«YTBEPXJAEHO»

PapMaKoaoruIecKHii KOMHTET
FocypapcTsenHOro yupexjenus
«llenTp 6esonacHocTy dapManeBTHYECKOH
OPOAYKOUH» MUHHCTEpPCTBA 31paBOOXpaHEHNS
Pecny6aukn VaGekuncran

Od» _OF 2045 v L6

HHCTPYKIUA 11O MEJUIIUHCKOMY IPUMEHEHUIO
OYIUC®

Toprosoe nassanue npenapata: Oyrmc®

Heiicryromee semectso (MHH): ¢pykonazon

JlexapcTBeHHas opma: TabneTKH

Cocras:

Kaxnas Tabnerka comepxur:

axmuenoe geugecmeo: paykonazoin 50 mr, 100 mr, 150 mr, 200 Mr;

scnomozamenvhvie  6eujecmea: UEUIION03a MHKpokpuctaummueckas (PH102), makto3sr
Monoruzapat, moBuaoH K-30, M30IpONMIOBEINA CHHPT, OYMIIEHHBIA TaldbK, MarHHUs CTeapar,
HaTpHs KpaxMaanikoiT (Tum A), HaTpus KpockapMesuio3a.

Onucanune: Oensle, KPyrible, INIOCKAE CO CKONIEHHBIMH KpasiMu Ta0JIETKH, ¢ JIMHKUEHR pasjioMa Ha
OIHO# CTOPOHE. '
®apmakoTepaneBTHYecKas rpynna: [IpoTHBOMHKpPOOHBIE MpenapaTsl CUCTEMHOIO AEHCTBHUS.
ITpoTuBOrpHOKOBEIE IPENapaThl CUCTEMHOTO AeiicTBH. [Ipon3BoaHbIe Tpra3zoia. DIyKOHA30I.
Kox ATX: J02ACO1

PapMaKoJIOrH4ecKne cBOHCTBA

DapMaKoOUHAMUKA

MexaHnu3m nefcTBUS

®ayKoHa30] SABISETCS BBICOKOCEIEKTUBHBIM HHTHOMTOpOM (epmeHTta maHocteporn 14-a-
JeMeTHuIassl HuToXpoma rpudka Paso. DToT dhepmMeHT mpeobpasyeT TaHOCTEPON B 3ProcTepoll.
ITocnenyromass moTepss HOPMaJbHBIX CTEPOJIOB KOPpEIHPYeT C HakKoIUleHHeM 14-a-
METHJICTEPOJIOB B IPUOKaX, YTO U MPOSBIILETCS (YHIUCTATUIECKON aKTHBHOCTHIO (DIIyKOHA30Ia.
JlemeTnnupoBaHye KJIETOK MJIEKOIHUTAIOIIUX TOpa3/l0 MEHee YYBCTBUTEIBHO K MHIHOUPOBAHUIO
(1yKoHa30JI0M.

PesucreHTHOCTH

XOpoImo H3BeCTHA BO3MOJKHOCTH Pa3BUTHSI PE3UCTEHTHOCTH K (IyKoHa30iy. I pubKoBBIE
M30JIATHI, JEMOHCTPHUPYIOIUE CHIKEHHYIO YYBCTBUTEIBHOCTh K APYTUM a30J1aM, TaKXKe MOTYT
JEMOHCTPUPOBATh IIOHMKEHHYIO BOCIPUMMYMBOCTE K (iaykoHazomy. YacrtoTa pa3BUTHS
JIEKAPCTBEHHOM YCTOWYMBOCTH TSI PA3JIMYHBIX TPUOOB, B OTHOIIEHUH KOTOPBIX IOKAa3aH 3TOT
Ipenapar, HEU3BECTHA. :

PesucTeHTHOCTE K (DIIyKOHA30y MOXKET BO3HUKHYTh M3-32 M3MEHEHHUS Ka9eCTBA MII KOJIMYECTBA
nenesoro ¢pepmenta (J1TaHoctepol 14-o-1eMeTuiassl), CHIDKEHUS JOCTya K MUIIEHH Mpenapara
WA HEKOTOPOI KOMOMHAIIMY 3TUX MEXAHU3MOB.

Toueunsie mytamuu B rene (ERG11), konupyromem 1eneBoit GepMeHT, IPUBOAAT K H3MEHEHHIO
MHUIICHH C IOHMKEHHBIM CPOACTBOM K asonaM. Cepxokcmupeccuss ERGI11 mpuBomur k
00pa30BaHUIO BBICOKMX KOHIEHTpALMil II€JeBOro (epMeHTa, YTO CO3JaeT HEOOXOAMMOCTH B
Ooiee BBICOKMX BHYTPHKIECTOYHBIX KOHIIGHTpAIMSAX TIIperapaTa Ul HMHIMOMPOBAHMS BCEX
MOJIEKYI (pepMeHTa B KIIETKeE.

Bropoii OCHOBHOW MeXaHH3M JIEKAPCTBEHHOH YCTOMYMBOCTH BKIIOYAET AKTHUBHEBIA OTTOK
(irykoHa3071a U3 KIETKU II0CPEICTBOM aKTUBAIIMYU JIBYX THIIOB TPAHCIIOPTEPOB MHOKECTBEHHOIO
OTTOKa JIEKAPCTBEHHEIX CPEACTB: OCHOBHBEIX IIOCPEIHHKOB (Komupyemblx reHamu MDR) wu
cynepcemeiictea AT®-cBsaspiBarommux KacceT (komupyembix reHamu CDR). IloBbimenwue




perymsanun reHa MDR npuBoAWT K pe3MCTEHTHOCTH K (PIyKOHA301Iy, TOTAa KaK HOBBINICHHE
perymsuu reHoB CDR MoXkeT mpuBecTH K pe3UCTEHTHOCTH K HECKOJIBKUM a30J1aM.
VYeroituuBocts y Candida glabrata 06p19HO BKIIOYAET NMOBBIMIEHUE perysinun redoB CDR, uto
IIPUBOAMUT K PE3UCTEHTHOCTH K HECKOJBKMM a3onaM. J[1s m3071siTa, y KOTOPOTO MHUHHMAaIbHas
uHrubupyromas korunenrpanus (MUK) oTHOCUTCsS K KaTeropuu mpoMexyTodHoit (ot 16 mo 32
MKTI/MIT), peKOMEH/IyeTCsl camasi BRICOKast 703a (BIykoHa3oma.

AHTHMHUKpPOOHAs aKTHUBHOCTh

bruto mokazaHo, 4To (IyKOHA301 aKTUBEH IPOTHUB OOJIBIIMHCTBA H30JITOB CIEAYIOIMIHUX
MHUKpPOOPTaHU3MOB KaK i1 Vitro, Tak ¥ IIPH KIMHUIECKUX UHPEKIUIX.

Candida albicans

Candida glabrata (MHOTHE U30JITH UMEIOT IPOMEKYTOYHYIO TyBCTBUTEILHOCTE)

Candida parapsilosis

Candida tropicalis

Cryptococcus neoformans

Crnenyromue 1aHHBIE in Vitro JOCTYIIHEL, HO HX KIMHHYECKOE 3HaueHue Hen3BecTHO. 1o kpaifHei
Mepe 90% u3 crienyromux rpudboB J1eMOHCTPUPYIOT in vitro MUK, MeHBIIIYyI0 WK paBHYIO TOUYKE
YYBCTBUTEIBHOCTH ISl (IyKOHa30lla MPOTHB H30JIATOB AHAJIOTUYHOTO pPOAA WU TPYIIIEI
opranu3moB. OnHako 3(QexTUBHOCTH (IIyKOHA307a NMPHU JIEYCHUU KIMHUYECKUX HH(EKIHH,
BBI3BAaHHBIX STUMU I'pubaMu, He ObLIa YCTAaHOBJIEHA B aeKBATHBIX U XOPOIIO KOHTPOJIUPYEMEIX
KIIMHIYECKUX UCCIIeJOBAaHUSIX.

Candida dubliniensis ’

Candida guilliermondii

Candida kefyr

Candida lusitaniae

Candida krusei cnemgyeT cuuTaTh yCTOMUMBEIM K (prmykoHaszomy. YcroiuuBocts C. krusei, 1o-
BUMMOMY, 00YCIIOBIIEHA CHMYKEHHEM YyBCTBUTEIHHOCTH IEJIEBOT0 (pepMeHTa K UHIMOMPOBAHIIO

areHTOM.
DapMaKOKUHEMUKA

®apmakokuHeTnueckue cBoiictBa (®K) duykoHazona cX0XH IOcCIe BHYTPUBEHHOTO WIIU
IepopaTbHOrO BBEJEHHUS. Y 3J0pOBBIX JOOPOBONBIEB OHOJOCTYIHOCTH IIEPOPATBHO
npuMeHsieMoro (QuykoHaszona coctaBisier 6onee 90% 1O CpaBHEHUIO C BHYTPHUBEHHBIM
BBeJIeHNEeM. BHO3KBHUBANEHTHOCTh OBUIa yCcTaHOBIEHa Mexnay Tabmerkoir 100 mMr m obemmu
KOHIIEHTpAIMSIMU CYCIIEH3UH IIPY. BBEIGHUHU B BU/I€ OJHOKpaTHOM /10351 200 MT.

[locne mepopanmpHOre mnpuéMa NHEKCBBIe KOHHEeHTpamud B Iu1a3Me (Cmax) Y 30OPOBEIX
JIOOpPOBOJIBIIEB HATOINAK JOCTUTAIOTCS MeXay | W 2 dYacaMM € KOHEYHBIM IEepHOJ0M
ITOJTYBBIBEICHUS U3 I1a3Mbl Ipubm3uTensHo 30 yacoB (1uama3oH: ot 20 10 50 9acoB).
VYcToiuuBhle KOHIIEHTPALMK JTOCTUTA0TCs B TeueHue 5—10 qHel mocie mepopaibHbIX 103 oT 50
110 400 Mr o1vH pa3 B IeHb. BBeieHue y1apHoii 1035 (B IEPBHIH AE€HB), B /IBa pa3a MNpeBHIIIAIOIIei
OOBIYHYIO CYTOYHYIO /103y, IPUBOJUT K KOHIEHTPALUAM B ILIa3Me, OJIM3KUM K paBHOBECHBIM, Ha
BTOpo#t menp. Kaxymmuiics oOvem pacmpenenenust (IykKoHa3zosa NpHOMIKaeTcss K obmemy
o0BeMy BoAsl B opranm3Me. CBs3piBaHme ¢ Oenkamu 1uia3mbl Huzkoe (0T 11 mo 12%). Ilocie
OJHOKPATHOTO WJIX MHOTOKpPATHOTO IpHeMa BHYTph B TedeHue 14 aHel (ryKoHa301 IpOHHUKAET
BO BCE HCCIeAyeMble JKUIKOCTH OopraHu3Ma (cM. TaOnumy HuKe). Y 340pOBBIX J0OpPOBOJIBIEB
KOHIIeHTparuu (IyKoHa30ja B CIIIOHE OBLIN paBHBI MJIM HEMHOTO IIPEBHINIATN KOHIIEHTPAIUHY B
I7a3Me€ HE3aBHCHMO OT [03bl, IYTH WIW IPOAODKUTEIBHOCTH IIpHeMa. Y TalHUeHTOB C
OpOHXO03KTa3aMU KOHIIEHTpaluu (IIyKoHa3071a B MOKPOTE IIOC]IE OJHOKPATHOTO IIpHeMa BHYTPb
150 Mr O6pUTH paBHBEI KOHIIEHTpAIUAM B IUTa3Me Kak depes 4, Tak 1 9epe3 24 gaca mociie npruema.
VY manmueHToB ¢ IpuOKOBEIM MEHUHTHTOM KOHIEHTpamuu (IyKoHa30lla B CIIMHHOMO3TOBOM
xuaxoctu (CMX) cocraBisror npudbmusutensHO 80% OT COOTBETCTBYIOIMX KOHIIEHTpAIWi B
IIa3Me.



OnnokpaTHas nepopaibHas go3a (iaykonaszona 150 mr, BBeieHHas 27 manueHTaM, IPOHUKAET B
TKaHb BJIarajuiia, B pe3yabTaTe 4ero COOTHOIIEHUE TKaHb: Iu1a3ma BapsupyeT oT 0,94 no 1,14 B
TedeHue NepBrIX 48 gacos nocie npueMa. OHOKpaTHas epopaibHas 103a GiykoHazona 150 mr,
BBeJICHHAs 14 DanuMeHTKaM, IPOHMKAET B BarMHAIBHYKO JKUJIKOCTh, B pe3yJlbTaTe Yero
COOTHOIIIEHHE JXUIAKOCTE: Iu1a3ma coctaBisieT oT 0,36 10 0,71 B TeueHue nepBrIX 72 9acoB MOCIIE
npuema 1035l

Hannple Cmax . AUC, momydeHHBIE B XOJE HCCIIEJOBAHUS BIIMSHUS INHUIIA HA TEPaIHIo,
BKJIFOYaBIIero npuem tadnetoxk ®VIIMC® (baykoHa3071a) 310pOBEIME J06POBOIBIAMI HATOMAK
U C JKUPHOHM NHIIEH, IOKa3alId, 4TO BO3JECHCTBHE IIpernapaTa He 3aBUCHT OT IUIM. [losTomy
®VIIUC® MOKHO MPUHEMATH HE3ABHCHMO OT MPHUEMA ITHIIIH.

TEans T CooTHomenne KOHIIeHTPAaHH
¢hryxkoHa30/1a B TKAaHH (KAAKOCTH) /
KHIKOCTh miazme*

*  OTHOCHTENBHO KOHIEHTpaMii B IUIa3Me y IHI[ C
HOpMaJIbHOH (hyHKIIMEH IToYeK.

T He3aBHCHMO OT CTEIIEHHA BOCIAJIIEHUS MO3TOBEIX 000JI0YEK.

CHnuHHOMO3T0Bas 0.5-0.9
JKUAIKOCTE T

Cmrona 1
Moxkpora 1

AKunkocts Bomaeips 1

Moua 10
Henorpexnénnas 10
KOXa

Hortu 1
XKunxocts Bomaeips 2
Txanu Braramuma 1

XKunkocts Bnaramuma 0.4-0.7

Cpennuii xmupeHce y B3pocibix coctaBisieT 0,23 (17%) ma/Mus/KT. Y 310pOBBIX JOOPOBOJIBIEB
(JIyKOHa30J1 BEIBOAMUTCS B OCHOBHOM IIOYKaMH, IIpU 3TOM npuMepHO 80% BBEIEHHOM 03B
BEIBOJUTCS C MOYOM B HemsMeHeHHOM Buie. Oxoso 11% 10361 BBIBOAMTCS C MOYOH B BHJE
MeTabOTUTOB.

@apmakokuHeTHKa (IyKOHA307Ia 3aMETHO 3aBUCUT OT CHIDKeHHUS QyHKIuu moyek. CymecTByer
obpaTHas 3aBHCHMOCTh MEXAY INEpHOAOM IIOTyBBIBEICHHS M KIMPEHCOM KpeaTuHHHA. J[03y
npenapata ®YIIMC® moxeTr moTpe60BaThCA YMEHBIINTS Y MAMEHTOB ¢ HAPYIIEHHeM (QYHKINH
nouek (cM. paszen 4.2 Cnocob mpuMeHEeHHs U J03BI»). 3-9acOBO# CeaHC TeMOINaln3a CHIKAET
KOHIIEHTPAIUIO B I1a3Me npuMepHo Ha 50%. -

layuenmur 0emckozo o3pacma

Mmerotrcs orpaHrdYeHHbBIE JaHHBIE Y IALIMEHTOB B BO3pacTe OT 61 IHA 10 MeHee 9 MecsleB.



V manueHTOB JETCKOro Bo3pacTa (HeIOHOIIEeHHEIE; TeCTAOHHEBIN BO3pacT OT 26 10 29 Hesens U
IIOCTHATAIIBHBIA BO3PACT OT pOXKAEHHUA 10 1 1HA) cpenHuit (%cv) KIUpeHe B TedeHue 36 4acoB
nocine poxaeHus cocrasui 0,180 (35%, N=7) mi/MuHB/KT, KOTOPBIH YBETHYHBAIICS CO BpeMEHEM
1o cpennero 3HadeHus 0,218 (31%, N=9) mu/mun/xr uepes 6 gueit u 0,333 (56%, N=4) mi/mun/xr
gepes 12 nuei. AHaIOrMYHO, IEPUOJ IOTYBEIBEICHUS COCTABUIT 73.6 Yaca, KOTOPHIN yMEHbIIAJICS
CO BpEMEHEM 10 CpeaHero 3HadeHus 53.2 gaca depe3 6 aHel u 46.6 gaca uepe3 12 nmeii. B
UCCIe0BaHuH 13 IalMeHTOB OETCKOrO Bo3pacTa (HEIOHOIUIEHHBIE W JOHOMIEHHBIE JETH CO
CPEeTHUM TeCTallHOHHBIM BO3pacToM 37 Hejelb, auana3zoHoM GA ot 24 no 39 Hexmenb; cpeHUM
IOCTHaTaIbLHEIM Bo3pacToM [PNA] 19 nueit, nuanazonom PNA: ot 5 10 262 aueit) 12 MiaaeHIes
IOJYYWIIA yAApHYy!o 103y 25 Mr/kr, u 9/12 (75%) mocturmu AUC0-24 >400 mMr*q/n B TedyeHue
nepBrIX 24 gacos. [lomynsanuonHas GpapMakOKHHETHYECKAs MOJIENb C UCIIOIB30BAHUEM JaHHBIX
55 manuenToB JeTckoro Bozpacta (GA ot 23 mo 40 menens, PNA ot 1 10 88 nueit) mokasana, 910
yaapHas J1o3a 25 MI/Kr Heodxoauma it goctmwxenus neneBoit AUC >400 mr*u/n B TedeHue 24
9acoB IIOCJI€ Hadaja TepalMd Yy NalUeHTOB JETCKOrO BO3pacTa MIIAANmIE 3 MeECHIEB.
[TonmepxxuBaromas 103a 9 MI/KT B [IeHb JOJDKHA KCIONB30BATHCS y HETel, POAMBIIMXCH C
recTalldOHHEIM Bo3pacToM MeHee 30 Hemenb, U 12 MI/KT B JIeHb Yy JE€Teil C IrecTalMOHHBIM
BO3pacToM, paBHBIM MM npesbimaromuM 30 Henens (cMm. paszzgen 4.2 Crnocod nmpuMeHeHHs U
JIO3BI»).

[Momynsauuonnas (apmMakoKHHETHYECKass MOJENIb C HCIONb30BaHHEM JaHHBIX 21 pebGeHka B
BO3pacTe OT POXKIAEHUS 10 17 JIET, KOTOPBIM NPOBOAMIACH MOIEPIKKA 3KCTPAKOPIOPAIBHOM
MemOpanHo# okcureHaruu (OKMO), u 19 neteit 6e3 DKMO B Bo3pacTe OT pOXKAEHHUS 10 2 JIET
IIOKa3aya, 9T0 KIMPEHC OBUI CBsI3aH C CHIBOPOTOYHBIM KPEaTHHHHOM, B TO BpeMs Kak Oolee
BBICOKMH 00BeM pacmpefeleHust ObUI CBsi3aH ¢ HanmumuueM mopmepxkkn DKMO. MenuasHblit
00BeM pacnpeneneHus coctaBui 1,3 w/kr y geteit ¢ DKMO u 0,9 1/Kr y Tex, KTO He HCIOJIB30Ball
SKMO. MojenupoBaHue MOKa3auo, 9TO I JTOCTIKeHUs meseBoro 3Havenus AUC0-24 >400
MI*4/]1 B TeUeHHE NEePBEIX 24 4acoB y aeTeil, Haxopsimuxcs Ha DKMO, HeoOxoaiMa yiapHas 103a
35 mr/xr (eM. paznen 4.2 «Crnocob npruMeHEHH s ¥ JT0351»).

I ayuenmur nodcunozo eospacma

dapMaKOKMHETHYECKOE HCCIET0BaHNE OBIIO IPOBEACHO C ydacTHeM 22 MAIMEHTOB B BO3pacTe
65 J1eT u cTapiie, MOJy4aBIIAX OJHOKPATHYIO IEpOpaIbHyIo 103y durykonaszona 50 mr. JlecsaTs u3
3THX IIAIHEHTOB OJHOBPEMEHHO IPUHUMATH AUYPeTHKH. Cmax cocTaBmia 1,54 Mir/mu u
Jocturanack 4epes 1,3 gaca nocie npuema 10361. Cpenree 3Hauerne AUC cocraBuio 76,4 + 20,3
MKI™*4/MII, @ CpeHUH KOHEUHBIN IEepUOJ MOJIyBBIBEAEH s cOCTaBmI 46,2 9aca. DTHU 3HAYECHUS
(apMaKOKMHETHYECKUX IIapaMEeTpPOB BEIIE, YEM aHAJOTUYHBIE 3HAYEHMS, MOJIydeHHBIE IS
3I0POBEIX MOJIOJBIX JOOPOBOJIBLEB MYXKCKOro 1moja. COBMECTHBIHM IIpUeM IUYPETHKOB HE OKa3all
cymectBeHHOro BiusHus Ha AUC i Cmax. KpoMe Toro, kmupenc kpeatunuHa (74 mu/mMuH),
IIPOLEHT IpenapaTa, BOCCTAHOBIEHHOIO Heu3MeHeHHBIM B Moue (oT 0 mo 24 wacos, 22%), u
OLIEHKH [TI0Y€YHOTr0 KimpeHca urykonasouna (0,124 Mi/MUH/KT) ¥ TOKUTIBIX JIFOAEN OBIIA B LIEJIOM
HIDKE, Y€MY MOJIOZBIX 100poBoiIbIeB. TakuM 00pa3om, H3MEHEHHE pacipeeieHus (IyKoHa3oa
Y TOXHIIBIX JIFOJIEH, MTO-BUAUMOMY, CBA3aHO CO CHIDKEHHOHM (QyHKIMEH NOYeK, XapaKTepHOH s
9ToM rpynmsl. I'paguk KOHEYHOTO IMEepHOa IMOIYBBIBEAECHHS KAXKIOTO CyObeKTa B CPABHEHUH C
KIIMPEHCOM KpeaTHHHHA I10 CPAaBHEHUIO C IPOTHO3UPYEMOM KPHUBOH Iepro/a MOTyBBIBEACHUS -
KIIMPEHC KPeaTHHUHA, IT0JY4EHHOHR OT 3J0POBEIX CYOBEKTOB M CyOBEKTOB € Pa3IHYHOM CTEEHBIO
IOYE€IHOW HEJOCTATOYHOCTH, ITOKa3all, 4To 21 u3 22 cy6rexToB monanu B 95% moBepHUTeIbHELA
HHTEPBaJl IPOTHO3UPYEMBIX KPUBBIX IIEPHOJAA IIONYBBIBEJACHHS - KIUPEHC KpeaTHHHHA. DTH
pe3ynbTaTel  COIJIACYIOTCS € THIIOT€30d O TOM, 4dYTO Oollee BBICOKHE 3HAYEHHS
(apMakOKMHETHYIECKMX IIapaMEeTPOB, HAOJIONAeMBIX y TMOXKWIBIX JIOJEH IO CPaBHEHHIO C
HOPMaJIbHBIMHI MOJIOABIME JJ0OPOBOJIBIIAME MYCKOTO I10J1a, 00YCIIOBIEHBI CHIDKEHHEM (YHKIINH
II0YEK, KOTOPOE 0XKUIACTCS Y TIOXKHUITBIX JIFOJEH.

IToxazanus K NpHMEHEHHUIO
OVIIUC® (paykoHa301T) IIOKA3aH M JICUCHHS:



1.BarmnansHOTO KaHIM1032a (BariHAIBHBIX IPOXOKEeBBIX HH(MeKInid, BI3BaHHBIX Candida).
2.Pororioto4HOro ®W 330(QareaJbHOr0  KaHAWA03a. B OTKPHITBIX  HECPaBHUTEIBHBIX
WCCIIEOBAHMAX OTHOCHTENHHO HeGONbIOro umcna mnamuenToB ®OVIIUC® takke Obun
3¢ GEeKTUBEH I Ie9eHU HHPEKIMIA MOYEBBIBOISIINX ITyTeH, BEI3BaHHBIX Candida, TepUTOHUTA
U CHCTeMHBIX MH(eKnuii, Be3BaHHBIX Candida, BKIrO4as KaHIUIEMUIO, AUCCEMUHUPOBAHHBIH
KaH/WU03 U ITHEBMOHUIO.

3.KpunTokoKKOBEI! MeHHHTHT. Ilepen HasHadenmeMm mpemapata ®VIIUC® (baykonason)
IalMeHTaM C KPUITOKOKKOBBIM MEHHMHTUTOM acconuupoBaHHoM co CIIWJloMm, moskamyiicrta,
o3HakoMbTech ¢ pazgenoMm KIIMHWUYECKUE HUCCIIENOBAHHWA. HccnenoBanus,
cpasauBaromue ®YIUC® ¢ amporepurmaom B y manuenTto, He HH(HUIIpoBaHHEX BUY, He
IIPOBOIUTIHC.

[TpodunakTika

®VIIUC® Taxke MOKazaH IS CHIDKEHHS 4YaCTOTHI KAHAWMI03a y MAIMEHTOB, IEPEHECIINX
TPaHCIJIaHTAIIO KOCTHOTO MO3ra, KOTOPHIE MOIYYal0T IUTOTOKCHIECKYIO XUMUOTEPATIHIO W/UIIN
JTY4eBYIO TEPAIIHUIO.

OO6pa3ubl 1711 TpUOKOBOM KYIBTYPEI U APYTHX COOTBETCTBYIOMIMX JIAOOPATOPHBIX MCCIIEIOBAHUMN
(ceposorusi, TECTONATONOINSA) CIAEAYeT MOJYyYUTh 1O Haydala Tepamuy, 9TOOBl M30JUPOBATh U
uneHTH(GUIUIPOBaTh Bo30yuTenei. Tepanus MoxeT OBITh HadaTa J0 TOT0, KaK CTAHYT U3BECTHBI
pe3yabTaThl KyIbTYp M JApYruX 1a0OpaTOPHBIX HCCIIEJOBAHUN; OJHAKO, KaK TOIBKO OSTH
pe3yibTaThl CTaHYT H3BECTHBI, IPOTUBOTPUOKOBAsT Tepamus J0JDKHA OBITh COOTBETCTBYIOIIMM
00pazoM CKOpPpPEeKTHPOBAHA.

Cnenyer y4uTBHIBaTh OGQHUIMANbHEIE pPEKOMEHJAlMU II0 HaJJIeXaleMy HCIIOIb30BaHUIO
IIPOTHUBOTPHOKOBEIX IIPENIapaToB.

Crnocod npaMeHeHHs H 10351

Jlo31MpoBKa ¥ c1I0COO MPUMEHEHHUSI Y B3POCIIBIX

OnHoOKpaTHas 103a

Bazunanvnuiii kanouoos

PexomeHIyemas 103upoBKa npenapata ®YIIMC® npu BaruHamsHOM KaHAHIO03€ cocTaBiseT 150
M B BHJI€ OJHOKPATHOM IepOpaIbHOM J03BI.

MHuorokpaTHas 103a

IIOCKOJIbBKY IIEPOPAJIBHASI ABCOPBIMSA ITPOMCXOIWUT BBICTPO U TIOYTHU
IIOJJHOCTBIO, CYTOYHAS JI03A TIPEIIAPATA ®VIIMC® (®JIYKOHA3O0IJIA).
OJIMHAKOBA  JUIs1I  IIEPOPAJIBHOI'O  (TABJIETKM W  CVYCIIEH3UA) U
BHYTPUBEHHOI'O ITPUMEHEHWA. Kak npaBuiio, B mepBEIi JeHb Tepaluu peKOMEHIYeTCs
yIapHas 103a, paBHas JBOMHOM CYTOYHOH [03e, YTOOBI Ha BTOPOH J€Hb TEepamuy JOCTUYb
KOHILIEHTPAIWHX B IIa3Me, OJIM3KON K paBHOBECHOM.

Cyroynas go3a npemnapata ®VIIUC® mus nedeHns mHOEKIHH, OTIMYHEIX OT BarMHAILHOTO
KaH/IU/103a, JI0JDKHA OCHOBBIBATHCS Ha BO30YyIUTe e MHBEKIMH U peaKIiy HalieHTa Ha TEPAIHIO.
Jleuenne cienyeT Mpo0JDKAaTh OO TeX IOp, IMOKa KIMHUYECKUE ITapaMeTpsl WX J1abopaTOpHBIE
TECTHl HE IIOKaXYT, YTO aKTHBHas TrpuOKoBas MHOeKuus yTuxiaa. HeqocTaTOYHBIA IIepHOJ
JeYeHUs] MOXKET IpPHUBECTH K penuauBy akTuBHOW uH@exmuu. [lamuwentam co CIIMJlom u
KPUNTOKOKKOBBIM MEHHHTUTOM WM PENUIUBUPYIONUM OpodapUHrealbHBIM KaHIUI030M
00BIYHO TpeOyeTCs MOANePKUBAIOIIAS TEPAIUS IS IPeJOTBPALCHUS PELU/IUBA.
OpogapunzeanvHulii KAHOUOO03
PexomeHmyemas Jo3upoBka mpemapata ®VIIMC® npu opodapHHreambHOM KaHIHI03€
cocrapiseT 200 Mr B nepBeIif aeHb, 3ateM 100 Mr oauH pa3 B AeHb. KIMHUYECKHE MPOSBICHUS
opoapHHreanbHOro KaHAW103a OOBIYHO MPOXOAST B TeUEHWE HECKOIBKHUX JHEH, HO JieueHue
ClIelyeT NIPOI0JDKATh HE MEeHee 2 He/leNlb, YTOOBI CHU3UTh BEPOSTHOCTH PEIU/INBA.
D30¢azeanvruiil KAHOUOO3
PexoMeHTyemas n03upoBka npenapata @ VIIAC® mpu 330darearbHOM KaHIUI03€ COCTABISET
200 Mr B mepBslii 1eHb, 3aTeM 100 Mr oguH pa3 B AeHb. MoryT ucnonbs3oBaThes 10361 10 400




MI/ZIeHb Ha OCHOBE Bpa4deOHOW OLEHKM pEaKklIWd IalMeHTa Ha Tepanuio. [lalueHToB C
930(areanbHBIM KaHIHI030M CIEAYET JE€UUTh B TEICHHE KaK MHHIUMYM TPEX HEJENh U He MeHee
JIBYX HeJIeNb I10CJIe HCUE3HOBEHUS CHUMIITOMOB.

Cucmemnvie ungpexyuu Candida

Js cuctemusix undexnuit Candida, BKIFOYas KaHIUIEMUIO, TUCCEMHUHUPOBAHHBIN KAaHIUI03 U
ITHEBMOHUIO, ONTUMalibHas TepalneBTHYecKas JO03MPOBKA U IPOJOJDKUTEIBHOCTh TEPAlHH HE
YCTaHOBJIEHEL. B OTKPBHITBIX HECPAaBHUTEIBHBIX HCCIIEAOBAHUSIX HEOOJBIIOTO YHCIA MAalMEHTOB
HCITOIB30BaAIMCH 10361 10 400 Mr B 1€Hb.

Hupexyuu mouesvieo0suyux nymeil u nepumoxum

Jlnst nedenus KaHAMZO3HBIX MH(MEKIUHA MOYEBBIBOASIIMX ITyTedl M MEPHUTOHHUTA B OTKPBITHIX
HECPAaBHUTEJILHBIX MCCIIEI0BAaHMUAX HEOOJBIIOr0 YHCIa IAIMEHTOB HCIOIb30BATUCH CYTOYHBIE
110361 0T 50 10 200 wmr.

Kpunmoxkoxxoswiii meHunzum

Pexomenayemas 103a A1 JIe9eHHS OCTPOTO KPHIITOKOKKOBOTO MEHMHTUTA cocTaBisgeT 400 Mr B
nepBeiii jenb, 3areM 200 Mr ogmH pa3 B geHb. Jlo3za 400 Mr omumH pa3 B JI€Hb MOXKET
HUCII0JIb30BaThCs Ha OCHOBE BpadeOHOM OLEHKM peaKIiy MallueHTa Ha Tepano. PekoMenyemast
IPOJO/DKUTEIGHOCTE  JIEYEHHs JUId HadadbHOH TEpamud KPHUITOKOKKOBOTO MEHHMHIMTA
cocraBnger 10-12 Henmenp mocie TOro, Kak CIIMHHOMO3TOBas JKMIKOCTh CTAHOBUTCS
OTPHUIATENBHON O KyIbType. PekomeHmyemas mo3a mpemapata ®YIIUC® mns momapieHms
peuuauBa KPUIITOKOKKOBOTO MeHHHTHTa y nanueHToB co CIIM/Iom coctaBiser 200 Mr oauH pa3
B JICHb.

Ipogunaxmura y nayuenmos, nepenecuiux mpaHcniaHmayuio KOCmHo20 mo32a
Pexomenayemast cyrounas mosa npemapata ®YIIVC® nnd mpodunakTHKH KaHAHZO03a Y
NAIMEHTOB, IEPEHECINUX TPAHCILIAaHTAIMI0 KOCTHOTO MO3ra, cocTaBisieT 400 Mr oJIvH pa3 B JI€Hb.
ITanuenTaM, y KOTOPBIX 0XKUIAeTCs TsDKeNast TpaHynonuronenus (Meree 500 HeiiTpodumnos/mm?),
ciexyeT HadaTh NpoduiakTuky npernapatoM ®YIIMC® 3a HeckoIbKo IHEH 10 MpemoIaraeMoro
HaJasia HeUTPOTIEHUH U IIPOJI0JDKATE B T€UeHHeE 7 HEH IocIIe TOro, Kak KOJIMYeCTBO HeHTpo(hHIIoB
yBemmautes Bime 1000 KIeTok/MM>.

Jlo31poBKa U c11ocod NpUMEHEHHUs Y IeTei

Kanouoos pomoznomxu

Pexomenyemast no3uposka npenapara ®VIIUC® s neuenus KaHmumI03a pOTOrIOTKH y AeTeil B
BO3pacTe OT 6 MeCsIEB U CTaplle COCTABIIAET 6 MI/KI B IIEPBBIi J€HB, 3aTeM 3 MI/KT OJWH pa3 B
neHb. Jledenue cienyeT NPOBOAUTH B TEYEHHE KaK MHUHHMYM 2 HeEJENb, YTOOBI CHHU3UTH
BEPOSATHOCTD PEIU/IUBA.

Kanouoos nuwesooa

JInist edeHus KaHAu03a MUIIEBO/Ia pEKOMEH/IyeMas 103upoBKa penapata ®VIIMC® y neteii B
BO3pacTe OT 6 MEeCAIEB U CTapHIe COCTABIIAET 6 MI/KT B IIEPBEIN JEHB, 3aT€M 3 MI/KT OJMH pa3 B
JeHb. MOryT MCIIOIb30BaThCs 03Bl 10 12 MI/KI/IeHb Ha OCHOBE BpadeOHOU OIEHKU peaKiuy
MalMeHTa Ha Tepanuro. [fanuenTsl ¢ KaHAUA030M MUINEBOIA JOJDKHEI JIEYUTHCS B TEYEHHE KaK
MHHHMYM TPeX HEJEeIb U KaK MUHUMYM 2 HeZIeTb I0CTIe HCYe3HOBEHUS CUMIITOMOB.
Cucmemnvie ungexyuu Candida

Crenyromue peXUMbl JO3UPOBAHUS, yKazaHHBe B Ta0uuie 2, peKOMEHAYIOTCS I JeTel Uit
JOCTIDKEHHS] CHCTEMHOTO BO3JEWCTBHUSA, aHAJOTHYHOTO B3POCIBIM, IPU JIEYEHHH CHCTEMHBIX
unbexmii Candida, T. e. it nopnepxanust AUCO0-24 B quamnaszone 400—800 mr*u/i.

Tabmuna 2: PexomMeHIyeMble peXXUMBI JO3UPOBAHMUS ISt JIEYEHHS CHCTEMHBIX UHPEKIMI
KaHI#UI03a y JeTen

Bo3pact manmenrta Pesxum no3upoBaHust




3 MecsIia U cTapiie ViapHas 103a COCTaBJIseT 25 MI/KT B IIEPBEIi I€Hb
(ue 6onee 800 mr), 3aTeM 12 MI/Kr oiuH pa3 B JIEHb
(ue 6omee 400 mr).

Ot pox/aenus 10 3 MecsIeB IOCTHATAIBHOI0[25 MI/KT B II€PBEIH A€HB, 3aTeM 12 MI/KT OJUH pa3
BO3pacTa M TeCTallMOHHBIM Bo3pacT 30[B 1eHb
Hesienb U 0oiee

Ot pox/aeHus 10 3 MeCsIEeB IOCTHATAIFHOI0[25 MI/KI B IIEPBHIi JIeHb, 3aTeM 9 MI/KT OIHH pa3 B
BO3pacTa ¥ reCTalliOHHEIA Bo3pacT MeHee 30|1eHp
HEZIeb

- TTaiMeHTH ¢ CHCTEMHBIM KaH/IMI030M JOJDKHEI JIEYHTHCS B TeUeHHe KaK MUHHMYM 3 HeIelb d
KaK MUHMMYM 2 HEZEIb I10CIe UCYE3HOBEHUS CUMIITOMOB.

Hozupoexa y oemeit na OIKMO

Pexomenyemas no3a npenapara ®VIIMC® y nereii B Bo3pacTe oT 3 Mecsmes 1 cTapure Ha DKMO
cocTtapisieT 35 MI/KT B epBhIi 1eHb (He 6osee 800 mr), 3aTtem 12 MI/Kr ofMH pas B IeHb (He Oolee
400 mr).

JI71s TaiiieHTOB OT POKACHUS 10 3 MECSIIEB IOCTHATATHHOTO BO3pACTa M reCTAllMOHHOI0 BO3pacTa
Mmenee 30 Hele)Ib peKOMEHIyeTes yJapHasi 103a 35 MI/KT B IIEPBEIi 1eHb, 3aTeM 9 MI/KT OJMH pa3
B JI€HB. JIJIg MalMEeHTOB OT POXKIEHHS O 3 MECSIIEB NOCTHATATHHOTO BO3PACTa U TeCTAIHOHHOTO
Bo3pacTa 30 HezleNb U CTaplle peKOMEHAyeTcs yapHas 103a 35 MI/KT B epBBIi JeHb, 3aTeM 12
MI/KT OJIMH pa3 B JI€Hb.

Kpunmorxoxxoguviit menuneum

Jl1s medeHus: 0CTpOro KpUINTOKOKKOBOIO MEHUHTHATA PEKOMEHyeMast 103a COCTaBiIsIeT 12 MI/Kr
B IIEPBBIA JI€HB, 3aTeM 6 MI/KI OJMH pa3 B AeHb. Jlo3a 12 MI/Kr OJUH pa3 B JeHb MOYKET OBITH
HCIIONb30BaHa Ha OCHOBE BpadyeOHOI OIEHKH peakliy MaIFeHTa Ha Tepamuio. PexoMeHmayemast
IPOAO/DKUTEBHOCTS JIEYEHMs [UIsI HadaJbHOM Tepamuu KpPUNTOKOKKOBOIO MEHWHTHUTA
cocrapisger 10-12 mHezmens mocime TOro, Kak CIIMHHOMO3TOBasl JKHUAKOCTh CTaHOBUTCS
OTpULATENLHOM 110 KyIbType. I IoJaBIeHHs peliIiBa KPUITOKOKKOBOIO MEHUHTHTA Y JeTei
co CITH]Iom pekomenyemas no3a npemapata ®VIIUC® cocTapiser 6 MI/Kr OUH pa3 B JI€Hb.
Ho3upoera y nayuenmoe ¢ Hapyutenuem QyHKyuu nodex

@IryKoHa30] BBIBOAMUTCS B OCHOBHOM ITOYKaMH B HEM3MEHEHHOM BuIe. HeT HeoOXoaumocTu
KOPPEKTHPOBATEH TEPAIIUIO OJHOKPATHOM 1030l IPU BarMHAIBFHOM KaHAMIO03€ W3-33 HAPYIICHUS
dysxnun nogek. [lanmeHTam c HapymieHHOW (YHKIME#H MMOYeK, KOTOPHIM OyAyT HazHaYEHBI
MHOTOKpatHbIe 10361 DYIIVC®, creayeT Ha3HAYNTH HAYATBHYIO yAAPHYIO 103y 0T 50 Mr 10 400
mr. Ilocne ynapHO# 1036l cyTO4Has J03a (110 MOKa3aHWsIM) JOJDKHA PACCUUTHIBATHCS HA OCHOBE
CJIEYIOIIEr0 pe3roMe:

Kiupenc kpeatunnaa  Pexomenayemasi 1o3a (%)

(Mmu1/MuH)

>50 100

<50 (6e3 muanmsa) 50

I'emonmanus | 100% rnociue Ka)XJ10ro

reMoaualiisa

[TanvenTHl, HAXOAIIMECS Ha TeMOJUaam3e, MOJDKHBI HoaydaTts 100% PEKOMEHIYEMOU 035l
IIOCIIe KakKJA0ro reMoaralin3a; B JHUA 0e3 quanu3a MalUeHTHl JODKHEI NOMy9aTh YMEHBIICHHYIO
JI03y B COOTBETCTBHH C UX KIIMPEHCOM KpeaTHHHUHA.



OTO mpeularaeMble KOPPEKTHPOBKH JO03BI, OCHOBAaHHEIE Ha (hapMaKOKMHETHKE IIOCIE TpHeMa
HECKOJIbKMX J03. JlanbHelIas KOPpPEKTHpPOBKAa MOXET IOTpPeOOBAaThCS B 3aBHCHUMOCTH OT
KJINHUYECKOTO COCTOSHUS.

Korza crIBOpOTOYHEIN KpeaTHHUH SBJISETCS €MHCTBEHHBIM JOCTYITHBIM ITOKa3aTeleM QyHKIUHN
IOYEK, I OLIEHKM KIMpEHCa KpPEeaTMHUHA y B3POCIBIX CIIEAYeT HCIOIB30BaThH CIEIYIOIIYIO
dopMyiTy (OCHOBaHHYIO Ha II0JIE, BECE U BO3PACTE ITAIl[HEHTA):

My>xaunsl: (Bec (xr) % (140 — Bo3pacT)

72 x cBIBOPOTOYHBIHN KpeaTuHuH (Mr/100 M)

DKenmuuer:|0.85 X BEIIIE 3HAYEHUS

Xota (papmakokuHeTHKa (DIyKOHa30J1a He U3ydanach y JeTed ¢ MOYeYHOU HEeIOCTATOYHOCTHIO,
CHIDKEHHUE JO3UPOBKH Yy JIETeH ¢ II09e9HON HEJOCTATOYHOCTHIO JOIDKHO OBITh TaKUM K€, KaK U y
B3pOCJIBIX. [ OLEHKM KJIMpEeHCa KpeaTMHHHA y JeTedl MOXKHO HCIIONIb30BATh CIIEYHOLLYIO

bopmymy:

K x|nuHelHas 1IuHa WK BEICOTa (CM)

Kpeatunus ceiBopotku (Mr/100 i)

(I'me K=0,55 s nereit crapme 1 roga u 0,45 11 MiiaieHIes. )

Crocob npumeHeHus

I[Ipenapar ®VIIUC® npuruMaroT mepopanbHo. Ilpemapar ®VIIUC® MOXKHO NIpHHEMATH
HE3aBUCUMO OT IIpHeMa MUIIH.

IloGouHEbIE qelcTBHA

[Ipenapar ®YIIMC® 06519H0 XOPOIIO HEPEHOCHTCS.

Y HEKOTOPHIX NAalUEHTOB, 0COOEHHO C CEephe3HBIMH (DOHOBBIMH 3a00JEBAHUAMH, TAKUMH Kak
CIIM/I u pak, HabIr0JaIMCh U3MEHEHHUS B pe3yIbTaTaX (yHKIIMOHAIBHBIX TECTOB II0YEK M KPOBH,
a Tax)Xe IIeYeHOYHbIe HapyImIeHWs BO BpeMs JedeHus (IIyKOHA30J0M U CPaBHUTEILHBLIMH
IpenapaTaMy, HO KJIMHHYECKOe 3HAaYe€HUE U CBSI3b C JICUCHUEM HESCHEL.

Ilocmmapxemunzoewiii onvim

Kpome Toro, B Te4eHHE TOCTMAapPKETUHIOBOTO OIIBITA HAOIIOJATUCH CIIEAYIOIIHNE HeXKellaTeIbHEIE
SIBIICHUSL. '

Hapywienus co cmoponvl ummyHHOU cucmembl: B PEIKUX CIydasx coo0manocs 00 aHapuIakcuu
(BKJItOYasi aHTMOHEBPOTUYECKUI OTEK, OTEK JIUIA ¥ 3YI).

Obwue Hapywenus u peakyuu 6 mecme 66e0eHus: ACTEHUs, YTOMISEMOCTb, JMXOpPaKa,
HEJIOMOTaHue.

Hapywenus co cmoponul cepoya: ynnmuHenue uatepBaia QT, jxenymoukoBas TaXUKapIus THIIA
KIIHAPYITH.

Hapywenus co cmoponbvl HepeHO1l cucmembl: CyJOPOTH, TOJIOBOKPYKEHHUE.

Hapywenus co cmoponsl Kpoéu u numpamuyeckoi cucmemvl: JEHKONEHUs, BKIIOYAs
HEHTPOIIEHUIO U arpaHyJIOIMUTO3, TPOMOOIIUTOIIEHUS.

Hapywenus co cmopouvr memabonuzma: THUIEPXOIECTEPUHEMHS, THIEPTPUTIHICPUAIEMUS,
TUIIOKAJTAEMUS.

/Kenyoouno-xumeynvie Hapyuienus: XolecTa3, CyXOCTb BO PTy, TelaTOLEUIIOISPHOE
IIOBPEKICHUE, TUCIIETICHS, PBOTA.

Hapywenus co cmoponvl opeanos yyecme: N3BpalieHAE BKyCa.

Hapywenus co cmoponvl MbluledHo, CKelemHOU U COeOUHUMENbHOU MKAHY: MUAAJITHSL.
Hapywenus co cmoponvr nepeHoil cucmemvl: 6€CCOHHUIA, MapecTe3Usl, COHINBOCTD, TPEMOD,
BEPTUTO.



Hapywenus co cmoponvr Kodcu u nOOKONMCHOU KIemYyamKku: OCTPBIA TIeHepaTu30BaHHBINA
9K3aHTEMATO3HBIN IIyCTYJIE3, JIEKAPCTBEHHAs! CHINlb, BKIIOYasl (PMKCHPOBAHHYIO JIEKAPCTBEHHYIO
CHIITb, TOBBIIIEHHOE IIOTOOTAEIEHNE, 3KC()OIHaTHBHEIE KOJKHBIE 3a00IeBaHusI, BKIIFOUAs CHHAPOM
CruBenca-/>KOHCOHA U TOKCHYECKHMI SNUJepMalbHBIA HEKPOIH3, JEKApCTBEHHAs PEaKIus C
s03uHOGUIMedl U cucteMHbIME cuMnToMamu (DRESS) (cm. pasmen «OcoOble ykazaHMs»),
ajionenusl.

IToGouHbIe peakIiy y TaMeHTOB IETCKOTO BO3pacTa

XapakTtep M YacToTa MHOOOYHEIX 3(P(EKTOB W OTKIOHEHHH J1aOOPATOPHBEIX IOKa3aTellel,
3apEeTrUCTPUPOBAHHBIX B XO0JI€ KIMHUYECKUX UCHBITAHUHN Yy JETeHd, COIOCTABUMBI C TAKOBBIMU ¥
B3POCIIBIX. '

IIporuBonoka3zanus

OVIMC® (dprykoHa30T) MPOTHBONOKA3aH MAMEHTAM C HOBBIIICHHOI YyBCTBUTEJIBHOCTBIO K
(ayKoHa301Iy HIM K JFOOOMY M3 €ro BCHOMOTaTeIbHbIX BEIIECTB B cocTaBe. HeT nHpopmanmu o
IEPEKPECTHON T'MIIEPYYBCTBUTEIPHOCTH MEXAY (IyKOHA30IOM M APYTHMH a30JbHBIMH
IPOTHBOIPUOKOBBIMH  cpecTBaMU. Cliienyer coONIFoaTh OCTOPOXKHOCTh IPU Ha3HAYEHUH
npenapata ®VIIUC® manueHTaM ¢ IOBHINEHHOH UYyBCTBUTEIHHOCTBIO K JPYTUM a30JIaM.
CoBMecTHEII ITPHEM JPYrHX IpernapaToB, KOTOpHIE, KaK W3BECTHO, yAIMHsIOT uHTepBan QT u
MeTabomm3upyroTes mocpeacTBoM pepmenta CYP3A4, Takux Kak SpUTPOMHUIIMH, MHUMO3UI M
XWHUIMH, IPOTHBOIIOKA3aH MallueHTaM, IPHHUMAIOIIUM (IIyKOHA30II.

JlekapcTBeHHbIe B3aHMO/Ieii CTBHS

®nykonaszon spisgercss ymepeHHbIM umHruoutopoM CYP2C9 m CYP3A4. ®iykoHa301 Takxke
sBIsteTcs CuIbHBIM uHErHouTopoM CYP2C19. IlanueHTs!, HONyYaoInie JeYeHne IpernapaToM
®VIIVIC®, KoTOpble TakKe OTHOBPEMEHHO IPUMEHSIOT npenapar ¢ y3KHUM TepaneBTUYECKUM
OKHOM, MeTabonm3upyromumcs nocpeactsom CYP2C9 u CYP3A4, 10/oKHBEl HAaOIOAATHECS Ha
IpeaMeT MOOOYHBIX PEaKIMi, CBI3aHHBIX C OZHOBPEMEHHO HMPHHMMAEMBIMM IIperapartaMu. B
JOIIOJIHEHHE K HabIIF0/1aeMBIM/3a0KYMEHTHPOBAHHEIM B3aUMOJCHCTBUSM, YKa3aHHBIM HIDKE,
CYIIECTBYET PHMCK IIOBBIIEHHMS KOHIEHTpAlMM B  IUIa3Me  JOPYTUX  COEAMHEHHIA,
MeTtabommsupyromuxcs nocpeactsom CYP2C9, CYP2C19 u CYP3A4, npuHMMaeMEIX COBMECTHO
¢ dayxonasonom. IlosToMy ciemyeT NpOSBIATH OCTOPOXKHOCTH NP HCIIOIB30BAHHHM 3THX
KOMOMHALWMHA, a 3a NalMeHTaMU CJelyeT THaTelbHO Habmoxarts. WMHrubupyomuii >¢dext
(aykoHasona Ha epMEHTHI COXpaHsETCs B TedeHue 4—5 qHell mocie IpeKpaneHus Je9eHus u3-
32 JUIMTENBHOIO IIEpHOJa IIOJyBHIBeJeHHUS (IIyKoHa3zona. HaOmromanuch KIMHUYECKH HIIH
TIIOTeHIHAIBHO 3HAYMMBbIE JIEKapCTBEHHBIE B3aMMOJEHCTBHS Mexmy mpemapaTom ®VIIMC® n
CIIeIyIOIMMH areHTaMu/KIaccaMu, KOTopsie OoJiee Mo IpOOHO ONUCAaHBI HUXKE:

Abpoyumunué

HWccnenoBanus 1eKapcTBEHHOTO B3aMMO/IEUCTBUS MOKA3BIBAIOT, YTO IPH COBMECTHOM IIPHEME C
¢ayxonazonom (cunbHbIi nHrHONTOP CYP2C19; y™mepenusiit uaruourop CYP2C9 u CYP3A4)
CHCTEMHOE BO3/JelcTBHE aOpOUUTHHHOA M €ro AaKTWBHBEIX METa0O0JMTOB YBEIMYMBAIIOCE.
M30erafite OJHOBPEMEHHOr0 MpUMEHeHHs abponuTuHmOa ¢ 1penmapatom @ YIIUCE.
JlomonuTeNbHbIE CBEAEHHS CM. B MHGOPMAIIMH 110 Ha3HAYEHUIO aOpOIUTHHIOA.

Anvghenmarun

Hccnenopanue HaOMI0JaI0 CHIDKEHUE KIIMpeHca i 00beMa pacIpeielieHns, a TakKe YUIMHEHHE
t/2 anbdeHTaHMIa IIOCIE COIYTCTBYIOIIErO JedeHUs (IIyKOHA30JI0M. BO3MOXKHEIN MeXaHH3M
nericteus — uHruouposanue CYP3A4 ¢aykonazonom. Moxer moTpe6oBaThCst KOPPEKTHPOBKA
JO3UPOBKHY anb(eHTaHUTIA.

Amuooapon

OnsoBpeMeHHOE IpHMEHEHHE (IIYKOHA30JIa C aMHOJApPOHOM MOXKET YBEJIMYUTh YUIMHEHHE
uarepBana QT. Ciexyer cobmomaTh OCTOPOXKHOCTB, €CIM HEOOXOIMMO OJHOBPEMEHHOE
npuMeHeHre (GIyKoHa3071a H aMHOAapoHa, 0COOEHHO ¢ BEICOKUMHE [03aMu (irykonaszona (800 mr).
Amumpunmunun, HOpMPUNMUTUH



@DyKOHa30J1 YCHJIMBAeT [eHCTBHE AaMUTPHUNTUIMHA U HopTpunTwimHa. ConepxaHue 5-
HOPTPUIITWIMHA W/WIH S-aMATPUNTUAIMHA MOXKHO HM3MEpUTh B Hadale KOMOWHUPOBAaHHOU
Tepanud U depe3 1 Hexmemo. JI03MPOBKY aMUTPUNTUWIMHA/HOPTPUNTHIIMHA CIIEAYEeT
CKOPPEKTUPOBATh, €CITH HEOOXOIMMO.

Amgpomepuyun B

OnnoBpeMeHHOE BBeJeHHE (uIyKoHa3ona U ampoTepunuHa B MHQUIUPOBAHHEIM HHTAKTHBIM H
HMMYHOCYIIDECCHPOBAHHEIM ~ MBIIIAM  IIOKA3aj0 CIEAYIOIIHE pe3ylbTaThl:  HeOOJIbIIoiH
aJIUTUBHBIA IPOTUBOTpHOKOBEI 3(dext mpu cucremuoit undpexkuuu Candida albicans,
OTCYTCTBHME B3aUMOJEHCTBHUS Ipu BHyTpudepenHoi uupexkuuu Cryptococcus neoformans u
aHTaroHM3M JBYX IIpernapaToB INpu CcHCTeMHON wuHbpexumu A. fumigatus. KimHugeckas
3HA4MMOCTh Pe3yJbTaTOB, HOIYYEHHBIX B 3THX HCCIIEOBAHUSIX, HEU3BECTHA.

Asumpomuyun

OTKpEITOE PaHIOMHU3UPOBAHHOE TPEXCTOPOHHEE MEPEKPECTHOE HCCIEOBaHUE C ydacTheMm 18
3JJ0POBBIX JOOPOBOJIBIIEB OLEHHIO BIUSHUE OJHOKPATHOW MEpOpabHON O3Bl a3UTPOMHIIMHA
1200 mr Ha dapmakokuHeTuky (uykoHazona 800 mr, a Takke BIUIHME (PIyKOHa301a Ha
(bapMaKOKHMHETHKY a3uTpoMHIMHA. He OBUIO HHMKAKOro 3HAYMMOTrO (hapMaKOKUHETHYECKOTO
B3aUMOAEHCTBHS MEX1y QIIyKOHA30JI0M U a3UTPOMHUIIIHOM.

EBnoxamopbl kanvyuesvix KaHanos

HexkoTopple aHTaroHUCTHl KalbIMEBBIX KaHAIOB (HU(EIUIUH, HCPATUNNH, aMIIOIUIINH,
BepanmaMuil U Qenoaunun) merabommsupyiorcs CYP3A4. ®nykoHa301 MOXKET yBEIHYUBATH
CHCTEMHOE BO3JCHCTBAE AaHTArOHUCTOB KalbIMEBHIX KaHAIOB. PeKOMEHIyeTcs 4YacThIit
MOHHUTOPHHT TOOOYHBIX 3 (HEKTOB.

Kapbamaszenun

@iykoHa3on wuHrubupyer merabomm3m KapbamazenuHa, W OBUIO OTMEYEHO YBEIUYECHUE
CBIBOPOTOYHOro KapbamazenuHa Ha 30%. CymecTByeT PpUCK pa3BUTHS TOKCHYHOCTH
kapbamazennHa. MoxeT mOTpeOOBAaTBCS KOPPEKTHPOBKA [IO3UPOBKU KapOaMmaselmuHa B
3aBHCHMOCTH OT U3MepeHuit KOHIeHTpauun/3¢dekra. ‘

Lenexoxcub

Bo Bpems comyTcTByromero gedeHus ¢piaykonazonoM (200 mr B 1eHb) U nenexokcudom (200 mr)
Cmax 1 AUC nenexokcuba ypemuuunuch Ha 68% u 134% cooTBeTcTBeHHO. [Ipu coderanuu c
(J1yKOHA30JI0M MOXET MOTPeOOBATHCS IIOJIOBUHA JO3HI IIEIEKOKCHOA.

Anmuroazynanmol KyMapuHoeo2o paoa

ITpoTpoMOMHOBOE BpeMsi MOKET OBITh YBEIMUYEHO y IMAMEHTOB, IIPUHUMAIOIIUAX OJHOBPEMEHHO
®VIIUC® u aHTHKOATYIAHTH KyMapHHOBOTO psia. B NMOCTMAapKeTHHIOBOM OIEITE, KaK H B
cllydae C JPYTMMH a30JbHBIMH IPOTUBOTPHOKOBBIMH IIpenapaTaMi, cCOOOIIaloch O ClIydasx
KpOBOTEYECHMs (CHHSKHM, HOCOBOE€ KpOBOTEUYEHHE, >IKEIyJOYHO-KHUIIEYHOE KPOBOTEUYECHHE,
reMaTypuss M MEJIeHa) B CBS3U C YBEJIMYEHHUEM IPOTPOMOMHOBOIO BPEMEHH Yy MAIMEHTOB,
nonyJaromux (IykoHa30d OIHOBpeMEHHO ¢ BapdapuHOM. PexoMeHayeTcs TIIATEIbHEIH
MOHHTOPDUHT MIPOTPOMOMHOBOIO BpEMEHH Yy MHAlWeHTOB, mHoiydaromux ®VIIUC® u
aHTUKOATyJITHTEI KyMapHHOBOTO psiia. MokeT moTpeboBaThCcsl KOPPEKTHPOBKA /10351 BapdapuHa.
Huxnogocpamuo

KombunupoBanHas tepanus nukiodochamMuaoM u (IyKOHA30JIOM MPUBOIUT K ITOBHIIICHHUIO
YPOBHs OUMMpyOMHA U KpeaTHHUHA CHIBOPOTKH. KOMOMHAIINIO MOYKHO UCIIONB30BaTh, YIUTHIBASI
BBICOKUY PUCK IOBBIIICHUS YPOBHS OUIMpyOHHA U KpeaTHHUHA CHIBOPOTKH.

Luxnocnopun

OVLIMC® 3HaunTeTHHO IIOBHINAET YPOBEHD IMUKIOCIOPHHA y TAIMEHTOB ¢ TPAHCIUIAHTAIMEH
IIOYKM HE3aBHCHMO OT HaIW4Ms IIOYEYHOH HEZOCTATOYHOCTH. [IIAaTEIbHBI MOHHUTOPHHT
KOHIIEHTPAllui LMKJIOCIOPHHA U CHIBOPOTOYHOIO KpEeaTWHHWHA PEKOMEHIYETCS Y ITallMeHTOB,
nonygaromux ®VIIUC® u muknocnopud. DTy KOMOHHAIMIO MOXHO IIPHMEHSTH, YMEHBIINB
JI03UPOBKY IIUKJIOCIIOPHHA B 3aBUCUMOCTH OT II0Ka3aTeleil KOHIEHTPALIUH.

DenmaHun



BEI1 3aperucTpupoBaH OJMH JIETAIBHBIM CIydail BOSMOJKHOIO B3aMMOJEHCTBUS (EeHTaHWIA W
(irykoHa301a. ABTOp NpHIIENT K BHIBOAY, YTO HAIMEHT yMEP OT MHTOKCHKAIUH (HEHTAHUIIOM.
Kpome TOro, B paHZOMH3MPOBAHHOM NEPEKPECTHOM HCCIEJOBAaHHUM C 12 3J0pOBBIMHU
J00poBOIBIIaMH  OBUIO II0OKa3aHO, 4YTO (IyKOHA30J 3HAYUTENFHO 3aJepikal BBIBEICHUE
(denTanuna. [ToBpleHHas KOHIEHTpays (eHTaHIIa MOXKET IPUBECTH K YTHETEHHUIO IBIXaHU.
Huzuoumopwvr I'MI-KoA-pedyxmaswi

Puck Muonatmu u pabaoMuonm3a yBEIMYMBAETCS IPU COBMECTHOM IpHeMe (IyKoHa3ola ¢
unruduropamu ['MI'-KoA-penykrassl, metabomm3upyromumucs depe3 CYP3A4, takumu Kak
aTopBacTaTUH U cuMBacTaTuH, wiu depe3 CYP2CO, takumu kak (iayBacTaTHH (CHIDKEHIHE
IIEYeHOYHOr0 MeTabonmu3Ma craTHHa). Eciam HeoOXoauMma COIyTCTBYIOIIAs Tepamwus, CIeayeT
Ha0MroaTh 3a IMAIeHTOM Ha IpPeJIMeT CHUMITOMOB MHOIATHH M PabIOMHONIM3a, a TaKKe
KOHTpOJIMpOBaTh KpeaTMHHUHKUHA3y. Murubutopsr ['MI-KoA-penykTassl cieayeT OTMEHHTH,
ecan HabmomaeTcs BBIPAKEHHOE IIOBBIIICHHE KpEaTHHUHKWHA3BI, JAMArHOCTHPOBAHA WA
oJo3peBaeTcss MHonaTus/padaomMuonu3. MoxeT HOTpeOOBAaTHCS CHIDKEHHE O3B CTATHHOB.
ITogpobHOCTH CM. B MH(OpMAMX O HA3HAYSHUU CTATHHOB.

T'uopoxnopomuasuo :

B  uccremoBanmm  (papMaKOKMHETHYECKOTO  B3aUMOJEWCTBHSI  COBMECTHOE  BBEACHHE
MHOTOKPATHOM 1035l THAPOXJIOPOTHA3H/A 3TOPOBEIM JOOPOBOJIBLIAM, TIOTYYaBIIUM (IIyKOHA30I,
yBEJIMYMBAeT KOHIEHTpauuio ¢uykoHazona B 1razme Ha 40%. DddekT Takoil BeIHMYHHBI HE
JOJDKeH TpeOOoBaTh M3MEHEHHs peKUMa J03UpOBaHUs (IIyKOHA307a Y CyOBEKTOB, MOJyYaBIINX
COILyTCTBYIOIIHE JUYPETHUKH.

Hopymunubd

Ymepennsle uHruouTopel CYP3A4, Takue kak (prykoHa30J, MOTYT NOBBIIATh KOHIEHTPAIIUIO
uOpyTiHMOa B IJIa3M€ M yBEJIMYMBATH PUCK IMOOOYHBIX PEAKIHiA, CBSI3aHHBIX C HOPYTHHHOOM.
Ecnu nbpytnanO u QuiykoHa3071 Ha3HAYAIOTCSI OJHOBPEMEHHO, YMEHBIIUTE 103y HOpPYTUHHOA,
KaK yKa3aHO B HHCTPYKIUH II0 Ha3HAYCHHIO MOPYTHHHOA, M MalMEHTa CIEeIyeT TIIATEeIbHO
Ha0Ir0/1aTh Ha IpeIMeT JIF0OBIX NOOOYHBIX PEeaKIid, CBSI3aHHBIX C HOPYTHUHUOOM.

Heaxapmop  u  xombuHayuu  uxcupoeannou  003vl  ueaxagpmopa  (Hanpumep,
me3saxagmop/ueaxaghmop u usaxagpmop/mesaxapmop/snexcaxagpmop)

CoBMmecTHOE IpUMEHEHHE C MBaKa(TOpOM, MOTEHIMPYIOMUM PETyJISTOPOM TpaHCMeMOpaHHO
nposoauMocTd MykoBucuuzmosa (CFTR), yBenuumino Bo3zaeiicTBue mBakadropa B 3 pasa. Ilpu
O/THOBPEMEHHOM IIPUMEHEHUHU ¢ yMepeHHbIM uHruoutopom CYP3A4, takum kak (irykoHa3odm,
PEKOMEH/IyeTCsl CHIDKEHHE 036l HBakagTopa (MM KOMOMHAIMN MBaKadTOpa) B COOTBETCTBUU C
MHCTPYKIUSAMU 110 Ha3HAUYEHHUIO HBaKadTopa (Mim KoMOUHAIMy uBakadTopa).

Jlemboperxcanm

OnHOBpeMeHHBIH npueM (urykoHazona yBenuduBaeT Cmax 1 AUC nemOopekcaHTa IPUMEPHO B
1,6 1 4,2 paza COOTBETCTBEHHO, YTO, KaK 0)KH/JIAETCs, YBEJIMYUT PUCK MIOOOTHBIX PEaKIHil, TAKUX
KaK COHJIHMBOCTh. I3beraiiTe OJHOBpeMEHHOro INpuMeHeHMs npemapata ®VYI[UC® ¢
1eMOOpPEKCaHTOM.

Jlozapman

@iykoHa30n MHTUOMpyeT MeTaboim3M Jlo3apTaHa g0 ero akTuBHoOro merabosmmra (E-31 74),
KOTOpPBIM OTBedYaeT 3a OOIBINYI0 YacTh aHTarOHMW3Ma PEIENTOpOB aHruoTeH3wHa I, KoTopwIit
BO3HHKAaeT BO BpeMs JIEYeHHUs Jio3apTaHOM. [lamueHTaMm cieQyeT IMOCTOSIHHO KOHTPOJIMPOBATH
apTepuanbHOE JaBlICHHE.

Jlypazuoou

ComyrcTByromee npuMeHeHHE yMepeHHBIX HHruoutopoB CYP3A4, takux kak (IyKOHA30l,
MOJKET yBEJIMYUTh KOHIEHTPAIHIO JTypa3uI0oHa B IUIa3Me. ECIM COMyTCTBYIOIEro NpHUMEHEHHS
n30exaTh HEBO3MOXKHO, YMEHBIIUTE 03y JypasuaoHa, KaK YKa3aHO B MHCTPYKIUH IIO
Ha3zHAYEHUIO JIypa3u/I0Ha.

Memaoon

@JIyKOHA307 MOXET IIOBBICUTH KOHIIEHTPAIUIO METaJ0Ha B CHIBOPOTKE. MOXKET moTpeboBaThes
KOPPEKTHUPOBKA JI03UPOBKH METaJ[0HA.



HecmepouoHvie npomugogocnanumenvhvie npenapamol

Cmax 1 AUC ¢mypbunpodena 6bu1a yBeudeHs! Ha 23% 1 81% COOTBETCTBEHHO IIPH COBMECTHOM
npueMe ¢ (IyKOHa30JI0M II0 CPaBHEHHIO C IPHEMOM TOJIbKO Qurypbunpodena. AHanOoru9HO, Cmax
u AUC dapmakoormgecku akTUBHOTO u3omepa [S-(+)-ubympodena] 6pimu yBenuaeHs!l Ha 15%
1 82% COOTBETCTBEHHO IIPU COBMECTHOM IIpHeMe (pIIyKoHa30I1a ¢ paleMUdecKiuM HOyIpoheHoM
(400 Mr) o CpaBHEHHIO C IIPHEMOM TOJIBKO PalleMUYECKOro HOynpodeHa.

XoTs cHenManibHO HE M3ydanoch, (DIYKOHA30JI MOXKET yBEIMYMBATH CHUCTEMHOE BO3ZEHCTBUE
JpYyIrUX  HECTEPOMIHBIX  IPOTHMBOBOCHAIUTENbHBIX  mpemnapatoB  (HIIBII), xortopsie
metabonusupyrotes CYP2C9 (Hanpumep, HapoKCeH, JJOPHOKCHUKAM, MEJTIOKCHKaM, TUKIO(eHaK).
PexomeH1yeTcst 9acThIii MOHUTOPUHT OOOYHEIX 3 ()EKTOB U TOKCHIHOCTH, cBsi3aHHBIX ¢ HIIBII.
Mosxet norpedoBaThcs KoppekTupoBka 1o3upoBku HIIBIT.

Onanapud

Vmepennsle uHruoburopsl CYP3A4, Ttakme kak (IyKOHA30JI, IOBBIIIAIOT KOHIIEHTPALUIO
onamapuba B IUIa3Me; OJHOBPEMEHHOE NpPHMEHEHHE He pPeKOMEHIyeTcs. Eciam KoMOWHAruu
Henp3s n30exaTh, YMEHBIIUTE J03y ojamnapuda, Kak yKa3aHO B MHCTPYKIMHU 110 HAa3HAYECHUIO
onanapuba. :

llepopanvuvie KOHMpayenmugol

Beutn mpoBeneHs! Ba (papMaKOKHHETHYECKUX HCCIEJIOBAHUSI ¢ KOMOMHUPOBAHHBIM OPaIbHBIM
KOHTPALENTHBOM C HCIIOJIb30BaHUEM HECKOJIBKUX /103 (hirykoHa30m1a. He 65110 BEISIBIEHO HUKAKHX
CYIECTBEHHBIX 3((QEKTOB Ha ypOBEHb TOPMOHOB B HCClIe0BaHUU (IyKoHa3ona B 103e 50 Mr,
Toraa Kak npu fo3e 200 mr B neHs AUC 3THHHISCTPaARO0IIa U IEBOHOPrecTpeia yBeIUIHINCh Ha
40% u 24% cooTBeTcTBeHHO. Takum 06pazom, MHOTOKpaTHOE IpUMeHeHHne (HIyKoHa301a B 3TUX
J103aX BPsi/I JIM MOBIHSIET Ha 3 PeKTHBHOCTH KOMOMHUPOBAHHOTO OPaTbHOTO KOHTPAIEeNITHBA.
Ilepopanvhvie 2unoznuxemuxu

KnuHpudeckn 3HadyuMasi THUIIOTJMKEMHUss MOXeT OBITh BBI3BaHAa IPUMEHEHHEM IIpenapaTta
®OVIIMC® ¢ mepopadbHEIMH THIOITAKEMHYECKAME CPEICTBAMU; OJHUH JIeTANbHEIH HCXOJ OBLI
3aperuCTPUPOBAH H3-32 THIIOTIMKEMHH B CBS3H ¢ KOMOMHMPOBAHHEIM IpuMeHerneM @ VIIUC® u
rmbypuaa. ®VIIVC® camkaeT MeTabomm3M ToI0yTaMKia, IOy PHA ¥ TIAIHM3HA U IIOBBIIIAET
KOHIIEHTPAIIMIO 3THX CPEICTB B IiazMe. IIpu o[HOBpeMEHHOM IpEMeHeHnH ipenapaTta ®VIIUC®
C OSTUMH WJIM JPYITUMH [E€POPaTbHBIMU THIIOTIMKEMUYECKAMH CpEJICTBAMH Ha OCHOBE
Cy/1b() OHMIIMOYEBHHEI CJIEIyET TIIATEIbHO KOHTPOJIUPOBATh KOHIIEHTPAIMIO TTIFOKO36I B KPOBHU H
Ipu HeOOXOAMMOCTH KOPPEKTUPOBATH 03y CYJIb()OHMIMOYEBHUHBL.

Denumoun

®VIUC® noBsImaeT KOHIEHTPAIMIO (PEHUTOMHA B IUIa3Me. PeKOMeHIyeTcsl TIIaTelbHEIH
MOHHWTOPHHT KOHIIEHTpaIuy (eHUTONHA Y IaUeHToB, nony4daromux ®YIIMC® u penutoun.
Iumo3uo :

OnHOBpeMeHHOE MpUMeHeHHe (IIyKOHa30J1a ¢ MAMO3UI0M MOXKET IPUBECTH K MHTUOMPOBAHUIO
MeTaboymM3Ma MUMO3H/1a, XOTS 3TO HE U3Y4JalIoch in Vifro WM in vivo. [ToBbIIIeHre KOHIIEHTpauu
IAMO3W/Ja B IUIa3Me€ MOXET MPUBECTH K YyMIMHeHuIo uHTepBana QT u peaxum ciydasm
KETyZ04YKOBOM Taxwkapauu Tuna «mupydT». CoBMecTHOe IpuMeHeHue (IykoHa3ola u
IIAMO3H/1a IPOTUBOIIOKA3aHO.

IIpeonuzon

Bein 3aperucTpupoBaH ciydai, Korga y IIallM€HTa C TPAHCIUIAHTHPOBAHHOW IIEUEHBIO,
IIPUHAMABIIETO IPEJIHU30H, pa3BUIIaCh OCTpas HEJIOCTaTOYHOCTh KOPHI HAAIOYEYHHUKOB, KOTIA
ObUTa mpekpamieHa 3-mecsigHas Tepanus ¢iaykoHaszonoM. [Ipexpamenue mpueMa ¢uiykoHa3ola
IIPEATIOIOKUATEIFHO BEI3BAJIO TOBHIIIEHHYIO0 aKkTUBHOCTE CYP3A4, uTo nprBeno K NOBHINEHHUIO
MeTabonmu3Ma IpeAHn30Ha. [[anueHToB, HaXOAAIMMUXCS Ha AIUTEIHHOM JIe9eHIH (IIyKOHA30JI0M
U TIpeIHW30HOM, CIeAyeT TIIATeIbHO KOHTPOIMPOBAaTH HAa IPEAMET HEZOCTAaTOYHOCTH KOPHI
HA/IMIOYEYHUKOB, KOT/Ia IMpeKpaIaercs mprueM GIyKoHa3oma.

Xunuoun

OnHOBpeMeHHOE IIpuMeHeHHe (IIyKOHa30J1a ¢ XMHUIUHOM MOXKET IPUBECTU K UHTHOUPOBAHUIO
MeTaboIM3Ma XUHUANHA, XOTs 3TO HE U3y4alocCh in vifro Wiy in vivo. [IpuMeHeHne XUHUIUHA



OBLIO CBsA3aHO ¢ y/uIMHeHHeM uHTepBata QT U peIKuMu ciydasMyd apuTMHHU IO THILY KITHPYITY.
CoBMecTHOe IIpuMeHeHHE (IyKoHa307da ¥ XHHHAWHA IIPOTUBOIIOKAa3aHO (CM. pasieln
«[IpoTuBOTIOKA3aHUSY).

Pugpabymun

Iloctymanu cooOmeHuss O TOM, 4YTO CYIIECTBYeT B3aUMOJeicTBHe, Korjaa (IykoHa3oul
IIPUMEHSETCS] OTHOBPEMEHHO ¢ pr(abyTHHOM, 9TO IPUBOIUT K IIOBBIIIEHUIO YPOBHS pudadyTrHa
B ceiBOpoTKe 10 80%. Bpumn coobmenust o6 yBeute y MaIlMEHTOB, KOTOPHIE OJHOBPEMEHHO
npuMeHsIH (uiykoHa3on u pudadbytus. [lanuents!, nomydaromue pudadyTuH U (HIyKoHA30I
OJIHOBPEMEHHO, JI0JDKHBI HaXOAUTHCS MO/ TIIATEIEHBIM HAOIOJCHIEM.

Pupamnuyun

PudamMnunus ycuamBaeT MeTabomu3M OJHOBPEMEHHO NpHMeHseMoro npemapata ®VIIUC®. B
3aBHCHMOCTHU OT KJIMHUYECKHUX 0OCTOSTENBCTB CIIEAYET paCCMOTPETh BO3MOXKHOCTh YBEIUYCHHUS
no361 npenapata ®YIIMC® npu ero npuMeHeHH: ¢ PH(aMIUIITHOM.

Caxeunaeup

@aykonaszon ysemuunBaeT AUC caxBuHaBupa npumepHo Ha 50%, Cmax OpumepHO Ha 55% u
CHIDKAeT KIHMpEHC CaKBHHaBHpa IpuMepHO Ha 50% wu3-3a MHTUOMpPOBAHUS IEYEHOUYHOTO
metabonmusma cakBuHaBupa CYP3A4 wu wunHrubupomanus P-rmmkomporemna. MoxkeT
0TpeOoBaTHCS KOPPEKTUPOBKA JIO3UPOBKH CAKBHHABHPA.

Kpamroepemenno oeticmeyiowue ben3o0uazenuvl

ITocne mepopanbHOro MpuemMa Muj1a3onaMa (GIykoHa30J1 MPUBEIl K CYIECTBEHHOMY MTOBBIIICHUIO
KOHIIEHTpalli¥ MHJa3ojlaMa M IICHXOMOTOPHBIX 3((eKkToB. DTO BIMSIHUE HAa MUIA30]IaM, IIO-
BUANMOMY, Ooyee BBIpaXEHO IIOCIE IIepopajlbHOro npueMa (QIIyKOHa307a, UYeM IIpU
BHYTPHBEHHOM BBeJEHHUU (uiykoHa30ma. Ecom KOpOTKOJEHCTBYIOmHE OEH30IHa3EIUHEL,
KOTOpEIE MeTaboaH3UpyIoTes —CHeTeMO —HUTOXpoMa P4so; —Ha3Ha4aloTest —OAHOBPEMEHHO ¢
(IIyKOHa305I0M, CIEAyeT pacCMOTPETh BO3MOYKHOCTH CHIDKEHMs JI03bl OeH30[ua3enuHa, a 3a
HAIMeHTaMU ClIelyeT BeCTH HajyIexalnee HaOIroIeHue.

Cuponumyc

@DyKoHa30] yBEIMYMBAET KOHIEHTPALUIO CHPOIUMYyca B IUIa3Me, IPEANOIOKUTEIBHO, IIyTeM
uHrubmpoBaHus Metabonusma cupoiumyca gyepe3 CYP3A4 u P-rmuxonporens. 3ta KoMOMHAIIHS
MOXET MCIONB30BATECS € KOPPEKTUPOBKOW JO3MPOBKH CHPOJIMMYCa B 3aBUCHMOCTH OT
n3MepeHnit 3¢ hexTa/KOHIEHTPALUH.

Taxponumyc

®DykoHa3071 MOXKET yBEIHUMBATH KOHIEHTPAIMIO NEPOPATBLHO NPHHUMAEMOTO TaKpOJIMMYyca B
CBIBOPOTKE 10 5 pa3 u3-3a MHruOMpoBaHUS MeTabonm3ma Takpoiumyca depe3 CYP3A4 B
KHIIEYHUKE. [Tpu BHYTPHUBEHHOM BBEJICHUH TaKpoJuMyca CYIIECTBEHHBIX
(bapMaKOKMHETHYECKUX U3MEHEHUI He Habmroaanock. [IoBEIIIEHHBIE YPOBHU TaKpOJIUMYyca ObUTH
CBSI3aHBI C HePOTOKCUIHOCTHIO. JI03UPOBKY EPOPATHHO IIPUHUMAEMOT0 TAKPOJIUMYCa CIEAYET
YMEHBIIATh B 3aBUCHMOCTH OT KOHIIEHTpAIH TaKpOIUMyCa.

Teogpunnun

®OVIIMC® yBenuuuBaeT KOHIEHTPAIMIO TeO(IIIIHHA B CHIBOPOTKE. PEKOMEH/TyeTcs TIaTeTbHBIH
MOHHTOPMHT KOHIIEHTPAIUK TeO(QUIUIMHA B CEIBOPOTKE y MAIMEHTOB, nomydaomux ®YIIC® u
TEOPUIIHH.

Togayumunud

CucremHoe Bo3zaelicTBue To(anuTHHMOA yBEIMYUBAETCs, KOra TO(aUTHHUO Ha3HAYAETCS
COBMECTHO ¢ (IyKOHA30JIOM. Y MEHBIINTE J03y TohauTHHAOA IPH OJHOBPEMEHHOM IIpHEME C
¢rykoHa30710M (T. €. ¢ 5 MT [1Ba pasa B IeHb J0 5 MI OJIMH pa3 B I€Hb, KaK yKa3aHO B HHCTPYKIUH
K TohanuTuHuoy).

Toneanman

BosznelicTBue TonBanTaHa Ha masMy 3HaunTensHO yBenmuuBaeTcs (200% B AUC; 80% B Cmax),
Korga TonBanTaH, cydcrpar CYP3A4, Ha3HagaeTcs COBMECTHO € (PIIyKOHA30JI0M, yMEPEHHBIM
uaruduropom CYP3A4. Dro B3amMojeicTBHE MOXET NPHUBECTH K PHCKY 3HAYUTEIHHOTO
yBEIMUEHHs] NMOOOYHBIX peakIuif, CBS3aHHBIX C TOJBANTAaHOM, B YAaCTHOCTH, 3HAYHTEILHOTO



Jquypesa, 00€3B0XKMBaHUS M OCTPOH MOYeYHO! HeTocTaTOYHOCTH. Eciu TonBanTa u QIyKoHa3071
Ha3Ha4aroT OJHOBPEMEHHO, B 3TOM CIIydae 103y TOJIBANTaHa CIeyeT YMEHBIIUTH B COOTBETCTBUU
C MHCTPYKIMSAMM 10 HA3HAYCHUIO TOJBAITaHa, a MallueHTa CIEAYeT PeryIsipHO KOHTPOIUPOBATh
Ha IIpeIMET BO3HUKHOBEHHUS IOOOYHBIX peaKIiii, CBI3aHHBIX C TOJIBAIITAHOM.

Tpuazonam

@iykonazon ysenmuuusaeT AUC tpuazonama (0AHOKpaTHas 103a) mpuMepHo Ha 50%, Cmax Ha 20—
32% u yBenuuusaet t/2 Ha 25-50% wu3-3a uHrUOMpoBaHUSI MeTaboIu3Ma Tpuazojgama. MoxkeT
0TpebOBaThCS KOPPEKTUPOBKA T03UPOBKHU TpHa30IaMa.

Anxanoudwvt bapsunka

XO0Ts 9TO HE U3y9aoch, IIyKOHA30J MOKET IIOBBIIIATh YPOBEHb aIKAIIONI0B OapBUHKA B IIa3Me
(HanmpuMep, BUHKPHCTHHA U BUHOJIACTHHA) ¥ IPUBOJUTH K HEHPOTOKCHYHOCTH, YTO, BO3MOYKHO,
CBsI3aHO ¢ HHruOUpyronmMm aericteueM Ha CYP3A4.

Bumamun A

Ha ocHOBaHMH OTYeTa O CIydae y OJHOTO IallleHTa, I0JIyJaBIIero KOMOMHUPOBAHHYIO TEPAITHIO
IIOJIHOCTBIO TPAHC-PETUHOEBOM KHUCJIOTOM (KHCIOTHas ¢opma BUTaMuHA A) U (IyKOHA30JIO0M,
Pa3BHIINCH HEXeaTenbHble 3G (eKTH, CBA3aHHBIE ¢ IeHTpatbHOoU HepBHO# cuctemoit (ITHC), B
BHJIE IICEB/IOOILYX0JIA MO3Tra, KOTOpasi Hcuesia Iociie IpeKpalieHus JedeHus GrykoHazonoM. DTy
KOMOMHALIMIO MOJXKHO HCIIONIB30BaTh, HO CJIEAyeT YYHUTHIBATh 4YacTOTy BO3HHKHOBEHHUS
HexenaTeIbHBIX 3¢ (dekxToB, cs3anHbIX ¢ [[HC.

Bopukonazon

Mzberaiite OJHOBPEMEHHOIO TIIpHeMa BOpPHKOHa30da u (aykoHa3oma. Pexomenmyercs
MOHUTOPUHT IOOOYHBIX 3((EKTOB M TOKCUYHOCTH, CBS3aHHBIX C BOPUKOHA30JIOM; OCOOEHHO,
€CJIM BOPMKOHA30JI HAYMHAIOT IPUHUMATh B T€YeHHE 24 9 [TocIie MOoCIeHeH 036! (IIyKoHa301a.
3uoosyoun

@iykoHazon yBeauyuBaeT Cmax U AUC 3umoByanHa Ha 84% u 74% COOTBETCTBEHHO H3-3a
CHIDKEHHUs KIMpeHca 3HIOBYIWHA IpH IepopalbHOM npueme npumepHo Ha 45%. Ilepuon
[IOJIyBBIBEZIEHN 3UAOBYJMHA yBeIWdMBaeTcs IpuMepHO Ha 128% mocie OZHOBPEMEHHOIO
npuMeHeHus ¢ (QIyKoHa30J0M. [JallMeHTOB, MONYYalOIUX 3Ty KOMOWHAIMIO, CIIEIyeT
KOHTPOJIMPOBATh Ha IIPeAMET Pa3BUTHUS TOOOYHBIX PEaKIIHif, CBSI3aHHBIX C 3UI0BYIMHOM. MOXXHO
pPaccMOTPETh BO3MOKHOCTh CHIDKEHHUS JJO3UPOBKYU 3UOBYIUHA.

Bpauu 10DKHEI 3HaTh, 9TO UCCIIEOBaHMS B3aNMOACHCTRBUS C IPYTHMHU IIpernapataMu, KpoMe Tex,
KOTOpBIE IIEPEUUCIIEHH] B pasjiene «PapMaKoIOrHIecKue CBOMCTBAY, He IMPOBOIMINCEH, HO TaKUe
B3aMMO/IEWCTBUSI MOTYT UMEThH MECTO.

Oco0b1e ykazaHus

(1) Hospexncoenue newenu: ®YIUIC® crnemyeT Ha3HAayaTh C OCTOPOKHOCTHIO NAIAEHTAM C
HapymenueM GpyHkiuu nedenn. [Ipuém npenapata ®VIIMC® 6511 cBSI3aH ¢ peIKAMHE CITydasMu
CEpbE3HOM IeNaTOTOKCUIHOCTH, BKITIOYas JIeTaIbHBIE HCXO/IBI, B IEPBYIO OYEPEh Y MAIIHEHTOB C
CEpBE3HBIMH COILYTCTBYIOIIMMHU 3a00JeBaHUAMU. B cilydasx renaToTOKCHUYHOCTH, CBSI3aHHOU C
npuémoM npenapara ®VIIUC®, ne HabmomaI0Ch OYEBHAHOM CBI3H ¢ 0OIIel CyTOYHOM 10301,
IIPOJOJDKUTEIBHOCTEIO TEpalyy, IIOJIOM WM BO3pAacTOM IIalMeHTa. | emaTOTOKCHYHOCTH
npenapata ®YIC® o6b9HO, HO He Beeraa, GbIa 0OGPATHMOM IPH NpPEKPAIIEHUH TEpAIIHH.
[TanueHToB, y KOTOPHIX BO BpeMs Tepamuu mpenapatoM ®YIIMC® m3MeHSIOTCS IOKa3aTen
(GyHKIUH II€YeHH, CIeAyeT HaOIoJaTh Ha IPeAMET Pa3BUTHsA Oojee Cephe3HOr0 MOpaKeHUs
nevenu. Ipuém mpenapara @VIIMC® crenyer mpeKpaTHTh, €CIM Pa3BUBAIOTCS KIMHUYECKHE
IIPU3HAKU ¥ CUMIITOMBI, COOTBETCTBYIOIIKE 3a00I€BAaHUIO IIEUSHH, KOTOPBIE MOTYT OBITH CBSI3aHEI
¢ mpuémom npenapata ®YIMC®.

(2) Anagpunakcua: B peIKHX CIydasx coodmanock 00 anadumakcuu.

(3) JAepmamonozuueckue HapyuwieHua: cooOIATOCh O BO3HUKHOBEHUH 3KC(OIMATHBHBIX
KOXHBIX PACCTPONCTB BO BpeMs JiedeHus npenapatoM ®YIVIC®. V manueHTOB ¢ cephe3HBIMHA
COIYTCTBYIOIMMU 3a00JIeBaHUSIMH OBUIM 3apEeTHCTPUPOBAHEI JIETAIbHBIE UCXOMIBI. I1alueHTsl ¢
ITy0OKO YKOPEHHBIIMMHECS T'PUOKOBHIMM HWHQEKIWSIMH, Yy KOTOPHIX BO BpeMs JICUCHHUS



npemapatom @VIIUC® mosmiusercs CchImb, JODKHEI HAXOJMTBCS TOJ  IIPHCTATBHBIM
HaOIIOJeHUEM, W NPHEM IIpenapaTa clielyeT NPEKpaTUTh, €CIIM MOPAKEHUS IPOrPECCHPYIOT.
ITpuém dirykoHazona [Uis JIe9eHUs TOBEPXHOCTHON IprOKOBOM MHGEKINU ClIeTyeT PeKpaTUTh
€CJIM y MAIMEHTOB MOSBIISIETCA ChIIlb, KOTOPas MOXKET OBITH CBsA3aHa ¢ MpUEMOM (IIyKOHA301a.
(4) Ilomenuuansueiii 6éped 014 nA0OA: HET aJEKBAaTHBIX M XOPOIIO KOHTPOIUPYEMBIX
KIIMHAYECKUX HccilenoBanuii mpenapata @ VI[UC® y 6epeMeHHEIX sKeHITUH. B 0TueTax 0 caydasx
OIMCBHIBAETCS KapTHHA OTYETJIMBHIX BPOXKACHHBIX aHOMAIM{ y MIIQJICHIIEB, IIOJBEPTLIMXCS
BHYTPHYTPOOHOMY BO3/I€HCTBHUIO BBICOKOM /1036 MaTepuHCKOro (irykonasona (400—800 mr/meHs)
B TedeHue OoJplIel YacTH MM BCETO IEPBOTO TPUMECTPA. DTH 3apErHCTPUPOBAHHBIE aHOMATHH
aHAJIOTHYHBl TeM, KOTOphle HaOIIOJalIuch B MCCIEJIOBAaHUSX Ha JKMBOTHBIX. Eciu mpemapar
®VYIIMC® ucrnonbsyercs B BpeMs 6epeMEeHHOCTH MUTH €CIIH MalMeHTKa 3a0epeMeHera Bo BpeMs
IpreMa Ipernapara, ee cieqyeT NpouH()OpPMHUPOBATH O MOTEHIMAIBFHOM OMAaCHOCTH JIS ILIOJA.
OddexTHBHEIE MEephl KOHTpAIEIIHH CIeAyeT pacCMOTPETh JXeHIIMHAM (HEepTHIBHOTO BO3pacTa,
KoTOphle Jedatcss mpemapatom ®YIIMC® B nose or 400 g0 800 Mr/meHb, W TIPOXOIKATH
IPUHUMAaTh WX B TEUYEHHUE BCEro Iepuoja JIeYeHHs W MpUMEpHO B TedeHwe 1 Hememu (5-6
IIEPUOJIOB IIOJNYBBIBEACHMS) IIOCIEe TIpHEMa IOCIEeAHEH [J03bl. ODIHIEMHUOJIOTUYECKHE
HCCIIEJOBaHNUS YKa3bIBAIOT HA IIOTEHIMATIBHBIA PUCK CAMOIIPOU3BOIBHOI0 a00pTa U BPOJKIAECHHEIX
aHOMaJIMi y MJIaJIeHIIEB, MAaTepH KOTOPBIX JIEIHIUCH (PIyKoHa3010M B 103e 150 Mr ofHOKpaTHO
WIX TIOBTOPHO B IIEPBOM TPUMECTPE, HO ATH SMUAEMHUOIOTHYECKUE UCCIEJOBAHNS OTPAaHUYEHEI,
U 5TH pe3yIbTaThl He OBUIM NOATBEP)KICHBI B KOHTPOIUPYEMBIX KITMHUYECKUX HCCIIEI0BAHMSIX.
Obmue cpegeHus

Hexotopsie a3onel, BkIIO4Yas (IIyKoHa30l, CBs3aHBl ¢ yainuHeHueMm unTepBana QT ma
snexTpokapauorpamme. @iykoHas3ou1 BeI3biBaeT yanuHenne QT mocpencTBOM HHTHOMPOBAHUS
TOKa BeIIpsMittomero kanueBoro kaHana (Ikr). Yamumenme QT, BeI3BaHHOE ApyruMu
JEKapCTBEHHBIMH CpeACTBaMH (HampuMep, aMHOJApOHOM), MOXET OBITh YCHIEHO
nocpencTBOM HHrubOupoBaHus muroxpoma Piso (CYP) 3A4). B xome mocTMapKeTHHIOBOTO
HaOmoqeHusT OBLIM 3apeTUCTPUPOBAHBI pefkue ciaydaw ymaauHeHus QT W okemyqoukoBOi
TaxUuKapJAuu TUIIA IIAPY3T» y MAaUEHTOB, IPUHUMABMINX (irykoHa301. BorpmuHCTBO 3THX
COOOIEHNH Kacaluch TSIKEIOOOJBHBIX MAallMEHTOB C MHOXXECTBEHHBIMH COMYTCTBYIOIIUMHU
dakTopaMu pHCKa, TaKUMHM KaK CTPYKTypHBIe 3a00lleBaHMS cepila, HapyIIeHUs
9JIEKTPOJIMTHOTO OanaHca M CONMYyTCTBYIOIIMX IPErapaToB, KOTOPBIE MOTJIH CIIOCOOCTBOBATH
sToMy. [lanmmeHTH ¢ THUIOKadMeMHed M HMPOrpecCUpYIONMEed cepAedHON HeI0CTATOYHOCTHIO
IIOJBEP)KEHBI IIOBHIIIEHHOMY DPHCKY BO3HHKHOBEHHS OINACHBIX JJIs JKH3HH JKEIyZOYKOBBIX
ApUTMHUM U XKEIyT0YKOBOM TaXUKAPAUH TUNA KITHPYITH.

@iykoHa30J1 cleQyeT Ha3HadaTh C OCTOPO’KHOCTBIO IMAalMEHTaM C 3THMH IIOTEHIHATHHO
MPOAPUTMUIECKUMH COCTOSTHUSMU.

OnHOBpeMeHHOE NIpHMEHEHHE (IIyKoHa30la M SPUTPOMHUIIMHA MOXKET YBEIUYUTH PHUCK
KapAMOTOKCUYHOCTH (yanuHeHHBIH wmHTepBanx QT, aputmus THOa «IUPYIT») W,
CJIeI0BaTEJIbHO, BHE3AMHON cepaednoi cmeptu. Crenyet usberars 3To KOMOMHAIUY.
@IIyKOHA30JI clelyeT Ha3HadaTh C OCTOPOXXHOCTBIO NAIlMEHTaM C HapylIeHUEM II0YeYHOM
byHKHAY.

V nmanueHTOB, IPUHUMAIOIUX a30JIbl, BKII0YAs (QIYKOHA30J, OTMEYalach HaAOYEeYHUKOBAS
HEJO0CTAaTOYHOCTh. Y NAalMEHTOB, NPUHHMAIOMUX (IyKOHA30J, OTMEYalIuCh OOpaTHUMEIE
ClIydau HaJllOYeYHHUKOBON HEJOCTATOYHOCTH.

beimu 3apeructpupoBaHsl ciaydau cynepuHpexnuu Bugamu Candida, otnudaeiMu ot C.
albicans, KOTOpEIE 9acTO U3HAYAIBHO HE BOCIPUEMYHUBE K npenapaty ®YIIMC® (manpumep,
Candida krusei). Takue cilydaum MOryT moTpeOOBaTh aabTEPHATHBHON MPOTHBOTPUOKOBOU
Tepamnuu.

Kanneporenes u Mmyrareses

@I1yKOHa30J1 HE IOKa3all HUKAaKUX J0Ka3aTelbCTB KaHIIEPOTeHHOTO MOTeHIMANa y MEBIIIeH 1
KphIC, IOJy9aBIIMX €ro IepopalbHO B TedeHHWe 24 MecsmeB B J03aX 2,5 MI/Kr/meHb, 5
mr/kr/ness umu 10 Mr/kr/ness (mpuMepHO B 2—7 pa3 Goiblle peKOMEHIYyeMO# 03Bl ISt




qelloBeKa). Y CaMIIOB KpHIC, MOJyd4aBmIuX 5 Mr/kr/aes u 10 Mr/kr/meHs, HabmOgam10Ch
yBEJIMYEHHE YaCTOTH FeNaTOLEIUIIOJIIPHBIX aJ€HOM.

@1yK0oHa301l, ¢ MeTaboIMYecKOoi akTuBanueil uiu 6e3 Hee, Aal OTPULATEIbHEIN pe3yIbTaT B
TecTax Ha MYTAareHHOCTh B YeThIpeX ITammax S. fyphimurium W B CHCTEME MBIIIUHOU
mumbombl L5178Y. IlutoreHernuyeckue HCCIETOBAHUS in Vvivo (KJIETKH KOCTHOI'O MO3Tra
MBIIIEH 110CIIe IEPOPAIBHOrO BBEAEHHUA (PIIyKOHA3051a) U in Vifro (4ejIoBeYecKue JIUMPOIUTEI,
nojaBeprmuecs BozjaeicTBuio (uykoHazona B go3e 1000 MKr/mi) He MoKa3add HUKAKHX
IPU3HAKOB XPOMOCOMHBIX MYTaIlUH.

Ilpumenernue npu 6epemeHHOCHU U 6 EPUOO TAKMaAYUU

bepemennocmob

Tepatorenssle 3¢ dexTs

[ToTeHIMaNbHEIN Bpe/1 IS [10/1a

[IpumeneHne BO BpeMs OepeMEHHOCTH cleqyeT Hu30erath, 3a HCKIIOYEHHUEM IAIlMEHTOB C
TSDKEIBIMU JIM NOTEHIUAIBHO OIACHBIMHU IUIS JKU3HU I'PUOKOBBIMU MHQEKIHSIMHU, Y KOTOPHIX
(I1yKOHA301 MOXKET IPUMEHSTHCS, €CIIU OXKMUAaeMasi 110JIb3a IPEBBIIIAET BOSMOKHBIN PUCK IS
mwioxa. Heckonpko OmyOIMKOBaHHBIX OTYETOB O CIIydasX OIMCHIBAIOT KapTHHY OTYETIMBBIX
BPOXKJIEHHBIX aHOMAJIMHA y MJIaICHIEB, IIOABEPTIIMXCSI BHYTPUYTPOOHOMY BO3IEHCTBHUIO BEICOKOM
J1036l MaTepuHCcKoro (aykonazona (400—800 mr/meHsp) B TedeHHe OOJBINENH YaCTU WM BCErO
IEpBOr0 TpPHUMECTpa. OTHU 3apErUCTPUPOBAHHBIE AHOMAIHM AHAJTOTWYHBI TEM, KOTOPEIE
HaOII0Ja/IUCh B MCCIIEOBAHMUSIX HA JKMBOTHBIX. D(QEKTUBHBIE MEpPHl KOHTPALEIIUU CIEIyeT
pPacCMOTPETh y JKEHINMH (EpPTHIILHOTO BO3pacTa, KOTOPHIE IPOXOIST JIEYEHHE IPerapaTom
®VIVC® B no3e 400-800 Mr/mneHp, U UX ClEAyeT NPHACPKUBATECS B TEUCHHE BCErO MEPHOJA
JeYeHus] U IpUMEpHO B TeueHwe 1 Henmenu (5—6 MEepHOIOB MOTYBEIBEIEHHUsS) IOCTE MpHEMA
nocieauei 10361, Ecin @VIUC® npuMmeHsercs Bo BpeMs 6epeMEHHOCTH WM eCIIM HaIlMeHTKa
3abepeMeHeNna BO BpeMs IIpHeMa Ipernapara, ee ciaeayeT IpOHHGOPMHUPOBATE O MOTEHIIHAIBEHOM
omacHocTH JUIs 1mojga. CrioHTaHHbBIE aDOPTHI U BPOXKIEHHBIE AHOMAJIUU OBLIU IIPEeII0KEHB! KaK
IIOTEHIMAIBHBIE PUCKH, CBs3aHHbIE ¢ puéMoM 150 Mr (ykoHa3oia B KauecTBe OJHOKpPATHOM
WIA MHOTOKPAaTHOM O3Bl B IEPBOM TpUMeCTpe OEpeMEHHOCTH Ha OCHOBE PETPOCHEKTHUBHBIX
STIMIEMHOTOTHIECKAX ~HCCIeI0BaHMil. HeT afeKBaTHBIX ¥  XOPOIIO KOHTPOIHPYEMBIX
uccienosanuii mpenapata ®VIIUC® y 6epeMeHHBIX KeHIHUH (cM. pasjaen «Ocobble yKa3aHHL»).
HccnenoBanus y monaei :

B oTueTax o ciaydasx ONMCHIBA€TCS XapaKTepHas U peJKas KapTuHa BPOKIACHHBIX 1e(DeKTOB cpeu
MIIaJICHIIEB, MaTepPH KOTOPHIX morydanu Beicokue 1036 (0T 400 no 800 mr/nens) piaykoHaszona B
TedeHHe OOJBIIEHl YacTH WM BCEro IIEPBOrO TpuMecTpa OepemeHHOCTH. OCOOEHHOCTH,
HaOrojaeMble y 9TUX MIIJICHIIEB, BKJIIOYAIOT Opaxuiedainio, aHOMaIbHOE JIAI0, aHOMAIBFHOE
pa3BUTHE CBOJa dYeperna, BONYBIO IacTh, MCKPHBIEHUE OEIpPEHHON KOCTH, TOHKHE pebpa U
JUIMHHBIE KOCTH, apTPOrPUIIO3 U BPOXKICHHBIM MOPOK cepana. OTH 3(Q(eKTh aHaJIOTHYHEI TeM,
KOTOpble HaOIIOaNiCh B UCCIIETOBAHMIX Ha XUBOTHBIX. DIUAEMHUOIOTHIECKHE MCCIIEI0BAHMUS
IIpeIOoJaraoT IOTeHIMAIbHBINA PUCK CaMOIIPOU3BOIBFHOTO ad0pTa U BPOJKIAEHHBIX aHOMAUH y
MIIaJIeHIIEB, YbM MaTepH norydann 150 mr ¢urykoHazoa B BHI€ OTHOKPATHON M MHOTOKPaTHOU
JI03Bl B IIEPBOM TPHMECTPE, HO STH SIHUIEMHOJIOTMYECKHE HCCIEOBAHUSI OTPAaHUYEHBI, U 3TH
pe3yIbTaTHl He OBLIM MOATBEPKIEHBI B KOHTPOIMPYEMBIX KIMHAYECKAX HCCIIETOBAHMSX.
HccrieoBaHus y )KUBOTHBIX

@JIyKOHAa30J1 BBOAWJICSA IIEPOPAIbHO OEpEeMEHHBIM KpOJIMKaM BO BpEMsl OpraHoreHesa B IBYX
HCCleNOBaHUsIX B go3ax 5 mr/kr, 10 mr/xr m 20 Mr/xr m 5 mr/kr, 25 Mr/xr u 75 Mr/xr
COOTBETCTBEHHO. YBEIMYEHHE Beca MaTepu OBUIO HapyIIEHO NPH BCEX BAPHAHTAX JO3HPOBKH
(mpumepro oT 0,25 mo 4 pa3 xmmHHYecKod 1036 400 M Ha OCHOBE CpaBHEHHS ILIOMIA/IA
nosepxHocTd Tena [[IIIT]), a aboptel mpoumcxomwnu mpu 75 Mr/kr (mpumepHo B 4 pasa




ximHIgeckoit 1o3el 400 mMr Ha ocuoBe IIIIT); meOmarompusaTHBIX 3(dekToB MId IUIoAa HE
HabIII0Ja/10Ch.

B HeckonbKHX HCCIIEIOBAaHUAX, B KOTOPBIX OepeMeHHBIE KpBICHI IOIy4aad (IIyKOHa30II
IIEpOpaIbHO BO BPEMs OpraHOTeHe3a, NPHPOCT Beca MaTepd ObLT HApyIIeH, a BeC IUIALEHTHI
yBenmuuics npu 25 mr/kr. He Opino Hukakux 3¢ ¢dexror Ha maox mpu S mr/kr uwau 10 mr/kr;
YBEJIMYCHHE AaHATOMMYECKUX BapHAaHTOB IUIOAa (CBEpXKOMILIEKTHEIE pebpa, paciiupeHwue
IIOYEYHOH JOXaHKH) U 3aJepXKKHU OKOCTeHeHHs Habmromamuck npu 25 mr/kr u 50 mr/kr u 6omee
BBICOKHX J103aX. [Ipu no3ax ot 80 mo 320 mr/kr (mpumepHO B 2—8 pa3 Ooble KITMHUIECKON 10351
400 mr Ha ocHoBe IIIIT) smOpumoneranbHOCTh y KphIC OBLIa yBEeIMYEHa, a aHOMAJIWH IUIOJA
BKJIIOYaJIM BOJHHUCTEIE pedpa, BOIYBIO TACTh M aHOMAJIBHYIO KpaHHO(DaIHaIbHYI0 OCCH(DHUKALIUIO.
O1H 3QQeKTH COrnacyroTcss ¢ MHTUOMPOBAHMEM CHHTE3a 3CTPOTreHa y KPBIC U MOTYT OBITH
pe3yIbTaTOM H3BECTHHIX 3()(eKTOB MOHIMKEHHOTO 3CTPOreHa Ha OepeMEeHHOCTh, OPraHOTeHEe3 U
POIBL.

JlaxTanus

@J1yKOHAa30J1 IPACYTCTBOBA B HU3KHUX YPOBHAX B IPYAHOM MOJIOKE IIOCIIE IpHeMa OJHOKPATHOM
1036l 150 Mr Ha OCHOBaHMU JaHHBIX Hcciae1oBaHus 10 KOPMSIIUX KEHIIUH, KOTOPHIE BPEMEHHO
WJIA COBCEM IIPEKPATHIIM IPyJHOE BCKapMIIMBaHME B TEUEHHE OT 5 qHEH 10 19 MecsueB mocie
ponoB. PacuetHas cyrouyHas [no03a (aykoHazona JUISI MIIQJIEHIEB U3 TPYAHOTO MOJOKa
(mpenmnonarasi, 4yTo cpefaHee MOTpebIeHHe Mosoka cocTaBiuseT 150 MII/KI/IEHB) HA OCHOBE
CpelHel MIKOBOM KOHLEHTpauK B MoJIoKe (2,61 mxr/mi [quanazon: 1,57-3,65 mxr/mi| gepes 5,2
gaca [ocie mpuema J1036l) coctaBuia 0,39 MI/Kr/neHs, 9To cocTaBisieT NpuOIu3uTensHo 13% ot
PEKOMEHIyeMOM NeTCKOU 1035l A1 opoapuHreanbHOr0 Kauauao3a. (MapkupoBaHHasl JeTCKas
J103a CcOCTaBIseT 6 MI/KI/JIE€Hb B IEpBBIM JIeHb, 3aTeM 3 MI/KI/I€Hb; pacdeTHas JeTcKas 1032
coctaBister 13% ot momaepxkuBaromei 10361 3 Mr/kr/neHs). HeT maHHBIX 00 ypOBHSX
¢1ykoHa3051a B MOJIOKE [10CJIE MHOTOKPATHOTO IMPUMEHEHHUS MM IOCIIe IpueMa OOJIBIIOHN 10351
¢daykonazona. OnyOnMKoOBaHHOE HccieqoBaHHEe 96 KOPMSIIMX TPYABIO JKEHIWH, KOTOpHIE
aednnuch ¢ykonasonoM 1o 150 Mr gepe3 aeHb (B cpegHeM 7,3 Karcynsl [auanazoH ot 1 go 29
Karcyi]) oT KaHAWJo03a TPYAH, CBSI3aHHOTO C JIAKTAIlMeW, He BBIIBUIO CEPHE3HBIX IMOOOYHBIX
peakuuii y MmianeHneB. CleayeT IposBIATh OCTOPOXKHOCTh HPH HAa3sHAYEHHH IperapaTta
®VIMC® kopMAmei KeHIIIHE.

DepTUILHOCTD

®ykoHa3011 HE BIMSUI Ha (PEPTUIHHOCTD CaMIIOB M CaMOK KPbIC, KOTOPHIM BBOJIMIIH MIEPOPATHHO
eKeHEBHBIE 10351 5 MI/KT, 10 Mr/kr mmu 20 MI/KT WK DapeHTepaabHo 5 MI/KT, 25 MI/Kr wm 75
MI/KT, XOTS HayaJo pOJOB OBUIO HEMHOro 3aaepkaHo mpu 20 MI/Kr mepopaibHo. B
IEpUHATaIBHOM HCCIIEIOBAHUM BHYTPHBEHHOTO BBEIEHUs KpbicaM Ipu 5 mr/kr, 20 mr/xr u 40
MI/KT JUCTOIMS ¥ IPOJIEHHE POJOB HAOIIOJAIUCH Y HECKOJIBKHUX caMOK Ipu 20 MI/KT (IpUMEPHO
B 5-15 pa3 Gonpme pekoMeHIyeMO# J03bl Uil denoBeka) u 40 MI/Kr, HO HE TIpH 5 MI/KT.
Hapymenus B poaax oOTpaKaJuCh B HEOOJIBIIOM YBEIWYEHHHM YHCIa MEPTBOPOXKIEHHBIX
JIETEHBINIEH U CHWKEHHH HEOHATAJIbHON BBDKMBAEMOCTHU IIPH 3TUX YPOBHSX 103. DbdeKTh Ha
pOOBI Y KpBHIC COIVIACYIOTCS C BHIOCHENM(DPHYECKAM CBOMCTBOM CHIDKEHHS JCTpOTeHa,
BBI3BIBAEMBIM BBICOKHMH J03aMH (uIykoHa3zoya. Takoe TOpMOHaJIbHOE W3MEHEHHE He
HaOJI01aI0Ch Y KSHIIUH, JTEYUBIIUXCS QIYKOHA30JIOM.

Bnuanue Ha cnocoOHOCHb YRPAGIAMb A6MOMPAHCHOPIOM U OPY2UMU MEXAHUIMAMU

IIpu yripaBieHUU TPaHCIIOPTHBIMH CPEICTBAMY HIIH PabOTe ¢ MEXaHU3MAaMHU CIIeyeT YIUTHIBATh,
YTO MHOT/Ia MOTYT BO3HHKAaTh F'OJIOBOKPY)XEHHE UM CyIopord. [lanmuenTaMm pekoMeHIyeTcs He
YIPaBJIsATh TPAaHCIOPTHBIMU CPEICTBAMU WM paboTaTh ¢ MEXaHW3MaMH, [I0Ka OHH HE y3HAIOT,
KakK Ha HUX BImseT npenapaTr ®YIUC®.

Ilepeno3upoBka



IToctymamu  cooOmeHHss O  TepeJo3upoBKe  (IYKOHA30JI0M,  COMPOBOKIABIICHCS
TAJUTIOIMHALASMY U TTapaHOUIaTIbHBIM TIOBEICHUEM.

B ciyuae nepe103upoBKH ClleAyeT HadaTh CUMOTOMATAYECKOE JedeHue (C MMOJIEePIKUBAIOIIUMH
MepaMu U IPOMBIBAaHUEM JKeITyIKa, €CIIU 3TO KJIMHAYECKH IT0Ka3aHO).

@yKoHa3071 B OCHOBHOM BBEIBOAMTCS C MOYOM. 3-4aCOBOM CeaHC reMOoIfaii3a CHUKAET YPOBEHb
B I1a3Me IpuMepHOo Ha 50%.

VY Mpimiei u KphIC, IOMYYaBIIMX OYEHb BHICOKHUE J03HI (IyKOHA301a, KIuHIHIecKHe 3P deKTr y
000uX BHJIOB BKJIIOYAIN CHIDKEHHE MOTOPUKHU M JBIXAHUS, IITO3, CI€30TEUEHHE, CIIIOHOTEUEHHE,
HeJlep)KaHue MOYH, IOTePIo pediekca BRIIPSIMICHUS U IIHAH03; CMEPTH HHOTIa IPEAIIeCTBOBAIN
KJIOHWYECKHE CYIOPOTH.

®opMa BbIIyCKA
ITo 4 Ttabnerku B Ommcrepe, mo 1 OinucTepy BMecTe ¢ HHCTPYKUHEH IO MEIUIIMHCKOMY
IPUMEHEHUIO B KAPTOHHOHU YIIaKOBKE.

YcaoBus xpaHeHHS
XPpaHUTH B CyXOM, 3allUIIEHHOM OT CBETa MECTe IpHU TemIiepaType He Beime 25°C.
XpaHUTH B HEJOCTYITHOM JUJIS IeTeil MecTe.

Cpox rogsocTn
4 rona.
He npuMensTh nocie uctedeHus: cpoka roJHOCTH.

YcnoBus oTHycKa U3 anTek
ITo penenty

IIpou3BoguTenn
Kusum Healthcare Pvt. Ltd.

Anpec npou3BOACTBA
SP-289(A), RIICO Industrial Area, Chopanki, Bhiwadi, Dist. Alwar (Rajasthan), Mumus

HanMenoBanne HW ajpec OpraHu3aluH, NPHHUMAKIIEH NpeTeH3WH (NPeNI0KeHHUs) IO
Ka4ecTBY JIeKapCTBEHHBIX CPeICTB Ha TeppuTopuu Pecny0nku Y3oekucTran

NIT OO0 «<BARAKA DORI FARM»

100022, r. TamxkenT, SkKkacapaiickuii paiton, yi1. Kuauk Xanka Wy 91

Ten.: +998 78 150 97 97; dakc: + 998 78 150 97 87

Cort.: + 998 93 388 87 82

E-mail: pv@kusum.uz

Web-caiit: kusum.uz



