMO3ULMH rHAPOKCcHUMeTHI-uBakadTopa (M1) B
1,9 paza. [laumeHTam, OQHOBPEMEHHO NMPUHUMAIOLIMM YMEPEHHBIE MHTHOMTOPBI M30(epMeHTa
CYP3A, Takue kak (ryKoHa30J1 U 3pUTPOMHLIMH, PEKOMEH/yeTCsl CHH)KEHHE 103bI MBakadTopa 10
150 Mr oauH pa3 B CyTKH.

IIpednuszon: nmeercs cooOIIEHHE O Pa3BUTHU OCTPOM HEAOCTATOUHOCTH KOPbl HAJANOYEYHUKOB Y
NalMeHTa TOC/e TPaHCIJIAHTALMK TeYeHU Ha (oHe OTMeHbl mnpuema ¢UIyKOHa3o0Ja TMocie
TPEXMECAYHOro Kypca Tepanuu. [IpeanonoxkutenbHo, npekpaiieHue Tepanuu (HIyKoHa30JI0M
BBI3BAJIO TMOBBEIIEHHWE aKTUBHOCTH H3o(pepmeHta CYP3A4, 4yro mnpuBeno K yBEITHUYECHHOMY
MeTab0aM3My NMpeJIHU30HA.

[TaumenTel, nomyyaronme KOMOMHUPOBAHHYIO TEPAIHUIO TPEIAHU3OHOM U (BITyKOHA30JIOM, TOJKHEI
HaXOJMThCA MO/ TIATEIBHBIM MEIMLMHCKUM HaOJIOCHHEeM NpHU OTMeHe npueMa (JyKoHazoa ¢
LEJIbIO OLEHKH COCTOSIHUS KOPbI HAATIOYEYHHUKOB.

Pugpabymun: onHoBpeMeHHOE NpUMeHeHHe (uyKoHazona u puabyTHHAa MOKET MPUBECTH K
TMOBBIIICHUIO CBHIBOPOTOYHBIX KOHUEHTpauui mnociaeaHero 10 80 %. Ilpu oxHOBpeMEeHHOM
npuMeHeHun QuykoHaszona u pudabyTuHa onucaHbl caydad yBeuta. [laLMeHTOB, OJHOBPEMEHHO
nonyyaromux pudady T u dhiykoHaszos, He0OX0AMMO TIATEIBHO HAOMIOAATS.

Caxeunasup: AUC nospimaertcst npuGinsutensHo Ha 50 %, Crax - Ha 55 %, KIMpEHe caKBMHABMpA
yMeHbLiaercs npubansurensHo Ha 50 % B CBS3M ¢ MHTHOMPOBAHHEM MEYEHOYHOro MeTaboaM3Ma
usopepmenta CYP3A4 u unruGuposannem P-rivkonporenna. MoxkeT NoHaa06UThCs KOPPEKIMs
J03bl CAKBUHABUPA.

Cuponumyc: noBbllIeHHE KOHUEHTPALMK CHPOJIMMYCA B IJ1a3Me KPOBH, TIPE/ITION0XKHUTEBHO B CBS3H
¢ MHruOMpoBaHHeM MeTaboM3Ma CHpoMMYyca 4epe3 yrHetenue usodepmenta CYP3A4 u P-

MNIMKOINPOTEHHA. HaHHaH KOM6I/IHauI/I$l MOXET MNPHUMEHSATHCSA C COOTBCTCTBleH.lCﬁ KoppeKuneﬁ JA03bI
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CHPOJIMMYCa B 3aBUCUMOCTH OT 3((deKTa/KOHLEHTPaLHH.

IIpenapamur cynoponunmoyesunvr. $HyKoHa30/1 MPU OJHOBPEMEHHOM INPHUMEHEHUH NMPUBOIMT K
YBEJIMYEHHUIO TEPUOZA MOJIYBBIBEAEHHs TEpPOpalbHbIX MpernapaToB  CyJIb(OHUIMOUEBUHBI
(xmoprnponamuaa, riaMOeHKIaMKAa, MUNM3KMAa U Tondyramuaa). boneHbIM caxapHeiM auabeTom
MOXKHO Ha3Ha4yaThb COBMECTHOE TMpHUMEHeHHe (GIIyKOHa30/1a M MepopajbHbIX [PEenapaToB
Cy1b(OHMUIMOUYEBUHBI, HO MPH TOM CJIE/IyeT YYUTHIBATH BOSMOXKHOCTH Pa3BUTHs THIOTIMKEMHUH,
KPOME TOro, HeoOXOAMM peryispHbIi KOHTPOJIb TIJIOKO3bI KPOBH M, TMPH HEOOXOJMMOCTH,
KOPPEKLHMs 103bI MpenapaToB CyabGOHUIMOYEBHHEI.

Taxponumyc: oqHOBpeMeHHOE TMpUMeHeHHe (IyKoHa30Ma M TakposuMyca (BHYTpb) MPUBOIMT K
MIOBBILUIEHUIO ChIBOPOTOYHBIX KOHLEHTpALUMH MOcaeqHero B S5 pa3 3a cyeT MHrMOMpOBaHMS
MeTabo/IM3Ma TaKpoJIMMyca, NPOUCXO/SIIEro B KUILEYHHKe MocpeacTBoM u3opepmenta CYP3A4.
3HauuTeIbHBIX M3MEHeHMH (ApMAKOKMHETHKM MpenapaTtoB He OTMEYEHO MpPH MPUMEHEHHH
TaKpoJIMMyca BHYTpHBEHHO. OmucaHpl ciyyau He()POTOKCHMYHOCTH. [lalMeHTOB, OJHOBPEMEHHO
NPUHUMAKOLIMX TaKpOJMMYC BHYTpb M (UIyKOHa30J], clieqyeT TiareabHo Habmopaats. J{o3y
TaKpOJIMMYyca CJIE/lyeT KOPPEKTUPOBATh B 3aBUCUMOCTH OT CTETEHH IMOBBIILEHHUS €ro KOHLEHTPaLUH
B KPOBH.

Teopunnun.: npu OZTHOBPEMEHHOM MPUMEHEHHH ¢ (iyKoHa30j10M B 03¢ 200 Mr B Teuenue 14 queii
CpelHsisl CKOPOCTh IJIa3MEHHOro KiupeHca TeoduinrHa cHikaercs Ha 18 %. [lpu HasHaueHWH
¢aykonaszona manueHTam, NPUHUMAIOLIMM TeOQW/UIMH B BBHICOKMX J103aX, WM MaLMEHTaM ¢
TMOBBILIEHHBIM PUCKOM DPa3BMTHs TOKCHUYECKOrO JAEHCTBUS TeoduiuinHa, crieayerT HabmonaTh 3a
TMOSIBJICHUEM CHMIITOMOB TEPEJO3UPOBKH TeO(UIUIMHA U, NIPU HEOOXOAUMOCTH, CKOPPEKTHPOBATh
TEPAINMO COOTBETCTBYIOIMM 00pazoM.

Togayumunu6: >xkcno3uums TohpauuTHHIOA YBETHYUBACTCS MIPH €r0 COBMECTHOM NMPUMEHEHHH C
npenapaTaMu, KOTOpBIE ABJAIOTCS OJHOBPEMEHHO YMEPEHHBIMH HHTMOMTOpPaMH H30(EepMEHTOB
CYP3A4 u CYP2CI9 (nanpumep, diykoHa3osn). Bo3aMoxkHO, MOKET MOHaA0OUTECS KOPpEKLHUs
1103bI TOalUTHHUOA.

Tonsanman: 3kcno3niys ToNBanTaHa 3HauuTebHO yBeauuraetcs (AUC Ha 200 %, Cmax Ha 80 %)
NpH COBMECTHOM MpPUMEHEHHH ToJsBanTaHa, cybcrtpatra CYP3A4, u ¢aykoHaszona, ymepeHHOro
urruduropa CYP3A4. [Tpy 5TOM CyIIecTByeT pUCK 3HAYMTEIIBHOTO YBEIMYEHHS YaCTOTBI Pa3BUTHS
HE)KEJIATE/IbHBIX ABJICHUMH, B YaCTHOCTH, TAKMX KaK IMOBBIIICHHBIN qUYpe3, AeTHAPaTAL|s ¥ OCTpast
TN0Y€YHas HEJ0CTaTOYHOCTh. [IpM OJHOBPEMEHHOM NPMMEHEHHH [AaHHBIX MPENapaTtoB CleayeT
YMEHBLINUTH 103y TOJIBANTaHa M BHUMATE/IbHO HaOJIIOaTh 38 COCTOSIHUEM MAllMEHTA.

Ankanoud  Oapeunka:  HeCMOTps Ha  OTCYTCTBHE  LIEJICHAMPABJEHHBIX  MCCIEJOBaHMIA,
MpeAnoiaraeTest, 4to (IyKOHa30Jl MOXKET YBEJIMYHBATh KOHLEHTPALMIO aKalOMI0B GapBHHKA
(Hanprmep, BMHKPUCTMHA M BHHOJACTHHA) B I/Ia3Me KPOBM M, TAaKMM 00pa3oM, MPHUBOIHMTH K

HEHPOTOKCHYHOCTH, YTO, BO3MOIKHO, MOXET OBITh CBSI3aHO ¢ yrHeTeHHeM n3odepmenta CYP3A4.
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Bumamun A: umeeTcs coobeHue 06 0HOM Cllyuas PasBATIST HEKCTATCTEHEIX PCaKHif cocTopotst———

ueHTpanbHOW HepBHOM cuctembl (LIHC) B BHae mceBaoomyxosid mosra npv OAHOBPEMEHHOM

NPUMEHEHUH TIOJHOCTBIO TPAHCPETHHOEBOH KHUCJIOTHI M (IIyKOHa30Ja, KOTOPbIE HMCYE3NIH Mociie
ot™meHbl ¢uaykoHazona. [IpumMeHeHHe JaHHONH KOMOMHALMKM BO3MOXKHO, HO CJIe/lyeT MOMHHUTH O
BO3MOJKHOCTH BO3HMKHOBEHHUS HeXeNaTelIbHbIX peakuuit co ctoponsl LIHC.

3u006yOuH.; TIpU OJIHOBPEMEHHOM MPUMEHEHHH C (ITyKOHA30JI0M OTMe4aeTcs MOBbIEHHE Cmax U
AUC s3uposyauna Ha 84 % u 74 %, coorBeTcTBeHHO. JlaHHBIH 3QdeKT, BeposATHO, 00yCIOBIIEH
CHIKeHHeM MeTaboJiM3Ma MOCJIeAHero 10 ero riaBHoro merabosnuta. Jlo ¥ mocie Tepanuu ¢
npuMeHeHnem dirykonasona B 103e 200 mr/cyT B Teuenue 15 nHeit y naunentos co CITH]Iom n ARC
(komruieke, cesizanHbiit co CITU]Iom) ycraHoBieHo 3HauuTenbHoe yBennueHue AUC 3uaoByauHa
(20 %).

3a mauueHTaMH, MOJTyYarlMMH TaKyl0 KOMOMHALMIO, clelyeT HaOMoJaTh C LEIbIO BhIABJICHUS
no6o4HBIX 3 (HEKTOB 3UI0BYAMHA.

Bopukonazon (uuruburop wuzodepmento CYP2C9, CYP2C19 u CYP3A4): onHoBpeMeHHOE
NpUMeHeHne BopHKoHasoia (1o 400 mr 2 pasa B CyTKM B MepBhIi eHb, 3aTeM 1o 200 mr 2 pasa B
CYTKM B TedeHue 2,5 aHeil) u <bnyK0Ha36na (400 mr B nepBeIfi aeHb, 3aTeM 110 200 Mr B CyTKH B
TeueHue 4 qHei) y 8 310pOBbBIX MCTIBITYEMBIX MY>KCKOTO 10JIa PUBENO K yBeIHYeHHIO Cmax 1 AUC
BOpHKOHa30Ja Ha 57 % u 79 %, cooTBeTCcTBEHHO. Bb1/10 NOKa3aHo, 4To AaHHBINA 3 eKT coxpaHseTcs
NPy yMEHBLIEHUM JI03bl W/MIM YMEHBIIEHMHM KpaTHOCTH Npuema Jo00oro W3 Inpenaparos.
OJHOBPEMEHHOE MPUMEHEHHE BOPUKOHA30/1a U (ITyKOHA30/1a HE PEKOMEH/TyETCS.

HMccnenosanus B3auMOZEHCTBUS mepopaibHbIX (GopM (IyKoHa30da MPH €ro OJAHOBPEMEHHOM
npueMe ¢ MULIEH, IMMETHANHOM, aHTALMIAMH, a TAKKe MOC/e TOTAIBHOTO 00TyueHus Tena A
MOJArOTOBKH K NEpecajke KOCTHOrO MO3ra rokasaju, YTo 3TH (GaKTOpbl He OKa3bIBAOT KIMHUUYECKH
3HaQYMMOTO BJIMSIHUS Ha BcachiBaHUe (u1yKOHa3o0a.

[lepeuncnennple B3aMMOIEHCTBUS YCTAHOBJIEHB! MIPY MHOTOKPAaTHOM MPHMEHEHHH (IIyKOHa301a;
B3aMMOJICHCTBUA C JIEKAPDCTBEHHBIMU CPEACTBAMH B  pe3ylbTaTe OJHOKPATHOTO IpHemMa
¢1yKoHa30J1a HEU3BECTHBI.

Bpayam cneayer y4mTeIBaTH, YTO B3aUMOAEHCTBHE C [PYTHMH JIEKAPCTBEHHBIMU CpPEICTBAMU

CIICHMAJIbHO HE U3y4aJIOCh, HO OHO BO3MOXHO.

Ocobblie ykazanus
Coobmanock o ciyyasx cynepuHdpeximm, BbI3BaHHOM oTimunbiMu ot Candida albicans mrammamu
Candida, xotopble yacTo 00JIafAIOT NMPUPOJHON PE3UCTEHTHOCTBIO K (IyKOHa30.1y (Hampumep,

Candida krusef). B nono6HbIX citydasx MOXeT N10TpeGoBaThCs albTepHATUBHAS TIPOTUBOrPUOKOBAS

Teparnus.

Bo Bpems GCpeMCHHOCTH [IPUMEHEHUS ¢)nyKOHa30na cjeayer H36eFaTb, 3a UCKITKOYECHHUEM ClTydyacB
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TSOKEBIX U MOTEHLMAIBHO YIPOXKAKOLIMX KU3HU IPHOKOBBIX MH(EKLAN, KOT/la OKAaemas rmons3a

Ne4eHus A Marepd TNpeBbllIaeT BO3MOXHBIM puck s riona. Heobxoammo paccMoTpeTsh

3¢ peKTUBHBIE METO/Ib KOHTPALIETILMH Y )KEHIIWH JIETOPOJHOrO BO3pacTa B TEYEHHE BCETO NMepHoa
ne4eHus1 U NpUOIM3UTENIBHO B TeYeHHe Heaenu (5-6 nmepuoI0B MOJyBBIBEACHHS) M0OCAE MPUHATHUSA
nociaeaHer 103bl npenapara (cM. paszen «lIpumeHenue npu 6epeMEHHOCTH U B NMEPUOJ TPYJHOTO
BCKapMJIMBaHMA»). B penkux ciayuasx npumeHeHue ¢IiyKoHa3o/1a COMPOBOKIAATOCH TOKCHUECKUMH
M3MEHEHHUSAMH T€YEHH, B TOM YHMCJE C JIETaJbHBIM HMCXOJOM, IIaBHBIM 00pa3oM, Y MaLHEeHTOB C
CEpPbE3HBIMH COMYTCTBYIOLIMMH 3aboneBaHMsAMH. B ciyyae rematorokcuueckux 3¢¢dexTos,
CBA3aHHBIX C MPUMEHEHHEM (ITyKOHA30/1a, HE OTMEUEHO MX SIBHOW 3aBUCUMOCTH OT 001eH CyTOUHOH
J03bl Ipernapara, JJIMTEIbHOCTH Tepanuu, Moja M BO3pacTa MauveHTa. ['emaToTokcH4yeckoe
AedcTBME mpenapaTta oOBIYHO ObIIO 0OpaTHMBIM; MPHU3HAKK €ro MCYe3alH Mocje MpeKpaleHus
Tepanuu. IlanueHToB, y KOTOPBIX BO BpeMs JIEYEHHs IpernapaToM HapyIIAlOTCs TMOKa3aTeln
Gynkumun neyenu, HeoOXoaUMO HAGIIOAATH C LIEJBIO BBISBICHHS MPU3HAKOB 0oJiee Cepbe3HOro
nopaxeHus neyeHu. [Ipy nosBneHUN KIMHUYECKUX MPU3HAKOB MJIA CUMIITOMOB MOPaKEHHs NEYEHH,
KOTOpbIE MOTYT OBITH CBSI3aHBI ¢ MPUMEHEHHeM (ITyKOHa301a, Mpernapar cjieyeT OTMEHUT.

Kak v npu npumeHeHMH Ipyrux as3osioB, (IIYKOHA30J B PEIKHX CJIy4asX MOXKET BBI3BIBATh
aHapUIaKTHYECKHEe peaKL1H.

Bo Bpems neyenus (iyKoHa30/10M y NalMEHTOB B PEAKHUX CIIy4yasX pa3sBUBAIKCH 3KC(HOIHATHBHBIE
MOPaKE€HMsl KOXKHM, Takue Kak cuHapoMm CruBeHca-J[DKOHCOHA M TOKCHYECKH 3MHIepMasibHBINI
Hekponus. boneueie CITMJlom Gonee CKIOHHBI K Pa3BUTHIO TSDKENBIX KOXKHBIX peakiuil mpu
MPUMEHEHUH MHOTHX MpenaparoB. [Ipyu nosiBiennn y nauueHTa Bo Bpems JJe4eHHs TOBEPXHOCTHOM
rpUOKOBOM MH(EKLHMH CHIMTH, KOTOPYKO MOXKHO CBS3aTh ¢ NMpUMeHeHHeM (IIyKOHA30/1a, Mpernapar
cienyer OTMeHWTh. [Ipy MOSABIEHMM CHINMM Y MALMEHTOB C WHBA3MBHBIMH MJIM CHCTEMHBIMH
rpuOKOBBIMH MH(EKUMAMM MX CJELyeT TIiaTejlbHO HaONIoAaTh M OTMEHWTH Mpenapar Mpu
NOSABJEHUU  Oy/Ie3HBIX — MOPAXEHWH  WIM  MHOrOGOPMHOHW  DKCCYHATMBHOM — SPUTEMEI.
OxHoBpemenHoe npumeHeHue duykonasona B 103ax menee 400 Mr/cyT u TepdeHanrHa cieayer
NPOBOANTE TOA  TWIATENBHBIM  KOHTposieM (cM. pasaen «BzaumopeiictBue ¢ apyrumu
JIEKapCTBEHHBIMU TperapaTammy).

Kak w apyrue asonel, duykoHason Moxker BbI3biBaTh yBenuuenue uHTepsana QT na DK
DiyKOoHAa3071 BBI3BIBAET yBenMueHHe nHTepBata QT nocpeacTBoM HHIHOGMPOBaHMS TOKA KaJTHEBBIX
KaHaJlOB BHYTPEHHEro BbINpsAMJICHHUsA. YBenuuenue wuHrepBana QT, BbI3BaHHOE JpPYrHMH
JICKapCTBEHHBIMH TpernapaTtamu (TaKUMH Kak aMHOJApOH), MOXKET OBITh YCHJICHO WHIUOMTOpamMu
nsopepmenta 3A4 umroxpoma P450 (CYP) (cm. paspen «BsammopeiicTBe ¢ JIpYTUMH
JICKapCTBEHHBIMK npenapatamu»). [1pu npumenennu ¢uykonasona ysennuenue unrepsana QT u
MEpLAHWe WIIM TperneTaHhue >KelyJ0YKOB OTMEYAM OYeHb PEIKO Yy MALMEHTOB C TSHKEIBIMU

3a00JIEBAaHUAMHU C MHOX>XXCCTBEHHBIMH (I)aKTOpaMI/l pHUCKa, TAKUMH KaK OpraHH4YeCKHue 3aboieBaHMs
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cepilla, HapyleHHs 3JEKTPOJMTHOro OanaHca W CHOCOOCTBYIOIAs pa3BUTHIO MOJOOHBIX
HapyleHUi comyTcTBytolas Ttepanus. [lOBbILIEHHBIH PUCK pa3BUTHS YrpPOXKAIOLIEH JKU3HU
JKETy/I0YKOBOH apUTMHMM W TOJUMOP(HONH KeayL0YKOBOW TaxXMKapAMU MOXKET BO3HMKHYTb
MalMEeHTOB C TMIIOKAJIMEMHMEH M TporpeccHpyloleil cepaedyHoi HeaocTaTo4HOCThIO. [loaTomy
TAKAM MMAaLUEHTaM C MOTEHLMANbHO MPOAPUTMHYECKMMH COCTOSHUSIMH NMPUMEHATH (IIyKOHA3011
CIIEYET C OCTOPOXKHOCTBIO.

[Taupenram c¢ 3aboneBaHMAMHM TMEYEHH, CepALA M TOYEK Tepe] MPUMEHEHMEM Ipernapara
PEKOMEHYeTcsl MPOKOHCYIbTHPOBaThCsl ¢ BpayoM. Ilpu nmpumenenun ¢aykoHazona 150 mr no
TOBOJly BarMHaJbHOIO KaHAM03a MAaLMEHTBl JOJKHBI OBITH MPEAyNpeXAEHBI, YTO yIy4lIeHHE
CUMNITOMOB 00BIYHO HabmoaaeTcs yepes 24 4, HO U1 MX MOJIHOTO HCYE3HOBEHUs MHOT/1a TpedyeTces
HecKoJIbKO JHeH. [Ipu coxpaHeHHH CHMNTOMOB B TeYEHHE HECKOJIBKUX JHEH cieyeT oOpaThThes K
Bpauy.

JokazatenbcTBa 3G PeKTUBHOCTH (ITyKOHA30J1a NPH JIEYEHUHU APYTHX BHOB HIEMHUUYHBIX MUKO30B,
TaKUX KaK MapaKkoKIHIMOUJIOMHKO3, CIIOPOTPUX03 U TUCTOIIA3MO3, OTPAHHUYEHBI, YTO HE MO3BOJISAET
OMpE/IC/INTh KOHKPETHBIE PEKOMEHJAlMHU MO 103UpoBaHMI0. DIyKOHA30/ SABISETCS YMEPEHHBIM
unruouropom uszopepmenra CYP2C9 u ymepennsiM uHrubutopom usodepmenra CYP3A4.
@naykoHa3on Tarke sBisercs MHruburopom uszopepmenra CYP2C19. Ilpu oaHoBpeMeHHOM
TepanuM  JIEKAPCTBEHHBIMM  NpernapataMd € Y3KAM  TEpaneBTUYECKUM  Npoduiem,
metabonusupyrommumucs  usopepmentamun CYP2C9, CYP2C19 u CYP3A4, pexomeHnayercs
co0oaTh  OCTOPOXKHOCTH (CM. pazgen «B3aumopeicTBUe ¢ JpYrHMM  JIeKapCTBEHHBIMH
npernaparamMmmu»).

Coobmanock 0 pa3BUTHM HEJOCTATOYHOCTH KOPBI HAJAMOYCYHHUKOB Y TMALIMEHTOB, MOJYHYalOIIHX
TEpanuio JIpyrdMH  a30/laMd  (HampuMmep, KETOKOHa30J0M). Y MAaLMEeHTOB, MOJyYaroIHX

(bI]yKOHa3OH, Ha6mo,uam/101> 06paTPIMBIC CJIyd4an HEAO0CTAaTOYHOCTHU KOPBI HAAITOYECHYHUKOB.

Bausinue Ha cnocoOHOCTH YHOpaBJsATb TPAHCNOPTHBIMH CpeACTBAMH H MEXaHH3MaMH
le/l IIPUMEHEHHWH TperiapaTta HCOGXOIIHMO Y4YHUTBIBATb BO3MOXHOCTb Pa3BUTUA I'OJIOBOKPYIKCHUSA U

CYZOpOT.

®opma BbINycKa
Kancyner 150 mr.
[To 1 xancyne B 6mucrepe u3 [1BJIX/antomunnesoit ¢hosibru.

[lo 1 6nuctepy BMeCTE ¢ MHCTPYKLKEH 10 IPUMEHEHHIO B NAUKE KAPTOHHOM.

YenoBust xpaHeHust

[Ipu remneparype He Brime 25 °C.
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XpaHUTb B HEJOCTYITHOM JUIS JIETEH MecCTe.
*

Cpok roasoctu

5 ner.

He [IPUMEHSATB 10 UCTCUYECHUHU CpOKa I'0IHOCTH.

YcenoBus ornycka

bes peuenra.

HaumenoBanue aepzkaTesisi (B/1aje/1bla) PerHCTPALHOHHOIO Y10CTOBEPEHHSI
JIEKaPCTBEHHOI 0 Npenapara

O61ecTBo ¢ orpanuyeHHO# oTBeTcTBeHHOCTBIO «['EH ®apma Pycy» (OO0 «['EH ®apma Pycy)
121552, ropox Mockea, np-1 OctpoBHO#, A. 12, k. 1, 3T 1 nom IX kom 1

Ten.: +7 495902 72 79

IIponsBoaurtens
Canosenb PapmaKko-HHIYCTpUAIbHAS TOPrOBask KOMIAHMs

Paiion CunuBpu, kBapran bana6an, ynuua Dxuxanep, Ne 10, CramOyn, Typuus

Opranusanus, NPHHAMAIOMIAst IPETEH3HH OT NoTpeduTelei

O61mecTBo ¢ orpannueHHo# otBeTcTBeHHOCTBIO «["EH ®apma Pycy» (000 «I'EH dapma Pycy)
121552, ropox Mocksa, np-1 OctpoBHo#, 1. 12, k. 1, 37 1 mom IX kom 1

Ten.: +7 800 707 14 74

E-mail: safety@genfarma.ru

["enepanbueiit tupexrop OO0 «'EH ®apma Pyc» " {1. becyacTHOBa
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