CocrTaB

Oeticmesyrwuwee geuecmaeo: fluconazole;
1 Kkanicyna cogepxkuT paykoHazona 150 mr;

gcnomozamebHble seu,ecmaa: Kpaxmal KapTopenbHbIM, JJaKT03a MOHOTUOPAT,
KPEeMHUS OTUOKCHU[ KOJJIOUIHBINM O0€3BOMHBIN, HATPUS JIaypPUICyIbdaT, MarHus
CTeapar, XXKelaTuH, TuTaHa guokcup (E 171).

JIekapcTBeHHas1 GpopMa

Karmcyszr.

OcHoBHble (pu3uKo-xuMuveckue ceolicmada: TBepable KeJlaTHHOBBLIe KAIICYJIbI C
KOPIYCOM U KpHIIIeuKou 6ejioro 1BeTa. ComepzKUMoe KallCybl - IOPOIIOK 0eJIoro uiu
IouyTHu OeJIioro IBeTa.

dapMakoTepaneBTHYECKasi IpyInmna

[TpoTuBOTPUOKOBHEIE CPENCTBA [AJII CUCTEMHOT'0 TpUMeHeHUs. [Ipou3BOHEBIE
Tpualosa. Kog ATX JO2A CO1.

®dapMaKOOMHaAMHKa

MexaHu3Mm pgenicTBus. OIyKOHa30J1, IPOTUBOTPUOKOBOE CPELNCTBO Kilacca Tprua30JioB -
MOIIIHBIM U CEJIEKTUBHBIN UHTUOUTOP I'PUOKOBLIX (pepMEHTOB, HEOOXOOUMBIX IJIs

CHHTe3a 3procreposa. [IepBUYHBIM MEeXaHU3MOM €ro JeMCTBUS SBISETCS IIOgaBIeHNEe
rpubKoBoro 14-anbda-maHoCcTeposI-IeMEeTUINPOBAHMS, OIIOCPENOBAHHOTO ITUTOXPOMOM
P450, uyTo IBIsIETCS HEOTHEMJIEMBIM 3TAlloM OMOCHHTE3a 'PHOKOBOT0 3pProcTeposia.
Arkymynanus 14-anbda-MeTUsI-CTEPOJIOB KOPPEIUpPYyeT C MOCIeAyIolen ImoTepeu
aprocrepoiia MeMOpaHou rpuOKOBOM KJIETKH U MOXKET OTBedaTh 3a
MTPOTUBOTPUOKOBYI0 aKTUBHOCTh (yIyKoHa301a. ®IyKoHa30I1 sABjIsieTcs 6ojee
CeJIeKTUBHBIM K TPUOKOBBEIM (pepMeHTaM 1uToxpoma P450, ueM K pa3sHOOOpa3HBIM
cuctemMaM pepMeHTOB IuTOXpoMa P450 MIeKonuTamIInX.

YyBCTBUTENBLHOCTS in vitro. ®yKoHa307J1 in vitro 0eMOHCTPUPYET IIPOTUBOTPUOKOBYIO

AaKTHUBHOCTB B OTHomIeHuHu BuOoB Candida, Hanbosiee 4acTO BCTpPeYaIOIUXCs (BKITI0Uas
C. albicans, C. parapsilosis, C. tropicalis).

C. glabrata peMOHCTPUPYET IIUPOKUMN AMalla30H YYBCTBUTENILHOCTHU K (PJIyKOHA3011y,
Torga Kak C. krusei K HeMy pe3uCTeHTHa. Takxke (pIyKOHA301I in vitro meMoHCTpUpPyeT



aKTUBHOCTB KakK npoTuB Cryptococcus neoformans u Cryptococcus gattii, Tak u
ITPOTUB 3HIAEMUYHBIX IIJIECHEBHIX IPub0B Blastomices dermatitidis, Coccidioides
immitis, Histoplasma capsulatum u Paracoccidioides brasiliensis.

®dapMaKOKHHETHKA

A6copb6umsi. ®1yKOHaA30JI XOPOIIIO BCACKHIBAETCS IIPU IIEPOPAIbHOM IPUMEHEHUH, a

YPOBEHb JIEKAPCTBEHHOT'O CPeACTBaA B IIJla3Me KPOBU U CUCTEMHAsi OMOMOCTYIIHOCTD
npesbsimaioT 90 % ypoBeHb (QIIYKOHA30JIa B Ijla3Me KPOBH, KOTOPiMl JOCTUTAETCS IIPHU
BHYTPUBEHHOM BBEIEHUU JIEKAPCTBEHHOTO cpeacTBa. OMHOBPEMEHHBIN ITPUEM ITUIIHN
He BJIMSIET Ha BCaChlBaHME JIEKAPCTBEHHOT O CPEACTBA IIPU €T0 IepopabHOM
npuMeHeHUH. [IMKOBast KOHIIEHTpAIUs B IM1a3Me KpoBu gocturaercs depes3 0,5-1,5
4Jaca mocJjie mprueMa JIEKapCTBEHHOTO cpefcTBa. KoHIleHTpalus 1eKapCTBEHHOT O
CPenCcTBa B IJIa3Me KPOBU IIPONOPIHMOHAalIbHA J03€e. PaBHOBECHAas KOHIIEHTPaUus Ha
ypoBHEe 90 % pmocTuraeTcs Ha BTOPOU [€eHb JIEYeHUs IIPU IIPUMEHEHUH B IIEPBHIU I€Hb
Harpy304YHOM [103bI, BOABOE ITPEBHIIIAIONIEN OOBIYHYIO CYTOUYHYIO I03Y.

Pacnpenenenue. O6beM pacupeneneHus IpubIN3UTEeIbHO PaBHSIETCS 00IIemMy

comepsKaHuIo BOObl B opraHu3Me. CBsI3pIBaHUE C OeTKaMU IIJIa3Mbl KPOBU HU3K0E
(11-12 %). ®1yKOHA30/I XOPOIII0 IPOHUKAET BO BCE UCCIeAyeMble JKUIKOCTH
opraHu3Ma. YpoBeHb (IIYKOHA30J1a B CJIIOHE ¥ MOKPOTE Iogo0eH KOHIIEHTPalluu
JIEKaPCTBEHHOT'0 CPEeACTBa B IJITa3Me KPOBHU. Y IAIlMeHTOB C TPUOKOBEIM MEHUHTUTOM,
YPOBEHB (PIIyKOHA30J1a B CIMHHOMO3T0BOM XKUAKOCTH gocturaeT 80 % KOHIeHTpaluu
B IIJIa3Me KPOBH.

BrICOKHEe KOHIIeHTpaIuu (IyKoHa30JjIa B KOXKe, ITPEeBHIIIAI0Ne CHIBOPOTOUHEIE,
OOCTUTAIOTCS B POTOBOM CJIO€, 3uaepMuce, mepMme u note. OIIyKoHa3oIl
HaKaIlJINBAaeTCs B POrOBOM CJIO€.

buoTtpandopmMmanusga. PnykoHa3on MeTab0IM3UPYETCA HE3HAUUTEIBHO — JIUIIIL OKOJIO

11 % ¢pnykoHa3051a 9KCKPETUPYETCS C MOYOM B U3MEeHEeHHOM Buae. ®1ykKoHa3on
SIBJITETCSI CENIEKTUBHBIM MHTUOUTOPOM n3odepmerHToB CYP2C9 u CYP3A4, a Takxke
nHruo6uTopom usodpepmenta CYP 2C19.

Okckpenus. [lepuon nonyBeiBegeHUI (IyKOHa30JIa U3 MIa3Mbl KPOBU COCTABJISIET

okoJ10 30 yacoB. bosnbIillasg 4acTh JIEKAPCTBEHHOI'O CPeACTBA BEIBOOUTCS IIOYKAMU,
npudeM 80 % BBemeHHOU A03bl 0OHAPYKUBAETCS B MOUe B HEM3MEHEHHOM BUJIE.
KnupeHc ¢prnykoHa3ona nponopluoHaaeH KJINPEeHCY KpeaTuHUHA. LIUpKyIMpyoOIuX
MeTabO0JIUTOB He BHISIBIEHO. [[JIUTEIbHEIM MEePUOI II0JTYBBIBEIeHUS JIEKAaPCTBEHHOTO
CpeacTBa M3 IIJIa3Mbl KPOBU MO3BOISET Pa30BbIM IPHUEM JIEKapCTBEHHOT'O CPeACcTBa
IIpY BaruHAJIbHOM KaHOMO03€e, a TaKXKe IIPUMeHeHNe JIeKapCTBEHHOr 0 cpencTBa 1 pas
B He[eJIl0 IIPU APYTruX IIOKa3aHUsIX.



dapmakoKuHemuka 8 0cobbix Kameeopusx nauueHmaoas.

[ToyeyHass HEOOCTATOYHOCTD. Y ITAllME€HTOB C MOYE€YHOU HEJOCTAaTOYHOCThIO TAXKEIOU

cTemneHu (CKOPOCTh KIIyO0OUKOBOM punbTpanuu < 20 MI/MUH) IIePUO[ TOJTyBLIBEOIEeHU T
yBenuuuBaeTcs ¢ 30 wacoB mo 98 gacos. [ToaToMy 3TOM KaTEeroOpuu IMalieHTOB
Heo0X0ouMO CHU3UTH O03y (priykKoHa3osa. PIyKoHa301 yaansieTcsa IyTeM
reMoavasii3a, B MeHbIIIEN CTeNeHU - IyTeM MHTPalepuToOHealbHOro auanu3a. CeaHc
reMoprasri3a NPOAOJIKUTENbHOCTHIO 3 Yaca CHUXKAeT YPOBEHDb (PJIyKOHA30J1a B IIJIa3Me
KpoBu npubnusurtenbHo Ha 50 %.

ITanmeHTHl ITOXKKUJIOTO BO3PAacCTa.

N3meHeHUs (papMaKOKMHETUKY y TAllMeHTOB II0KUJIOTO BO3pacTa, 0OYeBUIOHO, 3aBUCST
OT ITapaMeTpPOB GYHKIIUU ITOYEK.

IToxka3aHus

OcTphll BarvHaJIbHBIM KaHOU03, KAaHOUOO3HbIM OalaHuT (KoTrga MecTHas Tepalus He
yMeCTHaA).

IIporuBONIOKa3aHUA

e [ToBHIIIEHHAS YYBCTBUTENIBHOCTD K (PJIyKOHA3011y, APYTUM a30IbHBEIM
COEeOVHEHUSIM WU K OIPYTUM KOMIIOHEHTaM JIEKapPCTBEHHOT' O CPEACTBA;

e OMHOBPEMEHHOE NpUMeHeHue (pIyKOHa30jla U TeppeHaguHa IaueHTaMm,
IPUMEHSIOIUM (PIIyKOHa30J1 MHOTOKPATHO B A03ax 400 Mr/cyTKu U BhIIIIE (110
pe3yJbTaTaM UCCJIeJOBaHUSI B3aUMOAEMCTBHUS MHOTOKPATHOTO IPUMEHEHNS);

e OMHOBPEMEHHOE NMpUMeHeHure (pIyKOHa30J1a U OPYTUX JI€eKapPCTBEHHBIX CPEJICTB,
yonuHsionux nHTepBana QT u MeTaboIU3UPYIONIUXCSA C TTOMOIIBI0 hepMeHTa
CYP3A4 (manpumep, um3alpuaga, aCTeMHU30J1a, IUMO3Uaa, XUHUOUHA U
SPUTPOMMUIINHA).

B3auMoOIeHCTBHE C IPYTHMH JIEKapCTBEHHBIMH CPEICTBAMH H [IPpyrue BHObI
B3aMMOIEeHUCTBUHU

ITpomusonokas3aHo 00HOBPEeMEeHHOe NpuMeHeHue pAYKOHA304d U HUNCEeYKA3AHHbIX

/AeKdpCmeeHHbBIX Cpedcme.

L[uzanpud, acmemu30s1, NnuM0O3ud, XUHUOUH, 3pUMPOMUUUH: OOHOBPEMEHHOE
IIPUMeEHEHNE BhIINIeyKa3aHHBIX JIEKaPCTBEHHBIX CPENCTB U (QIIYKOHA30JIa MOXKET
IIPUBECTU K yOJIMHEeHUI0 nHTepBaia QT, mapokcu3MasabHOU XKeJTyg04YKOBOU
TaXWKapOauu TUIIa «IIUPYIT» U, KaK CIEeCTBUE, K BHE3aMHOU cMepTHu. [I[puMeHeHre
KOMOMHAaUMM JaHHBIX JIeKapCTBEHHBIX CPEACTB IIPOTUBOIIOKA3aHOo.



TeppeHaduH: ipu MpuMeHeHUn PIyKoHa3o0sa B go3e 200 Mr B CyTKH OMHOBPEMEHHO C
TepdeHaguHOM He ObIJI0 0OHapyKeHO yanuHeHue nHTepBana QT. OmHOBpeMeHHOe
npuMeHeHue pIyKoHa3o01a B 0o3e 400 Mr B CyTKM U BHIIIIE C TeppeHaguHOM
3HAQUUTEJILHO MOBHIIIAET €r0 YPOBEHD B IJla3Me KPOBH, UYTO MOXKET IPUBECTHU K
TSAXKEJIBIM CEPOEYHBIM apUTMUAM, BRI3BaHHBIX yOnuHeHueM uHatepBana QT. [Ipu
OOHOBPEMEHHOM NpUMeHeHUHU GIIyKoHa301a B mo3e Huxke 400 MT B CYTKHU C
TepdeHaguHOM CIedyeT IIPOBOOUTh THIaTEIbHLI MOHUTOPUHT COCTOSTHHUS ITallUeHTa.
OpHOBpeMeHHOe npuMeHeHHe (QIyKoHa3osa B Jo3e 400 Mr B CyTKHU ¢ TepdeHaauHOM
MIPOTHUBOMIOKa3aHOo.

AMuoOapoH: OMHOBpeMeHHOoe ITpUMeHeHre (IIYKOHAa30jla C aMUOIaPOHOM MOXKET
IIPHUBECTH K YTHETeHHI0 MeTabonrn3Ma aMmuomapora. HabGmomanach CBI3b MEXIY
IIpHMeHeHHeM aMHoOapoHa U yIOIuHeHueM nHTtepsBaia QT. OmHOBpeMeHHOoe
npuMeHeHue GIyKOHa30/a ¥ aMHoapoHa MPOTHBOIIOKa3aHo.

OO0HoB8peMeHHoe npuMeHeHue QAYKOHA304d U HUNCeYKA3AHHbIX 1eKAPCMBEHHbIX

cpedcme He pekoMeHOyemcs.

I'anopanmpuH: pIyKOHa30JI MOKET BhI3BaTh IIOBHIIIEHNE KOHIIEHTPaIuu
rajgodaHTpHUHA B Iyla3dMe KpoBHU 3a cyeT yrHeTeHusa CYP3A4. OgpHOBpeMeHHOE
IIpUMEHEeHMEe ITUX JIEKaPCTBEHHBIX CPELNCTB IIOTEHIIMAIbHO MOXKET IIPUBOOUTH K
Pa3BUTHIO KapAUOTOKCUYHOCTH (yanuHeHue nHTepBana QT, mapokcu3MmanbHas
XKeJlyoo4YKoBas TaXUKapaus TUIA «IIUPYIT») U, KakK CIIeACTBUE, K BHE3aITHOU
cepoeyHou cMmepTu. CrnenyeT usberath IpUMeHEHUST KOMOUHAIIUU OJaHHBIX
JIEKapCTBEHHEIX CPELCTB.

O@HOBDQMQHHOQ npumeHeHue d)ﬂVKIOHCZSO/lCZ U HUNCEYKAd3dHHblX /IeKdpCmBeHHblLX

cpedcms mpebyem 0CmopoHCHOCMU U KOppeKuuu 003bl.

BausHue Opya2ux snekapcmeeHHbix cpedcme Ha ¢payKoHa3o. UccriegoBaHust
B3aMMOAENCTBUS IPOOEMOHCTPOBAJIM, YTO OJJHOBPEMEHHOE yIIOTPeOIeHNEe TTUIIH,
IIpUMEeHeHNe IIMMEeTUANHA, aHTAlluI0B UIU OajibHelIee 001ydeHre BCEro Tema as
rmepecagky KOCTHOTO MO3Tra He UMeeT KJIMHUYEeCKH 3HaYMMOT0 BIIMSHUS Ha
abcopObuuio p1yKoHa30J1a IPU ero nepopajabHOM IPUMEHEeHUH.

PugamnuuuH: ofHOBpEMEHHOEe IIpUMeHeHue (HIyKOHa30j1a U pupaMInuiiHa
npuBoguio K cauxeHnio AUC Ha 25 % u cokpaillaso IIepuop II0JIyBbIBEAeHUS
(nykonaszomna Ha 20 %. [Ipu 0JHOBpEMEHHOM NPUMEHEHUHU JIEKAPCTBEHHBIX CPECTB
MOXKEeT ITOTPeboBaThCS MOBLIIIEHNE AO3H (PIIYKOHAa30J1a.

I'udpoxsopomua3ud: B uccnemoBaHuu GapMaKOKHHETHUYECKOT 0 B3aUMOIENCTBUS
OOHOBPEMEHHOEe MHOTOKpaTHOe IMPUMEeHEeHNe THAPOXJIOPOTHA3H A V 3TOPOBBIX
noOpOBOJIBIIEB, TTOTyYaBIINX (IIYKOHA30JI, IIOBHIIIAJI0O KOHIIeHTPaluio (hJIyKOHa3071a B



maa3Me KpoBu Ha 40 %. Takue mapaMeTphl B3aUMOOENCTBUS He TPeOYIOT u3MEeHEeHUM B
pexumMe OO3UpPOBaHUA (PJIyKOHA30J1a y MallMeHTOB, KOTOPEIE OODHOBPEMEHHO IIOIy4YaloT
MOYEeTOHHBIE CPEICTBA.

BausaHue ¢paykoHa3oaa Ha Opyaue sekapcmeeHHble cpedcmad.

JlekapcmeeHHble cpedcmaea, Komopblie memaboausupyromcs CYP2C9 u CYP3A4:
dbIyKOHaA301 ABJIsTETCS MOIIHBIM HHruoutopom ¢pepmenta CYP2C9 u ymepeHHBIM
unuruo6uTopom pepmenta CYP3A4. Takxke GhIyKOHA30J SIBISETCI MHTUOUTOPOM
bepmenTa CYP2C19. [Ipu ogHOBpEMEHHOM IIPUMEHEHUHU C PIIyKOHA30JI0M
CyILIEeCTByeT PUCK MOBHIIIEHUS B IJIa3M€e KPOBU KOHIIEHTPAIIUU OPYTUX COEOUHEHUY,
KoTopbele MeTabonusupywtrca CYP2C9 u CYP3A4 B ToM 4Yuclie anKalouaoB OapBUHKA,
anbdeHTaHUsa, 6JI0KAaTOPOB KalIbIIMEBHIX KAHAJIOB, 3BEPOJIMMYyCa, CUPOIUMYycCa (TakKxkKe
IIyTeM yrTHEeTEeHUS P-TIMKONpOTerHa), TaKPOJIUMyCa, HECTEPOUIHBIX
ITPOTUBOBOCHAIUTEIBHLIX CPEACTB, KOTOophle MeTabonu3upywTcsa CYP2C9 (Hanpumep,
HaITpOKCeHa, JIOPHOKCHUKaMa, MeJIOKCuKaMa, gukiodeHaka, piaypounpodena),
CakKBMHAaBHUPaA (TakXKe NyTeM yrHeTeHUus P-rnukonpoTernHa). BiiokaTopsl KaabIIueBbIX
KaHaJIoB: HEKOTOPhIE aHTAarOHUCTHI Kalblus (HU(eqUuIIuH, CPaguluH, aMJIOOUIINH 1
dbenomgunun) MmetabonusupyroTcs depmernToM CYP3A4. ®nyKoHa30J IOTEHIINAILHO
MOZKET ITOBBIIIIATh CUCTEMHYIO 9KCIIO3UIIHIO 6JTOKATOPOB KalbIIMEeBLIX KaHAJIOB.
PekoMeHpOyeTcs THIATEJIbHBIM MOHUTOPUHT PAa3BUTHUS MOOOYHBIX peakiuii. [ToBuIIIIeHHE
KOHIIeHTPpalluU aJIKaJIonaoB OapBUHKaA B IIJla3Me KPOBU (HallpuMep, BUHKPUCTUHA U
BMHOJIaCTHHA) IIPUBOOUT K PAa3BUTHUIO HEUPOTOKCHYeCKUX 3¢ HeKToB. [ToBLIIIIEHHBIE
YPOBHHU TaKpOJIUMYyCa aCCOLMUPYIOTCSA C HePPOTOKCUYHOCTHIO. [IpUMEHSTh TaKue
KOMOMHAIIMM JIeKapCTBEHHBIX CPEACTB CJIEAYET C OCTOPOIKHOCTHIO, ITPU 3TOM CIIENYET
IPOBOAUTH TIIATEJIbHBIM MOHUTOPUHT COCTOSHUS ITAllMEeHTOB. YTHeTalollee JeiCTBUe
(pnykoHa305ma Ha (epMEHTH COXpPaHSaeTCsa B TedeHue 4-5 CyTOK IIOCJie eTo
NIPUMEHEHUS B CBSI3U C OJINTEJILHBEIM IIEPUOOOM IIOJIYBEIBEEeHYA. B3aumMomencTBUs
Mexkay (pIyKoHa30JI0M 1 KOMOMHAalMell CaKBUHABAP/PUTOHABUP HE MCCIIEIOBAJIUCh,
IIO3TOMY OHM MOTYT OBITH 00Jiee BEIpa’kKE€HHBIMHU.

HHeubumopul 'MI'-KoA-pedykma3sbl: OMTHOBPEMEHHOe MpuMeHeHne GpIyKoHa30Jsa u
nHruo6uTopoB 'MI'-KoA-penykTassl, KOTOphle MeTabonu3upyiorcsi CYP3A4
(aTopBacTaTHUH ¥ CUMBACTATUH), UTH UHTUOUTOPOB ' MI'-KOA-penyKTasnl, KOTOPhIE
MmeTabonusupyTtca CYP2C9 (dhmyBacTaTyH), MOBHIIAET PUCK PAa3BUTUS MUOIIATUU U
pabmomuonu3a. I[Tpu ogHOBpEMEHHOM NPUMEHEHUH JIEKapCTBEHHBIX CPENCTB
PEKOMEHOyeTCs TIaTeJIbHbIM MOHUTOPUHT COCTOSSHUSA IalleHTa OTHOCUTEJILHO
BO3HHUKHOBEHHUSI CUMIITOMOB MUOIIATHUHN 1 PabmoMHOIn3a U KOHTPOJIb YPOBHS
KpeaTUHKHWHA3Hl B IIJJa3Me KPOBU. B cilydyae 3HaYUTEJIbHOT'O IIOBBIILIEHUS YPOBHS
KpeaTUHKUHA3H], a TakKXKe [IPU OJUarHOCTUPOBaAHUM UJIU ITOOO3PEHUM Ha
MHUOIaTHUIO/pabmoMuon3 npuMeHeHrne UHruouTopoB I'MI'-KoA-penyKTassl ciiegyeT
IpEeKpaTuTh.



BopukoHa3os, 3udo8y0uH, kapbamasenuH, memadoH, pupabymuH, uesekokcub,
UUK/0CNOPUH, peHUMOUH (BHYMPUBEHHO): OMHOBPEMEHHOE IIPUMEHEHNE
(prmyKoHa305a 1 BHIIEYKa3aHHBIX JIEKAPCTBEHHBIX CPEOCTB MoBHIIIaeT Cmax (ais
(enutonmna Cmin) u AUC nocnemHux; T1eKapCTBEHHBIE CPEACTBA MOXKHO IPUMEHSATH
OOHOBPEMEHHO IIPHU YCJIOBUU KOPPEKLMU OO3bI BHIIIeYKa3aHHBIX JIEKaPCTBEHHBIX
CPEeOCTB B 3aBUCHUMOCTH OT KOHIIEHTPAIUU B IIJ1a3Me KpoBu. ®IIyKOHA30J1 yTHETAET
MeTabonu3M KapOaMa3enruHa 1 BLI3BIBAET ITOBHIIIIEHNE YPOBHS KapOaMa3enuHa B
CHIBOPOTKe KpoBU Ha 30%. CyliecTByeT PUCK Pa3BUTHUS IPOSABIEHUNU TOKCUYHOCTU CO
CTOPOHBI KapOaMa3enuHa. MoxkeT moTpeboBaThCsI KOPPEKTUPOBKA TO3EI
KapOaMa3elrHa B 3aBUCUMOCTHU OT YPOBHS €ro KOHIIEHTPAlluU U JeUCTBUSA
JIeKapCTBEHHOTO CpeAcTBa. [Ipu 0OmMHOBpEMEHHOM ITPpUMEHEHUHN (QIIYKOHAa30J1a U
pudabyTrHa coo0IIasoch O CiIydasX pa3BUTHS yBeuTa. CinenyeT IPUHUMATDL BO
BHUMaHNE CUMIITOMBI TOKCUYECKOT0 geMcTBus pudadyruta. CrenyeT IIPOBOOUTH
MOHUTOPUHT KOHIIEHTpAIuu (PeHUTONHA B CLIBOPOTKE KPOBU BO U30eKaHUe PA3BUTUS
TOKCUYECKOTO IeuCcTBUSA PeHuTOHUHA.

TogpauumuHub: BnussHue TodaruTHIOA BO3pacTaeT IPHU OJHOBPEMEHHOM
IPUMEHEHMNU C JIEKAPCTBEHHBIMU CPEeNCTBaMHU, KOTOPhIe IPUBOAAT K YMEPEHHOMY
nurubupoanuio CYP3A4 u mourHoro narubuposanuss CYP2C19 (Hanpumep
dbnykonazon). [ToaToMy peKOMeHOyeTCsI CHU3UTh M0o3y TodaluTuHuOa 00 5 MI omuH
pa3 B CyTKU B KOMOMHAUMAX C 9TUMU JIEKapCTBEHHLIMU CPEeNCTBaMU.

A3UumpoMuUUUH: B XOe OTKPLITOTO PAaHOOMU3UPOBAHHOTO TPEXCTOPOHHETO
IIepPEeKPECTHOI 0 UCCJIEfOBaHUs, B KOTOPOM IPUHSIN ydyacTrue 18 3MopoBEIX
moOPOBOJIBIIEB, OLIEHUBAIY BIIUSHNE a3UTPOMUIIMHA U QIIYKOHA30JIa Ha
(bapMakOKMHETUKY OAPYT Opyra Npu UX OOHOBPEMEHHOM II€pOpPabHOM Pa30BOM
npuMeHeHuHu B mo3ax 1200 mr u 800 Mr cooTBeTCTBEHHO. HUKaKMX 3HaYHUMBIX
(bapMakOKMHETHYECKUX B3aUMOAEUCTBUYN MeXKIYy HUMHU O0HapyKeHO He OBIJIO.

AnbppeHmaHua: BO BpeMs OODHOBPEMEHHOTO IpUMeHeHUs anbdeHTaHuna B gose 20
MKT'/KT ¥ (IyKOHa30Ja B fo3e 400 Mr 3mopoBeIM HOOPOBOIbIIaM HaOII0oanoCh
nBykpaTHoe yBenuuyeHue AUC10, Bo3MOKHO U3-3a mHrubuposauus CYP3A4. MoxeT
moTpeboBaTLCSI KOPPEKTUPOBKA A03Hl albPeHTaHUIa.

AmMumpunmuauH/HopmpunmuauH: QIyKOHaA30J1 YCUIIUBAET OEeNCTBUE
AMUTPUIITUINHA/HOPTPUIITUINHA. [Ipy OMHOBPEMEHHOM NPUMEHEHHUH JIeKapPCTBEHHBIX
CPE[CTB PeKOMEHAYeTCsI KOHTPOJIMPOBATh KOHIIEHTPAIINIO 5-HOPTPUNITUJINHA U/UTU S-
AMUTPUIITHIMHA B Hadajie KOMOMHHUPOBAHHOM Tepaluu, yepe3 1 Hemeso U Ipu
He0oOXOOUMOCTH ITPOBECTU KOPPEKIINIO UX [O3HI.

AmpomepuyuH B: B x0[e OOKJIMHUYECKUX UCCIIeIOBaHNN OOHOBPEMEHHOE
npuMeHeHUe QpIyKOHa30/1a 1 aMpoTepuliiia B nHQUIIMPOBAaHHBEIM MHEIIIaM C
HOpPMaJIbHBIM UMMYHUTETOM U UH(PUIIXPOBAHHBEIM MBIIIIaM CO CHUXKEHHBIM



UMMYHUTETOM ITPUBEJIO K TAKUM pPe3yIbTaTaM: HeOOIbIIION agauTUBHBIN
MMPOTUBOTPUOKOBHIM 3¢ deKT npu cuctemHou nHpeknuu C. albicans, orcyTcTBUE
B3aMMO[ENCTBUS ITPU BHyTpuUuepenHou nHdekuuu Cryptococcus neoformans u
QHTAroOHU3M [BYX JIEKAPCTBEHHBIX CPEIOCTB IIpu cucTeMHOU nHPekuum A. Fumigatus;
KJIMHUYECKOe 3HaUeHUe 3TUX Pe3yJIbTaTOB HEU3BECTHO.

AHmMuKoaz2yaaHmMbl: KakK U IPU IPUMEHEHUN OPYTUX a30JIbHBIX TPOTUBOTPUOKOBBIX
CPEeNCTB, IIPU OOHOBPEMEHHOM NpUMeHeHUU GIyKoHa3oJsia U BapdapruHa coobIIIanoch
0 ClIy4YasX pa3BUTHUS KPOBOTEYEHUU (reMaToM, HOCOBOTO KPOBOTEUYEHUS, JKEJIyOOYHO-
KHMIIEYHLIX KPDOBOTEYEHUU, TeMaTypUU U MEJIeHHl) B COUETaHUU C YOJIMHEHUEM
IpOoTPOMOMHOBOTO BpeMeHU. [Ipu ogHOBpeMeHHOM ITpUMeHeHuU (BhJIyKOHa301a u
BapdapuHa HabJI04aoCh AByKpPaTHOE MOBHIIIIEHNE TIPOTPOMOUHOBOTO BPEMEHH,
BEPOSITHO BCJIEICTBUE yrHeTeHUs MeTabonu3Ma BapdapuHa yepe3 CYP2C9. ITpu
OOHOBPEMEHHOM IIPUMEHEHUHU JIEKapCTBEHHBIX CPEICTB PEKOMEHAYEeTCS TIlaTeIbHBIN
MOHUTOPHUHT IPOTPOMOMHOBOIO BpEMEHH U IIPU HEOOXOOUMOCTH — KOPPEKIIUS JO3BI
BapdapHuHa.

Bben3oduaszenuHbl KOpomkKoz20 oeticmaus (Hanpumep, Muda3oaam, mpua3onam):
Ha3HadyeHMe (PpJIyKoHa30Jla IOoCJie IepopasbHOr0 IPUMEHEHUSI MUa30IaMa
MIPHUBOOMIIO K 3HAUUTEJIbHOMY ITOBBIIIIEHWIO KOHIIEHTPAIIMM MUOa30jIaMa U K YCUJIEHUIO
IICUXOMOTOPHEBIX 3¢ PeKTOB. [Ipu omHOBpEMEHHOM IPUMEHEHHNH JIEKapCTBEHHBIX
CPEeOCTB PEKOMEHOYeTCs TIIaTeJIbHBIM MOHUTOPHUHI COCTOSTHUS ITallieHTa U
yMeHbllIeHVEe N03bl 0eH30ana3enuHoB. OQHOBpEMEHHOe IpUMeHeHue (pIIyKoHa30a B
mo3e 200 Mr u MupgasosaMa B o3e 7,5 MT mepopajibHO IPUBOAMIIO K nmoBbimIeHU0 AUC
U TIepuoga IonyBeIBegeHus B 3,7 u 2,2 pa3a COOTBETCTBEHHO. [IpruMeHeHUEe
¢dnykonaszomna B go3e 200 mr/cyTtku u 0,25 MT Tpma3ojaMa IIepopabHO IIPUBOOUIIO K
nosrimieHno AUC u nepuofa IOJyBLIBeJeHUsa TprualonaMa B 4,4 u 2,3 pasa
COOTBETCTBEHHO. [Ipu ogHOBpEeMEHHOM ITpUMeHeHnN (PJIyKOHa30Jjia ¥ TprualojiaMa
HaOJII0ganoCch MMOTEHIIMPOBaHUE U IIPOJIoHTalusa 3(p@peKToB Tpra3ojaMa.

BumamuH A: coo0mianocs, 4To y nauueHTa, OGHOBPEMEHHO IIPUMEHIBIIIET O
TPaHCPETUHOEBYIO KUCJIOTY (KHCJIOTHasA ¢opMa BUTaMuHa A) U PpJIIyKOHA30JI,
Habromanuch NT0OOYHBIE peaKIIuM CO CTOPOHHI LIeHTpaibHOM HepBHOM cucTeMbl (LTHC)
B (popMe IICeBOOTyMOpa IrOJIOBHOT'O MO3ra, KOTOPHEIU UCYe3 10CJIe OTMEHE!
(pnykoHa3omna. JlekapcTBeHHBIE CpeACTBa MOXKHO IPUMEHATh OOIHOBPEMEHHO,
YUUTHIBasi PUCK BOSHUKHOBEHUS ITOOOYHEBIX peaKuuii co cTopoHsl LTHC.

Jlozapmat: ¢GpIyKOHa30JI yrTHeTaeT MeTab0oIu3M Jio3apTaHa g0 ero aKTUBHOTO
MmeTabonuta (E-31 74), uyto oOycimaBiuBaeT OOJIBIITYIO YaCTh aHTAaroHM3Ma K
peuenTopaM aHruoTeH3uHa Il npu npumMeHeHuu no3apTtadHa. PekoMmeHnyeTcsa
OCYIIIEeCTBJIATH MOHUTOPUHI apTepPUaIbHOTO OaBJIEeHUS y ITallueHTOB.



ITepopasnvHble KOHMpAuenmuesvl: IIPOBOOUINCH 2 (apMaKOKMHETUYECKUX
HCCJIef0BaHUS MHOTOKPATHOTO IpuMeHeHus (hIyKoHa30jla 1 KOMOMHUPOBAHHOTO
IIepopajbHOro KoHTpauenTtusa. [Ipu npumernersuu ¢piaykKoHa3ona B fose 50 mr
BJIUSIHUS Ha YPOBEHb TOPMOHOB He OBbLIO, TOTAA KaK IpU IpUMeHeHUU (PJIyKOHa30j1a B
no3e 200 mr B cyTku Habmomasnock yBenuuenrue AUC sturUNacTpaguona Ha 40 % u
JieBOHOprecrtpesna - Ha 24 %. 9TO CBUOETEJILCTBYET O TOM, YTO MHOTOKPAaTHOE
npuMeHeHMe (PIyKOoHa30Jla B YKa3aHHBIX J03aX BPs[ JIU MOXKET BIUATH Ha

959G GHEKTUBHOCTh KOMOMHUPOBAHHOI'O IIEPOPaIbHOTO KOHTPAIlEeNTHBA.

ITpedHu30H: cOOBIIANOCH O CiIydae, KOra y IalnyeHTa II0Cje TpaHCIIaHTalluu
Ie4yeHU Ha (pOHe MIPUMEHEHUS IPeJHU30Ha pa3Bulach OCTpas HEJOCTaTOYHOCTb KOPHL
HaAIIO4YEeYHUKOB, BO3HUKIIIAA II0CJIe IIpeKpallleHUus TPEeXMEeCIYHOI 0 Kypca Tepanuu
dnykorHazonoM. [Ipekpaiienue npuMeHeHUs QPIyKOHA30J1a, BEPOSITHO, BBI3BAJIO
ycunenue akTuBHOCTH CYP3A4, 4TO IpUBEJIO K YCKOPEHUIO MeTabomu3Ma
npenHU30Ha. PEeKOMeHyeTCss MOHUTOPUHT COCTOSTHUSA MallUeHTOB C LeJIbI0
npenynpeXxneHus pa3BUTUS HEJOCTaTOYHOCTY KOPHL HAAIIOYEYHUKOB II0CJIE OTMEHEL
¢bnykoHa3zona.

ITpou3soOHbIe CYyb(OHUAMOYEBUHDI: TTPU OOHOBPEMEHHOM ITIPUMeHEeHUU GIJIYKOHA30II
ITPOJIOHTUPOBAJI TIEPUO]I ITOJTYBLIBEOEHUS IIePOPATIbHBIX ITPOU3BOIHBIX
cynb(pOHUIMOUYEBUHEI (XJIOpOpPONIaMuIa, rmubeHKIaMuaa, TIIMIu3naa 1 TonoyTaMuaa)
Yy 3I0POBBIX HOOPOBOIBIIEB. PEKOMEHOYETCSI MOHUTOPUHT YPOBHS TJIIOKO3LI U B ClIy4dae
HEe0oOXOOUMOCTH - KOPPEKIUs H03kI PIIyKOHA30JIa.

TeouanuH: B UCCIIeAOBAaHUM B3aUMOENCTBUS JIEKAPCTBEHHBIX CPENCTB IPUMEHEHNEe
¢pnykonazona no 200 Mr B TeyeHue 14 mHeU IIPUBEJIO K CHUKEHUIO CPETHETO
KJIupeHca TeopuIIrHa B IJIa3dMe KPpoBU Ha 18 %. 3a manmeHTaMu, IIPUMEHSIOIINMHA
TEO(UIIIMH B BEICOKUX A03aX, UJIU TEMU, KOTOPEE UMEIOT ITOBBIILIEHHBIN PUCK
pPa3BUTHUSA TOKCUYECKUX IPOSABJIEHUN TeOPUIJIMHA 10 OPYTUM NPUYMHAM,
pekoMeHayeTcs HabogaTh OJ1 BHISBIIEHUS IPU3HAKOB PAa3BUTUS TOKCUUYECKOIO
nencTBus TeopunnuHa. [Ipy mossBIeHUU MPU3HAKOB TOKCUYHOCTH JIEKAPCTBEHHOE
CPEHCTBO ClieOyeT OTMEHUTh.

deHmaHu: coob1ranoch 00 OJHOM JIeTaJlbHOM Cllydyae MHTOKCUKAIUU peHTaHUIOM
BCJIE[ICTBUE B3aUMOOeNCTBUSA HeHTaHua 1 GpIyKoHa3o01a. B uccienoBanusx ObII0
IIPOAEMOHCTPHUPOBAHO, YTO (PIYKOHA30JI 3HAYUTETbHO 3aMeJIsiT 3JIMMUHAITAIO0
dbeHTaHuMa. [1OBHIIIEHNE KOHLIEHTPAIIUY (PeHTaHWIa MOXKET IMIPUBECTHU K YTHETEHUIO
ObIxaHus. [Ipy OMHOBPEMEHHOM MPUMEHEHUHN 1eKapCTBEHHBIX CPEICTB
PEKOMEHOYEeTCsI TIIAaTeIbHBIM MOHUTOPUHT COCTOSHUS ITAllMeHTa U B CIydae
HeoOXOOMMOCTH - KOPPEeKIUs A03bl (heHTaHUIIA.

Llukaopocgamud: omHOBpEMEHHOE IPpUMeHeHre MuKiIodpochamuga u GiIyKoHa30Ia
ITPUBOOUT K MOBHIIIEHUIO YPOBHS OUIMPyOMHA ¥ KpeaTUHUHA B CBIBOPOTKE KPOBH.



HeKapCTBeHHI)Ie CpeacTBa MOZKHO ITPUMEHATE OOHOBPEMEHHO, YHUTEIBASA PUCK
IIOBHIINIEHU A KOHIIEHTPAIINHU 6HHHPY6I/IHa N KpeaTHHHHAa B CEIBOPOTKE KPOBH.

MemaooH: pryKOoHa30JI MOXKET IIOBHIIIaTh KOHIIEHTPAILUI0O MeTafOHa B CHIBOPOTKE
KpoBu. [Ipu omHOBpEeMEHHOM IIPUMEHEHUN MeTafoHa U (GJIYKOHA30/1a MOXKET
MOTPeb6oBaTLCSI KOPPEKTUPOBKA OO3LI METAAOHA.

HecmepouOHble npomugogocnaaumeivHble npenapamult (HIIBII): npu
OOHOBPEMEHHOM IIpuMeHeHuu ¢ ¢paykoHasonoMm Cmax u AUC ¢pnypoburnpodhera
noBoelanuck Ha 23 % u 81 % COOTBETCTBEHHO I10 CPABHEHUIO C COOTBETCTBYIOIIIUMU
IMoKa3aTeIsIMU IIPU IPUMEHEeHUHU TOJIbKO ¢ypounpodeHa. AHAIOTUYHO IIPU
OOHOBPEMEHHOM IIpUMeHeHUHU (pIyKoHa30ia ¢ palemMudeckum nbymnpoperom (400 mr)
Cmax u AUC ¢dapmMaKoIoTU4eCKd aKTUBHOTO n3omepa S-(+)-ubymnpodeHa
HoBBIMIaIUCh Ha 15 % u 82 % COOTBETCTBEHHO, 10 CPaBHEHUIO C TAaKUMU
IMOKa3aTelsIMU IPU IPUMEeHEHUU TOJIBKO palleMudecKoro ubynpodeHa.

XOoTs crieuabHBIX UCCJIEJOBAaHUM He IMTPOBOAUIH, (GIIYKOHA30II ITOTEHIIHAIBHO
crioco0eH MOBHIIIATh CUCTEMHYIO 3KcImo3unuio npyrux HITBII, koTophie
MeTabonu3upyoTca CYP2C9 (HanpuMep HallpoKCeHa, IOPHOKCHUKaMa, MeJIOKCUKaMa,
nukiodeHaka). PEKOMeHOyeTCsT OCYIIECTBIIATh MOHUTOPUHT TOOOYHHIX peaKIui u
TOKCUYECKUX MPOsIBIeHnH, cBsi3aHHBIX ¢ HIIBII. MoxkeT noTpeboBaThCs
KoppeKkTupoBKa no3sl HIIBII.

Heaxagpmop: conyTCTByIOIllee IpUMEeHEHNE C UBaKapTOPOM, YCUIUTETIEM
MYKOBUCIHAO3HOTO0 TPAaHCMEeMOPaHHOTO PEeryasiTopa IIPOBOAUMOCTH, TOBHIIIAET
9KCHO3uINI0 nBakadTopa B 3 pa3a, a rugpokcuMeTtunruBakadpropa (M1) - B 1,9 paza.
I71s1 MallMeHTOB, KOTOPhle OJHOBPEMEHHO IPUMEHSIOT YMEPEHHbIE UHTUOUTOPHI
CYP3A, Takue Kak (pJIyKOHA30JI U 3PUTPOMHUILIUNH, PEKOMEHAYETCSI CHUXKEHNE OO3bI
uBakadTopa o 150 Mr oguH pa3 B CyTKH.

OC00EeHHOCTH MPUMEHEeHHsI

HepocTaTouHas mpOOOIXKUTENBHOCTD JIeUEHUST MOXKET ITPUBECTU K BO30OHOBIIEHUIO
aKTUBHOT'O0 MHPEKIIMOHHOTO IIpoliecca.

ITpumeHeHue npu 2ayboKux aHOeMuyecKkux MuKo3ax, Kpunmokokkose,
Oepmamogumuu. [Toka3zaTenbCTB 3¢pHEeKTUBHOCTH PIIYKOHA30JIa A1 JTeYeHU
KPUIITOKOKKO3a U OPyrux (OpM SHOEMUUYHBIX MUKO30B, TAaKUX KakK
MapakKoOKIUOUOUOOMHUKO3, TUCTOIIa3M03 U KOXKHO-TMM(PaTUdEeCKNI CIIOPOTPUXO03,
HEeOOCTaTO4YHO, II039TOMY peKOMeHOalui 110 JO30BOMY PEXKUMY AJIS JTe4eHUs TaKux
3aboneBaHui HeT. CornacHoO pe3yJbTaTaM HUCCIemoBaHus GIyKoHa30Ia A1 JIedeHUus
nepmMaTopuTuu y getel, GIyKOHA30JI He IPEBOCXOOUT rPrU3e0(yIbBUH IO

95 HEeKTUBHOCTH, TOITOMY (DJIIyKOHA30JI HE ClIenyeT NIPUMEHATH OJIs JIe4YeHUs



nepMaTopUTUH.

BausHue Ha movesviOesiumenvHyo cucmemy. JlekapCTBEHHOE CPENCTBO IPUMEHSATEH C
OCTOPOIKHOCTBIO ITAallMeHTaM C HapylleHueM QyHKIUY mmovek (cM. pa3pes «Crnocob
IPUMEHEHUS U OO3bI»).

HedocmamouyHocmb HaOno4yeyHukoa. VI3BeCTHO, YTO KETOKOHA30JI BHI3BIBAET
HeJOCTAaTOYHOCTh HAAIIOUYEeYHHUKOB, X 9TO TaKXKe MOXKeT KacaTbCs (PIyKoHa30Jj1a, XOTsI
HabmomaeTcs peako. HemocTaToOYHOCTh HAATIOYEYHUKOB, CBSI3aHHAS C
OOHOBPEMEHHEIM JIeUeHWeM ITPEeIHU30HOM, ONKUcaHa B Imoapa3aesne «BausHue
dbnykoHa30J1a Ha Apyrue JJeKapCTBEHHBIE CPeCTBa» BHIIIIE.

BausiHue Ha 2zenamobuauapHyto cucmemy. Ilpumenerue ¢paykoHasona
aCCOLIMMPOBAJIOCh C BOBHUKHOBEHNEM PEOKNX CIIydaeB Pa3BUTUS TAXKeEJION
rermaTOTOKCUYHOCTH, BKJTIOYAas JIeTaJIbHBIE CIydau, TJIaBHBIM 00pa30M Y ITAllieHTOB C
TSI2KEeJIBIMU OCHOBHBIMU 3a00jieBaHUSIMU. B ciydasix, Korga pa3BuTHUe
reraTOTOKCUYHOCTHU aCCOITMUPOBAIOCh C IpuMeHeHrueM (pJIyKoHa3071a, He ObLIo
OTMEYeHO ee SBHOM 3aBUCHUMOCTH OT OO0IIel CyTOYHOM O3HI JIEKAaPCTBEHHOTO
CpencTBa, IIPOMOOIKUTEIbHOCTH TePANuu, IIojla UM Bo3pacTa namuerHTa. OOBIYHO
renaTOTOKCUYHOCTh, BEI3BaHHAas (PIyKoOHa30J10M, oOpaTUMa, a €€ IPOSIBJIEHUS
MCcUYe3al0T IIoCJie MpeKpallleHus Tepanui. PEKOMeHOyeTCs TIaTeIbHBI MOHUTOPUHT
COCTOSIHUS ITAIIMEeHTOB, Y KOTOPBIX ITPU IpUMeHeHUu (pJIyKoHa30J1a HaOII0maroTCs
OTKJIOHEHUS Pe3yJIbTaTOB (GYHKIIMOHAIBHLIX P00 MeYeHu, OJI BhISBIIEHUS
CUMIITOMOB 00Jiee TSI3KeJIoT0 II0OPaXkKeHUs IMeYeHu.

JIeKapCTBEHHOE CPeOCTBO ITPUMEHSITh C OCTOPOXKHOCThIO MAllMeHTaM C HapyIlIeHueM
dbyuKIMY nedyeHu. [1arleHTOB clegyeT IPOuH(GOPMHPOBATh O CUMIITOMAaX, KOTOPLIE
MOTYT CBUIETEJILCTBOBATL O CEPhE3HOM BIIMSTHUY Ha MedeHb (BEIpakKeHHasi aCTeHUS,
QHOPEKCHSs, IIOCTOSTHHAS TOIITHOTA, PBOTA U XKeJITyXa). B TaKOM cjlyyae mpuMeHeHUe
dbnykoHa3o0J1a ciefgyeT HeMeaJIeHHO IPEKPATUTDh U IPOKOHCYIbTUPOBATHCS C BPAaYOM.

BausaHue Ha cepOeuHo-cocyducmyro cucmemy. HeKOTOpEIE a30J1bl, B TOM 4YUCJiEe U
(IyKOHA30J1, aCCOLUUPYIOTCA C yOnuHeHueM untepBaia QT Ha
aneKTpoKapauorpaMMe. Coob1ianocs 00 0YeHb pedKUX ClIydasX VIJIMHEeHUS
uHTepBana QT u mapoKCcU3MaIbHOU XKeJIyJOYKOBOU TaXUKAPOUU TUIIA «IIUPYIT» IIPU
npuMeHeHUH GIyKOHa30sa. Takue Coo0IIeHns KacalucCh IMaueHTOB C TSIXKeIbIMU
3a00/1eBaHUSIMU IIPU COUYETaHUU MHOTUX (PAaKTOPOB PUCKA, TaKUX KaK CTPYKTypPHEIE
3abo0yieBaHUS cepplla, HapyLIeHUs 3JIeKTPOJIUTHOTO 00MeHa U OOHOBPEMEHHOE
IpUMEeHeHNe OPYTUX JIEKapCTBEHHLIX CPELCTB, BIUAIOIINX Ha uHTepBan QT.

JlekapCTBEHHOE CPenCTBO IPHUMEHSTh C OCTOPOKHOCTBIO MAIlHeHTaM C PUCKOM
pa3BuTHs apuTMuii. OTHOBpPEeMEHHOe MPUMEeHeH’e C JIeKapCTBeHHLIMU CPEeOCTBaMH,
KOTOpBIe MPONIOHTUPYIOT uHTepBana QT 1 MeTaboIu3uPYIOTCS C IOMOIILI0 (hepMeHTa



CYP3A4 nmutoxpoma P450, npoTuBOIOKa3aHo.

BausaHue Ha cucmemy yumoxpoma P450. ®nyKOHa3011 ABISI€TCS MOILIHBIM
unruoutopom dpepmenta CYP2C9 u ymepeHHbIM uHruoutopom dpepmenta CYP3A4.
Takxke QryKOHa30J1 saBnsgeTcs nHruoutopom ¢pepmenta CYP2C19.

CrnenyeT IpOBOOUTH TIIAaTEIbHBIM MOHUTOPUHT COCTOSTHUS NMAUEHTOB IIPU
OOHOBPEMEHHOM NPUMEHEHUHU PIIYKOHaA30/Ia U JIEKaPCTBEHHBIX CPEICTB C Y3KUM
TepaneBTUYECKUM OKHOM, KOTOphIe MeTabonu3upywTcsa npu ydactuu CYP2C9,
CYP2C19 u CYP3AA4.

Ilepmamoaoz2uueckue peakuuu. [Ipu npuMeHeHun QIYKOHA30JIa pegKo Co00IIanoch O
Pa3BUTUM TAaKUX 3KCOHOIUATUBHBLIX KOXKHBIX PeaKIUuil, KaK 3JI0KadyeCTBeHHas
9KCCypmaTuBHas sputeMa (cuagpom CTuBeHCa-I[2KOHCOHA) U TOKCUYECKUU
smumepMabHbBIN HeKponu3 (cuHgpoM Jlatienna). [TamuenTsl co CITH oM 6oree
CKJIOHHBI K PA3BUTHIO TSIKEIBIX KOXKHBIX PeaKlii IPU IPUMEHEHUN MHOTUX
JIeKapPCTBEHHBIX CPECTB.

[Tpu mosiBJIEHWHU BBICBHIIIAHMWM, KOTOPHIE MOXKHO CBSI3aTh C IpUMeHeHHeM (PIIyKOHa3071a,
cienyeT IpeKpaTUTh IPUMEHEeHNe JIEKapCTBEHHOT O CPeACTBa IMallieHTaM C
ITOBEPXHOCTHOM IrpubKOBOM nHpeKIuel. [1pu mosiBIeHUY BHICHIIAaHUM, KOTOPHIE
MOZKHO CBSI3aTh C IpUMeHeHHeM (QIIyKOoHa30J1a, CIedyeT IPOBOAUTh TIIaTEIbHBIN
MOHHTOPHUHTI COCTOSHMS MallMeHTOB C MHBA3WBHOI/CUCTEeMHON IrpuOKOBOI MHGPEKIUEH,
a B ClIy4Yae pa3BUTHUS OyJIJI€3HBIX BHICHIIAHUN UIIH ITOTUMOPQGHON SPUTEMEI
IpPEeKpaTuTh IPUMEHEHUE JIEKAaPCTBEHHOT'O CPeaCcTBa.

Peakuuu 2unepuyscmaumeibHocmu. [Tpu mpuMeHeHuH GJIYKOHA30/Ia B PEIKUX
CITy4asix cOOOIIaioCh O PA3BUTUM aHA(DUITAKTUYECKUX PEeaKITHH.

JleKapCTBEHHOE CPEeACTBO COMEPKUT JIAaKTO3Yy, IOITOMY MMAllMeHTaM C PeOKUMU
HaCIeOCTBEHHLEIMHU (popMaMu HEIEePEHOCUMOCTH TraJlaKTO3hl, HEJIOCTATOYHOCTHIO
JIaKTa3bl UJIM CUHAPOMOM TJIFOKO30-TaJlaKTO3HOM MaJibabcopOuuu He clieayeT
MIPUMEHSITh JIeKaPCTBEHHOE CPEICTBO.

CnoCcoOHOCTH BJIUSITHh HAa CKOPOCTH PEaKIIHH MIPH YIIPaBJI€eHHUH
ABTOTPAHCIOPTOM MJ/IM PadoTe C MeXxaHUu3MaMH

HccnemoBauuii BIUSHUA PJIyKOHA30/1a Ha CIIOCOOHOCTD YIIPaBIATh aBTOTPAHCIIOPTOM
unu paboTaThk C OPYyrUMHU MeXaHu3MaMU He IIpoBoousu. [1allueHTOB clienyeT
nmpouH@oOpMUPOBaTh 0 BO3MOXKHOCTHU Pa3BUTHUS T'OJIOBOKPYKEHUS MU CYIOPOT IIPU
NIPUMEHEHUN JIeKapCTBEHHOTO CpefcTBa. [Ipy pa3BUTHUM TaKUX CUMIITOMOB HE
PEKOMEHAyeTCS yIIPaBJIsATh aBTOTPAHCIIOPTOM UJIU OPYTUMHU MeXaHU3MaMMU.



IIppuMeHeHHe B mMEepHO]] 0EPEMEHHOCTH H/IH KOPMJIEHHUS I'PYIbIO

IlaHHBIE, TOJTyYeHHbIE IPU PA30BOM HUJIU ITOBTOPHOM ITpUMeHeHUU (IyKOHa30jIa B
OOBIYHBIX A03aX (< 200 Mr/cyTKH) HECKOJILKMM COTHAM OepeMEHHBIX JKEHIIIUH B
TeyeHue | TpuMecTpa 6epeMeHHOCTH, He TPOIeMOHCTPUPOBaIU HexXKelaTeIbHBIX
a¢bdekToB Ha myof. CoobI1anoch 0 MHOTOUYUCIEHHBIX BPOKAEHHBIX ITIaTOJIOTUIX Y
HOBOPOXKAEHHBIX (BK/IIOUas OpamgudpeHnio, JUCIIa3Ui0 YITHON PaKOBUHHEI,
Yype3MepHOe YBeJIMYeHte IIepegHero pogHnYKa, UCKpUBJIeHUe Oefipa, IIIeYel0KTEBOM
CUHOCTO3), IIpU ITpUMeHeHUN OepeMeHHBIM BEICOKUX 103 ¢hiyKoHa3osa (400-800
MTI'/CYyTKH) B Te4eHHe M0 KpallHel Mepe 3 MecCsIleB O/I4 JIedeHUI KOKIUOUOonN03a.
CBs3b MeXOy IpUMeHeHUeM (PJIyKOHa30Jla U 3TUMHU CJIydasiMU He oIlpefesieHa.

HccnemoBaHUs Ha XKMBOTHBIX IIPOOEMOHCTPHUPOBAIIX PEIIPOAYKTUBHYIO TOKCUYHOCTD.

He cnenyeT mpuMeHSTh OOLIYHBIE O3Bl (DIIYKOHA30JIa ¥ KPATKOCPOUYHEIE KYPCHI
jleueHus GJIYKOHA30JIOM B IIepuon 6epeMeHHOCTH, 3a UCKII0UeHHeM KpalHen
HEeoOXOOUMOCTH.

He cnemyeT npuMeHSATh BEICOKHME OO3bI (DIIYKOHA30JIa U/UIH OJIUTEIbHBIE KyPChI
niedyeHus (GJIyKOHaA30JI0M B mepuop 0epeMeHHOCTH, 3a UCK/II0UEeHUEM JIeUeHU s
UHQEKIUN, KOTOPbIe YTPOXKAIOT KU3HU.

(DHYKOHB.SOH ITPOHUKAET B I'PyOHOE MOJIOKO X1 OOCTUTAET 0osiee HU3KOM
KOHIEHTPalluK, 9eM B IIJla3Me KPOBH.

KopMeHune rpyobio MOXKHO MPOMOOIXKATh IIOCJIe PAa30BOr0 MPUMEHEHUST OOLIYHOM MO3bI
(nykoHaszomna, cocrapmnsomiei 200 Mr uIu MeHbIIIE.

KopMneHnue rpynobio He peKOMEeHAYEeTCS IIPU MHOTOKPAaTHOM IIPUMEHEHU!U
(brykoHa30sa uay pu IpuMeHeHUU BRICOKUX A03 (JIyKOoHa3071a.

Cnoco®6 IIPHMEHEHHsI A TO3bI

JlekapCTBEHHOE CPEACTBO IIPUHUMATh BHYTPh B fo3e 150 Mr ogHOoKpaTHO. Karncyisl
IporaTheiBaTh IIEIMKOM HE3aBUCHUMO OT IIpHeMa MUIIN.

ITauyueHmbl NOJHCUI020 BO3PACMA.

[Ipu OTCYTCTBUM IPU3HAKOB HAPYIEeHUsT QYHKIIUK IOYEK ISl JIeUEeHUS TaHHOU
KaTeropuHy IMallMeHTOB JIeKapCTBEHHOE CPEICTBO IPUMEHSTh B OOEIYHOHN M03€e MJIst
B3POCIIBIX.

ITauueHmul ¢ HapyweHuem pyHKUUU Novex.



[Tpu ogHOKpPATHOM HpuUMeHeHUHU (IIyKOHa30j1a OOIBLHBIM C ITOYEeYHOM
HEIOCTAaTOYHOCTHIO JIETKON U CPEIHEN CTEIIEeHU TSIXKECTH KOPPEKIIUSI NO3bI He
TpebyeTcs.

ITauyueHmul ¢ HapyweHuem YyHKUUU NevyeHu.

JleKapCTBEHHOE CPEICTBO IIPUMEHSTH C OCTOPOXKHOCTHIO, TaK KaK HHGOPMAIIUHU 110
IIpUMeHeHH0 GJIYKOHA30J/I1a 9TOM KaTerOpUHU MMallMueHTOB HEeJOCTaTOYHO.

HeTn

AbdekTUBHOCTL 1 6€30IIaCHOCTh IPUMEHEHHS JIEKapCTBEHHOT'0 CpeACcTBa s
JledeHUs TeHUTaJIbHBIX KaHONUO030B Y IeTel He YCTaHOBJIEHBl, HECMOTPS Ha

M CUEePITLIBAIOIINe HaHHbEIE OTHOCUTENIBHO IPUMeHeHUs (pIyKoHa3oia geTaMm. Eciu
CYIIIeCTBYeT KpaMHssI HeoOXOOMMOCTh ITPUMEHEHUS JIEKapCTBEHHOT'O CPeiCTBa
nmoxmpocTtkaM (B Bo3pacTte oT 12 mo 17 nert), cnemyeT IPUMEHSITh OObIYHBIE TO3BI OIS
B3POCJIBIX.

Ilepeno3upoBka

Coo00111a10Ch 0 ITepeqo3uPoBKe (HIIYKOHA30JIa ¥ PA3BUTHHU raJUIIOIMHAIIAN U
ITapaHOUOAILHOTO TOBENEHUS.

JleyeHue: cuMIITOMaTUYeCKas MOOAEPKUBAOIIAs TEPAIUS U TPU HEe0OXOOUMOCTH —
IIPOMBIBaHUE XKenyaka. PJIyKOHA30J B 3HAYUTEJIBHOM CTEIIEHU 9KCKPETUPYETCS C
MOYOH, T09TOMY (hOPCHUPOBAHHHBIN AUYPE3 MOXKET YCKOPUTH BEIBEIEHUE
JIeKapCTBEHHOTO cpencTBa. CeaHC reMoauanr3a MPOaoIXKUTEIbHOCTHIO 3 Haca
CHUXKaeT YPOBeHb (pIyKOHa30s1a B IIjla3Me KpPoBU NPuOIU3uTebHo Ha 50 %.

ITo6GouHBbIE peaKIuu

Yamge Bcero (> 1/10 ) coobmianock 0 TaKMX ITOOOYHBIX peaKIusaX: rojioBHas 00Jib, 60Jb
B OPIOIIHO¥M ITOJIOCTH, OUapesi, TOITHOTA, PBOTA, ChIb, ITOBHIIIIEHHE YPOBHS
anaHnHaMuHoTpaHcdepaswl (AJIT), acmapTatamMuHoTpaHcdepa3sbl (ACT) u 11eJ10UHOMU
dochaTasn KpoBu.

II715 OLleHKU 4YaCTOThl BOSHUKHOBEHUS ITOOOYHBIX PeaKILNi UCIONb3YIOT CIIeOYIONUTYI0
KiaccuduKalmio: oueHb 9acTo (= 1/10), gwacto (= 1/100 u <1/10), HewacTo (= 1/1000
u <1/100), peaoko (= 1/10000 u <1/1000) ouens pegko (<1/10000), wacToTa
Hen3BeCTHa (HEBO3MOXKHO OIIeHUTh Ha OCHOBAHUM MMEIOIUXCS JaHHBIX).

Co cmopoHbl 0p2aHO8 CAyXd U 8ecmuby/1spH0o20 annapama:

HeuacTo: BepTuro.



Co cmopoHbl 2Hceny00dHO-KUWeYH020 mpakKkma:

YacTo: 6016 B OPIOIIIHOM IIOJIOCTH, Auapesi, TOITHOTa, PBOTA.
HeuacTo: 3anop, OUCIIEIICUSI, METEOPU3M, CYXOCTb BO PTY.
Co CMOpOHbI NeYeHU U JHcea4esobl8o0AuUX nymeu:

YacTo: NoBHILIIEHNE YPOBHS alaHMHaMUHOTpaHchepa3sl (AJIT),
acnapratamuHoTpaHcdepassl (ACT), mienounou ¢pocdaTasHl.

HeuacTo: xonecTas, XKenTyxa, IOBLIIIIEHNE YPOBHS OUnupyOrHa B IIjla3Me KPOBH.

Penoko: meyeHO4YHasA HEAOCTATOYHOCTH, TeHaTOHeHHIOHHpHBIﬂ HEeKpPO3, I'eIlIaTUTHI,
TrelaToneJlIlIoJIAPHOE ITIOPazKEeHHue.

Co cmopoHbl obMeHa sew,ecma, memaboau3ma:

Penoko: TUIIePTPUTIUIIE PUTEMHUS.

HeuacTo: cHUXKeHHUe allleTuTa

Co cmopoHbl Hep8HOll cucmembl:

YacTto: ronoBHast 60JIb.

HeuacTo: cymoporu, rojioBOKpyzKeHue, ITapecTe3nu, HapyIIeHus BKyca.
Penko: Tpemop.

Co cmopoHbl NCUXUKU:

HeuacTo: 6eccoOHHUIIA, COHIUBOCTD.

Co cmopoHbl cepdedHo-cocyoucmotl cucmembl:

Pepnko: mapokcu3ManibHas XKeJjlyogo4yKoBas TaXUuKapaus TUMla «IIUPYI3T», YOAJIUHEHUEe
uHTepBana QT.

Co cmopoHbL Kpo8U U AuMpamuyeckou cucmembl:

Heuacto: anemus.

Pepko: arpaHyoUTO3, T€UKOIIEHUSI, HEUTPONIEHUS, TPOMOOILIMTOIIEH U .
Co cCmopoOHbl UMMYHHOU cucmembl:

Penko: anadunakcus.



Co cmopoHbI KOXHCU U NOOKOJNHCHOU KAemyuamku:
peakluy TuIepPYyBCTBUTEIbHOCTH, B TOM YHCJIE:
YacTo: BBICHIIIAaHUS.

HewacTo: 3y, runepemMusi, MeJUKaMeHTO3HBIM JepMaTUT, KpalluBHUIIA, IOBLILLIEHHOE
IIOTOOTAEJIEHUE.

Pepgko: Tokcuueckuu snugepMalibHbIM HEKPOIn3, CHHAPOM CTuBeHcCa-I[2KOHCOHa,
OCTPHIM TeHepan30BaHHBIN 9K3aHTEMATO3HBIU IYCTyJie3, 9KC(POIUaTUBHBIN
OepMaTUT, aHTMOHEBPOTUYECKUM OTEK, OTEK JINIla, aHaPUIaKTUYECKUH IIOK,
aJIomelus.

Hewu3BecTHO: MeguKaMeHTO3Hasl peakIus C 303UHODUINEN U CUCTEMHBIMU
nposaBnernusamu (DRESS).

Co cmopoHbl 0NOPHO-08U2aMENbHOU cCuCcmeMbl U COeOUHUMEeAbHOU MKAHU:
HeuacTo: Mmuanrus.

Obw,ue HapyweHus:

HeuacTo: moBHIIIIEHHAsA YTOMIISIEMOCTh, HE[JOMOTaHKEe, aCTEeHUS, TUXopaaKa.
IHemu.

YacToTa u xapakTep IMOO0YHBIX peaKIUi U OTKIIOHEHUN OT HOPMHBI Pe3yJIbTaTOB
1abopaTOPHBIX aHAJIM30B B X0O€e KJIIMHUYECKUX UCCJIeOOBAaHUM C yUyacTheM feTel OblIu
COIIOCTABUMBI C TAKOBBIMHU Y B3POCIIHIX.

CpoK rogHoctu
3 roga.
YcnoBusi xpanenusi

XpaHUTh B OpUTUHAJILHOU YIIaKOBKE IIPU TeMIepaType He Brile 25 °C.

XpaHUTh B HEJOCTYIIHOM [JIsI OeTel MeCTe.
YnakoBKa

ITo 1 Kamcysie B KOHTYPHOU S4YE€MKOBOU yIIaKOBKeE; 110 1 KOHTYPHOU SYEUKOBOU
YIIaKOBKE B I1aUKe.



Kareropus ornycka

Be3s perenta.

ITpou3sBomurenn

YAO «®apMmaneBTudeckas pupMa «lapHuIia».

MecTOHaxo0XaeHHue IIPOHU3BOOHUTEIA H €ro aapecC MeCTa OCyImIeCTBIICHHSA
oesiTeJIbHOCTH

Vkpauna, 02093, r. Kues, yn. bopucnonbckas, 13.
N CTOYHHUK HHCTPYKIIUH

HNHCTpyKIUs IeKapCTBEHHOTO CPeACTBa B3siTa U3 OPpUIIHMATbHOTO UCTOYHUKA —
I'ocygapCTBEHHOT'O peecTpa JIEKaPCTBEHHBIX CPEOCTB YKPAUHHI.



http://www.drlz.com.ua/

