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HHCTPYKIUSA ITO MEJHIITUHCKOMY ITPUMEHEHHIO
oyHuc®

Toprosoe Hassanue npemapara: Oynuc®

JeiicTeyromee Bemecrso (MHH): ¢uryxonazon

JlekapcTBennas popma: TabieTKu

Cocras:

Kaxas TabmeTka coepKur:

axmugroe geujecmeo. Gpiaykonaszon 150 mr;

gcnomozamenvrvie  6ewecmeéd: 1ENTON03a MuKpokpuctammmueckas (PH102), makTossr
moHoruapat, noBuaoH K-30, M30npoNMIOBBIA CHOMPT, OYMINEHHBIH TalbK, MarHus creapart,
Harpust kpaxmanrmkosr (Tum A), HaTpust KpockapMeruiosa.

Onuncanne: Oenble, KPyrible, ITOCKAE CO CKOIIEHHBIMU KpassMi TabIeTKH, ¢ IUHUEN pa3joMa Ha
OJIHOH CTOpPOHE.

®apmakoTepaneBTHyeckas rpynmna: [IpotuBoMukpoOHEIe TIpenapaThl CUCTEMHOTO JAEHCTBHSL.
ITporuBorpubKxoBuIe npenapartsl CUCTEMHOTrO AeicTBus. IIponsBoanbie Tpraszona. OIyKoHa30I1.
Kon ATX: J02ACO1

®apmaxo.ioruyecKne cBoiicTBa

DapmMakoOuHaMUKa

MexanusM aeicTBUS

@®yKoHA30T SABNSETCS BBICOKOCENEKTHBHBIM WHTHOWUTOpOM depMeHTa maHoctepon 14-a-
JleMeTuIa3sl HuToXpoma rpudka Paso. 10T depmeHT npeobpazyer JaHOCTEPOl B 3ProCTEPOIL.
[Tocmexytomas moTeps HOPMAaNbHBIX CTEPONIOB KOPpEIMpyeT ¢ HakomeHueM 14-o-
METHJICTEPOJIOB B rpudKax, 4YTO U MPOSBIAETCS (PYHIHCTATHIECKOI aKTHBHOCTEIO (pIryKOHa307a.
JeMeTHIMpOBaHHe KJIETOK MJIEKOIIMTAOIIMX ropas3/l0 MEHEe YyBCTBUTEIBHO K HHTMONPOBAHUIO
(hyKoHa307T0M.

Pe3ucTeHTHOCTh

XOopomo H3BeCTHA BO3MOKHOCTH pa3BUTHs PE3UCTEHTHOCTH K (aykoHasoiy. I'pubkoseie
U30JIATHl, AEMOHCTPUPYIONNE CHIKEHHYIO 4YBCTBUTEILHOCTh K JPYTUM a30JiaM, TAK)KE MOIYT
JIEMOHCTPUPOBATh TOHIKEHHYIO BOCIPHUMYHMBOCTE K (aykoHasomy. YacTtoTa pasBUTHA
JIEKApCTBEHHOH YCTOHYMBOCTH Ul Pa3/IMYHBIX I'PHOOB, B OTHOLIEHMH KOTODHIX IIOKA3aH 3TOT
Ipenapar, HeU3BeCTHA.

Pe3ucTeHTHOCTE K (IIyKOHA30Ty MOXKET BO3HUKHYTH H3-3a H3MEHEHUS Ka4eCTBA MIJIM KOJIMYECTBA
uesieBoro gepmenTa (J1anocrepon 14-o-gemMeTunassl), CHUKEHMS JOCTyIlAa K MHIIEHH IIpenapara
WM HEKOTOPOH KOMOMHAIIMH STUX MEXaHH3MOB.

Toueunsle mytanuu B rege (ERG11), konupyromem ueneBoi GpepMeHT, NIPUBOISAT K U3MEHEHHIO
MUIIEHH C TOHIWKEHHBIM CpoAcTBOM K aszonam. Csepxokcnpeccuss ERGI1 npusomur K
00pa30BaHMI0 BBICOKMX KOHIEHTpalWii meneBoro ¢epmeHTa, WTO CO3/1aeT HEOOXOAMMOCTH B
Oonee BBICOKHX BHYTPUKJICTOUYHBIX KOHIEHTpAlMsAX IIpenapara Ui MHIMOMpOBAaHMsA BCEX
MOJIeKy] (pepMeHTa B KIIETKE.

BTopoif OCHOBHOW MeXaHHW3M II€KapCTBEHHON YCTOMYMBOCTH BKIKOYaeT AKTUBHBIA OTTOK
(i1yKOHa301a U3 KJICTKH [IOCPEICTBOM aKTHBALMK JBYX THUIIOB TPAHCIOPTEPOB MHOXKECTBEHHOI'O
OTTOKa NEeKapCTBEHHBIX CPEJICTB: OCHOBHBIX MOCPEAHHMKOB (Koaupyemelx reHamu MDR) u
cynmepcemeiicta AT®-crsa3pBaromux kacceT (koaupyemerx reHamu CDR). [loermenue




perynsaiun resa MDR NIpHBOAUT K pe3MCTEHTHOCTH K (DIYKOHA30/Iy, TOrJa Kak IOBHIIIEHHE
perynasauuyu reioB CDR MokeT IpuBecTH K pe3UCTEHTHOCTH K HECKOJIBKHUM a301aM.
Yeronunsocts y Candida glabrata 06srvH0 BKITFOYaeT MoBBIIIeHHE peryisiuuu reaos CDR, uto
MPUBOANT K PE3MCTEHTHOCTH K HECKOJIBKUM azoiaM. Jisi M30i1Ta, y KOTOPOro MHUHHMAJIbHAS
uarubupyromas korueHrpauusi (MUK) oTHOCHTCS K KaTeropuu mpoMexyTouHoit (ot 16 g0 32
MKI/MJI), peKOMEHIyeTCs caMast BEICOKast J103a (uryKoHa30a.

AHTUMHKPOOHAS aKTHBHOCTh

Breulo mokaszano, 4rto (IyKOHA301 AKTUBEH MIPOTHB OONBINHHCTBA WM3OJNATOB CIEAYIONIHX
MHUKPOOPTaHM3MOB KaK 71 Vifro, Tak U MpU KIMHUIECKUX HHPEKIIUIX.

Candida albicans

Candida glabrata (MHOTHE H30TATH HMEIOT MPOMEKYTOTHYIO UYBCTBUTEIBHOCTS)

Candida parapsilosis

Candida tropicalis

Cryptococcus neoformans

Crnenyromye JaHHBIE i Vilro JOCTYIHBI, HO UX KJIMHHYECKOE 3HAUYCHHE HEn3BecTHO. [To kpalinei
Mepe 90% u3 crenyromux rpudoB JeMOHCTPUPYIOT in vifro MUK, MEHBIIYIO UK paBHYIO TOYKE
YyBCTBUTEILHOCTH JUIsl (IyKOHa30la TMPOTHB H3OIATOB AHANOTMYHOTO pOJA MM IPYIIIEI
opranu3MoB. Opnako 3(dexTrBHOCTS (pIyKOHA301a NPH JCYCHHH KIMHUYECKUX HH(EKIHH,
BBI3BAHHBIX 9THMH IprOaMu, He ObLIa yCTAHOB/IEHA B a/IEKBATHEIX M XOPOIITO KOHTPOJIUPYEMBIX
KJIIMHUYECKHUX HCCIIEI0BAHUAX.

Candida dubliniensis

Candida guilliermondii

Candida kefyr

Candida lusitaniae

Candida krusei cieyeT cYMTaTh yCTOWYMBEIM K (hiaykonaszomy. Ycroitumsocts C. Arusei, 1o-
BHIUIMOMY, 0DYCIIOB/IEHA CHIDKEHHEM YyBCTBUTEILHOCTY LIEIEBOr0 ()epMeHTa K HHTHOUPOBAHUIO
areHTOM.

DapMaKoOKUHEMUKA

®apmakoxkuHeTndeckue cpoiictBa (OK) QuykoHazona cxoxu Iocie BHYTPHBEHHOTO HITH
[EPOPAILHOrO  BBEASHMA. Y  370pOBBIX J0OpOBOMBLEB OHOZOCTYHIHOCTh I[IEPOPAIBLHO
npumenseMoro (uykoHaszojna cocraBisieT Oosee 90% 1O CpaBHEHWIO C BHYTPHBEHHBIM
BBE/leHMEeM. BHOSKBHBaNeHTHOCT OBUTa ycTaHOBjeHA Mexay Tabierkoir 100 mr m obeumu
KOHLEHTPAUMIMHU CYCIIEH3HH IIPH BBEJACHMH B BH/E OJTHOKPATHOM 10351 200 Mr.

ITocne mnepopansHOro mnpuéma nuKOBble KOHUEHTpauud B IU1as3Me (Cmax) Y 310pOBBIX
J00pOBOJIBIIEB HATOMIAK JOCTHTalOTCS Mexay 1 m 2 d9acaMH C KOHEYHBIM IEPHOIOM
TIOJTYBRIBEICHMS U3 IUIa3Mbl npudimmsuTensHo 30 gacos (auanaszon: ot 20 a0 50 gacos).
VYeToiunBEIe KOHIIEHTPAITMH JOCTUTAIOTCS B TedeHne 5—10 qreil mocsie nepopanbHeIX 103 0T 50
10 400 Mr oauH pa3 B eHb. BBeaenue yaapHoii 10351 (B IEPBEIi IEHB), B /IBA pa3a MPeBHIMIAOIIEeH
OOBIYHYIO CYTOYHYIO 103y, IPUBOJUT K KOHLEHTPALMAM B IJIa3Me, OJIM3KUM K PABHOBECHEIM, Ha
BTOpO# neHb. Kaxymmuiics o6vem pacmpeneneHus (IyKoHa3oja NpuOIMKaercss K o0meMmy
0bveMy BoaBl B opranusMme. Csi3biBanue ¢ Oenkamu miasmbl Huskoe (ot 11 mo 12%). ITocne
OTHOKPATHOTO MM MHOTOKPATHOI'O NIpUEeMa BHYTPb B TeucHue 14 nHe# (ayKoHA301 IpOHUKAET
BO BCE€ HCCIEAYEMEBIE JKMIKOCTH OpraHu3Ma (CM. Tabmuiyy HIKe). Y 3/I0pOBBIX JO0OPOBOJIBLEB
KOHIIEHTpauK (DIyKoHa30J1a B CIIHOHE OBUIM PaBHEI MJIM HEMHOT'O IPEBBIIAIH KOHIIEHTPAIINH B
[j1asMe He3aBHCHMO OT JI03Bl, NMYTH HWIA TPOJOJDKATETFHOCTH TpHema. Y MALHEHTOB ¢
OpOHX03KTa3aMHi KOHLEHTPaUuH (PIyKOHA30J1a B MOKPOTE I10C)Ie OAHOKPATHOTO MpHeMa BHYTPh
150 mMr 6BUTH paBHBI KOHIIEHTPAIMSM B TITa3Me Kak yepes 4, Tak u yepes 24 yaca 1ocie npueMa.
Y nauueHTOB ¢ IPHOKOBBIM MEHHHIMTOM KOHIEHTpAIWH (IyKOHA307a B CIHHHOMO3TOBOM
xuakocty (CMIXK) cocrasmsaror npudbimsutensHo 80% 0T COOTBETCTBYIOLIMX KOHUEHTpALWH B
IIasme.




OxHOKpaTHas nepopaibHas g03a (iykoHaszona 150 mr, BBefieHHas 27 nmanueHTaM, IPOHUKAET B
TKaHb BIIArajuIg, B pe3yJbTaTe Yero COOTHOLIEHHE TKaHb: Iu1azMa BapeupyeT ot 0,94 10 1,14 B
TedeHue neperix 48 yacop nocie npuema. OqHOKpaTHAs NepopaibHas 1o3a giaykoHaszona 150 mr,
BBeJIeHHAs 14 manWeHTKaM, TPOHWKAeT B BarMHAIBHYIO JKHIKOCTh, B pe3ylbTare 4ero
COOTHOIIIEHHE KUAKOCTL: I1a3Ma coctasiseT oT 0,36 1o 0,71 B TeyeHue epREIX 72 9acoB IIOcCie
[IpUeMa J103bl.

Jlaraple Cmax m AUC, mosydeHHble B XOJ€ HCCIEJ0BaHUS BIMSHMS [HMIIM Ha TEpalMio,
BKmouaemero npuem Tabnerox @ YIIMC® (dpaykorasona) 310poBBIMHA JOOPOBOIBIIAMH HATOMIAK
¥ C KUPHON MHUOIel, MOKa3ald, YTO BO3JEHCTBHE Iperapara He 3aBUCHT OoT numu. ITosTomy
®VIC® MOXKHO IPUHAMATH HE3AaBHCHMO OT IIPUEMA TIHIIH.

PR T CoorHOmIEHHE KOHUEHTpaua
¢aykoHazona B TKaHH (GKHAKOCTH) /
KHAKROCTH nmiasme*

* OTHOCHTENBHO KOHLEHTpalldii B IUla3Me y JHIl C

HOpMaJIbHOH (PyHKIIMEH ITOYeK.

+ HezaBUCHMO OT CTENIEHH BOCIIANIEHUS MO3TOBBIX 000I0Y€K.

CHIMHHOMO3T0BAasI 0.5-0.9
SKAIKOCTET

Cmona 1
Moxkpota 1

Kunxocts Bongeips 1

Moua 10
Henospexaénnas 10
KoXa

Hortn 1
KuakocTs Bomasips 2
Txanu Braramuma 1

JKunkocts Braranuma 0.4-0.7

Cpeauuii kKimpeHc y B3pocisix cocraimsier 0,23 (17%) mn/mMus/Kr. YV 310poBBIX 10OPOBOIBIER
(yKoHA30J1 BBEIBOJMTCS B OCHOBHOM IOYKAMH, TpH 3ToM mpuMepHO 80% BBEAEHHOH 103HI
BBIBOJIUTCS C MOYOM B HenzMeHeHHOM Buze. Okoiio 11% 03Bl BBIBOOMTICS C MOYOM B BHIE
MeTabOoIHuTOB.

dapmakoKMHeTHKA (IYKOHA30J1a 3aMETHO 3aBUCUT OT CHIDKeHHUS QyHKIUK nodek. CyImecTByeT
oOpaTHasi 3aBHCUMOCTb MEXIY IEpHOJOM IIOJIYyBBIBEACHHUS M KIMPEHCOM KpeaTwWHHHA. Jlo3y
npemapata ®YIIMC® moxeT moTpe6oBaThCA YMEHBINNTE Y TAIMEHTOB C HApyIIeHHeM QYHKIHH
noyek (cM. pazgen 4.2 Ciocod NpUMEHEHUs U JO03b1»). 3-4acOBOM CEAaHC IeMOJMalln3a CHIKAET
KOHIIEHTPALUIO B IU1a3Me npumepHo Ha 50%.

Hayuenmur demckozo 6o3pacma

VIMeroTCs OrpaHMYeHHbIE JaHHBIE y AIMEHTOB B Bo3pacTe oT 61 qHA 10 MeHee 9 Mecsnes.



Y nau@eHToB JeTCKOr0O BO3pacTa (HeJOHOIIeHHbIE; TeCTAMOHHEIN BO3pacT oT 26 10 29 Hexelnb U
NIOCTHATAJILHBIA BO3pacT OT pokaeHus 10 1 aHs) cpenuuil (%cv) KIMHpeHe B TeueHHe 36 yacom
nocsie poxxaenust coctasuit 0,180 (35%, N=7) Mi/MHHB/KT, KOTOpBIil yBETHYHABAJICH CO BpEMEHEM
1o cpenHero 3Havenus 0,218 (31%, N=9) mu/mun/xr uepes 6 aueit u 0,333 (56%, N=4) mi/Mun/kr
depe3 12 qHeil. AHATOTHYHO, TIEPHOJT TOJTYBBIBEICHHS COCTAaBHII 73.6 4aca, KOTOPHIif yMeHbIIancs
CO BPEMEHEM JI0 cpeJHero 3HadeHus 53.2 yaca uepe3 6 aueit m 46.6 yaca gepes 12 nueid. B
KCCIIEI0BAHNH 13 TalMeHTOR JETCKOro Bo3pacta (HEJOHOIIEHHLIE M JOHOMIEHHBIE IETH CO
CPEAHHM reCTallMOHHBIM BO3pacToMm 37 Henenb, AuanazonoM GA ot 24 1o 39 Hexellb; CpeHUM
MOCTHATaNbHEIM Bo3pacToM [PNA] 19 aueii, ananazonom PNA: ot 5 no 262 areit) 12 muaaeHes
NOJIyYHJIH YIOApHYIO 103y 25 mr/kr, u 9/12 (75%) mocturim AUCO0-24 >400 mr*u/n B TedeHue
nepebixX 24 gacos. [lomyssiuuonnas gapMakoKUHETHUECKAs MOJIENb C HCIOIb30BAHUEM JaHHBIX
55 manmenToB netckoro rozpacta (GA ot 23 mo 40 Hezmens, PNA ot 1 10 88 ameit) mokazana, 4ro
yZAapHas 103a 25 Mmr/kr Heobxoauma it noctmkerns nenesoit AUC >400 mr*u/n B Teuenue 24
9acoB IIOCJEe Hayalla TepalMd Yy IAUMeHTOB JETCKOTO BO3pacTa MIajiie 3 MeCSILEB.
[opnepkusaromas 103a 9 MI/Kr B JeHb JOJDKHA HCIONB30BATHCS y JeTel, pOIMBIIHXCA C
recTalliOHHBIM Bo3pacToM MeHee 30 Hememb, W 12 MI/Kr B JeHB y JieTell ¢ recTalHOHHBIM
BO3pacToM, paBHEIM urd mpesblimawmuM 30 Henens (cM. pasugen 4.2 Crocod mpuMeHeHHs U
J103B1»).

[Tomynsmmonnas (papMakOKMHETHYECKAss MOAEIb C HCIONb30BaHWEM NaHHBIX 21 pebeHka B
BO3pacTe OT POXKIAEHHS 10 17 JeT, KOTOPEIM NPOBOAMIACH IIOICPIKKA IKCTPAKOPIIOPATLHOM
meMOpanHoi okcurenamu (OKMO), u 19 gereit 6e3 DKMO B Bo3pacTe OT poskaeHHs 10 2 JIET
IoKa3sana, YTO KJIMPEHC OBUI CBS3aH C CHIBOPOTOYHBEIM KPeaTHHHHOM, B TO BpeMs Kak Goiee
BBICOKMH 00BeM pacnpefeieHus ObUT CBsi3aH ¢ Hammuwem mojaepxkkn DKMO. MeauaHHbLH
00neM pacnpesieneHns coctaBui 1,3 w/kr y gereit ¢ DKMO u 0,9 /KT y TeX, KTO HE HCIIOTH30Ba
SKMO. MozgenupoBanue mokasano, 4To Juld A0CTHKeHHs neiesoro 3xadeHus AUC0-24 >400
Mr*9/11 B TedeHHe nepBeIX 24 yacoB y gereif, Haxosmuxcs Ha DKMO, neobxoamma yapHas 103a
35 mr/kr (M. pazaen 4.2 «Crocod npuMeHeHuUs U 0351»).

Layuenmer nodxicunozo 6ozpacma

dapMaKOKHHETHYECKOE HCClIe0BaHHe OBIIO IPOBEICHO ¢ ydacTHeM 22 MAIlHEeHTOB B BO3pACTE
65 j1eT ¥ cTapie, MOMYYaBIINX OJHOKPATHYIO EPOPAbHYIO 103y (uykoHasona SO Mr. JlecaTs u3
9THX NallMeHTOB OJHOBPEMEHHO NIPHHUMAIA IUYpPeTHKH. Cmax cocTaBmia 1,54 Mxr/mu u
aocturanach yepes 1,3 gaca mocne npuema 10361 Cpearee 3aagenne AUC cocrasuno 76.4 + 20,3
MKI*4/MJI, @ CPEJHHH KOHEYHEIN IEpHO MOTyBHIBEAEHHs cocTaBmI 46,2 gaca. DTH 3HAYCHUS
(papMaKOKMHETHYECKUX MapaMEeTPOB BbIlE, YeM AHAIOIMYHLIE 3HAYEHHMs, TOTYYeHHBIE UL
30POBBIX MOJIOJBIX J00POBOJIBIEB My)KCKOro roa. COBMECTHBIH [IpHeM AUYPETHKOB HE OKa3a
cymecTBeHHOTO BIustHUS HAa AUC mimm Cmax. KpoMme Toro, xmupenc xpeatuauna (74 miy/Mus),
IPOLEHT Mpenapara, BOCCTAHOBIEHHOTO HeM3MEHEHHBIM B Mode (oT 0 mo 24 wacos, 22%), u
OLIEHKHM [M0YeYHOro Kimpenca daykonasona (0,124 MI/MHH/KT) y TOXKHUIBIX JIFOAEH OBUIH B LIEI0M
HIDKE, YeM Y MOJIOIBIX T00poBobes. Takum 06pazom, H3MeHeHHe paciipe/enenns GayKoHa3ona
Y HOXMIBIX JIFOJCH, O-BHAUMOMY, CBA3aHO CO CHIDKEHHON (yHKIHMel moYeK, XapakTepHoi 11
9TO# rpynmbl. ['paduk KOHEIHOro nmepruoja IOIyBBEIBEAEHHUS KaXKA0TO CYOHEKTa B CPaBHEHHH C
KJIMPEHCOM KpEeaTHHHWHA 10 CPAaBHEHMIO C IIPOIHO3UPYEMOM KPUBOH I1€PHO/Ia MONYBEIBEICHUS -
KIMPEHC KPCaTHHHUHA, IIOJIYY€HHOH OT 3/I0POBBIX CYOBEKTOR M CYOBEKTOR C Pa3IMIHOM CTEIIEHBIO
MOYETHOH HeTOCTATOYHOCTH, ITOKa3ail, 4To 21 u3 22 cyObeKToB monam B 95% JoBepuTeTbHbIH
UHTCPBAJl IPOrHO3UPYEMBIX KPHBEIX IIEPHOJa TONYBBIBEJCHUS - KIMPEHC KpeaTMHWHA. DTH
pe3ymhTaThl  COINACYHOTCA C THIOTE30M O TOM, 4YTO 0O0Nee BHICOKHE 3HAYCHHS
(apMaKOKHHETHIECKHX TIAPAMETPOB, HAONIOZAEMBIX Yy NOKWIBIX JIOAEH 110 CPaBHEHMIO C
HOPMaJIbHBIMH MOJIOABIMH JOOPOBOJIBIIAMHI MYKCKOTO TT0J1a, 00YCIIOBICHBI CHIKEHHEM (DYHKIHH
I10Y€K, KOTOPOE 03KUAACTCS Y TIOXKHIIBIX JHOIEH. '



Iloxa3zanusi K npEMeHEeHHI0
®VIIMC® mokasan npu e yIOMEX IPAOKOBBIX MH(EKUUSIX Y B3POCIBIX (CM. pa3jen
«DapmMaKoJUHAMUKAY).

e OcTpblil BarMHATBHBIA KaHH103, KOTIa MECTHAS TEPAIlUs HelleJecoo6pa3na.

e Kanaunosnsli 6ananuT npu Henenecoodpa3HOCTH MECTHOM TepanuH.
Tepanust MOXKET 6BITH HawaTa JO TOrO, KAK CTAHYT M3BECTHBI PE3yNBTATHI KYTbTYP M APYTHX
7abOpaTopHBIX MCCIE0BAHMH; OAHAKO, KAaK TOJBKO O5TH PpE3yJbTaThl CTAHYT M3BECTHEL,
IPOTHBOTPUOKORAS TepanHs J0JKHA OBITH COOTBETCTBYIONIIAM 06pa3oM CKOPPeKTHPOBAHA.
Crenyer y4yuTBIBaTh O(QHIMANBHEIE PEKOMEHJALMM II0 HAAIEKANIEMY MCIOTH30BAHHIO
IIPOTHBOTPUOKOBBIX [1PENapaTOB.

Cnoco6 npuMeHeHus M 10351

Jlo3uporka

Bapocnvre

OnnoxpartHas q03a coctaBiisieT 150 mr.

Oco0ble rpyIE MAIMERTOR

Hooicunvie nayuermor

Ecnn HeT Mpr3HaKoB NOYeYHOH HeJOCTATOYHOCTH, ClIe/IyeT MPUMEHSTH COTTACHO PEKOMEHIAINH
110 0OBIYHOH J103UPOBKE.

Iloveynas nedocmamoynocnme

®JIyKOHA30I MPEUMYNIECTBEHHO BBIBOMMICSA C MOYOH B HEH3MEHEHHOM BHE. KoppeKTHpoBOK
NPHA OAHOKPATHOM Tepaluu He TpeOyeTcs.

H(:"-IEHO’{IICUI He()OCIﬂaﬂ?()'-IHOCINb

HMwmeroTest orpaHdveHHbIE aHHBIE O MaIleHTaX C HEYECHOYHOH HEJO0CTATOYHOCTBIO, TTO3TOMY
(ayxonazon crnenyer Ha3HaYaTh C OCTOPOIKHOCTHIO TIAIMEHTAM C HapylIeHHeM (yHKIAH IIeYeHH
(cm. paznenst «Ocobrie yxazanusi» u «IJo0o4dHbIE AEHCTBHAY).

Hayuenmer 0emcxozo 6o3pacma

BesomacHocts U 3¢ eKTHBHOCTD NPH NOKA3aHHAX K TEHATATHHOMY KaHAHMI03y y AETell He
YCTAHOBJIEHBI.

Texymue nocrynHele JaHHBIE B OTHOLIEHWH JAPYTHMX TEJAMATPHYECKHUX [OKA3aHHI OIMCAHEI B
pazzene «l[loGounnie neiictBusy. Ecim tpebyercst nedenwe moapoctkoB (ot 12 go 17 IIeT),
JI03UPOBKa J0JDKHA OBITH TAKOM JKe, KaK y B3POCIIBIX.

Cnocob mpumeneHus

Tabnerku ciieqyeT npornaTeBaTh NETHKOM U IPHHAMATH HE3aBUCHMO OT IIpHEMa TIHIIH.

IToGounble KeficTBASA

Ipenapat @ YLIMC® 06bIMHO XOPOIIO TIEPEHOCHTCS.

YV HEKOTOPBIX MAI[MeHTOB, OCOOCHHO C Cepbe3HBIMH (DOHOBEIMH 3a00JICBAHHAMH, TAKHMH KaK
CIIA/ 1 pak, Ha0/OJ/IACH H3MEHEHNUS B Pe3yTbTaTaX (JyHKIMOHAIBHEIX TECTOB 04K H KPOBH,
a TaKKe IEeYEeHOYHBIC HAPYLICHHsS BO BpeMs JIEYeHMS (IYKOHA30JIOM W CpPaBHUTEILHBIMH
IpernapaTaMy, HO KIIMHUYEeCKOe 3HAYEHHUE U CBA3b C JICYCHUEM HESCHEL.

Hocmmapremunzogviii onvim

Kpowme Toro, B TedeH#e NOCTMAapPKETHHIOBOTO ONBITA HAGIONAMMCH CIeTYIOMHe HeKelaTe bHbIE
SIBJICHUSL.

Hapywenus co cmoponst ummynnotl cucmemvr: B peIKUX CIydasx coobimanocs 06 anaguIakcuu
(BKIIKOYasi aHTHOHEBPOTHUYECKHH OTEK, OTEK JIMIA ¥ 3Y).

Obwue napywenus u peaxyuu 6 Mecme 66e0eHuA: ACTEHHs, YTOMIISIEMOCTS, JIMXOpajiKa,
HEIOMOTaHHe.

Hapywenus co cmopoust cepoya: ynminenne urtepBana QT, jxKelly10ukoBas TaxuKapIus THIIA
KIHAPYIT.

Hapywenus co cmoponut nepsnoii cucmentvi: CyI0pory, rolI0BOKpYKeHHE.



Hapywenus co cmoponsl Kposu u aumamuyeckoi cucmemvl: JIEHKOIEHHS, BKIIOYAs
HEMTPOIEHUIO ¥ arpaHyJIOLHUTO3, TPOMOOLUTOIIEHHUS.

Hapywenus co cmoponst memabonusma: THIEPXOJICCTEPHHEMHS, THMIIEPTPUIIIHIIEPHIEMHA,
THIIOKaJIMEMHUSL.

Kenyoouno-kuwieynvle Hapyuienus: XolecTas, CyXOCTb BO PTy, TIeNaTOIELTIONApHOe
LOBpEK/IEHHUE, AUCIIETICHS, PBOTA.

Hapywenus co cmoponel opanog 4yecme: A3BpalieHnue BKyca.

Hapywenus co cmoporvt MblutedHO, CKe1emHOU U COCOUHUMENbHOT MKAHU: MAAIITHS.
Hapywenus co cmoponwr nepenoi cucmemor: 6€CCOHHUIA, MAPECTE3Us], COHIMBOCTB, TPEMOP,
BEPTUTO.

Hapywenusa co cmopoubr Kodcu u nOOKONCHOU KAem4amKu: OCTPEIA IeHEpPAlM30BAHHEIN
9K3aHTEMATO3HEIM IIYCTYJIE3, JIEKAPCTBEHHAS CHINb, BKIIOYas QUKCHPOBAHHYIO JTEKAPCTBEHHYIO
CHIIb, MOBBIMIEHHOE IOTOOT/AEICHHUE, IKC(OINAaTUBHBIEC KOXKHEIE 3a00JIeBaHUs, BKITIOYas CHHIPOM
CruBenca-/>KOHCOHa M TOKCHYECKHH STHIEPMATbHEIN HEKPOJIN3, JIEKAPCTBEHHAS DPEaKLUs C
sosuHOGmmMed u cucremMHeiMM cumnrTomMamu (DRESS) (cm. pasgen «OcoOble ykazausy).
aJIoTIeLHsl.

Ilo6o4HEIE peakIMy Y NAUHEHTOB AETCKOr0 BO3pacTa

Xapaktep # uacToTa MOOOYHBIX 3(Q(PEKTOB M OTKIOHCHHI 1a0OpPaTOPHBEIX IIOKA3aTelel,
3apErHCTPHPOBAHHAIX B X0J€ KIIMHMYECKUX HCIBITAHUHN Yy JeTel, COMOCTABUMEI C TAKOBBIMH Y
B3POCIIBIX.

IIporuBonoxazanus

OVIIUC® (prykoHa3on) MPOTHBONOKA3AH TANMEHTAM C HOBBILECHHON YyBCTBHTEIBLHOCTBIO K
(iryKoHa30Iy MM K JI0OOMY M3 €r0 BCIIOMOTaTe/IbHEIX BEMIECTB B cocTaBe. HeT uudopmanmu o
MEPEKPECTHON TMIIEPIYBCTBUTENBHOCTH MeXAy (UIYKOHA30JI0M M JAPYIHMH  a30J]bHBIMHA
IPOTHBOIPUOKOBEIMHM  cpesicTBaMu. CreayeT COOMIONATE OCTOPOKHOCTH IIPH HA3HAYEHHUH
npenapata ®YLIMC® nauueHTaM ¢ NOBBIIEHHON YYBCTBHTEIBHOCTHIO K JIPYTEM  a30JIaM.
CoBMeCTHBIN MpWeM APYruX IpenapaToB, KOTOPbIC, KaK H3BECTHO, YAIHHsOT unTepBan QT u
meTadonu3upyroTes nocpeactsoM (epmenta CYP3A4, Takux Kak 3pHTPOMHIMH, IHMO3HI U
XMHHU/IUH, TIPOTHBOIIOKA3aH HaLlMEeHTaM, IPAHUMAOIIM (IIyKOHA30]L.

JlekapcTBeHHBbIE B3aHMOI€HCTBHS

®iykonazon sBaseTcs yMmepeHHbBIM mHTHOHTOpoM CYP2C9 u CYP3A4. ®iykoHa301 Takxke
sBisieres cuibHeIM MHrHOUTOpoM CYP2C19. IManmenTsl, MOTydalomie JeYeHne IpenapaTom
®VITAC®, xoTopsle TakKe OTHOBPEMECHHO IPHMEHSIOT npenapar ¢ y3KHM TepaleBTHYeCKHM
OKHOM, MeTadosmsupyomumes nocpeactsoM CYP2C9 u CYP3A4, nomkHel HaOIIOLaTHCS Ha
OpeMeT MOOOYHBIX peaKUyid, CBSA3aHHBIX C OJAHOBPEMEHHO NPHHHMaeMBIMH Tpemaparamu. B
JOIOJIHEHHe K HabIro/1aeéMbIM/3aI0KyMEHTHPOBAHHEIM B3aUMOIEHCTBUAM, YKA3aHHBIM HUKE,
CYyIIECTBYET  PHCK  IIOBHILUECHHMS  KOHLUEHTPALMH B  MIa3Me  JIPYTHX  COeTHHEHWIA,
MeTabonmmsupyromuxcs nocpeactsom CYP2C9, CYP2C19 u CYP3 A4, npuHEMaeMbIX COBMECTHO
¢ ¢uykoHazonoM. IToatomy ciefyeT NpOSBIATH OCTOPOKHOCTh TPH WMCIONIH30BAHHH 3THX
KoMOMHAIMM, a 3a NAUMEHTaMH CIedyeT TIaTelbHO HabmonaTh. MHruompyrommit s¢dext
¢ykonaszona Ha hepMeHTE COXpAHSETCA B TedeHue 4—5 aHell nocie npeKpaleHus JTeYeH s H3-
38 JUIMTCJIHOIO IIEpHOJAA IIOJIYBBIBEAEHHS (uykoHasonma. Habmomammcs KIMHAYECKH MM
MOTEHIMATHHO 3HAYMMBIE JICKAPCTBEHHbIC B3aUMOLCUCTBHS Mexiy Iperapatom ®VIIUC® n
CIEAYIONIMMH areHTaMu/KIaccaMu, KOTophlie 60iee ToAPOOHO OMMCAHBI HUKE:

Abpoyumunut

Hccnenosanns gekapcTBEHHOTO B3aNMOJICHCTRHS MOKA3BIBAIOT, YTO IIPH COBMECTHOM IIPHEME C
(pirykonasosom (cuinpHbId HHrHOHTOp CYP2C19; y™mMepennstit uarnoutop CYP2C9 u CYP3A4)
CHCTEMHOE BO3JeHcTBHE aOpOnMTUHMOA U €ro aKTHBHBIX METa0OJIMTOB YBEJIWYMBAIOCEH.
Msberaiite 0oZHOBpEMEHHOro INpuMeHeHHs abpomuturuba ¢ mnpemapatom ®VYIUCE.
JlomonmauTebHBIE CBE/ICHMS CM. B MHGOPMALIMK 110 Ha3HAYEHHIO a0pOLUTHHUOA.



Anvchenmanun

Hccrnenoanne HabIF0aI0 CHIDKCHHIE KIMPEHCa 1 00beMa pacipe/ielieHns, a TakKe Y/UIMHeHHe
tV4 anbdeHTaHuna mocae COMYTCTBYIONIEro NedeHus (IyKOHA30710M. BO3MOKHBIL MeXaHusm
neiictBus — mHruOuposanne CYP3A4 durykonazonoM. MoxeT motpeboBatses KOpPEKTHPOBKA
JI03UPOBKH anb(eHTaHuma.

Amuooapon

OnHoBpeMeHHOe MpHMeHeHHe (IIYKOHA301a ¢ AMHOZAPOHOM MOJKET YBEIHUYUTH Y/THHEHHE
unreppana QT. Creayer cobmomaTh OCTOPOKHOCT, €CITH HEOOXOAMMO OJHOBPEMEHHOE
npuMeHenne GIIyKoHa3071a 1 aMHOAapOHa, 0COOEHHO ¢ BEICOKUMH J103amu diykonasona (800 mr).
Amumpunmunun, Hopmpunmunun

DIyKOHA30J] YCHIMBAeT JEHCTBHE AMHTPUNTUINHA W HOpTpunTwiuHa. CoaepKaHHE S-
HOPTPUITHINHA W/WIM S-aMHTPHOTHIIMHA MOKHO H3MEpHTh B Hadalne KOMOWHUPOBAHHOM
Tepanu M dvepes 1 wHenemo. JI03MPOBKY aMHUTPUNTHIMHA/HOPTPHITHIMHA  CJIEJYET
CKOPPEKTHPOBATh, €CITH HEOOX0AHMO.

Amgpomepuyun B

OnHospemenHOE BBeAcHHE (lyKoHA30ma H aM(poTepHIHA B MHOUIMPOBAHHBIM HHTAKTHEIM H
MMMYHOCYTIPECCHPOBAHHBIM ~ MBIIIAM  IIOKA3all0  CIEAYIOLIHE pe3yibTaThl:  HeOOIbIIoi
AJIMTUBHBIA NPOTUBOIPHOKOBEIA d(pdext npu cucremuoit undexkuun Candida albicans,
OTCYTCTBME B3aMMOJCHCTBHs IIpY BHYTpHUepenHoi uHexumm Cryptococcus neoformans u
AHTaroOHW3M [IBYX TIpeNapaToB TIpu cHcTeMHOH wuHbekuun A. fumigatus. Kimnunveckas
3HAYUMOCTh PE3YIILTATOB, IOJYYEHHBIX B 9THX UCCIEIOBAHUIX, HEU3BECTHA.

Asumpomuyun

OTKphITOE PaHIOMHU3HPOBAHHOE TPEXCTOPOHHEE TEPEKPECTHOE HCCIIEJOBAHME ¢ yyacTueM 18
3/I0POBEIX TO0OPOBOTBIER OLEHMIIO BIMSIHHE OAHOKPATHOM MEpOpanbHON J035I a3UTPOMHIMHA
1200 mMr na dapmakokunetnky ¢mykonazona 800 Mmr, a tawke BimsHHEe (IYKOHA301a Ha
(hapmakokuHeTHKy asuTpoMmuuHa. He OBUIO HHKaKoro 3Hauummoro (GapMaKOKHHETHYECKOI'O
B3aMMOJIEWCTBHUS MEXY (DIYKOHA30I0M U a3UTPOMHUILIHHOM.

Brnoxamopwl kanvyuesvix kananos

HexoTopele aHTarOHHCTHl KalbUMEBBIX KAaHAIOB (HHU(EIMNUH, WCPAJUITHH, AaMIIOIHIIHH,
BepaniaMun U QenoaunuH) metabommsupyrotres CYP3A4. DiykoHa30)1 MOXKET YBEIMYHBATEH
CHCTEMHOEC BO3/CHCTBHE aAHTAarOHUCTOB KaJbIIMEBHIX KaHANOB. PeKOMeHAyeTcss dacThlil
MOHHUTOPHUHT NMOOOYHBIX 3¢ hekTOB.

Kapbamasenun

®nykoHa30nm WHrUOMpyeT MeTaboim3M KapOamaszenuHa, W OBIIO OTMEYEHO YBETMYEHHE
CHIBOPOTOYHOro Kapbamazemmna Ha 30%. CymecTByeT pHCK Ppa3BHTHS TOKCHYHOCTH
kapbamaszennHa. Moxer norpeGoBaThCsi KOPPEKTHPOBKA JIO3HPOBKM KapOamasenmuHa B
3aBHCHUMOCTH OT MU3MEPEHNH KoHIeHTpauuu/3ddexra.

Lenexoxcub

Bo Bpewms comyTeTBytoniero nedesns ¢uykonazonaom (200 mr B gens) u uenexokcuoom (200 mr)
Cimax 1 AUC nenexokcuba ysenmmammich Ha 68% u 134% coorsercTeerHo. IIpu coueTaHuu c
(bykoHa30710M MOXKET HOTPeOOBATECS OJIOBHHA 1035 LENEKOKCHOa.

Anmuxoazynanmel Kymapunosozo psoa

IIpotpoMOuEOBOE BpeMsl MOKET OBITH YBEIHYEHO ¥ MAIIMEHTOR, IPHHUMAOIIUX OJHOBPEMEHHO
®VIIMC® u aHTHKOATYISHTEl KyMapHHOBOIO psaza. B mocTMapkeTHHTOBOM OIBITE, Kak W B
clly4ae ¢ JIpYyrdMH a30JbHBIMH MPOTHBOTPHOKOBBIME IIpelapaTaMH, COOOMAIOCh O CIydasx
KpPOBOTEYCHUS (CHHSKM, HOCOBOE KpOBOTEUEHHE, IKEIYJIOYHO-KHIIEYHOE KPOBOTECYEHHE,
reMaTypusi U MeJ€Ha) B CBA3M C yBEIMYCHHEM LPOTPOMOMHOBOIO BpPEMEHH Y IIAIIMEHTOB,
noiyyaromux (IIyKoHa30l OJHOBPEMEHHO ¢ BaphapuHOM. PeKOoMeHIyeTcs TIaTelbHbIi
MOHHMTOPHHT ~IPOTPOMOMHOBOIO BPEMEHH Y MAUMEHTOB, nodydaromux @®VI[UC® wu
AHTHUKOATYJIIHTEI KYMapruHOBOTO psjia. MoskeT moTpeboRaThCs KOPPEeKTUPOBKA 10351 Bapdapuua.
Huxnoghochamuo



KomOunuposannas tepanus nuknodochaMuiom U ¢IyKoHA30IOM TMPHBOAUT K ITOBBIIEHUIO
YPOBHA OMIMPYOHHA M KpeaTHHHHA CHIBOPOTKH. KOMOMHAIIMIO MOYKHO MCIIOJIE30BATh, YUUTHIBAS
BLICOKHH PHCK NOBEIMIEHHS YPOBHs OunupyOuHa i KpeaTHHWHA CBIBOPOTKH.

Lurxnocnopun

®VIIUC® 3HaYMTeNHHO TIOBHINAET YPOBEHD HMUKIOCIOPHHA Y HALHCHTOB C TpaHCIUIaHTaluen
IIOYKM HE3aBHCHMO OT HalM4us II0YEYHOHW HEJOCTATOYHOCTH. THIaTenbHBIH MOHHUTOPHHT
KOHIIEHTPAIli¥ [IHKIOCIHOPHHA M CHIBOPOTOYHOIO KpeaTHHHHA PEKOMEHAYETCS Yy IalueHTOB,
noyyaomux ®VIIUC® u muknocmopun. 3Ty KOMOMHAIMIO MOXKHO TIPHMEHSTH, YMEHBIIIHB
J03UPOBKY IUK/IOCIIOPHHA B 3aBUCHMOCTH OT IIOKa3aTeliei KOHLIEHTPaLHH.

Denmanun

bru1 3aperucTpupoBaH OOWH JIETATBHBINA CIydaif BO3MOJKHOTO B3aUMOJCHCTBHS ()eHTaHWIA U
(mykonasona. ABTOp HpHMIUE] K BEIBOAY, YTO MAUEHT yMEP OT HHTOKCHKAIUU (HEHTAHHIIOM.
Kpome TOro., B paHIOMH3HPOBAHHOM TEPEKPECTHOM HCCIEJOBaHMM ¢ 12 310pOBBIMH
J00poBOJIbIAMH  OBLIO IIOKa3aHO, YTO (UIYKOHA301 3HAYMTENBHO 3a/IepiKal BBIBEICHHE
(enrtanuna. [loBrImeHHas KOHIEHTpaNUs (JeHTAHHIA MOJKET [IPHUBECTH K YTHETCHUIO JBIXAHUS.
Hneubumopwr I' MT-KoA-pedyxkma3vl

Puck Mmonartuu M pabaoMuoiM3a yBEJIMYMBACTCS IPH COBMECTHOM IpueMme (IIyKoHa3oma C
unruduropamu I'MI-KoA-penykrassl, metabonmupyommmucs depes CYP3A4, Takumu Kak
aTopBacTaTHH M cuMBactaTuH, Wi 4depes CYP2C9, takumu kak QuiyBactaTuH (CHUKEHHE
MEYEHOYHOT0 MeTabonmu3ma crtatuHa). Ecmm HeoOXoamMa COIYTCTBYROINAS Tepamusi, CIEAyeT
HaOroJaTh 3a NAUMEHTOM Ha [peAMET CHMITOMOB MHOMATHH W pabJOMMONM3a, a TaKKe
KOHTPONMHMPOBaTh KpeaTWHWHKHHa3y. Muruburopsr ['MI'-KoA-peaykrassl cielyeT OTMEHHTD,
ecad HaOIIOZAeTcsi BHIPAXKEHHOE TIOBBINIEHHE KpPeaTHHWHKMWHA3BI, JAMATHOCTHPOBAHA WA
nmojio3peBaeTcs Muonarus/padaomuonus. MoxeT HNOTpeOOBaTbCS CHIDKEHHE J03bI CTATHHOB.
IToapobHOCTH cM. B HHpOPMAIIH 0 Ha3HAYEHHUH CTATHHORB.

1I'uopoxnopomuazuo

B wuccnenopanmn  (apMakOKMHETHYECKOIO  B3aMMOJAEHCTBHSL  COBMECTHOE  BBEJEHHE
MHOT'OKPATHOM 03B THAPOXJIOPOTHA3H 1A 37I0POBEIM TOOPOROIBIIAM, ITOTYyYaBIINAM (IIyKOHA30II,
YBEJIMYMBAET KOHLEHTpauuio (uiykoHazona B miazme Ha 40%. DddexT Takoil BeIUIMHEl He
NOIDKeH TpeboBaTh M3MEHEHUS pelkuMa JI03MPOoBaHMs (DIyKOHA30/a Y CyOBEKTOB, HOIyYaBLIIMX
CONYTCTBYIOIIUE JMYPETUKH.

Hopymunub

Vmepernnsle uHruo6utopsl CYP3A4, Takue xax ¢IykoHa30J, MOTYT TTOBBINIATE KOHIIEHTPAIIMEO
uOpyTHHHOA B IIa3ME€ M YBEJIWYMBATh PUCK MOOOYHBIX PeaKIHid, CBSI3aHHEIX ¢ HOPYTHHHOOM.
Ecimu ubpytnaud u ¢rykoHa30 Ha3HAYAIOTCS OHOBPEMEHHO, YMEHBINUTE J03Y MOpyTHHHOA,
KaK yKa3aHO B MHCTPYKUMM II0 Ha3HauyeHHI0 MOpyTuHHMOA, M NauMeHTa CIeAyeT THIATeNhHO
HabI01aTh Ha TIPeIMET MOOBIX TTIOOOYHBIX Peaklnii, CBA3aHHBIX C HOPYTHHHOOM.

Hearxagpmop — u  xombunayuu  @uxcuposannoi 003wl usakagmopa  (Hanpumep,
mesakxagpmop/usaxagpmop u usaxaghmop/mesaxapmop/snexcaxagpmop)

CoBMecTHOE IIPUMEHEHHE ¢ WBAKa()TOPOM, TMOTEHIIMPYIOMMM PETYIATOPOM TpaHCMeMOpaHHOI
nposogumocTd Mykosucuugosa (CFTR), yeenuuwio BosaeiictBue mBakabTopa B 3 pasa. Ilpu
O/THOBPEMEHHOM IIpHMEHEeHHH ¢ ymepeHHbIM uHrudoutopom CYP3A4, takuMm kak (uykoHaso,
PEKOMEH/IYETCsl CHHIKEHUE 103BI MBaKkadTopa (M koMObuHAMy uBakagTopa) B COOTBETCTBHH C
MHCTPYKIMAMU 110 Ha3HAYEHUIO uBakadTopa (min koMOuHauuu usakadropa).

Jlembopexcanm

OpHOBpeMeHHBIH npreM (uiyKoHazolna yBeauunusaeT Cmax 1 AUC meMO0pekcanTa MpUMEpHO B
1,6 1 4,2 pa3a COOTBETCTBEHHO, UTO, KaK OXKUIACTCs, YBEIMYUT PUCK IIOOOYHBIX PEAKIMH, TAKMX
KaK COHJIMBOCTH. M30eraiiTe OJIHOBPEMEHHOrO0 TpHMeHeHHMs npemapata @®VYI[MC® ¢
neMOOpEKCaHTOM.

Hozapman

®iykoHa30)1 MHrHOMpyeT MeTa0oJIH3M Jlo3apTaHa 1o ero aktusHoro merabonura (E-31 74),
KOTOPBIA OTBEYaeT 3a OONBIIYI0 YacTh aHTATOHM3Ma PEENTOpPOB aHrmoTeH3uHa II, KOTOpBIH



BO3HMKAET BO BpeMs JIe9eHHs Jo3apTaHoM. llanueHTam cieayeT HOCTOSIHHO KOHTPOJIHPOBATH
apTepuajibHOE J1aBJICHUE. '

Jypasuoon

ConyrcTBylomiee npuMeHeHHe yMepeHHBIX HWHruoutopoB CYP3A4, Takux kak (IyKoHa3oll,
MOXKET yBEJIMYHTh KOHUEHTPALMIO Jypa3u/JoHa B IUIasMe. Ecy cOoyTCTBYIOMIEro MpUMEeHEHUS
u30exaTh HEBO3MOKHO, YMEHBIIHTE 03y Iypa3HaoHa, KaK YKa3aHO B HMHCTPYKLUHUH II0
Ha3HAYCHHIO JIypa3HI0Ha.

Memaoon

DI1yKOHa30]1 MOKET IOBLICUTH KOHIIEHTPAIMIO METaJI0HA B CBIBOPOTKe. MoXeT moTpeboBaThes
KOPPEeKTHPOBKA JO3UPOBKH METaI0H4A.

Hecmepouduuie npomugosocnanumeivHole RPenapambi

Cmax 1 AUC ¢urypbunpodena 661 yBennaeHs! Ha 23% 1 81% COOTBETCTBEHHO TIPH COBMECTHOM
npreme ¢ (pIyKoHa30JI0M 110 CPABHEHUIO C IIPHEMOM TOJIBKO (urypOunpodena. Ananorugno, Cmax
1 AUC ¢dapmakoIorudecku akTHBHOTO u3omepa [S-(+)-ubynpodena) 6sumu yeenudensl Ha 15%
1 82% COOTBETCTBEHHO IIPHM COBMECTHOM IIpHeMe (DIIyKOHA30J1a ¢ paleMUYecKuM HoympodeHom
(400 Mr) MO cpaBHEHHIO € MMPHEMOM TOTBKO parieMHYecKoro nbynpodena.

XoTs crenuanbHO HE H3Y4aloch, (IYKOHA301 MOYKET YBEIMYMBATh CHCTEMHOE BO3JEHCTBHE
APYTHX  HECTEPOMIHBIX  NPOTHBOBOCHANMTENbHBIX  npemnapatoB  (HIIBII), koropsie
meTabosmsupyrores CYP2C9 (manpumep, HampoKceH, TOPHOKCHKAM, METTOKCHKAM, THKIO(EHAK).
PexomeHyeTcst 9acThlii MOHUTOPHHET TOO0YHEIX () ()EKTOB U TOKCUIHOCTH, cBsi3aHHbIX ¢ HITBIT.
MoxeT notpeboBaThes KOppekTupoBKa no3uposku HIIBIT.

Onanaput

Vmepennsie unruoutopsl CYP3A4, Takme kak (uaykoHas30J), HOBBIMAKT KOHLEHTPALMIO
onanapuba B IUIa3Me; OJZHOBPEMEHHOE NpUMEHeHHe He pekoMeHayeTcs. Ecnm xomOuHarum
Hemb3st M30ekaTh, yMEHBIINTE 03y Ojlanapu0a, Kak yKa3aHO B MHCTPYKLMH [0 Ha3HAYEHHIO
oJiariapuda.

Ilepopanvhvle konmpayenmues

beimu nposesiens! Ba (apMaKOKMHETHYECKUX HCCICJ0BAHUSA ¢ KOMOMHUPOBAHHLIM OPAILHEIM
KOHTpALENTHBOM C HCII0JIb30BAaHHEM HECKOIBKUX 7103 (hriykoHa3oma. He OBIT0 BRIIBIIEHO HUKAKHX
CyIIecTBEHHBIX 3()()eKTOB Ha ypOBEHb F'OPMOHOB B HccilefoBanuu (iaykoHasona B 1o3e 50 Mr,
Toraa kak npu g03e 200 mr B nens AUC STHHHIIACTpaIN0Ia ¥ TEBOHOPreCcTpeia YBe IMYMINCh Ha
40% u 24% coorBercTBeHHO. Takum 00pa3oM, MHOTOKpaTHOE NpUMEHeHHEe (IYKOHA30Ja B STUX
103aX BPSAJ M TOBIUSAET Ha 3((eKTHRHOCTE KOMOMHUPOBAHHOIO OPAILHOIO KOHTPALEITHBA.
Ilepopanvuvie 2uno2nureMuxu

Knvnnyeckn 3HauWmas THIOITIMKEMHs MOXKET OBITh BBI3BaHA IIPUMEHEHHEM IIpelapara
OVIIMC® ¢ nepopalbHEIMA THIOTTMKEMIYECKAME CPEJCTBAME; OJTHH JNeTANbHBIH MCXOX OBUI
3aPeriCTPHPOBAH H3-32 TUIIOTIMKEMHH B CBS3H ¢ KOMOMHUPOBaHHEIM puMenerneM ®VITUC® u
rim6ypuaa. ®VIIAC® camkaer MetabomisM TonOyTaMia, TIHOYPHIA K DIANH3HAAA U IOBBIIAET
KOHIEHTPALMIO 3THX CPEACTB B IUI1a3Me. IIpu 0JIHOBpEMEHHOM pUMeHeHHH mpenapata ®YITAC®
C OTHMH WIH JPYIrMMH TEepOpaTbHBIMH TUIOTJIMKEMHYSCKUMH CpPEACTBAMH HA OCHOBE
cy/1b()OHMIIMOYEBUHBI CIIEyeT TIIATeTFHO KOHTPOIUPOBATH KOHIIEHTPAITHIO TIIFOKO3EI B KDOBH M
Ipu He0OX0AMMOCTH KOPPEKTHPOBATE 103y CYJIL()OHUIMOYEBUHEIL.

Denumoun

OVIMC® noplmaer KOHUEHTpAlMIo (DEHHTOMHA B TasMe. PeKOMEHIyeTcs TIaTeTbHEI
MOHHTOPHHT KOHI[EHTpAI(H} (DEHUTOUHA y IALUMEHTOB, nonydarommx OYIIUC® u dpenurons.
Hunmo3suo

OnHoBpeMeHHOE NpuMeHeHne (UIyKOHa30J1a ¢ IMMO3UI0M MOJKET IPUBECTH K HHTHOMPOBAHUIO
MeTaboIM3Ma MAMO3HU/1a, XOTS 9TO HE U3YHaoch in vitro Wi in vivo. IIOBbIIIEHUE KOHLEHTPALUM
IUMO3MAa B IUIa3ME MOXKET IPHBECTH K yUIuMHeHHI0 HMHTepBata QT W penxkum criydasm
KETYIOYKOBOH TaXukapaum THuna «uupysT». CoBMmecTHOe HnpuMeHeHHE (JIYKOHA30/a H
IAMO34/1a IPOTUBOIIOKA3aHO.

1Ipeonuson



brin 3apermcTpupoBaH ciyuail, Korga y IAlMEHTa C TPAHCIUIAHTUPOBAHHOW IICUEHBIO,
MPUHHAMABIIETO MPETHU30H, PAa3BHIIACH OCTPast HEJOCTATOYHOCTh KOPHI HAJMOYEYHUKOB, KOT/1a
Obu1a IpekpaleHa 3-MecsdHas Tepanus (aykoHazonoM. [Ipekpamenue npuema (aykoHaszona
MIPEAITOJIOAKUTENHHO BBI3BAJIO MOBHIMEHHYIO aKkTUBHOCTE CYP3A4, 4TO mpuBeIO K MOBBIIICHUIO
MeTabonu3Ma npeaHu3ona. [TanuenToB, HaXOAAMMXCS Ha UTUTETEHOM JeYeHHH (DIyKOHa30I0M
U TIPEJHU30HOM, CJIEAyeT TINATEeIIbHO KOHTPOJIMPOBATH Ha IPEIMET HEAOCTATOYHOCTH KOPHI
HAAIO4YEYHUKOB, KOT/Ia MpeKpaniaeTcs mpueM (rykoHasona.

Xunuoun

OnnoBpeMeHHOE MpuUMeHeHHe (IIyKoHa307a ¢ XMHUAWHOM MOYKeT MPHUBECTH K HHTMOMPOBAHUIO
MeTaboiau3Ma XMHUAMHA, XOTs 3TO He M3y4alloch i Vilro WU in vivo. [IpuMeHeHHe XUHMIUHA
OBLIO CBsA3aHO C yIMHeHHeM uHTepBaia QT U peAKHUMHU CiIydas MU apUTMHH 110 THILY «ITHPY3T).
CoBMecTHOe TIpuMeHeHHe (IyKOHa30Ma W XHHHIWHA IPOTHBOMOKAa3aHO (CM. pazjen
«IIpoTBOIOKA3aHUSY).

Pughabymun

IToctynasm cooOmeHuss O TOM, 4YTO CYLIECTBYET B3aMMOAEHCTBHE, Korga (UIyKoHa3om
IpUMEHSETCS OJIHOBPEMEHHO ¢ pruabyTHHOM, YTO IPUBOAUT K IOBHIIICHUIO YPOBHS pudadyTuHa
B CeIBOpOTKE /10 80%. Beimu coobmenus 00 yBeHTe y TAIMEHTOB, KOTOPHIE OJHOBPEMEHHO
npuMeHsnn GuaykoHason U pudalbyrus. IlanuenTtsr, nomygaromue pudadytud u (IyKoHa30.
OJTHOBPEMEHHO, JOKHEI HAXOAUTHCS MO/ TIATEIBHBIM HA0MIOIeHUEM.

Puhpamnuyun

PuaMniie ycuiuBaeT MeTaboIM3M OJIHOBPEMEHHO IpuMeHsieMoro npenapara ®YIHC®. B
3aBUCHMOCTH OT KIMHHYECKHX OOCTOSTENBCTB CIEyeT pacCMOTPETh BO3ZMOXKHOCTh YBETHUEHHS
nossl npenapata @ YIIUC® npu ero npuMeHeHHH ¢ pu(GaMIHITHOM.

Careunasup

®aykonason ysenmuuuBaeT AUC cakBunaBupa npumepHO Ha 50%, Cmax npuMepHO Ha 55% u
CHWKAeT KIHMpeHC cakBHHaBHpa mnpumepHo Ha 50% wu3-3a MHrHOMPOBaHHUS TIEYCHOYHOIO
mertabonmu3ma cakBuHaBupa CYP3A4 w wuHrmOupoBanuss P-rmukomporemHa. MoxeT
noTpeboBaThCsl KOPPEKTUPOBKA JI03UPOBKH CAKBHHABHPA.

Kpamrkospemenro Oeiicmeyrouyue beHzo0uasenunol

ITocne nepopansHOro npueMa Muaazonama GyKoHa30J1 IPUBEN K CYLIIECTBEHHOMY IOBBILIEHHIO
KOHIIEHTpAIlMM MHUZa30j1aMa M NCUXOMOTOPHEIX 3(QeKToB. DTO BIMSHHE HAa MHJA30]laM, IO-
BUAMMOMY, Oojiee BBHIpaKEHO TIOCITE TMEPOpaTbHOr0 mpuema (IyKkoHa3onma, dHYeM TMpu
BHYTPUBEHHOM BBeJeHMM (iykonazona. Eciam KoporkoxeWcTByromme OeH301Ua3eHHBL,
KOTOpEIE MeTabOMM3UPYIOTCS CHUCTeMO# 1HTOXpoma Piso, Ha3HAuYarOTCsd OJHOBPEMEHHO C
(IIyKOHA30JI0M, CllEAyeT pacCMOTPeTh BO3MOJKHOCTH CHMJKEHHMSI 103bl OeH301Ma3zenuHa, a 3a
nalMeHTaMH ClIeyeT BeCTH HaIe)kalnee HaOIro1eHue.

Cupoaumyc

@yKoHa30J1 yBEeJIMYHBACT KOHLEHTPAUIO CHPOJIMMYyCa B IUIA3ME, IPEIIIOI0KUTEIIBHO, IIyTEM
uHruduposanus Metabomuzma cuponumyca yepe3 CYP3A4 u P-rmukonpotenH. DTa KOMOWHAIHS
MOXET MCIIOJIb30BaThCsl C KOPPEKTMPOBKOH JO3MPOBKM CHpPOJMMYCa B 3aBHCHUMOCTH OT
u3MepeHnit 3 hexTa/KOHIEHTPAITHH.

Taxporumyc

DJIyKOHA30J1 MOXKET yBEIUYMBATh KOHLEHTPALUIO IEPOPaIbHO IPUHMMAEMOr0 TaKpoIAMyca B
CBIBOPOTKE 110 5 pa3 u3-3a WHruompomanus Mmetabommizma Ttaxpomumyca depes CYP3A4 B
KHUIICIHHUKE. IIpu BHYTPUBEHHOM BBEJICHUH TaKkpommyca CYLECTBEHHBIX
(hapMaKOKMHETHYECKUX H3MEHEHUI He Habmoanock. [ToBRIIeHHBIE YPOBHH TaKPOJIUMYyca ObLIN
CBSI3aHEI ¢ HePOTOKCUYHOCTHIO. JI03UPOBKY NEpOpaIbHO MPUHIMAEMOTO TaKpOJIMMyca ClIeyeT
YMEHBIIATh B 3aBHCUMOCTHU OT KOHLEHTPAIIMY TaKpPOJIUMYCa.

Teogpunnun

OVIUC® ygenuunBaeT KOHICHTPAIHIO TeODUIUINHA B CEIBOPOTKE. PeKOMEHIyeTCs TIaTe b b
MOHUTOPHHT KOHIIEHTPAIIHH TeOQUITHHEA B CHIBOPOTKE Y TAMEHTOB, Momydaommux ®VI[UC® u
TeOUITHH.



Togpayumunuod

CucremHoe Bo3aelicTBHEe TO(hanUTHHHMOA yBeTMYHMBAeTCs, KOrja TO(GAUUTHHHO HAa3HAYAETCs
COBMECTHO C (hiIyKOHa30j10M. YMEHBLIUTE /103y TOYAUUTHHUOA P OHOBPEMEHHOM TIPHEME C
(rykonasonoM (T. e. ¢ 5 Mr 1Ba paza B JIeHb [I0 5 MT OJHH Pa3 B J€Hb, KaK YKa3aHO B HHCTPYKIMH
K TodauuTuHuoy).

Tonsanman

BoszelicTue To/IBanTaHa Ha I1a3My 3HayuTeNnsHO yBemmuuBaetes (200% B AUC; 80% B Cmax),
korpa tonsantaH, cyoerpar CYP3A4, HasHauaeTcst cCOBMECTHO ¢ (DIIyKOHA30II0M, YMEPEHHBIM
uurudutopom CYP3A4. DTo B3auMopeicTBHE MOMKET NPHUBECTH K PHUCKY 3HAYUTEIBHOIO
YBEIMYECHMs NOOOYHBIX pEaKUMi, CBS3aHHBIX C TOJIBATAHOM, B YAaCTHOCTH, 3HAYUTEIHLHOIrO
nuypesa, 00e3B0KHMBaHUs M OCTPOIi II0YeYHOU HeAocTaTOYHOCTH. Eciu TonBanTan u GpraykoHa3om
Ha3Ha4yaioT OZJHOBPEMEHHO, B 3TOM CIIydae 103y TOJIBANTaHa CIe/lyeT YMEHbUIUTL B COOTBETCTBUI
C MHCTPYKLMSIMU II0 HA3HAYCHHMIO TOJIBANTaHa, a NAllUeHTa CIeIyeT PeryasIpHO KOHTPOIUPOBATh
Ha IIPeIMET BOSHUKHOBEHHS MOOOYHBIX Peakiiil, CBA3aHHBIX C TOJIBAIITAHOM.

Tpuaszonram

®nykonason ysenuanaeT AUC Tpuaszonama (OZHOKpaTHAs 103a) IpuMepHO Ha 50%, Crmax Ha 20—
32% wu yBenuuusaer t2 Ha 25-50% wu3-3a uHrHOMpOBaHUA MeTabonm3Ma TpHasonama. Moxer
noTpedoBaThCs KOPPEKTUPOBKA J03MPOBKH TpHA30JIaMa.

Anxanoudvt 6apeunxa

XO0Ts 3TO HE H3y4anoch, (PIIyKOHA30/ MOXKET [IOBBIIIATH YPOBEHB alTKaTOUI0B GapBHHKA B IIa3Me
(mampuMep, BAHKPUCTHHA U BUHONIACTHHA) U IPUBOAUTH K HEHPOTOKCHIHOCTH, YTO, BO3MOYKHO,
CBsI3aHO ¢ HHruOHpyromuM aeiicreuem Ha CYP3A4.

Bumanun A

Ha ocHoBanuu oT4eTa 0 ciIy4ae y 0JHOTO Ial[HeHTa, TTOIYIaBRIIero KOMOMHAPOBAHHYIO TEPAIHIO
TIONHOCTBIO TPAHC-PETHHOEBOM KHCIOTOM (KucjorHas (opma BUTaMMHA A) M (IIyKOHA30II0M,
Pa3BHIIUCH HeXenaTelnbHble 2P EKTH, CBI3aHHbIE ¢ LeHTpalbHO# HepBHOIM cuctemoii (LTHC), B
BHJIE IICEB/IOOIYXO0/IM MO3ra, KOTopas Hc4esna rnocie npeKpameHns Te9eHus (IyKoHa30I0M. DTy
KOMOMHAIIMIO MOJXKHO HCIIONIB30BaTh, HO CIeAyeT YYUTHIBATE YACTOTY BO3HWKHOBEHHS
HeXenaTeabHBIX 2 hekToB, cBs3annbx ¢ [[HC.

Bopuxonason

MsGeraiiTe OJHOBPEMEHHOTrO IIpHEMa BOPHKOHA30ja M  (IyKoHa30ia. PekoMeHayeTcs
MOHHUTOPHHI II000YHEIX 3()(}EKTOB U TOKCHYHOCTH, CBA3QHHBIX C BOPHKOHA30JI0M; OCOOECHHO,
eciT BOPUKOHA30]I HAYMHAIOT IIPUHMMATh B TeueHHe 24 4 1ociie nociaeHeit 103561 (rykoHasona.
3uodoeyoun

®nykonazon ysennuuBaeT Cmax ¥ AUC 3upoByauba Ha 84% u 74% COOTBETCTBEHHO H3-3a
CHIDKEHHS KJIMpEHCa 3WIOBY/IWHA TIPW TiepopamkHOM Tipueme npumepHo Ha 45%. Ilepuox
IOJIYBBIBEACHMS] 3UIOBY/JMHA YBEIMYMBAETCH MpuMepHO Ha 128% mocne OHOBPEMEHHOIO
npuMeHeHHs c (IykoHaszonoM. [lanmeHTOB, HONyYarOIMX 5Ty KOMOHHALIMIO, CJeAyeT
KOHTPOJIMPOBATEL Ha IIPEIMET Pa3BUTHS MTOOOYHBIX PeaKIUi, CBA3aHHBIX C 3UMI0BYINHOM. MOXKHO
PaccMOTPETh BO3MOKHOCTh CHI)KCHHUS JO3UPOBKHU 3UIOBYAHHA.

Bpauwu 107KHBI 3HATB, YTO HCCIIEOBAHMS B3aMMOICHCTRUS C APYTHMH IIpPEIiapaTaMu, KpOMe TeX,
KOTODEIE [IepeYHCIIEHE] B pasjiene «PapMakoIoTHIecKre CBOHCTRAY, He MPOBOJUINCH, HO TAKUE
B3aMMOJEHCTBUSA MOTYT HMETH MECTO.

Oco0b1e ykazanus

(1) Hospercoenue newenu: ®YIC® cnexyer HasHAaYaTh C OCTOPOXXHOCTBIO IAlUEHTAM C
HapymeHneM (GyHKuun nedenu. [Ipuém npenapara ®VIIAC® 6B CBA3AH ¢ PEIKMME CIydasMH
CepPhE3HOM TeMnaTOTOKCHYHOCTH, BKIIFOYas JICTAIbHBIC UCXO/BL, B IEPBYIO 09epe/lb Y MAlUEHTOB C
CEPLE3HBIMH COIYTCTBYIOIIMMH 3a00MeBaHUAMH. B cIydasx remaTOTOKCHYHOCTH, CBS3aHHOHU ¢
npuémom npenapata ®YIUC®, ne mabiroganocs oueBUAHOM CBA3M ¢ OOMIEH CYTOTHOM 1030,
IIPOJIOJDKUTENBHOCTBIO TEpanuy, TOJIOM WM BO3PACTOM IalMeHTa. | enaToTOKCHYHOCTH
npenapata @YIMIC® 06buHO, HO He Beerna, ObUIa OOPATHMOMN TIPH TIPEKPAMIEHHH TEpAITHH.



[TarmeHToB, y KOTOPHIX BO Bpems Tepamuu mpernapatoM ®YIIUC® msmensiorcs mokaszarein
(GyHKIMM nedeHH, cieiyeT HAOMIOAaTh Ha IpeJMeT Pa3BUTHS OOJiee CEpHE3HOTO TOpaKEeHHs
nevenu. I[Tpuém npenapata OYIC® CIeayeT IPEKPaTHThb, €CIIM Pa3BUBAKOTC KIMHHUYECKHE
IPU3HAKH U CHMIITOMBI, COOTBETCTBYIOIIME 3a00I€BAHUIO IEYEHH, KOTOPBIE MOTYT OBITh CBA3AaHBI
¢ mpuémom mipenapata ®YLIMC®.

(2) Anagpunarcusn: B pekux caydasx coodmanoch 06 aHapUITaKCHH.

(3) HAepmamonozuueckue wapywienus: cooOIIATIOCH O BO3HUKHOBEHHH JKC(HOIMATHBHBIX
KOXHEIX PaccTpONCTB BO Bpems medenus mpernapatoM ®YI[UC®. V nammeHToB ¢ cephe3HBIMH
COIYTCTBYIOMMMH 3a00/IeBaHUSIME ObUIM 3aperHCTPUPOBAHEBI JeTaTbHEIE HCXOBI. [TarmenTs! ¢
rIy60KO YKOPEHHMBIIMMHCS TPUOKOBBIMM HMHOEKLHAMH, Y KOTOPHIX BO BpEMs JICYEHHs
npenapatom  ®OVIIUC® mospisercs CHIMb, MOMKHBl HAXOMUTHCS [OA  IPHCTAIBHBIM
Ha0/I0leHUeM, W IIpUEM IIperiapaTa cleJyeT IpPeKpaTHTh, eCH MOPaKEHHS MPOTPECCUPYIOT.
ITpuém ¢rrykoHa3zona s Te4eHus MOBEPXHOCTHON IpHOKOBOI MHDEKUMH CIEAYET IPEKPATHTE
CCIIM Yy MALMECHTOB MOABIIAETCS CBINb, KOTOPas MOXKET OBITH CBA3aHa C MPHEMOM (ITyKOHA30A.
(4) Momenuuansueiii eped 014 NA00@: HET aACKBATHBIX M XOPOILIO KOHTPOJIUPYEMBIX
KJIMHAYECKUX MCCIe0Banuil mperapata ®VIUC® y 6epemennsIX xeHmuH. B oTdeTax o cirydasx
OIMCHIBACTCS KapTUHA OTYETIMBBIX BPOXKICHHBIX AHOMAJIUN Yy MIAJAEHIEB, TOABEPTIIMXCA
BHYTPHYTPOOHOMY BO3J€HCTBHIO BBICOKOH /1036l MaTeprHCKOro duiykoHazoa (400-800 mr/aeHs)
B TeyeHue OosbLIeii YaCTH WM BCEro NepBOro TpUMecTpa. DTH 3aperuCTPHPOBAHHEIE AaHOMAJUH
aHAJIOTHYHBI TE€M, KOTOphIE HaOIIOAadMCh B MCCIIECIOBAHHSX Ha JKMBOTHHIX. Ecim mperapar
OVYLIUC® ucnons3yercs BO Bpems GEPEMEHHOCTH MM €CITH TAIIHeHTKa 3a0epeMeHena BO BpeMs
npuema Imperapara, ee cjaeLyeT IPOHH(QOPMHPOBATE O NOTEHUMAILHONW ONACHOCTH JUIS ILIOJA.
DddexTUBHEIE MEPHI KOHTPAIETIITHA CIETyeT PacCMOTPETh JKEHIMHAM (DePTUIIBHOTO BO3PACTa,
Kotopsle Jiegarcst npenapatoM ®YIIMC® B mose or 400 a0 800 Mr/aeHb, W TPOIOIKATH
NPUHAMATh WX B TEUEHHME BCErO IMEpHoja JIeYeHHWs W IpHMEpHO B TedyeHue 1 Hemenmu (5-6
IIEPHOZIOB  IOJYBBIBEJEHHUS) TMOCiIe npuéMa TOoCTeaHel 035l DIHMAEMHOJIOTHYECKHE
HCCIICIOBAHMA YKA3bIBAKOT HA IOTEHUMAIILHBII PHUCK CaMOIIPOM3BOIBHOTO a00pTa U BPOXKIAEHHBIX
aHOMAJIMH Y MITaJIEHIIEB, MAaTEPH KOTOPBIX JeYrauch (IykoHa3010M B o3¢ 150 Mr oaHOKpaTHO
WIIA [TIOBTOPHO B IIEPBOM TPUMECTPE, HO 3TH IMUJAEMHOIOTHYECKHE HCCIIETOBAHUS OTPaHIYEHEI,
M OTH PE3YNBTATHI HE OBIIM MOATBEPXKICHBl B KOHTPOJIUPYEMBIX KIMHHYECKUX UCCIIeI0BAHMUSIX.
OOwmue cBenenus

Hexotopeie as3onel, Bxiwouas (IyKoHa30ll, CBs3aHbBl ¢ yauuHenueMm wuutepBana QT Ha
9JIEKTpOKapArorpamme. MIIyKoHa307 BEI3bIBaeT yannHenue QT mocpeicTBOM HHIrHOHpOBaHMS
TOKa BeIIpsMisiomero kKainudeporo kanana (Ikr). Yamumenwe QT, BBI3BaHHOE JIpPYTUMH
JIEKapCTBEHHBIMU  CpeJCTBAMU  (HampUMep, aMHOJapOHOM), MOXET OBITh YCHJIEHO
1OCPeACTBOM MHIHOMpoBanus nutoxpoma Piso (CYP) 3A4). B xome mocTMapKeTHHTOBOTO
HaOmI0/IeHnd OBUIM 3aperuCTPUpOBAHBL peakue ciydaw yaiuHends QT M Kelly104KOBOM
TaxUKapJuM TUIA «IHPYIT» Y TMalMeHTOB, MPHHHMABIINX (DIYKOHA30]. BONBIHHCTBO 3THX
COOOMIEHNH Kacaluch TSOKEJ0OOJBHEIX IaUMCHTOB C MHOXECTBEHHBLIMH CONYTCTBYIOIIAMHM
daxkTopaMu pHCKa, TAaKMUMH Kak CTPYKTypHBIE 3abojeBaHus CepAlla, HapyIIEHHS
3JIEKTPOJIMTHOIO 0ajgaHca M CONYTCTBYIOIIMX IPENaparoB, KOTOPEIE MOTIH CIIOCOOCTBOBATH
3ToMy. IlanMeHThl ¢ rUIOKaJueMHECH M IPOIPECCUPYIOLEN CcepledyHO HeI0CTATOTHOCTRIO
IIOIBEPI)KEHEI ITOBBINIEHHOMY PHCKY BO3HHKHOBEHHUS OMACHBIX IS KU3HH JKEIYI0YKOBBIX
ApUTMHI ¥ KeJIyZ04YKOBOU TaXUKAPAUM THIIA KITHPYITH.

@nyKoHa30/ CleAyeT Ha3HayaTh C OCTOPOJKHOCTBHH) IAIHEHTAM C 3THMH IOTECHUHAIBLHO
IIPOAapPUTMHYECKUMH COCTOSTHUSIMH.

OnnoBpemMenHoe npuMeHeHHe (UIYKOHA30J1a U SPUTPOMHLHMHA MOXET YBEIHYUTH PHCK
KapIUMOTOKCUYHOCTH (yAnuHEHHBIH wuHTepBan QT, apuTMus THOA «IHEPYIT») W,
CIICI0BATENIbHO, BHE3aIIHOM cepaeuHoil cMepTu. Cienyet uzberats 310 KOMOMHAINH.
®IyKOHA30J clIeAyeT Ha3Ha4YaTh C OCTOPOKHOCTBIO MAlMEHTAM C HApYLIEHHEM ITOYEYHOMH

(hyHKIMH.




VY nauMeHToB, IPHHUMAIONIIMX a3076l, BKIOYas (IIyKOHA30J, OTMEYanach HaJAno4eYHUKOBAS
HEe/IOCTATOYHOCTh. Y IalUMEHTOB, NPHHUMAIOMUX (IJIyKOHA30J, OTMEYalIHCh OOpaTHMEIE
CJly4ad HaJAO4YeYHHKOBOH HEOCTATOYHOCTH.

b 3apermcTpupoBassl ciydad cynepundexkuumn sugamu Candida, otnaanaeimu ot C.
albicans, KOTOpBIE YaCTO M3HAYANBHO HE BOCHPUUMYHBEL K npenapary OVIIAC® (nanpumep,
Candida krusei). Takue ciydaum MOryT moTpe6GoBaTh anbTepPHATHBHONW MPOTHBOTPHOKOBOIA
Teparnuy.

Kanueporeses u Myrarenes

®yxoHa30] He IOKa3al HUKAKHX J0Ka3aTelbCTB KaHIEPOTeHHOTO IMOTEHIHANA Y MEImeH u
KpBIC, IOJYyYaBIIMX €ro IepoparbHO B TedyeHHe 24 MecsAueB B j103ax 2,5 MI/KI/ueHb, 5
mr/kr/aens uian 10 mr/kr/aens (nmpumepHo B 2—7 pa3 Gonbine peKOMEHAYeMOH [03bI A
9ernoBeKka). Y caMIlOB KphIC, NOJIy4aBIIHX 5 Mr/kr/aeds u 10 mr/xr/mens, Hadmomamocs
yBEJIMYEHHE YaCTOTHI FeNaTONETIONSIPHBIX aJeHOM.

@yKoHa3011, ¢ META00IMYECKOH aKTHBaLuel uan 6e3 Hee, Jall OTPUIATENHHBIN PE3yIbTaT B
TECTaX Ha MYTareHHOCTh B UYETHIpeX mTammax S. fyphimurium W B CHCTEME MBIIIMHON
numbomer L5178Y. LlutoreHeTudyeckue WcCIeIOBaHUSA in vivo (KIETKH KOCTHOTO MO3ra
MBIIIEH ocie IepopanbHOro BReAeHus (IIyKoHa30I1a) U in vitro (deloBeYecKue TUM(OIUTEL,
noaBepriuuecs Bo3AelcTBHIO ¢ykoHasoma B go3e 1000 MKr/mi) He IOKasaqd HUKAKHX
MPH3HAKOB XPOMOCOMHBIX MYTAaLIHi.

IIpumenenue npu bepemennocmu u 6 nepuod 1aKmanyil

bepemennocmo

Tepartorennsie 3¢ dexTel

[ToTeHIMATBLHELH BpeI TS II01a

IIpumenenne BO BpeMs OEpeMEHHOCTH ciieqyeT W30eraTh, 3a HCKIIOYEHHEM IAl[MEHTOB C
TSDKEJIBIMA UM TIOTEHIMANEHO OMACHEIMHU ISl JKU3HH IPUOKOBBIME MH(EKLHSIMH, Y KOTOPBIX
(bryKoHa30JI MOXKET NPUMEHSTBCS, €CIM OJKHIaeMas T0JIb3a MPEBBIMIAET BO3MOKHBIN PHUCK JUIS
mwioAa. Heckobko OmMyOIMKOBaHHEIX OTYETOB O CIIy4asX ONMCHIBAIOT KAPTHHY OTYETIMBBIX
BPOXKJIEHHBIX aHOMATIHMH Y MJIaJICHLIEB, IOABEPIIIMXCS BHYTPHYTPOOHOMY BO3/I€HCTBHIO BEICOKOM
n0361 MatepuHckoro ¢uykxonazona (400-800 mr/mens) B TeueHHe GONBIIEH YacTH MM BCEro
IEPBOrO TPUMECTpa. OTH 3apETrMCTPUPOBAHHBIE AHOMATHH AHANOTMYHBI TEM, KOTOpbIE
HaOMOamiCh B MCCIEOBAHUAX Ha KHBOTHBIX. D()(QEKTHBHBIE Mepbl KOHTPALENMHA CIeLyeT
paccMOTpETh y JKEHIUMH ()EPTHIBHOIO BO3pacTa, KOTOpPHIE MPOXOMISIT JIeYeHHE MpernapaToM
OVIIAC® B no3e 400-800 MI/7eHb, W UX CleyeT MPHICPKABATHCSA B TEUECHHE BCEIO HEPHOIA
JeYeHus ¥ MpUMEpPHO B TedeHue 1 Heaenu (5-6 nepHoJOB IOJIYBHIBEIEHMS) MOCIE NpHUEMa
nocnened 10361, Ecin OVIIUC® npumenseTcs BO BpeMs GepeMEHHOCTH MITH eCITH MAHEHTKA
3abepeMeHena BO BpeMs TIpHeMa Mperapara, ee cieayeT IpouH(OpPMUPOBATh 0 NOTEHIHAILHOM
omacHocTH s mioza. CrionTaHHbIe aOOPTH M BPOXK/ICHHBIE aHOMAIHK OBLITH MPEIIOKeHBl Kak
TIOTCHUMAIbHBIE PUCKH, CBs3aHHBIE ¢ IpuéMoM 150 Mr ¢urykoHa3oma B KadecTBe OAHOKpPATHOI
MM MHOTOKPATHOM 03Bl B NEPBOM TpHMecTpe OepeMEHHOCTH Ha OCHOBE PETPOCHEKTHBHBIX
SMUACMHOIOTHYCCKUX HccaeAoBaHuid. Her ajexBaTHBIX M XOpOIIO KOHTPOIHUPYEMBIX
uccienoBanui npenapara ®VIIUC® y 6epemMenHbIX skeHIIH (M. pazen «Ocodsle yKa3aHHsSy).
HccnenoBanud y monaeit

B oT4eTax o ciry4asx OlMCHIBAETCS XapaKTepHas U pejKas KapTHHA BPOXKIEHHEIX 1e(GeKTOB Cpe/Iu
MIIaJCHIEB, MaTePH KOTOPEIX MOIy9any Beicokue 1036l (0T 400 1o 800 mr/aens) durykoHazoa B
TeyeHre OONBIIEN YacTM WIM BCEro HEepBOr0 TpUMecTpa OepeMeHHOCTH. OcoGeHHOCTH,
HabrojaeMble y 3THX MJIAJCHILEB, BKIIOYAIOT Opaxuiiedannio, aHoMaTbHOE THI0, aHOMATBEHOE
pa3BUTHE CBOJA 4Yepena, BONYBIO TMacTh, MCKPHBICHWEe OeJApeHHOH KocTH, TOHKME pebpa u
JUTAHHBIE KOCTH, apTPOTPUIIO3 M BPOXKAECHHBIA NOPOK cepAna. DT 3QGeKTH aHATOTHIHEI TEM,
KOTOpBIE HaOJFOJaIMCh B MCCICIOBAHUAX HA )KMBOTHBIX. DMHAAEMHOJOTHIECKIE UCCIIEIOBAHNS
IPEeAIIONaraloT MOTEHIHAILHEIA PHCK CaMOTIPOM3BOIBHOTO abopTa M BPOXKIEHHBIX aHOMAIIHM Y




MUJIQJICHLIEB, YbM MaTepH 11oaydanu 150 Mr ¢urykoHa3omna B BUjie OTHOKPATHO MM MHOIOKPATHOM
J03bl B MEPBOM TPHMECTPE, HO 3TH 3MMIAEMHOJIOTHYECKHAE HCCICAOBAHUSA OTPAHHYEHBI, M OTH
pe3ybTaThl He OBIIH IHOATBEPIKAEHB! B KOHTPOJIMPYEMBIX KIMHHIECKHX MUCCITIEIOBAHUSX.
Hccnenopanus v 5KUBOTHEIX

®JyKOHA301 BBOJWICA MepopansHO OepeMeHHBIM KpOIMKaM BO BpEMs OPraHOIeHes3a B JBYX
ucciaeoBaHugX B Ao3ax 5 mr/kr, 10 mr/kr m 20 mr/kr u S5 mr/kr, 25 Mr/kr m 75 Mr/kr
COOTBETCTBCHHO. YBEIHMUIEHNHE BECa MaTepH OBLIO HApyIIEHO TPH BCEX BapHAHTAX JO3MPOBKH
(mpumepro ot 0.25 10 4 pa3 xmmHmYeckoil n03sl 400 Mr HAa OCHOBE CpPABHEHMs ILIOIIAIH
nosepxHoctd Tena [IIIIT]), a aGoprel mpoucxomumu npu 75 mr/xr (mpmMepHo B 4 pasa
KmuHudecko a03b1 400 mMr Ha ocnome IIIIT); meOmaronmpuaTHHIX 3(G¢EKTOB UL IUIOAa HE
Ha0.TI0/1a]10Ch.

B HeckoipKHX HCCIEIOBaHMAX, B KOTOPEIX OepeMEHHBIE KPBICHI TOMydYaad  (IIyKOHa30I1
[epopajibHO BO BPEMsA OpraHoreHesa, IPUPOCT Beca Marepd ObUI HApyIICH, a BEC IUIALIEHTHI
yBemuumics mpu 25 mr/kr. He Opino Hukakux 3¢ dekToB Ha miox npud 5 mr/kr uma 10 mr/xr;
YBEIIMYCHHE aHATOMHYECKMX BapHaHTOB III07a (CBEpXKOMIUIEKTHEIE pebpa, pacllipeHue
NOYEYHOU JIOXaHKM) U 3aJIep’KKH OKOCTeHeHHs Habiomanuce nupu 25 mr/kr u 50 Mr/kr u Gosee
BBICOKHUX J103ax. [Tpu nozax ot 80 xo 320 Mr/kr (mpuMepHO B 2—8 pa3 00JIbIe KIHHHYECKON O35
400 mr Ha ocHose IIIT) 5MOpuONETaNBHOCTE ¥ KpHIC OBITA yBETMYEHA, a AHOMATWM ILIOJA
BKIIIOYAJId BOJIHUCTEIE pedpa, BOIYBIO TACTh U AHOMATBHYIO KpaHHO(ALHAIBHYIO 0CCHOUKALHIO.
Ot 3¢ dekTsl cornacyroTes ¢ MHIHOMPOBAaHHEM CHHTE3a 3CTPOre€Ha Y KPHIC M MOTYT OBITh
pe3yJIbTaToM M3BECTHBIX 3P (EKTOB NOHMIKEHHOTO 3CTPOTeHa Ha OepeMeHHOCTh, OPTaHOreHes 1
POJIEL

JlakTanus

®J1yKOHa30JI IPUCYTCTBOBAT B HU3KHUX YPOBHSAX B TPYAHOM MOJIOKE TIOCTIE TIPHEMA OHOKPATHOI
10361 150 M Ha OCHOBaHHMHM JaHHBIX HcciaeAoBaHus 10 KOPMIIIUX JKEHIIHUH, KOTOPEIE BPEMEHHO
WA COBCEM IMPEKpaTHIIM I'PyJHOE BCKapMJIMBaHHE B TeUeHHWe OT 5 aueit a0 19 mecsmer mocie
poaos. PacueTHas cyrouHas jo3a (IyKoHa30mMa IS MIAJCHUEB W3 TIPYIAHOIO MOJIOKa
(mpexnonaras, 4To cpexHee IOTpediieHME MOJIOKa cocTapiger 150 MI/KI/meHs) Ha OCHOBE
Cpe/iHEell IIMKOBOM KOHIEHTPaUHHU B MoJoke (2,61 Mkr/mi [nuanason: 1,57-3,65 mxr/vn| wepes 5,2
gaca rnocie npuema J103s1) cocrasuna 0,39 Mr/kr/aeHs, 9To cocTaBiseT npuom3uTesbHo 13% or
PEKOMEH/TYEMOM IETCKO# 10351 U1 Opod)apuHreaabHOro Kanauao3a. (MapKkupoBaHHas JAeTcKas
J103a cOCTaBlseT 6 MI/KI/ACHb B IEPBLIA J€Hb, 3aT€M 3 MI/KT/IeHb; pacyeTHas AeTcKas 103a
cocrapisgeT 13% oT momnepxuBaromeif 036l 3 Mr/kr/gens). Her gaHHbIX 00 ypOBHSX
(myxonazona B MOIOKe Mocjie MHOTOKPAaTHOIO IPHMEHEHHS MM MOCTIe TIpHeMa GONBIIoi 036!
¢ykonazona. OnyOimkoBaHHOE HCCeOBaHHE 96 KOPMSIMIMX TPyABIO JKEHINMH, KOTOpHIE
neurych GIirykoHaszonom 1o 150 mr gepes neHs (B cpearem 7,3 Kancyisl [auanaszos ot 1 go 29
Kamncyn]) OT KaHaua03a IPy[dH, CBS3aHHOIO C JIAKTAllWel, HE BBIABMIIO CEPLE3HBIX MOOOYHBIX
peakumii y muageHueB. CieayeT NpOSABIATE OCTOPOKHOCTh TIPM Ha3HAYeHWH TIperapara
®VITUC® kopmameii xeHIuHe.

DepTUIBHOCTh

OiryKOHA3011 He BIIMsA HAa GepTHIBHOCT CAMIIOB M CAMOK KPBIC, KOTOPHIM BEOM/IN IEPOPAIBLHO
©XKEAHEBHBIE 10361 5 MI/KT, 10 Mr/Kr i 20 MI/KT WM HapeHTepaTbHo 5 MI/KT, 25 MI/KT wim 75
MI/KI, XOTS Hayajgo pOAoB OBITO HeMHOro 3aiaepxano mpu 20 MI/Kr IepopaibHo. B
NEePHUHATAIBHOM HCCJICA0BAHUE BHYTPUBEHHOI'O BBEIEHUS KpbicaM Tpu S5 mr/kr, 20 mr/kr u 40
MI/KT INCTOIHMS | TIPOJUICHHE POJIOB HabIIOAAIHCh Y HECKOJIBKAX CaMOK 1ipu 20 MI/Kr (IpEMEpHO
B 5-15 pa3s Ooiblie pekoMeHIyeMo 03Bl s demoBeka) u 40 MI/Kr, HO He HpU 5 MI/KT.
Hapymenns B pomax oTpakaauck B HEOOIBIIOM YBEIHYEHHH YHCId MEPTBOPOKIEHHBIX
ACTCHBIICH W CHYKEHHH HEOHATATbHOH BEIKHBAEMOCTH TIPH 3THX YPOBHSX 103. DdeKTH Ha
POABI Yy KPBIC COIIACYIOTCS € BHIOCHENM(HUYECKMM CBOMCTBOM CHIDKEHHS OJCTpOTeHa,




BBI3BIBAEMBIM ~ BBICOKMMH [J03aMH  (uiyKoHazonma. Takoe TrOpMOHATEHOE M3MEHEHHE HE
HaO0JII0JJAJI0Ch Y JKEHITIUH, JISYUBIIAXCS (IIyKOHA30I0M.

Brusnue na cnocodnocms ynpasnams agmompancnopmom u Opyzumu Mexanusmamu

Ilpu ynipaBienuu TpaHCTIOPTHBIME CPEICTBAMH WK PaboTe ¢ MEXAHU3MAMM CIIEyEeT YUHTHIBAT,
9TO MHOIJda MOT'YT BO3HHMKATh TOJIOBOKPYKEHHE MIH cyxoporu. Ilanuenram pekoMeHayeTcs He
YIIPaBJIATh TPAHCIIOPTHBIMU CPEACTBAMH WM PaboTaTh ¢ MEXaHM3MaMH, TIOKA OHH HE Y3HAKOT,
KaK Ha HHX BIUseT npenapar ®YIUCT.

Ilepeno3upoBka

Iloctymamu ~ coo0lieHMss O  Tepe/lo3MpoBKe  (UIYKOHA30JI0M,  CONpPOBOXKAABIIEHCS
TaJUTIOIAHANMSAME | IIapaHOMJAIEHBIM HIOBE/IEHHEM.

B ciryyae nepe1o3supoBKHM CliefyeT HadaTh CHMITOMATHYECKOE JieYeHUe (¢ MO IepKHBAIOMIHMI
MepaMH H IPOMBIBAHUEM JKEJLY/IKa, €CITH 3TO KIMHHYECKH TIOKA3aHo).

DIIyKOHA307T B OCHOBHOM BBIBOIUTCS C MOYOM. 3-4aCOBOJI CeaHC reMOAMAalN3a CHIKAET YPOBEHb
B IU1a3Me npuMepHo Ha 50%.

Y Mblnte# 1 KpeIc, IOJIyYaBIINX OYEHb BBICOKHE 03B (IIyKOHA30Ma, KIHHUYeckue 3G KT ¥
000HX BHJIOB BKITIOUATH CHIDKEHHE MOTOPHKH M ABIXAHHSI, IITO3, CIE30TEYEHHE, CIIOHOTEUEeHHE,
HEJIepXKaHHe MO4H, IOTEPIO pediekca BLIMPAMISHHUS H IIHAHO3; CMEPTH HHOT/A [IPEIIIECTBOBAIH
KJIOHUYECKHE CYJOPOTH.

®opma BhIycKa
Ilo 1 Tabnerke B Gmmctepe, mo 1 GumcTepy BMecre ¢ HMHCTPYKUHMEH 10 MEIMIMHCKOMY
TIPIMEHEHUIO B KAPTOHHOMH YIIaKOBKE.

YciroBus XxpaHeHHs
XpaHUTE B CyXOM, 3aIIHINCHHOM OT CBETa MECTE IIPH TeMIIepaType He Bhimre 25°C.
XpaHUTh B HEJOCTYITHOM JUIS JIETEi MecTe.

Cpoxk rognoctu
4 rona.
He npuMensTh mociie HCTEeYCHUS CPOKa TOAHOCTH.

YcnoBus oTnycKka U3 anrex
bes penenra

IIpouszBoauTe HL
Kusum Healthcare Pvt. Ltd.

AJpec npou3BoacTBA
SP-289(A). RIICO Industrial Area, Chopanki, Bhiwadi, Dist. Alwar (Rajasthan), Muzus

Hauvenosanue M ajgpec OpraHm3anpyi, NPHHAMAKNWIEH HpeTeH3HH (NPeII0KeHHS) MO
Ka49eCTBY JIEKapCTBEHHBIX CPeICTB HAa TeppuTopHH Pecnybankn Y3oekncran

HIT OO0 «<BARAKA DORI FARM»

100022, r. Tamkent, SIkkacapaiickuit paifon, yn. Kuuwk Xamka Hymu 91

Ten.: + 998 78 150 97 97; ¢axc: + 998 78 150 97 87

Cor.: + 998 93 388 87 82

E-mail: pv@kusum.uz

Web-caiit: kusum.uz



