CocrTaB

Oeticmsyrwuwee geu,ecmao: fluconazole;
1 kanicyna cogepxkuT paykKoHa3on 50 mr;

Opyaue cocmasasaww,ue: TaKTo3bl MOHOTUAPAT, KpaxMaJll KyKypPy3HbIN, MarHus
cTeapaT, KpeMHUS OUOKCHU[ KOJIJIOUTHBIN 0e3BOOHBIN, HATPUS KPOCKapMesio3a;

000JI0UYKa:

KarcyJssl 1o 50 Mr - xkXenaTtuH, TuTaHa guokcup (E 171), xunonuHoBEIM XkKenThil (E
104), sputpo3un (E 127).

JIekapcTBeHHasi GopmMma

Karmcymsr.
OcHoBHble (pu3suko-xumuyeckue ceoticmaa:

Karncynsl 1o 50 MT: JKeCTKHe XKeJJaTUHOBBIE KaIlCyJIbl C O0€JIbIM KOPIIYCOM U
KPBIILIEYKOM KEeJITOTO IIBeTa.

CO)Iep}KI/IMOG KaIICyJI — IIOPOIIIOK 0eyoro UM MoYTHU OEeJIoro oBeTa.
QapMaKOTepaneBaneCKaﬂ rpyiiia

[TpoTuBOTrPUOKOBLIE CPENCTBA [JII CUCTEMHOTO IIpUMeHeHusi. [I[pon3BOHbLIE TPHA30IIa.
Kom ATX JO2A CO1.

(I)apMaKOJII/IHaMIfIKa

MexaHu3M OenCTBUS

®nykoHa301 ABISETCSA TPOTUBOTPUOKOBEIM CPEICTBOM TPHA30JI0BOTO KJlacca.
[TepBUYHBIM MeXaHU3MOM €0 OEeNCTBUS SABISETCS YyTHETEeHNE I'PUOKOBOTO anbda-
JIAaHOCTEPOJI-IEMETUIUPOBAHUSI, OIIOCPENOBAHHOI O IIMTOXPOMOM P450, 4TO SABIsIETCS
HeOTheMJIEMBIM 3TAIloM OMOCHHTEe3a rPUOKOBOI0 3procTeponia. AKKymynsaius 14
anbda-MeTUI-CTEPOJIOB KOPPEIUPYET C ITOCIEOYIOIIel ITOTePEN 3procreposia
MeMOpaHOU rpuOKOBOM KJIETKHM U MOKET OTBeUaTh 3a IIPOTUBOTPUOKOBYI0 aKTUBHOCTD
dnykonazona. ®nykoHaz3on 6ojee celeKTUBEH K T'PUOKOBEIM (pepMeHTaM LIMTOXpoMa
P450, yeM K pa3/TUYHLIM cucTeMaM (PepMeHTOB IuToXpoMa P450 MIeKOMUTaIOUINX.



[TpumeneHue prykoHa3osa B go3e 50 Mr/cyT B TedeHue 28 gHEU He BIUSET Ha
YPOBEHDb TECTOCTEPOHA B IJITa3Me KPOBU Y MY2KUYHKH UJIX Ha YPOBEHb 3HOOTE€HHBIX
CTEpPOUOB Y XKEHIIUH PEeNpPOayKTUBHOIO Bo3pacTa. ®iiykoHa3o0i B fo3e 200-400 Mmr B
CYTKM He OKa3bIBaeT KJIIMHNYECKHU 3HAaYMMOI'0O BIUSIHUS Ha YPOBEHDb SHOOTE€HHBIX
CTEPOUAOB UJIM OTBET Ha CTUMYJISALINIO adPEeHOKOPTUKOTPOnHOro ropMmoHa (AKTT) y
3[I0POBLIX TOOPOBOJIBIIEB MYKCKOTI'O II0JIa.

HccnemoBaHust B3aUMOIENCTBUS C aHTUIIUPHUHOM MOKa3aju, YTo IIpuMeHeHue 50 mMr
¢bnykoHa30s1a pa30BO UM MHOTOKPATHO He BIIUSET Ha MeTab0/IM3M aHTUIUPUHA.

YyBCTBUTENILHOCTE in vitro

®dnykoHazon in vitro meMoHCTpUpyeT Haubojiee 4acToO BCTpeYarouecs
IPOTUBOTPUOKOBYIO aKTUBHOCTh B oTHOomIeHuU BugoB Candida (Bkmtogas C. albicans,
C. parapsilosis, C. tropicalis). C. glabrata nposiBisieT TOHUXKEHHYIO YyBCTBUTEIBHOCTD
K (pnnykoHa3omny, Torga Kak C. krusei u C. auris ycTOU4YUBH K (PIIYyKOHA30Iy.

Takxke (IyKOHA30II in vitro JeMOHCTPUPYeET aKTUBHOCTh KakK NpoTuB Cryptococcus
neoformans u Cryptococcus gattii, Tak ¥ IPOTUB 3HOEMUYHKIX IIJIECHEBLIX TPUOOB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum u
Paracoccidioides brasiliensis.

B3aumocessv papmakoKkuHemuyeckux u gapmakoOuHamuyeckKux ceaoucma

CornacHO pe3ynbTaTaM HCCJIE€OOBAHUU Ha XKMUBOTHHIX CYIIECTBYET KOPPEISAIINI MEXAY
MUHUMAaJTbHOM MHTUOUPYIONel KOHIleHTpauren 1 93pPpeKTUBHOCTHIO IIPOTUB
9KCIIEPUMEHTANIbHEIX MOOeeld MUKO30B, BeI3BaHHBIX BugamMu Candida. CormacHo
pe3yabTaTaM KJIMHUYECKUX UCCIIeIOBaHUU CYIEeCTBYET JIMHEWHAasA 3aBUCUMOCTh
Mmexny AUC u mo3o# ¢pnykoHa3zosa (mpubnusutenbio 1:1). TakxkKe CyIIecTByeT
npsiMasi, HO HegoctaTo4yHas CBsA3b MexXay AUC unu o304 U IOJIOKUTETbHBIM
KJIMHUYEeCKUM OTBETOM Ha JIeYeHHEe OPaJbHOI0 KaHOU03a U B MEHBIIIEU CTEIIEeHHU -
KaHOuaeMuu. AHAJIOTUYHO JTedyeHre NHQPEKIIUM, BEI3BAHHBIX IIITAMMaMH, K KOTOPEIM
(r1yKOHa3071 IEMOHCTPUPYET BHICOKYI0 MUHUMAIbHYI0O HHTUOUPYIOIIYIO
KOHIIEHTpAalNio, MEHee YOOBJIETBOPUTEJILHBIM.

MexaHu3sm pesucmeHmHocmu

Mukpoopraru3msl poga Candida meMOHCTPUPYIOT MHOTOYMCJIEHHBIE MEXaHU3MHEI
PE3UCTEHTHOCTH K a30JIbHBIM ITPOTUBOTPUOKOBEIM cpencTBaM. PrmykoHa3on
OEMOHCTPUPYET BHICOKYI0 MUHUMAJIbHYIO HHTUOUPYIOIIYIO0 KOHIIEHTPAIINIO IIPOTUB
IIITAMMOB I'pu0OB, 00JIagaI0IINX OOHUM UIU 00Jiee MeXaHu3MaMl Pe3UCTEHTHOCTH,
YTO HEeraTUBHO BIUsEeT Ha 9PHEeKTUBHOCTS in Vivo ¥ B KIMHUYECKOH ITPaKTuKe. buin
coobmieHus o cynepuHdpeknusax sugamu Candida, ornmuuyabiMEu OoT C. albicans, KoTopeie
4aCTO UMEIOT C CaMOr0 Havajla MOHUXKEHHYI0 YyBCTBUTENbHOCTD (C.glabrata) unmu



CTOUMKOCTB K piiykKoHas3oiy (Hanpumep, C. krusei, C. auris). Takue uHPEKIIUNT MOTYT
HY2K[OATbCS B aJIbTEPHATUBHOMN ITPOTUBOTPUOKOBOM TepaIrtuu.

KoHTpONbHBIE TOYKH (B COOTBETCTBUU C PEeKOMEHOAlMAMU EBPOIEiCKOro KOMUTETa
110 MCCJIEJOBaHUSIM YyBCTBUTEIBHOCTU K @aHTUMUKPOOHBIM CPEACTBaM).

OcHOBBIBasICh Ha MCCJIefOBaHUU (hapMaKOKMHETUYECKOM/(papMaKOOuHaMU4YeCKOMI
“H(POPMAlLNK, YYBCTBUTENBHOCTH in Vitro ¥ KIMHUYECKOM OTBETE, OBI/IN OIIPEdeIeHbI
KOHTPOJIbHBEIE TOUKHU A1 (PJIyKOHA30J1a OJi1 MUKpoopraHu3MoB poga Candida. OHu
OBINIM paclipenesieHbl Ha KOHTPOJIbHBEIE TOYKM, He CBSI3aHHBIE C ONIpeeIeHHLIM BUIOM,
KOTOpBIE B OOJIbIIIEN CTEIIEHU ONPENeIssiuCh Ha OCHOBE
(apMakOKHMHETHYECKOM/(apMaKOOUHaAMUYeCKOU nHPpOopMaIIu! 1 He 3aBUCSIT OT
pacipeneneHus Ha onpeaeeHHble BUOLI 10 MUHUMaIbHOU MHTUOUPYIOMIEN
KOHIIEHTPaIluU U Ha KOHTPOJIbHBIE TOYKH, CBSI3aHHBIE C ONpPEAEJIEHHBIM BHUIOM. ,
KOTOPBIE Yallle BCETO aCCOLUUPYIOTCA C UHPEKINAMYU y YeJloBeKa DT KOHTPOJIbHEIE
TOYKU IIPUBEIEHBI HUXKE.

KoHTponbHEIE TOYKU, CBA3aHHBIE C KoHTpOJIbHEIE

onpepgeleHHbBIM BUAOM S </ R > TO4YKH, HE
[ITpoTuBOTrPUOKOBOE CBSI3aHHBIE C
CpencTBoO onpepneleHHbIM

Candida/Candida|/Candida/Candida Candida gumom S < /R
albicans|glabratakrusei |parapsilosisjtropicals|>

®1yKOHA3011 2/4 IE -- 2/4 2/4 2/4

S = 4yBCTBUTEJILHBIN;
R=pe3ucTeHTHHIN;

O - KOHTPOJIbHBIE TOYKY, HE CBSI3aHHBIE C ONPedeIeHHLIM BUIOM, KOTOPhIE B OOJIbINIEH
CTeNeHHU OIIpeesisijinCh Ha OCHOBe (papMaKOKHMHETHYeCKoM/(papMaKOguHaMU4eCKOU
UH(POPMAIIMU M He 3aBUCAT OT pacupeneleHus: Ha onpeaesieHHbIe BUOBI 10
MUHHUMAaJIbHOW MHTUOUPYIOIed KOHIIeHTpauuu. Fx uccienoBaay TOIBKO y
MHKPOOPraHM3MOB, Y KOTOPHIX HET CIIEeU(PUYIECKON KOHTPOIbHOM TOYKH;

- UCCJIeOOBAHUS YyBCTBUTEJIbHOCTH He PEKOMEHIOBAHEI, IIOCKOILKY TaHHLIM BU[ HE
SIBJISIETCS 1IeIbI0 IeKapCTBEHHOM! Tepalluu;



IE - moka3aTeJIbCTB TOTO, SIBJISIETCS JIM JAaHHBIM BU]I II€/IbI0 JIEKAaPCTBEHHOUN Tepamuy,
HegoCTaTOYHO.

®dapMaKOKHHETHKA

q)apMaKOKHHeTquCKHe CBOMICTBA (I)HYKOHaSOHa CXOOHEI ITPXU BHYTPUBEHHOM U
IIepopaJiIbHOM IIPDUMEHEHHNHN.

Abcopbuus

®yKOHa30/I XOPOIIIO BCaChIBAE€TCS IIPHU IepPOpaJIbHOM IIPUMEHEHNH, 8 YPOBEHbD
ImperapaTa B IJla3Me KPOBU U CHUCTEMHas OMOOOCTYIIHOCTh NpeBuIIaioT 90% ypoBHS
(¢brykoHa3osa B my1a3Me KPpOBU, YTO JOCTUTAETCS IIPU BBEIEHUM IIpenapara.
OnHOBpeMeHHOe yIoTpebeHne MUITY He BIWsSIEeT Ha BcackIBaHHUe ITperapaTa IIpu ero
mepopanbHOM ITpuMeHeHuu. [InKoBasg KOHIIEHTPAllKs B IJla3Me KPOBU JOCTUTAETCS
gyepe3 0,5-1,5 4 mocre nmpueMa npemnapara HaTomak. KoHIIeHTpalus npemnapara B
ja3Me KPOBHU MPONOPIMOHaibHa Ho3e. PaBHoBecHass 90% KoHIIeHTpalusi
mocTuraeTcs Ha 4-5 CyT JiedeHUsd IpernapaToM IIpH MHOTOKPaATHOM IIpuMeHeHuu 1 pa3s
B CyTKU. PaBHOBeCHas KOHIleHTpalus Ha ypoBHe 90% mocTuraeTcss Ha BTOPOU OEHb
JIe4eHUs IPU IPUMEHEHUHU B IIEPBHIM IeHb ITOTPY30YHOM 03k, YTO BABOE IIPEBLIIIAET
OOBIYHYIO CYTOYHYIO JO3Y.

PacnpedeneHue

O0OBeM pacrpepesieHtsI IPUMEPHO paBeH 00IIeMy COAepKaHUI0 KUOKOCTHU B
opranu3Me. CBsi3bpIBaHUe ¢ OeJIKaMH IIJ1a3Mbl KpoBu HU3Koe (11-12%).

®yKOHAa30JI XOPOILIO IPOHUKAaET BO BCE U3ydyaeMble JKUOKOCTU OpraHmu3Ma. YPOBEHb
(prmykoHa305a B CIII0OHE U MOKPOTE MOX0K Ha KOHIIEHTPAIUIO IIpelapaTa B IIJIa3Me
KPOBHU. Y MallMeHTOB C TPUOKOBLIM MEHMHTUTOM YPOBEeHb (DIIYKOHA30J1a B
COMHHOMO3TOBOU XKUAOKOCTU gocTturaet 80% KOHIIEHTPAIluK B IIJla3Me KPOBH.

Bricokue KOHIIeHTpanuu (GIyKOHa30jia B KOXKe, IIPEBHIIIAIOINEe CHIBOPOTOYHEIE,
OOCTUTAIOTCs B POTOBOM CJIO€, SIIUAEPMUCe, AepMe U nnoTte. OJIyKOHa30I1
CKaIlJIMBaeTCs B POroBoM ciioe. [Ipu npuMeHeHuu 0o3bl 50 Mr 1 pa3 B CyTKu
KOHIIeHTpalusa QaykKoHa3oja nocie 12 gHeu nedeHus coCcTaBiisdia 73 MKI/T, a yepes 7
OHEU IO0CJie 3aBePIIeHUs JIeUeHUsI KOHIIEeHTPaIlus BCe ellle cocTaBJsiia 5,8 MKr/r. [Ipu
npuMeHeHun 0o3bl 150 Mr 1 pa3 B Hefesno KOHIIeHTpalus (GpIyKoHa3o0ja B 7-i JeHb
JledeHUus cocTaBisna 23,4 MKI/T; 4yepe3 7 OHeU Iocie IIpueMa Clenyromen 036l
KOHIIeHTpall1s BCe elle cocTasnsana 7,1 MKr/r.

KonuenTpanusa ¢piaykKoHa30sa B HOrTax nocie 4 mec npumMeHenus 150 mr 1 pa3 B
HepeJo coctaBnsiia 4,05 MKT/T y 3MOPOBHIX HOOPOBOJLLEB U 1,8 MKI/T TIpU
3a00s1eBaHUSAX HOTTEH; (DJIIYKOHA30JI OIIpeersijicss B oOpa3iax HOTTel CIycTs 6



MeCSIIeB M0CJie 3aBePIIIeHUsT TePaIlnuu.
BbuompaHcpopmauus

®dnykoHa3on MeTaboMU3UPYETCS B He3HAUNUTENIbHOU cTerneHu. [Ipu BBeIeHUU OO3HI,
MEYEeHHOU paJrvo0aKTUBHBIMU M30TOIIaMu, TONBKO 11% (drnykoHa30sia 3KCKpPETUPYETCS
C MO4YOU B u3MeHeHHOM Bupe. ®JIyKoHa3011 SIBASETCSA YMEPEHHBIM NHTHOUTOPOM
nsopepmentoB CYP2C9 u CYP3A4, a Tak>Ke MOIIHLIM HHTUOUTOPOM H30hepMeHTa
CYP2C109.

Bwisoo

[Tepuop nonyBEIBeneHUA (hJIyKOHA30JIa U3 IJIa3Mbl KPOBU COCTaBiIsAeT 0K0J10 30 4acos.
Bonbillasg yacTh IpemnapaTa BEIBOOUTCS ITo4YKaMu, ImpudyeM 80% BBeOEeHHOU OO3EI
HaXOOUTCS B MO4Ye B HEM3MEHEHHOM COCTOSTHUU. KnupeHc ¢piyKoHa3oa
ITPOIIOPIIMOHAJIeH KJIMPEeHCY KpeaTUHUHA. LIUPKyIUuPyIoIuX MeTaboIuTOB He
00HapyXKeHO.

[MUTEenbHBIN TEePUOM IMOTYBLEIBEIEHUS U3 MJIa3Mbl KDOBU Ta€T BO3MOXKHOCTh Pa30BOT0
MIPUMEHEHUS IpelapaTa IIPY BlIarajJullHOM KaHONI03€e, a TaKXkKe ITPUMEeHEHU
npemnapaTa 1 pa3 B Hefiesio IIpU APYTUX ITOKa3aHUSX.

IToueuHass HeOocmMamo4yHOCMb

Y nmanueHTOB C IOYEYHOU HEJOCTaTOYHOCTHIO TAXKEJION CTEIleHU (CKOPOCTh
KIIy0O4YKOBOM ¢unbTpanuu < 20 MJI/MHH) II€PUO]I II0JTYBLIBEOEHUSI YBETMYUBAETCS C
30 yacoB mo 98 yacoB. [IoaTOMy 3TOM KaTETOPHUU ITAllMEHTOB HEOOXOOMMO CHU3UTD
no3y (prnykoHa3osa. OIyKOHA30J yoansaeTcs IyTeM reMoauannu3a U B MeHbIIen
CTeIleHU IIyTeM UHTpalepUuTOHealbHOTO Auanu3a. CeaHc reMoauanmia
IPOAOJIKUTENILHOCTHIO 3 U CHUIKaeT YPOBEHb (PJIyKOHA30J1a B IIJla3Me KPOBU
npuMepHO Ha 50%.

Jlakmauus

KonnenTpanuu ¢piaykKoOHa30JIa B Ila3Me KPOBU U MaTEPUHCKOM MOJIOKEe B TeueHue 48
4acoB II0CJie IpueMa OgHOKpaTHOU 03k 150 Mr npenapaTta ®nykoHa3051-KP
OllIeHMBaJ/IU B X0[e (hapMaKOKMHETUYECKOTO UCCJIefOBaHUS C y4aCTUEM HOECATH
JKEHIIWH B IIePUOL JIaKTalluu, KOTOPLIE BPEMEHHO UJIN IIOCTOSTHHO IIPEeKpaTUiu
KOPMUTH I'PYOHBIX OeTel. B MaTepuHCKOM MOJIOKe (piIyKOHa30J1 00HapyKUIU B
CcpenHeu KOHIIeHTpaluu mpumMepHO 98% OT TOM, 4TO OTMeYalu B IIJla3Me MaTepH.
Yepes 5,2 4 11ociie npueMa O03bl CPeOHssa MUKOBasd KOHIIEHTpallisd B MAaTEPUHCKOM
MOJIOKe cocTaBisna 2,61 mr/n. CyToyHas no3a piiyKoHa30J1a, IIoJIydyeHHas
MJIafileHIIeM U3 MaTePUHCKOTI 0 MOJIOKa (eCiu IIPUHSTh CpefgHee MOoTpebjieHre MOJIOKa
3a 150 My/Kr/cyTKm), paccuiuTaHa Ha OCHOBE CpefgHel NUKOBOM KOHIIEHTpAlluu B



MOJIOKe, paBHas 0,39 Mr/Kr/cyTky, coctaBisgeT nnpuMepHo 40% OT gO3Hl ,
PEKOMEHIOBAaHHON HOBOPOXKIEHHKIM (Bo3pacToM < 2 Hepenu), uiu 13% OT mO3HI,
PEKOMEHIOBAaHHOU MJIafeHIlaM OJIs JIeYeHUS KaHOua03a CIIU3UCTHIX.

eTu

I[aHHbIE TIO (hapMaKOKMHETUKE ObIIU o1leHeHHl ¥ 113 meTeit Bo BpeMs 5
HMCCJIeJOBaHUM: 2 HCCIeNOBaHusI PAa30BOr0 IPUMEHEHNS, 2 UCCTIeJOBaHUSI
MHOTOKPATHOTO IPUMEHEHUI U 1 uccaeqoBaHUsI HEJOHOIIEHHBIX HOBOPOXKIEHHBIX.

[Tocne BBegeHuUsa 2-8 Mr/kr ¢piykKoHa30ja geTtsaMm oT 9 mecsnes 0o 15 net AUC
cocTasiissia 0Koyio 38 MKr*4/mi Ha 1 Mr/Kr go3sl. [Tocjie MHOTOKpaTHOIO IPpUMEHEHUS
CpefgHUU IepUor IIOJIyBhIBedeHUa (hIIyKOHa30Ia U3 I1Jla3Mbl KPOBU BapbUPOBAJICH
Mexknay 15 u 18 4; 00beM pacnpepnenenus coctaBun 880 mi/kr. Bonee anuTenbHBIN
IIepuo MOTYBLEIBEIEHUS U3 MJIa3Mbl KPOBH, COCTABIISIBIINY ITPUMEPHO 24 4, OBLIJI ITOCIIe
pas30BOT0 IPUMEHEeHUs (PIIyKOHa30Ja. ITOT IOKa3aTeslb COIOCTaBUM C IEPHUOLOM
OoIyBeIBeAeHUS (IIYKOHA30JIa U3 MJIa3Mbl KPOBU IIOCJIE Pa30BOT0 ITPUMEHEHUS HO3H 3
MT/KT BHYTPUBEHHO JIeTSAM B Bo3pacTe oT 11 gHel mo 11 mecsieB. O6beM
pacnpeneneHus y NallueHTOB 9TOM BO3PaCTHOM I'PyHIEl COCTAaBUJI OKOJI0 950 MII/KT.

OnbIT npuMeHeHUs QIYKOHa30J1a HOBOPOXKAEHHBIM OTPaHUYMBaeTCs
(bapMakKOKMHETUYECKUMHU MCCIIEeOOBaHUSIMHU 12 HEIOHOIIEHHBIX IeTEX CO CPOKOM
rectanuu npuMepHo 28 Hemenb. CpenHU Bo3pacT pebeHKa IIpU BBeIeHUH IIePBOM
OO3BI cocTaBnsn 24 4 (ot 9 mo 36 4); cpemHSASA Macca Tejla IPHU POXKAEHUU COCTaBUIa
900 r (or 750 mo 1100 r). Iy 7 mmaliieHTOB IIPOTOKOJI UCCIeq0BaHtsI ObIJI BBITIOJTHEH.
MaxkcuMyM 5 B/B MHBEKIIUY (pJIyKOHa30J/Ia B J03€e 6 MI/KT BBOOAWIU KaxKable 72 daca.
CpenHuu mmepuof MoJIyBbeIBeOeHusI cOCTaBnsan 74 4aca (44-185) B mepBuIM O€eHDb, 3aTEM
yMeHbIuacs 0o 53 dacoB (30-131) B 7-1 gmenb u 10 47 (27-68) B 13-u1 gens. [Inomans
non KpuBou (MKr*4u/mi) cocrtasnsana 271 (173-385) B mepBeIM OeHb, YBEIUYUIACh [0
490 (292-734) Ha 7-u geHb, 3aTeM yMeHbIIuIach 0o 360 (167-566) Ha 13- geHb.
O0beM pacnpenenenus (Mi/kr) coctaBui 1183 (1070-1470) B mepBhHIM OEHB,
yBenuuuBaicsa 0o 1184 (510-2130) va 7-u1 gesb u o 1328 (1040-1680) Ha 13- geHb.

H(IU,UQHmbl noaskcus/a1020 80o3pacma

dapMaKOKHHETHYECKOE UCCIIefOBaHKe IIPOBOAUIIU C yYaCTUeM 22 mallueHTOB
(Bo3pacToM oT 65 neT), mpuMeHaBIuXx 50 Mr ykKoHa3o0sa nepopaibHo. 10
HaleHTOB OJHOBPEMEHHO IIPUMEHANIN auypeTuku. Cmax cocrtasnsana 1,54 MKr/mMi u
mocTurasnach B TedyeHue 1,3 4 nmocie npuMeHeHus QiaykoHa3osna. Cpegasas AUC
cocTtasinsana 76,4+20,3 mxr*u/mi. CpeqHUU IEPUOL IIOJIYBEIBEIEHNUS COCTaBIsAET 46,2
Jaca. 9Tu papMaKOKMHETHYECKHEe IT0Ka3aTe X BHIIIIE 110 CPaBHEHHUIO C aHAJIOTUYHBIMU
Yy 3I0POBBIX HOOPOBOIIBIIEB MyIaAIllero Bo3pacTta. OQHOBpeMeHHOe TPUMeHeH1e
OUYPETUKOB He OKa3kIBajio 3HAYUTENbHOTr0 BIUAHUA Ha Cmax u AUC. TakXkKe KJIUpPEHC



KpeaTuHUHa (74 MJI/MUH), IPOLIEHT QPIYKOHAa30J1a, KOTOPBHIA S9KCKPETUPOBAJICS C

MO4YOl B Hem3MeHeHHOM Bupe (0-24 4daca, 22%), 1 To4edyHbIN KIUPEeHC QIyYKOHa30I1a

(0,124 Mn/MUH/KT) y TallMeHTOB HaHHOM BO3PAaCTHOM I'PYNNHI ObITM HUXKE YeM

AHAJIOTUYHBIE IIOKA3aTEJIN Y MJIaOIINX JIOGpOBOJ'IbI_IeB. HOSTOMY N3MEHEHUA

Q)apMaKOKI/IHeTI/IKI/I Y IIallU€HTOB IMO2KUJIOT'O BO3PACTa 3aBUCAT OT ITIapPpaMeETPOB

pyHKIIUY TOYEK.

ITloxka3aHus

®dnykona3on-KP rmokasaH [ Te4eHUs TaKuX 'PUOKOBBLIX UH(PEKIIUM Y B3POCIBIX (CM.

pa3gen «®apMaKoguHAMHKa»):

KPUIITOKOKKOBBI MEHUHTHUT (CM. pa3men «OCo0eHHOCTU IPUMEHEHUSI»);
KoKIuauouao3 (cM. pasgest «OCOOEHHOCTY ITPUMEHEHUS»);

UHBaA3WBHbIE KaHOUO3bI;

KaHOWOO3bl CJIM3UCTHIX, BKJIIOUasa KaHAUO03 POTOTJIOTKYU M KaHOWI03 MUILeBOoa,
KaHOUOYPHUS, XPOHNYECKUM KaHON03 KOXKU U CIU3UCTHIX 000JI0YEK;
XPOHUYECKUHN aTpoPUUeCKUM KaHOUO03 MMOJI0CTH pTa (KaHOHUA03, BEI3BAaHHBIN
KUCIIOJIb30BaHUEM 3yOHBIX IPOTE30B) IMPU HedMHEeKTUBHOCTU T'MTHEHBI II0JIOCTH
pTa UM MEeCTHOU Tepaluwy;

BarvuHaJIbHBIU KaHAUO03, OCTPBIU UJIM PELUOUBUPYIOILNK, KOIHa MEeCTHasA
Tepanus He 1ejiecoo0pa3Ha;

KaHOUOO3HBIN OalaHUT, KOTrga MecTHas Tepalus He Ilenecoodpa3Ha;
OepMaTOMUKO3bI, BKIII0Yasi MUKO3 CTOI, MUKO3 I'TadKOW KOXKH, TaXOBbIX
OepMaTOMUKO3, Pa3HOIBETHRIN JINIIA U KaHOUOO3HbIe NHPEKIINU KOXKH, Koraa
IIOKa3aHO NPpUMEHEeHNEe CUCTEMHOM Tepalluu;

oepMaTO(PUTHBIM OHUXOMHMKO3, KOT[Ia IPUMEHEeHHEe OPYTUX JTeKapCTBEHHEBIX
CPEe[CTB He 1le1ecoobpa3Ho.

®nykonazon-KP nokazaH Ay npopuIakKTUKU TaKuX 3a00JjieBaHUM y B3POCIIBIX KakK:

pelnruanuB KPUIITOKOKKOBOTO MEHUHTHUTA Y ITAIIMEHTOB C BLICOKUM PHCKOM €ro
Pa3BUTUS;

penuaruB KaHauao3a POTOTJIOTKY WJIX MUIlleBoda y nmanueHToB ¢ BUY ¢ BEICOKUM
PUCKOM €r0 Pa3BUTHUS;

IJIs CHUZKEHHUSI YaCTOTHl PEIMIUBOB BaruHa/JIbHOTO KaHOuago3a (4 unu 6osee
ciyd4as B Iof);

npodunakTuKa KaHOANOO3HBIX MHPEKIINY y MallieHTOB C OJIUTEeIbHOU
HeUTpoIeHuen (HarrpuMep, MallueHTOB CO 3JI0KaYeCTBeHHLIMU 3a001eBaHUSI MU
KPOBH, MOYYalOIIMMU XUMHOTEPAIIUIO NN MTallMeHTOB IPU TPaHCHIaHTaluu
reMOIIO3TUYECKHUX CTBOJIOBHIX KJIIETOK) (CM. «®PapMaKO/IOTU4YeCKHe CBOMCTBA.
dapMakoguHaAMHUKA»).



dnykoHa3on-KP nmoka3aH geTsaM OJid JTeYeHUsI KaHOUO030B CIIU3UCTHIX (KaHOUO03
POTOTJIOTKM, KaHOXW03 MIUIIleBOda), HHBA3UBHEIX KaHANUA030B, KPUIITOKOKKOBOI'O
MEHHUHTHUTA U OJII IPOPUIaKTUKA KaHOUAO3HBIX UHPEKIUN Y ITalUeHTOB C
MOHMKEHHBIM UMMYHUTETOM. [IpenapaT MOXKHO IPUMEHATh KaK HOAOePKUBAIOIIYIO
Tepaluio Ojisd IpeaynpexXaeHus peluarBa KPUITOKOKKOBOTO MEHUHTUTA ¥ OETEH C
BBLICOKMM PHCKOM €ro pa3BuTus (cM. pasgenn «OCOOeHHOCTH ITPUMEHEHUS»).

[TpuMeHATH TeKapCTBEHHOE CPeACTBO B (popMe KallCyJl 3TOM KaTerOPUHU MallieHTOB
MO2KHO TOI'[la, KOr[a [IeTH CIIOCOOHBI 6€30I1aCHO IIPOTJIOTUTh KAIICY/Iy, YTO OOBIYHO
BO3MOXKHO B BO3pacTe OT 5 JIeT.

Tepanuto npenapatoM ®rnykoHa30s1-KP MOXKHO IpUCTyIIaTh K IOJIy4YEHUI0
pe3ynbTaTOB KyJIbTypPaJIbHBIX U APYTUX J1ab0paTOPHBIX UCCIEI0BaHNM; OOHAKO IIOCTIe
MIOJIy4YeHUS Pe3yIbTaTOB MPOTUBOMH(PEKIMOHHYIO TEPAINIO CIeOyeT CKOPPEKTUPOBATh
COOTBETCTBYIOIIUM 00pa3oM.

IIporuBONMOKa3aHUA

e 'UNIepUYyBCTBUTENBHOCTh K (PJIYyKOHA3011y, APYTUM a30JIbHEIM COEOINHEHUSIM UJIN
JTI000MYy M3 BCIIOMOTATEJIbHLIX BEIeCTB IIpernapaTa, YKa3aHHLIM B pa3aesie
«CoctaB».

e OOmHOBPEMEHHOE IpUMeHeHre (QIYKOHa30/I1a U TepdeHaanHa nanueHTamM,
NPUHUMAIOMIUM (PJIyKOHA30JI MHOTOKpPAaTHO B Ho3ax 400 Mr/cyT u BhIIIe (COTJIaCHO
pe3yabTaTaM UCCJIefOBaHUS B3aUMOAEUCTBUS MHOTOKPATHOT O IPUMEHEHUS).

e OgHOBpEMEHHOEe IpUMeHeHue (HIIyKoHa30jla U OPYyTruX JeKapCTBEHHBIX CPEACTB,
yonuHsomux nHTepBana QT u MeTaboIu3UPYIONIUXCS C TTOMOIIBI0 hepMeHTa
CYP3A4 (manmpuMep Hu3allpuga, acTeMu30ia, TNMO3uga, XUHUONHA U
spuTpoMuIinHa) (cM. pasgenbl «OCOOEHHOCTHU NIPUMEHEeHHUsI» U «B3auMoencTBre
C OPYTUMHU JI€KapCTBEHHBIMU CPEACTBaAMU» »).

B3auMoOaeHCTBHE C IPYTHMH JIEKapCTBEHHBLIMH CPEICTBAMH H IPpyrue BHObI
B3aMMOIEeHUCTBUHU

HpOTI/IBOHOKa3aHO IIpPUMEHEeHHue Q)HYKOHaSOHa U HU2KEYIIOMAHYTEIX JIEKAPCTBEHHBIX
CpencCTB.

Luzanpu0: coobIianu 0 pa3BUTUM NOOOYHKIX PeaKIlMil CO CTOPOHHEI CeEpPAlla, B TOM
YHCJie 0 MTapOKCHU3MaJIbHOM KeJIyHOYKOBOM TaXMKaAPAUM THUIIA «IIUPY3T» V IIAllUEeHTOB,
OOHOBPEMEHHO MPUMEHSABIINX (PIyKOHA30 U nu3anpun. KoHTponupyeMmoe
HUCCcliegoBaHKe MoKa3ajo, YTO OOHOBpeMeHHoe npuMeHeHue 200 Mr ¢gpiaykoHa3ona 1
pa3 B cyTku 1 20 Mr nu3anpuna 4 pasa B CyTKH IIPUBOAUIIO K 3HAYUTEIIBHOMY
MMOBHIIIIEHUIO YPOBHSA IIU3allpufa B jladMe KPOBU U K npoajeHuto nHrepsana QT.



OmHOBpeEMEeHHOe TpuMeHeHUe PIyKoHa30Jla U Lu3alpuaa IPoTUBOIOKa3aHo (CM.
«[IpoTuBOIOKa3aHUSI»).

TepeHaOuH: n3-3a Cly4daeB Pa3BUTUS TAXKEJIBIX CEPOEYHBIX aPUTMUY, BEI3BAHHBIX
yonuHeHueM uHTepBana QTc, y manueHTOB, IPUMEHSIONINX a30JIbHbIE
MIPOTUBOTPUOKOBHIE JIEKAPCTBEHHBIE CPENCTBA OMHOBPEMEHHO C TepheHaguHOoM, ObIITH
IIpOBeOEHHl NCCIIefOBaHUS B3aUMOAENCTBUS 3THUX IIperapaToB. B xome ogHOTO
KMCCIeIOBaHus IPU NpuMeHeHun GrykKoHa3osa B mo3e 200 Mr/cyT He ObLIO
oOHapyxkeHo yanuHeHue nHtepsana QTc. [Ipyroe ucciegoBanue IIpu NpUMeHEHUN
(pnykonaszona B go3ax 400 mr u 800 Mr/cyT mIpogeMOHCTPUPOBAJIO, YTO IPUMEHEHHUE
(pnnykoHaszomna B go3ax 400 Mr/cyT 3HaUUTEJILHO MOBHIIIIAET YPOBEHDb TepPeHaarHa B
IJj1a3Me KpPOBHU ITPY OOHOBPEMEHHOM IIPUMEHEHUHU 3TUX IIpenapaTtoB. CoBMecTUMOe
npuMeHeHMe paykKoHa3osna B mo3ax 400 Mr uiIu BEHIIIIE C IPOTUBONOKAa3aHHBIM
TepdeHaguHoM (cM. pa3gen «[IpoTuBonokasanusa»). [Ipu npumMeHeHun QIyKOHA30J1a B
mo3ax Huxke 400 Mr/CyT OMHOBPEMEHHO C TepheHaOuHOM ClIeayeT IPOBOOUTH
TIaTEeJIbHBI MOHUTOPUHT COCTOSHUS IallieHTa.

Acmemu301: COBMECTHOe ITpuMeHeHre QIyKOHa30Jia U acCTeMU30JIa MOXKEeT CHU3UTD
KJIMPEHC acTeMu30Jjia. BEI3BaHHOE 3TUM IOBLIIIEHNE KOHIIEHTPAalluM acTeMU30J1a B
ja3Me KPOBU MOXKET NPUBECTHU K YOJIUHEeHHUI0 nHTepBana QT ¥ B pegKux ciaydasx -
IapOKCHU3MaJIbHOM XKEeJIyJOYKOBOU TaXUKapauU TUIla «OupysT». OQHOBPEMEHHOE
npuMeHeHMre GpIIyKOHa30/Ia U acCTeMH30JjIa IPOTUBOIOKa3aHo (CM.
"TIpoTuBOIOKa3aHug").

ITumo3ud u xuHuOuH: COBMECTHOe IIpUMeHeHue (JIyKOHa30jla U IUMO3uaa Uin
XUHUANHA MOXKET IIPUBOAUTH K YTHETEHUIO MeTaboin3Ma MUMO3Uaa UTu XUHUAWHA,
XOTS1 COOTBETCTBYIOIIME UCCJIefOBAaHUS in vitro u in vivo He npoBopunucs. [IoBeillIeHNE
KOHIIeHTpAll¥ MUMO3Ua UIU XUHUOWHA B IIJla3Me KPOBU MOXKeT BEI3BaTh YOJIMHEHUE
nHTepBana QT U B peOKux ciydasx IPUBOOUTE K PA3BUTHUIO IAPOKCU3MaJIbHOU
KeJlyooO4YKOBOU TaXMKapOUU TUIla «IUPYyIT». OODHOBPEMEHHOE IIPUMEHEHUE
(prykoHa30a U nUMO3Una UM XUHUONHA IIPOTUBOMIOKAa3aHo (CM.
«[IpoTrBOIOKa3aHUA»).

SpumpoMuyuH: ODHOBPEMEHHOE IPUMEHEHNe SPUTPOMULIHA U (IIyKOHAa30J1a MOXKeT
OIPUBOOUTH K MOBHIIIEHUIO PUCKA Pa3BUTHUA KapOUOTOKCUYHOCTH (YOJIMHEHUE
nHTepBana QT, mapokcu3ManbHasa XKejlygodKoBas TaXUKapaus TUIlA «IIUPYIT») U, Kak
CIIeOCTBUE, K BHE3AIHOU cepIedyHou cMepTu. [I[puMeHeHre KOMOUHAIINU 3TUX
JIEKapCTBEHHBIX CPENCTB IPOTUBOIIOKa3aHo (cM. "[IpoTuBomoka3aHus").

He pekoMeHOyeTCssi OTHOBPEeMeHHOe IIpuMeHeHue (GIyKOHAa30JIa 1 JIeKapCTBEHHBIX
CPEeIOCTB.



I'anoppaHmpuH: GIyKOHA30JI MOXKET IIPUBECTU K MOBLIIIIEHUIO KOHIIEHTPAIIUN
rasodaHTpUHA B IIJlTa3dMe KPoBHU 3a cueT yrueTeHuss CYP3A4. OgHOBpeMeHHOE
IpUMEHEHMNE STUX JIEKapCTBEHHBIX CPENCTB MOXKET IPUBOAUTH K IIOBBIIIIEHUIO PUCKA
pPa3BUTHUSA KapOUOTOKCUYHOCTH (yanmHeHue naTepBana QT, mapokcu3ManbHas
XKeJIyoo4yKoBas TaxUuKapOus TUIla «IIUPYyIT») U, KaK CJIeACTBUE, K BHE3allHOUN
cepmeyHolr cMmepTu. CrnenyeT usberatb IpUMeHEHUST KOMOUHAIIUY STUX
JIEKAPCTBEHHHIX CPEACTB (cM. pa3gen « OcCoOOeHHOCTU IPUMEHEHUS»).

CoBMecTHOe mpuMeHeHne (GIYKOHA30JIa B JIeKaPCTBEHHBIX CPECTB TpebyeT

OCTOPOXKHOCTH

AMuo0apoH: OmMHOBpPEMEHHOE IIpUMeHeHne GIIYKOHA30/Ia C aMHOIapOHOM MOXKET
ITPUBECTHU K yOJimHeHu1o nHTepBana QT. ®1yKoHa301 CIeayeT C OCTOPOIKHOCTHIO
MIPUMEHSTH BMECTE C aMUOIapoOHOM, 0COOEHHO MPY Ha3HAYEHUU BHICOKOM [O3EI
¢dnykonaszomna (800 mr).

CoBMeCcTHOe mpuMeHeHue (PpIyKoHa30J1a U IeKapCTBEHHBIX CPENICTB TpebyeT
OCTOPOKHOCTH U KOPPEKTUPOBKHU HO3HI.

BausaHue Opya2ux nekapcmeeHHbix cpedcme Ha (payKOHA301

HccnenoBaHus B3aUMOLOEUCTBUS IPOOEMOHCTPUPOBAJIM, YTO II€POPAIbHOE
npuMeHeHre GIyKOHa30jla OQHOBPEMEHHO C YIIOTPEOIeHUEM MUILM, IIPUEMOM
IUMeTUAVHA, aHTallUA0B UJIU IIOCJIEeAYIOMINM 00IydeHueM BCero Teja Ol Iepecagku
KOCTHOT'O MO3ra He OKa3blBaeT KJIMHUYECKHN 3HaUYMMOT0 BIUSHUS Ha abcopOLuio
(pnykoHaszona.

Pudamnuiiya: omHOBpeMeHHOe ITpuMeHeHne QIyKoHa30Ja U pudamMnouirHa
npuBoauio K cauxkeHno AUC Ha 25% U cOokpallaiao nepuoa nonyBeiBegeHus Ha 20%.
[TosToMy Os1 mallMeHTOB, IPUMEHSIONINX PUGAMIUIAH, CIIeAyeT PaCCMOTPETh
11e71eCO000Pa3HOCTh MMOBHIIIIEHUS M03bl QIIyKOHA30JIa.

I'mopoxnopoTHas3ud: B UCCIegoBaHUM (papMaKOKMHETUYECKOT0 B3aUMOOEMCTBUS
OIHOBPEMEHHO MHOTOKpPATHOE ITPUMEeHEeHNEe TUAPOXJIOPOTHA3UIA 3T0POBLIM
noOpoBOIbIlaM, MOJTy4daBIINM (IIYKOHA30J1, TOBHIIIAJI0O KOHIIEHTpaLuio GpiykoHa30sa B
miaa3Me KpoBu Ha 40%. Takue mmapaMeTphl B3aUMOOEeMCTBUS He TPeOyIoT U3MeHeHUH B
pexkuMe OO3UPOBKHU (PJIyKOHa30JIa AJIis MalueHTOB, OMHOBPEMEHHO MOTYYalolIuX
MOYEroHHbIE CPeICcTBa.

BausHue ¢paykoHa3o1a Ha Opy2ue ekapcmeeHHble cpedcmad

dnykoHa30 ABASETCSA YMEPEHHBIM MHruoutopoM nurtoxpoma P450 (CYP)
nsopepmenta 2C9 u 3A4. ®nykKoHaA30/ ABASETCSA MOITHBIM MHTHOUTOPOM
nsopepmenta CYP2C19. B gononHeHue K HaGII0qaeMbIM/IOKYMEHTAIbHO



HOATBEPXKAEHHBIM B3aUMOLOENWCTBUAM, OIIMCAHHBIM HUXKE, IPU OOHOBPEMEHHOM
ODpUMEHEHUN C PIYKOHA30JIOM CYILIeCTBYEeT PUCK IOBHIIIEHUS B IIJIa3Me KPOBU
KOHIIEHTpalu¥ OpyTrux coeanHenu, Metabonusupymiuxcs CYP2C9, CYP2C19 u
CYP3A4. TTosTOMy ITPUMEHSATH TaKe KOMOWHAIIUY ITPeIlapaToB CIEOyeT C
OCTOPOIKHOCTBIO; IPX 9TOM He0OXOOUMO TIIaTeIbHO HaOII0aaTh COCTOSTHUE
MMal¥eHTOB. YTHeTalolllee OelcTBre (PIyKoHa30Jla Ha pepMeHTHl COXPaHsIEeTCS B
TeueHUe 4-5 CyTOK II0CJIe eT0 IIPUMEHEHUS B CBA3U C €0 OJIUTEJIbHBIM IePUOgOM
noJyBeIBefeHUS (CM. «I[IpOoTUBOIOKA3aHUSI»).

AnvppeHmaHua: TP OOHOBPEMEHHOM MPUMEHEHUHU ajlbPeHTaHusa B mo3e 20 MKI/KT u
¢dnykoHa3zomna B mo3e 400 Mr 3mOpOBLIM IOOPOBOJIbIIaM HaOII0amoCh ABYKpaTHOE
yBenuueHue AUC10, Bo3MOXKHO 13-3a nuHruouposanus CYP3A4. MoxeT
moTpeboBaThCsI KOPPEKTUPOBKA A03HI ajib(peHTaHUIIa.

AMumpunmuauH, HopmpunmuauH: GpIyKOHA30/ YCUTUBAET JENCTBUE
AMUTPUNTUIVNHA U HOPTPUNTUINHA. PEKOMEHIYeTCs U3MePsITh KOHIIEHTPAIIuU 5-
HOPTPUNTHUINHA U/UMA S-aMUTPUNTUINHA B Havajle KOMOMHUPOBAHHON Tepaluu U
yepe3 1 Hepemnto. I[Ipu HEOOXOOUMOCTH CJIEAYyEeT OTKOPPEKTUPOBATD [I03Y
AMUTPUNTHINHA/HOPTPUIITHIINHA.

Am@pomepuyuH B: omHOBpeMeHHOe TpUMeHeHMe (PIyKoHa30ja u aMpoTepuliuHa B
UHPUIIMPOBAHHBIM MBIIIIAM C HOPMaJIbHLEIM UMMYHUTETOM U MHPUIIMPOBAHHLIM
MBIIIIaM C TOHUXKEHHBLIM UMMYHUTETOM [1ajio CIEeOyIoIlue pe3yIbTaThl: HeOOIbIIOoN
AIOUTUBHLIN IIPOTUBOTPUOKOBEIN 3(pdeKT npu cuctemuon nHpekuu C. albicans,
OTCYTCTBHE B3aMMOOENCTBUS PU BHyTpUUuepenHor nHdekuu fumigatus.
KnuHndyeckoe 3HaYeHNe Pe3yJIbTaTOB, MOMYYEHHBIX B XOIe 3THUX UCCJIeJOBaHUMH,
HEU3BECTHO.

AHMuUKoOaz2y1sHMbl: KakK U IIpU IPUMEHEeHUN OPYTUX a30JIbHBIX ITPOTUBOTPUOKOBBIX
CPE[CTB, IIPU OOHOBPEMEHHOM NpUMeHeHUHN (PIyKoHa30Jja U BapdapuHa cooOIIanu o
cydasiX pa3BUTHSA KPOBOTEUYEHMUM (reMaToM, HOCOBOTO KPOBOTEYEHU S, KEJTYJOYHO-
KMIIEeYHBIX KPOBOTEYEHUU, TeMaTypPUH U MeJIeHbI) B COYEeTaHUM C YOJIMHEHUEM
MIPOTPOMONHOBOTO BpeMeHHU. [Ipu ogHOBpeMeHHOM NpuMeHeHuu (pJIyKoHa30Jj1a u
BapdapuHa HabJII00am0Ch AByKPaTHOE MOBHIIIIEHNE IPOTPOMOUMHOBOTO BPpEMEHH,
BEPOSITHO BCJIEACTBUE yrHeTeHUus MeTabonu3ma BappapuHa yepe3 CYP2C9. Cnenyet
TIaTEeJIbHO KOHTPOJIMPOBATh ITPOTPOMOMHOBOE BpeEMS V ITAllMeHTOB, OMHOBPEMEHHO
MIPUMEHSIOIINX KyMapUHOBLIE @aHTUKOATYISHTH UIU UHOaHeOUOH. MoXeT
noTpeboBaThCS KOPPEKIIUS O3Bl aHTUKOATyIsSHTa.

BeH300uaszenuHbl KOpOmMKO020 Oelicmaeus, Hanpumep mMudad304aMm, Mpua3oaam:
Ha3HadveHMe (PIIyKOoHa30Jia IoCcjie IepopalbHOr0 IPUMEHEHUS MUga30IamMa
MIPHUBOOMUIIO K 3HAUUTEJIbHOMY IIOBHIIIIEHUIO KOHIIEHTPAlluy MUAa30IaMa U yCUJIEHUIO
IICUXOMOTOPHEBIX 3¢ PeKTOoB. OMHOBPEMEHHOE NPpUMeHeHue pIyKoHa3o01a B go3e 200



MI' ¥ Mupa3oJjiaMa B fo3e 7,5 Mr mmepopajibHO IPUBOAMIIO K IOBHIIIeHN0 AUC u
IIepuony moJiyBeEIBeOeHUus Muaa3osiaMa B 3,7 u 2,2 pa3a COOTBETCTBEHHO. [IpuMeHeHUe
(nykonaszona B go3e 200 mr/cyT u 0,25 Mr Tpras3ojiaMa IIepopajibHO IPUBOOUIIO K
noseineHuo AUC u mepuony OyBEIBeOeHUS Tpua3oiama B 4,4 u 2,3 pasa
COOTBETCTBEHHO. [Ipu 0OJHOBpEMEHHOM NpUMeHeHUHN PIyKOHa30Jia U Tpra3ojlaMa
HabJ1I01aI0Ch ITOTEHIIMPOBaHMe U IIpoJioHTalus 3¢ GeKTOB TprualojiaMa. Eciu
NalyeHTy, IPOXOOAIleMy KypcC JiedeHus (hJIyKOHA30JI0M, CJIeAyeT OOHOBPEMEHHO
Ha3HaA4YUTh Tepanuio 0eH3oana3enuHaMy, 403y IIOCIeOHUX CIeNyeT YMEHBbIIUTh U
YCTaHOBUTH HaJIeXKalllui Hag30p 3a COCTOsIHUEM ITallieHTa.

KapbamazenuH: GnyKoHa30J1 HHTuOupyeT MeTabonu3M KapOaMal3enuHa U IIPUBOOUT K
TIOBBIIIIEHUIO YPOBHS KapOaMa3enuHa B CHIBOPOTKe KpoBu Ha 30%. EcThb puck
Pa3BUTHS IIPOSIBIIEHUMN TOKCUYHOCTU CO CTOPOHHI KapOaMa3enuHa. MoxeT
moTpeboBaTLCSI KOPPEKTUPOBKA OO03H KapOaMa3enrHa B 3aBUCUMOCTH OT YPOBHS ero
KOHIIEHTpAIlMM U OeNCTBUS Ipelapara.

Bokamopbl KaavyuesviX KAHA/08: HEKOTOPHIE aHTAaTrOHUCTHL Kablius (HUGEIUINH,
WCPAfUIIMH, aMJIOOUNUH U penogurint) Metabonusupyrcsa depmertom CYP3A4.
®JIYKOHA30J1I MOXKET MOBHIIIATh CUCTEMHYIO 3KCIO3UIIUIO0 OJIOKATOPOB KaJIbIIMEBBIX
KaHajoB. PeKoMeHOoOBaH THIATEIbHBIM MOHUTOPUHT Pa3BUTHUS MOOOYHBIX PeaKITHUH.

Ilenexokcub: mpu OOHOBPEMEHHOM ITpuMeHeHUU ¢GiykoHaszona (200 Mr/cyT) u
renekokcuda (200 mr) Cmax u AUC 1enekokcuOa IMOBIIIIanuchk Ha 68% u 134%
COOTBETCTBEHHO. [Ipy OMHOBPpEMEHHOM IIPUMEHEHHUHU lieTeKokcuba 1 GpryKoHa3ona
MOZKET IMOTPeboBaThCSI YMEHBIIIEHNWE O3k I1eJIeEKOKCcuOa BOBOE.

Llukaogpocgamud: omHOBpEMEHHOE MPUMeHeHNe MuKiIodpochamuaga u GIyKoHa30Ia
ITPUBOOUT K ITOBBIIIIEHUIO YPOBHS OMNMUPYOHMHA U KpeaTUHUHA B CBIBOPOTKE KPOBU. ITHU
ImperapaThkl MOXKHO ITPUMEHSTH OOHOBPEMEHHO, BBUIY PUCKA MOBHIIIEHUS
KOHIIeHTpauuu OunupyorHa U KpeaTUHUHA B CLIBOPOTKE KPOBMU.

®eHmaHu: coobitanu 00 OOHOM JIETAIbHOM CJIydyae MHTOKCUKAIIUU (heHTaHUJIOM B
pe3ynbTaTe BO3MOKHOTO B3aUMOOEeNCTBUSA (eHTaHuNa U piyKoHa3oma. Kpome Toro, B
KCCJIeIOBAaHUH C yYaCTHUEM 3[OPOBHIX TOOPOBOJIbIEB OBIIIO IPOIEMOHCTPUPOBAHO, YTO
(br1yKoHa3071 3HAYUTENBHO 3aMedJIsiyI SMUMUHAIINIO peHTaHuIa. [IoBLIIIeHNE
KOHIIeHTpaluu (peHTaHuIa MOXKET IIPUBECTU K YTHETEHUIO ObIXaHUS, IO3TOMY CIIeyeT
TIIIATEJIbHO KOHTPOJIMPOBATH COCTOSIHUE MalleHTa. MoxKeT moTpeboBaThCsI KOPPEKITUSI
OOo3bl (peHTaHUIIA.

HHaubumopusl 'MI'-KoA-pedykmas3sbl: COBMECTHOE IIpUMeHeHUe GIIyKOHa30/Ia U
nuHruo6uTopoB 'MI'-KoA-penykTassl, MeTabonusupyemble CYP3A4 (aTopBaCTaTUH U
CUMBACTaTUH), unu UHruoutopoB 'MI'-KoA-penykTa3sl, MeTabonusupyemeie CYP2C9
(bnyBacTaTuH), ITOBHIIIIAET PUCK PAa3BUTUSI MUOIATUM U pabmoMuonus3a. B cnydae



HeoOXOOUMOCTH OOTHOBPEMEHHOT0 IPUMEHEeHH!s 3TUX ITpeIapaToB CleayeT TIaTeJIbHO
HaOJII0gaTh 3a NaAlMeHTOM I10 ITOBOAY BO3HUKHOBEHUS CUMIITOMOB MUONATUU U
pabmoMuonu3a U IPOBOAUTH MOHUTOPUHT YPOBHSI KpeaTUHKUHA3HL. [1pu
3HAQUUTEJIbHOM MOBBIILIEHUY YPOBHS KPpeaTUHKMHA3E], a TaKXkKe IPU JUarHOCTUPOBaHUU
WUJIY TOA03PEeHUU Ha MHOIIaTHUIO/PabooMUOIN3 MpUMeHeHe HUHTHOUuTOpoB I'MI'-KoA-
penyKTashl ClieayeT IIPEeKPaTUTh.

Onanapub: ymepeHHble nHruouTopsl CYP3A4, Takue Kak (PpIyKOHaA30J1, TOBBIIIAIOT
IJIa3MeHHble KOHIIEHTPAIINU ojlanapuba; uX OJJHOBPEMEHHOE ITPUMEHEHNE He
pekoMmeHnayeTcs. Eciu Takoi KoMOMHAIIUU HeNlb3s n30exkaTh, IpHUeM ojlanapuba
orpannuyuBaT 200 M ;o3aMu OBaXKObl B CyTKH.

HMMyHOCYIpeccopsl (HanpuMep IIHUKIIOCIOPUH, 3BEPOJIMMYC, CUPOJIIMYC U

TAKPOJIHMYC)

LlukaocnopuH: pIyKOHaA30/1 3HAYUTENIHHO MOBLIIIAET KOHIIEHTPAIIUIO U [TUKIOCIIOPUH
AUC. IIpu omHOBpEMEHHOM NpUMeHeHUHU (pIyKoHa3o01a B go3e 200 Mr/cyT u
IIMKJIOCIIOPUHA B f03e 2,7 MI/Kr/cyT Habmtomanoch yBenuuenue AUC TUKIIOCIIOPHHA B
1,8 pa3a. 9Ty npenapaThl MOXKHO IIPUMEHATH OOHOBPEMEHHO IIPU YMEHBIIEHUN OO3bI
IIMKJIOCTIOPYHA B 3aBUCUMOCTH OT €Tr0 KOHIIEHTPaIluu.

Jeepoaumyc: X0TS UCCllefoBaHus in vitro u in vivo He IPOBOAUINCH, U3BECTHO, YTO
(b;1yKOHa3071 MOXKET ITOBHIIIIATh KOHIIEHTPAIIUIO 3BEPOIMMYyCa B CBIBOPOTKE KPOBHU U3-
3a yraetenus CYP3A4.

Cupoaumyc: GIyKOHA30JI ITOBLIIIaeT KOHIIEHTPAIINI0 CUPOJIMMYyCa B I1Jla3Me KPOBH,
BEPOSTHO, IIyTeM yrHETEeHUS MeTabonu3Ma cuponumyca pepmentom CYP3A4 u P-
TIIUKONPOTENHOM. DTH ITpelapaThl MOXKHO IIPUMEHSITh OOHOBPEMEHHO IIPU
KOPPEKTUPOBKE O3 CUPOIUMYyCa B 3aBUCUMOCTH OT YPOBHS KOHIIEHTPAIIUUA U
a(pdeKToB nmpernapara.

Takpoaumyc: @pIyKOHa30JI MOXKET MOBHIIIATh KOHIIEHTPAIIUI0 TAKPOJIUMycCa B
CBIBOPOTKE KPOBU [0 5 pa3 IpU ero epopajbHOM IPUMEHEHUY KU3-3a YTHETEHU
MeTabonu3Ma Takponumyca pepmenToM CYP3A4 B kumieuHuke. [Ipu BHYTPUBEHHOM
MIPUMEHEHUH TaKpoJimMyca He HabJioiaroch 3HaYUTEIbHBIX U3MEHEHU N
(papmakokuHeTUKU. [TOBHIIIIEHHBIE YPOBHY TaKPOJIMMYyCa aCCOLMUPYIOTCS C
He(POTOKCUYHOCTHIO. [103y TaKponIuMyca [AJjis 1epopajbHOr0 IPUMEHEHUs CllefyeT
CHMZKATh B 3aBUCUMOCTHU OT KOHIIEHTPAlU TaKPOJIUMyca.

JIozapman: GhiIyKOHa30JI HMHTuOUpyeT MeTab0Iu3M jio3apTaHa K ero aKTUBHOMY
MmeTabonuty (E-31 74), 4TO NpUBOAUT OOMIBIIYIO YaCTh aHTAaroHM3Mma K pelenrtopamM
aHruoTeH3uHa Il BO BpeMsa IpuMeHeHUd ji03apTaHa. PeKoMeHayeTCss IPOBOOUTH
IIOCTOSTHHBIM MOHUTOPUHT Al y IaliueHTOB.



MemadoH: GpIyKOHa30JI MOXKET ITOBHIIIIATh KOHIIEHTPALMI0 MeTafOHa B ChIBOPOTKE
KpoBu. [Ipu omHOBpeMEeHHOM IIPpUMEHEHUU MeTafoHa U (pJIyKOHa30/1a MOXKET
noTpeboBaThCSI KOPPEKTUPOBKA AO3LI MeTagoHa.

HecmepouodHble npomusogocnaaumenvHbuie npenapamut (HIIBII): tipu
OOHOBPEMEHHOM IIpUMeHeHUuHu c ¢pnykoHa3onoM Cmax u AUC ¢pnypburnpodpeHa
noBwimIanuch Ha 23% u 81% 110 cpaBHEHHUIO C COOTBETCTBYIOIIMMU IIO0Ka3aTeIaMU IpU
MMPUMEHEHUU TOIbKO QrypounpodeHa. AHAIOTUYHO ITPU OTHOBPEMEHHOM
npuMeHeHUn QIyYKOHa30Ja ¢ paneMuyeckuM uobynpodpenom (400 mr) Cmax u AUC
bapmakomoruyecku akTUBHOTO u3oMepa S-(+)-ubynpodeHa moBwIlIanuch Ha 15% u
82% 110 CpaBHEHUIO C TAKUMH OKa3aTEeIsIMU IIPU IPUMEHEHUU TOJILKO
paleMrnyeckoro uoymnpodeHa.

XOoTs crieialbHBIX UCCJIeMOBaHUY HEe MMPOBOOUIIHN, (DIIYKOHA30JI MOXKET IOBLIIIATH
CUCTeMHY10 3Kcro3unuio npyrux HITBII, metabonu3upyromuxcs CYP2C9 (Hanmpumep,
HaIPOKCEHa, IOPHOKCUKaMa, MeJIOKCUKaMa, OuKiodeHaka). PekomeHnoyeTcs
MMepUOAUYECKH IIPOBOAUTh MOHUTOPUHT MOOOUYHBIX peaKIIui U TOKCUYECKUX
nposiBneHui, cBsi3aHHbIX ¢ HITBII. MoxkeT nmoTpeboBaThCsI KOPPEKTHUPOBKA OO3bI
HIIBII.

deHumouH: GIyKoHa30/I HUHTuobupyeT MeTabo1mu3mM GeHUTONHA B IIeYeHH.
OpHOBpeMeHHOe MHOTOKpaTHoOe npuMeHenue 200 Mr ¢piaykoHasomna u 250 Mr
(beHMTOMHA BHYTPUBEHHO IIPUBOAUT K MOBHIIIeHUI0 AUC24 peruTonHa Ha 75% 1 Cmin
Ha 128%. IIpu ofHOBpEMEHHOM NPUMEHEHUH 3TUX JIEKAPCTBEHHBIX CPELNCTB ClIeayeT
ITPOBOAUTHL MOHUTOPUHT KOHIIEHTPAIMU (DeHUTONHA B CBIBOPOTKE KPOBU BO U30eKaHUE
Pa3BUTHS TOKCUYECKOTO OeiCTBUSI (PeHUTONHA.

ITpedHu30H: coobIanu o ciiy4ae, Korfga y nalueHTa [I0ocjie TPaHCIJIaHTalluy IeYeHu
Ha (pOoHe NPUMEHEHUS IPeOHU30Ha pa3BUIach OCTpasi HeZOCTaTOYHOCTh KOPH
HaOIIOYEeYHUKOB, BO3HUKIIIAA II0CJIe IIpeKpallleHusl TPeXMeCsaYHOI0 Kypca Tepanuu
pnykona3onoM. IIpekpallieHue IpuMeHeHNs PIyKOHa30J1a, BEPOsTHO, IIPUBEJIO K
ycusneHunio aktuBHOoCTH CYP3A4, 4TO IIpUBEJIO K YCKOPEHUI0 MeTabom3Ma
npengHu3oHa. CrenyeT TIIaTeJIBHO CIIEOUTH 3a llaly¥eHTaMu, KOTOPBIe OJIIUTEJIbHOE
BpeMs OQHOBPEMEHHO IPUMEHSAIOT (PJIyKOHA30JI ¥ IIPEOHU30H, C LIEJIbI0
IpenynpeXxaeHusl pa3BUTUS HeOJOCTaTOYHOCTU KOPHL HAAIIOYEYHUKOB [10CIIe
IpeKpallleHus IpuMeHeHus (GIyKOHAa307a.

PugabymuH: GIyKOHA30JI MOBHIIIAET KOHIIEHTPAIUIo prudabdyTrHa B CEIBOPOTKE KPOBH,
uyTo npuBoauT K yBenudeHuto AUC pudabytura go 80%. [Ipu omHOBpEMEHHOM
npuMeHeHUH GIIyKoHa30sa 1 pudabyTrHa coobIaam o cnydasax pa3BUTHUS yBEUTA.
[Tpu npuMeHEeHUM TaKo¥ KOMOWHAILIMU JIEKapCTBEHHBIX CPECTB CIIEeAyeT YYUTHIBATh
CUMIITOMBI TOKCUYECKOTO OercTBUs pudabyTuHa.



CakeuHasup: pnykoHa3on noseimmaeT AUC u Cmax cakBrUHaBUpa nIpuMepHO Ha 50% u
55% COOTBETCTBEHHO M3-3a YTHETEHUSI MeTaboInu3Ma CaKBUHABUpPaA B IeYEHU
dbepmenTom CYP3A4 1 13-3a UHrUOMPOBaHUS P-rmukonpoTenHa. BlaumonmencTBus
MeXOy (pIyKOHa30JI0M U CaKBUHaBUPOM/PUTOHAaBUPOM HE MCCIJIeOBaJild, II03TOMY OHU
MOT'YT OBITH 00Jiee BhIpakKeHHBIMU. M0XKeT ITOTPeboBaThCSI KOPPEKTUPOBKA TO3BI
CaKBUHaBepa.

ITpou3so0Hble CY1b(POHUAMOYUEBUHDL: TIPU OMHOBPEMEHHOM MPUMEHEeHUHN PIIYKOHA30JI
ITPOJIOHTUPYET IIePUO] ITOJTyBbIBEAEHUS ITePOPATbHBIX ITPOU3BOTHBIX
Ccynb(pOHUIMOUYEBUHEI (XJIOPHpPOINIaMuIa, TTuOeHKIaMua, TIMIU3Kuaa ¥ TonoyTaMuaa)
IIPY UX IIPUMEHEHUU 3TOPOBEIM JOOPOBOIbIIaM. PEKOMEHyeTCS MPOBOAUTDL YaCThIN
KOHTPOJIb Caxapa B KPOBU ¥ COOTBETCTBYIOIIUM 00pa30M CHUZKATH A03Y ITPOU3BOIHBIX
Cynb(pOHUIMOUYEBUHEI ITPU OTHOBPEMEHHOM MPUMeHeHUU C (pIIYKOHA30JIOM.

Teodpunnuu: B nnanedo-KOHTPOJIUPYEMOM HUCCIIeIOBAHUYN B3aUMOIEMCTBUS
npenapaToB IpuMeHeHue (paykKoHa3omna mo 200 Mr B TedeHue 14 gHeU IIPUBETIO K
CHU2KEHUIO CPegHEero KJIMpeHca TeopUusaIrHa B miIa3Me KpoBu Ha 18%. 3a
nanueHTaMH, IPUMEHSIONIUMU TeO(GUIITUH B BRLICOKHX H03aX UJIH UMEIOINMHU
MMOBHIIIIEHHBIM PHUCK Pa3BUTUS TOKCUYECKUX MPOSIBIIEHUY TeOopUIINHA 10 APYTUM
MMpUYMHAM, CleyeT YCTaHOBUTh HaOIIOIeH e 10 BHISIBJIEHUIO IPU3HAKOB Pa3BUTHUS
TOKCHUYECKOTO OerCTBUS TeopuInHa. Tepanuio ciegyeT U3MEHUTD IIPU MTOSBJIEHUHU
IIPU3HAaKOB TOKCUYHOCTHU.

TogpauumuHub: BmusHue TopauuTHHUOA BO3pacTaeT IIpU OQHOBPEMEHHOM
IIPUMEHEHUHU C JIEKAPCTBEHHBIMU CPENCTBaMU, KOTOPhIE IPUBOAAT K YMEPEHHOMY
unurubupoBanuio CYP3A4 u momtnomy unrubupoBanuio CYP2C19 (Hanmpumep,
dbnykonazom). [ToaToMy peKOMeHOyeTCsI CHU3UTh 003y TodanuTuHuba mo 5 mr 1 pa3 B
CYTKM B KOMOMHAIIUSIX C STUMHU IpellapaTaMu.

AnKkanoudvl 6apsuHKa: XOTsI COOTBETCTBYIOLINX UCCIIEOBAHUM HE IIPOBOUIIH,
¢bnykoHa30751, BeposiTHO, u3-3a uHrubupoBaHuss CYP3A4, MoKeT BbI3BaTh ITOBLIIIIEHUE
KOHIIeHTPAIlM1 alKalougoB OapBUHKA B IIJTa3Me KPOBHU (HallpuMep BUHKPUCTHUHA U
BMHOJIACTHHA), YTO IIPUBOAUT K PAa3BUTUIO HEUPOTOKCHUYECKHUX 3¢ HEKTOB.

BumamuH A: coobmianu, 4TO y ImalieHTa, OQHOBPEMEHHO MPUMEHSIBIIIETO
TPAHCPETUHOEBYIO KUCJIOTY (KUCJIOTHasA ¢popMa BUuTaMuHa A) 1 pIyKOHa3071I,
Habmofanuch MOOOYHEIE PeaKIIMK CO CTOPOHEI IIeHTPaIbHOM HepBHOM cucTteMbl (LIHC)
B (hpopMe ICeBOOTyMOpPa I'0OJIOBHOTO MO3Ta; JaHHBIM 3(PPEKT ucyes mocjae OTMEHBI
(brykoHa3ona. 3Tu n1eKapCTBEHHBIE CPEACTBA MOTYT IIPUMEHSITHCSI OOHOBPEMEHHO, HO
cienyeT IIOMHUTH O PUCKe BO3HUKHOBEHUS ITOOOYHBIX peakiuii co ctopousl LIHC.

BopukoHaszoa (uHezubumop CYP2C9, CYP2C19 u CYP3A4): ogHOBpPEMEHHOe
NpUMeHeHre BOpUKOHa3o0/a rnepopasnbHo (mo 400 mr kaxkaeie 12 4acoB B TedeHue 1



oHs, 3aTeM 1o 200 mr kaxknwie 12 4acoB B TedeHue 2,5 OHs1) U GIyKOHaA30/1a
nepopanbHOo (400 mr 200 Mr kaxawsle 24 yaca B TedeHue 4 gHel) 8 3MOPOBEIM
noOpPOoBOIbIIaM MY2KCKOTI'O IT0JIa MpuBeo K noBbeimieHn0 Cmax u AUCT BopuKOHa30J1a
B cpenueM 1o 57% (90% OU: 20%, 107%) u 79% (90% OH: 40%, 128% )
COOTBETCTBEHHO. Hen3BeCTHO, MIPUBOOUT JIM CHUXKEHUE O03bl U/UIU YaCTOTHI
IpUMeHeHUsI BOPUKOHA30JIa unx GIyKOHa30/a K yCTpaHeHUuo Takoro addekra. [1pu
IIPUMEHEHUUN BOPUKOHA30JIa ITocje QIyKoHa30Ja cjaeayeT MPOBOOAUTL HAOJIIOOeHUSs I10
1mo60YHBEIM 3PeKTaM, aCCOIIMUPOBAHHEIM C BOPUKOHA30JIOM.

3udosyOuH: ¢paykoHa3oi noBeimaeT Cmax u AUC 3upoByauHa Ha 84% u 74%
COOTBETCTBEHHO, UTO 00yC/IOBJIEHO CHUXKEHNEM KJIMpeHca 3UJOBYANHA IPUMEPHO Ha
45% npu ero nepopajabHOM NIPUMeHeHUHU. [lepuop moayBeIBEAeHUS 3UA0ByAUHA OBIJ
TaKKe IpoAJieH IpuMepHo Ha 128% mocne npuMeHeHUs1 KOMOMHaNUM GIyKoHa30Jja 1
3UOOBYOMHA. 3a MallMeHTaM¥, IPUMEHSIOIINMU TaKyl0 KOMOUHAIIUIO JIeKapCTBEHHBIX
CPEeIOCTB, clienyeT HabsomaTh pa3BUTHE NOOOYHBIX peaKlnil, CBI3aHHBIX C
IpUMeHeHVeM 3UA0ByAUHa. M0OXKHO pacCMOTPETH 11e1eCO00Pa3HOCTh CHUKEHUS NO3BI
3UOO0BYOUHA.

A3umpoMuyUuH: B X0€e OTKPBLITOTO PAaHOOMU3UPOBAHHOTO TPEXCTOPOHHETO
IIepeKpPeCTHOI 0 UCCJIefOBaHus, B KOTOPOM NPUHANIU ydacTue 18 300pOBBIX
n0OPOBOIIBIIEB, OlIEHUBAIM BIIUSHUE a3UTPOMUIIMHA U QIIYKOHA30J1a Ha
(bapMakOKMHETHUKY APYT Apyra Ipd OOHOBPEMEHHOM IIepOpaIibHOM Pa30BOM
npumeHeHuu B go3ax 1200 mr u 800 Mr cooTBeTCTBEHHO. HUKaK1X 3HaYUMBIX
(bapMaKOKMHETHYECKHUX B3aUMOAEUCTBUU 0OHAPYKEHO He OBIIO.

ITepopasibHble KOHMpaAauenmuesvl: IIPOBOOUIN 2 GapMaKOKUHETUUYECKUX UCCIIeOOBaHUSI
MHOT'OKPATHOTO ITpUMeHeHusT PpIyKoHa30Jla 1 KOMOMHUPOBAHHOI'O II€POPAIbHOTO
KOHTpallenTuBa. [1pu npuMeHeHnn PIykKoHa3o0sa B fo3e 50 Mr BIUSHUS Ha YPOBEHbD
TOPMOHOB He OBLJIIO, TOT{la KakK IIpu npuMeHeHuu piykoHa3osna B mo3e 200 mr/cyT
HaOmroganoch yBenuuenue AUC stununsctpanuona Ha 40% u neBoHOprecrpesa - Ha
24%. OTO CBUAETENLCTBYET O TOM, UTO MHOTOKpPATHOE IpUMeHeHue (pIyKoHa30/a B
YKa3aHHBIX J03aX BPs[ JIM BAuseT Ha 9(pPeKTUuBHOCTL KOMOMHHUPOBAHHOTO
IepopasbHOTr0 KOHTpalelTHUBa.

Heaxagpmop: conyTCTByIOlllee IpUMEeHEHNE C UBaKapTOPOM, YCUIUTETIEM
MYKOBUCIIHIO3HOTO0 TPAaHCMEeMOPaHHOTO PEryIsaiTopa IIPOBOAUMOCTH, TOBHIIIAET
9KCIIO3UILUI0 UBaKadTopa B 3 pa3a, a rugpokcumertunuBakaprTopa (M1) - B 1,9 pa3za.
[71g manmeHTOB, OQHOBPEMEHHO IPUMEHSIONUX yMepeHHble MHTHOUTOPE CYP3A,
TaK#ue KakK (pJIyKOHa30J1 U SpUTPOMHUIINH, peKOMEHAYEeTCsI CHUXKEHKe O03kl nBakKadTopa
no 150 mr 1 pa3 B CyTKH.

OC00EeHHOCTH MPUMEHEHHSI



Kanaupos. McciemoBaHusI IMOKa3ald PacTYLUIyI0 PACIIPOCTPaHEHHOCTh HH(PEKIINH,
BBI3BaHHBIX Apyrumu Bugamu Candida, kpome C.albicans. OHu wacTo o cBoeu
npupope ycrouduBsl (Hanpumep, C. krusei u C. auris) unm JeMOHCTPUPYIOT
MMOHMKEHHYIO0 YyBCTBUTEJILHOCTE K (piyKoHa30y (C. glabrata). Takue napekuuu
MOT'YT HYKIOAThCS B allbTEPHATUBHOU IPOTUBOTPHUOKOBOM Tepanmuu nu3-3a
He3hGHEKTUBHOCTHU JiIeueHUs. TakuM o0pa3oM, Bpauud PEKOMEHAYIOT IPUHUMATD BO
BHUMaHME PaclIpOCTPaHEHHOCTh CTOMKOCTHU K (hIIYKOHA30/y y pa3HbiX BUAoB Candida.

IlepmaToduTtusi. CormacHo pe3yIbTaTaM UCCIeI0BaHus QIyKOHA30Ia OJIs JIeYeHUs

nepmaTtopuTtuu y geteu, GIyKOHA30JI He MPEeBBIIaeT rpu3eoyIbBUH I10
appekTUBHOCTU U OOHUIUM ITOKa3aTesb 3OHEeKTUBHOCTH cocTaBisseT MmeHee 20%.
[TosTtomy ®nykoHa30s-KP He cnenyeT MCIIONb30BaTh OIS JIeYEHUS OepMaTOQUTHUH.

Kpuntokokko3. [loka3zaTenbCTB 3(pPeKTUBHOCTU (QIIYKOHA30JIA OIS JIeYeHU S

KPUIITOKOKKO3a APYTHUX JIOKAIHU3allui (HalpuMep, JIeTOYHOT0 KPUIITOKOKKO3a U
KPUIITOKOKKO3a KOXX¥) HeOOCTaTOYHO, ITI03TOMY PEKOMEHOAIINH 10 JO30BOMY PEXKUMY
OJIs1 JIeYeHUsI TaKuX 3a00JIeBaHUN HET.

'myOokue sHOeMHUYecKre MUKO3H. [loKa3daTenbCTB 3pPpeKTUBHOCTHU (PIyKOHaA3051a A

JledyeHus Apyrux ¢GopM dHAEeMUYECKUX MUKO30B, TAKUX KaK ITapaKOKIUANOUIOMUKO3,
THCTOIIJIa3MO03 U KOXKHO-TUMGpaTUUYECKUN CIIOPOTPUX03, HEJOCTATOYHO, ITIO3TOMY
peKoMeHOalui 110 T030BOMY PEKUMY OJIsS JTedeHUsI TaKux 3a00oeBaHUM HET.

IToyeunas cucteMa. [larueHTaM ¢ HapyuieHueM (QYHKIIUUA ITOYEK IIpenapaT ClieayeT

MIPUMEHSTL C OCTOPOXKHOCTHIO (CM. «CItoco0 IpUMEHEHUS 1 TO3bI»).

HepmocTaTOYHOCTH HAAIIOYEYHUKOB. KeTOKOHa30J1, KakK U3BECTHO, IIPUBOOUT K
HegJoOCTaTOYHOCTH HAaAIIOYEYHHUKOB, 1 3TO TaK2Ke MOZKET KaCaTbCAa (bHYKOHaE}OTIa, XO0TA

HabrogaeTcst pegko. HemocTaToYHOCTh HAOIIOYEYHUKOB, CBsI3aHHAS C
OOHOBPEMEHHBIM JIeYeHUEM IIPEeJHN30HOM, ONMCaHa B pa3geiie «B3auMomencTBue C
OPYTYMHU JI€eKapPCTBEHHLIMM CPEACTBaAMU M OPYTHMMHU BUOAMM B3aUMOOEWCTBUN»
«BnusHue pyKoHa30ja Ha Apyrue JieKapCTBEHHBIE CPECTBA>.

lemaToOunuapHas cucteMa. ITammeHTaM C HapylleHrneM QyHKIMHN Ie4YeHu cliegyeT

MIPUMEHSTH C OCTOPOXKHOCTHIO. [I[puMeHeHMe (pIyKoHa30J1a aCCOLMUPOBAJIOCH C
BO3HUKHOBEHUEM PEIKHUX CIIydyaeB Pa3BUTHUS TAXKEIOM rermaTOTOKCUYHOCTH, BKJIIo4as
JieTaJibHBIE CJIy4dau, TJIaBHBIM 00pa3oM, y MallMeHTOB C TSAXKEJILIMA OCHOBHBIMU
3abosieBaHUSAMHU. B cydasix, KOroa pa3BUTHE IellaTOTOKCUYHOCTHU aCCOIIMUPOBAIOCh C
npuMeHeHueM (pJIyKoHa30Jsla, He Obllla OTMeYeHa ee IBHas 3aBUCUMOCTD OT 00IIei
CYTOYHOM O3l ITpemnaparTa, OJIUTETbHOCTH Tepalluy, IIojla UJIM Bo3pacTa IalueHTa.
OOBIYHO renaTOTOKCUYHOCTh, BEI3BaHHas (PrIyKoHa30JI0M, 0OpaTUMa, a ee IPOsIBJIEHUS
KMCYe3aloT II0CJie IIPeKpallleHusl Teparuu.



3a manueHTaMu, Y KOTOPBIX IIPU IpUMeHeHn: QIyKOoHa30J1a HabIomaaTcs
OTKJIOHEHUS Pe3yJIbTaTOB (QYHKIMOHAJIBHEIX P00 MeYeHu, CIeayeT YyCTAHOBUTh
TIIaTeJIbHOe HabmofneHue 3a pa3BUTUeM 0oJiee TSKeJI0To ITopaKeHus IeYeH!.

[TanmeHTOB criegyeT IPOUHOOPMHUPOBATE O CUMIITOMAaX, KOTOPHIE MOTYT
CBUIETEJIbCTBOBATh O CEPbE3HOM BIUSHUU Ha MeYeHb (BhIpaXKeHHast aCTEeHUS,
aHOPEKCHs, IIOCTOsTHHAS TOLIHOTA, PBOTA U XKeJITyxa). B TakoM ciydae IpuMeHeHUue
dbyKoHa3osa ciuenyeT IpeKpaTUTh U IPOKOHCYIbTUPOBATHCSA C BpadyoM.

CepmeuHo-cocynucTasi cucteMa. HeKoTophie a30/kl, B TOM YHCiIe U (GIIYKOHA30JI,

aCCoOLMUPYIOTCA C yainHeHueM nHTepBasa QT Ha ajieKTpoKapauorpaMMe.
®dnykoHazon ygnuHseT QT-uHTepBan nyTeM YrHETEHUS BHIIIPSAMIISIONIETO KaJInueBOIr o
kKaHana (Ikr). Yonunenue nuHtepBana QT BcieacTBue OeUCTBUSA OPYTUX
JIEKapCTBEHHBIX CPENCTB (HalpuMep, aMhogapoHa) MOXKeT YCUINBAThLCSA B pe3yabTaTe
yruetenusi ¢epmenta CYP3A4 mutoxpoma P450. Coobitasock 06 04eHb pegKux
ciydasix yonuHeHUusa uHTepBana QT U mapokcu3MasabHOU XKeJIyOO4YKOBOU TaXUKapAaAuu
TUIIA «ITUPY3T» IIPU IpUMeHeHuu npemnapaTta ®nykona3on-KP. Takue coobiieHUs
KacCaJIuCh IallMeHTOB C TSAXKeIbIMU 3a00IeBaHUSIMY ITPU COYETaHUU MHOTUX (paKTOPOB
pUCKa, TAKUX KaK CTPYKTYpPHBIE 3a00IeBaHUS Ccep/lla, HapyLUIEeHUsT 91eKTPOITUTHOTO
oOMeHa 1 OJTHOBPEMEHHOE ITPUMEeHEeHNEe OPYTUX JIeKapCTBEHHBIX CPEJICTB, BIUSIONIUX
Ha uHTepBasn QT. [TanMeHTH C TUIOKaIMeMUeN U IPOTrPECCUPYIOLIEN CepaedYHoun
HeJOCTaTOYHOCTHIO UMEIOT ITOBBIIIEHHBIN PUCK BO3HUKHOBEHUS YIPOXKAKOIINX KU3HU
KeJIyOOYKOBBIX apUTMUM U TapOKCHU3MaJIbHOU KEJTyJO4YKOBOU TaXMKapOuu TUIIa
KIIAPYIT>.

®nykoHa301-KP crienyeT ¢ 0CTOPOXKHOCTBHIO IIPUMEHATH ITallieHTaM C PUCKOM
pa3Butus apurMmuii. ODTHOBPpEMEHHOE IIPUMEHEHUE BMECTe C JIeKapCTBEHHBIMU
CpefcTBaMH, IIPOIOHTUPYIomUMU uHTepBanl QTc 1 MeTaboIU3UPyEMBIMU C IIOMOIIBIO
dbepmenTa CYP3A4 nmutoxpoma P450, npoTuBonoKa3aHo (CM. pa3Oeibl
«[IpoTuBOIOKa3aHusA» U «B3auMomencTBUE C OPYTUMHU JIeKapCTBEHHBIMU CpefCTBaMu
U Opyrue BUObI B3aUMOOENUCTBUN»).

l'anodanTtpuH. 'anmodanTpuH saBnsetcs cyoctpatoM pepmenTa CYP3A4 u

nposoHTupyeT uHTepBan QTc Npu IpUMeHEHNN B PEKOMEHOOBAHHBIX
TepamneBTUYEeCKUX no3ax. OMHOBPEMEHHOEe IpuMeHeHNe rajogaHTpHUHa U
(pnnykoHa3ona He peKoMeHayeTcs (CM. BlauMopenicTBUe C APYTUMU JIeKapCTBEHHBIMU
CpeacTBaMu U OPyryue BUOLI B3aUMOIOEWUCTBUM).

IepMaTonornyeckue peakumuu. [Ipu npuMeHeHnu GIIYKOHA30J1a PEAKO COOOIIaIN O

Pa3BUTHHN TaKUX 9KCGHOIMATUBHBIX KOXKHBIX pPeaKIiuii, Kak cuHgpoM CTuBEHCa-
II>KOHCOHA M TOKCHUYECKHUN 3nuaepMaIbHLIN HeKpoiau3. Coo0IIasoch O peakiuu
JIEKAPCTBEHHLIX CPENCTB C 303nHOPUINEN U cucTeMHBIMU cuMnToMamu (DRESS
cungpom). ITanmenTsl co CITHMIom 6oee moaBepKeHbl Pa3BUTHUIO TSIKEJIBIX KOXKHBIX



peakiuii Ipyu IPUMEHEHNN MHOTUX JIEKAPCTBEHHBIX CPeacTB. Ecnu y maiimeHTa C
ITOBEPXHOCTHOM I'puOKOBOM MHGPEKIMEN ITOSIBISIETCS ChIITb, YTO MOXKHO CBSI3aTh C
npuMeHeHUeM (PIIyKOHa30J1a, JajlbHelllee IPpUMeHeHre npenapara ciaenyer
mpeKpaTuTh. Eciu y nmalyeHTa ¢ ”HBAa3UBHOM/CUCTEMHOM IPUOKOBOM UH(PEKIIMen
MMOSIBISIIOTCS CBIMIb Ha KOXKE, 3a eT0 COCTOSTHUEM CIIedyeT TIlaTeJIbHO HabsiofaTh, a B
ciydae pa3BUTHUS OYIIe3HOMN CHINTY UJIN MYJIbTH(OOPMHON 9PUTEMEl IPUMEeHeHue
(pr1ykoHa305a craengyeT IpeKpaTuTh.

[MIepYyBCTBUTEJILHOCTDL. B pegkKux ciaydasix cooOIaau O pa3BUTUU

aHapUIaKTU4YECKUX peakuuu (CM. «I[IpOTUBOIIOKa3aHUI»).

Lutoxpom P450. ®1yKOHA30JI ABJISETCI YMEPEHHBIM UHTUOUTOPOM (hEPMEHTOB

CYP2C9 u CYP3A4. Takxke GpIyKOHA30II SABISAETCSA CUJIbHBIM HHTHOUTOPOM (pepMeHTa
CYP2C19. Cnenyet HabmoaTh 3a COCTOSTHUEM TAllMEHTOB, OMHOBPEMEHHO
npumeHsomUx OraykoHa3oy-KP u nmpenapaTsl ¢ y3KUM TepaneBTUUYECKUM OKHOM,
MeTabonusupyemsbie ¢ yuactueM CYP2C9, CYP2C19 u CYP3A4 (cMm. BlaumopeiicTBue
C OPYTUMHU JI€eKapCTBEHHBIMU CPeACTBaMM U OPyTUe BUOBI B3aUMOEUCTBUN).

Tepdenagun. Crnenyer TiiaTenbHO HaOIIOOaTh COCTOSHUE TallMeHTa IpPU

OOHOBPEMEHHOM IIpUMeHeHUU TepdheHannHa U PraykKoHa3osa B go3e MeHee 400 MT B
cyTKH (cM. pa3mernsl «[IpoTuBonoOKa3aHusAa» U «B3auMomelcTBUE C APYTUMU
JIeKapCTBEHHBIMHU CPEACTBAMHU U OPYTHe BUOBI B3aUMOOENCTBUL »).

BcrmomorarenbpHBEIE BellecTBa. [IpenapaT comepKuT JIaKTo3y. IlalrimeHTaM ¢ peIKuMH

HaCJiIegCTBEHHBIMU 3a001eBaHUSMU, TAKUMHU KaK HEeIIepeHOCHUMOCTDB I'aJIaKTO3HI,
HeOOoCTaTOYHOCTH JlaKTa3kl Jlarmra u M&HB&6COp6HI/IH TITIOKO3BI-TAaJIaKTO3hI, HE CIIEAyeT
IIPUMEHATH.

CnoCoOOHOCTH BJIMSITh Ha CKOPOCTH PEaKIIMH IIPH YIIPaBJI€eHUH
AaBTOTPAHCIIOPTOM MW/IM PadoTe C MexaHU3MaMH

HccnemoBaHus BIIUSAHUS IIperiapaTa q)JIYKOHa3OJI-KP Ha CIIOCOOHOCTH YIIPABJIATH
ABTOTPAHCIIOPTOM HJIH pa6OTaTI:> C OIPYTHUMHU MEXaHHN3MaMH He ITPOBOOUIINCE.

[TammeHTaM criegyeT MIPOUMH(POPMHUPOBATHL O BO3MOXKHOCTH Pa3BUTHUS T'OJIOBOKPYKEHU S
unm cygopor (cM. pasgen «ITo6ouHble peaKIuu») IIPU IPUMEHEHUU MIpelapaTa
®dnykonazon-KP. [Ipu pa3BuTuM IMOOOOHBIX CUMIITOMOB HE PEKOMEHAYETCS YIIPaBIsSITh
aBTOTPAHCIIOPTOM MJIM paboTaTh C APYTUMU MeXaHU3MaMHU.

HpnmeHeHHe B IIepuona GepeMeHHOCTH HJIA KOpDMJICHHsI TPYOBIO

bepemeHHoCcmb



[To maHHLEIM 00CEepPBAITMOHHOTO UCCIeOOBaHMsI, CYIIIeCTBYEeT IOBHIIIIEHHBIN PUCK
CIIOHTAHHOTO abopTa y XKeHIIHWH, IToIy4YaBInX GIyKoHa30JI B TeueHue | TpumecTpa
0epeMeHHOCTH.

IlaHHBEIEe HECKOIBKUX THICSTY O@PEeMEeHHBIX XKEeHIINH, TOJTyYaBIINX KYMYJISITUBHYIO OO3Y
dnykoHasona < 150 Mr B mepBOM TpUMECTpPE, He IMTOKA3bIBAIOT YBETUYEHUS 00IIero
PHICKa ITOPOKOB PAa3BUTHUS IIJIOMAA.

B ogHOM KpyImHOM Haa30pPHOM KOTOPTHOM HCCJIEOOBAHUM BIUSHUE OPAJIbHOTO
(¢bnykoHa3osa B mepBOM TpuMecTpe OBIJIO CBA3aHO C HEOOJIBIIIUM ITOBBLIIIIEHHBIM
PUCKOM pa3BUTUS ONOPHO-OBUTATEJILHOIO anmnapara, YTO COOTBETCTByeT IIpuMepHO 1
OOIOJTHUTEeNbHOMY ciiy4daro Ha 1000 XeHIIuH, HOoIy4YaBIInX KyMYJIATUBHBIE O3kl <450
MT II0 CPABHEHMUIO C JKEHITMHaMH, IOJTy4YalolIiMI MEeCTHBIE a30JIbl, ¥ IIPUMEPHO 4
OOTONMHUTENBHEIX ciiydasd Ha 1000 KeHIIWH, TOJIyYaBIInX KyMYyJISTUBHEIE O3Bl CBHIIIIE
450 mr. CKOppeKTUPOBaHHBLIM OTHOCUTEIBHBIN PUCK cocTtaBuil 1,29 (95% OU 1,05-
1,58) gns 150 mr mepopanbHOTO ITprueMa ¢iaykoHasomna u 1,98 (95% OU 1,23-3,17) ona
mo3 cBrilie 450 Mr pyKoHa3oma.

Coo011any 0 MHOTOYHUCIIEHHBIX BPOXKAEHHBIX AaTOJIOTUSAX Y HOBOPOXKIOEHHBIX (BKITIOYas
Opaxutiedannio, OIUCIIIA3UI0 YIITHON PAaKOBUHEI, Ype3MEPHOE YBeJIuUeHNEe IIepeaHero
POOHUYKA, UCKPUBIEHUEe Oeapa, IMIedoydeBol CUHOCTO03), MaTePH KOTOPHIX
NIpPUHUMAaIU BEICOKHE OO3bI pirykKoHa3oma (400-800 Mr/cyT). ledeHne KOKIIUANONUA03a.
CBsI3b MeXKOy NpuMeHeHHeM (QIIyYKOHA30Jla U 3TUMU CIy4asiMHU He ollpedeseHa.

HccnemoBaHUs Ha XKMBOTHBIX IIPOOEMOHCTPHUPOBAIIX PEIIPOAYKTUBHYIO TOKCUYHOCTD.

He cnenyeT mpuMeHsITh OOBIYHEIE MO3HI (PIIyKOHA30JIa ¥ KPAaTKOBPEeMeHHEIe KYPChHI
JleueHus GIIYKOHA30JIOM B IIepuon 6epeMeHHOCTH, 3a UCKII0UeHHeM KpalHen
HEeOoOXOOUMOCTH.

He cnemyeT npuMeHSATh BEICOKHME OO3bI (DIIYKOHA30JIa U/UIH OJIUTEIbHBIE KyPChI
niedyeHus (GJIyKOHA30JI0M B epuop 0epeMeHHOCTH, 3a UCK/II0UEeHUEM JIeUeHU s
UHQEeKIHUK, KOTOPhle MOT'YT yIPOXKaTh KU3HHU.

KopmaeHue 2py0vio

®JIyKOHA30J1 MPOHUKAET B IPYAHOE MOJIOKO U MOCTUTAET KOHIEHTPAlluu ITog00HOM
YPOBHIO B IIJ1a3Me KpoBU (cM. pa3pen «PapMakKoOKUHeTUKa»). KopMiieHue rpyabo
MOZKHO IIPOAOJIKATh I10CJIe OHOKPATHOTO MPUMeHEeHUsT OOBIYHOM O3kl (hJIyKOHAa30I1a,
cocrapisaomien 150 mr. KopMuTth He peKOMEHAYETCS IIPU MHOTOKPATHOM IPUMEHEHUHU
(pr1yKOHAa30J1a Unyu IIpu IPUMEHEHUU BEICOKUX A03 (iIyKoHa3oa. CienyeT OLleHUTh
[I0JIb3y KOPMJIEHUS I'PYABIO OJI Pa3BUTUS U 300POBbS peOeHKa, a TaK¥kKe
KJIMHUYECKYIO TOTPeOHOCTh MaTepu B npemnapaTte ®nykoHas3om1-KP u nio0bie
MoTeHIuanbHble T0004UHBIE 3G GeKTH nTpenapaTa ®nykoHa30i1-KP unm ocHOBHOTO



3aboeBaHus MaTepU i pebeHKa, Ioydalollero rpygHoe BCKapMIUBaHUE.
depmusibHOCMb

®nyKOHa30/I He BIUSI Ha GePTUIbHOCTh CaMIIOB M KPEIC.
Cnnoco0 mpuMeHeHUsI U 1036l

Ilo3a ¢pykoHa301a 3aBUCUT OT BUIA U TSIXKECTU I'PUOKOBOM MHpeKIuu. B
OOJILIIMHCTBE CJIydyaeB BarMHAJIbHOTO KaHAUA03a JOCTAaTOYHO Pa30BOT0 IPUMEHEHUS
npemnapara.

[Tpu HEOOXOOMMOCTH MHOTOKPATHOTO ITPUMEHEHUS ITpenapaTa JedeHrue nHQEeKIInn
ClemyeT MMPOAO0JIXkKaTh 0 UCYE3HOBEHUS KIMHUYECKUX U JTaO0PaTOPHBIX ITPOSIBIIEHUN
aKTUBHOCTH I'puOKoBO¥ nHPeKIun. HemocTaTouyHast IPOa0IKUTEIbHOCTD JIeYeHUS
MOKET ITPUBECTH K BO30OHOBJIEHNIO aKTUBHOT'0 MH(PEKITMOHHOI'O ITpoIlecca.

®dnykoHa3on-KP npuMeHSAThs B 3aBUCUMOCTH OT JIEKAPCTBEHHOU (DOPMEI IIepOpajIbHO
(KamcyJsibel) WU BHYTPUBEHHO NyTeM MHGY3UM (pacTBop Oyisg nHdyswuit). Cnocod
IpUMEeHEeHUs IIpeapaTa 3aBUCUT OT KJIIMHUYECKOI0 COCTOSAHUA malueHTa. Hert
HeoOXOOUMOCTHY U3MEHATh CYTOYHYIO 03y IIpellapaTa IIpu U3MeHeHUHU IyTU ero
MTPUMEHEHUS C IIepopabHOT0 Ha BHYTPUBEHHOE M HAa0O0POT.

KaHCYJ'IBI CiiefoyeT I'JIioTaThb IeJINKOM. HpI/IeM IIperapaTa He 3aBUCHUT OT IIpHUeMa IITHUIITH.

Bapoczwie

Kpunmokokko3

e JleyeHre KPUIITOKOKKOBOTO MEHUHTHUTA: IIOrpy304YHas go3a cocrasinseT 400 mMr B
nepshii geHb. [loggepxkuBatomias go3a - 200-400 mr 1 pa3 B CyTKHU.
[TpomomKUTENbHOCTD JIeUeHUsI OOBIYHO COCTaB/IsIeT He MeHee 6-8 Hemenb. [Ipu
WHQEKIUIX, yTPOKAIIUX JKU3HU, CyTOUYHYIO0 T03Y MOXKHO yBeIu4duTh 70 800 Mmr.

e ITopmepxkuBaromiasa Tepanus Ojisd NpeaynpexXaeHnus pequauBa KPUITOKOKKOBOTO
MEHUHTUTA y MallueHTOB C BEICOKUM PHUCKOM €T0 Pa3BUTUSA: PEKOMeHOyeMasi Jo3a
cocTtaBssgeT 200 Mr oouWH pa3 B CYTKU B TeUEeHUE HEOTPAaHUYEHHOI0 BPDEMEHHU.

Kokuuduouoos

Pekxomenpnyemas go3a cocrainseT 200-400 mr 1 pa3 B cyTKu. [IpogonXKuTeIbHOCTD
nedyeHus cocTtaBasgeT 11-24 mMecsa UM OOJIbIIE B 3aBUCUMOCTH OT COCTOSIHHUS
namuenTa. s medyeHuss HeKOTOPLIX ¢hopM MHGPEKIUY, 0COOEHHO [OJIs JIeYeHUs
MEHUHTUTa, MOXKET OBITH 1leIeco00pa3HbIM npuMeHeHue 03kl 800 Mr/CyT.

HHea3usHble KaHOUOO03bl



e Ilorpy3ouHas go3a cocrtaisgeT 800 Mr B niepBhIU OeHb. [lognepkuBarlas no3a -
400 mr 1 pa3 B cyTku. OOBIYHO peKOMeHayeMast IPOa0IXKUTETbHOCTD JIeYeHUS
KaHOUOEMUU COCTaBJIsIeT 2 HEeJeIUu IOCJie IEPBLIX OTPUIlaTEIbHEIX PE3yJIbTaTOB
TeMOKYJIbTYPHI U MCYE3HOBEHUS ITPU3HAKOB U CUMIITOMOB KaHOUIEMUMU.

KaHouodo3 cau3ucmuwix

e KaHOUO03 POTOIJIOTKHU: ITOTPy304YHasa Ao3a coctasisgeT 200-400 Mr B mmepBhIU
OeHb, mogaepzxkuBarmlas gosa - 100-200 mr 1 pa3 B cyTKu. [IpOOonKUTEIbHOCTD
JIeYeHusI cocTaBisieT 7-21 meHb (OO0 OOCTUKEHUS PEMUCCUU), HO MOXKET OBITh
yBeIn4eHa OIS NallieHTOB C TSAXKeJIbIM UMMYHOOe(PUIIUTOM.

e Kanounos nuimieBofa: norpy3odHas go3a coctasnsaeT 200-400 Mr B IepBBIM O€HB,
noppepzxkuBatomasn go3a - 100-200 mr 1 pa3 B cyTKHU. [IpOOOIKUTETHBHOCTD
nedyeHus: coctapnsieT 14-30 gHel (M0 JOCTUXKEHUS PEMHCCHUM), HO MOXKET OBITh
yBeIn4YeHa IOJI HallieHTOB C TSAXKeJIbIM UMMYHOOe(@UIIUTOM.

e Kangunypus: pekoMmeHayeMas no3a coctasisgeT 200-400 mr 1 pa3 B CYTKH B
TedueHue 7-21 gHei. [I15 HallUEHTOB C TSAXKEIbIM UMMYHOOEePUIIUTOM
MTPOAOIXKUTENTbHOCTD JIEUEHUS MOKET OBITh YBEIUYEHa.

e XpoHMYECKHNH aTpodUYeCKNI KaHONO03: PeKOMeHOyeMas go3a cocTtaBisieT 50 Mr
1 pa3 B cyTKU B TeueHue 14 nHewu.

e XpOHMYECKUM KaHINI03 KOXU U CIIU3UCTHIX 000JI0YEK: PEKOMEHIyeMas n03a
coctasnsgeT 50-100 mr 1 pa3 B cyTKU. [IpOJOIKUTEIHLHOCTE JIEYEHUS COCTABJISIET
oo 28 mHel, HO MOXKeT OBITh YBEIUYEeHa B 3aBUCHUMOCTH OT TSXKECTH U BUIaA
MHQEKIIUU UM CHUKEHUS UMMYHUTETA.

[TpenynpexnoeHue peluanBa KaHAUI03a CIU3UCTHIX V MalueHToB ¢ BUY, nuMetomniux
BLICOKUM PUCK €T0 Pa3BUTHUS.

e KaHOuO03 pOTOTJIOTKY, KaHOUO03 NUIlleBOAa: peKOMeHayeMas 103a COCTaBlIsIeT
100-200 mr 1 pa3 B cyTku unu 200 mr 3 pa3sa B Hefelnw. [IpononKuTeIbHOCTh
JledeHUsI He OorpaHUYeHa [ MallieHTOB C YTHETEHHBIM UMMYHUTETOM.

IIpogusrakmuka KaHOUGO3HbIX UHGEKUUl y nauueHmos ¢ 01umeabHou
HelumponeHueu

Pekomennyemasi go3a coctasiseT 200-400 mr 1 pa3 B cyTku. JledeHue crnenyet
Ha4yMHAaATh 3a HECKOJIbKO JHEM OO0 0KHUAAaeMOTr0 Pa3BUTUSI HEUTPONEHUHN U IPOOOJIXKaTh
B TeueHHe 7 OHeM Iocie IIOBHIIIeHUsI KonudecTBa HelTpoduinoB 6omee 1000/Mmm3.

I'eHumasavHbvle KAHOUOO3bl

e OCTPBIM BarmHaJIbHBIM KaHOWA03, KaHONOO3HBLIM OalaHUT: peKOMeHayeMas [03a
coctasisgeT 150 mMr pa3oso.



e OcUeHMe U NpopHUIaKTUKA PEIUONBUPYIONINX BarnHAIbHBIX KaHOUIOO030B (4 uiu
0oJiee ciydaeB B rof): peKkoMeHayemas mo3a coctasinseT 150 mr 1 pa3 B 3 gHS.
Bcero cnengyet npuMeHUTh 3 0O3HI (1-11 meHsb, 4-i1 feHb U 7-u geHb). [locne aToro
cienyeT IPUMEHSTh MOAAePKUBAIOIIyI0 103y 150 Mr 1 pa3 B Hefeso B TeYeHUe
6 MecCs1eB.

Ilepmamomuko3s

e MUKO3 CTOI, MHUKO3 TJIaAKOU KOXKHU, IIaXOBBIM IEPMATOMMUKO3, KaHOUIOO3HbIE
MHPEeKIIUU KOXKHU: peKoOMeHayeMas go3a cocTapisgeT 150 mr 1 pa3 B Hegen0 Uin
50 mr 1 pa3 B cyTKHU. [IpOgoIKUTENLHOCTD JIEYEHUS COCTABJIAET 2-4 HeOelu.
JledyeHre MUKO3a CTOII MOZXKET 3aHATh OO 6 Hedeslb.

e Pa3HOLBETHHIU IUIIAN: peKoMeHayeMas fo3a cocrasniseT 300-400 mr 1 pa3 B
Hepgento B TeueHue 1-3 Hen unu 50 Mr/cyT B TedeHue 2-4 Heq.

e JlepMaTOPUTHBEIN OHUXOMHKO3: peKOMeHayeMas go3a cocTapisgeT 150 mr 1 pa3 B
Hepeo. JledeHre cienyeT NPOOOJIKaTh, IOKa Ha MecTe HHPUIIMPOBAaHHOTO
HOT'TS BBIpACTEeT 3OOPOBHIU. [[/1s1 OTpacTaHUA 3OOPOBHIX HOT'TEN Ha PyKax U
OOJIBIIINX HaJIbIlaX HOT OOBIYHO HeoOXoouMo 3-6 MecsIieB u 6-12 MecsIieB
COOTBETCTBEHHO. OTHAKO CKOPOCTh POCTa HOTTEM Y MAllUEHTOB MOXKET OBITh
Pas3HOM M 3aBHCHUT OT BOo3pacTa. [Tocie yCreurtHoro ne4eHus qIIUTeTbHBIX
XPOHUYECKUX NHPEKIUM, popMa HOTTS MHOT'Aa OCTAeTCs U3MEHEHHOMH.

ITauueHmul noscu1020 803pacma

o3y cnemyeT mog0upaTh B 3aBUCUMOCTH OT COCTOSSHUS (PYHKIIUY MOYEK (CM.
«ITalITMeHTH C IIOYEeYHON HeJoCTaTOYHOCThIO» HUXKE).

Hau,ueHmbt C No4ye4yHoli He0oCMamoyHOCMbHO

®dnykona3o1-KP BEIBOOUTCS U3 OpraHu3Ma IIpeuMyIlleCTBEHHO C MO4YOU B
HeusMeHeHHOM Bupe. [Ipy ogHOKpaTHOM IIpUMEHEeHUU KOPPEKTUPOBATH LO3Y
dnykoHa3omna He TpebyeTcs. [lalueHTaM (BKIIIo4Yas geTel) ¢ HapylleHrueM QyHKIINHT
[MoYeK Ipu HeoOXOOMMOCTH MHOTOKPATHOTO IPUMEHEHUS IpelapaTa B IIEPBLIU OEeHb
JIe4eHUsd CliefyeT NPUMEHATh HadalbHYyH0 003y 50-400 MI B 3aBUCHUMOCTHU OT
noka3saHui. [Tocne 3TOro CyTo4yHy0 003y (B 3aBUCUMOCTH OT [IOKa3aHus) cilenyeT
pPacCUYUTHIBATh COTJIaCHO TabOIuIle HUXKe:

Knupenc [TpoueHT OT
KpeaTUHUHAa PEeKOMeHayeMou
(Mm1/MuH) IO3BI

> 50 100%




=< 50 (0e3

50%
reMoaguaan3a)

100% 1miocne
IF'emonuanus KaXkIoro

remMogualin3a

[TauimeHTH], HaxOOdAIIMEeCSa Ha PETYISAPHOM reMoauasnuse, OoJXKHEL monydatsk 100%
peKOMeHOyeMOu 003kl IOCJie KaXKaoro remoguanu3a. B meHp, Korga guanu3 He
ITPOBOAUTCS, TTAlIMEHT [OJI?KEH MOIy4YaTh A03y, OTKOPPEKTUPOBAHHYIO B 3aBUCUMOCTH
OT KJIUpeHca KpeaTUHUHA.

ITayueHmul ¢ HapyweHuem GpyHKuull neyeHu

®nyKOoHaA30II cIeayeT IPUMEHSITh C OCTOPOXKHOCTBIO ITAallMeHTaM C HapyHIeHUSIMU
(byHKUMY TedeHH, TOCKOIbKY HH(pOpMalluy 0 IpUMeHeHUU (QIyKOHA30j1a 3TOU
KaTeropuu IalueHTOB HeJOCTaTOYHO (CM. pa3genbl «OcoOeHHOCTU IPUMEHEHUSI» U
«[ToO0YHEBIE PEAKIIUH»).

Hetn
He cnenyet npesBhIIlIaTh MAKCUMAJIbHYIO CYTOYHYIO 103y 400 Mmr.

Kak u ipu aHanOTUYHBIX NHPEKIINAX Y B3POCIIBIX, IPOAOJIZKUTEIbHOCTD JIEUEeHU
3aBUCUT OT KJIMHUYECKOI'0O U MUKOJIOTU4YeCKOoro orseta. ®nykona3on-KP rncnonb3oBaTh
1 pa3 B cyTKH.

Ilo3upoBKa mperapara Ojis JeTel Cc HapylueHrneM QyHKIMHE mo4YeK IpuUBeeHa B
pasnerne «ITarueHTH C TOYEeYHOM HeJOCTAaTOYHOCThIO».

dapMaKOKHMHETHKY (JIYKOHA30JI1a He MCCIeOOBalu y OeTel C MoOYedHOon
HEI0CTAaTOYHOCTHIO.

IHetnm ot 12 n1eT

B 3aBHMCHMOCTHY OT MacCCHI Tejla U TyOepTaTHOTO Pa3BUTHUS Bpady CJIeOyeT OLIEHUTD,
KaKas [go3a Ipernapara ([jist B3pOCIbIX UM OJIs OeTel) OnTUMaJlibHa 014 HallueHTa.
KnuHudeckue gjaHHBIE CBUOETENBCTBYIOT O TOM, YTO YV AeTel KIupeHc PprayKoHa3o0sa
BHILIIE I10 CpaBHEHUIO €O B3pocabiMu. [Ipumenenue 0o3 100, 200 u 400 Mr B3pOCIIBEIM U
3,6 u 12 Mr/kr 1 pa3 B CYyTKU AeTSIM HPUBOAUT K HOCTUXKEHUIO COIIOCTaBUMOU
CUCTEMHOU 3KCIIO3ULIUH.

9dderTUBHOCTh 1 6€30IIaCHOCTh IPUMEHEHUS pelapaTta AJis JIedeHUs TeHUTaIbHBIX
KaHONI030B yV IeTel He YyCTaHOBIEHHl. MiMelolasics B HaCcTosIlee BpeMs nHpopMaIus



ImpuBefeHa B pa3gesne «ITo604yHbIe peakuu». Ecinu TpebyeTcss IpuMeHeHue
ImperapaTa IIogpocTKam (Bo3pacTtoM oT 12 go 17 neT), ciaegyeT NPUMEeHSITh OOBIYHEBIE
OO3HI 7151 B3POCIIBIX.

et or 5 mgo 11 net

Kaupumossl c1u3ucTeIX 0007I049€K: HadadbHas J03a COCTaBIsgeT 6 MI/KI/CYTKHY,
nopagepzxuBarlas go3a - 3 MIr/Kr/CyTku. HadanbHyo 103y MOXKHO IPUMEHATH B
TIEPBLIN OeHb i1 60ee OBICTPOTO HOCTUIXKEHUS PaBHOBECHOM KOHIIEHTPAIIUH.

VHBa3uBHEIE KQHOUO3E, KPUIITOKOKKOBEIY MEHUHTUT: 103a [Ipernapara CoCTaBiseT
6-12 mMr/kr 1 pa3 B CyTKM B 3aBUCUMOCTH OT CTEIIEHU TsIKeCTU 3ab0sieBaHUs.

[MTompmepzkuBalolllas Tepanus OJid IPeaynpexXaeHus peluanBa KPUIITOKOKKOBOTO
MEHUHTUTA Y JeTEW C BLICOKUM PHUCKOM Pa3BUTHUS: H0O3a ITperapaTa COCTaBIseT 6
MT/KT 1 pa3 B CYyTKH B 3aBUCHUMOCTHU OT CTEIIeHU TsIKeCTH 3a00JIeBaHus.

[TpodunakTrKa KaHANUO030B Y MAaIlMEeHTOB C UMMYHOOePUIIUTOM: OO3a IpernaparTa
cocTtaBiseT 3-12 Mr/kr 1 pa3 B CyTKU B 3aBUCUMOCTU OT BHIDA’KEHHOCTHU U
OJIUTEJIbHOCTY MHAOYLIMPOBAHHOW HEUTPOIIEHUHU (CM. O3Bl AJI B3POCIIBIX).

HeTn

[TpuMeHATHL TeKapCTBEHHOE CPENCTBO B hOpMe KaIllCyJl 9TOM KaTEeTOPUU MallieHTOB
MOZKHO TOI'[ia, KOTHa AeTu CIIOCOOHBI 0e30I1acHO IMPOTrJIOTUTh KaIlCyly, KOTopas
0OBIYHO BO3MOXKHAa B Bo3pacTe oT 5 jieT (cM. Cr1ocob npuMeHeHUs U J03Hl).

Ilepeno3upoBka

[Tonmy4eHEBl COOOIIEHUS O ITepeqo3uPoBKe (HIIYKOHA30JIOM; OQHOBPEMEHHO COO0IIaIu O
raJ/UTIONMHALIMSAX U ITapaHOUaIbHOM II0BEOEeHUH.

[Tpu mepeno3upoBKe HEOOXOOUMO IIPOBECTH CUMIITOMATUYECKYIO ITOOIEePKUBAIOIIYIO
Tepanuio U IIpu HeoOXOOUMOCTU IPOMBITH XKETYI0K.

®nykoHa30/1 B 3HAUYUTEBHOU CTEIIEHU 9KCKPETUPYETCS C MOYO0M; (OpCUPOBaHHBIN
ouype3 MOXKeT YCKOPUTH BEIBEJleHUe IIpenapaTta. CeaHC remMmoguanusa
IPOAOJIKUTENIBHOCTHIO 3 U CHUIKaeT YPOBEHb (PJIyKOHA30J1a B IIJla3Me KPOBU
npumepHo Ha 50%.

ITo6GouHBbIE pEeaKIuu

Yarmre (>1/10) coobianyu 0 TaKuX MOOOYHEIX PeaKIINSaX: TOJIOBHBEIE O0Iu, 00JIH B
OPIOIIHOM ITOJIOCTH, OUapesi, TOITHOTA, PBOTA, IIOBLIIIIEHNE YPOBHSI



anaHmHaMuHOTpaHCcdepa3ssl (AJIT), moBHIIIeHHE YPOBHS acllapTaTaMUHOTpaHCchepa3kl
(ACT), moBrIllIeHUE YPOBHS IIeJIOUHOM (pocdaTa3bl KPOBHU, CHIIIb.

II715 OlleHKU 4YaCTOThl BOSHUKHOBEHUS ITOO0OYHBIX PeaKINi UCIONIb3YIOT CIIeOYIONTyI0
KilaccuduKalimio: oueHb 9acTo (= 1/10), gwacTto (ot = 1/100 mo < 1/10), pegko (oT =
1/1000 mo < 1/100), pexoko (ot = 1/10000 go < 1/1000), ouens pegko (< 1/10000),
YacTOTa Heu3BecTHa (HeBO3MOXKHO OIIEHUTh M3 UMEIOINXCS TaHHBIX).

Co cmopoHbI Kpo8U U AUMpamuuyeckou cucmembl

HeuyacTo: anemus.

Penko: arpaHyJioMTO3, TE€UKOIIEHNS, TPOMOOIIMTOIEHUSI, HEUTPOIIEHU .
Co cCmopoHbl UMMYHHOU cucmembl

Penko: anagunakcus.

Memaboauyeckue u arumMeHmapHvle HapyweHus

HeuacTo: moHMKEHUE alleTUTa.

Penko: runepxonectepuHeMusi, TUIEPTPUTIULIEPUAEMUS, TUIIOKATNEMUS.
Ilcuxuyeckue HapyweHuA

HeuacTo: 6eccoHHMIla, COHIUBOCTD.

Co cmOpoOHbI HEPBHOU cucmeMbl

YacTo: TonoBHEIE OOJIH.

HeuacTo: cymoporu, mapecTesus, TOJIOBOKPYK€eHNe, HapyIlIeHne BKyca.
Penko: Tpemop.

Co cmopoHbl 0Op2aHo8 cayxa u 8ecmuby1sapHO20 annapama

HewgacTo: BepTUro.

Co cmopoHbl cepoua

Penko: mapokcu3MaibHasl XKeIyIoYKoBas TaXUKapPOUs TUIIA «IUPYIT», VIJIUHEHUE
uHTepBana QT (cM. «OcoOeHHOCTU TPUMEHEHUS»).

Co cmopoHbl 2ce1y0ouHO-KUWe4H020 mpakma

YacTo: 6051 B OPIOIIIHOM ITOJIOCTH, TOIITHOTA, Auapesi, PBOTa.



HeuacTo: 3amop, OuCIencusi, MeTeopPHu3M, CYXOCTh BO PTY.
I'enamobusiuapHvle paccmpoticmaa

YacTo: IOBHIIIEHNE YPOBHSA alaHMHaAMUHOTPaHCcdepa3sl (AJIT), IIOBHIIIEHNE YPOBHSA
acnapratamuHoTpaHcdepassl (ACT), moBhIlIeHUE YPOBHS IIeJI0YHOU pocdaTalsl (CM.
«OCco0eHHOCTU TPUMEHEHUST»).

HeuacTo: XoecTtas, )XenTyxa, IOBHIIIeHNEe YPOBHSA OunupyouHa (CM. pa3mert
«OCoOEeHHOCTH ITPUMEHEHUS»).

Pepko: meyeHOYHas1 HEOOCTATOYHOCTh, I'elIaTOLeJITIOISIPHBLIN HEKPO3, TeIIaTUTHI,
reraTouesIIoNsIpHoe ImopaxeHue (cM. «OcoO0eHHOCTH ITPUMEHEHUST»).

Co cmopoOHbI KOJHCU U NOOKOHNCHOU MKAHU
YacTo: chirb (cM. pa3gen «OcoOeHHOCTH TPUMEHEHUSSI»).

HeuacTo: MeguKaMeHTO3HBIN AepMaTUT (BKI04Yasa (PUKCUPOBaHHBIN
MeONKaMeHTO3HbIM AepMaTUT), KpaluBHUIIA, 3y, IIOBLIIEHHOE TOTOOTAEeIeHuE (CM.
«OCcoOeHHOCTH ITPUMEHEHUSI»).

Pepko: Tokcuyeckui anugepMalbHEIM HEKPOIu3, CHHOPOM CTuBeHcCa-I[2KOHCOHa,
OCTPHIM TeHepaJin30BaHHBIM 3K3aHTEMATO3HBIN MYCTyJie3, 9KC(POoIuaTUBHBIN
OepMaTHUT, aHTHOHEBPOTUYECKUM OTEK, OTEK JIUIlA, ajlonenusa (CM. pa3gen
«OCo0OEeHHOCTH ITPUMEHEHUST»).

HewusBecTHO: MeguKaMeHTO3Has peakius C 303UHOPUINEN U CUCTEMHBIMUA
nposisnenusamu (DRESS).

Co cmopoOHbI ONOPHO-08U2aME/AbHO20 Annapama u coeduHumenbHolu MKaHu
HeuacTo: Muanrus.

Obw,ue HapyweHusa U peakuuu 8 mecme 8gedeHus

HeugacTo: moBuIllIeHHasA YTOMJISEMOCTDh, HEJOMOTaHle, aCTeHHUs, TUXOpaaKa.
Letn

YacToTa u XxapakTep MOO0YHBIX peaKIIui U OTKJIOHEHUM OT HOPMbI Pe3yIbTaTOB
s1ab0paTOPHBIX aHAJIM30B B X0[€e KIIMHUYECKUX UCCJIeJOBaHUM C Y4aCTUEM JeTel
COIIOCTABUMBI C TAKOBBIMH Y B3POCITBIX.

OTyeT O IIOJO03PEeEBAEMBIX MOOOYHEIX PEAKIIMNAX




OTYeT 0 Mo03PeBaeMbIX ITOOOYHBIX PEAKIIUIX II0CJIe PETUCTPAIlUU JIEKapCTBEHHOT O
CpencTBa UMeeT BaXKHOe 3HaueHMue. ITO II03BOJIAET IPOBOAUTH HEIPEPHIBHBIU
MOHUTOPUHT COOTHOILIEHUS MEXKY I10JIb30U ¥ PUCKaMU, CBI3aHHBIMU C IIPUMEHEHUEM
9TOT'0 IeKapCTBEHHOT'O CpefCcTBa. MegUIIMHCKNX PaOOTHUKOB MMPOCAT OTYUTHLIBATHCS O
JIIOOBIX TOJO3PEBAaEMBIX ITOOOYHBIX PEAaKLMSAX B COOTBETCTBUU C TpeOOBaHUSIMU
MECTHOTI'0 3aKOHOAaTeIbCTBa.

CpoOK rogHoCTH
3 roma.
YcnoBusi XxpaHeHHUus1

XpaHUTh B HEJOCTYIIHOM [JiS IeTel MecTe.

XpaHUTh B OPUTUHAJILHOU yYIIaKOBKE IIpU TeMIlepaType He Brille 25°C.
VYnakoBka

Karmcymnet mo 50 mMr: mo 7 Karcyn B 6nuctepe, mo 1 61ucTepy B Mayke U3 KapTOHA.
Kareropus ornycka

ITo penenrty.

IIpou3Boourennb

I[TAO «XumdapmszaBon «KpacHas 3Be3ga».

MecTOHaXxO0XKIeHHe IIPOMU3BOOHUTEJIA A €ro aapec MeCTa OCylnnieCTBIICHHUASA
oesiTe/JIbHOCTH

61010, r. XapskoB, yi. 'opaueHKOBCKas, 1.
N CTOYHUK MHCTPYKIIUHA

HNHCTPYKIIHS JTeKapCTBEHHOTO CPeACTBa B3sTa U3 OQUIIMATIbHOTO HCTOUYHUKA —
"ocymapCTBEHHOT0 peecTpa JIeKapPCTBEHHLIX CPEOCTB YKPauHHL.



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

