MHCTPYKLUUA

no MegUUMHCKOMY NMPpUMEeHeHUIo NeKapCcTBeHHOro npenapara

DJTYKOHA3OI

PeructpaumoHHbliit Homep: J1C-001728

ToproBoe HauMeHoBaHue: PryKoHa3on

MexayHapoaHoe HenaTeHTOBaHHOe HauMeHoBaHue: dnykoHason
TNekapcTBeHHasA dopma: kancynbl

CoctaB

Helicmsyrowee seujecmeso: cnykoHason — 50,00 mr.

BcriomozamernbHble eeujecmea: NakTosbl MOHOTVWAPAT (caxap MOMOYHbIA) — 81,72 MK, Kpaxman npexenaTHU3NPOBaHHbIN — 26,52 wmr,
KpEeMHUs Anokcuz konnouaHeln — 0,16 mr, marius cteapat — 1,44 mr, HaTpus naypuncynedat — 0,16 mr.

Cocmas kancyrnbl 50 me:

Kopryc Karcysnbl: Kpacutenb nyHUoBbI — 0,0153 %, kpacuTenb XMHONUHOBBIV XenTbih — 0,0134 %, TntaHa avokena — 2,0000 %, xenatuH —
0o 100 %;

Kpbileyka Karcysibl: Kpacutenb asopybuH — 0,6843 %, kpacutens GpunnmaHToBblin YepHbiidi — 0,0192 %, kpacutens nyHUoBbIN — 0,0336 %,
KpacuTenb CUHWI NaTeHToBaHHbI — 0,0088 %, kpacuTenb XMHONUHOBbIV xenTbin — 0,1912 %, TutaHa guokeua — 0,8000 %, xenaTuH — 4o
100 %.

Heticmsyrowee seujecmso: cnykoHason — 150,00 mr.

BcriomozamenbHble eeujecmea: NakTosbl MOHOTMAPAT (caxap MOMOYHbIA) — 58,49 MK, Kpaxman npexenaTtHU3NPOBaHHbIN — 18,98 wmr,
KPEMHUSI AnoKkeua konnonasli — 0,23 Mr, marHusi cteapat — 2,07 mr, HaTpusi naypuncynbgar — 0,23 mr.

Cocmas karicynbi 150 me2:

Kopryc Karcynbl: TuTaHa avokeuna — 2,0 %, kpacuTenb xkenesa okcng xenTtolii — 0,1 %, xxenati — ao 100 %;

Kpblweyka Karcynbl: TutaHa avokena — 2,0 %, kpacutens xeneaa okeua xentbi — 0,1 %, xenatuH — o 100 %.

Onucanue

Kancynbl TBepable xenatuHosble N 2.

Kancynbi 50 Mr — KOpnyc Karcysbl CBETI0-KOPUYHEBOTO, C PO30OBLIM OTTEHKOM LIBETA, KpbILLEYKa Karcyrbl KOPUYHEBATO-KpacHoro LiBeTa,
HEenpo3payHble.

Kancynbl 150 Mr — kopnyc v KpbiLLieyka CBETI0-KEeNTOoro LBeTa, Henpo3payHble.

Copepxumoe Kancyn — NopoLLIOK UK cMechb NMopoLuka 1 rpaHyn 6enoro unu 6enoro co crnerka XenToBaTblM OTTEHKOM LBeTa. [lonyckaercst
YNNOTHEHWE COAEePXUMOro Kancynbl no d)OpMe Kancynel, pacnagatouieecsa npn HagasnuBaHuu.

.

Tep TUYecKas rpynna: npoTMBOrpUbKOBOE CPEACTBO.

Kog ATX: JO2ACO1

®dapmakonoruyeckme CBoMcTea

®apmakoduHamuka

®rykoHa30n, TpUasonbHOe NpOTUBOrPUOKOBOE CPEACTBO, SIBMSETCA MOLHBIM CEeNeKTUBHLIM MHTMGUTOPOM CUHTE3a CTEpOSioB B KneTke
rpu6os.

®rykoHa30s NPOAEMOHCTPUPOBAN akTUBHOCTb in Vitro 1 B KNMUMHUYECKUX UH(EKLMSX B OTHOLLEHWUM BOMNbLUMHCTBA CReayoLLmnX MUKPOOpraHus-
moB: Candida albicans, Candida glabrata (MHOrMe LTaMMbl yMepeHHO 4yBCTBUTENbHbI), Candida parapsilosis, Candida tropicalis,
Cryptococcus neoformans.

Bbina nokasaHa akTMBHOCTb (*)ﬂyKOHaSO]'Ia in vitro B OTHOLIEHWUN cnegyrouwmx MUKpOOpraHU3MoB, OOHAKO KWHWYeCKoe 3Ha4YeHue 3Toro
HeusBecTHo: Candida dubliniensis, Candida guilliermondii, Candida kefyr, Candida lusitaniae.

Mpy Nnpueme BHYTPb hryKOHA30mM NPOSIBMAET aKTUBHOCTL Ha Pa3nyHbLIX MOAENAX rpUBKoBbIX MHEKUMI Y XMBOTHBIX. [poaeMoHCTpUpoBaHa
aKTUBHOCTbL Npenapara npy oNNOPTYHUCTUYECKUX MUKO3aX, B TOM YKChe Bbi3BaHHbIX Candida spp. (Bkntoyas reHepanu3oBaHHbIi KaHAWA03 Y
UBOTHBIX C MOAABNEHHLIM WMMYHUTETOM), Cryptococcus neoformans (Bkntoyasi BHyTpuuepenHble WHgekuun), Microsporum spp. v
Trychophyton spp. YcTaHoBneHa Takke aKTMBHOCTb hrlyKoHa3ona Ha MOAEnAX 3HAEMUYECKNX MUKO30B Y XWUBOTHBIX, BKIOYaA WHeKLUM,
BbI3BaHHble Blastomyces dermatitides, Coccidioides immitis (Bkntoyas BHyTpuiepenHble uHdekuun) n Histoplasma capsulatum y )UBOTHbIX C
HOPMarbHbIM 1 MOAABMNEHHLIM UMMYHUTETOM.

®nykoHasosn obnagaer BbICOKOM CneunUYHOCTbIO B OTHOLIEHUM TPUBKOBBLIX (DEPMEHTOB, 3aBUCUMbIX OT uuToxpoma P450. Tepanus
nykoHasonom B fo3e 50 Mr/cyT B TeyeHue [0 28 OHEN HE BNMSIET Ha KOHLEHTPauMio TeCTOCTEpPOHa B MnasMe KPOBWM Y MYXUWH Unu
KOHLIEHTPALMIO CTEPOUAOB Yy XKEHLUH AeTOpoaHOro BospacTta. dnykoHason B fode 200-400 Mr/cyT He OkasbiBAET KIIMHWYECKW 3HAYMMOro
BUSIHNS Ha YPOBHW 3HOOrEHHbIX CTEPOMAOB W UX PEeakuuio Ha CTUMYMALMIO a[peHOKOPTUKOTPONHOro ropmoHa (AKTI) y 300poBbix
MYX4MH-106POBONbLEB.

MexaHu3ambl pa3gumusi pe3ucmeHmMHOCMU K GoTyKOHa301y

Pe3ncTeHTHOCTb K hriyKOHa30mMy MOXET pasBUTLCA B CMEAYHLMX Cry4asx: Ka4yecTBEHHOE WU KONMYECTBEHHOE M3MeHeHne hepmeHTa,
ABNSAIOLIErOCA MULLEHBIO ANs (riykoHasona (naHoctepun 14-a-ageMeTvnassl), yMeHblUeHe 4ocTyna K MULLEH crykoHasona uni kombnHa-
LM 3TUX MeXaHN3MOB.

ToyeuHble myTauum B reHe ERG11, koaupytoliem hepMeHT-MULLIEHb, NPUBOAST K BUAOU3MEHEHNIO MULLEHN U CHUXEHNIO athPUHHOCTU K
asonam. YeenuueHue akcnpeccun reda ERG11 npuBoauT K NpOAYKUMM BBICOKUX KOHLEHTpaUMin hepMeHTa-MULLEeHW, YTo cosgaet
noTpebHOCTb B yBENWYEHUN KOHLEHTpaLuy briykoHasona BO BHYTPUKIETOYHOW XUAKOCTY ANS MOAABMeHUs BCex Morekyn depmeHTa B
KneTke.

BTOpoit 3HaUNTENbHbBIN MEXaHU3M PE3UCTEHTHOCTU 3aKMNioYaeTCst B aKTUBHOM BbiBeAEeHUM (ryKoHa3ona 13 BHYTPUKIETOYHOTO NpoCTpaHcTBa
NOCPEACTBOM aKkTMBaLMK ABYX TUMOB TPAHCNOPTEPOB, YHACTBYIOLMX B aKTUBHOM BbiBEAEHUM (3chdniokce) npenapaToB 13 rpubKOBOW KIETKN.
K Takum TpaHcnopTepam OTHOCUTCS FMaBHbIA NOCPEAHWK, koaupyemblii reHamn MDR (MHOXECTBEHHOW NeKapCTBEHHOM YCTOWYMBOCTY), 1
cynepcemencTBo AT®-cBsi3bIBalOLIEN KacCeTbl TPaHCMopTepoB, koavpyemoe reHamum CDR (reHamu pesucteHTHOCTM rpubos Candida k
asonosbiM aHTI/IMVIKOTVIKaM).

Mvnepakcnpeccus reHa MDR npyBOAUT K PE3NCTEHTHOCTU K (hrlyKOHa30oy, B TO e Bpems runepakcrpeccus reHoB CDR MoxeT npueoanThb K
PE3UCTEHTHOCTM K Pa3NiMyHbIM a3onam.

PesuncteHtHocTb k Candida glabrata obei4HO onocpeaoBaHa runepakcnpeccueit reHa CDR, 4TO NpuBOAUT K PE3UCTEHTHOCTU KO MHOMUM
asonam. [inA Tex WTamMMOB, Y KOTOPbIX MWHWManbHas MHrMbupyowas koHueHTpauus (MUK) onpegensetcs kak npomexyTouHas
(16-32 mMKr/mMn) pekomMeHAyeTcs NPUMEHSTb MakcuMarnbHble 403kl (riykoHasona.

Candida krusei cneflyeT paccMaTpuBaTh Kak Pe3uCTEHTHYIO K oriykoHasony. MexaH13m peancTeHTHOCTY CBA3aH CO CHKEHHOW YyBCTBUTENb-
HOCTbIO (hepMEHTa-MULLIEHN K MHIMBUpYLoLLLEMY BO3AEUCTBIIO thrlyKoHasona.

PapmaKokuHemuka

dapmaKkokuHeTUKa (hriykoHasona CxofHa Npu BHYTPUBEHHOM BBEAEHUM U Npueme BHYTpb. [locne npuema BHYTPb (DryKOHa3osm XOpOLLO
BCaCbIBAETCS, €r0 KOHLIEHTPaLMM B nnasme kpoeu (1 obuas 61ogocTynHocTb) npesbiwaroT 90 % OT TakoBbIX NPY BHYTPUBEHHOM BBEAESHWN.
OpHOBPEMEHHBI NPUEM MULLM He BNUSET Ha BcacbiBaHue rykoHasona. KoHueHTpauusi B nnasme KpOBU MPOMOpLyOHanbHa [o3e W
pocturaet makcumyma (Cmax) Yepes 0,5-1,5 4 nocne npuema chriykoHasona HaToliak, a nepuop nonyebiBeAeHWs cocTasnseT okono 30 4.
90 % paBHOBECHOW KOHLIEHTpaLMM AocTUralTes K 4-5-My [HI0 nocne Hayana Tepanuu (Mpy MHOTOKpaTHOM Npueme npenaparta OavH pas B
cyTkun). MakcumanbHas KoHLEeHTpaLus drykoHasona B CroHe Npy Npueme Kancynbl JocTuraeTcsa yepes 4 yaca.

BBenenune yaapHo Ao3bl (B 1-i1 AeHb), B ABa pasa npeBbiluatollent 06bl4HYI0 CYTOUHYIO [03Yy, AenaeT BO3MOXHbIM focTipkeHne 90 %
PaBHOBECHOW KOHLIEHTpaLuu Ko 2-My AHo. O6beM pacnpeaenenus npubnikaetcs k obiemy cogepxaHunio Bofsl B opraHuame. CeasbiBaHne
¢ 6enkamu nnasmbl Kposu — Hu3koe (11-12 %).

®rykoHa30m XOPOLLO NPOHUKAET BO BCE XMUAKOCTY OpraHnama. KoHueHTpaumm (nykoHasona B CrtoHe N MOKPOTE CXOAHbI C €ro KOHLIEeHTpaLus-
MW B Nnia3me KpoBu. Y NaLMEHTOB C rpPUGKOBBIM MEHUHMUTOM KOHLIEHTPaLuK thrlyKoHasona B CIMHHOMOS3IOBOW XWAKOCTW COCTaBIISHOT OKOMNO
80 % OT ero KOHUEHTpaLWii B Nnasme KpoBu.

B poroBom crioe, anugepmuce, AepMe U NOTOBOW XWUAKOCTW [OCTUraloTCst BbICOKME KOHLIEHTPALMKU, KOTOpbIE MPEBbILLAKT NMnasMeHHbIe.
dniykoHason Hakannueaetcsi B poroBom cnoe. Npu npueme B Ao3e 50 Mr ogvH pas B CyTKM KOHLEHTpauusi driykoHasona vepes 12 gHen
cocTaBnsieT 73 MKI/T, a Yepe3 7 AHel nocrne npekpalleHns neveHust — Tonbko 5,8 MKr/r. Mpu npumeHenun B fo3se 150 Mr oauH pas B Hefento
KOHLIEHTpaLms bryKoHa3orna B poroBOM Cioe Ha 7-i ieHb cocTaBnsieT 23,4 MKI/T, @ Yepes 7 AHeii nocne npvema BTOPon A03bl - 7,1 MKI/T.
KoHueHTpaums cnykoHasona B HOrTsix nocre 4-mecs4yHoro npumeHexus B Aose 150 Mr oauH paa B Heaenio coctasnsieT 4,05 MKr/r B 300pOBbIX
1 1,8 MKr/r B NOpaxeHHbIX HOTTAX; Yepes 6 MecaALieB nocne 3asepLueHns Tepanum dryKoHa3om no-npexHeMy OnpeaenseTca B HOrTsX.
Mpenapat BLIBOAMTCS, B OCHOBHOM, Noykamut; npumepHo 80 % BBeAEHHOM 103kl OGHapYXBaeTCs B MOYe B HEM3MeHeHHOM Buae. Knuperc
chriykoHa3ona nponopLyoHaneH KnupeHcy kpeatuHnHa. Linpkynupytouve metabonutel He oGHapyKeHbI.

[InuTenbHbIA Nepuoa NonyBbIBEAEHUS W3 MNasMbl KPOBU MO3BOMNAET NPUHUMATL (hIyKOHA30M OJHOKPATHO NPW BarMHanbHOM KaHauaose u
OAVH pa3 B CYTKV UMW OAVH pa3 B HEAENIO - NPU APYrUX NOKasaHUsIX.

®dapmakokuHemuka y demedl
Y peteii 6binu nonyyeHbl cneaytoLne 3HaveHnst hapMakoKMHETUYEeCKUX NapamMeTpoB:

Mnowank noa kpUson

Bospact [o3a Mepuop nonysbIBegeHus (4ac) «KOHLIEHTpaLus-Bpems»
(AUC) (mKr-4/mn)
9 mec — 13 net OpHOKPATHO — BHYTPb 2 MI/Kr 25,0 94,7
9 mec — 13 net OpHOKpaTHO — BHYTPb 8 MI/kr 19,5 362,5
Cpenuuit sospact MHOrOKpaTHO — BHYTPb 3 Mr/KI 15,5 41,6

7 net

.

f y

BbiNo ycTaHOBMNEHO, YTO NPU OAHOKPATHOM NpUMeHeHUn driykoHasona B fo3e 50 Mr BHYTPb Y NOXWMbIX NaLWEHTOB B Bo3pacTte 65 net u
cTaplue, HEeKOTOpble U3 KOTOPbIX OIHOBPEMEHHO NpUHUManu Anypetukn, C.., AocTuranack Yepes 1,3 4 mocrne npuema u coctaensna
1,54 mkr/mn, cpegHue 3Hadenns AUC - 76,4 + 20,3 MKr-4/mMn, a cpefHuii Nnepuoa nonyBbIBEAEHNst — 46,2 4. 3HaveHust aTUX papMakoKUHeTU-
YeCKVX NapameTpoB Bbille, YeM y MOJOAbIX MaLUEeHTOB, YTO, BEPOATHO, CBA3AHO C MOHWKEHHON MOYEYHON (OyHKUMEN, XapaKTepHoii Ans
noxunoro Bospacta. OHOBPEMEHHbIN NpUeM ANYPETVKOB HE Bbi3biBan BbipaxeHHOro nameHerns AUC u C,,.

KrnupeHc kpeaTuHuHa (74 Mn/MyH), NpoLieHT chrykoHasona, BbIBOAMMOTO NoYkamu B HeuameHHoMm Buae (0 — 24 4, 22%) 1 NoYeYHbIi KNMpeHc
nykoHasona (0,124 Mn/MWH/KT) y NOXWUMbIX NALUEHTOB HIXKE MO CPAaBHEHUIO C MOMOALIMU.

MokasaHusA K NpUMEHeHUIo
drykoHa3on nokasaH Ans neveHns cnegytolmx sabonesaHuin y B3pocrbix:
* KpunTOKOKKOBOrO MEHUHIUTA.
» Kokuyuavougomumkosa.
* MiHBa3mBHOro kaHauagosa.
+ CnnancToro KaHAaWao3a, B T.4. opothapuHrearnbHoro KaHamaosa, kaHamaosa nuLLeBoaa, KaHauaypuv v XpOHUHECKOTO KOXKHO-CITU3UCTOrO
KaHauao3a.
* XpOHM4ecKoro atpon4eckoro kaHamao3sa poToBoii NONOCTH (CBA3AHHOTO C HOLIEHMEM 3yBHbIX MPOTE30B), koraa COBMoAeHNA rUrneHs!
nomnocT pTa UM MECTHOTO NTEYEHUS HEA0CTaTOYHO.
* BaruHanbHoro kaHaunao03a, 0CTPOro Unu peLnanBIUPYIOLLIETO, KOrAa MECTHAA Tepanis He NpuMeHnMa.
+ KaHauposHoro 6anaHuTa, koraa MecTHas Tepanus He NpuMeHuma.
+ [lepmMaTomMm1Kko30B, B T.4. AepMaToUTAM CTOM, AepMaTouTUi TyNoBuMLLIA, NAXoBOW AepMaTOMUTIN, Pa3HOLBETHOTO NMLLAA U KOXHbIX
KaHAWA030B, KOra NokasaHo CUCTEMHOE NeyeHue.
+ [lepmaTohuTns HorTei (OHMXOMMKO3a), Kora neYeHne Apyrumn npenapatamit He NpuemMnemo.
dnykoHa3son nokasaH Ans NpouUNakTvky cneaytowmnx 3abonesannii y B3pocrbiX:
* PeLinavBoB KPUMNTOKOKKOBOTO MEHWMHIUTA Y NALMEHTOB C BbICOKUM PUCKOM peLmavBa.
* PeunauneoB opodapvHreansbHoOro kaHanaoaa u kanamgosa nuwesoaa y BUY-nHbrumMpoBaHHbIX NaLMEeHTOB € BbICOKMM PUCKOM peuuansa.
* [INS CHWKEHWS YacTOTbl PELIMAVBOB BarMHanbHOro kaHanaosa (4 unu Gonee anu3oaos B rof).
* [insi npohunakTUKN KaHAMAO03HbIX MHAEKLWIA Yy NaLMEHTOB C NPOAOIMKNTENBHON HENTPONEHUEN (Takux Kak NauneHTbl ¢ remobnactosamu,
NPOXOAALMMM XMMUOTEPANWIO, UMK NALMEHTbI, MPOXOASLLIME TPAHCMNAHTALMI0 FeMOMO3TUYECKUX CTBOMOBBIX KIETOK).
®drykoHa3on nokasaH Ans NpUMEHeHUs y aeTen.
®riykoHa30n NpUMEHSAIOT ANS NIeYeHNs CrM3NCTOro KaHawuao3a (opodapuHreansHOro KaHanao3a W KaHauaosa nuiieBoaa), UHBA3VBHOMO
KaHAW403a, KPUMTOKOKKOBOTO MEHMHIUTA W MPOUNaKTUKN KaHAMOAO3HBIX UHMEKLWiA Y NauneHToB C ocrnabneHHoi UMMYHHOR CUCTEMOA.
®rykoHa30m MOXHO NMPUMEHSATb B KayecTBe MoaJepxuBalolleil Tepanuu Ans NpeaoTBpalleHnst peLuamnBa KpUNTOKOKKOBOTO MEHUHTUTA Y
[eTeii C BbICOKMM PUCKOM peLnamsa.

MpoTtuBonokasaHus

- MOBbILIEHHAS YYBCTBUTENBHOCTb K (ONyKOHA30ITy, APYTMM KOMMOHEHTaM npernapara uiu asonbHbIM BELecTBam CO CXOAHOM (priyKoHasony
CTPYKTYPOW;

- OAHOBPEMEHHbIN npuem TepdeHaanHa BO BpeMs MHOTOKPAaTHOTO npuMeHeHusi doriykoHasona B fose 400 mr/cyt n Gonee (cm. pasgen
«B3anmopeiicTBIME C APYrMMUW NeKapCTBEHHLIMU MpenapaTtammy);

- O[JHOBPEMEHHOEe NMpUMEHeHne C mpenaparamu, ysenuuusawlwmmy nutepsan QT 1 MeTabonuanpyoLMMIUCA C MOMOLLbIO M3odepMeHTa
CYP3A4, Takumu Kak LmM3anpua, acTeMusorn, 3pUTPOMULIMH, MUMO3UA, XUHUAWH, aMWofdapoH (cM. pasaen «BsawmopeiicTeue ¢ apyrmmn
riekapCTBEHHbIMI Mpenapatammy );

- AebULMT NakTasbl, HeNepPeHOCUMOCTb NMaKTO3bl, ITI0KO30-rafiakTo3Hasi ManbabcopoLms;

- AeTCKMWiA BO3pacT Ao 3 neT (Ans AaHHOW nekapCTBEHHOW hopMbl).

C OCTOPOXHOCTLIO

- HapyLLeHWe nokasarenei yHKLUN NeveHu;

- HapyLLeHVe yHKLMK novek;

- NosIBNEHWe Cbinu Ha (hoHe NPUMEHeHst hrykoHasona y nauneHToB C NOBEPXHOCTHOM rPUBKOBO MHMEKLMENR 1 MHBA3UBHBIMU/CUCTEMHBLIMU
rpuBKoBbIMU MHDEKLUAMY;

- OIHOBPEMEHHOe NpUMeHeHne TepdeHaanHa 1 cnykoHasona B ose meHee 400 mr/cyT;

- MOTeHLManbHO NMPOapUTMUYECKNE COCTOSHNSA Y NaLMEHTOB C MHOXECTBEHHbIMU (hakTopamu pucka (opraHuyeckue sabonesaHna cepaua,
HapyLUeHVs 3NneKTponuTHoro 6anaxca 1 cnocobeTByoLIas pa3BUTUIO NOAOGHLIX HApYLLEHUIA CoNyTCTBYOLLAs Tepanus).

Mp npu G6ep OCTM U B N rpyAaHoro

AZeKBaTHbIX 1 KOHTPOMNMPYEMbIX UCCNEA0BaHUI NpUMeHeHNs thrlyKoHa3ona y 6epeMeHHbIX XeHLH He MPOBOAUIOCh.

OnmncaHo HeCKONbKO Crly4aeB MHOXECTBEHHBIX BPOX/AEHHbIX MOPOKOB Y HOBOPOXAEHHBIX, MaTepyn KOTOPbIX Ha MPOTSXeHUW GonbLuei YacTn
WU BCEro NepBoro TPUMeCTpa nosyyanu Tepanuio ¢riykoHasonom B Bbicokoi ao3se (400-800 Mr/cyT) no noBoady KOKLUMAMOUAOMUKO3aA. Bbinn
OTMeYeHb! Criefylolne HapyLLeHNs pa3BuTus: Bpaxuuedanus, HapyLleHne pa3BUTUS NIMLIEBOI YacTu Yepena, HapylueHne hopMMpoBaHUst
cBoAa Yepena, BOMYbS NacTb, UCKPUBIEHUE GEAPEHHbIX KOCTEW, UCTOHYEHUE U yanuHeHne pebep, apTporpunos n BPOXAEHHbIE MOPOKW
cepaua. B HacTosiLLee BpeMsi HET oKa3aTenbCTB CBA3U NepedncrneHHbIX BPOXAEHHbIX aHOManNuid C NPUMEHEHUEM HU3KMX 03 thrlyKoHasona
(150 Mr opHoKkpaTHO Ansi neveHust ByNbBOBAarMHanbHOrO KaHAMAo3a) B MepBoM TpumecTpe GepemeHHocTu. Bo Bpemsi 6epemeHHoCTU
NpUMeHeHne chriykoHasona crneayet w3beratb, 3a WCKIHOYEHUEM CryvaeB TSHKEMbIX W MOTEHLWANbHO YrPOXAKLLMX KU3HU TPUBKOBBIX
VHEKUWIA, Kora oxnaaemas nornb3a NeyeHns NpesbILaeT BO3MOXHbIA PUCK ANa nnoaa.

XeHLwmHam 1eTopoaHOro BO3pacTa crieayeT UCMomnb30BaTh CPeACTBA KOHTpaLenUmum.

drykoHa3on obHapyXvBaeTcsa B rPYAHOM MOSIOKe B KOHLIEHTPaLMAX, BU3KMX K NNasMeHHbIM, NO3TOMY ero NPUMEHEHUE Y XeHLUH B nepuoa
rPYAHOTO BCKapMIIMBAHNA HE PEKOMEHyeTCS.

Cnoco6 npumeHeHns 1 fo3bl

BHyTpb. Kancynbl npornarsiBaioT LenmkoMm.

Tepanuio MOXXHO HauMHaTb [0 NOMyYeHWsi pe3ynLTaToB Nocesa v Apyrux nabopatopHbix nccneaoBaHuii. OfHako NPOTUBOrPUGKOBYIO Tepaniio
HeOﬁXO}JMMO N3MEHNTb COOTBETCTBYOLLUM oﬁpasoM, Korga pesynbrartbl 3TUX I/ICCJ'Ie,CI,OBaHI/IVI CT@HYT U3BECTHbIMU.

Mpu nepesoje nNauyeHTa ¢ BHYTPUBEHHOTO Ha nepoparbHbIi NpueM npenapara unm HaobopoT, N3MEHEHWsi CYTOYHO 103kl He TpebyeTcs.
CyTouHast fo3a crykoHasona 3aBUCUT OT xapakTepa W TSXecTu rpubkosoii nHdekumn. Mpu nHdekumsax, Tpebyrowmx NOBTOPHOMO nprema
npenaparta, neveHue cnegyetr npogomkarb 40 UCHE3HOBEHUA KITMHUYECKUX nnn J'Ia60paT0prlX NPU3HaKoB aKTUBHOMN FpMﬁKOBOVI MHdJeKLlI/IVI.
Maunentam co CMALomM 1 KPUNTOKOKKOBBLIM MEHWUHIUTOM WM PELMAVBUPYIOLLIMM OpOhapuHreanbHbiM KaHaMa03oM o6blHO Heobxoauma
roaAepxuBaloLlas Tepanust Anst NpothunakTki peLManBoB MHDEKLNN.

MpumMeHeHUe y B3pOCnbIX

1. Tpy1 KPUMTOKOKKOBOM MEHWHTUTE W KPUMTOKOKKOBBIX MH(EKUMSIX APYrOit Nokanuaaunmi B Nepsbli ieHb 0BbIMHO NPUMEHSIIOT Npenapar B
pose 400 mr, a 3aTem npogo/mkatoT neveHve B gose 200-400 Mr oguH pas B CyTKU. [AMTENbHOCTb NEYEHNs KPUMTOKOKKOBBLIX UHMDEKLNiA
3aBUCUT OT HaNMWU4Msi KIMHWYECKOTO M MUKOMOTMYECKOro 3hdeKTa; Npu KPUMNTOKOKKOBOM MEHUHIUTE NeyeHne OBbIMHO MPOAoIKaloT Mo
KkpanHen mepe 6-8 Hefenb. B cnyvasx neyeHns yrpoxatoLLmx X1U3HU UHDEKLNIA CyTOUHYI0 403y MOXKHO yBenuynTb Ao 800 mr.

[ins npocprnakT1ki peumnansa KpUNTOKOKKOBOTO MEHWUHIUTA Y NALMEHTOB C BbICOKMM PUCKOM peuuaunBa, nocne 3aBepLueHus NosiHoro Kypca
NepBUYHOTO NeYeHus, Tepanuto nykoHasonom B 4o3e 200 Mr/cyT MOXHO MPOAOMKaTL B TEYEHUE HEONPEAEeNeHHOMo Nepuoaa BpeMeHu.

2. Mpwn KOKUMAMOMAOMMKO3E MOXKET noTpeboBaTbCs NpuMeHeHne npenapata B gode 200-400 mr/cyT. [Inst HEKOTOPbIX UHMDEKLUWIA, B 0COBEH-
HOCTU C MOpPaXeHNEM MO3TOBbIX 06OMOYEK, MOXeT paccmaTpuBatbest fo3a 800 Mr B CyTkW. [INUTENbHOCTb Tepanuy onpeaensoT UHAUBKUAY-
anbHO - MOXET ANUTbCA A0 2 NET; OHa cocTasnseT 11-24 Mec Npu KOKUMAMOUAOMMKO3e, 2-17 Mec - Npy napakokuuavongomukose, 1-16 mec
- npu cnopoTpuxose n 3-17 Mec - Npu rcTonnasmose.

3. Mpu kaHAMAEMUM, ANCCEMUHNPOBAHHOM KaHAMAO3e W APYrMX MHBA3MBHbLIX KaHAWAO3HbIX MH(EKUMAX Hacbllalollas Ao3a cocTaenser
800 Mr B NepBbIl AeHb, nocneaytoLias Aosa 400 Mr/cyT. AnuTensHOCTb Tepanuu 3aBUCKT OT KITMHUYECKON 9thEKTUBHOCTH.

O6Lasi pekoMeHaLms No ANUTENbHOCTM NEYeHUst KaHauaeMun 2 Hefienu nocre nepBoro OTpULATENbLHOMO pesynsTaTa nocesa KpoBM n
MCYE3HOBEHMS NPU3HAKOB U CUMIMTOMOB KaHAWAEMUU.

4. JleyeHne kaHanao3a CnM3ncTon 06onoYkn

« [Mpu opochapuHreansHOM kaHAMAO03e HackiwatoLwas aosa: 200-400 Mr B nepBbIv AeHb, nocneaytowas aosa: 100-200 Mr ogvH pas B CyTKu
B TeveHue 7-21 gHen. Mpu HeobxoaMMOCTH, NaLMeHTam C BbipaXeHHbLIM NoJaBNeHNEM UMMYHHOM (yHKLUU NeveHne MOXHO NPOAomKaTh
B TeyeHue 6onee ANNTENbLHOTO BPEMEHN.

* Mpu XpoHnyeckom aTpodrHecKkoM KaHaAUA03E NOMOCTM pTa, CBA3aHHOM C HOLLEHUEM 3y6HbIX NPOTe30B, Npenapar 06bIYHO NPUMEHAIT B
no3se 50 Mr oAuH pas B CyTkM B Te4eHue 14 AHel B COYETaHNN C MECTHBIMW aHTUCENTUYECKNMI cpeacTBamm Ana obpaboTkn npoTesa.

* Mpu kaHanaypum adppekTnBHas [o3a 06bl4HO coctasnsieT 200-400 mr/cyT npu ANUTENbHOCTW NnedeHns 7-21 AeHb. Y naumeHToB C
TSHXKENbIM HapyLUeHeM YHKLIMM UMMYHHOI CUCTEMbI MOXHO UCTMOMNb30BaTh Bonee AnuTenbHbIe Nepuoabl Tepanuu.

* [Py XPOHMHECKOM KOXHO-CAN3UCTOM KaHanao3e npumensitoT 50-100 Mr B cyTku A0 28 AHel neYeHns. B 3aBUCUMOCTM OT TSXECTU NeveHus
VHGEKUMM UNK CONYTCTBYIOLLErO HapyLUEHWsi UMMYHHOW CUCTEMbI U WHCEKLIMM MOXHO Ucronb3oBaTh Gonee AnuTenbHble nepuoasbl
Tepanuu.

« Mpu kaHaMpose nuiiesoda Hacbiwatowas gosa 200-400 mr B nepsblii AeHb, nocneaytowas fosa 100-200 mr B cyTku. Kypc neveHus
cocraensieT 14-30 AHen (00 AOCTUXEHUSt peMUceum kaHauaosa nuwesoaa). MNpu HeobxoaMMOCTH, NaUMeHTaM C BblpaXXEHHbIM noaasne-
HVNEM UMMYHHO (DyHKLIMM NNEYEHNE MOXHO NPOAOIKaTh B TeUeHWe Gonee AnuTenbHOro BpeMeHU.

+ [Ins NpovnakTUk1 peLmanBoB opodaprHreanbHoro kaHamaosa y BUY-MHMULMPOBaHHBIX NALMEHTOB C BbICOKMM PUCKOM PELMAVBOB,
cnykoHason npumensior no 100-200 mr B cyTku unu 200 mMr 3 pasa B HeAenio B TeYEHWe HeOomnpeaerieHHOro nepuoaa BPEMEHW Yy
NaLWEHTOB C XPOHUYECKM MOHVKEHHLIM UMMYHUTETOM.

+ [ins npepoTBpaLleHus peunarBoB kaHanao3a nuuiesoaa y BUY-nHbUUMpoBaHHbIX NaLUEHTOB C BbICOKAM PUCKOM PELMAMBOB, (hryKoHa-
301 npumeHstoT no 100-200 mr B cyTku unn 200 Mr 3 pasa B HeZeno B TeYeHUe HEONpeaeneHHoro nepruoaa BpeMeHn y naumeHToB ¢
XPOHUYECKMN MOHMKEHHBIM UMMYHUTETOM.

5. lpu ocTpoM BarnHarnbHOM KaHAWA03e, KaHaMA03HOM GanaHuTe drykoHas3omn NpUMEHSIOT OAHOKPATHO BHYTPL B fo3e 150 Mmr.
[INst CHUXEHUS 4acToTbl PeLanBOB BarMHanbHOroO KaHAW4o3a npenapar MOXHO NPUMEHsTb B fo3e 150 Mr Yepes kax/ble Tpu JHS — BCEro
3 posbl (B 1-i1, 4-1 1 7-i1 AeHb), 3aTeM nopaepxusatolias aosa 150 Mr oguH pas B Hegento. MoaaepxuBatoLLy0 A03Y MOXHO NPUMEHSATb
BNMOTh A0 6 MecsaueB.
6. lle4eHne fepmMaTomMmKo3oB

* Mpu MHPeKUMsX KOXM, BKMOYas AepMaTouUTUIO CTOM, AepMaTtoduTUio TyNoBULIA, MAaxXOBYyl AepMaToUTUIO U NPU KaHAWAO3HbIX
VHeKuusix, pekomeHayemasi fosa coctasnset 150 Mr oauH pa3 B Heaento unu 50 Mr oauH pas B AeHb. [AnUTenbHOCTb Tepanum 06bI4HO
cocTaensaeT 2-4 Hefeny, NPy MMKO3ax CTOM MoXeT noTpebosatbcs Gonee AnuTensHas Tepanusa 4o 6 Heaenb.
Mpu pasHoLBETHOM NULLae pekoMenayemasi Ao3a coctasnsiet 300-400 mMr oavH pa3 B Heaenio B TedeHue 1-3 Hefenb. AnbTepHaTUBHON
CXEeMOW Nle4eHNs SBNAeTCa NpyMeHeHre npenaparta no 50 Mr oauH pas B AeHb B TedeHue 2-4 Heperb.
Mpy oHMxomuko3e pekomeHayemas [o3a cocTaenseT 150 Mr oauH pa3 B Hepgenw. JledeHne cneayeT npoponxaTb [0 3aMelleHust
VHULMPOBAHHOTO HOITS (BbIpacTaHUA HEMHMULIMPOBAHHOTO HOTTA). [INs NMOBTOPHOTO pocTa HOrTeit Ha nanbuax pyk U cTon 06bl4HO
Tpebyetca 3-6 mec. 1 6-12 mec. cooTBeTCTBEHHO. OIHAKO CKOPOCTL POCTa MOXET BapbipOBaTh B LUMPOKMX Npefenax y pasHbix nogei, a
Takke B 3aBMCUMOCTM OT Bo3pacTa. Mocrne yCneLwHoro neveHns AnmTenbHO COXPaHABLUMXCS XPOHNYECKNX MHAeKLMii nHoraa HabnopaeT-
cs1 U3MeHeHue PopMbl HOTTeN.

7. Ona npounakTku KaHAUAO3HbIX MHPEKUMIA Y MauMeHTOB C MPOAOIKUTENbHOW HENTPOMEHWen pekomeHayemasi fosa cnykoHasona
coctaBnsiet 200-400 Mr oAuH pa3 B CYTKW B 3aBUCUMOCTM OT CTEMEHW pUcka pas3BUTUS TPUBKOBOM MHdEKUMW. [ns nauneHToB ¢ BbICOKUM
PUCKOM TeHepanv3oBaHHOM UHMEKLWW, HAaNPUMEP, C BbIPAKEHHOW UNU ANUTENBHO COXPaHSILOLLENCS HEMTPONeHVel, pekoMeHayemas aosa
coctaensaeT 400 Mr oAuH pa3 B cyTkU1. PriyKoHa30mM NMPUMEHSAIOT 3a HECKOMbBKO AHeN 0 OXWNAaeMOro pa3sUTUs HETPOMEHNN 1, NOCTe yBenuye-
HUs yncna HenTpodunos Gonee 1000 B MM®, neveHne NPOAOIHKALOT eLle 7 AHEN.

MpumeHeHne y petei

Kak 1 npu cxoAHbIX MHEKLMSX Y B3POCIIbIX, ANUTENLHOCTL NEYEHUS 3aBUCUT OT KIMHUYECKOro U MuKonoruyeckoro addekTa. [Ana gertei
CyTo4Has 403a npenapara He orKHa NpeBbIllaTh TAaKOBYO A1t B3POCHbIX. PriyKOHA30/ NPUMEHSIOT €XeIHEBHO OIMH Pa3 B CyTKM.

Mpw KaHAWMAo3e cnuancTbix obonoyek pekomeHayemas [o3a drykoHasona coctaenseT 3 Mr/kr/cyT. B nepBbiii AeHb ¢ Lenbto Gonee 6bicTporo
[IOCTVXXEHNS PABHOBECHOW KOHLIEHTPALIMM MOXHO NPUMEHSTb YAapHYHO [03y 6 Mr/KT.

[insi neveHns MHBA3NBHOTO KaHAWA03a M KPUMTOKOKKOBOTO MEHWHIUTA pekoMeHayemas 4o3a cocTaBnseT 6-12 Mr/kr/cyT B 3aBUCUMOCTH OT
TshkecTn 3abonesaHms.

[ins nojaeneHwst peumanBa KPUNTOKOKKOBOTO MeHWMHrUTa y Aeteit 6onbHbix CMVOom pekomeHaoBaHHas fo3a ¢hriykoHasona coctaBnsiet
6 mr/kr/cyT.

[ins npodunakTnkn rpubkoBbIX MHAEKUWIA Y AeTE C NoAaBMNEeHHbIM UMMYHUTETOM, Y KOTOPbIX PUCK PasBUTUS H(EKLIMM CBA3aH C HeiTpone-
HVeil, pa3BMBaloLLEeCA B pe3ynbTaTe LMTOTOKCUMYECKON XMMMOTepanuu unu NyveBoi Tepanuu, npenapat npumeHsitot no 3-12 mr/kr/cyt B
3aBMCMMOCTW OT BbIP@XEHHOCTW W ANUTENbHOCTY COXPaHEHUS WHAYLUMPOBAHHOW HeWTponeHWn (CM. [03y ANs B3pOCMbIX; AnA JeTeil C
MOYEeYHOI HEAOCTATOYHOCTBIO - CM. 03y ANSA NaLUEHTOB C MOYEYHOW HEOCTATO4HOCTLIO).

Mpy HEBO3MOXHOCTM MPaBUMLHOTO UCMOMNbL30BaHWS y [eTeil NekapcTBeHHON opMbl npenapata ®nykoHason B BuAe kancyn creayet
pPaccMOTpeTb BO3MOXHOCTb 3aMeHbl Ha [pyriie NiekapcTBeHHble (DOpMbl Npenapata (MOpOLLOK A58 NPUrOTOBMEHNS CycneHaun Ans npuema
BHYTPb U1 pacTBOP Asst BHYTPUBEHHOTO BBEEHWS) B 3KBMBANEHTHbIX 403aX.

lMpumeHeHue y noxunbix nodet
Mpun OTCYTCTBMW NPU3HAKOB NOYEYHOW HEAOCTAaTOYHOCTU (PryKOHA30N NPUMEHSIIOT B 06bI4HOW Ao3e. MauneHTam ¢ NoYeYHON HeaocTaToN-
HOCTbIO (KNUPEHC KpeaTnHuHa <50 M/MUH) 403y npenaparta KopPeKkTUPYHOT, Kak OMMUCaHO HUXKE.

HpumeHeHue Yy nayueHmos ¢ royeyHol Hed0CMamoYyHOCMbH

anI O[HOKPaTHOM npueme N3MeHeHus [03bl He Tpe6yeTc9|. Y nauveHToB (BKJ'IPO‘-Iaﬂ ﬂeTeﬁ) C HapyLleHnem d)yHKLlVIVI MoYeK Npr MHOTOKPaTHOM
npuMeHeHun npenapara crieayeT nepBoHa4anbHO BBECTU YAAPHYHO [O3Y OT 50 mr go 400 mr, nocne Yero CYTO4YHYtO [O3Yy (B 3aBMCUMOCTU OT
noxaaava) YyCTaHaBnuBatoT cornacHo CI'IE,CLyPOLLleVI Tabnuue:

KnupeHc kpeaTuHUHa (MI/MUH) MpoLeHT pekoMeHayemoit A03bl
>50 100 %
< 50 (6e3 ananusa) 50 %
PerynsipHblii ananua

100 % nocne kaxagoro avanunsa

MaumneHTbl, HaxXoAsLLMECS Ha PerynspHoM Avanuae AomkHbI nonyyatk 100 % pekoMeHAyemoit fo3bl Nocne Kaxaoro ceaHca Avanuaa. B aeHb,
Koraa gvanua He NpoBoAUTCA, NauUeHTbl AOSMKHbI NoNny4YaTb YMEHbLUEHHYO (B 3aBUCUMOCTN OT KNnpeHca eraTI/IHVIHa) A03y npenapara.

Y peTeii ¢ HapyLIeHreM yHKLIUM MoYeK CyTOUHYIO 03y Npenaparta crieflyeT yMeHbLUUTL (B TOM Xe NPOMopLMOHanbHON 3aBUGUMOCTH, HTO Uy
B3POCIIbIX), B COOTBETCTBUM CO CTEMEHBIO BbIPAXXEHHOCTH MOYEHYHO HEAOCTATOHHOCTU.

Mo6oyHoe aenicTBue

Yactota no6o4HbIX ahheKkToB onpeaensnack B COOTBETCTBUM C knaccudukaumeir Bcemmproii Opranusauun 3apaBooxpaHeHns.

OueHb YacTo — Gonee 1/10; yacTo - ot Gonee 1/100 o meHee 1/10, HevacTo - ot Gonee 1/1000 ao meHee 1/100, peako - ot Gonee 1/10000
1o meHee 1/1000, oveHb peako - ot MeHee 1/10000, BkntoYas oTAeNbHbIE COOBLLEHUS.

MepeHocMOCTb Npenapara o6bI4YHO O4eHb XOpoLLast.

B KNUHUYECKUX M NOCTPErncTpaLmMoHHbIX () uccnegoBannsx riykoHasona oTMedany crnegytoLime noboyHbIe peakumm:

Co cmOpOHbI HEp8HOU CuCMeMbl: 4acTo - rorfioBHasi 60fb, rorioBOKPY)XEHWE™; He4yacTo - Cyaoporu*, UsMeHeHue Bkyca*®, napecrtesus,
6€CCOHHMLA, COHINMBOCTb; PEAKO - TPEMOP.

Co CMOpPOHbI XemnyO04YHO-KUWEYHO20 mpakma: 4acto - 6onb B XUBOTE, Anapesi, TOLHOTa, pBOTa*; HEYacTo — 3anop, AUCTENCUsi*, CyXoCTb
CrnM3ncTo 060N0YKM NONoCTN pTa, METEOPU3M.

Co CMOpPOHbI MeYeHU U xen4eebisodsyux mymed: 4acTo — NOBbILIEHWE aKTUBHOCTU aMUHOTpaHcdepas (anaHnHamuHoTpaHcdepasbl (ANT) u
acnapTtatamuHoTpaHcdepasbl (ACT)), wenoyHo docdatasbl; HEYacTo - XenTyxa®, xonecTtas, MoBbllEeHUe KOHUeHTpauun GunupybuHa;
PeaKo - HapylueHue (yHKLUMM NeveHn™, renatuT®, renaTtoLEnnioNapHoe NoBpexaeHne, renatoLensionapHbIi HEKPO3®; O4YeHb peaKko -
renaToTOKCUYHOCTb, B HEKOTOPLIX Cly4asx C neTanbHbIM UCXOAO0M.

CO CMOPOHbLI KOXHBIX MOKPOBOB: YACTO — Chifb; HEYACTO - NekapCTBEHHas CbiMb, MOBbLILIEHHOE NOTOOTAENEeHNe; PeAKo - anoneums®, akcho-
NMaTUBHbIE NOPaXeHUs KOXW*, BKNoYas cuHapoM CTuBeHca-[KOHCOHA 1 TOKCUYECKUIA anuaepMarnbHbIii HEKPOMNU3, OCTPbIN reHepanv3oBaH-
Hblii 3K3aHTEMaTO3HbIN MycTynes.

Co cmopoHbI Kposu U uMgbamuyeckoll cucmembl™: peaKko - NENKONeHUsl, BKIKYas HENTPONEHUIO W arpaHynouuTos, TpoMBOLMUTONEHNS;
He4yacTo - aHeMus.

Co cmMOpOHbI UMMYHHOU CUCMeMbI*: PeAKO - aHachunakcys (BKMOYas aHMOHEBPOTUYECKNIA OTEK, OTEK NuLa, KpanueHuULLY, 3ya).

Co cmopoHbI cepdeyHo-cocyducmoli cucmembl™: peako - yBenuyenne uxitepsana QT Ha OKI, aputmus xenynodkosasi TaxucucTonuyeckas
TUna «nupyaT» (torsade de pointes) (cm. pasgen «Ocobble ykazanus»).

Co cmopoHbI 0bMeHa eewecms™: peAko - NOBbILLIEHNE KOHLEHTPaLMM XOnecTeprHa U TPUIULEPUAOB B Ma3me KpoBU, runokanueMms.

Co cmopoHbI 0ropHo-08u2amerbHO20 annapama: He4acTo - MUanTys.

lNpoyue: cnabocTb, acTeHNs, NOBbLILLEHHAs YTOMISEMOCTb, NIMXOPa/iKa, NOBbILUEHHAs NOTNMBOCTbL, BEPTUIO.

Y HeKoTopbIX NaLUeHTOB, 0COBEHHO CTPaJaoLLIMX Cepbe3HbIMU 3aboneBaHnsmm, Takumm kak CMI nnu pak, npy neveHnn rnykoHasonom u
CXOfHbIMW NpenapaTtami Habriofancb U3MEHEeHUs! nokasaTenen KpoBu, (yHKLWM NoyYek U nevenn (cM. pasgen «Ocobble ykasauusi»),
O/IHAKO KIIMHUYECKOE 3HaYEHUE 3TUX U3MEHEHUI U UX CBA3b C NTeYEHNEM He YCTaHOBMEHbI.

Mepenosuposka

MwmetoTcst coobLyeHnst o nepeao3npoBke rykoHasona, U B OA4HOM cryyae y 42-neTHero naumeHTa, MHpULMPOBAHHOTO BUPYCOM UMMYHOAE-
durumTta Yenoseka, nocne npuema 8200 Mr npenaparta nosiBUNMCH ranmiounHaumum 1 napaHongansHoe nosegenune. MauneHt 6bin rocnntanu-
3MpOBaH; ero COCTOsIHIE HOPMAanM30Barnock B TeveHne 48 Yacos.

B cny4yae nepeno3vpoBKn a[JeKBaTHbII;I 3d)¢leKT MOXeT AaTtb cMMmnToMmaTu4yeckoe nevyeHune (B TOM Yucrne nogaepXxuveatowme Mepbl 1 NpoMbiBa-
HVe xenyaka).

®riykoHa30s1 BbIBOAUTCSA B OCHOBHOM Yepes3 MoYku, NO3TOMYy (hopCHpOBaHHbIN ANYPEe3, BEPOSITHO, MOXET YCKOPWUTL BbiBEEHUE Mpenapata.
CeaHc reMoananuaa AnuTENbHOCTLIO 3 4 CHIDKAeT ypoBeHb (rlykoHasoma B nia3me KpoBu NpuMepHo Ha 50 %.

BsaumopgeiicTBue C APYrMMM NeKapCTBEHHbLIMU NpenapaTamu

OpHOKpaTHBIN U MHOTOKPaTHBIN Npuem drykoHasona B Ao3e 50 Mr He BnusieT Ha MeTabonuam deHa3oHa (AHTUNMPWHA) NPU UX OLHOBpPE-
MEeHHOM npueme.

OdHoep P by, 30112 co criedyrowumu npenay P 3aHO:

Lusanpud: npy 0fHOBP oM np nykoHasona u uusanpuaa BO3MOXHbI HeXenaTenbHble peakLuum co CTOPOHbI Cepaua, B T.u.
apuTMUS Xenyao4KoBas TaxmcucTonuyeckas Tuna «nupyat» (torsade de pointes). MNMpumenenne cnykorasona B Ao3e 200 mr 1 pas B cyTkn
“ unsanpuaa B nose 20 mr 4 pasa B CyTKM NpuUBOAUT K BbIP: oMY yBen 0 nna. KOHL[eHTpaLlVIIZ umnsanpuaa v yBenm4eHuo
vHTepBana QT Ha OKI. OgHOBpeMeHHbIN NpueM umsanpuaa v rykoHasona npoTyBONoKasaH.

TepgheHaOuH: Npu OQHOBPEMEHHOM MPUMEHEHUM a30MbHbIX NMPOTUBOrPUBKOBLIX CPEACTB M TepeHaanHa BO3MOXHO BO3HUKHOBEHME
cepbe3HbIX apUTMuiA B peaynbTaTe yBenuderus nHtepeana QT. Mpu npueme dnykoHasona B fo3e 200 Mr/cyT yBenuyeHust uHtepsana QT He
YCTaHOBMEHO, OfHaKO, NMpUMeHeHue dnykoHasona B Jo3ax 400 Mr/cyT u Bbille BbI3bIBAET 3HAYUTENbHOE YBENUYEHWE KOHLeHTpaLuu
TepcheHaauHa B Nnasme kposu. OfHOBPeMeHHbIN nprem dykoHasona B gosax 400 mr/cyT u Gonee ¢ TepcheHaaMHOM NPOTUBONOKa3aH (CM.
paspaen «[poTuBonokasaHus»). JledeHune drykoHasonom B Jo3ax MeHee 400 Mr/cyT B codeTaHum ¢ TepcheHaaMHOM crieflyeT NpoBoAUTL Nof
TLATENbHbIM KOHTPONEM.

Acmemu30/1: 0fHOBPEMEHHOE NMpUMeHeHne (brykoHasona ¢ acTeMWU30NoM v APYrMMX Npenapatami, MeTabonnam KOTopbIX OCYLLECTBIS-
ercs cuctemoit uutoxpoma P450, MOXeT COonpoBOXAATLCSH MOBbILLIEHWEM CbIBOPOTOYHbIX KOHLEHTpauuin 3TUX cpeacTs. [MOBbILLEHHble
KOHLIEHTpaLIMM acTemns3ona B nnasme KpoBW MOTyT NPUBOAUTL K YANMHEHUI0 nHTepeana QT 1 B HEKOTOPbIX CIy4YasX K pasBUTUIO apuTMun
XKENyJoYKOBOM TaxuMCUCTONMYEcKoin Tuna «nupyaT» (torsade de pointes). OgHoBpemMeHHOE npUMeHeHue actemusona u drykoHasona
NPOTUBOMNOKa3aHo.

Mumo3ud: HECMOTPSA HA TO, YTO HE MPOBOAMIIOCH COOTBETCTBYHOLWMX WCCMEAOBAHWA in Vitro Wau in Vvivo, OAHOBPEMEHHOE MPUMEHEHWE
chriykoHasona 1 NMMo3naa MOXeT NMPUBOANTDL K yrHeTeHMIo MeTabonmama numosnaa. B cBoto ovepeab NoBbILIEHME NTa3MEHHbIX KOHLIEHTpa-
UWiA MMMO3MAA MOXET NPUBOANTL K YANMHEHUIO uHTepBana QT 1 B HEKOTOPbLIX CryyYasx PasBUTUIO apUTMUN KENyA04KOBOW TaxMCUCTONM-
Yeckol Tuna «nupyat» (torsade de pointes). OaHOBPEMeHHOE NpUMeHeHe NMo3naa 1 chrykoHasona NPoTUBONOKa3aHo.

XUHUOQUH: HECMOTPA Ha TO, YTO He MPOBOAWSIOCH COOTBETCTBYIOLIMX WCCNEAOBaHWiA in Vitro wnu in vivo, ogHOBPEMEHHOE NpUMEHeHne
¢hrykoHasona 1 XMHWAVHA MOXET TakKe NPUBOANTL K YTHETEHWIo MeTabonmama XuHnanHa. MpumMeHeHne XMHWaMHa CBA3aHO C yANMHeHneM
nHTepeana QT ¥ B HEKOTOPbIX Cly4Yasx C pasBUTUEM apUTMWUK XKEenyAao4KOBOW TaxuMCUCTONWUYEcKoi Tuna «nupyaT» (torsade de pointes).
OnHoapemeHHoe NpUMEHEHNEe XMHUAMHA 1 hrykoHa3ora NpoTMBOMOKa3aHo.

pump ofHoBP oe np rnykoHasona n apUTPOMULIMHA NOTEHLMANbHO NPUBOAMUT K NOBbLILIEHHOMY PUCKY pPa3BUTUS
KapaAMOTOKCUYHOCTY (yanuHeHue nHtepsana QT, torsade de pointes) u, BcneacTene 3T0ro, BHE3anHoi cepaeyHoi cmeptn. OgHoBpeMeHHoe
npumeHeHve hnykoHasona v 3puTPOMULIMHA MPOTMBOMOKA3aHo.

AMUOGBPOH.‘ COBMECTHOE NpUMeHeHue d)]'lyKOHaQOJ'Ia n ammoapoHa MOXEeT NpUBECTU K VIHI'I/IGI/IpOBaHIMO MeTabonuama amuogapoHa.
an/IMeHeHI/Ie amMmuodapoHa accouumpoBanoch C yanuHeHnem uHtepsana QT. OAHOBPEMSHHOS npuMeHeHue d)J'IyKOHa:!OJ'Ia n amnogapoHa
npoTuBOMOKasaHo (cM. pasaen «MpoTueBonokasaHus»).
Cnedy 0651100 P u, eo. o,
npenapamoe u ¢hiykoHa3ona:

P , 8. Ha bty n:
ludpoxnopomua3ud: MHOTOKpaTHOE MNPUMEHEHUE MAPOXIIOPOTUa3naa OAHOBPEMEHHO C hIlyKOHA30MoM NPUBOAUT K YBENUYEHUIO
KOHLIEHTpaLny chriykoHasona B nnasme kposu Ha 40 %. DcheKT Takoii CTENEHM BbIPAXXEHHOCTU He TpebyeT M3MEHeHUs pexuma J03MpoBaHNs
cpnykouaaona y NaLWeHTOB, NoMyyaloLLMX OAHOBPEMEHHO ANYPETUKM, OfHAKO Bpady CriedyeT 3To y4YuTbiBaTb.

Puq : OHOBP oe np dnykoHasona u puchamnuumHa NpuBoaANT K cHkeHnto AUC Ha 25 % v annTensHocTu nepuoaa
nonyebiBeaeHNs dnykoHasona Ha 20 %. Y nauneHToB, OAHOBPEMEHHO NPUHUMAILLMX PUDaMIULNH, HEOBXOAMMO YuNThIBaTL Lienecoobpas-
HOCTb yBENnu4eHusi A03bl Q)J'IyKOHaZiOﬂa.
lMpenapamel, Ha KOmMopkie enlusiem GhlyKOHa30/1:
driykoHa3on SBNSETCs MOLHbIM MHIMBuTopom wm3ocdepmeHta CYP2C9 u CYP2C19 untoxpoma P450 u ymepeHHbIM WHrMGUTOpOM
nsopepmerta CYP3A4. Kpome Toro, noMMMO nepeyncrneHHbix Aanee addeKToB, CyLecTByeT PUCK NOBLILLEHWS B Nia3Me KPOBW KOHLIEHTpa-
LMK 1 APYrUX NekapcTBEeHHbIX CpeacTs, MeTabonusupyemblx nsodepmertamm CYP2C9, CYP2C19 n CYP3A4 npu ogHOBpeMEHHOM nprieme
¢ conykoHasonom. B cBsau ¢ aTum, crieayet cobnioaTe OCTOPOXHOCTL NPYU OIHOBPEMEHHOM NPUMEHEHUM NEPEYNCTIEHHBIX NpenapaTtos, a npu
HeobXxoaNMOCTM NOAOGHLIX KOMOGMHALMIA NauueHTbl [JOMKHbl HaxoaUTbCA MOA TLaTeNbHbIM MeauuMHcKuM HabniogeHvnem. Cnepayet
YUUTBIBAT, YTO MHIMGMPYIOLWMIA achchekT hriykoHasona coxpaHaeTca B TeueHue 4-5 AHell Nocne oTMeHbI Npenapara B CBA3W C ANUTENbHLIM
NepuosoM MosyBbIBEAEHUS.
AngpbeHmaHun: oTMeYaeTCsl yMeHbllUeHNe KnupeHca u obbema pacrnpefeneHusi, yBenuyeHne nepuoaa nosnyBbiBeAeHUs andeHTaHuna.
B03MOXHO, 3TO CBA3aHO € MHrMGrposaHuem nsohepmeHta CYP3A4 nykoHasonom. MoxeT notpeboBaTbesi KOppeKLms [03bl andeHTaHuna.
A :yBen appekTa. KOHUEHTPALMIO 5-HOPTPUNTUINHA WU S-aMUTPUNTUNMHA MOXHO N3MEPUTL B
Hauane KOMGI/IHVIpOBaHHOI/I Tepanuu ¢ chryKoHa30mMoM 1 Yepes Hefento nocne Havyana. Mpu Heo6XoAMMOCTU crieayeT KOppPeKTUpoBaThb 03y
aMI/ITpI/II'ITI/IJ'II/IHa/HOprVII'ITVIJ'II/IHa.
AmgpomepuyuH B: B uccrneoBaHNsX Ha Mbillax (B TOM YKCre, C UMMYHOCYnpeccueit) Bbinm oTMedeHb! crieaytolme pesynsTaThl: HebonbLuoi
aAVTUBHBIA MPOTUBOrPUBKOBLIN 3PHeKT Npu cUCTEMHON MHpekumuu, BbidBaHHOW C. albicans, oTCyTCTBME B3aWMOAEWCTBUS MPU BHYTPU-
YepenHol uHdeKunn, BbiaBaHHoW Cryptococcus neoformans v aHTaroHU3Mm npy CUCTEMHON MHEKUWK, Bbi3BaHHOW A. fumigatus. KnuHu-
Yeckoe 3HayeHne AaHHbIX PesynbTaToB He ACHO.
AHMuKoa2ynsHmbI: Kak 1 pyrie npoTMBorpubKoBble cpeacTsa (Mpou3BoAHbIe asona), chykoHason, Npy OAHOBPEMEHHOM MPUMEHEHUN C
BapapnHOM, NoBbILLAET NPOTPOMEMHOBOE Bpems (Ha 12 %), B CBA3M C YeM, BO3MOXHO pasBUTUE KPOBOTEYEHWIA (reMaToMbl, KPOBOTEYEHNS!
13 HOCa U XenyJo4HO-KULLIEYHOro TpaKTa, remaTypusi, MerneHa). Y nauueHToB, NoryyaloLnX KyMapuHOBbIe aHTUKOArynsHTbl, Heo6xoaMMo
MOCTOSIHHO KOHTPONIMPOBATL NPOTPOMBIHOBOE BpeMs B Nepuoz, Tepanuu 1 B TedeHne 8 AHel nocrne ogHOBPEMEHHOTO NPUMEHEHNS.
Takke cneayeT oLeHWUTb LienecoobpasHoCTb KOppeKLmMm 103bl BapcapuHa.
A3umpoMuyuH: Npy OAHOBPEMEHHOM MPUMEHEHUN BHYTPb briykoHasona B ogHokpaTHoi fo3e 800 Mr ¢ asuTPOMULIMHOM B OAHOKPAaTHO
no3se 1200 Mr BblpaxxeHHOro hapMakoKMHETUHECKOro B3auMOAENCTBIUSA Mexay 06oMMun npenapatamMu He YCTaHOBIEHO.
Ben3odua3senuHbl (kopomkozo delicmeausi): Nocrne npuema BHyTPb Myuaasonama, rykoHason CyLLEeCTBEHHO YBENUYMBAET KOHLIEHTPALMIO
Muaasonama M rnCMXoOMOTOpPHbIE Gd)d;)eKTbl, npu4yem 31O BnNUSHWE Gonee BbIpaXXEHO nocne npuema (bﬂyKOHaSO]'Ia BHYTpPb, 4eM rnpu ero
NPUMEHEHUN BHYTPNBEHHO. Mpu HeobxoaMMOCTU conyTCTByloLe Tepanun GeHsoanasenMHamn NauneHToB, NPUHUMALLMX (ryKoHason,
crnepyeT HabnoaaTh C Lenblo OLEHKM Lienecoobpa3sHOCT COOTBETCTBYIOLIETO CHIDKEHWS A03bl GeH3oanasenuHa.
Mpu ogHOBPEMEHHOM Npueme OAHOKpaTHOW [03bl Tpuasonama, dnykoHason ysenuunsaeT AUC Tpuasonama npubnuauntensHo Ha 50 %,
Crax — Ha 25-50 % wn nepwuop nonysbiBefeHust Ha 25-50 % 6naropapsi yrHetenuio metabornuama Tpuasonama. MoxeT noHagobuTbes
KOppeKLVsA 103kl Tpuasonama.
Kap6ama3senun: conykoHason yrHetaet meTabonuam kapbamasenuHa n nosbILIAeT CbIBOPOTOUHYIO KOHLEHTpaLUmto kapbamasenuHa Ha 30 %.
HeobxoamMmo yunTbiBaTh pUCK pa3BUTUS TOKCUYHOCTY kapbamasenuHa. CriefyeT oLeHUTb HeoBXoaMMOCTb KoppekLmMmn 103kl kapbamasenuHa
B 3aBMCMMOCTY OT KOHLEHTpauun/addekTa.
b. ! . HEKOTOpPbl€ aHTAaroOHUCTbI KanbLUNeBbIX KaHaNoB (HVI(beﬂI/II'IVIH ncpagunuH, amnoannud, sepanamuin n
(t)eno,qmnMH) meTabonuanpytotcst nsodepmeHtom CYP3A4. drnykoHa3on yBenuymBaeT CUCTEMHYIO 3KCMO3ULIMIO aHTArOHMCTOB KanbLiMeBbIX
kaHanos. PekoMeH/0BaH KOHTPOIb pasBUTUA NOBGOYHBIX 3PEKTOB.
LuknocnopuH: y nauneHToB C TPaHCMMaHTUPOBaHHOW MOYKOW, NpuMeHeHue drykoHasona B Aose 200 Mr/cyT NpuBOAUT K MeANEHHOMY
MOBbILLEHNIO KOHLEHTPaLMK LykrocnopuHa. OfHako npu MHOrokpaTHoM npueme cnykoHasona B 4ose 100 Mr/cyT M3MEHEeHUs KOHLIEHTpaLnn
LMKIOCMOPUHA Y PeLMnUeHTOB KOCTHOTO Mo3ra He Habniopanock. [py ogHOBpeMeHHOM npuMeHeHUy hrlyKoHasona W LMKIoCropuHa
PEKOMEH/yeTCA KOHTPONMMPOBATL KOHLIEHTPALIO LIMKMOCTIOPYHA B KPOBU.
Huknoghocghamud: npu OfHOBPEMEHHOM MPUMEHEHUM umknodochammaa n crykoHasona OTMeYaeTcsl yBenuYeHWe CbiBOPOTOYHbIX
KOHLiEHTpaunii 6unupybuHa n kpeaTuHuHa. [laHHas koMGMHauMa AonycTuMa C y4eToM pucka YBENUYEHWst KOHLEeHTpauuii Gunupybuna n
KpeaTuH1Ha.
®eHmaHun: umeeTcs coobLleHne 06 OAHOM NeTanbHOM UCXOAe, BOSMOXHO CBA3aHHOM C OJHOBPEMEHHbIM NPUEMOM (heHTaHUNa 1 grykoHa-
3ona. [MpeagnonaraeTcs, YTo HapyLLEHNs CBSA3aHbl C MHTOKCUKaLMeh dpeHTaHnnoM. bbino nokasaHo, Y4To rnykoHa30mn 3HAYUTENbHO YANUHAET
BpewmMs BbiBEAEHUS (beHTavaa. Cne,qye'r Y4nTbIBaTb, YTO MOBbILWEHWE KOHUEeHTpauum q.)eHTaHVIJ'Ia MOXET NPUBECTN K YTHETEHUIO AblXaTenb-
HOW hyHKLIMK.
l'anod)aHmpuH: d)]'lyKOHaSOﬂ MOXeT yBenu4meaTb KOHUEHTpauuo I'aJ'IOq)aHTpVIHa B nnasme KpoBu B CBA3N C MHFMGMpOBaHMeM I/I30d)epMeHTa
CYP3A4. Mpn 0OHOBPEMEHHOM MPUMEHEHUU C (DryKOHA30MoM, Kak W C ApYyrMMW MpOTUBOrPUOKOBLIMM MpenapaTtamyt a3orioBoro psiaa
BO3MOXHO passuTe apurmuy XKenyI04KOBOW TaXMCUCTONMYECKON TUMa «MUPY3T», MO3TOMY COBMECTHOE NMPUMEHEHNe X HE PEeKOMeH/yeTcs.
opb! FMI-KoA-pedy 3b1: MPW OAHOBP! {HOM MpUMeHeHnn riykoHasona ¢ uHrnéutopamm MMIr-KoA-peaykrasel, metabonu-
3upyembiMmn MaodaepmeHTUM CYP3A4 (Takumm Kak, aTopBacTaTH U CUMBACTaTUH) Unn nsocpepmerTom CYP2D6 (Takumm kak, driyBactaTvH),
pu1CK pa3BUTUS MronaTm u pabaomuonuaa ysenuumsaetcs. B criyqae HeobxoanmMocTy OfHOBPEMEHHOI Tepanui ykasaHHbIMU NpenapaTamu,
crnepyeT HabnoaaTh NALMEHTOB C LIEMNbIO BbISIBIEHWS CUMMNTOMOB MuonaTim 1 pabaomuoniuaa. Heo6xoaMMO KOHTPONMPOBATL KOHLEHTPaLMIo
KpPeaTUHUHKMHA3bl. B cry4yae 3HaYNTENbHOrO YBENUYEHUS KOHLEHTPaLMU KpPeaTUHUHKUHA3bl UMK eCnin AUarHoCTUPYeTCs Unu umeetcs
nofo3peHne Ha pa3BuThe MyUonaTum Unu pabaomuonuaa, Tepanuio MHrMutopamn MMI-KoA-peaykTassl crieayet npekpaTuTb.
Jlozapman: cnykoHason yrHetaeT MeTabonuam nosapTtaHa [o ero aktveHoro metabonura (E-31 74), koTopblii oTBe4aeT 3a 6onbluyio YacTb
apheKToB, CBA3AHHBLIX C aHTAarOHM3MOM aHrMoTeH3unH-11 peuentopos. Heob6xoauM perynsipHbIii KOHTPOMb apTepUanbHOro AaBleHNs.
MemadoH: (bnyKOHason MOXET YBENMYMBATL MNa3MEHHYI0 KOHLIEHTPaLIMIO MeTaaoHa. MoxeT NnoHaaobutbes Koppekuys 403bl MeTaoHa.
H J: (HNBIM): C,.x n AUC cnypbunpodera ysennumsatotcs Ha 23 % un 81 %,
COOTBeTCTBeHHO AHanorVNHo Crax M AUC Q)apmakonorwqec»(m aKkTUBHOro usomepa [S-(+)-nbynpodper] nosbiwanuce Ha 15 % n 82 %,
COOTBETCTBEHHO MPU OAHOBPEMEHHOM NMPUMEHeHUN hrykoHasona ¢ pauemuyeckum nbynpodeHom (400 mr).
Mpu ogHoBpeMeHHOM NpuMeHeHnn drykoHasona B Ao3e 200 mr/cyT n uenekokcnba B aose 200 mr C,,. 1 AUC Lienekokcnba yBenvuvsatotcs
Ha 68 % v 134 % CoOTBETCTBEHHO. B JaHHOM KOMBMHALMM BO3MOXKHO CHIKEHME [03bl Lierniekokcuba Basoe.
HecmoTpsi Ha OTCYTCTBME LieneHanpaBneHHbIX UCCNefoBaHnii (riykoHason MOXET YBEenuuMBaTb CUCTEMHYI0 aKcroauumio apyrvx HIBIM,
MeTabonmanpyembix n3odepmentom CYP2CY (Hanpumep, HanpoKCeH, NOpPHOKCUKaM, Menokcukam, AvknodeHak). MoxeT noHagobutscs
koppekuusa goasl HMBIM.
Mpwn opHoBpemeHHoM npumeHeHun HMBIM v (nykoHasona naumeHTbl 4OMKHbI HAXOAUTLCS MOA TLATENbHBIM MEAULIMHCKAM HabniogeHnem ¢
Lienbio BLISIBNEHUSA U KOHTPOMS HexenaTeribHbIX ABNEHW N NPOABNEHNs TOKCUYHOCTH, CcBA3aHHbIX ¢ HIMBIM.
pop : NpU OAHOBPEMEHHOM MPUMEHEHNI KOMBUHUPOBAHHOTO NEepPoparbHOrO KOHTpaLenTMBa ¢ (PrykoHa3onom
B Ao3e 50 mr CyLLLeCTBeHHOI’O BMUSIHUS HA YPOBEHb TOPMOHOB He YCTaHOBIIEHO, TorAa Kak npu exeaHeBHoM npueme 200 mr conykoHasona AUC
STUHWUNACTPaAMona 1 neBoHoprecTpena ysenuumsatotcst Ha 40 % n 24 % cooTBeTCTBEHHO, a npu npveme 300 Mr dnykoHasona oavH pas B
Hepento AUC aTvHUNaCTpaamona v HopaTUHAPOHA Bo3pacTatoT Ha 24 % u 13 % cooTBETCTBEHHO. TakuM 06pa3om, MHOTOKpaTHOE NpUMeHe-
Hue hriyKoHa3ona B ykasaHHbIX 103aX BPSi/] S MOXET oKasaTb BNMSHME Ha 3pheKTMBHOCTb KOMBMHMPOBAHHOTO NepopasbHOMo NpoTMBo3aYa-
TOYHOTO CpeACTBa.
@eHUMmMOUH: OfJHOBPeMeHHOe NpuMeHeHne rykoHasona n PeHNTONHA MOXET COMPOBOX/AATLCA KIMHUYECKU 3HAYMMbIM MOBbILIEHUEM
KOHLEHTpauun ceHnTonHa. B cniyqae Heo6XxoaMMOCTVM OAHOBPEMEHHOTO MNpUMEHeHUs oGoux mpenapaTtoB crefyeT KOHTpPOnMpoBaTh
KOHLIEHTpaLMI0 (heHNTOMHA 1 COOTBETCTBYIOLMM 06pa3oM CKOPPEeKTUpOBaTh ero o3y C Lienbio obecneyeHns TepaneBTUHecKoil KOHLeHTpa-
LN B CbIBOPOTKE KPOBU.
lMpedHu30H: nMeeTcs coobLLEHEe O PasBUTUM OCTPOI HEAOCTATOYHOCTU KOPbI HAAMOYEYHUKOB Y NaLUeHTa nocrne TpaHcnnaHTaLuuy nevyexn
Ha hoHe OTMeHbI hriykoHasona nocrne TpexmMecsyHoro kypca tepanuu. MNpeanonoxutensHo, npekpatleHne Tepanum drykoHasonoM Bbi3sano
noBbiLLEeHNe akTUBHOCTH n3oepmeHta CYP3A4, 4To npmBeno K yBenuyeHHoMy Metabonuamy npeaHusoHa.
MauueHTbl, nonyyatoLme KOMGMHUPOBaHHYIO TEpPaNUI0 NPEAHN30HOM U (hryKOHA3010M AOMKHBI HAXOAUTLCS NOA, TLATENbHBIM MEAULIMHCKAM
Haﬁl’llOFleHVleM npu oTMeHe npuema d)ﬂyKOHaaOJ'Ia C Uenbk OUEHKN COCTOAHNA KOPbl HAANOYE4YHUKOB.
Pugpbaby OfHOBP! oe np nykoHasona v pudabyTuHa MOXET NMPYBECTW K MOBbLILLEHUIO CbIBOPOTOYHBIX KOHLIEHTpaLMii
nocnegHero A0 80 %. Mpu ogHOBpeMeHHOM NpuMeHeHun briykoHasona v pucabyTuHa onucaHbl cryyan yeeuTa. MaumeHToB, 0AHOBPEMEHHO
nonyyatowmx pucabyTuH n riykoHason, Heob6xoanmo TaTenbHo HabnoaaTs.
Cakeunasup: AUC nosbiwaetcst npubnuantensHo Ha 50 %, Co..x — Ha 55 %, KNMpeHC cakBUHaBMpa yMeHbLUaeTcs NpubnuantensHo Ha 50 %
B CBA3M C MHrMBKpoBaHneM neyeHouHoro metabonuama nsodepmerta CYP3A4 n nHrnbuposarem P-rnvmkonpoTtenHa. MoxeT noHagobutscs
KOpPEeKLMS 103kl CakBUHABMPA.
CuponumMyc: noBbilUEHNE KOHLIEHTPaLWW CUpONMMyca B Nna3me KpoBW, MPearnonoXuTensHO B CBA3W C MHr1bupoBaHnem metabonuama
cuponumyca yepe3s yrietenue usocpepmeHta CYP3A4 n P-rnukonpoTenHa. JaHHash KoMBUHaLUUs MOXET NPUMEHSTLCSI C COOTBETCTBYIOLLEN
Koppekuuen fo3bl cmponMMyca B 3aBUCUMOCTM OT achpeKTa/KOHLEHTpaLmm.

p J ynbgh : crykoHason, npyv OAHOBPEMEHHOM Mpueme, NMPUBOAMUT K YBENUYEHWIO Nepuoaa nomnyBblBeAeHUS
nepoparnbHbIX NpenapaTos CynbMOHUIMOYEBUHBI (XNoprnponamuaa, rmubeHknamuaa, rmunusuaa un tonbytammuaa). MauveHtam ¢ caxapHbiM
ﬂVIaGeTOM MOXHO Ha3Ha4YaTb COBMECTHOE NpUMeEHeHue (*)J'IyKOHaIiOJ'Ia n nepoparnbeHbIX rnpenapatos Cy]'lb(bOHI/I]'IMOHeBIAHbI, HO npn 3TOM
crnegyet yunTtblBaTb BO3MOXHOCTb PasBuUTUA runornkeMum, Kpome Toro, HEOGXO[JVIM pel’yﬂﬂprM KOHTPONb IMOKO3bl KPOBU U, NpK HeOﬁXOﬂVI-
MOCTU, KOPPEKLMSA [103bl MpenapaTtos Cynb(OHNTMOYEBUHbI.

Takposniumyc: oHOBPeMeHHOe NpuMeHeHe GryKkoHasona v Takponmmyca (BHYTPb) NPUBOAWT K MOBLILUEHUIO CbIBOPOTOYHbBIX KOHLIEHTpaLniA
nocneaHero B 5 pa3 3a cyeT WHrMBupoBaHWs MeTabonmama Takponumyca, MPOVCXOAALLEro B KULIEYHWKEe MoCpefcTBOM M3odepMeHTa
CYP3A4. 3HauuTernbHbIX N3MeHeHW hapMaKOKUHETUKM NpenapaToB He OTMEYEeHO NMpyW MPUMEHEHUN TakponMmMyca BHYTPUBEHHO. OnncaHs!
crly4am HepOTOKCUYHOCTU. MaLMEHTOB, OAHOBPEMEHHO NPUHUMAIOLLMX TAKPOMUMYC BHYTPL U chryKoHa30n, criefyeT TuaTenbHo Habnoaats.
[losy Takponumyca crieflyeT KoppeKkTUpoBaTh B 3aBUCUMOCTU OT CTEMNEHM MOBLILIEHNS €0 KOHLEHTPaLIUK B KPOBU.

TeoghunnuH: Npy OAHOBPEMEHHOM NPUMEHeHUn ¢ rykoHasonom B fode 200 Mr B TeyeHue 14 AHEN CPeAHsisi CKOPOCTb MNasMeHHOro
KnupeHca TeodunnuHa cHmkaetcst Ha 18 %. Mpu HasHaveHun rnykoHasona nauveHTam, NPUHUMAOLLIMM TEOMUNNNH B BLICOKMX A03aX, Unn
nauyMeHTamMm C MoBbIWEHHbIM PUCKOM pPa3BUTUS TOKCUYECKOro qeﬁcmmﬂ TeO[*)I/IJ'IJ'IVIHa, cnegyet Haﬁﬂlo,anb 3a nosiBfieHnemMm CumMnToMoB
nepefo3npoBKK TeounnnHa v, Npu HeobXoaAMMOCTH, CKOPPEKTUPOBAaTL TEPanuio COOTBETCTBYIOLLIMM 06pa3oM.

Ankanoud 6apeuHka: HECMOTPS Ha OTCYTCTBUE LierNeHanpasneHHbIX UCCMEeA0BaHwiA, NpeanonaraeTcs, YTo rykoHa30 MOXET YBenuunBaThb
KOHUEeHTpauuio ankanonaos 6apBI/IHKa (HaI'IpI/IMep, BUHKPUCTUHa N BVIHﬁnaCTl/IHa) B nNnasme KpoBu U, Takum OGpaBOM, npuBOAUTL K HeﬁpOTOK-
CUYHOCTU, YTO, BO3MOXHO, MOXET BbITb CBA3aHO C yrHeTeHneM nsoepmeHta CYP3A4.

BumamuH A: umeeTca cooblieHne 06 oIHOM Criyyae pasBuTUS HeXenaTenbHbIX peakuuil CO CTOPOHbI LEHTPanbHOW HEPBHOM CUCTEMBI
(LIHC) B BMAE NCeBaoOMyXONM MO3ra Mpy OHOBPEMEHHOM NMPUMEHEHUM NOSNHOCTBI0 TPAHCPETUHOEBOW KUCTOTLI 1 chriykoHasona, KoTopble
1cyesnu nocrne oTMeHbl riykoHasona. MpruMeHeHre faHHo KOMBUHALMM BO3MOXHO, HO CrielyeT NOMHUTL O BO3MOXHOCTY BO3HUKHOBEHWS
HexenaTernbHbIX peakuuii co cTopoHbl LIHC.

3udoeyduH: Npu OAHOBPEMEHHOM MPUMEHeHUN C (hrlyKOHa30oM oTMevaeTcs nosbilleHne Cp., U AUC 3uposyauHa Ha 84 % v 74 %,
COOTBETCTBEHHO. [laHHbI 3chheKT, BEPOSTHO, 0BYCrNOBNEH CHXeHneM MeTabonnama nocreaHero o ero rnasHoro metadonura. [lo v nocne
Tepanuu ¢ NnpuMeHeHnem crykoHasona B fose 200 mr/cyT B TedeHve 15 aHeit nauveHTam co CMOom n ARC (KOMMnekc, ceBA3aHHbIA Co
CMNOom) yctaHoBneHo 3HauuntensHoe ysenuyenne AUC auposyamHa (20 %).

I'IaumeHToa nony4aroLLmx Takyo KOM6VIHaL|IAIO cnepyeT HabnoaaTh ¢ LEenbio BbisiBNEHNUs N0604HbIX 3hheKTOB 31a0ByANHA.

P CYP2C9, CYP2C19 u CYP3A4): ogHOBpeMeHHOe NpuMeHeHne BopukoHasona (no 400 mr
2 pasa B CYTKM B NepBbIi [:LeHb 3aTeM no 200 mr ABa pasa B CyTkM B TeveHue 2,5 AHeit) n dnykoHasona (400 mMr B nepBblii AeHb, 3aTeM
no 200 Mr B CyTKW B Te4eHue 4 AHeit) NpUBOAWT K yBENUYeHuio KoHUeHTpauun n AUC BopukoHasona Ha 57 % 1 79 %, cooTBeTCTBEHHO. Bbino
noKasaHo, YTO AaHHbI 3PHEeKT COXpPaHAETCA MPY YMEHbLUEHWN [03bl UMK yMEHbLUEHUM KpaTHOCTV npuema moboro 13 npenapartos.
OpHoBpeMeHHoe NpuUMeHeHNe BOpVKOHa3ona 1 drykoHasona He pekoMeHayeTcs.

McecnegoBaHusa BanmoaeincTana nepoparbHbix (hopM thriykoHasomna npu ero 0AHOBPEMEHHOM NpUeMe C NuLLei, LMMETUAVHOM, aHTaumaamu,
a Takke rnocne ToTanbHoOro obnyyeHus Tena Ans NoAroTOBKWM K nepecajke KOCTHOTO Mo3ra nokasanu, YTO 3TW (hakTopbl He OKasblBaloT
KIMWHWYECKW 3HAYMMOTO BIIMSIHUS Ha BCacbiBaHWe chrykoHasona.

ToghayumuHu6: 3KCno3nUMs TohaLUTMHMGa YBENuUUMBAEeTCs NpU ero COBMECTHOM MpUMEHEeHWW C rnpenapaTtamu, KOTopble SBMSHOTCS
O[JHOBPEMEHHO YMEPEHHbIMU WHrMbBUTOpamu usodepmeHta CYP3A4 1 MOLHBIMU UHMMBUTOPammn nsodepmeHta CYP2C19 (Hanpumep,
nykoHason). BoaMoxHO, MOXeT noHagobutbes koppekums 403kl TodaunTuHmba.

Heakaghmop: npu OOHOBPEMEHHOM NPUMEHEHWN C MBakadpToOpoM, CTUMYNSTOPOM MYyKOBWUCLMAO3HOTO perynstopa TpaHcMembpaHHon
nposogumocTn (CFTR), Habnioganock yBenuyeHne akcnosvuun veakadtopa B 3 pasa U 3KCMo3vuuu ruapokcumeTun-usakadgropa (M1)
B 1,9 pasa. MNauneHTam, o4HOBPEMEHHO NPUHUMAIOLLMM YMepeHHble MHMMGuTopbl CYP3A, Takune kak riykoHason u 3puTpoMULIMH, PEKOMEH-
[yeTcs CHKeHne Ao3bl MBakadTopa Ao 150 Mr oauH pas B CyTKU.

MepeuncreHHble B3aNMOAECTBUA YCTaHOBMEHbI NPU MHOTOKPATHOM NPUMEHeHUU rykoHasona; B3aMMOAENCTBUS C JlekapCTBEHHbLIMM
cpefcTBamu B pesyrbraTe OHOKPaTHOro nprema rykoHasona He U3BECTHbI.

Bpauam crnefyeT yuuTbIBaTh, HTO B3aUMOAECTBUE C APYrIMI NekapCTBEHHBIMU CPEACTBAMY CrieLnanbHO He N3y4arnoch, HO OHO BO3MOXHO.

PP P do3b! npu 00HOEP / dyrouy

30,1 u:
(

Ocobble ykasaHusa

CoobLanock 0 criyyasix cynepuHdekumnmn, Bbl3BaHHON OTNUYHBIMU OT Candida albicans wrammamu Candida, koTopble 4acTo obnagatot
NpUPOAHON PE3NCTEHTHOCTLIO K cpriykoHasony (Hanpumep, Candida krusei). B nogoBHbIx cnyyasx MoxeT noTpeboBaTbcs ansrepHaTuBHas
npoTuBorpubKoBasi Tepanus.

B peakux cnyvasax npumeHeHue qJﬂyKOHaQOJ'Ia COMNpoBOXAANOCb TOKCUYECKUMWN U3MEHEHNAMU NEeYEeHW, B TOM YUCHEe C NneTanbHbIM NCXO0O0M,
rmaBHbIM 06pa3OM, Y NauneHToB C Cepbe3HbIMU CONYTCTBYOLWNMU 3aboneBanusmu. B Cry4yae renartoToKCU4eCKnx Sd)d)eKTOB, CBA3AHHbIX C
npUMeHeHnem (*)J'IyKOHa:iOJ'Ia, HE OTMEYEHO UX SIBHOW 3aBUCMMOCTU OT 06LLLeI;I CyTOHHOVI A03bl Npenaparta, ANUTeNbHOCTU Tepanun, nona u
BO3pacTa nauveHTa. lenatoTokcuyeckoe AeicTene npenapara obbl4HO BbiNo obpaTUMbIM; MPU3HAKW €ro Mcyesanu nocne npekpaiieHns
Tepanuu. lNauneHTbl, y KOTOpbIX BO BpeMs NeyeHus npenapatom HapylialoTcs nokasaTenu yHKUMM neveHn, Heobxoaumo Habnwogate ¢
LieNnblo BbIABIEHUS NpU3HaKoB Gonee cepbesHoro nopaxeHns neveHun. Mpu NosBNeHUn KNMHNYECKUX NMPU3HaKoB UMM CUMMTOMOB MOPaXeHNs
neyeHn, KoTopble MOryT BbITb CBSi3aHbl C MpUMeHeHneM rykoHasona, npenapar crefyeT OTMEeHUTb.

Kak v npu npumeHeHnn Apyrix a3onos, chyKoHa30M B PEAKUX Cry4asx MOXeET Bbi3biBaTb aHahuUnakTuyeckue peakumm.

Bo Bpems neyeHust hrnykoHa3onom y NaLMeHToB B PeaKUX Criyqasx pas3suBaniCb KCGONUaTUBHBLIE MOPAXKEHNS KOXW, Takue Kak CUHAPOM
CTuBeHca-[KOHCOHa W TOKCUYECKUI anuaepmarnbHbii Hekponus. MaumeHTsl co CIOom Gonee CKMOHHbI K PasBUTUIO TSHKENbIX KOXHbIX
peakumit Npu NPUMEHEHUN MHOrUX Npenapatos. MNpy NOSIBNEHUN y NauneHTa BO BPEMS NIEYEHUs NOBEPXHOCTHOM rPUGKOBOI MHMEKLMM Chin,
KOTOPYIO MOXHO CBSi3aTb C NPUMEHeHueM rykoHasona, npenapar crnefyet OTMEeHUTb. [py NOSIBNEHNM CbiNW Y NALUMEHTOB C MHBA3UBHbLIMU
WNn CUCTEMHbLIMU I'pl/lﬁKOEbIMI/I I/IH(*)eKLlVIﬂMVI nx cnegyet TwarenbHO Haﬁ]‘l}O,ElaTh N OTMEHUTb npenapar npu nosiBNeHun 6yJ'I]'Ie3HbIX
NOPaXEHNI NN MHOrOhOPMHOI SKCCYAATUBHON SPUTEMBI.

OpHoBpeMeHHOe NpuMeHeHve drykoHasona B Ao3ax MeHee 400 mr/cyT n TepdeHaguHa cnedyeT NPpOBOAUTL MOA TLLATENbHLIM KOHTPONEM
(cm. pasgen «BsaumopeiicTBre C APYrIMA NIEKAapCTBEHHBIMU NpenapaTammy ).

Kak u gpyrue asonbl, riykoHa3on MOXeT Bbl3blBaTb yBenuyeHve uHtepsana QT Ha OKI. Mpu npumeHeHun driykoHasona yBenuyeHne
nHTepsana QT n MepuaHue unu TpeneTaHue Xernyao4KoB OTMeYani O4eHb PeKo Y NaLMEHTOB C TXENbIMI 3a60MeBaHNSMMU C MHOXECTBEH-
HbIMM hakTopammu pucka, TakUMKM Kak opraHudeckue sabonesaHus cepaua, HapylleHws anekTponuTHoro Ganaca w crocobeTaylowas
Pa3BUTUIO NOAOGHLIX HapYLLEHUA conyTCTByloLas Tepanust. MoaToMy y Takux NALMEHTOB C NOTEHLUANbHO NPOapUTMUYECKUMM COCTOSIHUAMM
NPUMEHATL (hIyKOHA30M CrieayeT C OCTOPOXHOCTLIO.

MauveHTam ¢ 3a6oneBaHUAMM NeyYeHn, cepala u nodYek nepes NPUMEHeHEM npenapara PeKOMeHAYeTCst MPOKOHCYIETUPOBATLCS C BPAYOM.
Mpu npumereHun cnykoHasona 150 Mr No NOBOAY BarMHanbHOrO KaHAMAO3a NauMeHTbl JOIKHbLI ObiTb NPeaynpexaeHsbl, YTo ynydlleHne
cumnTomoB 06blMHO HabnogaeTcst Yepea 24 4, HO ANS UX MOMHOMO UCHE3HOBEHUS MHorda Tpebyetcs Heckonbko AHen. Mpu coxpaHeHun
CUMMNTOMOB B TE€YEHWE HECKOMbKIX AHeN, cneayet obpaTntbes K Bpady.

Bnusinne Ha cnoco6HOCTL ynpaenatb aBTOMOGUIIEM U NONb30BaTLCA TEXHUKOW
npl/l npuMeHeHuu npenaparta Heobxoanmo Y4uTbIBaTb BO3MOXHOCTb PA3BUTUA FTONOBOKPYXXEHUS U CyAO0pOT.

®dopma Bbinycka

Kancynel 50 mr 1 150 mr.

Mo 1,2,3,4,5,6, 7 vunn 10 kancyn B KOHTYPHYIO A4YEKOBYIO YNaKOBKY W3 MAEHKN NOMIMBUHWUIXNOPWUAHON 1 honbri antoMUHUEBOW NeYaTHoOM
NaKMpoBaHHON.

Mo 1, 2,7,10, 14, 28, 50 unu 100 kancyn B 6aHku W3 nonuaTuneHTepedTanara Ans nekapcTBEHHbIX CPEACTB MU NOMNMNPONUneHoBble Ans
NEeKapCTBEHHbIX CPEACTB, YKYMOPEHHbIE KPbILLKaMU 13 MONUATUIIEHa BLICOKOTO JABMEHUst C KOHTPOIEM NepBOro BCKPbITUS, UK KPbILLKaMu
MOMNUMNPONUIEHOBLIMA C CUCTEMON «HAXaTb-NMOBEPHYTbY, UMW KPbILKaMK U3 MONMUITUNEHA HU3KOTO [AaBNEHWsi C KOHTPONEeM NepBoro
BCKPbITUS.

OpHy 6arky unn 1, 2, 3, 4, 7 unn 10 KOHTYPHbIX SIHEKOBbLIX YNAKOBOK BMECTE C UHCTPYKLIMEN MO MEANLIMHCKOMY NMPUMEHEHMIO (NNCTOK-BKNa-
[biLL) NOMELLAT B KAPTOHHYIO YNAKoBKY (Navky).

YcnoBus xpaHeHus
Mpu Temnepatype He Bbilwe 25 °C.
XpaHuUTb B HEAOCTYMHOM 41151 leTel MecTe.

Cpok rogHocTn
3 roga. He ucnonb3oBath Nocne UCTEYEHUS CpOKa rOAHOCTM.

YcnoBusa oTnycka
OTnyckaloT no peuenty.
Kancynel 150 Mr otnyckatoT 6e3 peuenta — Ans Tepanun BarMHanbHoro KaHamao3a.

Hepxatenb peructpaumnoHHoro yaoctoBepeHusa: 000 «O3oH»

Poccus, 445351, Camapckas obn., r. XKurynesck, yn. Mecoynas, a. 11.

MpouzBoautens: 000 «O30H»

Poccus, Camapckas o6n., r.o. XKurynesck, r. XKurynesck, yn. fmapoctpoutenei, 4. 6.
OpraHusaums, npuHumaroLas npeteHaum: 000 «O30H»

Poccus, 445351, Camapckas obn., r.o. XKurynesck, r. XKurynesck, yn. fmapoctpoutenei, 4. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

INn6o

Mpoussoautens: 000 «O30H Papm»,

Poccus, Camapckasi o6n., r.o. Tonbsittit, Tep. 033 MMT, maructpans 3-, 34. 11, cTp. 1.
OpraHu3sauus, npuHumatowas npeteHsmmn: 000 «O30H Dapm»,

Poccus, 445043, Camapckas o6n., r. TonbatT, maructpans 3-a (033 MMNT TEPR), 3a. 11, cTp. 1.
Ten.: +79874599993, +79874599994

E-mail: ozonpharm@ozon-pharm.ru



