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HHCTPYKIIUS 10 MEJJMIIMHCKOMY [IPUMEHEHUIO
DOYIUC®

Toprosoe Hassanue npenapara: ®ynuc®

Heiicrytomee BemecTso (MHH): dirykonazon

JlekapcrBennas ¢gopma: TabIeTKH

Cocras:

Kaxnas Tabnetka coaepxur:

axmuenoe eeugecmeo: Gpaykonason 50 mr, 100 mr, 150 mr, 200 mr;

6cnomozamenvHbie 6eujecmea:; LEUIKON03a MuKpokpucrayummueckas (PH102), naktossl
MoHoruapar, nosuaoH K-30, H30mponMIoOBBIA CHUPT, OYMIIEHHBIH TalbK, MarHWs cTeapar,
HaTpus KpaxMaaraukosr (Tun A), HaTpus KpockapMeIuio3a.

Onucanne: Oensle, KPYTible, IIOCKHE CO CKOMIEHHBIMHI KpasiMi TabJIETKH, ¢ JIMHKEH pasjioMa Ha
OIHO CTOPOHE.

PapmakoTepaneBTHYecKas rpynna: [[poTHBOMHKpPOOHBIE NpenapaTsl CHCTEMHOTO JACHCTBHSL.
ITpoTuBOrpHOKOBBIE ITPENapaThl CHCTEMHOTO JeficTBHA. [Ipon3BoanbIe Tprazona. OIYKOHA30I.
Kox ATX: JO2ACO1

®apmako.IorayecKue cBoiicTBa

Dapmaroounamuxa

MexaHu3M eHCcTBUS

®aykoHa3on sABNAETCS BEICOKOCENCKTHBHEIM HMHTHOHTOpOM (QepMeHTa JaHOCTEpoNn 14-g-
JeMeTriIasel HUTOXpoMa rpudka Psso. D10T depmeHT mpeodpasyeT TaHOCTEPON B IPrOCTEPOIT.
ITocnegylomas moOTeps HOPMANBbHBIX CTEPOTOB KOpPpeTHpPyeT C HakomieHHeM 14-a-
METHJICTEPOJIOB B IPHOKAX, YTO U NPOSBIILETCS (PYHIHCTATHYECKOM aKTHBHOCTBIO (IIyKOHA30JIA.
JemeTunupopanye KJIETOK MJIEKOIHUTAIOMMX IOpa3/lo MeHee YYBCTBUTENBHO K MHTHOUPOBAHHIO
(dykoHazonom.

PesucrenTHOCTB

XOopomo H3BeCTHA BO3MOJKHOCTH DAa3BUTHS PE3UCTEHTHOCTH K (uykoHazomy. I'puOKoBbie
M30JISThl, JEMOHCTPHUPYIOINE CHAKEHHYIO YYBCTBHTEIBHOCTh K JPYTHM a30j1aM, TAaKKe MOIYT
JEMOHCTPUPOBATh TOHMKEHHYI0 BOCIPUHMMYMBOCTE K (IyKoHa3oly. Yacrora pa3BUTHS
JICKApCTBEHHOM YCTOMYMBOCTH JJIS Pa3/IMYHBIX TPUOOB, B OTHOMIEHWH KOTOPHIX MOKa3aH 3TOT
Ipenapar, HeH3BeCTHA.

PesucTeHTHOCTD K ()IIyKOHA30JIy MOJKET BO3HUKHYTh M3-3a H3MEHEHHS KAU4eCTBAa MM KOJIMYECTBA
1eneBoro (epmeHTa (1aHocTepol 14-0-AeMeTHIIa3k!), CHIDKEHHS JOCTYNa K MUIIEHH Mpenapara
HJIH HEKOTOPOI KOMOMHAIIMU STHX MEXaHH3MOB.

Toueunsie myramuu B rese (ERG11), kogupyromeM neneBoit GepMeHT, IPHBOAAT K H3MEHEHHIO
MHUIIEHH C IOHWXXEHHBIM CpOJCTBOM K asonaM. Caepxoakcnpeccus ERGI11 npuBomuT K
00pa3OBaHMIO BBICOKMX KOHIEHTpAlMil LeieBoro (epMEeHTa, YTO CO34aeT HEOOXOIHMMOCTL B
Oonee BHICOKMX BHYTPHKJICTOYHBIX KOHLEHTpALMAX IIpenapara JUli WHTHOMPOBAHHWS BCEX
MOJIEKY]I epMeHTa B KIeTKe.

BTopo#i oCHOBHOI MeXaHM3M JE€KaPCTBEHHOH YCTOHYMBOCTH BKJIIOYAECT AKTHBHEIM OTTOK
(ryKoHa30/1a U3 KJIETKH IIOCPEACTBOM AKTUBALUY ABYX THIIOB TPAHCTIOPTEPOB MHOMKECTBEHHOTO
OTTOKa JIEKApPCTBEHHBIX CPEICTB: OCHOBHEIX MOCPEAHHMKOB (Kommpyemblx reHamu MDR) u
cymepcemerictea ATO-ces3piBaromuX Kaccer (koaupyemeix reHamu CDR). Ilosbimenue




perynsuuu rena MDR npuBOAMT K Pe3UCTEHTHOCTH K (IIyKOHA301y, TOTAa Kak MOBBIIEHHE
perynsiuu regoB CDR MOKeT MpHBECTH K PE3UCTEHTHOCTH K HECKOIIEKUM a30J1aM.
Veroituupocts y Candida glabrata o6p14H0 BKIIIOYaeT nopeimeHue peryisinud renoB CDR, uro
IIPUBOJIUT K PE3UCTEHTHOCTU K HECKOJIBKHM a3onaM. J[is h3054Ta, y KOTOPOro MHHMMAaIbHas
uHTHONpyromas kKoHneHtparusa (MUK) oTHOCHTCS K KaTeropuu mpomexyTodHo# (ot 16 mo 32
MKI/MJI), pEKOMEHIyeTcsl caMasi BBICOKas J103a (piryKoHazo0I1a.

AHTUMUKpOOHAA AKTHBHOCTh

Beimo moka3aHo, 4TO (IYKOHA30N AKTHBEH TPOTHB OONBIIMHCTBA H30ISTOB CIETYIONIHX
MHKPOOPIaHU3MOB KaK i1 Vilro, TaKk U IIPA KJIMHAYECKUX HHQEKIUIX.

Candida albicans

Candida glabrata (MHOTHE W30JATh IMEIOT IIPOMEKYTOYHYIO 9yBCTBUTEIIBHOCT)

Candida parapsilosis

Candida tropicalis

Cryptococcus neoformans

Creayromue JaHHBIE in Vitro JOCTYIHBI, HO UX KIIMHUYECKOe 3HayeHue HeusBecTHo. [To kpaitnei
Mepe 90% u3 creyromux rpudboB JeMOHCTPUPYIOT in vitro MUK, MeHbIIyIO WIH paBHYIO TOYKE
YyBCTBUTEIBHOCTH U (DIIyKOHA307a [POTUB M30JSTOB AHAJIOMHYHOIO pOAA WM IPYIIIBI
oprauu3moB. Oxunako sQ@exTuBHOCTS (PiyKoOHA30/1a NpPU JICYEHUHM KIMHUYECKUX HH(eKuui,
BBI3BAHHBIX ITHMHU TpudaMu, He OBUTA yCTaHOBIEHA B a/IEKBATHBIX M XOPONIO KOHTPOIHPYEMBIX
KJIMHMYECKHUX UCCIICI0BaHMSX.

Candida dubliniensis '

Candida guilliermondii

Candida kefyr

Candida lusitaniae

Candida krusei cnenyer cuuTarh yCTOMYHBHIM K (urykoHazoiy. YcroituuBocts C. krusei, 1o-
BUJAMMOMY, 00YCIIOBIIEHA CHIDKEHUEM YYBCTBUTEILHOCTH LIeIeBOro hepMeHTa K HHTHOUPOBaHUIO
areHTOM.

DapmakokuHemuKka

®apmakokuneTnyeckne cpoiictBa (PK) ¢nykonasona cxoxu mocie BHYTPHBEHHOTO WA
[IEPOPAJIBHOIO BBEACHHSA. Y 310pOBBIX J00pOBOJIBLEB OHOIOCTYIIHOCTH IIGPOPAJIBHO
npuMenseMoro ¢nykoHazona cocraBnser 6omee 90% 10 CpaBHEHHIO C BHYTPUBEHHBIM
BBeJeHreM. bBHosKBHBalleHTHOCTh Obula ycTaHoBieHa Mexnay tabnerkod 100 mr u obenmu
KOHIIEHTpaIUsIMH CYCTIEH3UH NPU. BBEJCHHH B BAAE OAHOKpaTHOM 10361 200 Mr.

ITocne mepopaneHOre mNpHEMA INHMKOBEIE KOHHUEHTpauMd B maazMe (Cmax) Y 3MOPOBEIX
N0OpOBOJIBLIEB HATOIAK J[OCTHUIAlOTCs Mexay 1 H 2 uacaMum € KOHEYHBIM IIEPHOIOM
TIONYBEIBEIEHUS U3 T1a3Mbl Mpubu3uTensHo 30 yacos (quamna3on: ot 20 g0 50 gacos).
YcToiuMBEIE KOHIEHTpAaUuy JocTurawTes B TeueHue 5—10 gHeil nocie nepopaibHbIX 103 0T 50
10 400 Mr ojiuH pa3 B AeHb. BBeeHne y1apHoit 10351 (B MEPBEIit I€HE), B /IBa pa3a NMpeBHIaromeit
OOBIYHYIO CYTOUYHYIO 703y, IPUBOJUT K KOHLEHTPALUSAM B IUIa3Me, OJIM3KUM K paBHOBECHBIM, HA
BTOpoil nemb. Kaxkymmiics o0beM pacnpeneneHus (iIykoHasoda npubmmbkaercs K obmemy
0obsemMy BoAw! B opraHu3Me. CBs3piBaHHe ¢ Oenkamu mma3mel Huskoe (oT 11 mo 12%). Ilocne
OJHOKPATHOIO WJIM MHOTOKpPATHOI'O IpHeMa BHYTpL B TeueHue 14 nueil GiiykoHa3011 NPOHUKAET
BO BCE HCCIEIyeMble JXKHUIKOCTH opraHu3ma (cM. tabnuiy HuxKe). Y 300pOBBIX J0OPOBOJIBLER
KOHIIEHTpalmH (GIyKoHa30/1a B CIIFOHE OBUTA paBHBI WA HEMHOTO TIPEBHINANN KOHIEHTPAIIHH B
I1a3M€ HE3aBUCHMMO OT J03bl, IYyTH WIKM [POAOCDKHTEIBHOCTH IIpueMa. Y IalMEHTOB C
OpOHX03KTa3aMH KOHI[EHTpAIU| (IyKOoHa3071a B MOKPOTE TIOCTe OJHOKPATHOTO TIpUeMa BHYTpPh
150 mr OpUIH paBHBI KOHIIEHTpAMsIM B IUIa3Me Kak depe3 4, Tak U depe3 24 gaca mociie npuema.
Y manmeHTOB ¢ TpUOKOBEIM MEHMHTHTOM KOHIIGHTpaIiH (hIyKOHa30lla B CITMHHOMO3TOBOI
augkoctu (CMIK) cocrasmsror npubiausutensio 80% OT COOTBETCTBYIONIMX KOHLEHTpAaUUi B
IasMe.




OnnoxpatHas nepopaibHas J03a ¢iykonaszona 150 mr, BBegeHHas 27 nanueHTaM, IPOHUKACT B
TKaHb BJIarajyiig, B pe3yJbTare 4ero COOTHOIEHHE TKaHb: Tna3Ma Bapeupyet ot 0,94 1o 1,14 B
Te4eHHe NepBhIX 48 yacos nocie npuema. OqHOKpaTHAas nepopaibHas 103a Guykonaszona 150 mr,
BBeZIeHHas |4 mnanMeHTKaM, NPOHMKAeT B BarMHAIBHYK JKHJKOCTh, B pe3ylbTaTe dYero
COOTHOILIEHME KHUAKOCTE: IL1azMa cocTasiisieT oT 0,36 1o 0,71 B TeyeHue nepBLIX 72 4ACOB IOCIIE
IpHeMa J035l.

Hannple Cmax U AUC, nosydeHHblE B XOA€ HCCIEJOBAHMA BIMSHHUS IUINH HA TEPAITMIO,
BKJTIOUABIIEro npueM Tabaetok @ YIUC® (huykonaszona) 300poBsIME J0OPOBOIBLIAME HATOIIAK
H C JKMPHOH NHUIIEH, MOKa3ald, 4TO BO3JEHCTBHE Mpernapara He 3aBUCUT OT NUIMHU. [lodTomy
OVIUC® MOXKHO NPUHUMATE HE3ABHCHMO OT NPHUEMA TIHIIH.

T aiin CoorHomenne KOHLIEHTpAlHH
) thayxkonasosa B Tkanu (KAAKOCTH) /
KHIKOCTh miazme*

* OTHOCHTEIBHO KOHIICHTpaHPIfI B IlIasM€ Yy JikaLg C

HOpMaTbHOH (pyHKIHEH oYeK.

T He3aBHUCUMO OT CTEIEHM BOCMAIEHHS MO3TOBEIX 000JI0YEK.

CHuHHOMO3I0BasI 0.5-0.9
JKHIIKOCTE T

CmoHa 1
Moxkpota 1

XKuaxocts Bonaeipst 1

Moua 10
Henospexnénnas 10
KOXKa

Hortn 1
XKunkocts Bomasips 2
Tkanm Bnaramuma 1

Kunkocers Braramuma 0.4-0.7

Cpennmii xmmapeHc y B3pocislx coctasisieT 0,23 (17%) mu/Mun/kr. ¥V 310poBEIX J0OPOBOIIBLEB
(hIyKOHA30T BBIBOAMTCS B OCHOBHOM MOYKaMHM, NMPH 3ToM npumepHO 80% BBEIEHHOH 03B
BBIBOJUTCSA C MOYOM B HemzMeHeHHOM Buie. Okoi10 11% 70361 BEIBOIMTCS C MOYOH B BHUJIE
MeTaboTHTOB.

dapmakokuHeTHKa (IYKOHA307a 3aMEeTHO 3aBUCHUT OT CHIDKEHHS (yHKIuH modek. CymecTByer
obparHasi 3aBUCHMOCTh MEXIY IEPHOAOM IIOIYBBIBEACHUS M KIMPEHCOM KpeaTHHHHA. J[03y
npenapata ®YITMC® moxkeT MoTpe6OBaTLHCA YMEHBINHTE Y AMEHTOB C HAPYIIEHHEM (DYHKITHH
noyek (cM. pazgen 4.2 Cnocol npyMeHEHHS ¥ A03b1»). 3-4aCOBOM CeaHC IeMOIUalin3a CHIKAET
KOHIIEHTPAIMIO B IIJIa3me puMepHo Ha 50%.

Hayuenmuvr 0Oemckozo eo3pacma

NwmeroTcs orpaHWYeHHBIE JaHHEBIC Y IAlUEHTOB B Bo3pacte 0T 61 JHs 10 MeHee 9 MecCsILeB.



V nmanueHToB AETCKOro Bo3pacrta (HeJOHOIIEHHBIE; ITeCTAHOHHBIN BO3pacT OT 26 10 29 Hejens u
IIOCTHATAJILHEIN BO3PACT OT POXKAEHHS A0 1 ans) cpeanuii (%cv) KIMpeHe B TedeHue 36 4acos
nocie poxaerus cocrasuil 0,180 (35%, N=7) Mi/MuUH/KT, KOTOPEIH yBETHYHBAJICS CO BpeMEHEM
1o cpennero 3Hagenns 0,218 (31%, N=9) mu/mun/kr gepes 6 aueit u 0,333 (56%, N=4) mur/Mus/Kr
gepes 12 nueli. AHaJIOIMYHO, IEPUO/ IOIYBEIBEISHHA COCTABII 73.6 Yaca, KOTOPBIH YMEHBIIATICS
CO BpEMEHEM 10 CpemaHero 3Ha4deHHs 53.2 yaca yepe3 6 aHed u 46.6 gaca uepe3 12 nmeit. B
MCCIIEI0OBaHUM 13 IAUMEHTOB [ETCKOTr0 BO3pacTa (HEJOHONIEHHBIE W JOHOINEHHBIE JETH CO
CpeTHUM reCTallMOHHBIM BO3pacToM 37 Hejenb, auanazoHoM GA ot 24 1o 39 Henens; cpeaHEM
HoCTHATaNbHEIM Bo3pacToM [PNA] 19 nueit, tuanazonom PNA: ot 5 mo 262 aueit) 12 miajgeHues
TONMYYMIH yaapHyo 03y 25 mr/kr, u 9/12 (75%) nocturmu AUCO0-24 >400 mr*u/n B Teuenne
nepBeiX 24 gacos. ITomysnuorHas GpapMakOKHHETHYECKAst MOJE/b C HCIIOJIb30BAHMEM JaHHBIX
55 maumenToB geTckoro Bo3pacta (GA ot 23 o 40 meens, PNA ot 1 1o 88 aHeit) nokaszana, 9o
yaapHas J1o3a 25 Mr/kr Heobxoguma Aist qoctikenus nenesoit AUC >400 mr*u/n B Teuenne 24
4acoB II0CJIeé Hayajla TepalHd Yy NalHeHTOB JAETCKOr0 BO3pacTa MIAAIIE 3 MECSLEB.
[MomnepxuBaromas 103a 9 MI/KT B [€Hb JOJDKHA WCIONB30BATHCA y OETel, POTUBIIMXCS C
TeCTallMOHHEIM Bo3pacToM MeHee 30 Hexmens, W 12 MI/Kr B [J€HB Yy J€TeH C IeCTAlMOHHBIM
BO3pacTOM, paBHLIM WM npesbimaromuM 30 menens (cMm. pazzien 4.2 Cnocod npuMeHEHHs U
JIO3BIR).

[Tonynsuuonnas ¢apMakOKWHETHYECKass MOJETh C HCIOIb30BAHMEM JaHHBIX 21 peOecHKa B
BO3pacTe OT POXKACHUS 10 17 JIeT, KOTOPBIM MPOBOAMIACH MOJUIEPIKKA IKCTPAKOPMOpPaTLHOM
memOpannoi okcurenarmu (OKMO), 1 19 gerteit 6e3 DKMO B BO3pacTe OT POKAEHHS 10 2 JIET
II0Ka3ajla, 9T0 KJIMPEHC OBLI CBSI3aH € CBIBOPOTOYHBIM KPEaTHHHHOM, B TO BpeMs Kak 0oiiee
BBICOKHMH 00BeM pacnpejencHust ObUI CBsizaH ¢ HammuumeM noagepskkn DKMO. Mejanannbiii
o0seM pacnpenenenus coctaBuia 1,3 n/xr y aeteit ¢ SKMO u 0,9 1/kT y TeX, KTO He HCIIOIb30BaI
9KMO. MozaenupoBaHue II0Ka3alo, 4TO I JOCTHKeHUs Lejiesoro snauenuss AUC0-24 >400
Mr*4/j B TeueHUe ITepBEIX 24 yacoB y aeTeit, Haxoxsmuxces Ha DKMO, Heobxoquma yiapHas 103a
35 mr/kr (em. paszen 4.2 «Crnoco® mpuMeHeHHs 1 T036I»).

Hayuenmer noxcunozo eospacma

DapMaKkOKMHETHIECKOE HCCIeoBaHie OBIITO IPOBEJCHO ¢ ydacTueM 22 NaLEeHTOB B BO3PACTE
65 51eT u cTapuie, NOJIy4YaBIIMX OJHOKPATHYIO IEPOPANBHYIO 103y (ykonasona 50 mr. JlecaTs u3
OTHX TAIMEHTOB OJHOBPEMEHHO NpHHHUMATH AUYpPeTHKH. Cmax cocTaBmia 1,54 MKr/Min u
pocruranack 4epes 1,3 gaca nociie npuema 1036l. Cpennee 3snavenne AUC cocrasmno 76,4 + 20,3
MKT*9/MII, @ CpeHUI KOHEYHBIH HEepPHOJ IOJIyBBIBEAEHHs cocTaBml 46,2 yaca. DTH 3HAUeHUS
(apMaKOKMHETHYECKUX I1apaMeTPOB BHINIE, YeM AHAJOTHYHBIE 3HAYECHHUS, IOJIydYECHHbIE IS
3JI0POBBIX MOJIOZBIX J0OPOBOIIBIER MYKCKOTO 110J1a. COBMECTHEIH IPHEM TUYPETHKOB HE OKa3a
cymectBeHHOro BIusHUA Ha AUC uma Cmax. KpoMme Toro, knupesc xpearuausa (74 Mi/MHEH),
IIPOLICHT IIpenapara, BOCCTaHOBJIEHHOIO HeM3MeHEeHHBIM B Moue (oT 0 mo 24 wacos, 22%), u
OIIEHKH MMOYEYHOro KiHupeHca (aykonasona (0,124 mur/MUH/KT) y IIOKHIIBIX JIHOAEH OB B LIETOM
HIDKE, YEM Y MOJIOZBIX 100poBoJIbLEeB. TakuM 00pa3om, H3MEHeHNe pacripeencHus (IIyKoHa301a
y TIOXHTIBIX JIOAEH, MO-BHAMMOMY, CBA3aHO CO CHIDKEHHOH (QyHKIHeH 1oyek, XapaKTepHOM Jis
5ToM rpynisl. I'paduk KOHEYHOTO TepHOa MOIYBRIBEACHHS KAXKIOTO CYOBEKTa B CPABHEHHH C
KJIMPEHCOM KpeaTHHHHA 10 CPABHEHHIO C MPOTHO3UPYEMOI KPUBOH Mepruoaa MOTyBBIBEICHHUS -
KJTMPEHC KpeaTHHHHA, TIONTYYeHHOM OT 30POBBIX CYOBEKTOB U CyOBEKTOB C Pa3IMYHOM CTENEHBIO
HOY€YHOM HEJ0CTATOYHOCTH, MOKa3al, 4To 21 u3 22 cybrexToB monamu B 95% noBepUTEIbHBIHA
HWHTEPBAJI IPOTHO3MPYEMBIX KPHMBBIX IEPHOJA IOJYBLIBEIEHHS - KIMPEHC KpeaTHHWHA. ITH
pe3ynbTaTel  COTNAcylOTCI C THIOTE30M 0 TOM, 9ro OoJjiee BBICOKHE 3HAYEHHs
(apMakOKMHETHYECKMX IapaMeTpOB, HAOJIOAAEMBIX y TIOKHIBIX JIOAEH TO CPaBHEHHIO C
HOPMaJIBHBIMHA MOJIOBIMEA T0OPOBOJIBIIAMHE MYKCKOTO I10J1a, 00YyCIIOBJICHBI CHIDKEHHEM (pyHKITHHA
110Y€K, KOTOPOE OIKUIAETCS Y IMOMKHIBIX JTFOEH.

ITokaszanust K npHMeHeHHI0
OVIIMC® (dirykoHa30I1) IOKA3aH IS JICUEHHS:



1.BarunajipHOro Kanau103a (BarnHaIBHEIX APOCKEBEIX HHpeKuii, Be13BanubIX Candida).
2.Potornoto4Horo ® 330(arealbHOro KaHAWA03a. B OTKPHITBIX HECPaBHUTEIBHBIX
HCCIIEJOBAHUSIX OTHOCHTENHHO HeGompmoro umcna manuentoB @OYIIMC® Tawke 6Bin
3¢ dexTuBeH 11 TedeHns MHQEKLINIA MOYEBEIBOASAIIMX IIyTeH, BeI3BaHHBIX Candida, neputoHuTa
M CHCTeMHBIX MH(exmmit, Bei3BaHHBIX Candida, BKTIOYas KaHIHUIAEMUIO, THCCEMAHUPOBAHHBIH
KaH/I1/103 U ITHEBMOHHUIO.

3 KpunToKOKKOBEIH MeHuWHTHT. Ilepen HasHawenwem mnpemapata ®VYIIMC® (dmyxonason)
[AlUEeHTaM C KPUIITOKOKKOBBIM MEHHHTHTOM acconuupoBanHoMm co CITMJIom, moxxamyicTa,
o3HakomeTech ¢ pasgenom  KIIMHWYECKWE HWCCIIEHJOBAHWA. Hcecnenosanus,
cpasuusatome ®YIIUC® ¢ amporeprmunom B y nmanmenTos, He undumuposanasx BUY, ne
IIPOBOJAMIIHCE.

[IpodnnakTuka

®VIIAC® Ttakke MokazaH TS CHIDKEHHS 4YaCTOTHI KaHIMA03a y MAIHEHTOB, TEpPEHECIIHX
TPAHCIUIAHTAIMEO KOCTHOTO MO3Ta, KOTOPHIE [IOJIy4a0T HUTOTOKCHYCCKYHO XUMHOTEPAIIHIO H/HIIN
JTy4eByIO TEPAITHIO.

OO0pa3wupl 11t TPUOKOBOM KYIBTYpPHl U APYIHX COOTBETCTBYIOMIMX J1a00OPATOPHEIX HCCIIEJ0BaAHNUIA
(ceposorus, THCTOMATONOTHSA) CIEAyeT MOIYYUTh A0 Hadalda TepalMy, 9TOO0Bl M30THPOBATh M
uaeHTHGUUUPOBaTL Bo30yauTenei. Tepanusg MoxeT ObITH HA4aTa 0 TOTO, KaK CTAHYT U3BECTHBHI
pe3ynbTaThl KyIbTyp M JAPYIHX 1a00OpaTOPHBIX HCCIEJOBAHUI; OJHAKO, KAaK TOJBKO 3TH
pe3yabTaThl CTaHYT W3BECTHHI, MPOTUBOTPUOKOBAS Tepamus J0JDKHA OBITH COOTBETCTBYIONIHM
00pa30M CKOPpPEKTUPOBAHA.

Cnenyer y4HTHIBaTH OGHUIHMANBEHBIE pEeKOMEHJAIMH MO0 HaJIekKaleMy HCII0Ib30BaHHUIO
IPOTHBOIPHOKOBBIX IIPENIAPATOB.

Cnocod npuMeHeHHS H 10361

JozupoBka u c11ocod NPUMEHEHUS Y B3POCIIBIX

OnHokpaTHas J103a

Bazunanvnwviil kanduoos

Pexomenayemas no3uposka npenapara ®@YILIMC® npu parusansEOM KaHIuao03e cocTapiser 150
MT B BH/IE OJHOKPATHOM MEPOPATBEHON T03HI.

MHorokpaTtHas 103a

[TOCKOJIbKY IIEPOPAJIBHAS ABCOPBIMA TTPOUCXO/JUT BBICTPO U TIOUTHU
[IOJIJHOCTBIO, CYTOYHAS J1O3A TIPEIIAPATA ®VIIUC® (®JIVKOHA3O0IJIA).
OJIMHAKOBA  JUIA  IIEPOPAJIBHOI'O (TABJIETKM W  CVYCIIEH3MA) U
BHYTPUBEHHOI'O ITPUMEHEHU . Kax mpaBuio, B NepBbIi 1eHb TEPauu PeKOMEHIyeTCS
yaapHas 103a, paBHas [BOHHOH CyTOYHOH J03e, 4ToOBl Ha BTOPOH [A€Hb TEpalnud JOCTHYb
KOHIIEHTpAIMH B I1a3Me, OJ1M3KOH K PaBHOBECHOMH.

Cyrounas no3a npenapara ®VIIUC® s nevyenus uHQEKUMii, OTIHYHBIX OT BATMHAILHOIO
KaH/1/103a, JI0JDKHA OCHOBHIBATHCA Ha BO30YyaMTeNe MHMEKIMY 1 PEakINy MAIFeHTa Ha TePATTHIO.
JleueHue cienyer NpoJOJIKAThL 10 TeX MOp, II0Ka KIMHHYECKHE IapaMeTphl WK J1abopaTopHble
TECTHl HE TOKaXyT, 9TO aKTWUBHas rpuOKoBas mHGekmus yruxiua. Hegocrarousslid nepuon
TeYeHWss MOJKeT MPHUBECTH K penuauBy akTuBHOW wHpexmum. [lanwentam co CIIM[lom n
KPUIITOKOKKOBEIM MEHHHIUTOM WIM pPEUUIUBUPYIOLMM OpodapUHrealbHbIM KaHIUI030M
00BIYHO TpeOyeTes MO PXKUBAFOINAS TePANIMs UL IIPeIOTRPAIlCHHS] PELIMAMBA.
Opogapunzeanviivtit KaHOUOO3

Pexomenayemas josupoBka npenapata OVIIUC® mnpu opodapunrearbHoM KaHIHZO3E
cocrasisieT 200 Mr B mepBBIi JeHb, 3aTeM 100 Mr ogun pa3 B AeHb. Knunuyeckue nposBIeHUS
opodapuHIreanbHOr0 KaHAu103a OOBIYHO MPOXOAST B TEUEHHWE HECKOIBKUX JHEH, HO JIeYeHUe
CclIeTyeT MPOo/I0JDKaTh He MeHee 2 He/lellb, YTOOBI CHU3HUTh BEPOSTHOCTH PEIM/IUBA.
Iz0¢hazeanvuvrii KaHOUA03

Pexomertyemasi no3uporka npenapara @YIIMC® npu 330dareansHoM KaHIMI03€ COCTABIAET
200 mr B nepBbli JeHb, 3aTeM 100 MT oMH pa3 B AeHb. MOTyT HCIONB30BATHCS 0361 A0 400




MI/JIeHb Ha OCHOBe Bpa4eOHOH OIIGHKM peakuuy NAlMeHTa Ha Tepanuio. IlalueHToB C
330(arcalbHBIM KaHIHI030M CIEAYET JI€UHTh B TEUeHHE Kak MUHUMYM TpPeX HeJelb M He MEHee
JIBYX HeJIeTb 10CNIe HCYE3HOBEHUSI CHMIITOMOB.

Cucmemnvie ungpexyuu Candida

Jns cucremupix uadexuuit Candida, BKIFOYask KaHIUAEMHIO, TACCEMHHAPOBAHHEIN KaHIHI03 K
[HEBMOHHIO, ONTUMalIhHasd TeparmeBTHYecKas JO3MPOBKA U IPOJOJDKUTEIBHOCTh TEPAlHH HE
YCTaHOBJIEHBI. B OTKPBHITHIX HECPAaBHUTEIBHLIX MCCIIETOBAHUAX HEOONBINOro 9ucia TalieHTOB
HCIIONB30BAIUCH 10361 10 400 Mr B J1eHb.

Hugherxyuu mouesvigodsauyux nymeit u nepumonum

Jlna nedenus KaHIMZO3HBIX MHGMEKLHH MOYCBBIBOMSIIMX MyTedl M NMEPUTOHUTA B OTKPHITHIX
HECPaBHHUTENILHBIX HMCCIIEIOBAHUAX HEOOIBIIOr0 YMCa HALMCHTOB HMCIOJIB30BAIMCL CYTOYHbIE
20361 0T 50 1o 200 Mmr.

Kplli’lﬂ?OKOKK()GbIﬁ MEHUHZUM

Pexomeniyemas 103a /I JIeYSHHS OCTPOTO KPANTOKOKKOBOIO MeHHHIUTa coctasiseT 400 mr B
nepBeii jieHs, 3atem 200 mMr omuH pa3 B AeHb. Jloza 400 Mr oaMH pa3 B JIeHb MOXET
HCII0JIb30BAThCS HAa OCHOBE BpadueOHOI OIEHKN peakKIHy AlUeHTa Ha Tepanuio. PekoMeH ryemas
HPOAOJDKUTEIbHOCTL  JIEYEHHs /Ul HAa4valpHOW TEpamuu KPHUNITOKOKKOBOTO MEHHMHIHTA
coctaBngeT 10-12 mHenens mocie TOro, Kak CIOMHHOMO3IOBas JKHAKOCTL CTAHOBHUTCA
OTPHLATEIBHOM [0 KyjbType. Pekomenayemas mosa mpemapata ®YIIUC® mus noxaeieHus
penuauBa KPUNTOKOKKOBOI0 MeHUHIuTa y nauneHToB co CITM]Iom coctaBasgeT 200 Mr ouH pa3
B JI€Hb.

lpodhunaxmura y nayuenmos, nepenecuiux mpancniaHmayuio KOCmno20 mMo3ad
Pexomenmyemas cytounas mosa mpemapata ®YIIUC® mis npoduiIakTHKE KaHINIO3a
[IALIUEHTOB, ICPEHECIIUX TPAHCILIAHTALMIO KOCTHOTO MO3Ta, cocTaBiseT 400 Mr oJiH pa3 B JICHb.
[TanmenTtam, y KOTOPEIX OKHAASTCS TsDKeIast [paHyronuTonenus (Menee 500 ueiitpodumon/mm?),
cieyet Hadath npodunaktuky npenaparom ®YIMC® 3a meckomsko aHEl 10 IpeInoIaraeMoro
Ha4ajla HEUTPOIIEHHH ¥ [IPOJ0JDKATE B TeUeHHE 7 HEH 1MocIIe TOT0, KaK KOIHYeCTBO HEHTPOPHIIOB
yBenuuutes Bemre 1000 xmeTok/mm’.

Jl03upoBKa ¥ c10CO0 MIPUMEHEHHS Y JIeTeil

Karnouoos pomoznomru

PexoMenzyemas 103upoBKa npenapata ®VIIUC® nns nevernns KaHAMI03a POTOTIOTKH Y AeTeil B
BO3pacTe OT 6 MECSLEB U CTApLIe COCTABJIIET 6 MI/KT B MEPBHIH A€Hb, 3aT€M 3 MI/KT OJIMH pa3 B
neHb. Jleyenuwe cieayeT MPOBOAMTH B TEYEHHE KaK MHHHMYM 2 HeIEIb, YTOOLI CHHU3HTH
BEPOSITHOCTH PELIUJIUBA.

Kanouoos nuwyesooa

JL71s1 leveHnst KaHInI03a MUIIEBO/Ia peKOMEH [yeMas o3upoBka nipenapata ®YIUC® y nereii B
BO3pacTe OT 6 MEeCALEB U CTApLIE COCTABIIAET 6 MI/KT B IIEPBbIN J€HB, 3aT€M 3 MI/KI OJIMH pa3 B
JeHb. MOTyT MCTIOTB30BaThCSA 03B! 10 12 MI/KT/HeHb Ha OCHOBE BpadeOHOM OLEHKH peaKiuu
TalieHTa Ha Tepanuio. ITalueHTs! ¢ KaHAu1030M MUIIEBO/IA TOJLKHEI JIEUUTHCS B TEUSHME Kak
MHHHUMYM TpeX HEJeNb U KaK MUHMMYM 2 HeJlelIb 110C/Ie HCYE3HOBEHUS CUMIITOMOB.
Cucmemnvie ungpexyuu Candida

Crenyronue pexuMbl JO3UPOBaHUs, yKa3aHHEle B TaOmuie 2, peKOMEHAYIOTCS s JAeTei Juis
JOCTH)KEHHS CHCTEMHOIO BO3CHCTBUA, aHAJIOIMYHOIO B3DOCIIBIM, IIPH JICYEHHH CHCTEMHBIX
undexuuii Candida, 1. e. 1 nogiepxkannus AUCO0-24 B quanazone 400-800 mr*u/n.

Tabmumna 2: PexomeHayeMble pexXHMbI JO3MPOBAHKS IS JIeYEHHs CHCTEMHBIX WHpEKIHit
KaH/11/103a y JeTen

Bo3pacT nangeHra Pexxnam A03HPOBaAHAA




3 MecsLa U cTapiie VjiapHas 103a COCTaBJISIET 25 MI/KT B TIEPBLIii JIeHb
(ne 6omee 800 mr), 3aTem 12 MI/KT OJIHH pa3 B J€Hb
(He 6omee 400 mr).

Ot poxxzaenus 10 3 Mecs1eB NOCTHATAIBHOr025 MI/KT B IIepBEIi J€Hb, 3aTeM 12 MI/KT OJIMH pa3
BO3pacTa M TeCTalMOHHBIA Bo3pacT 30[B 1eHb
Hesens u bornee

Ot posxzeHus 40 3 MecsleB IOCTHATAIBHOr025 MI/KT B IEPBEII JIEHB, 3aTeM 9 MI/KT OJIHH pa3 B
BO3pacTa M reCTalMoOHHEIA Bo3pacT MeHee 30[1eHp
HEEIIb

- TTanmMeHTH! ¢ CHCTEMHBIM KaH/IM030M JOJDKHBI JICYHTHCS B TCUCHHE KAK MEHEMYM 3 HeIelb H
KaK MMHUMYM 2 HeJelb [10C/Ie HCUEe3HOBEHUS CUMIITOMOB.

Hoszuposka y oemeit Ha IKMO

Pekomenjyemas n03a npenapata ®VIIUC® y neteit B Bo3pacTe ot 3 Mecsner i crapure Ha IKMO
cocrasisieT 35 MI/KI B nepBhlii AeHb (He Oonee 800 Mr), 3arem 12 Mr/kr oauH pas B 1eHs (He Gonee
400 wmr).

J1si TauMeHTOB OT POKIACHHUS 10 3 MECSLEB IOCTHATAILHOTO BO3pacTa U TeCTAIIMOHHOTO BO3pacTa
menee 30 HeJlenb peKOMEeHyeTces yiapHasi 103a 35 MI/Kr B IIEpBELH JA¢HB, 3aTeM 9 MI/KI OIHH pa3
B JieHb. JIJIs IAlMEHTOB OT POKAEHUS 0 3 MecAIeB MOCTHATATLHOIO BO3PACTa U FeCTAHOHHOTO
Bo3pacTa 30 Heness U cTapile peKOMEHAYETCs yAapHas A03a 35 MI/Kr B IEepBBIi JeHb, 3aTeM 12
MI/KI OJMH pa3 B JeHb.

Kpunmorxoxkosviit meHunzum

Jns TedeHnss 0CTPOro KPHITOKOKKOBOTO MEHMHTHTA PeKOMEHAyeMast J03a cocTasisgeT 12 Mr/Kr
B IIEPBBIH JIEHb, 3aTeM 6 MI/KI OJIMH pa3 B jJeHb. Jlo3a 12 Mr/kr oauH pa3 B J€Hb MOKET OBITH
HCIIOJIb30BaHA HA OCHOBE BpayeOHOH OLIEHKM peaklMy IalFieHTa Ha Tepanuio. PekoMenayemas
IPOJIOJDKUTENIBHOCTE  JIEYEHUS /IS HadalbHOM Tepalmuu KPHITOKOKKOBOIO MEHMHIUTA
cocraisier 10-12 Hezens mocie TOro, Kak CIMHHOMO3TOBas JKHAKOCTh CTAHOBUTCH
OTpHIIATENBHOMN MO KynbType. J1 nojasineHus penuiuBa KPUITOKOKKOBOIO MEHHHITHTA Y JAeTeH
co CITM[om pekomenyemas jo3a npemapata ®VITUC® coctapmsieT 6 MI/Kr OIMH pa3 B JIeHb.
Ho3uposka y nayuenmos ¢ HapyuieHuem QYyHKyuy novex

®JrykoHa30]1 BLIBOAUTCS B OCHOBHOM IMOYKAMH B HEM3MEHEHHOM BHje. HeT HeoOX0AMMOCTH
KOPPEKTHPOBATH TEPAIIMIO OJAHOKPATHOM [1030H IIPU BarMHaJbHOM KaHIHWI03€ W3-3a HapyIIeHHS
Gynkuun mouek. ITanmenTtam ¢ HapymeHHOW (yHKIMeH MOYeK, KOTOPHIM OyIAyT HazHAYEHEI
MHOrokparssle 10351 @VIIUC®, creayeT Ha3HAUMTEL HAYATBLHYIO yAAPHYIO 103y 0T 50 Mr 10 400
mr. ITocne yaaproit 1036 cyTogHast 4034 (110 IMOKA3aHUSAM) JOJDKHA PAaCCUMTHIBATECS HAa OCHOBE
CJIEYIOILErO pe3roMe:

Kiaupenc kpearunuaa  Pexomenayemas no3a (%)

(Ma/mMuH)

>50 100

<50 (6e3 nuanmza) 50

I'emonuanus | 100% nocie KaJ10ro

reMoauaini3a

[TarmenTrI, HaXOAAIMEecs Ha reMojaManuie, NO/DKHEI moinydaTs 100% pexoMmeHIyeMoil 03Bl
IIOCJIE KaKJ0r0 reMo/IManu3a; B JHUA 0e3 Auanuia MarueHThl JODKHBI MOTy9aTh YMEHBIICHHYO
JI03y B COOTBETCTBUH C UX KIMPEHCOM KpEeaTHHHUHA.



OTo TpejnaraeMele KOPPeKTHPOBKH JO03bI, OCHOBAHHEIC Ha (papMAaKOKHHETHKE I[10CIe IpHeMa
HECKOJIbKHX J103. JlanbHe#Inas KOpPpeKTHpOBKa MOXKET moTpeboBaThCcs B 3aBUCHMOCTH OT
KIIHHUYECKOTO COCTOSIHUS.

Korzia cEIBOpOTOYHBIN KpeaTHHUH SBISETCS €/TMHCTBEHHEIM JOCTYITHBIM IOKa3aTeneM (QyHKIHI
MOYEK, /IS OLCHKH K/IMpEHCAa KpeaTUHHHA Y B3POCIHBIX CIEAYeT HCIOJIB30BATH CIEAYIONIYIO
dopmyiTy (OCHOBaHHYIO Ha MOJIE, BECE U BO3PACTE MALMEHTA):

Myxunnsl:(Bec (kxr) X (140 — Bo3pact)

72 % cpIBOpOTOUYHBIN KpeatuHud (Mr/100 mur)

JKenmuuer:|0.85 X BEINIE 3HAYEHUS

Xots (apMakoKuHeTHKa (QIyKOHA307a He M3ydJaiach y JeTel ¢ MOYedHO HeJ0CTaTOYHOCTHIO,
CHIKEHUE JIO3UPOBKH y JeTe ¢ 0YeYHOH HeJOCTATOUHOCTBIO JOJDKHO OBITH TAKUM K€, KaK U y
B3poCibIX. JIs ONEHKHM KJIMpEeHCa KpeaTHHWHA y JeTefl MOXXHO HCIIONB30BATEH CIEIYIOILYIO

opmyry:

K x|nuHeliHas 1IWHA WK BEICOTA (CM)

Kpeatnrun ceieopotku (Mr/100 mur)

(I'ne K=0,55 nna neteit crapme 1 roga u 0,45 11s MiuageHIes. )

Crnocob npuvmeHeHus

penapar ®VIIAC*® mnpurmmator mepopamsro. Ilpemapar ®VIIAC® mokHO npuHEMATH
HE3aBHCHMO OT ITpHEMa MULIH.

ITo6ounble eiicTBUS

IIpenapar ®YLIMC® 00bIMHO XOPOLIO NEPEHOCHTCS.

Y HEKOTOpHIX MallMeHTOB, OCOOEHHO C Cepbe3HBIMH (OHOBBIMH 3a00JICBAHHUAMHM, TAKMMH Kak
CIIM/ 1 pak, Ha0moaanuch H3MEHEHH B Pe3yIbTaTaX (hyHKIIMOHATBHEIX TECTOB TIOYEK U KPOBH,
a TakXKe TEeYeHOYHbIC HApyLICHHsS BO BpeMs JledeHUs (IIYKOHA30JI0M H CPAaBHHUTEILHBIMH
[pernapaTaMu, HO KIMHAYECKOE 3HAYE€HUE U CBSA3b C JIEUEHHEM HESCHBL.

llocmmapremunzoewiil onvim

Kpowme Toro, B TeueHne MOCTMapKETHHIOBOTO OIIBITAa HAOII0MAIACE CIICIYIONIUE HEKelaTeIbHbIe
SIBJICHHSL.

Hapywenus co cmoponer ummyrnoil cucmembl: B PeJIKUAX cIydasx coodmanocs 00 anaduakcun
(BKJIXOYAsl aHTMOHEBPOTUYECKHIT OTEK, OTEK JIMIIA U 3Y1).

Obwue wapywenus u peakyuu 6 Mecme Geedenus: ACTEHUs, YTOMISIEMOCTb, JIHXOpaIKa,
HeJI0MOTaHHe.

Hapywenus co cmoponvl cepoya: ynnuHenue unrepsana QT, jemy1oukoBas TaxuKapamus THIA
KIIHPYITH.

Hapywenus co cmoponbvl HepeHOU cucmembl: CyIOPOTH, TOJTOBOKPYKEHHE.

Hapywenus co cmoponvt Kpoeu u aum@amuveckoil cucmemvl: IeWKOTEHHSA, BKIIOYas
HENTPOINEHUIO U arpaHyIOIHUTO3, TPOMOOIIUTOIIEHHUS.

Hapywenus co cmopousr mema®onuzma: THNEPXOIECTEPUHEMHS, THUIEPTPUTIHIEPHIEMHES,
TUITOKATHEMHS.

Kenyoouno-xuueunvle Hapyutenusa: XOIecTa3, CyXOCTb BO PTY, TeNaTOUEIUIIOIAPHOE
MOBPEK/ICHHE, JUCIIEIICUS, PBOTA.

Hapywenus co cmoporst opeanoe yyecme: U3BpamieHne BKyca.

Hapywenus co cmoponvl MbluleyHOoU, CKe1emHOU U COeOUHUMENbHOU MKAHU: MAAITHS.
Hapywenus co cmoponsr nepsHol cucmemvl: OGeCCOHHHIA, MapecTe3nsi, COHIMBOCTH, TPEMOD,
BEPTHIO.



Hapywienuss co cmoponer xodcu u ROOKONCHOU KAeMYAmMKU: OCTPHIH TeHepaTn30BaHHEIN
9K3aHTEMAaTO3HBIN IyCTyIIe3, JTeKapCTBEHHAs ChIIlb, BKIIIOYast (PUKCHPOBAHHYIO JICKAPCTBEHHYIO
CBIIIb, IOBBIICHHOE IIOTOOT/E/IEHHE, SKC(HOTHaTHBHEIE KOJKHBIE 3a00/1eBaHN, BKITIOYAs CHHIAPOM
Crupenca-/[)koHCOHa M TOKCHYECKHMH SIUACpMabHBI HEKpPOIIM3, JEKAPCTBEHHAs peakuus ¢
303uHOGUIHEedl U cucreMHBIMEH cuMnTomMamu (DRESS) (em. paszmen «Ocobble ykazaHusi»),
aJIOTICITHSI.

ITo6o4HbIe peakiy y MallMeHTOoB IETCKOTO BO3pacTa

Xapakrep M 4actora H000YHBIX 3((eKTOB M OTKIOHEHHH IabopaTOpPHEBIX IOKa3aTenei,
3apeTHCTPHPOBAHHEIX B XOJI€ KIMHMYECKUX MCIBITAHUH y AETCH, CONOCTABHMBI C TAKOBEIMH Y
B3POCIIBIX. '

IIporuBoMOKa3anus

OVIMC® (dirykoHazo) NPOTUBONOKA3aH MaIHEHTaM C TOBBIIIEHHOH IYBCTBHTEIBHOCTBIO K
(rykonasony uiam Kk mOOOMY M3 €ro BCHOMOTATEIBHBIX BEIECTB B coctaBe. Het undopmannm o
NEPEKPECTHOM THIEPYYBCTBUTENBHOCTH MEXTY (IyKOHA30IOM ¥ JAPYTHMH a30]bHBIMH
npoTHBOTpUOKOBBEIMU cpeacTBaMu. Criegyer co0MIOJaTh OCTOPOXKHOCTH TNpH HA3HAYEHHH
npenapata ®YI[MC® nanwentaM ¢ TMOBBIIEHHOH YYBCTRHTEIBHOCTBIO K JPYTHM a30JIaM.
CoemecTHBIN IpHEM JAPYIMX HpPenapaToB, KOTOpHIE, KaK W3BECTHO, yAMMHAIOT waTepBan QT u
MeTabonu3npyiotes mnocpeacTsoMm (pepmenta CYP3A4, Takux Kak SpUTPOMHUIMH, IHUMO3MI M
XUHHUJUH, IPOTHBOIIOKA3aH [TaHEHTaM, MPUHUMAIOIMMM (HITYKOHA3OIT.

JlekapcTBeHHbIe B3aHMO/1eiiCTBHS
®nykonason sBisercs ymepeHHbIM HHruouropom CYP2C9 u CYP3A4. daykoHa3onm Takxke
ABnseTcss cUIBbHBIM MATHOHTOpoM CYP2C19. TlanmeHTsl, HOIyYaroiine JieYeHHE [IPENapaToM
OVIIUC®, koTopble Takke OIHOBPEMEHHO TPUMEHSIOT TpErapaT ¢ Y3KHM TeparneBTHIECKUM
okHOM, MeTabonmusupyromuMmcs nocpeacreom CYP2C9 u CYP3A4, noiokHBl HAOMOAATHCS Ha
IIpeIMET NMOOOYHBIX PEaKIMif, CBA3aHHBIX C OJHOBPEMEHHO NPUHMMAEMBIMH IIpenaparamMu. B
JOIOJIHEHHE K Ha0JII0JaeMbIM/33J0KYMEHTHPOBAHHEIM B3aMMOJEHCTBUAM, YKA3aHHBIM HHXKE,
CYIECTBYET PHMCK TOBBINEHMS KOHLEHTpALMM B  IUIa3Me€  JOPYLUX  COEIMHEHHIA,
meTadosmsupyomuxcs nocpeactsom CYP2C9, CYP2C19 u CYP3A4, mpuHAMaeMBIX COBMECTHO
¢ ¢ayxonasonom. IloaTomy ciemyer HpOSBIATH OCTOPOIKHOCTH HPH HMCIOJL30BAHMH OTHX
KOMOMHAIMH, a 3a TalMeHTaMH CIlefyeT TImatelbHO Habmoxars. Murubupyromui s¢gdext
(aykoHasona Ha epMEHTHI COXPaHSIETCs B TeueHue 4—5 qHeil mocie mpekpamenus Te9eHns u3-
32 JUIMTENBHOTO TepHojia MOoNmyBhIBeJeHHs ¢uiykoHazona. HabGmoganuch KIMHHYECKHA HIIH
NOTCHIMAIBHO 3HAYMMBIC JIEKApCTBEHHEIE B3aMMOJIEHCTBHSA Mexay mpemapatom ®VIUCT u
CIEAYIOMMMHY areHTaMH/KnaccaMu, KOTopsle 0oj1ee MoApoOHO ONMHCAHEI HUKE:
Abpoyumunud
HccneroBanus eKapCTBEHHOIO B3aUMO/EHCTBHS IOKA3BIBAIOT, YTO IIPH COBMECTHOM TIPHEME C
diykonazonom (cunpnbrit maruduTop CYP2C19; ymepennsiit uarudutop CYP2C9 u CYP3A4)
CHCTEMHOE€ BO3JEHCTBAE aOpOUMTHHUOA X €ro AaKkTHBHEIX MeTabONUTOB YBEIHYHBAIIOCE.
MzberafiTe ONHOBpeMEHHOTO MpHUMEHeHHs abpouuTuEMbGa ¢ npemapatoM @OYIIMC®.
JlonoHuTeNbHEIE CBEAEHHS CM. B HHGOPMAIMH MO Ha3HAYEHHIO abpouuTuHuba.

nbenmarun
Hccnenopanue Habmoa0 CHIDKEHNE KIIMPEHCa 1 00beMa pacupeIeiicHus], a TAKKe yIIHMHEHHEe
tY2 anpdeHTaHMIA IOCIE COMYTCTBYIOIIETO NedeHus (GIykoHa3omoM. Bo3MOXKHEIH MexaHW3M
neiicteus — unrnouposanne CYP3A4 duykonazonom. MoxeT oTpedoBaThesi KOPPEKTHPOBKA
JO3UPOBKHU aJIb(PeHTaHUIIA.
Amuoodapon
OnnoBpeMeHHOE NpUMeHEHWE (IIyKOHa307a C aMHOJAPOHOM MOXKET YBEJIMYHUTH YUIMHEHHE
untepsana QT. Cruenyer cobmoaars OCTOPOXKHOCT, €CIH HEOOXOANMO OIHOBPEMEHHOE
npuMeHeHne GIyKoHa301a H aMHOIapOHa, 0CODEHHO ¢ BEICOKMMMU J103aMu (irykonaszoa (800 mr).
Amumpunmunun, HOpmpuUnRMUIUH



daykoHa3old YCHIMBAeT JeHCTBHE aMWUTPUNTHIWMHA © HopTpunTuiuea. Copaepikanue 5-
HOPTPUNTWIMHA W/WIH S-aMUTPUIITUIMHA MOXHO H3MEpPUTh B Hayajie KOMOMHUPOBAHHOM
Tepamud W depe3 1 wememo. J[03UPOBKY AaMHUTPUNTUIMHA/HOPTPUNTUIIMHA  CIETyeT
CKOPPEKTHPOBATh, €CIIM HeOOX0AUMO.

Amgpomepuyun B

OxnoBpemeHHOe BBeAeHHe (uiykoHazona ¥ amdorepununa B nHGUIUPOBAHHEIM MUHTAKTHEIM M
HMMYHOCYTIPECCHPOBAHHBIM ~ MBIIIAaM  IIOKa3aJ0 CICAYIOIIHE pe3ylIbTaThl: HeOOoIbLIOoH
aJIUTUBHLIA IMPOTUBOTPHOKOBEIM d(dext mpu cucremuodt wmubpexkuun Candida albicans,
OTCYTCTBHE B3aMMOJEHCTBHS IIpU BHyTpHuepenHod uH(exkuum Cryptococcus neoformans n
aHTaroHW3M JIByX NpemapaTtoB Mpu CcUcTeMHOW wuHbexmuun A. fumigatus. Kmuamugeckas
3HAQYMMOCTh Pe3yJIbTaTOB, MOTYIEHHBIX B 9THX HCCIIEI0OBAHUAX, HEM3BECTHA.

Azumporuyun

OTKpBITOE PAaHIOMH3UPOBAHHOE TPEXCTOPOHHEE TIEPEKPECTHOE HMCCIEAOBAHHE C ydacTHem 18
37I0POBEIX JOOPOBOJIBLUEB OLECHUIO BJIMSHUE OJHOKPATHOW IEpPOPaNbHON O3Bl a3UTPOMHIIMHA
1200 mr ma ¢apmakoxuHeTuKy (aykonazoma 800 mr, a Taxke BIHSHHME (IyKOHa30JIa Ha
bapmakokuHeTHKy aszuTpomuuuHa. He OBIIIO HHKAaKoro 3HaduMoro (apMakoKHHETHYECKOTO
B3aMMOJEHCTBUS MeX1y (PJIyKOHA30/I0M M a3UTPOMULITHOM.

Broxamopul kanvyueauix Kananoe

Hekoropele aHTaroHHcThl KaJbLUUEBBIX KaHAIOB (HU(QEOUIMH, HCPAiMIIMH, AaMJIOJUIMH,
BepanaMun H (enomunun) Metabommsupyiorcs CYP3A4. OnykoHa307T MOKET YBEITHYWBATH
CHCTEMHOE BO3JCHCTBME AHTAIOHUCTOB KaJbLMEBLIX KaHA/IOB. PexoMeHJyeTcs YacThlff
MOHUTOPHHT TTOOOYHEIX 3 (PEKTOB.

Kapbamvazenun

@iykonazon wuHruOupyer wmerabonm3m kapOamazenuHa, W OBUIO OTMEYEHO YBEIMYCHHE
CBIBOPOTOUHOro Kapbamazemuna Ha 30%. CymecTByeT pPHCK Ppa3BUTHS TOKCHYHOCTH
kapbamaszenuHa. MoxeT n0TpeOOBaTbCs KOPPEKTHPOBKA JO3UPOBKM KapOamaszenuHa B
3aBMCHUMOCTH OT U3MEpeHuil KOHLeHTpauu/3¢dekra.

I]enexoxcub

Bo Bpems conyterByromero jedeHus gurykoHazosioM (200 mr B geHb) 4 nenekokcubom (200 mr)
Cmax 1 AUC nenexoxcuba yremuunmuck Ha 68% u 134% coortBercTReHHO. [Ipn couerannu c
(J1yKOHa30JI10M MOXKET 110TpeOoBaTLCS IIOJIOBUHA J03bI LIEIeKOKCHOa.

Anmuroazynanmei KymMapuHosozo pioa

ITpoTpoMOuHOBOE BpeMst MOXKET OBITH YBEJUYEHO Y MAIMEHTOB, MPHHAMAIOMNX OTHOBPEMEHHO
OVIIMC® u aHTHKOAry/SIHTHI KyMapHHOBOIO psiga. B IOCTMApKETHHIOBOM OIIBITE, KAK H B
cllyyae ¢ JIpyTMMH a307bHBIMH TPOTUBOTPHOKOBBIMH IIpemapaTaMH, COOOMANoch O CIydasx
KpOBOTCUEHMS (CHHSKHM, HOCOBOE€ KPOBOTEYEHHE, KEIyJOYHO-KMIIEUYHOE KpOBOTEYEHUE,
reMaTypus ¥ MeleHa) B CBSI3M C YBEIHYEHHEM IPOTPOMOMHOBOrO BpPEMEHH Y MAIMCHTOB,
noxydaromux (aykoHazon OAHOBpeMeHHO ¢ BapdapuHOM. PexomeHnjayercsi TIIATETbHEIH
MOHHUTOPMHT MPOTPOMOMHOBOTO BpPEMEHM Yy NaldeHToB, mnoiydaomux OVIIMC® n
AHTUKOAryJIIHTEl KYMapHHOBOTO psaaa. MoxeT moTpeboBaThcs KOPPEKTHPOBKA T03BI BaphapuHa.
Luxnoghocghamuo

KomburnpoBanHas tepanus nuxiodpochamMuaoMm u GIIyKOHA30JI0M [IPHBOAUT K IHOBEHIIICHHIO
ypoBHs OuIMpyOuHa M KpeaTHHHHA CHIBOPOTKH. KOMOMHAIMIO MOKHO HMCIIOB30BATh, YUUTHIBAS
BBICOKHMH PHCK IIOBBIIICHHS YPOBHS OMIMpyOuHa ¥ KpeaTHHUHA CEIBOPOTKH.

[uxnocnopun

OVIUC® 3Ha9nTEILHO HOBBIIAET YPOBEHD LUKJIOCIOPHHA Y NAIMEHTOB ¢ TpaHCIUIAHTAIMe]
TMOYKH HE3aBUCHMO OT HAJIW4YMA IIOYEYHOM HEJOCTATOYHOCTH. [IaTeIbHBIH MOHUTOPUHI
KOHLEHTPALMK UMKJIOCIOPUHA U CHIBOPOTOYHOIO KpeaTMHHMHA PEKOMEHIYeTCs Yy MallMeHTOB,
nonygaromux ®VI[UC® u muxnocnopus. DTy KOMOMHALMIO MOXKHO IPHMEHSTH, YMCHBIIHB
JTO3UPOBKY IIUKIOCIOPHHA B 3aBUCUMOCTH OT MIOKa3aTene KOHIEHTPaIin.

Denmanun



beu1 3aperucTpupoBaH OAMH JIETAJIBHBIM CTydal BO3MOKHOTO B3aMMOJEHCTBUS (eHTaHWIa |
(rykoHa301a. ABTOpP NpHINEN K BBHIBOAY, YTO HAIIHEHT yMEP OT MHTOKCHKALMH (HEHTAHMIIOM.
Kpome Toro, B paHAOMMU3UPOBAHHOM TEPEKPECTHOM HCCIIEIOBaHUM ¢ 12 370pOBEIMH
qobpoeonbuaMu  ObUIO II0KA3aHO, 4YTO (IYKOHA30] 3HAUMTENIBHO 3ajepikal BhIBeJeHUE
(enrtanmna. [ToBeinIeHHas KOHIEHTpays GeHTaHUIa MOXKET IPUBECTH K YTHETCHHIO JIBIXAHHS.
Huzuoumopwvr I'MI-KoA-pedyxmaswvi

Pucx mMuomaThu m pabaoMmonmM3a yBETMYMBACTCS IIPH COBMECTHOM IpHeMe (IyKoHa3oia ¢
unruburopamu I'MI'-KoA-peayxrasel, metabonusupyromumucs depe3 CYP3A4, TakumMu Kax
aTopBacTaTHH M cuMBacTaTuH, wim depe3 CYP2CY9, takumm kak (iyBacTaTHH (CHHJKEHHE
NEYeHOYHOro Merabonm3Ma craTuna). Eciu HeoOXoamMma COMyTCTBYIONIAs Tepamwus, CIeayeT
Ha0oJaTh 3a NALMEHTOM Ha IpeJIMeT CHMITOMOB MHONATHM M pabJoMHONM3a, a TaKxKe
KOHTpoJmpoBaTk KpeaTuHuHkuHa3y. Marudbutoper I'MI-KoA-peaykrassl ciaeayer OTMEHHTB,
ecnu HaOmojaeTcs BBIPAKEHHOE MOBHIMIEHWE KPEaTHHUHKHHA3BI, JHATHOCTHPOBAHA WITH
nojo3pesaercss Muonatusi/padzomuonus. MoxxeT HoTpedoBaTbCS CHIJKEHHE O3Bl CTATHHOB.
ITogpodroCcTH M. B HH(POPMAITUH O HA3HAYEHIH CTATUHOB.

T'udpoxnopomuazuo :

B mccnenopaHMm  (papMaKOKMHETHYECKOIO  B3aMMOJEHCTBHMS ~ COBMECTHOE  BBEACHHC
MHOT'OKPaTHOM 03Bl THAPOXJIOPOTHAZHAA 30POBEIM J0OPOBOIBIIAM, TIOTYYaBIIUM (IIYKOHA30T,
yBEJIMYHBaeT KOHLEHTpauuio ¢uiykoHaszosna B mia3zMe Ha 40%. DddexT Takoil BeIMYHHBEI HE
J0IDKeH TpeboBaTh U3MEHEHHS peKUMa A03UpoBaHus (IykoHa30ma ¥ cyOBEKTOB, MONyYaBIIHX
COILYTCTBYIOIIME AUYPCTHKH.

Hopymunub

VYmepennsie uarudutopsl CYP3A4, Takue xax ¢uiykoHa3o0J1, MOT'YT IOBBIIIATh KOHIEHTPAITHIO
uOpyTHHNOa B IIa3Me W yBEIMYMBATh PUCK IIOOOYHBIX PEaKIMH, CBA3aHHBIX ¢ HOPYTHHHOOM.
Ecmu nbpytuau® u ¢aykoHazon Ha3HavaroTCs OJHOBPEMEHHO, YMEHBINUTE 103y UOpYTHHMOA,
KaK yKa3aHO B HHCTPYKUHH II0 Ha3HAYCHHIO MOpYTMHHOA, M NALKEHTa CJIeLyeT TINATEeILHO
Ha0TI0/1aTh Ha TIpeIMeT TFOOBIX NOOOYHEIX PEaKIHii, CBI3aHHBIX C HOPYTUHHOOM.

Heaxagpmop — u  xombumayuu  uxcuposannoit 0036l  usaxkagmopa  (Hanpumep,
mesaxkagmop/ueaxagymop u usaxagpmop/mesaxagmop/snexcaxagmop)

CoBmecTHOE MpHMEHEHHe ¢ UBaKaGTOPOM, MOTEHIUPYIOMUM PEryIsaTOpOM TpaHCMeMOpaHHOK
nposoaumoctd Mykosuenuzaosa (CFTR), ysenuuwio Boszaeiicreue uBakadropa B 3 pasa. Ilpu
O/IHOBPEMEHHOM TNPUMEHEHHH ¢ ymMepeHHBIM nHruoutopom CYP3A4, takum kak (rykoHazol,
PEKOMEH/1yeTCs CHUXKEHHE 1035l uBakadTopa (M1 KoMOMHAIMK HBaKkapTopa) B COOTBETCTBUHU C
UHCTPYKIIUAMU 110 Ha3HA4CHHIO uBakadropa (mim koMOuHanuu npakadropa).

Jlembopexcanm

OnuoBpemMeHHBIH npueM (iykoHazona yBeauduBaeT Cmax # AUC nemMOOpeKkcanTa IpUMEPHO B
1,6 1 4.2 pa3za COOTBETCTBEHHO, YTO, KaK 0XKHJAeTCs, YBEIUIHT PHUCK MMODOYHBIX PeaKITHif, TaKHX
KaK COHJMBOCTb. M30eraliTe OJHOBpEMEHHOTO IpMMeHeHMs npemapata ®VIMC® ¢
neMbopeKcaHTOM.

Jozapman

@nykona3on mHrubupyer meraboyiM3M Jio3apTaHa g0 ero aktusHoro merabommra (E-31 74),
KOTOpHIif OTBedaeT 3a. OONBIIYID YacTh aHTArOHM3Ma PELENTOPOB aHruoteHsuHa II, xoTopsii
BO3HHUKAET BO BpeMs JIeYeHUs ji03apTaHOM. [lanmeHTam cieayeT MOCTOSHHO KOHTPOIUpPOBAThH
apTepHalbHOE JaBJICHHUE.

JIypasuoon

ComnyTtcrByomee NpuMEHEHHE yMEpeHHbIX HHruouTopoB CYP3A4, takux Kak (iykoHasoll,
MOJKET YBEIWYUTH KOHIEHTPAIWIO Typa3uJI0HA B TUIa3Me. ECITH COMyTCTRYIOMIETO MPHMEHEHHS
u30exarh HEBO3MOJKHO, YMEHBIIHTE 03y JIypa3yJOHa, KaK YKa3aHO B HHCTPYKIHH IO
Ha3HAYEHUIO JTypa3H/I0HA.

Memadon

DIIyKOHA30J1 MOXKET IOBBICUTh KOHIIEHTPAIIMIO METaJ0Ha B CHIBOPOTKE. MoXKeT noTpedoBaThCs
KOPPEKTHPOBKA TI03UPOBKH METAI0HA.



Hecmepouonwvie npomugogocnanumensuvle npenapamol

Cmax 1 AUC ¢mypObunpodena 60 yBemmdeHs! Ha 23% 1 81% COOTBETCTBEHHO ITPH COBMECTHOM
npueMe ¢ GIyKOHA30JI0M 110 CPAaBHEHHIO C TPUEMOM TOJIbKO (iypbunpodena. AHanOru4Ho, Cmax
u AUC dapmakosioruuecku akTUBHOTO u3oMepa [S-(+)-ubynpodena] 6putu yenuders! Ha 15%
1 82% COOTBETCTBEHHO TPH COBMECTHOM MpHeMe (IykoHa3oma ¢ paneMudeckuM Hoympodenom
(400 Mr) o cpaBHEHHIO C IPHEMOM TOJIBKO palieMuyecKoro ubynpodena.

XoTs cnenuanbHO He HM3ydanoch, (hIyKOHA301 MOXKET yBeTHYHMBATH CHCTEMHOE BO3/leiicTBHE
JpYrX  HECTEPOHJIHBIX  INPOTUBOBOCHAIMTENbHBIX  npenaparoB  (HIIBII), kotopsle
MetabommsupyroTes CYP2C9 (ranpumep, HampoKceH, TOPHOKCHKAM, MEJIOKCHKaM, TUKIO(eHaK).
PexoMEHIyeTCs YaCThIi MOHUTOPHHT ITOOOYHEIX 9P PEKTOB M TOKCHIHOCTH, cBs3aHHbIX ¢ HITBIL
Mosker norpedoBarhest KoppekTupoBka nqozuposku HIIBIL.

Onanaput

Vmepennsle uHruourtopsr CYP3A4, Ttakme kak (IyKOHA30J, MOBBIIIAIOT KOHIIEHTPALUIO
onarlapuba B IUIa3Me; OJHOBPEMEHHOE IPHMEHEHHE He peKoMeHayercs. Eciam xoMOuMHAIH
Henh3s u30ekaTh, YMEHBITUTE JI03y onamapuda, Kak yKa3aHO B WHCTPYKIUH MO Ha3HAYEHHIO
onanapubda. '

llepopanvrvie KoHmpayenmues

Brumi npoBeseHs! aBa (apMakOKMHETHYECKUX MCCIIEI0BAaHUS ¢ KOMOMHUPOBAHHLIM OPaILHEIM
KOHTPAlENTHROM C HCIIOIb30BAHUEM HECKOJIBKIX /103 (rykoHa3ona. He O6b110 BRISIBIIEHO HUKAKHX
CyIIeCTBEHHEIX 2()()eKTOB Ha YpOBEHb TOPMOHOB B MCCIETOBAaHUU (aykoHazona B g03e 50 wmr,
toraa Kak npu go3e 200 mr B geas AUC 3THHMISCTPAaAKXOIa U JIEBOHOPIecTpesia YBeIMYUIINCE Ha
40% u 24% cooTBeTcTBeHHO. Takum 06pa3om, MHOTOKpaTHOE IpAMeHeHHe GIyKOHA307a B 9THX
J103ax Bpsif JiM [IOBJIUseT Ha 3()()eKTUBHOCTH KOMOMHUPOBAHHOIO OPAJILHOIO KOHTPALEIITHRA.

11 epopaibHvle 2UNOSATUKEMUKU

KinuHudecky 3HauMMas THUIOTTHKEMMs MOXKeT OBITh BbI3BaHa NpPUMEHEHHEM Iperapara
OVIIHIC® ¢ [I€pOpaIbHBIMHA THIIOITMKEMUYECKUMH CPEICTBAMU; OJMH JIETAJIbHBIM HMCX0J OBLI
3aperHCTPUPOBAH M3-32 THIIOTIMKEMHUH B CBS3M C KOMOMHMpPOBAHHEIM ipiMeHerneM ®YIIUC® u
rmubypuna. ®VIIMC® camskaeT MeTab01u3M TOA0YTaMuIa, TIMOYPU/IA ¥ TTHIM3K/IA ¥ OBBIIAET
KOHIIGHTPAIMIO 3THX CPECTB B IUIa3Me. I1py oHOBpeMeHHOM IIpuMeHeHnH penapata ®YLIUC®
C OSTAMH WIHM JPYTMMH TIepOpPaTbHBIMA THIOTIAKEMAYECKIMH CpEJICTBAMH Ha OCHOBE
Cy/Ib()OHMJIMOYEBHHEI CIIEAYET TIIATEIbHO KOHTPOJIMPOBATh KOHLEHTPALMIO TJIFOKO3bl B KDOBHU H
NpH HeOOXOIUMOCTH KOPPEKTHPOBATH J103Y CYIb()OHIUIMOYEBHHBL.

Denumoun

®OVYIMC® mopsImaeT KOHIEHTPAIMIO (DEHWTOMHA B TIIa3Me. PekoMeHAyeTcs TINATeTbHEIH
MOHHUTOPHMHI KOHLIEHTpaluy GeHUTONHA Y TAUenToB, nonydaomux ®YIIUC® u denurous.
Humosuo

OnHoBpeMeHHOe MpuMeHeHne (GIykoHa3zola ¢ THMO3HI0M MOXKET MPUBECTH K MHTHOMPOBAHHIO
MeTabou3Ma NMMO31a, XOTS 3TO He U3y4asloch in Vilro WM in vivo. IToBblIIeHHE KOHIEHTpaluy
NUMO3WIa B TUIa3Me MOXKET TPHBECTH K yAnuHeHHI0o uHTepBama QT ® peakum cioydasm
JKEIyJA04YKOBOM Taxukapauu THna «mupysT». CoBmecTHOe mnpuMeHeHHe (QulyKoHa3zona H
TIIMO3H/1a IIPOTHBOIIOKA3aHO.

IlpedHu3on

beul 3apermcrpupoBaH cilyyaidl, Korja y I[alMeHTa € TPAHCIIAHTHPOBAHHOW II€YEHBIO,
TIPUHAMABIIErO TPEeIHU30H, pa3BUIach OCTpas HEJTOCTaTOYHOCTh KOPHI HAAIOYEYHWKOB, KOTIa
Op1a mpexparnieHa 3-MecsyHas Tepanus uaykonazonom. Ilpexpamenue mpuema ¢GraykoHasona
IIPEIOJIOKUATEILHO BEI3BAJIO TIOBBIIICHHYIO aKTHBHOCT CYP3A4, uTo npuBeIo K NOBBILEHUIO
MeTabonu3Ma npeaHu3ona. [lanuenToB, HAXOIAMIMXCS Ha JTUTETHHOM JIeUeHHH (IIyKOHA30II0M
U MpPEJHM30HOM, CleAyeT TIIATEeJbHO KOHTPOIMPOBaTh Ha NpPEAMET HEJAOCTATOYHOCTH KOPHI
HA/IMTOYEYHUKOB, KOT/Ia IMpeKpanaeTcs mpueM (hiykoHazomna.

Xunuoun

OnHOBpEeMEeHHOE MpUMeHeHHe (IIyKoHa307a ¢ XMHUIMHOM MOXET IIPUBECTH K WHTHOMPOBAHHIO
MeTabo/IM3Ma XUHUANHA, XOTA 3TO HE U3y4Yanoch in vifro Wi in vivo. [IpuMeHeHHe XUHUIAHA



ObLI0 CBsI3aHO ¢ yauuHenreM uaTepBata QT U peAKuMH CIIyyasMU apUTMHUH 110 THITY KITHPYITY.
CoBMecTHOE TIpEMEeHEHHME (DIIyKOHa307a ¥ XWHHAWHA TIPOTHUBONOKa3aHO (CM. paszeln
«IIpoTuBONOKA3aHUNY).

Pupabymun

[Toctymanu cooOmeHUss O TOM, YTO CYINECTBYET B3aWMMOJEHCTBHE, Korja (iIyKoHa3om
IPUMEHSETCS] OJHOBPEMEHHO ¢ pu(adyTHHOM, 9TO IPUBOJHT K IIOBBILICHUIO YPOBHS pudaldyTuHa
B ceiBopoTke 10 80%. Brum coobmenus o6 yBewTe y MalMEHTOB, KOTOpPHEIE OJTHOBPEMEHHO
upuMersi Giaykonason U pudadbyrun. ITauments:, nomygaromue pudabytud u GIykoHa3omd
OJIHOBPEMEHHO, J0JDKHBI HAXOQUTHCS MO/ TINATECIHBIM Ha0IIOJCHUEM.

Pughavinuyun

Pu)aMIMIuE yCHIMBAET MeTaboIM3M OJHOBPEMEHHO IpUMeHseMoro mpenapata ®YIIMCY. B
3aBUCHMOCTH OT KIMHHYECKHX 0OCTOATENBCTR CIIEAYeT pacCMOTPETh BO3MOXKHOCTh YBEINYCHUS
10361 penapara ®VIIUC® npu ero mpuMeHeHAH ¢ PHYAMITHITHHOM.

Caxeuraeup

®naykonaszon ysennunBaer AUC caxBuHaBupa mpumepro Ha 50%, Cmax TpuMepHO HA 55% u
CHIJKAeT KJIHpPEHC cakBHHaBUpa npuMepHO Ha 50% mH3-3a MHrUOMpOBAHHS II€YEHOYHOTO
Mertabomm3ma cakBuHaBHpa CYP3A4 w wHrnOwpomamms P-rnmkonporemHa. Moxker
10Tpeb0BaTLCS KOPPEKTUPOBKA JO3UPOBKU CAKBHHABUDA.

Kpamkoepemenno oeiicmeyrouyue benzoouazenunvl

ITocnie mepopaneHOro npremMa Mua3onama (GryKoHa3oI MPUBENT K CYIECTBEHHOMY TOBBIIIEHHUTO
KOHLEHTpALHKX MHJa30j1aMa U IICHXOMOTOPHBIX 3(¢dexToB. DTO BIMAHHE HAa MHIa30jaM, IO-
BUAMMOMY, Oollee BBIpOXEHO TMOCIe mepopadsHOro mpuema (IyKOoHa30lma, YeM MpH
BHYTPMBCHHOM BBeJAcHHHM (aykoHasona. Eciam KoporkogeicTBylomue OeH301Ha3€IUHE,
KOTOpEIE MeTaboaH3HPYIOTCsS CHCTeMOH HHTOXpoMa Piso, HasHa4aloTes OAHOBPEMEHHO €
(bIyKOHA30JI0M, CIEAYeT pacCMOTPETh BO3MOKHOCTH CHWKEHHWS J03bI OeH30/Ma3enuHa, a 3a
IalHeHTaMH ClleJlyeT BeCTH Haulexxallee HabuoaeHue.

Cuponumyc

QuyKOHA30]1 YBEIMYMBAECT KOHUEHTPALUIO CHPOIUMYCa B IUIa3Me, NPEeANOIIOKUTEIBHO, MyTeM
nHruoupoBanus metabomuama cuponumyca yepes CYP3A4 u P-riukonporens. I1a KoMOMHALIMS
MOYKET HCITONIb30BATECS C KOPPEKTUPOBKOW O3MPOBKH CHPOIMMYCAa B 3aBUCUMOCTH OT
n3MepeHuil 3¢ heKTa/KOHIEHTPALHY.

Takponunmyc

@I1yKoHA301 MOKET yBEIMYMBATH KOHLEHTPALMIO EPOPAILHO NMPUHUMAEMOr0 TaKpoJIuMyca B
CBIBOPOTKE JI0 5 pa3 Hu3-3a MHIHOMpoBaHMSA MeTabomm3ma Takpoimumyca depes3 CYP3A4 B
KHULIEYHUKE. IIpu BHYTPUBEHHOM BBEJICHUU TaKpoJIuMyca CYIIECTBEHHBIX
(hapMaKOKHMHETHYECKUX H3MEHEHUI He Habmoaanock. [IoBEIIeHHBIE YPOBHU TaKpOIMMyca ObLIH
CBSI3aHBI C HeQPOTOKCUIHOCTEIO. JI03MPOBKY TIEPOpaTbHO TIPHHUMAEMOTO TaKPOJIUMYCa CIIEIyeT
YMEHBIIATh B 3aBUCHMOCTH OT KOHICHTPAMH TaKpOJIUMyca.

Teogunnun

OVIMC® ypenuuuBaeT KOHIEHTPALMIO TeOPUILIMHEA B CEIBOPOTKE. PeKOMeH/1yeTcs TIaTeTbHBIH
MOHHTOPHHT KOHIIEHTPAIIMA TeO(QUUTHHA B CEIBOPOTKE y NMAIMEHTOB, nonydaomux ®YLMC® u
TeoUmIHH.

Togpayumunud

CucremHoe Bo3JelicTBHe TodarmuTHHUOA yBeIMYMBaeTCs, Korjaa TO(AUUTHHHO Ha3HAYaeTCs
COBMECTHO ¢ (PIyKOHA307I0M. YMEHBIINUTE A03y TOQaIUTHHHOA MPH OJHOBPEMEHHOM MpHEME C
(iykonaszooM (T. €. ¢ 5 Mr 1Ba pasa B JIeHb JI0 5 MI' OMH pa3 B ICHb, KaK YKa3aHO B HHCTPYKLIHH
K TOQanuTUHUOY).

Toneanman

Bo3neiicTeue TonBanTana Ha mna3My 3Ha9uTensHO yBenuuuBaetTcs (200% B AUC; 80% B Cmax),
korga tosBantal, cyberpar CYP3A4, Ha3Hagaetcss COBMECTHO ¢ (piiyKOHA307I0M, YMEPEHHEIM
uarHEONTOpoM CYP3A4. DTO B3aMMOJCHCTBHE MOXKET NPHUBECTH K PHCKY 3HAYUTEIBHOIO
yBEJIUYEHUS] MOOOYHBIX PeaKIMi, CBA3aHHBIX C TOJBANTAaHOM, B YacTHOCTH, 3HAYUTEIHLHOTO




Juypesa, 00e3B0KUBAHUS M OCTPOH MOYEIHOM HeocTaTOUHOCTH. Ec TonmBanTan 1 rykoHaszon
Ha3HAa4Yar0T OZJTHOBPEMEHHO, B 3TOM CJIy4ae 103y TOJIBANTaHA CIEAYET YMEHBIUUTh B COOTBETCTBHHU
C MHCTPYKIMAMH 10 HA3HAYEHHUIO TOJBAINTAHA, a MAlIMeHTa CIeIyeT PeryaspHO KOHTPOIUPOBATh
Ha IpeIMeT BO3HUKHOBEHM TOO0YHBIX PEAKLUH, CBSI3aHHBIX C TOJIBAIITAHOM.

Tpuazonam

®ayxonazon yenudupaeT AUC Tpuasonama (0gHOKpaTHas 103a) npuMepHo Ha 50%, Ciax HA 20—
32% u yBemuuuBaeT t/2 Ha 25-50% wm3-3a uHTHOMpOBaHUS MeTabonMM3Ma Tpuasolama. MoKeT
10Tpe00BaThCs KOPPEKTUPOBKA JO3UPOBKH TpHa30ama.

Anxanouder bapsuixa

XO0Tsl 9TO HE M3Y4aJI0Ch, (IyKOHA301I MOYKET IMOBHIIIATh YPOBEHD aKaJIOMI0B 6apBUHKA B TIIa3Me
(HanpuMep, BUHKPHCTHHA ¥ BUHOJIACTHHA) U IPUBOIUTH K HEHPOTOKCHYHOCTH, YTO, BO3MOIKHO,
CBA3aHO ¢ MHrHOMpyomuM AelctBueM Ha CYP3A4.

Bumamun A

Ha ocHOBaHMM OTYETa O Cllydae y OJIHOTO IalMEHTa, I0JIyYaBIIero KOMOMHUPOBAHHYIO TEPAIIUIO
TIOJTHOCTBIO TPaHC-PETHHOEBON KHUCIOTOM (KHCIOTHAs opma BHTaMuHA A) W (IyKOHA307I0M,
pa3BUJIMCh HEXeslaTeabHble 3QQeKThl, CBsI3aHHbIe ¢ LeHTpalbHoi HepBHoM cuctemoit (ITHC), B
BHJIE NICEB/IOOITYX 0 MO3Ta, KOTOopas Mcdesa Iocie IMpeKpalieHus jjedeHus QIyKoHaz0noM. DTy
KOMOMHALMIO MOJKHO MCIIOJIB30BaTh, HO CIHEAyeT YYHTEIBATH 4YacTOTY BO3HHKHOBEHHS
HekenaTenbHBIX 3¢ dekTos, cs3annbix ¢ [[HC.

Bopuxonason

HM3zberaiite OJHOBPEMEHHOrO IpHeMa BOpPHKOHa301a H (uIykoHa3ona. PexoMeHumyercs
MOHUTOPHUHT MOOOYHEIX 3 HEKTOB U TOKCHYHOCTH, CBSI3aHHBIX C BOPHKOHA30JIOM; OCOOEHHO,
€CIIM BOPMKOHA30J1 HAYMHAIOT IPUHAMATE B TeueHHe 24 4 nocie nocieHei 1036l piaykoHas3omna.
3udoeyoun

®aykonazon ysenuuuBaeT Cmax B AUC 3upoBynmHa Ha 84% u 74% COOTBETCTBEHHO H3-32
CHIDKEHHUS KJIMpeHca 3MIOBYIHMHA IIpPH IepopailbHOM mpueme npumepHo Ha 45%. Ilepmon
TIOTYBBIBE/IEHUS 3MJIOBY/IMHA yBEIWYMBacTCs NpuMepHOo Ha 128% mocne OJHOBPEMEHHOIO
npuMeHeHuss ¢ Quykonasonom. IJauMeHTOB, MONYYAIOMMX OTY KOMOMHAIMIO, CIEAyeT
KOHTPOJIHMPORBATh Ha MPEeAMET Pa3BUTHs 10O0YHBIX PeaKLuil, CBI3aHHbIX C 3UA0BYAMHOM. MOXHO
pPaccMOTPETh BO3MOKHOCTE CHIKEHUS JO3UPOBKU 3UIOBY/IHHA.

Bpaum 10JDKHBI 3HATh, YTO HCCIIEAOBAHUS B3aUMOACHCTBHS C IPYTUMH IIpenapaTaMu, Kpome Tex,
KOTOpBIE MTEPEUUCIIeHbl B pa3jene «DapMakoIoruyeckie CROHCTBA Y, He TIPOBOAMINCE, HO TaKUe
B3aUMOJEHCTBUSL MOTYT HMEThH MECTO.

Oco0ble ykazaHus

(1) Hospexcoerue newenn: ®YIAC® crnemyer HazHA4aTh ¢ OCTOPOKHOCTHIO NALMEHTAM C
Hapymenuem GyHknuu nevenn. [Tpuém npenapata ®YIIAC® 651 cRA3aH ¢ peKAMHA CITydasMu
CEPhE3HOM IeNaTOTOKCHYHOCTH, BKIIH0Yasl JI€TAIbHBIE UCXO/IbL, B IEPBYIO OYEPEIhb Y NALUEHTOB C
CEPbe3HBIMHU COIMYTCTBYIOIUMH 3a00neBaHUAMU. B coydasx remaTOTOKCHYHOCTH, CBA3AHHOM C
npuémom npenapara ®YIIMC®, ne nabmonanocs o4eBHAHOMN CBA3M ¢ 0OIIeH CYTOUHOM 70301,
IIPOIOIDKUTENBHOCTRIO TE€palMM, IOJOM WIM BO3PAacTOM NALMEHTa. | enaTOTOKCHYHOCTH
npenapata ®YIUC® o6rrar0, HO He Bcerma, 6bITa OBGPATHMOM IIpH IPEKPAICHHH TEpAIIHH.
[launeHTOB, y KOTOPHIX BO BpeMms Tepanuu mpenaparoM ®VIIUC® msmensiorcs moxasaTenn
(GYHKIIUH TICUeHM, CleayeT HaOMroJaTh HA NMPEeaMeT pa3BUTHs 00Jiee CEpbe3HOr0 IOPAKEHHUS
nevenu. ITpuém mpenapata ®VIUC® crenyeT mpekpaTHTh, €CTM PA3BHBAIOTCS KIMHHYECKHE
IIPU3HAKM M CUMIITOMBL, COOTBETCTBYIOIIKE 3a00ICBaHHUIO ICUYCHH, KOTOPBIE MOT'YT OBITh CBSI3aHBI
¢ mpuémom mipenapata ®VIIUC®.

(2) Anagpunakcus: B peikux ciydasx coodmanocs 06 anapuiakcuu.

(3) HAepmamonozuueckue napymwienus: cooOIMATOCh O BO3HHUKHOBEHHUH 3KC()OIMATUBHBIX
KOXHEBIX PAaCCTPOUCTB BO Bpems Jedenus npenapatom ®YVIMC®. V maruenToB ¢ cephe3HBIMH
COMYTCTBYIOIMMMHM 3a007IeBaHMAMU OBUIM 3aperHMCTPUPOBAHBL JIeTalbHEIe HeXOoAsl. [lanueHTs! ©
riIyb0KO YKOPEHHBIUMMHCS TPUOKOBHIMM WHQEKIUAMH, Y KOTOPHIX BO BpeMs J€USHUS



npenapatom @®VYIIMC® noasnseTcs CHIb, JOMKHBI HAXOAUTHCA TOA  MPHUCTATHHEIM
HaOIIOCHUEM, M NPHEM IIpenapara ClielyeT IPeKpaTUTh, €CIM IOPaKEeHUs IPOrpecCHPYIOT.
ITpuém ¢ryxonaszona 11 Je9eHus MTOBEPXHOCTHON TpHOKOBOI MHGEKIMH ClieTyeT TIPeKpaTUTh
€CJIM y IALMEHTOB HOSBISIETCS ChIllb, KOTOPas MOXKET OBITH CBs3aHa ¢ NpUEMOM (hIIyKoHa307Ia.
(4) IHomenuyuaneHolrit éped 017 nAOOA: HET AJEKBATHBIX M XOPOWIO KOHTPOJIMPYEMBIX
KJIMHHYECKUX HCCenoBanmii npenapata ®VIIUC® y 6epeMeHHBIX sKeHITAH. B oTyeTax o cydasx
OIIMCBHIBACTCS. KAapTHHA OTYETJIMBHIX BPOXKIAECHHBIX AHOMAIMH y MIAAEHLEB, II0JBEPrIIMXCS
BHYTPHYTPOOHOMY BO3/IEHCTBHIO BRICOKOM /10361 MaTeprHCKOTO irykonaszona (400-800 mr/nens)
B TeUeHUE OOJIBIIEH YaCTH MM BCErO IEPBOTO TPUMECTPA. DTH 3aperHCTPUPOBAHHELIE AHOMATHH
aHAJOTWYHBI TeM, KOTOphle HaOMIOJalmuch B MCCIEJOBAaHMUSX Ha JKMBOTHBIX. Ecimm npenapar
OVIIAC® ncronb3yeTes BO BpeMs 6epeMeHHOCTH WM €CITH Tal[enTKa 3a6epeMeHena Bo BpeMs
IIpAeMa Ipenapara, ee cieAyeT IpOUH(OPMHUPOBATE O MOTEHIMATLHON ONACHOCTH AJIS ILIOJA.
S¢dexTHBHBIE MEpPBI KOHTPAIENIHA CIeyeT PacCMOTPETh KEHIIHHAM (epTHIBHOIO BO3pacTa,
KoTOpBle Jiedarcs npenapatom @VIIUC® B mose or 400 go 800 Mr/meHb, M HpOIOMKaTh
NPUHAMATh WX B TEUEHHE BCEIr0O IEpHOJa JI€YeHHs M IpUMEpHO B TedeHue 1 Hexgenu (5-6
IIEPHOJIOB  TIOJIYBBIBEACHMSA) TOCHe TpHEMA TMOCTeJHEH 03Bl ONHIEMHOIOTHIECKUE
HCCJIEI0BAHNS YKA3bIBAIOT HA NOTCHIMAIBHBINA PUCK CAMOIIPOM3BOJIBHOTO ab0pTa M BPOSKAEHHBIX
aHOMAJHH y MJIaJieHIeB, MaTEPU KOTOPBIX JIEYMITHCH (UIyKOHA3010M B 103e 150 Mr ofHOKpaTHO
WM IOBTOPHO B IIEPBOM TPUMECTPE, HO ATH 3MHUAEMHUOIOIHYECKUE UCCIIEIOBAHMS OrPAHUYEHBE!,
U OTH pe3yIbTaThl He OB MOATBEPK/ICHBI B KOHTPOIHPYEMBIX KTHHAYECKAX HCCIIEI0BAHMSIX.
Obwmue cpenenus

Hekoropeie azonel, BKIOuast (pJIyKOHA30J, CBsi3aHbl ¢ yanuHeHueMm uHTepBaina QT Ha
sJIeKTpoKapauorpaMMe. @iaykoHas3on BeI3sIBaeT yanunenune QT mocpe1cTBOM HHTHOUPOBAHUS
TOKa BeIpsaMsomero kainumeoro kanama (Ikr). Yanumenue QT, BEI3BaHHOE ApPYrUMHU
AeKapCTBEHHBIMH CpeJCTBAaMM (HampuMep, aMHOJApOHOM), MOXKET OBITh YCHIEHO
nocpeAcTBOM MHrubupoBanus nuroxpoma Pyso (CYP) 3A4). B XoJe mMOCTMapKeTHHTOBOTO
HaOnrofeHus: OBUIM 3aperucTpUpOBaHbl pejkue ciydan ymiuHeHuss QT um xenynodkoBoit
TaxXUKapJAWuW TUTIA ITUPYITH» Yy MalHEHTOB, MPUHUMABIIHAX (PIyKOHA301I. BONBIIHHCTRO 3THX
coo0meHui Kacaluch TsKEJI0OOIBHBIX NMAalUEHTOB ¢ MHOXECTBEHHBIMH CONYTCTBYIOIIHMHA
(akTopaMH pHCKa, TaKMMH Kak CTPYKTYpHBIe 3a00JIcBaHMS Cepila, HapylIIecHus
3JIEKTPOJIATHOTO OanaHca U CONMYTCTBYIOIMX IpernapaTtoB, KOTOPEIE MOTJIH CIIOCOOCTBOBATH
sToMmy. IlamueHTH ¢ THNoOKanMeMuel U IPOrpecCHpPYIOLIEH cepAedYHOll HeA0CTaTOYHOCTHIO
MOJIBEPIKEHBI TIOBLIINIEHHOMY DPHCKY BO3HHKHOBEHWS OIACHBIX I JKM3HU JKETYyJT0YKOBHIX
apUTMHUI U XKEJIyA0YKOBOM TaXUKapAMK THUIIA KITHPYITH.

®@iykoHa3on cie/lyeT Ha3HadaTh C OCTOPOKHOCTHI) MalHMEeHTaM C A3THMHU TMOTEHIHAIBHO
IPOAPUTMHUYECKUMHU COCTOSHUSIMU.

OnHOBpeMeHHOE NpHMEHEHHE (IyKOHA30/la M IPUTPOMHULMHA MOXKET YBEIUYHUTH PHCK
KapAHMOTOKCHYHOCTH (yAnuHEeHHBIH wuHTepBan QT, apuTMHA THIA (ITHPYIT») W,
clIeI0BaTe/IbHO, BHE3aHOH cepaednoi cmeptr. Cieayer usberars 3Toi KoMOMHALMH.
dykoHa3on crefyeT Ha3HA4aTh C OCTOPOXNKHOCTHIO TAIMEHTAM C HapyMEeHHWEM MOYedHOMH
byHKHHH.

VY nanueHTOB, NIPUHUMAIOMKUX a30J1bl, BKIOYas (IYyKOHA30], OTMedalach HaAllOYCUHUKOBAS
HEJ0CTAaTOYHOCTh. Y MAalMEHTOB, MpPUHHUMAIOMUX (IyKoHA30/1, OTMedalnuch 0OpaTHMEIe
Cily4aM HaJllOYCUYHUKOBOH HEAOCTATOYHOCTH.

breimu 3apeructpupoBansl ciydam cynepuH(peknun Bugamu Candida, ornwaebiMu ot C.
albicans, KOTOpBIE YACTO M3HAYAILHO HE BOCHPUMMYHBHI K npenapaTy ®VITUC® (manpumep,
Candida krusei). Takxue caydam Moryr norpedoBaTh ajlbTEPHATHBHOM [POTHBOrpHOKOBOMI
TEpaIuu.

Kanneporenes u Mmyrareses

@yKoHA30]I He MOKa3al HUKAKUX TOKA3aTEeNbCTB KAHI[EPOTeHHOTO MOTEHIHANa Y MBIIIed 1
KpBIC, IIOJIy9aBIIMX €ro IIEpOpalbHO B TeueHHe 24 MecsueB B Ao3ax 2,5 MI/Kr/aeHs, 5
mr/kr/aens umu 10 mr/kr/aess (mpuMepHo B 2—7 pa3 Gonblne peKOMEHAYeMOH 03Bl s




4ejoBeKa). Y caMLOB KpbiCc, nojy4aBmux S5 Mmr/kr/aess U 10 mr/kr/mens, Habmoaanock
YBEIMYEHUE JaCTOTHI FeNaTOUEUIIOIAPHBIX aIEHOM.

@i1ykoHa30i1, ¢ MeTabonuueckoil akTuBanuen uiu 6e3 Hee, Aall OTPHLATETLHBINA pe3yIbTaT B
TecTaX Ha MYTAareHHOCTh B YeTHIpeX wTammax S. fyphimurium W B CHCTEME MBIIIHHON
mumbpomsr L5178Y. Ilutoreneruueckue HCCIETOBAHUA in Vvivo (KIETKH KOCTHOTO MoO3ra
MBIIIEH [10C/I€ IEPOPaIbHOro BBeAcHHU (IyKOoHa30/a) U in vitro (de0BeYeCKHe JIUM(OLHUTEL,
MoJBeprIInecs BO3AeHcTBHIO ¢urykoHazona B jgo3e 1000 MKr/mMi) He moKas3ald HUKAKUX
IIPH3HAKOB XPOMOCOMHBIX MyTalU.

Ilpumenenue npu GepemerHHOCHU U 6 NEPUOO NAKMAUUU

bepentennocmo

Teparorenssie 3ddexTs

[ToTeHnMaNbLHEBIN BpeT JUIs 111012

ITpumenenue BO BpeMms OepeMEHHOCTH cleayeT mu30erath, 3a HCKIIOYCHHEM IAI[HEHTOB C
TSDKEJIBIMUA MUIM IOTEHIMAIBHO ONACHBIMM U1 JKU3HHM I'PUOKOBBHIMH HMH(EKLHUSIMH, Yy KOTOPHIX
GI1yKoHA301 MOXKET IPUMEHSITBCS, €CIIH OJKUAaeMasi 110J1b3a NPEeBBIIaeT BO3MOKHBIN PUCK I
nnona. Heckonpko OmyOTMKOBAaHHBIX OTYETOB O CIIydYasX OIMUCHIBAKOT KapTHHY OTYETIHMBBIX
BPOKIEHHBIX aHOMAJIHH y MJIaJICHLCB, IIOABEPIIIMXCSI BHYTPUYTPOOHOMY BO3IEHCTBHIO BBICOKOMH
11036l MaTepuHckoro (aykonasona (400-800 mr/nenp) B TedeHue OObIIEH YacTH MM BCETO
NEPBOr0 TPUMECTpa. OTH 3aperHCTPUPOBAHHBIE AHOMATHM AHATOTHYHBI TEM, KOTOpHIE
Habmojanuce B MCCICJOBAHUSIX HA JKUBOTHBIX. D(GEKTHBHbIE MEphl KOHTPALCHLUM CIIELYET
PacCMOTPETh y JKEHIIMH (EepPTUILHOrO BO3pacTa, KOTOPBIE MPOXOJAT JIEYEHHE MpernapaTom
®VIMC® B 103 400-800 MI/aeHs, 1 WX CleAyeT MPUAEPKUBATECS B TEYEHHE BCErO MEpHOJa
JeYeHusl U IpUMepHO B TeyeHHe 1 Hemenu (5—6 NMEpHOAOB HOJYBHIBEAEHHS) IOCIE IpHEMa
nocsieaueit 10361, Ecin @ VITUC® npuvensietcst BO BpeMs 6epeMeHHOCTH MM eciyi MalnueHTKa
3abepeMeHeNa BO BpeMs IIpHEMa IIpernapara, e CIeayeT MPOHH(GOPMHUPOBATE O IOTCHIIHATBEHON
onacHocTd Ay 1woaa. CrionTanHble abOPTEl U BPOJKACHHLIE aHOMATHU OBLIH IPEe/JO0kKEeHbl KaK
IIOTEHI[HAIBLHBIE PUCKHU, CBs3aHHBIE ¢ mpuémoM 150 Mr ¢ykoHa3ona B Ka4ecTBe OJHOKPATHOM
WM MHOTOKPATHOM J103bl B IICPBOM TPUMECTPE OEPEMEHHOCTH HA OCHOBE PETPOCHEKTUBHBIX
SNHUAEMHUOJIOTMYECKUX HcciaegoBaHuil. Her anexkBaTHBIX M XOpOWIO KOHTPOIMPYEMBIX
nccnenosanmit mpenapata ®VIIUC® y GepeMeHHBIX skeHITHH (cM. pasen «Ocobble yKazaHH»).
HccnenoBanus y monei

B oryerax o ciaydasix OIHCHIBAETCS XapaKTepHas U pe/iKasi KapTUHA BPOXkKIeHHEIX AedeKTOB cpeau
MITaJIEHIIEB, MaTePH KOTOPHIX norydany Beicokue 1036 (0T 400 1o 800 mr/nens) prykonazona B
TcYeHHE OOJBIICH YacTH WM BCEro IIEPBOro TpuMmecTpa OepemeHHOCTH. OcoGeHHOCTH,
Habmo1aeMble y 9TUX MIIAJICHIEB, BIIIOYAIOT Opaxuuedaiuio, aHOMalbHOE JIMI0, AHOMATBHOE
pa3BUTHE CBOJIa Yeperna. BONYBIO I1aCTh, UCKPHUBIEHHE O€JpeHHON KOCTH, TOHKHE pebpa H
JIUHHBIE KOCTH, apTPOrpPHUIIO3 M BPOXKACHHBINA IIOPOK cepaua. 21u 3G (eKTh aHaIOTUYHBI TEM,
KOTOpbIe HaOIIOAAUCh B UCCIIEAOBAHUAX HA KUBOTHBIX. DIUJAEMHUOIOTHYECKHE HCCIIEIOBAHUS
MIPeAToNaraT NOTEeHIIHATLHBIH PUCK CAMOIPOU3BOIBHOI0 ab0pTa U BPOIKISHHBIX aHOMATHH Y
MIIaJICHLIEB, YbH MaTepu noiaydanu 150 mr QirykoHazona B BUe OJHOKPATHOM MIIM MHOIOKPAaTHOH
JI03bl B TIEPBOM TPHMECTpE, HO ITH SMUAEMHOIOTHYECKHE WCCIEJ0OBAHUS OTPAHWYEHEI, H OTH
pe3ynpTaThl He OBUIH ITOATBEP)KAEHBI B KOHTPOJIMPYEMBIX KIIMHUYECKUX HCCIICIOBAaHUSIX.
Hccnenopanus y JKUBOTHEIX

@IryKOHa30J1 BBOJMJICA MEPOPATBLHO OEPEeMEHHBIM KPOJWKaM BO BPEMs OpraHOoreHe3a B JBYX
ucciaeqoBaHASX B mo3ax S5 wr/kr, 10 mr/kr u 20 mr/kr u 5 mr/kr, 25 mr/kr u 75 Mr/kr
COOTBETCTBEHHO. YBE/IMYEHHE Beca Marepd ObUIO HApylIEHO IIPU BCEX BapUaHTAX JIO3UPOBKH
(mpumeprO OoT 0,25 1m0 4 pa3 kmuHMuecko# 7036l 400 Mr Ha OCHOBE CpaBHEHHs ILTOIMIAIH
nmosepxHocTH Tenma [IIIIT]), a aboprel npoucxoaunu npu 75 mr/kr (upuMepHo B 4 pasa




xamHndeckoil 103el 400 Mr Ha ocuoBe IITIT); meGmarompusitHeX dddekToB Ais 1Ioga He
HabI01aI0Ch.

B HeckolIbKMX HCCIEJOBAHUAX, B KOTOPBIX OepeMeHHBIE KpBICHI MOJIydaid (IIyKOHA30II
IIEPOPaIbHO BO BPEMsl OPraHOIeHe3a, NPHUPOCT Beca Marepd ObLT HapylIeH, a BeC ILIAlEHTHI
yBemuuuica mpu 25 mr/xr. He 6puto Hukakux 3¢ dextoB Ha mnoa mpu 5 mr/kr wma 10 Mr/xr;
yBEIMYCHUE AaHATOMHYECKHX BapHaHTOB IUIOAa (CBEpPXKOMIUIEKTHbIE pebpa, pacimupeHue
IIOYEYHOM JIOXaHKH) U 3a[epKKHU OKOCTeHeHHs Habmoxamucs 1pu 25 mr/kr u 50 mr/kr u 6omee
BBICOKHX 7103ax. [Tpu 103ax ot 80 10 320 Mr/kr (mpumepHO B 2—8 pa3 60bIe KIMHUYIECKO#H T036I
400 mr nHa ocHoBe IIIIT) smbGpuoneranbHOCTE y KphIC OBUIA yBeIM4YEHA, a aHOMAJIMHU IUIOHA
BKIIFOYaJI BOJHUCTHIE pedpa, BOIYBIO NACTh H aHOMAIBHYIO KpaHHOpaAHaTLHYI0 0CCUDUKAIHIO.
Ot 3¢ deKTs CorimacyrTcs ¢ MHTHOMpPOBaHMEM CHHTE3a 3CTPOreHa y KPhIC M MOTYT OBITh
PE3yIbTATOM HU3BECTHBIX 3(Q(PEKTOB MOHMKEHHOTO 3CTPOreHa Ha OepeMeHHOCT, OpraHoreHe3 u
POJIEL.

Jlakramus

@JryKOHa30J1 IPHCYTCTBOBAJI B HU3KUX YPOBHSX B I'PYJAHOM MOJIOKE I10CJIE IIpPUEMa OJHOKPATHOM
710361 150 Mr Ha OCHOBaHMHM JAaHHBIX UccaeqoBaHUA 10 KOPMSITUX KEHITHH, KOTOPhIe BPEMEHHO
WA COBCEM TpEeKpaTHI¥ TPyAHOE BCKapMIIMBAaHME B TedeHHE OT S5 JHeit 10 19 mecsueB mocie
ponoB. PacuerHas cyrouHas no3a ¢uiykoHazona Ui MIAJEHLUEB H3 TPYJHOrO MOJIOKa
(mpenmonarasi, 4To cpeaHee TOTpedIeHHe MoJoka cocTaBmseT 150 MI/Kr/neHsp) Ha OCHOBe
CpeHeH MHKOBOH KOHIIEHTpauu B MoJioke (2,61 mxr/mi [aunanazosn: 1,57-3,65 mxr/mi| yepes 5,2
gaca nocie npuema 103sl) cocraBuia 0,39 MI/KI/aeHb, 9TO cocTaBisieT npudausuTensHo 13% or
PEKOMEH/IyEMOM AETCKOM J103BI A1 opodapuHreansHoro Kanauao3a. (MapkupoBaHHas aeTckas
Jl03a cocTapisger 6 MI/KI/JeHb B NIEPBBIA [eHb, 3aTeM 3 MI/KI/IEHb, pacyeTHas HeTcKas J03a
coctaBisieT 13% or nomnepxuBaromiedf o036l 3 Mr/Kr/nenb). Her gaHHBIX 00 YpOBHSX
(aykoHa3zona B MOJOKE IOCe MHOTOKPATHOTO TIPUMEHEHHS MITH IT0Cie TpHueMa OO0JIBbIIOH H036I
(daykonazona. OnyOnukoBaHHOE HccieloBaHHe 96 KOPMSILIHX TIPYAbI0 JKEHIIMH, KOTOpLIE
neuunuck Gurykonaszonom 1o 150 Mr gepe3 jiens (B cpennem 7,3 Kancyns! [amanason ot 1 go 29
Kancym|) OT KaHaua03a TPYIH, CBI3aHHOTO C JIAKTAlMeil, He BBISIBHIO CEPbE3HBIX MOOOYHBIX
peakumii 'y muageHueB. CieayeT IposiBISITH OCTOPOXKHOCTh IIPH HA3HAYCHMM IIpernapara
DO VYIHUC® xopMsameii JKeHITHHE.

DepTUIEHOCTD

@I1yKoHa30]1 HE B HA (PEPTUIBHOCTH CaMIIOB ¥ CAMOK KpPbIC, KOTOPHIM BBOAMIIH [1EPOPAIHHO
eKeTHeBHbIe 0361 5 Mr/Kr, 10 Mr/kr wmm 20 MI/KT WM mapeHTepaTbHO S MI/KT, 25 Mr/kr wmm 75
MI/KI, XOTS HadajJo poJAoB Obulo HeMHOro 3aaepskaso npu 20 wmr/kr nepopansHo. B
NIepUHATAIEHOM HCCJISI0BaHMHA BHYTPHUBEHHOIO BBeACHHS KpbicaM npu S5 mr/kr, 20 mr/kr u 40
MI/KI IHCTOLHMS ¥ NPOJUIEHHE POIOB HaOIIOAAINCEH Y HECKOIBKHAX caMOK 1mpH 20 MI/kT (prMepHO
B 5-15 pa3 Gonpme pekoMeHAyeMO# H03bI /Uit denoBeka) U 40 MI/Kr, HO He HpH 5 MI/KT.
Hapymenus B ponax oTpaxaiuch B HEOONBIIOM YBENHYEHWM YHCIa MEPTBOPOIKIEHHBIX
JAETECHBIIIEH W CHMJKEHHM HEOHATAJIbHOM BBIKMBAEMOCTH IIPH 5THX YPOBHSX 103. DddekTsr Ha
POABI y KpBIC COIJIACYIOTCS C BHAOCHEHM(PUYECKUM CBOWCTBOM CHIDKEHHS 3CTPOreHa,
BBI3BIBAEMBIM BBICOKHMM JI03aMH  (IyKoHa3ona. Takoe TOopMOHANIEHOE W3MEHEHHWe He
Ha0I0AaJI0Ch Y JKCHIIHUH, JICYHBIIUXCS (IYKOHA30I0M.

Bauanue na cnocobrocms ynpasiames aémompaHcnopmom u Opy2umMu MexaHusmamu

IIpu ynpaBieHUH TPAHCIIOPTHEIMY CPEACTBAMY UM paboTe ¢ MEXaHU3MaMHU CIeyeT YUUTHIBATE,
9YTO MHOT/A MOTYT BO3HHKATh TOJOBOKPYXEHHE WM cynopord. IlanieHTaM peKoOMeHIyeTcs He
YIpaBJIATh TPAHCIIOPTHEIMU CPE/ICTBAMH MM paboTaTh ¢ MEXaHH3MaMH, TIOKa OHW He Y3HAIOT,
KaK Ha HuX BimsieT npenapat @ VI[UCY,

Ilepeno3upoBka



IToctynaim  coobmeHus O  HepeJo3UpoBKe  (PIyKOHA30J0M,  CONPOBOMKAABLIEHCS
Ta/UTIONIMHANASAMH M TTapaHOW/IaTbHEIM ITOBE/IEHUEM.

B ciyuae nepeo3upoBKH cleyeT HayaTh CHMITOMAaTHYECKOe JledeHHe (C MOIIep KUBAIOIIIMHU
MepaM# W MPOMBIBAaHHEM XKeIyJKa, €CITH 3TO KIIMHAYECKH IT0Ka3aHO).

@1yKOHA30]I B OCHOBHOM BBIBOJHUTCS C MOYOM. 3-4acOBOI ceaHc reMo/Inann3a CHHKAaeT YPOBEHb
B MIa3Me npuMepHo Ha 50%.

VY Mple# ¥ KphIc, MOMYyYaBMIAX O9€Hb BBICOKME 03B UIyKOHA30J1a, KiIuHIHYecKue 3 (eKTs y
000X BUJIOB BKJIIOYAIM CHHKCHHUE MOTOPUKH M JBIXaHHS, IITO3, CI€30TeUeHHE, CIIOHOTEUEHHE,
HeJIepyKaHue MOYH, TIOTEPIO pediekca BEIMPAMISHHS W IIHaH03; CMEPTH HHOTIa IIPeANIeCcTBOBAIN
KJIOHUYECKHUE CYAOPOTH.

@opma BbIMYCKA
Ilo 4 tabnerku B Ommcrepe, mo 1 Onucrepy BMecTe ¢ MHCTPYKUHEH IO MEIUITMHCKOMY
IPUMEHEHHIO B KapTOHHOMH yHaKoBKe.

YcaoBusi XpaHeHHs
XpaHHATh B CyXOM, 3alIMIIEHHOM OT CBETa MECTe MpH TemrepaType He Beime 25°C.
XpaHUTh B HEJOCTYIIHOM JJIS IeTell MecTe.

CpoK rogHocTH
4 rona.
He npumensTh 110C)Ie HCTEYEHUS CPOKA TOTHOCTH.

YcioBus 0TOyCKA H3 anTeK
ITo peuenty

IIponsBoauTenn
Kusum Healthcare Pvt. Ltd.

Alpec Hpou3BOACTBA
SP-289(A), RIICO Industrial Area, Chopanki, Bhiwadi, Dist. Alwar (Rajasthan), Unaus

HanmeHnoBaHHe W ajpec OpraHu3aluH, NPHHHMaKeH npereH3ud (DpelioKeHHs) IO
Ka4ecTBY JIeKapCTBEHHBIX cpeicTB Ha TeppuTopnu Pecnybnnkn V3oekncran

HIT OO0 «BARAKA DORI FARM»

100022, r. TamxenT, SIxkacapaiickuit paiio, yi1. Knank Xamka Mym 91

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

Cort.: + 998 93 388 87 82

E-mail: pv@kusum.uz

Web-caiit: kusum.uz



