NMHCTPYKUMA
1O MEJJUIITUHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA
®daykona3oa-OBL

PerucrpanuoHHbIi HOMeP:

Toprosoe HaumenoBanue: Oiykonazon-OBL

MexayHapoaHoe HEIATEHTOBAHHOE MJIM IPYNIIIMPOBOYHOE HAUMEHOBaHUe: (PIIyKOHA30JI
JlekapcTBenHasi popma: KarcyJsibl

Cocras

1 kamcyna conepKur:

Oeticmsyrowee geugecmeao. QiykoHazon — 150 mr;

ecnomozamenvHvle 6ewjecmed:; Kpaxmall KyKypy3HbIH, MOBHJIOH (TIOJMBUHWIMUPPOIUIOH
HU3KOMOJIEKYJISIPHBIN ), KaJbLUsl CTeapaT, HaTpUs JlaypuicyiabQart;

KaricyJibl TBepAble kenaTuHoBble Ne 1 [Kopmyc M Kpblllieuka Kancyisl: THTaHa auokeun (E171),
Kpacutenab cuHui nateHToBanHbli (E131), )xenatuH].

Onucanue

TBepble kenaTuHoBbIE Karcyisl Ne 1 ¢ koprycoM U Kpblieukoi roxy6oro usera. Coaepxumoe
KarcyJ1 — MOpoUIOK O€0ro WM MoYTH Oesoro 1BeTa.

dapmakoTepaneBTHYeCKasi TPYINNa. MPOTUBOIPUOKOBBIE CPEJCTBA CHCTEMHOIO JIEHCTBHUS;
IIPOM3BOJHBIE TPHUA30J1a U TETPa3oJa.

Koxn ATX: JO2ACO01

DapMaKoJIOrHyecKue CBOMCTBA

Dapmakoounamuxa

@DyKoHa30J, TPUA30JIbHOE MPOTUBOTPHUOKOBOE CPENICTBO, SBISAETCS MOLIHBIM CEJIEKTUBHBIM
MHTHOUTOPOM CHHTE3a CTEPOJIOB B KIIETKE TPUOOB.

Ero ocHOBHOW MexaHM3M JeMCTBUS 3aKiIIOYaeTcs B HMHTCHOMPOBAHMM  ONOCPETOBAHHOMN
rpuOkoBbIM  muTOXpoMoM  P450  peaknum  gemerunupoBaHus  14-anbda-naHocrepora,
SBJISIOMICHCS. KIIIOUEBBIM ATAlloM OMOCHHTE3a 3procrepoia B rpubax. Hakomnenue 14-anbga-
METHJICTEPOJIOB KOpPpEIUupyeT ¢ MOCIEAyIoleld MoTepeil aprocreposia, BXOMASIIErO0 B COCTaB
KJIETOYHOM MeMOpaHbl TPHOOB; 3TOT MPOLECC BO3ZMOKHO JIS)KUT B OCHOBE MPOTHUBOIPUOKOBOTO
neiictBus ¢aykoHaszona. IlokasaHo, yTo QuiykoHa305 OoJjiee CENEKTHUBEH IO OTHOIICHUIO K
depmenTam cemerictBa nuroxpoma P450 rpu0oB, yem 1o OTHOIICHHUIO K Pa3InYHbIM (pepMeHTaM

cemMeiicTBa nutToxpoma P450 miexkonuTarommx.



®dnykoHa3on 001amaeT BBICOKOW CHENU(UYHOCTHIO B OTHOIIEHHWU TPUOKOBBIX (HDEPMEHTOB,
3aBUCUMBIX OT IuToxpoma P450. Tepanus dpimykonazonom B 1o3e S0 Mr/cyT B TeueHue 10 28 nHein
HE BIUSET HAa KOHLEHTPAIMIO TECTOCTEPOHA B IJIa3M€ KPOBH y MYKYMH WM KOHIIEHTPAIUIO
CTEPOUJIOB Y KCHIIMH JETOPOHOTr0 Bo3pacTta. diykonazon B go3e 200—400 Mr/cyT He OKa3bIBaeT
KJIMHUYECKH 3HAYUMOIO BJIMSHUS Ha YPOBHU DJHJOTCHHBIX CTEPOMJOB W HUX PEAKIHMIO Ha
CTUMYJISIUIO aJpeHOKOPTUKOTpOonHOro ropmoHa (AKTI') y 310pOBbIX My»KUHMH-A0OPOBOJIBLIEB.
HccnenoBanust B3aMMOJCHCTBHS C AHTUIUPUHOM TIOKa3ald, YTO HHU OJHOKpPATHBIH, HU
MHOTOKPATHBIH MpueM 103 (iaykoHasona 1no 50 Mr He BIMSET Ha €r0 METa0OIU3M.
DapmaroKkuHemu4eckas/PpapmakoOUHAMU4ecKas 3a8UcCumMocms

B uccnenoBaHuAX Ha KUBOTHBIX BBISBIICHA 3aBHCHMOCTh MEXAY 3HAUYCHUSMU MHUHUMAIbHON
uHrnoupyromei konnerrpanuu (MUK) u 3 GeKTHBHOCTHIO B OTHOIICHUN YKCTIEPUMEHTAIBHBIX
MHKO30B, 00yCIIOBICHHBIX rpuOKoM poja Candida. B KTMHUYEeCKUX UCCIIECIOBAHUSIX HMEIO MECTO
npakTudecku uHeitHoe oTHomeHue 1:1 mexay AUC u no3o0ii paykonazona. CymecTByeT XOTs U
npsiMasi, HO HENoJHas B3aUMOCBS3b Mexny mnokazarenremM AUC umu 10300 U ycreurHbiM
KJIMHUYECKHMM OTBETOM KaHJW03a POTOBOW IOJIOCTH, M B MEHBIICH CTENEHH KaHAWICMHUU Ha
Tepanui. AHATOTHYHBIA METOJ JICUEHHUsI B MEHBIICH CTENEeHH MOAXOIUT JUIs JIeUeHUs] UH(DEKIHii,
BBI3BaHHBIX IITaMMaMu ¢ Beicokoit MUK ¢dirykonazomna.

Muxpobuonozus

dyKOHA30JI MPOJEMOHCTPUPOBAT MPOTHBOIPHOKOBYIO AKTHBHOCTH IN VILr0 B OTHOIICHUH
pacrpoCTpaHeHHBIX B KIMHHYECKOW mpakThke BuaoB rpubka Candida (kmrouas C. albicans,
C. parapsilosis, C. tropicalis). C. glabrata nemoHcTpHUpyeT MOHHKEHHYIO 4yBCTBHTEIBHOCTh K
¢dnykoHazomy, B TO BpeMs kak C. Krusei mMeeT MPHPOJHYIO YCTOWYHMBOCTH K BO3IACHCTBHIO
¢dnykonazona. MUK wu smuaemuonorudeckoe moporosoe 3Hadenne EUCAST (ECOFF)
dykonaszona g C. guilliermondii Beie, uem ms C. albicans. HenaBHoO nosiBUBIIMECS BUIBI
rpuOka C. auriS cpaBHUTENBHO YCTOHYMBBI K BO3JCHCTBUIO (TYKOHA30Ja. Y CTAHOBJICHA TaKKe
aKTUBHOCTH (piykoHa3oma in vitro B otHomenuun Cryptococcus neoformans u Cryptococcus gattii,
a TaKkKe MPOTHUB DHIEMHUYECKUX IUIECHEBBIX rpuOkoB Blastomyces dermatitidis, Coccidioides
immitis, Histoplasma capsulatum u Paracoccidioides brasiliensis.

[Tpu mpueme BHYTph (DIYKOHA30J MPOSBISET aKTUBHOCTh HA PA3IMYHBIX MOJAENSX TPUOKOBBIX
uHbekuuii y  JKMBOTHBIX.  IIpogemMoHCTpupoBaHa  aKTUBHOCTh  Wpemapara  Ipu
OINIOPTYHUCTHYECKMX MHKO3aX, B TOM uucie Bbi3BaHHbIX Candida spp. (Bkimroyas
TeHepaTM30BaHHBIA KaHAWI03 y JKUBOTHBIX C MOJABJICHHBIM HMMyHHUTEeTOM), Cryptococcus

neoformans (Bxitouasi BHyTpudepennsie nudekiuu), Microsporum spp. u Trichophyton spp.



VYcraHOBIEHA TaKkKe AaKTUBHOCTH (PIYyKOHA30Jla Ha MOJENSAX OSHAEMHUYECKHX MHKO30B Yy
JKHBOTHBIX, BKJIIOuYas umH(ekiuu, Bei3BanHbie Blastomyces dermatitidis, Coccidioides immitis
(BkJIrOUas BHyTpHuepenHbie nHdekun) u Histoplasma capsulatum y »kMBOTHBIX ¢ HOpMaJTbHBIM
U [10JIaBJICHHBIM UMMYHHUTETOM.

Mexanusmel pazgumus pe3aucmenmuocmu K oryKoHa3ony

Y 00b4HO BoOcmpuMMuMBBIX BHIOB Candida nambonee 4YacTo BCTpEYarOMIMiiCs MeEXaHH3M
YCTOWYHMBOCTH BKJIIOYAET LEJIeBbIe (DepMEHTHI a30JI0B, KOTOPBIE YYacTBYIOT B OHMOCHHTE3e
sprocreposia. MexaHu3M pe3uCTEeHTHOCTH CBSI3aH CO CHIKEHHON YyBCTBUTEIBHOCTHIO (hepMeHTa-
MUIIEHU K UHTHOUPYIOLIEMY BO3JEUCTBUIO (uiykoHa3ona. Toueunsle myTanuu B reHe ERG11,
KOIUpymomeM (pepMEeHT-MUILICHb, MPUBOIAT K BHUAOM3MEHEHHIO MHUIICHH U CHUKECHUIO
adduHHOCTH K a3onaM. YBenudenue skcnpeccun reHa ERG11 nmpuBoauT k mpoayKIuu BEICOKHX
KOHLIEHTPALUi (pepMEHTa-MHILICHH, YTO CO3IaeT MOTPEOHOCTh B YBEIMUYCHUU KOHLIEHTPALUH
(ryKOHa301a BO BHYTPHKJICTOYHOW JKHIKOCTH IUISi MOJABJICHHS BCEX MOJEKYJ (epMeHTa B
KJIETKE.

BTopoii 3HauMTeNbHBI MEXaHM3M PE3HCTEHTHOCTH 3aKJIIOYaeTcs B AKTHBHOM BBIBEJICHUU
¢irykoHa301a M3 BHYTPUKJIETOYHOTO IIPOCTPAHCTBA IIOCPEACTBOM aKTHUBALMU IBYX THIIOB
TPaHCIIOPTEPOB, YYACTBYIOUIMX B aKTHBHOM BBIBEJICHUH (3(QIIIOKCe) MpernapaToB U3 TpHOKOBOI
kiIeTkd. K TakuM TpaHcmopTepaM OTHOCHTCS TJIaBHBIH MOCPEIHUK, Koaupyemblii renHamu MDR
(MHO>XECTBEHHOM JIEKapCTBEHHOM YCTOWYMBOCTH), M cynepceMelcTBo ATd-cs3biBaromeit
KacceThbl TPaHCIOPTepoB, Koaupyemoe renamu CDR.

I'mnepokcnpeccuss rena MDR nmpuBOAMT K pe3UCTEHTHOCTH K (PIIyKOHA301y, B TO K€ BpEMs
runepakcnpeccusi reHoB CDR MokeT IpUBOJUTE K pE3UCTEHTHOCTH K PA3IMYHBIM a30J1aM.
PesuctentHocTh kK Candida glabrata o6sruno onocpenosana runepakcnpeccueii rera CDR, uro
NPUBOJHT K PE3UCTEHTHOCTH KO MHOTHM a30JI1aM.

Cooburanocsk o cinydasx cynepuapexiun Bugamu Candida, ormuunsivu ot C. albicans, koropsie
4acTo 00JIaJaloT TOHMKEeHHOW 4yBcTBHTENbHOCTHIO (C. glabrata) miam pe3ucTeHTHOCTBIO K
¢mykonazony (mampumep, C. krusei, C. auris). Takue wuHpeKHMH MOTYT MOTPeOOBATH
AIIbTEPHATUBHOI MTPOTUBOTPUOKOBOM TEpAITUH.

Tocpanuunvle 3HaueHUs 4YECMEUMETLHOCHU

[TorpaunyuHble 3HaueHUs YyBCTBUTENLHOCTH (cornacHo EUCAST)

OcHoBbIBasgch Ha aHanuse (hapmakokuHeTHueckux/apmakoguHamuueckux (OK/DJ]) naHHBIX,
qyBCTBUTEIBHOCTH IN Vitro u ximanueckom otBere, EUCAST-AFST (EBponeiickuii KOMUTET 110

OTIPENIEICHNIO0 YyBCTBUTEIBHOCTH MHUKPOOPTaHW3MOB K AHTHUMUKPOOHBIM IIperaparam —
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MOJKOMHUTET MO OINpENeJIeHUI0 YYBCTBUTEIHLHOCTH MHUKPOOPTaHHW3MOB K HPOTHUBOTPHUOKOBBIM
npernaparam) ONPEICeIHII I'PaHHIBI YYBCTBUTEIBLHOCTH K (uykoHasony s BugoB Candida
(moxyment «EUCAST Fluconazole rational documenty; EBporieiickuii KOMHTET 110 OIPeIeICHUIO
YYBCTBUTEJILHOCTH MHUKPOOPTraHM3MOB K AaHTUMUKPOOHBIM IpenapaTtaM — TIOIKOMHUTET IO
OTpPEICNICHUIO0 UYyBCTBUTEIBHOCTH K IPOTHUBOTPUOKOBBIM IpernapaTaMm, AOKYMEHT «Talmuiibi
MOTPAHUYHBIX 3HAYEHUH UYBCTBUTEIBHOCTH JUI HMHTeprpeTanuu 3HayeHunii MMUK»).
[Torpanuunbie 3HaueHUs ObUIM pa3felieHbl Ha HE OTHOCAIIMECS K BHUIAM, KOTOpble OBbLIU
orpezieNieHbl MPEUMYIIECTBEHHO Ha OCHOBaHUU JaHHbIX OK/D/] u He 3aBUCAT OT pacnpeesieHus
MUK A KOHKPETHBIX BUJOB, U CBSI3aHHBIE C BUAAMU, KOTOPbIE HauOOJiee YaCTO BBHI3BIBAIOT

I/IH(1)CKI_II/II/I y J'II-O,Z[Gﬁ. Syt MNOTPpaHHUYHBIC 3HAYCHUA ITPCACTABJICHLI B Ta6nnue HHMXKC.

[Ipotuso- I'paHuIIBl YyBCTBUTEIBHOCTH, KOTOPBIE 3aBUCAT OT BUA I'panuisl
rpuOKOBbIE Bo30yaurenst (U <P >) B mr/n YyBCTBUTEIIb-
npenaparsl HOCTH,

KOTOpPBIC HC

3aBUCAT oT

BI/IIIEIA
Y<P> B
MT/JT
Candida | Candida | Candida | Can- | Candida | Candida
albicans | dublinie- | glabrata | dida parapsi- | tropicalis
nsis krusei | losis
®dnykona- | 2/4 2/4 0,001/16* | — 2/4 2/4 2/4
30J1

Y — uyBCTBUTENBHBIN; P — pe3aucTeHTHBII.

A — rpaHUIBI YyBCTBUTEIHHOCTH, KOTOPBIE HE 3aBUCST OT BHIA BO30YIUTENS, OBUIN OIIpEIeNICHBI IPEUMYIIIECTBEHHO
Ha ocHoBaHNH NaHHBIX OK/DJ] n He 3aBucar ot pacupexneneans MUK koHkpeTHBIX BHIOB. OHU NpenHa3HAUYEHBI
WCKITIOUUTEIBHO ISl IPUMEHEHHUS JJIsl OPTaHU3MOB, KOTOPBIE HE UMEIOT CIIEIM(UUECKOTO MMOTPAHUYHOTO 3HAUCHHSI.
IIpoyepk — He pekoMeHJyeTCsl MPOBOJUTH HUCIBITAHUS HA YyBCTBUTEIBHOCTb, MOCKOJIBKY INAHHBIA BUJ ILUIOXO
MOJTaeTCs TEPATUH YIIOMSHYTHIM JIEKaPCTBEHHBIM IIPETIapaToM.

* Becy C. glabrata ormocurcs k 1 kateropun. MUK mporus C. glabrata cmemyer wuTepmperupoBath Kak
PE3UCTEHTHEIE, €CIH OHU NpeBbImaioT 16 mr/in. Kateropus aysctBurensHocTH (< 0,001 Mr/) mperHazHaueHa IPOCTO
JUISL TOTO, YTOOBI N30€XKaTh OMIMOOYHON KiTacCH(UKANU IITAMMOB «I» Kak IITaMMOB «S».

| — 4yBCTBUTEIIBHBIH, C TOBBIIIEHHBIM BO3JICHCTBHEM: MUKPOOPIaHU3M KJIACCU(HULUPYETCS KaK «IyBCTBUTEIBbHBIN, C
MOBBIIIEHHBIM BO3JEHCTBUEM), KOTAA CYLIECTBYET BBICOKAs BEPOSATHOCTh TEPANEBTHYECKOIO YCIEXA, IMOCKONBKY

BO3CHCTBHE areHTa YBEIHMIHBACTCS 32 CUET KOPPEKTUPOBKH pEKUMa JTO3UPOBAHMS HIIM €TI0 KOHIIEHTPAINH B MECTE
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nHpeKIuH.

Tloecpanuunvie 3nauenus uygcmeumenvHocmu coanacho kpumepusim UKJ/IC
[TorpannuHbie 3HAYCHWS YYBCTBHTEIBHOCTH K (QUIYKOHA30ily, Mpu3HaHHBbIE MHCTUTYyTOM

Knuanyeckux u Jlabopatopusix Crannapros (MKJIC), yka3aHsl B TaOIUIE HUXKE.

. . Kontposnbabie Touku MUK u kaTeropuu uHTepnipeTanuu (Mr/i)
Candida Species YyscrurenbHOCcTh (H) uJ3% PesucrentHocts (P)
C. albicans <2 4 > 8
C. glabrata® - <32 > 64
C. krusei® - - -

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

A — YYBCTBUTEIBHOCTH J0303aBHCHMAsA: TYBCTBHTEILHOCTH 3aBHCUT OT JOCTHXKECHHSA MaKCHMAIBHO BO3MOYKHOTO
YPOBHS B KPOBH. B3pOCIBIM ¢ HOPMAaJbHOM (QYHKIIHEH MOYEK U TEIOCIOKEHHEM MOTYT MOTPeOOBATHCS O3BI
(hiykoHAa30I1a, IPEBHIIIAIOININE CTAHIAPTHYIO JO3UPOBKY (6 MI/KI/JICHB).

b — B oTHOLIEHUH (hTyKOHA30J1a 3TH PEKOMEHJAIINN OCHOBAHBI Ha OOIIMPHOM OITBITE JIEYEHUS CIIM3UCTHIX 000I0YEK
W WHBa3uBHBIX MH(eKui, Bbi3BanHbpix Candida spp. Eciau uszonsat uaentudunuposan kak C. glabrata, a MUK
coctaBisteT < 32 MI/JI, CIeyeT ONpPeNeIUTh, MOAXOMUT JH (IIYKOHA30JI B KOHKPETHOM KIMHMYECKOM KOHTEKCTe. B
STOM CIlydae TAIWEHTHl JOJDKHBI TIOJydaTh MaKCHMAIBHYIO JTO3HPOBKY (uiyKoHasona. MokeT OBITh IoJe3Ha
KOHCYJIbTAIIMs CIIEIMAINCTA 110 BEIOOPY PEKUMa MaKCUMAIbHOU JI03UPOBKH.

B — npennomnaraercs, uto uzonatel C. Krusei 061a1ar0T IpupoHOM PE3UCTEHTHOCTRIO K (hIIyKOHA3011y, TIO3TOMY HUX
MUK He ciietyeT HHTEPIPETUPOBATE C HCTIOIb30BaHUEM JaHHOMN IIKAJIbL.

Ioepanuunvie 3nauenuss uyscmeumenvhocmu coenacho kpumepusim FDA (Tpebosanus FDA
CIIIA ons USPI)

Food and Drug Administration (FDA) Coenunennbix IlltaToB AMEpHKH HPUHHMACT
norpannunbie 3HaYeHus Y u P UKJIC; xoTs He mpu3HaeT TEpMUHOIOTHIO 4/[3 1 paciieHUBaeT 3TU

3HaveHus Kak «mpomexyrodnsiey (1) (https://www.fda.gov/STIC).

DapmakoKkunemuxa

dapmakokHHeTHKa (DIIyKOHa30J1a CX0/1HA TPU BHYTPUBEHHOM BBEJICHHH U IipuemMe BHYTpb. [Tocne
npremMa BHYTpb (DIIyKOHA30J1 XOPOIIO BCACHIBAETCS, €r0 KOHIIEHTPALIMH B IJIa3Me KPOBH (U 001as
O6uomoctynHocTh) mpeBblmaloT 90 % OT TakoOBBIX TNPU  BHYTPUBEHHOM  BBEJICHHH.
OnHOBpEeMEHHBIH IpUEM IHILM HE BIMSET Ha BcacbiBaHUe (piykoHa3ona. KoHueHTpays B iazme
KPOBU IPOMOPLMOHATBHA 703€ U jocTturaer Mmakcumyma (Cmax) uepes 0,5-1,5 4 mocne npuema
¢iryKoHa301a HATOIIAK, a TIEPUO/] MONyBBIBEeACHUS cocTaBisieT okoso 30 4. 90 % paBHOBecHOM
KOHIIGHTPALIUH JIOCTUTAIOTCS K 4—5-My JTHIO 1OCIie Havyasa Tepanuu (IIpxH MHOTOKPAaTHOM IpHeMe
npemnapara oJ{uH pa3 B CyTkH). MakcuMalibHasi KOHLIIEHTpalus (IyKoHa3051a B CIIOHE P ITpUeMe
KariCyJibl IOCTUTaeTcs uepes 4 yaca.

BBenenue ymapHoii 103el (B 1-i 1eHB), B ABa pa3a MpEBHIMIAONIEH O0BIYHYIO CYTOYHYIO 103y,

JeNaeT BO3MOXKHBIM AoctrxkeHne 90 % paBHOBECHOW KOHIIEHTpaluu ko 2-my naHI. O0beM
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pacnpezeneHus TpuOIMKaeTcsi K OOIIeMy COJEp>KaHUIO BOJAbI B opranusme. CBsi3bIBaHHE C
Oenkamu 1maa3mel KpoBu Hu3koe (11-12 %).

@DIIyKOHA30JI XOPOIIO MPOHUKAET BO BCE JKUIKOCTH opraHu3ma. KoHmeHnrtpamuu (iykoHaszomna
B CJIIOHE U MOKPOTE CXOJIHBI C €r0 KOHIEHTPAIUsIMHU B TUIa3Me KPOBHU. Y MalMEHTOB C TPUOKOBBIM
MEHUHTHTOM KOHIEHTpaIuu (DIyKoHa307a B CIIMHHOMO3TOBOM JKHUIKOCTH COCTAaBJISIOT OKOJIO
80 % oT ero KOHIIEHTpaIHil B IJIa3Me KPOBH.

B poroBoMm croe, smuaepmuce, AepMeé M IOTOBOM JKUIKOCTH JOCTUTAIOTCS BBICOKHE
KOHIIGHTpAIlMU, KOTOPbIE MPEBBILIAIOT CHIBOPOTOUYHBIC. DITYKOHA30JI HAKATUIMBAETCS B POTOBOM
cioe. [Ipu mpueme B 10o3e 50 Mr oauH pa3 B CyTKH KOHIEHTpanus ¢uryKkoHaszoia uepes 12 mHei
cocTaBisieT 73 MKI/T, a yepe3 7 MHEH mociie MpeKkpaleHus jJeueHus: — Toiabko 5,8 Mkr/r. Ilpu
npuUMeHEeHUH B f03e 150 Mr oMH pa3 B HEEI0 KOHIEHTpalus (hIyKoHa30/1a B POTOBOM CJI0€ Ha
7-1 neHb coctaBisieT 23,4 MKI/T, a yepe3 7 AHEH mocie mpruemMa BTOpoi 103kl — 7,1 MKI/T.
Konnentpanus ¢aykoHazona B HOI'TAX Mocie 4-MecssyHoro npuMeHeHus B 1o3e 150 mMr oquH pas
B HeJleNo cocTaBiisieT 4,05 MKI/T B 340pOBbIX U 1,8 MKI/T B MOpa)keHHBIX HOT'TAX; 4yepe3 6 MecsIeB
nocJie 3aBepIleHus Tepanuu (IyKoHA30I MO-TPeKHEMY ONpeAeNseTcs] B HOITSX.

[Ipemapat BBIBOAUTCS B OCHOBHOM Noukamu;, mpumepHo 80 % BBeIEHHOI 1036l 0OHAPYKUBAETCS
B MOu€ B HEeM3MeHeHHOM BHjie. KimupeHe (haykoHas3o1a npornopiuroHaieH KIMPeHcy KpeaTuHUHA.
[upkynupytroiue MeTaboIUuThl He 00HAPYKEHBI.

JlnutenpHBIA TIEpHOJ TOTYBBIBEACHHS M3 IJIa3Mbl KPOBU MO3BOJISIET MPUHUMATH (IIYKOHA30II
OJIHOKPATHO TIPH BarMHAJbHOM KaHIMJI03€ W OJHMH pa3 B CYTKH WM OJHWH pa3 B HENETIO0 — MpH
JIPYTUX MOKa3aHUSIX.

B xone uccnenoBanust papMakOKMHETHKH ¢ ydacTheMm 10 KEHIIMH, BPEMEHHO WJIU MOJIHOCTHIO
MPEKPATUBIIUX KOPMIIEHUE TPY/IbIO, OLICHUBAIIU KOHIIEHTPAIHIO (JIIyKOHA30J1a B TUIa3Me KPOBU U
TPYIHOM MOJIOKE B TedueHHe 48 4yacoB mociie OJHOKpaTHoro mpuema 150 mr duykoHazona.
@dnykoHa30s1 ObLT OOHAPYKEH B TPYTHOM MOJIOKE B CpeJHEH KOHIICHTpAIMH, COCTABIISIOIICH
npuom3uTeNnbHO 98 % OT KOHIEHTparuu (ayKkoHa3zona B Iia3Me KpoBu matepu. Cpemsss
MAKOBAsi KOHIICHTPAIIHsI COCTaBIsIa 2,61 MT/J1 IO UCTEYSHHH 5,2 9acoB TOCIIE MpUeMa Ipernapara.

DapMaKOKMHETHKA Y HOKUJIBIX HAIIMCHTOB

bbuto ycraHOBIIEHO, YTO MPHU OJHOKPATHOM NMpPUMEHEHHH (pirykoHas3oja B 103e 50 Mr BHYTpPb y
MNOXXWIBIX MAallMEHTOB B Bo3pacTe 65 JIeT M crapliie, HEKOTOpble M3 KOTOPHIX OJHOBPEMEHHO
OpUHUMAIHU TUYpeTUKU, Cmax JOCTUTanack uepes 1,3 4 mocne npuema u cocrasisiia 1,54 Mxr/mi,
cpennue 3HaueHuss AUC — 76,4 £ 20,3 MKr-4/mi1, a CpeTHUNA TIEPHOJT TIOTyBhIBeACHUS — 46,2 .

3HadYeHUs 3TUX (l)apMaKOKI/IHeTI/ILIeCKI/IX mapaMETpoOB BBEIIIC, YEM Y MOJOABIX IMAIKMCHTOB, 4YTO,



BEPOSITHO, CBSI3aHO C MOHKEHHOHN MOYeUHON (DYHKIIMEH, XapaKTepHOH IS TIO’KUIIOTO BO3pacTa.

OnHOBpEeMEHHBIH PHEM AUYPETUKOB HE BbI3bIBaNI BhIpakeHHOro n3MeHeHns AUC 1 Crmax.

Knupenc kpeatuauna (74 mi/MuH), TpoIeHT (pIyKoHa30J1a, BBIBOJIUMOIO TOYKaMHU B HEU3MEHHOM

Buge (0-24 u, 22 %), u moucunslii KiaupeHc (aykonazona (0,124 MI/MUH/KT) y MOKHIBIX

ManuEHTOB HUXKE IO CPAaBHECHUIO C MOJIOABIMH.

IHoka3anusi K NpUMeHEeHUI0

Ilpenapam ®@nyxonazon-OBL nokasan npu credylowux epudKosvix uHgexyusx (cm. pazoen

«DapmMaxkoOuHamura).

DiryKOHA301 ITOKA3aH JUId JICUSHHUS CISAYIOMMX 3a00JI€BaHUIN Y B3POCJBIX!

OCTPbI W PEUUAMBUPYIOIIMM BarMHaJIbHBIA KaHAMI03, KOTrJa MECTHas Tepanusi He
MIPUMEHUMA;

KaH/IMJI03HBIN OaJIaHUT, KOTIa MECTHAs Teparus He MPUMEHHUMA;

JIEPMAaTOMHKO3bI, B TOM YHUCIIC IePMATO(DUTHS CTOI, IepPMATOPUTHS TYJIOBUIIA, TAXOBAs
JIepMaToOPUTHS, Pa3HOIIBETHBIN JUIIANH U KOXHBIA KaHIUI03, KOT/Ia IOKa3aHO CHCTEMHOE
JICYCHHUE;

nepMatopuTHs HOrTeH (OHMXOMMKO3), KOTJa JIeYeHHE [APYTUMHU I[pernapaTaMu He

IPUEMJIIEMO.

DiryKOHA30 ITOKA3aH JJIs HDOd)I/IJ'IaKTI/IKI/I CIICAYIOMINX 3a00J1CBaHUM Y B3POCJIbBIX!

AJIL CHUKCHUA YaCTOThI PCHUJIMBOB BAIr'MHAJIBHOT'O KaHAWI03a (4 uim Oolee OIIHU30/J0B B

roj).

IIporuBonokasanus:

MOBBIINIEHHAS] YYBCTBUTEIBHOCTH K (PITyKOHA30ITy, IPYTMM KOMITOHEHTaM TpenapaTa Win
a30JIbHBIM BEIIECTBAM CO CXOJIHOM (PIIyKOHA30Jly CTPYKTYpPOI;

OJTHOBPEMEHHBIH IpueM TeppeHaiuHa BO BpeMsl MHOTOKPAaTHOIO MpPHUMEHEHUS
¢dykonazona B no3e 400 mr/cyt u Gornee (cMm. pasgen «BzaumopelicTBue ¢ IpyruMu
JIeKapCTBEHHBIMHU IIperapaTaMm»);

OJTHOBPEMEHHOE TIPUMEHEHHE C TMperaparaMu, yBeluunBatommMmu wHTEpBan QT m
MeTaboH3upyOMMMICS ¢ TTomonibio m3odepmenta CYP 3A4, TakuMu Kak ITU3anpH/I,
aCTEeMH30J1, SPUTPOMUIINH, TMMO3UI, XUHUAKH (CM. pa3zien «B3aumoseiicTBue ¢ Apyrumu
JIeKapCTBEHHBIMHU IIperapaTaMm»);

JEeTCKHid Bo3pacT 1o 18 set (1t JaHHOM JeKapCTBEeHHOH (opMBI);

novevHasi HeZI0CTaTOYHOCTh (Kiaupenc kpeatnnuna (KK) < 50 mu/muH).

C 0CTOpPOXKHOCTBHIO:

NECYCHOYHAasA HEAOCTATOYHOCTD,



— mnoveuyHas Hegocrarounocts (KK > 50 mi/mun);

— TIOSIBJICHHME CHINM Ha (OHE MPUMEHEHHs (pIyKoHa30ja y MAalMEHTOB C MOBEPXHOCTHOM
rpuOKOBOI MH(DEKINEH 1 NTHBA3UBHBIMHU/CHCTEMHBIMH IPUOKOBBIMH HH(DEKIUSIMH;

— OJHOBpPEMEHHOE IIpUMEHEeHue TeppeHa uHa u GurykoHasosa B 103e MeHee 400 mMr/cyT;

— TOTEHUMAJIbHO IPOAPUTMUYECKHUE COCTOSHUS Yy IALUEHTOB C MHOKECTBEHHBIMU
(dakTopamMu pucka (opraHudeckue 3ab0JIeBaHUS Cep/la, HAPYLIEHUS SJIEKTPOJIUTHOIO
OanmaHca © CIOCOOCTBYIOIIAsh pa3BUTHIO MOJOOHBIX HAPYLIEHUH COIyTCTBYIOIIAs
Tepanus).

IIpumeHenne npu 6epeMEHHOCTH M B IEPUO/L TPYAHOI0 BCKAPMJIUBAHUS

AJIeKBaTHBIX M KOHTPOJMPYEMBIX MCCIEJOBAHUN NpUMEHEHUs (UIyKOoHa301a y OepeMEeHHbIX
KEHILUH He MPOBOAMIIOCH.

Bo Bpemsi OGepeMeHHOCTH NpUMEHEHHUs (IyKoHa3ojla cleayeT u30eraTh, 3a HCKIIOUEHHEM
CIly4aeB TSDKENBIX W TOTEHIMAIBHO YIPOXKAIOMIMX JKU3HM TPUOKOBBIX HH(EKIMHA, KOoraa
o’Ku/1aeMast 1oJib3a JEUSHUs U1 MaTepH MPEBBIIIAET BOZMOXKHBIA PUCK VIS TUIOA.

Heobxonumo paccmoTpers 3¢ (eKTUBHBIE METObl KOHTPALEHIMU Y >KEHIIUH IETOPOIHOTO
BO3pAcTa B TEUCHHE BCETO MIEPHO/1a JICUSHHSI ¥ MPHOIM3UTEIBHO B TeUEHUE Heenu (5—6 nepruo1oB
MOJIYBBIBEJICHUSI)  TIOCJI€  TPUHATHS  TOCIAEAHEW  103bl  mpemapara  (cM.  pasjaen
«DapMaKOKUHETHKA).

Coob1manocs 0 ciayyasx caMOINPOU3BOJIBHOTO abopTa M Pa3BUTHUS BPOXKICHHBIX aHOMAIMH Yy
MJIJICHLIEB, YbM MaTepH Mojydyanu (iaykoHa3zonl B go3e 150 Mr oJHOKpAaTHO MM MOBTOPHO B
epBOM TpuMecTpe 6epeMeHHOCTH. ONHCcaHbl Clly4au MHOXKECTBEHHBIX BPOXKIEHHBIX TIOPOKOB Y
HOBOPOXKJICHHBIX, MaTepH KOTOPHIX Ha TPOTSHKCHWW OOJNBIIEH YacTH WM BCETO IEPBOTO
TpUMECTpa MOJIydald Tepanuio (IykoHa3ojdoM B BbicOkoi no3e (400-800 wmr/cyt). beuam
OTMEUEHBI CIIEAYIOIINE HAapyIIEHUsl pa3BUTHs: Opaxuiedanus, HapylUIeHUE Pa3BUTHs JUIEBOU
YacTH depena, HapylleHue (OpMUpPOBaHMS CBOJa 4epena, BOJYbS MAacTh, HCKPUBJICHUE
OeIpeHHBIX KOCTEW, MCTOHYEHHE U YAJIUHEHuEe pedep, apTpOrpuIio3 W BPOXKAECHHBIE MOPOKU
cepAaua.

@nykoHa30J1 0OHAPYKUBAETCS B TPYJHOM MOJIOKE B KOHIEHTpPALUAX, OJU3KUX K IMIa3MEHHBIM
(cM. pazgen «®DapmakokuHeTHKa»). [lepuon momyBbIBeeHUs MpenapaTa U3 TPYIHOIO MOJIOKA
NpUOJIM3UTENIBHO PaBeH Nepuoy MoMyBbIBeieHUs U3 m1a3Mbl — 30 yacos. [Ipennonaraemas no3a
¢diykoHazona, TmorjomaemMas MIAJCHLIEM (C Y4YeToM TOro, YTO CpeJHEee KOJIMYECTBO
noTpedseMoro MoJjioka coctasiisger 150 MII/KT eXeTHEBHO) U pacCUUTaHHasi B COOTBETCTBUU CO
CpeaHel MMKOBOM KOHIIEHTpAlMEeH Mpernapara B rpyAHOM MoJIOKe, coctaniser 0,39 MI/Kr B JeHb,

4T0 NpUOIM3UTENbHO paBHO 40 % peKOMEHJIO0BAaHHON HEOHATANBbHOM J03bI (M1 JAeTeil Miajiie



2 Henenb) w13 % peKOMEHIOBAaHHOW MIIAJACHYECKOW 03Bl TPHU JICUEHUH KaHIUA03a
CIIM3UCTBIX.

KopwmiieHue Tpynbpi0 MOXHO MPOJOJDKUTH TOCTE TMpHUeMa OJHOKPATHON 103bl (hIyKOHA301a B
150 mr. He pexomeHIyeTcsi KOPMHUTb TPYyJbl0 IOCIE MHOTOKPAaTHOTO IMpUeMa WM IpHeMa
BBICOKOH /103bI (pirykoHazona. [Ipu npuHsATHH pelieHus: 0 Ha3HaueHUU npenapara OaykoHa3on-
OBL Ha ¢oHEe rpyqHOro BCKapMIIUBaHUS CIEIyeT MPUHUMATh BO BHUMAHHE CIEAYIONIHE
(bakTOphI: MOIB3Y TPYAHOTO BCKAPMIIMBAHHUSI JUTSI 3JI0POBbSI U PA3BUTHUS MIIAJCHIIA COBMECTHO C
KJIMHUYECKUMH TOKa3aHUsMH JJis1 HazHadeHus npenapara Pnykonazon-OBL u BO3MOXKHOCTB
pa3BUTUSA JIOOBIX MOTEHLUMATBHBIX MOOOYHBIX dS(PPEeKTOB y MIIaJAeHIla WU BIHUSIHUE
COITYTCTBYIOIIIEH IATOJIOTUU MaTE€pH Ha 3/10pOBbE MIIAJICHIA.

Cnocod npuMeHeHHs U 103bl

BuyTps. Karcynbl mporiateiBaloT HETUKOM.

[lepen nepBbIM MIPUMEHEHUEM MAIIMEHTHI TOJKHBI TPOKOHCYIBTUPOBATHCSA CO CBOUM BPAYOM.
Tepanuio MOXHO HayWHATH 1O TMOJYYEHHUS PE3yJIbTAaTOB IMOCEBA U JPYTUX JIabOpaTOPHBIX
UCCIJIEJOBaHUI. OnmHako  TPOTHBOTPHOKOBYIO  TEpalui0  HEOOXOAMMO  HM3MEHHTh
COOTBETCTBYIOIIKUM 00pa3oM, KOT/ia Pe3yJIbTaThl STUX UCCIECOBAHHUI CTAaHYT NU3BECTHBIMHU.

[Tpu nmepeBojie MalKeHTa ¢ BHYTPUBEHHOTO HA MEPOPANbHBIN MpHEM IMpernapaTa uid Hao0opoT,
W3MEHEHUSI CYyTOYHOM J103bI HE TpeOyeTcs.

Cyrounas no3a mpemnapara ®mykona3on-OBL 3aBuCHUT OT xapakTepa M TSHKECTH TPUOKOBOU
uHpekuuu. [Ipu mHPpeEKuAx, TpeOyIMX MOBTOPHOTO NpHUeMa MpernapaTa, JIeYeHHE CIeayeT
NPOJOHKATh 10 MCUYE3HOBEHUS KIMHUYECKUX WIM JaOOpaTOpHBIX MPU3HAKOB aKTUBHOMN
rpuOKOBOI HH(DEKITNH.

[IpuMeHeHre vy B3POCIBIX

Ilpu cenumanvrom KaHouoose

[Ipy ocTpoM BarMHaJIbHOM KaHAMIO03€, KaHIUAO3HOM OalaHuTe mpenapar MPUMEHSIOT
OJTHOKPATHO BHYTPB B 703€ 150 Mr. /[y CHUKEHUS 4aCTOTHI pELUINBOB BarHHAIBHOTO KaH/IM1032
IpernapaT MOXHO MPUMEHSTH B 103¢€ 150 Mr yepes kaxk/iple TpH IHSA — Bcero 3 1036l (B 1-if, 4-ii u
7-i1 neHp), 3aTeM nojanepkuBaromas go3a 150 mr onuH pas B Hezpenmo. [logaepxkuBaronyio 103y
MO’KHO IIPUMEHSATH BIUIOTH 10 6 MECSIIEB.

IIpu oepmamomukose

[Tpu vHQEKIUAX KOXKH, BKJIIOYas JEPMaTOPUTHIO CTOIM, AepMATO(UTHIO TYJIOBHUINA, MaXOBYIO
nepMaTo(UTHIO U IIPU KaHIUA03HBIX HH(DEKLUAX, peKOMEHyeMas 103a coctanisieT 150 Mr oquH
pa3 B Henmemo. /UIMTENbHOCTh TEpamuu OOBIYHO COCTaBISET 2—4 HEAENH, MPH MUKO3aX CTOI

MOKET IMOTPeOOBaThCs OOJIee NTUTEIbHAS TEpanus 10 6 Helelb.



[Ipu pasHOUBETHOM JMIlIae pekoMeHayemas no3a cocrabisier 300 Mr oIuH pa3 B HEACHIIO B
TeueHue 1-3 Henmens.

Ilpu onuxomuxose

Pexomennyemas no3a cocrasisier 150 mr onuH pa3 B Heaento. Jledenue ciieryer npoaoiKarh 10
3aMelIeHus HWHQPUIMPOBAHHOTO HOTTA (BbIpacTaHus HEWHPUIMpPOBAHHOTO HoOrTs). Jlms
MOBTOPHOTO POCTa HOTTEH Ha Majbllax PyK M CTON OOBIYHO TpeOyercs 3—6 mec u 6—12 mec
COOTBETCTBEHHO. OJIHAKO CKOPOCTh POCTa MOKET BapbHPOBATh B IMIMPOKHUX MpeesiaX y pa3sHbIX
JIOJIeH, a TaKXKe B 3aBHCHMOCTH OT Bo3pacTa. llocie ycrmemrHoro Je4eHus IUTEIBHO
COXPaHSBIIUXCS XPOHUUYECKUX WH(EKIINI HHOT1a HAOII0JaeTCsl M3MEHEHUE (POPMBI HOTTEH.

Oco0Bble IPVIIILI TAIUEHTOB

THayuenmsr nodxcunozo 6ospacma

[Tpu oTCyTCTBHM MPU3HAKOB OYEHYHON HEAOCTATOYHOCTH Mpenapar NPUMEHSIOT B OOBIYHOM /103€.
[TaruenTam ¢ nmoueynoit HepoctaToyHOCThIO (KK < 50 Mn/Mun) npenapat npoTHUBOMOKA3aH.
ITob6o4uHoe neiicTBHE

[TepenocumocTs npenapara 0OBIYHO OYEHD XOPOIIIAs.

Coo0m1anock 0 ciry4asx JeKapcTBEHHON PeaKIiu ¢ S03UHO(MINEH U CHCTEMHBIMH CUMIITOMaMH
(DRESS-cunapoM) B CBs3U € jiedeHueM GuryKoHa30510M (cM. paszen «Ocolbie yKazaHHs»).
YacTtora mo6ouyHBIX 2P (HEKTOB Ompenensigach B COOTBETCTBUM C Kiaccudukarmeit BeemupHoit
OpraHu3aIy 37paBOOXpaHEeHHs: oueHb yacTo (= 1/10); wacto (> 1/100, Ho < 1/10); HEewacTo
(= 1/1000, o < 1/100); peaxo (= 1/10000, Ho < 1/1000); ouens peaxo (< 1/10000); wactoTta
HEU3BECTHA (HEBO3MOKHO OIIPEICIUTh HA OCHOBAaHUU UMEIOIUXCS JAHHBIX).

B xnnHHMYeCKUX ¥ OCTMapKETUHTOBBIX (*) Mccaen0BaHusAX (IIyKOHA30J1a OTMEYaIU CIIEIYyIOIIne
100OYHbIE peaKuu:

Co cmopoHbl HepsHOU cucmemsl: 4acmo — TOJOBHasg OOIb; Heyacmo — TOIOBOKpYXKEHHE™,
CyJoporu*, u3sMeHeHue BKyca*, mapecresus, 0€CCOHHUIIA, COHIUBOCTb; peOKO — TPEMOD.

Co cmoponbsl nuujesapumenbHoll cucmemvl. 4acmo — 007b B )KUBOTE, AHapesi, TOITHOTA, pBOTa™;
Heuacmo — METEOPU3M, TUCTIETICUS ™, CYXOCTh CITM3UCTON 000JIOYKH MOJIOCTH PTa, 3a1mop.

Co cmopoHbl eenamobuIuapHol cucmemsl: Yacmo — TOBBIIIEHUE CHIBOPOTOYHON aKTUBHOCTHU
amuHOTpaHcdepas (amannHamuHoTpaHncdepassl (AJIT) u acnapraramunoTrpancdepassl (ACT)),
mieoyHoi  ¢ocdaraspl, Heuacmo — Xonecta3, KeNTyxa¥, TIOBBINICHWE KOHIEHTPAIHN
OmnmupyOWHa; pedko — TENaTOTOKCHYHOCTh, B HEKOTOPBIX CIydasX C JIETaJbHBIM HCXOJIOM,
HapyueHne (QyHKIMU NeueHn™, renaTuT™, renaTole/UTIoNspHbIM HEKpo3™®, remnaToleIonspHoe
MOBPEXICHHE.

Co cmopoHbl KOJCHBIX NOKPOBO8: 4ACMO — CHINb, Heuacmo — KOXHBIA 3yJ, KpaluBHUIIA,

MOBBIIICHHOE MMOTOOTAEJICHHE, JICKAPCTBEHHAS ChIMb (BKIIIOYAsi CTOMKYIO JIEKAPCTBEHHYIO CHIIIb);
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peoko — 3KcoNuaTUBHBIE MOpakeHUs1 Koku™*, BkiItodas cuuapom CrtuBeHca — J[KoHcoHa U
TOKCHUYECKMH DIUACPMAIBHBIA HEKPOJIM3, OCTPbIA TI'€HEPAIU30BAHHBIM DK3aHTEMAaTO3HBIN
MyCTyJie3, OTEK JINIA, aJIONIELUS *; yacmoma Heuszgecmua — IeKapCTBEHHAs ChINb C 03UHO(HINEH
u cucteMHoi cumnromatukor (DRESS-cunapom).

Co cmoponvl opeano8 KposemeopeHus u IUMpamuyeckol cucmemuvl™: peoko — JIEHKONEHUS,
BKITIOYasi HEUTPOTICHHUIO U arpaHyJIOIUTO3, TPOMOOIIUTOIICHHSI, AaHEMUSI.

Co cmoponbvl ummyHHoU cucmemsl *: anapuakcus (BKIIOYasi aHTHOHEBPOTHYECKHUH OTEK).

Co cmopoHwvl cepoeyno-cocyoucmotl cucmemst™: peoxko — yBenudenne narepasa QT Ha DK,
aApUTMUS KETyJI0YKOBasi TAXMCUCTOIUYECKas Thia «mupyst» (torsade de pointes) (cm. pasaen
«Ocobble yKazaHUsm).

Co cmoponbl 0obmeHa eewecms™: pedko — TIOBBIINICHHE KOHIIEHTPAIMU XOJECTepUHA U
TPUTIHUILIEPUIOB B IJIa3Me€ KPOBH, THIIOKATUEMHUSI.

Co cmopoHbl onopHo-08u2amenbHo20 annapama: He4acmo — MAAITHSL.

Ilpouue: neuacmo — c1aboOCTh, ACTCHUSI, IOBBIIICHHAS YyTOMIIIEMOCTb, JINXOPA/IKa, BEPTHUTO.

Y HEKOTOPBIX MAIMEHTOB, 0OCOOCHHO C Cephe3HBIMU 3a00sieBaHusIMU, TakuMu Kak CITNU ] nnu pak,
pu JIeYeHUH (PIyKOHA30JI0OM U CXOJHBIMHU MpenapaTaMu HabI0Januch U3MEHEHUS TToKa3aTenen
KpoBH, (DYHKIMU MOYEeK U medeHu (cM. pasznen «OcoOble ykazaHUS»), OJHAKO KIMHUYECKOE
3HAUCHUE ITUX U3MCHEHHUH U UX CBS3b C JICYCHUEM HE YCTAaHOBIICHBI.

Ilepeno3supoBka

Hmerotcs cooOrieHust o mepeo3upoBke GprykoHa3omna, ¥ B OJHOM ciydae y 42-eTHEero naiueHTa,
WH(OUIIMPOBAHHOTO BHUPYCOM HUMMYHOAEHIMTA YeloBeka, mocie mpuema 8200 mr mpemapata
MOSIBUJIMCH TAJUTIONMHAIIIY U TTapaHOUIATIbHOE MToBeIeHue. [[anneHT OB TOCTUTAIM3HPOBAH; €TI0
COCTOSTHUE HOPMAaJIM30BaJoCh B TeUeHHE 48 4acoB.

B cnyuae nepeno3upoBku afiekBaTHBINA 3((HEKT MOXKET 1aTh CUMITOMATUYECKOE JIeYeHHE (B TOM
qrclie TOACPKUBAIOIIIE MEPhI U TIPOMBIBAHUE KEITYAKA).

@DI1yKOHA30JT BEIBOJUTCS B OCHOBHOM 4epe3 IMTOYKH, T03TOMY (hOPCHPOBAHHBIN TUYype3, BEPOSTHO,
MOJKET YCKOPHTH BBIBeJIeHHE mpernapara. CeaHC TeMoJualii3a JJIUTEIBHOCTBIO 3 9 CHIDKAeT
KOHIIEHTpalrio (hIyKoHa30ja B Iia3Me KpoBH nmpumMepHo Ha 50 %.

B3aumoseiicTBHe ¢ APYruMH JIeKAPCTBEHHBIMHU NMpenapaTamMmu

Oonoepemennoe  npumenenue  ¢haykonazona  co  cleOylOWUMU  Rpenapamamu
HPOMUBONOKA3ZAHO:

[[u3ampua: mnpu OJHOBpEMEHHOM TMpPUMEHEHHH (PIyKOoHAa307la H LHU3aNpUAa BO3MOXKHBI
HEKeNaTeNIbHbIE  PEaKIMu CO CTOPOHBI  Cepana, B T.4. AapPUTMHUS  JKEIYJOYKOBas

TaXHCUCTONNYECKas Thma «mupydT» (torsade de pointes). ITpumenenne (aykoHaszona B 03¢
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200 mr 1 pa3 B cyTku W nu3anpuaa B go3e 20 mr 4 pa3za B CyTKH HNPUBOIAUT K BBIPAKEHHOMY
YBEJIMYEHUIO TUIA3MEHHBIX KOHIICHTpaLui nu3anpuaa u ysenuuenuto narepsaiga QT na OKIT.
OpnHOBpeMEHHOE MPUMEHEHHUE IU3anpua U (IyKOHa3051a MPOTHBOMOKA3aHO.

Tepdenanuu: npu OJHOBPEMEHHOM MPUMEHEHUU a30JbHBIX MPOTUBOIPUOKOBBIX CPEACTB U
TeppeHaiHa BO3MOKHO BO3HUKHOBEHHE CEPbE3HBIX apUTMUNA B pe3yJbTaTe YBEIMYEHUs
untepBasia QT. [Ipu npumenenun ¢rykonaszona B 1o3e 200 Mr/cyT yBenuuenus nuarepsaina QT He
YCTaHOBJICHO, OJHAKO, MpuUMeHeHue ¢uaykoHazona B no3ax 400 Mr/cyT W BBIIIE BBI3BIBACT
3HAYUTENIbHOE YBEIMYEHHE KOHIIEHTpaluu TepdeHaauHa B IUiazMe KpoBu. OJHOBpEeMEHHOE
npuMmeHenue (aykonaszona B go3ax 400 mr/cyt u Oonee ¢ TepeHaTuHOM MPOTHBOIIOKA3AHO
(cm. paznmen «[IporuBomokasanus»). Jleuenne Quykonasomom B ngo3ax menee 400 Mmr/cyt B
COUYETaHUH ¢ TepPEHATUHOM CIEAYET MPOBOIUTH MO TIIATEIBHBIM KOHTPOJIEM.

ACTeMH30J1: OJHOBPEMEHHOE IPHUMEHEHHE (IyKOHA30Jla C aCTEeMHU30JIOM WIH APYyTUMH
npenapaTtamM, MeTa0OoJIM3M KOTOPBIX OCYIIECTBISIETCS cHcTeMod muroxpoma P450, moxer
COTPOBOXKAATHCS MOBBIIICHUEM CBHIBOPOTOYHBIX KOHIIEHTpAluil 3TUX cpeAcTB. [loBbilieHHBIC
KOHIIEHTPAIlMU aCTEeMH30JIa B IJIa3Me KPOBU MOTYT MPUBOAMTH K yIIHMHEHHUIO nHTepBaia QT u B
HEKOTOPBIX CIy4asX K pPa3BUTHIO APUTMUU KEITyTOYKOBOW TAXMUCHCTOINYECKON THUIA «ITAPYIT»
(torsade de pointes). OpnHOBpeMeHHOE TPUMCHEHHE acTeMH30ja M (pIyKoHa3oJa
IPOTHBOIIOKA3aHO.

[TMMO3UA: HECMOTPS HA TO, YTO HE MPOBOUIOCH COOTBETCTBYIOIIMX MCCICIOBAHUH IN VItro wiu
IN ViV, 0THOBpEMEHHOE MpUMeHeHNe (DITyKOHA3071a M MMMO3HUIa MOYKET IIPHUBONUTH K YTHETCHHUIO
MeTaboaM3Ma MMMOo3Ku1a. B CBOIO ouepe/h MOBBIIICHNE TUIA3MEHHBIX KOHIICHTPALUH MTMMO3HU/1a
MOYKET MPUBOJIUTH K y/UIMHEHHUIO UHTepBasa QT U B HEKOTOPBIX CIydasx K Pa3BUTHUIO apUTMHU
KETyTOYKOBOM TaXMCHUCTOJIMYECKONW Tuma «mupy T» (torsade de pointes). OmHoBpeMeHHOE
NpUMEHEeHHEe TMMO3UAa U (IIyKOHA30J1a TPOTHBOIIOKA3aHO.

XWHU/MH: HECMOTPS Ha TO, YTO HE MPOBOAMIOCH COOTBETCTBYIOIIUX MUCCICIOBaHMIA iN VItro wim
in VIVO, oHOBpeMEHHOE NMpUMEHEHHE (UIyKOHA30J1a ¥ XMHUAWHA MOXET TaKXKe MPUBOIHUTH K
YTHETEHUIO MeTaboIM3Ma XUHUIHA. [[puMeHenne XMHUMHA CBSA3aHO C YAJTMHEHUEM UHTEpBaja
QT u B HEKOTOPHIX CIyYasxX C Pa3BUTHEM APUTMUU JKEITyTOYKOBOW TaXMCHUCTOJIMYECKOW THIIA
«mupyst» (torsade de pointes). OmHOBpeMeHHOE NPUMEHEHHWE XWHHIMHA W (IIyKOHA30Ja
POTHBOIIOKA3aHO.

OPUTPOMHIIYH: OIHOBPCMCHHOC IMNPUMCHCHHC (bJ'IYKOHaSOJIa U 3pUTpOMHUIIMHA MOTCHIUAJIBLHO

NPUBOJUT K MOBBIIICHHOMY PHCKY Pa3BUTHS KapAHOTOKCHYHOCTH (ymimHeHHe wHTepBana QT,
torsade de pointes) u BcieacTBHE 3TOr0 BHE3AMHON cepaeuHoit cMeptu. OIHOBPEMEHHOE

npruMeHeHne (IIyKOHa30J1a M SPUTPOMUIIMHA TPOTUBOIIOKA3aHO.
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Cnedyem coonwooams 0CMOPOHCHOCMb UNU U30e2amb 00HOBPEMEHHO20 NPUMEHEHUA C
dykonazonom:

AMHOIApOH: MPUMEHEHHE aMHOJapOHa aCCOLMHUPOBANIOCH € yIIMHeHHeM uHTepBana QT.
Cnenyer coOnoaTh OCTOPOKHOCTH IPU OJHOBPEMEHHOM NpPUMEHEHUU (GIyKOHA30lMa U
aMHOJIapoHa, B 0COOEHHOCTH IPH MPpUEME BBICOKOM 103bI (hirykoHasoma (800 mr).

JleMOOpEeKCaHT: OAHOBPEMEHHOE NpPHUMEHEHHE (UIYKOHA30JIa MPUBOIUT K YBETUYCHHIO Cmax H

AUC nembopekcanTta npumMepHo B 1,6 1 4,2 pa3a COOTBETCTBEHHO, YTO, KaK 0XKHUIACTCS, IPUBEACT
K YBCIMYCHHIO pHUCKa IMOOOYHBIX pEaKIWi, TaKUX Kak COHJIMBOCTh. Cremyer wu3berarthb
OJTHOBPEMEHHOTO MTPUMEHEeHHsI (DIIyKOHa30J1a U JIeMOOPEKCaHTa.

Cnedyem coonwooams OCHOPONCHOCHb U  603MONCHO KOPPEKMUPOGAMb 003bl NpU
00HOBPEMEHHOM NPUMEHEHUU CTIeOYIOUiUX NPenapamos u hiykonazona:

Hpenapambl, GAUAIOWUE HA (bﬂVKOHCL?O/Z.’

I'mapoxyiopoTHa3umd; MHOI'OKpAaTHOC IMNPHUMCHCHHUC THUAPOXJIOpOTHA3nIa OJHOBPEMCHHO C

(IIyKOHA30J10M MPUBOINT K YBETMUEHHUIO KOHIIEHTpanuu (uryKoHasoua B miazme kposu Ha 40 %.
O¢ddexkr Takol cTeneHW BBIPAKEHHOCTH HE TpeOyeT HM3MEHEHHUS peXuMa JO3MPOBAHUS
¢I1yKoHa301a y MalMeHTOB, NOIYYaoIUX OJHOBPEMEHHO INYPETUKH, OJHAKO Bpauy CleAyeT 3TO
YUUTBIBATb.

Pudamnunub: ogHOBpeMEHHOE MNpUMEHEHHe QuIyKoHa3oia U pudaMIuiuHa TPUBOIUT K
camkenno AUC Ha 25 % W [UTMTENTsHOCTH TIepro/ia MOTyBhIBeAcHHS (rykoHazomna Ha 20 %. Y
NAallMEeHTOB, OJHOBPEMEHHO MPUHUMAIOUIMX  pUPAMIULIUH, HEOOXOIUMO  YYHUTHIBATh
11eJ1ec000pa3HOCTh YBEIUYEHUS 035l (PIyKOHA301a.

Ipenapamul, na komopbsie srusem (ﬁ]lVKOHCL?OJZ.‘

@1yKoHa30J1 ABISETCSl YMEPEHHbIM UHruouTopoM n3zopepmentoB 2C9 u 3A4 uuroxpoma P450
(CYP). ®nykoHazon Takxke sBisgercss MHruoutopoM unzogpepmenta CYP2C19. Kpome Toro,
IOMUMO TEPEUYMCICHHBIX Janee 3(PQeKToB, CyIIEeCTBYET PHUCK IMOBBIIICHHS B IUIa3Me KPOBU
KOHIIGHTPAallMd W JIPYTHX JICKApPCTBEHHBIX CPEJICTB, METaOOIM3UPYEMBIX H30(QepMEeHTaMU
CYP2C9, CYP2C19, CYP3A4, nipu 0JHOBpEMEHHOM IIPUMEHEHUH ¢ QIIyKOHA30JIOM. B cBsi3H ¢
TUM CJIeAyeT COOJI0AATh OCTOPOXKHOCTH MPH OJHOBPEMEHHOM IMPHUMEHEHHH MEePEeYMCICHHBIX
IpenapaToB, a MPU HEOOXOAUMOCTH MOI0OOHBIX KOMOMHAIIMN MAIUEHTHI JOJKHBI HAXOAUTHCS MO
THIATEbHBIM MEIUIIMHCKUM HaOmtoAaeHueM. CiaenyeT y4uThIBaTh, YTO MHTHOUPYIOMUN AP ekt
¢ryKoHa301a cCOXpaHsieTcs B TeueHne 4—5 AHEH 1mociie OTMEHBI Iperapara B CBS3H C JTUTSITHHBIM

NEpUOaAOM IMOJTYBBIBCACHUA.

AOGpormTHHIO
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®nykonazon (marudutop CYP2C19, 2C9, 3A4) yBenuuunBail SKCIO3UITUI0 aKTUBHOTO BEIIECTBA
abpouutnanba Ha 155 %. IIpu 0qHOBpEeMEHHOM MPUMEHEHUH C (PIIyKOHA30JIOM CKOPPEKTHPYHTE
7103y a0OpOoIUTHHNOA B COOTBETCTBUH C MHCTPYKIKEH 110 MPUMEHEHHUIO a0pOIUTUHUOA.
AndeHTaHWI: OTMEYaeTCsl yMEHbIIEHHE KIMpeHca M 00beMa paclpesieleHus, yBeIUueHHUe
nepuojia TONyBbIBEACHMs aj(eHTaHwIia. Bo03MOXHO, 3TO CBA3aHO C MHIMOMpPOBaHHEM
uzodpepmenra CYP3A4 iykonazonom. Moxet noTpeGoBaThCsi KOPPEKLHUs A03bI al(eHTaHuIa.

AMUTPUNTHINH, HOPTPUNTWIMH: YyBenuueHue s¢dexra. KoHueHTpanuoo S-HOPTPUNITHINHA

W/WIM  S-aMUTPUNTHIMHA MOXKHO HW3MEpPUTh B Hayale KOMOWHUPOBAHHOM Tepamuu C
¢bi1ykoHa30JI0M M yepe3 HeJelnto nocie Hadaia. [Ipu HeoOXoaUMOCTH cielyeT KOPPEeKTUPOBaTh
1103y aMUTPHIITHINHA/HOPTPUTITHIINHA.

AMdorepunina B: B ucciieoBaHHsSX Ha MbIIIax (B TOM YHCJIE C UMMYHOCYNPECCHEH) ObuIH

OTMEUEHBI CIIEIYIONINE Pe3yIbTaThl: HEOOBIIOW aIIMTHBHBINA TPOTUBOTPUOKOBBIN (P HEKT IpH
cucteMHoii uHbekuun, BbiBaHHOW C. albicans, oTcyrcTBue  B3aMMOACHCTBHS — MpH
BHYTpUYEpeHONH uWH(eKunyu, BbI3BaHHON Cryptococcus neoformans, u aHTaroHu3M IIpU
cucrteMHol MH(MeKkmK, Be3BaHHOM A. fumigatus. KnuHnveckoe 3HaYeHHE JaHHBIX PE3yJIbTATOB
HE SICHO.

AHTUKOAryJIsiHTBI: KaKk M Jpyrue MPOTUBOTPUOKOBBIE CpeAcTBa (MIPOU3BOJAHBIE a30Ja),

¢i1yKoHa301, IpU OJJHOBPEMEHHOM IMPUMEHEHUU C Bap(apHHOM, MOBBIIIAET MPOTPOMOUHOBOE
Bpems (Ha 12 %), B CBSI3U € 4eM BO3MOXHO pa3BUTHE KPOBOTEUEHUH (reMaTOMbl, KPOBOTEUEHUS
U3 HOCA U JKEIyAO0YHO-KHILIEYHOTO TPaKTa, reMaTypusi, MejleHa). Y MalMeHTOB, MOIyYarolux
AQHTUKOATYJIIHTBl KyMapMHOBOTO M HWHAAHAMOHOBOTO psAa U  (UIyKOHA30J, HEOOXOJIUMO
MOCTOSTHHO KOHTPOJIMPOBATh MPOTPOMOWHOBOE BpEMsI B MEPUOJI Tepaluu U B TeueHue § aHeil
10CJI€ OAHOBPEMEHHOIO IMPHUMEHEHHs. Takxke cielyeT OLICHUTh 1eIecO00pa3sHOCTh KOPPEKLIUU
JI03bI TaHHBIX AHTUKOATYJISIHTOB.

ABHUTPOMUIIMH: NPH OJHOBPEMEHHOM NPUMEHEHUHN BHYTPb (IyKOHA30J1a B OJHOKPATHOH 103€

800 Mr ¢ a3UTPOMHUIIMHOM B OJHOKpaTHOU 03e 1200 Mr BeIpaxxeHHOTO (papMaKOKMHETUYECKOTO
B3aMMOJIEHCTBHS MEKIy 000MMHU MpenaparaMu He YCTaHOBJIEHO.

ben3oanaszenuHpl (KOPOTKOrO ACHCTBHS): IIOCIIE InprueMa BHYTPb MHUJAA30J1aMa, (I)HYKOHQBOJI

CYLIECTBEHHO yBEJIMYMBAET KOHIEHTPAIMIO MUJa307aMa U IICUXOMOTOPHBIE AP PEKTHI, MpHIeM
3TO BiUseT OoJiee BBIpaKEHO Mocie npuema (IyKoHa30j1a BHYTpPb, YEM MpPHU €ro MPUMEHEHUU
BHYTpPUBEHHO. [Ipn HEOOXOAMMOCTH COMYTCTBYIOLIEH Tepanuu OeH30/1Ma3eNUHaMU MalueHTOB,
OpUHUMAIMUX (IyKoHa307, clenyeT HaOmoJaTh € IENbI0 OIEHKH 11e1ecO00pa3HOCTH
COOTBETCTBYIOIIETO CHUKEHUS J03bI OCH301Ma3eHHA.

[Tpr 0JHOBpEMEHHOM IPUMEHEHUU OJHOKPATHOM J03bI TpHa3zosaMa, (PIyKOHA30J yBEINYUBAET

AUC tpuazonama npubiauzutenbHo Ha 50 %, Cmax — Ha 20—32 % u nepuo nonyBbIBEACHUS — Ha
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25-50 % Omaronapsi yrHeTeHHI0 MeTaboin3Ma Tpuaszonama. MokeT OHaJoOUThCS KOPPEKIUS
JI03bI TPHA30JIaMa.

KapOamaszenuH: ¢ryKoHa30J1 yrHETaeT METaboIn3M KapOaMas3enrHa 1 MOBBIIIAET CHIBOPOTOUYHYIO

KOHIIeHTpanuio kapbamazenuna Ha 30 %. Heo0X0auMO yUuTHIBaTh PUCK Pa3BUTHS TOKCUYHOCTH
kapOamazennnaa. CleyeT OIICHUTh HEOOXOIMMOCTh KOPPEKIMM J03bl KapOama3enuHa B
3aBUCUMOCTH OT KOHIIEHTpanuu/3ddekra.

EJIOKaTODBI KMCAJICHHBIX» KAJIBbIHUCBLIX KAHAJIOB: HCKOTOPLIC aHTAIr'OHHUCThI KAJIbIIUCBBIX KaHAJIOB

(HueaunuH, WCPAJAWIUH, AaMIOJUNHMH, BepanmaMmwil H  (QETOIUNNH) MeTabOIU3UPYIOTCS
nzopepmerrom CYP3A4. dnykoHA3071 yBETUYMBAET CHUCTEMHYIO SKCIO3HUIIMI0O aHTAarOHHCTOB
KaJIbIIMEBBIX KaHAIOB. PEKOMEHI0BaH KOHTPOJIb Pa3BUTHS MOOOYHBIX AP (HEKTOB.

HeBupanuH: coBMeCTHBIH MpreM (IIyKOHA30J1a U HEBUPAIMHA YBEIMUUBACT MPUOIU3UTEIBHO HA
100 % »5Kcro3unuI0 HEBUPANKMHA 0 CPABHEHUIO C KOHTPOJIbHBIMHM JAHHBIMU IO OTIEIbHOMY
NPUMEHCHHI0O HEBHpamnuHa. l3-3a pHCKa TIOBBIIICHHOTO BBIICICHUS HEBUpAllMHA TPU
COITyTCTBYIOIIEM TMPUMECHEHUHM JICKAPCTBCHHBIX IMPENapaToB HEOOXOJUMBI  HEKOTOPHIC
IPEJOCTOPOKHOCTH U TIIATEIHHOE HAOIOICHHE 32 TIAIIMEHTAMHU.

LIMKIOCTIOPHH: Y MAIUEHTOB C TPAHCIUIAHTUPOBAHHOM MOYKOMW, TPUMEHEHHE (ITyKOHA30J1a B 03¢

200 mr/cyT NpuBOAUT K MEUICHHOMY MOBBIIICHUIO KOHIIEHTpAMU HuKIocnopuHa. OHAKO MpU
MHOTOKpPaTHOM TMpHUMEHEeHUU (raykoHasona B go3e 100 Mr/cyT u3MeHEHHUS KOHIEHTpAIuU
[UKJIOCMIOPUHA Y PELUUNHEHTOB KOCTHOrO Mo3ra He HaOmonanoch. [Ipu omHOBpeMeHHOM
npuMeHeHnn (IIyKOHA30JIa U MUKJIOCIIOPHHA PEKOMEHYETCS] KOHTPOJIMPOBATH KOHIIEHTPAIHIO
[UKJIOCTIOPUHA B KPOBH.

[luknodochamMua: mpu OJHOBPEMEHHOM NpPUMEHEHHH LukiIodochamuaa u ¢uyKoHa3ona

OTMEUaeTcsl YBEIIMYEHHE CHIBOPOTOYHBIX KOHIEHTpAlMi OWaupyOMHa M KpeaTHHHHA. JlaHHas
KOMOMHAIMSI JIOMYyCTUMa C Y4YeTOM pHCKa YBEIUYCHHS KOHIICHTpAIMid OWIMpyOMHA |
KpeaTHHUHA.

@denTaHmI: MMeeTcss cooOIieHHe 00 OJHOM JIETaJbHOM MCXOZE, BO3MOXKHO CBSI3aHHOM C
OJTHOBPEMEHHBIM NpHMEHEeHHEeM (eHTaHmIa U (iaykonasona. [Ipennonaraercs, 4To HapyIICHHs
CBSI3aHBI C HWHTOKCHKanuel (eHTaHWIOM. Bbuto moka3aHo, 4To (DIyKOHA30Jl 3HAYUTEIBHO
yIUTHHSET BpeMsl BbiBeZieHUsT (penTanmia. CaenyeT yuuThIBaTh, YTO MOBBINICHUE KOHIICHTPAIIUU
(eHTaHMIIa MOXKET MPUBECTH K YTHETCHHUIO JIBIXaTeIbHON (QYHKIIHH.

[CanodanTpuH: HIyKOHA30] MOKET YBEIMYMBATH KOHIICHTPAIMIO TATO(paHTPUHA B IIa3Me KPOBH
B cBs3u ¢ wuHruOupoBanmeM wuzopepmenta CYP3A4. Bo3MOXHO pa3BUTHE apUTMHH
KEJyJOYKOBON TaXHCHUCTOIMYECKON THma «mupysT» (torsade de pointes) mpu ogHOBpEMEHHOM
NPUMEHEHHH C (IIyKOHA30JI0M, KaK U C IPYyTUMH ITPOTHBOTPUOKOBBIMY TIperiapaTaMu a30J0BOTO

paaa, MO3TOMY UX COBMCCTHOC IMPUMCHCHUC HC PCKOMCHAYCTCH.
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Nurun6utopet  ['MI'-KoA-peaykTa3pl: NpH OJHOBPEMEHHOM NpHUMEHEHWH (QurykoHazoima ¢

unruouropamu ' MI'-KoA-penykrassl, Mmerabonusupyembimu uzopepmenrom CYP3A4 (Takumu
KaKk aTopBacTaTMH M cuMmBactatuH) win u3opepmentom CYP2D6 (Ttakum kak QuryBacTaTHH
(CHIIKEHHE MIEYCHOYHOr0 METaboIM3Ma CTATHHOB)), PUCK PAa3BUTHSI MHOIATHU U pabIoMHUOIIH3a
yBEJIMYMBAETCs (B 3aBUCUMOCTHU OT J103bl). B ciiyyae HEOOXOIUMOCTH OJTHOBPEMEHHOM Tepanuu
yKa3aHHBIMH IIpernapaTaMy, CJIeAyeT HaOJIoJaTh MAIMEHTOB C IEJIbI0 BBIABICHHUS CHUMIITOMOB
MHUOIATHH U padaomuonn3za. HeoOXo1umMo KOHTPOIUPOBATh KOHIICHTPALUIO KPEaTHHUHKUHAZEI.
B ciydyae 3HauMTENbHOrO YBEIMUYEHMs] KOHLEHTpPAlMM KpPEaTWHUHKUHA3bl, WIM €CIH
JMArHOCTUPYETCS WIM HMMeEeTCs IOAO03PEHHE Ha DPAa3BUTHE MUONATUM WIM PadAOMHONIN3A,
tepanuio uHruouropamu I'MI-KoA-penykrassl cineayer npekpatutb. Moryt morpedoBarbes
Oonee Hu3KMEe 1036l MHTUOMTOPOB I'MI-KOA-pemykraspl, Kak yKa3aHO B WHCTPYKIMH IO
MEIUIUHCKOMY ITPUMEHEHHIO CTATUHOB.

HUo6pyTunnb: ymepennble uHruobutopsl usodepmenta CYP3A4, takue kak (QuyKoHA30II,
YBEJIMYMBAIOT KOHIEHTPAIMIO UOPYTHHMOA B TUIa3ME M MOTYT TOBBIIIATh PHUCK TOKCHYHOCTH.
Ecnu nmpuMeneHus npenapaToB B KOMOMHALMU HE yaaeTcsl n30exaTh, HEOOXO0UMO YMEHBIINUTh
703y HOpyTHHUOA, KaK YKa3aHO B MHCTPYKIMH 110 MEIUIUHCKOMY IPUMEHEHUI0 HOPYTHHUOA, U
00eCreynTh TIIATEIbHOE KIMHUYECKOe HaOII0IeHHE.

I/IBaKad)TOD (OT}IGJ’II)HO WK B COUYCTAHHUH C NpfriaparaMH TOr'o K€ TCPAICBTHYCCKOI'O KJ'IaCCEl)I

OJTHOBPEMEHHOE MPUMEHEHHE ¢ UBaKaTOPOM, MOTEHLUATOPOM PEryJsITopa TpaHCMEMOpPaHHOMH
npoBogumMocTr nipu mykoBuciugoze (CFTR), noBsimano ypoBeHs BO3JACHCTBUS HBakadTopa B
3 pasa, a ypoBeHb Bo3JeiicTBUS ruapokcumeriii-uBakapropa (M1) — B 1,9 paza. Heobxoaumo
CHU3UTH /103y MBakapTopa (OTAENbHO WJIM B KOMOHMHAIMM), KaK yKa3aHO B MHCTPYKLUH IO
MEAMIIMHCKOMY MPUMEHEHUI0 BakadTopa (0TAENbHO WIKM B KOMOUHAIINH).

JlozapTaH: (hiaykoHa307 yraeraer MeTaOoJM3M J03apTaHa /0 ero akTuBHoro merabonuta (E-
31 74), xoropelii oTBeyaeT 3a OOJBIIYI0 YacTh 3((EKTOB, CBA3AHHBIX C aHTarOHU3MOM
anrnoteH3uH-l| penentopos. Heo6xoaum perynspHblii KOHTPOIb ApTEPUATHHOTO JaBICHHUS.
JlypasunoH: ymepeHnHbsie HHTHONTOpBI M3odpepmenta CYP3A4, Takue kak (IyKOHA30J, MOTYT
YBEJIMYMBATh KOHLIEHTpAIMIO JypasujoHa B IulazMe. Ecniu npuMeHeHHs npenapaToB B
KOMOMHAIMK HE yJaaeTcs u30exarb, HE0OX0IUMO YMEHBIIUTH 703y Jypa3uI0Ha, KaK YKa3aHO B
MHCTPYKLUUHU IO MEAUIIMHCKOMY MPUMEHEHUIO JIypa3uI0Ha.

MertazioH: (aykoHa307 MOXKET yBEJIWYUBATh IJIa3MEHHYIO KOHIIEHTpAluio MeTazoHa. Moker
MOHAZ00MUTHCS KOPPEKIIMS J03bI METaI0HA.

Hecrepounnsie nporuBoBocnanurenbubie npenaparsl (HIIBIT): Cmax 1 AUC ¢aypbumnpodena

yBenmmuuBatorcs Ha 23 % u 81 % coorBercTBeHHO. AHAMOTUYHO Cmax 1 AUC (apmakonorunuecku
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aKTHBHOTO M30Mepa [S-(+)-ubymnpoden]| nossimranucs Ha 15 % u 82 % COOTBETCTBEHHO MpH
OJTHOBPEMEHHOM IMPUMEHEHHH (hITyKOHa30Ja ¢ paneMuueckum nuoymnpopernom (400 mr).
[[eneKkoKCcHO: TPy OTHOBPEMEHHOM NMpUMeHeHUH (hiykoHaszona B go3e 200 Mr/cyT u 1ienekokcuoa
B 03¢ 200 Mr Cmax 1 AUC 1nienekokcu6a yBenuuuBarorcst Ha 68 % u 134 % coorBercTBeHHO. B
JAHHOW KOMOMHAIIMKA BO3MOXKHO CHIKEHUE /103bI 1IeJIeKOKcH0a BABOE.

HecMmoTpst Ha OTCYTCTBUE ILIETICHAMPABICHHBIX UCCICIOBAHUH (DIIyKOHA30J MOXKET yBEIMYUBATH
cucteMHyto oskcnosunio gapyrux HIIBII, merabommsupyembix wm3odepmentom CYP2C9
(HampuMmep, HAMPOKCEH, JIOPHOKCHUKAM, MEJOKCHKaM, IukjIodeHak). Moxer mnoHaaoOUThCs
koppekuusa 10361 HIIBII.

[Tpu onnoBpemernnom npumenennu HIIBII u ¢urykoHa3oa nmanueHTsl T0HKHBI HAXOJUTHCS MO
THIATEIFHBIM MEJAMIIMHCKUM HAOJIFOJICHUEM C ISJIBIO BBISBICHUS W KOHTPOJIS HEXKEIATeIbHBIX
SIBJICHUW U NPOSBICHUS TOKCUYHOCTH, CBA3aHHbIX ¢ HIIBII.

Omnanapu6: ymepeHubie uHruouTops n3odepmenta CYP3 A4, takue kak (ryKoOHA30J1, TOBBIIIAIOT
KOHIICHTpAIIMIO oJjanmapuba B Iula3Me KpoBU. MX OJHOBPEMEHHOE MPUMCHCHHE HE
pexkoMeHI0BaHO. Ecnm BO3MOXXHO W30ekaTh OJHOBPEMEHHOTO TMPHUMEHEHUS, HE0O0XO0IUMO
COKpaTuTh A03y onanapuba 1o 200 Mr 1Ba pasza B CyTKHU.

IlepopanbHble KOHTPALCITUBLI: Iopun OJHOBPCMCHHOM IIPUMCHCHHUU KOM6I/IHI/IpOBaHHOFO

NEepOPaIbHOTO KOHTpAalLEeNTUBa ¢ (pIykoHa30J0M B 03¢ 50 MI CyIIECTBEHHOIO BIIMSHHS Ha
YPOBEHb TOPMOHA HE YCTAHOBJICHO, TOTJa KaK MpH exeaHeBHoM mpueme 200 mr diykoHazona
AUC stuHMIACTpaanona U JeBoHoprecTpena ysennunbarorces Ha 40 % u 24 % cOOTBETCTBEHHO,
anpu npueme 300 Mr gurykoHa3o1a oauH pa3 B Heaento AUC STHHHIIICTpaaroia i HOPATUHIPOHA
Bo3pactaoT Ha 24 % u 13 % coorBercTBeHHO. TakuM 00pa3oM MHOTOKpaTHOE MpPHUMEHEHUE
¢duyKkoHa301a B yKa3aHHBIX J103aX BpSA JH MOXET OKa3aTh BIMSHUE Ha 3(P(PEKTUBHOCTH
KOMOHMHUPOBAHHOTO NEPOPATHLHOI0 MPOTHBO3a4aTOYHOI'O CPECTBA.

DEHUTONH: OJTHOBPEMEHHOE MpUMEHEeHHe (DIyKoHa307a U (PEHUTOMHA MOXKET COIPOBOXKAATHCS
KJIMHUYECKH 3HAYMMBIM TIOBBIICHHEM KOHIIEHTpanuu (eHuTonHa. B ciydae HeoOXomumocTu
OJTHOBPEMEHHOTO TIPHMEHEHHsI 000X TpernapaToB CIeAyeT KOHTPOJMPOBATh KOHIICHTPAIIHIO
(eHUTOMHA M COOTBETCTBYIOIIUM O0pa30oM CKOPPEKTHUPOBATh €ro 103y € LEeblo obecreueHus
TEpaneBTHUECKONW KOHIIEHTPAILIUH B CBIBOPOTKE KPOBH.

[IpenHU30H: UMeeTCsl COOOIIEHHE O Pa3BUTHU OCTPOH HEAOCTATOYHOCTH KOPBI HA/ITOUYEYHUKOB Y
ManueHTa IOoclie TPaHCIUIAaHTAllMM TEe4YeHW Ha (OHE OTMEHbI Npuema (QUIyKoHa3osla Mocie
TPEXMECSAYHOTro Kypca Tepanuu. lIpeanonoxuTensHo, MpeKpalieHue Tepanuu (GpaykoHa30JI0M
BBI3BAJIO TOBBINIEHUE akTHBHOCTH wu30odepmenta CYP3A4, 4ro mpuBeno K yBEIHUYEHHOMY

MeTaboIM3My MPETHU30HA.
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[TarueHTsl, Moyyaronue KOMOMHUPOBAHHYIO TEPAUIO TPEIHU30HOM U (DIIyKOHA30JI0M, TOJIKHBI
HAXOJUTHCS MO/ TIIATEIHHBIM MEIUIIMHCKUM HAOIIOICHUEM ITPH OTMEHE TTpreMa GIyKoHa30I1a ¢
[EJTBIO OLIEHKH COCTOSIHUSI KOPBI HAIMTOYCYHUKOB.

PudalytuH: omHOBpeMeHHOEe mnpuMeHeHHe (iykoHazojna U pupabdyTuHA MOXKET NMPUBECTH K
MOBBIIICHUIO CBHIBOPOTOYHBIX KOHILIEHTparui nociennero no 80 %. Ilpu omHOBpeMEeHHOM
npuMeHeHnn (ykoHaszona u pudabyTrHa ONMMCaHbl Cllydan yBeuTa. [laiueHToB, 0THOBPEMEHHO
norydaronux pupadyTuH u GryKoHa30J1, HEOOXOIUMO TIATEILHO HAOIIOAATh.

CaksunaBup: AUC mnoBeimaercs npubnusurenbHo Ha 50 %, Cmax — Ha 55 %, kimupeHc
CaKBMHAaBHpa yMeHbIIaeTcs npudnuzurensHo Ha 50 % B cBsi3u ¢ UHTMOMPOBAHHUEM NIEYEHOUYHOTO
merabonm3ma wu3zodpepmenta CYP3A4 wu wunruOupoBanumem P-rimkomporemna. Moxer
MOHATIOOUTHCS KOPPEKIIUS 1036l CAKBUHABHPA.

CuposuMyc: MOBBINIEHUE KOHIIEHTPAIMM CHUPOJIMMYCa B IUIa3Me€ KPOBU MPEINOIOKUTEIBHO B
CBSI3M C HUHTMOMpOBaHHEM MeTabonn3ma cuposiumyca uepes yraerenue nzopepmenra CYP3A4 u
P-rmukonporeuna. JlanHas KOMOMHALKS MOXKET MIPUMEHSTHCS C COOTBETCTBYIOIIEH KOPPEKIHEH

JI03bI CHPOJIMMYCa B 3aBUCUMOCTH OT () (heKTa/KOHIIEHTPAIIUH.

[Tpenapats! cysb)OHUIMOUYEBUHBL: (PIIYKOHA30JI, IPU OJJHOBPEMEHHOM NPUMEHEHUH, IPUBOJIUT K
YBEJIMYEHHUIO TI€pUoJia IOJYBBIBEIECHUS IEPOPaJbHBIX NpPEenapaToB CyIb(OHUIMOYEBUHBI
(xnopnponamujaa, riauOeHKIaMuAa, Taunuzuga u tonlOyramuna). [lanmeHtam ¢ caxapHbIM
11abeToM MOKHO Ha3HAa4aTh COBMECTHOE NMpUMEeHEeHHUe (IyKOHAa30J1a U epopabHBIX IPErnapaToB
CyJIb(OHUIMOYEBUHBI, HO IIPU ATOM CJIEYET YUUTHIBATh BOZMOKHOCTb PAa3BUTHS TMITOTTIMKEMHH,
KpOME TOro, HeOOXOAMM DETYJSPHBIH KOHTPOJb TJIIOKO3bl B KPOBH U INPU HEOOXOIUMOCTH
KOPPEKIIUS J03bI IIPENapaToB CyIb()OHUIMOYEBUHBI.

Takpoaumyc: 0JHOBpeMEHHOE NpUMeHeHue (DIyKOHa30ja U TaKpoJuMmyca (BHYTPb) IPUBOIUT K
HOBBIIIEHUIO CHIBOPOTOYHBIX KOHIEHTpAalM{ MOCIeIHero B 5 pa3 3a cyeT MHTUOMPOBaHUS
MeTaboaM3Ma TaKpoJIMMyca, HPOMCXOJAIIEr0 B KHUIIEYHHKE IOCPEICTBOM H30(pepMeHTa
CYP3A4. 3HaunTenbHBIX HM3MEHEHWH (HapMaKOKWHETHKH TpenapaToB HE OTMEUEHO TIpHu
NPUMEHEHUN TaKpoJuMyca BHYTpuUBEHHO. OmucaHbl ciiydan HeppoTOKCHYHOCTH. [lanneHTos,
OJTHOBPEMEHHO TNPUHHUMAIONIMX TAaKPOJIUMYC BHYTPh M (PIYKOHA30J, CIEAyeT TIIaTelIbHO
HaOmonate. Jlo3y TakponmMMmyca cleayeT KOpPPEeKTHpPOBaTh B 3aBUCHUMOCTH OT CTENEHU
MOBBILICHHS €70 KOHLIEHTPALUU B KPOBH.

TeodbummHa: Tpu OTHOBPEMEHHOM MPUMEHEHHH C (IyKoHa3ojdoM B o3¢ 200 mMr B TeueHue
14 nueii cpenHsAs CKOpPOCTh IUIa3MEHHOTO KIMpeHca TeopWIIMHA CcHUxkaercss Ha 18 %.
[Tpu Ha3HaueHUM (ITyKOHA30J1a MAlMEHTaM, IPHHUMAIOIIUM TeO(QHUIMH B BBICOKUX J03aX, WU

nanyuceHTaM € MOBBIMICHHBIM PHUCKOM pPAa3BUTUA TOKCHYCCKOI'O ,I[GﬁCTBI/I?I TGO(l)I/IJ'IJ'II/IHa, ciIeayer
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HaAOJI0/IaTh 3a TMOSBIEHHUEM CHUMIITOMOB NEPENO3UPOBKH TEO(UIUIMHA U MPU HEOOXOIMMOCTH
CKOPPEKTUPOBATH TEPAINUIO COOTBETCTBYIOIIUM 00pa3oM.

TodammTuanG: Bo3aelcTBIE TOGATUTHHNOA YBETHUNBACTCS IIPH €0 COBMECTHOM IPUMEHEHUH C

npernapatamMmu, KOTOPbIE SBISIOTCS OJTHOBPEMEHHO YMEPEHHBIMH MHTHOUTOpPaMU U30(EPMEHTOB
CYP3A4 u CYP2C19 (nampumep, ¢rykonaszoi). Bo3aM0oXHO, MOXET MOHAIOOUTHCS KOPPEKITUs
JI03BI TOQAIIUTHHUOA.

TonBanrtan: Bo3aeiicTBue TosiBanTaHa 3HaunTenbHO yBenuuuBaeTcss (AUC Ha 200 %, Cmax Ha
80 %) mpu COBMECTHOM MpUMEHEHuM ToinBanrtaHa, cyocrpara CYP3A4, u daykonasona,
ymepernHoro uHruouropa CYP3A4. Ilpu 3TOM CyIIECTBYET PUCK 3HAYUTEIBHOTO YBEIMYCHUS
YaCTOTHI PAa3BUTHUS HEKEIATCIbHBIX SBJICHHUM, B YaCTHOCTH, TAKUX KaK MOBBIIICHHBIA IHUype3,
JETUPATALNS ¥ OCTpasi MOYCYHAsI HEOCTATOYHOCTE. [Ipy 0 THOBPEMEHHOM ITPUMEHEHHUHN JTAHHBIX
IpernapaToB CJIEAYeT YMEHBIIUTh 103y TOJBANTaHA U BHUMATEIBHO HAOINIOJATh 32 COCTOSIHUEM
HaIMeHTA.

AJIKaJIOI/I[[ 6aDBI/IHKaI HECMOTpsA Ha OTCYTCTBUC  LCJICHAIIPABJICHHBIX HCCHCHOB&HHﬁ,

MPEIoJIaraeTcs, YTo (UIyKOHA30J MOXKET YBEIMYMBATh KOHIICHTPAIMIO AJIKAJIOWIOB OapBHHKA
(Hampumep, BUHKPUCTHHA U BUHOJIACTHHA) B IUIa3M€ KPOBH U TakUM OOpa3oM HPHUBOIUT K
HEHPOTOKCUYHOCTH, UTO, BO3MOXKHO, MOXET OBITh CBsI3aHO ¢ yrHeTeHreM uzopepmenta CYP3A4.
Butamun A: umeercst cooOiieHrne o0 OJHOM Ciydae pa3BUTHS HEXKENATeIbHBIX PEAKIUN CO
CTOpOHBI TeHTpasibHOM HepBHOM cuctembl (IIHC) B Bume mceBmoomyxoin Mo3ra mpu
OJIHOBPEMEHHOM MPUMEHEHUH MOJTHOCTHIO0 TPAHCPETUHOEBOM KUCIOTHI U (PIIyKOHA30J1a, KOTOPhIE
MCYE3JIU TIocie OTMEHBI urykoHazona. [[puMenenne qaHHOH KOMOUHAIIMK BO3MOKHO, HO CIIEAyeT
MIOMHHTBH O BO3MOYKHOCTH BO3HUKHOBEHUS HEXKEATeIbHBIX peakiuii co croporsl [THC.

Bopukonazon (uaruoutop m3odepmentoB CYP2C9, CYP2C19 u CYP3A4): 0o1HOBpEMEHHOE

npuMeHeHue BoprkoHasona (1mo 400 Mr 2 pa3a B CyTKHU B NepBbIi JeHb, 3aTeM 1o 200 Mr /1Ba pasa
B CYTKHU B TeueHue 2,5 nHeit) u (aykoHaszomna (400 mr B nepBblif eHb, 3aTeM 1o 200 Mr B CyTKH B
TedeHue 4 aHel) y 8 310pOBBIX UCHBITYEMBIX MYXKCKOTO I0JIa IPUBENO K yBEIUYEHUIO Cmax U
AUC Bopukonazona Ha 57 % u 79 % coorBercTBeHHO. BBUTO MOKa3aHO, 9YTO MaHHBIN d(dexT
COXpaHseTcsd NpU YMEHBIIEHUHM J03bl W/WIM YMEHBIIEHWH KpPaTHOCTH MpueMa Jo00ro us3
npenapatoB. OTHOBpeMEHHOE MPUMEHEHUE BOPUKOHA30J1a U (DIyKOHa3051a HE pEKOMEHYeTCsl.

3UI0BYIMH: TIPH OJTHOBPEMEHHOM IPUMEHEHHH C (PITyKOHA30JI0M OTMEYaeTCs! MOBBIIIEHNE Cmax
AUC 3unoByanna Ha 84 % u 74 % cootBercTBeHHO. [laHHBI AP HEKT, BEpOATHO, 00YCIOBICH
CHIDKEHHEM MeTadoJM3Ma MOCJIEeTHEero 70 ero riaBHoro meradbonura. Jlo u mocie Tepanmuu ¢
npuMeHeHneM (iaykoHaszona B go3e 200 mr/cyt B Teuenue 15 nueit y manumentoB co CITM/Iom u
ARC (xommneke, cBszanHbii co CIIMlom) ycraHoBineHo 3HaumtenbHOe yBenmdeHue AUC

sunoBynuHa (20 %).
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[TaneHTOB, MONyYalONIMX TaKyl0 KOMOWHAIMIO, CIIeAyeT HaOJI0JaTh C IEJIbI0 BBISBICHUS
000YHBIX 3P (PEKTOB 3UJOBYANHA.

HccnenoBanus B3auMOACUCTBHS NEPOPAIbHBIX (OpM (UIyKOHA30Ja MPU €ro OJHOBPEMEHHOM
npuUeMe C IMUIICH, IUMETHIUHOM, aHTAIl|IaMH, a TAK)KE TI0CIIe TOTAIbHOTO OOIy4YEHUS Tela Jis
MOJTOTOBKH K TIEpECagke KOCTHOTO MO3Ta IOKa3aliHd, 4YTO A3TH (AKTOPhl HE OKAa3bIBAIOT
KJIMHUYCCKH 3HAYMMOTI'O BJIMSHUS Ha BCachiBaHKE (DIyKOHA30JIa.

[TepeuncieHHbIC B3aUMO/ICHCTBHUS YCTAHOBIJICHBI IIPH MHOTOKPATHOM IPUMEHEHHH (ITyKOHA30I1a;
B3aUMOJICHCTBHS C JICKAPCTBCHHBIMH CPEICTBAMH B PpE3yJIbTaTe OIHOKPATHOTO IpHEMa
(IryKOHA3071a HEM3BECTHBI.

Bpauam crefyeT y4uThIBaTh, YTO B3aMMOJCHCTBHE C JAPYTHMH JICKAPCTBCHHBIMH CPEICTBAMU
CIEUATILHO HE M3Y4aI0Ch, HO OHO BO3MOJKHO.

Oco0ble yka3anus

Coobmianoch o ciydasx cynepuHdekiuu, BbI3BaHHON oTiamunbiMa oT Candida albicans
mrammamu Candida, kotopsie 4acTo 00/1a/1a10T TPUPOIHON PE3UCTEHTHOCTHIO K (DIyKOHA30ITy
(manmpumep, Candida krusei). B mogoOHBIX Cilydasx MOXET MOTpeOOBAaThCS ajbTepHATHBHAS
POTHBOTPUOKOBAsI TEPATIHSL.

Bo Bpems OepeMeHHOCTH NpHMEHEHHs (IyKoHAa30lla CleayeT u30erath, 3a HCKIHYECHUEM
CIIlydaeB TSDKEIBIX W TIOTCHIMAIBHO YIPOKAIOMIMX JKU3HH TPHOKOBBIX HH(MEKIHi, Koraa
OKH1aeMast 1oJib3a JICUCHUsI TSI MaTePH MPEBBIIIACT BOZMOXKHBIA PUCK TS TUTO/IA.

Heobxomumo paccMmoTpeth 3G (GEKTUBHBIE METOIBl KOHTPAICHIUU Y KCHIIHMH JETOPOJIHOTO
BO3pacTa B TEUEHHE BCEro IMepHoja W MPHUOIM3UTEIBHO B TeUYeHUE Helenu (5—6 mepuojioB
TIOJTYBBIBEJICHUS ) TIOCIIC TIPUHATHS MOCIeIHEeH 1036l npemnapara (cM. pasaen «[IpumeHenue npu
OCpEeMEHHOCTH M B TIEPHOJ| TPYJAHOTO BCKapMIIMBaHHs»). B peakux ciydasx NpUMEHEHUE
¢ITyKOHA301a COMTPOBOKAATOCH TOKCUYSCKUMHU U3MEHEHHSIMH TICUCHH, B TOM YHCJIE C JICTAIbHBIM
UCXO0JIOM, TJIaBHBIM 00pa30M y MAIlMEHTOB C CEPhE3HBIMU COMYTCTBYIOIIMMHE 3a00ieBaHusIMH. B
clIydae TernaToTOKCHUeCKUuX 3((PeKToB, CBA3aHHBIX C IPUMEHEHHUEM (DIyKOHA30J1a, HE OTMEUCHO
UX SBHOW 3aBHCHUMOCTH OT OOIIEH CyTOYHOW J03bI Mpernapara, JIUTEeIbHOCTH TEpanuH, moja u
BO3pacTa MalueHTa. | emaToTokcudeckoe JeicTBHe MpemnapaTa OOBIYHO ObUIO OOpaTHMBIM;
NPU3HAKH €T0 UCUE3asIH TOCIIe peKpalieHus Tepanu. [larpentam, y KOTOPBIX BO BpeMsl JICUECHHUS
npenapaToM HapyllarTcs Toka3areian (YHKIMHA TICUYeHH, HEOOXOTUMO HAONI0JIaTh C IIEJIbI0
BBISIBIICHHS [TPU3HAKOB 00Jiee CEPhE3HOTO MOPAXKCHUS TEUCHH. [IpU MOSIBICHUHM KIMHHYECKUX
NPHU3HAKOB WJIK CHMITTOMOB TTOPaKEHUS TIEYCHH, KOTOPBIE MOTYT OBITh CBSA3aHBI C IPUMEHCHHEM
¢ryKoHa30:1a, Ipenapar cieayeT OTMCHHTb.

Kak npu mnpuMEHEHHWH Ipyrux a3oyioB, (IYKOHA30J B PEIKUX CIIydasX MOJXET BbI3bIBATH

aHa(UIAKTHYECKUE PEaKIIIH.
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Bo Bpems gneueHus (aykoHa3osoM Yy MAIMEHTOB B PEOKUX ClydasX pa3BUBAIUCH
9KC(HOTMATUBHBIC TOPAKEHUS KOXKH, TaKue Kak cUHIpoM CTtuBeHca — JIDKOHCOHA U TOKCUYECKHIA
MUAePMATBbHBIN HeKposn3. CoOOIIANIOCh O CITyYasx JIGKAPCTBEHHOM PEAKINH ¢ Y03MHODUIIEH 1
cucreMHbiMU cumnitoMamu (DRESS-cunapom). [Tarmentsl ¢ BUU-undekiueit 6o1ee CKIOHHBI K
Pa3BUTHIO TSXKEIBIX KOKHBIX PEaKIMi IpU MPUMEHEHUH MHOTMX npenapatoB. [Ipu nossnenun y
HalMeHTa BO BpeMs JICUEHUS MOBEPXHOCTHOH IpuOKOBON MH(EKLUH, CBHIH, KOTOPYIO MOKHO
CBSI3aTh C MPUMEHEHHEM (IIyKOHA30JIa, MpenapaT CleAyeT OTMEHUTH. [Ipu MOsSBICHUN CBHINU Y
NAIMEHTOB C MHBA3WBHBIMU UJIM CUCTEMHBIMHU IPUOKOBBIMH HH(PEKIMSMH UX CIETyeT TIIaTeIbHO
HaOJI01aTh U OTMEHUTH IpenapaT IpHU MOSBICHUH OYJIJIE3HbIX MOPAXKEHUNA UM MHOTO(OPMHOM
9KCCYJaTUBHOI 3pUTEMBI.

OnHOBpeMeHHOE IpuMeHeHne (ykoHas3oma B 1o3ax MeHee 400 Mr/cyT u TepeHaanHa cieayer
IPOBOAMTH [0/ THIATEJIBHBIM KOHTpoJeM (cM. paszzaen «B3aumopnelictBue ¢ apyrumu
JIeKapCTBEHHBIMHU IIpErapaTamMm» ).

Kak u npyrue a3oinbl, ¢uyKOHa301 MOKET BbI3bIBaTh yBenauueHue uHTepBasa QT na OKI.
@OyKoHA30J1 BBI3BIBACT yBenuueHHe uHTepBaia QT mocpeacTBOM MHTHOMpPOBAHHS TOKA
KaJIMEBBIX KaHAJOB BHYTPEHHEIO BHINIpsSMIICHUS. YBenndeHue wuHTepBana QT, BbI3BaHHOE
JPYTUMH JIEKAPCTBEHHBIMU IpernaparaMu (TakKMMU KaK aMHOAAPOH), MOXET OBbITh YCHJICHO
uHruouropamu nzopepmenta 3A4 muroxpoma P450 (CYP) (cm. pasgen «BsaumoneiictBue c
JIpYrMMH JIEKapCTBEHHBIMU TIpenapatammu»). I[lpu npuMeHeHuu ¢iaykoHazona YyBEIUYEHUE
unTepBasia QT u MepIiaHue WK TpereTaHue KellyT0YKOB OTMEUAIId OYeHb PEIKO Y TTAaIlMEeHTOB C
TSKEJIBIMU 3a00JI€BaHUSIMH C MHOKECTBEHHBIMH (DaKTOpaMH pUCKa, TAKUMHU KaK OpraHMYecKue
3a00JeBaHNs Cep/lla, HapyLIEHHUs SJIEKTPOJIMTHOrO OajiaHca M CHOCOOCTBYIOLIAs Pa3BUTHIO
NOJOOHBIX HapyIlIeHUI comyTCcTBYIoLIas Tepanus. [IoBBIIIEHHBIH PUCK pa3BUTHs yrpoKaroliein
JKU3HU KEIYJAOYKOBOM apUTMMM M TOJIMMOPQHON KEIyAOYKOBOW TaxHKapIuU MOKET
BO3HUKHYTb Yy IalUEHTOB C TUIOKAIMEMHEHM W  NPOrPECCHPYIOLIEH  CEepACHYHOMU
HEJ0CTaTOYHOCThIO. [lo3TOMY TakuM DanUMeHTaM C MOTEHLHUAIBHO IPOapUTMUYECKUMU
COCTOSIHUSIMHU NIPUMEHATH (ITYKOHA30JI CIIEAYET C OCTOPOIKHOCTBIO.

[Taruentam ¢ 3a0ojeBaHUSIMU TE€YEHM, Cepllla W IOYEK Iepe]] NPUMEHEHHEM Ipenapara
PEKOMEHIyeTCsl POKOHCYIbTHPOBAThCS ¢ BpayoM. [Ipu mpumenenun ¢iaykonaszona 150 mr no
MOBOJIy BarMHAJILHOTO KaHAMJ03a, MAllMEHTh! JOJDKHBI ObITh MPEIYNPEkKACHBI, YTO YIydlleHUe
CHUMIITOMOB OOBIYHO HaOmonaerca depe3 24 4, HO JUISl UX IOJHOTO HCUE3HOBEHHUS WHOT/AA
TpeOyeTcst HeckoJbKO qHel. [Ipu coxpaHeHnr CUMITOMOB B T€UEHUE HECKOJIBKHUX JTHEH clieayer
00paTUThCS K Bpady.

JokazarenbctBa 3¢ (GeKTUBHOCTH (IIyKOHA30J1a TMPH JICYEHUH APYTUX BHIOB SHICMHUYHBIX

MHKO30B, TaKHX KaK MAPAKOKIIUIUOUAOMHUKO3, CIIOPOTPHUXO3 U T'UCTOIIIA3MO3 OrpaHUYCHBI, YTO
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HE TO03BOJISIET ONPENEIUTh KOHKPETHBIE PEKOMEHIAINH 110 103UpoBaHHI0. DITyKOHA30I SABIISETCS
yMmepeHHbIM HHruouTopoM nzopepmentoB CYP2C9 u CYP3A4. dnykoHa307 TakkKe SBISCTCS
unruouropom m3opepmenta CYP2C19. Ilpu omHOBpeMEHHOW Tepanuu JEeKapCTBEHHBIMU
npenapaTamMy ¢ y3KUM TepaneBTHUYECKUM MpoduiieM, MeTaboIM3UPYIOMUMUCS H30(pepMEHTaMU
CYP2C9, CYP2C19 u CYP3A4, pekoMmeHmyeTcs COONIOIATh OCTOPOXHOCTH (CM. pasjaeln
«B3aumoieiicTBrE ¢ APYTUMHE JICKAPCTBCHHBIMH ITPEIIapaTaMm).

Coo01manocs 0 pa3BUTHN HEAOCTATOYHOCTH KOPBI HA/IMOYEUYHUKOB Y MALUEHTOB, IMOIYYaIOLIIX
TEepanuio JAPYrUMHU a3zoaMu (HampuMep, KETOKOHA30J0M). Y TAalMeHTOB, MOJyYarouIux
¢birykoHazou, HabIOJaMKMCh 00paTUMbIE ClIy4and HEJOCTaTOYHOCTH KOPbI HA/IMOYEYHUKOB.
Kanouoos

HccnenoBanus moka3aid PacTYIIyH pPAacIpOCTPAHEHHOCTh WHGEKUIUN, BbI3BAHHBIX BHJIAMU
Candida, otarunsivu ot C. albicans. Dtu Buabl yacTo 00J1a1aI0T PE3UCTEHTHOCTRIO (HAIpumep,
C. krusei u C. auris) wid AEMOHCTPUPYIOT MOHWKEHHYIO YYBCTBUTEIBHOCTh K (PIyKOHA30ITy
(C. glabrata). Takue wuH(peKHuH MOryT MOTPeOOBAaTH AITBTEPHATUBHOW MPOTHBOTPHOKOBOM
Tepanuu BcleAcTBre HedhdekTuBHOCTH JeueHus. [losromy crenuanucram, Ha3zHAYAIOIIUM
JICYCHHUE, CIICAYeT YYMThIBATh PACPOCTPAHEHHOCTh PE3UCTEHTHOCTH pasHbIX BuaoB Candida k
baykxonazony (cMm. pazaen «DapMakoIMHAMHUKAY ).

BinsiHue HA COCOOHOCTH YNPABJATH TPAHCIIOPTHBIMH CPeACTBAMH, MeXaHU3MaMU

[Tpu npuMeHeHnH mpenapaTa He0OX0IMMO YUUTHIBATh BO3MOKHOCTh Pa3BUTHS TOJIOBOKPYKEHUS
U Cy10pOT.

dopMa BbIITYCKa

Kancynsi, 150 mr.

IIpu npouszsoocmee na AO «AJTUYM»:

[To 1, 2,4, 6,7, 12 kancyn B 61ucTep U3 IUICHKH MOJMBUHUIXIOPUIHON U (POTBTU ATFOMHUHHEBON
ME€YaTHOW JJAKUPOBAHHOM.

I[To 1, 2 6niucTepa BMecTe ¢ MHCTPYKIMEN MO MPUMEHEHHIO ITOMEIIAIOT B MMAYKy KapTOHHYIO.

Ipu npoussoocmee na AO «buokomy:

[To 1, 4, 10 xamcyn B OnucTep W3 TUIEHKH TOJMBUHWIXJIOPHIHOW U (DONBIH aTOMUHHEBOM
MEeYaTHOW JJAKUPOBAHHOM.

ITo 1, 2, 3, 4, 5, 6 GnucTepoB BMECTE C MHCTPYKIMEH MO MPUMEHEHHUIO MO-MEMIAIOT B MAYKy
KapTOHHYIO.

Cpoxk rognocTu

3 rona.

He IIPUHUMATH 11O UCTCUYCHUHU CpOKa 'OAHOCTH.
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YcaoBusi XxpaHeHust

XpaHuTb 11pHu TEMIiepatype He Boie 25 °C.

XpaHUTh B HEIOCTYITHOM JIJISI IETSH MECTe.

YcaoBus oTnycka

OTnycKaroT 1Mo peLenTy.

Otnyckarot 0e3 perenTa — ojHa Kancysia 150 Mr (a1 Tepanuu BarnHaJIBHOTO KaH/IH1034).
Buiajesienr perucTpanMoOHHOTO YIOCTOBepPeHHsi/ OpraHu3anusi, NPUHUMAIOIIAS TPEeTeH3Un
norpeounTesiei

AO «AJIMYM», Poccus.

142279, MockoBckast 00i1., r. CepmyxoB, 1. O6oseHck, Tep. Kpapran A, . 2.

Tenedon: +7 (495) 646-28-68.

E-mail: info@binnopharmgroup.ru

IIpousBoauTeab

1. AO «<AJIMYM», Poccus.

MockoBckas 00:1., T.0. CeprryxoB, . O6oneHck, Tep. Kapran A, 1. 2.

Buvinyckarowuii konmpons kavecmaa

MockoBckas 001., 1.0. CepriyxoB, m. O6oneHck, Tep. KBapran A, 1. 2, ctp. 1.

2. AO «buokom», Poccus.

CraBponosibckuii kpaii, r. CraBponois, Yanaesckuit npoes, 1. 54.

Buvinyckarowuii konmpons kavecmesa

CraBpononbckuil kpaii, r. CraBponosns, YanaeBckuit npoesn, 1. 54.
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