CocrTaB

Oeticmsyrwuw,ee seu,ecmao: GIyKoHa307I;

1 kamncyna comepzkuTt paykoHazosna 150 mr;

8cnomMozame/ibHble 8euL,ecmaeda: makTo3a, MOHOTUApaT, Kpaxmail KYKyPy3HBIH,
KpeMHUS OUOKCUJ KOJUIOMOHBIN, HaTPUS JIaypUJICyabdaT, MarHusa crTeaparT; B COCTaB
KaIlCyJIbl BXOOAT: maTeHToBaHHBIM cuHuu V (E 131), Tutana guokcun (E 171),
JKeJaTHH.

JIekapcTBeHHasi popMa

Karmcyssr.

OcHogHble (pu3ukKo-xuMuyeckKue ceolicmaed: TBepaas XXKejlaTHHOBasI KaIlcCyjla Ppa3MepoM
1, c romy060ii OCHOBOI U TOTy00M KPBIIIEYKOM, KOTOPasi COOEPKUT ITOPOIIOK Gesioro
IIBeTa.

®dapMakoTepaneBTHYECKasi rpynmna

[TpoTuBOTrPUOKOBLIE CPELCTBA [JII CHCTEMHOTO IIpUMeHeHus . [I[pon3BOHbBIE TPHUa30Ia.
Kom ATX JO2A CO1.

(I)apMaKOJII/IHaMI/IKa

MexaHu3M OenCTBUS.

®nyKoHa3071, IPOTUBOTPUOKOBOE CPEACTBO Kjlacca TPHUa30JI0B, MOILIHBINA CeJIEKTUBHBIN
MHTUOUTOP IPUOKOBHIX (PePMEHTOB, HEOOXOOMMEBIX AJII CUHTE3a 3ProCcTepoa.
[TepBUYHBIM MEXAaHU3MOM €T0 OEeNCTBUS SABJISETCS ITofaBileHue rpudbkooro 14-anbvda-
JIAaHOCTEPOJI-IEeMEeTUINPOBaHU, OIOCPEAOBaHHOTO IUTOXpoMoM P450, uTo sABnIsieTCs
HEOTHhEeMJIEMBIM 3TAllOM OMOCHUHTEe3a IrpuOKOBOI0 3procreposya. AKKymynsanus 14-
anbda-MeTUJI-CTEPOJIOB KOPPEIUPYET C MOCIEAYIIIeN IIOTeper 3procreposia
MeMOpaHOU I'PUOKOBOM KJIIETKH U MOXKET OTBedaTh 3a ITPOTUBOrPHUOKOBOM
aKTUBHOCTHIO yKoHa30s1a. OIIYKOHA30JI SIBJIIeTCs 00Jiee CeIeKTUBHBIM K I'PUOKOBLIM
(pepmenTOB IMmTOXpOoMa P450, yeM B pa3IUUHBIX CUCTEM (pepMeHTOB mToxpoma P450



MIJIEKOIINTAIOIIINX.

[TpumeHeHmMe prryKOHa30ia B 0o3e 50 MIr B CyTKHU B TedeHUe 28 OHeU He BIUSET Ha
YPOBEHBb TECTOCTEPOHA B IIJITa3Me KPOBU Y MY2KYHWH UJIM Ha YPOBEHb 9HOOTE€HHBIX
CTEPOHUAOB y KEHIIUH PENIPOAYKTUBHOI0O Bo3pacTta. ®nykKoHa30 B go3e 200-400 mr B
CYTKH He OKa3hIBaeT KJIMHUYECKHU 3HAUUMOT'O BIIMSHUS Ha YPOBEHDb 3HOOT€HHBIX
CTepounaoB unu orBeTa Ha cTuMynsauio AKTT y 3mopoBBIX JOOPOBOIBIIEB MY2KCKOT'0O
rosa.

HccnemoBaHue B3aMMOOENCTBUS C aHTUITMPUHOM IIPOIEMOHCTPUPOBAJIO, YTO
nmpuMeHeHue 50 MT ¢GJIYKOHA30/Ia Pa30BO MUJIM MHOTOKPATHO He BIUSET Ha
MeTabO0Iu3M aHTUIIMPUHA.

YyBCTBUTEIBHOCTS in Vitro.

®nykoHa3o01 in vitro meMoOHCTPUPYET IIPOTUBOTPUOKOBOM aKTUBHOCTHIO B OTHOIIIEHUH
BumoB Candida Haunbosee 4acTo BcTpedalomuxcs (Bkimodasa C.albicans, C.parapsilosis,
C.tropicalis). C.glabrata neMoHCTpUpPyeT MINPOKKUYM AUana30H YYBCTBUTEILHOCTU K
¢dnykoHaszony, Torga Kak C.krusei ectb K HEMY PE3HUCTEHTHOM.

Takxke (pIyKOHA30II in Vitro JeMOHCTpUPYyeT aKTUBHOCTh KakK nNpoTuB Cryptococcus
neoformans u Cryptococcus gattii, Tak ¥ IPOTUB SHOEMUYHLIX MIJIECHEBBIX I'PHUOOB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum u
Paracoccidioides brasiliensis.

MexaHu3M PE3UCTEHTHOCTH.

MuxkpoopranusMsl poga Candida 0eMOHCTPUPYIOT MHOTOUYHCJIEHHBIE MEXaHNU3MBbI
PE3UCTEHTHOCTU K a30JIbHBIM ITPOTUBOTPUOKOBLIX CpeacTB. OIIYKOHA30J1
OEeMOHCTPUPYET BEICOKYI0 MIIK mpoTuB miTaMMOB I'prO0OB, KOTOPhIE UMEIOT OOUH UJIU
0olee MeXaHN3MOB PE3UCTEHTHOCTH, YTO OTPUILIATEIILHO BIUsIET Ha 3QPEeKTUBHOCTD in
Vivo ¥ B KIMHUYECKOM nmpakTuke. Coo0Iasochk 0 CaydasiX Pa3BUTHSA CyHepUHOEKITUH
Candida spp., BeizparnHou apyrumu 4eM C. albicans Bugamu, 4aCcTO HEUyBCTBUTEIBHEI
K (pnykoHa3zony (HanpuMmep Candida krusei). [17151 iedeHUsI TaKUX CIIydaeB CIeayeT
MIPUMEHSTH allbTePHATUBHLIE IIPOTUBOTPUOKOBLIE CPEACTRA.

®dapMaKOKHHETHKA



dapMaKOKMHETHUYEeCKHUe CBOMCTBaA (PpIyKoHa30Js1a Mogo0Hb IPY BHYTPUBEHHOM U
IepopajgbHOM ITPUMEHEHUH.

AGcop0O1us.

®d1yKOHAa30JI XOPOILIO BCaChlBaeTCs IIPHU IIepopaJbHOM IIPUMEHEHUH, a YPOBEHb
IIpenapara B IIJla3Me KPOBU M CUCTEMHAasi 6M0g0CTYIHOCTh ITpeBbimaioT 90% ypoBHS
(prrykoHa3051a B my1a3Me KPOBU, YTO AJOCTUTAETCS IIPU BBEIEHUM IIpenapara.
OnHOBpPEMEHHEIN IIpUEM NUIY He BIMSET Ha BCaChlBaHUE IIpenapaTta Ipu ero
IepopajbHOM IpUMeHeHUY. MaKkcuManbHasi KOHIIeHTpauus B IJla3Me KPOBU
mocturaetcs yepes 0,5-1,5 gaca mocne npueMa npemnaparta. KoHileHTpanus B I1jia3Me
KPOBU IIPONOpPLKOHAalIbHa f03€e. PaBHOBEeCHas KOHIeHTpanus Ha ypoBHe 90%
OOCTUTaeTCs Ha BTOPOU OEeHb JIeUeHUs IIPU IPUMEHEHUH B IEPBHIM JeHb Harpy3049HOU
03Bl BABOE ITPEBHIIAET OOLIYHYIO CYTOYHYIO TO3Y.

Pacnpegenenue.

O0OBeM pacripefesieHrsI IPUMEPHO paBHa 00IIeMy coiepKaHUI0 BOOLI B OpTaHU3MeE.
CBsi3pIBaHHE C OeIKaMU ITa3Mbl KpoBu HuU3Koe (11-12%).

®TyKOHA30J1 XOPOIIIO IIPOHUKAET BO BCE UCCIIEyeMble X KUAKOCTH OpraHu3Ma. Y POBEeHb
¢bnykKoHa30Js1a B CJIIOHE ¥ MOKPOTe IToJgo0eH KOHIIeHTPAaIlluy IIperapara B IIjila3Me
KpPOBH. Y OOBHBIX TPUOKOBLHIM MEHUHTUTOM YPOBEHB (PJIYKOHA30J1a B CITUHHOMO3T OBOM
KunkocTu mocturaet 80% KOHIIeHTPAIIWU B IIJla3Me KPOBH.

Bricokure KOHIIeHTpanuu (GIyKOHA30JIa B KOXKe, ITPEBLIMIAIONINEe CHIBOPOTOYHEIE,
OOCTUTAIOTCA B POTOBOM CJIO€, Snupgepmuce, gepMme u nore. OiyKoHa30I1
HakaIlJIuBaeTCs B porosoM cioe. [Ipu npumenernuu B go3e 50 Mr 1 pas B CyTKu
KOHIIeHTpaluusa QIyKoHa30Jja nocie 12 gHeu jedeHus COoCTaBiisgia 73 MKT /T, a 4yepes
7 mOHeU MmOocJie 3aBepIlleHus JTedeHusI KOHIIeHTpallusd BCe ellle COCTaBisia 5,8 MKT / T.
[Tpu npumeneruu no3el 150 Mr 1 pa3 B Hefesio KOHIIeHTpalua (GpIyKoHa3oja Ha 7
OEeHb JIeYeHHUs cocTaBsisna 23,4 MKT / T yepe3 7 OJHEU IocJjie IPUMEHEHHU S CIIeaylollen
OO3bI KOHIIEHTPAIINS BCe ellle cocTaBisiia /,1 MKr / T.



KonnenTpanus ¢pnyKoHa3ojia B HOTTAX 1mocyie 4 mecsieB npuMmenenus 150 mr 1 pa3 B
Hememnto cocTaBjsiia 4,05 MKT / T' B 3HOPOBHIX MOOPOBOJIbIEB U 1,8 MKT / T 1ipu
3ab0sieBaHUSAX HOTTEH; (DJIIyKOHA30JI OIIpeerisasicsa B oOpa3iax HOorTel yepes3 6
MeCSIIEB MTOCIIe 3aBEPIIECHUS Tepannu.

MeTabomu3m.

®nykoHa3051 MeTaboIu3upyeTcss He3HAaUYUTENNbHO. [Ipyu BBeIeHUH 03k, MEYeHOU
paguoOaKTUBHBEIMU U30TONaMu, TOJIBKO 11% ¢yKoHa3051a BEIBOOUTCS C MOYOU B
n3MeHeHHOM Bupe. OIyKOoHa30J1 ABISETCS CeIeKTUBHBIM MHIUOUTOPOM M30(pepMEHTOB
CYP2C9 u CYP3A4, a takxke uaruoutopom pepmenta CYP2C19.

OKCKpenus.

[Tepuop nonyBEIBeOeHU (hIIyKOHa30JIa U3 JIa3Mbl KPOBU COCTaBisAeT 0K0Ji0o 30 Jacos.
Bonpilasg yacTs npemnapaTta BEIBOOUTCSA ITO04YKaMu, ImpudyeM 80% BBEOEHHOU OO3HI
oOHapyzKMBaeTCs B MOYe B Hen3MeHeHHOM Bupe. Knupenc ¢aykoHa3ona
ITPOTIOPIIMOHAIEH KIIMPEeHCY KpeaTUHUHA. LIUpKyTupyIommux MeTaboIuTOB HE
oOHapyXKeHO.

HJII/ITGTIBHBII;I IIepuon IIOJIYBEIBEOEHHU A IIPEIlapaTa U3 IIJIa3MEI KPOBH Oa€eT
BO3MOZKHOCTB Pa30BOI'0 IIPUMEHEHMH IIPellapaTa IIPHU BarnHaJIbHOM KaHIONOO03€e, a
TaK2Ke IIPUMEeHEHHE IIpellapaTa 1 Pa3 B HeOeJIIO IIPU OPYTIuX IMOKa3aHUuAgX.

IToueyHass HeOOCMAMO4YHOCMY.

Y nanueHTOB C HIOYEYHOU HEJOCTaTOYHOCTHIO TSAXKEJION CTEIleHU (CKOPOCTh
KJIy004KOBOM punbTpaumu <20 MJI / MUH) II€PUOJ IIOTYBLIBEAEHUS YBEJINUUBAETCS C
30 gyacoB mo 98 yacoB. [IoaTOMy 3TOM KaTETOPUU ITAllMEHTOB HEOOXOOIMMO CHU3UTD
no3y diaykoHa3oma. OJIyKOHA30J1 yoanaseTCcsa IyTeM reMoauanin3a U B MeHbIIen
CTeIleHU - IYTEM MHTpallepuTOHealbHasa auanu3a. CeaHc remoguannia
MIPOAOJIKUTENILHOCTHIO 3 Yaca CHUIKaeT YPOBEHb (pJIyKOHaA30J1a B IIJla3Me KPOBU Ha
50%.

ITauueHmul NnoJHcUI020 BO3pPACMA.



[lepuop monyBEIBeOeHU - 46,2 gaca. 9T papMaKOKUHETHYECKHE TOKa3aTEeIN BHIIIE
10 CPAaBHEHUIO C aHAJIOTUYHBEIMH Y 3[O0POBLIX TOOPOBOJILIIEB MOJIOIOT0 BO3pacTa.
OpHOBpEMEHHOE IPUMEHEHNE JUYPETUKOB He UMEeJI0 3HAaYUTEIbHOTO BIUSHUS Ha
Cmax u AUC. KK (74 mn / MuH), IpPOLEHT PJIyKOHA30J1a, YTO EKCKPEeTyBaBCs C MOYOU B
HeusMeHeHHOM Bupe (0-24 gaca, 22%) u no4euyHbIN KIupeHc ¢paykoHa3ona (0,124 mn
/ MUH / KT') V TIAllU€HTOB JaHHOM BO3PACTHOM I'PYMINObl OB/ HUXKE, YeM aHaJIOTHUYHBIe
IMoKa3aTeNIu y MIAAIIuX ToOpoBoJIbleB. [ToaToMy namMeHeHus: GapMaKOKUHETUKU Y
MaIUueHTOB II0KUJIOT0 BO3pacTa 3aBUCAT OT ITapaMeTPOB (PYHKIIMU II0YEK.

IToxa3zauus

e OCTpHIYM BaTrMHAJILHBIM KaHOUO03, KOTIa MeCTHas Tepalus He 1erecoobpa3Ha.
o Kaununmo3Helii OamaHUT, KOTa MeCTHas Tepanus He IiejiecooOpa3Ha.

ITporuBONOKa3aHUA

e 'UNIEePYYBCTBUTENBHOCTD K (PJIYyKOHA30/Ty, APYTUM a30/IbHBIM COEUHEHUSIM UJIU K
JTI000MYy M3 BCIIOMOTATEJIbHEIX BEIIeCTB IIpenapara.

e OmHOBPEMEHHOE TpUMeHeHNe (HIYKOHa30/Ia U TepdeHaanHa namueHTam,
KOTOpPHIE IIPUMEHSIOT (PJIYKOHA30JI MHOTOKpPaTHO B m03ax 400 Mr / CyT U BHIIIIE
(cornacHO pe3ynbTaTaM HCCIEedOBaHUSI B3aUMOOENCTBUS MHOTOKPaTHOTO
IPUMEHEHUS).

e OgHOBpEMEeHHOe IIpUMeHeHue (hIyKoHa30jIa U OPYyTruX JeKapCTBEHHBIX CPEACTB,
KOTOpPbIe YOIUHSIOT nHTepBaa QT u MeTabomu3upyoTCs C IMOMOIIbI0 (hepMeHTa
CYP2A4 (ranpuMep nm3anpuga, acTeMu3osia, IMMO3uaa, XUHUAWHA, aMUOJapoHa
U 3PUTPOMUIIAHA).

B3auMoOOeHCTBHE C IPYTrHMH JIEKapCTBEHHBLIMH CPEeICTBAMH H IPyrue BHIBI
B3aMMOIEeHUCTBHHA

[IpoTUBOMOKAa3aHO OJHOBPEMEHHOE MpUMeHeHre (PIyKoHa30Jla U HuXKeyKa3aHHbBIX
JIEKaPCTBEHHBIX CPEICTB.

L[uzanpud. Coo06I111az10oCh 0 Pa3BUTUU ITOOOUHBIX PEaKIIUM CO CTOPOHBI Cep/lla, B TOM
YUCJIe O ITapOKCU3MaJIbHOM XKeJIyOO4YKOBOU TaXUKapAauMu TUIla HUPYIT y MallUueHTOB,
KOTOPBLIE OOHOBPEMEHHO MPUMEHANN (PIyKOoHa3051 u 1u3anpun. OmoHOBpeMeHHOe
npuMeHenue 200 mr ¢piykoHasosna 1 pa3 B cyTku u 20 Mr nm3anpuga 4 pa3a B CyTKH
IIPHUBOOMIIO K 3HAUUTEJIbHOMY IMOBHIIIEHUIO YPOBHS LIM3alpuaa B IJla3Me KPOBU U
yonuHeHue uHTepBana QT. OgHOBpeMeHHOe ITpuMeHeHne QIyKOHa30Jja U [u3anpuaa
OpOoTUBOMNOKa3aHo (CcM. «[IpoTuBOIOKa3aHUSI»).



TeppeHaduH. V13-3a ciydaeB Pa3BUTHUS TSAXKEJIbIX CEPOEYHBIX apPUTMUM, BEI3BAaHHBIX
yonuHeHreM uHTepBasa QTc y maiieHToB, KOTOPhIe IPUMEHSAIOT a30JIbHbIE
MTPOTUBOTPUOKOBLIE JIEKAPCTBEHHBIE CPECTBA OMHOBPEMEHHO C TepheHaguHoM, ObIITH
IIPOBEEHEl UCCIeq0BaHUs B3aUMOLOENCTBUS 3TUX JIEKAPCTBEHHLIX CPeacTB. [Ipu
npuMeHeHUHn prykKoHa3osa B fo3e 200 MI B CYyTKH He BHISIBJIEHO YOJIMHEHUE
uHTepBana QTc. [Ipu npumerHeHun GpiaykoHasosna B fo3ax 400 mr u 800 Mr B CyTKH
OBI710 3apUKCUPOBAHO, UTO ITpuMeHeHue pykoHa3osa B mo3e 400 M B CyTKU UJIN
BHIIIIE 3HAQYUTEJILHO IIOBHIIIIAET YPOBEHD TepdeHaOnHa B IMjia3Me KPOBU IIPHU
OOHOBPEMEHHOM IPUMEHEHHUH 3TUX IIpenapaToB. COBMECTHOE IIPUMEHEHNE
¢bnykona3zomna B mo3e 400 Mr umu BhIIIE C TeppeHaguHOM IIPOTUBOIIOKa3aHO (CM.
«IIpotuBomOKazaHusa»). [Ipu npuMeHeHuu QIyKoHa30sa B 0o3e Huxke 400 Mr B CyTKH
OOHOBPEMEHHO C TepdeHaaAuHOM CJieoyeT NPOBOOUTH TIATEIbHBI MOHUTOPUHT
COCTOSIHUSA ITallueHTa.

Acmemu3son. CoBMeCTHOe IIpuMeHeHue QIyKOHa30Jila U aCTeMU30JIa MOXKET
YMEHBIINUTh KJIUPEHC acTeMu30Jia. BEI3BaHHOE 9TUM MOBHIILIEHNE KOHIIEHTpaluu
acTeMHu30Jjia B IM1a3Me KPOBU MOXKET IIPUBECTHU K YOInHeHUI0 uHTepBasna QT; B peOgkux
Ccily4dasix - 4O IapOKCHU3MaJIbHOM XKEeJIyJOYKOBOU TaXUKapauu TUIla IIHUPYIT.
OpHOBpEMEeHHOe puMeHeHHe (QIyYKOHa30Jla U aCTeMHU30JIa IPOTUBOIIOKA3aHo (CM.
«[TpoTuBOIOKa3aHUSI»).

ITumo3uld u xuHuOuH. CoBMeCTHOe NpuUMeHeHNe (HIYKOHA30/Ia U TUMO3uaa Uin
XUHUOWUHA MOXET IPUBOOUTH K YTHETEHUIO MeTabonIu3Ma MUMO3uaa Uik XUHUOWHA,
XOTS COOTBETCTBYIOIIMX UCCIIE€AOBAHUU in vitro u in vivo He nipoBoguiu. [1oBhIIIIEHHE
KOHILIEHTPalUUy MUMO3Uuga Uik XMHUANHA B [IJla3Me KPOBU MOXKET BbI3BaTh VOJIMHEHUE
uHTepBana QT u B pedKux ciydasx IPUBOOUTH K PA3BUTHUIO ITIapOKCU3MaIbHOMN
KeJIyOOYKOBOU TaXMKapAuM Tulla nupysTt. OmHOBpEeMEHHOE IPUMEHEHNEe
(pnmykoHa305a ¥ MUMO3Uda UIU XUHUOWHA ITPOTHUBOIIOKA3aHOo (CM.
«[IpoTuBOIOKa3aHUSI»).

IpumpomuuyuH. OTHOBPpEMEHHOE IIPUMEeHEeHNEe 3PUTPOMUIIMHA U (HIIyKOHAa30JIa
MMOTEHILIMAIbHO MOXKET MPUBOAUTH K MOBHIIIIEHUIO PUCKa Pa3BUTUA
KapOUOTOKCUYHOCTH (yOonuHeHue nHTepBana QT, mapokcu3MalbHas XKeyoouKoBast
TaXWKapOus TUIA IIUPYIT) U, KaK CIeNCTBUE, K BHE3AITHON CepOedYHOoN CMEepPTH.
[TpuMeHeHUEe KOMOMHAIINY JAaHHBIX JIEKaPCTBEHHBIX CPEICTB IPOTHUBOIIOKA3aHO (CM.



«[IpoTuBOIOKa3aHUSI»).

He pekomeHayeTcss OmMHOBpeMeHHOe ITpuMeHeHre GIIyKOHa30J1a C
HUXKeNPUBEeNEeHHEIMU JIeKapCTBEHHLIMHU CPEICTBAMHU.

I'anogpanmpuH. ®1yKOHA30JI MOXKET BBEI3BATh IIOBHIIIEHNE KOHIIEHTPAILIMNU
rajodaHTpPUHA B Iy1a3Me KpoBU 3a cueT yrHeTeHusa CYP3A4. OgpHOBpeMeEHHOE
IpUMEHEHME STUX JIEKapCTBEHHBIX CPENCTB IOTEHIIUAIbHO MOXKET IIPUBOOUTH K
MOBHIIEHWIO PUCKA Pa3BUTUS KapOUOTOKCUYHOCTHU (yonuHeHUEe nHaTepBaia QT,
mapoKcu3MaJslbHas XKeJygouyKoBas TaXUuKapaus TUIla IUPYST) U, KakK CIIeNCTBUE, K
BHEe3aIlTHOU ceppaedyHou cMepTu. CrnenyeT usberaTh NpuMeHEeHNsT KOMOWHAIIUY OJaHHBIX
JIEKAPCTBEHHHIX CpeacTB (cM. Pasmen «OcoOeHHOCTU MPUMEHEHUST»).

CoBMecTHOe ITpuMeHeHne QIYKOHAa30Jla U HUXKeyKa3aHHBIX JIeKapCTBEHHBIX CPENICTB
TpebyeT OCTOPOIKHOCTH.

AmuodapoH. OgHOBpeEMEHHOE TPUMeHeHNe (PJIyKOHa30Jjla C aMAOgapOHOM MOXKET
IIpUBECTU K yajInHeHuIo uaTepBasa QT. OJIyKoHa30JI cjiefyeT C OCTOPOXKHOCTHIO
MIPUMEHSATH BMECTE C aMHUOJapOHOM, 0COOEHHO B Cliydae MPUMEHEeHUS BEICOKOU O3HI
¢pnykonaszomna (800 mr).

CoBMecTHOe mpuMeHeHue GIIYKOHA30J1a ¥ HUXKEeyKa3aHHBIX JIeKaPCTBEHHBIX CPEICTB
TpebGyeT OCTOPOKHOCTH ¥ KOPPEKIIUU O3HI.

BnusiHre Opyrux JeKapCcTBeHHBIX CPeOCcTB Ha (GpJIyKOHa3071.

HccnemoBaHue B3aMMOOENCTBUS MOKa3ajlu, YTO OJHOBPEMEHHOE yIIOoTpeOIeHue MUY,
IIpUMEeHeHre IIMMeTUANHA, aHTAlluI0B UIU OajibHelIee 00TydeHre BCEro Tema as
rmepecagky KOCTHOTO MO3Tra He UMeeT KJIIMHUYEeCKH 3HaYMMOT0 BIIMSIHUS Ha
abcopbuuio p1yKoHa30J1a IPU ero nepopajabHOM IPUMEHEeHUH.



PugamnuuurH. OmHOBpEMEHHOE IIpUMeHeHUe (IIyKOHAa30J1a U pudaMIInuiiHa
npuBoguio K canxeHuno AUC Ha 25% u cokpalljaeT Iepuof I01yBEIBEAEHU A
(nykonaszona Ha 20%. [TosTOMy [OJia MalieHTOB, IIPUHUMAKOIIUX PUPaMIIAIINH,
cleayeT PacCMOTPETH 11e1eCo00Pa3HOCTh MOBHIIIIEHUS O03k (PIIyKOHA3071a.

I'udpoxsaopomuasud. B uccnegoBanuu ¢papMaKOKMHETUYECKOTO B3aUMOIENCTBUS
OOHOBPEMEHHOE MHOTOKpaTHOe MPUMEHeHNe THAPOXJIOPOTHa3uaa 30OPOBEIM
noOpoBOJIbIlaM, KOTOPBIE ITOTydanu (GJIyKOHa30J1, ITOBHIIIAI0 KOHIIEHTPAIIUIO
(pnykoHa3omna B mia3dMme KpoBu Ha 40%. Takue mapaMeTphl B3aUMOOENCTBUSA He
TpPeOyI0T U3MEHEeHUN B peKuMe I03UPOBaHUs QIyKOHA30JI1a y IMallieHTOB, KOTOPhIE
OOHOBPEMEHHO I0JIy4al0T MOUYETOHHbIE CPEJICTBA.

BnusiHue GuykKoHa30J1a Ha JAPYyrue JeKapCTBEHHbLIE CPECTRA.

®nykKoHa301 ABISIETCS YMEePEeHHBIM HHruoutopoM nurtoxpoma P450 (CYP)
nsopepmenToB 2C9 u 3A4. Takxke PpIyKOHA30I ABASETCSA MOITHBIM MHTUOUTOPOM
2C19. IIpu ogHOBpEMEHHOM IIPpUMeHeHUHU C (PJIIyKOHA30JI0M CYIIIECTBYET PUCK
IIOBHILIIEHUS B IIJIa3Me KPOBU KOHIIEHTPAIUU OPYTUX COeMUHEHUN, KOTOPEIE
MmeTabonusupyiorcss CYP2C9, CYP2C19 u CYP3A4. [TosToMy IPUMEHSTh TaKue
KOMOMHaIIMM IIperapaToB CIeOyeT C OCTOPOKHOCTBIO, IIPU 9TOM HEOOXOIUMO
THIaTEIbHO HaOII0OaTh 3a COCTOSHUEM ITallUeHTOB. YTHeTaloIllee NelCTBUE
(pnnykoHa30ma Ha pepMEHTHI COXpPaHsAEeTCSa B TedeHue 4-5 CyTOK II0CJie eTo
IIPUMEHEHUS B CBSA3HU C €r0 OJIUTEJIbHBIM IIEPUOAOM OIyBeIBedeHus (cM. Pa3gen
«[TpoTUBOIOKa3aHUS»).

AnvpeHnmarHuaom. IIpu omHOBPpEMEHHOM IIPUMEHEHUN albdeHTaHunIa B go3e 20 MKrT /
KT 1 ¢pyKoHa3oa B go3e 400 mr Habmiomanock AByKpaTHoe yBenuuenue AUC10,
BO3MOXKHO, u3-3a uHruobupoBanus CYP3A4. MoxeT noTpeboBaThCsI KOPPEKTHUPOBKA
Oo3bl anbpeHTaHUMIa.

AmumpunmuauH, HopmpunmuauH. OIyKOHA30JI YCUIUBAET OeHCTBUE
AMUTPUNTUINHA U HOPTPUNTHUINHA. PEKOMEHIOYeTCs U3MePsITh KOHIIEHTPAIIuU 5-
HOPTPUNTUIUHOM U / UNTH S-aMUTPUIITUIINHA B Hadajie KOMOMHUPOBAHHOM TepPAIluu U
yepe3 1 Hepemnto. B ciiyyae HeE0OXOAMMOCTHY CIeOyEeT OTKOPPEKTUPOBATH O3y
AMUTPUNTHUINHA / HOPTPUIITHIINHOM.



AmpomepuyuH B. OgHOBpeMeHHOe ITpuMeHeHue GIyKoHa30sa 1 aMmpoTepulinHa B
UHPUIIMPOBAaHHBIM MBIIIIAM C HOPMaJIbHEIM UMMYHUTETOM ¥ UHOUIIMPOBAHHLIM
MBIIIIaM C TOHU2KEHHBLIM UMMYHUTETOM MIPUBEJIO K TAKUM pe3yabTaTaM: HeOOJIbIIION
aOOUTUBHBIN IIPOTUBOTPUOKOBEIN 3(pdeKT npu cuctemuou nHpekuu C. albicans,
OTCYTCTBHE B3aUMONENCTBUS IIPU BHyTpudepenHoi nundekuum Cryptococcus
neoformans ¥ aHTarOHMU3M [BYX ITpellapaToB IIpU CUCTEMHOU HHPeKuu Aspergillus
fumigatus. KnuHn4yeckoe 3HadeHNe pPe3yJIbTaTOB HEU3BECTHO.

AHmuxkoazeyaaHmol. Kak u Ipyu IpUMEeHEHUH OPYTUX a30JIbHBIM IIPOTUBOTPUOKOBBIX
CPE[CTB IPHU OJHOBPEMEHHOM ITpUMeHEeHUN (QIIyKOHa30s1a 1 BapdaprHa
3a(pUKCHUPOBAHEI ClTy4au Pa3BUTUSA KPOBOTEYEHUU (reMaTOMEI, HOCOBOT'O
KPOBOTEYEHUS, XKEeJTyTOUYHO-KUIIIeYHBIX KDOBOTEUYEHNM, TeMaTyPUU U MEJIEHEI) B
COYeTaHUU C yOJIUHEHUEM IIPOTPOMOMHOBOTO BpeMeHu. [Ipu ogHOBpEMEHHOM
npuMeHeHUH GJIyKOHa30ja 1 BapdapuHa Habsomanoch AByKpaTHOE OBHIIIIEHNE
IPOTPOMOMHOBOTO BPEMEHH, BEPOSITHO, BCJIEACTBUE YTHETEHUSI MeTabonmu3Ma
BapdapuHa yepe3 CYP2C9. CnenyeT THIaTENbHO KOHTPOJIMPOBATh TPOTPOMOMHOBOE
BpeMs y IallieHTOB, OOHOBPEMEHHO IIPUHUMAKIINX aHTUKOAaryJISHTh KyMapuHOBOTO
WU UHOaHeOUOH. MoxkeT noTpeboBaThCsI KOPPEKIIUS AO03bl aHTUKOATYJISTHTA.

ben3o00uaszenuHbl KOpOmMKo20 Oelicmaus, Hanpumep mMudal3oiam, mpua3oadm.
[TpumeHeHue pr1yKOHa30J1a Iocjie IepopaabHOr0 MPUMEHEHNSI MUa30IaMa
MIPUBOOUIIO K 3HAYUTEJIbHOMY ITOBBIILIEHNIO KOHIIEHTPAIlUU MHUOa301aMa U K YCUIIE€HUIO
IICUXOMOTOPHEBIX 3¢ PeKkToB. ODHOBPEMEHHOE ITpUMeHeHne QIyKoHa3o0sa B go3e 200
MI U MUpa30jlaMa B [03€e 7,5 MrI IepopajibHO IPUBOAUIIO K IOBhIIIeHUI0 AUC u
mepuona mojiyBeiBeeHusda B 3,7 u 2,2 pa3a COOTBETCTBEHHO. [IpuMeHeHUe
(pnykonaszomna B go3e 200 mr B cyTku u 0,25 MI TpumalojiaMa IIepopajbHO IIPUBOOUIIO K
noseienuo AUC u nepuopa nonyBeiBegeHus B 4,4 u 2,3 pa3a COOTBETCTBEHHO. [Ipu
OOHOBPEMEHHOM ITpUMeHeHUM (IyKOHa30JIa U Tpra3ojiaMa HabJioanoch
MIOTEHIIMPOBaHUEe U MPOooHTanusa 3¢pHeKTOB TprualojaMa.

Ecnu nmauyeHTy, KOTOPHIM IIPOXOOUT KypPC JiedueHus (pIyKoHa30JI0M, He00X0OUuMO
OOHOBPEMEHHO Ha3HAYUTh Tepamnuio 6eH30Qua3enrnHaMu, 103y ITOCTIeOHUX CIeayeT
YMEHBIIUTh U YCTAHOBUTH HaJIeKaIlIUi Ha30p 3a COCTOSTHUEM TMallieHTa.



KapbamazenuH. ®nyKoHa30J1 yrHeTaeT MeTabonu3M KapOaMa3eluHa U BhI3BIBAET
MTOBHINIIEHNE YPOBHS KapOaMa3enuHa B CBIBOPOTKe KpoBu Ha 30%. CyliecTByeT pUCK
Pa3BUTHUSI TOKCUYHOCTHU CO CTOPOHBI KapOaMa3enuHa. MoxkeT noTpeboBaThCSA
KOPPEKTUPOBKA A03H KapbaMa3enuHa B 3aBUCUMOCTH OT YPOBHS €r0 KOHILIEHTPalluu U
OenCcTBUSA Ipelapara.

Baokamopbl Kaavyuesvix KaHasa108. HEKOTOPhIe aHTarOHUCTH Kanblius (HU(peOIunuH,
WCPAOUIINH, aMJIOOUNUH U ¢penonunni) Metabonusupyetcsa pepmentom CYP3A4.
®1yKOHA30J1 MOTEHIIUAIFHO MOXKET MOBHIIIaTh CUCTEMHYIO 3KCIIO3UIUIO OJIOKATOPOB
Ka/IblIMEeBBIX KaHa/I0B. PEKOMeHOyeMbIH THIaTeIbHBI MOHUTOPUHT Pa3BUTUSA
MOOOYHBIX PEeaKL.

Llenekokcub. [1pu omHOBpeMEHHOM IpuMeHeHUU prykoHazosna (200 MT B CyTKHU) U
renekokcuda (200 mr) Cmax u AUC 1enekokcruOa IMOBBIIIanuchk Ha 68% u 134%
COOTBETCTBEHHO. [Ipu OHOBpeMEeHHOM IIPUMEHEHHNHU lieTeKokcuba u GpryKoHasona
MOZKET IMOTPeboBaTLCSI YMEHBIIIEHNWE O3k I1eJIeEKOKCHuOa BOBOE.

Lukaopocgamud. OmHOBPpEMEHHOE TPUMEHeHNe MUKIodpochamMuga 1 GIyKoHa30Ia
ITPUBOOUT K ITOBHIIIIEHUIO YPOBHS OMNMUPYOMHA U KpeaTUHUHA B CHIBOPOTKE KPOBU. ITU
ImperapaThl MOXKHO MPUMEHSATH OOHOBPEMEHHO, YUUTHIBAsI PUCK ITOBBIIIIEHUS
KOHIIeHTpaluu OunmmpyorHa ¥ KpeaTUHUHA B CBIBOPOTKE KPOBH.

®ermanus. Coobianock 06 OOHOM JIeTAJIbHOM CJIIydae WHTOKCUKAIINU (eHTaHUIIOM
BCJIE[ICTBHE BO3MOXKHOI'0O B3auMOAeNCcTBUs heHTaHuIa u GpykKoHasona. Beiio
ITPOOEMOHCTPUPOBAHO, YTO (GJIYKOHA30JI 3HAYUTEJIPHO 3aMeJIsiI 9TUMUHAIINIO
dbenTanusa. [ToBbIllIeHNE KOHIIEHTPAIUMU (eHTaHUIa MOXKET IIPUBECTHU K YTHETEHUIO
ObIXaHUs, TI09TOMY CJIEeNyeT TIIaTeJIbHO KOHTPOJIMPOBATh COCTOSIHUE TIallMeHTa.
MozxkeT moTpeboBaThCSI KOPPEKIUsS 03kl (heHTaHUIIA.

HHeubumopusl 'MI'-KoA-pedykma3svl. COBMECTHOe IpuMeHeHue GpJIyKOHa30/1a u
uHruoutopoB 'MK-KoA-penykTa3ssl, KoTopble MeTabonu3upyiorcss CYP3A4
(aTopBacTaTHH ¥ CUMBACTATUH), U1 UHTUOUTOPOB ' MI'-KOA-penyKTas3nl, KOTOPhIE
MmeTabonu3upyTcad CYP2C9 (dhmayBacTaTuH), MOBHIIAET PUCK PAa3BUTUS MUOIIATHUU U
pabmomMuonu3a. B ciydae He0OXOOUMOCTHU OMHOBPEMEHHOTO IIPUMEHEHUS 9TUX



IIpenapaToB cJiefAyeT THIaTeIbHO HaOMogaTh 3a NallMeHTOM OTHOCUTEJIBHO
BO3HUKHOBEHUSI CUMIITOMOB MUOIIATUHN 1 PAaOMOMHOIN3a U IPOBOAUTH MOHUTOPUHT
ypoBHs K®K. B ciiydyae IOBHILIEHKS YPOBHS KpeaTUHKUA3E], a TaKxXkKe I[Ipu
OUarHOCTUPOBAHUHU UJIM ITIOAO3PEHUM Ha MUONATUIO / pabmoMUOIN3 TPUMEHEHU ST
uHruoutopoB 'MI'-KoA-penyKTashl ciiefyeT IpeKpPaTHuTh.

Osaanapub. Ymepenuble uHruoutopsl CYP3A4, Takue Kak GpyKoHa3071, YBEJIMYUBAIOT
IJIa3MeHHble KOHIIEHTPAIUX 0Jlallapr00B, TO3TOMY MX OTHOBPEMEHHOE IIPUMEHEHUE
He pekoMeHAayeTcs. Ecnu Takol KoMOMHAIMKM HeNb3s1 n3bexkKaTh, IIPUEM ojlarapudy
orpannuyuBaioT go3amu 200 mMr 2 pa3a B CyTKH.

HmmyHocynpeccopbl (Hanpumep, LUuK/A0CNOPUH, 38€POAUMYC, CUPOAUMYC U
makpoaumyc).

IukaocnopuH. ®1yKOHaA30J1 3HAUUTEJIbHO ITOBHIIIAaeT KOHIleHTpanuoo u AUC
LMKJIocnopuHa. [Ipu ogHOBpeMeHHOM NTpuMeHeHun (piayKoHa3osa B go3e 200 Mr B
CYTKHY U ITUKJIOCIIOPMHA B Ho3e 2,7 Mr / Kr / cyT Habmoganock yBenuueHue AUC
LUKIOCIopuHa B 1,8 pa3a. OTu npemnapaThl MOXKHO IIPUMEHSITh OOMHOBPEMEHHO IIPU
YCIIOBUU YMEHbBIIIEHUS 03kl IUKJIOCIIOPHUHA B 3aBUCUMOCTH OT €ro KOHIIeHTpalluu.

3eepoaumyc. PIyKOHA30JI MOXKET IIOBHIIIAThL KOHIIEHTPAIIUI0 3BepojiuMyca B
CLIBOPOTKE KpoBU IyTeM nHrudbupoBanusa CYP3A4. XoTs uccnemoBaHui in vitro u in
Vivo He IPOBOOWIN, U3BECTHO, YTO (PIIYKOHA30JI MOXKET IIOBHIIIaTh KOHIIEHTPAIIUIO
9BEpPOIUMYCa B CLIBOPOTKE KPOBU nyTeM nHrubupoBauusi CYP3A4.

Cupoaumyc. ®1yKoHaA30JI IIOBHIIAET KOHIIEHTPAlUI0 CUPOJILMYyCa B IIJla3Me KPOBY,
BEPOSITHO, IIyTEM ITOmaBlIeHUust MeTabonu3mMa cuponumyca pepmeratom CYP3A4 u P-
TJIUKONPOTENH. DTHU IpenapaThl MOXKHO IPUMEHATH OODHOBPEMEHHO IIPU YCJIOBUU
KOPPEKTUPOBKY OO3BI CUPOJIUMYyCa B 3aBUCUMOCTU OT YPOBHS KOHIIEHTPALUU U
a¢pdeKkTOB mIpemapara.

Takpoaumyc. OIyKOHA30JI MOXKET IIOBHIIIATh KOHIIEHTPALMIO TAaKPOJIMMYyCa B
CLIBOPOTKE KPOBU B 5 pa3 IpHU €ro NepopaabHOM IIPUMEHEHUU U3-3a MOIaBIeHU
MeTabonu3mMa Takponumyca pepmernToM CYP3A4 B KunieuHuke. [Ipu BHYTPUBEHHOM
NpUMEHEHUU TaKpoJIuMyca He HaOJroganoch 3HaYUTEJIbHBIX U3MEHEHUU



dbapmMakoKruHeTUKHU. [10BHIIIIEHHBIE YPOBHU TAaKPOIUMYCa aCCOLMUPYIOTCSI C
He(PPOTOKCUYHOCTHIO. [[03y TaKpoIuMyca IJis IepopabHOr0 IPUMEHEHUS CIIeayeT
CHUXKATh B 3aBUCUMOCTH OT KOHIIEHTPALIMHU TaKpPOJILMYyca.

JIozapmawn. ®1yKOHa30J1 yTHeTaeT MeTab0Iu3M jio3apTaHa K ero aKTUBHOT'0
MmeTtabonuTa (E-31 74), uyto o0ycioBiauBaeT OOJIBIIYIO YaCTh aHTAaroHU3Ma K
penenTopaM aHruoTeH3uHa Il mpu npuMeHeHUU jio3apTaHa. PekoMmeHnyeTcsa
OCYIIECTBJIAATh IIOCTOSAHHBEIM MOHUTOPUHT apTepUasbHOIO JaBJIeHUs y ITallueHTOB.

MemaooH. ®1yKOHAa30J1I MOXKET IMOBHIIIIaTh KOHIIEHTPAIUI0 MeTaJgoOHa B CHIBOPOTKE
KpoBuU. [Ipu OgHOBpEMEHHOM NPUMEHEHUN MeTamoHa U (pJIyKoHa30j1a MOXKET
MoTPeboBaTHLCST KOPPEKTUPOBKA HO3BI METaAgOHa.

HecmepouoHble npomugosocnaaumenvHvle npenapamolt (HI1BII). T1pn
OOHOBPEMEHHOM IIpUMeHeHUuu c ¢pnykoHa3onoM Cmax u AUC ¢pnypburnpodera
noBbianuck Ha 23% u 81% COOTBETCTBEHHO I10 CPaBHEHUIO C COOTBETCTBYIOILUMU
IMOKa3aTeNsIMU IPU IPUMEHEHUU TOJIBKO GnypounpoderHa. AHAIOTUYHO TPU
OOHOBPEMEHHOM ITpUMeHeHUU (IyKOHa30ja ¢ paueMudeckuM ubynpodenom (400 mr)
Cmax u AUC ¢dapMaKoJIOTUYeCKH aKTUBHOTO n3oMepa S - (+) - ubynpodena
OBHINIAIUCE Ha 15% 1 82% COOTBETCTBEHHO I10 CPaBHEHUIO C COOTBETCTBYIOIIUMU
IMoKa3aTeIsiMU IIPU IPUMEHEHUHU TOJIbKO palleMruYecKoro ubynpodeHa.

®yKOHAa30JI IOTEHIMAIbHO MOXKET IIOBHIIIaTh CUCTEMHYIO 9KCIIO3ULINIO OPYTUX
HIIBII, koTophie MmeTabonu3upyiorcsas CYP2C9 (HanpuMep, HaIPOKCEH,
JIOPHOKCHKaMa, MeJIOKCuKaMa, JUKIopeHakKa). X0Ts CIelnalbHbIX UCCIIeNOBAaHUN HE
IpoOBOAUIH, (PJIyKOHA30JI MOXKET MOBHIIIIATh CUCTEMHYIO 3Kcrio3unuio apyrux HIIBII,
KoTopble MeTabonusupywtrca CYP2C9 (HanmpuMep, HalIPpOKCEH, JIOPHOKCHUKaMa,
MeJIOKCUKaMa, JuKJIopeHaka).

PekoMeHOyeTCs IEPUOANYECKH OCYIIEeCTBIISTh MOHUTOPUHT MMOOOYHBIX PeakKuil 1
TOKCUYECKUX MPOsIBIIeHUM, CBsi3aHHBIX ¢ HITBII. MoxkeT noTpeboBaThCs
KoppeKkTupoBKa go3sl HIIBII.



®eHumouH. OITYKOHA30J1 yrHeTaeT MeTabonu3M GeHUTONHA B IIEYEHHU.
OpHOBpeMeHHOe MHOTOKpaTHOe npuMeHenue 200 Mr ¢piaykoHasomna u 250 Mr
(beHEMTOMHA BHYTPUBEHHO IIPUBOAUT K mOBHIIIeHUI0 AUC24 peruTonHa Ha 75% u C
min Ha 128%. [Ipu omHOBpEMEHHOM IIPUMEHEHUHN 3TUX JIEKaPCTBEHHBIX CPEOCTB
cienyeT IIPOBOOUTHL MOHHUTOPUHT KOHIIeHTpaluu (eHUTONHA B CEIBOPOTKE KPOBU BO
n3bexkaHue PAa3BUTHS TOKCUYECKOI 0 HercTBUS (eHUTONHA.

IIpedHu3oH. CoobI1anock 0 ciydae, KOTrfla y maleHTa MocJjie TPaHCIIaHTalluu
nedyeHu Ha (OHE IPUMEHEHUS NPeOgHN30Ha pa3BUJjlaCh OCTpasi HEJOCTAaTOYHOCTh KOPHI
HaOIIOYEeYHUKOB, BO3HUKIIIEN MTOCJIe TpeKpallleH!sI TPeXMeCIYHOr 0 Kypca Tepaluu
dnykonazonoMm. OTMeHHI (hIyKOHa30J1a, BEPOSITHO, BHI3BAJIO YCUJIEHHE aKTUBHOCTHU
CYP3A4, uTo mpuBEJO K YCKOPeHUIO MeTabonu3Ma npegHu3oHa. CiaeayeT TIiaTeIbHO
CJIEOUTH 3a MallMeHTaMU, KOTOPhIe Ha MPOTSIKEeHUHN OJIUTEIbHOTO BpEMEHU
OOHOBPEMEHHO MPUMEHSAIOT (hIIYKOHA30JI ¥ MPEOHU30H, C LIeNbI0 IpeaynpexXaeHus
Pa3BUTHUS HEJOCTATOYHOCTH KOPHI HAATIOUEUYHUKOB II0CJIe OTMEHHI (PpJIyKOHa3o0I1a.

Pugpabymun. ®m1yKOHA30JI IIOBHIIIIAET KOHIIeHTPaInio pudabdyTuHa B CELIBOPOTKE
KPOBH, 4TO IIpuBOAUT K yBenuueHuio AUC pudabytuta mo 80%. [ITpu omHOBpeMEeHHOM
npuMeHeHUH GIIyKoHa30sa 1 pudabyTrHa coo0IIasoch O CiIy4YasiX Pa3BUTUS YBEUTA.
[Tpu npuMeHeHUM TaKo¥ KOMOUHAIMU JIEKapCTBEHHBIX CPENCTB CIIeAyeT YYUTHIBATh
CUMIITOMBI TOKCUYECKOTO IeCTBUS pudadbyTruHa.

CaxkeuHasup. ®nykoHa3oi noseitaeT AUC u Cmax cakBUHaBUpPa NpuMepHo Ha 50% u
55% COOTBETCTBEHHO U3-3a ITOjaBlIeHUsI MeTabo/IM3Ma cCaKBUHaBUpa B ITeYeHU
depmenTom CYP3A4 u uepe3 uHruObupoBaHue P-rmukomnpoTenHa. BlauMoaencTBus
MexXny (pJIyKOHa30JI0M ¥ CAaKBUHABUPOM / PUTOHABUPOM HE MCCJIef0oBaiaCh, IO3TOMY
OHU MOTYT OBITH O0Jiee BEIpakKeHHBIMU. MoXKeT ToTpeboBaThCa KOPPEKTUPOBKA O3B
cakBMHaBHUPA.

ITpou3soOHble cyabhoHUAMOYEeBUHbL. [Ipy OMHOBPEMEHHOM IIpUMeHEeHUU (PIIYKOHA3011
ITPOJIOHTUPYET IIEPUO]I ITOJTyBbIBEAEHUS ITePOPATbHBIX ITPOU3BOTHBIX
CcynbGOHUIMOYEBUHEI (XJIOPIIpONnaMuaa, rmuOeHKIaMuna, TIUITU3UAa U TOJI0OyTaMuIa)
ITPYU UX MPUMEHEHUH 300POBLIM TOOPOBOJIbIIaM. PEKOMEHIYEeTCSI MTPOBOOUTD
PETYISIPHBIM KOHTPOIb YYPKY B KPOBU M COOTBETCTBYIOIIMM 00pa30M CHUXKATh H03Y
ITPOU3BOIHLIX CYTb(POHUIMOUYEBHUHEI IPH OTHOBPEMEHHOM IIPUMEHEHUHU C
(bnykoHazomom.



TeouaauH. Tlpumenenue ¢pnaykoHasosna no 200 Mr B TedueHue 14 gHel OPUBEIIO K
CHU2KEHWIO CPeJHEeTo KJINpPeHca TeopUusaIrHa B miaa3Me KpoBu Ha 18%. IlamueHTH,
KOTOPHIE ITPUMEHSIOT TeO(MUIIJIMH B BLICOKUX [103aX MJIXM MMEIOIINUX ITOBBIIIIEHHELIN PUCK
pa3BUTHUSA TOKCUYECKHUX ITPOSBJIEHNN TeO(pUIIIMHA 10 APYTUM IpPUYUHAM, CJIegyeT
YCTAHOBUTH HAA30P II0 BHISIBIEHUIO IPHU3HAKOB PA3BUTUS TOKCUUYECKOTO IEeHCTBUSI
TeodunnrHa. Tepanuio cienyeT U3MEHUTD IIPU MOSBJIEHUU IIPU3HAKOB TOKCUYHOCTH.

TogpauumuHub. Biusiaue TopanuTuHUOY BO3pacTaeT IIPU OJHOBPEMEHHOM
NIPUMEHEHUHU C JIeKapCTBEHHBIMU CpefCTBaMU, KOTOPhIE IPUBOIAT K YMEPEHHOMY
unruoupoBanus CYP3A4 u moinHoro narubuposanusa 2C19 (Hanpumep, GprykoHa3omn).
[ToaTOMy peKOMEHOYETCS CHU3UTH A03y TohauuTUHUOYy 70 5 Mr 1 pa3 B CYTKH B
KOMOMHaUMAX C 9TUMU IIpelapaTaMu.

Ankanoudvl 6bapeuHka. PITyKOHA30J1, BEPOSITHO, M3-3a nHrubupoBanusi CYP3A4 moxkeT
BBI3LIBATH ITOBHIIIIEHNE KOHIIEHTPAIIMU aIKaJoua0oB OapBUHKA B IJTa3Me KPOBU
(HampuMep, BUHKPUCTHUHA ¥ BUHOJIACTHHA), YTO IIPUBOOUT K PA3BUTHUIO
HENPOTOKCUUYECKUX 3(PPEKTOB.

Bumamun A. Coo06111ayoch, 4TO y MalieHTa, KOTOPhI OJHOBPEMEHHO ITPUMEHSIIT
TPAHCPETUHOEBY KUCJIOTY (KHUCJIOTHas ¢popMa BUTaMuHa A) u (PIyKOHaA3071,
Habmoganuch MOOOYHEBIE PeaKIIK CO CTOPOHEI IIEeHTPaIbHOM HepBHOM cucTteMbl (LIHC)
B ¢popMe IICEBOOTYMOP I'OJIOBHOTO MO3ra, UC4Ye3 II0CJie OTMEHHI (pJIyKOHa30/1a. OTH
JIeKapCTBEHHBIE CPEACTBA MOXKHO ITPUMEHSATH OOHOBPEMEHHO, HO CJIEAyeT IIOMHUTH O
PHCKe BO3HUKHOBEHUS ITOOOYHBIX peakIiiuii co ctoponsl [IHC.

BopukoHa3oa (uarudbutop CYP2C9, 2C19 u CYP3A4). OgHOBpeMEHHOE ITPUMEeHEeHue
BOpPUKOHa30Jj1a BHYTPh (110 400 Mr Kaxpawle 12 yacoB B TedyeHue 1 gHs, 3ateM 110 200
MT Kaxkable 12 4acoB B TedeHue 2,5 gHe) u ¢piaykKoHa3ona BHYTPb (400 mr B 1-11 meHb,
3ateM 1o 200 mr Kaxpaeie 24 yaca B TedeHUe 4 QHEU ) IPUBEJIO K IMOBHIIIIEHUIO
MaKCuMallbHOU KOHIeHTpalnuu u AUCT BopuKoHa30a B cpegHeM 00 57% (90% [IU:
20%, 107%) u 79% (90% OH: 40%, 128%) cooTBeTCTBEHHO. Hen3BeCTHO, ITPUBOOUT
CHUJKEHNE J03Hl ¥ / UJIM 4aCTOTH IIPUMEHEHU I BOPUKOHa30J1a Ui (PpIyKoHa3oJsa K
yCTpaHeHHIo Takoro adgderTa. [Ipu npuMeHeHNM BOPUKOHA30J1a Imocje GpaykKoHa3oJsa
crenyeT ITPOBOOUTDL HAOJIOMEHUS II0 PAa3BUTUIO TOOOYHBIX 9DP(HEKTOB,



aACCOIIMHUPOBAHHKBIX C BOPHKOHA30JIOM.

3udosyouH. OnykoHa3oi moBeiniaeT C max u AUC 3ugoBynuHa Ha 84% u 74%
COOTBETCTBEHHO, UTO 00yC/IOBJIEHO CHUXKEHHUEM KJIMpeHca 3UJOBYANHA IPUMEPHO Ha
45% 1ipu ero nepopajabHOM IIpUMeHeHuU. [leprop NoIyBEIBEOIEeHUS 3UNOBYONHA OBLII
TaKKe IPoAJieH mpuMepHo Ha 128% mocne nmpuMeHeHUsT KOMOMHaNUM GIyKOHa30Jj1a U
3ugoByOUuHA. [1o COCTOSIHUIO MAllMEeHTOB, TPUHUMAIOIIUX TaKyl0 KOMOUHAILINIO
JIEKapCTBEHHBIX CPEJCTB, ClenyeT HaOIofaTh 10 Pa3BUTHIO TOOOYHBIX peaKIlui,
CBSI3aHHBIX C IPUMEHEHNEM 3UA0ByAuHa. M0OKHO pacCMOTPETH 11eJIecoO00Pa3HOCTh
CHUZKEHUS O3Bl 3UNOBYOUHA.

A3umpomuuyuH. IIpy ODHOBpEMEHHOM IIpUeMe pa30BOM IIPUMEHEHUU a3UuTPOMULIMHA B
no3e 1200 mr u pnykorazosna B go3ax 800 Mr B mpoiiecce OTKPBITOTO
PaHIOMU3UPOBAHHOIO TPEXCTOPOHHETO IIEPEKPECTHOI'O UCCIIENOBAHUS, B KOTOPOM
MpUHAIYU ydyacTue 18 300poBhIX TOOPOBOJILIIEB, OIIEHUBAJIM BIUSHUE a3UTPOMUILIHA U
¢bnykoHa3ona Ha GpapMaKOKHHETUKY OAPYT Opyra IIPpu UX OOHOBPEMEHHOM IIpUeMe
pa3oBoM nmpuMeHeHnu B go3ax 1200 mr u 800 M COOTBETCTBEHHO, HUKAKUX 3HAUUMBIX
dbapMaKOKMHETUYECKUX B3aUMOAENCTBUM BHIIBIIEHO HE OBLIO.

ITepopasavHbie kKoHMpauenmuasl. [IpoBoauIoch 2 hapMaKOKNHETUYECKUX
HMCCIel0BaHUSI MHOTOKPATHOTO NpUMeHeHUs (QIIYKOHa30jla U KOMOMHUPOBAHHOT O
IIepopajabHOro KOHTpauenTuBa. [Ipu npumMeHeHuu ¢pyKoHa3oa B go3e 50 mMr
BIIMSTHUSI Ha YPOBEHb TOPMOHOB He OBIJIO, TOTHa KaK IIPH IIpUMeHeHuH (HIyKOHa30JjIa B
mo3e 200 mr B cyTku Habmomanock yBenuuenue AUC saTuHHUISCTPaguosa Ha 40% u
jieBOHOprecrtpersna Ha 24%. 9TO CBUOETEILCTBYET O TOM, UYTO MHOTOKpaTHOEe
npuMeHeHUe GpIIyKOHa30/Ila B YKa3aHHBIX J03aX BPSAM JIM MOXKET BIUATH Ha

9 HEeKTUBHOCTHh KOMOMHUPOBAHHOI'O II€POPAIbHOI0 KOHTPAlIEIITURA.

Heaxagpmop: omgHOBpEMEHHOE IPUMEHEHNE C UBaKAaPTOPOM, YCUITUTETIEM
MYKOBUCIHUOO3HOTO0 TPAaHCMEeMOPaHHOT0O PEryIsiToOpa IIPOBOAUMOCTH, TOBHIIIAET
9KCIIO3UINI0 UBaKadTopa B 3 pa3a, a rugpokcumMmerunuBakaprTopa (M1) - 8 1,9 paza.
[ manmeHToB, KOTOPhle OOHOBPEMEHHO IPUMEHSIOT YMEPEHHbIE UHTUOUTOPHI
CYP3A, Takue Kak (pJIyKOHA30J1I U 3PUTPOMUILIUH, PEKOMEHOYeTCs CHUXKEHUE O3Bl
nBakadTopa Ao 150 Mr 1 pas B CyTKH.

OC00eHHOCTH IPUMEHEHU ST



IIepmamogumus. CormacHo pe3ylabTaTaM MCCIeOoBaHUSA (pIIyKOHa30/Ia O JIeUeHUs
nepmaTtopuTtuu y geter pIyKoHa30J He IPEeBHIIIaeT Irpu3eodyIbBUH 110
adpdekTBHOCTH, OOHITUM TOKa3aTelb 3HEeKTUBHOCTH cocTaBisieT MeHee 20%.
[TosToMy pIyKOHA30/I HE CIEeOyeT IIPUMEHSATD IS JIeUeHUSI IepMaTOPUTUN.

Kpunmokokko3. [loka3aTenbCTB 3(pPeKTUBHOCTHU (IIYKOHA30JIA [JIs JIeYEeHUS
KPUIITOKOKKO3a APYTUX JIOKAIHU3allui (HalpuMep, JIEeTOYHOT0 KPUIITOKOKKO3a U
KPUIITOKOKKO3a KOXX¥) HeIOCTAaTOYHO, ITI03TOMY PEKOMEHOAINH 10 J030BOT0 PexXuMa
OJIsI JIEYeHUsI TaKuX 3a00JIeBaHUN HET.

I'nybokue sHOeMuyeckue Muko3bl. [loka3aTebCTB 3¢ GEeKTUBHOCTH QIyKOHA30JIa OIS
JIeYeHus APyrux GopM dSHOEMUYHBIX MUKO30B, TAKUX KaK ITapaKOKIIUIUOUIOMUKO3,
TUCTOIIa3MO3 U KOXKHO-TUM(PATHUYECKUN CIIOPOTPUX03, HEJIOCTATOYHO, II03TOMY
PEKOMeHAalui 110 JO30BOT0 PexXuMa [JIsl TeYeHUs TaKuX 3a00IeBaHui HET.

IToueuHas cucmema. TTaliueHTaM C HapylleHUIMHU QYHKIWY II0YEK IIpenapar CjaegyeT
MMPUMEHSTH C OCTOPOXKHOCTHIO (CM. Pasmen «Cnocob mpuMeHEHUS U [TO3BI»).

HedocmamouHocmb Hadno4yeyHuko8. KeTOKOHa30J1, KaK U3BECTHO, BLI3BIBAET
HEeIOOCTaTOYHOCTDb HAAIIOYEeYHUKOB, 9TO TaKXKe MOXKEeT KacaThCs QIyKoHa30J1a, XOTs
HabrogaeTcss pegko. HemocTaToYHOCTh HAAIIOYEYHHKOB, CBsI3aHHAS C
OOHOBPEMEHHEIM JIeYeHHeM IIPeIHu30HOM, ONKUCaHHas B pa3jese «B3aumMonencTBue
OPYTUMH JIeKapCTBEHHLIMHU CPEeOCTBAaMU 1 OPYyTrue BUOLI B3aUMOIEeNCTBUl. BrnusHue
¢bnykoHa3o0sa Ha Opyrue JeKapCTBeHHbIe CPeaCTBa ».

Co cmopoHbl 2enamobuauapHol cucmemsl. ITariueHTaM ¢ HapymWeHUIMUA QYHKIIUN
IIeYeHHu IIpelapaT ClenyeT IIPUMEHSITh C OCTOPOXKHOCTRIO. [IpuMeHeHne QIIyKOHa30J1a
aCCOLIMMPOBAJIOCh C BOBHUKHOBEHNEM PEOKNX CIIydaeB Pa3BUTUS TAXKeJION
rermaTOTOKCUYHOCTH, BKJTIOYAs JIeTaJIbHBIe CIy4au, TJIaBHBIM 00pa30M Y ITallieHTOB C
TSI2KEeJIBIMU OCHOBHBIMHU 3a00jieBaHUSIMU. B ciydae, Korma pa3BUTHE
reraTOTOKCUYHOCTH aCCOILIMUPOBAJICA C IpuMeHeHueM (pIyKoHa30Jjia, He OTMEYEHO ee
SIBHOU 3aBUCHUMOCTH OT OOIIleM CYTOYHOM [O03bI, AJIMTEILHOCTU Tepalliu, ojia uilu
Bo3pacTa nainueHTa. OOBIYHO remaTOTOKCUYHOCTD, BEI3BaHHAasI (PIIYKOHA30JI0M,
oOpaTuMa, a ee IMPOSIBIEHUS NCUYE3al0T ITI0CIIe IIPeKpallleHUus TePaluin.



[TanyeHTHl, Y KOTOPLIX IIPU ITPpUMeHeHnU (HIyKOHa30s1a HabJIIogaloTCs OTKJIOHEHU ST
pe3ynbTaToB QYHKIIMOHAJILHBIX P00 ITeYeHu, CleyeT YCTaHOBUTh TIaTEIbHOE
HaOofeHne 10 Pa3BUTUIO 00Jiee TSIXKEJIOT0 MoPaXKeHus IIeUeHu.

[TareHTOB cilegyeT IPOUHMOPMHUPOBATE O CUMIITOMAaX, KOTOPEIE MOTYT
CBUIOETEIbCTBOBATh O CEPLE3HOM BIMSHUN Ha IeYeHb (BLIPaxKeHHAas aCTeHHUsI,
AHOPEKCHs, IIOCTOSTHHAS TOIITHOTA, PBOTA U XKeJITyXa). B TaKOM cilyyae mpuMeHeHUe
dbnykoHa30J1a ciefgyeT HeMeaJIeHHO IPEKPATUTDh U IPOKOHCYTbTUPOBATHCS C BPAYOM.

CepdeuHo-cocyOoucmas cucmema. HekKoTophie a30bl, B TOM YUCJie U (PIIyKOHA3O0]I,
accouuupynTcsa ¢ yanuHeHueM nHTepBana QT Ha SKI'. O®n1yKoHa3071 yAJIUHSIET
nHTepBan Q-myTeM yrHETEHUS BEIIPSIMIISIONIEro KanmeBoro kaHana (Ikr). Yonuuaenue
uHTepBana QT BcrnencTBue OelCTBUA OPYTUX JI€KapPCTBEHHLIX CPEOCTB (Hampumep,
aMuofapoHa) MOXKeT yCUJIMBATLCA B pe3yibTaTe yrHeTeHusa pepmeHTa CYP3A4
nuToxpoma P450. Coobmianock 00 oUyeHb peJKux ciydasax yaauHeHue uHtepBana QT u
IapOKCHU3MaJIbHOU XKeJIyJOUYKOBOU TaXUKapAuU TUIla IUPYIT IIPU IPUMEeHEeHUU
dbnykoHa3omna. Takue cooOIleHUsT KacaluCh IMMAllMeHTOB C TSXKeIbIMU 3a00JIeBaHUSIMU
IIPY COYeTaHUM MHOTUX (AaKTOPOB PUCKA, TAKUMHU KaK CTPYKTYpPHBIE 3a001eBaHUsI
cepplla, HapyIlIeHus 3JIEKTPOJIUTHOrO oOMeHa U OTHOBPEMEHHOE ITPUMEHEHNE OPYTUX
JIEKapCTBEHHBIX CPEACTB, BAUAIOMIUX Ha HHTepBas Q-. [lanueHTH C TUIIOKaIueEMUEN 1
IIPOTrPECCUPYIOIIEN CepAeYHON HEJOCTaTOYHOCThIO UMEIOT IOBHIIIIEHHBIN PUCK
BO3HUKHOBEHUS YyIPOKAIOIIUX XKU3HU XKEJIyOOYKOBBIX aPUTMUU U TaPOKCHU3MalbHOU
JKeIyooYKOBOU TaXuKapOuu THUIla IIUPYyIT.

®1yKOHA30JI CjlefyeT C OCTOPOXKHOCTBIO IPUMEHSTH NTallleHTaM C PUCKOM pa3BUTUA
aputMui. ODHOBpEMEHHOE IPUMEHEHHE C JIeKapCTBEHHBIMU CpeNCcTBaMH,
npooHTUPYIOT nHTepBan QTc u MmeTabonmu3upyioTcs ¢ nmomombio pepmenta CYP3A4
unutoxpoMa P450, npoTuBonoka3aHo (cM. Pa3gernsl «IIpoTUBONIOKa3aHUA» U
«B3aumMopmencTBUe C APYTUMMHU JIEKapPCTBEHHBIMU CPEOCTBaMU U OPyryue BUOBI
B3aUMOOENCTBUI»).

I'anogpanmpuH. T'anodaHTpuH sgBnsieTcsa cyoctpaTtoM pepmenTta CYP3A4 u
nposoHrupyeT nHTepBan QTc npu NpuMeHEHNN B PEKOMEHI0BaHHBIX
TepalneBTUUYeCKuX mo3ax. OmHOBpeMeHHOe IPUMeEHeHNe raodaHTpUuHa U



bnykoHa3ona He pekoMeHnayeTcs (cMm. Pa3mensl «IIpoTHBOIIOKa3aHUSA» U
«B3aumopenicTBUe C IPYTUMHU JIEKaPCTBEHHBIMU CPEIICTBAMU U OPYTUE BUIBI
B3aUMOOENCTBUI»).

Annepeuveckue peakuuu. Ilpu npuMeHeHnn QIyKOHa30Jla pegKo CO00IIIanIoCh O
Pa3BUTHUHN TaKUX 9KCGHOINATUBHBLIX KOXKHBIX peakiiuii, ciHapoM CTuBeHcCa-II2KOHCOHA U
TOKCUYECKUM snmuaepMalibHbIM HeKposnu3. [TanuenTsl co CIIM oM Gojiee CKIOHHBI K
Pa3BUTUIO TAXKEJIBIX KOXKHBIX peakKIuil IIpU IPUMEHEHUU MHOTUX JIEKapCTBEHHBIX
cpencTB. Ecnu y nmaneHTa C ITOBEPXHOCTHOM rpuOKOBOM MHGpEKIMEHN TTOSIBIISIIOTCS
BBICBIIIAHHUSI, MOXKHO CBsI3aTh C IpUMeHeHueM (pJIyKOHa30J1a, JajlbHeunIlIee
IpUMEeHeHMe IIpenapaTa cilenyeT IpeKpaTuTh. ECiu y malyeHTa ¢ M”HBa3UBHOU /
CHUCTEeMHOM IrpubKOBOM MHGpEKIHEN ITOSIBISIOTCS BLICHIIIAHUS Ha KOXe, 3a ero
COCTOSTHMEM HY2KHO TIIaTeJIbHO HabofaTh, a B ClIydyae pa3BUTUS OyJIJIe3HBIX
BBICBHITIAHUW WJIU OTMMOP(HOMN 3pUTEMBI IPpUMeHEeHHUs (PJIyKOHa30Jj1a ClIeayeT
IpEeKpPaTuTh.

I'unepuyscmeumeabHocmb. B pegKux ciaydasix coo0I1ajioCh O Pa3BUTUU
aHapumakTUYeCKuX peakiui (cMm. Pasmesn «IIpoTUBOIIOKA3aHUS»).

Llumoxpom P450. ®nyKoHa301 SIBISIETCS YMEPEHHBIM UHTHOUTOPOM (pePMEHTOB
CYP2C9 CYP3AA4. Takxke (hIyKOHA30JI ABJISETCS MOIIHBIM UHTUOUTOPOM (pepMeHTa
CYP2C19. CnenyeT HabmogaTh 3a COCTOSHUEM TTAllMEHTOB, OOHOBPEMEHHO
IPUHUMAaIOMUX (PJIyKOHA30JI U IIpenapaThl C Y3KMM TepaleBTUUYEeCKUM OKHOM,
KOoTophle MeTabonusupytoTcs ¢ yaactueM CYP2C9, CYP2C19 u CYP3A4 (cM. pa3pgen
«B3aumMopenicTBUE C OPYTUMU JIEKapCTBEHHBIMU CPEOCTBAMU U OPYTHUE BULEL
B3aUMOOEMCTBUI»).

TeppernaouH. CrnegyeT THlaTeIbHO HAOMIOOATh 3a COCTOSTHHEM MallieHTa IIpu
OOHOBPEMEHHOM NpPUMeHeHUHU TepdeHagnHa U GIyKoHa3o0a B mo3e meHee 400 mr B
cyTku (cM. Pasgensl «IIpoTuBomoOKa3aHus» U « B3aauMopaencTBre C OpyruMu
JIEKapCTBEHHBIMHU CPEACTBAMHU U OPYT¥e BUOBI B3aUMOOENCTBUL»).

BcnomozamenvHble sBewecmaa. [Ipenapat comepKuT j1akTo3y. [lanineHTaM ¢ pegKuMu
HacJleICTBEHHBIMU 3a00/IeBaHUSMHU, TAKUMH KaK HEIePEHOCHUMOCTE IraJIaKTO3HI,



HeIOOCTaTOYHOCTD JIaKTa3kl Jlarma u MaabaObCcopOIIns TITI0KO3bI-TaJIaKTO3kI, HE ClIeayeT
MIPUMEHSTDL 3TOT IIpernapar.

CnoCcoOHOCTH BJIMSITh HAa CKOPOCTH PEaKIIHH MIPH YIIPaBI€eHHH
ABTOTPAHCIOPTOM HIH padoTe C MeXxaHHU3MaMH

HccnemoBanuil BMusHUS PIyKoHa30JIa Ha CIIOCOOHOCTD YIIPABISTh aBTOTPAHCIIOPTOM
WU OPYTUMU MeXaHU3MaMU He ITPOBOIUIIH.

[TauyeHTOB crenyeT IPOMH(GOPMHUPOBATH O BO3MOXKHOCTH Pa3BUTUS I'OJIOBOKPYXKEHU S
WU CyOOM IIpU IIpuMeHeHue GiyKoHa3osa. [Ipy pa3BUTUHU TaKUX CUMIITOMOB He
PEeKoOMeHOyeTCs YIIPaBJISITh aBTOTPAHCIIOPTOM UM paboTaTh C MEXaHU3MaMH.

IIpuMeHeHHEe B IepHOJ 0€epPEMEeHHOCTH /I KOPMJIEHHSI T'PYAbIO

BbepeMeHHOCTb.

OO6cepBallMOHHBIE UCCIIEOOBAHUS IPOAEeMOHCTPHUPOBAIIH ITOBLIIIIEHHBIM PUCK
CIIOHTAHHOTO abopTa y KEHIIWH, ITONyYaBIInX QIyKOHA30JI B TeUYEeHUEe IIEPBOTO
TpuMecTpa 6epeMeHHOCTH.

Coo0111a710Ch 0 MHOTOYHMCIIEHHBIX BPOXKIEHHbIE TaTOJIOTUMN ¥ HOBOPOXKIEHHBIX
(BkIto4as Opaxuliedanusi, JUCIIa3UI0 YITHOW PaKOBUHBI, Ype3MEPHOE YBEIUUEHHE
TepegHero pogHUYKa, UCKPUBJIeHUEe Oefipa, IJIe4Y0IIpOMeHEeBUM CUHOCTO3), MaTepHu
KOTOPHBIX IIPUHUMAJIM BBICOKHE 03k (ryKoHa3oa (400-800 Mmr / cyT) B Te4eHHE II0
KpaliHel Mepe Tpex unm 6ojsee MecsIeB OJisd TeueHnue KOKIUAUnona03. CBsA3b MeXay
ODpUMeHeHueM (PIIyKOHa30Jla U 3TUMU CJIy4YassMU He OIlpenesieH.

HccnemoBaHus Ha JKUBOTHBIX perOJIVKTHBHOfI TOKCHUYHOCTH.

He cnemyeT npuMeHsITh OOBIYHBIE HO3HI (hJIyKOHA30J1a ¥ KPaTKOCPOYHbIE KYPCHI
nedeHns GIyKOHA30JIOM B Ilepuof 0epeMeHHOCTH, 3a UCKII0UYeHNneM HeOOXOOUMOCTH.

He cienyeT IIPuMEeHATh BEICOKKUE OO3HI (1)JIYKOH83OJIa U [ UJIU OIIUTEJIbHbIE KYPCEI
JledeHus (1)J'IYKOH8_3OJ'IOM B I1epuon 6epeMeHHOCTI/I, 3ad UCKIIIOYEeHHUEM JIEHEHU A
HH(I)GKI.[HI:I, IIOTEHIINAJIbHO YI'PDOZXKAIOIIIKEe 2KU3HHU.



['pynHOE BCKapMJIMBaHUE.

®nykoHa30/1 00HapyKUBaeTCs B TPYTHOM MOJIOKE B KOHIIEHTpaIusaX, OJTM3KUX K
IJIa3MEeHHEBIM, II09TOMY ero Ha3HadyeHNre XKeHIIMHaM B Iepuof JlaKTalluu He
pekoMeHAayeTcs. 'pynHOe BCKapMIMBaHKUE BO3MOXKHO I1I0C/Ie OOHOKPATHOI'O
NpUMeHEHUS CTaHOapTHOU HOo3kl priykoHa3osna 200 Mr meHbIien. ['pymHoe
BCKapMJIMBaHHE He PEKOMEHOYeTCS IPU MHOTOKPaTHOM IPUMEHEHUHU UJIN
IPUMEHEHUN BBICOKUX 03 (PIIyKOHA307a.

DOepPTUIBLHOCTB.

HccnenoBaHus Ha XKUBOTHBIX MY2KCKOT'O ¥ JKE€HCKOTI'O IT0JIa He TPOAEMOHCTPUPOBaJN
BIUSIHUS QIIyKOHa30J1a Ha GepTUIbHOCTb.

Crmoco0 nmpuMeHEeHUsI M T03bI

Karcynel cnemyer rinotaTth llenTukoM. [IpreM npernapaTa He 3aBUCUT OT IIpUeMa ITHIIH.

B3apocizle.

[TpenapaT IpUMEHSIOT BHYTPb B f03e 150 MI omHOKpaTHO.

IlarneHTHl ITOXKKUJIOTO BO3PacTa.

[Tpu OTCYTCTBUM IIPU3HAKOB HapyIIeHUsT QYHKIIUU ITOYEK OJIs JTeYeHUsT JaHHOU
KaTeropuu IMMallieHTOB IIPUMEHSIOT OOBIYHYI0 03y, KaK AJIT B3POCIIHIX.

HapyieHne ¢GyHKIIMK IOYEK.

®TyKOHA30J1 BLIBOJUTCS B OCHOBHOM C MOYOM B HEM3MEeHeHHOM Bupe. [Ipu pa3oBoM
IIPUMEHEeHHUH IIperapaTa KOPPeKTUPOBATh 03y HAaHHOM KaTerOpuH MallMeHTOB He
TpebyeTcs.

Hapymenue ¢pyHKIINN II€eUYEHHN.

®JIyKOHA30J1 CIIelyeT IPUMEHSITh C OCTOPOXKHOCTLIO MAllMeHTaM C HapyIIeHUSIMU
(GyHKIIMY ITeYeHHU, TOCKOJIbKY MH(pOpMaluy 110 IpUMeHeHNI0 (PpJIyKOHa30J1a 3TOU
KaTeropuu IalrueHTOB HeJOCTaTOYHO.

HeTH



b dHeKTUBHOCTL M 6€30IIaCHOCTh MPUMEHEeHH’s IMpelapaTa reHUTalIbHBIX KaHIHUO030B Y
meTel He YCTAaHOBJIEHH, HECMOTPS Ha HCYEePIILIBAIOINe JaHHbIE O IPUMEHEHUHU
mpemnaparta y meTted. Ecnu cylecTByeT HacyllHass He00X0AMMOCTh TPUMEHEHUST
nmpernaparta geTsMm (B Bo3pacTte oT 12 mo 17 nert), cegyeT IpUMEeHSITh OOBIYHBIE TO3bI
IOJIsT B3POCIIBIX.

Ilepemo3upoBka

[Tony4eHo COOOIIIeHHEe O Iepemno3uPoBKe (GPJIYKOHA30I0M; OJTHOBPEMEHHO COO00IIaIoCh
0 TaJUIIOIMHALIMAX ¥ HaPaHOUOAIbHOTO IIOBENEeHMsI.

HpH IIepego3npoBKe Heo0X0auMOo IIPOBECTU CUMIITOMATUYECKYIO ITOOOEPZKHNBAIOITYIO
Tepalluio 1 IIPpHU H606XOJII/IMOCTI/I IIPOMBITHE K€EJIYOOK.

®nyKOHaA30/I B 3HAUUTEJILHON CTEIIEHUW BLIBOOUTCS C MO4YO0U; DOPCHUPOBaAHHLBIN ANYPE3
MOXKEeT YCKOPUTH BEIBeeHUe IIpelapaTa. CeaHc reMoauanuia IpOLOJIKUTEIIbHOCTHIO
3 4yaca CHU2KaeT YPOBeHb (pJIlyKOHa30J1a B Ijla3Me KpoBU Ha 50%.

ITIobouHBbIE peaKIIUuH

Yare Bcero moboYyHBIMHU peaknusamu (> 1/10) ssBasitoTCst ToI0BHast 6071b, 60/Ib B
KUBOTE, IUapesi, TOIIHOTA, PBOTA, CHIIb, IIOBLIIIIEHNE YPOBHS
anannHamMuHOTpaHcdepaswl (AJIT), acmapratamuHoTpancdepasnl (ACT) u nienouyHou
docdaTas3n KpoBwU.

II7151 OIIeHKY 4aCTOThHI BOSHUKHOBEHMUS ITOO0OYHBIX PEAKINM UCIOIb3YIOT CIIeOYIONTYIO0
Kinaccupukalnio: odeHb 4acTo (> 1/10), wacto (> 1/100 u <1/10), HeuvacTo (> 1/1000
u <1/100), peoko (> 1 /10000 u <1/1000), ouens penko (<1/10000) u yacToTa
Hemu3BeCTHa (HEeBO3MOXKHO OIIeHUTh Ha OCHOBAHUHU MMEIOIINXCS TaHHBIX).

Co cmopoHbl cucmembl Kposu U AuM@pamuieckoll cucmemeul.
HeuacTo aneMus.

Pepko arpanynouuTos, JIEMKOIIEHUS, HEUTPOIIEHUST, TPOMOOIIUTOIIEHUS.

Co cCmopoHbl UMMYHHOU cucmemMbl.

Penko anadumakcus.



MemaboauuecKkue u anrumeHmapHsle paccmpoticmed.
HeuacTo: CHUXXeHUEe allleTuTa.

Penko runmepTpurnuiepugeMusi, TUIepxoieCTeEPUHEMHUSI, TUTIOKAJTUEMUS.

Ilcuxuueckue HapyweHusl.

HeuacTo: 6eccOHHUIA, COHJTMBOCTD.

Co cmopoHbl HepB8HOUl cucmembl.
YacTo roiosHas 00JIb.
HewacTo cygoporu, roJloBOKpyKeHUe, ITapeCcTe3ny, HapylUIeHus: BKyca.

Pengko Tpemop.

Co cmopoHbl 0p2aHo8 cAyxa U secmuby1sapHO20 annapamad.

HeuacTo BepTuro.

Co cmopoHbl cepoua.

Penko mapokcu3MasnbHas XKeIyoo4YKoBas TaXUKapPOUs TUIA «IIUPYIT», VOJINHEHNE
uHTepBana QT.

Co cmopoHbl JHcey00YHO-KUWeYH020 mpakmad.

YacTo 60J1b B OPIOIIHOM ITOJIOCTH, AHApPesi, TOITHOTA, PBOTA.

HewacTo 3amop, OuCHerncusi, METEOPU3M, CYXOCThb BO PTY.

Co cmopoHbl 2enamobusiuapHoil cucmembl.



YacTo: IIoBHILIIEHVE YPOBHSA ajlaHWHaMuHOTpaHchepa3sl (AJIT),
acnaptatamuHoTpaHcdepasnl (ACT), menounou pochaTa3nsl KPOBU.

HeuacTo xo0jiecTas, )XeJTyxXa, IOBHIIIIeHNEe YPOBHS OUMupyOnHa.

Pegko meyeHOYHasa HEOOCTATOYHOCTD, FeHaTOHeHHIOHHprIfI HEeKpPO3, T'e€IIaTUTHI,
FeHaTOHeHHIOHHpHOfI IIOpaXKeHHus4d.

Co cmopoHbI KOXHCU U NOOKOHCHOU MKAHU.
YacTo BBHICHIIIAHUA.

HewacTo: 3yqa, MeOuKaMeHTO3HBIM AePMaTUT, BKJTI0Uasd GUKCUPOBaHHBIN
MeOuKaMeHTO3HBIM AepPMaTUT, KpaluBHUIIA, ITOBHIIIIEHHOE TTOTOOTAEJIEHNE.

Pegko Tokcuueckuiu anuaepMalbHbBIM HEKPOJIK3, cuHApoM CTuBeHCca-II>KOHCOHaA,
OCTPBIM TeHepaInu30BaHHBINM 9K3aHTEMATO3HEIN IIyCTYyJie3, 3KCHOoIruaTUBHBIN
OepMaTUT, aHTUOHEBPOTUUYECKUU OTEK, OTEK JIMila, aJIOnelus.

Co cmopoOHbI ONOPHO-08U2aMEAbHO20 AnNnapama u coeuHume1bHol MKaHu.

HeuacTo: Muanrus.

Obw,ue paccmpoticmeaa.

HeuacTo noBhIllIEHHASA YTOMIIAE€MOCTDh, HEOJOMOTaHME, aCTEeHUA, JINXOpPaagKa.

Iemu.

YacToTa u XapaKTep MMOOOYHBIX peaKquI U OTKJIOHEHUH OT HOPMEI PEe3YyJIbTATOB
HaﬁopaToprIX aHaJIN30B B X0e KINHUYECKHUX HCCIIeJOBaHUU (l)J'IYKOHaBOJ'Ia C
Y4daCcTueMm OeTel CONOCTaBHUMBI C TAKOBBIMU Y B3POCIJIBIX.

CpoOK rogHoCcTH
4 roga.

YcnoBusi xpaneHusi



XpaHUTh IIpU TeMIlepaType He BhIIIe 25 ° C B OpUTrMHAJIbHOM yIIaKOBKE B
HEOOCTYIIHOM [JIs leTeU MecCTe.

YnakoBka

[To 1 xancyne B 6mucTepe, Mo 1 651mcTepy B KapTOHHOM KOpoOKe.
Kareropusi ornycka

bes penenra.

IIpou3Boourenb

Mepokemu JITI (LleaTpanbubiii 3aBon) / Medochemie LTD (Central Factory).

MecTOHaxXOXKaeHHue IIPOMU3BOOHUTEJIA U €ro aapec MeCTa OCylnmieCTBIICHUA
oesiTeJIbHOCTH

1-10 yn. Korctautunynosnec, JIumaccosn, 3011, Kunp /

1-10 Constantinoupoleos Street, Limassol, 3011, Cyprus.
N CTOYHHUK HHCTPYKIIUH

HNHCTPYKIIKS TeKapCTBEHHOTO CPeACTBa B3sATa U3 OQUIIHATIbHOTO HCTOYHUKA —
I"oCcymapCTBEHHOT0 peecTpa JIeKapPCTBEHHLIX CPEOCTB YKPauHHL.



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

