MUHHCTEPCTBO 3[JPABOOXPAHEHU S POCCUIMCKOM ®EJIEPALINU

NMHCTPYKLUA
10 MEJUIITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA
®JIYKOHA30JI-OBL

HanMMCHOBAHUC JICKAPCTBCHHOT'O IIpEIiapara

PerncrpanuonHnblii HoMep

Toprosoe HauMeHOBaHHe

diykonazon-OBL

MexyHapoaHoe HeIATEHTOBAHHOE HAUMEHOBaHUe

drykoHazon

JlekapcTBenHas popma

KarcyJibl

Cocras

1 xancyna conepxur:

Oeticmsyowee geugecmaso. GiykoHnazon — 50 mr/ 150 mr;

8cnomozamenvHvle 8eujecmed: Kpaxmall KyKypy3HBIH, TOBHAOH (TIOJMBHHUIIITAPPOIUIOH
HU3KOMOJIEKYJISIPHBIN ), KaJblUs CTeapar, HaTpHsl JOJCLHII Cybdar;

Kancynsl TBeppblie sxenatnHoBble Ne 3 [KOpITyc KallCyJibl: TATaHA JUOKCHU, KeJATHH; KPbIIIeuKa
KarcyJibl: TUTaHa JMOKCHUI, KPAacUTeNb CHHHUHA IaTEHTOBAHHBIN, KPAacUTENh OpPWILTHAHTOBBIN
YEPHBIi, XKeJlaTuH];

Nel [kopryc M Kpbllleyka KarcyJsbl: TUTaHa TUOKCHJ, KpacUTelb CHHUN MaTEeHTOBaHHBIM,
JKEJIaTHH .

Onucanue

TBepbie jxenaTuHOBbIe Kancyisl Ne 3 ¢ kopmycoM 0esioro 1Bera u KphIleuKkoi roryoboro 1nsera
(mpu no3upoBke 50 Mr); kamcynsl Ne 1 ¢ KopmycoM W KpblIIeUKod ronyooro msera (mpu
no3upoBke 150 mr). ComepkuMoe Karcyia — MOPOIIOK OeIoro Wik MoYTH 0enoro sera.
dapmakoTepaneBTHYECKasi TPyNna

[TpoTuBOTrpNOKOBOE CPEACTBO

Kon ATX

JO2ACO01

DapMaKoJIOrHuecKue CBOMCTBA

Dapmakoounamuxa
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@OyKOHA30J1, TPHUA30JIbHOE MPOTHBOIPHOKOBOE CPEACTBO, SIBJISETCS MOIIHBIM CEJIEKTHBHBIM
UHTUOMTOPOM CHHTE3a CTEPOJIOB B KIIETKE TPUOOB.

@iyKoHa30) MPOJAEMOHCTPHPOBA AKTHBHOCTH N VItr0 M B KIMHUYECKUX HCCICAOBAHUSX B
OTHOIICHUH OOJIBIIUHCTBA ClIeAyIoNMX Mukpoopranu3amos: Candida albicans, Candida glabrata
(MHOTHE IITaMMbI yMepeHHO dyBcTBHTENbHBI), Candida parapsilosis, Candida tropicalis,
Cryptococcus neoformans.

beuta moka3zaHa akTUBHOCTH  (uiyKoHa3oma iN Vitr0O B OTHOLICHUHM  CIIEAYFOLIHMX
MHKPOOPIaHHU3MOB, OJHAKO KJIMHHUYECKOe 3HaucHue 3Toro HemsBectHo: Candida dubliniensis,
Candida guilliermondii, Candida kefyr, Candida lusitaniae.

[Tpu mpueme BHYTPH (PIyKOHA30J MPOSBISIET aKTUBHOCTh HA PA3IMYHBIX MOJEISIX T'PUOKOBBIX
uHpekuii y  KuBOTHbIX.  IIpomeMoHcTpupoBaHa ~ akTMBHOCTh  Ipemapara  Ipu
OINIOPTYHHCTUYECKMX MHKO3aX, B TOM uyHcie Bbi3BaHHbIX Candida spp. (Bkirouas
TeHePATM30BAaHHBIA KaHAWI03 y XHBOTHBIX C IOJABJICHHBIM HMMyHHUTeTOM), Cryptococcus
neoformans (Bxitovass BHyTpudepenHsie uHpekimu), Microsporum spp. u Trychophyton spp.
VYcraHoBlIeHa TaKKe AaKTUBHOCTh (DIIyKOHa30jla Ha MOJENSIX SHIEMHYECKMX MHKO30B Y
JKHBOTHBIX, BKJItouas mH(pekuuu, Bei3BanHbie Blastomyces dermatitides, Coccidioides immitis
(Bkirouas BHyTpuuepenHeie nHpekmn) u Histoplasma capsulatum y »KHBOTHBIX ¢ HOpMaJIbHBIM
¥ TI01aBJICHHBIM UMMYHHUTETOM.

®dnykoHazos 007aJaeT BBICOKOH CINENU(pUUYHOCTBI0O B OTHOIIEHHMM T'PUOKOBBIX (DEPMEHTOB,
3aBUCUMBIX OT nutoxpoma P450. Tepanus ¢urykonazosnom B go03e 50 mr/cyt B TeueHue 110 28
JTHEeW He BIMAET Ha KOHIGHTPALMIO TECTOCTEpOHAa B IUIa3M€ KPOBH Y MYXXYHH WIH
KOHIICHTPAILIMIO CTEPOMJIOB Y JKEHIIWH JEeTOpOAHOro Bo3pacta. dmykonazon B moze 200-400
MI/CYT HE OKa3bIBaeT KJIMHUYECKH 3HAUUMOT'O BIMSHHS HAa YPOBHU 3HIOTCHHBIX CTEPOUIIOB U UX
PEAKIMI0 Ha CTUMYJSALUIO aapeHOKopTukoTpornHoro ropmoHa (AKTIY) y 310poBBIX MyXUuH-
JI0OPOBOJIBIIEB.

Mexanuzmvl pazeumus pesucmenmHocmu K ¢hiyKoHa3omny

Pe3ucTeHTHOCTD K (PIIyKOHA307y MOKET Pa3BUTHCS B CIEAYIOMIMX CIy4yasX: KayeCTBEHHOE WU
KOJINYECTBEHHOE HW3MEHeHHe (epMeHTa, SBIAIOLIErocs MHUIICHbIO Ui (UIyKOHAa30I1a
(maHoctepus  14-o0-meMeruiasbl), yMEHbIIEHHE JOCTYNNa Yy MHULIEHH (QUIyKOHa3oja WId
KOMOWHAIHSI STHX MEXaHH3MOB.

Towyeunsle wmyrtanmu B reHe ERG11, koaupyromem QepMeHT-MHUILIEHb, MPUBOIAT K
BUJOM3MEHEHHUIO MUIIEHU U CHIDKEHHIO ahGUHHOCTH K a30i1aM. YBeIHMUEHHE SKCIPECCHH I'eHa
ERGI11 npuBoauT K MPOAYKIIMU BBICOKMX KOHIICHTpalMi (pepMeHTa-MHUIIEHH, YTO CO3AeT
NOTPeOHOCTh B YBEJIIMYEHNU KOHLEHTpAMK (IyKOHA30J1a BO BHYTPUKIETOUHOW KHUJIKOCTU IS

MOJIaBJICHUS BCEX MOJIEKY] (pepMeHTa B KIIETKE.
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Bropoil 3HauUMTENBHBIH MEXaHW3M PE3UCTEHTHOCTH 3aKII0YAeTCS B AKTHUBHOM BBIBEJICHHU
¢uyKoHa301a W3 BHYTPUKJIETOYHOTO MPOCTPAHCTBA IMOCPEACTBOM AaKTHUBAIMM JIBYX THIIOB
TPAHCIIOPTEPOB, YYACTBYIOIIUX B aKTUBHOM BbIBeJIeHUH (3 QuItoKce) mpenaparoB U3 rpuOKOBOH
kieTkd. K TakuMm TpaHcmopTepaM OTHOCUTCS TJIaBHBIA MOCPEAHMK, Koaupyemsblit renamu MDR
(MHO>KECTBEHHOM JIEKApCTBEHHON YCTOWYMBOCTH), U cynepcemeiictBo AT®d-cBs3bIBaromei
KacceThl TpaHCIOpTepoB, koaupyemMoe renamu CDR (renamu pesuctentHoctu rpuboB Candida
K a30JI0BBIM aHTUMHKOTHKAM).

['unepakcnpeccus rena MDR npuBoaMT K PEe3UCTEHTHOCTH K (PIIyKOHA30Jy, B TO K€ BpeMms
rurnepakcnpeccus reHoB CDR MokeT npuBoANTh K pE3UCTEHTHOCTH K Pa3IMYHBIM a30J1aM.
PesucrentHocts k Candida glabrata o6sr4HO onocpenoBana rumnepakcnpeccueii rera CDR, uto
MPUBOJIUT K PE3UCTEHTHOCTH KO MHOTHM a3ojaMm. J[Jis TexX mTaMMOB, y KOTOPBIX MUHUMaJIbHAs
uHruoupyromas kouueHtpauus (MUK) onpenensiercs xak mpomexxyTodHast (16-32 mkr/mu)
PEKOMEHyeTCs IPUMEHSATh MaKCUMAJIbHBIE 710361 (PITyKOHA30J1a.

Candida krusei crmemyer paccMaTpuBaTh KakK PE3HCTCHTHYI K (iykoHaszony. MexaHu3M
PE3UCTEHTHOCTH  CBSI3aH CO  CHMDKEHHOM  YYBCTBUTEIBHOCTHIO  (DEPMEHTa-MUIICHH K
MHTHOUPYIOIIEMY BO3JIEHCTBUIO (DIIyKOHA3071a.

DapmakoKkunemuxa

dapmakokrHeTHKa (IIyKOHa307a CXOJHA TPU BHYTPHUBEHHOM BBEJCHUH M TIpUEME BHYTPb.
[Tocne npuema BHYTph (UIyKOHA30J XOPOIIO BCACHIBAETCS, €r0 KOHLEHTPAIMK B IJIa3Me KPOBU
(1 obmiass OGuomoctynmHOCTh) mpeBbatoT 90 % OT TaKOBBIX MPU BHYTPUBEHHOM BBEICHUH.
OnHOBpEeMEHHBIN TpHEM TNHUIIM HE BIHMSET Ha BcachiBaHue ¢urykoHasona. KoHmeHTpamus B
1a3Me KpOBHM MPOMOPITMOHANIbHA J03¢ U gocturaeT Makcumyma (Cmax) uepes 0,5-1,5 4 mocie
npruema (IyKoHa3zoJla HATOIAK, a MEpPHUOJ MOJyBbIBeAEHUs cocTaBisieT okono 30 4. 90 %
PaBHOBECHOM KOHILIEHTpPALlMM JOCTUTaloTcs K 4-5-My JHIO Tocie Hayajga Tepanuu (MpH
MHOTOKpaTHOM TIpHEeMe TIpernapara OJIWH pa3 B CyTKH). MakcuManbHas KOHIIEHTpPAIUsS
¢IryKOoHAa30I1a B CITIOHE TP PHEMe KarCyJIbl IOCTUTAaeTCs depes 4 Jaca.

Beenenue ynapHoit 103sl (B 1-if 1eHB), B Ba pa3a MpeBbHIAOLIEH OOBIUHYIO CYTOUYHYIO J03Y,
JienaeT BO3MOXHBIM JocTikeHne 90 % paBHOBECHOM KOHIEHTpamuu ko 2-My jaHo. O0bem
pacripesiesieHusl MPUOIImKaeTcss K 00IIeMy COJEepaHWI0 BOABI B opraHu3Me. CBS3bIBaHUE C
Oernkamu 1a3Mbl kpoBu — Hu3koe (11-12 %).

dryKOHAa30J1 XOPOIIO MPOHUKAET BO BCE XKUIKOCTU opraHu3ma. KoHueHTpamuu ¢iykoHasona B
CJIIOHE U MOKPOTE CXOJHBI C €r0 KOHIIEHTPAIUSIMH B IIJIa3Me KPOBH. Y MallMEHTOB I'PUOKOBHIM
MEHUHTUTOM KOHIEHTpaluu (paykoHa3oja B CIIMHHOMO3TOBOM KUIKOCTH COCTAaBJISIOT OKOJIO

80 % OT ero KOHIIEHTpalui B TJIa3Me KPOBH.
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B poroBom crnoe, snuaepmuce, JepMe€ U TOTOBOM KUAKOCTH JIOCTUTAIOTCS BBICOKHE
KOHIIGHTPAIlMK, KOTOPbIE MPEBBIIIAIOT CHIBOPOTOUHBIC. DITYKOHA30JI HAKAIUIMBAETCS B POTOBOM
cinoe. IIpu mpueme B 103e S0 Mr oMH pa3 B CyTKH KOHIIEHTpalys (JyKoHa3zosa yepe3 12 mHei
cocTaBisieT 73 MKI/T, a yepe3 7 IHEW mociie MpeKpalleHus JieueHus — Tojbko 5,8 MKr/r. [lpu
npuMeHeHHH B 103¢ 150 Mr ouH pa3 B HEJeNo KOHIIEHTpanus (IIyKOHa30J1a B POrOBOM CJIO€ Ha
7-1 neHb coctapiseT 23,4 MKI/T, a uepe3 7 JHEH mocie mpruemMa BTOpoi 1036l — 7,1 MKI/T.
KoHnnentpanus ¢urykoHaszojia B HOITSAX Toce 4-MecIYHOro npuMeHeHus puose 150 mr ogus pa3
B Hexemo coctaBisieT 4,05 MK/ B 310poBBIX U 1,8 MKI/T B NMOpaKEHHBIX HOTTAX; depe3 6
MECSIIEB TIOCTIE 3aBEPIICHUS Tepanuu (IYKOHA30J MO-TMPEKHEMY ONPEACIAETCS B HOT'TSIX.
[Ipenapar BbBIBOAMTCS, B OCHOBHOM, Toukamu; mnpumepHo 80 % BBEICHHOW J103bI
oOHapy»uBaeTcss B Mode B Heu3MeHHOM Buje. KnupeHnc ¢iykoHazona mnponopiyoHalieH
KIUpeHcy kpeatunuHa. Lupkynupyromue MeTaboauTel He 0OHAPYKEHBI.

JiTenpbHBIA TIEPHOJ ] TIOTYBBIBEACHHS M3 IJIa3Mbl KPOBU IMO3BOJISICT NMPUHUMATH (IIYKOHA30JI
OJIHOKPATHO TIPU BarMHAJILHOM KaHAMI03€ U OAWH pa3 B CYTKU WIM OJUH pa3 B HEACIIO — MpU
JIPYTUX TOKa3aHUSX.

B xone uccrnenoBanus GpapMakoOKMHETUKU € ydacTHeM 10 >KEHIIMH, BPEMEHHO WM MOJHOCTBIO
MPEKPATUBIINX KOPMJICHHE TPYAbI0, OICHUBAIA KOHIEHTpAMIo (DIIyKOHA30Ja B IJIa3Me KPOBU
U TPYAHOM MOJIOKE B TeueHHe 48 dYacoB mocie ofaHokpaTHoro mpuema 150 Mr mpemapara.
®nykoHa30s OblT OOHApYKEeH B TPYIHOM MOJIOKE B CpeJHEH KOHIIEHTPAIlUH, COCTABISIOIICH
npuOIM3uTENBbHO 98 % OT KOHIEHTpaluK (GIyKoHa30Ja B TJIa3Me KPOBU MaTepH.

Cpenusist TMKOBasi KOHIIEHTPAIMs COCTaBisia 2,61 Mr/i mo ucredeHuu 5,2 4acoB IMOCIE pruemMa
npernapara.

DdapMakoKMHETHKA Y JIETEN

VY neren ObLIH IMMOJIYUCHBI CIICAYIOIHUEC 3HAUCHUA q)apMaKOKI/IHeTI/I‘-IeCKI/IX napamMeTpoOB:

Boszpacr Jo3a (Mr/kr) Ilepuon Ilnomans noj
NOJTYBbIBEIEHUs1 | KPUBOIi
(uac) «KOHLEHTPALUSI-
BpeMsD» (AUC)
(MKr-4/m.1)
9 mec — 13 ner OHOKPATHO — BHYTPb 2 MI/KT 25,0 94,7
9 mec — 13 ner OaHOKpaTHO — BHYTPh 8 MI/KT 19,5 362,5
Cpennmii Bo3pact 7 et | MHOTrokpatHO — BHYTpb 3 Mr/kr | 15,5 41,6

DapMaKOKMHETHKA YV HOKHJIBIX TAIIMCHTOB
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Bbuto ycTaHoBieHO, UTO MPH OJAHOKPATHOM NpPUMEHEHUHU (uIyKOoHa3ona B j03e 50 Mr BHYTpb Y
MOKUJIBIX NAIMEHTOB B Bo3pacTe 65 JIeT W cTaplle, HEKOTOpPblE U3 KOTOPBIX OJHOBPEMEHHO
OpUHUMATU AUypeTukd, Cmax Jocturanace 4epe3 1,3 u mocne mpuema u cocraBisuia 1,54
MKr/mi1, cpenaue 3HadeHuss AUC — 76,4 + 20,3 Mkr-4/mit, a CpeiHUI Mepro/I TIOTyBBIBEICHUS —
46,2 4. 3Ha4eHus 3TUX (PapMAKOKMHETHUECKUX ITapaMEeTPOB BBIIIE, YEM Y MOJIOJBIX MAIlMEHTOB,
9TO, BEPOSITHO, CBSA3aHO C IMOHW)KCHHON MOYEUHOW (PYHKIMEW, XapaKTEpHOU I TMOKUIIOTO
Bo3pacta. OZHOBPEMEHHBIN MPUEM JAUYPETUKOB HE BbI3bIBaN BhIpaxkeHHOro maMeHnenuss AUC u
Crmax-

Knupenc kpearununa (74 wu/MuH), TpoueHT (IIyKOHA30J1a, BBIBOJUMOIO TIOYKaMH B
Henm3sMeHHOM Buze (0-24 4, 22 %) u modeunslii kiupeHnc ¢uykonaszona (0,124 mu/muH/KT) Yy
MOKUJIBIX TMAIIMEHTOB HIKE IO CPABHEHHIO C MOJIOABIMHU.

IToxka3zaHusi K MPUMEHEHU IO

@I1yKoHA30J1 TOKA3aH AJIsl JICYEHUS CIEAYIOINX 3a00I€BaHUN y B3pOCIBIX:

- KPUNITOKOKKOBBIA MEHUHTUT;

- KOKIIMJIMONIOMUKO3;

- HHBA3UBHBINA KaHUO03;

- CIIM3WCTBHIA KaHAMI03, B TOM 4YHCIE€ OpO(apUHTHAIBHBIA KaHAWI03, KaHAWI03 MHUIIEBOJA,
KaHIUAYPUSI U XPOHUYECKUH KOXKHO-CIU3UCTBIN KaHIU103;

- XpOHUYECKUH aTpopUUecKuil KaHAMI03 POTOBOM MOJOCTH (CBA3AHHBIM C HOIIEHUEM 3yOHBIX
IPOTE30B), KOT'/1a COOJIOACHNS TUTHEHBI ITOJIOCTH PTa UM MECTHOTO JICYEHUs! HEJOCTaTOYHO;

- BAarMHAJIbHBIA KaHAMJ03, OCTPHIA WM PEUUIUBUPYIOLIMH, KOTJAa MECTHas Tepamusi He
MIPUMEHUMA;

- KaH/IUJIO3HBIN OallaHUT, KOT/Ia MECTHas Tepanus He IPUMEHUMA;

- JIepMaTOMHUKO3bl, B TOM YHCJIE AepMaTOPUTHUS CTOM, AEpMaTOPUTHS TYJIOBHINA, MMaxoBas
nepMaToQUTHsI, PA3HOIBETHBIM JHUINA W KOXHBIA KaHAWA03, KOTJa IOKa3aHO CHCTEMHOE
JIeYeHue;

- I[epMaTO(I)I/ITI/IH HOI'TEH (OHI/IXOMI/IKOB), KorJa JCYCHHUC JPYTUMU IIpeliapaTaMi HE ITPUCMIICMO.

@dirykoHa30J1 IOKA3aH I IPOPUIAKTUKY CIEYIOINX 3a00J€BaHUN Y B3pOCIIBIX:

-peuuANBbl KpUITOKOKKOBOTO MEHUHTHUTA y MAIIMEHTOB C BHICOKMM PUCKOM PELUINBA;

- pelMIUBEI OpodapuHTeaNbHOT0 KaHAN03a U Kauau1o3a nuueBoga y BUY-undunupoBanabx
NAIMEHTOB C BBICOKUM PUCKOM PELNINBA;

- ISl CHUPKEHUS YaCTOTHI PEIIMIMBOB BarMHAIBHOTO KaHAM103a (4 wim 0oJiee SMHU30/10B B TO);
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- g TOpo(UIAKTHKH KaHIWAO3HBIX MHQEKIHA y TalueHTOB C MPOJOJDKUTEIHHON
HEUTpoIeHnel (TakuxX KakK MalMeHTHl ¢ TeMo0JacTo3aMu, MPOXOIAIIMMU XUMUAOTEPAIIHIO, WIH

ManKUCHTBI, IIPOXOAAIINE TPAaHCIUIAHTAIUIO TEMOIIOITHYECKHUX CTBOJIOBBIX KJ'ICTOK).

DyKOHA30J1 MOKa3aH ISl JICUCHUS JETEH.

@DiryKOHA30J1 IPUMEHSIOT IS JIEUEHHsI CIM3UCTOrO KaHAu103a (opodapuHIeanbHOro KaHana03a
U KaHAWJ03a I[HIIEBOJA), HWHBAa3MBHOIO KaHJW/103a, KPUINTOKOKKOBOTO MEHHHIUTA U
npoMIAKTUKN KaHAWJ03HBIX HH(PEKINH y TAIIMEHTOB ¢ 0CIa0JIEHHOW HMMYHHOU CHCTEMOM.
@DryKOHA30JI MOXKHO NMPUMEHATh B KAUECTBE MOICPKUBAIONICH Tepayy ISl IPEIOTBPAIICHUS
peunBa KpUNITOKOKKOBOIO MEHMHIHUTA y JIETel C BHICOKUM PUCKOM pELMIUBa.
IIpoTuBONOKAa3aHMS

- TIOBBIIIEHHAs] YYBCTBUTEIBHOCTh K (PIyKOHA30iy, APYIMM KOMIIOHEHTaM IIperapara WIn
A30JIbHBIM BEIIECTBAM CO CXOAHOU (PIIyKOHA30JTy CTPYKTYpPOH;

- OJTHOBPEMEHHBIN NpHeM TeppeHaTuHa BO BpeMsi MHOTOKPAaTHOIO MPUMEHEHUs (IyKoHa30ja B
noze 400 wmr/cytr u Oonee (cM. pasgen «BzaumoneiicTBue ¢ APYrUMM JIEKapCTBEHHBIMU
npernapaTamMmm»);

- OJHOBpPEMEHHOE TpPHMEHEHHE C TMperaparaMy, YyBelIHYuBaromuMu wuHTepBaT QT wu
MeTa0oau3upyromuMucs ¢ nomoubio  n3opepmenta CYP3A4, TakumMuM Kak IU3amnpuj,
acTeMH30JI, SPUTPOMUIIMH, MUMO3KJ, XMHUIUH (cM. pasnen «BsaumopelcTBue ¢ Ipyrumu
JIEKapCTBEHHBIMH ITpETIapaTaMm»);

- I€TCKUH Bo3pact A0 3 neT (A1 JaHHOMU JIEKapCTBEHHOM (opMBbI).

C 0CTOPOKHOCTBHIO

- IEYEHOYHAsl HEeJI0CTaTOUYHOCTb;

- TOYEYHas! HEJJOCTAaTOYHOCTb;

- TOfABJIEHUE CBHIMM Ha (QOHE MNpUMeHeHHUs (IyKOHa30ja y MAlMEeHTOB C MOBEPXHOCTHOM
rpuOKoBOI MH(pEKIKEe 1 NTHBA3UBHBIMHU/CHCTEMHBIMH IPUOKOBBIMH HH(EKIUIMH;

- OJIHOBpEMEHHOe ITpUMeHeHHe TepheHaanHa u (irykoHaszona B go3e menee 400 mr/cyT;

- TIOTEHIMAJIBHO TMPOAPUTMUYECKHAE COCTOSHHS y TAIMEHTOB C MHO)XXECTBEHHBIMHU (pakTopaMu
pucka (opraHuyeckwe 3a0O0JIeBaHHS CEpJilla, HaPYyIICHHUs] DJIEKTPOJIMTHOro OanmaHca U
CHOCOOCTBYIOIIAst Pa3BUTHIO MMOI00HBIX HAPYIIEHUH COMYTCTBYIOIIAs TEPAIIns).

IIpumMeHenue npu 6epeMEHHOCTH U B EPUO/I TPYAHOI0 BCKAPMJIUBAHUS

AZEKBaTHBIX M KOHTPOJMPYEMBIX MCCIEJOBAHUN NpUMEHEHUs (UIyKOHa301a y OepeMEeHHbIX

KCHIIWH HE IMMPOBOANIIOCEH.
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Bo Bpemsi OepeMeHHOCTH NpUMEHEHUs (QIIyKOHa3oya cleayeT u30erarb, 3a HCKIIOYEHUEM
CIIy4aeB TSDKEJIBIX W TOTEHIMAJIbHO arpoXkamoluX KU3HH TPUOKOBBIX HH(pEKIui, Kornaa
OKHJaemasi 1oJb3a JICYCHHs 71l MaTepu IPEBbIIIaeT BO3MOKHBIN PUCK VIS IJI0/a.

HeoOxomumo paccMoTpeTh 3(PQeKTUBHBIE METOJbl KOHIEHTPAIMH y KEHIIHWH JETOPOJHOTO
BO3pacTa B TEUYCHHWE BCErO IMEpPHOAA JICUCHUS M NPUOTU3UTENBHO B TedeHHe Hexenu (5-6
MEepPUOJIOB TMOJYBBIBEICHMs) TMOCIAE MPHUHATUS TMOCJIEIHEeN J03bl mpenapara (CM. pasjaen
«DapMaKOKHHETHKAY).

CooOmianocs 0 ciiy4asX CaMONpPOU3BOJIBHOTO abopTa M Pa3BUTHUS BPOXKIEHHBIX aHOMAIUN y
MJIJICHLIEB, YbM MaTEepH Moiydaiu (iaykoHa3onl B go3e 150 Mr oIHOKpAaTHO MM HMOBTOPHO B
nepBoM TpuMecTpe OepeMeHHOCTH. ONMcaHbl CIlydal MHOYKECTBEHHBIX BPOXKICHHBIX TIOPOKOB Y
HOBOPOKJCHHBIX, MAaTepHd KOTOPBHIX HA MPOTSHKEHHH OONbIIEH YacTH WM BCEro IMEPBOTO
TpUMecTpa MOody4yalu Tepanuio (aykoHa3oidoM B Bbicokoi mo3e (400-800 mr/myT). beuin
OTMEYEHBI CIICAYIONINE HAPYUICHUs Pa3BUTHUS: Opaxuiuedanus, HapylIeHUE Pa3BUTHS JIHIIEBOU
YacTW 4Yepemna, HapylmieHHe (QOpPMHUPOBAaHUS CBOJA 4Yepena, BOJYbs I1aCTh, HCKPHUBICHHE
OellpeHHBIX KOCTEH, MCTOHYEHHE W YIUIMHEHuE pedep, apTpOrpHuro3 U BPOKIECHHBIE MOPOKHU
cepaua.

@OiryKoHa30J1 0OHAPYKUBAETCSI B TPYJHOM MOJIOKE B KOHIIEHTPAIUAX, OJU3KHUX K TUIa3MEHHBIM
(cM. paznmen «PapMakokuHeTHKa»). [leproj momyBbIBeeHUs MpenapaTa U3 TPyAHOIO MOJIOKa
NpUOJIM3UTENIBHO PaBeH Nepuoly MoMyBbIBeieHUs U3 Mm1a3Mbl — 30 yacos. [Ipennonaraemas no3a
¢duykoHa3ona, moriomaemMas MIafeHLeM (C  y4yeToM TOro, 4YTOo CpeJHee KOJIMYECTBO
noTpedIIeMoro Mojioka coctasisier 150 MII/KT eXXeTHEBHO), U PACCUMTaHHASI B COOTBETCTBHH CO
CpelHe TMUKOBOM KOHIIEHTpaIlMed mperapara B TpyJIHOM MoJioke, coctaBiser 0,39 mr/kr B
JIeHb, YTO NMPHUOIM3UTETbHO paBHO 40 % peKOMEH/IOBaHHON HEOHATaNbHOM 03Bl (JUI JeTel
mutaje 2 Heaenb) win 13 % pekoMeHJ0BaHHOW MJIaJIeHYeCKOM J103bI MPH JEYSeHUH KaHIn032a
CIIU3UCTBIX.

Kopwmiienue rpyibto MOXKHO IPOAOKUTH MTOCIIE IpUeMa OJIHOKpaTHOM 1036l uiykoHazona B 150
mr. He pekoMeHtyeTcss KOpMUTh I'PyJIbIO TIOCJI€ MHOTOKPATHOTO MpHUeMa MM MpHUeMa BBICOKOM
1036l (hykoHazona. IIpy mpuHATHM perieHus o HazHaueHUH npenapaTta diaykonazon-OBL Ha
(doHE TPYyAHOTO BCKAapMIIMBAHHS CIEAYyeT NPUHUMATh BO BHHUMaHHE CIeAyIOmmue (GaKTOphI:
MOJIb3Y TPYAHOrO BCKApMJIMBAHHS JJIs 3/0pOBbS W pPa3BUTUS MJAJIEHIIa COBMECTHO C
KJIMHUYECKHMMHU TOKa3aHUsAMHU Ui HazHaueHHs npenapata Pnykona3on-OBL u Bo3MOXHOCTH
pasBUTHs JIOOBIX TMOTEHUMAIBHBIX MOOOYHBIX 3((GEeKTOB y MIAJeHIAa WId BIUSHHUE
COITYTCTBYIOIIIEH MATOJIOTUU MaTepH Ha 3710pOBbE MIIAJICHIIA.

Cnoco0d npuMeHeHH s U 103bI

BnyTps. Kamncysbl mporiaTeiBaloOT HETUKOM.
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Tepanuio MOXHO HauMHATH JO TOJYYEHHUS PE3yJIbTaTOB IOCEBa M JPYTUX JaOOpaTOPHBIX
UCCIIEJOBaHUM. OnHako  NPOTUBOTPHOKOBYIO  TEpalui0  HEOOXOAMMO  HM3MEHUTh
COOTBETCTBYIOIUM 00pa3oM, KOTJa pe3yJbTaThl STUX HCCIEIOBAHNUN CTaHYT NU3BECTHBIMH.

ITpu nepeBojie manueHTa ¢ BHyTPUBEHHOI'O Ha IEpOpalIbHBINA MpUEM Ipernapara Wik Hao0opoT,
M3MEHEHHUs CyTOYHOM /103bI HE TpeOyeTcsl.

Cyrounas no3a mpemnapara dmykonazon-OBL 3aBuUCHUT OT xapakTtepa M TSKECTH TPUOKOBOU
uHpexkuuu. [Ipu nHpexnusax, TpeOyroKUX MOBTOPHOIO IpueMa Mpernapara, JeYeHHUE CleayeT
IOpOAOJDKATh JO HCUE3HOBEHHs KIMHUYECKMX WM JIaDOpAaTOPHBIX IPU3HAKOB aKTUBHOM
rpubkoBoii mH(pekmmu. Ilammentam co CIIMJoM ¥ KPUNTOKOKKOBHIM MEHHUHTHTOM WM
PELHMIUBUPYIOIIUM OpOapuHTEATBHBIM KaHAUI030M OOBIYHO HEOOXOIuMa MO KUBAIOIIAs
Tepanus s NPO(QUIAKTUKY PELUIUBOB UHPEKIHH.

IIpuMeHEeHHNE Y B3POCIBIX

1. Ilpn KpUOTOKOKKOBOM MEHHMHTHTE M KPHIITOKOKKOBBIX MH(EKIHSIX IPYroil JOKaau3alud B
nepBblii 1eHb 00bIuHO npuMeHsoT 400 Mr, a 3aTeM npoaospkaroT JedeHue B n1o3ze 200-400 mr
OJIUH pa3 B CYTKU. JJIUTENHHOCTH JICUCHUS KPUIITOKOKKOBBIX MH(EKIUI 3aBUCUT OT HAIWYHS
KIIMHUYECKOTO U MHKOJIOTUYeCKOoro 3(ddexTa; mpu KPUNTOKOKKOBOM MEHHMHTUTE JICUECHUE
OOBIYHO MPOJIOJIKAIOT IO KpaiiHell Mepe 6-8 Heznenb. B ciiyydasx jiedeHus! yrpokarolux KU3HU
MH(pEKINHA CYyTOUHYIO 103y MOKHO YBEIUUUTH 10 800 Mmr.

JUis mpoUIIaKTUKU peliiBa KPUIITOKOKKOBOIO MEHHMHIUTA Y MAllMEHTOB C BBICOKUM PUCKOM
peluanBa, MOCIE 3aBEPIICHHs IOJHOIO Kypca IMEPBUYHOIO JIEUEHUS, TEPAlUI0 IpernapaToM
Onykonazon-OBL B goze 200 Mr/cyT MOXKHO TpPOJOJDKATh B TEUCHHE HEOIPEIEIEHHOTO
nepuoja BpeMEHHU.

2. Ilpn KOKIMIMOMOMHUKO3€ MOXET MOTpeOoBaThCs MpUMeHeHue mnpenapara B go3ze 200-400
Mr/cyT. JIJi1 HEKOTOPbIX HHGEKIHN, B 0OCOOEHHOCTH ¢ MOPaKeHHUEM MO3TOBBIX 000J0YEK, MOXKET
paccmarpuBatbes fo3a 800 Mr B cyTkU. JJTMTENBHOCTh TEPANIUM ONPENESIOT UHAUBHUIYAIBHO,
MOKET JUTUTHCS 10 2 JIeT; oHa cocTaBisieT 11-24 Mec nmpu KOKIUIUINAOMUKO3E, 2-17 Mec — npu
napaKkoKIUAUOUIOMHUKO3e, 1-16 Mec — pu ciopoTpuxo3e u 3-17 Mec — Mpu TUCTOIIA3MO3€.

3. Ilpu kaHaumaeMuu, AUCCEMMHHUPOBAHHOM KaHIMI03€ M JAPYTHMX WHBA3UBHBIX KaHAWIO3HBIX
nH(peKugax Hacklmaromas ao3a cocraiser 800 Mr B mepBbId JeHB, mocieayromas ao3a 400
Mr/CyT. JIMUTEeNbHOCTh TEpamuu 3aBUCHT OT KIMHWYECKOW dddexktuBHOCTH. OOmas
pEKOMEHalUs MO JJUTEIBHOCTH JIEUEHUS KaHAMIEMUM — 2 HEAENu I[I0CIE€ IEPBOro
OTPULATENIBHOTO pe3yjbTaTa IIOCEBA KPOBM U HCYE3HOBEHMSI IPU3HAKOB U CHUMITOMOB
KaHJUJIEMUH.

Jleuenue cauzucmozo Kanouoosa
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* IIpu opodapunreansHOM KaHIWI03€ Hachimaromas no3a cocrapiser 200-400 mr B mepBbIit
JeHb, ocienytomas go3a: 100-200 Mr oauH pa3 B CyTKH B TeueHue 7-21 qusi.

[Tpu HeoOXOIMMOCTH, MAIIUEHTaM C BBIPQXKEHHBIM MOJAaBIIEHUEM UMMYHHOH (pyHKIMU JeueHue
MO’KHO MPOJOJKAaTh B TeUeHHE Oosiee IIUTENbHOro BpeMeHH. [lpu aTpoduyeckoM kaHAM103€
MOJIOCTH PTa, CBSI3aHHOM C HOIICHHEM 3YOHBIX MPOTE30B, Mperapar 0ObIYHO IPUMEHSIOT B J103€
50 Mr oauH pa3 B CyTKH B TeueHHe 14 nHEH B COYETAHHMU C MECTHBIMU AHTHCENTHYECKUMU
cpeacTBaMu AJisi 00pabOTKH MpoTe3a.

* [Ipu xaunuaypun b dextuBHas n03a o0braHO coctaBisieT 200-400 Mr/cyT npH JUIMTEIIBHOCTH
neueHust 7-21 gHeW. Y ManMEeHTOB C TSHKENbIM HapylleHHeM (YHKIMM MUMMYHHOH CHCTEMBI
MO>KHO HCIIOJIB30BaTh 00JIee JUTUTEIIbHBIC TIEPUO/IbI TEPAIIUH.

* [Ipyu XpOHUYECKOM KOKHO-CIU3UCTOM KaHauao3e npumeHstoT 50-100 Mr B cyTku 10 28 nHeil
JedeHus. B 3aBUCHMOCTH OT TSDKECTH JieueHUs MH(EKUIUU WIM COMYyTCTBYIOLIErO HapyIIeHUs
UMMYHHOW CUCTEMBI M HH(EKITMH MOXKHO UCIIOIB30BaTh 00JIee JIUTEIbHBIC TICPHUOJIBI TePATTHH.

* [Ipu kanammo3e nuieBoja Haceimaromas no3a 200-400 Mr B mepBwIid J1eHb, MOCIEIYIOMIAs
no3a: 100-200 mr B cytku. Kypc neuenus cocrapnser 14-30 qHeit (10 TOCTHXKEHUS PEMHCCHUU
KaHauao3a mnumeBoaa). llpu HEoOXOAMMOCTH, MallMEHTaM C BBIPAXKEHHBIM IOAABICHUEM
UMMYHHOU (YHKITUH JICYCHHE MOKHO TPOJIOJDKATh B TeUEHUE 00JIee JITUTEITHPHOTO BPEMCHH.

o Jlns mpomiIakTUKM PEelUIUBOB OpodapuHTeanbHOr0 Kannuao3a y BUY-undunmpoBaHHBIX
MAIMEHTOB C BBICOKMM PUCKOM PELUIUBOB mpenapar npumeHstoT no 100-200 mr B cyTku win
200 Mr 3 pa3a B HENENI B TEUEHHUE HEONPEAENICHHOIO IepuoAa BPEMEHU y MAIMEHTOB C
XPOHUYECKH MTOHWKEHHBIM UMMYHUTETOM.

* Jlnst mpeaoTBpalieHus peruanBOB KaHau103a nuieBoa y BUU-uaGumpoBaHHBIX MAIUEHTOB
C BBICOKMM PUCKOM peluAnBOB npenapat npuMeHstoT 1o 100-200 mr B cytku wim 200 mr 3 pasa
B HEJENI0 B TEUYECHHE HEONPEAEIEHHOIO MEepHoJia BPEMEHU Yy MalHUEHTOB C XPOHUYECKU
MOHUKEHHBIM UMMYHHUTETOM.

* [Ipu xpoHHYECKOM aTpOPUIECKOM KAH/IHUI03€ MOJIOCTH PTa, CBA3AHHOM C HOIIICHHEM 3YOHBIX
MPOTE30B, Mpenapar 0ObIMHO MPUMEHSIOT B 03¢ 50 M OJMH pa3 B CYTKU B TedeHue 14 nHeil B
COUYETaHUH C MECTHBIMU aHTHUCENITUYECKUMU CPECTBAMH ISl 00pabOTKH MpoTe3a.

* [Ipu ocTpoM BarmHaJdBLHOM KaHIWI03€, KAHIWUIO3HOM OajaHUTE Mpemnapar MNPUMEHSIOT
OJHOKpPAaTHO BHYTph B n03e 150 mr. [lng CHH>KEHUsS 4YacTOThl PENUIMBOB BarMHajIbHOIO
KaH/IM103a Ipenapar MOKHO NPUMEHSATh B 103€ 150 Mr uepe3 Kaxkaple TpU JIHS — BCEro 3 J03bI
(B 1-i1, 4-if u 7- AeHb), 3aTeM MOJAepKUBaroIias 103a 150 Mr oJiuH pa3 B HEJEIIO.
[ToanepKuBaroILyO 103y MOKHO IPUMEHSATH BILIOTH 10 6 MECSIIEB.

Jleuenue 06[)/14611710/14”7(‘0306
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* Ilpu nH(peKIuu KOXH, BKIIOYAs IEPMaTO(PUTHIO CTOI, IepMAaTO(GUTHIO TYJOBHIIA, TaXOBYIO
JIEpMaTOPUTHIO W TIPHU KaHIUIO3HBIX MHQEKIUAX, PEeKOMEHIyeMas J03a cocraBiser 150 mr
OJIMH pa3 B Henento win 50 Mr ofuH pa3 B JeHb. JJIUTeNbHOCTh Tepanui OOBIYHO COCTABIISIET 2-
4 "Henenu, MpU MUKO3aX CTOI MOKET MoTpeboBaThCs Ooee AMTeNbHAs Tepanus 10 6 Helemb.

* [Ipu pa3sHoOLBETHOM JinlIae pekoMeHayemas ao3a cocrasisieT 300-400 Mr oguH pa3 B HEJENIO B
teueHue 1-3 Hepenb. ATbTEpHATUBHON CXEMOM JICUEHUS SIBIISIETCS IPUMEHEHUeE npenapata mo S50
MT OJIMH pa3 B JICHb B TeUeHUE 2-4 HEe/eb.

4. Ilpu OHUXOMHUKO3€ peKOMeHayeMas Jo03a coctanisier 150 mMr onuH pa3 B Heaento. JleueHue
CleqyeT  MpOJOJDKaTh 0 3aMemleHdss ~ WHQUIMPOBAHHOTO  HOTTS  (BBIpAacTaHUs
HEUH(PUITUPOBAHHOTO HOTTs). [[JIsi MOBTOPHOTO pocTa HOTTEH Ha MaNbIAX PYK M CTON OOBIYHO
TpeOyeTtcst 3-6 mec u 6-12 mec cooTBeTcTBeHHO. OJIHAKO CKOPOCTH POCTA MOXKET BapbHUPOBATh B
HIMPOKUX TpesiesiaX y pa3HbIX JIOJEH, a Takke B 3aBUCUMOCTH OT Bo3pacta. [locne ycneniHoro
JICUYCHUS JUTUTEITLHO COXPAHSIBIINXCS XPOHUYCCKIX HH(MDEKIMI HHOT1a Ha0JII01aeTCsl N3MECHEHUE
(OopMBbI HOT'TEH.

5. Jlns mnpoduIakTUKH KaHIUAO03a Yy TMAIUEHTOB CO 3J0KAUYECTBEHHBIMU OIyXOJSIMH
pexomenayemast 103a npenapara Giaykonazon-OBL cocrasiser 200-400 Mr ouH pa3 B CyTKHU B
3aBUCHMOCTH OT CTCTICHH PHUCKa Pa3BUTHUS IPpUOKOBOW MHGEKInU. [|JIsi ManMeHTOB ¢ BBICOKUM
PHUCKOM TEHEpaJIM30BaHHOW WH(EKIHUHU, HANpUMEp, C BBHIPAKEHHOM WIM JIJIUTEIHHO
COXpaHSIOIIEHCs HEUTpONeHUEH, pekoMeHayemas 1o3a cocrasisieT 400 Mr oauH pa3 B CyTKH.
®nykona3zon-OBL mpuMeHSIOT 3a HECKOIBKO JHEH M0 0XKHAaeMOT0 Pa3BUTHS HEHUTPOIEHUU H,
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nocJie yBeIudeHus yrciia Hertpoduiaos 6onee 1000 B MM®, ieueHre MPOAODKAIOT €1ie 7 JHEH.

[IpuMeHeHue v JeTen.

Kak u pu cXoqHBIX HHPEKIUAX Y B3POCIBIX, JUIUTEIHHOCTD JICUCHUS 3aBUCHT OT KIMHHYECKOTO
U MUKonoruueckoro >¢dekra. Jlns mereil cyTodyHasi 103a mperapara HE JOJDKHA TPEBHINIATH
TaKOBYIO JJIs B3pociibix. diykona3on-OBL npuMeHsoT exXeTHeBHO OJTUH pa3 B CyTKH.

[Tpr kaHaMIO3€ CIM3HCTHIX O000JIOUEK pekoMeHayeMmas jgo3a mpernapata ®dmykonazon-OBL
COCTaBIsieT 3 MI/KT OAMH pa3 B CyTKH. B mepBbIil IeHb C 1eTb0 0oJiee OBICTPOTO JOCTHKEHUS
PaBHOBECHOM KOHIICHTPAIIUH MOXHO MPUMEHSTh yAapHYIO 103y 6 MI/KI/CYT.

s evyeHrss MHBA3MBHOTO KaHIU03a M KPUITOKOKKOBOTO MEHWHTHTA PEKOMEHIyeMas 103a
cocrtaBisieT 6-12 MI/KT OJIMH pa3 B CYTKH B 3aBUCHMOCTH OT TSDKECTH 3a00JICBaHUS.

Jns monaBieHus penuArBa KPUNTOKOKKOBOTO MEHUHTHTa Yy gaeteidl OompHBIX CIIN oM,
pekoMeH10BaHHasA 103a npenapata dinykona3on-OBL coctaBnser 6 Mr/Kr/cyT.

Jns npodunakTuky rpuOKOBbIX MH(GEKIMN Y JeTel ¢ MOJaBJICHHBIM UMMYHUTETOM, ¥ KOTOPBIX
PUCK pa3BUTHUA WHQPEKIMH CBsS3aH C HEHUTPOINCHHWEH, pa3BUBAIOIICHCS B pe3yJbTare

[IUTOTOKCUYECKON XMMHOTEPANUU WJIH JIYYeBOH Teparuu, rpenapaTr mMpuMeHSIoT 1o 3-12 mr/kr
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OIMH pa3 B CYTKM B 3aBUCHUMOCTH OT BBIPQXEHHOCTM U JUIMTEIBHOCTU COXPAHEHUs
WHAYLUUPOBAHHOM HEWTponeHuu (CM. 103y [UIsl B3pOCHbIX; JUIsL JeTel ¢ IO4YeqyHOH
HEI0CTaTOYHOCTBIO — CM. J03Yy JUISl TAIIUEHTOB C OYEYHON HEI0CTaTOYHOCTHIO).

ITpy HEBO3MOKHOCTH MPABUIILHOI'O MCIIOJIB30BaHUA Y JI€TeH JIeKapCTBEHHON (OpMBI IIpenapara
@nykonazon-OBL B Buae Kamcyn ciegyeT paccMOTPETh BO3MOXKHOCTb 3aMEHBI Ha JpyTHe
JeKapcTBeHHbIE (GOpMBI TIpenapaTta (MOPOLIOK sl MPUTOTOBICHHS CYCIICH3MM Ui TNpHEMa
BHYTPb WJIM PacTBOP AJIsl BHYTPUBEHHOT'O BBEJICHNS) B SKBUBAJICHTHBIX /103aX.

I[IpuMeHeHe vV HOKWILIX JIIOAEH

[Ipr OTCyTCTBMM NpH3HAKOB MOYEeYHOH HemocTarouHoctd Pmykonazon-OBL mpumensiior B
00bryHOM 03e. [lanmenTam ¢ mo4YeyHoi HeJOCTaTOYHOCTHIO (KIMpeHC KpeaTnHuHA <50 MII/MUH)
J103y IIpenapaTa KOppeKTUPYIOT, KaK OIMCAHO HUKE.

IIpuMeHeHNe Y TAIMEHTOB ¢ NOYEYHOM HEJIOCTATOYHOCTBIO

[Tpu olHOKpaTHOM IpHEME U3MEHEHUs J103bl He TpeOyercsd. Y MalMeHTOB (BKJtouas JIeTeil) C
HapymieHneM (QYHKIMA TIOYeK TP MHOTOKPAaTHOM TPUMEHEHHWH Tpernapara CieayeT
[epBOHAYAJILHO BBECTH yAapHyto 103y oT 50 mr go 400 mr, mocie 4ero CyTOYHYIO 103y (B

3aBUCUMOCTH OT HOKaSaHI/IH) YCTaHaBJINBAOT COTJIACHO cneny}omeﬁ Ta6J'II/II_IeZ

Kimupenc kpeatnauHa (MJ1/MHH) [IporeHT pekoMeHTyeMOil T03bI

> 50 100 %

<50 (6e3 quanmza) 50 %

I'emonmanus 100 % nmociie KaXxaoro reMoauains3a

[TaruenTsl, HaxoAsIIKMECs HAa reMoAgualn3e NOJDKHBI nonydars 100 % pekoMeHayeMoil 103bl
nocjie Kaxa0ro ceaHca auanus3a. B aeHb, Korja Auain3 HE MPOBOJMUTCS, MAUEHTHI JOJKHBI
MOJTy4aTh YMEHbBIIEHHYIO (B 3aBUCUMOCTH OT KJIMpPEHCca KpeaTHHHHA) /103y Npernapara.

V nereit ¢ HapyleHHEM (QYHKLIUHU MOYEK CYTOYHYIO /103y Mpenapara cielyeT yMEeHbIIUTh B TOH
e TPOMOPLHUOHATIBHOM 3aBHCHMOCTH, YTO U Y B3POCIBIX), B COOTBETCTBUU CO CTENEHBIO
BBIPQXEHHOCTHU MTOYEYHOIN HEIOCTATOYHOCTH.

Ilo0ouHoe neiicTBHe

Kpurepun onenkn yactoTel: oueHb 9actbie > 10 %; yacteie > 1 % u < 10 %; Hevacteie > 0,1 %
u < 1 %; penxue > 0,01 % u < 0,01 %, yacToTa HEM3BECTHA — HEBO3MOXHO OIPEACTUTh Ha
OCHOBE UMEIOUINXCS JaHHbBIX.

[TepeHocumocTh mpenapaTa 0OBIYHO OUEHBb XOPOIIasl.

B kinuHMYECKMX M TOCTMapKeTHHIOBBIX (*) wucciegoBaHusAX (IIyKOHA30da OTMEYasH

cJIcayronue MOOOYHbBIE pCaKknuu:
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Co cmopoHbl Hep8HOll cucmembl: yacmvie — TOOBHAA OO0JIb; Heuacmvle — TOJIOBOKpPYKEHUE™,
CyIoporu’*, u3MeHeHHe BKyca*, mapecresus, 06CCOHHUIIA, COHIIMBOCTD; peoKue — TPEMODP.

Co cmopomnsl nuwesapumenvhol cucmemvl. dyacmsle — 0OIb B KUBOTE, AUapes, TOIIHOTA,
pBOTa*, Heuacmvle — METEOPU3M, TUCHENCHUS™®, CYyXOCTh CIM3UCTOW OOOJIOUKH IOJIOCTH PTa,
3arop.

Co cmopoHbvl cenamodounuapHou cucmemyl. 4acmole — NOBBIIIEHHE CBIBOPOTOYHON aKTUBHOCTH
amuHoTpaHcdepas (ananunamunoTpancdepasbl (AJIT) u acmapraramuaorpanchepassl (ACT)),
nienouHoil  ¢ocdataspl; Heuacmvle — XONecCTa3, >KENTyXa*, TMOBBIIIEHUE KOHLEHTPALUU
OunmupyOuHa; peokue — TENaTOTOKCHYHOCTh, B HEKOTOPBIX CIy4asX C JICTAIBHBIM HCXOJIOM,
HapymieHne (QyHKIMKA TeUeHn™, TenaTuT™, TenaTole/UTIONIIPHBIN HEKPOo3™, rernaToneuTioIsIpHOe
MOBPEXKICHHUE.

Co cmopomnsl KOMCHbIX NOKPOB0G: dacmvie — ChIllb; Heyacmvle — KOXKHBIM 3y, KpaluBHUIIA,
MOBBIIIIEHHOE TTOTOOT/ICTICHNE, JIEKAPCTBEHHAS! CHITb (BKJIIOUYAs CTOMKYIO JIEKAPCTBEHHYIO CHIIb);
peokue — dKc(oIMATHUBHBIE TOPAXKEHUS KOXKU*, BKIo4as cubipoMm CruBeHca-/[KOHCOHA U
TOKCHYECKHI SNUIepMaIbHbId HEKpPOJU3, OCTPBIA T'€HEPATM30BAHHBIA JK3aHTEMATO3HBIN
mycTyne3, OTeK JIuIa, allomeuus™; uacmoma HeusgecmHa — JEKapCTBEHHas ChIb C
so3uHOGHINEH 1 cucteMHOl cuMnToMaTrkor (DRESS-cunapom).

Co cmopoHbl opeanoe Kpogemeopenus u aumpamuieckou cucmemuvl™: peokue — JEHKOTICHHS,
BKJII0Yasi HEUTPOIIEHUIO U arpaHyJI0UTO3, TPOMOOIUTONICHHSI, aHEMUSI.

Co cmoponvl ummyHnot cucmemsbl™: anapuIIakcus (BKI0Yask aHTHOHEBPOTHUYECKHUH OTEK).

Co cmoponwl cepoeuno-cocyoucmuoi cucmemol *: peokue — yenmmdenue uarepsana QT va OKT,
aApUTMHUS KETyJOYKOBass TaXUCHCTOJMUYecKas Tumna «mupyst» (torsade de pointes) (cm. pasmen
«Oco0ble yKazaHHsD»).

Co cmoponvl obmena eewjecmg™: peokue — TOBBIIIEHWE KOHIEHTPALlUU XOJECTEPHHA U
TPUTIIAIEPUIOB B TUIa3ME KPOBH, TUTIOKATHEMHUSI.

Co cmopoHbl 0nopHo-08UcamMenIbHO20 ANNApPama: Heuyacmsole — MAAITHSL.

Ilpouue: neuacmvie — c1aOOCTh, ACTEHUS, TIOBBIIIEHHAS YTOMIIIEMOCTb, JIMXOPa/IKa, BEPTUTO.

Y HEKOTOpPBHIX MaLUEHTOB, 0COOEHHO C cepbe3HBIMU 3abonieBaHMsAMM, TakuMu kak CITU] wnun
pak, TpW  JeueHHWH  (PIYKOHA30JIOM W  CXONHBIMH  TIpenapaTamMu  HaOIIOHaNCh
W3MEHEHUATIOKA3aTee KpoBU, (QYHKIIMH TOYEK W MeueHu (cMm. paszaen «OcoOble yKazaHUs),
OJTHAKO KIIMHUYECKOE 3HAUEHUE 3TUX U3MEHEHHUH U UX CBSI3b C JICUCHHEM HE YCTAHOBJICHBI.
Ilepeno3upoBka

NmeroTcst cooOmieHnss o mepefo3upoBke (irykoHa3oja, U B OJHOM ciydae y 42-JI€THEro

ManyuenTa, WHQHUIIMPOBAHHOTO BUPYCOM HUMMYyHoaeduiuTa demoBeka, mociae npuema 8200 mr
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mpernapata TMOSIBIUIMCH TaUTIONMHALIMKA M NapaHoujalbHOe TmoBeneHue. [lanueHT ObLI
TOCIUTAIU3UPOBAH; €r0 COCTOSIHME HOPMAJIM30BaIOCh B TeueHUE 48 4acos.

B cnyuae nepeno3upoBkH afiekBaTHBINA 3 (HEKT MOXKET 1aTh CUMIITOMATUYECKOE JIeUeHHE (B TOM
YHClie TOIICPKUBAIOLIUE MEPBI U TPOMBIBAHHE JKETYIKa).

@OyKoHA30J1 BBIBOAUTCS B OCHOBHOM 4Yepe3 IIOYKH, MOITOMY (HOPCHUPOBAHHBIM AMype3,
BEPOSATHO, MOKET YCKOpPUTH BbIBeleHHUE mpemnapara. CeaHc reMoauann3a JUIMTEIbHOCTBIO 3 4
CHI)KaeT KOHIEHTpauio (IyKoHa3oa B I1a3Me KpoBu npumepHo Ha 50 %.

B3aumopneiicTBHe ¢ APYrUMH JIeKAPCTBEHHbIMHU NMpenapaTaMu

OmHOKpaTHOE WM MHOTOKpaTHOE NpuMeHeHue (iaykoHasoda B go3e 50 Mr He BIHsIET Ha
MeTaboau3M GeHasoHa (AHTHIIMPHUHA) IIPH UX OJHOBPEMEHHOM IPHUMEHEHHH.

Oonoepemennoe  npumenenue  (Qaykonazona  co  CleOyIOWUMU  npenapamamu
HPOMUBONOKA3AHO:

[[M3anpua: 1pu  OJHOBPEMEHHOM MpPHUMEHEHMH (IIyKOHA30Jda MW LU3alpHuaa BO3MOKHBI
HEe)KeNlaTeJIbHbIE pEeakUMM CO CTOPOHBI cepiaua, B T.4. apUTMHUSA KEITyJ0UKOBast
TAXUCHUCTOIMYECKas THia «mupy T» (torsade de pointes). Ilpumenenue ¢uykoHaszona B g03e 200
mr 1 pa3 B cyTku u nmsanpuga B no3ze 20 Mr 4 pasa B CYTKH NPUBOJIUT K BBIPAKEHHOMY
YBEJIMYCHUIO TUIA3MEHHBIX KOHIICHTPAWi nu3anpuia u ysenuaenuto uarepsana QT na OKIT.
OpnHoBpeMeHHOE MPUMEHEHNE U3anpuia U GuyKoHa30J1a IPOTUBOMOKA3aHO.

Tepdenanuu: mpu OJHOBPEMEHHOM MPUMEHEHUU a30JbHBIX MPOTHBOTPUOKOBBIX CPEACTB U
TepeHaarHa BO3MOXKHO BO3HUKHOBEHHME CEpPbE3HBIX AapUTMHUI B pe3yjbTaTe YBEIUYECHHUS
untepBasia QT. [Ipu npumenennn ¢urykonasona B go03e 200 mr/cyt yBennuenusi natepBana QT
HE YCTAHOBJICHO, OJIHAaKO, MpuMeHeHue (iykoHa3zona B ao03ax 400 Mr/cyT U BbIIIE€ BHI3HIBAET
3HAYUTEIbHOE YBEIMUYEHHE KOHIEHTpauuu TepdeHaanHa B Iuia3Me KpoBH. OJHOBpEMEHHOE
npuMeHeHue ¢GurykoHaszona B go3ax 400 mr/cyT u 6oinee ¢ TepdeHaAnHOM MPOTHUBOIMOKA3aHO (CM.
pasnen «IIpotuBomnokazanus»). Jleuenne ¢urykonazosnom B go3ax meree 400 Mr/cyT B cCOUeTaHUHN
¢ TepdheHaAMHOM CJIEyeT MIPOBOAUTD MO THIATEIbHBIM KOHTPOJIEM.

AcCTeMH301: OJHOBPEMEHHOE IpHMEHEHHE (IyKOHa30jla C aCTEeMHU30JIOM WM JAPYyTUMH
npenapaTtamM, MeTa0OoJIM3M KOTOPBIX OCYIIECTBIseTCs cucTeMod muroxpoma P450, moxer
COTPOBOXKAATHCS MOBBIIIEHUEM CBHIBOPOTOYHBIX KOHIIEHTpanuil 3Tux cpeacts. [loBwiieHHBIE
KOHIICHTPAIlMH acTeMH30J1a B TUIa3Me KPOBH MOTYT IMPUBOUTH K y/UTMHEHHIO nHTepBaia QT u B
HEKOTOPBIX CIydYasx K Pa3BUTHUIO apUTMHHU KEITyJT0YKOBOU TaXUCHUCTOIUYECKON THIA «ITHPYIT»
(torsade de pointes). OnHOBpeMeHHOE TPUMEHEHHE acTeMHu3oida U (IykKoHas3oja
MPOTUBOMNOKA3aHO.

[M1MO3MI: HECMOTPSI HA TO, YTO HE MPOBOIUIIOCH COOTBETCTBYIOIIMX MUCCICIOBaHMIA IN VItro win

in Vivo, omHOBpeMEHHOE NpUMEHeHHe (GIIyKOHA30ja M MHUMO3UAa MOXET MPHUBOAUTH K
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YTHETCHUIO METaboIM3Ma MMMO311a. B cBOIO ouepe/h MOBBIMICHUE ITa3MEHHBIX KOHIICHTPAIIUit
MMO3HU/1a MOXKET IPUBOAUTD K y/UTHHEHHIO HHTepBaia QT U B HEKOTOPBIX CITydasx K Pa3sBUTHIO
ApUTMHHM  JKCIyJOYKOBOHM TaXHMCHCTOJMYECKOW THma «mupysT» (torsade de pointes).
OnHOBpEMEHHOE MTPUMEHEHHE TUMO3K,1a U (ITyKOHA30J1a TIPOTUBOIIOKA3aHO.

XMHUINH: HECMOTPS Ha TO, YTO HE MPOBOAMIOCH COOTBETCTBYIOIINX HCCIICMOBAHUN IN VItro wiu
in Vivo, oHOBpEMEHHOE MPUMEHEHHE (IIYKOHA30J1a M XUHUANHA MOXKET TAKXKe MPHBOIUTH K
yTHETEHHIO MeTabosiu3Ma XuUHHIWHA. [IpuMeHeHHWe XWHHIWHA CBS3aHO C  YAJHMHECHHEM
uHrepBaia QT ¥ B HEKOTOPBIX CJIOy4asX C pa3BUTHEM apUTMHU  SKEITYI0YKOBOM
TaXUCHCTONIMYECKOW Tuma «mupydT» (torsade de pointes). OpHOBpeMEHHOE NPUMEHEHUE
XMHHUIMHA U (PIyKOHA30J1a TPOTHBOMOKA3AHO.

OPUTPOMMIIHH: OJHOBPECMCHHOC IPHUMCHCHHC (I)J'IYKOHaBOJ'Ia U OPUTPOMHUIIMHA ITOTCHIHAJIbHO

IPUBOJUT K MOBBIIICHHOMY PHCKY Pa3BHTHs KapIHOTOKCHYHOCTH (yminHeHue uHTepBana QT,
(torsade de pointes) u, BciencTBHE 3TOrO, BHE3amHOHN cepieuyHoil cmepTH. OTHOBpPEMEHHOE
HNpUMEHEHHEe (IIyKOHA30J1a U IPUTPOMHUIIMHA TPOTUBOIIOKA3aHO.

He pexomendyemces ucnonv3osams ciedyloujue 1eKapcneeHHble Cpeocmaea:

TanodanTpuH: (IIyKOHA30 MOXET YBEIMYMBATH KOHICHTPALUIO rajopaHTpUHA B IUIa3Me
KpoBH B cBs3u ¢ mHruOmpoBanuem m3odepmenta CYP3A4. Bo3MOXKHO pa3BUTHE apUTMHU
KEJy0UYKOBOM TaxXMCHUCTOJIMYECKON THIa «mmupy3T» (torsade de pointes) mpu oaHOBpEMEHHOM
IpUMEHEHHH ¢ (PIYyKOHA30JI0M, KaK U C IPyTHMH MPOTHBOIPHOKOBBIMHE ITPEMapaTaMi a30J10BOrO
psiia, IOATOMY COBMECTHOE TPUMEHEHHE UX HE PEKOMEH/TyEeTCsl.

Cnedyem coonooams 0CHmOpOIHCHOCHL RPU 00HOBPEMEHHOM NPUMEHEHUU C IIYKOHA3010M:
Awmwnonapon: [lprMeHeHHe aMHOIApOHa aCCOIMUPOBAIOCH C y/UIMHEHHWeM wuHTepBaia QT.
Crnenyer coOdOIaTh OCTOPOXKHOCTh TIPH OJHOBPEMEHHOM TNPHUMEHEHHH (IIYKOHA307a U
aMHOJIapOHa, B OCOOCHHOCTH IPH MTPUEMe BBICOKO#T 10361 (irykoHazoa (800 mr).

Cnedyem cooniooams OCHMOPONCHOCHb U, G03MONCHO KOPPEKMUPOAms 003bl npu
00HOBDEMEHHOM RPUMEHEHUU CeOYIOUUX NPEnapamos u QayKonazona:

Ilpenapamui, erusrowue na d)ﬂVKOHCL?OJZ.’

['MapoXI0pOTHUA3H; MHOT'OKpPAaTHOC IMPUMCHCHHUEC THUAPOXJIOPpOTHA3HUAa OJHOBPEMCHHO C

(GJIyKOHA30JI0M HPUBOJUT K YBEIUYEHHIO KOHIIEHTpaluu (iykoHa3oja B IUIa3Me€ KpOBU Ha
40 %. Dddext TakoW cTEeNeHH BBIPAKEHHOCTH HE TpeOyeT M3MEHEHUS peKuMa JO3MPOBAHUS
¢iryKoHa301a y MalMEHTOB, MOJYYarOIIUX OJHOBPEMEHHO IMYPETHUKH, OJHAKO Bpauy CleIdyeT
3TO yYUTHIBATh.

PudamnuuuH: oJHOBpEMEHHOE MNpUMEHEHHE (IIyKOHa30la W pU(aMIUIMHA MPUBOAUT K

camkennto AUC Ha 25 % u 1uTenbHOCTH Mepuojia NoidyBbiBeeHus (uykoHazona Ha 20 %.Y
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MAIUEHTOB, OJHOBPEMEHHO MNPUHUMAOIIMX  pUDAMIIUIMH, HEOOXOIWMO  YYHTHIBATh
[EJIeCO00Pa3HOCTh YBEIMUYEHUS 10361 (PIIyKOHA30J1a.

IIpenapaTsl, HA KOTOPBIC BIHSIET d)J'IVKOHaSOJ'IZ

®d1yKOHA30J1 ABJISETCS YMEpEHHBIM HHTHOUTOpOM mM3odepmerToB 2C9 n 3A4 nuroxpoma P450
(CYP). @nykonazon Ttakxke sBisiercss uHruoutopom uzodpepmenta CYP2C19. Kpome Toro,
IIOMHUMO TIEPEUYMCICHHBIX Janee 3(PQeKToB, CyIIEeCTBYET PUCK IOBBINICHUS B IUIa3M€ KPOBU
KOHIICHTPAallMd W JIPYTHX JICKAPCTBEHHBIX CPEJICTB, METa0OIM3UPYEMbIX HU30QepMEHTaMU
CYP2C9, CYP2C19, CYP3A4 npu ogHOBpEeMEHHOM NMPUMEHEHUU ¢ (IyKOHA30JI0M. B cBsi3u ¢
3THUM, CJEIyeT COOJI0aTh OCTOPOKHOCTH NMPH OJHOBPEMEHHOM NPUMEHEHUHU MEPEUHCICHHBIX
IperapaToB, a MpU HEOOXOJUMOCTH TIOIOOHBIX KOMOWHAIIMNA MAIUEHTHI JOJDKHBI HAXOIUTHCS
NOJ TINATEILHBIM MEIUIUHCKUM HaOmroneHueM. CIielyeT y4HMThIBaTh, YTO HHTHOWUPYIONIMNA
addexT QuykoHazona coOXpaHseTcs B TeueHue 4-5 JHEW IMoclie OTMEHBI Iperapara B CBSI3U C
JUTHTEITLHBIM TIEPHOOM TIOJTyBBIBEICHUSI.

AndeHTaHWI: OTMEYaeTCsl YMEHbBIICHHE KIUpeHca W o0BbeMa paclpelesieHus, YBEINYCHUE
nepuoJia TONyBBIBECHHS aj(eHTaHWwIa. BO3MOXHO, 3TO CBS3aHO C HHTHOMPOBAHHEM
uzopepmenta CYP3A4 piykoHazonom. MoxkeT moTpedoBaThCs KOPPEKIUS 035l al(eHTaHUIA.
AMUTPUNITHIINH, HOPTPUNTHIWH: yBenudeHue 3¢dekra. KoHIEHTpamuio S-HOPTPHUIITHIMHA
/WM S-aMHTPUNTHIMHA MOKHO HW3MEPUTh B HadaJle KOMOWHUPOBAHHOW Tepamuu C
¢bIyKoHA30JI0M M Yepe3 HeJeNnto mnocie Hadana. [Ipu HeoOXOAMMOCTH cleAyeT KOPPEKTUPOBATh
03y aMUTPUNITUIMHA/HOPTPUTITHIINHA.

AmMdorepunina B: B uccienoBaHusX Ha MbIIIAX (B TOM YHUCIE, ¢ UMMYHOCYIIpECCUei) ObLIN

OTMEUEHBI CIEAYIONINE Pe3ybTaThl: HEOOBbIION aJAMTUBHBIN POTUBOTPUOKOBBINA Y3PPEKT npu
cuctemMHoit uH(pekiuu, BbiBaHHOK C.albicans, OTCYTCTBHE B3aMMOJCHCTBUS IpH
BHyTpUYepenHoi wuH¢eknun, BbI3BaHHOW Cryptococcus neoformans wu aHTaroHmsM npu
cucteMHol MH(MeKkIMH, Be3BaHHOM A. fumigatus. Kinnanveckoe 3HaYeHHE JaHHBIX PE3yJIbTATOB
HE SICHO.

AHTHKOAryJsiHTBL: Kak U Apyruce HpOTI/IBOTpI/I6KOBBIC cpeacTBa (HpOI/ISBOI[HBIC a3011a),

(i1yKOHAa301, TPU OJHOBPEMEHHOM MPUMEHEHHH C Bap(papHUHOM, MOBBIIIAET MPOTPOMOUHOBOE
Bpems (Ha 12 %), B CBsI3U € YeM, BOBMOKHO pa3BUTHE KPOBOTEUEHHM (FreMaToOMBbl, KPOBOTEUEHHS
U3 HOCA W JKEIYJAOYHO-KHUIIEYHOTO TPAKTa, TreMaTypus, MeleHa). Y MaIeHTOB, MOTYyJaroluX
AQHTUKOATYJISIHTBl KyMapHHOBOTO W MHJAHJIMHOBOTO psia M (IyKOHA30J7, HEOOXOIUMO
MOCTOSIHHO KOHTPOJMPOBATh MPOTPOMOMHOBOE BpeMsi B NEPUO] TEpanuH M B Te€UeHUE 8 IHEH
1I0CJIE OJJHOBPEMEHHOTO NMpPUMEHEHHs. Takke ciexyeT OLEHHTH IeJIecO00pa3sHOCTh KOPPEKIUH

JA03bI JaHHBIX aHTUKOAr'yJIAHTOB.
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ABHUTPOMHIIMH: PH OJHOBPEMEHHOM NPUMEHEHUHU BHYTPHh (IyKOHA30J1a B OJHOKPATHOHM 03¢

800 MT ¢ a3UTPOMUIIMHOM B OJHOKpaTHOH 03¢ 1200 Mr BbIpa)keHHOTO (papMaKOKHMHETHIECKOTO
B3aUMOJIeHCTBUA MEXy 000MMHU IpenapaTaMy HE YCTaHOBIICHO.

benzonuasenuupl (KOPOTKOTO JEHCTBHS): MOCHE MpUeMa BHYTPb MuUJa3ojiaMa, (IryKoHa30l

CYIIECTBEHHO YBEIIMYUBACT KOHIICHTPAIIUIO MUa30JIaMa M TICKXOMOTOPHBIE 3PPEKThI, MpUIeM
9TO BIUSAET OO0Jee BBIPAKEHO TMOcCie mnpuema GIIyKoHA30J[a, YeM TMPU €ro NPUMCHEHHU
BHYTpHBEHHO. [Ipr HEOOXOAMMOCTH COIYTCTBYIOIIEH Teparnuu OeH30/1Ma3eMuHaAMU MAIlMEHTOB,
OpUHUMAIIUX  (DIyKOHA30J, cleayeT HaOMoJaTh C IENbI0  OICHKH IelIecO00pa3HOCTH
COOTBETCTBYIOIIETO CHUKEHUS J03bI OCH301Ma3eH1HA.

[Tpr 0THOBPEMEHHOM TPUMEHEHUU OJHOKPATHOW J03bl TpHa3ojama, (DIyKOHA30J1 YBEIMYNBACT
AUC tpuazonama npubnuzureiabHo Ha 50 %, Cmax — Ha 20-32 % u nepuon NMoayBBIBECHUS Ha
25-50 % Onaromapsi yrHeTeHHI0 MeTaboiu3Ma Tpuazoiama. MoXKeT MOHAaT0OUThCS KOPPEKIUs

JI03bI TpUa30JIaMa.

KapOamazenun: d¢uiykoHa3os  yrHeraer Merabomm3M — KapOaMaszenmuHa ¥ TIOBBIIIAET
CBIBOPOTOUYHYIO KOHIIEHTpauuio kapbamazennna Ha 30 %. HeoOXoaumo y4MTHIBATH PHCK
pa3BUTHSA TOKCUYHOCTH KapOamaszernuHa. ClieyeT OIEHHTh HEOOXOAMMOCTh KOPPEKLHHU 03B
KapOamasenuHa B 3aBUCIMOCTH OT KOHIICHTpaIruu/3pekra.

EJ'IOKaTODI)I KaJIbIUCBBIX KAHAJIOB: HCKOTOPLIC aHTArOHHUCTHI KAJIBIIUCBLIX KaHAJIOB (HI/I(i)GI[I/IHI/IH,

UCPAJMIINH, aMJIOAMIIMH, BepamaMuwi U (eNOoAUNUH) MEeTa0OIU3UPYIOTCS H30(hEpPMEHTOM
CYP3A4. dnykoHa3osl yBEIWYMBAET CUCTEMHYIO AKCIO3ULHUIO AHTarOHUCTOB KaJIbLIUEBBIX
KaHaJoB. PeKoMeHJ0BaH KOHTPOJIb pa3BUTHsI TOOOYHBIX 3(PPEKTOB.

HeBupanuH: coBMeCTHBIH MTpreM (IIyKOHA30J1a 1 HEBUPAIMHA YBEIMUUBACT MPHOIU3UTEIBHO HA
100 % 5KCIO3UIMI0O HEBUPANMHA MO CPABHEHMIO C KOHTPOJIBHBIMU JIAaHHBIMH IO OTJEIBHOMY
OPUMEHEHHI0 HeBHMpamuHa. l3-3a pHcKa TOBBIIIEHHOTO BBIIEICHUS HEBUpAlWHA MpH
COITyTCTBYIOIIEM TPHUMEHEHUH JICKApPCTBEHHBIX TIpENapaToB HEOOXOMUMBI HEKOTOPHIE
IPEOCTOPOKHOCTH U TIIATEIbHOE HAOIIOICHUE 32 TTAIMCHTaMH.

LIUKI0CIOpHUH: Yy HNanucHTOB C TpaHCHHaHTHpOBaHHOﬁ HO‘{KOI>'I, MMPUMCHCHUC (I)J'IYKOHaBOJ'Ia B

no3e 200 Mr/cyT npUBOAUT K MEAJICHHOMY MOBBIIIEHNIO KOHIIEHTPAUU IUKIocnopuHa. OIHaKo
P MHOTOKPAaTHOM IMpHMEHeHUHU QuiykoHazosa B go3e 100 Mr/cyT u3MeHEeHHs] KOHUEHTpaluu
IUKJIOCIIOPUHA y PELUIMEHTOB KOCTHOrO Mo3ra He HaOmojanoch. llpu onHoBpeMeHHOM
npUMeHeHUH (pIIyKoHa30j1a M IUKIOCIOPUHA PEKOMEHAYETCS KOHTPOJIHMPOBATH KOHIEHTPALIHIO
LUKJIOCIIOPUHA B KPOBH.

[Huxnodochamua: npu OAHOBpEeMEHHOM TMpuMeHeHHH muKiIopochamuaa u  ¢irykoHazona

OTMEUAeTCsl YBEIMYCHHUE CHIBOPOTOYHBIX KOHIIEHTpaluil OunupyOuHa U KpeaTuHuHA. JlaHHas
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KOMOWHAIMS JOMYyCTHMa C Yy4YeTOM pHCKa YyBEIMYEHUS KOHIIGHTpanuid OunmupyOuHa U
KpeaTUHHHA.

@DeHTaHua: UMeeTcs cooOuleHre 00 OJHOM JIETAIbHOM HCXOJIe, BO3MOXKHO CBSI3aHHOM C
OJIHOBPEMEHHBIM NpuMeHeHneM (eHtanmna u duykonasona. [lpeanonaraercs, 4To HapylIeHUS
CBSI3aHBl C WHTOKCUKalued QeHTtaHwnoM. Bbputo moka3zaHo, 4TO (UIyKOHA30JI 3HAYUTEIHHO
YAIUHSET BpeMs BbiBeacHHs (penTtanuna. CieayeT yYUThIBaTh, YTO MOBBIIICHUE KOHIICHTPAINH
dbenTaHmIa MOXKET MPUBECTH K YTHETCHHIO JIbIXaTeIbHON (QYHKITHH.

Nuru6utopel  ['MI'-KoA-penykTaspl: TpH OJHOBPEMEHHOM IpUMEHEHHUH (IyKOHa30lIa ¢

unruouropamu ' MI'-KoA-penykrassl, MerabonusupyemsiMu uzopepmenrom CYP3A4 (Takumu
KaK, aTOpBaCTaTWH M cuMBacTaThH) win m3opepmentoM CYP2D6 (Takumu kak, ryBacTaTuH),
PHCK pa3BUTHS MHONATUM U pabAoMHONIM3a YyBelIMuuBaeTcsi. B cioyuae HEOOXOIUMOCTH
OJIHOBPEMEHHOM TepanuM yKa3aHHbIMM IpenapaTami, cieiyeT HaOnroaTh MalUeHTOB C LEJbI0
BBISBJICHHSI CHMIITOMOB MHONatTud W pabaomuonm3a. HeoOXoamMo KOHTPOJIMPOBATH
KOHIICHTPALMI0 KPEaTMHHMHKHHA3bl. B cilydyae 3HAYUTENBHOTO YBEIUYEHHUS KOHIICHTPAIUH
KPEaTUHUHKUHA3bl MM €CIIM JIMarHOCTUPYETCS WM HMeeTcs IOJ03pEHHE Ha pa3BUTHE
MHUOINIATUM WM pabaomuonusa, Tepanuio uHruOutopamu I'MI-KoA-peaykrassl cieayer
PEKPaTUTh.

JlozapraH: (IyKOHA30J1 yrHETaeT MeTa0OoIM3M JI03apTaHa JI0 ero akTuBHOTO Metaboymra (E-31
74), KoTopblii OTBeuaeT 3a OoJblIyl0 4YacTh 3((EKTOB, CBA3aHHBIX C aHTarOHU3MOM
anruoreH3uH-11 penentopos. Heo6xo1um perynsipHblil KOHTPOJIb apTEPUATBHOTO JaBJIECHUS.
MertanoH: (pryKoHA30JT MOXKET YBEIMYHMBATH IJIA3MEHHYIO KOHIIGHTPAIIMIO MeTagoHa. Moxer

MOHAJI0OUTHCS KOPPEKIIUA 03Bl METa/I0HA.

Hecrepounnsie nporuoBocnanurensHbie npenapaTtsl (HIIBIT): Cmax 1 AUC ¢uypOunpodena
yBenmuuuBatorcs Ha 23 % wu 81 %, coorBerctBeHHO. AnHamormyHo Cmax u AUC
(bapMaKoJIOTHUYECKH aKTUBHOTO m3oMmepa [S-(+)-ubynpoden] mossimanucy Ha 15 % u 82 %,
COOTBETCTBEHHO IIPH OJHOBPEMEHHOM TPUMEHEHUH (IyKOHAa30da C  pPaleMHYECKUM
ubynpoderom (400 mr).

[Ipu onHOBpeMeHHOM NpuMeHeHuHu ¢uryKkoHazona B qo3e 200 Mr/cyt M nenekokcuba B J103€
200 mr Cmax 1 AUC menexokcn6ba yBenmanBaroTcs Ha 68 % u 134 % cooTBeTcTBeHHO. B manHOM
KOMOWHAIMHA BO3MOXXHO CHIKEHHE JI03bI IIEIEKOKCHOa BIBOE.

HecmoTtpst Ha oTCyTCTBUE LieI€HANPABICHHBIX UCCIIEI0BaHUHN (DIYKOHA307 MOXKET yBEIMYUBAThH
cucreMHyto okcnosuimio Apyrux HIIBII, mertaGonusupyemsix usopepmentom CYP2C9
(HampuMep, HAMpPOKCEH, JIOPHOKCHKAM, MEJOKCHKaMm, IukiodeHak). MokeT MTOHaI00UThCs

koppekuus 10361 HITBIIL.
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[Tpu onnoBpemennom npumenenuu HIIBII u ¢gurykoHa3osa nanyeHTs! JOKHBI HAXOAUTHCS O
THIATEIbHBIM MEAMIIMHCKUM HAOJIOJCHUEM C LENbI0 BBISBIECHUS U KOHTPOJII HEXKEJIATENIbHBIX
SBJICHUM U MPOSIBJICHUS TOKCUYHOCTH, cBsizaHHbIX ¢ HIIBII.

Onanapu6: ymepennble wuHrHOMTOpPHI H30hepmenTta CYP3A4, takume kak ¢aykoHa3om,
MOBBIIIAIOT KOHIEHTpANKIo ojamapuba B ruiasmMe KpoBu. X oJHOBpEMEHHOE NpPUMEHEHHE HE
pekoMeH10BaHO. Ecin BO3MOXHO H30€XaThb OJHOBPEMEHHOTO NPUMEHEHHs, HE00X0IUMO
COKpAaTuTh A03y ojanapuba 1o 200 Mr 1Ba pasza B CyTKHU.

[lepopanbHble KOHTPALENITUBBI: MPH OJHOBPEMEHHOM MPUMEHEHUH KOMOWHUPOBAHHOTO
NEpOPANBHOTO KOHTpalenTuBa ¢ (piaykoHazosoMm B o3¢ 50 MI CYIIECTBEHHOTO BIIMSHHUS Ha
YpOBEHb TOPMOHA HE YCTAHOBJICHO, TOT/Ia KakK Npu exearneBHoM mpueme 200 Mr ¢urykoHazoa
AUC stunumacTpaanona u 1eBoHoprecrpena ysenunuuatorcs Ha 40 % u 24 % coOTBETCTBEHHO,
a npu npueme 300 mr ¢aykonazona oauH pa3 B Heaemo AUC stuHmimdcTpaauona u
HOPATUHAPOHA Bo3pacTaroT Ha 24 % u 13 % coorBercTBeHHO. TakuM 00pa3om, MHOTOKPAaTHOE
npuMeHeHne (IyKoHa3ojla B YKa3aHHBIX J103aX BpsAJ JH MOXKET OKa3aTh BIHSHHAE Ha
3¢ pekTUBHOCTE KOMOMHUPOBAHHOTO MEPOPATLHOTO MPOTHBO3a4aTOUHOTO CPEACTBA.

DEHUTOUH: OJHOBPEMEHHOE MpUMeHeHue (GIyKoHa3oia U (PEeHUTOMHA MOXKET COMPOBOXKIATHCS
KJIMHUYECKH 3HAYMMbIM IOBBIIIEHHEM KOHLEHTpauuu (eHuTonHa. B ciayuae HeoOXoauMocTH
OJIHOBPEMEHHOI'0 TPHUMEHEHHUs1 000MX MpernapaToB CieIyeT KOHTPOJIUPOBATh KOHILEHTPALUIO
(eHUTOMHA M COOTBETCTBYIOIIUM 00pa3oM CKOPPEKTUPOBATh €ro 703y C IIeNbl0 oOecredeHus
TEPaNeBTUUECKON KOHIIEHTPALMH B CBIBOPOTKE KPOBH.

WBakad@Top: 1pH  OAHOBPEMEHHOM IPUMEHEHMH C  HMBakaQTOpPOM, CTUMYJISATOPOM
MYKOBHCITJIO3HOTO peryisitopa TpaHcmeMOpanHou mnpoBomumoctn (CFTR), nHabmomamoch
yBEJIMYEHUE 3KCIO3UIMM HBakadTopa B 3 pa3a M HKCHO3ULUHM THUAPOKCHUMETHII-UBaKagdTopa
(M1) B 1,9 paza. IlaumeHTam, OJHOBPEMEHHO INPUHMMAIOUIMM YMEpPEHHblE HHIMOUTOPHI
mzopepmenta CYP3A, Takue kak (IyKOHA307d M SPUTPOMHUIIMH, PEKOMEHIYETCS CHIDKEHHE
1036l uBakadTopa 10 150 Mr oMH pa3 B CYyTKH.

[TpenHU30H: UMeeTcsi COOOIIEHNE O PA3BUTUU OCTPOI HEAOCTATOUHOCTH KOPBI HAAMTOUYEYHUKOB Y
nalMeHTa Iocie TPaHCIUIAHTAllMM TeYyeHH Ha (oHe oTMeHbl mpuema (IykKoHa3oja Iocie
TPEXMECSYHOIO Kypca Tepanuu. [IpeamnonoxkuTenbHo, MpeKkpalieHue Tepanuu (HiIyKoHa30J0M
BBI3BAJIO TOBBINICHUE akTHBHOCTH u30odepmenta CYP3A4, 4to mpHBENo K YBEIMYCHHOMY
MeTa0oIN3My MPETHU30HA.

[TatmenTsl, mnonyyaromue KOMOWHHPOBAHHYIO TEpanuio IMPEAHU30HOM U (PIyKOHA30JI0M
JOJIKHBl HAXOJUTBHCS MO/ TIIATENbHBIM MEIUIIMHCKUM HaOJIOIEHHEM NpU OTMEHE MpHema

q)HYKOHaSOJ'Ia C OCJIbIO OOCHKH COCTOAHUSA KOPBI HAAIIOYCUYHNKOB.
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Pucabytun: onHoBpeMeHHOE NMpuMeHEHHE (IyKOHa30da M pudpadyTHHA MOXKET MPUBECTH K
MOBBILIEHUIO CBIBOPOTOYHBIX KOHLEHTpauui mnocienHero a0 80 %. Ilpu omHOBpeMEHHOM
npuMeHeHnn UIyKOHa30a u pudadyTHHA OMUCAHbI cIy4yan yBenuTa. [1aimeHToB, 0THOBPEMEHHO
nosyvaronux pudadyTus u GaykoHa30.1, HEOOXOAMMO TIIATEILHO HAOII0IATh.

CaksunaBup: AUC mnoBeimaercs npubnusurenbHo Ha 50 %, Cmax — Ha 55 %, kimupeHc
CaKkBMHaBHpA yMEHbIIAETCS MpUOIN3UTENbHO Ha 50 5 B CBSI3M ¢ MHTHOMPOBAHUEM NIEUEHOYHOTO
merabomu3ma wu3opepmenta CYP3A4 wu wunrubupoBanuem P-rimmkomporenna. Mosker
MOHAJI00UTHCSI KOPPEKIINS J103bI CAKBUHABHUDA.

CuponuMyc: TIOBBIIICHHE KOHLEHTPAI[MH CHPOJMMYycCa B IIa3Me KPOBH, MPEANOJIOKHUTEIHHO B
CBSI3U C MHTHOMPOBAaHHEM MeTa0oIM3Ma cupoinMyca yepe3 yroerenue nzopepmenta CYP3A4L u
P-raukonporenna. JlaHHass KOMOMHAIIUS MOXET MPUMEHSITHCS C COOTBETCBYIOIIEH KOppEKIMeH
JI03bI CHPOJIMMYCa B 3aBUCUMOCTH OT () (heKTa/KOHIICHTPAIUH.

[Ipenapathl CyIb(QOHUIMOUYEBUHBL: (ITYKOHA30J, IPU OJHOBPEMEHHOM NPUMEHEHUH, TIPHBOHUT

K YBEJIMYCHUIO TEPHOJA IOTYBBIBEJACHUS MEPOPATBHBIX MPENapaToB CyIb(POHUIMOUYECBUHBI
(x7opnpornamusia, TIMOCHKIAMUAA, TIUNKM3UAa U TonOyramuaa). [lanmeHtam ¢ caxapHbIM
n1abeToM MOXHO Ha3HayaTb COBMECTHOE IpUMEHEHHe (IyKkoHa3zoga M MepopaIbHbBIX
IpenapaToB CyJIb(POHUIMOUYEBUHBI, HO MPH ATOM CJIEAYET YYUTHIBATH BO3MOKHOCTH Pa3BUTHS
THITOTJIMKEMHUH, KPOME TOTO, HEOOXOIUM PETYJSpPHBIA KOHTPOJIb TJIIOKO3BI KPOBH W , TpH
HE00XO0IMMOCTH, KOPPEKIMS J103bl IPENapaToB CyIb(OHUIMOUYEBUHBI.

Takposumyc: OAHOBpEMEHHOE TPUMEHEHHE (PIIyKOHA30J1a U TaKpOJIUMYyca (BHYTPh) MPUBOJIUT K
MIOBBIIIEHUIO CHIBOPOTOYHBIX KOHIEHTpAIMK ITOCIEIHEr0 B 5 pa3 3a CueT WHTHOMpPOBAHHS
MeTabonu3Ma TaKpoJuMyca, IPOMCXOMAIIET0 B KHIIEYHHKE IOCPEACTBOM H30(epMeHTa
CYP3A4. 3HauuTenbHbIX M3MEHEHUH (HapMaKOKMHETHKHM IpenapaToB HE OTMEUEHO IpHu
OPUMEHEHUH TaKpoJMMyca BHYTpUBEHHO. OmucaHbl ciiyyau He(ppoTOKCHMYHOCTH. IlanmenTam,
OJIHOBPEMEHHO NPUHHUMAIOIIUX TaKpPOJIUMYC BHYTPb M (IIYKOHA30J, CJIEAyeT TIIATeIbHO
HaOmonate. Jlo3y TakposmMyca cCledyeT KOpPPEKTHpPOBaTh B 3aBUCHMOCTH OT CTEIEHU
MOBBIIIEHUS €0 KOHIIEHTPAILIUU B KPOBH.

TeodbunanH: mpu 0HOBPEMEHHOM MPUMEHEHHH ¢ (irykoHa3zosoM B fo03e 200 mr B TeueHue 14
JTHEW CpefHsisi CKOPOCTh IUIa3MEHHOro KIMpeHca Teo(uinHa cHukaercs Ha 18 %. Ilpum
Ha3HAUYeHUM (IIyKOHA30JIa TMAalMeHTaM, NMPUHUMAIOIUM TeOQWIINH B BBICOKHX [103aX, WA
NalMeHTaM C MOBBIIIEHHBIM PUCKOM pa3BUTHUS TOKCHYECKOTO JIEHCTBUSA TEOPWIUIMHA, CIETyeT
HaOJI01aTh 3a MOSBJICHUEM CHUMITOMOB MEpEelI03UPOBKU TEOPHIUIMHA U, IPU HEOOXOJUMOCTH,
CKOPPEKTUPOBATh TEPANHUIO COOTBETCTBYIOIIUM 00pa3oM.

TodanuTuHuG: SKCIO3UIHMS TOGAITUTHHNOA YBETHUYUBACTCS TIPH €70 COBMECTHOM ITPUMEHEHHUH C

npenapaTamMu, KOTOpPbIE SBISIOTCS OAHOBPEMEHHO YMEPEHHBIMU MHTHOUTOpaMU M30(EPMEHTOB



20

CYP3A4 u CYP2C19 (nmampumep,paykonazoin). Bo3mMoxkHO, MOXKET MOHATOOUTHCA KOPPEKLIUS
JI03BI TOQAITUTHHUOA.

AJkamonyg 6aDBI/IHKaZ HECMOTpsA Ha OTCYTCTBUC  LCJICHAIIPABIICHHBIX HCCJIC,I[OB&HI/Iﬁ,

IpeJoiaraeTcs, yTo (QIyKoOHa30J MOKET YBEJIMUMBATh KOHIIEHTPALMIO aJIKaJOMI0B OapBHHKA
(HampuMmep, BUHKPUCTHHA W BHUHOJNACTHMHA) B IJIa3M€ KPOBU U, TaKUM 00pa3oM, MPUBOIUT K
HEHPOTOKCMYHOCTH, YTO, BO3MOXKHO, MOXKET OBITh CB3aHO C YyrHETEHHEM H30(epMeHTa
CYP3AA4.

Butamun A: umeercs cooOiieHue 00 OJHOM Cllydae pa3BUTHUSI HEXKENaTeNbHBIX peakluid co
CTOpOHBI IeHTpasibHOM HepBHOM cucrtembl (IIHC) B Buae mnceBnoomyxoyiin Mo3ra Mnpu
OJIHOBPEMEHHOM IPUMEHEHUU T[OJHOCThIO TPAaHCPETUHOEBOM KHUCIOTHI M  (UIyKOHa3071a,
KOTOpBIE UCYE3JNIU Tocie OTMeHbI urykoHazona. [IpuMenenue nanHOW KOMOMHAIIMM BO3MOXKHO,
HO CJIeAyeT MOMHUTh O BO3MOKHOCTH BO3HMKHOBEHHS HEXEJATENbHBIX PEAKIUN CO CTOPOHBI
I[THC.

3UIOBYIMH: TIPU OJTHOBPEMEHHOM NPUMEHEHHH C (IIYKOHA30J0M OTMEYaeTcsl MOBBIIIEHNE Cmax
u AUC 3unoBynuna Ha 84 % u 74 %, coorBeTcTBeHHO. JlaHHbIi 3 (eKT, BepoaTHO, 00yCIOBICH
CHI)KEHHMEM MeTaboiM3Ma IMOCIETHEro 10 ero riiaBHOro mertabonura. Jlo U mocne Tepamuu ¢
npuMeHeHneM (iaykoHaszona B go3e 200 mr/cyt B teyenue 15 nueil manmentam ¢ CIIW/lom u
ARC (xommutekc, cBszanublii co CIIMom) ycranoBneHo 3HauutenbHoe yBenmnyenne AUC
3uaoByauHa (20 %).

[TanMeHTOB, MOMy4YalOUIMX TaKyld KOMOMHAIMIO, ClEAyeT HaOMoAaTh C IeNbI0 BBIABICHUS
1000YHbIX 3((HEKTOB 3UIOBYINHA.

Bopukonazon (uarubutop mszodepmentoB CYP2C9, CYP2C19 u CYP3A4): ogHOBpEeMEHHOE

npuMeHeHne BopukoHaszosna (mo 400 mr 2 pa3a B CyTKHM B IEpBbIi JeHb, 3aTeM 1o 200 Mr aBa
pa3a B CyTKU B TeueHHe 2,5 nHeit) u ¢aykonaszona (400 Mr B mepBslii AeHb, 3aTeM o 200 mr B
CYTKHM B TeueHue 4 JHEel) y 3/10pOBbIX MCIBITYEMBIX MY)KCKOTO I0JIa MPHUBENO K yBEIWYCHHUIO
Cmax 1 AUC Bopukonasoma Ha 57 % u 79 %, cooTBeTCTBEHHO. bBUTO TIOKa3aHO, YTO JaHHBIN
3 eKT coxpaHseTcs NMPU YMEHBIIEHUH JI03bl W/WIIM YMEHbIIEHHsS] KPAaTHOCTH TpueMa JIo0oro
u3 npenaparoB. OJHOBpeMEHHOE NpUMEHEHHE BOpPUKOHA301a W  (IIyKOHa30da He
PEKOMEH]TyeTCs.

HccnenoBanusi B3auMOAECUCTBUS MEpOpalbHbIX (opM (IyKOHA30/1a MPU €ro OJJHOBPEMEHHOM
IpU [IpUeMe C MUIIEH, TUMETUIMHOM, aHTaIUIaMH, a TaKXKe MOCIIe TOTAIBHOT0 00IyYeHHs Tena
JUI TIOATOTOBKU K IEpecajike KOCTHOTO MO3ra IOKa3aliM, YTO 3TH (PAKTOpbl HE OKa3bIBAIOT

KIMHHUYECCKH 3HAYUMOI'O BJIMAHHA Ha BCACBIBAHUEC (l)J'IYKOHaSOJ'Ia.
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[lepeuncieHHble  B3aUMOJICMCTBUS ~ YCTAHOBJIEHBl INPM  MHOTOKPAaTHOM  NPHUMEHEHHUH
¢iryKoHa301a; B3aMMOJAEHCTBHS C JIEKAPCTBEHHBIMH CPEICTBAMU B PE3YyJbTaTe€ OJHOKPATHOTO
npueMa (IyKoHa30J1a He U3BECTHBI.

Bpauam crenyer yuuThIBaTh, YTO B3aUMOJEHCTBHE C JPYTMMH JICKAPCTBEHHBIMU CPEICTBAMU
CIEIMAJIbHO HE N3YYalloCh, HO OHO BO3MOXHO.

Oco0ble ykazanus

Coobmanocs 0 ciydasx cynepuHdexnud, Bbi3BaHHOW oTinuHbiMu oT Candida albicans,
mrammamu  Candida, KoTopbie 4acTo 00J1aat0T MPUPOIHON PE3UCTEHTHOCTHIO K (DIyKOHA30ITy
(manpumep, Candida krusei). B momoOHBIX ciiydasx MOXET MOTPeOOBAThCS albTepHATHUBHAS
IPOTHBOTPUOKOBAsT TEPATTHSL.

Bo Bpems OepemeHHOCTH, mpuMeHeHHe (IyKoHa3oda cienyeTr u30erarb, 3a HMCKIIOUYEHHUEM
CIIy4aeB TSDKEJBIX M TOTEHIUAIbHO YrpOXKAIOMIMX KU3HU TPUOKOBBIX HHGEKIUH, Koraa
OKHJaemasl 1oJb3a JISUEHHs /1711 MaTepy IPEBbIIIAeT BO3MOXKHBIM PUCK AJIs IUIOAA.

Heo6xomumo paccmorpers 3 (eKTHBHBIE METOIbI KOHTPALECIIUH Yy JKEHIIWH IETOPOIHOTO
BO3pacTa B TEUEHHE BCEro Mepuojaa U MPHUOIM3UTENBHO B TeueHue Heaenu (5-6 mepuoaos
MOJTyBBIBEJICHUS) TIOCIIE MPUHITHS MOCIIeAHEN M03bl mpenapata (cM. pasaen «lIpumenenue npu
OEpeMEHHOCTH W B TIEPHOJ| TPYAHOTO BCKapMIMBAHHs»). B peakux ciydasx HpUMEHEHHE
¢i1yKoHa30/1a CONPOBOXKAAJIOCh TOKCHUYECKUMHU W3MEHEHMSIMM TI€UYE€HH, B TOM YHUCIE C
JeTalbHBIM HMCXOJOM, TIJaBHBIM OOpa3oM, Yy MAIMEHTOB C CEPhE3HBIMH COIYTCTBYIOIUMHU
3a0oneBaHUAMU. B cilydyae remaToTOKCHYECKMX J(PQEKTOB, CBS3aHHBIX C MPUMEHEHHEM
¢GiykoHa301a, HE OTMEYEHO MX SIBHOM 3aBHUCHUMOCTH OT OOIIEel CYTOYHOM J/103bl INpemnapara,
JUIMTETILHOCTU TEpaIlvu, Mojla U Bo3pacTa nanueHTa. ['emaroTokcuueckoe AeicTBUE Mpenapara
00BIYHO OBIIO 0OpPATUMBIM; NMPU3HAKK €0 MCYe3alIn Mocie NpekpalieHus tepanuu. [lanuenTtam,
y KOTOpPBIX BO BpeMs JICUEHHUS TMpenapaToM HapyIIAOTCs TMoka3zaTend (QYHKIUH TEYEHH,
HEoOX0UMO HaOJI0IaTh C LENbI0 BBIABICHUS NPU3HAKOB 00Jie€ CEPhE3HOT0 IMOPaKEHUs
neueHu. [lpyu MOSIBIEHWHM KIMHWYECKHX IPH3HAKOB WM CHMIITOMOB TIOPXCHHS TICUCHH,
KOTOpPbIE MOTYT OBITh CBSI3aHBI C IPUMEHEHHEM (UIyKOHA30I1a, penapaT ciaeyeT OTMEHHTb.

Kak mpu mnpuMeHeHUM IpyruX a30JioB, (IIYKOHA30Jl B PEIKUX CIydasX MOXKET BBHI3bIBATH
aHapUIAKTUYECKHUE PEaKIIH.

Bo Bpemss nedenuss (QuyKoHa30JI0M Yy TAlUEHTOB B PEAKUX CilIydasX pa3BUBAIUCH
9KC(OIUATUBHBIE TOPAXKEHUS KOXKU, Takue Kak cuHapoM CTHuBeHa-J[>KOHCOHA M TOKCHYECKHM
snuaepManbHbiil Hekponus. [lammentsr co CIIM/lom Gonee CKIOHHBI K PAa3BUTHIO TSHKEIBIX
KOXKHBIX peaklMid MpU MPUMEHEHUU MHOTUX MpenapartoB. [Ipu nosBiaeHnn y nanueHTa Bo BpeMs
JICYEHUs TOBEPXHOCTHON TpUOKOBOM HWHGEKIMH CBHIMH, KOTOPYIO MOXKHO CBSI3aTb C

npUMEHEeHHeM (UIyKOHa30J1a, penapar ciaeayeT OTMEHUTh. [Ipy MosBIeHNH CBHINK Y MAllMeHTOB



22

C WHBAa3MBHBIMH WJIM CHUCTEMHBIMH TPHUOKOBBIMH HWHQEKIHMSIMH HX CJIEIyeT TIIATEIbHO
HaOJI01aTh U OTMEHUTH IpenapaT NPy MOSBICHUH OYIJIE3HBIX MOPAKECHUNA UM MHOTO(OPMHOMN
9KCCYAaTHBHOM SPUTEMBI.

OnHoBpeMeHHOE NpUMeHeHue (iykoHaszona B go3ax menee 400 mr/cyT u tepdeHanuna ciemyer
OPOBOJIUTH IMOJ TIIATEIBHBIM KOHTposieM (cM. pasgen «BsaummopelicTBue ¢ Apyrumu
JIEKapCTBEHHBIMHU IIpETiapaTamMm» ).

Kak u apyrue aszombl, ¢uryKoHa30Jd MOXET BBI3bIBaTh yBenmueHue uHTepBama QT na OKI.
@dnykoHa3on BbI3bIBaCT yBenuueHHe wuHTepBaia QT mocpeacTBOM HMHTHOMPOBAaHHMS TOKa
KaJMEBbIX KaHAJOB BHYTPEHHEIO BHINIpsAMIICHHUS. YBenuuenue wunrtepBaia QT, BbI3BaHHOE
JIPYTUMH JICKAPCTBEHHBIMU TIperaparaMu (TaKUMH KaK aMHOJApOH), MOXET OBITh YCHIJIEHO
uaruouropamu u3opepmenta 3A4 muroxpoma P450 (CYP) (cm. pasgen «BsammoneiicTBre ¢
JIPYTUMHU JICKApCTBEHHBIMH TIpenapatamu»). llpm mnpumeneHnn QiykoHa3osa, yBEIHYCHHE
untepBasia QT 1 Mepuanue, WK TpereTaHue KelyJ0YKOB, OTMEYAIIM OYEHb PEIKO y MalUeHTOB
C TSDKEIIBIMU 3a00JIEBAaHUSIMHU C MHOXKECTBEHHBIMHU (PAaKTOPAMHU PUCKa, TAKUMHU KaK OPTaHUYECKHe
3a0oyieBaHMsl CepAlla, HApYLICHUs SJIEKTPOJIMTHOrO OanaHca M CIIOCOOCTBYIOINAS Pa3BUTHUIO
NOJOOHBIX HApYIICHUH COIYTCTBYIOLIas Tepanus. [10BBIICHHBIH PUCK Pa3BUTHSI yTrPOXKaIOIIEH
KU3HU OKEIyJI0YKOBOM apUTMUM H TMOJUMOP(HON IKEIyJAOYKOBOM TaXWKApAUU MOXKET
BO3HMKHYTb y IIAlHEHTOB C THUIOKWIMEMHENM W  IPOTPECCUPYIOIIEH  CEepACHHOU
HEOCTaTOYHOCThIO. [lo3TOMy, TakuM mMalnueHTaM, C TOTEHIHMAIbHO MPOAPUTMUUYECKHUMU
COCTOSIHUSIMHU NIPUMEHATH (IIYKOHA30JI CIIEAYET C OCTOPOKHOCTBIO.

[Tatmentam ¢ 3a0oNeBaHUSIMH TE€YEHH, CEpAlla M TOYEK Tepen INMpHMEHEHHEeM Iperapara
pPEKOMEHyeTC sl MPOKOHCYIBTUPOBATHCS ¢ BpadoM. [Ipu mpumenennn ¢aykonazona 150 mr mo
MOBOJY BarMHAJILHOTO KaHAMJ03a, NAllMEeHTh! JOJDKHBI ObITh MPEIYNPEXKACHBI, YTO YIydllleHHe
CHUMIITOMOB OOBIYHO HaOmonaeTcs uepe3 24 4., HO AN UX IMOJHOTO MCYE3HOBEHHUs, WHOI/IA
TpeOyeTcst HecKoJIbKO aHel. [Ipu coxpaHeHHH CUMITTOMOB B T€USHHE HECKOJIBKUX JTHEH, CIIeTyeT
o0paTHuThCs K Bpady.

JlokazarenbcTtBa 3¢ (GeKTUBHOCTH (IIyKOHA30J1a MPH JIEYEHUH APYTUX BHJOB JHIEMHUYHBIX
MHKO30B, TAKMX KaK MapaKOKIMIUOUIOMHUKO3, CIOPOTPUXO03 U TUCTOILUIA3MO3 OIPaHUYEHBI, YTO
HE TI03BOJISIET OMNPEICITUTh KOHKPETHBIE PEKOMEHIAIMM 110 J03UpoBaHMI0. DIyKOHA301
SBIsIeTCS yMepeHHbIM uHTHOMTOpoM u3odepmenta CYP2C9 m ymepeHHBIM HHTHOHTOPOM
uzopepmenta CYP3A4. dnykonazon Takke sBisercd MHruoutopom mzodpepmenta CYP2C19.
[Ipy onHOBpEMEHHOW TepanmuH JEKAapCTBEHHBIMH IperaparaMH ¢ Y3KUM TepareBTHUYECKUM
npodunem, wmerabonmusupyrommumucs uzodpepmenramun  CYP2C9, CYP2C19 u CYP3A4,
peKoMeHayeTcss coOMoaaTh OCTOPOXKHOCTH (CM. pasgen «Bs3ammoneiicTBhe ¢ ApyruMH

JIEKapCTBEHHBIMU MpernapaTaMu).
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Coo01manoch 0 pa3BUTHN HEJAOCTATOYHOCTU KOPBI HA/IMIOYEUHUKOB Y MALUEHTOB, IMOIYYaIOLIHX
TEpanuio JApYyruMU a3ojlaMd  (HampuMep, KETOKOHA30JI0M). Y MAalMEHTOB, MOJIyYarolux
¢birykoHa30:1, Hab01aMCh 0OpaTUMbIE CIIy4al HEJOCTaATOYHOCTH KOPBI HAATIOYEUYHUKOB.
Bausinue Ha cIOCOOHOCTH YNIPABJATHL ABTOMOOMJIEM M YIIPABJICHUI0 MeXaHU3MAMU

[lpy  npuMeHeHMHM  TpenapaTa  HEOOXOAMMO  YYHMTHIBATh  BO3MOXKHOCTH  Pa3BHUTHUS
TOJIOBOKPY>KEHHUS U CYJIOpOT.

®opma BBINLYCKA

Kancynst 50 mr u 150 mr.

I[lo 1, 2, 4, 6, 7, 12 xancyn B KOHTYPHYIO SYCHKOBYIO YHAaKOBKY W3 IUICHKU
NOJMBUHUIIXJIOPUIHON ¥ (DOJIBIH aTFOMHUHUEBOW NEYATHOM JIAKHPOBAHHOM.

[To 1, 2 KOHTYpHBIX STYEHKOBBIX YIIAKOBKHU BMECTE C MHCTPYKIIMEH 110 MPUMEHEHUIO TOMEIIAIOT B
MavyKy U3 KapTOHA.

Cpoxk rognocTu

3 rona. He npuMeHsThH 110 MCTEYEHUH CPOKA F'OJTHOCTH, YKA3aHHOT'O HA YIIaKOBKE.

YciaoBus xpaHenust

XpaHuTth 1pu Temneparype He Boiie 25 °C.

XpaHUTb B HEAOCTYITHOM IS IETEH MecTe.

YcaoBust ornycka

OTnyckaroT 1o penenty.

Kancynst 150 mr — 6e3 penenta (Juis Tepalniy BariHaJILHOIO KaHANU034).
IIpousBoauTe/b/0pranu3anus, NPUHUMAOLIAS NPeTEeH3UH

AO «DIT «Obonenckoey», Poccuiickas deneparus.

142279, Poccuiickas ®Deneparnusi, MockoBckass o6i., CepnyXoBCKUi M.p-H, T.im. OOONEHCK,
pn. O6oneHck, paiion pn O0oJIeHCK POMBIIIUIEHHAs! 30Ha, ¢Tp. Ne78;

142279, Poccuiickas ®Denepanus, MockoBckas 00i., CepmyxoBckuii m.p-H, T.I. OOOJCHCK,
pr. O6onenck, paitor prn O00JIeHCK MpOMBIIIIIeHHas 30Ha, BIA. Ne39, cp. 1.

Ten./dakc: (4967) 36-01-07.
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