HNHCTPYKIUSA
10 MeIUINHCKOMY NMPHUMEHEHHIO JIEKAPCTBEHHOI0 CPeACTBA

JTADJII0301°
(DIFLUZOL")

Cocmas:

Oelicmsyrowee geuyecmao: GIyKOHA30I,

1 kancyna comepxut iaykonasona, B nepecuere Ha 100 % BemectBo 150 mr;

gcnomozcamenbHvle euecmaa: Kalblysl cTeapar, HaTpUs KpaxMalTJIUKOJAT (TUl A);

cocmas 00010uyKy Kancynvl: xenatuH, nareHToBaHHbld cuHuid V (E 131), XMHOIMHOBBIN KENTHII
(E 104), Turana nuokcun (E 171).

JlekapcTBennasi gopma. Karcyiebl.

OcHnogubie (huszurxo-xumuieckue ceoicmea: TBEPbIC KEIATUHOBBIC Karcysbl Ne 1, Kopmyc OMpro30BOTo
1[BETa, KpbIIKa 3eneHoro mnpera. CoaepKumMoe Karcyin — MOpOHIOK Oeroro Wiu MmoyTH Oenoro 1Bera,
0e3 3amaxa.

dapmakoTepaneBTHYeCKasi rpynna. [[poTHBOrpuOKOBBIC CpelCTBa IS CUCTEMHOTO MPUMCEHCHHUSI.
[TpousBoausie Tpuaszona. Kog ATX JO2A CO1.

Dapmakonozuueckue ceoncmea.

Dapmakoounamuxa.

MexaHu3M IeUCTBHUS.

@DiryKoHa30J1, TPOTUBOTPHUOKOBBIH TIperapar Kjiacca TPHa30JI0B — MOIIHBIN M CEJIEKTUBHBIA HHTHOUTOP
IpUOKOBBIX (PEPMEHTOB, HEOOXOAMMBIX Ui CHHTE3a 3procrepoiia. [IepBHUHBIM MEXaHH3MOM €ro
NecTBUSL  sBJISIETCSl  MOJaBieHWe  rpubkoBoro 14  anbda-maHOCTEpON-AEMETUINPOBAHNUSA,
OIIOCPEIOBAaHHOTO LUTOXpoMOoM P450, uro siBIsieTcs HEOThEMIIEMBIM 3TAallOM OMOCHHTE3a TPUOKOBOTO
sprocrepona. AKKymynsius 14 anbga-mMeTun-cTeposioB KOpPpeIupyeT ¢ TMocienyroue morepei
sprocreposia MeMOpaHOi TpUOKOBON KJIETKM M MOXET OTBEYaTh 3a MPOTUBOTPUOKOBYIO aKTHMBHOCTb
¢baykoHazona. DiaykoHa30d sBIsSETCS 0oJiee CENEKTHUBHBIM K TpUOKOBBIM (pepMEHTaM LHMTOXpoMa
P450, yeM k pa3nuuHbIM cucTeMaM (pepMeHTOB nuToxpoma P450 MiuexonuTaromux.

[Ipumenenue ¢uykoHazona B ao3e 50 Mr B CyTKM B TeueHUE 28 JHEW He BIUSET Ha YpPOBEHb
TECTOCTEpOHA B IJIa3Me€ KPOBHU Yy MYXUYMH WJIM Ha YpPOBEHb SHJIOTCHHBIX CTEPOUJOB Y IKECHILIUH
pernponykTuBHOro Bo3pacta. dmykonazon B mo3e 200 — 400 Mr B CyTKM HE OKa3bIBaeT KJIMHHUYECKH
3HaYMMOTO BIIMSHUS Ha YPOBEHb 3HJOTCHHBIX CTEPOMJOB MJIM Ha oTBeT Ha crumyisamuio AKTI y
3JI0pPOBBIX JOOPOBOJIBLIEB MY>KCKOT'O TIOJIA.

HccnenoBanue B3auMOJCHCTBUS C aHTUIIMPUHOM IPOJIEMOHCTPUPOBAIO, YTO HpuMeHeHue 50 mr
(bykoHa30J1a pa30BO WM MHOTOKPATHO HE BJIMSET Ha METa0O0IN3M aHTUIIHPHHA.

YyBCTBUTEIBHOCTB IN Vitro.

daykonason in Vitro qeMOHCTpUpPYET MPOTHBOIPHOKOBYIO aKTUBHOCTH B OTHOMIeHHH BuoB Candida,
HauOonee uacto Bcrpeuatonuxcs (Bmouas C.albicans, C.parapsilosis, C.tropicalis). C.glabrata
JIEMOHCTPHUPYET IIUPOKHIA THara30H YyBCTBUTEIBHOCTH K (piykoHaszony, Torma kak C.Krusei k Hemy
PE3UCTEHTHBIM.

Taxxe QuykoHazon in Vitro geMOHCTpHpYET aKTHBHOCTh Kak mpoTuB Cryptococcus neoformans u
Cryptococcus gattii, Tak U TPOTUB 3HAESMHUYECKUX IUICCHEBBIX TpubOoB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum u Paracoccidioides brasiliensis.

B3auMocBs3b apMaKOKMHETHYECKUX U (hapMaKOAMHAMUYECKUX CBOMCTB.

CornacHo pe3yibTaTaM UCCIEIOBAHUN Ha KUBOTHBIX, CYIIECTBYET KOPPEIAILUSI MEXAY MUHUMAJIbHOU
MHTUOMpYIOIEeH KOHLEHTpalen U 3(pPEKTUBHOCTHIO MPOTUB SKCIEPUMEHTATBHBIX MOJIENIel MUKO30B,
Bbi3BaHHBIX Bujamu Candida. CornmacHo pe3yiapTataM KIMHHYECKUX HCCIICOBAHUMN, CYIIECTBYET




nuHeiHas 3aBucuMocTh Mexay AUC u mo3oit ¢aykonaszona (mpumepHo 1:1). Takxke cymiecTByeT
psiMasi, HO HepoctaTo4yHas cBsa3b Mexay AUC niau 0304 U MOJIOKUTEIbHBIM KIMHAYECKUM OTBETOM
Ha JIEYEHHE OpPAJBHOIO KaHAMJ032 M B MEHbBIIEH CTENEHU — KaHAWJIEMUU. AHAJOTUYHO JIEUEHUS
MH(DEKIHiA, BEI3BAHHBIX HITAMMAaMHU, K KOTOPBIM (PJIyKOHA30JI AEMOHCTPUPYET BBHICOKYI0O MUHUMAIIbHYIO
uHruoupyomy konnenrpanuo (MUK), MeHee ya0BIETBOPUTEIBHO.

MexaHu3M pe3uCTEeHTHOCTH.

Muxkpoopranusmsl poaa Candida neMOHCTPUPYIOT MHOTOYUCICHHBIE MEXaHH3MbI PE3UCTEHTHOCTH K
a30JIbHBIM TIPOTUBOIPUOKOBBIM cpeacTBaM. Dnykonazon aemoHcTpupyeT Bbicokyto MUK mpotus
IITAaMMOB TpUOOB, KOTOPBIE UMEIOT OJMH MU 00Jiee MEXaHU3MOB PE3UCTEHTHOCTH, YTO OTPULIATEILHO
BiuseT Ha 3(Q(GEKTHBHOCTH IN VIVO W B KIMHHYECKOW mpakThke. CooOIIanoch 0 Ciiydasx pa3BUTHS
cynepundexiuu Candida spp., apyrumu uem C. Albicans Bumamu, KOTOpbIC YaCTO HEYYBCTBUTEIBHBI K
bnykonazony (Hanpumep Candida xrusei). Jlnsi nedeHHs TakUxX CIy4daeB CIIEAYyeT HPUMEHATH
aJIbTEPHATHUBHBIE POTUBOTPUOKOBBIE CPEIICTBA.

DapmaxkokuHemuxa.

®apMaKOKMHETHYECKUE CBOWCTBA (DIIYKOHA30J1a TMOJOOHBI NPU BHYTPUBEHHOM U IEPOPATIHLHOM
MIPUMEHEHUHU.

AOGcopbrms

@DI1yKOHA30J1 XOPOILIO BCACBIBACTCA MPHU MEPOPATLHOM MPUMEHEHHUU, a YPOBEHb IMpenapara B Miia3zMe
KPOBHU U CUCTEMHAasl OMOJOCTYIMHOCTHh NpeBhIIAI0T 90 % ypoBHs (iykoHa3oia B Ijia3Me KpOBH, YTO
JOCTUTAeTCs MPH BHYTPUBEHHOM BBeJleHUU Mpernapara. OQHOBpEMEHHBINH MPUEM MUIIN HE BIUSET Ha
BCachIBaHME Mperapara npu ero nepopaibHOM NpuMeHeHUH. [1ukoBas KOHIEHTpalus B IU1a3Me KPOBU
nocruraerca yepe3 0,5 — 1,5 gaca mocne mpuema npenapara. KoHueHTpamnusi npemnaparta B Ijia3Me
KpOBHU IIPOIOPIIMOHAJIbHA J103€. PaBHOBEeCHast KoHIIeHTparus Ha ypoBHE 90 % mocTuraercs Ha BTOpOU
JICHb JICUEHUs MPU MPUMEHEHUH B TIEPBbII JIEHb HarPy304HOM J103bI, BABOE MPEBBIMIAONIEH OOBIYHYIO
CYTOUHYIO 103Y.

Pacnpenenenue.

O0Bem pacrpeneneHusi IPUMEPHO PaBEH OOIIEMY COACPIKAHUIO KUAKOCTH B opranu3me. CBsi3bIBaHHE
¢ 6enmkamu TTa3mbl kpou HU3Koe (11 — 12 %).

@DI1yKOHA30J1 XOPOLIO MPOHUKAET BO BCE UCCIIEyEMbIE )KUIKOCTH OpraHu3Ma. Y poBeHb (UIyKOHA30J1a B
CIIIOHE M MOKpOTe IM0/j00€H KOHIEHTpalMM IpenapaTa B IUIa3Me€ KpPOBH. Y MAIMEHTOB, OOJBHBIX
IpUOKOBBIM MEHMHTUTOM, YpOBEHb (PIIyKOHa30ja B CHMHHOMO3TOBOW Xuakoctu mocturaer 80 %
KOHLEHTPALlUK B TUIa3Me KPOBH.

Bricokune koHLeHTpauuu (IykoHa3oda B KOXKE, IMPEBBIIIAIONINE CHIBOPOTOYHBIE, JOCTUTAIOTCS B
pOroBOM CJIO€, 3MUIEpMHCce, nepMe M nore. DIykoHa30J HakaluMBaeTcs B poroBoM cioe. [Ipum
npuMeHeHuu 11036l 50 Mr 1 pa3 B CyTkM KOHLEHTpanus (iaykoHazona mocie 12 gHei seueHus
cocTaBuiia 73 MKI/T, a yepe3 7 JAHEH IMociie 3aBepllIeHus JICUeHUs] KOHIIEHTpAallks BCE €lle COCTaBJsIa
5,8 Mkr/r. Ilpu npumenenun o3l 150 mr 1 pa3 B Henento KOHUEHTpauus (uiykoHa3ojla Ha 7 JI€Hb
JeueHust coctaBuia 23,4 MKI/T; yepe3 7 IHeH 1mociie MpUMEHEHUs CleAyIoIIei 103kl KOHIIEHTpAallus BCce
emre cocTapirsia 7,1 MKT/T.

Konnenrpanust ¢uykoHazona B HOrtsax mnocie 4 MecsueB npumeneHus 150 mr 1 pa3 B Henenio
coctapisiia 4,05 MKT/T y 370pOBBIX TOOPOBOJIBIEB U 1,8 MKI/T mipu 3a007€BaHUSIX HOTTEH; (hITyKOHA30J1
orpenensics B o0pa3iax HOrTel uepes 6 MecsIeB Mociie 3aBepUICHUs TepaHH.

buorpanchopmanus

®dnykoHa30 MeTabonu3upyeTcs He3HauuTenabHO. Ilpu BBeIEeHMM 103bI, MEUEHON paJMOAKTHBHBIMU
n3zoronamu, Toibko 11 % duykoHa3zona BBIBOAUTCA C MOYOM B HM3MEeHEHHOM Bujae. dmykoHazon
ABIISICTCA CEJNEKTUBHBIM MHTHOMTOpoM H3opepmeHToB CYP2C9 n CYP3A4, a Taxke MHrHOMUTOPOM
¢depmenta CYP2CI19.

BriBeneHnue.

[lepuon nomyBbiBeeHUS (HIIyKOHA301a U3 T1a3Mbl KpOBU cocTasiisieT okoiio 30 yacoB. bonbmias yactsb
npemnapara BbIBOAUTCA moukamu, npuueM 80 % BBEACHHOW J03bl OOHApyKMBaeTcs B Moue B
HeusMeHeHHOM  Buje. Kimpenc  ¢QuykoHasona  MmpomoOpHHMOHANE€H  KIUPEHCY  KpeaTHHUHA.
[upkynupyroumx MeTaboIuTOB He 00HAPYKEHO.




JUnTenbHBIA MEpUOJ NOMYBBIBEAEHUS M3 IUIa3Mbl KPOBU JAE€T BO3MOXKHOCTH PA30BOT0 NPUMEHEHUS
npernapaTa npu BaruHaJIbHOM KaHJIMJ03€, a TaKXKe MPUMEHEeHHe npenaparta 1 pa3 B Heleto Ipu APYyTrux
[IOKA3aHUsX.

[ToueyHast HEIOCTaTOYHOCTb.

VY nanueHToB ¢ MOYEYHON HEIOCTaTOYHOCTBIO TSKEIION CTENEeH! (CKOPOCTh KITyOOUKOBOM (puibTparuu
< 20 mu/mMHH) Tiepuoj TMOJyBbIBeleHHS yBenuuuBaercs ¢ 30 dacoB g0 98 uacos. I[loatomy 3TOiM
KaTeropuu MalueHTOB HEOOXOJMMO YMEHBIIUTH 103y (uiykoHazosa. DIyKOHA301 yHalseTcs ImyTeM
reMojifalin3a, B MEHbIIEH CTeNeHH — MyTeM HHTpamnepuToHeanbHoro nuanusza. CeaHc remojuanusa
MIPOJIOJKUTEILHOCTHIO 3 Yaca CHIKAeT YPOBEeHb (PIyKoHa30J1a B TUia3mMe KpoBu Ha 50 %.

IanueHThl NOKUIOTO BO3pAcTa.

W3menenus GpapMakOKHHETHKU y MALMEHTOB MOXKUIJIOTO BO3PACTa OYEBHIHO 3aBHCIT OT MapaMETpPOB
(YHKIHMH TTOYEK.

Kiununyeckue XapakTepuCTHKH.

Hloka3zanus.

OcTpblii BArMHAJIBHBIN KaHIU03, KOTJ1a MECTHAs Tepanusi HEyMECTHa.
Kanaunosusiii 6ananuT, Korjga MecTHasi Teparvs HEyMeCTHa.

Ilpomueonoxaszanus.

— l'unepuyyBCcTBUTENBHOCTh K (PIIYKOHA30Iy, APYTUM a30JbHBIM COCIWHEHUSM WU K JIOOBIM H3
BCIIOMOTaTEJIbHBIX BEIIECTB Mperapara.

— OpnHoBpeMeHHOE TpuUMeHeHue (IykoHazona M Tep(eHaauHa MalueHTaM, KOTOpble MPUMEHSIOT
(baykoHa30J1 MHOTOKpAaTHO B jo3ax 400 Mr/CyTkw W BbIIIE (COTJIACHO pE3yJIbTaTaM HCCIICIOBAHUS
B3aMMO/ICHICTBUS MHOTOKPATHOTO MPUMEHEHHUS).

— OnHOBpEMEHHOE TpUMEHEHNEe (IIYKOHA30J1a U IPYTUX JIEKAPCTBEHHBIX CPENICTB, KOTOPHIC YIITUHSIIOT
untepBann QT u merabonmusupytorcs c¢ momomnsio ¢epmenta CYP3A4 (mampumep, mmsampuna,
acTEeMHU30J1a, MMMO3U/Ia, XUHUIMHA U IPUTPOMUIINHA).

B3zaumooeiicmeue ¢ opyzumu 1eKapcmeeHHbIMU CPEOCmEamMu U opyzue 6Uuobl 63aumMooeiicmaeull.
IIpomusonokazano coemecmuoe npumeneHue (QIVKOHA301A U HUHNCEYKAZAHHBIX JIeKAPCMBEHHbIX
cpedcms.

[uzanpuo: coolmanocs O pa3BUTUU TOOOYHBIX PEAKIHM CO CTOPOHBI CEpAIla, B TOM YHCIE O
MapOKCU3MAIBHON JKEITy0UYKOBOM TaXWKapJIUU THUIIA «ITHUPYIT» Y MAIUEHTOB, KOTOPHIE OJHOBPEMEHHO
npuMeHsiii (paykoHazon W 1m3anpui. VccnemoBaHus NpOAEMOHCTPUPOBANM, YTO OJHOBPEMEHHOE
npumenenue 200 mr ¢aykonaszona 1 pa3 B cytku u 20 mr nmsanpuia 4 paza B CyTKH IPUBOJIWIO K
3HAYUTEILHOMY TOBBIIIEHUIO YPOBHS IU3allpHa B TIa3Me KPOBH U K yHJIMHEHHWIo uHTepBana QT.
OnHoBpeMeHHOE TNpUMEHEHHE (IyKOHA30Jla | IM3alpuja TPOTHUBOIMOKAa3aHO (CM. pazjaen
«lIpomusonoxazanusny).

Tepgenaoun: w3-3a CaydyaeB pa3BUTUA THKEIBIX CEPACUHBIX APUTMHM, BBI3BAHHBIX YIJIMHCHHEM
untepBasia QTc y manuMeHToB, KOTOpbIe MPUHUMAIN a30JIbHBIE MPOTUBOTPUOKOBBIEC JIEKAPCTBEHHbBIE
CpelICTBa OJHOBPEMEHHO C Tep(eHaanHOM, ObUIM MPOBEAEHBI MCCIICTOBAHUS B3aUMOJECHCTBUS ITHX
npemapaToB. B xo/ie 01HOTO MCCe0BaHUs MIPU MPUMEHEHUH (uryKoHa3oma B fo3ax 200 Mr B CyTKHU He
OBLTO BBIABIICHO yaymHeHus: nHTepBasia QTc. [Ipyroe ucciienqoBanue mpy MpUMEHEHHH (IIYKOHA30J1a B
no3ax 400 mr u 800 Mr B CyTKH MPOJAEMOHCTPUPOBAJIO, YTO MpUMeHeHHEe (uryKoHa3o0ia B 1o3ax 400 mr
B CYTKM WJIH BBIIIC 3HAYUTEIBHO TMIOBHIIIACT YpPOBEHb TepdeHaanHa B IUIa3ME KpPOBU TIPH
OJTHOBPEMEHHOM MIPUMEHEHHUH dTuX mpemnaparoB. CoBMecTHOE MpuMeHeHue (haykoHaszona B qo3ax 400
MI WIW BBIIIE C TeppeHaTUHOM MPOTHBOMOKAa3aHO (cM. pasnen «llpomusonoxazanusy). Ilpu
npuMeHeHuu (rykonaszona B qo3ax Hike 400 MT B CyTKH OJHOBPEMEHHO C Tep(heHaIUHOM CIeayeT
MPOBOJIUTH THIATEIHHBIM MOHUTOPHHT COCTOSIHUS TIAI[MEHTA.

Acmemuzon: COBMECTHOE NpHMEHEHHE (IyKOHA30da U aCTeMH30Jla MOXET CHHU3UTh KIHPEHC
acTeMu3oja. BbI3BaHHOE STHM TMOBBIIICHUE KOHIIEHTPAIlMU acTEMHU30ja B IUTa3M€ KPOBH MOMXKET
MPUBECTH K yATuWHEHUI0 nHTepBasia QT U peako — K MapOKCH3MAIbHOM JKEeTyJOUYKOBON TaXHKapIuu




TUMa «Iupy T™». OTHOBpEMEHHOE TPUMEHEHHE (TYKOHA30JIa U aCTEeMU30J1a IPOTHBOIIOKA3aHO.
Ilumo3uo u xuHuouH: COBMECTHOE MpUMEHEeHHE (IyKOHA30da W MUMO3MJIa WIM XUHUIUHA MOXKET
MPUBECTH K YrHETCHHIO MeTaboiu3Ma TMHUMO3MJA WM XWUHUAWHA, XOTS COOTBETCTBYIOIIMX
UCCIIeI0BaHMiA N VItro u in Vivo He npoBoauiu. [ToBbIIeHHE KOHIICHTPAIIMH TMMO3K/1a M XHHUINHA
B IUIa3ME€ KPOBH MOXKET BBI3bIBATh yiuuHeHUE uHTepBaTa QT W peaxko mpuBECTH K Pa3BUTHIO
MapOKCU3MAJIbHOM KEITyIOYKOBOM TaxUKapAuu TuMA «IHPYyIT». OJHOBpEeMEHHOE NpPHUMEHEHUE
(bykoHA30J1a 1 TUMO3U/Ia WM XUHUIWHA TPOTUBOIOKA3aHO.

Opumpomuyun. OIHOBPEMEHHOE MPUMEHEHHUE SPUTPOMUIIMHA U (DIyKOHA30Ja MOTEHLIUAIBHO MOXKET
MPUBOJUTh K TMOBBIIMICHUIO PUCKA PAa3BUTHS KapAHMOTOKCUYHOCTH (yuymmHeHue wHTepBana QT,
MapoKcU3MallbHas JKEIyJOYKOBash TaxUKapAus TUIA «IHPYIT») M, KaK CIEACTBHE, K BHE3AITHOMY
CepJICYHOMY JIEeTalbHOMY ucXoay. llpuMeHeHne KOMOWHAIIMM JAaHHBIX JICKAPCTBEHHBIX CPEIICTB
MIPOTUBOMNOKA3aHO.

He pexomendyemcsa oonoepemennoe npumeHnenue (hayKOHA301A U HUNCEYKA3AHHLIX JIeKAPCMBEHHbLX
cpedcms.

Tanogpanmpun: (HaykoHA3071 MOKET BBI3BATh IMOBBINICHUE KOHIIEHTPAIMU Talo(aHTpUHA B IUIa3Me
kpoBu 3a cuer yrHetenuss CYP3A4. OpgHoBpeMeHHOE NMPUMEHEHHE ITHX JIEKApPCTBEHHBIX CPEICTB
MOTCHIIMATHFHO MOXKET MPUBOJMUTH K TOBBIIICHUIO PUCKA PA3BUTHS KapIUOTOKCUYHOCTH (yIJIUHCHUE
untepana QT, mapokcusmalibHas KeTyJOYKOBas TaXUKapAHs THIA «IIUPYIT»), U, KaK CIEJICTBUE, K
BHE3AITHOMY CEpACYHOMY JieTallbHOMY ucxony. Crenyer nzderath MpUMEHEHHUsS KOMOMHAIIMK JTAHHBIX
JIEKapCTBEHHBIX CPEJICTB.

Cosmecmnoe npumenenue QIVKOHA301A U HUNCEYKAZAHHLIX JIeKAPCMBEHHLIX _cpedcme mpebdyem
OCMOPOAHCHOCIU U KOPPEKYUU OO03bL.

Brusanue opyaux nekapcmeennuvix cpedcme Ha GayKoHa3o..

HccnenoBanus B3auMOJICHCTBUSL MPOJAEMOHCTPUPOBAIHN, YTO OJHOBPEMEHHOE YMOTpeOsieHHe MHIIH,
[MUMETHUIMH, aHTAIUIbl WIH JaldbHeHIee o0IydeHHe BCEro Tella JJIs Tepecakd KOCTHOTO MO3Tra, He
UMeeT KJIMHUYECKH 3HAuMMOTo BIMSHHS Ha abOcopOuuio (iaykoHa3ona MpU €ro mnepoparbHOM
MIPUMCHCHHUMU.

Pugpamnuyun: omHoBpeMeHHOE MprUMeHEeHHe (IyKoHa3oda U pudaMnuiiHa TPUBOJIIO K CHIKEHHUIO
AUC Ha 25 % u cokpamiajio nepuo 1 moiyBsiBeieHus ¢aykonaszona Ha 20 %. [TlosTomy iis alMeHToB,
KOTOpbIE TMPUMEHSIOT PHPAMIHUINH, CIEAYeT PACCMOTPETHh IIeIeCO00Pa3HOCTh MOBBIIICHHUS J03bI
(dbaykoHazona.

Brusanue ¢pnykonazona na opyeue nexapcmeaentnvie cpedcmaa.

dnykoHa3on SBISETCS MOIIHBIM HHrHOMTOpoM m30pepmenta 2C9 muroxpoma P450 (CYP) wu
ymepeHHbIM UHTHOUTOpoM CYP3A4. ®dnykonazon sisercs uaruoutopom CYP2C19. B npunauy x
Ha0JTI0TaeMBIM/ TOKYMEHTAITLHO ~ MTOJTBEPKICHHBIM  B3aMMOJICHCTBHUSAM, OIMCAHHBIM HIDKE, IPHU
OJTHOBPEMEHHOM TMPUMEHEHHH C (IIYKOHA30JIOM CYIIECTBYET PHUCK TMOBBINICHUS B IJIa3Me€ KPOBH
KOHIICHTPALUH NPYTruX coeauHeHul, koTopeie Metabomusupytorcs CYP2C9, CYP2C19 u CYP3A4.
[TooToMy mnpuMeHSTh Takue KOMOWHAIIMM TIPErapaTtoB CIEAYeT C OCTOPOXKHOCTHIO; TPU ITOM
He00X0IMMO TIIATEIILHO HAOII0aTh 32 COCTOSTHUEM IMAIIMCHTOB. YTHETAIoMIee IeiHcTBUE (TyKOHA301a
Ha (EepPMEHTHI COXpaHsAeTCs B TeueHue 4-5 CyTOK MOocie ero MPUMEHEHHS B CBSI3U C €ro JJIUTEIbHBIM
TIEPHOJIOM TTOJTYBBIBEICHUS.

Anvgpenmanun: BO BpeMs OJHOBPEMEHHOTO MpHMEHEHUs anb(heHTaHmwia B n03e 20 MKI/KT |
¢dykoHazona B 103e 400 MT 370pOBBIM JOOPOBOJIBIIAM HAOIIOAAIOCH IByKpaTHOe yBeaunuenne AUC
BO3MOXXHO u3-3a wuHrHOuUpoBanus CYP3A4. Moxker ObITh HeoOXoauMa KOPPEKIHsS JJI03bI
anb(eHTaHumia.

Amumpunmunun,  Hopmpunmuiun:  (DIYKOHA30  YCUIMBAaeT JCHCTBHE aMUTPUNITWIHHA H
HOPTPUNITHINHA. PekoMeHayeTcss H3MepsATh  KOHICHTPAIMU  S-HOPTPHUNTWIMHA  W/WiH  S-
aMUTPUIITWINHA B Hadajge KOMOMHUPOBAaHHOM Tepanuu U yepe3 1 Hemeno. B ciaydae HeobxonumocTu
CJIeTyeT OTKOPPHUTHPOBATH J03Y aMUTPUTITHIMHA/HOPTPUIITHIINHA.

Ampomepuyun B: omHOBpeMeHHOE puMeHeHue (hiaykoHaszona u ampoTepulinia B nHGUIIMpOBaHHBIM
MBIIIaM ¢ HOPMAJIbHBIM HMMYHHUTETOM W WH(DHUIIMPOBAHHBIM MBIIIAM CO CHIKEHHBIM HUMMYHHTETOM
MIPUBEJIO K TAKUM pe3yJbTaTaM: HEOOIbIION alTUTUBHBINA IPOTUBOTPUOKOBBIN A (HEKT MPU CUCTEMHOMN




undexkuuu C. albicans, OTCyTCTBUE B3aUMOJCHCTBHS NpH BHyTpuuepenHoit nudekmun Cryptococcus
neoformans u anHTaroHm3Mm JIByX TmpemapatoB mpu cucremHoi wuHpeknun Aspergillus fumigatus.
Knuanueckoe 3HaueHue pe3yabTaToB, MOJYYSHHBIX B XO/I€ 3TUX UCCIICAOBAHHMI, HEM3BECTHO.
Aumuxoazynanmsl: Kak W TPH HPUMEHEHUHM APYTUX a30JIbHBIX MPOTUBOIPUOKOBBIX CPENICTB, MPH
OJTHOBPEMEHHOM TIpUMEHEHUH (QUIyKOHa30la W BapdapuHa COOOIIATOCh O ClIydasx pa3BUTHS
KpOBOTEUYEHHH (reMaToM, HOCOBOTO KPOBOTEUEHHUS, KEITYT0YHO-KUILIEYHBIX KPOBOTEUEHUH, reMaTypuu
M MEJCHbI) B COYETAaHUH C YAJIUHEHHEM MPOTPOMOMHOBOrO BpeMeHH. llpu ogHOBpeMeHHOM
npuMeHeHuu (iykoHaszona U BapdapuHa HaOMIOANOCh JBYKPATHOE MOBBIIMICHHE MPOTPOMOMHOBOTO
BPEMCHH, BEPOSATHO, BCJCACTBHE yrHEeTeHHMs MeTaboiau3ma Bapdapuna depe3 CYP2C9. Cunenyer
TUIATENILHO KOHTPOJIMPOBAaTh MPOTPOMOMHOBOE BpeMsi Y MAlUEHTOB, KOTOPHIE OJHOBPEMEHHO
MPUMEHSIOT KyMapHUHOBBIE aHTUKOATYJISIHTBI. MOXeT ObITh HE0O0X0Ma KOPPEKIHs 10361 BaphaprHa.
benzoouazenunvr  xopomxoeo  Oeuicmeus, Hanpumep  MUOA30IAM,  MPUA30IaAM:  HA3HAYCHHE
¢diykoHa3oma TOCie TEepOpAIbLHOTO MNPUMEHEHHMS MHJa3ojiaMa MPHBOJMIO K 3HAYUTEIBHOMY
MOBBIIICHUIO KOHIEHTPALUKU MUJA30JIaMa U YCHJIEHUIO TICUXOMOTOPHBIX 3 dekToB. OAHOBpEMEHHOE
npuMeHeHne ¢iykoHaszona B go3e 200 Mr m mmaazoiama B J03€ 7,5 MT MEepOpaibHO MPUBOAMIO K
noBeimeHnto AUC u mepuona mnonyBbiBeneHUs B 3,7 u 2,2 pa3a cooTBeTCTBeHHO. [IpuMenenue
(daykonazona B go3e 200 mr/cyrku u 0,25 Mr Tpuazoyiama MepopaibHO IPHUBOJIUIO K IOBBIIICHUIO
AUC u nepuoja nonysbeiBeaeHus B 4,4 u 2,3 paza cooTBeTCTBEHHO. [Ipu 0IHOBpeMEHHOM MPUMEHEHUU
¢birykoHa3ona ¥ TprazoiaMa HaOIrAa10Ch MOTCHIMUPOBAHKUE U IpoJioHTanus 3G eKToB Tpruazonama.
Ecnu mnanueHTy, KOTOpBI MNPOXOAUT Kypc JedeHUus (IyKOHA30JI0M, CIEAyeT OJIHOBPEMEHHO
HA3HAYUTh TEpanuioo OCH30AMAa3eMHAMH, 03y IMOCIEAHUX CJIEeAyeT CHHU3UTh M YCTaHOBHTH
HaJJIexallee HabIoJeHHe 32 COCTOSIHUEM MaI[MeHTa.

Kapbamasenun: ¢irykonazon yraeraer Metaboim3M KapOamas3elnrHa U BbI3bIBACT MOBBIIICHUE YPOBHS
kapOamazenuHa B chiBOpoTke kKpoBU Ha 30 %. CyliecTByeT pUCK pa3BUTHS MPOSBICHUN TOKCUYHOCTH
CO CTOpPOHBI KapOamazenuHa. MoskeT ObITb HeoOXoIuMa KOppeKIus J103bl KapOamasenuHa B
3aBHCHMOCTH OT YPOBHSI €r0 KOHLIEHTPALIUU U ICUCTBUS IIperapaTa.

Bnoxkamopul  kanvyuesvbix Kananos: HEKOTOPHIE AHTATOHUCTHI KaiublMA (HUGDEAUITUH, HCPAIUIIHH,
amnogunuH U (enonunuH) meradonusupyercs depmentom CYP3A4. dnykoHa3071 MOTEHIIHAIBHO
MOJKET TIOBBIIIATH CHUCTEMHYIO SKCIIO3UIMIO OJOKATOPOB KAJIBIMEBBIX KaHAJIOB. PexomMeHIoBaH
THIATENbHBI MOHUTOPUHT OTHOCUTENFHO Pa3BUTHS TOOOYHBIX PEaKIUi.

[]enexokcu6: ipu OJHOBpEMEHHOM IIpUMeHeHUHU QuiykoHaszoina (200 mr B cyTku) u nenekokcuda (200
Mr) Cmax 1 AUC nienexokcnba nopsimanuck Ha 68 % u 134 % coorBercTBeHHO. [Ipn 0qHOBpEeMEHHOM
MIPUMEHEHUH 1IeJIeKoKcrnOa U (piryKoHa30a MOXKET ObITh HEOOXOJUMBIM CHHKEHUE JI03bI 11eIeKOKcHOa
B JIBa pasa.

Luknogpocghamuo: onHOBpeMeHHOE NpuMeHeHue uukiopochamuaa u (aykoHazona NPUBOIAUT K
MOBBIIICHUIO ypPOBHS OWIMpyOMHAa W KpeaTMHHHA B CHIBOPOTKE KPOBU. DTH TpemapaTrbl MOKHO
MIPUMEHSITh OJTHOBPEMEHHO, YIUTHIBAs PUCK TOBBINICHHS KOHIICHTPAIIMU OMIMPyOrHA U KPEaTHHUHA B
CBIBOPOTKE KPOBH.

@Denmanun: cooOMATIOCH 00 OJHOM JETATBHOM CIIy4ae HHTOKCHKAIMKA (EHTAHWIOM BCJIEICTBHUE
BO3MOXXHOTO B3auMOJIeHicTBUA deHTaHuIa u GurykoHasona. MccnaenoBanust mpoieMOHCTPUPOBAIH, YTO
(GIIyKOHA30JT 3HAYUTENBHO 3aMEMISUT  DJIMMUHAIMIO (eHTaHwia. [loBBIIEHHEe KOHIEHTpAIHH
(eHTaHWIa MOKET MPUBECTH K YTHETEHUIO JIBIXaHUS, TIOITOMY CJIEIyeT TIIATeNIbHO KOHTPOJIUPOBATH
COCTOsIHUE ManreHTa. MoxxeT ObITh HE00XOMMON KOppeKLUs J03bl (heHTaHHIIa.

Hueubumopvr I'MI-KoA-pedykma3zvl: COBMECTHOE NMpHMeHeHHe ¢uiyKoHazona u uHruouropos ['MI-
KoA-penykrassl, kotopsle Mertabommsupytorcsi CYP3A4 (aropBactaTMH W CHUMBACTaTHH), WIIH
uaruoutopoB I'MI'-KoA-penykrasel, kotopelie wmetabonusupywores CYP2C9 (duayBactaTtuH),
MIOBBINIAET PUCK PA3BUTHS MHUOIATHH M padmomuonu3a. B ciaydae HEOOXOIMMOCTH OJHOBPEMEHHOTO
NPUMEHEHHs] JITHX TMPEnapaToB CJleayeT TIIAaTeIbHO HAOMI0AaTh 3a MAIMEHTOM OTHOCHUTEIBHO
BO3HUKHOBEHHS CHMIITOMOB MHOIATHA H PadJOMHONM3a M TIPOBOJWTH MOHUTOPHUHT YPOBHS
KpeaTMHKWHA3bl. B cllyyae 3HAYMTENHHOTO TMOBBIIICHUS YPOBHS KPEAaTHMHKUHA3bI, a TaKXKe MpHU
IMAarHOCTHPOBAHUN HIIM TOJIO3PEHUH HAa MHOMATHIO/pabaoMuonm3 npuMeHeHne uHruouropos ['MI -
KoA-penykTassl cienyeT mpeKkpaTHTh.



Hmmynocynpeccopul (Hanpumep, YyukioCHOPUH, 38ePOIUMYC, CUPOIUMYC U MAKPOTUMYC).
Luxnocnopun: (irykoHa307 3HAYWTEIBHO mMOBBIIAET KoHIEeHTpanuioo u AUC nuxnocnopuna. [Ipu
OJTHOBPEMEHHOM TMpUMEHeHHH (iaykoHazona B jno3e 200 MI/CyTKM W IUKIOCIOpHHA B 103e 2,7
Mr/Kr/cyTkn Habmonanoch yBennuenne AUC nwmknocrnopuHa B 1,8 pasa. DTm mpemnapaTbl MOXKHO
MIPUMEHSITh OJHOBPEMEHHO TPH YCIOBUH YMEHBIICHHS 103l IIUKIOCIIOPUHA B 3aBHCHMOCTH OT €TO
KOHI[EHTpALUH.

Deeponumyc: X0Ta UccaenoBanus IN VItro u in Vivo He mpoBoAWIH, (JIYKOHA30JI MOYKET MOBBIIIATH
KOHIIEHTPALIUIO 9BEPOJIUMYCY B CHIBOPOTKE KpOBHU U3-3a yruereHusi CYP3A4.

Cuponumyc: GIIyKOHA30JI MOBBIMIAET KOHIICHTPAIIUIO CHPOJIMMYCa B TIa3Me KPOBH, BEPOSITHO, ITyTEM
yraeTeHus: Mmetadbonusma cuponumyca pepmertom CYP3A4 u P-rimkonpoTenHOM. DTH Tpenaparhbl
MOKHO MPUMEHSATH OJHOBPEMEHHO TPU YCIOBUH KOPPUTUPOBAHUS JT03bI CHPOJIUMYCa B 3aBHCHMOCTH
OT ypOBHS KOHIIEHTpauu 1 3¢ (eKToB mpemnapara.

Taxponrumyc: (HIYyKOHA30T MOXKET IMOBBINIATH KOHIIEHTPAIMH TaKPOJIMMYCa B CBIBOPOTKE KPOBH IO
5 pa3 mpu ero nepopajbHOM MPUMEHEHHH U3-3a YTHETeHHs MeTa0oyii3Ma Takpojaumyca (pepMeHTOM
CYP3A4 B kumeynuke. [lpy BHYTPHBEHHOM NPUMEHEHUM TaKpOJIMMyca HE HaOJII01aIo0ch
3HAYUTENbHBIX U3MEHEHUN (papMakoKUHETUKU. [I0BBIIIIEHHBIE YPOBHU TAKPOJIMMYCA aCCOIUUPYIOTCS C
He(POTOKCHIHOCTRIO. J[03y Takpoinumyca il MEpOPaTbHOIO TPUMEHEHUsS CIEAYeT CHUXKAaTh B
3aBHCHUMOCTH OT KOHIICHTPAI[UU TaKpOJIUMYCa.

Jlozapman: HayKoHa30 yrHETaeT MeTaboaM3M JjIo3apTaHa J0 ero akTuBHOro Mmerabosmra (E-31 74),
9TO OOYyCNOBIMBAaeT OOJBIIYI0 YacTh aHTaroHW3Ma K peuentopam anruoreHsuHa |l Bo Bpems
MIPUMCHCHHS JI03apTaHa. PEeKOMEHIyeTCs OCYIIECTBIATh TMOCTOSHHBIH MOHHTOPHHT apTEepPHAILHOTO
JIABJICHUS Y MalUEHTOB.

Memaodon: ¢IyKOHa30JI MOXKET IOBBINIATH KOHIICHTPAIIMIO METaJ0HAa B CBIBOPOTKE KpoBH. [lpm
OJTHOBPEMEHHOM MPUMEHEHUU MeTaJloHa M (IyKOHA30JIa MOXKET ObITh He0OXO0IMMa KOPPEKIUS O3Bl
MeTaJIoHa.

Hecmepouonvie npomusosocnanumenvHvle npenapamsel: TPU OJHOBPEMEHHOM TMPUMEHEHUH C
(daykonazonoM Cmax 1 AUC ¢unypounpodena moseimanuch Ha 23 % u 81 % COOTBETCTBEHHO B
CPaBHEHHU C COOTBETCTBYIOLIMMH TMOKAa3aTeIsIMH TPU TNPUMEHEHUH TONIbKo (mypounpodena.
AHaNOrM4HO MpPHU OJTHOBPEMEHHOM NpPHUMEHEHHHU (IIyKOHa30Jla ¢ paneMudeckum udymnpodenom (400
MT) Chmax 1 AUC dapmakoioruuecks akTHBHOTO u3omepa S-(+)-ubymnpodena nossiaiuch Ha 15 % u
82 % COOTBETCTBEHHO B CPABHEHHH C TAKHMH ITOKA3aTEIISIMH TPH TPUMEHEHUH TOJIBKO PaleMUIECKOTO
udymnpodeHa.

XOTsl CHeNHUAFHBIX UCCIICIOBAHUN HE TPOBOJMIH, (IIYKOHA30J MOTCHIIMATHHO CIIOCOOSH IMOBBIIIATH
cuctemMuyro skcnosunuto apyrux HIIBII, koropele wmertabomusupyrorcs CYP2C9  (mampumep,
HAaIpOKCEHAa, JIOPHOKCHKAaMa, MeEJIOKCHKama, JukiodeHaka). PekoMEeHIOBaHO IMEePHOIUYCCKH
OCYIIIECTBISATh MOHUTOPUHT MOOOYHBIX PEAKIMi M TOKCHUECKUX TMposiBIeHUM, cBsizaHHbIXx ¢ HIIBIIL.
MosxeT ObITh HeOOX0aMMa Koppekuust 10361 HITBII.

Denumoun. QIyKoHA30I yrHETaeT MeTaboau3M (peHutonHa B neuyeHH. OTHOBpEMEHHOE MHOTOKpPaTHOE
npumenenne 200 mr ¢aykoHazona u 250 Mr QgeHMTOMHA BHYTPUBEHHO MPHUBOJIUT K MOBBILICHHIO
AUC,4 benntonna Ha 75 % u Cpin Ha 128 %. [Ipu oqHOBpEeMEHHOM MPUMEHEHHUH 3THX JICKapCTBEHHBIX
CPEICTB CJIEyeT IPOBOJUTH MOHHUTOPWHT KOHIICHTpAIMK (EHUTOMHA B CBIBOPOTKE KpPOBH BO
n30exaHue pa3BUTHs TOKCHUECKOTO JIeiicTBUS (DEHUTONHA.

IIpeonuson: cooOIanoce O cirydae, KOrja y TaIeHTa TOCie TPaHCIUIAaHTAlluU TIeYeHH Ha (oHe
MPUMEHEHUS TPEIHNU30HA Pa3BMIIACh OCTpasi HEAOCTATOYHOCTh KOPHI HAAMOYEUYHBIX Kele3, KOoTopas
BO3HHKJIA TIOCJI€ TPEKpAIICHHUs] TPEXMECIYHOTO Kypca Tepamuu ¢uykoHaszonoMm. [Ipekpamenue
MpUMEeHEeHHs (IIyKOHa305la, BEPOATHO, BbI3Bano ycmieHue akTuBHocTH CYP3A4, uyto mpuBeno k
YCKOPEHHUI0 MeTabonu3Ma npearu3ona. ClieqyeT THIATeNbHO CICAWTHh 3a MalldeHTaMH, KOTOPhIC Ha
MPOTSHKEHUH ITUTEILHOTO BPEMEHU OJIHOBPEMEHHO MPUMEHSIOT (DIyKOHA30J1 M MPEAHU30H, C IENbI0
MIPEIYIIPEKJACHAS PA3BUTHS HEIOCTATOYHOCTH KOPBI HAIMOUYSYHBIX JKEJIe3 TOCe MpPeKpaIieHus
npuUMeHeHus (pIyKoHa3oa.

Pugpabymun.: GpnykoHa30I1 MOBbILIAET KOHIEHTpaLUIO pupadyTHHA B CHIBOPOTKE KPOBH, UTO MPUBOAUT
k yBenuueHuto AUC pucgabyruna no 80 %. Ilpu onHOBpeMEHHOM MpHMeHEHHH (IyKoHa30da U



pudabyTuHa COOOIIANIOCh O CIIy4asX pa3BUTHS yBeWTa. llpu mNpUMeHEHWH TakoW KOMOWHAIUU
JIEKapCTBEHHBIX CPEACTB CIlEeAyeT MNPUHHMATh BO BHUMAaHHE CHMIITOMBI TOKCHYECKOTO JEWCTBUS
pudadyTuHa.

Caxsunasup: dmykonazon nosbimaeT AUC u Cpax cakBuHaBupa npubnusurensHo Ha 50 % u 55 %
COOTBETCTBEHHO M3-3a YTHETCHHs MeTabonm3Ma cakBuHaBupa B nieueHu ¢pepmentom CYP3A4 u uz-3a
MHTHOWPOBAHUSA P-rnukomnporenna. BzaumopeiictBus MEXIy baykoHa3z010M u
CaKBUHABHPOM/PUTOHABHPOM HE HCCIICAOBAINCH, MTOITOMY OHU MOTYT OBITh 0OJee BBIPaKCHHBIMU.
MosxeT ObITh He00X0AMMAa KOPPEKIIHSI 103bl CAKBUHABHUPA.

IIpoussoonvie cynvbghonurmoyeguHsvl: TPU OJHOBPEMEHHOM NMPUMEHEHUHU (DIIyKOHA30J MPOJOHTHPYET
MEepUOJ] TOJNYBBIBEJCHUS MEPOPAIBbHBIX IMPOU3BOAHBIX CYIb(OHUIMOYEBUHBI (XJIOPIPONAMHUIA,
rMUOCHKIAMHJA, TIMNU3UMAA W ToiOyraMuaa) NP MX HPUMEHEHHH 370POBBIM JOOPOBOJIBIAM.
PekoMenayercss MpOBOAUTH YAaCThIi KOHTPOJb caxapa B KPOBH M COOTBETCTBEHHBIM 00pazom
MOHIKATh 703y MPOU3BOJHBIX CYIb()OHWIMOYEBUHBI TPU OJHOBPEMEHHOM TPUMEHEHUH C
(hITyKOHA30JIOM.

Teoghunnun: B vccneoBaHUSAX B3aUMOACHCTBHS IIperapaToB npuMeHeHue (iaykonaszona mo 200 mMr Ha
NpoTsHKeHUH 14 JHEel NpUBENO K CHIDKEHUIO CPelHEero KiIupeHca TeopuUIMHAa B IUIa3Me KPOBU Ha
18 %. 3a mamueHTaMH, KOTOPBIE MPUMEHSIOT TEO(MWUIMH B BBICOKHX J103aX WJIM KOTOPBIC HMEIOT
MOBBILICHHBIA PUCK Pa3BUTHUSI TOKCUYECKUX MPOSBICHUN TeODUILTMHA 110 IPYTHM MPUUMHAM, CIEAYeT
YCTaHOBHTH HAOIIOJIEHUE IO BBISBICHUIO MPU3HAKOB Pa3BUTHS TOKCHUYECKOTO ACWCTBUS TEOPHIUIMHA.
Tepanuto cienyer U3BMEHHUTD MPH MOSBICHUH MPU3HAKOB TOKCUYHOCTH.

Ankanouosr Oapsumka: XOTS COOTBETCTBYIOIIME WCCICIOBAHUS HE MPOBOJMINCH, (IIYKOHA30I,
BEPOATHO, U3-3a uHruouposanusi CYP3A4 MoxkeT BbI3bIBATh MOBBIIICHHE KOHIEHTPALUN AIKAJIOHI0B
OapBHHKA B IUIa3Me KPOBH (HAmpuMmep, BUHKPUCTMHA W BHUHOJACTHHA), YTO MPUBOJUT K PAa3BHUTHIO
HEUPOTOKCHYECKUX PPEKTOB.

Bumamun A: coolmanock, 4To y maiueHTa, KOTOPbI OJHOBPEMEHHO NMPUMEHST TPAHCPETHHOECBYIO
KHCI0TY (KMCaoTHas (opMa BHTaMuHA A) K (DIIyKOHA30JI, HAOIIOJAINCh MMOOOYHBIE DPEAKIUU CO
cropousl ITHC B dopme mceBaoTymMopa TOJOBHOTO MO3ra; JaHHBIA 3(PQGEKT Hcue3 IMOCIC OTMEHBI
(baykoHa3ona. DTH IeKapCTBEHHBIE CPEICTBA MOKHO MPUMEHITH OJJHOBPEMEHHO, HO CJIelyeT TOMHUTh
0 pUCKE BO3HUKHOBEHHS MOOOYHBIX peakuuii co croponsl [IHC.

Bopukonazon (uneubumop CYP2CY9, CYP2CI9 u CVP3A44): opHOBpeMEHHOE MpPUMEHEHHE
BOpHKOHa3o0Ja nepopainbHo (1o 400 Mr kaxnapie 12 yacoB Ha npoTshkeHuu 1 aHA, motom mo 200 mr
Kaxkaple 12 yacoB Ha mpoTsbkeHuu 2,5 AHs) U (aykoHaszona nepopanbHo (400 Mr B mepBbId JIeHB,
notoMm 1o 200 mr kaxzaple 24 yaca Ha NPOTHKEHUU 4 JAHEH) 8 3M0pOBBIM JTOOPOBOJIBIIAM MYMKCKOTO
nonia npuBeno k nossimeHnio Cmax u AUCt BopukoHazona B cpeanem a0 57 % (90 % JAU: 20 %,
107 %) u 79 % (90 % AU: 40 %, 128 %) coorBeTcTBeHHO. Hen3BeCTHO, MPUBOAMT JIU CHUIKEHUE O3B
W/WJM 4acTOTHl MIPUMEHEHUs] BOPUKOHA30J1a Uiu (hIyKoHa30Ja K yCTpaHeHHIO Takoro s¢dekra. [Ipu
MPUMEHEHUH BOpPUKOHA30J1a mocie (IyKoHaszola CleqyeT NPOBOAUTH HAONIOACHHE IO Pa3BUTHIO
mo00YHBIX 3((HEKTOB, ACCOMUPOBAHBIX C BOPUKOHA30JIOM.

3uoosyoun: dmykonazon noseimaer Cmax u AUC 3unoByanHa Ha 84 % u 74 % cOOTBETCTBEHHO, YTO
00yCIIOBJICHO CHIKEHHEM KIIMpEHCa 3UJOBYAMHA MPUOTU3UTENBHO Ha 45 % mpu ero mepopaibHOM
npuMeHeHud. [lepro moayBbeIBEICHHS 3UA0BYIMHA OB TakK)Ke MPOJJIEH TPHOIU3uTEeNbHO Ha 128 %
mocJie MpUMeHeHUsT KOMOWHAIU (QIIyKOHA30J1a U 3UI0OBYIUHA. 3a MallMeHTaMH, KOTOPbIe MPUMEHSIOT
TaKyl0 KOMOMHAIMIO JIEKAPCTBEHHBIX CPEICTB, CIEAyeT HaOJt0/1aTh KacaTeabHO Pa3BUTUS MOOOYHBIX
SBIIGHUH, CBSI3aHHBIX C TIPUMEHEHHWEM 3HUAOBYAMHA. MOXHO pacCMOTpPETh IeNeco00pa3sHOCTh
CHIDKCHUS JI03bI 3UIOBYIMHA.

Asumpomuyun: B WCCIEIOBAHMUSX IO OIEHKE BIUSHUS a3UTPOMUIIMHA U (IyKoHa3ola Ha
(hapMaKOKHHETHKY IpyT Apyra MpH UX OJHOBPEMEHHOM MEPOPATEHOM Pa30BOM MPHUMEHEHHH B J103aX
1200 mr u 800 Mr cOOTBETCTBEHHO, HUKAKUX 3HAYUMBIX (apMaKOKMHETUYECKUX B3aMMOJCUCTBHH He
OBLIIO BBISIBJICHO.

Ilepopanvuvle konmpayenmuewsl: P TpUMEeHEeHUU (BiykoHa3ona B 103e¢ 50 Mr BIUsSHUSA Ha YPOBEHb
TOPMOHOB HE ObLIO, TOTJa KaK MpH MpuMeHeHUH (iykoHaszona B 1o3e 200 Mr B CyTKH HaOII0AAIOChH
yBenuuenue AUC stunmmcrpanuona Ha 40 % u neBoHoprectpena — Ha 24 %. OTo CBUAETENBCTBYET O



TOM, YTO MHOTOpPA30BOE MpUMEHEeHHE (DIyKOHA307a B YKa3aHHBIX J03aX BPSA JIH MOXKET BIHSITH Ha
3¢ PeKTUBHOCTH KOMOMHUPOBAHHOTO MEPOPATHLHOTO KOHTPAICITHRA.

Hsaxagmop: conmyTCTByIOLlee TNPUMEHEHHE C HWBAaKa(TOPOM, YCHUIHMTEIEM MYKOBHUCIIHIO3HOTO
TpancMeMOpaHHoro peryisaropa npoBoaumoctu (CFTR), moBwimaer skcrno3unuio uBakagTopa B 3
pasza, a ruapokcumerwinBakadpropa (M1) — B 1,9 pasa. [ljisg manueHTOB, KOTOPHIC OJHOBPEMEHHO
NpuUMEHSIOT yMepeHHbie uHruOuTopel CYP3A, Takue Kkak (GUIyKOHA30J W JPUTPOMHMIIMH,
PEKOMEHIYeTCsI CHIKEHUE 103l uBakadTopa 10 150 Mr oauH pa3 B CyTKH.

Amuooapon: ComyrcTByroliee BBeleHHE (IIyKOHa30jJa € aMHOJIAPOHOM MOXKET TPUBECTH K
ynmuaenuto QT. Crnenyet mposiBISATE OCTOPOKHOCTB, €CJIM HE0OXOMMO UCIOIb30BaTh (PIIYKOHA30J U
aMHUOapOH, 0OCOOCHHO IMPH BBICOKOH 03¢ (urykonazoma (800 mr).

Tuopoxnopomuasud: B wuccnenoBanuu  (HapMaKOKMHETHYECKOTO B3aUMOJCHCTBUS, COBMECTHOE
BBEJICHHE THUPOXJIOPOTHA3HMIA C HECKOJBKHMHU J03aMHU (IIYKOHA30J1a, YBEIHMYUBAIO KOHIECHTPAIIUIO
(bykoHa30J1a B TIa3Me Y 3/I0POBBIX J0OpoBOIIbIEB Ha 40 %.

Ocobennocmu npumeHeHu.

Hepmamoghumus. CoraacHo pe3ynbTataM HccieoBaHus (IIyKOHA30a AJs JIeYeHUs AepMaToPUTHii y
JIeTeH, (UIYKOHA30J HE NPEBBIMIACT TIPU3COBYIbPHH MmO 3(P(HEKTUBHOCTH W OOLIMH IOKa3aTesb
s dextuBHOCTH cocTaBisgeT MeHee 20 %. [loaromy duykoHa3zon He cienyeT IPUMEHSITh AJIs JISUSHH
JIepMaTOPUTHH.

Kpunmoxkokos. JlokazatenscTB 3¢ dexTuBHOCTH (DIyKOHA307a AJs JICUEHHUs KPUIITOKOKO3a APYrHX
JOKaJIM3alMi (HarmpuMep, JIESFOYHOTO0 KPUIITOKOKO3a U KPUITOKOKO3a KOXKH) HEJIOCTATOYHO, IOTOMY
pEKOMEH 1Al TI0 TOBOLy PEKUMa JO3UPOBAHUS TS JICUCHHSI TaKMX 3a00JIeBaHUM HET.

I'nyboxue snoemuueckue muxo3swl. JlokazatenbCTB 3G (HEKTUBHOCTH (HIIyKOHA305a IS JICUSHHSI APYTUX
GbopM DSHIEMUYECKMX MHKO30B, TaKMX KaK MapakOKIUAUOUJAOMHUKO3, THUCTOIIA3MO3 M KOXKHO-
TUM(aTHIeCKuid  CIOPOTPUXO3, HEIOCTATOYHO, IO3TOMY PEKOMEHIAIMI 10 TOBOLY pEXuMa
JO3UPOBAHUS /IS JICUCHUS TaKUX 3a00JIeBaHUMN HET.

Iloueunasn cucmema. Tlanmentam ¢ HapymeHneM (YHKIMH TOYEK Iperapar CieayeT MPUMEHSTh C
OCTOPOXKHOCTBIO (CM. paszzern « Cnocob npumenenus u 003vl»).

lI'enamobunuapnaa cucmema. llanyeHntaMm ¢ HapylieHueM (QYHKIUM I€YEHH Ipenapar cleayer
IPUMEHATh C OCTOPOXKHOCTBIO. [IpuMeHeHue (I0KOHa3071a aCCOLMHPOBATIOCH C BO3HMKHOBEHUEM
PEAKUX CIIy4aeB pPa3BUTHUS TSDKEIOW TeNaTOTOKCUYHOCTH, BKIIIOYas JIETalbHbIE CIy4yau, IJIABHBIM
o0pa3oM y TMalMeHTOB C TSKENBIMH OCHOBHBIMH 3a00JieBaHUSIMU. B ciywasx, korja pa3BUTHE
renaToTOKCUYHOCTH aCCOLMUPOBAIIOCH C MPUMEHEHUEM (IIyKOoHa30j1a, He ObUIO OTMEYEHO €€ SIBHOU
3aBHCHMOCTH OT OOIIell CyTOUHOHM 03Bl Tpemnapara, IIUTEIbHOCTH TEpamuu, Moja W BO3pacTa
nanueHTa. OOBIYHO TeNaTOTOKCUYHOCTh, BbI3BaHHAs (IyKOHA30JI0M, o0paThMa, a €€ MpOsBICHUS
MCYE3aI0T MOCIe MPEKPAIICHHS TEPAITHH.

3a mauuMeHTaMu, y KOTOPBIX IIPU MPUMEHEHUH (pIyKoHa30j1a HaOII0Aat0TCsl OTKJIOHEHUS PEe3yJIbTaTOB
(YHKIIMOHATBHBIX TIPOO MEeUeHH, ClIeyeT YCTAaHOBUTH TIIATeNbHOE HAOMIOICHUE KacaTeIbHO Pa3BUTUS
0o0J1e€ TAKEIOTr0 MOPAKEHUS MTEUECHHU.

[TaruenToB crienyer NpOMHPOPMHUPOBATH O CHUMITOMAX, KOTOPBIE MOTYT CBHUJAETEILCTBOBATH O
CEpPHhE3HOM BIIMSHHM Ha TICYCHBb (BBIPAKEHHAS acTCHHS, aHOPEKCHs, MOCTOSHHAs TOIIHOTA, PBOTA
xKentyxa). B Takom cnmydae mnpuMeHeHue (IYKOHA30Ma CIeAyeT HEeMEIJICHHO MPEeKpaTuTh |
MIPOKOHCYJIBTUPOBATHCS C BPAYOM.

Cepoeuno-cocyoucmas cucmema. HekoTopble a30ibl, B TOM Yuciie U (IIyKOHA30JI, aCCOLMUPYIOTCS C
ymumnaerrneM uHtepBasia QT Ha smekTtpokapauorpamme. CooOmianock 00 OYeHb PENKUX CIydasx
yanuHeHuss uHTepBana QT M mapoKCHU3MallbHOM JKETyJIOYKOBOM TaXWKapAWM TUNA «IIHPYIT» MHpU
nmpuMeHeHn: (uIykoHazoja. Takue COOOIIeHHS KacallucCh MAIMEHTOB C TSHKEIBIMU 3a00JI€BaHUSIMU TIPH
COUYETaHHH MHOTUX (aKTOPOB PHUCKA, TAKUX KaK CTPYKTypHBbIE 3a0O0JEBaHUS Cepilla, HapyIIeHHE
AJEKTPOJIUTHOTO OOMEHA M OJJHOBPEMEHHOE MPHUMEHEHUE JIPYIHX JIEKAPCTBEHHBIX CPENICTB, KOTOpPbIE
BIUAIOT Ha uHTEepBai QT.

@OiyKoHA30J1 CJIEeNyeT C OCTOPOKHOCTHIO MPHUMEHSATH IMAallUeHTaM C PHUCKOM pa3BUTHUS apUTMHIL.
OnHOBpeMEHHOE MNPUMEHEHUE BMECTE C JIEKAPCTBEHHBIMH CpPEICTBAMH, KOTOPbBIE MPOJOHTHPYIOT



uatepBan QTc u wmetabommsupyroTcss ¢ nomormibio  ¢depmenta CYP3A4 uurtoxpoma P450,
MIPOTUBOMNOKA3aHO.

Tanogpanmpun. T'anodantpun sensercs cyocrparom depmenta CYP3A4 u nposioHTHpYeT HHTEPBAT
QTc npu npuMeHeHUH B PEKOMEHIOBAHHBIX TepaneBTUUYECKHX n03aX. OTHOBpEMEHHOE MPUMEHEHHE
raioaHTpruHa U (HIyKOHA30J1a HE PEKOMEHIYCTCSI.

Hepmamonocuueckue peaxyuu. Bo Bpems npruMeHeHus (piaykoHas3oja peaKo COOOIIANOCh O pa3BUTHUU
TaKuX OJKC(HOJIMATUBHBIX KOXKHBIX peakiuii kak cuuapoMm CruBeHca-/[PKOHCOHA W TOKCHYECKHIA
snuaepMabHbid HeKposn3. Ilammentsr co CIIMlom Gonee CKIIOHHBI K Pa3BUTHIO TSKEIBIX KOXKHBIX
peakuuil npu MPUMEHEHUM MHOTHMX JIEKapCTBEHHBIX CpeACTB. Ecnu y mamueHTa ¢ MOBEPXHOCTHOM
rpuOKoOBOIl MH(DEKIHEH MOSBISIETCA ChIllb, KOTOPOIO MOXKHO CBSI3aTh C MpUMEHEHHeM (iykoHa3oa,
nanbHElIee  MpUMEHEHHME  Ipenapara  cleAyeT  HpekpaTuTh. Ecim y  mammeHra ¢
MHBa3UBHOW/CUCTEMHON IpUOKOBOI1 HH(EKIUEH MOSBISETCS ChIIb HA KOXKE, 32 €r0 COCTOSIHUEM HY>KHO
THOIATENILHO HAOJI0/aTh, a B CiIy4ae pPa3BUTHUS OYIIC3HOW CHIMH WIH MYJIbTU(OOPMHON 3PUTEMBI
npuMeHeHue (GIyKoHasoa ciaeayeT NPEeKPaTUTh.

TunepuyscmeumenvrHocms. B pekux ciiydasx cooOIaioch 0 pa3BUTHU aHA(DUIAKTUISCKUX PEAKIUH.
Lumoxpom P450. ®nykoHason siBisieTcss MOUTHbIM uHruouropom depmenta CYP2C9 u ymepeHHbIM
unaruouropom hepmernra CYP3A4. Taxxke diaykonaszon siBisiercs uaruouropom pepmenra CYP2C19.
Crnenyet HaOMIOAATh 32 COCTOSTHUEM IMAIIMEHTOB, KOTOPhIE OJHOBPEMEHHO MPUMEHSIOT (PIyKOHA301 U
npenaparsl ¢ y3KMM TEparneBTUYECKUM OKHOM, KOTOpbie MeTabonusupytorcs npu ydactuun CYP2CO,
CYP2C19 u CYP3A4.

Tepghenaoun. Crenyer TIIATENBHO HAOMIOMATh 32 COCTOSHHEM TAIMCHTAa TPH OJHOBPEMCHHOM
npuMeHeHuu Tepdenanuna u gpaykonaszona B 103¢ MeHbIe 400 Mr B CyTKH.

IIpumenenue 6 nepuoo bepemeHHOCMU UU KOPMAEHUS 2PYObIO.

HccnenoBanus TOKa3ad TOBBINICHHBIA PHCK CIIOHTAHHOTO a0opTa y JKCHIIWH, ITOJYYaBIIAX
(b1yKOHA30J B TE€YSHHE [IEPBOTO TPUMECTPA.

Coo0manoch 0 MHOTOYUCICHHBIX BpPOXACHHBIX IAaTOJOTHUSAX Y HOBOPOXKICHHBIX (BKJIIOYAs
OpagudpeHno, IUCIUIa3UI0 VYIIHOW pPaKOBHHBI, YpPE3MEpPHOE YBEIMUYEHHE TMEpeIHEro TeMeyKa,
WCKpUBJICHHE Oe/pa, IJICYETIOKTEBOM CHHOCTO3), MaTepu KOTOPHIX NPUHUMAIHA BBICOKHE JO3bI
¢baykonazomna (400 — 800 Mmr/cyTku) B TeueHUe, MO KpailHeil mepe, Tpex UM Oojee MecsIeB Ui
JedeHus KOoKuuauougosza. CBsA3bp MEXAYy NOpuUMeHeHHeM (IyKoHa30la W ITUMHU CIydasMu He
yCTaHOBJICHA.

UccnenoBanus Ha )KUBOTHBIX TTPOJIEMOHCTPUPOBATIN PEMPOAYKTUBHYIO TOKCUYHOCTb.

He cnenyer mnpuMeHsTh O0ObIYHBIE MJ03bI (DIYKOHA30Ja M KPATKOCPOUHBIE KYpPCHI JIeUEHUS
(b1yKOHA30JI0M B IIEpro/i OEpEMEHHOCTH, 32 UCKIIIOYEHHEM KpaliHel He0OXOAUMOCTH.

He cnenyer mnpumeHsTh BBICOKME J03bI (DIyKOHa30Ja W/WIM JUIMTENbHBIE KYpPChl JIeUEHUS
(baykoHA30JI0M B TEpUOA OEpPEMEHHOCTH, 3a MCKIIOYEHHEM JIeUeHHs HHQEKIH, KOTOopbhIe
MOTEHIIUATIBFHO YTPOXKAIOT )KU3HU.

@D1yKOHAa30J1 TPOHUKAET B TPYAHOE MOJIOKO U JJOCTHTAaeT KOHIICHTPAIIUKA HUKE, YEM B TJIa3Me KPOBH.
Kopmiienne rpynp0 MOXKHO TMPONOJDKATh TOCTAE OJHOKPATHOTO NPHUMEHEHHUsT OOBIYHON J03bI
(baykoHazona, kotopas coctabisier 200 M WJIH MEHBIIIE.

Kopmuth Tpyapio He pPEKOMEHIyeTCs MPU MHOTOKPATHOM TMpPUMEHEHHH (IYKOHA30JIa WIW TPHU
MIPUMEHEHUU BBICOKHX 703 (hITyKOHA3071a.

Cnocobnocms 61uams HA CKOPOCMb peakyuu npu YApasieHuu asmompancnopmom ulu Opyeumu
MeXaHusMamu.

VccnenoBanus BausHus mpenapara Ju¢mio3on” Ha COCOGHOCTH YIIPaBJIATh ABTOTPAHCIIOPTOM HIIU
paboTaTh ¢ JPYTUMHU MEXaHU3MaMU He POBOIMIIH.

[TanmenToB cneayet NpouH(GOPMHUPOBATH O BO3MOXKHOCTH PA3BUTHS TOJIOBOKPYKEHHS MU CYAOPOT BO
BpeMs npuMeHeHus: ¢uiykoHaszona. [Ipu pa3BUTHM TakuX CHMIITOMOB HE PEKOMEHIYETCsl YNpaBisaTh
aBTOTPAHCTIOPTOM WJIH paboTaTh ¢ APYTUMU MEXaHU3MaMHU.



Cnoco6 npumenenus u 003ul.

Kancynel cnenyer rinorate nenukom. [Ipuem npemnapaTta He 3aBUCHUT OT NpHeMa MUIITH.

B3pocnwvie.

[Ipenapar npuHUMATH IEPOPATILHO B 03¢ 150 Mr 0AHOKpATHO.

Tayuenmul nodxcunoco 6o3pacma.

[Ipu orcyTcTBUM MPU3HAKOB HapyIIeHUs (YHKIUU [OYEK I JICYCHHs JaHHON KaTeropuu MalueHTOB
MIPUMEHSIIOT OOBIYHYIO JTO3Y JUIS B3POCIIBIX.

Hapywenus ¢pynxyuu nouex.

@DI1yKOHAa30J1 BEHIBOAUTCS B OCHOBHOM C MOYOM B HEM3MEHEHHOM BHjie. [Ipy 0lHOKpaTHOM pUMEHEHUHU
npernapaTa KOppUrupoBaTh 03y JaHHON KaTErOpUU MAlMEHTOB HET HEOOXOAUMOCTH.

Hapywenue ¢ynxyuu neuenu.

@OyKoHA30J cleAyeT MPUMEHITh C OCTOPOKHOCTHIO MallM€HTaM C HapyUICHUSAMH (DYHKIUU MEeYeHH,
MOCKOJIbKY HMH(OpMalMi OTHOCUTEIILHO MPUMEHEHUs (IIyKOHA30J[a 3TOH KaTerOpud IAIMEeHTOB
HEZ0CTaTOYHO.

Hemu.

DdbdekTHBHOCTh U 0€30MaCHOCTh MIPUMEHEHUS MperapaTta JJIs JCUCHUS IeHUTAIbHBIX KaHIUI030B Yy
JETEl HE YCTAaHOBJICHBI, HECMOTpPS Ha MCYCPIIBIBAIOIIME JaHHBIE KacaTeJbHO IPUMEHEHUS
daykonasona aersM. Ecim cymecTByer octpasi HEOOXOJUMOCTh IPUMEHEHUS TIperapara MmoIpocTKam
(c 12 no 17 neT), caemyeT NPUMEHSTH OOBIYHBIC O3B! IS B3POCIBIX.

Ilepeoo3upoeka.

CoolOmamn 0 mepeno3upoBKe  (IIYKOHA30JIOM; OJHOBPEMEHHO COOOMAIM O TAJUTIONHWHAIUAX |
MapaHOUAAILHOM MTOBEACHHH.

[Tpu mepeno3upoBKe HEOOXOIMMO MPOBECTH CHMITOMATHYECKYIO MOJIACPKUBAIONIYI0 TEPAINUI0 U B
cllydae He0OXOJUMOCTH - IPOMBITH JKETY/I0K.

@DyKOHA30J1 B 3HAYUTEIBHOM CTEMEHU IKCKPETUPYETCS ¢ MOUYOH; (hOPCHPOBAHHBIA JUYPE3 MOKET
YCKOPUTH BhIBe/IeHUE TMpernapara. CeaHc reMoanann3a NpoaoKUTENFHOCTBIO 3 Yaca CHI)KAeT YPOBEHb
(bykoHa3o0u1a B I1a3Me KPOBH MPpUOIU3UTENBHO Ha 50 %.

Ilo6ounvie peakyuu.

Yame Bcero (>1/10) cooOmanock 0 Takux MOOOYHBIX peaKLMsIX: TOJIOBHAs 00Jib, 00JIb B OPIOLIHOM
MOJIOCTH, JMapesi, TOIIHOTA, PBOTA, Chillb, MOBBIIICHHE YPOBHs ajmaHuHaMuHOTpaHchepasbr (AJIT),
acriapratamuHoTpancdepassl (ACT) u menounoi ¢pocdaraszbl KpOBH.

JIJ1st OLIEHKM YacTOTHI BOSHUKHOBEHUS MIOOOYHBIX PEaKIil HCIIOIB3YIOT CIEITYIONIYIO KIACCH(PHUKAIINIO:
oueHb 4acto (> 1/10), gacto (= 1/100 u < 1/10), vewacto (> 1/1000 u < 1/100), peaxo (> 1/10000 u
<1/1000), ouenp peako (< 1/10000) u yactoTra Heu3BeCTHa (HEBO3MOXKHO OIEHUTh HAa OCHOBAaHUH
UMEIOIINXCS JAHHBIX ).

Co cmopoHbl cucmemol Kpogu U IUMPAMU4ecKou CUcmembl.

HeuacTo: anemus.

Penko: arpanynouuTos, 1eKONeHUs, HEUTPOIIEHUS, TPOMOOIIUTONIEHUSI.

Co cmopoHbl UMMYHHOU CUCTEMDL.

Penko: anadunakcus.

Memabonuueckue u anumenmapHvle paccmpoucmaa.

Heuacro: cHm>keHue anneTura.

Penaxo: runepTpurivuepuaeMus, TUIIEPX0JIECTEPUHEMUS, TUITOKATUEMHUS.

Icuxuueckue HapyuweHus.

HeuacTo: 6eccoHHuIa, COHIMBOCTb.

Co cmopoHbl HepsHOU cucmembl.

YacTo: ronoBHast 00JIb.

HedacTo: cynoporu, ToIoBOKpYyKeHHE, TTapeCTe3nH, HapylIeHnEe BKYyca.

Penxo: Tpemop.



Co cmoponbl opeanos ciyxa u eecmudbyiapHo2o annapama.

Heuacro: BepTuro.

Co cmopoHnwl cepoya.

Penko: mapokcuzManbHas KeIyJOUKOBask TaXUKapIus TUIIA «ITUPYIT», yAJInHeHue uareppaia QT.

Co cmopoHbl dHceny0ouHo-KuueuHo2o mpakma.

Yacro: 601b B OpIOIIHOM MOJOCTH, AUapesi, TOIHOTA, PBOTA.

Heuacro: 3anop, aucrerncusi, METEOPU3M, CyXOCThb BO PTY.

I'enamobunuapuvle paccmpoiicmaa.

YacTo: moBbllIeHNEe ypoBHs anaHnHamuHOTpaHchepassl (AJIT), acmapraramunorpancdepasst (ACT),
IEIOYHOM (ocdaTasbl.

Hewacro: xonecras, xenrtyxa, MoBbIIIEHUE YPOBHS OUTUpyOHHa.

Penko: nedyeHouHas HEAOCTATOYHOCTh, IEMATOLEIUTIONSPHBIN HEKPO3, FeMaTUThl, FeNaToLEIUIIOIIPHOE
IIOpaKEHHE.

Co cmopoHbl KOXCU U NOOKOINCHOU MKAHU.

Yacro: chlb.

Heuacro: 3y, Me1MKaMeHTO3HBIHN 1epMaTUT, KpalMBHUIIA, TOBBIILIEHHOE TOTOOT/IEICHHUE.

Penko: TOkcuMueckuil SnuaepMaNbHBIA  HEKpodu3, cuHApoM CruBeHca-J[>KOHCOHA, OCTpBII
TeHEepPATM30BAHHBIN IK3aHTEMATO3HBIA MYyCTylNe3, SKC(OIMATUBHBIN JAEPMATUT, aHTHOHEBPOTUYECKUIT
OTEK, OTEK JINLIA, AJIOTIELIMSL.

Co cmopoHbl onopHo-08uzamenbHO20 annapama 1 COeOUHUMeNbHOL MKAHU.

Hewacro: muanrus.

OO01ue paccTpoiCTBA M pEeaKlUU B MECTE BBEICHHUS.

Heuyacro: noBbliieHHas yTOMIISIEMOCTh, HEIOMOTAaHUE, ACTEHUS, JINXOpaiKa.

Hemu.

Yactora m XapakTep MOOOYHBIX PEAKIMHA W OTKIOHEHHH OT HOPMBI PE3YJIBTATOB JIAOOPAaTOPHBIX
aHAJIM30B B XOJ€ KIMHUYECKUX HCCIENOBAHUN MpPHU YYaCTUU JETe COMOCTaBUMBI C TaKUMHU Y
B3pOCJIBIX.

Cpok 2zoonocmu. 4 rona.

YcnoBust xpaHeHusl.
XpaHWTh B OPUTHHATBHOM YITAKOBKE TPH TeMepaType He Boimre 25 °C.
XpaHUTb B HEJTOCTYITHOM JUIsI IETEN MECTE.

Ynakoska.
Kancynst mo 150 mr Ne 1 B Gunucrtepe U3 MiEHKH MOJIMBUHWIXJIOPUAHON M (OJBIU aTIOMUHUEBON C
Me4aThio JJAKUPOBaHHOM, 1 6iucTep B mayke.

Kareropusi ornycka.
Ilo peuenry.

IIpousBoauTeb.
ITAO «KueBmennpenapar.

MecToHaxo0K1eHNe MPOU3BOAUTENS U €ro aJpec MecTa OCYIeCTBJIeHHS 1esITeTbHOCTH.
VYkpauna, 01032, r. Kues, yn. Cakcaranckoro, 139.



