CocrTaB

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

8cnomozameibHble Bew,ecmaed: J1akTo3a, KpaxMmall KyKypy3HbIl, KpeMHUS OTUOKCHUT
KOJIJIOUHBIN, MarHusl cTeapaT, HaTPUs JaypuiIcynbdar;

Kancy.a jycesaamuHogas meepdas: xxejnaTuH, Tutada auokcup (E 171), a3zopy6usn (E
122).

JIekapcTBeHHas1 GpopMa

Karcymsr.

OcHogHble (pu3uKo-xuMuveckue ceolicmad: TBepable KeJlaTUHOBbIe KAIICYJIbI C
KPHIIIEYKON PO30BOTO IIBETA M KOPITyCcOM OeIoro 1BeTa, cofepKalilie OJHOPOOHBIN
IIOPOIIIOK 6eJIoro IIBeTa.

dapMakoTepaneBTHYeCKasi rpynmna

[TpoTuBOTrPUOKOBLIE CPEAOCTBA OJISI CUCTEMHOTO MIPUMEHEHUsI, TPOU3BOOHLIE TPHUA30JIa.
Kopg ATX JO2A CO1

®dapMaKOAMHaAMHUKa

MexaHHU3M OEeNCTBUS

®TyKOHA3011 SIBISIETCS IPOTUBOTPUOKOBEIM CPENCTBOM KJjlacCca TPUA30JIOB.
[TepBUYHBEIM MEeXaHU3MOM €ro OeNCTBUS SIBISIETCS MoaaBieHue rpubkosoro 14-anbda-
JIAaHOCTEPOJI-AeMEeTUINPOBaHUS, OIIOCPEAOBAaHHOTO IUTOXpoMoM P450, uTo aBisgeTcs
HeOThbeMJIEMBIM 3TalloM OMOCHMHTE3a rPUOKOBOT0 3procrepona. AKKyMmynsauus 14-
anbda-MeTHUIICTUPOJI KOPPETUPYET C IIOCIEOyIoIlel II0TePe 3procreposia MmeMOpaHou
rpuOKOBOM KJIETKH U MOXKET OTBeYaTh 3a MPOTUBOTPHUOKOBOM aKTUBHOCTHIO
dbnykoHazomna. ®ykoHa301 sIBAsieTCsT 00lee CEeIeKTUBHBIM K T'PUOKOBEIM (DEPMEHTOB
nuToxpoMa P450, yueM K pa3nuyHLIM cucTeMaM (pepMeHTOB mutoxpoma P450
MJIEKOIIUTAIOIIUX.

[TpumeHenue prykoHa3osa B go3e 50 MI B CyTKU B TedeHUe 28 mHeU He BIUSET Ha
YPOBEHb TECTOCTEPOHA B IIJIa3Me KPOBU Y My2KYMH U/IU Ha YPOBEHb 9HOOTEHHBIX
CTEPOUOOB y XKEHIIIUH PEeNPOAYKTUBHOTO Bo3pacTa. ®iyKoHa30i B go3e 200-400 mr B
CYTKHU He NPOSBISIEeT KIIMHNYECKU 3HAYNMOTO BIIUSHUS Ha YPOBEHb 9HOOTE€HHBIX



ctepounoB unu orBeTa Ha ctumynsinio AKTT (AKTT) y 3mopoBeIX 1OOPOBOIBIIEB
MY2KCKOTO II0JIa.

HccnemoBaHue B3aMMOOENCTBUS C aHTUITUPUHOM IIPOAEMOHCTPUPOBAJIN, YTO
npuMeHeHue 50 Mr ¢gJykoHa3ojla OQHOKPAaTHO MM MHOTOKPATHO He BIUSET Ha
MeTabo/Iu3M aHTUIINPHUHA.

YyBCTBUTENBHOCTE in Vitro

®1yKOHA3071 in Vitro HeMOHCTPUPYET IPOTUBOTPUOKOBOM aKTUBHOCTHIO II0 BUIaM
Candida naubonee 4acto BcTpeuaromuxcs (BKaiovas C. albicans, C. parapsilosis, C.
tropicalis). C. glabrata neMOHCTPUPYET MIMPOKUY AHUaNa30H YyBCTBUTEIBHOCTU K
(pnykoHaszony, Torga Kak C. krusei eCTb K HEMY PE3UCTEHTHOM.

Takke QIyKOHA30JI in vitro 0EMOHCTPUPYET aKTUBHOCTh KakK poTuB Cryptococcus
neoformans u Cryptococcus gattii, Tak ¥ IIPOTUB SHOIEMHUYHBIX IIJIECHEBLIX TPUOOB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum n
Paracoccidioides brasiliensis.

B3anMocBsi3b (hapMaKOKMHETHUYECKUX U hapMaKOoONHAMNUYECKUX CBOMCTB

CormacHO pe3yJibTaTaM UCCJIEfOBaHUU Ha XKMBOTHBIX, CYILIECTBYET KOPPEIALUI
Mmexknay MIIK u 3¢ dpeKTUBHOCTHIO IIPOTUB 3KCIIEPUMEHTAaIbHBIX MOfeJield MUKO30B,
BEI3BaHHBIX BugaMu Candida. CoryacHO pe3ynabTaTaM KIMHUYECKUX UCCIeqOBaHnH,
CyIlIeCTBYeT IMHEeWHas 3aBUCUMOCTh MEXKAY IJIOIIaabio Ion papMaKOKUHETUYECKOU
KpUBOH «KOHIeHTpanus-spemsa» (AUC) u mo3oiu ¢piykKoHa3oma (mpumepHo 1: 1).
Tak>ke CyllecTByeT IIpsiMasi, HO HegocTaTo4yHas CBsa3b Mexxay AUC unu go30u U
MOJIOXKUTENIbHON KIIMHUYECKON OTBETOM Ha JiIedeHHe OPalbHOTr0 KaHOua03a U B
MEHbIIIENW CTENEeHH - KAHOUAeMUU. AHAJIOTUYHO JIedyeHusI NHPEKIINM, BEI3BaHHBIX
IITaMMaMH, K KOTOPEIM (pJIyKOHA30J1 HEMOHCTPUPYET BEICOKYI0O MIIK, meHee

YO OBJIETBOPUTEJILHBIM.

MexaHU3M PEe3UCTEHTHOCTHU

MuxkpooprasusMel poga Candida 0eMOHCTPUPYIOT MHOTOUYKCJIEHHBIE MEXaHU3MEbI
PE3UCTEHTHOCTU K a30JIbHBIM ITPOTUBOTPUOKOBHIX CpeAcTB. OIIyKOHAa30J1
OEeMOHCTPHUPYET BBICOKYI0 MIIK mpoTuB mTaMMOB I'prOOB, KOTOPhLIE UMEIOT OOUH UJIH
0oJiee MEXaHU3MOB PE3UCTEHTHOCTH, YTO OTPHUIIATENIbHO BiIUsSeT Ha 3(pPEeKTUBHOCTS in
VIiVO U B KJIMHUYECKOU ITpakTuke. CooOIIIanioch O CIIyYyasX Pa3BUTHUS CyllepuHGEKINN
Candida spp., opyrumu Hexkenu C. albicans BugaMu, 94aCTO HEUYYBCTBUTEIbHEL K
(nykonaszony (Hanpumep, C. krusei). [I71 1e4eHUss TaKUX CIIy4aeB ClienyeT
NIPUMEHSATD aJIbTEPHATUBHBEIE IPOTUBOTPHUOKOBEIE CPEANCTBA.



KOoHTpO/IbHEIE TOYKH (COrIaCHO PeKoOMeHmanusM EBpomneiicKoro KOMUTETa II0

HCCJIeJOBaHUAM YYBCTBUTEJIFHOCTH K aHTI/IMI/IKpOGHBIM Cpe,'E[CTBaM)

OcCHOBBIBasiCh Ha UCCJIeIOBAaHUU (PapMaKOKHHETNYEeCKOro/papMaKoguHaMHUYE€CKOT O
nHoOpMalM, YyBCTBUTEILHOCTH in Vitro 1 KIMHUYECKOTO OTBETa, OBIJIN OITpeaesieHb
KOHTPOJIbHBIE TOUKHU /I (PJIyKOHA30J1a AJi1 MUKpPoopraHu3MoB poga Candida. OHu
OBLITM pa3fesieHbl Ha KOHTPOJIbHBIE TOYKH, HEe CBsI3aHHEBIE C OIpenesIeHHLIM BUIOM,
KOTOpPBIE B OOIBINIEN CTEIEeHU OIIPEeesijiuCh Ha OCHOBE
(bapMakKOKMHETHYECKOT0/(papMaKOOUHAMUYECKOr0 nHPpOpPMaIIUN 1 He 3aBUCST OT
oesieHUs Ha onpeneneHHble BUALI 110 MIIK, u Ha KOHTPOJIbHEIE TOYKH, CBI3aHHBIE C
oIrpeaesieHHbIM BUOOM, YTO Hallle BCEro aCCOUMUPYIOTCS C MHPEKUUSIMU V YeI0BeKa.
OTHU KOHTPOJIbHBIE TOYKHU IPUBEIEHEl HUXKE.

KoHmpovbHble
mouku, He

ITpomuesoepubkosoe KoHMpoibHble MOYKU, C853AHHbIE C ceA3dHHbIE C

cpedcmao onpedeneHHbiM 8udom S < /R > onpede/ieHHbIM

gudom?

S=<=/R>

Candida |Candida|Candida|Candida Candida
albicans |glabratalkrusei |parapsilosis|tropicals

dnykoHa3on 2/4 IE - 2/4 2/4 2/4

S = 4yBCTBUTEJILHEBIY;
R = pe3ucTeHTHHIN;

a - KOHTPOJIbHBIE TOUKHU, HE CBA3aHHBIE C OIIPEeeJIeHHBIM BUJOM, KOTOPHIE B OOJbIIIEH
CTEIIeHU OIIPeeisijiiCh Ha OCHOBE (papMaKOKUHETHYECKOTro/(hapMaKOOUHaMUYECKOT 0O
“HpOpPMallK U He 3aBUCST OT JeJIeHUs Ha olpeneneHHbie BuAbl 1o MITK. OHu
UCCJIe0BaJIUCh TOJIBKO Y MUKPOOPraHU3MOB, B KOTOPHIX HE CYIIECTBYET
crienu(PUIeCKOM KOHTPOJIBHOU TOYKH;

- UCCJIeJOBaHME YYBCTBUTEJIbBHOCTHU HE PEKOMEHOOBAHEI, IIOCKOJIBKY OaHHBIM BU[ HE
ABJIAETCA IIEeJIBIO HeKapCTBeHHOﬁ Tepaltnu

IE - moKka3aTenbCTB TOTO, JAaHHLIM BU, I11€JIIO HeKapCTBeHHOﬂ Tepalmn, HegOCTaTO4YHO.

(I)apMaKOKPIHeTHKa



dapMaKOKMHETHUYEeCKHUe CBOMCTBaA (PpIyKoHa30Js1a Mogo0Hb IPY BHYTPUBEHHOM U
IepopajgbHOM ITPUMEHEHUH.

AGcop06ius

®dnyKoHa30J1 XOPOIII0 BCaChIBAaeTCS IIPU IepopajibHOM IIPUMEHEHUHU, a YPOBEHbD
ImpelapaTa B IJTa3Me KPOBU U CHCTEMHas OMOOOCTYIIHOCTh NpeBhIIaioT 90% ypoBHS
(bnmykoHa3o05a B mj1a3Me KPOBH, YTO HOCTUTAETCS IPU BBEOEHUH IIpelapara.
OpmHOBpEMEHHBIM IPUEM ITHINY He BIUSET Ha BCcaChiBaHME IIpenapaTa IIPu ero
mepopanbHOM NPUMEeHeHNH. MaKcuMalbHass KOHIIeHTpallus B miaa3Me Kposu (C max)
nocturaetcs dyepes 0,5-1,5 gaca nocrie nmprueMa npernapara HaToinak. KoHIleHTpauus
B IIJTa3Me KPOBHU MPOIIOpIHOHanbHa go3e. PaBHoBecHast 90% KOHIIEHTPaIUA
OOoCTUTaeTCs Ha 4-5 CyTKU JIe4eHUs IIpenapaToM IIPpU MHOTOKpPaTHOM IIpUMeHeHuu 1
pa3 B CyTKU. PaBHOBeCHas KOHIIeHTpalusa Ha ypoBHe 90% mocTuraeTcs Ha BTOPOU
OeHb JIeYeHHUs IIPY MPUMEHEHNH B IEPBHIN JeHb HAarpy304YHOHU O03LI BABOE IIPEBLIIIAET
OOBIYHYIO CYTOYHYIO JO3Y.

Pacnpegenexnune

O0OBeM pacripefesieHrsI IPUMePHO paBHa 001IeMy coiepKaHUI0 BOOLI B OpTraHU3MeE.
CBsi3pIBaHHE C OeIKaMU ITa3Mbl KpoBu HuU3Koe (11-12%).

®J1IyKOHA30J1 XOPOIII0 IPOHUKAET BO BCE UCCIENYEMBIE JKUAKOCTHU OpraHu3Ma. Y POBEHbD
dbyKoHa3o0Jsa B CII0HE U MOKPOTe Nogo0eH KOHIIeHTpalluy Ipelapara B IIJla3Me
KpOBHU. Y 60IbHBIX I'PUOKOBEIM MEHMHTUTOM YPOBEHD (DJIYKOHA30J1a B CIIMHHOMO3T 0BOM
KunkocTu mocturaeT 80% KOHIEHTPAIINU B IIJTa3Me KPOBH.

Bricokue KOHIIeHTpaluu (pJiyKoHa30jla B KOXKe, IIPEBHIIIA0IINEe CHIBOPOTOYHEIE,
OOCTUTAIOTCSA B POTOBOM CJIO€, Snupaepmuce, gepMme u nore. OIyKoHa30I1
HaKalJIUBaeTCs B poroBoM cjoe. [Ipu npuMmeHenuu B mo3e 50 Mr 1 pa3 B CyTKU
KOHIIeHTpalusa QayKoHa30Jja nocie 12 gHeu nedeHus CcOoCTaBisAna 73 MKI/T, a yepes 7
OHEeHU I0CJie 3aBepPIIeHUs JIeYeHUsI KOHIIeHTPallis BCce ellle cocTaBnsana 5,8 Mkr/r. [Ipu
npuMeHeHuu 0o3bl 150 Mr 1 pa3 B Hefesro KOHIeHTpalus (GpIyKoHa30Jj1a Ha 7-1 OeHb
JleyeHus cocTaBiana 23,4 MKI/T, 4yepe3 7 OHeU II0oCJie IIPUMEHEeHUs Clleaymoliel NO3kl
KOHIIeHTpalXs BCe elle cocTasnsana 7,1 MKr/r.

KonnenTpanus ¢payKoHa3oja B HOT'TAX 1mocye 4 mecsieB npuMmenenus 150 mr 1 pa3 B
Hememnto coctaBisiia 4,05 MKT/T B 3I0POBHIX HOOPOBOIBIIEB U 1,8 MKT/T TIpu
3a00sieBaHUAX HOTTEH; (DJIIyKOHA30JI OIIpeerisjicsa B oOpa3iax HOTrTel yepes3 6
MECSIIEB MIOCIIe 3aBEPIICHUS Tepannu.

MeTabonusm




®nykoHa30/1 MeTaboInu3upyeTcss He3HAaUYUTENNbHO. [Ipyu BBEIeHUH 03k, MEYEHOU
paguoOaKTUBHBEIMU U30TONaMu, TOJIBKO 11% ¢ykKoHa30s1a BEIBOOUTCS C MOYOU B
n3MeHeHHOM Bupe. OIyKOHa30JI ABISETCSI YMEPEHHBIM HHTUOUTOPOM U30(hEePMEHTOB
CYP2C9 u CYP3A4, a Tak:Ke MOIIHLIM HHTuOuTOpoM ¢hepmeHTa 2C19.

BriBenmeHue

[lepuop monyBEIBeOeHUs (pIyKOHa30JIa U3 IJIa3Mbl KPOBU COCTaBJsAeT npuMepHo 30
4acoB. bosnbillasg yacTh IpemnapaTta BEIBOOUTCSA IT04YKaMu, IpudyeM 80% BBeOEeHHOU
0035kl OOHapy’KMUBaAeTCsSI B MOYe B HEU3MEeHEHHOM Bupe. KnupeHc ¢piykKoHa3osa
MIPONOPIIMOHAJIEH KJINPEHCY KpeaTUuHMHA. LIUpKyIupyomux MeTaboJIUTOB He
oOHapyXkKeHO.

I TuTeNnbHLIN IIEPUOL TTOTYBLIBEIEHUS ITPpenapaTa U3 MjIa3Mbl KPOBU HaeT
BO3MOZKHOCTb OQHOKPATHOT'O MPUMEHEHHUS pellapaTa ITpU BaruHaJIbHOM KaHAU03€e, a
TaKKe IpUMeHeHUe ITpenapaTta 1 pa3 B Hefien0 Ipyu APYTUX IOKa3aHUSIX.

IToyueuyHast HEJOCTATOYHOCTh

Y manueHTOB C IIOYEeYHOU HEeJOCTAaTOYHOCTBIO TSAXKEJION CTeneHU (CKOPOCTh
KJIIyOO4YKOBOU unbTpanum <20 MJI/MUH) IEePUOM ITOTYBEIBEAeHU yBenuuruBaeTcsa ¢ 30
yacoB 0o 98 gacos. [ToaTOMy 9TOM KaTeropuu naueHToB He0OXOOUMO YMEHBIIUTD
mo3y (pnykoHa3omna. OIyKOHA30JI yoaasaeTcs IyTeEM reMoaranu3a U B MeHbIIIen
CTeIleHU - IyTeM UHTpalepUuToOHeanbHasa auanu3a. CeaHc remoguannsa
IPOIOOJIKUTENIBHOCTHIO 3 Yaca CHHUXKaeT YPOBeHb (PJIyKOHAa30JIa B IJla3Me KPOBHU Ha
50%.

JlakTanusa

KonnenTpanuio GiykKoHa3oja B I1a3Me KPOBU U MAaTEPUHCKOM MOJIOKEe B TeueHue 48
4acoB II0CJIe IpueMa OOHOKpaTHOM 03kl 150 Mr (hIyKOHA30JI OLleHUBAJIu B IIPOIlECCe
(bapMakKOKMHETUYECKOTO UCCIIeIOBaHUS C Y4aCTHUEM [AECSTH XKEHIINH B Iepuoy
JIJaKTallM¥M, BDEMEHHO UJIU MOJTHOCTHIO IIPEKPaTUIM KOPMUTL CBOUX MJIaJeHIIEB
rpynbio. B MaTepuHCKOM MOJoOKe (pJIyKOHa30/1 00HapPYyKUJIM B CpeaHel KOHIIeHTpalluu
npumepHo 98% OT ToM, YTO OTMedalu B MIa3Me KpoBU MaTepu. Hepes 5,2 yaca 1mocine
IpreMa OOo3bl CPeOHAs MaKCUMalbHasad KOHIIEHTPAIlUs B MAaTEPUHCKOM MOJIOKE
cocTtaBisana 2,61 mr/n. CyTouHas go3a (piyKoHa3o051a, MoIydeHHass MJIageHIleM C
MaTEePUHCKOT0 MOJIOKa (eClu IPUHSATH cpeaHee noTpebienre Mooka 150 Mi/Kr/cyT),
paccuuTaHHas Ha OCHOBEe CpegHel MaKCHMaJlbHOM KOHIIEHTPAIIUU B MOJIOKE, PaBHOU
0,39 mr/kr/cyT, coctaBnseT npuMepHO 40% OT OO3bl , PEKOMEHAOBAaHHOU
HOBOPOXK[EHHEIM (B Bo3pacTe <2 Hefeb), unu 13% OT 003k, pPeKOMEHI0BaHHOU
MJIafleHIlaM OJisd JIeYeHUsI CIIU3UCTHIX 000I0Y€EK.

Hetn



IlaHHbIE 11O apMaKOKMHETHKe ObIIN OlleHeHH B 113 meTel Bo BpeMs 5
UCCIJIeOBaHUU: 2 UCCIIefOBaHUM OJHOPA30BOI0 IPUMEHEHUS, 2 UCCIIefOBaHUN
MHOT'OKpPAaTHOTO IPUMEHEeHUs U 1 ncciefoBaHue HEeIOHOIIIEHHBIX HOBOPOXKIEHHBIX.

ITocne BBegeHUsA 2-8 MI/Kr pIyKOHa30Jj1a OeTSAM B Bo3pacTe oT 9 Mecs1eB no 15 et
AUC coctaBnsana npuMepHo 38 MKTI - 4/MJyI Ha 1 Mr/Kr mo3sl. Ilocjie MHOTOKpaTHOTO
NIPUMEeHEeHUSI CPEeIHUN Iepuo[ MOIyBhIBeOeHUs (PpIyKoHa30Js1a U3 I1JIa3Mbl KPOBU
BapbUpoBaJsicsa Mexnay 15 u 18 ywacamu; o06beM pacrpeneneHus coctaBnsanin 880 MI/KT.
Bornee onuTenpHBIN IIEPUOL TOTYBEIBEAEHUS U3 IIJIa3Mbl KPDOBH, COCTABIISAJI IPUMEPHO
24 4gaca, HabOomasncs Mocjie OMHOKPATHOTO ITpUMeHeHus GpJIyKoHa3o1a. DTOT
IIOKa3aTeJlb COIIOCTaBUM C IEPUOAOM MOIyBEIBEAeHUS (IIYKOHA30J1a U3 IIJla3Mbl KPOBU
Iocjie OOHOKPATHOTO ITPUMeHEeHUs J03bl 3 MI'/KT OeTsaM B Bo3pacTe oT 11 gHeri mo 11
MecsiteB. O0beM pacipefesieHus V IallieHTOB 3TOM BO3PACTHOM I'PYIIIIBI COCTABIISI
npuMepHO 950 MmII/KT.

OneIT IpuMeHeHUSA QIYKOHA30J7Ia HOBOPOXKAEHHBIM OTPaHUYUBAETCA
(bapMaKOKMHETUYECKUMU UCCIIEI0BAaHUSIMU 12 HEIOHOIIIEHHBIX JeTel CO CPOKOM
recranuu npuMepHo 28 Hegenb. CpenHui Bo3pacT pebeHKa IPU BBEIeHUU IIePBOH
mo3bl cocTtaBnsan 24 gaca (ot 9 go 36 9acoB); CpegHUM BeC Macca Tejla IPU POXKIOEHUU
coctasnsana 900 r (ot 750 go 1100 r). Iy 7 mau@eHTOB IPOTOKOJI MCCIeOOBaHUSA
OBIJIO BBEITIOJTHEHO. MakcuMyM 5 MHBbeKIUM (pIyKoHa30Js1a B Mo3e 6 MI/KI BBOOUIIU
Kaxpgbele 72 4yaca. CpegHUU IIePUOL IOIyBEIBeOeHUS cocTaBnsan 74 daca (44-185) B 1-1
OeHb, 3aTeM CHU3uJICcs g0 53 yacoB (30-131) Ha 7-i1 geHb u 0o 47 (27-68) Ha 13-i1
neHb. AUC (MKT - 9/Mi) coctaBnsia 271 (173-385) B 1-i1 genb, yBenuuuiaoch go 490
(292-734) Ha 7-#% meHb, 3aTeM cHuU3ugach 0o 360 (167-566) Ha 13-# meHs. O6BLeM
pacnpenenenus (Mi/kr) coctasmnsan 1183 (1070-1470) B 1-i1 meHb, yBeIUUYUBAJICS OO
1184 (510-2130) Ha 7-1 meHb u K 1328 (1040-1680) Ha 13- meHb.

ITanmeHTHl ITOXKWUJIOTO BO3PacTa

dapMaKOKMHETUYECKUE UCCIEeN0BaHUs IIPOBOAUIIN C y4aCTHUeM 22 NaleHTOB (B
BO3pacTe OT 65 sieT), nmonydaBimux 50 Mr pIyKOHa30Ja nmepopanabHo. 10 manrueHTOB
OOHOBPEMEHHO IIPUMeHIIU auypeTuku. Cmax coctasnsna 1,54 MKr/Ma U gocTurasnach
B TeueHue 1,3 gaca nocine npueMa ¢piaykoHasomna. Cpegnsigs AUC coctaBuna 76,4 =
20,3 MKT - 4/mi. [lepuon nonyBeiBegeHUs - 46,2 4aca. 3T PapMaKOKHHETUUYECKHUE
IMoKa3aTeJIU BHIIIE 110 CPABHEHUIO C aHAJIOTUYHBIMHU Y 3TOPOBBIX JOOPOBOJIBIIEB
MOJIOLOTO Bo3pacTa. OQHOBpPEMEHHOE IPUMeHeHVe INYPETUKOB HEe UMEJIO
3HAQUUTEeIbHOTO BIusgHUA Ha Cmax u AUC. TakKe KJIMpPEeHC KpeaTuHUHa (74 MJ1/MUH),
IPOoILEeHT (QIIYKOHA30JIa, YTO €eKCKPETyBaBCsa C MOUYOM B Heu3MeHeHHOM Bupe (0-24
4Jaca, 22%), 1 IO4YeYHHBIN KIUpeHC ¢piayKoHa3oa (0,124 MI/MUH/KT) v TallieHTOB
OaHHOM BO3PaCTHOU I'PYIIIEI ObIJIM HUXKE, YeM aHaJIOTMYHBIEe TOKa3aTelu Y MIaglInx
noOpoBosiblieB. [ToaTOMy u3MeHeHUs (hapMaKOKMHETHUKU Yy NallueHTOB ITOXKUJIOTO



BO3pacTa OYEeBHUOHO 3aBUCST OT MapaMeTPOB QYHKIIUU MIOYEK.
IToka3aHnus

®nyHON® MoKa3aH OJIS JeYeHUs TaKUuX rpuOKOBBIX MHQPEKIIMM Y B3POCJIbIX (CM. Paznen
«OapMaKOOWHaAMUKa»):

OCTpI:IfI BarvHaJIbHBIM KaHONO03, KOrda MeCTHasa Tepalinud He YMeCTHa.
KaHoumo3Hbin 6aJ'IaHI/IT, KOrma MeCTHad Tepallud He YMEeCTHa.

Tepamnuio MOXKHO HAYMHATH [0 IIOTYYEeHUS Pe3yIbTaTOB KyJIbTYPaJIbHEIX U OPYTUX
abopaTOPHEIX UCCIIEIOBAHUM, OJTHAKO II0CJIe MOJIYYeHUsI Pe3yIbTaTOB UCCIeqOBaHUM
ITPOTUBOMH(EKIIMOHHYIO TePaNuio CIIeyeT CKOPPEKTUPOBATH COOTBETCTBYIOIIUM
oOpa3oM.

Heo6xomouMo npruHUMATh BO BHUMaHue opullaabHble peKOMeHOaIlui OTHOCUTETBHO
COOTBETCTBYIOIIIETO IIPUMEHEHUS ITPOTUBOTPUOKOBLIX CPEACTB.

IIporTuBONOKa3aHUA

e 'UNIepYyBCTBUTENBHOCTh K (PJIyKOHA30JIy, APYTUM a30JIbHBIM COEONHEHSIM UJIU K
JT000MYy M3 BCIIOMOTATEJIbHLIX BEIIeCTB IIpenapara.

e OmHOBPEMEHHOE IpUMeHeHre (QIYKOHa30/Ia U TepdeHaanHa NaueHTaM,
KOTOpPHIE IIPUMEHSIOT (PJIYyKOHa30JI MHOTOKpPaTHO B m03ax 400 MI' B CYTKH U BBIIIIE
(cornacHO pe3ynbTaTaM HUCCIEeO0BaHUS B3aUMOLOENCTBUS MHOTOKPaTHOTO
IPUMEHEHUS).

e OmHOBpPEMEHHOE IpUMeHeHte (HIYKOHA30JIa U OPYTUX JTeKapCTBEHHBIX CPENCTB,
KOTOpPbIe YOIUHSIOT nHTepBaa QT u MeTabonmu3upPyI0TCs C IMOMOIIbIO0 (hepMeHTa
CYP3A4 (mampumep, mu3anpuaga, aCTeMHU30J1a, IUMMO3KOa, XUHUAWNHA U
SPUTPOMMUIINHA).

B3auMoOaeHCTBHE C IPYTrHMH JIEKapCTBEHHBIMH CPEICTBAMH H [Pyrue BHIbI
B3aMMOIEeHUCTBUH

ITpomusonokasaHo 00HOB8PEeMeHHOe NpuMeHeHue QAYKOHA301d U HUMNCEeYKA3AHHbIX

JleKapcmeeHHblX cpedcma.

Iuzanpud. Coo011a10Ch 0 Pa3BUTUU MOOOYHBIX PEAKIU CO CTOPOHEI CEPAlla, B TOM
4HCJie 0 MTapOKCHU3MaJIbHOM XKeJIyHOYKOBOM TaXUKaAPAUM THUIIA «IIUPY3T», ¥ MIAIlUEHTOB,
KOTOpPBLIE OOHOBPEMEHHO MPUMEHANN (PIIyKOHA30/ U Im3anpun. KoHTponupyeMmoe
HCCIIeIOBaHue MPOAEMOHCTPHUPOBAJIO, YTO OOHOBpeMeHHOe npuMeHeHue 200 Mr
(pnykonaszomna 1 pa3 B cyTku u 20 Mr nu3samnpuga 4 pa3a B CYyTKH IPUBOOUIIO K



3HAQYUTEILHOMY IIOBHIIIIEHHWIO YPOBHS IIM3aMNpHIa B IIJla3Me KPOBHU U VIJIMHEHHe
nHTepBana QT. OgHOBpeMeHHOe IpuMeHeHne (GpIyKOoHa30/1a U Iu3anpuaa
ITPOTUBOIIOKA3aHO.

TeppeHaduH. V13-3a ciydaeB Pa3BUTHUS TAXKEJIbIX CEPOEYHBIX apUTMUM, BEI3BaHHBIX
yonuHeHHeM nHTepBaia QTc y malumeHToB, KOTOPble IPUMEHSAIOT a30JIbHbBIE
MTPOTUBOTPUOKOBEIE JIEKAPCTBEHHEIE CPEICTBA OJHOBPEMEHHO C TepheHaguHOoM, OBIIIH
IIpPOBEeNEHHl UCCIIeJOBaHK s B3aUMOAENCTBUS 9TUX IIpellapaToB. B xoge ogHOTO
HUCCJIeqJOBaHUs IIPU MpUMeHeHun PIyKoHa3o0sa B o3e 200 Mr B CYyTKU HE BHISIBJIEHO
yonuHeHue nHTepBana QTc. [Ipyroe ucciegoBanre Npu IpuMeHeHUU (QIYKOHA30j1a B
mo3ax 400 mr u 800 Mr B CyTKU IPOAEMOHCTPUPOBAJIO, YTO IpUMeHeHue (PIyKoHa30Js1a
B mo3ax 400 Mr B CYTKM WUJIM BBHIIIIE 3HAYUTEJILHO MOBHIIIIAET YPOBEHh TepdheHaanHa B
ja3Me KPOBU IIPU OOHOBPEMEHHOM IIPUMEHEHUU 3TUX npernapaTtoB. COBMECTHOE
npuMeHeHUe (paykKoHa3osa B mo3ax 400 Mr unu BhHIIIE C TepPeHaguHOM
NIPOTHUBONOKa3aHo. [Ipu nmpuMeHeHUN PIyKoHa30Ja B go3ax Huxke 400 Mr B CyTKH
OOHOBPEMEHHO C TeppeHaguHOM CJiefyeT NPOBOOUTH TIATEIbHBI MOHUTOPUHT
COCTOSIHUSA ITallMeHTa.

Acmemu3son. CoBMeCTHOe IpuMeHeHue (GJIYKOHA30/Ia U aCTeMU30JIa MOXKET
YMEHBIINUTh KJIUPEHC acTeMI30Jia. BEI3BaHHOE 3TUM MOBHIIIIEHHE KOHIIEHTPAIIUU
acTeMHn30Jia B IIJla3Me KPOBU MOKET IIPUBECTU K yOJIMHEeHUo nHTepBana QT u B
penKux ciaydasix - [0 MapOKCHU3MalIbHOM XKeNyI0YKOBOM TaXUKapOUU TUIIA <ITUPYIT».
OmHOBpEMEHHOe MpuMeHeHre QIIyKoHa30jla ¥ aCTEMHU30JIa IPOTUBOIIOKA3aHOo.

[Tumo3up u xuHUaMH. COBMECTHOE IpUMeHeHUue (hIIyKOHAa30JI1a U TUMO3uaa UiIu
XUHUANHA MOXKET IIPUBOAUTH K YTHETEHUIO MeTaboin3Ma MUMO3Uaa UTu XUHUAWHA,
XOT$SI COOTBETCTBYIOIIUX UCCJIeqOBaHUM in Vitro u in vivo He IpoBoOuiu. I1oBuIllIeHUE
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
(rykoHa30a U nuMO3Uaa UiIN XUHUANHA IIPOTUBOIIOKAa3aHOo.

IpumpomuuuH. OCTHOBPEMEHHOE ITPUMEHEHNE SPUTPOMUIINHA U (HIIYKOHA30/1a
MMOTEHIINAJIbHO MOXKET IPUBOAUTH K ITOBLIIIEHUIO PHUCKA PA3BUTUA
KapOuOTOKCUYHOCTH (yanuHeHHe nHTepBasna QT, mapokcu3mManbHas KeIygo4KoBas
TaxuKapOus TUIIa «IIHPYST») U, KaK CJIeACTBHE, K BHE3aIlTHON CepAeYHON CMEPTH.
[TpruMeHeHVE KOMOMHAIIMY OTAHHBIX JIEKAPCTBEHHLIX CPEICTB IIPOTHUBOIIOKA3aHO.

He pekomeHOyemcsi 00HOB8peMeHHOe NpuMeHeHue (PaYyKOHA301d U HUMCEYKA3AHHbIX

JAeKdpCmeaBeHHbBIX Cpedcme.

I'anoppanmpuH. ®IyKOHA30JI MOXKET BEI3BATh ITOBHIIIIEHNE KOHIIEHTPAIUU
ramodaHTpUHA B IJlTa3Me KPOBHU 3a cueT yrueTeHuss CYP3A4. OgHOBpeMeHHOE



IIPUMEHEeHNEe 9TUX JIEKapCTBEHHBIX CPECTB IMOTEHIINAILHO MOXKET IIPUBOOUTH K
MTOBHIIIIEHUIO PHUCKA PA3BUTUS KapOUOTOKCUYHOCTHU (yanuHeHue natepBana QT,
IMapoKCcu3MaJlibHas XKeayIouKoBas TaXUKapaus TUIIA «IIUPYIT») U, KaK CJIeACTBUE, K
BHe3aIlTHOM ceppaedHou cMepTHu. CrnenyeTr usberaTh NpuMeHEeHN ST KOMOMHAIIUY OJaHHBIX
JIEKapPCTBEHHBIX CPEICTB.

CosMecmHoe npuMmeHeHue (AYKOHA304d U HUMCEYKA3AHHbIX /1eKaAPCIMBEeHHblX
cpedcms mpebyem 0CmopoHCHOCMU U KOppeKuuu 0o3bl.

AmuodapoH. OmHOBpEMEHHO€e IPUMeHeHre (PIyKOHa30/Ia C aMHOOapOHOM MOXKET
IIPUBECTU K yOJiMHeHuI0 nHTepBaia QT. ®J1yKoHa30J1 cjiegyeT C OCTOPOXKHOCTHIO
MIPUMEHSATH BMECTE C aMUOOAapOHOM, OCOOEHHO MPY Ha3HAaYEeHUU BHICOKOM O3Bl
¢dnykonazomna (800 mr).

CosMecmHoe npuMmeHeHue (YKOHA304d U HUMCEYKA3AHHbIX /1eKAPCIMBEeHHblX
cpedcms mpebyem 0CmopoHCHOCMU U KOppeKuuu 003bl.

BausHue Opyaux sekapcmeeHHblx cpedcme Ha (pa1YKOHA301.

HccnemoBaHue B3aMMOOENCTBUSA MOKa3ajly, YTO OOHOBPEMEHHOE yIIOTpeOIeHue TUIIH,
UMMETUAWH, aHTalluObl UIU OajbHelIllee 00TydeHre BCero Teja OJisd mepecagkKu
KOCTHOT'O MO3ra He UMeeT KJIMHUYEeCKHN 3HaYUMOT0 BIIUSIHUS Ha abCopOIIHIo
¢bnykoHa30sa npu ero nmepopajabHOM IPUMEHEeHUH.

PugamnuuuH. OgHOBpEMEHHOE ITpuMeHeHue PIyKoHa30Ja 1 pudpaMOuruHa
npuBoguio K cauxeHunio AUC Ha 25% U cokpalljaeT Iepuof I0J1yBEBEEHU A
(pnykonaszona Ha 20%. [TosTOMy [OJid MallMeHTOB, IPUHUMAKOLIUX PU(PaMIIUIINH,
clenyeT PacCMOTPETH 11e1eCo00Pa3HOCTh IMOBHIIIIEHUA OO3k (PIIyKOHA3071a.

I'udpoxsaopomuasud. B uccnegoBannuu ¢papMaKOKMHETUYECKOTO B3aUMOIENCTBUS
OOHOBPEMEHHOE MHOTOKpaTHOEe MPUMEeHEeHNe THIPOXJIOPOTHa3uaa 30OPOBEIM
moOpoBOJIbILIaM, KOTOPHIE IToJTydasnu GIyKoHa30J1, IIOBHIIIAI0 KOHIIEHTPAaIInio
(pnnykoHa3omna B mima3me KpoBu Ha 40%. Takue mapaMeTphl B3aUMOOENCTBUSA HE
TPeOyIOT U3MEHEHUN B peKuMe I03UPOBaHUs GIyKOHaA30JI1a y MallieHTOB, KOTOPhIE
OOHOBPEMEHHO I0JIy4al0T MOUYETOHHbIE CPEJICTBA.

BausHue ¢payKoHa301a Ha Opyaue sieKapcmeeHHble cpedcmad.

®JIyKOHA3011 SIBJISETCS MOLIHBIM MHTUOUTOPOM hepmeHTa 2C9 nimtoxpoma P450 (CYP)
u ymepeHHBIM nHruoutopom CYP3A4. Takxke GhIyKOHA30J ABJISETCI UHTUOUTOPOM
pepmenTa 2C19. KpoMme nnocTepeKyBaHUX/OOKYMEHTAJIbHO IIOOATBEPKIEHHBIX
B3aMMO[ENCTBUM, ONMMCAaHHBIX HUXKE, IIPU OOHOBPEMEHHOM IIPUMEHEHUH C
(br1yKOHa30J10M CylIeCTBYET PUCK ITOBHIILIEHUSA B IIJlJa3Me KPOBU KOHILIEHTPALUX OAPYTUX
coennHeHUM, KoTophsie MeTabonu3upyoTcss CYP2C9, CYP2C19 u CYP3A4. IToatomy



IIPUMEHSTh TaKHe KOMOMHAIINY ITPEenapaToB ClIedyeT C OCTOPOXKHOCTBIO, IPH 3TOM
HeoOX0OuMO TIIATEIbHO HAaOII0aTh 3a COCTOSTHUEM ITallMeHTOB. YTHeTawIllee
nericTBue (prryKoHa30s1a Ha GepMEHTHI COXPaHSeTCs B Te4eHue 4-5 CyTOK II0CJie eTo
IIPUMEHEHUS B CBSI3H C €r0 [IJIUTEIbHLIM II€PUOIOM MOJTYBLIBEIEHHUSI.

Asnvpernmarua. IIpu ogHOBPEMEHHOM ITPUMEHEHUU anbdeHTaHusa B 0o3e 20 MKI/KT U
dnykoHa3zomna B mo3e 400 M 3OPOBLIM OOPOBOJILIIAM HaOII0IaIOCh IBYKPATHOE
yBenuueHue AUC10, Bo3MOXKHO, n3-3a nuHrubuposanus CYP3A4. MoxeT
nmoTpedoBaThCS KOPPEKTHUPOBKA OO3EI alb(heHTaHHIIA.

AmumpunmuauH, HopmpunmuauH. OJIyKOHA30J1 YCUJIUBAET OEeUCTBUE
aMUTPUNTHUINHA U HOPTPUIITU/INHA. PEKOMeHOyeTCs U3MepPSATh KOHIIEHTPaIUio 5-
HOPTPUIITUINHOM U/UNN S-aMUTPUIITHUIINHA B Hayajie KOMOMHUPOBAHHOM Tepaluu u
yepe3 1 Hemeo. B ciyyae He0OXOOUMOCTH CIeyeT OTKOPPEKTUPOBATH 03y
AMUTPUIITUIINHA/HOPTPUIITUIINHOM.

AmpomepuuyuH B. OmHOBpeMeHHOEe IpuMeHeHHe (QIyKoHa30ja U aMmdoTepuiinHa B
MHQUIIMPOBAaHHBIM MbIIIIAM C HOPMaJIbHBIM UMMYHUTETOM 1 UHOUIIMPOBAHHLIM
MBIIIIaM C TOHU2KEHHBIM UMMYHUTETOM IIPHUBEJIO K TAaKUM pe3yabTaTaM: HeOOJbIIION
aoOUTHUBHBIM MPOTUBOTPUOKOBEIN 3 deEKT npu cucteMHolu nHdekiuu C. albicans,
OTCYTCTBHE B3aMMOAENCTBUS IPU BHyTpUuepenHou nHdekuu Cryptococcus
neoformans u aHTaroHM3M [OBYX IIpenapaToB IIPU CUCTeMHOM nHpekuuu Aspergillus
fumigatus. KnuEn4YeCcKoe 3HaUeHUEe Pe3yIbTaTOB, IOJIyYEeHHBIX B IIPOIIECCE ITUX
HCCJIeJOBaHUM, HEU3BECTHO.

AHmukoazyaaHmeol. Kak ¥ Ipu IpUMEHEHUU OAPYTUX a30JIbHBIM IIPOTUBOTPUOKOBBIX
CPenCTB IIPHU OOHOBPEMEHHOM NMpuMeHeHUU (QIyKOoHa30Js1a ¥ BapdapuHa coob11aaoch 0
ciydasiX Ppa3BUTHS KPOBOTeUYEHUN (reMaTOMbI, HOCOBOTO KPOBOTEUEHHS, KEJIyOTOYHO-
KHUIIIEYHBLIX KPDOBOTEYEHNM, TeMaTypPUU U MEJIeHbI) B COYEeTaHUU C YOJITMHEHUEM
MMPOTPOMOMHOBOTO BpeMeHHU. [Ipu oqHOBpEMEHHOM NpUMeHeHuu (pIyKoHa3oJjla u
BapdapurHa HabJI0ganoch AByKpaTHOE MOBHIIIIEHNE TIPOTPOMOUHOBOTO BpEMEHH,
BEPOSITHO, BCIIENCTBUE yrHEeTEeHUS MeTabonu3Ma Bapdapuua depe3 CYP2C9. Cnenyert
TIAaTEeJIbHO KOHTPOJIMPOBATh ITPOTPOMOMHOBOE BpeMs Y ITallMeHTOB, OMHOBPEMEHHO
NPUHUMAIOIINX aHTUKOATryISHTE KYMaprUHOBOTO U/IU MHOAHOWOHA. MoXeT
nmoTpeboBaThCS KOPPEKIIUs 03kl BapgapuHa.

ben3o00ua3zenuHbl KOpOmMKo20 delticmaus, Hanpumep mMudal3oiam, mpua3oadm.
I[TpuMmeHeHME QIyKOHAa30IIa II0CJie IepopajbHOTO IPUMEHEHU MUuaa3ojiamMa
IIPUBOAMIIO K 3HQUUTEJILHOMY ITOBHIIIEHUIO KOHIIEHTPAalluu MUa30jlaMa U K YCUJIEHUI0
IICUXOMOTOPHEBIX 3¢ PeKkToB. ODHOBPEMEHHOE TpuMeHeHNe PiyKoHa3o0sa B go3e 200
MI U1 MUpa30jlaMa B [103€e 7,5 MTI IepopajibHO IPUBOOUIIO K MOBbIIIeHUI0 AUC u
mepuona mojyBeiBeeHusda B 3,7 u 2,2 pa3a COOTBETCTBEHHO. [IpuMeHeHUe
(pnykonaszomna B go3e 200 mr B cyTku u 0,25 MI TpmalojiaMa IIepopajibHO IIPUBOOUIIO K



noseieHuo AUC u nepuona nonyBeiBegerus B 4,4 u 2,3 pa3a COOTBETCTBeHHO. [Ipu
OOHOBPEMEHHOM ITpuMeHeHuM (IyKOHa30Jla U Tpra3ojiaMa HabJiomanoch
NOTEeHIIMPOBaHUeE U MPOJIOHTanusa 3peKToB TpHalojgaMa.

Ecnu nmanyeHTy, KOTOPHIU IPOXOOUT KypcC JiedeHUus (HIyKOHa30JI0M, CIenyeT
OOHOBPEMEHHO Ha3HA4YUTh Tepanuio O0eH3oaua3enuHaMy, 403y IOCIEeOHUX CIenyeT
YMEHBIIUTh U YCTAaHOBUTH HaIJIeKalllui HaaA30p 3a COCTOSTHUEM MallieHTa.

KapbamazenuH. ®nyKoHa30J1 yrHeTaeT MeTabonu3M KapOaMa3elrHa U BHI3BIBAET
MTOBHINIIEHNE YPOBHS KapOaMa3enuHa B CBIBOPOTKe KpoBu Ha 30%. CyliecTByeT pUCK
Pa3BUTHS IIPOSIBIEHUN TOKCUYHOCTU CO CTOPOHBI KapOaMa3enuHa. MoxeT
nmoTpeboBaThCSI KOPPEKTUPOBKA A03H KapbaMa3enuHa B 3aBUCUMOCTH OT YPOBHS €T0
KOHIIeHTpPAallu1 U [IeMCTBUS IIpelapara.

baokamopul kaavyuesvix kKaHasn08. HEKOTOphle aHTAaTOHUCTHI Kanbliusd (HUDEeOuInH,
HCPaOUIIUH, aMJIOOUIINH U ¢peogunui) metabonusupyercsa depmenTom CYP3A4.
®1yKOHA30J1 MOTEHIIUAIPHO MOXKET MOBHIIIaTh CUCTEMHYIO 3KCIIO3UIUIO OJIOKATOPOB
KaJbIIUEeBBIX KaHAJIOB. PEKOMeHOyeMbIt TIIATEeIbHBIM MOHUTOPHUHT PA3BUTHUA
MOOOYHEIX PEeaKIIni.

Llenekokcub. [Tpu omHOBpEeMEHHOM IpuMeHeHUU pykoHasosna (200 MT B CyTKHU) U
1enekokcuda (200 mr) Cmax u AUC 1enekokcuOda IIOBHIIIAIUCE Ha 68% u 134%
COOTBETCTBEHHO. [Ipu OJHOBPEMEHHOM NPUMEHEeHUH Ile1eKoKcuba 1 (prykoHa3osa
MOKEeT ITOTpeboBaThCS YMEHbIIIeHUEe M03hl 11eJIeKOKCcrOa BIOBOE.

Lukaopocgamud. OmHOBpEMEHHOE IPUMEHeHMe MUuKIopochamuaga 1 GiIyKoHa301a
IIPUBOOUT K ITOBBIIIEHUIO YPOBHSA OUNUpPyOrHa U KpeaTUHUHA B CHIBOPOTKE KPOBU. OTHU
nmpenapaThl MOXKHO ITPUMEHSITH OODHOBPEMEHHO, YUMTHIBASI PUCK ITOBLIIIIEHUS
KOHIIeHTpaluu OunupyorHa U KpeaTUHHUHA B CRIBOPOTKE KPOBH.

®eHmaHu. Coob1tanochk 00 OOHOM JIeTaIbHOM ClIydae MHTOKCUKAIUU (eHTaHUIIOM
BCJIEICTBHE BO3MOXKHOI'O B3aUMOOEeUCTBUSA (peHTaHUNIa U piaykoHasona. K tomy ke, B
HCCJIeOBAaHUU C ydacTueM 12 3[0pOBHIX HOOPOBOJIbIEB OBIIIO ITOKA3aHO, YTO
$bTyKOHA30J1 3HAYUTENBHO 3aMeIsa dMuMuHanuio GpenTanuna. [IoBrIIIIeHNUE
KOHIIeHTpaluu (peHTaHusIa MOXKET ITPUBECTU K YTHETEHUIO IBIXaHUS, IIO3TOMY CJIEyeT
TIIATEIbHO KOHTPOJIMPOBATh COCTOSIHUE IalleHTa. MoxkeT ToTpeboBaThCA KOPPEKIUS
OOo3bl (peHTaHUIIA.

HHeubumopwsl 'MI'-KoA-pedykma3ssi. CoBMECTHOe IpuMeHeHue GJIYKOHA30/Ia U
uHruoutopoB 'MI'-KoA-penykTassl, KoTophle MeTabonu3upyioTcsa CYP3A4
(aTopBacTaTHH ¥ CUMBACTaTUH), uid UHruOuTopoB 'MI'-KoA-penyKTassl, KOTOPhIE
MeTabonusupyTcsa CYP2C9 (dhiayBacTaTHH), MMOBHIIIAET PUCK PA3BUTUS MUOIIATUU U
pabmoMuonu3a. B ciydyae He0OXOOMMOCTHU OJTHOBPEMEHHOT'O 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
OUaTrHOCTUPOBAHUHU UJIM ITOOO3PEHUMN Ha MUONATUI0/pabiOMUOIIN3 IPUMEHEHUS
uHruoutopoB 'MI'-KoA-penyKTashl ciiefyeT IpeKpPaTHuTh.

Osaanapub. Ymepenubie uHruoutopsl CYP3A4, Takue Kak GpyKoHa3071, YBEJIMYUBAIOT
IIa3MeHHble KOHILIEHTPAIUU ojlanapuby, X OOHOBPEMEHHOE IPUMEHEHUE He
pekoMeHpayeTcs. Ecnu Takol KoMOMHaUMM Helb3s u30exkaTh, IIpUeM oJianapuody
orpaHvuyuBarT go3amu 200 Mr 2 pa3a B CyTKHU.

HmmyHocynpeccopbl (Hanpumep, UUK/A0CNOPUH, 38€POAUMYC, CUPOAUMYC U
makpoaAumMyc).

LukaocnopuH. ®1yKOHA3071 3HAUYUTEIBHO ITOBHIIIaeT KOHIIeHTpanuio u AUC
LIUKIoCcIopuHa. [Ipu ogHOBpeMeHHOM ITpuMeHeHun (pryKoHa3oma B go3e 200 Mr B
CYTKHU U ITUKJIOCIIOPWHA B mo3e 2,7 Mr/Kr/cyT Habmomanock yBenuuenue AUC
LUKJIOCIIOpUHA B 1,8 pa3a. 9Tu npenapaThl MOXKHO IPUMEHSITh OOHOBPEMEHHO MIPU
YCJIOBUM YMEHBIIEHUS OO3bI UKJIOCIIOPHUHA B 3aBUCUMOCTHU OT €ro KOHILIEeHTPalluu.

eepoaumyc. X0TsI UCCIeNOBaHUM in vitro u in vivo He IpPOBOOUIU, (IIyKOHA30II
MO2KET ITOBBIIIaTh KOHIIEHTPAIUIO 9BEPOIUMYyCa B CBIBOPOTKE KPOBU IyTEM
unruoupoBanus CYP3A4.

Cupoaumyc. ®1yKoHaA30JI IIOBHIIIAET KOHIIEHTPAIUI0 CUPOJILMYyCa B IIJIa3Me KPOBY,
BEPOSITHO, IIyTEM ITOOaBlIeHUst MeTabonu3mMa cuponumyca ¢hepmeratTom CYP3A4 u P-
TJIUKONPOTENH. JDTHU IIpenapaThl MOXKHO IPUMEHATH OODHOBPEMEHHO IIPU YCJIOBUU
KOPPEKTUPOBKHU OO3bI CUPOJIMMYyCa B 3aBUCUMOCTHU OT YPOBHS KOHIIEHTPAILIUU U
a¢pdeKkTOB npemnapara.

Takpoaumyc. OIyKOHA30JI MOXKET IIOBHIIIATh KOHIIEHTPALMIO TAaKPOJINMYyCa B
CHLIBOPOTKE KPOBHU [0 5 pa3 IIPUM €ro nepopajJbHOM IIPUMEHEHUN HU3-3a OAaBIeHUSA
MeTabonu3Ma Takponumyca pepmenToM CYP3A4 B KuiieuHuke. [Ipu BHYTPUBEHHOM
MIPpUMEHEHUU TaKpoIuMyca He HaOJIroganoch 3HaYNUTEJIbHBIX U3MEHEHU U
(apmakokuHeTUKHU. [TOBHIIIIEHHBIE YPOBHYU TAaKPOJIMMYyCa aCCOIIMUPYIOTCS C
He(pPOTOKCUYHOCTHIO. [103y TaKpoIuMyca [OJis IepopajlbHOT0 IPUMEHEHUS CIIeayeT
CHHUZKATh B 3aBUCHUMOCTHU OT KOHIIEHTPAIIMM TaKpPOJIuMyca.

JIozapmat. ®nyKOHa30J1 yrHeTaeT MeTab0Iu3M Jio3apTaHa K ero aKTUBHOTO
MmeTabonuTa (E-3174), uTo 00ycnoBauBaeT OOJILIIYI0O YaCTh aHTaroHMU3Ma K
pellenitopaM aHTuoTeH3WHa Il mpu mpuMeHeHUU Jlo3apTaHa. PekomeHayeTcs
OCYILIECTBJISITh IIOCTOSTHHBIM MOHUTOPUHT apTePHUaIbHOTO IaBIeHUs y MallueHTOB.



MemaooH. ®1yKOHA30JI MOXKET MOBHIIIIATh KOHIIEHTPAIIWIO METaIOHA B CBIBOPOTKE
KpoBHu. [Ipu 0HOBPEMEHHOM ITPUMEHEHUH MeTafioHa U (JIYKOHA30J1a MOXKET
nmoTpeboBaThCA KOPPEKTUPOBKA NO3bI METALOHA.

HecmepouodHble npomusogocnaaumenvHuie cpedocmasa (HIIBC). ITpu ogHOBPpEMEHHOM
npuMeHeHuu ¢ GraykoHa3osi0oM Cmax u AUC ¢nypOunpodeHa moswianuch Ha 23% u
81% COOTBETCTBEHHO 110 CPaBHEHMIO C COOTBETCTBYIOIIMMH MOKa3aTEIsIMU IIPU
MMPUMEHEHUU TOIbKO QrypounpodeHa. AHAIOTUYHO ITPU OTHOBPEMEHHOM
npuMeHeHUn QIyYKOHa30Ja ¢ paneMuyeckuM uobynpodpenom (400 mr) Cmax u AUC
bapmakonmoruyecku akTUBHOTO u3omepa S - (+) - ubynpodeHa moBwianuchk Ha 15% u
82% COOTBETCTBEHHO 110 CPAaBHEHMIO C TAKUMHU ITI0Ka3aTeJIIMHU IPU IIPUMEHEeHUN
TOJIBKO palleMn4ecKoro ubymnpodeHa.

XoTs cnenuaabHBIX UCCIIEqOBaHUM He TIPOBOAUIN, (PIIYKOHA30JI IIOTEHIIMAIbHO
crnoco0eH MOBHIIIATh CUCTEMHYIO 3Kcro3uIuio apyrux HIIBII, KoTopkie
MeTabonu3upyTcsa CYP2C9 (HanpuMmep, HaIPOKCEH, JIOPHOKCHUKaMa, MeJIOKCUKaMa,
nuknodeHaka). PeKkoMeHOyeTCcs IepUOAUYECKH OCYIIECTBISITh MOHUTOPUHT MOOOYHBIX
peakinii ¥ TOKCU4YeCKUX MPosaBeHnii, cBsi3aHHBIX ¢ HITBII. MoxeT nmoTpeboBaThCs
KoppeKTupoBKa mo3sl HIIBC.

®eHumouH. ®ITYKOHA30J1 yrHeTaeT MeTabonu3M ¢GeHUTONHA B IIeYEHMU.
OpHOBpeMeHHOe MHOTOKpaTHoOe npuMeHenue 200 Mr ¢piaykoHasomna u 250 Mr
(beHEMTOMHA BHYTPUBEHHO IIPUBOAUT K mOBHIIIeHUI0 AUC24 peruTonHa Ha 75% u C
min Ha 128%. [Ipu omHOBpEMEHHOM IIPUMEHEHUH 3TUX JIEKaPCTBEHHBIX CPEOCTB
cienyeT IMIPOBOOUTHL MOHHUTOPUHT KOHIIEHTpaluu (eHUTOUHA B CBIBOPOTKE KPOBU BO
n3bexkaHue PA3BUTHS TOKCUYECKOI 0 HercTBUS (eHUTONHA.

ITpedHu3oH. CooObIIanock 0 ciiydae, KOrfa y malnueHTa II0cjie TpaHCIIaHTalluu
IIe4YeHU Ha (OoHe MPUMEHEHUS IPEeJHU30Ha pa3BUIach OCTpasi HEJOCTaTOYHOCTh KOPHI
HaAIOYEYHUKOB, BO3HUKIIIEU NI0CJIe MPEeKpAallleHUusI TPeXMEeCAYHOr 0 Kypca Tepanuu
(pnykoHazonom. OTMeHH (PJIyKOHAa30J1a, BEPOSITHO, BbI3BAJIO YCUJIEHUE aKTUBHOCTH
CYP3A4, uTo npuBeJo K YCKOpeHUI0 MeTabonu3Ma npegHu3oHa. CiaenyeT TIIaTeIbHO
CIIEeOUTh 3a NalieHTaMHt, KOTOPhie Ha IIPOTSIKEHUU OJIUTEJIbHOTO BpEMEHU
OOHOBPEMEHHO IIPUMEHSIOT (DIIYKOHA30J1 ¥ MPEOHU30H, C [EeJIbI0 IPeayIpexXaeHUs
pPa3BUTHUSA HEOOCTATOYHOCTH KOPH HAAIIOYEYHUKOB II0CJIe OTMEHEI (PIIyKOHAa30J1a.

PugpabymuH. ®1yKOHA30JI IIOBHIIIIAET KOHIIeHTPAIuio prudadyTHHa B CELIBOPOTKE
KpOBHU, 4TO IpuBOOuT K yBenuuenunio AUC pudabytura o 80%. [Tpu ogHOBpEMEHHOM
npuMeHeHUUN QIIyKOHa30Ja U pudadyTrHa cO00IIanIoCch O CliydasX pa3BUTHUSA YBEUTA.
[Tpu mpuMeHeHUU TaKoM KOMOMHAIINY JIEKAPCTBEHHLIX CPEOCTB CIeayeT YYUTHIBATh
CUMIITOMBI TOKCUYECKOTO eMcTBUs pudadyTruHa.



CaxkesuHasup. ®nykoHa3oi nosritaeT AUC u Cmax cakBUHaBUpPa NpuMepHo Ha 50% u
55% COOTBETCTBEHHO M3-3a MOMaBJIeHUsI MeTaboInu3Ma CaKBUHaBUpPa B IeYeHU
depmenTom CYP3A4 u uepe3 uHruObupoBaHue P-rmukonpoTrerHa. BlauMoaencTBus
MeXOy (pIyKOHa30JI0M U CaKBUHaBUPOM/PUTOHAaBUPOM HE MCCIJIeOBaJild, II03TOMY OHU
MOT'YT OBITH 00Jiee BhIpakKeHHBIMU. M0XKeT ITOTPeboBaThCSI KOPPEKTUPOBKA TO3BI
CaKBUHaBHUpa.

ITpou3sooHble cyabpoHUAMOYeB8UHbL. [Ipu OMHOBPEMEHHOM IIPpUMeHEeHUU (PIIYKOHA3011
ITPOJIOHTUPYET IIePUO] ITOJTyBbIBEAEHUS ITePOPATbHBIX ITPOU3BOTHBIX
Ccynb(pOHUIMOUYEBUHEI (XJIOPIpPOIlaMuia, TTuOeHKIaMua, TINIU3nuaa U Ton0yTaMumIy)
ITPYU UX MPUMEHEHUU 300POBLIM TOOPOBOJIbIIaM. PEKOMEHIYEeTCSI TPOBOOUTD
PETYISITPHBIM KOHTPOIb CaXapa B KPOBU ¥ COOTBETCTBYIOIIUM 00pa3oM CHUIKATh HO3Y
MTPOU3BOIHBIX CYTb(POHUIMOUYEBHUHEI IPY OTHOBPEMEHHOM IIPUMEHEHUHU C
(bnykoHazomnom.

TeouaauH. UccnemoBaHUE B3aMMOJEWCTBUS IIpellapaToOB MOKa3alu, 4YTO IPUMEHEeHNe
(pnykoHnaszomna o 200 Mr B TedeHue 14 gHeU IPUBOAUIIO K CHUKEHUIO CPEOHETO
KJIupeHca TeopuInrHa B Iy1a3Me KpoBu Ha 18%. [TalmmeHTHl, KOTOPhIe IPUMEHSIOT
TeO(UITUH B BRICOKHX O03aX UJIM UMEIOIINX IIOBHIIIIEHHBIM PUCK PA3BUTHUSA
TOKCUYECKUX MPOSBIIEHUN TeopUJIIMHA 10 APYTUM NPUUYUHAM, CJIeOAyeT YCTaHOBUTh
Ha[a30p I10 BLISIBIEHUIO MPHU3HAKOB PAa3BUTHS TOKCUYECKOTO OEeUCTBUS TeOMUIIUHA.
Tepanuio ciaegyeT U3MEHUTH IPU HNOSBIEHUU IPU3HAKOB TOKCUYHOCTH.

TogpauumuHub. Bnusinue TodparuTUHUOY BO3pacTaeT IPU OJHOBPEMEHHOM
IIPUMEHEHUHU C JIEKAPCTBEHHBIMU CPENCTBaMU, KOTOPhIE IPUBOAAT K YMEPEHHOMY
nurubupoBanuss CYP3A4 u momrHoro unrubupoanus CYP2C19 (Hanpumep,
dbnykoHazom). [ToaToMy peKOMeHOyeTCsI CHU3UTh H03y TohanuTuHuOy mo 5 mr 1 pa3 B
CYTKM B KOMOMHAIIUSIX C STUMHU IpellapaTaMu.

Ankanoudvl 6apeuHkda. XOTsSI COOTBETCTBYIOIINX MCCIEOOBAaHUN HEe ITPOBOOUIIH,
dbnykoHazon, BeposiTHO yepe3d nuHrubupoBanue CYP3A4, MoKeT BHI3BIBAThH MOBHIIIIEHUE
KOHIIeHTPAllMX ajllKaJllouaoB OapBUHKA B IJTa3Me KPOBHU (HallpuMep, BUHKPUCTUHA U
BMHOJIACTHHA), YTO IIPUBOAUT K PAa3BUTUIO HEUPOTOKCHUYECKHUX 3¢ HEKTOB.

Bumamun A. Coo011anoch, 4TO y IalueHTa, KOTOPLIM OOMHOBPEMEHHO IPUMEHSI
TPAHCPETUHOEBY KUCJIOTY (KHUCJIOTHas ¢popMa BUTaMuHa A) 1 (PIIyKOHA3071,
HaOmoganuch MoboYHbIe peakuu co ctopolbl LIHC B ¢popMe 1ceBOOTyMOpP T'OJIOBHOTO
MO3ra JaHHBIN 9Q(EeKT ucyes mocjie OTMeHBI pIyKOHa301a. ITU JI€eKapCTBEHHEIE
CpefacTBa MOXKHO IIPUMEHATH OMHOBPEMEHHO, HO CIIelyeT IIOMHUTDL O PUCKe
BO3HUKHOBEHUS ITOOOYHEIX peakIiiuii co ctoponsl LIHC.

Bopukona3oa (uHeubumop CYP2C9, 2C19 u CYP3A4). OgHOBpEMEHHOE TPUMEHEHNE
BOpPHUKOHa30ja BHYTPh (1o 400 Mr Kaxawlie 12 gacoB B TedyeHue 1 gHs, 3atem 1mo 200



MT Kaxkpabsle 12 gacoB B TedeHue 2,5 OH) U GiyKoHa30sa BHYTPh (400 Mr B IIepBBIA
oeHb, 3aTeM 110 200 MT Kaxkable 24 4aca B TedeHHUe 4 gHel) 8 30OpOBEIM
moOpPOBOIbIIaM MY2KCKOTI'O I10JIa ITPUBEJIO K MOBHIIIEHUI0 MaKCUMaTbHOU
KoHIeHTpauuu u AUC BopukoHa3o0ia B cpenHeM a0 57% (90% OUN: 20%, 107%) u 79%
(90% OU: 40%, 128%) cooTBeTCTBEHHO. HEM3BECTHO, IPUBOAUT CHUXKEHUE O3Bl
W/UN YaCTOTHI IPUMEHEHU s BOPUKOHAa30J1a Ui PJIyKoHa30Jla K YCTPaHEeHUIO0 TaKOro
addekTa. [Ipu npruMeHEeHNN BOPUKOHA30J1a ITocye GpIyKoHa30Jj1a CleayeT IIPOBOOUTh
HaOJIIOOeHus 110 Pa3BUTHIO TOOOYHEIX 3(pPEKTOB, aCCOITUUPOBAHHBIX C
BOPUKOHAa30JIOM.

3udosyouH. OnykoHa3oi noBkeinraeT C max u AUC 3ugoBynuHa Ha 84% u 74%
COOTBETCTBEHHO, YTO 00yCJIOBIIEHO CHUXKEHNEM KIUpeHca 3U0ByANHa IPUMEPHO Ha
45% 1ipu ero nepopajgbHOM IIpUMeHeHuN. [lepron NoIyBEIBEOEHUS 3UNOBYONHA ObII
TaKKe IIpoAJieH IpuMepHo Ha 128% mocne npuMeHeHusT KOMOMHauu GiIyKoHa3o0Jja 1
3ugoByOuHa. [TarueHTH, KOTOphle IPUMEHSIIOT TaKyl0 KOMOMHAILNIO JJeKapCTBEHHBIX
CPEeIOCTB, cliefyeT HabsomaTh 10 pa3BUTHIO TOOOYHEIX peaKlnii, CBI3aHHBIX C
IpUMeHeHVeM 3UA0ByOUHa. MOXKHO pacCMOTPETH 11e1€CO00Pa3HOCTh CHUKEHUS NO3BI
3UOOByOUHA.

A3umpomuuyuH. B mIpoliecce ucciemoBaHUs OI€eHUBAIM BINSHUE a3UTPOMUIIMHA U
(pnnykoHa3ona Ha ¢papMaKOKMHETUKY OPYT Apyra IpU X OOHOBPEMEHHOM IpHUeEMe
pa3oBoM npuMeHeHnu B go3ax 1200 mr u 800 Mr cooTBeTCTBEHHO. HUKakKux
3HAYUMEIX PapMaKOKMHETUYECKHX B3aUMOIeMCTBUM BHISIBJIEHO He OBIJIO.

ITepopaavHble KoOHMpayenmuebl. [IpOBOAUINCH UCCIIeOOBaHUSA MHOTOKPaTHOTO
npuMeHeHus1 GJIyKoHa301a 1 KOMOMHUPOBAHHOTO IepPOPaIbHOTO KOHTpaIlenTuBa. I1pu
npuMeHeHun QIyYKOHa30Jsa B mo3e 50 M BIUSTHUS Ha YPOBEHb TOPMOHOB He OBIJIO,
TOTla KakK Ipu NpuMeHeHun GrykKoHa3osa B mo3e 200 Mr B CyTKU HaOII0Ianoch
yBenuuyeHue AUC sturUIscTpaguona Ha 40% u jieBoHOprecrTpera - Ha 24%. IT0
CBUMIETENBCTBYET O TOM, YTO MHOTOKpaTHOE ITpuMeHeHMNe (PIyKOHa30J1a B YKa3aHHBIX
mo3ax BPS[ JTM MOXKET BIUATH Ha 3PPEeKTUBHOCTL KOMOMHUPOBAHHOI'O IEPOPAIbHOTO
KOHTpalleIITHBa.

Heaxapmop. OgHOBpEMEHHOE IPUMEHEHNE C UBaKAaPTOPOM, YCUITUTETIEM
MYKOBHCIIUO3HOTO TPAaHCMEeMOPaHHOT O PeryasiTopa MPOBOAMMOCTH, ITIOBBIIIIAET
9KCHO3UIUI0 nBakKadpTopy B 3 pala, a rugpokcuMeTtunuBakapropy (M1) - B 1,9 paza.
[I719 manimeHToB, KOTOPhle OOHOBPEMEHHO IPUMEHSIOT YMEPEHHBIE UHTUOUTOPHI
CYP3A, Takue Kak (pJIyKOHA30JI U 3PUTPOMUILINH, PEKOMEHAYETCSI CHUXKEHNE OO03bI
uBakadpTopy Ao 150 mr 1 pas B CyTKH.

OCco0eHHOCTH IPUMEHEHU ST



IIepmamogumus. CormacHo pe3ylabTaTaM MCCIedoBaHUSA (pIyKOHa30Ia O JIeUeHUs
nepmaTtodpuTtuu y getel, GIyKOHA30JI He IPEeBBIIIIaeT rpu3eoyIbBUH 10
adpdekTBHOCTH, OOHITUM TOKa3aTelb 3HEeKTUBHOCTH cocTaBisieT MeHee 20%.
[TosTomy ®nyHON® He crlenyeT IPUMEHSATH OJId JIeYHeHUSA OepMaTOQUTUN.

Kpunmokokko3. [loka3aTenbCTB 3(pPeKTUBHOCTHU (IIYKOHA30JIA [JIs JIeYeHUS
KPHUIITOKOKKO3a APYTHUX JIOKATH3alui (HalpuMep, JIETOYHOT0 KPUIITOKOKKO3a 1
KPUIITOKOKKO3a KOXXH) HeOOCTAaTOYHO, ITI03TOMY PEKOMEHOAIHH 110 J030BOT0 PexXuMa
OJIsI JIeYeHUsI TaKuX 3a00JIeBaHUN HET.

I'nybokue sHOemuveckue Muko3ul. [loka3aTenbCTB aphekTuBHOCTH (QIIyKOHA30Ia OJIs
JleYyeHus Opyrux ¢GopM dHOIEMUYHBIX MUKO30B, TAKUX KaK ITapaKOKIUIiOUOOMIKO3,
TUCTOIIIa3MO03 U KOXHO-TUM(PAaTUUYECKUN CIIOPOTPUX03, HEJOCTATOUHO, TIO3TOMY
pPeKOMeHOali 10 JO30BOT0 pexXuMa OJisd JIeUeHUsI TaKuxX 3a00oieBaHuil HeT.

IToueyHas cucmema. IlaniieHTaM C HapylIeHUSIMHU (QYHKIIUU IIOYEK IIpernapaT ClieayeT
IIPUMEHSATH C OCTOPOXKHOCTBIO.

HedocmamouHocmb HaOnoue4yHukos8. KeTOKOHAa30J1, KaK U3BECTHO, BLI3EIBAET
HEeOOCTAaTOYHOCTh HAAIIOYEYHUKOB, ¥ 3TO TaKXKe MOXKEeT KacaTbCs (prIyKoHa30s1a, XOTsI
HabrogaeTcs: pegko. HemocTaToYHOCTh HAAIIOYEYHHKOB, CBsI3aHHAS C
OOHOBPEMEHHHEIM JIeYeHUEeM IIPEeIHN30HOM, ONKUCaHHas B pa3fese «B3aumMogencTBue C
OPYTUMH JIeKapCTBEHHBIMHU CPEACTBAaMU U OPYyTrue BUIOLI B3aUMOIOEeNCTBUM. BnusHue
¢bnykoHa3osa Ha Opyrue 1eKapCTBEHHbIe CPeACTBa ».

I'enamobuauapHas cucmema. IlaimeHTaM C HapyMEeHUSIMH QYHKIINY TeYeHN
mpernapar ClieoyeT IPUMEHSITh C OCTOPOXKHOCTHIO. [IpuMeHeHUe QIIyKOHa3071a
aCCOITMUPOBAJIOCh C BOSHMKHOBEHNEM PEOKHUX CIIyYaeB Pa3BUTHUS TSIKEIIOU
rermaTOTOKCUYHOCTH, BKJTIOYAs JIeTaJIbHBIE CIy4yau, TJIaBHBIM 00pa30M Y ITAllueHTOB C
TSI2KEeJIBIMU OCHOBHBIMU 3a00jieBaHUSIMU. B ciydasix, Korga pa3BuTHUe
rernaTOTOKCUYHOCTH aCCOILIMMPOBAJICA C IpUMeHeHueM (pIyKoHa30Jjia, He OTMEYEHO ee
SIBHOU 3aBHUCHUMOCTH OT OOIIeM CYTOYHOM [03bI, AJIMTEIbHOCTU Tepalluy, mojia uilu
Bo3pacTa nainueHTa. OOBIYHO remaTOTOKCUYHOCTD, BEI3BaHHAsI (PIIYKOHA30JI0M,
oOpaTuMa, a ee IMPOSIBIIEHUS UCYE3al0T IIOCJie IPeKpallleH!Us TePanuu.

[MTaneHTHl, Y KOTOPBIX IIPU ITPUMeHeHnH (HIyKOHa30s1a HabJI0galoTCsI OTKJIOHEHU ST
pe3ynbTaToB QYHKIIMOHAJILHEIX P00 ITeYeHu, CleyeT YCTaHOBUTh TIaTeIbHOEe
HaOiofeHue 10 Pa3BUTUIO 00Jiee TSIXKEeJIOT0 MoPaXKeHus IIeUYeHu.

[TanmeHTOB cregyeT IPOUHOOPMHUPOBATE O CUMIITOMAaX, KOTOPHIE MOTYT
CBHUIETEJIbCTBOBATh O CEPLE3HOM BIMSHUHU Ha IeYeHb (BLHIpaxKeHHas aCTeHHUs,
aHOPEKCHs, IIOCTOSTHHAS TOIITHOTA, PBOTA U XKeJITyXa). B TakoM ciiyyae mpuMeHeHUs
dbnykoHa30Ja ciegyeT HeMeaJIeHHO IPEKPATUTDb M MPOKOHCYTbTUPOBATHCS C BPAYOM.



CepoeuyHo-cocyducmas cucmema. HeKOoTophEle a30JIkl, B TOM 4Kciie U PIyKOHA307I,
acconuupywTcsa ¢ yonuHeHveM uaTepBasia QT Ha OKI'. ®n1yKoHA3051 yOJIUHAET
nHTepBan Q-myTeM yrHETEHUS BEIIPSIMIISIONIEro KanueBoro kKaHana (Ikr). Yonuuaenue
uHTepBasa QT BcrencTBre AeWCTBUSA OPYTUX JIEKAPCTBEHHBIX CPENCTB (HalpuMep,
aMrogapoHa) MOXKeT yCUJIUBaThbCs B pe3ysbTaTe yrHeTeHus ¢pepmenTta CYP3A4
nmToxpoma P450. Coobmianock 00 o4eHb peaKuX Ciaydasax yaauHeHue uaTepBana QT u
MapOKCHU3MaJIbHOU KeJIyJOYKOBOU TaxXWKapOuM TUIA «IIUPYIT» IPU IPUMEHEHUN
npenapaTta ®nyHon®. Takue cooOIeHUsT KacalucCh IMMAllMeHTOB C TSXKeTbIMU
3a00/IeBaHUSIMU IIPU COUYETaHUU MHOTUX (PAKTOPOB PUCKaA, TAKMMU KaK CTPYKTypPHEIE
3a0o0yieBaHUS cepplla, HapyLIeHUs 3J1eKTPOJIUTHOTO 00MeHa U OOHOBPEMEHHOE
IpUMeHeHMe OPYTUX JIeKapCTBEHHBIX CPECTB, BIUSIONINX Ha nHTepBasn Q-. [TarimeHTH
C TUNIOKaJIMeMUEN U IPOTPeCCUPYI0IIer CepAedYHO HEJOCTaTOYHOCThIO UMEIOT
MOBHIIIEHHBIM PUCK BO3HUKHOBEHUS yIPOXKAIOIINX XKU3HU KETyOOYKOBEIX apUTMUN U
[IapOKCU3MAaJIbHOU XKeJIyIOYKOBOU TaXUKapOUU TUIIA <IITUPYIT».

®nyHON® CiegyeT C OCTOPOXKHOCTBIO IIPUMEHSTh MallieHTaM C PUCKOM Pa3BUTHUA
aputmuii. OMHOBPEMEHHOE IPUMEHEHNE C JIEKaPCTBEHHBIMU CPEICTBaMU,
MPONIOHTUPYIOT uHTEPBan QTc u MeTaboNMM3UPYIOTCS C ImoMoIlbio pepmernta CYP3A4
nutoxpoMa P450, npoTuBOIOKa3aHO.

I'anogpanmpuH. 'anodaHTpuH sBasieTcss cyoctpatoM pepmenTta CYP3A4 u
ImposioHTupyeT nHTepBan QTc npu MpUMEeHEHUN B PEKOMEHIOBAaHHBIX
TepaneBTUYECKUX Jo3ax. OmHOBpeMeHHOe MpuMeHeHne rajodanTpruHa U
dbyKoHa3ola He PEKOMEHOYeTCs.

Annepauveckue peakuuu. ITpu npuMeHeHUU QIyKoHa30J1a PEIKO CO00IIaIoCch O
Pa3BUTHHU TaKUX 9KCGHOIMATHUBHBLIX KOXKHBIX peakKiuil cuHapoM CTuBeHca-[I>KOHCOHA U
TOKCHUYECKHUH 3muaepManabHeIi HeKpoau3s. ITammueHTs co CITH oM Goiee CKIOHHEI K
Pa3BUTHIO TSIKENBIX KOXKHBIX PeaKLUl IPYU IPUMEHEHNN MHOTHUX JI€EKapPCTBEHHBIX
cpencTB. Ecnu y nmaneHTa C ITOBEPXHOCTHOU rpuOKOBOM MH(pEKIMEN TTOSIBISIOTCS
BBICBHITIAHUS, MOXKHO CBsSI3aTh C TpUMeHeHueM (pIyKoHa30Js1a, JajibHelee
IpUMeHeHNe MIpenaparTa CleOyeT IIpeKpaTuTh. Eciu y maliieHTa ¢ MHBAa3UBHOU /
CUCTEMHOM IrpuOKOBOM MH(PEKIMEeN MOSABISIOTCS BHICHIIAHUSA Ha KOXKe, 3a ero
COCTOSIHUEM HYKHO TIIAaTeJIbHO HalJIiofaTh, a B ClIydyae pa3BUTUS OyJIJIe3HBIX
BBICBHIIIAHUY WJIU IOJIMMOP(HOMN SpUTEMEI IPpUMeEHEHHUs (PIyKOHa30Jjia ClieayeT
IpPEKPaTUuTh.

FunepqyecmeumeﬂbHocmb. B PEeOKUX Ciay4dasax COo00IIasI0Ch O Pa3BUTHUH
aHaCl)I/IJ'IaKTI/IT-IeCKI/IX peaKHHﬁ.

ILTumoxpom P450. ®nyKoHa30I SIBISIETCS MOIIHBIM nHruoutopoM pepmerta CYP2C9 u
yMmepeHHBIM nHruoutopoM pepmerta CYP3A4. Takxke p1yKoHA30J SIBISIETCS
unruoutopom dpepmenta CYP2C19. CnenyeT HabmofaTh 3a COCTOSSHUEM MHAIlUEHTOB,



OJHOBPEMEHHO IMpuHUMaIUX OPIyHon® u npenapaTsl C Y3KUM TepaneBTUUYECKUM
OKHOM, MeTabonusupytomnmxcsa ¢ yuactuem CYP2C9, CYP2C19 u CYP3A4.

TepgpernaouH. CnegyeT THIaTeNIbHO HAOMIOOATh 32 COCTOSTHHUEM MallueHTa IIPu
OOHOBPEMEHHOM IpPUMeHEeHUHU TeppeHaguHa U piayKoHa3oa B go3e meHee 400 mr B
CYTKH.

BcnomoaameavHble seujecmaa. IIpenapaT COmepKUT JIaKTO3Y. ITaleHTaM ¢ PpeIKUMU
HaCJIeOCTBEHHLEIMHU 3a00JIeBaHUSIMU, TAKUMHU KaK HEIIePEeHOCUMOCTD T'aJIaKTO3HI,
HeOOCTAaTOYHOCTH JIaKTa3kl Jlammma 1 ManbaOCopOIIHs TII0KO3HI-TaJIaKTO3kI, HEe ClIegyeT
IIPUMEHSTDH 3TOT IIpenapar.

JleKapCTBEHHOE CPENCTBO cOOepKUT a30pyouH (E 122) u MOXeT BHI3BaTh
aJyieprudeckre peakiiuu.

CnoCcoOHOCTH BJIMSITHh Ha CKOPOCTH PEaKIIHH IIPH YIIPaBI€eHUH
AaBTOTPAHCIIOPTOM MJ/IM PabdoTe C MeXxaHU3MaMH

HccnemoBaHul BIUSHUS IIperiaparta (DHYHOTI® Ha CIIOCOOHOCThH YIIPDABIIATB
ABTOTPAHCIIOPTOM HJIM OPYTHMMHU ME€XaHHU3MaMH He IITPOBOOUIIHN.

[MTaneHTOB cnenyeT IPONHGOPMHUPOBATL O BO3MOXKHOCTH PAa3BUTHUS I'OJIOBOKPYKEHUS
WUJIV CYOOM IIpU NpuMeHeHuu npenapata ®nyHon®. ITpu pa3sBUTUU TaKUX CUMIITOMOB
He PeKOMEeHAYeTCs yIIPaBlIsiTh aBTOTPAHCIOPTOM MJIM paboTaTh C MeXaHH3MaMHU.

IIppuMeHeHHe B mepHO]] 0EPEMEHHOCTH H/IIH KOPMJIEHHUS I'PYIbIO

bepemeHHOCM®.

[To maHHBIM 0O0CEPBAIIMOHHOTO UCCIEIOBAHMS, CYIIIECTBYET ITIOBBLIIIIEHHBIN PUCK
CIIOHTAHHOTO abopTa y XKEeHIIUH, IT0Ty4aBIIuX (GIyKOHA30JI B TEYEHUE IePBOTO
TpuMecTpa 6epeMeHHOCTH. CO00IIaIoCh 0 MHOTOYHMCIIEHHBIX BPOXKIEHHbBIE ITaTOJIOTUU
Y HOBOPOXIEHHBIX (BKITIOUas Opaxunedarsns, IUCIIIa3U0 YIITHON PAaKOBUHHI,
Yype3MepHOe yYBeludeHue MepeaHero poagHuyKa, UCKpUBJieHue 0eapa,
MJIEYOJIMKTHOBUM CHHOCTO03), MaTePH KOTOPHIX IIPUHUMAJIH BEICOKHE HO3bI
¢dnykonazomna (400-800 MT B CyTKM) B TeUeHUeE 110 KpallHEN Mepe Tpex unu doiee
MECSIIEB /IS JIeYeHre KOKIUAionmo3y. CBsI3b MeXKay IpuMeHeHneM ¢GIIyKOHA30/1a U
9TUMU Cy4dassMU He omnpenesieH. McciemoBaHUs Ha X XKUBOTHHIX PEIIPOOYKTUBHOMN
TOKCHUYHOCTH.

He cnengyeT npuMeHsTh (PJIYKOHA30J1 B OOBIYHLIX M03aX ¥ Ha3HAYaTh KPAaTKOCPOUYHBIE
KYPCHI TedeHust GrIyKOHA30JI0M B mepuoji 6epeMeHHOCTH, 3a UCKIII0UeHeM KpalHen
HEeoOXOOUMOCTH.



He cnengyeT npuMeHsTh (pJIyKOHA30JI B BEICOKUX M03aX H/UJIM Ha3Ha4YaTh OJIUTEIbHEIE
KYPCHI TeyeHust GrIyKOHaA30JI0M B mepuoji 6epeMeHHOCTH, 3a UCKIIIOUEeHHUEM JIeUeHU s
UH}EKIUM, TOTEeHITHAJILHO YyIrPoXKalollue XXKU3HU.

KopmaeHus 2pyobvio.

®1yKOHA30JI MPOHUKAET B IPYAHOE MOJIOKO U OCTUTAeT HM3KOU KOHIIEHTpaluy, YeM B
w1a3Me KpoBu. KopMiieHMe rpyaobi0 MOXKHO ITPOJOIXKATh IIOC/Ie OOGHOKPATHOIO
MIpUMeHeHUs 00BIYHOM MO3Hl (hJIYKOHA30J1a, YTO CcoCTaBisAeT 150 Mr unu MeHbIIIE.

KopMuTtse rpynpio He peKOMEHOyeTCs IPU MHOTOKPaTHOM IPUMEeHeHUHU (PJIyKoHa30j1a
WUJIYM IPU IPUMEHEHUHU BHICOKUX O03 pyKoHa3oma. CneayeT OLleHUTD II0JIb3Y
KOPMJIEHUS TPYObIO OIS Pa3BUTHUSA U 300POBbS peOeHKa, a TakKe KJIMHUYECKYIO0
MOoTPeOHOCTh MaTepHU B (hJIIyKOHA30JI U J00ble TOTeHIMalbHbIe TOO0YHBIE 3 (HEKTHI
IIpenapaTa UJIX OCHOBHOTO 3abo0ieBaHUs MaTepu Oy pebeHKa, HaXOOUTCS Ha TPyAHOM
BCKapMJIMBaHUU.

depmuabHOCMD.

®1IyKOHA30J1 He BIHSI Ha (EePTUILHOCTh CAaMIIOB M CaMOK KPEIC.
Cnnoco0 nmpuMeHeHUsI U 1036l

Karicynsl ciienyer rioTaTh LieJIMKOM. [IpueM npenapaTa He 3aBUCHUT OT IIpUeMa IIHIIU.
B3apocavie.

[IpenapaTt npuMeHATHE BHYTPL B 03e 150 MI' ODHOKpAaTHO.

ITauyueHmul nodcU1020 BO3pPACMA.

HpI/I OTCYTCTBHHU IIPU3HAKOB HaPYIIIEHUA (bYHKI_[I/II/I IIOYEeK OJIs JIeYeHUsI HJaHHOM
KaTeropuu IIailueHTOB ITPUMEHSATH 06]:1‘-IHYIO O3y OJIsd B3POCIIBIX.

HapyweHue ¢pyHKUUU noyexk.

®1yKOHa30J1 BLIBOOUTCS B OCHOBHOM C MOYOU B HeM3MeHeHHOM Bupe. [Ipu
OOHOKPATHOM IPUMEHEHUU IIpellapaTa KOPPEKTUPOBATh A03Y HaHHOM KaTerOpUuu
MMal¥eHTOB He TpebyeTcH.

HapyweHue ¢pyHKUUU nevyeHu.

®nyKOHa30II CIeayeT IPUMEHSITh C OCTOPOXKHOCTBIO ITallueHTaM C HapyHIeHUSIMU
(byHKIMY TedyeHH, TOCKOIbKY HH(pOpMaIllnM 110 IpUMeHeHUI0 (IIyKOHa30j1a 3TOU
KaTeropuu nanueHTOB HeJOCTAaTOYHO.



HeTn

b deKTUBHOCTh M 6€30IIaCHOCTh MPUMEHEeHH’s IpelapaTa reHUTaJIbHBIX KaHIUO030B Y
OeTeud He YCTaHOBJIEHBl, HECMOTPS Ha MCUYepIbIBaloIle JaHHbIE 110 IIPUMEHEHUIO
npemnaparta ®nyHon® pmetsiM. Ecnu cyliecTByeT HacyIllHas He0OXOOUMOCTD
NpUMeHeHUs IIpemnapaTta geTsaM (B Bo3pacTe oT 12 mo 17 neT), cieayeT IpUMEHSTh
OOBIYHBIE JO3BI [IJI51 B3POCIIBIX.

Ilepeno3upoBka

[Tony4eHOo COOOIIIeHrEe O IIepemno3uPoBKe (GJIYKOHA30JI0M; OJHOBPEMEHHO COO0IIalIH O
TraJUIIOIAHALMAX U HaPaHOUOAIbHOTO IIOBENEeHHs.

[Tpu mepeno3upoBKe HEOOXOOUMO TIPOBECTH CUMIITOMATUY€ECKYIO ITOOIEePKUBAIOIIYIO
Teparuio U Ipu He0OXOOUMOCTHU IPOMBITh XKENTYIOK.

®nyKoHa30/I B 3HAUUTEJILHON CTEIIEHM BLIBOOUTCS C MO4YO0U; GOPCUPOBAHHEBIN ANUYPE3
MOXKeT YCKOPHUTH BEIBeeHUe npemnapaTa. CeaHC reMoauain3a IPOgOIXKUTEIbHOCTHIO
3 4aca CHU2KaeT YPOoBeHb (pJIlyKOHa30Jj1a B IJila3Me KpoBU Ha 50%.

ITo6GouHBbIE peaKIuu

HawubGosee yacTeIMU TOOOYHBIMU peakiusaMu (> 1/10) aBs0TCSA rojioBHas 6071k, 60JIb
B XKWBOTE, IHUapesi, TOUTHOTA, PBOTA, CHIIb, IIOBLIIIIEHNE YPOBHS
anannHamMuHOTpaHcdepaswl (AJIT), acmapratamuHoTpancdepasnl (ACT) u nienodHou
docdaTasn KpoBwu.

[I715 OLleHKU 4aCTOThl BOSHUKHOBEHUS IMTOOOYHBIX PeaKLMi UCIONb3YIOT CIIeOYIOUIyI0
Kinaccudukaiimio: odeHb Jacto: (=1 / 10), HacTo: (=1 /100 u <1/10), Heuacro: (=1 /
1000 u <1/100), Pegoko: (=1 /10000 u <1/1000), ouens Pegko: (<1/10000), wacToTa
Hen3BeCTHa (HEBO3MOIKHO OILIEHUTh Ha OCHOBAHUU UMEIOIITUXCS TaHHBIX).

Co cmopoHblI cucmembl Kposu U AUMGPaAmu4eckou cucmembl.

HeuacTo: anemus.

Penko: arpaHyJionTO3, TE€UKOIIEHNS, HEUTPOIEHUS, TPOMOOIIUTOIIEHU .
Co CmMOpPOHbI UMMYHHOU CcucmemMbl.

Penko: anagunakcus.

Memaboauyeckue u aaumMeHmMapHsvle paccmpotlicmed.

HeuacTo: CHUXXEHUE allleTuTa.



Penko: runepTpuriuiiepugeMusi, TUIEePX0IeCTEPUHEMISI, TUIIOKAINEMUSI.
Ilcuxuuyeckue HapyweHuUA.

HeuacTto: 6eccoHHMIIa, COHJIUBOCTD.

Co cCmoOpoOHblI HEPBHOU CuCMEeMbl.

YacTto: ronoBHas 00JIb.

HeuacTo: cymoporu, roloBOKpy2KeHUe, TapecTe3uu, HapylleHus BKyca.
Penko: Tpemop.

Co cmopoHbl 0p2aHOo8 cayxa U secmubyaapHO20 annapama.

HeuacTo: BepTuro.

Co cmopoHbl cepdevyHOo-cocyoucmot cucmemeul.

Penko: mapokcu3ManbHas XKeIyOgodyKoBas TaXUKapOus TUIla «IUPYIT», YAJIUHEHUE
urTepBana QT.

Co cmopoHbl JHceny00YHO-KUUWe4YH020 mpakma.

YacTo: 6016 B OPIOIIIHOM IIOJIOCTH, Auapesi, TOITHOTa, PBOTA.
HeuacTo: 3amop, OuCIIEIICUs, METEOPU3M, CYXOCThb BO PTY.

Co cmopoHbI nuwesapumeibHol cucmemebl.

Yacrto: noBritieHue ypoBHA AJIT, ACT, menouynoi ¢pocdaTa3Hhl.
HeuacTo: X0mecTas, XKeJTyxa, IIOBLIIIIeHNEe YPOBHSA OUIUpPyOHUHa.

Penko: meyeHoyHass HEOOCTATOYHOCTH, I‘GH&TOHGHHIOHHPHBII:I HEeKpPO3, I'elIaTUTHI,
FGHaTOHeHHIOHHpHOfI IIOPazKeHus.

Co cmoOpOHbI KOJHCU U NOOKOHCHOU MKAHU.
YacTo: BLICHITIAHHUS.

HeuacTo: 3yn, MequKaMeHTO3HbIM IepMaTUT (BKITIoYast GUKCUPOBaHHBIN
MeOUKaMeHTO3HbIM IepMaTUT), KpalluBHUILIA, TIOBLIIIIEHHOE IOTOOTAEJIEHUE.

Penoko: TOKCHYeCKUH 3MHOepMalbHBIN HEKPOJIKU3, CHHOPOM CTuBeHCa-I[?>KOHCOHA,
OCTPHIM TeHepaIn30BaHHEIN 3K3aHTEMATO3HEIU IYCTyJie3, 9KC(POIUaTUBHBIN
OepMaTUT, aHTMOHEBPOTUYECKUU OTEK, OTEK JIUIla, aJIoNenus.



YacToTa HEM3BeCTHA: MeIUKaMEeHTO3Has Peaklus ¢ 303UHOGUINEeN U CUCTEMHBIMU
nposisnenusamu (DRESS).

Co cmopoHbl KOCMHO-MblWEYHOU cucmembl.

HeuacTo: Mmuanrus.

OO1iue paccTporCcTBa.

HeuacTo: moBuIllIeHHas YTOMJISEMOCTDh, HEJOMOTaHle, aCTeHHUS, TUXOpaaKa.
IHemu.

YacToTa U XxapakKTep MOO0YHBIX peaKIIui U OTKJIOHEHUM OT HOPMbI Pe3yIbTaTOB
nabopaTOPHEIX aHAJIM30B B IIPOIleCcCe KJIMHUYECKUX UCCIeNOBaHUM C ydacThueM AeTel
COIIOCTaBUMBI C TAKOBBIMHU Y B3POCIIBIX.

CpoOK rogHOCTH
4 ropa.
YcinoBusi XxpaneHusi

XpaHUTh IIPpU TeMIlepaType He Bhile 25 ° C B OpUTrMHAJIbLHOU yIIaKOBKE.

XpaHUTH B HEOOCTYIIHOM [JIs1 IeTel MecCTe.

YnakoBka

ITo 1 unu 2 Kancysnsl B Onucrtepe, mo 1 61ucTepy B KAPTOHHOU yIIaKOBKE.
KaTeropus ornycka

Bes penenta - kancysna mo 150 mr Ne 1.

ITo peuenty - karcymna mo 150 mr Ne 2.
IIpou3Boourenb
Ho6ens MJTIAY CAHA BE TUI2KAPET A.III.

MecCTOHaxOXKIeHHe IIPOU3BOIUTEJISI U ero aapec MecTa oCcynmieCTBJICEHUA
oesiTeJIbHOCTH

KBaptan Cankakiiap, np. Ecku Akdyakopgxa, Ne299, 81100 r. [ro3nxe, Typuus



HcTOouHMK HHCTPYKIIHHA

HNHCTPYKIIKS TeKapCTBEHHOTO CPeNCcTBa B3sTa U3 OQUIIMATIbHOTO HCTOYHUKA —
'ocymapCTBEHHOT0O peecTpa JIeKAaPCTBEHHEIX CPEeOCTB YKPAuHEL.



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

