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MMHHUCTEPCTBO 3[JPABOOXPAHEHU S POCCUMCKOM ®EJIEPAITN

NMHCTPYKLMA
1O MEJUIIUHCKOMY ITPUMEHEHNIO JIEKAPCTBEHHOI'O
[IPEITAPATA

JTU®JTIOKAH®

Perucrpanuonnbiii Homep: IT N013546/01
Toprosoe naumenoaunue: J{udarokan®
MexayHapoaHOe HEMATEHTOBAHHOE HJIM IPYNIIIHPOBOYHOE HAUMEHOBaHUe: (PIIyKOHA30JI

JlekapcTBeHHas (pOpMa: IMOPOIIOK VISl IPUTOTOBIICHUS CYCIIEH3UM IS IpYeMa BHYTPb.

CocraB

1 MJI rOTOBOM CyCHI€H3UU COACPIKUT:

Heticmsyrowee eewgecmeo. pirykonazon 10,00 mr wim 40,00 Mr cOOTBETCTBEHHO;
Bcnomozcamenvuvie  6ewjecmea. numonHas kucnota 4,21 wr/4,21 wr, Hatpus OeH30aT
2,38 mr/2,38 mr, kamenp kcantanoBas 2,01 mr/ 2,01 mr, Turana quokeun (E 171) 0,98 mr/0,98 wmr,
caxaposa 576,27 mMr/546,26 mr, kpemaus quokcua koymonaabiid 0,98 mr/0,98 Mr, HaTpust uTpara
muruapar 3,17 mr/3,17 mr, apomarusarop anenscuHoBBIH* 10,00 Mr/10,00 mr.

* COIACPKUT allCIIbCUHOBOC 3(1)I/IpH06 Maciio, MaJIbTOACKCTPUH U BOAY .

Onucanue
BGHBIﬁ NN I104YTHU 6em,1171 HOpOHIOK C JXKCITBIM OTTCHKOM C XapaKTepHI)IM aIlICJIbCUHOBBIM

3armaxoMm.

dapmakoTepaneBTH4YecKass TPynna: MIPOTUBOTPUOKOBBIE TMpenapaThl i CHCTEMHOI'O
IIPUMEHEHNS, TPOU3BOAHBIE TPHA30JIA

Koa ATX: JO2ACO01

DapMaKoJIOrHuecKue CBOMCTBA
Dapmakoounamuxa
@OyKOHAa30J, TPUA30JILHOE MPOTUBOTPUOKOBOE CPEICTBO, SIBISETCS MOIIHBIM CEJICKTHBHBIM

UHTUOUTOPOM CHHTE3a CTEPOJIOB B KIIETKE IPUOOB.

Crp. 1 u3 28



01.08.2022

Ero ocHOBHOWl MeXaHW3M [JEHCTBHS 3aKJIIOYAaeTC B WHTHOMPOBAHUM OIOCPEIOBAHHOMN
rpUOKOBBIM  IUTOXpoMOM  P-450 peakumm gemetunupoBanus  14-anmbda-maHoctepona,
SIBIISIOIICHCST KITFOYEBBIM ATAloM OMOCHHTE3a 3procrepona B rpubax. Hakoruienue 14-anbda-
METHJICTEPOJIOB KOPPEIUPYET C MOCIEAYIOLIEH HOTEpPEN 3procreposa, BXOMAAILIETO B COCTAB
KJIETOYHOM MeMOpaHbl TPUOOB; 3TOT MPOILIECC BO3MOXKHO JIC)KHUT B OCHOBE IPOTHUBOTPUOKOBOIO
neiictBus aykonaszona. IlokazaHo, yTo QuiykoHa3osn Ooljiee CENEKTHUBEH IO OTHOIICHHIO K
dbepmenTam cemeiictBa uToxpoma P-450 rpuOoB, yeM 1Mo OTHOMIECHUIO K Pa3TUIHBIM epMEeHTaM
cemeilictBa nutoxpoma P-450 Miuekonurarommx.

@nykoHa30s1 0071aaeT BBICOKOW CIenu(UYHOCTHI0O B OTHOIIEHUU TPUOKOBBIX (EPMEHTOB,
3aBHCUMBIX OT iuToxpoma P450. Tepanus ¢urykoHazonom B 1o3e 50 Mr/cyT B TeueHue 10 28 nHei
HE BIIMsET HAa KOHIIEHTPAIMIO TECTOCTEPOHA B IUIa3ME€ KPOBU y MYXXYMH WJIM KOHIICHTPAIHIO
CTEPOUJIOB Y KEHIIWH JAeTOPOAHOTO Bo3pacta. diaykonaszon B 1o3e 200-400 Mr/cyT He oka3biBaeT
KJIMHUYECKH 3HAYMMOTO BIIUSIHUSI HAa YPOBHH HHIOTEHHBIX CTEPOUIOB U HMX PEAKIHI0 Ha
CTUMYJISIUIO agpeHokopTukoTpornHoro ropMoHa (AKTT') y 310poBbIX My>KUKH-T00pOBOJIBLIEB.
HccnenoBanus B3aMMOACWUCTBUS C AHTUIUPUHOM TMOKAa3aJId, YTO HHU OJHOKPATHBIM, HU
MHOTOKPaTHBIH IpreM 103 ¢GurykoHaszona mo 50 Mr He BIUSET Ha €ro METa0OoIN3M.
DapmaxokuHemu4eckas/PapmakoOUHAMU4ecKas 3a8UcCUMoCcs

B uccnenoBaHuax Ha KMBOTHBIX BBISBIIEHA 3aBHCHMOCTh MEXAY 3HAUECHUSMH MHHUMATbHOU
uHruoupyromei kormnearpanuu (MUK) u 3 heKTHBHOCTBIO B OTHOIIEHHH YKCIIEPUMEHTATBHBIX
MHKO30B, 00yCIIOBJICHHBIX TpuOKoM pona Candida. B KTMHUYEeCKUX UCCIIETOBAHUSIX UMEIIO MECTO
npakTuiecku auHeiHoe otHomeHue 1 @ 1 mexxny AUC u no3oit piykonaszona. CymecTByer X0oTs
U TpsMas, HO HETOJIHAs B3aMMOCBs3b MexAy mnokaszareiemM AUC wuinu 030 U YCHENIHBIM
KIIMHUYECKUM OTBETOM KaHJM03a POTOBOM MOJOCTH M B MEHBIIECH CTENEeHW KaHIUJAEMUU Ha
Tepanui. AHATOTHYHBIA METO/I JICUCHHUSI B MEHBIIICH CTETICHH TIOIXOIUT TSI JICUCHHS WH(EKITHIA,
BBI3BaHHBIX IITaMMaMu ¢ Beicokoit MUK durykonasomna.

Muxpobuonozus

®dyKoHA30JT MTPOACMOHCTPUPOBAT TPOTHBOIPHOKOBYHO aKTHBHOCTH IN VItr0 B OTHOLICHHH
pacrpoCTpaHEHHBIX B KJIMHUYECKOW mpakTthke BuaoB rpubka Candida (sxmrouas C. albicans,
C. parapsilosis, C. tropicalis). C. glabrata nemoHcTprpyeT MOHMKEHHYIO YyBCTBUTEIBLHOCTD K
¢duykonazony, B To Bpems kak C.Krusei mmeer mpuUpOIHYI YCTOWYHMBOCTH K BO3CHCTBHUIO
¢nykonazona. MUK wu snupemuonoruueckoe mnoporooe 3HaueHne EUCAST (ECOFF)
dykonaszomna aus C. guilliermondii semre, wem ms C. albicans. HemaBHo mosiBUBIIHECS BHIBI
rpuOka C. auriS OTHOCHUTEIBHO YCTOWYMBBHI K BO3ACHCTBHIO ()IyKOHA30ja. Y CTAHOBJIEHA TaKXkKe

aKTUBHOCTH (piykoHa3oa in vitro B otHomenuun Cryptococcus neoformans u Cryptococcus gattii,
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a TaKKe NMPOTHB JHAEMHUYECKHMX IUTeCHEeBBIX rpuOKoB Blastomyces dermatitides, Coccidioides
immitis, Histoplasma capsulatum u Paracoccidioides brasiliensis.

[Ipu npueme BHYTPH (PIyKOHA30JI MPOSBIISICT aKTUBHOCTh HA PA3JIMUHBIX MOJEINSX TPUOKOBBIX
uHpeKkuuii y  KMBOTHBIX.  [IponeMOHCTpUpOBaHa  aKTHBHOCTh  Mpenapara  IpH
ONIMOPTYHUCTHYCCKMX MHKO3aX, B TOM uucie BbBaHHbIX Candida spp. (Bkimrogas
reHEpAIM30BAHHBIA KaHAWI03 Y JKMBOTHBIX C MMOJABICHHBIM HMMyHHUTeTOM); Cryptococcus
neoformans (Bxitovasi BHyTpuuepenHbie uHpekuun); Microsporum spp. u Trychophyton spp.
VYcraHOBIEHA TaKKe AaKTUBHOCTH (DIYKOHA30Jla HA MOJENSIX SHAEMHYECKHX MHKO30B Yy
JKHBOTHBIX, BKJItouas mH(peknuu, Bei3BanHbie Blastomyces dermatitides, Coccidioides immitis
(Bkirouas BHyTpuuepenubie nadekun) u Histoplasma capsulatum y »HBOTHBIX ¢ HOPMATBHBIM
Y [10JIaBJICHHBIM UMMYHHUTETOM.

Mexanusmbi pazeumusi pe3ucmeHmHoCmu K (ayKOHA30LY

Y o0buHO BocmpuumMuuBbIX BHIOB Candida Hamboinee 4YacTo BCTPEYAIOUIMUCS MEXaHU3M
YCTOMYMBOCTU BKJIFOYACT IEJeBbie (DEPMEHTHI a30JI0B, KOTOPBIC YYacTBYIOT B OHOCHUHTE3C
sprocrepona. Toueunsie myTanuu B rene ERG11, konupyromiem pepmeHT-MUILIEHB, TPUBOIAT K
BUJIOM3MCHCHUIO MHIICHU U CHW)KEHHIO a)(PMHHOCTH K a30J1aM. Y BEIIMYCHUE IKCIIPECCUH T'eHa
ERG11 nmpuBOAWT K MPOMYKIMHM BBICOKMX KOHILEHTpPAIMi (epMeHTa-MHUIIEHH, YTO CO3/1aeT
NOTPEOHOCTh B YBEIMUYCHUU KOHIIEHTpAIMU (IYKOHA30JIa BO BHYTPHKJICTOYHOW >KUAKOCTH IS
TIOIaBJICHUS BCEX MOJIEKYJ (pepMEHTa B KIIETKE.

Bropo#i 3HAUMTENbHBI MEXaHW3M PE3UCTCHTHOCTH 3aK/II0YAaeTCsl B AKTHBHOM BBIBSICHHUU
¢GiykoHa3071a M3 BHYTPUKJIETOYHOTO TPOCTPAHCTBA TOCPEACTBOM aKTHUBAIMU JIBYX THIIOB
TPaHCIIOPTEPOB, YYACTBYIOUIMX B aKTHBHOM BBIBEJICHUU (3 QIIIOKCE) MpernapaToB U3 TpHOKOBOM
kiIeTkd. K TakuM TpaHcmopTepaM OTHOCHTCS TJIaBHBIN MMOCPEIHHK, Koaupyemblii renHamu MDR
(MHOXECTBEHHOM JIEKapCTBEHHOH ycToiumBocTH), U cynepcemeiictBo AT®-cBs3biBaromeit
KacCeThl TPAHCIIOPTEPOB, kKoaupyemoe reaamu CDR.

I'mnepokcnpeccuss rena MDR nmpHBOIUT K pe3UCTEHTHOCTH K (PIIyKOHA301Iy, B TO K€ BpEMs
rurnepakcnpeccusi renoB CDR MokeT IpUBOJHUTE K PE3UCTEHTHOCTH K PAa3IMYHBIM a30J1aM.
PesucrentrHocth k Candida glabrata o6eruH0 omocpenoBana runepakcmpeccueii rena CDR, uro
NPUBOJIUT K PE3UCTEHTHOCTH KO MHOTHM a30JIaM.

Cooburanocsk o cnydasx cynepuapexuun Buaamu Candida, ormuunsivu ot C. albicans, koropsie
4acTo 00JIaJal0T TOHMKEHHOW BocmpuuMunBocThio (C. glabrata) mmm pe3ucTeHTHOCTBIO K
dnykonazony (mampumep, C. krusei, C. auris). Takue wuHpeKIud MOryT MHOTpPeOOBATH

aTbTEPHATHBHON MPOTUBOTPUOKOBON TEPATTHH.

Crp. 3 u3 28



01.08.2022

Hozpanulmbze SHAYEHUs 4yeCmeumejlbHocmu

[Horpannynsie 3HaueHns uyBcTBUTEILHOCTH (cornacHo EUCAST)

OcHoBpIBasich Ha aHanmm3e (papmakokuHeTndeckux/papmakoauaHammueckux (OK/D]I) naHHBIX,
qyBCTBUTEIBHOCTH IN Vitro u xiaunudeckom oteere, EUCAST-AFST (EBponeiickuii KOMUTET 110
OIPENIECIEHUI0 YYBCTBUTEIBHOCTH MMKPOOPraHM3MOB K AaHTUMUKPOOHBIM IIpenapaTtam —
HOJKOMMUTET MO OINPEAETICHUI0 YYBCTBUTEIBHOCTH MHMKPOOPTaHM3MOB K IPOTHBOIPHOKOBBIM
npernaparam) OINPEIeIMII I'PAaHHUIBI YYBCTBHTEIBLHOCTH K (uykoHasony s BujgoB Candida
(moxyment «kEUCAST Fluconazole rational document»; EBporieiickuii KOMUTET 1O OIpeIEIICHUIO
YYBCTBUTEJIBHOCTH MHUKPOOPIaHU3MOB K AHTMMUKPOOHBIM IpernaparaM — IOJKOMHUTET 10
OIPENICIEHUI0 YYBCTBUTEIBHOCTH K MPOTHUBOIPUOKOBBIM IpenapaTraM, (IOKyMeHT «Tabimuiibl
IIOTPAHUYHBIX 3HAYEHUH YyBCTBUTEIBHOCTH U1 MHTeprperanuu 3HaueHuit MUKy, [lorpannynsie
3HaueHusi ObUIM pa3/ieJieHbl Ha HE OTHOCSIIMECS K BHJAAaM, KOTOpble OBbUIM OIpeneIeHbI
MIPEUMYIIIECTBEHHO Ha OocHOBaHMU AaHHBIX OK/DJ] u He 3aBucAT ot pacnpenencHus MUK ms
KOHKPETHBIX BUJIOB, U CBSI3aHHBIE C BUJIAMH, KOTOpble Hau0oJiee 4acTO BBI3bIBAIOT UH(MEKLUHU Y

J'II-O,Z[GIZ. OtH IOTPAHUYHBIC 3HAYCHU S IIPCACTABIICHLI B Ta6J'II/II_Ie HMXKC.

[Ipotuso- I'paHn1IBI YyBCTBUTEIBHOCTH, KOTOPBIE 3aBUCAT OT BUAA I'pannns
rpubkoBeie | Bo30yautens (U</P>) B mr/n YyBCTBHU-
IIpenapaTsl TEIbHOCTH,

KOTOpBIE HE

3aBUCAT OT
Buga® U</P>
B MI/11
Candida | Candida | Candida Candida| Candida| Candida
. dublinie- i . .
albicans nsis glabrata krusei | parapsi- | tropica-
losis lis
®nykonazon | 2/4 2/4 0.001/16* | — 2/4 2/4 214

Y — 4yBCTBUTENBHBIN; P — pe3UCTEHTHBIN.

A — rpaHUIBI YyBCTBUTEIILHOCTH, KOTOPBIE HE 3aBUCAT OT BU/1Aa BO3OYIUTEIS, OBIIM ONpEIeIeHbI TPENMYIECTBEHHO
Ha ocHoBaHMH NaHHBIX OK/DJ] n He 3aBucaT ot pacupexaeneHns MUK koHkpeTHBIX BHIOB. OHHU NpenHa3HAYSHBI
UCKJTIOYUTETHHO TSl IPUMEHEHHS U1 OPTaHU3MOB, KOTOPbIE HE HMEIOT CIIEIU(PHIECKOTO MOTPaHNIHOTO 3HAYECHHSI.
[Ipouepk — He peKOMEHAyeTCS MPOBOJUTH UCTIHITAHUS Ha TyBCTBHTEIBHOCTD, IIOCKOJIBKY JAHHBIA BUJ TIIOXO
MOJTaeTCs TEPANTUH YIIOMSHYTHIM JIEKaPCTBEHHBIM IIPETIapaToM.

* Becs C. glabrata otHocutes k | katreropun. MUK nporus C. glabrata cneayer uatepnipetnpoBath Kak pe3UCTEHTHBIE,
eciy oHM npeBbatoT 16 mr / 1. Kareropus uyscrButensHocTr (<0,001 Mr / ;1) nmpeaHa3HayeHa MpocTo st TOT0, YTOObI
n30ekaTh OMO0YHOH Kitaccudukaryy mraMMoB «1» Kak mraMMoB «S.

| - UyBcTBHUTENBHBIN, C TOBBILIEHHBIM BO3JEHCTBHEM: MHKPOOPraHW3M Kilaccu(uuupyercs kak UyBCTBUTENIBHBIH, C

IOBBINICHHBIM BOB,Z[efICTBPICM, Korga CyHmI€CTBYET BBICOKAasd BEPOATHOCTH TEPANCBTUYCCKOTO YCIIEXa, ITOCKOJIBKY
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BO3H€I7[CTBI/IG arcHTa YBCJIMYMBACTCA 3a CUCT KOPPCKTUPOBKU PCKUMA JO3UPOBAHUA WM €r0 KOHLUCHTpALUN B MECTC
HH}EKIH.

THoepanuunvie 3nauenus yyscmeumenbHocmu coenactuo kpumepusim UKJIC

[lorpannunbple 3HA4YE€HUs] UYYBCTBUTEIBLHOCTH K (UIyKOHa30ily, Mpu3HaHHble MHCTUTYTOM

Kmuanueckux u Jlaboparopusix Cranmaptos (MKJIC), yka3zansl B TaOHIIe HUXKE.

Kontponsnsie Toukn MUK 1 kaTeropuu uHTEpIpeTanus (Mr / i)
Candida Species YyBCTBUTEILHOCTh
P y (u) gJ]3" Pesucrentnocts (P)

C. albicans <2 4 >8
C. glabrata® - <32 >64
C. krusei® - - -

C. parapsilosis <2 4 >8
C. tropicalis <2 4 >8

A — quCTBI/ITeJ'H)HOCTI) J03a3aBUCHMast: BOCHpHHM‘II/IBOCTL 3aBUCUT OT AOOCTHXKCHUS MAKCHMAJIbBHO BO3MOKHOI'O

YPOBHS B KpOBU. B3pociibIM ¢ HOpManbHOW (yHKIHMEH MOYEK M TEJNOCIOKEHHEM MOTYT IOTpeOOBaThCS JI03bI
(hiryKoHa30J1a, TIPEBBINIAOIIIE CTAHAAPTHYIO TO3UPOBKY (6 MT / KT / JIeHB).

b— B otHomeHnn (irykoHa3051a 3TH PeKOMEH/IAIMH OCHOBAHBI Ha OOIIMPHOM OITBITE JICUCHHUS CIIU3HCTHIX 0DOIOUEK U
MHBa3MBHbIX WH(pekuuii, Bpr3Banabix Candida spp. Ecmu uzonsr unentuduimposad kak C. glabrata, a MUK cocrasnsier
<32 ™mr / 1, cienyer ONpeAeuTh, HOIXOMNUT JU (IIyKOHA30] B KOHKPETHOM KIIMHHYECKOM KOHTEKCTe. B aTOM ciydae
NALMEHTHl JOJDKHBI TONydYaTh MaKCHMAJIbHYIO NO3HPOBKY (IykoHa3ona. MoxeT OBITh I0Je3HA KOHCYJIBTAlUs
CIIEIIHAITKCTA TI0 BRIOOPY PeKUMa MAKCHMAITBHOM TO3UPOBKH.

B — Ipeamonaraercst, uto u3ossthl C. Krusei 06:1a1ar0T BHy TpEHHEN YCTOMYMBOCTBIO K (PIIYKOHA30.1y, 03ToMy X MUK

HE cJIeyeT UHTEPIPETUPOBATH C UCTIOIb30BAHUEM JIAHHOM IIKAJIBI.

Toepanuunvie sHauenus 4y8CmMeUmMeIbHOCMuY Co21ACHO Kpumepuim FDA (Tpe6osanus FDA CLIA 075t
USPI)

Food and Drug Administration (FDA) Coequnennsix IlItaToB AMepuky npuHUMAET NOrPaHUYHbIE
3HaueHus U u P UKJIC; x0T He npu3HaeT TEpMUHOJIOTHIO 4/[3 M paclieHMBAaET 3TH 3HAYEHUS KaK

"mpomesxytounsie” (1) (https://www.fda.gov/STIC).

Dapmakokunemuxa

®dapMakokrHETHKA (ITYKOHA30J1a CXO/IHA MPY BHYTPUBEHHOM BBEJACHUU U TIpreMe BHYTph. [locne
npreMa BHYTPb (PIIyKOHA30JI XOPOIIIO BCACHIBAETCS, €r0 KOHIICHTPAIMH B TUIa3Me KpOBH (U 001mast
OmomocTtynmHOCTh) mpeBbimatoT 90 % OT TakoOBBIX TNpU BHYTPUBCHHOM BBEJICHUH.
OHOBpEMEHHBIN ITPHEM TTUIIK HE BIMSIET HA BcachiBaHue (irykoHaszosa. KoHIleHTpaus B mia3me
KPOBH MPOMOPIMOHANIbHA J103¢ U jocTturaeT MakcumyMma (Cmax) yepe3 0,5-1,5 1 mocne mpuema
¢drykoHa301a HATOIIAK, a IEPHUOJ] MONYBbIBeIeHUs cocTaBisieT okoio 30 4. 90 % paBHOBECHOMH
KOHIEHTPALUU JOCTUTAIOTCS K 4-5-My JHIO IOcie Hayaia Tepanuu (IIpyu MHOTOKPATHOM MpueMe

mpenapara ofuH pa3 B CyTKH).
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Brenenue ynapHoit 10361 (B 1-i 1eHB), B IBa pa3a MPEBBIMIAIONICH OOBIUHYIO CYTOYHYIO J03Y,
JieraeT BO3MOXKHBIM AocTikeHne 90 % paBHOBECHOW KOHIIGHTpanuu Ko 2-My aHi. O0beM
pacripeniesieHus] NpUOIIKaeTcss K 00IIeMy COJEepaHHUI0 BOJAbI B opraHuszMe. CBs3bIBaHUE C
Oenkamu 11a3mbl KpoBu — HU3Koe (11-12 %).

@DI1yKOHA30J1 XOPOIIO MPOHUKAET BO BCE XKUAKOCTU opranu3ma. Konnentpanuu ¢iiykoHazosna B
CJIIOHE ¥ MOKPOTE CXOHBI C €r0 KOHIIEHTPALMSIMHU B IJ1a3Me KPOBU. Y MAIMEHTOB C TPHOKOBBIM
MEHMHTUTOM KOHIIEHTpPAIMH (IIyKOHA30JIa B CIIMHHOMO3TOBOW JXKHIKOCTH COCTaBJISIIOT OKOJIO
80 % oT ero KOHLEHTPAIH B IJIa3Me KPOBH.

B poroBom croe, snuaepmuce, aepMe U TMOTOBOW KHJIKOCTH JIOCTUTAIOTCS BBICOKHE
KOHIIEHTPAIIUU, KOTOPHIE MPEBBIMIAIOT CHIBOPOTOUHbIE. DITYyKOHA30JI HAKAIIIUBAETCS B POTOBOM
cioe. IIpu mpueme B 10o3e 50 Mr oauH pa3 B CyTKH KOHIEHTpanus ¢urykoHaszosa yepe3 12 gaei
cocTaBisieT 73 MKI/T, a 4epe3 7 JHEH mocie MpeKpanieHus JiedeHus: — Toibko 5,8 Mkr/r. [lpu
pUMeHEeHUH B f03€ 150 Mr oiMH pa3 B HEIE0 KOHIEHTpalus (pJIyKoHa30/1a B pOrOBOM CJI0€ Ha
7-1 neHb coctaBiseT 23,4 MKI/T, a yepe3 7 AHEH mociie mpruemMa BTOpoi 103kl - 7,1 MKI/T.
Konnentpanus ¢aykoHazona B HOTTAX mocie 4-MecssyHoro npuMeHeHus B 1o3e 150 mr oquH pa3
B HEJIENIO cocTaBisieT 4,05 MKI/T B 310pOBBIX U 1,8 MKT/T B Opa)KeHHBIX HOT'TAX; 4epe3 6 MeCsIeB
1ocJie 3aBepIleHus Tepanuu (IyKOHA30I1 O-IPEKHEMY OINPEAEIAeTCS B HOITSX.

[IpemapaT BEIBOIUTCS, B OCHOBHOM, ITOYKamu; mpuMepHo 80 % BBeACHHOH 1031 OOHAPYKUBAETCS
B MOu€ B HEeM3MeHeHHOM BHje. KiupeHe (haykoHazona nponopiuuoHaieH KIUpeHcy KpeaTuHrHa.
[Mupxynupytoiue MeTaboInuThl He 0OHAPYKEHBI.

JlnutenbHBIA MEpHOJ] MOTYBBIBEACHUS U3 IJIa3Mbl KPOBHU IO3BOJIET MPUMEHSTH (IIyKOHA30JI
OJIHOKPATHO NPHU BaruHAIBHOM KaHIUA03€ U OJWH Pa3 B CYTKH WU OJMH pa3 B HENENIO - MpHU
JIPYTUX TOKa3aHUSX.

[Tpu cpaBHEHMM KOHIIEHTpAIMil B CJIIOHE U IJIa3Me€ KPOBU MOCJE OJHOKpaTHOro npuema 100 mr
¢irykoHazona B popMe KarcyJsbl U CyCleH3uu (II0JIOCKaHue, COXpaHeHHE BO PTY B T€UEHUE 2 MUH
U TIPOTJIaTHIBaHKE) YCTAHOBIEHO, YTO MaKCHUMallbHAsl KOHIIEHTpalus (IIyKoHa30Ja B CIIOHE TIPH
npueMe cycleH3uu HabJroanack yepe3 S MUH rocie npruema u B 182 pasa npesbliiaia TaKOBYIO
nocie mpueMa Karcynbl (nocturanachk uepe3 4 ). [lpumepHo uepe3 4 4 KOHIEHTpaluu
¢di1ykoHa301a B CIIOHE OBUIM OJMHAKOBBIMH. CpeaHsis IJIOMaAb MOJ KPUBOM «KOHIIEHTpAI[Hs-
Bpems» (AUC (0-96)) B ciitoHe Obliia 3HAYUTETHHO BHINIE TP MPUEME CYCIIEH3UU, YeM KarCybl.
CyIeCTBEHHBIX Pa3IMUUil CKOPOCTH BBIBEJCHHSI U3 CIIOHBI HITH TIOKa3aTesel (apMaKOKHHETHKU
B IJTa3M€ KPOBHU IIPH UCIIOJIb30BAHUH JBYX JIEKAPCTBEHHBIX ()OPM HE BBISBIIECHO.

B xone uccnenoBanus papMakoOKHHETUKH ¢ ydacTueM 10 JKEHIINMH, BPEMEHHO WJIH MOJHOCTBIO
MPEKPATUBIIUX KOPMIICHUE TPY/IbI0, OLICHUBAIIN KOHIICHTPAIIHIO (JIIyKOHA30J1a B TUIa3Me KPOBU U

IPyAHOM MOJIOKE B TedeHHe 48 uacoB Imocie OJHOKpaTHoro mpuema 150 mr mnpenapara
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Hudmrokan®. ®dnykoHazon ObUI 0OHAPYKEH B TPYJHOM MOJIOKE B CPEIHEN KOHIIEHTPAlWH,
cocrapistoeil npubnusuTenbHo 98% oT KoHIeHTpanuK QIIyKOHa30J1a B I1a3Me KPOBH MaTepH.
Cpenssisi MUKOBasi KOHIIGHTpAIMsI B TPYJHOM MOJIOKE COCTaBisiia 2,61 MI/m mo ucTedYeHUu

5,2 4acoB 1ocJie npuema mnpernapara.

dapMaKkOKHMHETHKA YV JETEN

VY nereit ObLIM MOTYUYESHBI CIEIYIOIINE 3HAUCHHUS (PApMAKOKMHETHYECKUX MTApaMETPOB:

Bospacr Ho3a (Mr/kr) IMepuoa Iliiomaas moa KpUBoO

IMOJYBBIBC- | «KKOHIHCHTPAalUUA-BpEeM»>

aeHus (Jac) (AUC) (MKr-4/m1)
9wmec - 13 ner | OnHokpaTHO — BHYTpH 2 Mr/kr | 25,0 94,7
9 mec - 13 ner OpnHokpaTHO — BHYTpH 8 Mr/kr | 19,5 362,5
Cpennuit MHuorokpatHo — BHyTpb 3 Mr/kr | 15,5 41,6

BO3pacT 7 Jer

DapMaKOKMHETHKA Y TTOKHUJIIBIX TTAIIMEHTOB

Bb110 ycTaHOBNIEHO, YTO MPHU OJHOKPATHOM NpUMEHEHUH (irykoHazona B 03¢ 50 Mr BHYTph Y
MOXXWJIBIX TIAIIMEHTOB B BO3pacTe 05 JIET W cTapiie, HEKOTOphle M3 KOTOPHIX OJHOBPEMEHHO
NpUHUMATH TUYpeTHKU, Cmax JOCTHTanIack yepes 1,3 4 mocine npuema u coctasisiia 1,54 Mkr/mi,
cpeanue 3HaueHuss AUC — 76,4 + 20,3 MKr-u/mi1, a CpeAHUN MepHoJ] MOTyBbIBeIeHU — 46,2 .
3HavyeHus1 3TUX (PapMaKOKHHETHMUYECKHX MapaMeTpoOB BBILIE, YEM Yy MOJIOJBIX MAallME€HTOB, 4TO,
BEPOSATHO, CBSI3aHO C MOHMKEHHON NMOYeYHON (PyHKLMEH, XapaKTepHOH AJis T0KUIIOT0 BO3pacTa.
OnHOBpEMEHHBIH MPUEM JHYPETUKOB He BbI3bIBANI BhIpakeHHOTo n3MeHeHnss AUC 1 Crax.

Knupenc kpeatnnuna (74 Mii/MuH), IPOLEHT (JIyKOHA30J1a, BBIBOAUMOTO MOYKaMH B HEU3MEHHOM
Buge (0 — 24 41, 22 %) u noveuHsli kiaupeHc QuykoHazona (0,124 MI/MHMH/KT) Y MOKHIIBIX

ManuEHTOB HUXKEC MO0 CPABHCHUTIO C MOJIOABIMH.

Iloxka3zaHus K NPUMEHEHHIO

DIyKOHA30 IIOKa3aH JJIs JICUYSHUS CISAYIOIMNX 3a00JIeBaHUI Y B3POCJBIX!

- KPUITOKOKKOBBII MEHHUHTUT;

- KOKIIUJMONIOMHUKO3;

- UIHBA3UBHBIA KaHAWU03;

- CIIM3UCTHINA KaHIUAO3, B T. 4. OpOQapuHreaIbHbI KaHANU03, KaHANUI03 MHILEBOIA, KAHIH Ly pHUs

Y XPOHUYECKHUIN KOXKHO-CITU3UCTHIN KaHIU103;
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- XpOHUYECKUHA aTpoUUecKuil KaHANI03 POTOBOM MOJOCTH (CBS3aHHBIM C HOIIECHUEM 3yOHBIX
MPOTE30B), KOT/Aa COOIOCHHS TUTHEHBI MOJOCTH PTa WJIK MECTHOTO JICUEHUSI HEIOCTATOYHO;

- BarMHAJbHBIA KaHAMIIO3, OCTPHIA WM PEUUIUBUPYIOUIMNA, KOTJa MECTHas Tepanus He
MIPUMEHUMA;

- KaH/IUJJO3HBIN OallaHUT, KOT/1a MECTHasl Tepanus He IPUMEHIMA;

- JIepMaTOMHUKO3bl, B TOM YHUCJE AepMaTO(PUTHUS CTOM, AEpMaTOPUTHS TYJIOBHINA, [axXOBas
IepMaToOpUTHS, Pa3HOIBETHBIA IUIIAM M KOXHBIM KaHIUA03, KOIJA IMOKAa3aHO CHUCTEMHOE
JIEYEHHUE;

- IepMaTopUTHS HOI'Tel (OHUXOMMKO3), KOT'1a JISYeHHE IPYTUMHU MpenapataMu He IPUEMIIEMO.

DryKOHA30 ITOKAa3aH JJIs HDOd)I/IJIaKTI/IKI/I CIICAYIOMINX 3a00J1CBaHUM Y B3POCJIbIX !

- peun BBl KpPUIITOKOKKOBOIO MEHUHIMTA Y ITALIUEHTOB C BBICOKUM PUCKOM PELUANBA;

- peuuauBEI OpodapuHTeaTbHOTO KaHAU103a U KaH 11032 nuieBoaa y BUY-unpumpoBanHbIX
IAI[UEHTOB C BBICOKMUM PUCKOM PELIUJINBA;

- JUI CHUKEHMSI YacTOThI PELIMIMBOB BarMHAJIBHOIO KaH 111032 (4 uiau 6ojee 3MU30/10B B TOA);

- U1 IpO(PUIAKTUKY KaHIUI03HbIX UH(PEKINH Y NTAIIUEHTOB C POI0JIKUTENIbHON HEUTpONIeHUel
(TakMX Kak HalMEeHTbl ¢ reMo01acTo3aMy, MPOXOASIIMMU XUMHUOTEpANHIO, WM HAlUEHTHI,

IpoxXoadIre TpaHCIUIaHTAUIO TEMOIIOITUYICCKHUX CTBOJIOBBIX KJ'ICTOK).

@D1yKOHA30JI TOKA3aH JJIs JICUCHUS IETEH.

@DryKOHA30J1 IPUMEHSIOT IS JICUSHHsI CTM3UCTOTO0 KaHAu103a (0podapuHreallbHOro KaHInua03a
U KaHAWJ03a MUINEBOJA), WHBAa3MBHOIO KaHAMJI03a, KPUITOKOKKOBOIO MEHHMHITHTAa U
NpoUIAKTUKA KaHIUIO3HBIX MH(EKIUI y ManueHTOB ¢ OcIabieHHOW MMMYHHOW CHUCTEMOM.
@1yKOHA30JI MOKHO NMPUMEHATh B Ka4eCTBE MOJIEPKUBAIOLIEH Tepanuu Uil PeI0TBpalleHus

peuuanBa KPUIITOKOKKOBOTO MCHUHTHUTA Y JIETEeHN C BBICOKUM PUCKOM pCuruanBa.

IIporuBonokazanus

- TIOBBIIIEHHAs] YYBCTBUTEIBHOCTh K (PIyKOHA307y, JPYIHMM KOMIIOHEHTaM IIperapara WiIu
a30JIbHBIM BEILIECTBAM CO CXOAHOM (PIIyKOHA30Ily CTPYKTYpOU;

- OJTHOBPEMEHHBIN MpHeM TeppeHa uHa BO BpeMsi MHOTOKPAaTHOTO MPUMEHEHHs (IIyKOHa301a B
no3e 400 wmr/cyt u Oonee (cMm. pasnen «BzaumopelcTBue C JIPYTMMH JIEKApCTBEHHBIMU
npenaparammny»);

- OJHOBpPEMEHHOE NpPHUMEHEHHE C TMpernaparaMy, YyBelIMyuBaromuMu uHTepBaT QT wu

MeTa0OoIM3UPYIOIUMHUCS ¢ ToMo1bio n3opepmenta CYP3A4, Takumu Kak IU3anpua, aCTeMU30,
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SPUTPOMHUIIMH, MTUMO3K]I K XMHUAMH (CM. pa3aen «B3anMoneiicTBre ¢ APyruMu JIeKapCTBEHHBIMH
npenapaTamm);
- HEMEPEHOCUMOCTbD TaJIAKTO3bI, TIFOKO30-TaJIaKTO3HAsI MalTbabcopOIHs;

- IGTCKUN BO3pacT 110 3 neT (715 JaHHOH JIeKapCTBEHHOU (hOpPMBI).

C 0CTOPOKHOCTHIO

- ICYCHOYHAsI HEIOCTAaTOYHOCTh;

- IOYeYHas! HeZJOCTaTOYHOCTb,

- TOsIBJIEHHE CHINM Ha (oHe mpuMeHeHus (IyKOHA307a y MAIMEHTOB C IOBEPXHOCTHOM
rpuOKOBOI MH(EKIMEH 1 NTHBAa3UBHBIMHU/CHCTEMHBIMH TPUOKOBBIMH HH(EKIIUSMH;

- OJHOBPEMEHHOE pUMeHeHne Tepdenanuna u ¢iaykonasona B 1o3e meHee 400 mr/cyT;

- TIOTCHIMAJIBHO MPOAPUTMUYECKHE COCTOSIHUSL Yy TAlIEHTOB C MHO)KECTBEHHBIMH (haKTOpaMH
pucka (opraHuueckue 3a0o0JIeBaHUSI Cepjlla, HAPYIICHUS JJICKTPOJIUTHOTO Oajlanca u

CIOCOOCTBYIOIIAS Pa3BUTHIO OJOOHBIX HAPYIIEHUIN COMyTCTBYIOILAs TEPAIINs).

IpumeHenne npu GepeMeHHOCTH M B EPHOJ TPYAHOT0 BCKAPMJIMBAHUS

AJIEKBAaTHBIX W KOHTPOJIMPYEMBIX MCCIEIOBAaHUN NpHUMEHEHUus (ayKoHas3oja y OepeMEeHHBIX
YKEHIIH HE TIPOBOIMIIOCH.

Bo Bpems OepemeHHOCTH mNpHuMeHeHHs (IyKoHa30ja cieayeT Hu30erarb, 3a MCKIIOYEHHEM
CIly4aeB TSDKENbIX M TOTEHIMAIbHO YIPOXKAIOIIMX JKU3HU TpUOKOBBIX HH(peEKUuil, Kornaa
OXngacMmasd 1oJjib3a JCUCHUA JJIs1 MaTCpH IPCBLIIIACT BO3MOKHBIN PHUCK OJId 110/44.
Heo6xomumo paccMoTpetrh 3(DPeKTUBHBIE METOIBI KOHTPALENIMH Y >KEHIIUH JETOPOJIHOTO
BO3pacTa B TE€UEHHUE BCETO NMEPUO/Ia JCUCHHS U MPUOIU3UTENHHO B TeUeHHE Heflenu (5-6 mepuo/ioB
NOJYBBIBEIEHUS])  TOCJIe  HPUHATUS — THOCieqHed  J1o3bl  mpemaparta  (cM.  paszen
«DapMaKOKUHETHKA).

Coo0mianoch 0 cirydasix CaMOIPOM3BOJIFHOTO abopTa W pa3sBUTHS BPOXKICHHBIX aHOMAIHN Y
MJIJICHIIEB, YbM MaTepH Moiyyanu (iaykoHa3on B go3e 150 Mr oJHOKpAaTHO MJIM MOBTOPHO B
nepBoM TpuMmecTpe OepeMeHHOCTH. OnucaHbl CIIy4al MHOKECTBEHHBIX BPOXKIEHHBIX ITOPOKOB Yy
HOBOPOXKJICHHBIX, MaTepH KOTOPBIX Ha MPOTSHKEHHUU OONbIIEH YacTH WM BCEro IEpPBOro
TpUMecTpa NOJy4yanu Tepanuio (¢ykoHa3osoM B Bbicokod go3e (400-800 mr/cyrt). beuin
OTMEUEHBI CIIEAYIOIINE HApyIIEHUsl pa3BUTH: Opaxuiiedanus, HapylIeHue pa3BUTHS JIUILIEBOI
YacTH depena, HapylleHue (opMUpOBaHHMS CBOJAa 4epena, BONYbS MAacTh, HCKPUBJIEHUE
OeIpeHHBIX KOCTEH, MCTOHYEHHE U YAJIMHEHuE pedep, apTpOrpuIio3 U BPOXKAECHHBIE MOPOKH

cepara.
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®nykoHa30J1 0OHAPYKUBAETCS B TPYJHOM MOJIOKE B KOHIEHTpALUAX, OJU3KUX K TJIa3MEHHBIM
(cM. paznmen «PapmakokuHeTHKa»). [leproj momyBbIBeAeHUS MpernapaTa U3 rPyAHOrO0 MOJIOKa
npUOIU3UTENIBHO paBEH NIEPUOAY NOTyBbIBEIEHUS U3 Tu1a3Mbl — 30 yacos. [Ipenmnonaraemast 1o3a
diykoHazona, moriomaemMas MIAACHIEM (C Y4eToM TOro, 4YTO CpeAHee KOJIUYECTBO
noTpedsieMoro Mojioka cocraniseT 150 Mi/Kr exXeHEBHO), U PACCUUTaHHAsE B COOTBETCTBUH CO
CpeHel MMKOBOM KOHIICHTPAIIMEH Mperapara B IpyAHOM MOJIOKe, coctaBiseT 0,39 Mr/Kkr B J€Hb,
4T0 MpUOIU3UTENsHO paBHO 40% pEeKOMEHIOBAaHHON HEOHATAJIBHOM JO3bI (Ui JeTed Miajaiie
2 Henens) wiu 13% pexoMeH10BaHHOM M1aIeHYECKON 103bI ITPU JIEUEHUH KaH U032 CIIN3UCTHIX.
Kopwmiienue rpynpio MOXKHO MPONOJDKUTH HOCTE MpuUeMa OJHOKpPAaTHOM J03bl (hIyKoHa3oja B
150 mr. He pekoMmeHayeTcs KOPMHUTH TPYJbIO IMOCIE€ MHOTOKPATHOTO IMpUEMa WK IpHeMa
BBICOKOM /10361 (hiIyKOHa30s1a. [1py IpuHATHY penieHus o HasHauenun npenapara Judokan® na
(oHe rpyTHOTO BCKApMIIMBAHUS CIIEyeT IPUHUMATh BO BHUMAHHE CIIeyIomue (PakTOphI: TTOIb3Y
TPyIHOTO BCKAPMIIMBAHUS JUISl 3/I0POBBSl M PA3BUTHs MJIAJICHIIA COBMECTHO C KIMHUYECKHMU

[MOKa3aHWAMU [JId HAa3HAYCHUSA IIpCIiapaTa I[I/I(I)J'IIOKaH®

U BO3MOXHOCTb pPa3BHUTHA JIFOOBIX
NOTCHIHUAJIBHBIX IMOOOYHBIX Bq)(l)eKTOB Yy MIIaJICcHIIa WA BJIMSIHUC COHyTCTBy'I-OIHeﬁ 1aToJIOIuH1

MaTCpHu Ha 3JO0POBHC MIIAICHIIA.

Cnocod npuMeHeHHs U 103bl

BuyTps.

Hucmpyrkyus no npucomosienuio cycnenusuu. K COIepKUMOMY 0JTHOTO (pJIaKOHa € TIOPOIIKOM JUIS
NPUTOTOBJICHHSI CYCIIEH3UH JT00aBiIsIIOT 24 M1 BOJbI (0 METKHM) U TINATEIBHO B30AJITHIBAIOT JIO
MOJTyY€HUs1 OTHOPOAHOM cycrnieH3uu. OObeM MOIyYeHHON CYCIIEH3UH COCTAaBUT OKOJIO 35 MiI, UTO
NPEBBIIIACT HOMMHAIBHBIM 00BEM MNPHOIM3UTENBHO HA 5 M. DOTO NPEAYCMOTPEHO JUIs
KOMIIEHCAIlMM HEeU30eXKHbIX MOTEeph CYCIIEH3UHU IPU J03UPOBaHUM mpenaparta. Ilepen xaxapiMm
NpUMEHEHHEM B30aJTHIBATh.

Tepanuro MOXHO HAYWMHATH JO TOJYYEHHUS Pe3yJbTaTOB IOCEBA M APYTUX J1a00OPATOPHBIX
uccnenoBanuii.  OJHAaKO  TPOTUBOIPHOKOBYIO — Tepamui0  HEOOXOAMMO  M3MEHHTH
COOTBETCTBYIOIIUM 00pa3oM, KOTJa pe3yIbTaThl STUX HCCIEIOBAHNIN CTaHYT N3BECTHBIMH.

[Tpu mepeBosie nmanueHTa ¢ BHyTPUBEHHOTO HA MEPOpPaIbHBIN MpHeM Ipenapara Wik Hao0opoT
W3MEHEHHS CyTOYHOM JI03bI He TpeOyeTcs.

Cyrounas no3a npenapara Jugmrokan® 3aBUCUT OT XapaKTepa U TSHKECTH TPUOKOBOM MH(EKIIUH.
[Tpu nadexuusax, TpedyoIMX MOBTOPHOTO MTpUeMa Ipenapara, JeueHHe clIeAyeT MPOoA0IDKaTh 10
MCUE3HOBEHMS KIIMHUYECKUX WM JIAOOPATOPHBIX MPU3HAKOB aKTUBHOW IpHOKOBOI HH(pekuuu. Y

nanreHToB ¢ BUY-uHpeknweil M KPUNTOKOKKOBHIM MEHHUHTHTOM WM PElUIUBUPYIONTUM
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opodapuHTeaTbHBIM KaHIW030M OOBIYHO HEOOXoAWMa TMOJCPKUBAIOIIAS Tepanmus s

npo(UIAKTUKY PELIUIUBOB HHPEKIINU.

[IpuMeHeHre Yy B3POCIIBIX

1. IIpy KpHOTOKOKKOBOM MEHHMHTHTE M KPHITOKOKKOBBIX I/IH(beKHI/IHX JIPYTOM JIOKAJIW3aluHi B

MIEPBBIi IEHh OOBIYHO TPUMEHSIOT B 103¢ 400 MT, a 3aTeM mpojokaroT jJedeHue B po3e 200-400
MT OJIH pa3 B CYTKH. [[TUTEIHHOCTH JICUEHUSI KPUNTOKOKKOBBIX MH(PEKINN 3aBUCHT OT HAINYIHS
KIIMHUYIECKOT'O M MUKOJIOTUYECKOTO 3P (EeKTa; MpH KPUMITOKOKKOBOM MEHUHTUTE JICUCHUE OOBITHO
MIPOJIOJDKAOT 1O KpaiiHel Mepe 6-8 Henenb. B ciyyasx nedeHust yrposkarmmX )KU3HA HHOEKIi
CYTOYHYIO J103y MOXHO yBenuuuTh 10 800 mr. J{ns mpodunakTuku penuanBa KPUITOKOKKOBOTO
MEHUHTUTA y TAIMEHTOB C BBICOKMM PHCKOM PELMJIMBA, MOCIE 3aBEpIICHUs TOJIHOTO Kypca
TIEPBMYHOIO JIeUeHus, Tepanuio npenapatom Juduokan® B 103e 200 MI/CyT MOKHO IIPOIOJIKAT
B TEUCHUE HEOMPEICTICHHOTO NIEPHO]Ia BPEMEHHU.

2. IIpy  KOKUMAMOUJIOMMKO3E MOXKET HOTpC6OBaTBC$I INpUMCHCHHEC IIpCIlapara B J03C

200-400 mr/cyT. [nst HEeKOTOPBIX MH(DEKIHIL, B OCOOEHHOCTH C MOPaKEHUEM MO3TOBBIX 000JI0YUEK,
MOXET paccMmarpuBatbesi go3a 800 Mr B cyTkd. JIuUTENbHOCTh Tepanuu OINPEACIISIOT
WHIUBUIyAIbHO, MOXKET JUTUTHCS 10 2 JIET; OHA cocTaBisieT 11-24 mec npu KOKIMAHNOUIOMHUKO3E,
2-17 Mec — mpu MapakoKUUIMOUIOMHKO3e, 1-16 Mec — npu cnopotpuxose u 3-17 mec — npu
TUCTOILIa3MO3€.

3. HDI/I KaHINJACMUHU, TUCCEMHUHUPOBAHHOM KAaHAMAO3C M APYIUMX HMHBA3WMBHBIX KaHIMIO3HBIX

HHPEKIMIX Hachlmaromas go3a cocraiuser 800 Mr B TepBbId JEHb, MOCIEAYIOMIAas 1032
400 wmr/cyTr. JInTeNpHOCTh TepanmMM 3aBUCUT OT KIMHUYECKOH s¢p¢dexktuBHOCTH. OOmIas
peKOMEeHJalusl 1O JUIUTEIbHOCTH JIEYeHHsS KaHAWJIEeMHH — 2 HeJenu I[ocje IepBOro
OTPHIIATEILHOTO pe3yJbTaTa I0CeBa KPOBH W WCYE3HOBEHHWS TPU3HAKOB W CHUMIITOMOB
KaHIHJIEMHH.

Jleuenue cruzucmoeo Kanouoosa

o Ilpm ODOd)aDI/IHFeaHBHOM KaHAMA03€ HacChIIaromasa J03a COCTaBJIACT 200-400 mr B

NEepBbIii 1eHb, ocneaytomnias 1o3a: 100-200 mr onuH pa3 B cyTku B TeueHue 7-21 nus. [lpu
HE00XO0IMMOCTH, TAIIMEHTAM C BBIPAKCHHBIM TOJaBIIEHUEM MMMYHHOH (DyHKIIMHU JIeUueHHe
MOYKHO IIPOJIOJIKATh B TEUEHHE O0JIee IIIUTEIBHOIO BPEMEHH.

L HDI/I XPOHHUYCCKOM aTDOd)I/I'-IeCKOM KaHanua03€ IMOJOCTH pPTa, CBA3aHHBIM C HOIICHHEM

3yOHBIX MPOTE30B, Mpemnapar OOBIYHO MPUMEHSIOT B 03¢ 50 Mr oauH pa3 B CYTKH B
TeueHue 14 nAHEl B cOYETaHMU C MECTHBIMU AHTHCENTHYECKUMHU CpEACTBAMHU IS

00paboTKM poTe3a.
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[Ipu xanmunypum >¢dexktuBHas g03a 00b9HO cocTtaBisier 200-400 wmr/cyt mnpu

JUINTENILHOCTH JiedeHus1 7-21 aHel. Y MalueHTOB C TSHKENbIM HapylleHHeM (GyHKIUH

HMMYHHOﬁ CHCTEMBI MOKHO HCII0JIb30BaTh 0oJjiee AJIUTEJIBHBIC IIEPUOABI TCPAIIUH.

Ilpy XpOHMYECKOM KOXHO-CIM3UCTOM KaHaujoze npumeHsaor 50-100 mr B cyTku 10
28 nHeil nedeHus. B 3aBUCUMOCTH OT TSAXKECTH JIeUeHUS! MH()EKINU WU COIMyTCTBYIOIIETO
HapyleHUs] UMMYHHON CUCTEMbI U MH(EKIUU MOXKHO MCII0JIb30BaTh O0Jiee UINTEIIbHbIE
IIEPUOJIbI TEPAIHH.

[Ipu kanau03€ nuIeBoAa Hackimaromas g03a 200-400 Mr B iepBbIii A€Hb, TOCIIEAYOIAs

no3a: 100-200 mr B cytku. Kypc neuenus cocraBmsier 14-30 nHeil (10 AOCTUXKEHUS
peMHCCHM KaHIuI03a nuiieBojaa). [Ipu HEoOXOIUMOCTH, MAIMEHTaM C BBIPAKECHHBIM
MOJIABJICHUEM WMMYHHOM (DYHKIIMHM JICYCHHE MOXKHO MpPOJOIDKATh B TeUeHUE Oolee
AJIUTCJIIBHOT'O BPECMCHHU.

Jis  npouIaKTUKU — PENHMIMBOB  opodapuHreanbHoro  kKaHaumo3a |y  BHY-

I/IH(l)I/IIII/IpOBaHHI)IX MAaUCHTOB C BBICOKHMM PUCKOM PCLHUAMWBOB IIpCrapaTr NpUMCHAIOT 110
100-200 mr B cytku mim 200 mMr 3 pas3a B HEleNI0 B TeUEHHE HEONPEACTICHHOTO TIeproIa
BPEMEHH Y TALMEHTOB C XPOHUYECKHU MTOHMKEHHBIM HMMYHHUTETOM.

JIns npemoTBpalieHus PEUMJIMBOB KaHAMJI03a IMIIEBOAA y BI/Iq'I/IH(l)I/II_[I/IPOBaHHBIX

HaIMEeHTOB C BBICOKMM PUCKOM PELUANBOB NpenapaT npuMmensoT no 100-200 Mr B cyTku
wiu 200 mr 3 pas3a B HEZIEIO B TEYEHHUE HEOIIPEIETIEHHOT O IIEpHO0/1a BPEMEHU Y NTallUEHTOB
C XpPOHUYECKU TOHWKEHHBIM UMMYHUTETOM.

HDI/I OCTPOM BAarvHaJbHOM KaHAMAO03€, KaHAMWJIO3HOM OajnaHuTe npemnapar MnMpuMCEHAIOT

OJIHOKPAaTHO BHYTPh B 703€ 150 mr. [[ns CHUKEHUS 4acTOThI PEIMIUBOB BarMHAJIBLHOTO
KaH/IM103a TIpenapaT MOXHO MPUMEHATH B 03¢ 150 Mr dyepe3 Kaxable TpU JTHS — BCETO
3 no3sl (B 1-#, 4-ii u 7-ii AeHb), 3aTeM noaaepKuBaromias 103a 150 Mr ouH pa3 B HEJEINIo.

HOII,Z[Cp)KI/IBaIOH_IYIO 403y MOKHO NTPUMCHSTH BIUIOTH 10O 6 MCCAIICB.

Jleuenue ()epmamomukoaoe

I[Ipr mHOEKIMUIX KOXH, BKIIOYas JIepMaTO(OUTHIO CTON, JEPMATO(OUTHIO TYJIOBHUIIA

NaxoBYIO JIeDMaTOd)I/ITI/II-O U TIpHU  KaHIUIO3HBIX I/IHd)eKHI/IHX, PEKOMEHAYEMAsA 1034

coctapisieT 150 mMr oguH pa3 B Hegento wid 50 Mr oguH pa3 B JIeHb. JJIMTENBHOCTh
Tepanuu 0OOBIYHO COCTABIISIET 2-4 HEeIeNH, P MUKO3aX CTOI MOXKET MOTpeboBaThCs Oolee
JUTUTENbHAs Tepamnus 10 6 Heaenb.

[Tpu pa3HOIBETHOM JHINae pekoMeHayemas no3a cocrasiser 300-400 mr omuH pa3 B

HeJleto B TeueHue 1-3 Henenb. AJIbTEpHATUBHOM CXEMOM JICUECHHUS SBJIAETCS IPUMEHEHUE

npenapara 1o 50 Mr oJilvH pa3 B IeHb B TeUeHUE 2-4 HEMICIIb.
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4. IIpyn OHMXOMHKO3E peKoMeHayemasi mo3a coctaBisier 150 mr onuH pa3 B Hexenmto. JleueHnue

clieflyeT  NpONO/DKaTh O 3aMelleHUs  MH(UIMPOBAaHHOTO  HOTTA  (BBIpACTaHHSA
HEeMH()UIMPOBAHHOTO HOITS). /{7151 MOBTOPHOrO poCTa HOITEH Ha Majblax PyK U CTON OOBIYHO
TpeOyercst 3-6 mec u 6-12 mec cooTBeTcTBEHHO. OJTHAKO CKOPOCTh POCTAa MOXKET BapbUPOBATh B
IIMPOKUX TpeJeax y pa3HbIX JIO/EH, a Takke B 3aBUCHMOCTH OT Bo3pacTa. [locie ycnenrHoro
JICYCHUS JTIUTEIFHO COXPAHSABUIMXCS XPOHUYECKUX MH(EKIUI HHOT1a HAOMI0AaeTCS N3MEHEHUE
¢dbopMbI HOTTEH.

5. I[JISI HDOd)I/IJIaKTI/IKI/I Kagauao3a vy HanuMceHTOB CO  3JIO0KAYCCTBCHHBIMH — OIMYXOJAMH

pexoMeHayemas no3a npenapara J{udroxan®

coctapisger 200-400 mMr onuH pa3 B CyTKH B
3aBHCHUMOCTH OT CTEIEHU PUCKA Pa3BUTHUs TpUOKOBOW MH(EKIuH. J[Js MalueHTOB ¢ BBICOKUM
PUCKOM TEHEpPaIM30BaHHOW HWH(EKIUU, HANpUMEpP, C BBHIPAKEHHOW WJIA JJTUTEIHHO
COXpaHSIONICHCS HEUTpOTIeHUEH, pekoMeHIyemas j103a cocrapisier 400 Mr oMuH pa3 B CYTKH.
Hudnrokan® IpUMEHSIOT 3a HECKOJIBKO JHEH 10 0XKHAAEMOIO Pa3BUTHS HEUTPOIIECHUH H, TIOCIIE

3

yBenuueHus uncia Heurpodunos 6onee 1000 B MM°, neueHrne TpOAOHKAIOT elle 7 JHEH.

[IpuMmeHeHue y aeren

Kak u mpu cXoaHBIX HHPEKIHIX Y B3POCIBIX, [UIUTEIBHOCTD JICUYSHHS 3aBHCUT OT KIMHUYECKOTO
U MHKoJoruueckoro s¢dexra. s aereil cyrouyHas ao3a mpenaparta He JOJDKHA IMPEBBINIATh
TaKOBYIO JJIs B3pOCIibiX. [ludimiokan® MpUMEHSIIOT KEIHEBHO OJIUH Pa3 B CYTKU.

[Tpu KaHIMI03€ CIAU3MCTHIX 000JI0YEK PEKOMEH IyeMast 103a mpenapara Judirokan® cocTaBiser
3 Mr/kr/cyT. B nepBblii 1eHb ¢ 11en1bi0 0oJiee ObICTPOro JOCTUKEHUS! PABHOBECHOW KOHLEHTPALUU
MOYKHO IPUMEHSTh yIApHYIO 103y 6 MI/KI/CYT.

Jlng nedeHus MHBAa3MBHOIO KAaHIW03a U KPUITOKOKKOBOTO MEHMHIUTA PEKOMEHAyeMas /1032
cocTaBisieT 6-12 MI/KT/CyT B 3aBUCUMOCTH OT TSDKECTH 3a00JI€BaHUA.

Jns momaBneHWs penUaAnBa KPUNTOKOKKOBOTO MeEHHMHTHUTa y jereil OompHBIX CIIM/lom
peKOMeHI0BaHHas 103a npenapara Judiokan® cocraBiser 6 MIr/Kr/cyT.

Jns npodunakTky TpUOKOBBIX MH(EKIUI y AeTell ¢ MoJaBIeHHBIM UIMMYHUTETOM, Y KOTOPBIX
pUCK pa3BUTUS UHGEKUHUU CBA3aH C HEWUTpONeHuel, pa3BHUBAlONIClcs B pe3yibTare
HATOTOKCUYECKON XMMHOTEpAllMd WM JIy4eBOM Tepanuu, Ipenapar OPUMEHSIT Mo 3-
12 Mr/kr/cyT B 3aBUCUMOCTH OT BBIPAKEHHOCTH M JJIUTEIBLHOCTH COXPAaHEHMS MHIYLUPOBAHHON
HEUTpONEHUH (CM. 103y IS B3POCIbIX; Ul AETEH C TOUYEYHON HEOCTATOYHOCTBIO - CM. 103y AJIs

MAIMEHTOB € MTOYEYHON HETOCTATOYHOCTHIO).
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IIpuMeHenye v HOKWILIX JIIOAEH

I[Ipy OTCYTCTBMH MPU3HAKOB I0YEYHON HexocTaTouHocTH Jupmokan® npuMeHsIOT B 0ObIYHOIM
no3e. IlamperTaM ¢ MOYEUHOW HETOCTATOYHOCTBIO (KIMpEeHC KpearnHuHa <50 MII/MUH) 103y

npernapaTta KOppeKTUPYIOT, KaK OIIMCAHO HUKE.

[IpuMeHEeHNE V MAIMEHTOB ¢ NOYSYHOH HEJOCTaTOYHOCThIO

[Ipu ogHOKpaTHOM MpHEME U3MEHEHHUs J03bl HE TpeOyercs. Y malueHTOB (BKJIIOYas JeTei) ¢
HapylmieHneM (yHKIMM TOYeK TpU MHOTOKPATHOM TNPUMEHEHWH TIperapara CIeayeT
MEepBOHAYAJILHO BBECTH ynapHyio 103y oT 50 mr mo 400 mr, mocie 4ero CyTouHyio 103y (B

3aBUCUMOCTH OT HOKaSaHI/IH) YCTaHaBJIMNBAOT COIIACHO CJ'IG,I[YIOH_IGI‘;I Ta6J'II/II_ICZ

Kimupenc kpeaTuHuHA (MJI/MUH) [IpoueHT pekoMeHTyeMOM 1035l

> 50 100 %

<50 (6e3 muanuza) 50 %

'emonmanus 100 % mocme Ka)xa0ro TeMoInan3a

[TanueHTsl, HaXOAAUIMECS HA remMojuanu3e, J0JKHbI noiaydars 100 % pekomeHmyeMoil 103bl
MocJIe KaXkJ0ro ceaHca auanusa. B JeHb, koraa auanu3 He MPOBOJUTCS, MAlMEHThI JTOJKHbI
MoJIy4aTh YMEHBIICHHYIO (B 3aBUCUMOCTH OT KJIMPEHCA KPeaTUHUHA) 103y Tperapara.

VY nereii ¢ HapymieHreM (QYHKIMH TTOYEK CyTOUYHYIO JI03Y IperapaTa cleyeT YMEHBIIUTh B TOU
K€ TMPOMOPIHMOHAIBHON 3aBUCUMOCTH, YTO U Y B3POCIBIX), B COOTBETCTBHH CO CTEIEHBIO

BBIPAKCHHOCTU MMOYEYHON HEJOCTaTOYHOCTH.

IMo0ouHoOe neicTBHE

Pesrome nmpoduiist OesonacHoCTH

Coo01manocs o ciyyasx JeKapCTBEHHOH peakIuy ¢ S03MHOPHINEH U CUCTEMHBIMU CUMIITOMaMHU
(DRESS- cunapom) B CBsI3H ¢ jeucHreM (GIIyKOHa30JI0M (cM. pasaen «OcoObie yKazaHus»).
Kpurteprn onieHKH 9acToThl: 04eHb 9acThie > 10 %; wacteie > 1 % n < 10 %; nevacteie > 0,1 % u
<1 %; peaxue > 0,01 % u < 0,1 %; ouens penkue < 0,01 %, yacToTa HEM3BECTHA — HEBO3MOXKHO
OTIPEICTUTh HA OCHOBE UMEIOIUXCS TAHHBIX.

[TepenocumocTh npenapara 0OBIYHO OYEHb XOPOIIas.

B KJIMHUYECKUX M TOCTMApKETUHIOBHIX (*) mccnenoBanusx mpemnapara Judokan® orMmedanu
CJIeAyIONIe MOOOYHBIC PEeaKIuu:

Co cmopoHbl HepeHOUl cucmembl. dYacmule - TOIOBHAs 0Ok, Heuacmvle - TOJIOBOKpPY)KEHHUE™,

cynoporu*, usMeHeHne BKyca*, mapecres3usi, 06CCOHHHUIIA, COHITMBOCTD; peoKue - TPEMOP.
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Co cmopoHnbl nuwjesapumenbHou cucmemvl. yacmule - 00JIb B AKHUBOTE, AUAPES], TOIIHOTA, pBOTA™;
Heuacmule - METEOPU3M, IUCIENCUsA™, CyXOCTh CIM3UCTON 000I0YKH ITOJIOCTH pTa, 3a11op.

Co cmoponbvl eenamoburuapHoll cucmemvl. yacmole - MOBBIIICHUE CHIBOPOTOYHOW aKTUBHOCTH
amuHOTpaHcdepa3 (amanuHamuHoTpancdepassl (AJIT) u acmapraramunoTpancdepassl (ACT)),
menoyHoi  Qocdarasbl; Hewacmeie - XOecTa3, JKeITyxa*, IOBBILIEHHE KOHLEHTpaluu
OunupyOuHa; peokue - IenaTOTOKCUYHOCTb, B HEKOTOPBIX CIIydasX C JIETAJIbHBIM HCXOJIOM,
HapyueHne (yHKIMUA TeYeHH™, remaTuT™, TenaTole/UTIONIIPHBI HEKPOo3™, remaTroueuioIsapHoe
MOBPEXICHHE.

Co cmoponbl KOJMCHBIX NOKPOBOG. uacmvle - Chlllb, Heuacmvle - KOXXKHBIM 3y, KpanMBHMLA,
HOBBIIIEHHOE TOTOOT/AEICHUE, JIEKAPCTBEHHAs ChIIb (BKIIIOYAs CTOMKYIO JIEKAPCTBEHHYIO ChIIb);
peokue - SKCHOIMATUBHBIC TOPAXKEHHUS KOXU*, BKmrouas cuHapoM CrtuBeHca-/[)kKoHCoHa U
TOKCHYECKMH DIUIACPMAIBHBIA HEKPOJIM3, OCTPBIA I'€HEPAIN30BAaHHBIM 3K3aHTEMATO3HBINA
MyCTyJie3, OTEK JIMIIA, aIONeH ™, yacmoma HeuszgecmHa - IEKapCTBEHHAs! ChINb C Y03UHO(HINEH
u cucteMHoi cumntoMmatrkoi (DRESS-cunapom).

Co cmopoHbl opeanos Kposemeopenus u JuM@pamuyeckou cucmemvl™. peoxue - JEHKONEHUS,
BKJTI0Yast HEHTPOIIEHUIO M arpaHyJIOIUTO3, TPOMOOIIUTONICHHS, AaHEMHS.

Co cmopoHbl umMmynHOU cucmemul . aHapuIakcus (BKJIIOYask aHTHOHEBPOTUYECKUN OTEK).

Co cmoponwl cepoeurno-cocyoucmoii cucmemul™: peokue - yBennuenue narepsaia QT na OKT,
apUTMHUS JKEeTyJI0YKOBasi TaAXUCHCTOJNIMYECKasi THIa «mupyd™» (torsade de pointes) (cm. pasmen
«Ocobble yKazaHUsm»).

Co cmoponvl obmena eewjecms™. peokue - TIOBBIIIEHHE KOHILEHTPALlMU XOJEeCTepuHa MU
TPUTIIMLEPUIOB B IIa3Me KPOBH, TUTIOKATHEMHUSI.

Co cmoponbl onopHo-06ucamenbHo20 annapama: Heuacmole - MAAITHUSL.

IIpouue: nHewacmule - C1A0OCTH, ACTCHHUS, TIOBBIIIEHHAS YyTOMIIIEMOCTb, JINXOPaKa, BEPTHUTO.

Y HEKOTOPBIX MAIIMEHTOB, 0COOEHHO C CEpbe3HBIMU 3a001eBaHusIMH, TakuMu kKak CITW /I nnu pak,
npu JiedeHun npenaparoM Juduirokan® U CXOQHBIMU NpenaparaMd HaOJoIaIuCh U3MEHEHHs
nokasaresyeil KpoBH, (YHKUUHU IMOUYEK U MedeHu (cM. pasnen «OcoOble yKa3aHHA»), OJHAKO

KIMHAYECKOE 3HAUYCHHE dTHX U3MEHEHHUM U NX CBA3b C JICUCHHUEM HE YCTAHOBJICHBI.

Ilepeno3upoBka

HmeroTes coob1meHus o nepe1o3upoBKe (IyKoHa30s1a, U B OJJHOM cilydae y 42-JeTHEero naiueHTa,
MH(QUIUPOBAHHOTO BHUPYCOM HMMMYHOAe(HIMTA YeloBeka, rnocie npuema 8200 mr mpemnapara
HOSIBUJIMChH FJLTIOIMHALIMY U TApaHOUAaIbHOE NoBeAeHuE. [lannenT ObU1 rocnUTaIu3upOBaH; €ro

COCTOSIHME HOPMAJIN30BaJIOCh B T€UEHHE 48 4acOoB.
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B cnyuae nepeno3upoBku aiekBaTHBINA 3((HEKT MOKET 1aTh CUMIITOMAaTHYECKOE JIEYeHHE (B TOM
YHClie TOIICPKUBAIOLIUE MEPBI U TPOMBIBAHHE JKETYIKa).

@Di1yKOHA30J1 BBIBOJAUTCS B OCHOBHOM 4epe3 MOYKH, TOITOMY (DOPCHUPOBAHHBIN AUYpe3, BEPOATHO,
MOKET YCKOpUTH BbIBEIE€HME INpenapara. CeaHC reMouaivia JIMTEIbHOCTBIO 3 4 CHMIXKAET

KOHIIEHTpaluio (hIykoHa3oja B I1a3Me KpoBu npumMepHo Ha 50 %.

B3aumoseiicTBHe ¢ APYruMH JIeKAPCTBEHHBIMHU MpenapaTaMu

OpnHOKpaTHOE WM MHOTOKpaTHOE MpHMEeHEeHHe QurykoHazona B jno3e 50 Mr He BIUsSET Ha
MeTabosu3M eHazoHa (AHTUIMPHHA) TPU KX OJHOBPEMEHHOM MTPUMEHEHUH.

Oonospemennoe  npumenenue  (QayKonazona  co  CleOYIOWUMU  HNpenapamamu
HPOMUBONOKA3ZAHO:

[[u3anmpua: npu  OJHOBPEMEHHOM MPUMEHEHHMH (IIyKOHA30jda W IU3allpuaa BO3MOXKHBI
HEeXeJaTeNIbHbIE PEAKIIMK CO CTOPOHBI CEP/IIIa, B T.U. aPUTMUS JKEITyI0YKOBask TAXUCUCTOIMYECKas
tuna «mupys>™» (torsade de pointes). [Ipumenenue ¢uykonaszona B 1o3e 200 mr 1 pa3 B CyTKH H
nu3anpuaa B no3ze 20 mMr 4 paza B CyTKH MPUBOJIUT K BHIPAXKEHHOMY YBEITUYECHUIO IIa3MEHHBIX
KOHIIEHTpalui nmu3anpuaa u ysenuuaenuto nareppaina QT na OKI'. OqHoBpeMeHHOE IPUMEHEHNE
u3anpuaa U GIryKoHasola MPOTHBOIIOKA3aHO.

Tepdenanuu: mpu OAHOBPEMEHHOM MPUMEHEHUU a30JbHBIX MPOTUBOTPUOKOBBIX CPEACTB U
TeppeHarnHa BO3MOKHO BO3HHUKHOBEHHE CEpPhE3HBIX apUTMUN B pe3ylbTaTe YBEIHUEHUS
uaTepsana QT. [Ipu npumenennn ¢urykoHasoua B 1o3e 200 mr/cyTt yBenuuenus natepsaia QT He
YCTaHOBJICHO, OJIHAKO, MpUMEHeHHe (iykoHazona B go3ax 400 Mr/cyT W BBIIIE BBI3BIBACT
3HAUUTENBHOE yBEJIWYEHHE KOHIICHTpanuu TepdeHaauHa B miaazMe KpoBU. OTHOBpEMEHHOE
npuMeHeHue (aykoHasona B 1o3ax 400 mr/cyT u 6onee ¢ TepdheHaguHOM MPOTUBOMOKA3aHO (CM.
pasnen «IIpotuBomnokazanus»). Jleduenue ¢urykonazonom B qo3ax meree 400 Mr/cyT B coueTaHUH
¢ TeppeHaAMHOM CIIEYET MPOBOAUTH MO/ TIIATEILHBIM KOHTPOJIEM.

AcCTEeMU30JI: OJHOBPEMEHHOE TMpUMEHEHHE (IyKOHa30lla C AacTeMHU30JIOM WU JPYTHUMHU
mpemnapaTamM, MeTa0O0JIM3M KOTOPBIX OCYIIECTBISiETCS cucTeMoil murtoxpoma P450, mosxer
COIPOBOXKIATHCS TOBBIMICHUEM CBHIBOPOTOYHBIX KOHIICHTpAIM 3TUX cpeacTB. [ToBBITICHHBIC
KOHIIEHTPAIIMU aCTEMH30JIa B IUIa3Me KPOBU MOTYT IIPUBOJIUTH K yiTHHEHHIO nHTepBasia QT u B
HEKOTOPBIX CIydYasX K Pa3BUTHIO apUTMHH KEITYIOYKOBOW TaXMCUCTOJINYECKON TUIIA «ITUPYITH
(torsade de pointes). OpnHOBpeMeHHOE TPUMEHEHHE acTeMu3oina U (IyKoHas3oja
MIPOTUBOIIOKA3aHO.

[T1MO3MI: HECMOTPSI Ha TO, YTO HE MPOBOIUIOCH COOTBETCTBYIOLIMX MCCIIEAOBAaHUM N VItro miu
In Vivo, oJHOBpeMeHHOE TpUMeHeHue (hTyKOHA3051a U TMMO3H/Ia MOYKET MPUBOIUTH K YTHETCHHIO

MeTaboa13Ma nuMo3unaa. B cBoro 04CpCAb MOBBIMNICHUC TNIA3MCHHBIX KOHHCHTpaHI/Iﬁ IIMMO3uaa
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MOJKET TIPUBOIUTH K YUTHHEHHUIO uHTepBaia QT ¥ B HEKOTOPHIX CITydasx K Pa3sBUTHIO apUTMUH
JKEITyTOYKOBOM TaXHUCHCTONMYECKON Thma «mupyst» (torsade de pointes). OxHoBpeMeHHOE
NpUMEHEHHE TTMMO3H/Ia U (PIIYKOHA30JI1a IPOTHBOIIOKA3aHO.

XUHHUIMH: HECMOTPSI HA TO, YTO HE MPOBOAMIOCH COOTBETCTBYIOIINX UCCICIOBAHUI iN Vitro mimm
in Vivo, ofHOBpeMEHHOE MpPUMEHEHHE (IIyKOHA30J1a ¥ XHHHIAWHA MOKET TaKKe MPHUBOIUTH K
yrHETEHUIO MeTaboM3Ma XHuHUIMHA. [[puMeHeHre XMHUIMHA CBA3AHO C yUTHHEHHEM HHTEpBaa
QT u B HEKOTOPBIX CIAyYasX C Pa3BUTHEM apPUTMHUHU KEIYJIOYKOBON TaXHUCHUCTOJIMYECKOW THIIA
«mupyaT» (torsade de pointes). OmHOBpeMEHHOE NPUMCHEHHE XHHUIMHA M (IIyKOHA30JIa

IMPOTHBOIIOKA3aHO.

OPUTPOMUIIMH: OJHOBPEMEHHOE MpUMEHEHUe (IyKOoHa30jla U SPUTPOMUIIMHA TOTEHIIUAIBHO
NPUBOJUT K MOBBIIICHHOMY PHUCKY Pa3BUTHSA KapAHOTOKCHYHOCTH (y/mmHeHue uHTepBana QT,
torsade de pointes) u, BciencTBUE 3TOro, BHE3ANMHOW cepiaedHoi cmepTH. OIHOBpEMEHHOE
npruMeHeHne GIIyKOHAa30J1a U SPUTPOMHUIIHA IPOTUBOIIOKA3aHO.

Cnedyem coonwoams 0CMOPONCHOCHb UNU U30e2amb 00HOBPEMEHHO20 NPUMEHEHUs C
dykonazonom:

Awmuonapon: IlpuMeHeHHe amMHOJapOHa acCOUMUPOBAIOCH C yJUTMHEHHMeM wuHTepBama QT.
Cnenyer co0itoaTh OCTOPOKHOCTb IPU  OJHOBPEMEHHOM NPUMEHEHUHU (UIyKOHA30ya |
aMHOJapOHa, B 0COOEHHOCTH MU MpUEME BBICOKOM 7103bI (urykoHazoua (800 mr).

.HGM6ODGKC3HT: OIHOBPEMCHHOC IMPUMCHCHUC CI)JIYKOHEBOJ'I& MNpUBOAUT K YBCIIMYCHUIO Chax H

AUC nembopekcanTta mpumepHo B 1,6 1 4,2 pa3a COOTBETCTBEHHO, UTO, KaK OXKHUIACTCS, PUBEICT
K YBEIMYCHHIO pHCKAa IMOOOYHBIX pEaKIHWH, TaKuX Kak COHJIUBOCTh. Crnemyer wu3oeratb
OJTHOBPEMEHHOT0 NMpUMEeHEeHHs! (PIIyKOHa30J1a U JJeMOOpeKCaHTa.

Cnedyem cobnwoams O0CmMOpPOICHOCHMb U, B603MONCHO, KOPPEKMUPOEAms 003bl npU
00HOBPEMEHHOM NPUMEHEHUU C/1EOYIOUUX NPEnapamos u haykonazona:

Ipenapamul, erusouue Ha d)]lVKOHClS’OJl.'

I'MapoxyopoTHasua: MHOIOKPAaTHOE MPUMEHEHHE T'MAPOXJIOPOTHA3HIA OJHOBPEMEHHO C
(1yKOHA30J10M MPUBOJNT K YBETHMUEHHUIO KOHIIEHTpaluu (IIyKoHa3o0J1a B 11a3me kpoBH Ha 40 %.
OddexT Takol CTENeHH BBIPAKEHHOCTH HE TpedyeT H3MEHEHHs] pexXHuMa JO3UpPOBaHUS
¢i1ykoHa30I1a y NallMeHTOB, MOJIYYalOIUX OJTHOBPEMEHHO TUYPETHKH, OJJHAKO Bpauy CIEIyeT 3TO
YUUTHIBATh.

Pudamnunmb: onHOBpeMEHHOE NpUMEHEHHe (QIIyKOHa3ona W pudaMOouIMHA TPUBOAUT K
camkennto AUC Ha 25 % u qyiMTenbHOCTH Meproa NmoyBeiBeieHus GiaykoHaszona Ha 20 %. Y
NAllMEHTOB, OJHOBPEMEHHO MNPUHMMAIOUIMX  pU(QAMIUIUH, HEOOXOJUMO  YYUTHIBATh

11e51eco00pa3HOCTh YBEIMYSHUS 0361 (PIIyKOHA301a.
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Ipenapamul, na komopuwie sausem (bJZVKOHGS’OJZ.'

®d1yKOHA30J1 ABJISETCSI YMEepeHHbIM HHrHOUTOpoM m3odepmenToB 2C9 u 3A4 nuroxpoma P450
(CYP). daykonaszon Ttakxke sisercs uuaruouropom usodepmenta CYP2C19. Kpome Toro,
IIOMUMO TIEPEUYMCICHHBIX nanee 3((eKToB, CymecTByeT PHCK IMOBBIIICHHS B IUIa3Me KPOBHU
KOHIICHTPAallMd W JIPYTHX JICKAPCTBEHHBIX CPEJICTB, METa0OIM3UPYEMbIX HU30(QepMEHTaMU
CYP2C9, CYP2C19 u CYP3A4 nipu 0THOBPEMEHHOM MPUMEHEHHUH C (IyKOHa3010M. B cBs3u ¢
3THUM, CJEIyeT COOII0AaTh OCTOPOKHOCTH MPH OJHOBPEMEHHOM IPUMEHEHUU IMEPEYHCICHHBIX
IpenapaToB, a MPU HEOOXOAUMOCTH MOTOOHBIX KOMOMHAIIMI MAITUEHTHI JTOJKHBI HAXOAUTHCS MO
THIATEIBHBIM MEIUIUHCKUM HaOmrogeHueM. ClenyeT yYUThIBaTh, YT0 WHTHOMpYIOmmMi 3¢dexrt
(IIyKOHA301a COXpaHIEeTCs B TEUCHHUE 4-5 JTHEH Mmociie OTMEHBI IIpernapaTa B CBSI3U C JUTUTSIbHBIM
NIEPUOJIOM TTOJTyBBIBE/ICHUSI.

Abpountunn®: ¢uaykonazon (uarudourop CYP2C19, 2C9, 3A4) yBenwuuBal SKCIIO3UIHIO
aKTHUBHOTO BemiecTBa aOpouutunubOa Ha 155%. I[lpu OJHOBpEMEHHOM TPUMEHEHHUU C
(IIyKOHA30JI0M CKOPPEKTUpPYHTE 103y aOpOIUTHHHOA B COOTBETCTBUM C HMHCTPYKIUEH II0
MIPUMEHEHHUIO a0pOIIUTHHHUOA.

AndeHTaHWI: OTMEYaeTCsl YMEHbBIICHHE KIMpEeHCa M o0beMa paclpeselieHHs, yBETHYeHHE
nepuosia TONyBBIBEICHHsS aj(eHTaHwia. BO3MOXHO, 3TO CBS3aHO C WHTHOMPOBaHHEM
uzopepmenta CYP3A4 giykonazonom. Moxer noTpeGoBaThCsi KOPPEKLUs 1035l al(eHTaHuIa.

AMUTPUNTUINH, HOPTPUNTWIMH: YyBenuueHue s¢dexra. KoHueHTpanmoo S-HOPTpUNTHINHA

/WM S-aMHTPUINITWIIMHA MOXHO H3MEpUTh B Hadasie KOMOWHUPOBAaHHON Tepamuu C
(I1yKOHA30J10M U Yepe3 Hezelto nocie Havana. [Ipy Heo6xoxumocTu cienyer KOppeKTUPOBaTh
7103y aMUTPHUIITHINHA/HOPTPULITHIINHA.

AmoborepuniH B: B uccrieoBaHUsAX Ha MbIIax (B TOM 4HUCIE, C UMMMYHOCYIIpeccuei) Obuin

OTMEUEHBI CIEAYIONINE Pe3yNbTaThl: HEOOIBIION aJINTUBHBIN MPOTUBOTPUOKOBBIA Y3PPEKT NpU
cucteMHoOl wH(peknuu, BbiBanHoi C. albicans, orcyrcTBue B3aMMOJEHCTBUS — TIpH
BHYTpUYepenHON wuHQeKuy, BbI3BaHHOW Cryptococcus neoformans w aHTaroHW3M TpH
cucteMHoOl MH(pekun, Be3BaHHOM A. fumigatus. Knuandeckoe 3HaueHNWE TaHHBIX PE3YJIbTaTOB
HE SICHO.

AHTHKOAryJsIHTBI: KaKk W Jpyrde TMPOTUBOIPHOKOBBIC cpencTBa (MPOM3BOMAHBIE a3071a),

(i1yKOHAa30:1, PU OJHOBPEMEHHOM MPUMEHEHHM C Bap(apHHOM, MOBBIIIAET MPOTPOMOUHOBOE
BpeMms (Ha 12 %), B CBsI3U € UeM, BO3MOKHO pa3BUTHE KPOBOTEUEHUH (TeMaToMbl, KPOBOTEUECHUS
U3 HOCA U JKEIYJOYHO-KHIIEYHOr0 TPaKTa, TeMaTypus, MejeHa). Y MalMeHTOB, MOIyYarolnx
AQHTUKOATYJIIHTBl KyMapMHOBOTO M HWHAAHAMOHOBOIO psAAa U (UIyKOHA30l, HEOOXOIUMO

MOCTOSIHHO KOHTPOJMPOBATh MPOTPOMOMHOBOE BpEeMsi B NEPUOJ TEpallud U B T€UEHUE 8§ JHEH
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nocjie OJJHOBPEMEHHOT0 MpUMeHeHUsl. Takke cleayeT OLEHUTDH 1eIeCO00pa3HOCTh KOPPEKLINU
JI03bI JJAHHBIX AHTUKOATYJISIHTOB.

ABHUTPOMHIIMH: TPH OJHOBPEMEHHOM NPUMEHEHUHN BHYTPH (IyKOHA30J1a B OJHOKPATHOH 103€

800 Mr ¢ a3UTPOMHUIIMHOM B OJHOKpaTHO 103¢ 1200 Mr BbIpaskeHHOTO (papMaKOKMHETHYECKOTO
B3aUMOJICHCTBUS MEXy 000MMHU IIpenapaTaMy He YCTaHOBJIECHO.

beH3011a3enuHb (KODOTKOFO HeﬁCTBHH)Z ImocJjI€ IMmpue€Ma BHYTpPb MHOa3ojiaMa, (bHYKOHaSOJI

CYIIECTBEHHO YBEIIMYUBACT KOHIICHTPAIUIO MUa30JlaMa M MICUXOMOTOPHBIE 3 (PEKThI, TpuuemM
9TO BIMSHHE 0oJiee BBIPAKEHO IMOCie pueMa (IyKOHA30/1a BHYTPb, YeM IIPH €ro MPUMEHEHUN
BHYTpHBEHHO. [Ipr HEOOXOAMMOCTH COMYTCTBYIOLICH Tepanuu OCH30/1Ma3eMUHAMU MAIlMEHTOB,
NpUHUMAIIUX  (DIYKOHA30J, CIeAyeT HaOMoJaTh C MENbI0 OICHKH IeJIeCO00Pa3sHOCTH
COOTBETCTBYIOIIETO CHUKEHUS J103bI OCH30IMa3eTHHA.

[Tpr 0THOBPEMEHHOM NPUMEHEHUU OJTHOKPATHOM J03BI TpHa3ojama, (DIIyKOHA30J YBEIUYUBACT
AUC Ttpuazonama npubmusutensHo Ha 50 %, Cmax — Ha 20-32 % u nepuos moyryBBIBEACHUS HA
25-50 % Onaromapsi yrHeTeHHI0 MeTa0onM3Ma Tpuazonama. MoxKeT MOHAIOOUTHCS KOPPEKIIHS
JI03bI TPHA30JIaMa.

Kapb6amazenuH: (iykoHa30i yrHeTaeT MeTab0Ii3M KapOaMa3enuHa U MOBBIIIAET CHIBOPOTOUYHYTO

KOHIIeHTpaluio kapbamazenuHa Ha 30 %. Heo0XxoaumMo yuuThIBaTh PUCK Pa3BUTHSI TOKCUUYHOCTU
kapOamazenuHa. CrefyeT OLIEHUTh HEOOXOAMMOCTh KOPPEKIMH J03bl KapOamasenuHa B
3aBUCHMOCTH OT KOHIeHTpauun/spdekra.

EJ'IOKaTODI)I KMCAJICHHBIX» KAJIBIIHWEBLIX KAHAJIOB: HCKOTOPBIC aHTAIrOHUCThI KAJILIIMCBBIX KaHAJIOB

(HudenunuH, UCpaIWIUH, aMJIOJUIMNH, BepanaMuia U (QENOAUNHMH) METa0OIU3UPYIOTCS
uzopepmentom CYP3A4. ®dnykoHa30n yBETUYMBAET CHCTEMHYIO SKCIIO3UIIMIO aHTarOHHCTOB
KaJIbIIMEBbIX KaHAJIOB. PEKOMEHI0BaH KOHTPOJIb Pa3BUTHsI MOOOUYHBIX 3((HEKTOB.

HeBupanuH: coBMeCTHBIH npreM (IIyKOHa30J1a U HeBHPAIHHA YBEITMYNBACT MPUOIH3UTEIHHO HA
100% 5KCIIO3UIMI0 HEBHpANMHA MO CPABHEHUIO C KOHTPOJBHBIMH JaHHBIMH TIO OTIIEIBHOMY
OpPUMEHEHHI0O HeBHMpamuHa. I3-3a pucka TOBBIILIEHHOTO BBIIEICHUS HEBUpAlMHA MpU
COITyTCTBYIOIIEM TPHUMEHEHUHM JIEKApCTBEHHBIX IpenapaToB HEOOXOIUMBI HEKOTOpBIE
PEOCTOPOKHOCTH U TIIATEIHHOE HAOIOICHHE 32 TIAIIMEHTAMH.

[{IMKJIOCTIOpHH: y TAIIMEHTOB C TPAHCIUIAHTUPOBAHHOM MMOYKOW, MpUMEHeHHEe (IyKOHAa301a B J103€

200 Mr/cyT npuBOIUT K MEIJICHHOMY MOBBIIIEHUIO KOHIIEHTPAIlUH IUKIociopuHa. OHaKO, MpU
MHOTOKPaTHOM TNpUMeHEeHUHU ¢uykoHazona B jo3e 100 Mr/cyT u3MeHeHHMs KOHIEHTpaluu
LUKJIOCIIOPUHA Yy PELUIIMEHTOB KOCTHOTO Mo3ra He HaOmojanochk. I[lpu omHOBpeMeHHOM
NPUMEHEHUN (IIyKOHA30Jla U LHUKJIOCIOPUHA PEKOMEHYeTCsS KOHTPOJIMPOBATh KOHIEHTPALUIO

HUKIIOCIIOpUHA B KPOBH.
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Huxnodochamua: npu OAHOBPEMEHHOM TMpUMEHEHHMH mHKIopochamuga u  ¢urykoHa30ma

OTMEUAeTCsl YBEJIMYEHHE CHIBOPOTOYHBIX KOHIEHTpAaLUi OmnnpyOnHa M KpeatnHuHA. [laHHas
KOMOMHAIMA JOMyCTHMMa C YYEeTOM pHUCKAa YBEJIWYEHUS KOHICHTpauuid OunupyOuHa u
KpeaTuHUHA.

@DenTaHmn: uMmeercss cooOmeHHe 00 OJHOM JIETaJbHOM MCXOJAE, BO3MOXKHO CBS3aHHOM C
OJTHOBPEMEHHBIM NpHMeHeHneM (eHTaHmna u ¢iaykonasona. [Ipeamnonaraercs, 4To HapyIIeHU
CBSI3aHBl C WHTOKCUKalued QeHtaHwioM. bbuio mokazaHo, 4Tto (IIyKOHA30J1 3HAYUTEIHHO
YIJIMHSET BpeMs BbiBeAeHUs (eHTanmna. ClieayeT yuuThIBaTh, YTO MOBBIIICHUE KOHLEHTPAIHN
(eHTaHMITIa MOXKET IPUBECTH K YTHETCHHUIO IBIXaTeIbHON (QYHKIIHH.

[anodanTpuH: HIyKOHA30] MOKET YBEIMYMBATH KOHIICHTPAIMIO TaTO(paHTPUHA B IIa3Me KPOBH
B cBsi3u ¢ wuHruOupoBanueM wuzodpepmenta CYP3A4. Bo3MoxHO pa3BUTHE apUTMHU
KEITyTOYKOBOW TaXMCUCTOIMYECKON THMa «mupy T (torsade de pointes) mpu 0JHOBPEMEHHOM
NpUMEHEHHH ¢ (ITYKOHA30JI0M, KaK U C APYTHMH TPOTHBOTPUOKOBBIMH TIpETapaTaMy a30JI0BOTr0
psia, IOTOMY COBMECTHOE ITPUMEHEHHE UX HE PEKOMEH/TyEeTCsl.

HUurubutopel  'MI'-KoA-penykTasel: Hpu OAHOBPEMEHHOM MPUMEHEHMHM (IIyKOHa307a C

unrunouropamu ' MI'-KoA-penykrassl, merabonusupyembivu n3odpepmentom CYP3A4 (Takumu
KaK, aTOpBacTaTUH W cuMBacTaTuH) uin uzopepmenrom CYP2D6 (Takumu kak, (hiayBacTaTuH
(cHMKEHUE MMeYeHOYHOro MeTaboJIn3Ma CTaTUHOB)), PUCK Pa3BUTHS MUONATUU U pabJoMUOIU3a
yBEJIMYMBAETCs (B 3aBUCUMOCTHU OT J103bl1). B ciiyyae HE0OX0IUMOCTH OJTHOBPEMEHHOM Tepanuu
yYKa3aHHBIMH IIpenaparamMu, clieyeT HaOJIroJaTh MalueHTOB C LENbI0 BBIABIECHUS CUMIITOMOB
Muonatuu u padaomuonusa. Heo0XxoamMmMo KOHTpOIMpOBaTh KOHIEHTPALUIO KPEATUHUHKUHA3HI.
B cinyyae 3HauMTENbHOTO YBETMYEHHUS KOHIEHTPALMU KpPEaTMHWHKWHA3bl WM  €CIH
JMAarHOCTUPYETCS WIM HMMEEeTCs IOAO03PEHHE Ha pPa3BUTHE MHUONATHM WU PabJIOMMONIN3A,
tepanuio uHruouropamu ['MI-KoA-penykrassl cineayer npekpatutb. Moryt motpedoBaTbes
O6onee Hu3kue A03bl UHrHOUTOpoB I'MI-KOA-penykrasbl, Kak yka3aHO B HHCTPYKIHUHU IIO
MEAUIIMHCKOMY IPUMEHEHUIO CTaTHHOB.

N6pyTtunnb: ymepeHHele uHruoutopsl uszodpepmenta CYP3A4, Ttakue kak ¢IIyKOHA30II,
YBEJIMYUBAIOT KOHIEHTpalMi0 MOpyTHHHOA B MJIa3M€ M MOTYT IOBBIIIATh PUCK TOKCHYHOCTH.
Ecnu npuMenenus npenaparoB B KOMOMHAIIMU HE yJaeTcsl n30exaTb, HEOOX0IMMO YMEHBIIUTh
7103y HOpyTHHUOA, KaK YKa3aHO B MHCTPYKIUH 1O MEAUIIMHCKOMY MPUMEHEHHIO HOpYTUHHOA, 1
00ecreynTh TIIATeNIbHOE KIMHUYECKOe HaOII01eHHeE.

I/IBaKad)TOD ( OTACJIBHO MM B COYCTAHHH C TIperiapaTaMH TOr'o K€ TCPAIICBTHYCCKOI'O KH&CC&)Z

OJIHOBPEMEHHOE MpPUMEHEHHUE ¢ MBaKkadTOpoM, MOTEHIIMATOPOM pEryisiTopa TpaHcMeMOpaHHON
npoBoauMocTH Tipu MykoBuciuaoze (CFTR), moBslmano ypoBeHb BO3JCHCTBHS MBakadTopa B

3 pa3a, a ypoBeHb BO3JEHCTBUS ruapokcuMeT-uBakagropa (M1) — B 1,9 paza. Heo6xoammo
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CHHM3UTh 1103y HBakapTopa (OTACIBHO WM B KOMOMHAIIMH) KaK yKa3aHO B WHCTPYKIMH IO
MEIUIIMHCKOMY PUMEHEHHIO nBakadTopa (OTAEIbHO WK B KOMOWHAIINH).

JlozapraH: (IyKOHA30J1 yTHETAaeT MEeTa0OoIU3M J03apTaHa /10 ero akTuBHOro Metabonmra (E-31
74), KOTOPBI OTBEYAET 32 OOJBIIYIO YacTh 3P PEKTOB, CBI3aHHBIX C AaHTATOHU3MOM aHTHOTEH3WH-
Il peteniropoB. Heo0xoaum peryssipHbIil KOHTPOJIb apTEPUATBLHOTO JIaBICHHUSL.

Jlypasunon: ymeperHbsie nHruoutopsl m3opepmenta CYP3A4, takue xak (rykoHa3o0j, MOTYT
YBEIUYMBATh KOHIICHTPALUIO Jypa3uJioHa B IUia3Me. Ecid NpUMEHEHHs TpenaparoB B
KOMOHWHAIIUK HE yJaeTcs n30exkarh, He0OXO0AMMO YMEHBIIUTH /103y JIypa3uJ0Ha, KaK yKa3aHo B
MHCTPYKLUHU IO MEIUIIMHCKOMY IPUMEHEHUIO JTypa3uoHa.

Mertazion: (aykoHa307 MOXKET yBEIUYUBAThH IJIa3MEHHYIO KOHIICHTpAIMio MeTafoHa. Mosker
MIOHATIOOUTHCS KOPPEKIUS 03Bl METAIOHA.

Hecrepounnsie npotuBoBocnanurenbabie npenapatsl (HIIBIT): Cmax 1 AUC daypoumnpodena

yBenuunBatorcs Ha 23 % u 81 %, coorBeTcTBeHHO. AHANOTrHYHO Cmax 1 AUC (hapmakonornyecku
aKTHBHOTO m3oMepa [S-(+)-ubynpoden| nmoBbimanuch Ha 15 % u 82 %, COOTBETCTBEHHO MPH
OJIHOBPEMEHHOM MpUMEHEHUH (IIyKOHa30I1a ¢ panemMudeckum ubynpodenom (400 mr).
[[e1eKOKCHO: TP OTHOBPEMEHHOM MPUMEHEHHH (hTyKoHa30:1a B 03¢ 200 MI/cyT 1 1iesieKokcrba
B 1103¢ 200 Mr Cmax 1 AUC nienexokcu6a yBenmuuBarotcst Ha 68 % u 134 % coorBercTBeHHO. B
JTAHHOM KOMOMHAIIMKM BO3MOKHO CHMKEHHE JI03bI LIeJIEKOKCcHOa BJIBOE.

HecMmoTpst Ha OTCYTCTBHE IeJIeHANPaBIEHHBIX UCCIIEAOBAaHUH (DIIyKOHA307 MOXKET yBEJIMYHUBAThH
cucreMHyro okcrozuiio apyrux HIIBII, merabomusupyemsix m3odepmentom CYP2C9
(HampuMmep, HAMPOKCEH, JIOPHOKCHUKAM, MeEJIOKCHMKaMm, mukiodeHak). MokeT MOHano00uThCs
koppekuus no3s1 HIIBII.

[Tpu onnoBpemenHom npumenenuu HIIBII u gurykoHa3ona nanyeHTs! JOKHBI HAXOAUTHCS MO
THIATEIbHBIM MEAMIIMHCKUM HaOJIIOJIEHUEM C LENbI0 BBISBICHUS U KOHTPOJISI HEXeJlaTeIbHbIX
SBJICHUM W NPOSIBICHUS TOKCUYHOCTH, cBsi3aHHbIX ¢ HIIBII.

Omnanapu6: ymepeHnHbsle UHTHOUTOPHI n30pepmenta CYP3 A4, Takue kak (IIyKOHA30, OBBIIIAIOT
KOHIIGHTpalMio oylamapuba B Iula3Me KpoBH. VX OJHOBpeMEHHOE NpUMEHEHHE He
peKoMeH10BaHO. Eciau HEeBO3MOXXHO H30€kaTh OJHOBPEMEHHOI'O MPUMEHEHHS, HEOOXOIUMO
COKpaTHUTh A03y onamapuba g0 200 MT 1Ba paza B CyTKH.

IIepopanbHble KOHTPAllCOTHUBHI: npu OAHOBPECMCHHOM [IMPUMCHCHUHN KOM6I/IHI/IpOBaHHOF0

NEepOPANLHOTO KOHTpalenTHBa ¢ (piaykoHa3zogoM B Jo03e¢ 50 Mr CyIIECTBEHHOI'O BIIMSHUS Ha
YpPOBEHb TOPMOHOB HE€ YCTAaHOBJIEHO, TOrJa Kak MpU exeaHeBHOM mpuMeHeHun 200 mr
¢dnykonazona AUC sTuHMICTpaanona U JeBoHOprecTpena yBenuuuBatorcs Ha 40 % u 24 %
COOTBETCTBEHHO, a mpu npumeHenuu 300 mr c¢uykonasona omuH pa3 B Hexemo, AUC

STUHWIACTPAMOJIAa U HOPITUHJIpOHA Bo3pactatoT Ha 24 % u 13 % coorBercTBeHHO. Takum
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00pa3oM, MHOTOKPAaTHOE IPUMEHEHHE (UIyKOHA30J1a B YKa3aHHBIX J03aX BPsiJ JIM MOKET OKa3aTh
BIMsSIHUE HA 3 PEKTUBHOCTh KOMOMHUPOBAHHOI'O IIEPOPAILHOIO IPOTUBO3a4aTOYHOIO CPEACTBA.
DEHUTOUH: OJTHOBPEMEHHOE NMpHUMEHEHHE (DIyKoHa307a U (PEHUTOMHA MOXKET COIMPOBOXKAATHCS
KJIMHUYECKH 3HAYMMBIM TOBBIIICHHEM KOHIEHTpanuu (enutonHa. B ciaydae HeoOXxommmocTu
OJTHOBPEMEHHOI'0 IMpPUMEHEHHsI 000OMX IpernapaTroB clelyeT KOHTPOJIMPOBATh KOHILIEHTPALUIO
(eHUTOMHA U COOTBETCTBYIOIIUM 00pa3oM CKOPPEKTUPOBATh €ro J03y € LEJbl0 oOecredeHust
TEpaneBTHUECKONW KOHIIEHTPAILIUH B CBIBOPOTKE KPOBH.

[IpeHU30H: UMEeTCsl COOOIIEHUE O PA3BUTUH OCTPO HEAOCTATOUHOCTH KOPBI HA/ITOUYEYHUKOB Y
HalMeHTa Iocje TPAaHCIUIAHTAllMM IeYyeHH Ha (oHe OTMEHBl IpueMa (uIyKOHa3ola IOocie
TPEXMECAYHOI0 Kypca Tepanuu. lIpeanonoxuTenbHo, NpeKpalieHue Tepanuu (HayKoHa30J0M
BBI3BAJIO TOBBINICHUE akTHBHOCTH wm30depmenta CYP3A4, 4ro mpuBeno K yBEIHMYCHHOMY
MeTa0OoIM3My MTPETHI30HA.

[TarenTsI, MoTydaronye KOMOMHIPOBAHHYIO TEPATIHIO MTPETHU30HOM U (PITyKOHA30JI0M JOJKHBI
HaXOJUTHCS MOJ] THIATEIbHBIM MEIULIMHCKUM HAOII0A€HUEM [TPU OTMEHe npueMa (IyKoHas3oja ¢
LEJIBIO OLIEHKU COCTOSIHUS KOPBI HA/IIOYEUYHUKOB.

Pucdabytun: omHoBpeMeHHOE NpuMeHeHHe (IyKoHa3oda W pupadyTHHA MOXKET MPUBECTH K
MOBBILICHUIO CBIBOPOTOYHBIX KOHLEHTpauui mnociuegHero a0 80 %. Ilpu omHOBpemMeHHOM
npuMeHeHHuHU (uIyKoHa3o1a ¥ pudadyTHHA OMUCaHbI claydau yBeuTa. [lanueHToB, 0JHOBpEMEHHO
noiyvaromux pudadyTuH U (IyKoHa305, HEOOX0IMMO TIIATEIbHO HAOII0AaTh.

CaksunaBup: AUC moBeimaercs mnpuOimsurensHo Ha 50 %, Cmax — Ha 55 %, kiupeHc
CaKBMHAaBHMpa yMeHbIIaeTcs npuoin3uteabHo Ha 50 % B CBSI3U ¢ MHTUOMPOBAHUEM ITE€YEHOYHOTO
merabonu3zma wuzopepmenta CYP3A4 wu wunrubupoBanuem P-rimxomporenHa. Moxer
MOHAJ00MUTHCS KOPPEKIIUS 103bl CAKBUHABHUA.

CuponuMyc: TIOBBIIIEHHE KOHIEHTPAIMH CHPOJMMYyCa B IIa3Me KPOBH, MPEIIOIOKUATEIEHO B
CBSI3M C MHTHOMPOBAaHHEM METa00M3Ma cupouMyca yepe3 yraerenue mzopepmenta CYP3A4 u
P-riukonporenHa. JlaHHas KOMOMHALIUS MOKET IPUMEHSTHCS C COOTBETCTBYIOIIEH KOppPEKIUeH
JI03bI CUPOJIMMYCa B 3aBUCUMOCTH OT () (heKTa/KOHIIEHTPALIUH.

[IpenapaTsl cynb(OHUIMOUYEBUHBI: (DITYKOHA30J1, TPU OTHOBPEMEHHOM NIPUMEHEHUH, TIPUBOANT K

YBETUYCHUIO TI€PUOJA TOJTYBBIBEICHHUS TIEPOPAIBHBIX TMPENapaToB CyIb(HOHUIMOUYECBUHBI
(xnopnponamuia, rHOEHKIAMUAA, TAUOU3WAAa W TonOyramuia). [lanmeHTam ¢ caxapHBIM
nruabeToM MOKHO Ha3HAYaTh COBMECTHOE MpUMeHeHHUe (TyKOHA30J1a U IIEpOPATHHBIX IPErnapaToB
CyJIb(OHMIMOYEBUHBI, HO TIPU ATOM CJIEAYET YUYUTHIBATH BOZMOXXHOCTh PA3BUTHS THUITOTJIMKEMHUH,
KpOME TOTro, HEOOXOIMM pEryJIApHBIH KOHTPOJIb TJIOKO3bl KPOBHU M, MPU HEOOXOIMMOCTH,

KOPPEKIHs 1036 IPEnapaToB CyIb()pOHUIMOUYEBUHBI.
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Takpoaumyc: oJHOBpeMEHHOE MpUMeHeHue (DIyKOHa30ja U TaKpoJuMmyca (BHYTPb) MPUBOAUT K
MOBBIIICHUIO CHIBOPOTOYHBIX KOHIICHTpPALlMi MOCIEAHero B 5 pa3 3a C4YeT MHTUOMpOBaHUS
MeTaboaM3Ma TaKpOJIMMYCa, NPOMCXOIAIIEr0 B KHIIEYHHKE IOCPEICTBOM H30(pepMEeHTa
CYP3A4. 3HaunTenbHbIX HM3MEHEHUH ()apMaKOKMHETHKH NpenapaToB HE OTMEUEHO IpH
NPUMEHEHUU TaKpojuMyca BHyTpuBeHHO. Ommcanbl ciydan HedporokcuyHocTu. [lanueHTos,
OJIHOBPEMEHHO MPUHUMAIOIIUX TAaKPOJIUMYC BHYTPb M (IYKOHA30J, CJeAyeT TIIAaTeIbHO
HaOmonate. Jlo3y Takpoiaumyca CleIyeT KOpPPEKTUPOBaTh B 3aBUCHUMOCTH OT CTEIEHU
MOBBILIEHUS €r0 KOHLIEHTPALUU B KPOBH.

Teodunnun: npu OAHOBPEMEHHOM MpHUMEHEHHH ¢ (iykoHa3oioMm B no3e 200 mMr B TeueHue
14 nHe#l cpemHsii CKOPOCThH IIA3MEHHOTO KiupeHca TeodminHa cHuxkaercsa Ha 18 %. [lpu
Ha3HAuYeHUM (IIyKOHA30JIa TMAlMeHTaM, NPUHUMAIOIUM TCOQWUIMH B BBICOKMX 032X, WU
MaIMEeHTaM C MOBBIIIEHHBIM PHUCKOM Pa3BUTHUSI TOKCHYECKOTO NIEHCTBHUSA TEOPHUIUIMHA, CIEIYeT
HaA0JII0/1aTh 3a MOSIBIEHUEM CUMIITOMOB IE€PEI03UPOBKU TEOPMIIIMHA U, NPU HEOOXOIUMOCTH,
CKOPPEKTHUPOBATH TEPANUIO COOTBETCTBYIOIINM 00pazoM.

TOd)aHHTHHH6I BO3JIclicTBUE TO(baI_II/ITI/IHI/I6a YBCIUYNBACTCS IIPU €0 COBMECTHOM ITPUMCHCHUHU C

npenapaTamMm, KOTOpbIe SBISIOTCS OJHOBPEMEHHO YMEPEHHBIMH MHTHOUTOpPAMH U30(EpMEHTOB
CYP3A4 u CYP2C19 (manpumep, (iykonazoi). Bo3sMOKHO, MOKET MOHATOOUTHCS KOPPEKITUSI
71036l TOGAUTHHUOA.

TonBanTan: Bo3aeicTBHE TONBaNTaHa 3HaunTepHO yBenuunBaercs (AUC Ha 200%, Cmax Ha 80%)
IIPH COBMECTHOM NMPUMEHEHHMH TosBanTaHa, cyoctpara CYP3A4, u dmykoHazona, yMEpeHHOTO
unruouropa CYP3A4. Tlpu >TOM CymIiecTBYyeT PHUCK 3HAYUTEIBHOTO YBEIUYEHUS YaCTOTHI
pa3BUTHS HEXENATeNbHBIX SBJICHHWI, B YACTHOCTH, TAaKUX KakK TOBBIIIEHHBIN auypes,
JEeTUapaTanus U ocTpasi moueyHasi HeI0CTaTOYHOCTh. [Ipu 0THOBpeMEHHOM MPUMEHEHUH JaHHBIX
IpenapaToB CIEAyeT YMEHBIIUTH /103y TOJBANTaHA U BHUMATEIHHO HAOIIONATh 32 COCTOSTHHEM

MalMenTa.

Ankamouns OGapBHHKa: HECMOTpPsT Ha OTCYTCTBUE LIEJICHANPABICHHBIX HCCIIEAOBaHHH,
IperoiaraeTcsi, 4To (IyKOHa30JI MOKET YBEJTMUUBATh KOHLEHTPAIMIO aJKaJIOUJI0B OapBHHKA
(HampuMmep, BUHKPUCTHHA W BUHOJIACTHHA) B IUIa3Me€ KPOBU M, TaKUM OOpa3oM, MPUBOJIUTH K
HEHPOTOKCUYHOCTH, YTO, BO3MOXKHO, MOXKET OBITh CBS3aHO ¢ yrHeTeHneM nzodepmenta CYP3A4.
Buramun A: umeercss cooOlieHre 00 OJHOM Cilydae Pa3BUTHUSA HEXeNaTeNbHBIX peakluil co
CTOpOHBI IleHTpanbHONH HepBHOU cucrtembl (IIHC) B Buae nceBroOmyxoiu Mo3ra mpu
OJIHOBPEMEHHOM MPUMEHEHUH MOJTHOCTHIO TPAHCPETUHOEBOM KUCIOTHI U ()IIyKOHA30J1a, KOTOPbIE
MCUE3JIM I0cie OTMEHBI (u1yKoHa30:a. [IpuMeHeHe 1aHHON KOMOMHAIMY BO3MOXKHO, HO CIEy€eT

MOMHUTH O BO3MO>XKHOCTH BOSHUKHOBEHHUSI HEXKENATENbHBIX peakiuid co ctoponsl LTHC.
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Bopukonazon (uuruburop mzobepmentoB CYP2C9, CYP2C19 u CYP3A4): oaHOBpeMEHHOE

npuMeHeHne BoprukoHazosa (1o 400 Mr 2 pasza B CyTKH B MEpBbIi AeHB, 3aTeM 1o 200 mr 1Ba pasza
B CYyTKH B TeueHHe 2,5 qHeil) u gurykoHazouna (400 Mr B mepBsIii eHb, 3aTeM 1o 200 MT B CyTKH B
TeueHue 4 nHEH) y 8 3I0pPOBBIX HCIBITYEMBIX MYKCKOTO I10Ja IPHUBEIO K YBEIUYEHHUIO
koHueHtpanuu Cmax u AUC Bopukonazona Ha 57 % u 79 %, cooTBeTCTBEHHO. bBIII0 TTOKAa3aHo,
YTO JaHHBIA 3((eKT coxpaHseTcs MpPH YMEHBUICHHHM 03bl W/WIM YMEHBIIEHUHM KpaTHOCTU
npuema Jr6oro u3 npenapatoB. OJHOBpEeMEHHOE IPUMEHEHNE BOPUKOHA3051a U (pIryKoHa3071a He
PEKOMEHIYETCSL.

3UI0BYIMH: TIPU OJJHOBPEMEHHOM IIPUMEHEHHUH ¢ (ITyKOHA30JI0M OTMe4aeTcs MOBbIeHne Cmax U
AUC 3unoByauna Ha 84 % u 74 %, cootBeTcTBeHHO. JlaHHbIii 3¢ dekT, BeposTHO, 00yCIOBICH
CHIDKEHHEM MeTa0oJIM3Ma MOCIETHEero 10 ero riaBHoro meradbonura. Jlo u mocie Tepanmuu
npuMeHeHneM (iykonasona B n1o3e 200 mr/cyt B Teuenue 15 nueit 6onpabpM CIINIom 1 ARC
(xommekce, csizanHbll co CIIMlom) ycranoBieHo 3HaunTenbHoe yBenuuenue AUC 3u1oBy1uHa
(20 %).

3a manueHTaMu, MOJIyYalIIMMU TaKyl0 KOMOMHAIUIO, cleayeT HAabM01aTh C LEIbI0 BBISIBICHUS

000YHBIX AP (PEKTOB 3UTOBYANHA.

HccnenoBanus B3aMMOAEUCTBUS MepopalibHBIX (GopM (hiyKoHa307a MPU €ro OJHOBPEMEHHOM
npueMe ¢ MUIIeH, TUMETUIMHOM, aHTall/1aMH, a TaK)Ke T0CiIe TOTaIbHOI0 O0Iy4eHus Tena Jis
MOJArOTOBKM K I€pecagke KOCTHOIO MoO3ra IOKa3ajdd, 4YTO A3TH (AKTOpPhl HE OKAa3bIBAIOT

KIMHHUYCCKH 3HAYUMOI'O BIIMAHHUA HA BCACBIBAHUC (pHYKOHa?)OJ'Ia.

Hepqu/IcneHHHe B3aHMOﬂeﬁCTBHH YCTAHOBJICHEI TP MHOTOKPATHOM IIPUMEHCHUU q)HYI(OHaISOJ'Ia;
BSaHMOILGI\/JICTBI/ISI C JICKapCTBCHHBIMH CpCACTBAMU B PE3YJIBTATC OJHOKPATHOTO IIpUCMa

bayKoHa301a, HE U3BECTHBI.

Bpaan CJICAYCT YUYUTBIBATH, YTO B3aHMOJICHCTBUE C APYruMu JICKApCTBECHHBIMU CpCIACTBAMU

CIICIHUAJIBHO HE U3Yy4ajlOCh, HO OHO BO3MOKHO.

Oco0ble ykazanus

Coobmranoch o ciydasx cynepuHpexiuu, BbI3BaHHON oTiamuyabiMu oT Candida albicans
mrammamu Candida, kotopsie 9acTo 0071a1a10T TPUPOIHON PE3UCTEHTHOCTHIO K (ITYKOHA30Ty
(marmpumep, Candida krusei). B mogoOHBIX Cilydasx MOXET MOTpPeOOBaThCSA ajdbTepPHATHBHAS

IPOTHBOIPUOKOBAsI TEPATTHSL.
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Bo Bpemsi OepeMeHHOCTHM TpuUMeHEHHUs (IIyKOHa30Jla CcleayeT u30erarh, 3a HMCKIIOYECHUEM
CIy4aeB TSDKEIBIX M TOTEHUUAIbHO YrPOXKAIOMIMX KU3HU TPUOKOBBIX HHGEKUUH, Koraa
OKHJaemasl 1oJb3a JICUEHU 711 MaTepy IPEBbIIIAET BO3MOXKHBIM PUCK AJIs IUIOAA.

Heo6xonumo paccmotrpers 3¢ (eKTUBHBIE METOJbl KOHTPALEHIHMU Y XCHIIUH JETOPOIHOTO
BO3pacTa B TEYCHHE BCETO MEePHO/ia JeUeHUs U MPUOIU3UTEIHHO B T€UeHHE HeleH (5-6 mepuoaoB
MOJTYBBIBEJICHUS) TIOCIIE MPUHATHS MOCNIeHEN 036l mpenapata (cM. pasaen «lIpumenenue npu
OepeMEHHOCTH U B IEpPUOJ TPYIHOTO BCKapMJIMBaHUA»). B penkux ciydasx NpHUMEHEHue
(ryKOoHa301a COPOBOKAATIOCH TOKCHUYECKUMH U3MEHEHHUSIMH TICUEHH, B TOM YHCJIE C JICTaJIbHBIM
HCXOJOM, TJIaBHBIM 00pa3oM, y MAIlEHTOB C CEPbe3HBIMH COMYTCTBYIOUIMMHU 3a00s1eBaHusIMU. B
ClIy4ae rernaToTokcuyeckux 3Q¢GeKToB, CBI3aHHBIX C IPUMEHEHHEM (IIyKOHA30J1a, He OTMEUEHO
WX SIBHOW 3aBHCHMOCTH OT OOIIEW CyTOYHOH JO3BI Mpernapara, JIMTEIbHOCTH TepaIuy, 1mojia u
BO3pacTa MalueHTa. [enmaToTrokcuueckoe JeilcTBue mpemnapara OObIYHO ObUIO OOPATHMBIM;
IIPU3HAKU €ro UCUYE3aJIM T0Ce peKpalieHus Tepanuu. [lanuentam, y KOTOpbIX BO BpEMs JI€UEHUs
IpernapaToM HapylIaloTcs MOKazaTead (QPYHKIMHU ME4YeHH, HEOOXOAUMO HaOII0NaTh C LEJbI0
BBISIBJICHUS NIPU3HAKOB O0Jiee CEepbe3HOro Mopa)keHws rnedeHu. [Ipu mosiBIeHUN KIMHHUYECKUX
IPU3HAKOB WJIM CUMIITOMOB ITOPA)KEHUS IEYEHU, KOTOPBIE MOTYT ObITh CBSI3aHbI C IPUMEHEHUEM
¢iykoHazoa, mpenapar ciaeayeT OTMEHUTD.

Kak u nmpu npumMeHeHUM Ipyrux a3oyioB, (UIYKOHA30J B PEIKHUX CIydasX MOXKET BbI3bIBATh
aHa(pUIAKTUYECKUE PEaKI1H.

Bo Bpems ineueHuss (QuykoHa30JI0M Yy T[alMEHTOB B PEIKUX CIydasX pa3BUBAINCH
9KC(ONMATUBHBIE MOPAKEHUS KOXKH, Takhe Kak cuHApoM CTuBeHca-/[?>KOHCOHA U TOKCHYECKUI
AMUJIepMaNbHbIN HeKkponn3. Coob1anoch o cirydasx JeKapCTBEHHOHN peakiuu ¢ 303MHOGMInei n
cucreMHbiMu cuMnToMamu (DRESS-cunnpom). [Tatmentsr ¢ BUY-undexuueit 6osee CKIOHHBI K
Pa3BUTHIO TSKEJIBIX KOKHBIX PEAKIMI MpU NpUMEHEHUN MHOTUX IpenapaToB. [Ipu nosenenun y
ManUeHTa BO BpeMs JI€UEHHUs MOBEPXHOCTHOM TIpMOKOBONW MH(MEKIHMU CBHIMH, KOTOPYIO MOXKHO
CBsI3aTh C MPUMEHEHUEM (IIyKOHa30J1a, Mpenapar ciaelyeT OTMEHUTh. [Ipy MosiBIeHUN ChIH Y
NAIMEeHTOB C MHBA3WBHBIMU UJIM CUCTEMHBIMHU IPUOKOBBIMH HHPEKIMSAMH UX CIIeIyeT TIaTeIbHO
HaA0JII0/IaTh U OTMEHUTH MpenapaT NpH MOSBIECHUU OYJUIE3HBIX MOPaXEHUH WM MHOTO()OPMHOMN
AKCCYIATUBHOU 3PUTEMBI.

OnHoBpeMeHHOE puMeHeHue (IyKoHas3oma B 103ax MeHee 400 mr/cyT u TepdeHaanna cieayer
IIPOBOAMTH IOJ THIATEIBHBIM KOHTpoJeM (cM. pas3znen «B3aumopnelictBue ¢ apyrumu
JIEKapCTBEHHBIMU MperapaTamm»).

Kak u apyrume azonbl, (aykoHa3071 MOXET BbI3bIBaThH yBenuwdeHue mHTepBama QT ma OKI.
@OnykoHa30J1 BBI3BIBACT yBenuueHHe uUHTepBasa QT mocpeacTBOM MHTHOMpPOBaHHS TOKA

KaJMEBbIX KaHAJOB BHYTPEHHETO BBHINIpsAMIICHUS. YBenndeHue wuHTepBana QT, BbI3BaHHOE
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JIpYTUMH JIEKapCTBEHHBIMU MpenaparamMu (TaKMMH KaK aMHOJApPOH), MOXET OBITh YCHJICHO
uaruouropamu u3opepmenta 3A4 muroxpoma P450 (CYP) (cm. pasmen «BsammoneiicTBre c
JIPYTUMH JIEKapCTBEHHBIMU TIpenapatamuy»). [lpu mnpumeneHun (QIyKoHa3olla yBEIHUCHHE
unTepBasia QT U MepIianue WM TpereTaHue KellyTI0YKOB OTMEUaId OYeHb PEIKO Y MAIEHTOB C
TSDKEJBIMU 3a00JIeBaHUSIMH C MHOXKECTBEHHBIMH (DAaKTOPAMHU PHCKA, TAKUMH KaK OpPraHU4ecKue
3a0oyieBaHUsl CEpAla, HApYIICHHUs 3JEKTPOJIMTHOTO OanaHca M CIIOCOOCTBYIOINAS Pa3BUTHIO
NOJOOHBIX HApYIICHUI COMyTCTBYIOUIast Tepanusi. I[[OBBIIICHHBI PUCK Pa3BUTHUS YIPOKAIOMIEH
KU3HU OJKEIyJI0YKOBOM apUTMUM M TMOJUMOP(HON IKEIyJA0YKOBOM TaXWKApAUU MOXKET
BOSHMKHYTh Yy TAIMEHTOB C THUIOKAIMEMHUEH W  IPOTpPeccCHpyIoiedl  cepAedHOM
HEJ0CTaTOYHOCThI0. [loaTOMy TakuMm mamMeHTaM C MOTEHIUAIBHO INPOAPUTMHYCCKUMHU
COCTOSIHUSIMHU TIPUMEHATH (IIyKOHA30JI CIIEAYET C OCTOPOIKHOCTBIO.

[Tatmentam ¢ 3a0oneBaHUSIMH TI€YEHH, CEpAlla W TOYEK Iepen INMpHMEHEHHEeM Ipernapara
PEKOMEHAyeTC S MPOKOHCYIBTUPOBATHCS ¢ BpadoM. [Ipu nmpumenennun aykonazona 150 mr mo
HOBOJIy BarMHAJILHOTO KaHJK/103a MAIMEeHTH! JOJDKHBI OBITh MPEXYNPEkKICHBI, YTO YIy4IICHUE
CHMIITOMOB OOBIYHO HaOmofaercst 4epe3 24 4, HO Uil MX MOJHOTO WCYE3HOBEHMS HHOTAA
TpeOyeTcsi HecKOJIbKO nHel. [Ipu coxpaHeHnH CUMIITOMOB B T€YEHHUE HECKOJIBKUX JTHEU, CIIeTyeT
o0paTuThCs K Bpady.

JlokazarenbctBa 3G (GEeKTUBHOCTH (IIYyKOHA30/1a IPH JICYEHUH JAPYTUX BHUJOB SHIEMUYHBIX
MHKO30B, TAKMX KaK MapaKOKIMIUOUIOMHUKO3, CHOPOTPUXO03 U TMCTOIUIA3MO3 OIpaHUUYEHBI, YTO
HE MO3BOJISIET ONPEACTUTh KOHKPETHBIE PEKOMEH AN TI0 JO3UPOBaHUI0. DITyKOHA30IT SABISETCS
yMepeHHbIM HHruouTopom m3opepmenta CYP2C9 u ymepeHHBIM HHTHOUTOPOM H30(pepMeHTa
CYP3A4. ®dnaykonason Taxke sBisgercs wuHruouropom wusopepmenta CYP2C19. Ilpu
OJTHOBPEMEHHOM Tepanui JIeKapcTBEHHBIMH ITpenapaTaMy ¢ y3KUM T€pareBTUUYECKUM Mpoduiem,
metabonmsupytommmucs uzopepmenramu CYP2C9, CYP2C19 u CYP3A4, pexomeHayercs
COONIIO/IaTh  OCTOPOXKHOCTH (CM. pasnen «B3amMonmelcTBHe C APYTUMH  JIEKAPCTBEHHBIMU
npenaparamm).

Coo01manoch 0 pa3BUTUN HEJOCTATOUHOCTH KOPBI HA/IMOYEUHUKOB Y MALMEHTOB, MOIYyYaIOLIHX
TEpanuio JAPYTUMH a3oiiaMd  (HampuMep, KETOKOHA30JI0M). Y TAIHMeHTOB, TMOJIyJaromux
(bayKOoHa30I1, HAOTIOJATHCH OOpPAaTUMBIE CITydand HEIOCTATOYHOCTH KOPHI HAJATIOUYEYHUKOB.
Kanouoos

HccnenoBanus MoKazald pacTyLIyl0 paclpoOCTPaHEHHOCTh HMH(EKUMH, BBI3BAHHBIX BUAAMHU
Candida, orauuasiMu ot C. albicans. DTu BuabI 4acTo 00J1a1af0T PE3UCTEHTHOCTHIO (HAIIPUMED,
C. krusei u C. auris) win 1eMOHCTPHPYIOT MOHKECHHYIO YYBCTBUTEILHOCTH K (hirykoHazomy (C.
glabrata). Takue nHpeKIMM MOTYT MOTPEOOBATh ANBTEPHATUBHON MPOTHBOTPUOKOBOM TEeparuu

BCJIICACTBHUC HGE)(b(bCKTI/IBHOCTI/I JICUCHHUA. HOBTOMy crienuajaucraM, Ha3Ha4daroImiuM JICUCHUC,
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CIIe[lyeT YYHTHIBaTh PACIpPOCTPAHEHHOCTh PE3MCTEHTHOCTH pasHeix BuaoB Candida «

baykoHazony (cM. pazaen «DapMakoIUHAMHUKAY ).

Bunsinne Ha cIOCOOHOCTH YNPABJIATH TPAHCIOPTHHIMHU CPeJACTBAMM, MEXaHU3MAMH

[Tpu npuMeHeHny npenapara He0OX0IUMO YUYUTHIBATh BO3MOXKHOCTh Pa3BUTHS TOJIOBOKPYKESHUS

U CyJIOpOT.

®opma BBIILYCKA

ITo 24,4 r nopomika sl IPUrOTOBJIEHUS CYCIIEH3UHU JJIs IpUeMa BHYTpb B miactukosoM (I19BII)
(dakoHe ¢ 3aBUHYMBAIONIEHCS KPBIIIKOW, MPEJOXPaHSIONIeH OT T0CTyNna AETel U COCTOSIICH 13
BHemnHel ([IDBII) u BuyTpenneii (I1I1) gactelr ¢ mpoknaakol C MOIMMEPHBIM MOKPHITHEM, a
TaKk)Ke CHA0KEHHOM MIIACTMACCOBBIM KOJIBIIOM JUIsI KOHTPOJS MepBoro BCkpbITHs. [1o omHOMy
(1aKoHY C IJIACTUKOBON MEPHOM JIOKKOM M MHCTPYKLMEN IO IPUMEHEHHUIO B KAPTOHHOM MayKe ¢

KOHTPOJIEM TIEPBOTO BCKPBITHS HIJIM O€3 HETO.

YciaoBus xpanenust
Xpanuts npu temmnepatype He Boie 30°C.
['oTOBYIO CycreH3UI0 XpaHUTh Npu TemrnepaType He Boiiie 30 °C, He 3aMOpaKHUBaTh.

XpaHI/ITB B HCAOCTYITHOM JJIsL JIETeH MecTe.

Cpoxk rognocTu
3 rona.
['oTOBYIO CyCTIEeH3UIO UCTIOIB30BATh B TeueHUE 14 nHei.

He MPUMCHATH ITOCJIC UCTCUCHUHN CPOKA 'OJHOCTHU, YKA3aHHOTO Ha YITaKOBKE.

YcaoBust ormycka

OTnycKaroT Mo PerenTy.
Buajesnen perucTpaiMOHHOI0 y10CTOBEPEHUsI

[¢aiizep Unk., CIIA
Anpec: 235 Uct 42 Crpur, Hero-Mopk, mrar Heio-Hopk 10017, CIIA
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IIpousBoauTenn
®dapeBa AMOya3, Opanuust
Anpec: 30 DHaocTpudIb-29 pyT ne3 Dumtoctpu, 37530 Ioce-Crop Cuc, @panius

Opranuszanusi, IPUHUMAKOIIAS NPEeTeH3NH NMOTPeOuTe st
00O «Ildaitzep ManoBanuny», PO

123112, r. Mocksa, [Ipecuenckas Hao., 1. 10,

b1l «bamras nHa Habepexuoi» (bmok C)

Ten.: + 7 (495) 287-50-00

dakc: +7 (495) 287-53-00
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