VHCTPYKLINA
MO MEOVLHCKOMY MPUMEHEHWIO TEKAPCTBEHHOI O MPEMAPATA
TudnykcaH

PerucTtpauuoHHblii Homep: J1M-Ne(004662)-(Pr-RU)

Toprosoe HaumeHoBaHue: TudnykcaH

MexpayHapoaHoe HenaTeHTOBaHHOE UM FPYNNUPOBOYHOE HauMeHoBaHue: (hllyKoHa3on
JNekapcTBeHHas hopma: pacTBop ANs NHDY3NN

Cocrtas
1 MN Mpenapara CoaepXuT:
[HevicTsyroLLiee BeLLECTBO!

dnykoHazon 2,0 mr
BcriomoratensHble BelLecTsa:

Hatpusa xnopug 9,0 mr
Bopga ana nHbexkumin no 1,0 mn

TeopeTnyeckas ocmonapHocTb: 315 MOcm/n.

Onucanne
[Mpo3payHbii 6ecLBETHbIN PACTBOP.

®apmakoTepanesTMyeckas rpynna: npoTviBorproKoBble CPEACTBA CUCTEMHOrO AeVICTBISA; NPOU3BOAHbIE TPVAa3ona 1 TeTpasosa.
Kop ATX: JO2ACO1

®dapmakonornyeckue cBonicTsa

dapmakognHamnKa

DnyKoHa30A, TPrasosbHOe NPOTUBOrPYOKOBOE CPEACTBO, SBNSETCS MOLLHBIM CENEKTVIBHBIM MHMMOUTOPOM CUHTE3a CTEPOSIOB B KIETKE MPUBOoB.
Ero ocHOBHOM MexaH13M AeCTBUA 3aKI0HaeTCs B UHIMOMPOBaHWN ONOCPEfOBaHHOM MPUBKOBbLIM LIMTOXPOMOM P-450 peakuun AemeTvnm-
poBaHusa 14-anbanaHocTepona, ABMSIOLLENCS KItoYeBbIM 3Tarom 61UocuHTE3a aproctepona B rpubax. Hakonnenve 14-anbda-metuncre-
PONIOB KOPPENMPYET C NMOCNeayIoLLEen NOTEPeN 3procTepona, BXOASLLEro B COCTaB KNETOYHOM MeMbpaHbl rprboB; 3TOT MPOLIECC, BO3MOXKHO,
NEXUT B OCHOBE NPOTUBOrPUOKOBOrO AENCTBIA (hiykoHazona. MokasaHo, YTo dlyKoHa30s 60M1ee CeNekTUBEH N0 OTHOLLEHUIO K (DepMeHTam
cemelcTBa LpToxpoma P-450 rpnbos, H4em Mo OTHOLLEHUIO K Pa3nnyHbIM hepMeHTaM cemMencTaa LToxpoma P-450 MiekonmTaoLLmX.
drykoHa3o1 0611aaeT BbICOKOW CreLUMUYHOCTBIO B OTHOLLEHWN MPUOKOBbLIX (PEPMEHTOB, 3aBUCUMbIX OT LuToxpoma P-450. Tepanus dnyko-
Ha30510M B [103e 50 Mr/cyT B TedeHvie Ao 28 fHel He BAVSIET Ha KOHLIEHTPALMIO TECTOCTEPOHA B Masme KPOBU Y MY>KHUH MW KOHLIEHTPaLMIO
CTEeponZOoB B Mia3Me KPOBW Y XEHLLMH AeTopoaHoro sBospacta. dnykoHason B fose 200-400 Mr/cyT He OKasblBaeT KIIMHUYECKN 3HA4M-
MO0 BIMSHUS HA YPOBHU SHAOTEHHBIX CTEPOMAOB N UX PEaKLMIO HA CTUMYNALMIO aApeHOKOPTUKOTPOMNHOro ropMora (AKTT) y 300poBbix
MY>XHNH-L06POBOSBLEB. VIcCnenoBaHyist B3anMOLENCTBUS C aHTUMMPVHOM MOKasan, YTO HU OHOKPATHbIA, H MHOMOKPAaTHbIA NpreM 03
dnykoHasona no 50 Mr He BAVSIET Ha ero MeTabonaMm.

3aBycrMocTs napameTpoB hapMakoKMHETVKN 1 hapMakoguHaMyKu

B vccnepoBaHyisix Ha KUBOTHBIX BbISIBIEHA 3aBUCUMOCTb MEXY 3HAYEHVSIMN MUHUMaBHON MHMMOMpPYIoLLel KoHueHTpaumm (MAK) n adbdek-
TUBHOCTBIO B OTHOLLEHUM 3KCMEPUMEHTaTBbHBIX MUKO30B, 00YCNOBAEHHbBIX MprbkoM poaa Candida. B KIMHUHECKUX NCCNEfOBaHUSX UMENO
MECTO MPaKTU4ECKN NMHenHoe oTHoLeHre 1 : 1 mexxay AUC 1 foson dnykoHasona. CyLLecTByeT XOTs M NpsiMasi, HO HerosiHasi B3aMMOCBSi3b
mMexy nokasarenem AUC 1nm fo30i 1 yCrnelHbIM KIMHUHECKM OTBETOM KaHAMA03a POTOBOM NOMOCTY U B MEHbLLIEV CTENEHN KaHaUAEMN
Ha Tepanunio. AHaIOMM4YHbBIA METOA, TIEHEHNS B MEHbLLIEN CTeNeHN NOAXOANT ANA NeHeHns NHMDEKLIA, BbI3BaHHBIX LUTaMMamu G BbicCokon MUK
nykoHasona.

Muikpoburonorns

DnyKoHa301 NPOAEMOHCTPMPOBAaN MPOTUBOMPUOKOBYIO aKTVBHOCTb i Vitro B OTHOLLEHUW Hanbonee PacrnpoCTPaHEHHbIX B KIMHUYECKO
npaxTuke Brnaos rpubka Candida (sknodas C. albicans, C. parapsilosis, C. tropicalis). Ona rpubos popa C. glabrata v C. guiliermondii MK
hnykoHasona sABnseTca 6onee BbICOKOM, B TO BpeMs Kak C. Krusei IMeeT MpUpPOLHYIO YCTOMYMBOCTL K lyKoHa30sy. HegaBHO nosiBvBLLMECS
BUabl rprbka C. auris OTHOCUTESNIBHO YCTOMHMBBI K BO3AEVCTBIIO (hlyKOHa30Ma. YCTaHOBIEHa Takxke HyBCTBUTENBHOCTL hykoHasona in vitro
B OTHoLWeHun Cryptococcus neoformans v Cryptococcus gattii, a Takxe NPOTYB SHAEMUYECKNX NNECHEBbIX MPUOKOB Blastomyces dermatitidis,
Coccidioides immitis, Histoplasma capsulatum v Paracoccidioides brasiliensis.

Mpw BHYTPVBEHHOM BBEAEHUM (hlyKOHA301 NPOSIBASIET aKTVBHOCTb Ha PA3IMYHBIX MOLENAX MPUOKOBBIX MHPEKLIMIA Y XKMBOTHBIX. [TpoaeMOH-
CTpUpOBaHa akTUBHOCTbL Npenaparta npu onnopTyHUCTUHECKNX MUKO3aX, B TOM HCIe Bbl3BaHHbIX Candida spp. (BKNOYas reHepann3oBaHHbIi
KaHOWZO03 Y XKMBOTHbIX C NModasfeHHbIM UMMYyHUTETOM), Cryptococcus neoformans (Bkntodas BHyTpUYepenHble Hdekumn), Microsporum spp.
1 Trychophyton spp. YcTaHoBMeHa Takke akTUBHOCTb (hJTyKOHA30/1a Ha MOAENSAX SHAEMUHYHBIX MUKO30B Y >KMBOTHbIX, BKIIHOYast MHAEKLM,
BbI3BaHHble Blastomyces dermatitidis, Coccidioides immitis (BkntoHas BHyTpu4epenHble MHbekumm) 1 Histoplasma capsulatum y sXnBOTHbIX
C HOpPMaUTbHBIM ¥ MOAABNEHHBIM UMMYHUTETOM.

MexaHambl passuTys PE3NCTEHTHOCTY K (hJlyKOHa30/1y

Y 06bI4HO BOCMPUMMUMBLIX BUAOB Candida Havbonee 4acTo BCTPEHatoLMIACH MeXaHV3M YCTOMHMBOCTU BKIOHAET Lienesble (DepMeHTbI
a30/10B, KOTOPbIE YHaCTBYIOT B GMOCUMHTE3E aprocTeposia. MexaHnam pesvCTEHTHOCTU CBSA3aH CO CHUKEHHO HyBCTBUTENBHOCTLIO (DepMeH-
Ta-MULLEHN K MHTMOMPYIOLLIEMY BO3AEVCTBMIO dhlykoHasona. ToveyHble MyTaumm B reHe ERG11, koampytoLLem hepMeHT-MULLIEHb, MPUBOAAT
K BUOVSMEHEHMIO MULLIEHW N CHIKERNIO alp(MHHOCTI K a3onam. Yeennderne akcnpeccun reHa ERG11 npyBoauT K MpoayKummn BbICOKUX
KOHLIEHTPaUM (hepMeHTa-MULLIEHN, YTO CO34aeT NOTPEOHOCTb B YBENMHEHWI KOHLEHTPaLWM (hlyKOoHa30Ma BO BHYTPUKNIETOYHOM XXUAKOCTY
AN NOAABNEHVA BCEX MONEKyN hepMeHTa B KNeTke.

BTOpOW 3HAYNTENBHBIN MEXaHV3M PE3VICTEHTHOCTY 3aK/TIOHaETCA B aKTVIBHOM BbiBefeH!N (hlykoHa30mMa 13 BHYTPVIKNIETOYHOrO NMPOCTPaH-
CTBa MNOCPELCTBOM akTVBaLMM ABYX TUMOB TPaHCMOPTEPOB, YHaCTBYIOLLMX B aKTVBHOM BbiBEAEHWM (3PhNoKCe) NpenapaToB 13 rprbkoBoi
KneTkn. K Takvm TpaHcropTepam OTHOCUTCS MaBHbIA MOCPeaHNK, KOOMPYEMbIA MeHaMV MHOXXECTBEHHOW NEKapPCTBEHHOW YCTONYMBOCTY
(MDR), n cynepcemeinctso ATd-CBsI3bIBAIOLLIEN KACCETbI TPAHCMOPTEPOB, KOANPYEMOE reHaMm Pe3nNCTEHTHOCTH rprboB Candida K a30/10BbIM
aHTVMUKOTVIKaMm (CDR).

I'mnepakcnpeccus reHa MDR NprBOAUT K pe3UCTEHTHOCTI K (DTyKOHA301y, B TO XKe Bpems rvnepakcnpeccus reHoB CDR MoxeT mpusoanTts
K PE3UCTEHTHOCTU K Pasnv4HbIM asonam.

PeavicTtenTHOCTL K Candida glabrata obbiMHO onocpepoBaHa runepakcnpeccuelt reHa CDR, YTO NpUBOAUT K PE3UCTEHTHOCTU KO MHOTUM
asonam. [ns Tex wrammoB, y kotopbix MUK onpefensieTcs kak npomexxyTouHast (16-32 Mr/n), pekoMeH[yeTCst MPUMEHSTb MakCUMaslbHble
[03bl hrlyKoHasona.

Candlida krusei cneflyeT paccMaTpuBaTh Kak PE3VNCTEHTHYIO K (DITyKOHa30s1y. MexaHn3m pe3anCTEHTHOCTI CBSI3aH CO CHYPKEHHOW YyBCTBUTENb-
HOCTBIO (hepMEeHTa-MULLIEHN K MHIMOMPYIOLLIEMY BO3AENCTBIIO (hilyKoHa3omMa.

[orpaHn4HbIe 3Ha4YeHVIs HyBCTBUTEILHOCTY

[orpaHnyHble 3Ha4eHVs1 4yBCTBUTEIbHOCTY (cornacHo EUCAST)

OcHoBbIBasiCb Ha aHanmde hapMakoKMHeTYeCKmx/hapMakoanHammyieckmx (PK/OL) naHHbIX, YyBCTBUTENBHOCTU in Vitro I KIMHNYECKOM
otBeTe EUCAST-AFST (EBpOneiickuii KOMUTET MO OnpeAeneHio YyBCTBATENbHOCTU K aHTVMUKPOBHBIM NpenapaTtam — NoAKOMUTET Mo onpe-
[eneHnio YyBCTBUTENBHOCTY K MPOTUBOIrPYOKOBEIM Mpenaparam) onpeaeniin rpaHuLbl YyBCTBUTENBHOCTY K donykoHasony ans Buaos Candida
(nokymeHT «EUCAST Fluconazole rational document (2013 r.)» — pefakuyst 2; EBponenckmii KOMUTET MO OMNpPeaesieHnio YyBCTBUTEIbHOCT
K aHTUMUKPOBHBIM NpenapaTam — NOAKOMUTET MO ONPeAeneHno YyBCTBUTENBHOCTY K MPOTMBOMPUOKOBbLIM NpenapaTam (AOKYMeHT «Tabnmubl
MOrPaHNYHbIX 3HAYEHWIA HyBCTBUTENBHOCTY ANst uHTepnpeTaumm 3HadqeHnin MUK (2018-02-12)» — pepakums 9.0). MorpaHuyHble 3HaveHns
Oblnn pasfeneHbl Ha He OTHOCSLLMECS K BuAaM, KOTOpbIe Oblnv OnpeaeneHbl MPerMyLLIECTBEHHO Ha OCHOBaHWUM AaHHbIX PK/D[ 1 He 3aBrcsAT
oT pacnpefenerns MUK ons KOHKPEeTHbIX BUAOB, U CBSI3aHHble C BUAaMM, KOTOpble Havbosiee HYacTo BbI3bIBAIOT UHAEKLMN Y Noaen. OTn
NorpaHNyHble 3HA4EHNS MPEACTaBEHb! B TABMLE HIXKE.

I"paHNLbl HyBCTBUTENBHOCTI, KOTOPbIE 3aBUCST OT ByAa Bo3byauTens (H</P>) B Mr/n TpaHLp!
MpoTnBOrpUbKO- YyBCTBUTENBHOCTY, KOTOPbIE
Bble Mpenaparbl Candida Candida Candida Candida Candida He 3aBucaT OT Buga® (H</P>)
albicans glabrata krusei parapsilosis tropicalis B Mr/n
®nyKoHazon 2/4 0,002/32* - 2/4 2/4 2/4

Y — 4yBCTBUTENbHBIN, P — PE3NCTEHTHbIN.

A — rpaHuLibl HyBCTBUTENBHOCTY, KOTOPbIE He 3aBVCST OT BiAa BO3BYAMTENs, Gbinn onpeaeneHbl NPenMyLLIECTBEHHO Ha OCHOBAHM [aHHbIX
OK/D[, 1 He 3aBucaT oT pacnpeaeneHnst MK KoHKpeTHbIX B1aoB. OHW NpefHa3HaueHb! UCKMOUMTENBHO A5 MPUMEHEHVS NS OPraH3MOB,
KOTOPbIE HE UMEIOT CNeLMUHECKOro NOrpaHNYHOrO 3HaYeHS.

MpoYepK — He PEKOMEHAYETCS NMPOBOAWTH UCTIBITAHUS Ha HYBCTBUTENBHOCTb, MOCKObKY AaHHBIN BUL MIOXO NMOAAAETCS Tepanimn yroMsHyTbIM
NeKapCTBEHHbIM MpenapaToM.

* BHauuTenbHOE YMCo MHgekUwii BbidBaHo C. glabrata, anst Kotoporo 3HadeHus MK dnykoHasona coctaBnstoT 2-32 Mr/n npy OTCYTCTBUM
MEXaHN3MOB PE3VCTEHTHOCTY.

MockonbKy CyLLIECTBYET Masno NEKapCTBEHHbIX CPEACTB, MOAXOAALLWX AN NeYeHNs NHAEKLMIA MOHEBBIBOASLLNX NyTe 1 UHPEKLMIA CAMUCTBIX
0605104eK, MOANEXALLYIX NIEHEHNIO B YCNOBUSX NEPBUYHON MEAVLIMHCKOM MOMOLL, (DITyKOHA301 MOXET ObiTb NOAXOAALLIMM BbIBOPOM. B crny4asix,
Korpa hyKoHason SBNSETC eaMHCTBEHHbIM [OCTYMHbIM MPOTUBOMPYOKOBLIM CPEACTBOM [/ NeHeHns UHdeKLwiA, BoissaHHbix C. glabrata,
MOXET NOTpeboBaTbCA NPVIMEHeHVie 6onee BbICOKOM [03bl Mpenapara.

HepocTaTtouHo foka3aTeNbCTB TOro, HTO CReayoLLye LTaMMbl ABASKOTCS XOPOLLUMMI MUALLIEHAMM Ans Tepanun donykoHasonom: C. dubliniensis,
C. guilfiermondiii.

[orpaHnyHble 3Ha4eHus1 4yBCTBUTE/IbHOCTU (cornacHo Kputepumsim VIKJIC)

[MorpaHnyHble 3Ha4eHns YyBCTBUTENBHOCTY (H), MprdHaHHble VIHCTUTyTOM KnuHndeckunx 1 JlabopatopHbix CtaHgapTos (MKJ1C), ogvHakossbl,
3a vcknodeHviem Buga C. glabrata, ans KOTOPOro He YCTaHOBMEHb! MOrPaHMYHbIE 3HAYEHNS Y, TONBKO NMPU3HAHO NorpaHnyHoe 3HaqeHne 443
(4yBCTBUTENBHBIA [0303aBUCKMbIN) < 32 Mr/n. VIKJIC Takke onpeaensieT norpaHnyHoe 3HadeHne 113, pasHoe 4 mr/n, ans suaos C. albicans,
C. parapsilosis n C. glabrata, n = 8 Mr/n Kak 3Ha4eH1e pPeancTeHTHOCTY (P) Ans aTux Tpex Bruaos (MHCTUTYT KnuHndecknx 1 JlabopaTopHbIx
CranpapToB (MKJIC)). HopmaTvBHble nokasateny OnpefeneHst MpoTUBOrPUOKOBON HyBCTBUTENBHOCTA MAECHEBbLIX MPMOKOB. 1-i BbIMyCK.
NKNC pononHeHne MB0 (ISBN 1-56238-828-2 [Print]; ISBN 1-56238-829-0 [Electronic]). VIHcTuTyT KnuHndeckux v JlabopaTtopHeix CTaH-
naptos, 950 Bect Bannu Poya, Ciont 2500, BaiiHe, MeHcunbeanms 19087 CLLUIA, 2017).

[orpaHnyHble 3Ha4eHVIs1 4yBCTBUTEIbHOCTI CorsiacHo kputepusim FDA (Tpebosarusi FDA CLLIA gns USPI)

Food and Drug Administration (FDA) CoenunHerHbIx LLITaToB AMEprKn NMpuHMMaeT norpaHnyHble 3Hadenns Y n P VKJIC; xoTs He ncnonbayet
TEPMUHONOrIO Y13 1 paccMaTprBaeT 3TV 3HaYeHUs Kak «rpomexkyToudHble» (1) (https://www.fda.gov/STIC).

®dapmaKoKkuHeTUKa

PapMakoKMHETVIKa (hryKoHa301a CXoAHa Mpu BHYTPUBEHHOM BBEAEHUM U MpriemMe BHYTPb. KOHLEHTpaLus B nna3Me KpoBW MpOMopLvo-
HanbHa f[o3e 1 focTturaet Makcumyma (C.) depes 0,5-1,5 yaca nocne npviema ykoHasona HaTtolak, a nepvog nonysbiseneHus (T;,,)
cocTasnseT okono 30 Yacos. 90 % paBHOBECHOW KOHLEHTpaLmm JocTuraeTcs K 4-5-My OHIO Nocne Hadana Tepann (Mpy MHOrOKPaTHOM
npveme npenapara 1 pas B CyTKy).

BeeneHvie «ypapHoii» 0o3bl (B 1-11 AeHb), B 2 pasa MpeBbILLaloLLel 0ObI4HYIO CYTOYHYIO [03Y, AenaeT BO3MOXHbIM focTvxeHne 90 % paBHO-
BECHOW KOHLEHTPaLMN KO 2-My AHIO Tepanum.

O6bem pacnpefeneHist MprbnkaeTcs K 06LLEMY COAEPaHIO BOAb! B opraHiame. CasidbiBaHne ¢ 6enkamm niasmbl Kposu — Hu3koe (11-12 %).
PnyKoHa30/ XOPOLLO MPOHUKAET BO BCE XKMOKOCTU OpraHuama. KoHLeHTpauum giykoHasona B CIIlOHe 1 MOKPOTE CXOLHbI C ero KOHLEHTpa-
LWsSiMA B M1a3me KPOoBU. Y MauyieHToB C MPUOKOBBIM MEHVHIMTOM KOHLEHTpaLwn dhlykoHasosa B CHHOMO3rOBOM XMAKOCTW COCTaBNSOT
0K0n0 80 % OT ero KOHLIeHTpaLMIA B Nnasme KpoBu.

B porosom cnoe, anuaepmmuce, Aepme 1 NOTOBON XKMOKOCTU JOCTUratOTCS BbICOKME KOHLEHTPALWW, KOTOPbIE MPEBbILLAIOT CbIBOPOTOHHbIE.
DdnykoHason HakanmeaeTcs B pOroBom coe. IMpu npreme B fo3e 50 Mr 1 pa3 B CyTKM KOHLEHTpauUVs (hilykoHa3osa B POroBOM C10e Hepesd
12 OHelt cocTaBnsieT 73 MKI/T, @ Yepes 7 AHE Mocne NPeKpaLLeHnst NeveHns — Tonbko 5,8 MKr/r. Moy npumeHeHi B gose 150 Mr 1 pas BHegento
KOHLEHTpauUus lyKoHasosa B POroBOM Croe Ha 7-1 igHb CoCcTaBnseT 23,4 MKI/T, a Yepe3 7 [Hel nocre nprema BTopon Ao3bl — 7,1 MKr/T.
MpenapaT BbIBOAWTCS, B OCHOBHOM, NMoykamu; npumepHo 80 % BBeLEHHOW [03bl OOHaPYKVBAETCS B MOYE B HEVIBMEHEHHOM Buae. KnnpeHc
hnykoHasona nponopLyoHaneH knmpeHcy kpeatuHnHa (KK). Livpkynvpytolime metabonnTbl He 0OHapy>KeHb.

[nutensHein T,,, U3 NNa3Mbl KPOBUW NMO3BONSET NPUMEHSTE (hlyKoHa301 1 pas B CyTKM Unn 1 pa3 B Hefiento — Npu ApYrvx rnokasaHusx.

B xofe nccneposaHyst (hapMakoKUHETVIKY C yHacTeM 10 >KeHLLYH, BPEMEHHO UM NOMHOCTBIO MPEKPaTUBLLMX KOPMIEHWUE MPYAbIO, OLIEHN-
Ba/M KOHLIEHTpaUWio dhnykoHadona B nnasme KpoBy ¥ rpyAHOM MOJSIOKE B TedeHne 48 4acoB nocne ofHoKpaTHoro npuema 150 Mr npena-
pata. ®nykoHa30s bl 0bHapYKeH B rpyAHOM MOJSIOKE B CPEfHEN KOHLEHTPpaLMK, CocTasnstowwei npubnmnsutensHo 98 % OT KOHLEeHTpaLmm
dnykoHasdona B nna3me kposu Matepy. CpeaHss MMKoBast KOHLEHTPaLUMs B rpyAHOM MOJIOKe cocTasnsna 2,61 Mr/n no uctedeHumn 5,2 yacos
rocne nprema npenapara.

DapmaKoKUHETUKa y OTAEIbHbIX rpynn nayneHToB

DapmakokHeTVKa y AeTen

Y petelt 6blnn NONy4eHbl CriedytoLLve 3Ha4eHNs (hapMakoKUHETUHECKIX NapameTpoB:

1,54 mMKr/mn, cpepHne 3HadeHns AUC — 76,4 + 20,3 Mkry /mn, a cpeghuin Ty, — 46,2 Yaca. 3HaveHns 3Tux hapMakoKMHETUHECKYX napa-
METPOB BbILLE, YEM Y MONOAbIX MALWIEHTOB, YTO, BEPOSTHO, CBA3AHO C MOHVKEHHON MOYe4HOM (hYHKLMENR, XapakTepHON ANa nauueHToB
noxunoro sogdpacta. OgHOBPEMEHHbIV NMPYeM ANYPETVKOB HE Bbl3biBas BbIpaXKeHHOro vnameHeHns AUC v C... KK (74 mn/MuH), npoueHT
hnykoHasona, BbIBOAVIMOrO NoYKamm B HevaMeHeHHoM Buge (0-24 4, 22 %) 1 nodeqHbln kKnupeHe dnykoHasona (0,124 Mn/MuH/Kr) y nauu-
€HTOB MOXMJIOrO BO3pacTa HXKE MO CPABHEHMIO C MOOALIMU.

MokasaHusi K NpUMeHeHuIo

Ans nedenus cnegyrownx 3a60neBaHuii y B3pOC/IbIX:

© KPUMTOKOKKOBOIO MEHUHINTA;

® KOKLMANOVAOMIIKO3a;

® IHBa3VIBHOrO KaHAW03a;

® KaHaMA03a CIM3KCTLIX 060M0YeEK, B T.4. OpOhapyHreansHOro KaHanao3a, KaHanao3a nuLLesoaa, KaHanaypun 1 XPOHUHECKOro KaHaMao3a
KOXW 1 CIM3UCTBIX 060M04EK;

® XPOHWNYECKOro aTpPOUHECKOro KaHAMA03a POTOBOW MOMIOCTA (CBA3AHHOMO C HOLLEHWEM 3yOHbIX MPOTE30B), KOraa COOMOAEHMS TUrEHbI
NOMOCTN pTa UM MECTHOTO NIEHEHUS HEAOCTATONHO.

Ansa npodunaktuku cnegyroumux 3abonesaHunii y B3poC/bix:

® PELWAVIBOB KPUMTOKOKKOBOMO MEHUHIATA Y MaLWEHTOB C BbICOKVIM PYCKOM PeLvaVBOB;

® peLyarBOB OpoaprHreanbHOro KaHavaosa v kaHauaosa nuilesona y BUY-MHGULMpoBaHHbIX NaUYEHTOB C BbICOKM PUCKOM PeLVaVBa;

© N NPOUNAKTUKN KaHAMLO3HbIX MH(DEKLMIA Y NALMEHTOB C NPOLOMKUTENBHON HEMTPONEHNEN (TaKMX Kak NMaumneHTsl ¢ reMobnactosamu,
NPOXOAALLYIE XMMMOTEPAMNMIO, NN MAaLWEHTbI, MPOXOASALLME TPAHCTNAHTALWIIO FEMOMO3TUHECKNX CTBOJOBBIX KIETOK).

DdnyKoHa301 nokasaH A NPUMEHEHVIS Y AOHOLLEHHbIX HOBOPOXAEHHbIX, MNaAeHLEB, AETe 1 NOAPOCTKOB B Bo3pacTe ot 0 Ao 18 neT.

DryKOHa30N NPYMEHSETCSH ANA NEYeHNst KaHaMAo3a Crm3ncTbix 060n04eK (opohapuHreansHOro Kanamaosa v KaHavaosa nuLieBoaa),

MNHBa3VBHOIO KaHAMA03a, KPUMTOKOKKOBOIO MEHUHIMMTA V1 MPOUNAKTUKN KaHANAO3HBIX MH(EKLMIA Y NaLMEHTOB C 0cnabneHHom UMMYHHOW

CVICTEMON.

DnyKoHA30J1 MOXXHO NMPYMEHATL B Ka4eCTBe NOALEPKVBAIOLLEe Tepanuy Ans NpefoTBpaLLeHns peumamnBa KpUnToKOKKOBOrO MEHUHITa

y AETEN C BbICOKMM PUCKOM peLmavBa.

MpoTtuBonokasaHus

* [oBblLLEHHas YyBCTBUTENBHOCTL K PTyKOHA3011y, APYrM KOMMOHEHTaM npenapara win a3osbHbIM COEAVHEHNSIM CO CXOAHOM (hyKoHa30mny
CTPYKTYPOW.

* OHOBPEMEHHbIV NpuemM TepdeHaanHa BO BPEMsi MHOMOKPAaTHOMO NpuMeHeHrst chykoHasona B gose 400 Mr/cyT 1 6onee (cM. pasgen
«B3anumMopencTaie ¢ ApyrumMm NeKapCTBEHHbIMI CPEACTBaMU»).

© OHOBPEMEHHOE MPUMEHEHVIE C MpenapaTamu, yAMHAIOLWIMA nHTepBan QT 1 MeTabonmavpyoLLIMMNCS C MOMOLLbO n3oepmerHTa CYP3A4,
TaKVM1 Kak L3anpug, acTemyaon, SpUTROMULVH, NUMO3NA U XVHUAWH (CM. pasfen «BsanmoaencTemne ¢ Apyrimm nekapcTBeHHbIMI CPef-
cTBaMU»).

C 0CTOPOXHOCTbIO

 [eyeHo4Has HeAOCTaTOYHOCTb.

© [oveyHast HeAOCTaTOYHOCTb.

* [osiBneHme Cbinn Ha (hoHe NMpYMeHeHVst hlykoHasona y NauvieHToB C MOBEPXHOCTHOW MPOKOBOM MHDEKLIMEN 1 MHBA3VBHBIMI/CUCTEMHBIMI
rPUBKOBBIMN NHDEKLINAMMN.

© OIHOBPEMEHHOE NpUMeHeHVie TepdeHaanHa 1 hykoHasona B 1o3e Meree 400 Mr/cyT.

 [ToTeHUManbHO NPOapPUTMUYECKIE COCTOSHIS Y NMaLUMEHTOB C MHOXXECTBEHHbBIMI (hakTopamn pucka (opraHnyeckine 3abonesaHns cepaua,
HapyLLEHNs 9NEKTPONMTHOMO HanaHca 1 CnocobCTBYIOLLAs Pa3BUTUIO MOAOOHBIX HAPYLLEHNIA COMYTCTBYIOLLAS Tepanusl).

Ty ieHue npu Gep {HOCTU M B NepUoA, rPyAHOro BCKapMauBaHus

ALEKBaTHbIX 11 KOHTPOIMPYEMbIX UCCNEA0BaHWA MPUMEHEHNS (hyKOHa301a y 6ePEMEHHbIX XKEHLLWIH He NPOBOANIIOCH.

Bo Bpems 6epeMerHOCTY NpuMeHeHns thykoHasona credyeT n3berarb, 3a UCKIIOHYEHNEM CllyHaeB TSXKENbIX U MOTEHLMATBHO YrPOXKaOLLIMX
XKV3HV FPMBKOBBIX MHCPEKLWIA, KOrAa OXXmaaemas nosb3a fledeHnst AN MaTepu NpesbILLaeT BO3MOXHbIA PUCK A1 naoaa.

Heobxoanmo paccMoTpeTb 3MEKTUBHBLIE METOABI KOHTPALEMNLMN Y XKEHLLMH AETOPOAHOrO BO3pacTa B TEHEHVE BCErO Nepuoaa fnedeHs
1 NpUBAN3NTENBHO B TedeHne Heflen (5-6 nepnonos NosyBbIBeAEHS) NOCe NPUHATYSA NocnefHen 4o3bl Npenapata (CM. pasaen «Papma-
KOKUHETVKA»).

CoobLLanock 0 ciyyasx camonponaBobHOro abopTa v PasBUTIS BPOXAEHHBIX aHOMaNMIA y MNafeHLIEB, Yol MaTepy nomyyam diykoHason
B Ao3e 150 Mr 0AHOKPATHO U1 MOBTOPHO B MEPBOM TPUMECTPE BEpEMEHHOCTL.

OnwmcaHbl CyYan MHOXECTBEHHBIX BPOXAEHHbIX MOPOKOB Y HOBOPOXKAEHHBIX, MaTepyn KOTOPbIX Ha MPOTSXXEHUM GONbLLEA YacTu Un BCEro
nepBoro TpUMeCTpa Mosly4ann Tepanuio lyKoHa30/loM B BbICOKOM Ao3e (400-800 Mr/cyT). Bbinu OTMeYeHbl Creaytolme HapyLLeHst
passuTVa: Gpaxuuedanis, HapylleHne passBuTUS NMLEBON YacTu 4Yepena, HapylleHne opMUpoBaHUs cBoda Yepena, BOM4bs NacTb,
NCKpVBNeHne 6eapeHHbIX KOCTER, UCTOHYEHWE 1 YANMHEHVe pebep, apTporpunos v BPOXXAEHHbIE MOPOKK cepaLia.

dykoHa3on obHapyXvBaeTcs B rpyAHOM MOJSIOKE B KOHLEHTpauusx, 6An3Knx K nnasmeHHsiM (CM. paspen «DapMakoKMHETUKa»).
Mepuon nonysbiBEAeHU Npenapata U3 rpyaHoOro Mosioka NprbansuTesHO paBeH nepuoay nosyBbiBedeHus 13 nnadmel — 30 4acos.
[Mpennonaraemast gosa cykoHasona, nornolaemMas MnafeHLUemM (C y4eTOM TOro, YTO CPefHee KONMMHYeCcTBO NOoTPebnsieMoro Mosoka
coctaenser 150 MN/Kr exkeJHEBHO) ¥ paccyvTaHHas B COOTBETCTBUM CO CPefHel MUKOBOW KOHLEHTpaLuven npenaparta B rpygHOM
Mornoke, coctasnsieT 0,39 Mr/Kr B ieHb, YTO NPUGN3NTENBHO pasHO 40 % PeKOMeHAO0BaHHON HeoHaTaNIbHOM [03bl (4N8 AeTel MnagLle
2 Hepenb) nnn 13 % pekoMeHLoBaHHOW MafeHYeCcKon f03bl MPY NeYeHN KaHan403a CN3NCTbIX.

KopmneHvie rpyabto MOXXHO NPOAOSIKWTE MOCe NpueMa OfHOKPATHOM [03bl (hlykoHazona B 150 Mr. He pekomeHayeTcs KOpMUTb rpyabto
rocsie MHOroKPaTHOro NpremMa UV Npuema BbICOKOM [03bl (hiykoHadona. Mpur NprHATN PeLLEHNs O Ha3Ha4YeHUM npenapara Ha hoHe rpyz-
HOrO BCKapMIMBaHUS cregyeT NpUHUMaThL BO BHUMaHVE CneaytoLmne hakTopbl: NOMb3y rpyAHOro BCKapMAMBaHus 415 300POBbS U Pa3BUTHS
MnafeHUa COBMECTHO C KIMHUHECKMMM MOKa3aHVSMU [N Ha3HaYeHVst mpenapara U BO3MOXHOCTb PasBUTUS MOObIX MOTEHLManbHbIX
No60YHbIX SPEKTOB Y MAaLeHLa AN BAMSHME CONYTCTBYIOLLIEV MNATONOMM MaTepu Ha 3[0pOoBbe MradeHLa.

Cnoco6 NnpumeHeHusi n Ao3bl

BHyTprBEHHbIE NHMDY3UN.

Tepanuto MOXHO HauvHaTb [0 MOJyHYeHUss pesynbTaToB mocesa W Apyrvx nabopaTopHbIX vccnepoBaHuii. OfHako MpPOTUBOMPUGKOBYIO
Tepanuio HEOBXOAVMO U3MEHWTE COOTBETCTBYIOLLIMM 0OPa30oM, KorAa pesynbTaTbl 3TVX UCCNe[0BaHUN CTaHYT N3BECTHLIMU.

DryKoHa30/1 MOXXHO MPUHVMATL BHYTPb UMW BBOAWTL BHYTPVBEHHO MyTeM MHDY3UM CO CKOPOCTHIO He 6onee 10 Mn/MuH; BbiGop cnocoba
BBE/IEHVSt 3aBVICUT OT KJIMHMYECKOrO COCTOSIHUSA MaumeHTa. MNpy nepeBoae naumeHTa ¢ BHYTPYBEHHOrO BBEAEHUS Ha NMepopasibHbIin npuem
npenapara 1M HaobopoT N3MEHEHUST CyTOYHOM [03bl He TpebyeTcs. B pacTtBope hnykoHasona ans uHysu cogepxxuntest 0,9 % pactsop
HaTpus xnopuaa; B kaxxapix 200 Mr (pnakoH Ha 100 mn) copep>Xuntcst no 15 MMONb MOHOB HaTpUs 1 xsiopa. Mo3ToMy Y NauneHToB, KOTOPbIM
TpebyeTcst orpaHneHe NoTPEBNEHNS HATPUS UM XKUOKOCTW, HEOOXOAMMO YHMTbIBATL CKOPOCTL BBEAEHVISH KUAKOCTU.

CyTo4Hasn fo3a iyKoHa3ona 3aB1UCHT OT xapakTepa W TSHKeCTU rprbKoBo MHeKLMKM. Mpu nHdeKLmsX, TPedYIoLLMX MOBTOPHOMO npriema
npenapara, fievyeHne crnegyeT NPoLoMKaTb A0 NCHE3HOBEHUSI KITMHUHYECKMX U NabopaTopHbIX MPU3HAKOB akTUBHOW MPUOKOBOM MHAEKLN.
Y nauveHToB ¢ BUY-mHbeKUMEN N KPUMTOKOKKOBBIM MEHUHIUTOM U PELAVBUPYIOLLIM OpOapUHreasisHbIM KaHaMA030M HEObXoamma
nofAepKvBatoLLIas Tepanus Ans NPoUNaKTK PeLManBOB UH(EKLIAN.

MpumeHeHue y B3pocnbix

[py KDUMTOKOKKOBOM MEHUHIUTE U KPUMTOKOKKOBBIX WHDEKLMSX APYrov noka/msaumy B Nepsbii feHb 0Obl4HO MPYIMEHSIOT B [03€
400 mr, a 3aTeM NpoaomKatoT neveHne B fose 200-400 mr 1 pa3 B CyTKW. [AMTENbHOCTb NEHYEHNA KPUMTOKOKKOBBIX MH(EKLMIA 3aBUCUT
OT HaMNYMS KIIMHUYECKOrO Y MUKONOrMYECKoro adpdpekTa; Npu KPUMNTOKOKKOBOM MEHVHIUTE NeHeHne 0ObIMHO MPOLOKAOT, MO KparHen
Mepe, 6-8 Hegenb. B crydasix neqeHns yrpoXKatoLLmX XKU3HN HPEKLMIA CYTOYHYIO 403y MOXKHO yBenm4nTb 40 800 mr.

Lns npoghmnakTvikv peLyanBa KPUNTOKOKKOBOrO MEHUHITA Y NMaLMEHTOB C BbICOKUM PYCKOM peLyamnBea, Nocne 3aBepLUeHns MoSIHOro Kypca
NepBUYHOrO NeYeHVst, Tepaniito nykoHasonom B fo3e 200 Mr/CyT MOXXHO MPOA0SHKaTb B TEHEHWe HeonpeaeneHHoro neproaa BPemMeHu.
[y KOKUMAMOVAOMMKO3E MOXET NOTpeboBaThCs NprMeHeHne npenapata B gode 200-400 Mr/cyT. [Ons HEKOTOPbIX MHAEKLWIA, B OCOOEH-
HOCTY C NMOparkeHeM MO3roBbIX 060SI0HeEK, MOXKET paccmaTpueaTbest fo3a 800 Mr B CyTKU. [MTeNnbHOCTb Tepanun OnpeaensieTcs MHANBK-
[yanbHO 1 MOXKET cocTaBnsTb 11-24 mec.

[y KaHamaEMUM, ANCCEMUHNPOBAHHOM KaHAWAO3E 1 APYrinX MHBA3UBHBIX KaHAWAO3HbIX MHGbEKLMaX HackILLaoLas fosa coctasnset 800 mr
B MepBblIi AeHb, nocneaytolas nosa 400 mr/cyT. [JnnTensHOCTb Tepanin 3aBUCUT OT KIMHNHECKON 3PeKTUBHOCTA.

ObLas pekoMeHAaUms Mo AAMTENBHOCTA NeYeHUS KaHANAEMUN — 2 HELeNN NMOCe NepBOro OTPULLATENBHOMO pedybTaTta Nocesa KPoBw
N NCHE3HOBEHWS NPV3HAKOB V1 CUMATOMOB KaHANAEMUN.

JleveHvie kaHaMa03a CaMancTor 060104k

lNpn opochapmHreanbsHOM kaHAMA[O3e Hackiwatowas gosa: 200-400 Mr B nepBbit AeHb, nocnegytowas gosa: 100-200 mr 1 pas B cyTku
B TeyeHue 7-21 aHel. Mpu HEOBXOAMMOCTY, NaLMEHTaM C BbIPaXKEHHbBIM MNOAABNEHNEM UMMYHHOW (DYHKLMN NEYEHNE MOXKHO NMPOLAOSI-
aTb B Te4eHne 6onee ANTENLHOrO BPEMEHN.

[py XPOHMYECKOM aTPOUHECKOM KaHAMAO3e MOJIOCTY PTa, CBA3AHHOM C HOLUEHVEM 3yOHbIX MPOTe30B, npenapar O6bIMHO MPUMEHSIOT
B f03e 50 Mr 1 pa3 B CyTKM B Te4eHne 14 AHell B COHETaHUM C MECTHBIMW aHTUCENTUYECKMI CPEACTBaMU s 06paboTkum npoTesa.

v kKaHavaypym addexTBHasA [o3a 06bl4HO cocTasnseT 200-400 Mr/cyT Npu AAUTENBHOCTI NeveHns 7-21 gHel. Y naumeHToB ¢ TshKenbiM
HapyLLeHnem yHKLMM UIMMYHHO CUCTEMbI MOXHO MCMONb30BaTh 6osee AnMTeNbHbIE NepUopl Tepanin.

[y XPOHNHECKOM KOXXHO-C/IN3UCTOM KaHAauAo3e npumMeHsatoT 50-100 Mr B CyTKM [0 28 gHel nedeHrs. B 3aBUCMMOCTU OT TSHXKECTU NeYeHns
VHMEKLMM NN CONYTCTBYIOLLIErO HapYLLEHNS UIMMYHHOW CUCTEMbI U MHAEKLIMN MOXKHO 1CMONb30BaTL 60ee ANNTENbHbIE Nepyoabl Tepanmu.
lpw kaHaviRo3e nNyiesoaa HackIwatoLlan nosda 200-400 Mr B nepBbIi AeHb, nocneaytollas aosa 100-200 Mr B cyTkun. Kypc nedeHnst coctas-
nsiet 14-30 fHet (DO LOCTVIKEHVSt pemMMCCUM KaHamao3a nuulesoa). [py HeoBXoAMMOCTY, MauveHTam C BbIPaKEeHHbIM MOAaBNeHVEM
VNMMYHHOI (DYHKLMN NEYEHNE MOXKHO MPOAOSHKaTh B TeHeHNe 60nee AMTENbHOrO BPEMEHN.

s npoghunakTvky peLyanBoB opogapyHreassHoro kaHanaosa y BIY-MHDULMPOBaHHEIX MaLMEHTOB C BbICOKUM PYICKOM PeLvanBOB
nykornazon npumeHsaoT no 100-200 mr B cyTkm nnm no 200 Mr 3 pada B HefleNto B Te4eHNe HeonpeaeNeHHOro neproia BpeMeHn y naumy-
EHTOB C XPOHUYECKY MOHUKEHHBIM UMMYHUTETOM.

[ns npefoTepaLyeHmsi peumanBoB kaHamAo3a nuiyesosa y BYY-MHMOULMPOBaHHBIX NaLMEHTOB C BbICOKM PUCKOM PeLvanBoB (yKoHa3on
npumMensitoT no 100-200 Mr B cyTkm vnv 200 Mr 3 pasa B Heesto B TeHeHre HeonpeaeneHHOro Neproaa BpeMeH Y NaLUneHTOB C XPOHUYECKN
MOHKEHHBIM VIMMYHUTETOM.

551 ipohnnakTviKv KaHAUAO3HbIX MHDEKLMI Y MaLMEHTOB C MPOAOIKUTENLHON HEUTPONeHME) peKoMeHayemMast 4o3a (hnykoHasona cocTas-
nset 200-400 Mr ogvH pa3 B CyTKM B 3aBYCUMOCTU OT CTEMEHW pUCKa PasBUTUS rPMBKOBOM MHAEeKLWN. [N NaumeHToB C BbICOKUM PUCKOM
reHepan3oBaHHON MHMEKLWW, HaNPUMEP, C BbIPaXKEHHOM U AUTENbHO COXPaHSIIOLLENCS HEMTPONEHNEN, PEKOMeRAyemas [jo3a cocTas-
nsieT 400 Mr 1 pa3 B cyTku. DyKoHa30S1 NPUMEHSIFOT 38 HECKOSIBKO AHEN 10 OXMAAEMOrO Pa3BUTIISi HEATPOMEHWM W, MOCE YBENNYEHNS YiCna
HeTpodunos 6onee 1000 B MMP, NleHeHrie MPOAOIKAIOT eLle 7 AHEeN.

lMpumeneHne y getein

Kak 1 npn CXOfHbIX MHEKLUSX Y B3POCbIX, ASIUTENBHOCTL JIEHEHWSt 3aBUCUT OT KIIMHUYECKOTO U MUKONOrdeckoro adekTa. [Ans aetei
CyTO4Has Ao3a npenapara He Ao/MKHa NPesbILLaTh TakoByO ANS B3POCHbIX. Mpenapat NPUMEHAIOT exXeHEBHO 1 pa3 B CyTKU.

[y kKaHAV[O3E CAM3NCTLIX 060I0HEK PEKOMEHyeMas [03a npenaparta cocTtasnseT 3 Mr/Kr/cyT. B nepsbiii AieHb C Lienbto 6onee 6bICTPOro
LOCTVKEHVISH PABHOBECHOW KOHLIEHTPALMN MOXXHO MPUMEHUTb «yAapHY0» 03y 6 MI/Kr.

[ns nedeHusi MHBa3VBHOIO KaHAMA03a U KPUMTOKOKKOBOrO MEHWHITa pekomeHdyemas [o3a cocTaBnseT 6-12 Mr/kr/cyT B 3aBUCUMMOCTU
OT TSKECTN 3ab0oneBaHns.

[nsi nopasneHns peuuamsa KPUNTOKOKKOBOIO MeHUHriTa y aetel, 60sbHbix ClIVJom, pekoMeHfoBaHHaa [osa npenapara cocTaBnseT
6 Mr/Kr/cyT.

[nsi npoghmnakTvik roybKOBbIX MHGDEKLMI Y AETEV C NOAABNEHHBIM UMMYHUTETOM, Y KOTOPbIX PUCK Pas3BUTUS MHDEKLMN CBA3AH C HeUTpone-
HVeN, pasBrBatOLLIENCS B pe3ybTaTe LIMTOTOKCUHECKON XUMUOTEPaNN UM Ty4eBO Tepaniiv, npenapar NpUMeHsIioT no 3-12 Mr/kr/cyT B 3asu-
CUMOCTU OT BbIP&KEHHOCTY U [IMTENBHOCTY COXPaHEHWSt MHAYLIMPOBAHHOWM HEMTPONEHMA (CM. 403y ANt B3POCbIX; AN AETEl C MoYeYHOM
HEA0CTaTOYHOCTBIO — CM. A03Y 19 NALMEHTOB C MNOYEHHON HEAOCTATOHHOCTBIO).

MpumeHeHne y nogpocTkoB B Bo3pacTte ot 12 go 18 ner

B 3aBucumMocTu OT Beca v BogpacTa nofbupaeTcst ontumanbsHas o3a. o faHHbIM (hapMakoKVHETUKN Y AeTelt 6onee BbICOKUA KIMPEHC
hnykoHasona, 4em y B3pocsbix. Josa 100, 200 1 400 Mry B3POCSIbIX COOTBETCTBYET A03€ 3, 6 1 12 MI/Kr/cyT y AeTel Af1st NOMyHeHns cor-
CTaBVIMOrO CUCTEMHOrO BO3AENCTBYS.

lMpumenenne y geteii B Bo3pacte ot 0 go 27 gHen

Y HOBOPOXLEHHbIX (hryKOHA30/1 BbIBOAWTCS MefieHHO. B neprog ot 0 40 14 AHEeN XU3HM Npenapat NpUMEHSIIOT B TOM »Ke [03€ (B MI/KI/cyT),
4TO Yy fleTelr Bonee CTapLLUero BO3pacTa, HO C MHTepBanoM 72 Yaca (MakcumanbHas 1o3a 12 Mr/Kr/cyT He JomkHa ObiTb NpesbilleHa). JeTsm
B BO3pacTe 14 fo 27 aHelr Ty »e [03y BBOAST C MHTEPBASIOM 48 YacoB (MakcumMasibHasi 103a 12 Mr/Kr/cyT He [oSKHa ObiTb MPEeBbILLEHA).
MpumeHeHMe y NayneHTOB MOXNI0ro Bo3pacra

[Mpy OTCYTCTBUM NPY3HAKOB MOHYEHYHON HEAOCTATOYHOCTY NMpenapar NPUMEHSIIOT B 00bI4HOM fo3e. [aLpeHTam ¢ MoYeHHON HeLOCTaTOHHOCTHIO
(KK < 50 Mn/munH) 003y npenapara KOPPeKTVPYIOT, Kak OMCaHO HIKE.

MpumeHeHue y NaLNeHTOB C NOYEYHON HEAOCTaTOYHOCTbIO

[Mpy OOHOKPATHOM MPUMEHEHUN U3MEHEHUS [03bl HE TPEOYETCH. Y NauMeHToB (BKOYas AeTel) C HapyLueHnem yHKLMM NoYeK npu
MHOFOKpPaTHOM MPUMEHEHUN NpenapaTta CnegyeT nepBoHavanbHO BBECTY «yaapHyto» fody oT 50 mr oo 400 Mr, nocne 4Yero CyTO4Hyo
[103Y (B 3aBMCUMOCTU OT MOKa3aHusl) yCTaHaBMBaIOT COrNlacHO crefytoLLen Tabnvue:

Bospact Hosa (ko) Tyaluac) | T1TOURRS MO Kool kO CHT ALY BpONS™
11 aHen — 11 mecsiLes OpHoOKpaTHO — B/B 3 MI/Kr 23 110,1

5 net - 15 net MHorokpaTHo — B/8 2 Mr/kr 17,4* 67,4*

5 net - 15 net MHorokpaTtHo — B/8 4 Mr/kr 15,2* 139,1*

5 net — 15 net MHorokpaTtHo — B/B 8 Mr/kr 17,6* 196,7*

* nokasareslb, OTMEYEHHbI B MOCNefHU AeHb

HenoHOLEHHbIM AeTAM (0KOO 28 Hefenb pa3suTus) dlyKoHa30 BBOAWIN BHYTPUBEHHO B [03€ 6 MI/KI Kaxabli 3-1 AeHb [0 BBeAEHUS
MakcvmMyM 5 103 B TO BpeMsl, NMoka AeTn OCTaBanvcb B OTAENEHUN MHTEHCUBHON Tepanun. CpegHuii T, cocTaBnan 74 yaca (B npefenax
44-185 yacos) B 1-i1 ieHb, C YMeHbLLUEHVEM Ha 7-1 feHb B cpefHeM 10 53 4acoB (B npefenax 30-131 yacos) 1 Ha 13- AeHb B cpegHeM
0o 47 4acos (B npefenax 27-68 4acos).

3HadeHre AUC coctasnsano 271 Mkr-4/mn (B npegenax 173-385 Mkr-4/mn) B 1-11 feHb, 3aTeM yBenmymsanock A0 490 MKr-4/Mn (B npegenax
292-734 MKr-4/Mn) Ha 7-1 fieHb 1 CHXKaIOCh B cpeaHeM 1o 360 MKry/mn (B8 npefenax 167-566 MKr4/mn) K 13-My OHIO.

O6bem pacnpepneneruns coctasnan 1183 mi/kr (8 npegenax 1070-1470 mn/kr) B 1-i AeHb, 3aTemM yBenndmsasncs B cpeaHem no 1184 mn/kr
(8 npenenax 510-2130 mn/kr) Ha 7-i feHb 1 go 1328 mn/kr (8 npepenax 1040-1680 mn/kr) Ha 13-11 AeHb.

DapmakoKNHETVIKA Y MaLMEHTOB MOXMIOro Bo3pacTa

BbINo ycTaHoBMEHO, YTO MPU OAHOKPATHOM MpUMeHeHUN hykoHasona B fo3e 50 Mr BHYTPb Y MOXWUIbIX MaLMEHTOB B Bo3pacTe 65 neT
1 cTaplue, HEKOTOPblE U3 KOTOPbIX OAHOBPEMEHHO MpuHUManu auypeTuku, G, AocTuranace Yepes 1,3 yaca nocne npviema v coctasnsna

KnvpeHe kpeaTvHuHa (Mn/MuH) [MPOLEHT pekoMeHayemMol 403kl

> 50 100 %
< 50 (6e3 remopnanvaa) 50 %
emopunanva 100 % nocne KaXx[oro remMoavianiaa

[MauneHTbl, HaxoasLIMecs Ha remoavannae, JomkHbl nosyydats 100 % pekoMeHayeMol 103kl NOCe KaXAOoro ceaHca avanusa. B aeHb, korpa
LMann3 He NPOBOAMTCS, MaLMEHTbI AO/KHBI MOSyHaTb YMEHbLUEHHYO (B8 3aBncumMocTi oT KK) fody npenapara.

Y pneTeit ¢ HapyLleHeM OyHKLMM MOoYeK CYyTOYHYIO [03y npernapata CnefyeT YMeHbLUNUTb (B TON Xe NPOonopLyoHanbHOM 3aBUCUMOCTU, YTO
1y B3POCTIbIX) B COOTBETCTBUMN CO CTEMEHBIO BbIPAXKEHHOCTU NMOYEYHOM HEAOCTAaTOYHOCTU.

MpumeHeHue y NayNeHToB ¢ HEAOCTaTOYHOCTbIO (DYHKLMMN MeYeHn

VIMetoTcst orpaHnyeHHble AaHHbIe MPUMEHEHVst (hiykoHa30Ma Y NauveHToB ¢ HeAOCTAaTOHHOCTBIO (OYHKLMM NeYeHn. B CBsan ¢ aTvM npu
NpYMeHeHUN Npenapara y AaHHOW KaTeropuv NauneHToB cnefyeTt cobntofaTe OCTOPOXHOCTb.

MoGou4Hoe aeiicTBue

YacToTa passuTia HeXXenaTenbHbIX peakLuii Nocne NpYMeHeHVs npenapara KnaccuduuypoBaHa rno CUCTEMHO-OPraHHbIM Kiaccam B COOT-
BETCTBUM CO CNOBapeM Afist perynstopHor aestensHocTn MedDRA ¢ ykadaHveM HacToTbl UX BO3HWMKHOBEHUS, COMflaCHO peKkoMeHaLmsam
BO3: o4eHb HacTo (= 1/10), HacTo (= 1/100, Ho < 1/10), HevacTo (= 1/1000, Ho < 1/100), pegko (= 1/10000, Ho < 1/1000), o4eHb peako
(< 1/10000), YacToTa Hen3BecTHa (Ha OCHOBAHWM MMEIOLLIMXCS AaHHBIX OLEHUTb HEBO3MOXKHO).

MepeHoCMOCTb hyKoHa30ma OBbIYHO OHEHb XOPOLLIas.

B KAMHMYeCKMX 1 MOCTperncTpaumoHHbix (*) nccnegoBaHusx dykoHa3ona oTMeYani cnefytoLLe nobo4Hble peakLumn:

ad SOLOPHARM




HapyiueHnsi co CTOPOHbBI HEPBHOM CUCTEMBI: HacTO — rofloBHast 60J1b; HEHACTO — rOSIOBOKPYXKEHME®, Cyloporn*, n3MeHeHne Bkyca®, nape-
cTe3ust, 6eCCOHHMLIA, COHNMBOCTb; PEaKO — TPEMOP.

XKeny[oHHO-KULLEYHbIE HaPYLLIEHUST: H4aCTO — 60Mb B XXMBOTE, AMapes, TOLWHOTa, PBOTa”; HEYaCTO — METEOPU3M, AUCMENCUS™, CyXOCTb CN3N-
CTOV 060M04KM MONOCTY PTa, 3arop.

HapyLueHnsi co CTOPOHbI MeYeH 1 XKen4eBbIBOASLUMX MyTel: HYacTO — MOBbILEHWE CbIBOPOTOYHOW aKTUBHOCTM aMUHOTpaHchepas
(anaHnHammHoTpaHcepadbl [AJTT] 1 acnaptatammuHoTpaHcdepassl [ACT]), LwenodHon occaTtasbl; HEYacTO — XONecTas, entyxa®,
MOBbILLIEHVE KOHLIEHTPALWW BUNMPYBVHA; PEAKO — renaToTOKCUHYHOCTb, B HEKOTOPbIX Cy4asx C NeTanbHbIM VCXOA0M, HapyLleHne yHKLmm
neYeHn”, renatuT, renaToueIioNApHbI HEKPO3®, renaToLeItoNsPHOE NOBPEXAEHME.

HapyLLeHnsi co CTOPOHbI KOXU 1 MOAKOXHBIX TKaHEN: HacToO — Cbirb; HEYACTO — KOXHbIA 3y[, KpanvBHULA, NOBbILLEHHOE NMOTOOTAENEHME,
NeKapcTBEHHas Cbinb (BKNKOHYas CTOVKYIO NEKAPCTBEHHYIO CbiMb); PEAKO — SKCHOMMATUBHbIE MOPAXKEHUS KOXI®, BKItOHas cuHapoM CTuBeH-
ca-[KOHCOHa 1 TOKCUYECKUIA annaepMaibHbI HEKPONM3, OCTPbI reHepan30BaHHbI 9K3aHTEMATO3HbIA NMyCTyes, oTek fmua, anoreuns’;
YacToTa HeV3BeCTHa — NeKapCTBEHHAS ChiMb C 303MHOMUIMEN 1 CUCTEMHO cuMnToMaTukoln (DRESS-crHapom).

HapyLLeHusi co CTOPOHbI OpraHoB KPOBETBOPEHUS U IMMEATUHECKOM CUCTEMBI™: PEAKO — NENKOMEHNS, BKIIKOYas HEMTPOMEHWIO 1 arpaHyio-
LWTO3, TPOMOOLMTONEHNS, aHEMUS.

HapyLueHnsi co CTOPOHBI UMMYHHOV CUCTEMbI™: aHathUnakcus (BKMOYas aHMVOHEBPOTUHECKWIA OTEK).

HapyLLeHusi co CTOpOHb! cepALa v cocy0B: PefKo — yBenndeHve nHtepsana QT Ha anekTpokapanorpamme (OKI), aputmus xenynoykosas
TaxncUCTONMHeCKas Tvna «nupyaT» (CM. paaaen «Ocobble yKadaHus»).

HapyLuerns metabomama v uTaHns™: PeAKo — NOBbILLERNE KOHLEHTPaLMM XonecTepyHa U TPUMMLEPWAOB B Nia3me KpoBU, MMNoKamemms;
4acToTa HEV3BECTHA — CHIWKEHWE anneTuTa.

HapyLueHnsi co CTOPOHbI MbILLEYHOM, CKENIETHOM 1 COEANHNTEIBHOM TKaHM: HEHaCTO — MUaTUS.

[Npo4ue: HevacTo — cnabocCTb, aCTEHUS, MOBbILLEHHAA YTOMISEMOCTb, JIMXOPaKa, BEPTUIO.

Y HEKOTOPbIX NaLWEHTOB, OCOBEHHO C CepbeaHbIMU 3aboneBaHmsaMu, Takumm kak CIAL nnmn pak, npu nedennmn gnykoHa3onom 1 CXOAHbBIMM
npenapatammn HabtoAaIMCh 3MEHEHNS NoKasaTtesnel KpoBU, (hyHKLMN NoYeK 1 nedenn (CM. pasaen «Ocobble ykadaHyis»), OAHAKO KIMHNYE-
CKOE 3HaYeHVe 3TVX USMEHEHUIN 1 X CBA3b C NIEYEHNEM HE YCTaHOBEHBI.

Mepepo3upoBka

CUMATOMBI: UMEIOTCS COOBLLIEHNSI O Mepeao3npoBKe dlykoHasona, 1 B OAHOM crlyyae y 42-n1eTHero nauvieHTa, MHUUMPOBaHHOTO BUPYCOM
UMMyHOAedULWTa YernoBeka, nocne nprema 8200 Mr hnykoHaso1a NosiBANMCh rauiioLHaLMM 1 napaHouaansHoe nosefeHue. MauvieHT 6ein
roCnNUTaNM3NPOBaH, Ero COCTOSIHE HOPMaNM30BaJIOCh B TeHeHVe 48 Yacos.

JledeHue: B cnyyae nepefosvipoBKA MPOBOAWTCS CUMMTOMATUYECKOE NeHeHne (B TOM 4vchie NOAAEePXVBatoLLMe Mepbl ¥ MPOMbIBaHWE
>KenyaKa).

DnyKoHa30M BbIBOAWTCSH B OCHOBHOM MOYKaMu, MO3TOMY (POPCUPOBaHHbIN AMyPe3, BEPOSTHO, MOXKET YCKOPUTL BbiBEAEHME npenapara.
CeaHc remoamanaa AnnTenbHOCTLIO 3 Yaca CHIKAET KOHLEHTPaUMWio hnykoHasosa B niaame Kposw npumMepHo Ha 50 %.

BsaumopeiicTBue ¢ ApyrumMn NeKapcTBEHHbIMY cpeAcTBamMmu

OpHoKpaTHOE KA MHOroKPaTHOE MpUMeHeHne thrykoHasona B 4o3e 50 Mr He BAUsieT Ha MeTabonmam peHasoHa (aHTUNMPKHE) NPW X OfHO-
BPEMEHHOM MPUMEHEHNN.

OpHoBpemMeHHOe npumeHeHne (hJlyKoHa30/1a co CeAYLWNMU npenapaTaMmm rnpoTUBONOKa3aHo

L{n3anpus: npy OQHOBPEMEHHOM NMPUMEHeHMM (hyKoHa301a 1 Lm3anpuaa BO3MOXKHbI HexenaTtesbHble peakL CO CTOPOHb! cepala, B T.4.
aApUTMUIS XKeNy[0HKOBas TaxMccTonmyeckas Tuna «nmpyaT» (torsade de pointes). MpumeHerne hnykoHasona B fose 200 Mr 1 pas B cyTku
1 umsanpuaa B gose 20 Mr 4 pasa B CyTKV NPUBOANUT K BbIP2KEHHOMY YBEMHEHNIO MNa3MEHHBIX KOHLIEHTPaLMI Ly3anpuaa v yBEIMHeHNo
nHTepBana QT Ha SKIT. OpHoBpeMeHHOe NPUMEHEHMEe Lm3anpuaa v dhlykoHasona npoTyBOrNoKasaHo.

TepcheHaamH: NpU OAHOBPEMEHHOM MPUMEHEHWM a30S1bHbIX MPOTUBOMPUOKOBbLIX CPEACTB W TepdeHanmHa BO3MOXHO BO3HUKHOBEHME
Cepbe3HbIX apUTMWIA B peaynibTate yBenuyeHns nHtepsana QT. Mpu npumeHernn hnykoHasona B fo3e 200 Mr/CyT yBenvyeHve nHTepsana
QT He ycTaHOBNEHO, 0AHaKO MpuUMeHenne dnykoHadona B fo3dax 400 Mr/CyT v BbiLLE BbI3bIBAET 3HAYMTENBHOE YBENMYEHWE KOHLEHTPaLWMM
TepdeHaamHa B niasme KpoBsu.

OpHoBpemeHHOe MpuMeHeHne dykoHasona B fodax 400 mr/cyT n 6onee ¢ TepeHaaMHOM NMPOTUBOMNOKa3aHo (CM. pasgen «[poTmBono-
KazaHuist»). JledeHre nykoHaszonoM B fosax MeHee 400 Mr/cyT OLHOBPEMEHHO C TepdeHaavHOM criedyeT MpPOBOAMUTL MOZ TLlATENbHbIM
KOHTPOSIEM.

ACTemu30s1; OHOBPEMEHHOE MPYIMEHeHMe (hiykoHadona ¢ acTeM130sIoM Vv ApYrMy NpenapaTtamu, MeTabonmam KOTOpbIX OCYLLEeCTBIS-
eTca cmctemon uutoxpoma P-450, MOXET COMPOBOXKAATHCH MOBbLILLEHNEM ChIBOPOTOYHbBIX KOHLEHTPaUMiA 3TUX CPeacTs. [1oBbILLEHHbIE
KOHLIEHTPaLMM acTeMmn3ona B nnasme KPoBY MOMYT MPUBOANTb K YAIMHEHMIO nHTepBania QT 1 B HEKOTOPbIX CryYasx K PassBUTUO apUTMin
>KENYAOHKOBOW TaxMCUCTONMHECKON Tna «mnpyaT» (torsade de pointes). OgHOBpPEMEHHOE MpUMeHeHNe acTeMmnsona v ykoHasona npoTu-
BOMOKa3aHo.

[Mo3yA: HECMOTPSA Ha TO, YTO He MPOBOAMNIOCH COOTBETCTBYIOLLMX UCCNEA0BAHWIA B YCMOBUSX in Vitro nnu in vivo, 0HOBPEMEHHOe npuMe-
HeHvie hnykoHasona v nuMo3uba MOXET MPUBOANUTL K YrHETEHMIO MeTabonmama nimosnaa. B cBolo odepeab MoBbILLEHWE Ma3MeHHbIX
KOHLIEHTPaLMI NUMo3naa MOXET NPYBOANTE K YAMHEHMO nHTepsana QT 1 B HEKOTOPbIX CAy4asx K PasBUTUIO apUTMUN XKEeNYA0HKOBOV
TaXMCUCTOIMHECKOW TUNa «MnpyaT» (torsade de pointes). OgHOBPEMEHHOE MPYMEHeHe NMMo3uaa 1 dilykoHasdosna NpoTUBOMNOKa3aHo.
XUHUAVH: HECMOTPS Ha TO, YTO HE MPOBOANIOCH COOTBETCTBYIOLLIMX MCCNEAOBaHWIA B YCNIOBUSIX in Vitro nnu in vivo, OQHOBPEMEHHOE Nprme-
HeHvie (hlyKoHa30/1a ¥ XVHUAMHE MOXET TakxKe NPUBOAUTb K YrHETEHMIO MeTabonmamMa XvHuanHa. MprMeHeHne XMH1aMHa CBSA3aHO C yanHe-
HVeM nHTepsana QT 1 B HEKOTOPbIX CAy4asix C pasBUTUEM apUTMUM XKENYA0HKOBOV TaxMCUCTONMHECKON TUNa «nupyaT» (torsade de pointes).
OfHOBPEMEHHOE MPYIMEHEHME XMHAWHA 1 (hIlyKOHa30/1a NMPOTUBONOKa3aHo.

SpUTPOMULIMH: OQHOBPEMEHHOE MPUMEHEHNE (PITyKOHa30/1a U SPUTPOMULIMHA NOTEHLMATBHO MPUBOAWT K MOBBILLEHHOMY PUCKY PassuTus
KapanoToKe4HoCTU (yanvHeHne nHtepsana QT, torsade de pointes) v, BCneacTsme sToro, K BHe3anHon cepagqHorn cmeptv. OgHOBpemeHHoe
npurMeHeHVie (hiyKoHasona v SpUTpOMUILIYHA MPOTUBOMOKa3aHo.

He pekomeHAayeTCcs UCO/Ib30BaTh CeAyIoLMe JIeKapCTBEeHHbIE CPEeACTBa

lranogaHTpuH: yKoHa3on MOXET YBENMHMBATE KOHLEHTPaUMIO ranodaHTpuHa B nnasme KPoBuM B CBA3M C UHMMBMPOBaHMEM M30hepMeHTa
CYP3A4. Bo3MOXHO pasBuTViE apUTMUN XKENyLOHKOBOW TaxMCUCTONMYECKON Tuna «mpyaT» (torsade de pointes) npv ogHOBPEMEHHOM
NpPUMeHeHn ¢ (hNyKOHa30/I0M, Kak 1 C APYriM1 NPOTUBOMPYBKOBLIMI MpernapaTammn a3ofioBoro psifa, NosSToMy COBMECTHOE MpPUMEHeHVe
X HE PEKOMEHLYETCS.

Cnepyert cobnogatb OCTOPOXXHOCTb MPU O4HOBPEMEHHOM NMPUMEHEeHUN ¢ hsTyKOHa30/10M

AMMOLABPOH: NPUMEHEHE aM1OfAaPOHa acCOLMMPOBANOCh C yASMHeHeM nHTepsana QT. CneflyeT cobntoaate 0CTOPOXKHOCTb MPpU OAHOBPE-
MEHHOM MpUMEHeHNN hnykoHasona 1 amnmodapoHa, OCOOEHHO B CilyHae NpuUMeHeHns dlykoHa3ona B BbICOKMX Ao3ax (800 mr).
JlembopekcaHT: OQHOBPEMEHHOE NMPUMEHEHe C (PIyKOHa3010M NMPUBOANT K yBenmyeHnto C, ., 1 AUC nembopekcaHTa npymepHo B 1,6 1 4,2
pasa COOTBETCTBEHHO, HYTO, Kak OXUAAETCS, MPUBEAET K YBE/MHEHMIO PYCKa NOBOYHBIX PEaKLmiA, TakuX Kak COHMMBOCTb. CrenyeT vnaberats
O[IHOBPEMEHHOTO MPUMEHEHVISt hylykoHasosa 1 ieMbopekcaHTa.

Cnepyetr cobnoaate OCTOPOXHOCTb U, BO3MOXHO, KOPPEKTMpPOBaTb A[O3bl MPU OAHOBY HOM 1P
npenapartoB u ¢haiyKoHa3ona

[Mpenapatbl, BAvAOLLME Ha (hIyKOHA30/

[MApoXIopoOTHa3ML: MHOrOKpPaTHOE MPUMEHEHUE MMAPOXIIOPOTUA3NAA OAHOBPEMEHHO C (hIyKOHA3010M MPUBOANT K YBENHEHMIO KOHLIEH-
Tpaumm nykoHasona B nnasme Kposu Ha 40 %. OdeKT Takow CTeNeHN BbIPKEHHOCTU He TPeByeT M3MEHEHUS pexrMa [403MPoBaHNS
hnykoHasona y nauneHTos, nosy4atoLLyX OOHOBPEMEHHO AMYPETVKY, OAHAKO Bpady CleayeT 3T y4uTbiBaTh.

PucbamnvymH: ogHoBpeMeHHoe npumeHeHne dykoHasona v pudamnuumHa npreoant K cHmkeHno AUC Ha 25 % 1 4anMTensHoCTH
Ty, pnykoHazdona Ha 20 %. Y naumeHToB, OOAHOBPEMEHHO MPUHUMAIOLLNX pUdaMMLMH, HEOOXOANMO YyUYnTbIBaTb LIeNecoobpa3HoCTb
yBeNM4eHns Ao3bl hykoHasona.

[penaparsl, Ha KOTOPbIe B/MSET h/yKOHa30/1

DdnykoHa3on ABAAETCS YMEPEHHbIM NHIMOUTOPOM n3oepmeHToB 2C9 1 3A4 utoxpoma P-450 (CYP). ®nykoHa30 Takke SBASETCA UHM-
6utopom nzodepmerHTta CYP2C19. Kpome Toro, MOMUMO rnepedncnenHbix fanee 3hdeKToB CyLLEeCTBYET PYCK MOBLILLEHVS B Nia3Me KPoBU
KOHLIEHTPaUMN 1 ApYrnx NeKapCTBEHHbIX CPEACTB, MeTabonmavipyembix nsodepmertammn CYP2C9, CYP2C19 n CYP3A4, npu opHospe-
MEHHOM MPUMEHeHUN ¢ hlykoHa3onoM. B cBsian ¢ aTum cnepyeT cobniofaTb OCTOPOXHOCTb MPU OAHOBPEMEHHOM MPYIMEHEHWUN nepe-
YUCNEHHbIX NPenapaTtos, a NP1 HEOBXOAVMOCTY NOAOCOHBIX KOMOMHALMIA NALMEHTbI AO/MKHBI HAXOAUTLCA NOA, TLATEeNbHbIM MEANLVUHCKAM
HabnoaeHvieM. CneayeT yunTbIBaTb, YTO UHIMOMPYIOLLWIA 3heKT hykoHa3oa CoXpaHaeTcs B TedeHre 4-5 fHel nocne OTMeHbI npenapara
B CBS3M C ero AmMTesNbHbIM T 5.

AncbeHTaHu: OTMeYaeTCs yMeHbLUEHNE KIIMPeHca 1 obbemMa pacrnpefenenvs, ysenumyenve Ty, andeHTaHnna. BosaMo)kHo, 3To cBA3aHO
C vHrnbnposaHnem nzoepmerta CYP3A4 dhnykoHasdonoM. MoxeT noTpeboBaTbCs KOPPEKLIMst A03bl andeHTaHnna.

AMUTPUNTUANH, HOPTPUATUMH: yBenn4eHne adekTa. KOHLEHTpaUMo 5-HOPTPUATUAMHE WM S-aMUTPUNTUAVHE MOXHO U3MEPWTh
B Havane KOMOVHNPOBaHHOM Tepanun ¢ hlyKoHa30/10M 1 Yepes Heaento nocne Havana. [Npu HeobXoaMMOCTY CredyeT KOPPeKTUpoBaTh 403y
AMUTPUNTUAMHA/HOPTPUNTUINHA.

AmcpoTepumH B: B UCCNEA0BaHMSX Ha MbllLax (B TOM YMCAe C UMMyHOCYMNpeccyel) Obliin OTMeYeHbI CreaytoLLyie pesynbTaThl: HebobLLO
afaNTVBHBIA NMPOTUBOMPUOKOBBIN 3MEKT NP CUCTEMHON MHeKLWK, BbidBaHHOM C. albicans, OTCYTCTBME B3aVMOLEMCTBUA NPU BHYTPUHE-
penHon nHdekuum, BbidaBaHHow Cryptococcus neoformans 1 aHTaroH13m npu CUCTEMHON MHEKLW, Bbi3BaHHON A. fumigatus. KnuHndeckoe
3Ha4eHme fanHbIX PE3yNbTaToB He CHO.

AHTVIKOAryIsiHTbl: Kak 1 apyrine npoTvBOrpuOKoBbIE CpeacTsa (Mpom3BoaHble a3ona), hykoHas3osN Mpy OAHOBPEMEHHOM MPUMEHEH
¢ BapdapnHOM MoBbILLIAET NPOTPOMOUHOBOE Bpemsi (Ha 12 %), B CBA3M C YeM BO3MOXKHO pa3BUTME KPOBOTEYEHWUI (FremMaToMbl, HOCOBbIe
KPOBOTEYEHUS, »KeNyA04HO-KULLEYHbIE KPOBOTEYEHWS, reMaTypusi, MeneHa). Y nauyeHToB, MosyHatolwyx aHTUKOaryisHTbl KyMapyHOBOMO
1 MHAAHOMOHOBOIO psifia 1 hlyKoHa30/1, HE0OXOAMMO NOCTOSIHHO KOHTPOMPOBATH MNPOTPOMBUHOBOE BPEMS B MEPUOL, Tepaniv U B TeYeHe
8 fAHelt nocne 0AHOBPEMEHHOIO MPUMEHEHUS. Takxke CneayeT OLEeHNTL LienecoobpasHOCTb KOPPEKLMM A03bl AaHHbIX aHTUKOAryNsSHTOB.
A3UTPOMULIMH: NPY OAHOBPEMEHHOM MPUMEHEHW BHYTPb (hlyKOHa301a B OAHOKPATHOM 403e 800 M C a3UTPOMULIVIHOM B OAHOKPATHON [03e
1200 Mr BbIpa>KEHHOIO (hapMaKOKUHETUHECKOrO B3aUMOLENCTBIS MeX[ly 0601MM NnpenapaTtami He YCTaHOBIEHO.

BeHsoanasenvHbl (KOPOTKOro [eVicTBuMS): NOCNe npuema BHyTPpb mMuaasdonama iykoHason CyLLEeCTBEHHO YBENMYMBAET KOHLEHTPaLMIO
Muaasonama 1 NcrxoMOTOpHbIE 3PMEKTbI, MPUYeM 3TO BNMUSHME Bonee BbipaKeHO nocne npuema haykoHasona BHYTPb, YeM Mpu ero
NPUMEHEHUV BHYTPVBEHHO. [pr HEOBXOAVMOCTW COMYTCTBYIOLLEN Tepanin 6eH3oamasenviHamyt NauveHToB, NPUHUMAatOLLMX hlyKOHa3011,
cnepyeT HabnoaaTb C LEenblo OLEHKM LieNecoobpa3HoCT COOTBETCTBYIOLLErO CHIDKEHVS [03bl 6eH3oavasenuHa. MNpy 0fHOBPEMEHHOM
MPVIMEHEHNN OAHOKPATHON [03bl Tpradonama dykoHason ysenuyvsaeT AUC Tprasonama npnbnmantensHo Ha 50 %, C,. — Ha 20-32 %
1 Ty, — Ha 25-50 % Gnarofapst yrHeTeHnio MeTabonmama Tpradonama. MoxkeT noHagobuTeCst KoppekLmus [o3bl Tprasonama.
KapbamaszerH: hnykoHa3on yrHeTaeT MeTabonvam kapbamasenmHa v MoBbILLIAeT CbIBOPOTOHHYIO KOHLIEHTpaLwmio kapbamaseniHa Ha 30 %.
HeobxoanMo y4nTbIBaTL PUCK Pa3BUTVIS TOKCUHYHOCTU KapbamasenuHa. CnefyeT OLeHNTb HeOOX0AUMOCTL KOPPEKLMM [03bl KapbamasenuHa
B 3aBVCVYMOCTM OT KOHLEHTpauum/addekTa.

Brokatopbl «MeaneHHsIx» kasabumesbix kaHanoB (BMKK): Hekotopble BMKK (HudeavnuH, ncpagvnuH, amnoguniH, sepanammn u deno-
OvnuH) meTabonmanpytoTest nsodepmeHtom CYP3A4. GnykoHason yBenmymnsaeT cuctemHyto akcrnoavumio BMKK. PekomeHgoBaH KOHTPOSb
pa3BUTUS NOBOYHBIX SPDEKTOB.

HesvipariH: ofHOBPEMeHHbI Npriem hnykoHasona 1 HeBvpanuHa yeenmymsaeT npuonmuantensHo Ha 100 % 3KCnosuumio HesvpanviHa
MO CPaBHEHWIKO C KOHTPOSbHBIMU JaHHBIMU MO OTAENBHOMY MPUMEHEHUIO HEBMPanHa. VI3-3a prcka NoBbILLEHHOIO BbIAENEHWS HEBUParnHa
NpW CONYTCTBYIOLLEM NPUMEHEHWI NEKAPCTBEHHbBIX MPenapaTos HEOOXOANMbI HEKOTOPbIE MPEAOCTOPOXHOCTY 1 TLLATEeNbHOE HabNoAeHe
3a nauveHTamu.

L{knocropyH: y NALUWEHTOB C TPaHCMIAHTUPOBaHHOM MOYKOM NpuMeHeHwe dhiykoHadona B 4o3e 200 Mr/cyT NpUBOANUT K MELIEHHOMY NOBbI-
LLIEHMIO KOHLIEHTpaLmm LknocnopuHa. OpHaKo nNpy MHOrOKPaTHOM NpuMeHeHun dnykoHasona B fode 100 Mr/cyT N3MeHeHVst KOHLEHTpaLmumn
LIKNOCMOPMHA Y PELMMMEHTOB KOCTHOrO MO3ra He Habntoaanock. Mpu 04HOBPEMEHHOM MPUMEHEHUN (hlyKoHa301a 1 LIMKIOCNOPVHA PEKO-
MEHLYETCSt KOHTPOMMPOBATE KOHLIEHTPALMIO LIMKNOCMOpYHa B MNasme KpoBU.

OBeponmyc: XoTa fAaHHOe B3aMMOLAENCTBME He OblN0 U3YHeHO in Vivo unn in vitro, dhnykoHa3on MOXKET MOBbILLIATb KOHLEHTPaLuy 3Bepon-
Myca B nia3me Kpou nyTem nHrnbrposanust CYP3A4.

Ljnknogpocghammg: npu OOHOBPEMEHHOM MPYMEHEHUN Liknodocdammuaa 1 hrykoHasona oTMeHaeTCst yBeNMYeHne ChIBOPOTOYHbBIX KOHLIEH-
Tpauwi GrnnpybuHa 1 kpeatrHnHa. [JaHHas KoMOUHaLWIS A0MYCTMMA C YHETOM PUCKa YBENMHEHUS KOHLIEHTPALMIA B1MpybrHa 1 KpeaTuHuHa.
DeHTaHWT: MeeTCsa CoObLLEeHe 06 OAHOM eTanlbHOM UCXOAE, BO3MOXKHO, CBA3AHHOM C OAHOBPEMEHHBIM MPUMEHEHVEM (heHTaHuna
n hnykoHasona. MNpegnonaraeTcs, YTO HapyLIeHNs CBA3aHbl C MHTOKCUKaLMEN (heHTaHUNOM. Bbino nokasaHno, YTo (hlykoHa30m 3Haum-
TENbHO YANMHSET Bpemst BbiBedeHns eHTaHuna. CnefyeT yunTbiBaTh, YTO MOBbILLEHVNE KOHLEHTPaUUM (heHTaHuna MOXeT npuBecTn
K YTHETEHMIO AbIXaTeNbHOM (hyHKLMN.

WHrnbmTopsl FMI-KoA-peaykrassi: Npyu 0AHOBPEMEHHOM MpUMeHeHUn hnykoHasdona ¢ uHrnbutopamu MMM -KoA-peaykTasbl, MeTabonman-
pyembiMu n3odpepmeHTom CYP3A4 (TakMy Kak atopBacTaTuH U cuMBacTaTuH) uin nsodepmeHtoM CYP2D6 (Takumm kak dhiyBacTaTtiH),
PUCK pasBuTis Muonatm 1 pabaommoniaa ysenmamesaeTcs. B crydae HEOOXOAVMOCTI OAHOBPEMEHHON Tepaniv yKasaHHbIMU npenapaTtamit
cnenyeT HabmoaaTkb NALUMEHTOB C LENbIO BbISBIEHWS CYMMTOMOB MUOMNATUM 1 pabaoMmnonmaa. HeobxoammMo KOHTPONMPOBAaTL KOHLEHTPaLMIO
KpeaTVHUHKNHA3b!. B cny4ae sHa4uTeNbHOro YBENMHEHNSt KOHLIEHTPALMN KPEaTUHUHKIHA3b! UK, €CI ANarHOCTUPYETCS UM UMEETCSt MOL0-
3pEHVe Ha Pa3BUTVe MVONaTUM UK pabaomuoniaa, Tepanito nHrnbutopamu FMIM-KoA-penykTassl criefyeT npekpaTtuTh.

UNepyTuHME: ymepeHHble MHIMOUTopbl n3odepmeHTa CYP3A4, Takne kak qykoHa3os, YBENMHMBAKOT KOHLEHTpaLwo nopyTuHmMba B nnasme
1 MOTYT MOBbILATE PUCK TOKCUYHOCTW. ECNM NPpUMEHeHUs NpenapaTtoB B KOMOVHALMN He YAAETCS 13bexarb, HEOBXO0AUMO YMEHbLUUTL [O3Y
NOPYTUHMOA, KaK yKaszaHO B UHCTPYKLAN MO MEAMLIMHCKOMY MPUMEHEHIIIO OPYTUHMGA, 1 06ECreHmnTb TLLATENBHOE KIMHUHECKOe HabMoLeHVE.
JlozapTaH: hnykoHa30M yrHeTaeT MeTabonmam fio3apTaHa [0 ero aktmBHoro metabonuta (E-31 74), koTopbli 0TBeHaeT 3a 60MbLLYIO YacTb
3(h(HEKTOB, CBA3AHHBIX C aHTArOHM3MOM aHMMOTEH3UH-II peLienTopoB. Heobxoanm perynspHbIi KOHTPOMb apTepuanbHOro AaBeHus.
MeTag0H: hnyKoHa30/1 MOXET YBENMHMBATbL MIa3MEHHYIO KOHLIEHTPaLWIO MeTagoHa. MoXeT NoHaaotmUTbCH KOPPeKLVS [03bl MeTafoHa.
HecTtepovaHsie npotusoBocranmTesnsHsle npenapats! (HIBI): C,. v AUC dnypbunpodeHa ysenmumsaiotcs Ha 23 % un 81 % cooTseT-
cTBeHHO. AHanornyHo G 1 AUC hapMaKkosiory4eckm akTvBHOro nsomepa [S-(+)-nbynpoceH] nosbianics Ha 15 % 1 82 % CoOTBETCTBEHHO
MpY OOHOBPEMEHHOM MPUMEHEHWN DITyKOHa30s1a ¢ paLiemMudecknmM nbynpodeHom (400 mr).

Mpw ogHOBPEMEHHOM NpUMeHeHU thnykoHasona B fo3e 200 Mr/cyT v Lenekokcunba B fode 200 mr G, v AUC Lienekokcnba yBenmymnsaioTcs
Ha 68 % 1 134 % cooTBETCTBEHHO. B AaHHOM KOMOMHALMM BO3MOXXHO CHIYDKEHME [03bl LiENEKOKCba BABOE.

HecMoTps Ha OTCyTCTBUE LienieHanpaB/eHHbIX MCCNefoBaHN (hITyKOHA30/T MOXET YBeMHMBATbL CUCTEMHYIO dKcnoauumio apyrux HIMBIM,
MeTabonmanpyembix naodepmeHtom CYP2C9 (HanpumMep, HanpOKCeH, JTIOPHOKCUKaM, MeSIoKCrKaMm, aukiodeHak). MoxeT noHagoouTses
Koppekuws 1o3bl HIBIM.

Mpy ogHoBpemMeHHOM npuMeHeHnn HIMBIM 1 hnykoHadona nauyeHTbl OMKHbI HAXOAWUTLCS MOA TLLATENbHBIM MEANLIMHCKIM HabMoAeHNeM
C LieNbto BbISIBNIEHUS 1 KOHTPOSIS HEXEeNaTeNbHbIX SBIEHUI 1 MPOSBAEHNIA TOKCUYHOCTU, CBS3aHHbIX ¢ HIBIM.

Onanapu6: ymepeHHble MHrMbutopsl nsodepmeHta CYP3A4, Takve Kak (hilyKoHa30s, MoBbILLAT KOHLEHTPaumio onanapuba B nnasve
KpoBW. /IX OQHOBPEMEHHOE MPUMEHEHVE HE PEKOMEHAOBaHO. ECM HEBO3MOXHO 136exaTb OAHOBPEMEHHOMO MPVMEHEHUS, HEOOXOANMO
cokpatuTb fo3y onarapuba no 200 Mr aBa pasa B CyTKU.

[MepopasibHble KOHTPaLernTyBbI: NP OAHOBPEMEHHOM MPUMEHEHW KOMBUHUPOBAHHOIO MEPOPasibHOr0 KOHTpaLenTuea ¢ (lyKoHa3onom
B [03e 50 Mr CyLLECTBEHHOIO BAVSIHMS Ha YPOBEHb FOPMOHOB He YCTaHOBMIEHO, TOMAA Kak NMpu exeaHEeBHOM npuMeHeHnn 200 Mr dnyko-
Hazona AUC sTuvHUnacTpaamona n nesoHoprectpena ysennymsatotcs Ha 40 % n 24 % COOTBETCTBEHHO, a npw npumeHeHun 300 Mr
hnykoHasona 1 pas B Hegento AUC aTuHUnacTpagmosna n HopaTuHAPOHa Bo3pacTaioT Ha 24 % v 13 % COOTBETCTBEHHO. TakuM 06pasoMm,
MHOrOKpaTHOE NprMeHeHne dylyKoHasona B yKadaHHbIX 403ax BPSL M MOXET OKasaTb BAVSHME Ha 3PMEKTUBHOCTL KOMOUHMPOBAHHOMO
nepopasnbHOro KOHTpaLenTmea.

DEHNTONH: OHOBPEMEHHOE MPUMEHEHWE (yKOHa30Ma 1 (PEHNTONHA MOXET COMPOBOXAATLCS KIIMHWYECKM 3HAYUMbIM MOBbILLEHMEM
KOHLieHTpauun teHutonHa. B cnydae Heo6XOoAMMOCTU OAHOBPEMEHHOIO MPUMEHEHUS 0OOMX MpenapaToB CreayeT KOHTPONMpOBaTb

cnegyrowmnx

KOHLIEHTPaLWtO (PEHNTONHA 11 COOTBETCTBYHIOLLIMIM 06Pa30M CKOPPEKTUPOBATL €ro [03Yy C Liefbio 06eCneyeHst TepaneBTUHECKOM KOHLIEH-
TpauuM B CbIBOPOTKE KPOBU.

VlBakaghTop: NpY O[HOBPEMEHHOM MPUMEHEHUM C MBaKadTOPOM, CTUMYISTOPOM MYKOBUCLMAO3HOrO perynstopa TpaHcMeMbpaHHom
nposoanmocTy (CFTR), Habnoganock yBenmyeHne akcnosvummn nsakadtopa B 3 pasa 1 akcnosuumm ruapokcumeTunmeakadropa (M1)
B 1,9 pasa. NayneHTam, OfHOBPEMEHHO NMPUHMMAIOLLIM YMEPEHHbIe NHIMBUTOPLI 3odepmeHTa CYP3A, Takune kak hilyKOHa30s1 1 3pUTpo-
MULWIH, PEKOMEHYETCS CHDKeHVe 03bl nBakadTopa Ao 150 Mr 1 pa3 B cyTku.

[peaHN30H: NMeeTCs COOBLLEHME O Pa3BUTUM OCTPON HEAOCTATOYHOCTN KOPbI HAAMOYEYHVKOB Y NaumMeHTa nocne TpaHcnnaHTaumm neqeHn
Ha thoHe OTMeHbI MpreMa hlyKoHa30/1a NOCe TPEXMECSHHOrO Kypca Tepanun. [NpeanonoXXuTensHo, NnpexkpatleHve Tepaninmn hiykoHa3onoM
BbI3BA/IO MOBbILLEHNE aKTVBHOCTU U3oepmeHTa CYP3A4, 4TO NMpuBEso K YCKOPEHWo MeTabonama npeaHmn3oHa.

[MauneHTsl, Nony4aoLLIMe KOMOMHUPOBaHHYIO Tepanuio NPEAHN30HOM ¥ (hlyKOHa3010M, AOMKHbI HAXOAUTLCA NOA, TLATENbHLIM MEANLINH-
CKUM HabofeHVieM Npu OTMEHe Npriema (hilyKoHa3ona C Lieflblo OLIEHKM COCTOSHMS KOPbI HAAMOYEHHIKOB.

PugpabyTvH: opHOBPeMeHHOe NpuMeHeHre ykoHasona v puabyTiHa MOXET MPYBECTU K MOBBILLEHMIO ChIBOPOTOYHBIX KOHLIEHTPaLMA
nocnegHero Ao 80 %. MNpyu ogHOBPEMEHHOM MpuMeHeHun ykoHasona 1 pudabyTuHa onmcaHbl Clydan pas3sBuTus yBeuTa. laumeHTos,
OHOBPEMEHHO MOSyHatOLLMX pUabyTUH 1 dhlykoHa30s1, HEOOXOAMMO TLLATEeNbHO HabMoaaTb.

CaksuHasyp: AUC caksuHaBMpa noBblLLaeTcst npubnmnantensHo Ha 50 %, G, — Ha 55 %, KNMPEHC CakBMHaBMPa yMeHbLIaeTCs Npubamamn-
TenbHo Ha 50 % B CBA3W C MHMMOMPOBaHWEM neveHo4qHoro MeTabonmnama nsohepmeHtom CYP3A4 1 nHrvbrpoBaHem P-rinkonpoTevHa.
Mo>xeT NoHafobUTLCS KOPPEKLMSA A03bl CakBUHABMPA.

Cuponvmyc: NOBbILLEHVE KOHLIEHTPALWMN CUPOAMMyca B Mna3Me KpPOBW, MPEAMONoXUTENBHO, B CBS3W C UHIMOMpPOBaHeM MeTabonmama
cuponmmyca Yepes yrHeteHve nsogepmerta CYP3A4 1 P-rinkonpoTerHa. [JaHHas KoMBUHALMS MOXXET MPYMEHSTLCS C COOTBETCTBYIOLLIEN
KOpPeKLMeit 1o03bl CUPONIMMYCa B 3aBVCMOCTH OT apheKTa/KOHLEHTpaLW.

lpernapartsl CynbHOHNIMOYEBYIHBI: (DNYKOHA30M, NPV OAHOBPEMEHHOM MPVYMEHEHW, MPUBOAWT K YBENNYEHUIO T,,, NPenapartos Cyb(OHUN-
MO4eBVHbI (Xiopnponamuaa, rmbeHKnamMmnaa, rmunuanaa u Tonbytamuaa) Ans npuema BHyTpb. MauyeHtam ¢ caxapHbiM AnabeToM MOXHO
HagHa4aTb OAHOBPEMEHHOE MpUMeHeHne (hlyKoHasoa 1 NepopasibHbIX MpenapaToB CyNbMOHUIMOYEBVHDI, HO MPY 9TOM CNEAYET y4nTbiBaTb
BO3MOXXHOCTb Pa3BUTUS TUMOMVKEMIK, KDOME TOr0, HEOOXOAMM PEryNAPHbIA KOHTPOb KOHLIEHTPALMM MIIOKO3b! B KPOBU U, NP HEOOXOAW-
MOCTW, KOPPEKLYISt 103bl MpenapaTos Cyb(OHNIMOHEBNHDI.

Takpos/mmyc: 0QHOBPEMEHHOE MPUMEHEHME (hlyKoHa3oa 1 Takponmmyca (BHyTPb) MPUBOAUT K MOBBLILLEHWIO ChIBOPOTOYHbIX KOHLIEHTPaLWn
nocnegHero fo 5 pas 3a cHeT UHMMOMPOBaHWS MeTabomama TakpoaMMyca, NPOUCXOASALLErO B KULLEYHVKE MNOCPEACTBOM U30(hepMeHTa
CYP3A4. 3HauMTeNbHbIX 3MEHEHWN (hapMaKOKHETVKIM MPernapaToB He OTMEYEHO NPV MPUMEHEHWN TaKpPOoMMyca BHYTPUBEHHO. OnuvcaHb!
cny4an HethpOTOKCMHYHOCTU. MaLMEHTOB, OAHOBPEMEHHO MPUHUMAIOLLIX TaKPOIMMYC BHYTPb U hlyKOHa30/, cneayeT TatenbHo Habmo-
natb. [103y Takponumyca cnefyet KOpPeKTUpoBaTh B 3aBUCUMOCTU OT CTEMEHN MOBBILLEHUS ero KOHLEHTPaLMN B KPOBU.

TeounmmH: NP OQHOBPEMEHHOM MPUMEHEHN C dolykoHasonoM B fo3e 200 Mr B TeveHne 14 OHEN CpefHsisi CKOPOCTb Ma3MeHHOro
KmpeHca TeounnHa cHkaeTes Ha 18 %. Mpu HagHaydeHWn hiykoHadona nauyeHTam, NPYHUMAROLLMM TEOMUIIIMH B BICOKUX [03aX, U
naumeHTam C MoBbILLEHHbIM PUCKOM Pa3BUTUS TOKCUHECKOrO AeCTBMSA TeouvHa cnefyeT HabniofaTb 3a NosiBeHeM CYMMNTOMOB nepe-
[03VPOBKM TEOMUINMHA 1 MPY HEOBXOAUMOCTU CKOPPEKTUPOBATL TEPaNnO COOTBETCTBYIOLLIMM 0OPa30M.

TopaumTHMG: 3KCNOo3MUUa ToaunTVHNGa YBENMHYMBAETCS NPW €ro COBMECTHOM MPUMEHEHUN C NMpenaparami, KOTopble SBSIOTCS OfHO-
BPEMEHHO YMEpeHHbIMU MHIbuTopamn n3otepmerta CYP3A4 n CYP2C19 (Hanpumep, thnykoHasos). MoxeT noHafobuTeCst KOPPeKLyst
[03bl TohaumTuHKba.

TonBarTaH: 3KCNo3unLyist TonsanTana sHaqnTensHo ysenmymsaeTcs (AUC Ha 200 %, G, Ha 80 %) Npy COBMECTHOM MPYMEHEHWM ToNBanTana,
cybcTpata CYP3A4, n conykoHasona, ymepeHHoro nHrubutopa CYP3A4. Mpu 3TOM CyLLIECTBYET PUCK 3HAYUTENBHOMO YBENMYEHUST YacTOTbI
PasBUTVIA HeXenaTenbHbIX SBNEHWA, B YaCTHOCTW, TakvX Kak MOBbILLEHHbLIN AVYpes, Aernapartaums U ocTpas noYeqHas HefoCTaToO4HOCTb.
[Mpy ogHOBPEMEHHOM NPUMEHEHN AaHHbIX NPenapaToB ChefyeT yMeHbLUMTL 403y TofBanTaHa 1 BHUMATENLHO HabtofaTe 3a COCTOSHMEM
nauvieHTa.

Asnkanovn 6apBuHKa: HECMOTPS! Ha OTCYTCTBME LienieHanpaBneHHbIX CCNeaoBaHuiA, mpegnonaraeTcs, YTo hIyKOHa30/ MOXET yBENM4MBaTb
KOHLIEHTpaLMio ankanomnaos 6aperHka (Hanpumep, BUHKPUCTVHA 1 BUHOMACTMHA) B Nia3Me KPOBU 1, TakM 06pa3oM, MpYBOAUTL K HENPO-
TOKCUYHOCTU, YTO MOXET ObITb CBSI3aHO C yrHeTeHvem n3odepmeHta CYP3A4.

BuramuH A: nMeeTcsi COOBLLIEHNE 06 OAHOM CrlyHae pasBUTUS HeXXenaTelbHbIX PeakLyii CO CTOPOHbI LIeHTpasnbHOM HepaHol cuctemsl (LIHC)
B BY/e NCEeBAOONYX0M MO3ra NPy OAHOBPEMEHHOM MPUMEHEHNN MOSHOCTBIO TPAHCPETUHOEBOW KUCNOThI 1 (hilyKOHa301a, KOTOpble NcHe3nu
rocne oTMeHbl dhykoHasona. MpuMeHenne AaHHO KOMBUHALWM BOSMOXHO, HO CNefyeT NMOMHUTL O BO3MOXHOCTU BO3HVKHOBEHUSA HEXena-
TeNbHbIX peakumii co cTopoHbl LIHC.

3unoByAvH: NpY OAHOBPEMEHHOM MPUMEHEHUN C dlyKoHa3010M oTMeqaeTcs nosbieHne G, 1 AUC augoByanHa Ha 84 % un 74 % cooT-
BETCTBEHHO. [daHHbI apdeKT, BepoATHO, 0OYCoBMEH 3aMeanieHemM MeTabonmnama nocnegHero Ao ero rmasHoro metabonuta. 1o v nocne
Tepanuu ¢ NpuMeHeHviem hnykoHasona B fo3e 200 Mr/cyT B Tederne 15 gHelt 6onbHbIM CMOom 1 ARC (koMnnekc, cesizanHbliin co ClLom)
YCTaHOBNEHO 3HaunTeneHoe yeenuyerne AUC angosyamHa (20 %).

[MNaumeHToB, NonyHatoLLMX Takyto KOMBUHALWIIO, CrefyeT HabMoaaThb C LEnbtO BbISBNEHWSt MOB0YHbIX 3(h(EKTOB 31A0BYAMHA.

BopuvikoHasosn (MHrbutop mndogepmeHTo CYP2C9, CYP2C19 n CYP3A4): onHOBPEMEHHOe NprMeHeHe BopukoHasona (no 400 Mr 2 pasa
B CyTKM1 B NepBbili AeHb, 3aTem no 200 Mr 2 pasa B CyTKM B TedeHre 2,5 aHelt) 1 dhnykoHasona (400 Mr B nepBblii fieHb, 3atem no 200 mr/cyT
B TeveHue 4 gHen) npuBoauT K yBennyeHno G, 1 AUC BopuKoHa3ona B nnasme Kposu Ha 57 % 1 79 %, cooTBETCTBEHHO. bbifo nokasaHo,
YTO AaHHbIN 3PPEKT COXPaHAETCS NPU YMEHBLLIEHWI 003bl U/ YMEHBLLEHW KPaTHOCTU NMpuema ntoboro n3 npenapartos. OgHOBPEMEHHOE
NPUMEHeHe BOPUKOHa30/1a 1 (hflyKoHa30/1a He PEKOMEHOYEeTCS.

ViccnepoBannst B3anMoAencTams nepopanbHbix hopm hnykoHasona npy ero OAHOBPEMEHHOM MpUeMe C MULLIEN, LIMMETUANHOM, aHTaumaamm,
a Takxke nocne ToTaNbHOro 0bAyYeHns Tena Ana NMoaroTOBKU K Nepecafke KOCTHOro Mo3ara nokasanm, YTO 3T (DakTopbl HE OKasblBatoT
KIIMHNYECKI 3HAYMMOTO BIIMSIHUS HA BCacbiBaHWe (hriykoHasona.

[NepevncnenHble B3aMMOAeNCTBUS YCTaHOBEHbI NPV MHOMOKPaTHOM MPUMEHeHUM (hlykoHa3ona; B3aMMOAENCTBUS C NEKapCTBEHHbIMY CPef-
CTBaMu B pesy/ibTare OAHOKPATHOrO nprema (hiyKoHasona HeviaBeCTHbI.

Bpadam cnefyeT y4nTbiBaTh, HTO B3aUMOAENCTBYIE C APYrMMM NEKAPCTBEHHBIMI CPEACTBaMU CrELMaIbHO He 13y4anoch, HO OHO BO3MOXHO.

Ocob6ble ykasaHus

CoobLuanock 0 cryyasx cyrnepyvH(eKLmn, Bbi3BaHHON OTiMYHbIMKU OT Candida albicans wtammamm Candida, koTopble YacTto obnapatoT
MPUPOOHON PE3UCTEHTHOCTHLIO K thilykoHadony (Hanpumep, Candida krusei). B nofo6HbIX Crydasix MOXET noTpeboBaTbCst anbTepHaTVIBHAS
NPOTMBOrPUGKOBas Tepanis.

Bo Bpems 6epemMeHHOCTV NpUMeHeHVs oyKoHasona cnefyet n3berarb, 3a UCKTKOHEHNEM CNy4aeB TSXKENbIX U NMOTEHLMaIbHO YrpoxXa-
FOLLIMX KN3HW MPUOKOBBIX MHDEKLMIA, KOrfa oxuaaemMasi Nob3a Nevenuns ANs Matepu npesbillasT BOSMOXHbIA PUCK AN nioaa.
Heobxoanmo paccMoTpeTb 3EKTUBHBIE METOABI KOHTPALEMNLMN Y XKEHLLWMH AETOPOAHOrO BO3pacTa B TEHEHWE BCEro Nepuoaa feyeHst
N NpUBAN3UTENBHO B TedeHre Hefenm (5-6 neproaoB NonyBbIBEAEHVS MOCe NPUHATAS NocnegHen fossl npenapara (CM. pasgen «prme-
HeHvie Npy 6EPEMEHHOCTI 1 B NMEPUOL, MPYAHOrO BCKaPMIMBaHNS»).

B pefkvix cnyyasx npumeHenmne hnykoHasosna ConpoBOXAAN0Ch TOKCUYECKUMU N3MEHEHUSIMI NMEYEHW, B TOM HKCIIE C NETaslbHbIM UCXOLOM,
rnaBHbIM 06Pa30oM, y NMaLNEHTOB C Cepbe3HbIMU COMyTCTBYIOLLIMMMN 3ab0neBaHnaMuN. B ciydae renaTtoTokcu4ecknx athheKToB, CBA3aHHbBIX
C NpUMeHeHreM (hyKoHa30mMa, He OTMEYEHO VX SIBHOM 3aBUCUMOCTYW OT 06LLe CyTOYHOWM [03bl Npenapara, AAMTensHOCTV Tepanin, nona
1 BO3pacTa nauueHTa. 'enatoTokcn4yeckoe AencTane npenapara 06bI4HO Obl10 06paTUMBIM; MPU3HAKYM Ero NCHE3ann Nocne npexkpaLleHms
Tepanuu. MauneHToB, y KOTOPbIX BO BPEMS NIeHeHVs NpenapaToM HapyLlarTCs nokasarteny yHKUMM neyeHn, Heobxoaumo Habnohats
C LieNblo BbISBIEHMS MPU3HAKOB 60Nee Cepbe3HOro NopavkeHns neyeHu. Mpy NoSBReHnN KNMHUYECKNX MPU3HAKOB AW CUMNTOMOB Nopa-
YKEHWNS MeYeH, KOTopble MOryT BbITb CBSI3aHbl C MPUMEHEHVEM PyKOHa30na, Npenapart CrepyeT OTMEHUTb.

Kak v npu npyMeHeHn apyrux azonos, (hyKoHa30/ B PELKVX ClyHasix MOXET BbI3blBaTb aHaUNaKTUHECKME peakLn.

Bo Bpems neqeHns hnykoHa3onoM Y NaLWeHTOB B PeaKux Cyvasx passrBamch SKCONMATUBHBIE MOPAXKEHNS KOXM, Tak1e Kak CUHAPOM
CtuBeHca-[pKOHCOHa 1 TOKCUHECKMI annaepMasibHbI Hekponna. BonbHele CILom 6051ee CKNOHHDBI K Pa3BUTIIO TSHKESTBIX KOXKHBIX PeakLii
NPy NPUMEHEHWI MHOTVX NpenapaTos. [Npy NosiBREHN Y NaLMeHTa BO BPeMSst NIeHeHIst MOBEPXHOCTHOM MpUBKOBOM MH(EKLMN ChiMi, KOTOPYIO
MOXHO CBSi3aTb C MPUMEHeHneM (ykoHasona, npenapat cieayeT OTMeHUTb. [pu NOSBNEHUN CbiMi Y NauUVEeHTOB C UHBA3WBHBIMU UK
CUICTEMHBIMUN MPUOKOBBIMU MHDEKLMAMI UX CReayeT TLaTeNbHO HabnoaaTs U OTMEHWUTL npenapar Npuy NosBAEHN ByINe3HbIX NOPaXkKeHWiA
VA MHOTO(HOPMHOW 3KCCYAaTVBHOM SpUTEMBI.

OpHOBPEMEHHOE MpUMeHeHWe hiykoHasosna B fo3ax MeHee 400 Mr/cyT 1 TepdeHaanHa creflyeT NpoBOAUTb MOZ TLATENbHbIM KOHTPOSIEM
(cm. paspen «BsavmopelicTare ¢ ApyrMm NeKapCTBEHHbIMY CPEACTBAMMY).

Kak 1 fpyrine asonbl, hrykoHa30/ MOXET BblI3blBaThb yBenn4eHve nHtepsana QT Ha SKI. ®nykoHa3on Bbi3bIBAET yBENNYEHVE UHTEPBaNa
QT NOCPeACcTBOM MHMMOMPOBAHWS TOKa KaJIMEBBIX KaHaOB BHYTPEHHENO BbINPsiMIeHs. YBenuyeHne nHtepeana QT, Bbi3BaHHOE ApYriMu
NEeKapCTBEHHbIMM npenapaTtamun (TakUMU Kak aMUOAapPOoH), MOXKET OblTb YCUIEHO MHrMbuTopamm n3odepmerTta 3A4 umtoxpoma P-450
(CYP) (cm. paspen «BaanmopneicTayvie ¢ ApyruMmn NekapCTBeHHbIMU CPeACTBaMU»). [pn NpuMeHernn dykoHasona yBennyenne nHtepeana
QT 1 MepuaHe nnn TpeneTaHne XenyaoYKoB OTMeYanu O4eHb PELKO Y MaUMEHTOB C TshKeNbIMy 3a00NeBaHNAMI C MHOXKECTBEHHbBIMU
(haKTOpamm puUcKa, TakVM1 Kak opraHn4eckue 3abonesaHns cepaua, HapyLeHns SN1eKTPONTHOrO 6anaHca 1 CnocobCTBYOLLAsA PassuTuio
NMoA0OHbIX HAPYLLEHNI COMYTCTBYIOLLAasA Tepaniist. MoBbILLIEHHbI PUCK Pa3BUTVS YIPOXKAIOLLIEIN XKI3HI XKeNyA04KOBOW apuUTMIN 1 MOSIMMOP-
HOW >KeNy[A0HKOBON TaxKapan MOXXET BO3HUKHYTb Y MaUMEHTOB C MMnoKanvemmen 1 NporpeccrpytoLLen cepaeyHon HegoCcTaTo4HO-
CTbtO. [M03TOMY TakUM NauyeHTam ¢ NOTEHUMATBHO MPOAPUTMUNHECKMN COCTOSHUSIMM MPUMEHSITE (PITYKOHA30/1 CNEAyeT C OCTOPOXXHOCTHIO.
MauneHTam ¢ 3aboneBaHVsaMI NeYeHW, CepaLa 1 NMoYeK Nepes NPYMEHEHeM npenaparta PEKOMEHAYETCSA MPOKOHCYLTUPOBATLCS C BPAYOM.
DrykoHa30/1 COBMECTUM CO CEAYIOLLIMMI PacTBOPaMu:

- 20 % pacTBOp AEKCTPO3b;

- pactBop PuHrepa;

- pacTeop XapTMmana;

- PacTBOP Kanvs Xyiopuaa B AEKCTPO3e;

- 4,2 % pacTBop HaTpusi BrkapboHaTa;

- aMMHOCY3WH;

- 0,9 % pacTBOp HaTpuUs xropuaa.

DryKOHa30/1 MOXXHO BBOAUTL B MHDY3MOHHYKO CUCTEMY BMECTE C OLHWUM 3 NMEPEeUMCIEHHbIX BbilLe PacTBOPOB. XOTS CiyHau Crielmn4eckoi
HECOBMECTUMOCTI (hflykoHa3ona ¢ ApYrviM1 CPeACcTBaMU He OMnucaHbl, TEM He MeHee, CMeLLMBaTL ero C JobbIMY APYrM NpenapaTtami
nepep VHMy3vieit He peKoMeHayeTCs.

[okagaTtensctea aheKTVBHOCTM (hilyKoHa301a Npy feYeH ApYrnx BULOB SHAEMUYHBIX MUKO30B, TakmMX Kak MapakOoKLANOULOMIUKOS,
CMOPOTPVXO3 U MUCTOMNNA3MO3 OrpaHNYeHbl, YTO HE MO3BOMSET ONPeaenUTb KOHKPETHbIE PEKOMEeHAALMM MO A03MpoBaHuo. PraykoHason
SBNSETCS YMEPEHHbIM MHIMbrTopom mdodepmerHta CYP2C9 1 ymepeHHbIM MHMMouTopom nsodepmerta CYP3A4. driykoHa3on Takke
SABNAETCS MHMMBMTOpOoM mdodepmerta CYP2C19. Mpy 0aHOBPEMEHHON Tepanuy NekapCTBEHHbIMY MpernapaTami C y3k/M TepaneBTude-
CK/M mpodunem, MeTabonmaupytommmcs naoepmeHtamm CYP2C9, CYP2C19 n CYP3A4, pekomeHdyeTcs cobniofaTe OCTOPOXHOCTb
(cm. paspen «BsavmopelicTare ¢ ApyriMim NeKapCTBEHHbIMY CPEACTBAMMY).

Coo6LLanoch 0 pasBUTUN HELOCTAaTOYHOCTM KOPbI HAMOYEYHUKOB Y MNaLMEHTOB, MOJyYatoLLmX Tepanuio ApYriM1 a3onamm (Hanpumep, KeTo-
KOHa30/10M). Y NaumneHToB, Nnoy4atoLLmx (ykoHasosn, Habnoaanmcb obpaTumMble ClyyHan HeJOCTaTOHHOCTU KOPbl HafMOHEHHNKOB.

BnusiHne Ha cnocoGHOCTb YNpaBnsiTb TPAHCMOPTHLIMU CPeACTBaMU, MeXaHU3Mamn

Mpu NpUMeHeHy Npenapata HeoGXOAMMO YHUTLIBATL BO3MOXHOCTb Pa3BUTUSA FOIOBOKPYXKEHMS 1 cyaopor. CneayeT cobntofaTs 0CTOPOX-
HOCTb NPV ynpasieHut TPaHCNIOPTHLIMU CPEACTBAMU 1 MPK 3aHATUAX APYTMM NOTEHLMANBHO ONacHbIMU BUAAMU OESTENbHOCTI, Tpebyto-
LLVIM MOBBILLEHHOM KOHLEHTPALWV BHUMAHUS 1 BbICTPOTbI MCUXOMOTOPHbIX PeaKLMii.

dopma Bbinycka

PactBop anst Hdy3uia 2 mr/mn.

Mo 50, 100 namn 200 Mn BO hniakoHbl nonmMnponuneHossle (He cogepxxat BX), narotoBneHHble no TexHonorum «blow-fill-seal» «BblayB-
HanonHeHne-repmeTvsauys» (Bottelpack®).

DnakoHb! UMEetoT 2 Tina.

Tun 1 (Mommdonak) — dnakoHb! NOUMPOMNIEHOBbIE C 3anasiHHON FOPJIOBMHON, C CAMOCTaAatoLLIMCSt KOPMYCOM, CO LUKAasoN 1 neTnen-gep-
arenem, ¢ npuBapeHHsIMY MOMMPONMAEHOBBIMI Konadkamu, Konnadku MoryT 6biTe C 2-Msi OTAENbHBIMY CTEPUIIbHBIMU NMOPTaMK, 3aKpbl-
TbIMV 3aLLMTHBIMX MOAMAPONUAEHOBBIMU 3arfyLLKamuy, b0 UMETb 2 CTEPUbHBIX MOPTA, 3aKPbITbIX 3aLLMTHOW antoMUHNEBON (hOMbroW.
B cnyyae ¢ 2-mMa oTAeNbHbIMY CTEPUIBHBIMU NMOPTaMU MPU BCKPbITUM OAHOIO NMopTa CTEPUBHOCTE APYroro COXPaHseTCs.

Tuvn 2 (Monudnak EH) — dnakoHbl NOAMNPONUAEHOBbIE C 3anasiHHOM FOPAOBMHON, C CaMOCMafaloLLVMCH KOPMYyCOM, CO LUKasown
1 neTnen-gep>karenem, 1 rofioBkou, npeaHasHadeHHoN ANS NMPUCOeANHEHVS CTaHAAPTHON WHAQY3VOHHOM cucTeMbl. Kaxapii (nakoH
3aKpbIBAETCS MOAUMPOMNMIEHOBON KPbILLKOK, AOMYCKaeTCst 00epTbIBaHNE MNEHKOM.

Mo 1 chnakoHy BMECTe C MHCTPYKLIMEN MO MPUMEHEHWIO B Nayke 13 KapToHa.

[ns craymoHapoB

Mo 36 cnakoHos Mo 50 nnm 100 mn nnm no 20 dnakoHoB No 200 MA BMECTE C PaBHbIM KOIMHYECTBOM MHCTPYKLIMIA MO NPYMEHEHMIO B rohpo-
Kopobe 13 kKapToHa.

YcnoBusi xpaHeHust
[Mpn Temnepatype He Boiwe 30 °C B OpurvHasibHON ynakoBKe (priakoH B navdke/ropokopobe).
XpaHuTb B HELOCTYNHOM /15t iEeTen MecTe.

CpokK rogHocTu
2 ropa.
He npuMeHsiTb NOCe OKOHYaHUs CPpoKa roAHOCTH.

Ycnoeus otnycka
OTnyckatoT no peuenTy.

Bnapenel perncTpaLyoHHOro y0CTOBEPEHUSA
00O «['poTekc»

Poccus, 195279, r. CankT-lNeTepbypr
VHaycTpuanbHbIi npocnekT, A. 71, kopn. 2, aiT. A
Ten.: +7 812 385 47 87

®akc: +7 812 385 47 88

MpousBoauTenb/OpraHn3auus, NPUHUMAlOLLAs NPEeTeH3UN oT noTpe6uTenei
00O «[poTekc»

Poccus, 195279, r. CankT-lNeTepbypr

VHoycTpuanbHbIi npocnekT, A. 71, kopn. 2, auT. A

Ten.: +7 812 385 47 87

Pake: +7 812 385 47 88

www.solopharm.com
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