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NHCTPYKIIMA
10 MEJUILIUHCKOMY ITPUMEHEHHNIO JIEKAPCTBEHHOTI O ITPEITAPATA

DJIIOKOCTAT®

PerncrpaunoHHbIi HOMeP:

Toprosoe naumenoanue: dmoxocrat®

Me:kayHapoaHoe HelaTeHTOBAHHOE WJIM IPYNIIIHPOBOYHOEe HAUMEHOBaHMe: (DIIyKOHA30I1
JlekapcTBeHHas popma: Karcysbl

CocTaB co1ep:KUMOI0 Ha OJIHY KaImcyJy:

Oeticmsyrouee éeujecmao: Girykonazon 50 mr umum 150 mr;

6cnomozamenvHble Geujecmea: Jakto3a (caxap moJsiounbiit) 49,40 mr wim 147,40 mr, kpaxman
Kykypy3Hbiit 16,40 mr unu 49,00 mr, kpemuust fuokeua koutouanbii 0,12 mr unu 0,36 Mr, Maraus
creapar 0,96 mr umm 2,88 mr, Hatpus naypuicyinbdat 0,12 mr unu 0,36 mr;

Cocmae obonouku xancyuvl 01 003uposxu 50 me

KariCyJibl TBEpAbIE )KENaTUHOBBIC [Kpbiueuka: TUTaHa quokeua — 2,0000 %, sxene3a OKCHT KpacHbBIN
—0,7286 %, xxenatun — 10 100 %; kopnyc.: tTutana aquokcua — 3,0000 %, >xene3a oKcHUIl KpacHBINA —
0,0857 %, xxenatur — 10 100 %];

Cocmag obonouku kancyawl 01 003uposxu 150 me

KarcyJybl TBEP/bIE JKETATUHOBBIE [Kopnyc u Kpvluieuka: TATaHa Auokeua — 2,0000 %, xxenatus — 10
100 %].

Onucanme: nozupoBka 50 mr: HempospayHble Karncyiabl Ne 2, KOpHyC CBETJIO-pO30BOIO LIBETA,
KpBIIIEYKa PO30BAaTO-KOPUUHEBOIO LIBETA; 103upoBKa 150 Mr: Henpo3pauHble kancyisl Ne 0, kopnyc

" KpbIIICYKA oeaoro OBCTA. COHep}KI/IMOG KaricyJs — IMopoHIoK 0€e10T0 WIIM MOYTH O€EIoro OBCTA.

dapMmakoTepaneBTH4YecKass TPyNna: MPOTHBOTPUOKOBBIE CpPEJACTBA CUCTEMHOTO JICHCTBUS;

MIPOU3BOJHBIC TPHA30J1a U TCTPA30J1a.

Kox ATX: JO2ACO1

DapMaKoJOTHYeCKHE CBOMCTBA
Dapmaxkoounamuxa
@dyKoHA30J, TPHUA30JIbHOE MPOTHBOTPHUOKOBOE CPEJICTBO, SBIISIETCS MOIIHBIM CEJICKTUBHBIM

I/IHFI/I6I/ITOpOM CHUHTEC3a CTCPOJIOB B KIICTKC FpI/I6OB.
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Ero ocHOBHOW MeXaHW3M JEHCTBHSI 3aKJIFOYAETCS B MHTHOMPOBAHUH OMOCPEIOBAHHON TPUOKOBBIM
nuToxpomMoM P450 peakuuu nemerunupoBanus 14-anbda-maHocTeposia, SBISIOMICHCS KIOYEBBIM
3TamoM OMOCHHTE3a dprocrepona B rpudbax. Hakomnenue 14-anbdameTuicTeposaoB KOppeIupyer ¢
MOCIIEAYIONICH MOTepell IProcreposia, BXOIIETO B COCTaB KJIETOYHON MeMOpaHbI TPHOOB; ATOT
MIPOIECC BO3MOXKHO JIGKUT B OCHOBE MPOTUBOTPUOKOBOTO JeiicTBus (pimykonasona. [lokazano, 4to
¢drykoHa30J1 OoJiee CeNEKTUBEH MO0 OTHOLIEHHIO K pepMeHTaM cemelicTBa uutoxpoma P450 rpubos,

YeM 10 OTHOIICHUIO K pa3NudyHbIM (hepMeHTaM cemeicTBa rutoxpoma P450 MiaekonuTaronux.

@dnykoHa3on o0nagaeT BBICOKOW CMEUU(UYHOCTHIO B OTHOLICHMHM T'PUOKOBBIX (HDEPMEHTOB,
3aBHCHUMBIX OT nutoxpoma P450. Tepanus ¢rykonazonom B 103e 50 Mr/cyT B TeueHue 1o 28 nHei He
BJIMSIET HA KOHIEHTPALMIO TECTOCTEPOHA B IJIa3M€ KPOBU Y MYKYHMH UJIM KOHUEHTPALMIO CTEPOUIOB
y KEHILIUH IeTOpoAHOro Bozpacta. dmykonason B 1o3e 200-400 Mr/cyT He OKa3bIBaeT KIMHHUYECKU
3HAYMMOTO BIIMSHUSL HA YPOBHH DHJOTEHHBIX CTEPOMJOB M HMX PEAKIHUI0 HA CTHUMYJISIHIO
aapeHokoptukorpornHoro ropmona (AKTI') y 310poBeIX My»)4uH-100poBoiblieB. MccienoBanus
B3aMMO/ICHCTBUS C AHTHIUPUHOM TMOKA3aJId, YTO HU OJHOKPATHBINA, HI MHOTOKPATHBIM MPUEM /103

(dykonazosna o 50 Mr He BIMSET Ha €ro METabOJIM3M.

Muxpobuonocus

dnykoHA30J1 TPOAEMOHCTPUPOBAIT POTUBOIPUOKOBYIO aKTUBHOCTH i1 Vitro B OTHOIICHUH Hanboee
pacmpoCTpaHEHHBIX B KIWHHYECKON mpakThke BuI0B TpuOka Candida (Bxmwouass C. albicans,
C. parapsilosis, C. tropicalis). 1nsa rpu6oB pona C. glabrata w C. guilliermondii MmuHnManbHas
unruoupyromas kouneHtpamus (MUK) dbaykonasona sieisercst 6ojiee BBICOKOH, B TO BpeMsl Kak
C. krusei nmeeT MPUPOHYIO YCTOMYMBOCTh K BO3/EHCTBUIO (uiykoHazona. HenaBHo mosBUBIITHECS
BuIbl rpuOka C. auris CPaBHUTEIBHO YCTONYUBBI K BO3ICHCTBHIO (IYKOHA30JIA.

YcraHOBIIEHA TaKKe aKTHBHOCTH ()IyKOHA3o0ua in vitro B otHomeHuu Cryptococcus neoformans n
Cryptococcus gattii, a Taxke IPOTUB YHIEMUYECKUX TUIECHEBBIX TpUOKOB Blastomyces dermatitides,
Coccidioides immitis, Histoplasma capsulatum w Paracoccidioides brasiliensis.

[Ipu npueme BHYTPH (DIYKOHA30J7 MPOSBISET aKTHBHOCTh HA PAa3NUYHBIX MOJENSX TI'PUOKOBBIX
uH(eKnui y )KUBOTHBIX. [IpoeMOHCTpHpOBaHa aKTHBHOCTH TIpemapara Mpu OMIMOPTYHUCTHIECKUX
MHKO3aX, B TOM uucie BbI3BaHHbIX Candida spp. (BKiIro4as TeHEpalM30BaHHBIA KaHIUIO03 Y
’KMBOTHBIX C TOJIaBJICHHBIM UMMYHUTETOM), Cryptococcus neoformans (BKIOYasi BHyTpHYCPEITHbIE
unbexun), Microsporum spp. u Trychophyton spp.

YcTaHOBIICHA TAK)KE aKTUBHOCThH (PIIyKOHA30J1a HA MOJEISIX SHJCMUYECKAX MUKO30B y KHBOTHBIX,

BKMIOYasi WHGMEKIUu, BbI3BaHHBIC Blastomyces dermatitides, Coccidioides immitis (BKIrO4ast
2
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BHyTpuuepenuele uHpexuun) u Histoplasma capsulatum y XUBOTHBIX C HOPMAIbHBIM U

noAaBJICHHBIM UMMYHUTCTOM.

Mexanuzmul pazeumusi pe3sucmeHmHoCcmu K ayKoHa30my

Y o00bryHO BoOcpuMMYUBBIX BUAOB Candida wWambonee dYacTo BCTPEUAIONIUHCS MEXaHU3M
YCTOHYMBOCTH BKJIFOYAET IIeJieBble ()EPMEHTHI a30JI0B, KOTOPHIE YYacTBYIOT B OHOCHHTE3e
sprocreposia. MexaHu3M PEe3UCTEHTHOCTU CBSI3aH CO CHM)KEHHOM 4YBCTBUTEIBHOCTHIO (hepMeHTa-
MUIICHN K UHTUOUPYIOIIEMY BO3ICHCTBUIO (IIyKOHA307Ia.

Toueunsie myTarmu B reHe ERG11, koaupyromem hepMeHT-MUIIEHb, TPUBOAAT K BUIOU3MEHEHHUIO
MUIICHU U CHWXKEHHIO apQUHHOCTH K a3oiaM. Y BenndeHue skcnpeccuu rena ERG11 npuBomut
MPOAYKIIMU BBICOKMX KOHIICHTpAIMil (hepMEHTa-MHILIEHHU, YTO CO3JAaeT MOTPEOHOCTh B YBEIUYCHUU
KOHIICHTpalM (IyKOHA30Jla BO BHYTPUKJICTOYHON KHIKOCTH ISl TOJABIICHUS BCEX MOJIEKYII
(dbepMeHTa B KIIETKE.

Bropoil 3HAauMTENbHBIM MEXaHU3M PE3UCTEHTHOCTH 3aKJIIOYaeTCsl B AKTUBHOM BbIBEJICHUU
¢iykoHa3oMa W3 BHYTPHUKJIETOYHOTO MPOCTPAHCTBA TIOCPEICTBOM AaKTUBALMK JABYX THUIIOB
TPaHCIIOPTEPOB, YYACTBYIOIIMX B aKTUBHOM BbIBeleHUU (d(Dirokce) mpemapaTtoB W3 TPUOKOBOM
kineTku. K TakuMm TpaHcmopTepaM OTHOCHTCS TJaBHBIA MOCPETHHK, KOAupyemblii reHamu MDR
(MHOKECTBEHHOM JIEKapCTBEHHOM YCTOMYMUBOCTH), U cynepceMeiicTBO AT D-CBsA3bIBaOIIEH KaCCEThI
TpaHCTIOPTEPOB, Kogupyemoe renamu CDR.

I'mmepakcnpeccuss rera MDR npuBOauT K pe3UCTEHTHOCTH K (IYKOHA30dy, B TO K€ BpeMs
runepakcnpeccusi reHoB CDR MokeT npuBOIUTH K PE3UCTEHTHOCTH K PA3IMYHBIM a30JIaM.
Pesucrentnocts k Candida glabrata oObiuHO omocpenoBaHa rumnepakcnpeccueit rena CDR, uto
IPUBOJUT K PE3UCTEHTHOCTH KO MHOTUM a3ojiaM. J[jsi Tex mTaMMOB, y KOTOPbIX MUHHUMAaJIbHas
uarubupyromas konueHntpauus (MUK) ompenensercs kak mnpomexyrtouHas (16-32  wmr/m)

PEKOMEHIyeTCsl IPUMEHATh MaKCUMaJIbHbIE J03bI (PIIyKOHA30J1a.

HoepaHuqule SHAYEHUA YyecmeumelbHocmu

Hozcpanuunvie snauenus wyecmeumenvuocmu (cozanactio EUCAST)

OcHoBpIBasich Ha aHaiu3e (apmakokuHeTHueckux/papmakonunamMmudeckux (PK/DJ]) naHHBIX,
YyBCTBUTEJIBHOCTHU in vitro u kimHudeckom otBete, EUCAST-AFST (EBponeiickuii KOMUTET 1O
OTIPE/ICJICHUI0O UYYBCTBUTEJIBHOCTH MHUKPOOPraHM3MOB K AaHTUMHUKPOOHBIM IIpemapaTam —
MOJIKOMUTET I10 OIPEAETICHUIO YYBCTBUTEIBLHOCTH K NMPOTUBOIPHOKOBBIM IperapaTtaM) OINpeaesu
TpaHUIlBl YYBCTBUTEIBHOCTH K (urykonazony mnst BunoB Candida («OOGOCHOBaHHME TpPUMEHEHUS

¢aykonazona EUCAST (2020)» — penakuus 3; KOMUTET 1O ONPENEICHUIO YyBCTBUTEIBHOCTH K
3
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MPOTUBOMHUKPOOHBIM TpernapaTaM, MPOTUBOTPUOKOBBIM MpenapataMm, TaONHIbl MOTPAaHUYHBIX
3HaYeHH 9yBCcTBUTENBbHOCTH Miist mHTepnperanmn MUK, Bepcus 10.0, nefictButensHa ¢ 04 GpeBpans
2020 1.).

[Torpanuynble 3HaUEHUS OBLITN Pa3/IeNCHbl HA HE OTHOCSIIUECS K BUIAM, KOTOPbIe ObUIH OTIPE/IeICHBI
MPEUMYIIECTBEHHO Ha OocHOBaHWHU AaHHbIX OK/DJ] u He 3aBucaTt ot pacmnpeaenenus MUK mns
KOHKPETHBIX BHJIOB, U CBSI3aHHBIC C BHJIAMH, KOTOpPbIe HaWOOJEee YacTO BBI3BIBAIOT MH(MEKIHU Y

JIFOJICH. Ot IOrpaHUYHbIC 3HAYCHU IMPEACTABJICHLI B Ta6JII/II_IC HWXKC:

[IpotuBorpn6- | I'paHUNBI TYyBCTBUTENHLHOCTH, KOTOPHIE 3aBUCST OT BHAA BO30yauTens | ['paHuisr
KOBbIE (U</P>) B Mr/n YYBCTBUTEI
npernaparbl BbHOCTH,
Candida Candida Candida Candida Candida Candida KOTOPBIC HE
albicans dubliniensis | glabrata krusei parapsilosis | tropicalis 3aBHUCAT OT
Buma®
U</P>,
MI/T
dnykonazon® 2/4 2/4 0,001"/16 — 2/4 2/4 2/4

Y — 4yBCTBUTEIBHBIN; P — pE3UCTEHTHBIN.
A — IpaHUIBI YYBCTBUTENBHOCTH, KOTOPBIE HE 3aBUCAT OT BHAA BO3OYAMTENs, ObLIM ONpEEIIEHBI
MPEUMYIIECTBEHHO Ha OcHOBaHuMM JaHHbIX DPK/DJ[ u He 3aBucat ot pacnpenenenuss MUK
KOHKpPETHbIX BUA0B. OHM MpeJHa3HAYEHbl HCKIOYUTENBHO JUIsi NPUMEHEHHS JJisi OPraHu3MOB,
KOTOpBbIE HE UMEIOT CHEeIU(PUUECKOro MOTPAaHNYHOTO 3HAYCHHUS.

B BhICOKHME /103bI (PIIyKOHA30J1a HEOOXOAUMBI [J1st U30JATOB «I1» KaTteropuu.

[Ipouepk — HEe peKOMEHAYETCsl MPOBOJAUTH UCTIBITAHUS Ha YYBCTBUTEIBHOCTb, IOCKOJIBKY JaHHBIA BU
IJI0XO MOAAAETCS Tepanuu YIIOMSAHYTBIM JIEKAPCTBEHHBIM MPENapaTOM.

* —Bce mrammebl C. glabrata otHocsiTes k kareropun «I1». 3nauennss MUK nns C. glabrata 6onee 16
MT/JI CIIEAYET MHTEPIIPETUPOBATH KaK pe3ucTeHTHOCTh. Kareropus uyBctBuTensHocTd (< 0,001 Mr/i)
IpeHa3HaYeHa TOJBKO Ul MPEJOTBPAIIECHUsI OIIMO0YHOr0 OTHECEHUs mTaMMoB «II» k mramMmam
«».

I1 (uyBcTBUTENBHHBIHN, OBBILIEHHOE BO3/1€WCTBUE) — UMEIOLIUECS TAHHBIE TIOJITBEPKAAIOT, UTO
CYILECTBYET BBICOKAsI BEPOSTHOCTh TEPANIEBTUYECKOIO YCIIEXA, IOCKOJIbKY BO3/IEHCTBHE BEILIECTBA
MOBBIILIEHO B pe3yJbTaTe KOPPEKINH PEXUMA JTO3UPOBAHUS WIH €r0 KOHLIEHTPALUU B MECTE

UHEKINH.

Hozcpanuunvie snauenus yyecmeumebHocmu co2nacho kpumepusim UKJIC

[Torpanuynsle 3HaueHus dvyBcTBUTENbHOCTH (Y), mpusHanHble WHcTHTyTOM KimHuMyeckux wu
Jla6opatopusix CrangaptoB (MKJIC), onunakoBsl, 3a uckinrouennem suna C. glabrata, st KOTOPBIX
HE YCTAaHOBJICHBI TOTPAaHWYHBIC 3HaueHUs Y, TOJNBKO MNPHU3HAHO MOTPAHUYHOE 3Ha4YeHHe ull3

(ayBcTBUTENBHBIN 10303aBUCUMBIN) < 32 mr/n. UKJIC takxke ompeaenseT MOrpaHUYHOE 3HAUCHHE
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y/I3, paBHOU 4 mr/n, as BunoB C. albicans, C. parapsilosis v C. Glabrata, v > 8 Mr/n kak 3Ha4CHHE
pesuctentHocTd (P) mist atux tpex BunoB (Mucturyr Knuanyeckux u Jlabopatopusix CtaHmapToB
(MKJIC). HopmatuBHBIE MOKa3aTeNu Ui ONPEACICHHs] MPOTUBOTPHOKOBON UYyBCTBHTEIHLHOCTH
riecHeBbIX rpuOKoB. 1-it Bemyck. UKJIC nonomnenne M60 (ISBN 1- 56238828-2 [Print]; ISBN 1-
56238-829-0 [Electronic]). Uacturyt Knuanueckux u Jlaboparopusix Cranmapros, 950 Bect Bamnu
Poyn, Crout 2500, Baiine, [lencunbBanus 19087 CILA, 2017).

Hoepanuunsie 3nauenus uyecmsumenbhocmu coenacho kpumepuim FDA (Tpebosanus FDA CIIIA

o USPI

Food and Drug Administration (FDA) Coenunennsix lllTaToB AMepukn mpUHUMAET OTPAHUYHBIC
snayenns Y u P UKJIC; xoTs He UCMONB3YET TEPMHUHOJIOTHIO 4/[3 M paccMaTpuBaeT 3TH 3HAYCHUS

kak "mpomexxyrounsie” (I) (https://www.fda.gov/STIC).

dapmarkokunemuxa

AOcopOrus

dapmakoknHeTHKA (IIYKOHA30J1a CXOIHA IIPH BHYTPUBEHHOM BBEICHUU M IIPUEME BHYTPb.

[Tocne npuema BHYTPh (IIyKOHA30JI XOPOIIO BCACHIBACTCS, €r0 KOHIEHTPAIMU B IUIa3Me KPOBH (U
obmasi OMoMOCTYmHOCTh) mpeBbmaloT 90 % OT TaKOBBIX IPH BHYTPHUBEHHOM BBEICHUM.
OnHOBpPEeMEHHBIN MPUEM MUY HEe BIUSICT HA BcachiBaHUE (ITYKOHA30JIA.

Pacnpenenenne

Konnentpanust B miaa3mMe KpOBH MPOMOPIMOHANBHA J03€ U jgocTuraetT MakcumyMa (Cmax) depe3
0,5-1,5 4 mocne nmpuema ¢uryKoHa30Ja HATOIIAK, a IEPHO/] TOITYBBIBEACHUS COCTABIsET 0K0JI0 30 4.
90 % paBHOBECHOM KOHILIEHTPALMU JOCTUralTCsi K 4-5-My JHIO IOCJI€ Hayaja Tepanuu (mpu
MHOTOKpPAaTHOM IIpHEMeE IperapaTa OJWH pa3 B CyTKH). MakcuMalbHasi KOHIIEHTpanus GIyKoHa30J1a
B CJIIOHE IIPH NIPHEME KaIlCyJIbl JOCTUTaeTcs uepes 4 yaca.

Benenue ynapHoii 103l (B 1-ii 1eHB), B IBa pa3a MPEeBHIIAIONIEH OOBIYHYIO CYTOUHYIO JI03Y, JIEJIaeT
BO3MOKHBIM J1ocTKeHHEe 90 % paBHOBECHOHN KOHIEHTpalMU KO 2-My JHI0. O0beM pacnpe/esieHust
npulImKaeTcs K o0LIeMy Co/Iep:KaHuIo BObl B opranu3me. CBs3bIBaHue ¢ O€JIKaMHU I1a3Mbl KPOBU
—Huskoe (11-12 %).

@dryKoHa301 XOPOIIO MPOHUKAET BO BCE XKUAKOCTU opranu3ma. KonuenTtpauuu ¢iaykoHazona B
CJIIOHE M MOKPOTE CXOJIHbl C €ro KOHIEHTpPAlUsIMHU B IJIa3Me KpOBU. Y MAIMEHTOB C IPUOKOBBIM
MEHUHTUTOM KOHIIEHTpAalUU (IIyKOHA30ja B CHMHHOMO3TOBOM KHJIKOCTH COCTaBJISIOT 0Kos1o 80 %

OT €Iro KOHL[GHTpaLII/Iﬁ B I1JIa3MC KPOBH.
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B porosom cnoe, anuaepmuce, 1epMe 1 NTOTOBOM KUIAKOCTH JOCTHTAKOTCS BBICOKHME KOHLIEHTPAIINH,
KOTOPBIE PEBBIIIAIOT CHIBOPOTOUHBIE. DITYKOHA30J1 HAKAIUIMBAETCA B poroBoM cioe. [Ipu npueme B
no3e 50 Mr ouH pa3 B CyTKH KOHIIEHTpanus (iaykoHasosa uepe3 12 mHeit cocraBnseT 73 MKI/T, a
yepe3 7 QHEH mocie MpeKpaiieHus JIedeHus — Toabko 5,8 Mkr/r. [Ipu npumenenun B g1o3e 150 mr
OJIUH Pa3 B HEJIEJIO KOHIIEHTpaIys (IyKOHA30J1a B POTOBOM CJIO€ Ha 7- IeHb cocTaBisieT 23,4 MKI/T,
a uepe3 7 AHEH mocie mprueMa BTOpOoit 1036l - 7,1 MKI/T.

KoHnuentparus ¢rykoHaszosa B HOI'TSAX 1MOcie 4-X MEeCcSYHOro npuMeHeHus B o3¢ 150 Mr oauH pa3 B
Heznenmo coctaBisieT 4,05 MKI/T B 3M0pOBBIX U 1,8 MKI/T B MOpa)XEHHBIX HOTTSX; uepe3 6 MecsIeB
rocJie 3aBepIlIeHUst Tepanuu (HIyKoHA30J HO-MIPEKHEMY ONPEAEISAETCS B HOTTAX.

Buorpauncdhopmanus

@dnykoHa3071 B HE3HAUMTEIbHOM CTENEeHM MojaBepraercs Merabonusmy. I[lpu BBepeHuu 1035l
MEYEHHOHN pPaJUuOaKTHUBHBIMH H30TOnamu, jgumb 11 % d¢uykoHa3ona BBIBOJUTCS MOYKAMU B
M3MEeHeHHOM BHe. DIIyKOHA30J SIBISIETCS YMEpeHHbIM HMHruoutopom m3odepmerntoB CYP2C9 u
CYP3A4 (cm. paznen 4.5.), a Taxoke MOITHBIM UHruOMTOpOoM n3odepmenta CYP2CI19.

DIUMUHAIUS

[Ipenapat BBIBOAUTCS, B OCHOBHOM, IOYKamMu; ipuMepHo 80 % BBEIEHHOH 103kl OOHAPYKUBAETCS B
Moue B HEM3MEHEHHOM Buje. KimmpeHc (iykoHaszoma MponopIHOHANICH KIMPEHCY KpeaTHHHHA.
Hupkynupyromniye MeTaboIuThl He 0OHAPYKEHBI.

Jumrensubiii T!/2 W3 muasmMbl KpOBH IO3BOJISET INPUHUMATH (DIYKOHA30J OJHOKPATHO IIPU
BarMHAJILHOM KaHAMJI03€ U OJUH pa3 B CYTKH WIHM OJIMH pa3 B HEJENIO IPU JAPYrux NnokazaHusx. B
X0Je uccienoBaHus (hapMakOKMHETHKH ¢ ydacTueM 10 >KEHIMH, BPEMEHHO WU TOJTHOCTHIO
MPEKPATUBIINX KOPMJICHUE TPY/AbIO, OLIEHUBAIM KOHIICHTpanuio (IyKOHA30JIa B IJIa3ME€ KPOBHU U
TPYIHOM MOJIOKe B TedeHue 48 dYacoB mocie oOJHOKpaTHoro mpuema 150 mr ¢daykonasona.
dmykoHa3on OblT OOHApYXeH B TPYIHOM MOJIOKE B CpEJHEH KOHIIEHTPALWH, COCTABIISIOLICH
npubu3uTensHo 98% OT KOHIEeHTpanuu ¢IIyKoHa30Ja B ia3Me KpoBu Matepu. CpeaHsis MUKOBast
KOHIICHTpAIHsl cocTaBisiiaa 2,61 Mr/in mo ucredeHuu 5,2 4acoB MOCIe MpUeMa rpemnapara.

CDaDMaKOKI/IHeTI/I‘ICCKaH-d)aDMaKOHI/IHaMI/I‘I€CKa}I 3aBHUCUMOCTH

CornacHo pe3yabpTaTaM SKCIIEPUMEHTAIbHBIX HCCIIEIOBAHUI Ha )KUBOTHBIX, CYIIECTBYET KOPPEIISIHS
Mexay 3HaueHussMH MUK u sQpexkTHBHOCTBIO B OTHOIIEHWH SKCIEPUMEHTAIBHBIX MOJIENIEH
MHUKO30B, BbI3BaHHbIX rpubamu pona Candida. Tlo AaHHBIM KIMHUYECKUX HCCIICIOBAHUMA,
CylecTByeT npakTuiecku juHeHas (1:1) 3aBucumocts Mexay AUC u go3oi paykonazona. Takxke

CYILIECTBYET IMpsiMasi, HO HepoctarouyHas cBsizb Mexay AUC wmiaM 030 U MOJIOKUTEIbHBIM
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KIIMHUYCCKUM OTBCTOM Ha JICHCHUC KAHAWI03a IMOJIOCTHU pTa U, B MEHBIIIECH CTCIICHH, KaHIUJCMUHU.
AHaJ'IOFI/I‘IHO, JICUCHHUC HHq)eKHHﬁ, BBI3BAHHBIX IITaMMaMH, K KOTOPbIM (1)J'IYKOH33OJ'I JACMOHCTPHUPYCT

6onee Beicokyto MUK, menee 3 pexTHBHO.

®apMaKOKHHETHKA YV PA3IMYHBIX T'PYIIN MAITUCHTOB

Iloyeunas nedocmamoynocmo

VY nanmueHTOB C TOYEYHOM HEAOCTATOYHOCTHIO TSDKEJIOW CTeneHu (CKOPOCTh KIyOOYKOBOM
¢unprpanuu  (CK®) < 20 m/mmn/1,73 M?>  mwiomaad mnoepxHocTd Tena) T'/2 mpemapara
yBemmuuBaics ¢ 30 o 98 vacos. B cBsi3u ¢ uem, 3TOM KaTeropuu MaeHToB HEOOXOAMMO CHIKATh
no3y mnpemnapara. draykoHazon ypajsercs IMyTeM TeMOAWalnu3a W B MCEHBIICH CTerneHH —
nepuToHeanbHoro nuanusza. CeaHc TreMoauanu3a NPOJOJDKUTENBHOCTBIO 3 daca CHIDKaeT
KOHIICHTpaIHio (JIyKOHAa30Ja B IIa3Me KpoBU Npuoim3utenapHo Ha 50 %.

THayuenmul noosicunozo 6o3pacma

bbuto ycraHOBIIEHO, YTO MPHU OJHOKPATHOM IpPHUMEHEHUH (uiyKoHa3oja B 703e 50 Mr BHYTpb y
MOKWIBIX TAIMEHTOB B BO3pacTe 65 JeT W crapiie, HEKOTOpbIe M3 KOTOPBIX OJHOBPEMEHHO
NpUHUMATH TUYPEeTUKH, Cmax JOCTUTANACH Yepe3 1,3 4 mociie nmpuema u cocrabisia 1,54 mkr/mi,
cpenuue 3HaueHus AUC — 76,4 + 20,3 MKr-4/mii, a CpeIHUI MEpHO MOJyBbIBEACHUS — 46,2 4.
3HaueHust ITHX (PapMaKOKMHETHUUYECKUX IapaMeTpOB BbIIIE, YEM y MOJIOJBIX MAIMEHTOB, 4YTO,
BEpOSITHO, CBA3aHO C MOHIKEHHOW MOYeyHOW (DyHKIMEH, XapaKTepHOHW IJisi MOKUJIOTO BO3pAacTa.
OnHOBpEMEHHBIHN TpUeM JTUYPETUKOB He BbI3bIBaj BeipaxkeHHOTO u3MeHeHUsI AUC 1 Crax.

Kmupenc kpeatununa (74 mu/MuH), TPOLEHT (hITyKOHA30J1a, BHIBOAMMOIO MOYKaMU B HEM3MEHHOM
Buze (0 — 24 4, 22%) u noueuynsiit kiupeHc daykonasona (0,124 Ma/MUH/KT) y TOKUIIBIX TALUEHTOB

HHWIKC 110 CPAaBHCHHUIO C MOJIOJAbIMU.

JleTH ¥ MO APOCTKHU

Yy ;[eTeﬁ OLLIH MOJIYYCHBI CIICAYIOIINEC 3HAUCHU A (bapMaKOKI/IHeTI/I‘-ICCKI/IX mapamMeTpoOB:

Bospacrt Jo3a (Mr/kr) Ilepuon Ilaomans mnox KpuUBOM
NOJyBbIBE/ICHUSI | «KOHIEHTPaLHs/BpeMs»
(4ac) (AUC) (MKr-4/mu)
9 mec — 13 ner OpnHokpatHO — BHYTph | 25,0 94,7
2 MI/KT
9 mec — 13 ner OpnHoKpaTHO — BHYTPL | 19,5 362,5
8 MI/KT
Cpennwuii Bo3pact MHuorokpaTHo — BHYTpb | 15,5 41,6
7 ner 3 Mr/kr
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Ioxka3aHusi K NPUMEHECHUIO
I[Ipenapat ®mokocTar® MoKasaH K IPUMMEHEHHIO Y B3POCIBIX M JeTel oT 3 jieT 10 18 ner.

IIpenapat (DHIOKOCT3T® IIOKa3aH I JICUCHUA CICAYIOIINX 3a00J1EBaHUI Y B3POCJBIX!

- KPHUNTOKOKKOBBII MEHHHIUT;

- KOKUUJUOWUJIOMHUKO3;

- VHBA3MBHBIA KaHIHUJI03;

- CIOM3UCTBIM KaHAMI03, B TOM 4YHcIe Opo(apuHreanbHbI KaHAMI03, KaHAWJ03 IMHILIEBOJA,
KaHJIUYpUSl U XPOHUYECKUH KOKHO-CIM3UCTBIM KaHAUI03;

- XPOHHYECKUU aTpOUYECKH KaHAMI03 POTOBOW MOJIOCTH (CBS3aHHBIM C HOUICHHEM 3yOHBIX
IPOTE30B), KOTJa COOJIIOJEHHS TUTUEHBI MTOJIOCTH PTa WIIK MECTHOTO JIEYEHHS HEJOCTAaTOUHO;

- BarvMHAJBHBIA KaHJIWJ03, OCTPBIM WIM pEUUIUBUPYIOIIMMA, KOrJa MECTHas Tepamnus He
NPUMEHUMA;

- KaHJIUAO3HBIN OalaHUT, KOT/Ia MECTHAsI Tepalus He IPUMEHNMA;

- JepMaTOMMKO3bl, B TOM 4YHUCJIE JAEepMATOPUTHS CTOI, IepMaTOPUTHUSA TYJIOBUIIA, MaxoBas
nepMatouThs, Pa3HOIBETHBIA JHINANH M KOXHBIA KaHIUA03, KOTJa TOKAa3aHO CUCTEMHOE
JICYECHHUE;

- I[CpMaTO(l)I/ITI/IH HOrTel (OHI/IXOMI/IKO3), Koraa JICHCHUC APYIrUMH IIperaparaMy HC IIPUCMIIEMO.

IIpenapar q)J'IIOKOCTaT® IIOKa3aH JJIAd HDOd)I/IJ'IaKTI/IKI/I CICAYIONTHUX 3a00J1EBAHUI Y B3POCJIBIX:

- peuMauBbI KPUITOKOKKOBOTO MEHUHIMTA Y MALMEHTOB C BHICOKUM PUCKOM PELUINBA;

- peuMauBbl OpoapHHIeILHOTO KaHAKWI03a U KaHauo3a numieBoga y BUY-unpuimpoBanHbIx
MAlMEHTOB C BBICOKUM PUCKOM PELIM/INBA;

- Ul CHH)KEHHUS 4acTOThI PELUAMBOB BarMHAJIBHOIO KaH/1103a (4 uiu 6oJiee 3MHU30/10B B IOJ);

- Ui TPOPUIAKTUKHA KaHAUJO3HBIX UHPEKIUH y MallMEeHTOB C MPOJA0JDKUTENIBEHON HEUTpOTIeHueH
(TakMX Kak MaIUeHThl ¢ reMo0JIacTo3aMM, MPOXOJIANIMMHU XHUMHOTEPANHIO0, WM HaIHEeHTHI,

MpoXoaAAIUEC TPAHCIIAHTAIIUIO T'€MOIIOOTHICCKHNX CTBOJIOBBIX KJIGTOK).

IIpenapar (DJ'IIOKOCTHT® HoKa3aH K IPUMEHEHMIO YV JICTCH B BO3paCTe OT 3 10 18 net:

- U JISYeHUS CIU3UCTOTO KaHu103a (opodapHHreaqbHOro KaHIu103a U KaH 11032 MMHIIEBO/Ia),
WHBA3WBHOTO KaHAWJ03a, KPUNTOKOKKOBOTO MEHHMHTHUTa M TPOQWIAKTHKH KaHIUIO03HBIX
MHQEKINN Y TAIMEHTOB C 0CIa0JIeHHOW UIMMYHHON CHCTEMOM;

- (bmykOHA30J1 MOKHO MPUMEHSTH B KaYeCTBE IMOAICPIKUBAIOICH TEparuu sl IPEAOTBPALICHHS

peuuaBa KpUNTOKOKKOBOIO MEHUHIUTA Y AETEH ¢ BBICOKUM PUCKOM pELUIUBA.



COOTBETCTBYET ZKCNEPTHOMY OTUETY

26.02.2024 Ne 3476

OT b UZ_ZUs

(NOCNEQCBATENEHOCTE 0002)

IIporuBonoKa3anus

- TOBBINICHHASs YYBCTBHTEJIBHOCTh K (DIYKOHA30Jy, APYIrMM KOMIIOHEHTaM IIperapaTa Wiu
A30JIbHBIM BELIECTBAM CO CXOJHOU (hITYKOHA30Jy CTPYKTYpOHi;

- OJIHOBPEMEHHBIN NpueM TepdeHaarHa BO BpeMs MHOI'OKPATHOIO NMPUMEHEHUs (hIIyKoHa301a B
noze 400 mr/cyr u OGonee (cMm. pasmen «B3aumopeiicTBHe C OPYrMMHU JIEKapCTBEHHBIMH
npernapaTaMm);

- OJIHOBPEMEHHOE TMPUMEHEHHWE C TMpemapaTamu, yBennuyuBarommMu uHTepBan QT w
MeTaboIu3UpyrIMMHECS ¢ momoibio uzopepmenta CYP3 A4, Takumu Kak IIU3apuI, aCTEMHU30I,
SPUTPOMUILINH, MUMO3U], XUHUAUH (cM. pasznen «B3aumopeiicTBue ¢ IpyruMu J1eKapCTBEHHBIMU
npernapaTaMm);

- JIeUINT JaKTa3bl, HEIEPEHOCUMOCTD TaJIaKTO3bI, TIIOKO30-TATaKTO3HAS MAIbaOCOpOLIHs;

- JIeTCKH# Bo3pacT 10 3 yeT (11 JaHHOM JIEKapCTBEHHOMN (OPMBI).

C 0CTOpPOKHOCTHIO

- TEYCHOYHAs HEJAOCTATOYHOCTD;

- IOYeYHAas HEJOCTATOYHOCTH;

- TOsBJICHHUE CHINMU HA (poHEe mpuMeHeHus (DIyKOHA30I1a Y MAlMeHTOB C TIOBEPXHOCTHON IPUOKOBOI
WH(EKIMe 1 MHBa3WBHBIMU/CUCTEMHBIMU TPUOKOBBIMH HH(PEKIIUAMH,

- OJHOBPEMEHHOE MpuMeHeHHne TepdheHaauta u GpaykoHaszosa B 03¢ meHee 400 Mr/cyT;

- TOTEHIUAIFHO MPOAPUTMUYECKUE COCTOSIHHS Yy TAIMEHTOB C MHOKECTBEHHBIMH (PaKTOpamMu
pucka (opraHudeckue 3a0oJieBaHUS CEpAllA, HAPYUIEHUS OJJIGKTPOJMTHOrO OamaHca U

CIOCOOCTBYIOIIAs Pa3BUTHUIO MOJOOHBIX HAPYIICHUH COMYTCTBYIOIIAs TepaIus).

IIpumeHeHue Npu 6epeMEeHHOCTH U B EPHOJ I'PYIHOI0 BCKAPMJIMBAHUSA

AJIeKBaTHBIX ¥ KOHTPOJIMPYEMBIX HCCIIEIOBAaHUN TpUMEHEHHUS (DIIyKOHA301a y OepeMEHHbBIX KEHIIIH
HE MPOBOIUIIOCH.

Bo Bpemst GepeMeHHOCTH MpUMEHEHUs1 (IIyKOHa30J1a ClIeAyeT u30erarh, 3a UCKIFOUEHUEM CITy4acB
TSDKEJIBIX M MOTEHIIMAIBHO YTPOXKAIOMIMX KU3HH TPHOKOBBIX MH(EKIHH, KOTrJa OKuaaeMasi moib3a
JICUEHUS /ISl MATE€PH MPEBBIIIACT BO3MOXKHBIN PUCK IS TUIOJIA.

Heobxoanmo paccMoTpeTh 3 PeKTUBHBIE METO bl KOHTPAIICTIIIMU Y KEHIITHH IETOPOTHOTO BO3pacTa
B TEUEHHE BCErO IMepuoJa JIEYCHUS M NpUONM3UTENTHHO B TedeHue Henenu (5-6 mepuonioB
MIOJTYBBIBEJICHHSI ) TIOCTIE IPUHSITHS MOCIIEAHEN J03bI mpenapata (cM. pasaen «DapMaKkOKHHETHKAY).
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Coo0manoce 0 ciydasx CamMONpPOU3BOJIBHOTO abopTa W Pa3BUTHS BPOXKACHHBIX AHOMAIHHA Yy
MJIaJICHIIEB, YbH MaTEPH MoJTydain (HaykoHa3ou B go3e 150 Mr oJHOKpaTHO WU TIOBTOPHO B TIEPBOM
TpUMecTpe OEpEMEHHOCTH.

OnwucaHbl CiIy4ad MHO>KECTBEHHBIX BPOXKICHHBIX MOPOKOB Y HOBOPOXKJICHHBIX, MATEPU KOTOPBIX Ha
MPOTSHKEHUU OOJBIICH YacTH WIJIM BCETO MEPBOTO TPUMECTPA MOTYyUYaIH TePanuio GIyKOHAa30JI0M B
BbICOKOM no3e (400-800 wmr/cyr). bpumn oTMeYeHBl ClEAyIOUIUEe HapyIICHUS pa3BUTHUS:
Opaxuuedanys, HapyleHUe Pa3BUTH JHMIIEBOM 4YacTH yepena, HapylleHue (popMHUpOBaHHUS CBOJA
yepemna, BOJMYbsl MAacTh, HCKPUBICHHE OCIPEHHBIX KOCTEH, HCTOHUYEHHWE W YHJIWHEHHE pedep,
apTPOrpUIO3 U BPOXKIACHHbIE TOPOKHU CEpALIA.

dykoHa301 00HAPYKUBAETCSl B TPYIHOM MOJIOKE B KOHIICHTPAIMAX, OJIM3KHUX K IIa3MEHHBIM (CM.
paznen «®apmakokuHeTnka»). Ilepuon moOdyBBIBEACHUS IIpemnapara M3 TPYJHOIO MOJIOKa
NpUOIU3UTENIFHO PaBEH MEPUOAY IMOJIyBbIBEeIEHHU W3 mia3Mbl — 30 vacoB. [Ipennonaraemas no3a
(bykoHa3oJ1a, morjonaeMas MIaJeHIIEM (C y4eTOM TOr0, YTO CpeIHee KOJUYECTBO MOTPEOIIIeMOTO
MoOJIOKa cocTaBisieT 150 MII/KT €XeTHEBHO), U pacCUMTaHHasl B COOTBETCTBUU CO CPEIHEN MMKOBOM
KOHIIEHTpaIlMe# mpemnapara B rpyJHOM MoJoke, cocTaBisieT 0,39 MI/KT B I€Hb, 4YTO IPUOIUZUTETHHO
paBHO 40 % pekoMeHJ0BaHHOW HEOHATaJIbHOM M03bI (JUIA Aered mutammie 2 Hexenb) uimn 13 %
PEKOMEHIOBAaHHON MJIQJICHYECKOW JI03bl NPU JICUCHUH KaHIUI03a CIM3UCTHIX. KopMileHHne Tpyabio
MO>KHO TMPOJIOJDKUTH MOCJIEe IpUeMa OJTHOKPATHOU J103bI (urykoHaszomna B 150 mr. He pekomenayercs
KOPMHUTh TPYIBIO MOCJIE MHOTOKPATHOTO MpHEMa WM MpUeMa BBICOKOH 1036l (pirykonasona. [lpu

® Ha ()oHE IPYAHOrO BCKApMIIMBAHUS

NIPUHATUU PELICHHUs O Ha3HadeHuW npenapara diarokocrat
clie[lyeT MPUHUMATh BO BHHUMAaHHE CIIEAyIoIe (PaKTOpbl: MOJIb3Y TPYAHOTO BCKAPMIMBAHUS IS
3I0pOBbsI U Pa3BUTHsI MIJIQJICHIIA COBMECTHO C KIMHUYECKMMHU IOKa3aHUSAMH [UIsl HAa3HAUCHMS
mpernapara ¥ BO3MOKHOCTb Pa3BUTHS JIFOOBIX MOTEHIIMAIBHBIX TOOOUYHBIX () (HEKTOB y MITaZCHIIA HITH

BJIMSHHC COHYTCTBYIOHIGIZ IMaTOJIOrMU MAaTCPU HA 3A0POBLC MJIAACHIIA.

Cnocod npuMeHeHus U 103bI

Buytps. Kancynbl npornatsiBatoT HETUKOM.

Jlna xancyn 150 mr: nepen nepBbIM MPUMEHEHUEM MALMEHTHI JOJDKHBI IPOKOHCYJIBTUPOBATHCS C
JIeYaliuM BpauoM.

Tepanuio MOXHO Ha4YMHATH JIO TMOJNYYEHHUS PE3yJbTaTOB IOCEBA W JIPYrHX JAOOPAaTOPHBIX
uccienoBanuid. OJJHaKO NMPOTUBOTPUOKOBYIO Tepamnuio HEOOXOAUMO HW3MEHUTh COOTBETCTBYIOLIUM

0o0pa3oM, KOrja pe3yibTaThl 3TUX HUCCIEOBAaHUN CTaHYT M3BecTHhIMU. [Ipu mepeBoje manumeHTa
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BHYTPUBEHHOTO Ha MIEPOPAIBHBII NPHEM IMpenapara Wid Hao00poT, U3MEHEHHsI CYTOYHOM 03Bl HE
TpebyeTcs.

Cyrounas n03a npenapara OuokocTaT® 3aBUCHT OT XapaKTepa U TSHKECTH TPUOKOBOM MH(EKIHUH.
[Tpn uHpeKMAX, TPEOYIOMMX MOBTOPHOTO IpHEMa IpenapaTa, JIeYeHHEe CIEAYET NPOJOIDKATh J0
MCUYE3HOBCHUSI KIMHUYECKUX WM JIAOOPATOPHBIX MPU3HAKOB AKTHBHOW TI'PHOKOBOH HH(EKIHH.
BbonsabiM CITU/I0M M KpUNITOKOKKOBBIM MEHHHIMTOM WM PEIUMBUPYIOLIMM OpPO(papHHT €aTbHBIM
KaHJMI030M OOBIYHO HEeoOXoJMMa MOIJEP)KUBAIONIas Tepanus i NPO(UIAKTUKH PELH/MBOB

UH}EKINH.

IIpuMeHEeHNE Y B3POCIIBIX

1. IIpu KpUNTOKOKKOBOM MEHHMHIUTE U KPUITOKOKKOBBIX I/IHd)CKUI/ISIX JIpYTO#l JIOKaIHU3aIuu

B IIEPBBIN JIeHb 00bIYHO puMeHsIOT 400 MT, a 3aTeM Mpo10JDKaroT JeueHue B o3¢ 200-400 mr oauH
pa3 B CyTkd. JIIIMTENBHOCTH JICYCHUSI KPUIITOKOKKOBBIX HMH(PEKIUI 3aBUCUT OT HAIUYUs
KIIMHAYECKOTO U MHUKOJIOTHYECKOro 3P eKTa; mpu KPUNTOKOKKOBOM MEHHUHTHUTE JICUeHHE OOBIYHO
MPOAOJDKAIOT 0 KpaiiHel mepe 6-8 Hemenb. B ciiydasx jeyeHus yrposkaromux >KU3HU WHPEKIUH
CYTOUYHYIO 103y MOXHO yBEAUYUTH 0 800 Mmr.

Jist HDOd)I/IJ'IaKTI/IKI/I peunanBa KPUIITOKOKKOBOI'O MCHUHIUTA Y IMMAOUCHTOB C BBICOKMM PHCKOM

pelMIuBa, IMOCJIE 3aBEpUICHUs IOJHOrO Kypca MEpBHUYHOrO JICUEHHs, TEpaluio IpernapaToM
®mokoctar® B 103€ 200 MI/CYT MOKHO NMPOJOJKATE B TEYEHHUE HEOIIPEAEIEHHOTO IIEPHO/1a BPEMEHH.

2. [Ipu KOKIIMAMOUTOMHUKO3€ MOXKET MOTpeOOBaThCs MpUMEHeHue mpemnapaTta B go3e 200-400

Mmr/cyT. s HEKOTOphIX WMH(EKIUI, B 0COOCHHOCTH C MOPaXKEHHUEM MO3TOBBIX 000J0UYEK, MOXKET
paccmatpuBaThea J103a 800 Mr B cyTku. [[IMTENBHOCTH TEpanuu ONPEAEISIOT WHIUBHUIYAILHO,
MOXET JUTUThCS 70 2-X JIeT; oHa cocTaBisieT 11-24 mec. npy KOKIMAMOUIOMUKO3E, 2-17 Mec. — npu
MapaKkoKIUIUOUI0MHUKO3e, 1-16 Mec. — rpu criopoTpuxo3e u 3-17 Mec. — Ipu THCTOILIA3MO3E.

3. HDI/I KaHAUACMHUH, JUCCEMHUHHUPOBAHHOM KAaHAWJAO03C W JAPYIUX HWHBA3HMBHBIX KaHJAWJIO3HBIX

nHGEKIUAX HachIIaromas 103a coctapisieT 800 Mr B epBbId A€Hb, Oceyomas 103a 400 mMr/cyr.
JUTMTEeTbHOCTh TEpAaMKM 3aBUCHT OT KIWHUYECKOW »ddexTtuBHOCTH. OOmas pekoMeHaanus o
JUTMTEIbHOCTH JICYCHUSI KaHIUJIEMHUH — 2 HEJIeIIU MOCIIe IEPBOT0 OTPULIATEIFHOTO PE3yIbTaTa MoceBa

KpOBHU 1 UCYC3HOBCHUS IMMPHU3HAKOB U CUMIITOMOB KaHAUACMUH.

Jleuenue cauzucmozo kanouoosa

» Ilpu opodapuHreasbHOM KaHAMI03€ HackImaromas no3a cocrabiser 200-400 Mr B miepBbIid

JeHb, nocnenyromas noza: 100-200 mr oguH pa3 B cyrku B TeueHue 7-21 nusa. Ilpu

HEOOXOAMMOCTH, MAIIMEHTaM C BBIPA)KEHHBIM IOJABJICHHEM HUMMYHHOU (YHKIHU JIeYEHUE
11
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MOXHO ITPOJ0JIZKAaTh B TCUCHHUC 0ostee JJIUTCIIBHOT'O BPpCMCHHU. HpI/I anO(l)I/I‘-IGCKOM KaHAn103€
IMOJIOCTHU PTa, CBA3aHHOM C HOUICHUCM SY6HBIX IpoTE30B, MpcIiapar 0OBIYHO IPpUMCHAIOT B
03¢ 50 mr OIH pa3 B CYyTKH B TCUCHUC 14 I[Heﬁ B COUCTaHNU C MCCTHBIMH aHTUCCIITUYCCKUMU
CcpeaAcTBaMu IJIsd O6pa60TKI/I IpoTe3a.

[pu kangunypuu > dextuBHas 103a 00b19HO coctapisieT 200-400 Mr/cyT npu ATUTENLHOCTH

neyeHus 7-21 nHel. Y MalMeHTOB C TSXKENBIM HapylleHHeM (QyHKIUU UMMYHHOW CHCTEMbI
MOXHO HCIOJIb30BaTh 00JIEE JUINTEIbHBIE IEPUO/II TEPAIIHU.

[Ipu XpoHHYECKOM KOKHO-CIAU3ZUCTOM KaHana03€ npumeHstoT 50-100 mr B cyTku 10 28 nHei

jedeHus. B 3aBUCUMOCTH OT TSXKECTH T€UeHUs MH(EKLIUHU WM COMYTCTBYIOIIETO HapyIICHUs
UMMYHHOH CHCTEMBI W HMH(EKIMH MOXXHO HCIIOJNB30BaTh 0O0J€e IUTEIbHBIE TMEePHOIbI
Tepanuu.

Ilpu xaHauao3e nuieBojia Hacwimarwmas go3a 200-400 Mr B nepBblid JIeHb, MOCIEYIOast

no3a: 100-200 mr B cytku. Kypc neuenus cocrapisier 14-30 nHeii (10 TOCTKEHUS] pEMUCCUN
KaHauao3a nuuieBona). [lpu HeoOXoaMMOCTH, MallMEeHTaM C BBIPAXKEHHBIM I10JIaBJICHUEM
UMMYHHOU (DyHKIIMU JIeYeHHE MOYKHO MPOJIOKATh B TeUeHUE 0oJiee JIITUTEIbHOIO BPEMEHH.

JUtst opoIJIaKTHKY PEIMANBOB OpodapHHreaIbHOI0 Kanango3a v BUY-nnduimpoBaHHbIX

HAIMEHTOB C BEICOKMM PHUCKOM PELMIMBOB Iipenapat npuMeHstoT no 100-200 mr B CyTKH uiu

200 Mr 3 paza B HeJENO B TEUCHHE HEOMPENENEHHOIO Mepruojia BPEMEHH Yy MAlMEHTOB C
XPOHUYECKU MOHM>KEHHBIM UMMYHUTETOM.
Jis TPEIOTBpallleHUs PelMJIMBOB KaHAWA03a MHUIIEBOJIa BUY-unbunrpoBaHHbIX

HAIMEHTOB C BEICOKMM PUCKOM PELMIMBOB Ipenapat npuMeHstoT no 100-200 mr B CyTKH uiu

200 mr 3 pa3a B HCACIIO B TCUCHUC HCOHNPCACJICHHOI'O IMEpruoJa BPEMCHHU Yy IMALIUCHTOB C
XPOHUYCCKHU ITOHNMKCHHBIM UMMYHUTCTOM.

IIpu XxpoHHMYECKOM aTDOd)I/I‘-ICCKOM KaHaAMa03€ IMOJOCTH pTa, CBA3aHHOM C HOILICHUCM BY6HLIX

NPOTE30B, MpernapaT 0OBIYHO MPUMEHSIOT B 03¢ 50 Mr oJIMH pa3 B CyTKH B TeueHue 14 nHei
B COYCTAHUHU C MECTHBIMHM aHTUCETITUICCKUMHU CPEACTBAMHU JIJI1 00pabOTKH MpoTe3a.

Ilpu ocTpoM BarvmHaJIbHOM KaHAWI03€, KAHIMIO3HOM OaJlaHMTE nmpemnapar IMMpUMCHAKOT

OJIHOKpaTHO BHYTpb B go03e 150 mr. [l CHMOKEHMSI 4acTOThl PEUUAMBOB BarvuHaJbHOTO
KaHA1103a [penapat MOKHO IPUMEHSTH B 103€ 150 Mr uepes Kax/ible TpU JIHA — BCETO 3 1035l
(B 1-i1, 4-ii u 7-#1 neHsp), 3aTeM Mo yIep>kuBaromas go3a 150 Mr oauH pa3 B HEJEIIO.

[ToanepkuBaroLyt0 103y MOKHO IPUMEHSTH BIUIOTh 10 6 MECSLIEB.
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Jleuenue C)epMGMOMMKOBOG

e Ilpu I/IHd)CKHI/IﬂX KOXH, BKJIFO4Yas ):[CDMaTOd)I/ITI/II-O CTOII, Z{eDMaTOd)I/ITI/IIO TYJIOBHIIIA, ITAXOBYIO

I[CDMaTOd)I/ITI/IIO " IIpH KaHAMAO03HBIX I/IH(bCKL[I/IHX, PEKOMEHAYyEMasd N03a COCTABJIICT 150 mr

OJIMH pa3 B Heemo Wi 50 MT OJIMH pa3 B JieHb. JJIUTEILHOCTD Tepaniuy OOBIYHO COCTABIISET
2-4 Henmenw, MPU MHUKO3aX CTOI MOXKET HOTPeOOBAaThCS Oojee IUTEIbHAS Tepamnus 10
6 Heeb.

* IIpu pa3HOIBETHOM JullIae pekoMeHiyemas j103a coctapiisieT 300-400 Mr oiMH pa3 B HEAEIIO

B TeueHue 1-3 HCICIIb. AHBTepHaTHBHOﬁ CXEMOI IcUCHUS SABJISICTCS MNPpUMCHCHHC IIpCIiapaTa

1o 50 Mr ojivH pa3 B JIeHb B TeueHue 2-4 Heelb.

4. [Ipy oHMXOMHKO3€ peKOMEHayeMas 103a coctaBisier 150 mMr oaun pa3 B Henemo. JleueHue
clIeZlyeT MpOoJI0JDKaTh JI0 3aMelleHUs] MHPUIMPOBAHHOTO HOI'TA (BbIpacTaHUsl HEMH(DPULIIMPOBAHHOTO
HOTTsA). JIJIS TMOBTOPHOTO pOoCTa HOTTEH Ha MajbllaX PyK M CTON OOBIYHO Tpebyercs 3-6 mec. u
6-12 mec. cooTBeTcTBeHHO. OTHAKO CKOPOCTH POCTAa MOXET BaphUPOBATH B IIMPOKUX Mpeaesiax y
pasHBIX JIIOJEH, a TakkKe B 3aBUCUMOCTH OT Bo3pacTa. Ilocne ycmemrHoro jeudeHus JUIMTEIbHO
COXPAaHSBIINXCS XPOHUYECKUX MH(PEKIUH MHOT1a HabroAaeTcss u3MeHeHne (POpMbI HOTTEH.

5. Jist HDOd)I/IJIaKTI/IKI/I KaHaua03a Vv MNanyMeHTOB  CO  3JI0KAYCCTBCHHBIMH — OIIYXOJISAMHU

pexomenayemas no3a mpemnapara ®mokoctat® cocrabiaser 200-400 Mr omuH pas B CYTKH B
3aBUCUMOCTH OT CTETICHU PUCKA Pa3BUTHS TPUOKOBOM MHGEKIMH. J[J151 TallueHTOB ¢ BBICOKHUM PHUCKOM
TeHEePAIM30BaHHOW HMH(EKINH, HAmpuMep, C BBIPAKECHHON WM [JIUTEIBHO COXPAHSIOIIEHCS
HelTponenueii, pekomenxyemas 103a cocrapiser 400 mr oqun pas B cytku. [Ipemapar ®dmrokoctat®
MPUMEHSIOT 32 HECKOJIBKO JTHEH /10 0KUJAEMOT0 Pa3BUTHS HEUTPOIIEHUH U TIOCTIE YBEITUUCHUSI YUCIIA

neiirpopuios 6osee 1000 B MM? JIe4eHnE TPOIOIDKAIOT €Ille 7 JHEN.

IlpuMenenue vy neten

Kak u npu cxomHbIX HHMEKIHAX Y B3POCIBIX, ITHTEIBHOCTh JICYCHUS 3aBUCUT OT KIMHHYECKOTO U
Mukosiorudeckoro 3ddexra. s neteit cyrouHas g03a mpenapara He JOHKHA MPEBBIIIATh TAKOBYIO
st B3pocabix. [Ipenapar @nrokoctat® NPUMEHSIOT €KEIHEBHO OJIMH Pa3 B CYTKH.

[Ipy KaHAMIO3€ CIM3UCTHIX 000JOUEK pEeKOMEHayeMas jao03a mpenapata OaokocTar® cOoCTaBIsSeT
3 MI/KT OJIMH pa3 B CYTKH. B mepBbIii JIeHb C 1eNbi0 0oJiee OBICTPOTO TOCTHKEHHUS PaBHOBECHOM
KOHIICHTPAIIMH MOKHO MPUMEHSTH YAapHYIO 7103y 6 MI/KI/CYT.

Jlns nedeHwWs WHBA3MBHOTO KaHAM03a M KPUNTOKOKKOBOTO MEHHHTHTA pPEKOMEHAyeMas J/103a

cocTaBiisieT 6-12 MI/Kr OJMH pa3 B CYTKU B 3aBUCUMOCTH OT TSDKECTH 3a00J1eBaHMUS.
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Jlnst  momaBlieHUS pElMIMBAa KPUITOKOKKOBOIO MeHHMHTHTa Yy nereit OonpHbix CIINdom
pexoMeH0BaHHas 103a npenapara dmokoctar®™ cocTaBuseT 6 MI/KI/CyT.

Jnist mpouIIaKTUKK TPUOKOBBIX MH(EKIUH y IETeH ¢ MOAaBIEHHBIM HMMYHUTETOM, Y KOTOPBIX PUCK
pa3BuTUs MH(MEKIHUU CBSI3aH C HEUTPONEHHEH, Pa3BHBAIOIICHCS B pe3yJbTaTe IHUTOTOKCUYECKOU
XUMHOTEPANUK WIX JIy4eBOW Tepamuu, mpenapar MpuMeHsoT mo 3-12 MI/Kr oguH pa3 B CYTKH B
3aBHCHMOCTHU OT BBIPQXKEHHOCTHU U JUTUTEIBHOCTH COXPAHEHHS MHIYLIIMPOBAHHON HEUTPONIECHUH (CM.
JI03y JUJI B3POCIBIX; JJIA JIETed C MOYEYHON HEJOCTAaTOYHOCTHIO — CM. J03Y JJIsl MAlUeHTOB C
MOYEYHOUW HEIOCTATOYHOCTHIO).

[Ipu HEBO3MOKHOCTH TPaBUIILHOTO HWCIIOJIb30BaHUS Yy JIE€Tel JIeKapCTBEHHOW (OpMBI Ipemnapara

dmoxoctat®

B BHJIE KaIICyJI CIEeAYyEeT paCCMOTPETh BOZMOXKHOCTh 3aMEHbI Ha IPYTUe JICKapCTBEHHbIE
¢dopMsl (ykoHa30J1a (MTOPOIIOK AJISt MPUTOTOBIIEHUS] CYCIEH3UH Ul IIpUEMa BHYTPb UIIM PacTBOP

IJIs1 BHYTPUBCHHOT' O BBCI[CHI/IH) B O3KBUBAJICHTHBIX J1O3aX.

IIpuMeHeHnne vy IOKWIBIX JIOJAEN

[Ipy OTCYTCTBHMHM NPHM3HAKOB MOYEYHOW HEMOCTATOMHOCTH mpenapar PirokocTat® NPUMEHSIOT B
oObraHOM no3e. [lanueHnTaM ¢ MOYEYHON HEMOCTATOYHOCTHIO (KIMpeHC kpearnHuHa < 50 MII/MHH)

A03Y IpcliapaTta KOPPpEKTUPYIOT, KaK OIMMCAHO HUKCE.

IIpuMeHeHNE Y MALIMEHTOB ¢ NOYEYHOM HEJOCTATOUYHOCTHIO

[Ipu omHOKpAaTHOM MpUEMe W3MEHEHUs J03bl He TpeOyeTcs. Y NalMeHToB (BKIIOYas NETei) ¢
HapylIeHueM (yHKIUY TOYeK P MHOTOKPATHOM MPUMEHEHHH TIperapara cjieyeT epBOHaYaIbHO
BBECTH yJapHyto 103y oT S0 mr 10 400 Mr, 1ociie 4ero CyTouHY0 /103y (B 3aBUCUMOCTH OT ITOKA3aHUs )

YCTaHaBIUBAIOT COIJIACHO Cleyrolel Tadnuie:

Kimpenc kpeaTuarHa (MJ1/MUH) [IpouieHT pexkoMeHayeMOi A03bI

> 50 100%

<50 (6e3 nquanmsza) 50 %

I'emonnanus 100 % mocne KaxxI0ro reMoiuann3a

[TarmenTsl, HaxoAIMECS Ha reMoaualin3e, JOJLKHbI noiay4yaTth 100 % pekomenayemoit 1036l mmociie
KaXJ0ro ceaHca Juanu3a. B jeHb, Korja Iuanu3 HE MPOBOJUTCS, MALMEHTH JAOJDKHBI M0JIy4aTh
YMEHBIIEHHYO (B 3aBUCUMOCTH OT KJIMpPEHCa KpeaTHHHHA) 103y Npenapata. Y aereil ¢ HapylIeHHeM
(GYHKIMM TOYEK CYTOYHYIO JI03y Iperapara cieayeT YMEHBIIUTh B TOW e MPOMOPLHOHAIBHOM
3aBUCUMOCTH, 4YTO M Yy B3POCJBIX, B COOTBETCTBHMM CO CTEHNEHBIO BBIPAKEHHOCTH IOYEYHOM

HEJOCTAaTOYHOCTH.
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IToGouHoe nelicTBue

[TepernocumocTs (rykoHa307a OOBIYHO OYEHD XOPOIIIasl.

Kputepun onienkn yactoThl: odeHb 9acto > 10 %; gacto > 1 % u < 10 %; newacto > 0,1 % u <1 %;
penko > 0,01 % u < 0,1 %; ouens peako < 0,01 %, yacToTa HEM3BECTHA — HEBO3MOYKHO OTPEICIIUTh
HAa OCHOBE MMEIOLTUXCS JaHHBIX.

B knuHMUYECKHWX M MOCTMApKETHHTOBBIX (*) mcciaenoBaHMsIX (UIYKOHA30Ja OTMEYa M CJEIyHOIINe
MOOOYHBIC PEAKITUH:

Co cmoponul Hep8HOU cucmembl: 4acmo — TOJ0BHAs 00J1b; Heuacmo —TOJIOBOKPYXKEHUe ™, cyaoporu®,
W3MEHEHHEe BKyca*, mapecte3usi, 06CCOHHUIIA, COHJIMBOCTbD; peoKo — TPEMOP.

Co cmopounbvl nuwesapumenbHou cucmemsl: yacmo — 001b B JKUBOTE, JAUApesi, TOIIHOTA, pBOTa*;
Heuacmo — METEOPH3M, AUCIETICUS ¥, CYXOCTh CIIM3UCTON 000JIOUKHU TTOJIOCTH pTa, 3a1op.

Co cmopouwsl 2cenamobunuapHoll cucmemvl: 4acmo — TIOBBIIICHUE CBHIBOPOTOYHON aKTUBHOCTH
amuHoTpanchepas (amanmnamuHoTpanchepassl (AJIT) m acmapraramunorpancdepassl (ACT)),
miesiouHon (ocdarasbl; Hewacmo — X0JecTa3, JKenTyxa*, MoBbIIIeHNe KOHIEHTpAIuU OMIHpyOuHa;
PeoKo — TeNaTOTOKCUYHOCTh, B HEKOTOPBIX CIIydasX C JICTAJbHBIM UCXOJIOM, HapyIIeHHe ()YHKIUU
MeYeHN™*, TeNmaTUT™, renaToIeUTIONIPHBIA HEKPO3™¥, renaToeIroIsIpHOE TTOBPEKICHHUE.

Co cmopoHblL KOHCHBIX NOKPOBOS.: YACHO — CBITIb; HEYACMO — KOXKHBIN 3y, KPallMBHUIIA, TIOBBIIIIEHHOE
MOTOOT/ACNICHNE, JIEKapCTBEHHAs! ChINb (BKIIOYas CTOWKYIO JIGKQPCTBEHHYIO CBIlb); pedko —
9KC(OIMATUBHBIE TMOPAXEHUS KOXKU*, BKIIouYas cuuHApoMm CrtuBeHca-/[DKOHCOHA M TOKCHYECKUU
SNUJIEPMATIbHBIA HEKPOJIU3, OCTPHIA T'eHEpPaIU30BAHHBIM 3K3aHTEMATO3HBIA MYCTYNe3, OTEK JIMIIA,
anonenusa’™; wacmoma HeuszgecmHa — JEKAPCTBEHHAs CBIIb C J03MHOQWIMEH W CUCTEMHOUN
cumnromatukoit (DRESS-cunapom).

Co cmoponul opeanos kpogemeopenus u IumM@amuieckoli cucmemuvl’™: peoko — JIEHKONEHUs, BKIIIoYast
HEUTPOTECHHUIO U arpaHyIOLUUTO3, TPOMOOIUTONICHHS, aHEMUSL.

Co cmoponbl ummyHHoU cucmemvl™: anaduIakcus (BKIIIOYasi aHTHOHEBPOTUIECKUI OTEK).

Co cmoponwsl cepoeuno-cocyoucmou cucmemwvl™: peoxo — ysenuuenue unrtepasna QT ma OKIT,
apuUTMHSI KEITYJ0YKOBasg TaXHUCHUCTOJIMYECKass THHa «mupydT» (torsade de pointes) (cM. pazmen
«Oco0ble yKazaHUs»).

Co cmopoHbl o0bMmeHa eewjecme™. peoxo — TIOBBIIIEHHE KOHIICHTPAIMU XOJIECTEpHHA U
TPUTIMILIEPHUIOB B IJIA3ME KPOBH, THITOKATHEMUSI.

Co CNMOPOHbL 0n0pH0-06ueam€JZbH020 annapama: Hedacmo — MUAJIT'usl.
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Hpoque: Heyacmo — CH&GOCTB, ACTCHUS, MOBBIIICHHASA YTOMIIICMOCTD, JIMXOpaJKa, BEPTUIO. Yy
HCKOTOPBIX IMAIIMCHTOB, 0COOEHHO C CCPbC3HBIMHA 3a60J’I€BaHI/I$IMI/I, TaKMMH KaK CHI/II[ HJIA pakK, Ipu
JICUCHHUHN (bHYKOHaBOJ'IOM H CXOJHBIMHU IIpCIIapaTaMu H3.6JHOI[aJ'II/ICB H3MEHCHUS TIOKa3aTele KpOBH,
q)YHKI_II/II/I IIOYCK U IICYCHHU (CM. pas3acia «Oco0nIe y1(.’:13aHI/I$I>)), OJHAKO KIIMHHUYCCKOC 3HAYCHHUC O3THUX

W3MCHCHUM U UX CBS3b C JICUCHUEM HE YCTAHOBIJICHBI.

Ilepeno3upoBka

Nmerotcst cooOmieHus o nepeao3upoBke (prykoHas3ona, ¥ B OJJHOM ciiydae y 42-JI€THEero MalfeHTa,
MHOUIIMPOBAHHOTO BUPYCOM HMMMYHOAeHUIMTa uejoBeka, mocie mnpuemMa 8200 mr mpemapara
MOSIBIJIMCH TAJUTIOIIMHAIIMY U TIApaHOUJAIbHOE TOBeAeHHE. [laneHT OblI roCuTaIn3upoBaH; ero
COCTOSIHUE HOPMAJIM30BaJIOCh B TeUeHUE 48 4acoB.

B cnyuae mepeno3upoBKu ajekBaTHBIN d(PPEKT MOXKET JAaTh CUMITOMATHYECKOE JieUeHHE (B TOM
YHCIIe MOIeP’KUBAIOIIUE MEPBI U IIPOMBIBAHUE JKEITYIKA).

@dyKoHA3071 BBIBOJUTCS B OCHOBHOM ue€pe3 MOYKH, MO3TOMY (POPCUPOBAHHBIN AUMYype3, BEPOSITHO,
MOJKET YCKOpPHUTH BbIBeJeHHE mpenapara. CeaHC reMojauanu3a JJIUTENBHOCTBIO 3 9 CHIJKAeT

KOHIIEHTpaIHio (JIyKoHa30ja B I1a3Me KpoBu npumMepHo Ha 50 %.

B3aumoneiicTBue ¢ APYIUMHU JJEKAPCTBCHHBIMU IpennapaTamMmu
OI[HOKpaTHOG HJIN MHOTOKPATHOC IIPUMCHCHHC (1)J'IYKOH330.TI21 B 103€ 50 MTr He BIHSET Ha META00IH3M

(denazona (AHTUIIMPHUHA) TIPU KX OJTHOBPEMEHHOM MPUMEHEHHUHU.

Oonospemennoe npumenenue QayKoHazona co ciedyiouumu npenapamamu RPOMUGONOKA3aHo:
[{uzampua: 0pu  OJAHOBPEMEHHOM TPUMEHEHHMH (JIyKOHA30Jla U IM3anpuja  BO3MOXKHBI
HE)KeaTeNIbHbIe PEAKIIMH CO CTOPOHBI Cep/Ila, B T.4. QpUTMUS JKETyJOUYKOBasI TaXUCUCTOIHUYECKAs
tuna «mupy3t» (torsade de pointes). [Ipumenenne diaykonazona B no3e 200 mr 1 pa3 B CyTKu U
nu3anpuaa B no3e 20 Mr 4 pasa B CYTKH NPHUBOJUT K BBIPAKEHHOMY YBEIHUEHUIO TUIA3MEHHBIX
KOHIIEHTpaluii nu3anpuaa u ysenndeHnuto uarepaia QT wa DKI'. OnHOBpeMeHHOE PUMEHEHHE

ous3arpuaa u (bHYKOHaBOJ'Ia IIPOTHBOIIOKA3aHO.

TepbenaanH: Tpu OJHOBPEMEHHOM TPHUMEHEHHH Aa30JbHBIX IMPOTHBOIPUOKOBBIX CPEICTB |
TepdeHanHa BO3MOXHO BOSHUKHOBEHHUE CEPbE3HBIX apUTMUI B pe3yiIbTaTe YBEIUUEHHS HHTEpPBAIa
QT. [Ipu npumenenuu ¢aykonaszona B 1o3e 200 mr/cyt yBenmuuenust uHTepBana QT He ycTaHOBIIEHO,
oJTHaKo, TpuMeHeHue (raykoHazonma B jgo3ax 400 Mr/CyT W BbIIIE BBI3BIBACT 3HAYUTEIHHOE

yBEJIMYEHHE KOHILIEHTpaluu TeppeHaguHa B 1iazMe KpoBH. OJHOBpeMEHHOE IpPUMEHEHHE
16



COOTBETCTBYET ZKCNEPTHOMY OTUETY

26.02.2024 Ne 3476

OT b UZ_ZUs

(NOCNEQCBATENEHOCTE 0002)

¢dnykonazona B go3ax 400 mr/cyr u Oonee ¢ TepdeHaTUHOM NPOTHBOIOKA3aHO (CM. pasnuen
«[IporuBonokazanus»). Jledenue ¢uykoHasomom B no3ax MeHee 400 Mr/cyT B COYETAaHUH C

Tep(l)eHa,Z[I/IHOM CJIeayeT MPOBOAUTD IO THIATCIIbHBIM KOHTPOJIEM.

AcTeMH3011: 0THOBpEMEHHOE TPUMEHEHHE (ITyKOHA30J1a C aCTEMU30JI0M WIH IPYTUMU MpernapaTamu,
MeTaboJIM3M KOTOPBIX OCYIIECTBIISIETCS CUCTEMON IuToxpoma P450, MoOXeT compoBOXKAATHCS
MOBBIIIEHUEM CBIBOPOTOYHBIX KOHUEHTpauuid 3TuX cpeAcTB. [loBbillIeHHbIE KOHIEHTPALUU
acTeMU30J1a B IJIa3Me KPOBU MOT'YT IPUBOJIUTH K YUIMHEHHIO HHTepBaia QT ¥ B HEKOTOPBIX ClIydasix
K Pa3BUTHUIO apUTMHUH HKEIyTOYKOBON TaXMCUCTOIMUYECKOW THMa «mupydT» (torsade de pointes).

OHHOBpCMCHHOC IMPUMCHCHUC aCTCMHN30JIa U Q)HYKOHaSOHa IIPOTHBOIIOKA3aHO.

[Mumo3ua: HeCMOTPSI Ha TO, YTO HE MPOBOIMIOCH COOTBETCTBYIOIIMX HUCCICAOBAHUN i1 Vitro WIH in
Vivo, OJHOBPEMEHHOE IMPHUMEHEHHE (PIyKOHA30/1a M MUMO3HAa MOXKET NPUBOAUTH K YTHETECHHIO
MeTaboiIM3Ma NMHMO3uaa. B cBOrO ouepenb MOBBINIEHHE IUIA3MEHHBIX KOHIEHTPAIUH MHMO3HIA
MOJKET TMPHUBOJUTH K Yy/UIMHEHUIO MHTepBasia QT M B HEKOTOPBIX CIIydasx K Pa3BUTHUIO apUTMUU
KEITYJAOUYKOBOH TaxUCUCTOJIMYECKOW THma «mupyl T» (torsade de pointes). OmHOBpeMeHHOE

MNPUMCHCHHUC IMUMO3KJa U q)HYKOHaBOJ'Ia IIPOTHBOIIOKA3aHO.

XVHUJMH: HECMOTPS Ha TO, YTO HE NMPOBOAMIIOCH COOTBETCTBYIOIUX UCCIEAOBAHUM in Vitro WIH in
Vivo, OTHOBPEMEHHOE MPUMEHEHUE (DITyKOHA30J1a ¥ XUHUITHA MOXKET TAK)Ke MPUBOIUTH K YTHETCHHIO
MeTabonu3Ma XuHUAMHA. [IpyMeHeHMe XMHUIMHA CBA3aHO ¢ yainuHeHueM uHTepBasia QT u B
HEKOTOPBIX CIIy4asX C Pa3BUTUEM APUTMHUHU KEITYJOUYKOBOW TAXHUCHUCTOJIMYECKOW THUIA «ITUPYIT»

(torsade de pointes). OqHOBpeMEHHOE TPUMEHEHHE XUHUIMHA U (PIIyKOHA30J1a MPOTHBOIIOKA3aHO.

OpUTPOMHULIMH: OJHOBPEMEHHOE IpPHUMEHEHHE (IyKOoHa30/1a U SPUTPOMULMHA MOTEHIHAJIBHO
NPUBOJUT K TOBBIIIEHHOMY PHCKY pa3BUTUSl KapAMOTOKCHMYHOCTH (yiumHeHue uHTepBana QT,
torsade de pointes) u, BCIEICTBME 3TOro, BHE3aMHOM cepiaeuHo cmepTH. OIHOBpEeMEHHOE

npuMeHeHue (GpIykoHas3o1a U SpUTPOMHIIMHA TPOTHBONOKA3aHO.

He pexomendyemcsa ucnonv3zoeams ciedyroujue 1eKapcneeHnble cpeocmaa:

CanodanTpuH: QIyKOHA307 MOXKET YBEIHMUMBATh KOHIEHTPALHIO Talo(paHTpHHA B TUIa3Me KPOBH B
cBs3u ¢ uHruoupoBanneMm uzopepmenta CYP3A4. Bo3MOXHO pa3BUTHE apUTMUU KETYTOYKOBOM
TaxXUCUCTOJIMYECKON Tuma «mupysT» (torsade de pointes) mpu OJHOBPEMEHHOM MPUMEHEHUH C
(IIyKOHA30JI0M, KaK M C JIPYTUMH MPOTHBOTPHOKOBBIMH IIperapaTaMH a30J0BOTO pPsijia, MOITOMY

COBMECCTHOC IMMPUMEHCHUEC NX HC PCKOMCHIYCTCA.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

Cnedyem coodniooames 0cmopoicnocms npu 00HOBPEMEHHOM NPUMEHEHUU C (IYKOHA3010M:
AMHO/IapOH: IPUMEHEHHE aMHUO/IapOHa acCOMUPOBAIOCH ¢ yanuHenneM uHTepBaia QT. Crnenyer
COOJIIO/IaTh OCTOPOKHOCTh TPH OJHOBPEMEHHOM MPUMEHEHWH (IIYKOHA30JIa M aMHOJAapOHA, B

0COOCHHOCTHU TPU MIPpHUEMe BBICOKOH /10361 (hykoHazoua (800 mr).

JlemOopekcaHT: OJJHOBpPEMEHHOE MPUMEHEHHE C (PIIYKOHA30JI0M NPUBOAUT K YBETUUEHUIO Cax U
AUC nembopexcanTa npumepHo B 1,6 u 4,2 pa3za COOTBETCTBEHHO, 4TO, KaK OKHIACTCs, MPUBENIET K
YBEIMYCHHIO PUCKA ITOOOYHBIX peaKnii, TAKMX KaK COHIUBOCTb. ClieayeT n30eraTh 0THOBPEMEHHOTO

MNPUMCHCHUA (I)J'IYKOHaSOJIa n H€M60p€KcaHTa.

Cnedyem cobnwoams  OCMOPONCHOCHb U, 603MOICHO, KOPPEKMUPOGAMb 003bl NpU
00HO0BPEMEHHOM HPUMEHEHUU C1e0VIOUUX NPEnapamos u hayKkonazona:

Ilpenapamoi, srusowue Ha GayKoHasou.

['uapoxsiopoTnasua:  MHOTOKPAaTHOE  MPHMEHEHHE THAPOXJIOPOTHA3HWIa OJHOBPEMEHHO C

(ITyKOHA30JIOM MPUBOJAUT K YBEIMYCHHUIO KOHIEHTpanuu (iykoHaszona B mia3me kpoBu Ha 40 %.
DddexT Takol cTeneHN BBIPAXXECHHOCTH HE TpeOyeT M3MEHEHHs peKuMa J031upoBanus (BpirykoHa3zona

Y NalUCHTOB, NOJYYAalOIMIUX OAHOBPEMCHHO JUYPCTHUKHU, OJHAKO Bpady CICAYCT OTO YUUTBIBAThD.

Pudamnuims: o1HOBpEMEHHOE IpUMEHEHHE (DIIyKOHa301a U pupaMITUIIHA TPUBOIUT K CHIPKEHHIO
AUC Ha 25 % u nIuTenbHOCTH Nepuoja MoTyBbIBeeHUS (iykoHasona Ha 20 %. Y maiueHToB,
OJHOBPEMEHHO INPUHUMAIOUIMX pupaMIULIUH, HEOOXOAMMO YYUTHIBATh I€JIECO00Pa3HOCTD

YBCIIMYCHUS NO3bL (1)J1y1<0Ha3ona.

Ilpenapamoi, na komopuvle érusem QayKoHA30L:

dykoHa3071 SABISIETCS yMEpEeHHbIM uHruOuTOpoM m3odepmentoB 2C9 u 3A4 murtoxpoma P450
(CYP). ®aykonazon takxke siBisiercss nuaruoutopom mopepmenta CYP2C19. Kpome Toro, noMmumo
MIEPEYUCIICHHBIX Aajiee d3PPEKTOB, CYIIECTBYET PUCK MOBBIIIEHHS B IUIa3Me KPOBH KOHIIEHTPALIUU U
JpYTUX JEKapCTBEHHBIX CpeACTB, MeTabonmsupyembix uzodpepmentamu CYP2C9, CYP2CI19 u
CYP3 A4 npu 0THOBpEMEHHOM MIPUMEHEHUH C (PIIyKOHA30JI0M. B CBsI3M ¢ 3TUM, cliefyeT coOo1aTh
OCTOPOKHOCTb TIPU  OJAHOBPEMEHHOM MPHUMEHEHUM MEPEeYUCIEHHBIX MpernapaTroB, a IpHu
HEOOXOAMMOCTH TOAOOHBIX KOMOWHAIMI MAalUeHTHl JOJDKHBI HAXOJUTHCA TMOJ THIATEIbHBIM
MEIUIIMHCKUM HaOmtofeHueM. CrenyeT y4YuThiBaTh, YTO HMHTUOMpyromui 3¢ dekT ¢urykoHaszomna
coxpaHsieTcsi B TeueHue 4-5 nHel mocie OTMEHbI Ipernaparta B CBSI3H C JUIMTENbHBIM MEPUOJAOM

IMOJIYBBIBCACHUA.
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AndeHTaHnI: 0TMEYaeTCs YMEHBIIICHUE KIMPEHCa U 00beMa pacrpeieNicH s, YBeIHUEeHUE TIepruo/ia
NoJTyBbIBEJICHHs andeHTannaa. Bo3aMokHO, 9T0 cBsi3aHO ¢ MHrnOupoBanueM nzopepmenta CYP3A4

¢dykoHazomoM. MoxeT moTpedoBaThCsl KOPPEKIUS 1035l al(eHTaHuIA.

AMUTPUNTWINH, HOPTPUOTUIWH: yBenndeHue 3 dekra. KoHmeHrpaiuio S-HOpTpUNTUINHA W/ATU S-

AaMUTPUNTHIINHA MOXKHO U3MEPUTH B Havaje KOMOMHHUPOBAHHOW Tepanuu ¢ (DIyKOHA30JIOM U 4epes
Helemo  mocie  Havama.  [Ipp HEOOXOOMMOCTH — ClIeAyeT  KOPPEeKTHPOBaTh  J03Y

aMI/ITpI/IHTI/IHI/IHa/ HOPTPUIITUIINHA.

AmMdorepurina B: B uccneoBaHMsX Ha MbImax (B TOM 4HCIE, ¢ UMMYHOCYIPECCHEH) ObLIn

OTMEUEHBI CIIEAYIONINE PE3YNIbTaThl: HEOONBIIONH aJIMTUBHBIN MPOTUBOTPUOKOBBIN 3(dexT mpu
cucteMHoU uHdpekuu, Bei3BanHOU C. albicans, OTCYTCTBHE B3aUMOJCHCTBUS MIPH BHYTPHUEPETTHOM
uHbekuuu, BbI3BaHHOU Cryptococcus neoformans M aHTarOHU3M IIPH CHUCTEMHOW WH(EKIIUH,

BBI3BaHHOU A. fumigatus. KnmHIYecKkoe 3Haue€HNE JaHHBIX Pe3yIbTaTOB HE SICHO.

AHTHUKOAryJIsSHTBL: KaK U JIpyrue MpOoTUBOTPHOKOBBIE CpecTBa (TIPOU3BOIHEIE a30:a), (PIyKoHa3011,

[IpU OJTHOBPEMEHHOM NPUMEHEHUH C Bap(hapruHOM, MOBBIIIAET NpoTpoMOuHOBOE BpeMs (Ha 12 %), B
CBSI3U C YeM, BO3MOKHO Pa3BUTHE KPOBOTEUCHHH (T€MaTOMBI, KDOBOTEUCHHUS U3 HOCA U JKEITyJOYHO-
KUIIEYHOTO TpakTa, TeMaTypusi, MelieHa). Y TAalWeHTOB, NOJYYalOMIMX AHTUKOATYJSHTHI
KYMapUHOBOTO W MHJAHJAMOHOBOTO psla U (IyKOHA30JI, HEOOXOAUMO MOCTOSTHHO KOHTPOJIUPOBATH
NPOTPOMOMHOBOE BpeMs B IMEpUOJ TEpamud M B TEYeHHE 8§ AHEH mocie OIHOBPEMEHHOTO
npuMeHeHus. Takke cleayeT OLEGHUTh  IIeJIeCO00pPa3HOCTh  KOPPEKLIMH  J03bl  JIaHHBIX

AHTUKOATr'yJIsIHTOB.

ABUTPOMUIIMH: TIPU OJHOBPEMEHHOM NPUMEHEHHH BHYTPh (pJIyKOHa30Jia B ofHOKpaTHOU 03¢ 800
MI C a3UTPOMHIIMHOM B OJHOKpaTHOW g03e 1200 Mr BBIpa)K€HHOTO (PapMaKOKHHETHUYECKOTO

BBaHMOHCﬁCTBHﬂ MCKAY o0ouMH npenapaTtaM HE YCTAHOBJICHO.

benzoaua3enuHbl (KODOTKOFO ):[CﬁCTBPISI)Z nocjc IIpueéMa BHYTPb MHJAA30J1aMa, (bJ'IYKOHaBOJ'I

CYIIECTBEHHO YBEJIMYMBAECT KOHIIEHTPALMIO MU/1a30aMa U IICUXOMOTOPHBIE Y3PPEKThI, IPUUEM 3TO
BIUsIHME OoJiee BBIPAKEHO IOcje npuema (QUIyKoHa3o0ja BHYTPb, Ye€M MpPU €ro MPUMEHEHUU
BHYTpuBeHHO. [Ipm HEOOXOIUMOCTH CONMYTCTBYIOLIEH Tepanuu OeH30/Ma3eNuHaMU IAlUeHTOB,
NpUHUMAIONUX  (DIyKOoHA30J, ClielyeT HaOMoAaTh C [EJbI0  OIEHKH I1eJ1eCO000pa3HOCTH
COOTBETCTBYIOIIETO CHUKEHHUS J03bI O€H3011a3€eN1Ha.

[Tpu ogHOBpEMEHHOM TPUMEHEHUH OTHOKPATHOM 10361 TpUazoiama, Girykonaszon yBeianunaetr AUC
Tpuazosnama npubausutenabHo Ha 50 %, Cmax — Ha 20-32 % u nepuon nosyBbiBeaeHus Ha 25-50 %
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6nar0;[ap51 YTHETCHHUIO MeTaboIn3Ma TpHua3oJiaMa. MoxeTt HOHa,Z[O6I/ITBC$I KOppeKOuAa J03bI

Tpuazoiama.

KaD6aMaBCHI/IHZ (I)J'IYKOHa?:OJ'I YIrHETACT MeTa00IU3M Kap6aMa3.enHHa M MOBBIMNIACT CBIBOPOTOYHYHO

KOHIIeHTpanuio kapbamaszenuHa Ha 30 %. Heo6xoauMo yduThIBaTh PUCK pa3BUTHUS TOKCHUYHOCTH
kapbamasenuHa. CiexyeT OleHUTh HE0OX0IMMOCTh KOPPEKIIUHU JI03bI KapOamMa3enHa B 3aBUCUMOCTH

OT KOHIIEHTparuu/>pdekra.

brokaToppl KaJdblMEBBIX KAaHAJIOB: HEKOTOPHIE AHTAarOHHUCTHI KaJIBLIMEBBIX KaHAJIOB (HU(EIUIHH,
WCpaJUINIH, aMJIOJIMTINH, BepanaMml U GenoaunuH) Mmetadonmsupyrorcs nzodpepmentom CYP3A4.
®nykoHa307 yBEIMYMBAET CHUCTEMHYIO OKCIIO3HMIMIO aHTArOHHUCTOB KaJbIIMEBBIX KaHAJIOB.

PexomeH10BaH KOHTPOJIb pa3BUTHUSI TOOOUYHBIX (P HEKTOB.

HeBupanuh: coBMecTHbIN nprueM (hIIyKOHA30J1a ¥ HEBUpANMHA YBETUYHBAET MPUOIU3uTeNbHO Ha 100
% OSKCHO3UILIMIO HEBUPANKMHA TI0 CPAaBHEHUIO C KOHTPOJBHBIMH JaHHBIMH 10 OTAEIBHOMY
NPUMEHEHUI0 HeBHpanuHa. I3-3a puHcka TIOBBILIEHHOTO BBIIEJICHHUS HEBUpANUHA IPU
COIYTCTBYIOIIEM  IPUMEHEHUU  JIEKAPCTBEHHBIX  IPErnapaToB  HEOOXOAMMBI  HEKOTOpHIE

MNpEaAOCTOPOIKHOCTHU U TINATCIIBHOC Ha6J'IIOI[eHI/Ie 3a NalfMCHTaMu.

[{MKJIOCTIOPYH: y MAIIMEHTOB C TPAHCIUIAHTHPOBAHHOW MOYKOH, MpUMEeHEeHHEe (hIIyKOHA30Ja B J103€
200 mr/cyT mpuBOIUT K MEUIEHHOMY MOBBIIICHUIO KOHILIEHTpaUWHU IUKiIocnopuHa. OIHAKO Hpu
MHOTOKpAaTHOM TpuMeHeHHH ¢iykoHasona B go3e 100 Mr/cyr u3MEHEHHs] KOHIEHTPAIMH
LUKJIOCIIOPUHA Y PELMIIMEHTOB KOCTHOTO Mo3ra He HaOmoganocs. Ilpu ogHOBpeMEeHHOM
NpUMEHEHUN (IIyKOHA30Ja M LUKIOCIOPHUHA PEKOMEHAYETCS] KOHTPOJIMPOBATH KOHIEHTPAIUIO

[IUKJIOCTIOpHHA B KPOBH.

Huknodochamua: mpu 01HOBpEeMEHHOM MMPUMEHEHUH IuKIIo(ochamuaa u GrykoHa3oaa OTMEHaeTCs

YBEJIMYEHHE CBHIBOPOTOYHBIX KOHIEHTpalMil OmiupyOuHa M KpeaTMHMHA. JlaHHas KoMOMHauus

A0IIyCTUMaA C YUYCTOM PUCKA YBCIIMYCHUA KOHHCHTpaHHﬁ 6I/IJ'II/II)Y6I/IH3 1 KpCaTUHHHA.

@deHTaHWI: HMEETCs COoOOIeHHe 00 OJHOM JIETaJbHOM HCXOZE, BO3MOXKHO CBSI3AHHOM C
OJTHOBpEMEHHBIM TpuMeHeHHeM (eHranmwna u ¢uykoHazona. [Ipeamonaraercs, 4To HapyIICHHS
CBsI3aHBbl C MHTOKCHKanueHl (eHTaHmioM. beiio nmokazano, 4to uiykoHa30J1 3HAYUTEIBHO YUIUHSAET
Bpems BbiBeneHHs (peHTaHmna. CieayeT y4yuThIBaTh, YTO MOBBIIICHUE KOHICHTpAaIMu (eHTaHMIIA

MOJKET MPUBECTH K YTHETEHUIO JbIXaTeIbHON (PYHKIIHH.

20



COOTBETCTBYET ZKCNEPTHOMY OTUETY

26.02.2024 Ne 3476

OT b UZ_ZUs

(NOCNEQCBATENEHOCTE 0002)

Wurubutopsr  'MI'-KoA-penykraspl: Npu  OJHOBPEMEHHOM MpPHUMEHEHUH (IykoHazona ¢
uaruouropamu I'MI'-KoA-penykrasel, merabonusupyembiMu n3opepmerrom CYP3A4 (Takumu Kaxk,
aTopBacTaTuH U cuMBacTtatuH) win u3odepmeHtoM CYP2D6 (Takumu Kkak, (piyBacTaTuH), PHCK
pa3BUTHUS MUONATHH U Pa0AOMHUOIIN3a yBEIUYMUBAETCS. B ciryuae HEOOXOAMMOCTH OJTHOBPEMEHHOU
TEpanuu YKa3aHHBIMH TpernapaTtaMu, CJleayeT HaONIoJaTh MAlUeHTOB C IIEJIbI0  BBISBICHUS
CUMIITOMOB MHUOMATUU H pabaomuosm3za. HeoOXoauMo KOHTPOJIHMPOBATH KOHIICHTPAIIHIO
KpeaTMHHHKHMHA3bl. B ciydyae 3HaUUTENBbHOTO YBEJIMYEHHUS KOHLEHTPALUMU KPEaTMHWHKWHA3BI WIIH,
€CJIM JAUAarHOCTUPYETCS WM HMMEETCsS IMOJO03PEHHE Ha pPa3BUTHE MHUOMATUU WM PadaOMHUOIH3a,

tepanuto naruouropamu I MI'-KoA-peaykrassl cieayer IpeKpaTuTh.

Uopytunn6: ymepennble wuHruoutopel m3odepmenta CYP3A4, takue kak (IyKoHA301,
YBEIMYUBAIOT KOHIEHTPAIMIO HOpYTHHUOA B TIa3Me U MOTYT MOBBIIIATh PUCK TOKCHYHOCTU. Ecin
MPUMEHEHUs TMpernapaToB B KOMOMHAIIMM HE ynaeTcsl M30eXaTb, HEOOXOIUMO YMEHBIIHUTH J03Y
nOpyTHHNOa, KaK YyKa3aHO B HWHCTPYKIMH IO METUIIMHCKOMY TPUMEHEHHIO HOpyTHHHOA, |

00€eCIIEUnTh TIIATCIIBbHOC KIIMHNYCCKOC HaGHIO,Z[CHI/IC.

Jlozapran: ¢rykoHa30J1 yrHETaeT METa0OIM3M JI03apTaHa 10 ero akTuBHOro merabonuta (E-31 74),
KOTOPBI OTBEYaeT 3a OOJNBIIYI0 YacTh 3((HEKTOB, CBA3aHHBIX C AHTArOHM3MOM aHTrMOTEeH3WH [I

penenitopoB. HeoOxomum peryisipHbIif KOHTPOJIb apTEPHAITBLHOTO JaBJICHUSI.

MeTasion: (IykoHa30J1 MOXKET YBEIMUYMBATH IUIA3MEHHYIO KOHIIEHTPALMIO MeTajloHa. Moker

HOHaILOGI/ITBCH KOppCKUUA JO03bl MCTAAOHA.

Hecrepounnsie npotuBoBocnanutenbbie mpenapatel (HIIBIT): Cmax u AUC daypOumnpodena

yBenmuuuBatotest Ha 23 % u 81 % cootBercTBeHHO. AHANOTMYHO Cmax 1 AUC ¢dapmaxonoruuecku
aKTUBHOTO m3omepa [S-(+)- ubymnpoden| nossimanuce Ha 15 % u 82 % coOTBETCTBEHHO, NPHU
OJTHOBPEMEHHOM TPUMEHEHUU (IIyKoHa30da C paneMudeckum uoynpodeHom (400 wmr). Ipum
OJIHOBPEMEHHOM MpUMeHeHUH ¢urykoHasoma B 103e 200 mr/cyT u nenexkokcuda B 103€ 200 Mr Cmax 1
AUC nenexkokcuba yBennmuuBarotcss Ha 68 % u 134 % coorBercTBeHHO. B nanHO# kKOMOMHAIIUU
BO3MOKHO CHMKEHHE J03bI 11eJIEKOKCH0a BJIBOE.

HecmoTpst Ha OTCyTCTBHE NeJICHANIPABICHHBIX HCCIEIOBAaHUA (DITYKOHA30JI MOXKET YBEIMYMBATH
cucteMHuyro sxcniozunuto aApyrux HIIBII, metabomusupyembix nuzopepmentom CYP2CY (mampumep,
HANPOKCEH, JOPHOKCHUKAM, MEJIOKCHUKaM, TUKIO(eHak). MoeT MOHaJA00UThCS KOPPEKIHS 03B

HIIBII.
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HpI/I OJHOBPCMCHHOM IIPHUMCHCHUU HIIBII u (1)J'IYKOH33OJ'I3 NanuCHTbI AOJDKHBI HAXOJHUTBCA IIO0J
TIIAaTCIbHBIM MCIHUIITMHCKHUM Ha6J'IIOI[CHI/I€M C LCJIbIO BBIABJIICHUSA KW KOHTPOJIA HCKCIATCIbHBIX

SIBIICHUU Y NPOSBJIEHUS TOKCUYHOCTH, CBsizaHHBIX ¢ HIIBII.

Omnanapu6: ymepeHable nHruouTOpHl M30dpepmernta CYP3A4, takue kak (IyKOHA30J, MOBBIIIAIOT
KOHIICHTpAIMIO oyanapuda B 1miazMe KpoBu. VX oHOBpeMEHHOE MPUMEHEHHE HE PEKOMEH]IOBAHO.
Ecnmu HeBO3MOXXHO M30€XaTh OJIHOBPEMEHHOTO TPUMEHEHHs, HEOOXOJIUMO COKPAaTUTh 03y

onanapuba 10 200 Mr 1Ba pasza B CyTKH.

IlepopanbHbie KOHTpPAlCIITHUBGI: Ipu OAHOBPEMCHHOM IMPUMCHCHHUHN KOM6I/IHI/IpOBaHHOFO

MepOPaTHLHOTO KOHTpAIETITHBA ¢ (PIIYKOHA30JI0M B 03¢ 50 MT CyIIECTBEHHOTO BIUSHUS Ha YPOBEHB
TOPMOHOB HE YCTAHOBJICHO, TOTJa Kak npu exenHeBHOM nmpumeHeHuu 200 mr durykonazona AUC
STUHWIACTPAAMOJA U JeBOHoprecrpena yBenuuuBaroTes Ha 40 % u 24 % COOTBETCTBEHHO, a NP
npumeHeHuu 300 mr ¢aykonazona oauH pa3 B Heaeno AUC sTuHWIdCTpaanoaa U1 HOPITHHIPOHA
Bo3pactaroT Ha 24 % wm 13 % coorBercTBeHHO. TakuMm 00pa3oM, MHOTOKPAaTHOE NPHUMCHCHHE
(¢aykoHa3ojla B YKa3aHHBIX [103aX BpSAJA JH MOXET OKa3aTh BIUSHUE Ha 3(PQPEKTUBHOCTH

KOM6I/IHI/IpOBaHHOFO INepopaIbHOI'0O IMMPOTUBO3a4YaTOYHOI'O CPCACTBA.

@DEeHUTONH: OJHOBPEMEHHOE NpUMEHEHHE (UIyKOHa30ja M (EHUTOMHA MOXKET COIPOBOXKIATHCS
KIIMHUYECKA 3HAYUMBIM TIOBBIIICHHEM KOHIIEHTpauuu (eHuTouHa. B ciaydae HeoOXoaumocTu
OJTHOBPEMEHHOI'0 TNPUMEHEHHs OOOMX MpEernapaTroB CJlelyeT KOHTPOJIUPOBATh KOHIEHTPAIUIO
(eHUTOMHA M COOTBETCTBYIOLIUM OOPa30M CKOPPEKTHPOBATH €ro 03y C IENbI0 O0ecCTieueHUs

TEpaneBTUYECKON KOHIICHTPAIIUH B CBIBOPOTKE KPOBH.

HBakadrop: npu 0JJHOBPEMEHHOM ITPUMEHEHUH C UBAaKa) TOPOM, CTUMYJIITOPOM MYKOBHUCLIUA03HOTO
perymnstopa TpancMemOpanHoi npoBoauMocTu (CFTR), HaGmromanoch yBeTWYeHHE SKCTO3UIIMH
uBakadropa B 3 pasa W IKCIO3UIMH THApOKcHMeTwiI-uBakadropa (M1) B 1,9 pasa. [lanuenrawm,
OJTHOBPEMEHHO TPUHHUMAIONIUM yMepeHHble HHruouTopbl u3odepmenta CYP3A, Ttakme kak
(ITyKOHA30J1 ¥ SPUTPOMHUIIUH, PEKOMEHIYETCSl CHIKEHHE J103bI uBakadTopa 10 150 Mr oauH pas B

CYTKH.

[IpeHu30H: UMeeTcsl COOOIIEHHE O Pa3BUTHUU OCTPOM HEAOCTATOUHOCTH KOPbI HAAINOYEYHUKOB Y
NanyeHTa IOocjie TpPAaHCIUIAHTAllMM TIe€YeHM Ha (oHE OTMEHbl IpueMa (¢UIyKoHa3oja Iocie
TPEXMECSIYHOTO Kypca Ttepanuu. [IpeanonoxuTenbHO, NpeKpalleHue Tepanuu (IyKoHa307I0M
BBI3BAJIO TOBBIIIEHHE AakTUBHOCTH wm3odepmenta CYP3A4, dro mnpuBeno K yBEIMYEHHOMY
MeTaboIM3My TIPETHU30HA.
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HaLII/ICHTI:I, MOJIy4Jaromue KOM6I/IHI/Ip0BaHHy10 TCpaln MMpCcaAHU30HOM H q)HYKOHiBOJ'IOM, JOJI2KHBI
HaxXoAUuTbCA 1OA TIIATCJIbHBIM MCIUITMHCKUM Ha6J'IIOI[€HI/ICM IIpH OTMCHC IIpHCMaA (1)J'IYKOH8.3OJ'I3 C

OCJIbO OOCHKU COCTOAHUS KOPBbI HAAIIOYCYHUKOB.

Pudabytun: omHoBpemMeHHOE mpuMeHeHHE (QuIykoHazojda W pudadyTMHa MOXKET TMPUBECTH K
MOBBIIIICHUIO CHIBOPOTOYHBIX KOHIEHTpamnuii mocnenHero gm0 80 %. Ilpu oxHOBpeMEeHHOM
npuMeHeHun (iaykoHazona u pudaOyTHHA ONMUCAHBI CIydyau yBewTa. [laleHTOB, OZHOBPEMEHHO

noJryyaronmx pudadyTuH 1 GryKoHa30J1, HEOOXOAMMO TIIATEILHO HAOIOIATh.

Caksunasup: AUC nossimaetcs npudan3utesbHo Ha 50 %, Cmax — Ha 55 %, KiIMpeHc cakBUHaBHUpa
yMeHblIaeTcst npubnusuteabHo Ha 50 % B CBsI3M ¢ MHIMOMPOBAHUEM NEUYEHOYHOTO MeTadoIu3Ma
n3opepmenta CYP3A4 u unrnbuposanuem P-rimkonporenHa. MoxeT MOHAT0OUTHCS KOPPEKIIHS

A03bl CAKBHHABHPA.

CHpOoAMMYC: MOBBIIIEHUE KOHLIEHTPALMU CUPOJIUMYCa B TJIa3Me KPOBH, PEINOJIOKUTEIBHO B CBS3H
C HHrUOMpoOBaHHMEM MeTabonu3Ma cupoiuMmyca uepe3 yrHereHue wuzodpepmenta CYP3A4 wu
P-rimukonporenna. JlaHHash KOMOWHAIMS MOKET MPUMEHSTHCS C COOTBETCTBYIOIIECH KOPPEKIUEH

JI03BI CHPOJIUMYCa B 3aBUCUMOCTH OT 3 (PeKTa/KOHIIEHTPAIINH.

IIpenapatsl CVJ'IB(bOHI/IJ'IMO‘IeBI/IHBII (1)J'I}’KOH33OJ'I, npu OJHOBPCMCHHOM IIPUMCHCHHUH, IMPHUBOAUT K

YBEIIMYEHUIO [epuojJia MOJYBHIBENCHHUS NEpOpalbHBIX  MpenapaToB  CyIb(OHUIMOYECBUHBI
(xmopmiporiamMuia, TIMOCHKIAMHIA, TIUMH3UAA U TOJOyTaMusa). BoiapbHBIM caxapHbIM TuaOETOM
MOYKHO Ha3Ha4aTh COBMECTHOE NpUMEHEHHe (IyKOHA301a ¥ MEpPOpalbHBIX IPErnaparoB
Cynb()OHUIMOYEBHHBI, HO TIPH ITOM CJIEAYET yYUTHIBATH BO3MOKHOCTH Pa3BHUTHUS THIIOTIIMKEMUH,
KpPOME TOT0, HE0OXOIUM PETYIISIPHBIN KOHTPOJIb TIIFOKO3BI KPOBH U, IPU HEOOXOTUMOCTH, KOPPEKIIHSI

7103l TIPENapaToB CyJIb(OHUIMOUEBUHBI.

TakponuMyc: OJHOBpEMEHHOE TNMpUMEeHeHHe (IIyKoHa301a M TaKpoJmMmyca (BHYTPb) MPUBOIUT K
MIOBBIIIICHUIO CHIBOPOTOYHBIX KOHIEHTPALMii TOCIEIHETO B 5 pa3 3a CYeT HMHTHOMPOBaHUS
MeTaboJiM3Ma TaKpoJIUMYyca, MPOUCXOAIIET0 B KUIIeYHUKE mocpeacTBoM m3odepmernta CYP3A4.
3HAYUTENBFHBIX W3MEHEHWH (apMaKOKMHETUKH TMPEernaparoB HE OTMEYEHO MpH NPUMEHEHUHU
TaKkpoJMMyca BHYTpUBEHHO. OmucaHbl cirydad He()pOTOKCHYHOCTH. I[larieHTOB, OJHOBPEMEHHO
NPUHUMAIONINX TaKpOJMMYC BHYTPh M (UIYKOHA30J, CJeIyeT THlaTelnbHo Habmoxats. Jlo3y
TaKpOJIMMYyca CIIEAYeT KOPPEKTHPOBATH B 3aBUCIMOCTH OT CTETICHHU MOBBIIICHHUS €r0 KOHIEHTPAIUN

B KPOBH.
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TeodummH: mpu 0AHOBPEMEHHOM NMPUMEHEHUU ¢ (rykoHa30sioM B 103¢ 200 Mr B Teuenue 14 nuei
CpeIHsisl CKOPOCTh IUIa3MEHHOTO KiHMpeHca TeopwuinHa cHibkaeTcess Ha 18 %. Ilpu HaszHaueHum
¢diykoHa3oMa TMAMEHTaM, NPUHUMAIONIMM TEO(WUIMH B BBICOKMX [03aX, WIH IalUEHTaM C
MOBBIIIICHHBIM PUCKOM Pa3BUTHUSl TOKCHYECKOTO JCHCTBUSA TeOoDWUIMHA, CIEAyeT HaOoIaTh 3a
MOSIBJICHUEM CHUMIITOMOB TEPEI03UPOBKH TeOPUIUTMHA H, TIPU HEOOXOJIUMOCTH, CKOPPEKTUPOBATH

TEpanHio COOTBETCTBYIOIIUM 00pa3oM.

Todauutunmnb: sKcro3ums ToQaUTUHUOA YBEIUYMBACTCS MPH €r0 COBMECTHOM NMPUMEHEHHUU C
npernaparaMy, KOTOpBIC SBISIFOTCS OJHOBPEMEHHO YMEPEHHBIMH HMHTHOMTOpaMU H30()hEepMEHTOB
CYP3A4 u CYP2C19 (narmpumep, ¢haykoHazoir). BoaMoxxHO, MOKET MOHAT0OUTHCSI KOPPEKIIUS 103bI

TodanuTUHNOA.

TonBanTan: Kkcno3unus TonBantaHa 3HauntensHo yBenununBaercs (AUC Ha 200 %, Cmax Ha 80 %)
P COBMECTHOM IpUMEHeHuu ToJiBantaHa, cyocrtpata CYP3A4, u ¢aykonaszona, ymepeHHOTro
uaruoutopa CYP3A4. I1pu 5TOM CylIecTBYET pUCK 3HAUUTEIBHOTO YBEJIIMUYCHHUS YaCTOTHI PA3BUTHUS
HEKEJIaTCJIbHBIX SIBJICHUH, B YACTHOCTH, TAKMX KaK MOBBIIICHHBIN JTUype3, NETHIpaTalis U OCTpas
MoYeYHass HEI0CTaTOYHOCTh. [Ipy OIHOBpEMEHHOM NPUMEHEHHH MJAaHHBIX IPENapaToB CIEAYET

YMCHBIIUTD A03Yy TOJIBAIITaAHA U BHUMATCIIbHO Ha6J'IIO,I[aTI> 3a COCTOAAHUCM IMallMCHTA.

A.]'IKaJ'IOI/II[ 6aDBI/IHKaZ HECMOTPA HAa OTCYTCTBUC LICJICHAIIPABJIICHHBIX HCCHCHOB&HHﬁ, npeamnojaracTces,

910 (DIYKOHA30J1 MOXKET YBEJIMYMBATh KOHIEHTPAIMIO aJKaJIOWJ0B OapBHHKAa (Hampumep,
BUHKPHUCTHHA ¥ BUHOJIACTHHA) B TUIa3M€ KPOBH U, TAKUM 00pa30M, MPUBOIUTH K HEHPOTOKCHYHOCTH,

YTO, BO3MOXHO, MOXKET OBITH CBsI3aHO ¢ yrHeTeHreM n3odepmenta CYP3A4.

Buramun A: umeercs cooOmieHne 006 OJHOM CiTydae pa3BUTHS HEXKEJATEIbHBIX PEaKIIHiA CO CTOPOHBI
nentpanbHoit HepBHOU cucteMsl (IJHC) B Buae mceBmoomyxosim Mo3ra Mpu OJHOBPEMEHHOM
MPUMEHEHUH TIOJIHOCThIO TPAHCPETHMHOEBOW KUCIOTHI U (PIIyKOHA30J1a, KOTOPHIE HCUE3IH IOCIIE
oTMeHb! (prykoHazona. [lpumeHeHue naHHOM KOMOMHAIMKM BO3MOXKHO, HO CJIEAYeT MOMHHUTBH O

BO3MO>XHOCTH BO3HHNKHOBCHHA HCKCIJIATCIIbHBIX peaKuHﬁ CO CTOPOHBI HHC

3UI0BYAMH: TIPH OJHOBPEMEHHOM NPUMEHEHHH C (DITyKOHA30JIOM OTMeYaeTcs MOBBIMIEHUE Cmax U
AUC 3unoBynuna Ha 84 % u 74 % coorBercTBeHHO. JlaHHBIN >QQeKT, BEpOosSTHO, 00yCIOBIECH
CHIDKCHHEM MeTabosi3Ma TOCIIEHEro J0 €ro riiaBHOro merabonura. [lo u mocie Tepamuu c
npuMeHeHueM ¢urykoHnaszona B jo3e 200 mr/cyt B Teuenue 15 mueit 6ompHbiM CIIM/Jom m ARC
(xomrutekc, cBszanHblii co CIIM/Jom) ycranoBneHo 3HauutenbHoe yBenuueHne AUC 3umoBynnHa
(20 %).
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3a NanueHTaMH, MOJYyYarOomIUMH TaKYHO KOM6I/IH8.L[I/IIO, CJIeayeT HaGJ’IIO):[aTB C LOCJIBbIO BBIABJICHUA

M0OOYHBIX YPPEKTOB 3UIOBYIUHA.

Bopukonazon (uarudutop wumzodepmentoB CYP2C9, CYP2C19 u CYP3A4): oaHOBpeMEHHOE

npuMeHeHue Bopukonaszona (o 400 mr 2 pa3a B CyTKH B TIEPBBIi JIeHb, 3aTeM 1o 200 Mr 1Ba pasa B
CYTKU B TeueHue 2,5 nHeit) u ¢aykonasona (400 mMr B mepBblii AeHb, 3aTeM 1o 200 Mr B CyTKU B
TeyeHue 4 AHel) y 8 310pOBBIX UCTIBITYEMBIX MYKCKOTO I0J1a PUBEIO K YBeNn4eHUI0 Cmax 1 AUC
BopuKoHa301a Ha 57 % u 79 % coorBeTcTBEeHHO. BBIIO MMOKa3aHO, 4TO AaHHBINA A3P(HEKT COXPAHICTCS
IpU yMEHBUICHUH JO3bl W/WIM YMEHBIICHHUH KpPAaTHOCTH IMpHeMa J00T0 W3 MpernapaTos.

OHHOBpCMCHHOC IMPUMCHCHUEC BOPHUKOHA30JIa U q)HYKOHaBOJ'Ia HC PCKOMCHAYCTCA.

HccnenoBanus B3auMoJeHCTBHS NepopaibHbIX (GopM (IIyKOHa30Jla IMPU €ro OJHOBPEMEHHOM
npueMe C MUIIeH, NIUMETUANHOM, aHTAIMJaMH, a TAaKKe MOCJe TOTAIBHOTO OONydeHHs Tena s
MOJITOTOBKY K MEpPecake KOCTHOIO MO3ra MOKa3ajH, YTo 3TU (aKTOphl HE OKA3bIBAIOT KJIMHUYECKU
3HAYMMOTO BJIMSIHHS HA BCachlBaHUE (PIIyKOHA307Ia.

[lepeunciienHble B3aMMOAECHCTBUSL YCTAaHOBIJIEHBI NPU MHOI'OKPATHOM IMPUMEHEHUHU (IIyKOHA30J1a;
B3aMMO/ICHCTBUS C JIGKAPCTBEHHBIMU CPEJICTBAMU B PE3YyJIbTaTe OAHOKPATHOTO MpHreMa GIyKoHa30J1a
HE U3BECTHBI.

Bpauam cnenyer y4yuThiBaTh, YTO B3aUMOJCHCTBUE C APYTMMH JIEKAPCTBEHHBIMU CPEACTBAMH
CHEeUalbHO HE U3Y4aJIOCh, HO OHO BO3MOXHO.

OcoOble ykazaHus

Coobmanock o ciydasx cynepuH(peKinu, BbI3BaHHOW oTIu4HbIMU OT Candida albicans mrammamu
Candida, koTOpble YacTO 0O0JANAIOT MPHUPOIHON PE3UCTEHTHOCTHIO K (hIyKOHA30y (Hampumep,
Candida krusei). B mogoOHBIX CITy4asix MOXKET MOTPEOOBATHCS albTEPHATUBHAS POTUBOTPUOKOBAS

TCpalius.

Bo Bpemsi 6epeMeHHOCTH TpUMeHeHUs (piryKoHa3oma cieayeT u3berarh, 3a HCKIIOYCHUEM CITydaeB
TSDKEJIBIX M MOTCHIMAIBHO YIPOKAIOUINX JKM3HH TPUOKOBBIX MH(EKIUH, KOT/Ia OKUAaeMas MoJb3a
JICUSHHS JJISl MaTepH TPEBBIIIAET BOZMOXKHBIN PUCK IS TUIOIA.

Heobxoaumo paccMoTpeTs 23 GEKTUBHBIC METOABI KOHTPALICTIIIUH Y KEHIIUH IETOPOTHOTO BO3pacTa
B TEUEHHE BCErO IMEpHojJa JIEYCHUS M NpUOIM3UTENTHLHO B TedeHue Henenu (5-6 mepuonoB
MIOJTYBBIBEJICHHSI) TIOCJIe TPUHATHS TOCIEAHeH 103kl mpemnapara (cMm. pazaen «lIpumeHenuwe mnpu

OEpEMEHHOCTH U B IEPUOJI TPYTHOTO BCKAPMIIUBAHHS).
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B penkux ciydasx mpumeHeHHE (IIYKOHA30J1a COMPOBOXKIAIOCh TOKCHUYECKUMHU HM3MEHEHUSMU
MIEYCHH, B TOM YHUCJIE C JIETAIbHBIM HCXOJOM, TJIABHBIM 00pa3oM, y MalUeHTOB C CEPbE3HBIMU
COIYTCTBYIOIIMMH 3a00JeBaHUAMH. B ciiydyae renatoTokcHYeckux d(PQEKTOB, CBA3aHHBIX C
npuMeHeHueM (irykoHa3o1a, HE OTMEYEHO WX SIBHOW 3aBHCHUMOCTH OT OOILIEH CYTOYHOW 03Bl
npenapara, JJIUTENbHOCTA TEpanuM, MoJia M BO3pacTa NauueHTa. ['enaToTokcHyeckoe AEeUCTBHE
npenapara oObIYHO OBLJIO OOpPAaTUMBIM; MPH3HAKKA €r0 HMCYE3aNIHd MOCIe TMPEKPAIIeHHUs] TEparuu.
[TarmeHTOB, Y KOTOPBIX BO BpeMsl JI€UEHHsI IPerapaToM HapyIlaloTcs oKa3aTeau GyHKIIUY EeUYEHH,
HEOO0XOMMO HAOIIOIATh C IIEIBIO BBISIBICHUS IPU3HAKOB 00JIee CePhe3HOTr0 nmopaxeHus neueHu. [Ipu
MOSIBJIEHUU KJIIMHUYECKUX MPU3HAKOB MJIM CHUMIITOMOB MOPA)KEHUS ME€YEHH, KOTOPbIE MOTYT OBITh

CBA3aHbI C IPUMCHCHHUCM (1)J'I}’KOHa30.]'[a, npenapar CiIeayeT OTMCHUTD.

Kak u mpu npumeHeHHHM Jpyrux a3oJioB, (DIYKOHA301 B PEAKUX CIy4asX MOMKET BBI3BIBATH
aHa(pMIIAKTUYECKHIE PEAKIIHH.

Bo Bpems nedenust QuyKoHa30J0M y MAILMEHTOB B PEJKUX CIIyYasX pa3BUBAIMCH HKC(HOJIMATUBHBIE
MOpPAKCHUSI KOXKM, Takue Kak cuHapoMm CrtuBeHca-/[DKOHCOHA M TOKCHYECKHH SMHISPMAaTbHBIN
Hekposms. bonpubie CIIWMJlom Oosee CKJIOHHBI K Pa3BUTHIO TSDKENBIX KOXKHBIX PEAKIHMH TMpU
MPUMEHEHUN MHOTHUX TmpenapaTtoB. [Ipu mosiBieHnn y mareHTa BO BpeMsl JICUeHUs] TOBEPXHOCTHOU
rpuOKOBON MH(EKIMH CHITTH, KOTOPYIO MOXHO CBSI3aTh C NMpHMEHEHHeM (UIyKOHa3oJja, mpenapar
cielyeT OTMEHUThb. lIpu NOSIBIEHHMH CHIMM Yy TALMEHTOB C WHBAa3UBHBIMU WJIH CUCTEMHBIMHU
IpUOKOBBIMU HHPEKLIUAMU UX CIEAYET TIATEIbHO HAOII0AATh U OTMEHUTD IpenapaT Npu MOSIBICHUN
OyJUIe3HBIX TMOPAKEHWH WM MHOTOGOPMHON DJKCCynaTMBHOW dpuTeMbl. (Coolmanock o
JIEKapCTBEHHON ChIMKM C 203uHOGUIMENl W cucreMHbiMu mposineHusiMu (DRESS-cunmpom),

CBsI3aHHOU C jieueHrneM (irykoHa3osioM (cm. pasaen «[lobouHoe neiicTBue»).

OpnHoBpeMeHHOe TpuMeHeHue (iaykoHazosna B go3ax MeHnee 400 mr/cyT u TtepdeHaquHa CleayeT
NPOBOAUTH TOJ THIATENBHBIM KOHTpoJieM (cM. pasnen «BsauMonmelcTBHE ¢ JApyrumu
JIEKapCTBEHHBIMU TIperaparamm»). Kak u apyrue a3oisl, ryKOHa307 MOXKET BBI3BIBATH YBEIHUYCHHE
unatepBana QT na OKI. ®nykonazonm Bb3biBaeT yBenuuenue wuHTepBaia QT mocpeactBom
MHTUOMPOBAHMS TOKA KAJIMEBBIX KaHAJOB BHYTPEHHETO BBIIPSAMIICHUS. YBennmdenue unrepsana QT,
BBI3BAaHHOE JIPYTHMMH JIEKaPCTBEHHBIMH IIpernapaTaMy (TaKMMH KaK aMHOJAapOH), MOXET OBbITh
ycwiieHo uaruountopamu nzopepmerta 3A4 muroxpoma P450 (CYP) (cm. paznen «B3aumopeiictBue
C JAPYrMMH JIeKapCTBEHHBIMH TNpemnapaTamn»). [lpu mnpumeHeHnu ¢(IyKkoHa3ola YyBeIUYEHHE
uaTepBana QT u MepriaHue WM TpENeTaHHE KEIYJIO0YKOB OTMEYaId OYeHb PEAKO Yy MAIMEHTOB C

TSOKEJIBIMU 3200JIEBAaHUSIMU C MHOXECTBEHHBIMH (DAKTOpaMM pPHCKA, TAKUMH KaK OpPraHu4ecKue
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3a0o0JieBaHUsl CepAlla, HAPYIICHHUS OJJIEKTPOJUTHOTO OanmaHca M CHOCOOCTBYIOMIAsE Pa3BUTHIO
Mo0OOHBIX HAPYIICHWH COMYTCTBYIOMIAs Tepanus. [IOBBINICHHBI PUCK Pa3BUTHUS yrpoKaromen
KHU3HU JKETYJOYKOBOW apUTMUU U TOTUMOP(HOH HKeTyJOUYKOBOM TaXUKAPIHUH MOKET BOHUKHYTh Y
MalMEHTOB C TUIOKAIMEMHEN U IPOTPECCUPYIOIIEH CEPACUHON HEJOCTAaTOYHOCThIO. [T03TOMY Takum
MaIMeHTaM ¢ TOTEHIIMAILHO MPOAPUTMUYECKUMU COCTOSIHUSIMU MPUMEHSTH (IIyKOHA30J1 CIEAYET C
OCTOPOKHOCTBIO.

[Tarmentam ¢ 3a0ojeBaHMSAMU TI€UEHH, CepAlla M TOYEK Iepe] NPUMEHEHHEM Ipernapara

PEKOMCHAYCTCA MPOKOHCYJIBTHUPOBATHCA C BPA4OM.

HpI/I MNPpUMCHCHHUU (1)J'IYKOH3.3OJ'Ia 150 mr o noBOAY BAarvHAJIbHOTO KaHAMAO3a IMAOUCHTBI NOJIKHbBI
OBITE npeaynpexkKaCeHbl, YTO YIYUIICHUC CUMIITOMOB 0OBIYHO HaGHIOI[aCTCH qepe3 24 4, HO OJI1 HUX
IIOJHOI'O HCYC3HOBCHHUA NHOT' Ia Tp€6y€TC$I HCCKOJIBKO ,Z[HCI71. HpI/I COXpaHCHHUH CUMIITOMOB B TCUCHHC

HCCKOJIBbKHUX I[Heﬁ, CJICeayCT O6paTI/ITBCH K Bpauy.

JokazarenbcTBa 3P PEeKTUBHOCTH (ITYKOHA30JIa TIPH JICUSHUH JIPYTUX BUIIOB YHIEMUYHBIX MUKO30B,
TaKHUX KaK MapakOKUIUAHOUJIOMHUKO3, CHOPOTPUXO03 U MMCTOILIA3MO3 OIPAaHUYEHBI, YTO HE MO3BOJISET
ONpEJENIUTh KOHKPETHbIE PEKOMEHJALMU IO A03MpPOBaHUI0. DIYKOHA30J SIBISETCS YMEPEHHBIM
uaruoutopom uzopepmenta CYP2C9 u ymepenHeiM wuHruouropom wusodepmenta CYP3A4.
drykoHa30:1 TaKke sBisiercs nHruoutopom nzopepmenta CYP2C19. [Ipu ogHOBpeMEHHO Tepaniuu
JICKapCTBEHHBIMH TIpenapaTtaMu ¢ Y3KHUM TEpareBTUUYECKUM NpoQuiIeM, METabOIU3UPYIOIIUMUCS
nzopepmentamu CYP2C9, CYP2C19 u CYP3A4, pexomenmyercs coOMOAaTb OCTOPOXKHOCTH

(CM. pa3acia ((BSHHMOHCﬁCTBHC C ApYI'MHU JICKAPCTBCHHBIMHA npenapaTaMH>>).

Coo0manoce 0 pa3BUTHH HEAOCTATOYHOCTH KOPBI HAJAMOYEYHUKOB Yy TMAIMEHTOB, MOIYYArOIIUX
TEPaIUIo APYTUMHU a30J1aMHu (HarpuMep, KETOKOHA30I0M). Y MalMeHTOB, MOTYYarmuX (HIyKOHA30II,

Ha6J'IIOI[aJ'II/ICB 06paTI/IMBIC CJIydan HEAOCTATOYHOCTHU KOPbI HAAIIOYCYHUKOB.

[Ipenapat ®mrokocTat® comepuT aakTo3y. [lanuenram ¢ 1eUIMTOM JIAKTa3bl, HEMEPEHOCHMOCTHIO

rajakTo3bl MU TII0K030-TaJaKTO3HOM Mam,a6cop6uneﬁ HE CJICAYCT IIPUHUMATD 3TOT 1Iperapar.

I[TpenapaT ®mokoctat® comepkut MeHee 1 MMoab (23 Mr) HaTpus Ha | Kamcyiy, TO €CThb 110 CyTH He

COAEPKUT HATPUSI.

Biausinue Ha cmocOOHOCTH YNIPABJIATH TPAHCIIOPTHBIMHU CPEeACTBAMHU, MEXaHU3MAMH
[Ipu npumMeHeHun npenapara HEOOXOAUMO YUUTHIBATh BO3MOKHOCTb Pa3BUTHSI TOJIOBOKPYKEHUS U
CyJOpOr.
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®opma BbIIIyCKA

Kancyer, 50 mr, 150 mr.

7 kancyn no 50 mr unu 1, 2, 3, 6 xkancyn no 150 Mr B KOHTYpHOH SUEHKOBOH yIIaKOBKE.

1 KOoHTypHas s4yeiKkoBas ynakoBka 1o 7 karncy: (s 1o3upoBku 50 Mr) win 1 KoHTypHast s4eiikoBas
yHnakoBkKa 1o 1, 2, 3 kancysisl Win 4 KOHTypHBIE STYEHKOBBIE YIIAKOBKH 110 6 Karcyl (Ui JO3UPOBKU

150 mr) BMecTe ¢ MHCTPYKIIMEH 110 MPUMEHEHUIO B TTaUKe M3 KapTOHA.

YcaoBusi XxpaHeHuUst
XpaHuTh npu TeMIiepaType He Boiie 25 °C.

XpaHUTb B HEJOCTYIIHOM JIJIsl JIETEN MecCTe.

Cpok roaHocTu

3 roga. He npuMeHATh O UCTEUEHUH CPOKa I'OJTHOCTH.

YcnoBus ornycka
OTmyckaroT 1o peuenty.

Kancynsr 150 mr — 6€3 penienita (Ji1s1 Tepamiy BariHaJIbHOTO KaHUI034).

JepxaTeb PerucTPAlMOHHOIO YI0CTOBEPEHHs/OPraHu3anus, NPUHUMAKIIAS TpPeTeH3UU
norpeouTesiei

AxmmmonepHoe o6miectBo "Otucudapm" (AO "Otucudapm™), Poccus,

123112, r. Mocksa, yi. TecroBckas, 1. 10, 31. 12, nom. II, kom. 29,

teit.: +7 (800) 775-98-19,

dakc: +7 (495) 221-18-02,

www.otcpharm.ru

ITpousBoguTenn

npu npouszeoocmee na OAO "®apmcmanoapm-Jlexcpeocmesa”, Poccus ykasvigarom:
OTxkpeITOE akimonepHoe odmectso "dapmcrannapt-Jlekcpeacraa”

(OAO "®apmcranmapr-Jlekcpenctsa"), Poccus,

Kypckas 0611., r. Kypck, yi. 2-1 Arperatnas, 1. 1a/18,
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ten./dpakc: (4712) 34-03-13,

www.pharmstd.ru

unu

npu npouzsoocmee Ha AO "Omucugpapm IIpo", Poccus ykazvieaiom:

AxmmmonepHoe o6mrectBo "Otucudapm IIpo" (AO "Otucudapm IIpo"), Poccus

Kanununrpanackas 0011, MyHHIUIAIBHBIN OKpYr 3eieHorpaickuid, Tep. MHIyCcTpualbHBIA Mapk

Xpabpogo, yi. HoBatopos, 1. 6, k. 1
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