MUHUCTEPCTBO 3/IPABOOXPAHEHM S POCCUNCKOI ®EJIEPALIMU

NMHCTPYKLMA
10 MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

®aykonazoua — BEPTEKC

Peructpaunonnsiii Homep: P N003242/01

Toprosoe nanmenoBanue:. dOiykonazon — BEPTEKC

MesxkayHapoaHoe HENATEHTOBAHHOE MJIM IPYNIIIPOBOYHOE HAUMEHOBaHUe: (PIIyKOHA30J1
JlekapcTBeHHas (popMa: KarcCyJsl

CocraB
1 Karcysa colepKuT:

Jlo3uposka 50 mr

Oeticmsyowee geugecmeso: Girykonazoin — 50,0 mr;

6cnomozamenvhblie ewecmea’ IJAaKTO3bl MOHOTUApAaT — 69,5 mr; kpaxman KyKypy3HBIH —
25,0 mr; moBumoH K-17 (HOMMBHHWINMHPPOIMIOH HU3KOMOJICKYJsIpHBIH) — 3,0 Mr; Kajbuus
cteapat — 1,5 mr; kpemHus auokcus Kosmouauelid — 0,7 Mr; Hatpus naypuicyibdat — 0,3 mr;
Kancynvl meepovie xceiamurogole No 3.

kopnyc: [tutana auokcun — 2,0 %, xxenarun — 10 100 %];

kpvlweuxa: [tTurana nuokeuna — 2,0 %, kpacurens azopyoun — 0,0328 %, kpacuTenb CONHEUHBIN
3akar skeathii — 0,219 %, sxenatun — g0 100 %].

HosupoBka 150 mr

Oeticmsyowee sewyecmao’. Girykonason — 150,0 mr;

ecnomozamenvHvle Geujecmea. NakTo3bl MoHoruzapar — 138,8 mMr; kpaxman KyKypy3HBIH —
49,0 mr; moBugoH K-17 (MOMMBUHWIMUPPOIMIOH HHU3KOMOJEKYISpHBIH) — 7,0 Mr; KaimbIus
cteapat — 3,0 Mr; KpeMHUsI AUOKCU]T KOJTOUIHBIN — 1,5 Mr; Hatpus naypuncyibdat — 0,7 mr;
Kkancynvl meepovie dxceramunosvie No (). [Tutana quokena — 2,0 %, sxematun — 10 100 %].

Onucanue

TBepabie >kemaTHHOBBIE Karcylnbl Ne 3 ¢ kopmycoMm Oenoro IBeTa, KPBIIIEUKOW OPaH>KEBOTO
usera (mmst mo3upoBku S0 mMr) m Ne 0 Genoro mBera (st mo3upoBku 150 mr). Conepskumoe
Karcyll — TMOPOIIOK WM YIUIOTHEHHass Macca Oenoro wid Oenoro ¢ >KeITOBAaThIM OTTEHKOM
[[BETA, PACTa/IAf0IIAsICs TPU HAKATUH.

dapmakoTepaneBTHYeCKasi Tpynna
[TpoTuBOrpHOKOBOE CPEACTBO.

Kox ATX
JO2ACO1

DapMaKoJIOrHYecKue CBOMCTBA

Dapmaxoounamuka

@OryKOHA30J — TPHUA30JIbHOE MPOTHBOTPHOKOBOE CPENCTBO, SBISIETCS MOIIHBIM CEIIEKTHBHBIM
UHTUOMTOPOM CHHTE3a CTEPOJIOB B KIIETKE IPUOOB.



@OyKOHA30J1 MPOJIEMOHCTPUPOBAI aKTUBHOCTh B OTHOILEHHH CIEAYIOIIMX MHKPOOPTaHH3MOB:
Candida albicans, Candida glabrata (MHOTHME mTamMMBI yMepeHHO 4yBCTBHTENbHBI), Candida
parapsilosis, Candida tropicalis, Cryptococcus neoformans.

bbuta mokazaHa  aKTUBHOCTh  (UIyKOHAa3zoja in  Vitro B OTHOUIEHHWH  CIEIYHOLIUX
MHUKPOOPTIaHU3MOB, OJHAKO KIMHUYECKOe 3HaueHue 3toro HemspecTHo: Candida dubliniensis,
Candida guilliermondii, Candida kefyr, Candida lusitaniae.

[Tpu mpueme BHYTPH (DIyKOHA30J7 MPOSBISAET aKTUBHOCTh HA PA3JIMYHBIX MOJENAX I'PUOKOBBIX
UHpEeKIU y )KUBOTHBIX. Di1ykoHa301 3(p(HEeKTUBEH NpU ONMINOPTYHUCTUYECKHX MHKO3aX, B TOM
yucie BbI3BaHHBIX Candida spp. (BkiIrodas reHEpalU30BaHHBIM KaHIWA03 Y JKUBOTHBIX C
HoJaBJIeHHbIM uMMyHuTeToM), Cryptococcus neoformans (BKiIroYas BHYTpUYEPEIHbIE
uHdpeknun), Microsporum spp. u Trychophyton spp. YcranoBineHa Takke aKTHBHOCTb
(GuykoHazona Ha MOJENAX DSHAEMUYECKMX MHKO30B Yy JKMBOTHBIX, BKIIOYas HWHQEKIHH,
BbI3BaHHBIE Blastomyces dermatitides, Coccidioides immitis (BkiItouass BHYTpUYEpEITHBIC
uHpexknun) u Histoplasma capsulatum y JKMBOTHBIX C HOPMaJIbHBIM M IIOJABJICHHBIM
UMMYHHUTETOM.

®dnykoHa3zosl 001agaeT BBICOKOH CIENU(pUUYHOCTBIO B OTHOIIEHHMM I'PUOKOBBIX (DEPMEHTOB,
3aBHCUMBIX OT cucTeMbl nutoxpoma P450. Tepamms ¢aykoHazomom B go3e 50 Mr B CyTKH
IPOIOJDKUTEIBHOCTBIO 10 28 JHEH He BIUSET Ha KOHLUEHTPALHUIO TECTOCTEPOHA B IIa3Me KPOBU
y MYXYHH WM KOHIICHTPALMIO CTEPOUIOB Yy JKEHIIWH JETOPOAHOTO Bo3pacTta. diykoHa301 B
no3ze 200-400 Mr B cyTKM HE OKa3blBaeT KJIMHUYECKHM 3HAYMMOTO BIUSHMS HAa KOHLIEHTPALUH
SHJIOTEHHBIX CTEPOUJOB M HMX PEAKIHUI0 HAa CTHUMYJALHIO aAPEHOKOPTUKOTPOITHOTO TOPMOHA
(AKTT) y 310pOBBIX MY>KYHH-T00OPOBOJIBIICB.

Mexanusmel pazgumus pe3sucmenmuocmu K hyKoHa3ony

Pe3ucteHTHOCTH K (DIIYKOHA30y MOXET Pa3BUTHCS B CIEIYIOIUX CIy4asx: Ka4yeCTBEHHOE HIIU
KOJIMYECTBEHHOE HW3MEHeHHe (epMeHTa, SBIAIOMETrOCs MHIICHBIO s (IIyKOHA30I1a
(manocrepun 14-o-meMeruiasbl), yMEHbIIEHHUE JOCTyNMa K MUIICHH (IIyKOHAa30la WU
KOMOWHAIHS THX MEXaHU3MOB.

Towyeunsle wmyrtauuu B reHe ERGI1, koaupyromem ¢epMeHT-MHILEHb, MPUBOAAT K
BUJIOU3MEHEHHUIO MUILIEHU M CHUKEHUIO aQ(PMHHOCTU K a30J1aM. YBEJIMUYEHHUE SKCIPECCUH IreHa
ERGI11 npuBoauT K MPOAYKLUH BBICOKMX KOHIEHTpauui (epMeHTa-MUIIEHH, YTO CO3JaeT
NOTPEOHOCTh B YBEIIMYCHUN KOHIEHTPAIMH (DIYKOHA30Ja BO BHYTPUKIETOYHON KUIKOCTH IS
MOJIaBJIEHUS BCEX MOJIEKYJ ()epMEHTa B KIIETKE.

Bropoii 3HaUMTENBHBI MEXAaHW3M PE3UCTEHTHOCTH 3aKII0YAaeTCs B AKTHBHOM BBIBEICHUH
¢uykoHa3zo0a M3 BHYTPUKJIETOUYHOTO IPOCTPAHCTBA IOCPEACTBOM AaKTHUBAIMM JABYX THIIOB
TPaHCIIOPTEPOB, YUACTBYIOIIMX B aKTUBHOM BbIBeCHUU (3 (DIOKCe) JeKapCTBEHHBIX BEIIECTB
u3 TpUOKOBOM KieTkH. K TakuM TpaHCHoOpTepaM OTHOCHUTCS TJIaBHBIM MOCPEIHUK, KOJIUPYEMBbIH
renamu  MDR (multidrug resistance — MHOXXECTBEHHOH JIEKapPCTBEHHOM YCTOWYMBOCTH), U
cynepcemeiictBo AT®-cBA3bIBAIOLIEN KacCeThl TPaHCHOPTEPOB, Kogupyemoe reHamu CDR
(renamu pesucteHTHOCTH rprboB Candida kK a30710BBIM aHTUMHUKOTHKAM).

['nnepakcnpeccuss reHa MDR npuBOAUT K PE3UCTEHTHOCTH K (DIYKOHA301y, B TO K€ BpeMs
runepakcnpeccuss TeHoB CDR MOkeT NpUBOAWTH K PE3UCTEHTHOCTH K PA3IMYHBIM a30J1aM.
PesuctentHocts Candida glabrata oOsiuHO omocpenoBana rumnepakcnpeccueii rena CDR, uto
NPUBOJUT K PE3UCTEHTHOCTH KO MHOTHM a3oJiaM. J[JIs TeX MTaMMOB, Y KOTOPBIX MUHUMAaJIbHAS
uHrubupyromass kouuenrpauus (MUK) ompenensercs kak mpomexxyrounas (16-32 mkr/min),
PEKOMEH/IyeTCsI IPUMEHSITh MaKCUMAIIbHBIC JT03bI (DITYKOHA301a.

Candida krusei cimenyer paccMaTpuBaTh Kak pE3UCTEHTHYIO K (QuiyKoHazonmy. MexaHusMm
PE3UCTEHTHOCTH CBSI3aH CO CHW)KCHHOW YYBCTBUTEILHOCTBIO  (pepMEHTa-MHINCHH K
UHTUOMPYIOLIEMY BO3IEHCTBHIO (pITyKOHa307Ia.

Dapmakokunemuka

dapmakokrHeTHKa (hIyKOHa30ja CXOJHA NpPU BHYTPUBEHHOM BBEJCHUU U TpUEME BHYTPb.
[Tocne mpuema BHYTpPh (IIYKOHA30JI XOPOIIO BCACHIBAETCS, €T0 KOHIICHTPALMU B IUIa3Me KPOBH
(u obmas GuonoctynHocTh) npeBbimaloT 90 % OT TakoBBIX NMpPHU BHYTPHUBEHHOM BBEJICHHH.



OpnHOBpeMEHHBI TpHEM TMHINM HE BIUSET Ha BcackiBaHue QuykoHazona. KoHIeHTparus B
I1a3Me KPOBH MPOMOPIMOHATIBHA 03¢ U AocTrracT MakcumyMa (Cmax) gepes 0,5-1,5 gaca mociie
nprema (QUIyKOHa30Jia HATOINAK, a TEePUOJ IMONyBbIBeACHHsS cocraBiser okoio 30 4. 90 %
PaBHOBECHOM KOHIEHTpAlMU JOCTUTarOTcs K 4-5-My JHIO [ociie Hayaia Tepanuu (IpH
MHOTOKPAaTHOM IIpUE€M€ Ipernapara OJMWH pa3 B CyTKH). MakcumasabHas KOHIICHTpPALUs
¢di1ykoHa30J1a B CIIIOHE MPU IPUEME KaIlCyJibl TIOCTUraeTcs yepes 4 yaca.

BBenenue ymapHoii n03sl (B 1-i 1eHb), B Ba pa3a MPEBHIMAONIEH OOBIYHYIO CYTOYHYIO J03Y,
JienaeT BO3MOXKHBIM JocTikeHre 90 % paBHOBECHOM KOHIIGHTpauu Ko 2-my aH0. O0bem
pacmpeneneHus TpUOIIKaeTCsl K OOIIeMy COICp)KaHUIO BOABI B opranu3me. CBSI3BIBAHUE C
Oenkamu 1maa3mel KpoBu — Hu3Koe (11-12 %).

@DI1yKOHA30JI XOPOIIO MPOHUKAET BO BCE KUAKOCTH opranm3ma. KoHneHnTpanun (GaykoHaszona B
CIIIOHE U MOKPOTE CXOJHBI C €r0 KOHIEHTPalUAMU B IJIa3Me€ KPOBH. Y OOJBHBIX I'PUOKOBBIM
MEHUHTHTOM KOHIEHTpAIMu (pIIyKOHA3071a B CIIMHHOMO3TOBOM YKHJIKOCTH COCTaBIISIOT OKOJIO
80 % oT ero KOHIIEHTpAIMH B IJIa3Me KPOBH.

B poroBom croe, snuaepmuce, JAepMe€ U TOTOBOM IKUIKOCTH JOCTUTAIOTCA BBICOKHE
KOHIIEHTPAIlUU, KOTOPhIE MPEBHIIIAIOT CHIBOPOTOUYHBIE. DIIyKOHA30J1 HAKATUIUBAETCS B POTOBOM
cinoe. IIpu npueme B no3e 50 Mr ouH pa3 B CyTKU KOHLIEHTpalus (iaykoHas3osa yepe3 12 nuei
cocTaBisieT 73 MKI/T, a yepe3 7 IHEW Mociie MpeKpalleHus JIeueHus — ToJbko 5,8 MKr/r. Ilpu
NpUMEHEHUH B 7103¢ 150 MT OfIMH pa3 B HEJEII0 KOHIIEHTpamus (pIryKoHa30j1a B pOTOBOM CJIO€ Ha
7-1 neHb coctaBisaeT 23,4 MKI/T, a yepe3 7 AHEH mociie mpruemMa BTOpoi 103kl — 7,1 MKI/T.
Konnentpanus diaykoHazona B HOTTIX mociie 4-X MECSYHOrO MpUMEHEHHs B 103¢ 150 mr oaun
pa3 B Henemo coctasnseT 4,05 MKr/T B 340poBbIX U 1,8 MKI/T B MOpPaXEHHBIX HOTTSX; 4Yepes
6 MeCsIIEB TIOCTIE 3aBEPIICHUS Tepauy (HIYKOHA30JT MO-TIPEKHEMY ONPEACIISICTCS B HOTTSX.
[Ipemapatr BBIBOOUTCS, B OCHOBHOM, Moukamu;, mpumepHo 80 % BBeIeHHOH O3Bl
0OHapy)XMBaeTCs B MOYE B HEM3MEHEHHOM Buue. KmupeHc diaykoHazona MpornopruoHalIeH
KIIUpeHcy kpeatnnuHa. Lupkynupyromuye MeTaboauTsl He 0OHAPY>KEHBI.

JMTebHBIA TIEPHOJ] TIOTYBBIBEACHHS M3 TUIa3Mbl KPOBU TMO3BOJISICT MPUHUMATH (IIYKOHA30II
OJIHOKPAaTHO MpPU BarMHAJILHOM KaHAWI03€ M OJMH Pa3 B CYTKU WM OAHMH pa3 B HEAEI0 — Mpu
JIPYTUX TIOKA3aHUSIX.

B xone uccrnenoBanust GpapMakOKUHETUKH ¢ ydacTHeM 10 >KeHIUH, BpEMEHHO WMIIU MOJHOCTHIO
MPEKPATUBIINX KOPMJICHUE TPYbIO, OIIEHUBAIIM KOHIIEHTpAIMIO (PIIyKOHA307a B TIa3Me KPOBU U
TPYAHOM MOJIOKe B TeueHue 48 4dacoB mocie oJHOKpaTHOro mpuema 150 mr Qmykonasona.
®nykoHa3051 OblT OOHApY)KEH B TPYJHOM MOJIOKE B CpEAHEW KOHILIEHTpAIMH, COCTABJIAIOIIEH
npuOIM3uTENBbHO 98 % OT KOHIEHTpaIK QIIyKOHA30Ja B MJIa3Me KPOBU MaTepH.

Cpennsst TMKOBasi KOHIIEHTPAIMs COCTaBiisuia 2,61 Mr/i mo ucTedeHuu 5,2 4acoB MOCje mpuemMa
npenapara.

Dapmakokunemuka y oemeil

VY nerteli ObUIH MOTYYEHBI CIEAYIONIUE 3HAUCHUS (PapMaKOKMHETUYECKUX MapaMeTPOB:

I IImomans noxn
Bo3zpacr Jlo3a (Mr/kr) o BHBZngiH (4ac) KPHUBOM «KOHUEHTPALS-
Y g Bpemsi» (AUC) (MK - 4/mut)
9 mecsneB — | OIHOKpPAaTHO — BHYTPb 250 94,7
13 ner 2 MI/KT
9 mecsneB — | OIHOKpPAaTHO — BHYTPb 195 362.5
13 ner 8 Mr/kr
Cpennuit MHoOrokparao — 155 416
BO3pacT 7 JIer BHYTPb 3 MI/KT

DapmaKoOKuUHEmMuUKa y NOJNCUNbIX NAYUEHM 06
Bruto ycTaHoBieHO, 4TO NMPU OJHOKPATHOM NMpHUMEHEHHH (hiykoHas3ojda B fo3e 50 Mr BHYTpb y
MOXKUJIBIX MAIMEHTOB B Bo3pacTe 65 JIeT U cTapile, HEKOTOpPhle M3 KOTOPBIX OAHOBPEMEHHO
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OpUHUMAIU AUypeTUKH, Cmax JocTuranach uepe3 1,3 yaca mocie mpueMa M COCTaBisua
1,54 wmxr/mn, cpemame 3HadeHuss AUC — 76,4+20,3 wMkr-u/mu, a CcpeaHud Mepuon
noJsyBbiBeieHUs — 46,2 yaca. 3HaueHUs STUX (HapMAKOKUHETHUECKHUX I1apaMeTPOB BHIIIE, YEM Y
MOJIOJBIX ~TAIMEHTOB, YTO, BEPOSATHO, CBS3aHO C TOHIDKEHHOM TIOYeYHOH (yHKIMEH,
XapaKTepHOM Uil MOXUIIOoro Bo3pacTa. OIHOBPEMEHHBIM IMpPUEM JIUYPETHKOB HE BBI3BAI
BeIpaxkeHHOTO M3MeHeHuss AUC u Crax.

Knupenc kpearununa (74 mi/mMuH), TpOIEHT (IIYKOHA30J1a, BBHIBOJUMOIO IMOYKAMH B
HensmeHHOM Buje (0-24 yaca, 22 %) u modeunsid KiupeHc ¢uykonaszona (0,124 Mir/MUH/KT) y
MOKUJIBIX TMAIIMEHTOB HIKE IO CPABHEHHIO C MOJIOBIMHU.

IHoka3anus K NpUMeHEeHUI0

DnyKoHa3on noKkasawn 015 iedeHus: Ciedyiouux 3a0601e6aHuUll y 63pOCblX.

— KPHUNTOKOKKOBBI MEHUHIUT;

— KOKUUJAMOMJIOMHKO3;

— UWHBA3UBHBINA KaHANUJ03;

— CIIM3HCTBIA KaHAWAO3, B TOM YHUCIE OpOo(apUHTEaTbHBIN KaHIUI03, KaHAMI03 MHUIIEBOJA,
KaHIUTypHsl U XPOHUYECKUI KOKHO-CITM3UCTBIA KaHAUI03;

— XpOHHMYECKHH aTpoPUUecKUil KaHI1103 POTOBON MOJOCTH (CBSI3aHHBIN C HOLIEHUEM 3yOHBIX
IPOTE30B), KOI'/1a COOJIIOICHNS TUTHUEHbI IT0JIOCTU PTa MM MECTHOT'O JIEYEHUSI HEJI0CTaTOYHO;

— BarvHaJbHBIM KaHIWAO3, OCTPBIH WM PEUUAMBHPYIOUIMHA, KOTJAa MECTHas Tepamus
HE IPUMEHNMa;

— KaHIUIO3HBIN OaNaHUT, KOTJa MECTHAsI TEparus He IPUMEHNMA;

— JepMaTOMHKO3bl, B TOM YHCJIE AEPMATOPUTHS CTOI, JAECPMATOPHUTHS TYJIOBHUINA, TaxoBas
nepMaTouUTHs, Pa3HOIBETHBIN JIMIIAA M KOXKHBIE KaHAUI03HbIE WHPEKINH, KOTJa MOKa3aHo
CHUCTEMHOE JICYCHHUE;

— aepMatopUTH HOTTeH (OHMXOMHKO3), KOT/a JEUCHHE APYTUMH IIperapaTaMu He TIPUEMIIEMO.

DYyKOHA301 NOKA3AH 0J151 RPOGUAAKMUKU CLeOVIOUUX 3A001e8AHULL Y 83POCTbIX

— peuuauBBl KPUIITOKOKKOBOTO MEHMHTUTA Y MAIIIEHTOB C BEICOKUM PHUCKOM PELIUINBA;

— pEUUIUBHI opodapHuHTeaTbLHOTO KaHIHM103a " KaHH103a MUIIEBO/IA y
BUY-uHpUuMpOBaHHBIX MAI[IEHTOB C BBICOKUM PHUCKOM PELUANBA;

— ISl CHWDKEHHUS YacCTOThI PEIMIMBOB BarMHAIBHOTO KaHAM103a (4 miu 0oJiee SIU30/10B B TOJ);

— i mpoMIAKTHKH  KAaHAWIO3HBIX HMHGEKIWH y TalueHTOB C TPOJOJHKUTEIBHOM
HEUTpoIeHnel (TakuxX Kak MaIlMeHThl C TeMO0OIacTo3aMH, IPOXOIAIINEe XUMUOTEPAITHIO, HITH
HALUEHTHI, TPOXO/ISIIHE TPAHCIUIAHTAIIMIO TEMOTIOITHYECKUX CTBOJIOBBIX KIIETOK).

DyKoHa301 NOKA3aH 015 leYeHUs CLedVIouuUx 3a001e6aHutl y oemei.

— CJIM3UCTHIN KaHAna03 (OpodapuHreaIbHbI KAHANI03 U KaHIU103 MHIIECBO/IA);

— WHBa3WBHBIA KaHINI03;

— KPHUNTOKOKKOBBI MEHUHTHUT.

DyKoHa301 NOKA3aH 018 NPOQUAAKMUKU CTLeOYIouUX 3a001e8anuil y oemeti:

— KaHJUJO03HblE MHPEKLIUHU y NAUEHTOB ¢ 0CIa0J€eHHOM UMMYHHON CUCTEMOM.

DryKOHA30J1 MOXKHO NMPUMEHATh B KauecTBE MOJACPKUBAIOLIECH Tepanuu i IpeA0TBPALCHUs

peuuBa KpUNTOKOKKOBOIO MEHUHTHTA y IeTel ¢ BBICOKUM PUCKOM PELUIHBA.

IIporuBonokazanus

— TIOBBINIEHHAs] YYBCTBHTEIBHOCTh K (DIYKOHA30Jy, NPYTUM KOMIIOHEHTAaM IIperapara WiIH
a30JIbHBIM BEIIECTBAM CO CXOJIHOM (PIIyKOHA30Jy CTPYKTYpOHi;

— OJIHOBPEMEHHBIH mpueM TeppeHaauHa BO BpeMsi MHOTOKPATHOTO MPUMEHEeHHs (hITyKOHA30I1a
B no3e 400 mr/cyt u Oonee (cMm. pasaen «B3aumMoneicTBHE C JAPYTMMH JIEKapCTBEHHBIMHU
CpeICTBaMMY);

— OJIHOBPEMEHHOE IPHMEHEHHE C TpenapaTamH, CHOCOOHBIMH YIIUHATH uHTepBan QT wu
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MeTa0oIM3upyomuMIcs ¢ noMoineio u3zodpepmenta CYP3A4, TakuMM Kak LU3aNpH,
aCTEMH30JI, SPUTPOMHUIINH, MMUMO3W, XMHUAUH (CM. paszmen «B3ammoneiicTBue ¢ ApyruMu
JIEKapCTBEHHBIMH CPEJICTBAMUY);

— HEMEepeHOCHUMOCTb JIAKTO3bI, ASUINT JIAKTa3bl, [NIIOKO30-TAIAaKTO3HAs Matbabcopouus;

— JETCKUU BO3pacT 110 3 jeT (11 JaHHOH JIeKapCTBEHHON (OPMBI).

C 0CTOpPOKHOCTHIO

— TIE€YEHOYHAst HeJOCTATOUYHOCTH,

— TO0YeYHas HeJJOCTATOYHOCTb;

— TOSBIICHHE CBHIMM Ha (OHE NpPUMEHEHUs (IyKOHA30Jla y MAIUMEHTOB C IOBEPXHOCTHOM
rpuOKoBOI MH(pEKINEH 1 THBA3UBHBIMU/CUCTEMHBIMU T'PUOKOBBIMU HH(DEKIIHAMHU;

— OJIHOBpPEMEHHOE NpuMeHeHue TepdeHaauna u gaykoHasona B 103e Menee 400 mr/cyT;

— TOTCHUIHMAJIBHO NMPOAPUTMUYECKUE COCTOSHUS Y MAlMCHTOB C MHOXKECTBEHHBIMH (DaKTOpaMu
pucka (opraHudeckue 3a0oyieBaHUS Ceplla, HAPYIICHUS OSJICKTPOJMTHOrO OajaHca U
CIIOCOOCTBYIOIIAsl PA3BUTHIO NOJOOHBIX HAPYIICHUH COMMYTCTBYIOIIAS TEPAITHUS).

IIpumMenenue npu 6epeMEeHHOCTH M B IEPHO/I I'PYTHOT0 BCKAPMJIMBAHUSA

AJICKBaTHBIX M KOHTPOJMPYEMBIX HCCIIEOBaHUI TPUMEHEHUs (IIyKOHA301a y OepeMEeHHBIX
KEHILUH He POBOAMIIOCH.

Bo Bpemsi OepemMeHHOCTHM TpHUMEHEHHUs (IyKOHA305la CIeayeT u30eraTh, 3a HCKIIOUYEHHEM
CJly4yaeB TSDKENbIX W TOTEHIMAJIbHO YIpPOXKAIOIIMX JKU3HU TPUOKOBBIX HMH(pEKuui, Koraa
OXUJaeMas ToJib3a JICYCHHUS JUIsI MaTepd NPEBBIIIAeT BO3MOXKHBIM PHCK Ui IUIOJA.
Heo6xonumo paccmoTpers 3¢ (eKTUBHbIE METOJbl KOHTPALENIMHU Y JKEHIIUH JIETOPOAHOTO
BO3pacTa B TEUYCHHE BCETO IepHoja JICYCHHS M NPHUOIM3UTENBHO B TedeHue Hexenn (5-6
IEpUOJIOB TIOJIYBBIBEICHUS) TMIOCHE MPHUHATHSA INOCIEeTHEeH J03bl Mpemnapara (CM. paszen
«DapMaKOKUHETUKAY).

Coob1manocs 0 ciyyasix CaMOINPOU3BOJIBHOTO abopTa M pa3BUTHs BPOXKICHHBIX AHOMAIUH Y
MJIJICHIIEB, YbM MaTepH Moiydanu (piaykoHazon B go3e 150 Mr ofHOKpAaTHO HWIIM MOBTOPHO B
nepBoM TpumecTpe OepeMeHHOCTH. OnucaHbl CIIydad MHOXKECTBEHHBIX BPOXKJIEHHBIX IIOPOKOB Y
HOBOPOXKJICHHBIX, MaTepH KOTOPHIX Ha TPOTSHKEHWH OOJBIIEH YacTH WM BCETO IIEPBOTO
TPUMECTpa MONyYalu Tepanuio (IIyKOHa30JI0M B BbICOKOi m03e (400-800 mr B cytku). Bputu
OTMEYEHBI CIICAYIOIINE HAPYIICHUS pa3BUTHS: Opaxuiedanus, HapylIeHUe Pa3BUTHS JIMIEBOU
YacTH depena, HapylleHue (opMHUpOBaHUS CBOJa yepemna, BOJMYbS IMAacTh, WCKPHUBIICHHE
OeIpeHHBIX KOCTEW, MCTOHYEHHE M YHIUMHEHHE pedep, apTpOTpHIIo3 W BPOXKICHHBIE MOPOKH
cepAaua.

@dykoHa30J1 0OHAPYKMBAETCS B TPYAHOM MOJIOKE B KOHLEHTpAIMAX OJIM3KUX K IMJIa3MEHHBIM
(cm. pasgen «DapmakokuHeTHKay). [leproa MomyBbIBeIeHHS Tpernapara U3 TPyIHOrO MOJIOKA
NpUOJIM3NUTENIBHO PaBeH Nepuoly MOyBbIBeieHUs U3 ma3Mbl — 30 yacos. [Ipennonaraemas no3a
¢duykoHazoma, morNomaeMas MIAACHIEM (C  y4eToM TOro, 4YTO CpedHee KOJIHYECTBO
noTpedIsieMoro MoJsioka coctasisieT 150 MII/Kr eXXeJTHEBHO), U pacCUMTaHHAasi B COOTBETCTBUHU CO
CpelHe TMUKOBOW KOHIIEHTpaIlMed mperapara B TpyaHOM MoJoke, cocraBiser 0,39 mr/kr B
JIeHb, YTO TpHOIM3NTENbHO paBHO 40 % pEeKOMEHJIOBaHHOW HEOHATANBHOM O3Bl (IJIs meTei
Miaame 2 Henenb) uinu 13 % pexoMeHA0BaHHOW MIIAJCHYECKOM T03bI TIPH JICYCHUH KaHIH103a
CJIU3UCTBIX.

KopMmiieHne Tpyapi0 MOXXHO TPOJOJDKHTH IOCTE MpHeMa OJHOKPAaTHOM J03bI (iryKoHa3oja B
150 mr. He pekomeHzayercss KOPMUTH TPYAbIO IOCIE MHOTOKPATHOTO INpHEMa WIM IpHeMa
BBICOKOW 7103bI (urykoHa3ona. [Ipu MpUHATHN pelreHus O Ha3HaueHWH Iperapara Ha (oHe
IPYIHOTO BCKapMJIMBAaHHUsS cJelyeT NMPUHMMAaTh BO BHUMaHME cIenylolue (hakTopbl: MOIb3Y
TPYIHOTO BCKAPMIIMBAHUS ISl 37I0POBBSI M Pa3BUTHS MIIQJICHIIAa COBMECTHO C KIMHHYECKUMH
MOKa3aHUAMHU JJIsl Ha3HA4YeHUs MpenapaTa U BO3MOXKHOCTb Pa3BUTHS JIOOBIX MOTEHIMATbHBIX
no0ouYHbIX 3((EeKTOB y MIIJeHIIa WM BIUSHHE COMYTCTBYIOIICH ITaTOJOTHH MaTepw Ha
3/10pOBbE MIIAJICHIIA.



Cnocod npuMeHeHHs U 103bl

Baytpb. Kancynbel mporinaTeIiBaloT HEIUKOM.

Tepanuio MOXXHO HAauMHATh /0 MOJYYEHMsI PE3YJIbTaTOB I0CEBAa M JPYIMX J1abOpaTOPHBIX
UCCJIETOBaHUIA. OpHako  HPOTUBOTPHUOKOBYIO  TEpamui0  HEOOXOAWMO  H3MEHHTH
COOTBETCTBYIOLIM 00pa3oM, KOTJa pe3yabTaThl ’THX HCCIEIOBAHUN CTAaHYT N3BECTHBIMH.

[Ipu mnepeBome mnNalMeHTa ¢ BHYTPUBEHHOTO Ha TMEpOpalbHbIA mpueM (iaykoHa3ona WU
HA000POT, U3MEHEHHSI CYyTOYHOM JTO03bI HE TPEOYeTCs.

CyrtouHas J03a mpemapaTa 3aBHCHT OT XapakTepa U TsbkecTd rpuOkoBoil mHpekuuu. [lpu
UHEKIUIX, TPeOYIOIMX MOBTOPHOTO TpHEMa Ipernapara, JEUeHHE CIeAyeT MPOJO0IKaTh IO
MCYE3HOBEHUS KJIMHUYECKUX WIIM Ja00paTOPHBIX MPU3HAKOB aKTUBHOHN I'puOKOBOM MHGEKIUU.
bonpueiM  CIIMJloM ¥ KpUINTOKOKKOBBIM  MEHUHIMTOM  WIM  PELUAMBHUPYIOIIUM
opodapUHreallbHbIM KaHIUA030M OOBIYHO HeoOXoIuMa MOAJEPKUBAIOIIAsl Tepanus AJis
npoHIAKTUKN PELHINBOB UH(EKINH.

Ilpumenenue y 63pocivix

1. IIpy KpUNTOKOKKOBOM MEHHUHTUTE W KPHUITOKOKKOBBIX MH(EKIMAX IPYrou JOKaIM3aluu B
nepBbIi eHb 00bIYHO mpuMeHstoT 400 mr, a 3areM mpojaospkarT jdedeHue B go3e 200-400 mr
OIIMH pa3 B CYTKHU. J{TUTEIHHOCTH JICYCHUS KPHUIITOKOKKOBBIX MH()EKINH 3aBHCHT OT HAIAYHS
KIIMHUYECKOTO U MHKOJIOTUYECKOro 3(ddexTa; mpu KPUNTOKOKKOBOM MEHHMHTUTE JICUCHUE
OOBIYHO MPOJIOJIKAIOT MO KpaiiHeil Mepe 6-8 Henenb. B ciiydasx JiedeHus! yrposKaroluX KU3HU
UH(EKINN CYyTOUHYIO J03Y MOXKHO YBelIHuuTh A0 800 Mmr.

Jisg npoduiiakTUKKM penuauBa KPUINITOKOKKOBOIO MEHMHIUTA y OOJBHBIX C BBICOKMM PHCKOM
peluanBa, Moce 3aBepIISHUs MOJHOr0 Kypca MEPBHUYHOTO JICYCHMsI, TEpalHio MpenaparoM B
no3e 200 Mr/cyT MOXHO MPOIOJIKATH B TCUCHHE HEONPEICIICHHOTO IEPHO/ia BPEMCHH.

2. [lpy KOKIMAMOMAOMHUKO3€ MOKET TNOoTpeOoBaThCAd MPHUMEHEHHE Tpernapara B J103€
200-400 mr/cyt. [y HEKOTOPBIX HH(MEKIMHA, B OCOOCHHOCTH C IOPAXXCHUEM MO3TOBBIX
000J104€K, MOKET paccMaTpuBarbes 1032 800 Mr B CyTkH. JIJIMTENBHOCTh TEpPAMK OMPEACIISIOT
WHIUBUIyaJIbHO, MOXET JJuThbCca A0 2 JeT; oHa cocraBmsger 11-24 wmecsua mnpu
KOKIIUJIMOUJIOMUKO3€e, 2-17 MecsilleB — NpW NapakoKIUIAUOUIOMUKO3e, 1-16 MecsueB — mpu
cropotpuxo3se u 3-17 MecsileB — MpHu rUCTOIIIa3MO3€.

3. Ilpu kaHaUIEMHUM, TUCCEMUHUPOBAHHOM KaHAMJO03€ M JPYIMX WHBA3UBHBIX KaHAWIO3HBIX
nH(peKuax Haceimaromas no3a cocrabiusger 800 Mr B TEpBBIA JI€Hb, MOCIEAYIOIIAs 1032
400 mr/cyT. JIMUTENBHOCTh TEpamud 3aBHCHT OT KIMHUYECKOi 3ddexTuBHOCTH. OOmIas

PEeKOMCHAAIWA 10 AIWUTCIBbHOCTHU JICUCHUA KaHAUACMUN — 2 HCACIN IOCJIC TCPBOIo
OTpULATCIIBHOTO PE3yJibTaTa IMOCCBA KPOBU W HCUYC3HOBCHUA IIPU3HAKOB W CHUMIITOMOB
KaHIHUACMHHU.

Jleuenue ciuzucmozo kanouoosa:

— npu opodapuHTeaTFHOM KaHIUA03¢ Hachimaromas go3a cocrasiser 200-400 Mr B mepBbIid
nenb, mocienyromas posa: 100-200 mr ommH pa3 B cytkm B TeueHwe 7-21 mHs. Ilpu
HE00X0/IMMOCTH, OOJIBHBIM C BBIPQXKEHHBIM 10/1aBJICHUEM UMMYHHOU (DYHKIIUH JIEYEHUE MOYKHO
IPOJOKATh B TeUeHUE OoJsiee AIUTENBHOrO BpeMeHu. [Ipu atpopuueckoM KaHIu103€ MOJI0CTU
pTa, CBA3aHHOM C HOIIEHHWEM 3YOHBIX MPOTE30B, Mpernapar OOBIYHO MPUMEHSIOT B 103e 50 mr
OJIMH pa3 B CyTKH B TeueHue 14 aHell B COYeTaHUU ¢ MECTHBIMU aHTHUCENTUYECKUMU CPEICTBAMU
TUTsE 00pabOTKH MPOTE3a;

— TIpU KaHIuIypuu 3G QPekTuBHas 103a 00braHO coctaiseT 200-400 Mr/cyT npu [UIMTETBHOCTH
nedeHuss 7-21 neHb. Y NaIMEHTOB C TSKENbIM HapylmieHHeM (DYHKUWH UMMYHHOM CHCTEMbI
MOYKHO UCIIOJIb30BaTh 0oJiee [UIUTENbHbIE IEPUO/Ibl TEPAIIHH;

— TIpH XPOHHYECKOM KOXKHO-CIM3UCTOM KaHaumo3e npuMeHstoT 50-100 mr B cyTku 10 28 mHei
JeyeHHs. B 3aBUCMMOCTH OT TSDKECTH TEUYEeHHUS MH(EKIHMU WU COMYTCTBYIOIIETO HapyIICHHS
MMMYHHOM CHCTEMbI U HH(EKIIMN MOXKHO UCIIOIb30BaTh O0jiee JUIUTEIbHbIE IEPUOIbI TEPAUY;
— IpU KaHAWJ03€ IuIeBoja Hacwimawoomas no3a 200-400 Mr B mepBblif JeHb, MOCIEAYIOMIAs
no3a: 100-200 mr B cytku. Kypc nedenus cocraBusier 14-30 mneii (10 DOCTHIKEHUS PEMUCCHH
KaHauao3a numeBoaa). [Ipm HeoOxomumocTd, OOJNBHBIM C BBIPAKEHHBIM IOJABICHUEM
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UMMYHHOH (PYHKIIMH JICYEHUE MOXKHO MPOJI0KATh B TeUEHUE 00Jiee JIUTENBHOTO BPEMEHH;

- s npoGUIAKTUKU PELMINBOB opoapHrHreanbHOro KaHAu103a y
BUY-uHGUIMPOBAHHBIX NAIIMEHTOB C BHICOKUM PHCKOM PEIMIUBOB IpenapaT MPUMEHSIOT 10
100-200 Mmr B cytku miam 200 Mr 3 pasa B HEACIIO B TEUEHHE HEOIPEACIICHHOTO TMepuoja
BPEMEHH Y MALMEHTOB C XPOHHUUYECKH MOHIKEHHBIM UIMMYHUTETOM;

— U1 TpefoTBpAIlEHUs pEelUIMBOB KaHaupo3a numesoga y BHUY-unpuuupoBaHHBIX
HAIMEHTOB C BBICOKUM PUCKOM peluanBoB npenapaT npumeHstor no 100-200 mr B cyTku uiau
200 Mmr 3 pasza B HEHENI0 B TEUCHHWE HEOIPEICICHHOrO IMEPHO/Ja BPEMEHU Yy MAlUEHTOB C
XPOHUYECKH TOHUKEHHBIM HMMYHUTETOM,;

— TpU XPOHUYECKOM aTpo(huyeckoM KaHIUI03€ MOJOCTH PTa, CBA3aHHOM C HOLICHHEM 3yOHBIX
MPOTE30B, Mpenapar 0ObIYHO MPUMEHSIIOT B 03¢ 50 Mr OJJMH pa3 B CyTKH B TeueHue 14 mHel B
COYETaHUH C MECTHBIMU aHTUCENTHUYECKUMHU CPEICTBAMU JIJIsl 00pabOTKH MpOTeE3a,;

— IIpU OCTPOM BarMHaJIbHOM KaHJU03€, KaHAWJO3HOM OalaHuTe IpenapaT IPUMEHSIOT
OJTHOKpAaTHO BHYTpb B no03¢ 150 mr. [l CHMKEHHMS YacTOThl PEUUIMBOB BarnHAJIBHOTO
KaHJMJ103a IpenapaT MOKHO IPUMEHSTh B fo3e 150 Mr yepes3 Kaxkable TpU JHSA — BCEro 3 103kl
(B 1-i1, 4-it u 7- geHw), 3aTeM MNojjaepkuBaromias jgo3a 150 Mr oauMH pa3 B HEAEIIO.
[Toanep>knBaroLIyIO 103y MOKHO IPUMEHSATH BIUIOTH J0 6 MECSLEB.

Jleuenue oepmamomuko3oe:

— npu HMHGQEKUUAX KOXM, BKJIOYas JAepMATOPUTHIO CTOH, JAepMaTO(UTHIO TYJIOBHIIA,
[aXOBYIO J1I€pPMAaTO(PUTUIO M NPU KAHAUAO3HBIX MH(MEKUUAX, pEeKOMEHyeMas 70332 COCTaBJIseT
150 Mr ogmH pa3 B Hexemo wiu 50 Mr oiuMH pa3 B JeHb. JJIMTEIBHOCTH Tepamuu OOBIYHO
cocTaBiiseT 2-4 Heslenu, Ipu MUKO3ax CTOI MOXXET MOTpeOoBaThCs Oojiee JUIMTENbHAs Tepanus
110 6 Helelb;

— IpU Pa3HOLBETHOM JIMIIae pekoMmeHayemas jnao3a cocrasiser 300-400 mr oguH pa3 B
HEJeNno B TeueHue 1-3 Henenb. AJIBTEpPHATUBHOW CXEMOW JIEUEHHUs SIBJISIETCS NPUMEHEHHE
npenaparta 1o 50 Mr oJluH pa3 B JIeHb B TeU€HUE 2-4 HEJEIb.

4. Ilpu oHMXOMHUKO3€ peKoMeHayeMas Jo3a coctaBisieT 150 Mr oaus pa3 B Henento. JleueHue
clenyer  HpojoJDKaThb 10 3aMEIleHHMs  MH(QUUUMPOBAHHOTO  HOITS  (BbIpacTaHus
HEMH()ULIMPOBAHHOTO HOITH). J[7Is1 MOBTOPHOrO pocTa HOITEH Ha Majbliax PyK U CTON OOBIYHO
TpeOyercs 3-6 mecdaueB u 6-12 mecsneB coOTBETCTBEHHO. OJHAKO CKOPOCTb POCTa MOXKET
BapbUpOBaTh B IIMPOKUX Mpejenax y pa3HbIX JIOAEH, a TakKe B 3aBUCUMOCTH OT BO3pacTa.
[Tocne ycmemrHOro JI€YEHUS JUIMTENFHO COXPAHSBIIUXCS XPOHWMUYECKHMX HH(EKIui wWHOoTrAa
HaOro1aeTcst U3MeHeHne (POPMbI HOTTEH.

5. lns mnpoduminakTUKK KaHAMI03a Yy OOJIBHBIX €O  3JIOKAYECTBEHHBIMH  OIYXOJSIMHU
pekoMeHnayemas fo3a npenapara cocrapisier 200-400 Mr oguH pa3 B CYyTKM B 3aBUCUMOCTH OT
CTETIEHH pHUCKa pa3BUTHA TPUOKOBOW WHQeKnuu. J{ias OOJIBHBIX C BBICOKHM PHCKOM
reHEepaTN30BaHHON MH(pEKLNH, HalpuMep, ¢ BBIPAKEHHOW WM JUIMTENBHO COXpaHsoleiics
HeUTponeHue, pexkomenayemas no3a cocrapisier 400 Mr onuH pa3 B cyTku. DiyKoHa30I
IOPUMEHSIOT 32 HECKOJBKO JAHEH 10 0’)KUJAeMOro pa3BUTHUS HEUTPONEHUU M, TOCIIE YBEIUUYCHUS
ancia Heiitpoduios Goree 1000 B MM°, ITeuenne IPOIOIKAIOT elle 7 IHEH.

Ilpumenenue y oemeit

Kak u mipu cXOAHBIX HHPEKIHSIX Y B3POCIBIX, [UINTEIEHOCTD JICUYSHHS 3aBUCUT OT KIMHUYECKOTO
U MHKoJoruueckoro s¢dexra. s gereil cyrodyHas ao3a mpernapara He JOJDKHA MPEBBIIIATH
TaKOBYIO JJIsl B3pocibIX. [Ipenapar mpuMeHsoT eXeTHEBHO OJMH pa3 B CYTKH.

[Tpn xaHAMIO03€ CIM3HCTHIX O0OJOYEK pEeKOMEHAyeMas Ji03a Ipernapara COCTaBIgeT 3 MI/KT
OJMH pa3 B CyTKU. B mepBbIii NIeHb C 1eibi0 0ojiee OBICTPOTO TOCTHKEHHUS PAaBHOBECHOU
KOHIIEHTPALMU MO>KHO NMPUMEHSATh YAAPHYIO 103y 6 MI/KI/CYT.

Jnist nedeHrss MHBa3UBHOTO KaHAM03a M KPUITOKOKKOBOTO MEHHHTHTA PEKOMEHIyeMas 1032
cocTaBiisieT 6-12 MI/KT O/IMH pa3 B CYTKU B 3aBUCHUMOCTHU OT TSDKECTH 3a00JI€BaHMUS.

Jns monmaBieHUs perUAnBa KPUITOKOKKOBOTO MeHHMHTUTa y nereid OonbHbIX CIINJom
pEeKOMeHI0BaHHas 71032 Mperapara coCTaBIseT 6 MI/KI/CyT.

Jnst mpodunakTiKe TPUOKOBEIX WH(MEKINI y JeTell ¢ MOIaBICHHBIM HIMMYHHTETOM, Y KOTOPBIX
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pUCK pa3BUTHS MH(MEKUWH CBsI3aH C HEWTpONeHWeW, pa3BHBAIOLICHCA B pe3ylbTaTe
LIUTOTOKCUYECKOW XHMHOTEpAalluM WM JIy4eBOW Tepamuu, Ipernapar NIPUMEHAIOT 110
3-12 Mr/kr onuH pa3 B CYyTKM B 3aBHCHMOCTH OT BBIPQXCHHOCTH U JUIUTEILHOCTH COXPAaHEHUS
UHAYLMPOBAaHHOW HEWTpONEeHMH (CM. JA03y Ui B3pOCHbIX; I JeTed ¢ IO0YeYHOH
HEI0OCTaTOYHOCTHIO — CM. J03Y Ul OOJBHBIX C IIOYEYHOI HEJOCTATOYHOCTHIO).

ITpy HEBO3MOKHOCTH MPABUIIBHOIO UCIIOJIB30BaHUA Y JIETeH JIEKapCTBEHHOW (OopMBbI IpenapaTa
B BHJIE KaICyJl CIEAYET PACCMOTPETh BO3MOXKHOCTD 3aMEHBI Ha JPYrHe JIEKAPCTBEHHBIE (POPMBI
¢urykoHazosa (MOPOIIOK sl IPUTOTOBJIEHUS CYCIIEH3UU AJIS MPUEMa BHYTPb WM PacTBOP Jis
BHYTPUBEHHOI'O BBEICHUSI) B SKBUBAJIEHTHBIX /103aX.

Ilpumenenue y noxcunvix aroeii

[Ipr OTCYTCTBMM NPHU3HAKOB MOYEYHOW HEJOCTATOYHOCTH NpenapaT MPUMEHSIOT B OOBIYHOM
no3e. BolbHBIM € MOYEeYHOH HEIOCTATOYHOCTHIO (KIMpEHC KpeaTMHHMHA < 50 Mi/MUH) 103y
IpernapaTta KOppeKTUPYIOT, KaK OIIMCAHO HUKE.

Ilpumenenue y 601bHbIX C NOUEUHOU HEOOCMAMOYHOCHbIO

[Ipr onHOKpaTHOM MpHUeMe H3MEHEHHUs J03bl He TpeOyercs. Y OONIbHBIX (BKJIIOUYas AeTei) ¢
HapylmieHueM (QYHKIMM TOYeK TIpU MHOTOKPAaTHOM IPUMEHEHMM Ipenapara ciexyer
NepBOHAYAJIbHO BBECTH ynaapHyro 103y or 50 mMr go 400 mr, mocie 4ero CyTO4YHYIO 03y
(B 3aBUCHMOCTH OT [T0OKa3aHUs) YCTAaHABJIMBAIOT COIJIACHO Clieyrolel Tabuuue:

Knupenc kpeaTuHuHa (MJ1/MIH) ITporeHT pekoMeH1yeMOil 1036l
> 50 100 %
<50 (6e3 muanmza) 50 %
100 % nociie Kaxxaoro
T'emonmanus
reMoauaIn3a

[TanenThl, HaxomsAIIMECS HAa reMoauanu3e, MOJKHBI moixydats 100 % pexoMeHayemMoi 1036l
Iocjie KaXa0ro ceaHca auanus3a. B neHb, Korja auanu3 HE NMPOBOIUTCS, IMALUEHTHI TOJIKHBI
[0JIy4yaTh YMEHBLIECHHYIO (B 3aBUCUMOCTH OT KJIMpEHCa KpeaTHHUHA) 103y Mpernapara.

VY nerell ¢ HapymeHMeM (YHKLUUHU IOYEK CYTOYHYIO J103y IIperapara cjielyeT YMEHbBIIUTb
(B TOM k€ MPONOPLMOHATIBHON 3aBUCUMOCTH, YTO M y B3POCIIbIX), B COOTBETCTBHH CO CTETEHBIO
BBIPAKEHHOCTHU TIOYEYHON HETOCTATOYHOCTH.

IToGouHnoe neiicTBHe

Kpurepun oneHKr 9acToThl: 04eHb 9acTo > 10%; gacto > 1% u < 10%; newacto > 0,1% u < 1%j;
penko > 0,01% u < 0,1%; ouenr penko < 0,01%, uvacTtoTa HEu3BeCTHa — HEBO3MOXKHO
OTIPENIeTUTh Ha OCHOBE UMEIOIINXCS TAHHBIX.

[TepeHocumocTh (urykoHa3051a 0OBIYHO XOPOILas.

B knmMHHMuYecKMX M TNOCTMAapKETHHIOBBIX (*) wHccienoBaHUsX (QUIyKOHa30/Ia OTMeyalu
CJIeyIoIMe TOOOYHbIE peaKIuu:

Hapywenus co cmopoHbl HepeHOU cucmembl:

4acTO — roJI0BHAas 0OJIb;

HEYacTO — TOJIOBOKPYKEHUE™®, Cyloporu™, Hu3MEHEHHe BKyca™, mnapecre3usi, OECCOHHHIIA,
COHJIMBOCT;

PEIKO — TPEMOp.

Hapywenus co cmoponvl nuweeapumenvHou Cucmembi:

4acTo — 0OJIb B )KUBOTE, TUapesi, TOITHOTa, pBOTA™;

HEYacTO — CyXOCTh CIM3UCTOIH 000JI0UKH MOJIOCTH PTa, METEOPU3M, AUCIEIICUs ™, 3a110p.
Hapywenus co cmopoHbl neuenu u sHceniesbl800sauux nymeti:

9acTO — MOBBIIIICHHE CBIBOPOTOYHOM aKTUBHOCTH aMuHOTpaHcdepas
(amannnamuHOTpanchepassl  (AJIT) u acmaprarammaorpancdepassl (ACT)), menodnoun
docdaTassr;

HEYacTO — MOBBIIIEHHE KOHIEHTPALlUK OMIMpYOHHA, X0JIecTas, JKenryxa™;



PENKO — FenaToEIUTIONSPHBINA HEKPO3™*, renaTUuT™, remaroTOKCHYHOCTh, B HEKOTOPBIX CIIyYasX C
JIeTabHBIM UCXO0JIOM, HapylleHne QYHKIUN EYeHN™, TenaToLEe IO PHOE TTOBPEXKICHHUE.
Hapywenus co cmopoHbl Kodtcu 1 NOOKOICHBIX MKAHEIL:

4acTo — ChIIb;

HEYacTO — KOXKHBIM 3yJ, KpalnuBHUIA, TOBBIIICHHOE MOTOOTIEICHHUE, JIEKAPCTBEHHAs! CHIb
(BKJIIOYAsI CTOMKYIO JIEKAPCTBEHHYIO CHIIIb);

penko — amornenus*,  SKcoNMaTUBHBIE  MOPAKEHUS  KOXKH™, BKJIOYasi  CHHJPOM
CrueHca-/[>KOHCOHa M TOKCHUYECKHUM 3MUAECPMaIbHbIA HEKPOJIM3, OCTPhIM IeHEpATIU30BAHHBIN
9K3aHTEMAaTO3HBIH ITyCTYJIE3, OTEK JIULA;

4acTOTa HEM3BECTHA — JIGKAPCTBEHHAS CHINb C 303MHOGMIMENH U CUCTEMHOW CHUMIITOMATHKOW
(DRESS-cunapom).

Hapywenus co cmoponsl umMmyHHOU cucmemuvl’™:

penko — anaumakcus (BKIO4as aHTHOHEBPOTUUECKUH OTEK).

Hapywenus co cmoponvl kposu u iumgamuueckou cucmemvl’™:

pEIKO — aHEeMUsl, JICHKOTIEH!, BKIIFOYast HEUTPOIIEHUIO M arpaHyJIOIUTO3, TPOMOOLIUTOIICHHS.
Hapywenus co cmoponvl cepoya™:

penko — yBenuyenue naTepBasia QT na DKI', apuTmust jKemy109KoBasi TAXUCUCTOJINYECKAst TUTIA
«upyasT» (torsade de pointes) (cM. pazuen «OcoObie yKa3zaHUm).

Hapywenus co cmoponvl memaboausma u numanus’™:

pPEIKO — TIOBBIIIEHHWE KOHILIEHTPALUM XOJIECTEpUHA M TPUTIMIEPUIOB B TIIa3Me€ KpOBH,
TUTIOKAITUEMUSI.

Hapywenus co cmoponwl mviuieyHotl, ckeiemHou U coOeOUHUMeNbHO MKAHU:

HEYacTO — MUAJITHSL.

Obwue HapyuwieHus: u peakyuu 8 mecme 66€0eHUsL:

HEYacTo — CIab0CTh, ACTEHUS, IIOBBIIICHHAS! YyTOMJIISIEMOCTD, JINXOPAJIKa, BEPTHUTO.

Y HEKOTOpBIX OOJBHBIX, 0COOCHHO C cephe3HbIMU 3a00eBaHusIMH, TakuMu kKak CIIN]] wnn pak,
npu JedeHn: (PIyKOHA30JI0M U CXOIHBIMHU IIperapaTaMy HaOI0IaTuCh U3MEHEHUS TIOKa3aTenei
KpOBH, (YHKIHMHM MOYeK U medeHu (cM. pazaen «OcobOble yKazaHWs), OJIHAKO KIMHUYECKOE
3HAYCHHE ITUX U3MEHEHHI U UX CBSI3b C JICUCHHEM HE YCTaHOBIICHBI.

Ilepeno3suposka

NmeroTcst cooOrieHns o mepefo3upoBke (uiykoHa3ojia, U B OJHOM ciydae y 42-JIeTHero
007bHOT0, MH(MULIMPOBAHHOTO BUPYCOM HMMMYHOJe(duLUTa yeraoBeka, nocie npuema 8200 mr
¢dykoHa30/a TOSBIIMCH TAJUTIONUHAIIMM W TapaHOWJaibHOE ToBeleHue. bonbHOI ObLI
TOCIUTAIM3UPOBAH, €r0 COCTOSTHIE HOPMAITM30BAJIOCH B TeueHHE 48 4acoB.

B ciyuyae nepeno3upoBku anekBaTHBIN 3((HEKT MOKET 1aTh CUMITOMATHYECKOE JIeueHHe (B TOM
YHCIIe TTOACPKUBAIOIINE MEPHI M TPOMBIBAHUE JKEITYIKA).

@OyKoHA30J1 BBIBOJUTCS B OCHOBHOM 4epe3 TOYKH, TOITOMY (OpPMHUPOBaHHBIA IHype3,
BEPOSITHO, MOXKET YCKOPUTh BbIBeAeHUE Mpenapara. CeaHc reMoauanusa JUIMTENBHOCTBIO 3 4
CHIKAEeT KOHIIEHTpaIuio (BykoHa3oa B riazme KpoBu npumepHo Ha 50 %.

B3aumopeiicTBHE ¢ APYTUMH JIEKAPCTBEHHBIMH CPeICTBAMH

OnHOKpaTHOE WM MHOTOKpaTHOE IMpHMeHeHHe ¢uiykoHazosna B go3e 50 Mr He BIUseT Ha
MeTaboau3M QeHazoHa (AHTUIIMPHHA) IPH UX OJHOBPEMEHHOM NPUMEHEHUH.

Oonoeépemennoe  npumenenue  ¢haykonazona  co  cle0yOWUMU  npenapamamu
npOMuUEONOKA3AHO:

Luzanpuo: Tpu OJHOBPEMEHHOM TMpPHUMEHEHUH (IyKoHa30jJa W IHM3anpuia BO3MOXKHBI
HE)KEJNaTeNbHbIE PEaKIMU CO CTOPOHBI Cepilla, B TOM YHCIE AapUTMHUS JKEIyI0YKOBas
TaxUCUCTONIMUECKas Tuma «mupy3T» (torsade de pointes). I[Ipumenenne ¢daykoHazonma B 103€
200 mr 1 pa3 B cytku u numsanpuaa B o3¢ 20 Mr 4 paza B CyTKHM NPUBOJUT K BBIPAKEHHOMY
YBEJIMUEHHUIO TUIA3MEHHOM KOHIIEHTpalMK Lu3anpuaa u yBeiaudeHuto mHtepBana QT na OKI'.
OnHOBpeMeHHOE MPUMEHEHUE U3anpHIa U (hIyKoHa30Ja MPOTUBOIIOKA3aHO.



Tepgpenaoun: npu OAHOBPEMEHHOM IPHUMEHEHHH a30JbHBIX MPOTUBOIPHOKOBBIX CPEIACTB U
TeppeHaarHa BO3MOXXKHO BO3HMKHOBEHHE CEpPBE3HBIX apUTMHUIA B pe3yjabTaTe YBEIMYEHUs
unrepBana QT. [Ipu npumenenun daykonasona B go3e 200 mr/cyt yBenuuenust uareppana QT
HE YCTaHOBJICHO, OJHAKO NpuUMeHeHHe (uiykoHa3oia B 103ax 400 Mr/cyT  BbIlIE BBI3bIBACT
3HAYUTEIbHOE YBEIMYCHHE KOHIEHTpanuuu TepdeHaanHa B miaazme KpoBH. OIHOBpEMEHHOE
npuMeHeHue ¢GrykoHaszosa B jgo3ax 400 mr/cyT u 6osiee ¢ TeppeHaaMHOM POTHBOIIOKA3aHO (CM.
paznen «IIpotuBonokazanus»). Jleuenue daykonaszonom B 103ax MeHee 400 Mr/cyT B coueTaHHH
¢ TepheHaHOM CIIeyeT MPOBOIUTDH MO THIATEIEHBIM KOHTPOJIEM.

Acmemu3on: OZHOBPEMEHHOE NpUMEHeHHE (IIYKOHA30Ja C aCTeMHU30JIOM WU JAPYTrHMHU
npenaparamMu, MeTabOJIu3M KOTOPBIX OCYIIECTBIISAETCS CHCTeMOH IuToxpoma P450, mMoxer
COIIPOBOKIATHCS TOBBIIICHHEM CBIBOPOTOYHBIX KOHIEHTpPAIMi 3THX cpeacTB. [loBbIIeHHBIE
KOHIIEHTPAIlMU aCTeMH30JIa B IJIa3Me KPOBU MOTYT MPUBOJIUTH K yAJduHeHUIo untepsaia QT u B
HEKOTOPBIX CIyYasX K pa3BUTHIO aPUTMUU JKEIYI0YKOBOM TaXMCHCTOINYECKON THUIA «ITHPYIT»
(torsade de pointes). OnpHOBpeMEHHOE TPUMEHEHHWE acTeMu3ojia U (uykoHaszoja
POTHBOIIOKA3aHO.

Tlumo3u0: HeCMOTpS Ha TO, YTO HE MPOBOAMIOCH COOTBETCTBYIOIIUX MCCIEAOBAHMI in Vitro Uiu
in vivo, OJHOBPEMEHHOE TpPHUMEHEHHE (IIYKOHA30JIa W TNHMO3MJAa MOXET NPUBOIUTH K
yYrHETEHUI0 MeTabonn3mMa nuMo3uia. B cBoro ouepe/p, MOBBIIICHHE MJIa3MEHHBIX KOHIICHTpAIUil
NUMO3H/Ia MOKET IPUBOIUTH K yUTMHEHUI0 nHTepBasia QT 1 B HEKOTOPHIX CiIydasx K Pa3BUTHIO
ApUTMUU  KEIYJIOYKOBOW TaXHMCHUCTOJIMYECKOW Tuma «mupys™» (torsade de pointes).
OpnHOBpEeMEHHOE MPUMEHEHUE MMMO3H1a U (pITyKOHa30J1a MPOTHUBOIIOKA3aHO.

Xunuoun: HECMOTPS HA TO, YTO HE MPOBOAUIIOCH COOTBETCTBYIOLIUX MCCIEAOBAHMI in Vitro win
in vivo, OJJHOBpEeMEHHOE TMpUMEHEHHE (PIyKOHA30Jla U XWHUAWHA MOXXET TaKXKe MPUBOIUTH K
yrHEeTEeHUI0 MeTabonu3ma XuHuAuHa. [IpuMeHeHHe XWHHWAWHA CBA3aHO C Y/UIMHEHHUEM
uatepBasia QT ®W B HEKOTOPHIX CIydasiX C Ppa3BUTHEM AapUTMHH  KEIyJOYKOBOH
TaXUCHCTOJIMYECKON Tuma «mupysT» (torsade de pointes). OgHOBpeMeHHOE MPUMEHEHUE
XUHUJMHA U (ITyKOHA30J1a TIPOTHBOIIOKA3aHO.

Opumpomuyun. OTHOBpEMEHHOE NpUMEHeHHe (IyKoHa30ja U SPUTPOMHIIMHA MOTEHIUATHHO
NPUBOJUT K TOBBIIICHHOMY PHUCKY Pa3BUTHSA KapAHOTOKCHYHOCTH (ymnHeHue uHTepBana QT,
torsade de pointes) u, BcieacTBHE 3TOr0, K BHE3amHOHN cepaeuHoil cMepTH. OIHOBpEMEHHOE
npuMeHeHne (ITyKOHa30J1a M SPUTPOMUIIIHA TIPOTUBOTIOKA3aHO.

He pexomenoyemcsa ucnonv3oeams ciedyoujue 1eKapcmeeHHnbvle cpeocmea:

l'anogpanmpun: GaykoHa301 MOXKET YBEIMYMBATH KOHLEHTPALMIO Tajo(aHTpuHA B IUIa3Me
KpOBH B CBs3U Cc uHruOmpoBanueMm uzodpepmenta CYP3A4. Bo3aMokHO pa3BUTHE apUTMUU
KETYJI0YKOBON TaXMCHCTOJIMYECKOTO THIA «upy3T» (torsade de pointes) mpu ogHOBpEMEHHOM
MPUMEHEHUU ¢ (PITYyKOHA30JI0M, KaK U C JPYTMMHU MPOTUBOTPUOKOBBIMH TIperiapaTaMu a30JI0BOTO
psiaa, TOATOMY COBMECTHOE IIPUMEHEHHUE MX HE PEKOMEHTyeTCsl.

Cnedyem cod1100ams 0CmMopoOHCHOCHb RPU 0OHOBPEMEHHOM RPUMEHEHUU C (DTIYKOHAZ0/10M:
Amuodapon: TpUMEHEHHE aMHOJapoHa acCOUMUPOBAIOCH C Y/UIMHEHWEeM uHTepBana QT.
Crnenyer cob6ai01aTh OCTOPOXKHOCTh IMpPH OJHOBPEMEHHOM TNPUMEHEHUHU (JIyKoHa3ojga U
aMHUoJ1apoHa, B 0COOEHHOCTH MPH NpUEME BbICOKOM 103kl (pirykoHazona (800 mr).

Cnedyem cobnrwooams OCMOPOICHOCHb U, 603MOMCHO, KOPPEKMuUpoeams 003bl npu
00H08PEMEHHOM NPUMEHEHUU Ce0YIOUUX npenapamos u (aiykonasona:

IIpenapamul, enusiowue na GayKoHaA301:

T'uopoxnopomuazud: MHOTOKpAaTHOE NPUMEHEHUE THUAPOXJOPOTHA3H]A OIJHOBPEMEHHO C
(GIIyKOHA30JI0M TPUBOAWT K YBEIMYEHHIO KOHIEHTpanuu (IyKkoHa3oja B IUIa3Me KPOBU Ha
40 %. Dddext Takoil cTETEHN BBIPAKEHHOCTH HE TpeOyeT M3MEHEHHS PEXUMa JO3HPOBAHHS
¢iykoHa30sa y MalMEeHTOB, MOJyYaroIUX OJHOBPEMEHHO TUYPETUKH, OJHAKO Bpauy CleayeT
9TO YYHUTHIBATE.

Pugamnuyun: oaHOBpeMeHHOE NpHUMeHeHHe (IyKOHa30Ma W pU]aMIUIUHA MPUBOAUT K
camkennto AUC Ha 25 % u mmTenbHOCTH Tiepuojia moiyBeiBeAeHUs diykoHa3ona Ha 20 %.
VY nanmeHToB, OJHOBPEMEHHO MNPHHUMAKIIUX pUGAMIUINH, HEOOXOJUMO yYUTHIBATH
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11e51eco00pa3HOCTh YBEJIWYCHHUS A03bI (PIIyKOHA307Ia.

IIpenapamul, Ha Komopbie enusem QayKonazon:

@DryKOHA30J1 SBJISIETCS YMEPEHHBIM HHruouTopoM n3odepmertoB 2C9 u 3A4 nuroxpoma P450
(CYP). ®daykonazon Takxe siBisercs uHruomropoMm uzopepmenta CYP2C19. Kpome Toro,
IOMUMO TIEPEUYMCICHHBIX nanee 3(QeKToB, CyIEeCTBYeT PHUCK IOBBIIICHHS B IUIa3Me KPOBHU
KOHIIEHTPAlMM W JPYI'MX JICKapCTBEHHBIX CPEACTB, META00IM3UPYEMBIX H30(epMEHTaMU
CYP2C9, CYP2C19 u CYP3A4 npu ogHOBpEeMEHHOM MTpUMEHEHHH ¢ (IyKOHa30J0M. B cBsizu ¢
3TUM CleLyeT COOJI0AAaTh OCTOPOKHOCTh NMPH OJHOBPEMEHHOM IPUMEHEHUU MEePEUUCIICHHBIX
IpenapaToB, a MPH HEOOXOAMMOCTH TMOJOOHBIX KOMOWHAIMKA MAIMEHTH! JTOJIKHBI HAXOIUThCS
[OJ TINATEIbHBIM MEAMLUMHCKUM HaOmoneHueM. CrenyeT yduThIBaTh, YTO HHIUOMPYIOLIHIA
addekt haykoHazoma coxpaHsercs B TeueHue 4-5 THEH Mmociie OTMEHBI Iperapara B CBS3H C
JUINTEJIbHBIM IIEPUOJIOM IIOTYBbIBEICHHS.

Angpenmanun: oTrMedaeTcs yMEHBUICHHE KIMpPEHCa M O0beMa paclpesieCHHus, YBEIUYCHUE
nepuojia TOJyBbIBEJCHHs aj(eHTaHwIia. Bo3MOXHO, 3TO CBS3aHO C HMHICMOMPOBaHUEM
uzodpepmenta CYP3A4 duykonazonom. MoxkeT moTpeOoBaTbcsi KOPPEKLUs 0361 an(eHTaHua.
Amumpunmunun, nopmpunmuaun. yseauueHue 3¢dexra. KoHueHTpanuoo S-HOPTPUNTUIMHA
/WM S-aMHTPHUNTWIIMHA MOXHO HW3MEPUTh B Hadajle KOMOMHHMPOBAHHOW Tepamuu C
(i1yKOoHa30JI0M U uepe3 Hezemto nocie Havyana. [Ipy Heo6XoauMocTu cienyeT KOppeKTUPOBaTh
7103y aMUATPUTITHIINHA/HOPTPUIITHIIAHA.

Ampomepuyun B: B UCCICIOBaHUSIX Ha MbIIIaXx (B TOM 4HCie, ¢ HMMYHOCYIpeccHeil) Obuin
OTMEYEHBI CIIEAYIOIINE PE3YIbTAThl: HEOONBIION aJINTUBHBINA MPOTUBOTPUOKOBBIN AP PEKT mpu
cucreMHoi wuH(pekuuu, Bbe3BaHHOM C. albicans, oTcyTcTBHE B3aUMOAEWUCTBUS  IIpH
BHyTpuuepenHoi wuH(peknnu, BbI3BaHHOW Cryptococcus neoformans, W aHTaroHW3M IpU
cucteMHON MH(pekuuu, Bei3BaHHON A. fumigatus. KimmHuueckoe 3HaueHHE TaHHBIX PE3YJIbTAaTOB
HE SICHO.

Aumukoacynanmul. Kak W Jpyrue HpOTHUBOIPUOKOBBIE cpejacTBa (IPOM3BOJHBIC a30I1a),
¢ryKOHa30I1, IPU OJAHOBPEMEHHOM INPHUMEHEHHH C BappapuHOM, MOBBIIIAET MPOTPOMOMHOBOE
BpeMms (Ha 12 %), B CBsI3U € YeM, BO3MOXKHO pa3BUTHE KPOBOTEUEHUH (reMaTOMBbl, KpOBOTEUEHHUS
U3 HOCA W JKEITYJOYHO-KHIIEYHOTO TPaKTa, reMaTypusi, MeJleHa). Y MaIleHTOB, MOTYYaroliuX
AQHTUKOATYJIIHTBl KyMapMHOBOTO M HWHAAHJUOHOBOTO psAga U (IYKOHA30J1, HEO0OXOAUMO
MIOCTOSTHHO KOHTPOJHMPOBATh MPOTPOMOMHOBOE BpEeMsi B MEPUOJ TEPANMU U B TEUCHHE § IHEU
1ocjae OAHOBPEMEHHOIO MpUMeHEeHHs. Takxke cleayeT OLEHHUTh LeNeco00pa3HOCTh KOPPEKIHU
JI03BI TaHHBIX aHTHKOATYIISTHTOB.

A3zumpomuyun: TpU OJHOBPEMEHHOM NMPUMEHEHUU BHYTPh (UIYKOHA30/1a B OJJHOKPATHOH 103€
800 Mr ¢ a3uTPOMUIITHOM B OJTHOKpaTHOH 703¢ 1200 MT BBIpaKEHHOTO (hapMaKOKHHETHYECKOTO
B3aUMO/JICHCTBUS MEX Ty 000MMHU IpenapaTaMy He YCTaHOBIIEHO.

benzoouazenunvl (kopomxoeo oOeticmeusi). mociie MpueMa BHYTPh MHJa30JjiaMa, (DIIyKoHa307
CYIIECTBEHHO yBEJIMYMBAeT KOHLEHTPAIMIO MUJa30aMa U TICUXOMOTOpPHBIE 3P HEKThI, TpUIeM
9TO BIHsIHHUE 0oJiee BBIPAKEHO IOCIe preMa (pIryKoHa30Jia BHYTPb, Y€M MPH €ro MpUMEHEHHH
BHYTpUBEHHO. [Ipn HE0OXOAMMOCTH COMYTCTBYIOLIEH Tepanuu OeH30/1Ma3eMHaMH, MAIMeHTOB,
NpUHUMAOIKX (IYKOHA30J, cleAyeT HaOmogaTh C LENbI0 OLEHKH I€JeCO00pa3sHOCTH
COOTBETCTBYIOILLETO CHUKEHUS 103bl O€H30/1Ma3eN1Ha.

[Tpu oHOBpEeMEHHOM NMPUMEHEHHH OJHOKPATHOM J03bI TpHa3oiaMa, (PIryKOHA30JI YBEITHIUBACT
AUC Ttpuazonama npubmusurensio Ha 50 %, Cpax — Ha 20-32 % u nepuo]1 monyBbIBEACHUS Ha
25-50 % Omaromapsi yrHeTEHHIO MeTabom3Ma Tprazojama. MoKeT MOHAJ00UTRCS KOPPEKITUS
JI03bI TpHA30J1aMa.

Kapbamaszenun:  dnykonazon  yraHeraer Meraboim3M — KapOamazenuHa W TOBBIIIACT
CBIBOPOTOYHYIO KOHIIEHTpaluio kapOamazenuHa Ha 30 %. HeoO0XoauMo y4HTBIBaTH pHUCK
pa3BUTH TOKCUYHOCTH KapOamaszenmHa. CienyeT OIEHHUTh HEOOXOTMMOCTh KOPPEKIUHU O3B
KapOamasenuHa B 3aBUCMOCTH OT KOHIIeHTpauuu/ddekra.

Fbrnokamopul kanbyuesvlx KaHanos: HEKOTOPHIE AHTATOHUCTHI KAJTBIIMEBBIX KaHAIOB (HA(DETUIIHH,
UCPAJMIIUH, aMJIOAMIIMH, BepamaMui U (EeIOAUNUH) MeTaboIU3UPYIOTCS H30(epMEHTOM
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CYP3A4. ®nykoHa30Jl YyBEJIMYMBACT CHUCTEMHYIO SKCIO3UIMI0O AHTArOHMCTOB KaJIbIIMEBBIX
KaHaJIOB. PeKOMEH/10BaH KOHTPOJIh pa3BUTHUS MTOOOYHBIX (D PEKTOB.

Hesupanun: coBMecTHBIN TpueM (IIyKOHA30J1a U HEBUPANTMHA YBEIIMYUBACT MPUOTU3UTEIFHO HA
100 % »sKkcno3uLMI0 HEBHpANMHA 10 CPABHEHUIO C KOHTPOJBHBIMU JAaHHBIMM IO OTIEIBHOMY
IPUMEHEHUIO HeBUpanuHa. J3-3a pucka NOBBIIIEHHOIO BBIJIEICHUS HEBUpAlMHA IIpU
COIIYTCTBYIOILIEM IPHUMEHEHUM JIEKApCTBEHHBIX IpenapaToB HEOOXOIUMBI  HEKOTOpbIE
IPEJOCTOPOKHOCTH U TIATEIbHOE HAOIIOICHHE 32 TTAIIUEHTAMHU.

Luxnocnopun: y NallUEHTOB € TPAHCIUIAHTUPOBAHHOW MTOYKOM IpUMeHeHHe (pIyKoHa30ja B 103€
200 Mr/cyT mpUBOAMT K MEJICHHOMY HOBBILIICHUIO KOHIIGHTPALUHU [UKIocrioprHa. OIHAKO TpH
MHOTOKPAaTHOM TpHMeHeHHH (uiykoHazona B g03e 100 Mr/cyT W3MEHEHHs KOHICHTpaLUH
IUKJIOCIIOPUHA Y PEUMIIMEHTOB KOCTHOrO Mo3ra He HaOmromanock. Ilpu omgHOBpeMeHHOM
IpUMEHEHUN (PIIyKoHa30Ja ¥ HUKIOCIHOPHHA PEKOMEHIYETCsl KOHTPOJIMPOBATh KOHLEHTPALIUIO
LIMKJIOCIIOPUHA B KPOBH.

Luxnogocghamuo: npu OAHOBPEMEHHOM MpuMeHeHMH uukinodochamunaa u ¢daykoHazona
OTMEYAETCsl YBEIMYCHHE CHIBOPOTOYHBIX KOHIEHTpaUui OunnpyOMHa M KpeatuHuHa. [lanHas
KOMOMHAIMsl JOMYCTMMa C YYEeTOM pHUCKAa YBEIMYEHMsS KOHLEHTpauuil OunupyOouHa u
KpeaTUHHHA.

@enmanun. MUMeeTcsi cooOlleHue 00 OJHOM JIETAIBHOM HCXO/€, BO3MOXKHO, CBS3aHHOM C
OJTHOBPEMEHHBIM IpUMeHeHneM ¢eHTaHwia u (iaykoHasona. [lpeamonaraercs, 4To HapyIIeHUs
CBSi3aHbl C HMHTOKCUKauued QeHTaHwIoM. bbulo mokazaHo, 4yTo ()IyKOHa307 3HAYUTENIBHO
yIUTMHSAET BpeMs BbiBeAeHUs (eHTanmna. ClieayeT yUuThIBaTh, YTO MOBBIIICHUE KOHIIEHTPAIIH
(eHTaHuIa MOXKET IPUBECTH K YTHETCHHUIO JbIXaTeIbHOM (DYHKIIUH.

HUneubumopvr  I'MI-KoA-pedykma3zvl: TIpH OJHOBPEMEHHOM IpPHMEHEHHH (IIyKOHA30J1a
c uaruburopamu I'MI'-KoA-peaykras3sl, wmetabonusupyembiMu u3zopepmentom CYP3A4
(TakMMHM KakK arTopBacTaTUH U cuMBacTatuH) uiaun uzopepmentoMm CYP2D6 (takumu Kax
¢duyBacTaTMH), PUCK pa3BUTUS MHONATUUM U pabaoMHONIM3a YyBelndyuBaercs. B ciyudae
HEOOXOJMMOCTH OJHOBPEMEHHOW TEpaluu YKa3aHHBIMH IIperapaTaMu CleAyeT HaOIloaaTh
NAllMeHTOB C LENbI0O BBIABICHHUS CHUMITOMOB MHOMNATUU M padromuonnza. Heobxomumo
KOHTPOJIMPOBAaTh KOHILEHTPALMI0 KpeaTMHUHKUHAa3bl. B cilydae 3HAYMTENBHOTO YBEJIUYEHUS
KOHIIEHTPAaLlMN KPEaTMHWHKWHA3bl, WIK €CIU JIMarHOCTUPYETCs, WM MUMEETCs MOJ03peHHE Ha
pa3BUTHE MHUONATUM, WIM padbromuonusa, Tepanuto uHruOutopamu I'MI'-KoA-penykrasbl
CJIElyeT IPEKPATUTD.

Jlosapman: (GaykoHa3ol yrHeTaeT MeTa0oJu3M Jio3apTaHa J0 €ro akTUBHOTO MeTabojuTa
(E-3174), xoropslii oTBedaeT 3a OOJBIIYI0O YacTb A(PQEKTOB, CBSI3AHHBIX C AHTArOHU3MOM
anrnoteH3uH-11 penentopos. Heo6xoaum perynspHblii KOHTPOJIb ApTEPUATBHOTO JaBICHHUS.
Memaoon: (QirykoHa3051 MOXET yBEIMYMBATh IJIa3MEHHYIO KOHIEHTpAIMI0 MeTagoHa. Moxer
MOHAJI0OUTHCS KOPPEKLIUS J03bl META/I0HA.

Hecmepouonsie npomusosocnanrumensvruvle npenapamol (HIIBII): Cpax 1 AUC ¢dnypbunpodena
yBenuuuBatorcss Ha 23% wu 81 % coorBerctBeHHO. AHanmorudHo Cp,x u  AUC
(hapMaKoIOTHUECKH aKTUBHOTO m3omepa [S-(+)-udympoden] nossimanuicy Ha 15% u 82 %
COOTBETCTBEHHO IIPU OJHOBPEMEHHOM IpPUMEHEHUH (IyKOHa30ja C pPalEeMUYECKUM
uoynpoderom (400 mr).

[lpu omHOBpeMEeHHOM MpHUMeHeHUH (uykoHasona B go3e 200 Mr/cyt u menekokcuba B 103e
200 mr Cpax 1 AUC nienexokcuba yBenuuuBaiorcs Ha 68 % u 134 % cooTtBeTcTBeHHO. B manHOM
KOMOHMHAIIMY BO3MOKHO CHHKEHUE J103bI 1IeJIEKOKCHOa B/IBOE.

HecmoTpst Ha oTCyTCTBHE LieNeHANPABICHHBIX UCCIEI0BaHUM, (PIyKOHA307I MOXKET YBEIMYUBATh
cucteMuyto oskcnosuruio aApyrux HIIBII, merabommsupyemsix wu3odepmentom CYP2C9
(HampuMep, HANpOKCEH, JIOPHOKCHKAM, MENOKCHKaM, IuKIo(peHak). MokeT HOHaA00UThCS
koppekuunsa no3e1 HIIBII.

[Tpu onnoBpemennom npumeHennn HIIBIT u ¢ykoHnas3ona nanueHTsl TOMHKHBI HAXOIUTHCS 110/
THIATEIbHBIM MEAMIIMHCKUM HaOJIIOIEHUEM C LENbI0 BBISBICHUS U KOHTPOJIS HEXeJaTelbHbIX
ABJICHUM U NIPOSIBICHUSI TOKCUYHOCTH, CBsi3aHHbIX ¢ HIIBII.
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Onanapu6. ymepeHHble uHruOHTOpHl u30pepmenta CYP3A4, takue Kak (QuIyKOHA30I1,
HOBBIIAIOT KOHUEHTpaLKIo ojarnapula B Iuia3Me KpoBU. X 0JHOBpeMEHHOE MPUMEHEHHUE He
pekoMeH10BaHO. Ecnu HEBO3MOXHO H30€XaTh OJHOBPEMEHHOTO MPUMEHEHHUs, HEOOXOAUMO
COKpaTHUTh 703y onamapuda g0 200 Mr 1Ba pa3a B CyTKH.

IlepopanvHvle KoHmMpayenmugvl. TPU OJHOBPEMEHHOM NPUMEHEHHHM KOMOMHHUPOBAHHOTO
[EpOPAILHOTO KOHTpauentuBa ¢ (iaykoHa3ogoM B jgo3e 50 MI CyIIECTBEHHOIO BIJIMSHUS Ha
YpOBEHb TOPMOHOB HE YCTaHOBIIEHO, TOT/Ia KaK MpH exeaHeBHOM mpueme 200 mr diaykoHaszona
AUC sTuHHIDCTpaanoia 1 JeBoHoprecTpena yBennduBarotTcs Ha 40 % u 24 % cOOTBETCTBEHHO,
a npu mnpueme 300 mr duykonazona oauH pa3 B Hepemo AUC »>THHMIdCTpaguona u
HOPITUHIpOHA Bo3pacTatoT Ha 24 % u 13 % coorBeTcTBeHHO. Takum 00pa3oM, MHOTOKPATHOE
npuMeHeHne (QIIyKoHa30jla B YyKa3aHHBIX J103aX BpPSJI JH MOXET OKa3aTh BIHMSHHE Ha
3¢ (eKTUBHOCT KOMOMHUPOBAHHOI'O IEPOPAIBHOTO IPOTHBO3a4aTOUYHOT'O CPECTBA.

Denumoun: OTHOBPEMEHHOE NMPUMEHEHUE (DIyKOHa3071a U (PEHUTOMHA MOXKET COMPOBOKAATHCS
KJIMHUYECKH 3HAYUMBIM IOBBIIIEHHMEM KOHLEHTpauuu (eHuTOMHa. B ciyyae HeoOXoauMoCTH
OJTHOBPEMEHHOTO TMPHMEHEHHsI 000MX MpenapaToB CIEAYeT KOHTPOJIUPOBATH KOHICHTPALHIO
(eHUTOMHA U COOTBETCTBYIOLIMM OOPa30M CKOPPEKTUPOBATh €ro 03y C LeNbl0 o0ecreyeHus
TEpaneBTHYECKONW KOHIICHTPALMHN B CBIBOPOTKE KPOBH.

Hsaxagpmop: 1pu  ONHOBPEMEHHOM IPUMEHEHUHM C  MBaKaQTOpOM, CTUMYISTOPOM
MYKOBHUCIIHJIO3HOTO peryistopa TpaHcmemOpanHoi npoBogumoctu (CFTR), nHaGmomanoch
yBEJIMYEHHUE SKCIIO3UIMU UBaKadTopa B 3 pa3a U HKCIO3ULUU T'HApOKCUMeTHII-uBakapTopa (M1)
B 1,9 paza. [launentam, 0lHOBPEMEHHO IPUHUMAIOIIUM YMEPEHHbIE HHIMOUTOPHI H30(hepMeHTa
CYP3A, takue kak (hIyKOHA30J7 U IPUTPOMUIINH, PEKOMEHIyeTCs CHIDKEHUE J103bI BakadTopa
1o 150 Mr onuH pa3 B CyTKH.

IIpeonuson: umeercss COOOLIEHNE O Pa3BUTHHM OCTPON HEIOCTATOYHOCTH KOPBI HA/NIOYEYHUKOB
y MalMenTa Tocie TPAaHCIUIAaHTAlMU TeYeHH Ha (oHe OTMEHBI mpueMa (IyKOHa30i1a Mocye
TPEXMECAYHOro Kypca Tepanuu. lIpeanonoxuTensHo, MpekpalieHue Tepanuu (IyKoHa30JI0M
BBI3BAJIO TOBBINICHUE akTHBHOCTH wu30depmenta CYP3A4, uro mpuBeno K yBEIMYCHHOMY
MeTabonau3My  npenHu3zoHa. llanmeHTsl, nHodydaromue KOMOMHUPOBAaHHYIO — TEpPaIUIO
NPEIHU30HOM U (PIyKOHA30JIOM, JOJDKHBI HAXOJUTHCS TIOJ TIIATEIBHBIM MEIUITUHCKUM
HaOJIoZIGHWEM TMpUd OTMEHe ImpueMa (IIyKoHa3ojJa C LENbI0 OLEHKH COCTOSHUS KOPBI
HA/IMTOYEYHUKOB.

Pugabymun: onHOBpeMEeHHOE IpHUMeHeHHe (IyKoHa30da U pupabyTHHA MOXKET HPUBECTH
K [TOBBILLIEHUIO CBIBOPOTOYHBIX KOHIIEHTpauui mnociennero ao 80 %. [lpu oaHOBpeMeHHOM
npuMeHeHHnHn (IIyKoHa3ona ¥ pudadyTHHa OoNucaHbl ciaydau yBeuTa. [lanneHToB, 0THOBPEMEHHO
noJiyyaroumx pupadyTiH 1 (pyKoHa3051, HE0OX0IMMO TIIATENbHO HA0II01aTh.

Caxeunasup. AUC mnosbimaerca npubmmsurensHo Ha 50 %, Cpa — Ha 55 %, kinupeHc
CaKBMHAaBHMpa yMeHbIIaeTcs npuonusutensHo Ha 50 % B cBs3u ¢ MHTMOMPOBaHNUEM NIEYEHOUYHOTO
merabonusma uzopepmenta CYP3A4 wu wunrubupoBanuem P-ramkomporenHa. Moxer
MOHAJI0OUTHCS KOPPEKIIUs J03bl CAKBUHABUPA.

Cuponumyc: TOBBIIIEHUE KOHIEHTPALUMU CUPOJIIMMYcCa B IUIa3Me€ KPOBHU, MPEAINOJIOKUTENBLHO B
CBSI3M C UHTMOMpOBaHHEM MeTaboan3Ma cuponumyca yepe3 yruerenue nsopepmenta CYP3A4 u
P-rauxonporenna. JlanHas KOMOMHAIMS MOXKET MPUMEHSATHCS C COOTBETCTBYIOLIEH KOppeKIuen
JI03bI CUPOJIMMYCa B 3aBUCUMOCTH OT 3(hPeKTa/KOHIIEHTpAIIH.

Ilpenapamul cynvonunmouesunvl. (HIyKOHA307 MPU OJHOBPEMEHHOM NPUMEHEHUU MPUBOAUT
K YBEJIMYEHHUIO T[E€pPHOJa IOJIYBBIBEIEHUSI IEPOPAbHBIX MPEnaparoB Cyab(HOHUIMOYEBUHBI
(xnopriponamuja, TAUOEHKIAMUIa, TAMNM3MAA W TonOyramupia). [lanmeHTam ¢ caxapHbIM
nuabeToM MOXKHO Ha3HayaTh COBMECTHOE IpUMEHEHHE (IIyKOHa30jla U IepOopalbHbBIX
IpenapaToB CyJIb(OHUIMOYEBUHBI, HO MPH 3TOM CJIEIyeT YUUTHIBAaTh BO3MOXHOCTb Pa3BUTHS
THIOTJINKEMHIH, KPOME TOTO, HEOOXOAWM pETYJSPHBIA KOHTPOJb TIIOKO3bI KPOBH H, TIPH
HE00XO0IMMOCTH, KOPPEKIHS 1035l IPENapaToB CyIb(HOHUIMOUYEBUHBI.

Takponumyc: OTHOBPEMEHHOE NMpUMEHEHUE (UIyKoHa30Jia M TaKpoiuMmyca (BHYTpPb) MPHUBOJIUT
K MOBBIIIEHUIO CHIBOPOTOYHBIX KOHILIEHTPAIM MOCIEeTHEro B 5 pa3 3a cueT WHIHMOMpPOBaHMS
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MeTaboaM3Ma TaKpOJIMMYCa, NPOMCXOJSIIET0 B KHUIIEYHHKE IOCPEIACTBOM H30(pepMEeHTa
CYP3A4. 3HaunTenbHBIX HM3MEHEHHH (DAPMAKOKMHETUKH TIPEMapaToB HE OTMEUYEHO IMpH
NPUMEHEHUH TaKpoJIMMyca BHYTpUBEHHO. OmHcaHbl ciaydan He(pOTOKCHYHOCTH. [lanmeHros,
OJIHOBPEMEHHO MPUHHUMAIOIIUX TaKPOJIUMYC BHYTPb M (JIYKOHA30J, CIEAyeT TIIATeIbHO
HabOmromate. Jlo3y TakponuMmyca CieqyeT KOPPEKTHPOBAaTh B 3aBUCUMOCTH OT CTEICHH
MOBBILICHHS €70 KOHLIEHTPALIUU B KPOBH.

Teogunnun: npu OJHOBPEMEHHOM TpHMEHEHHU C (iaykoHazonoMm B jgo3ze 200 Mr B TeueHue
14 nueit cpemHsis CKOPOCTh IUIa3MEHHOIO KIMpeHca TeopuiinHa cHibkaercss Ha 18 %.
[Tpu Ha3HaueHNH (IIyKOHA30Ja MAMEHTaM, TPUHUMAIONUM TEO()UITMH B BBICOKHX J103aX, UIIH
MAlMEHTaM C MOBBIIMIEHHBIM PUCKOM Pa3BUTHS TOKCHYECKOTO ACHCTBUS TCOPUIUIMHA, CIIEAyeT
HaOJII0aTh 32 MOSBICHUEM CHUMIITOMOB IEPEIO3UPOBKU TEOPHIUIMHA U, NMPH HEOOXOIUMOCTH,
CKOPPEKTHUPOBATH TEPAINUIO COOTBETCTBYIOIIMM 00pazoM.

Toghayumunu6: >Kcno3unus ToHanuTUHIOA YBEIUYUBACTCS IPU €r0 COBMECTHOM MPUMEHEHHUH
C IpemapaTamMH, KOTOpble SBISIOTCA  OJHOBPEMEHHO YMEPEHHBIMU  HMHTHOUTOpaMU
mzopepmentoB CYP3A4 u CYP2C19 (mampumep, ¢aykoHazon). Bo3MoxxHO, MOXeT
MOHAA00UTHCS KOPPEKIHS 10361 TO(PaIUTHHHOA.

Ankanouost 6apeéunka. HECMOTpPST Ha OTCYTCTBHE IICJICHANPABICHHBIX HCCIIECIOBAHUM,
mpeJrnoaraeTcs, yTo (QIyKoHa30Jl MOXKET YBEITMYMBATh KOHIICHTPAIMIO ATKAIOUI0B OapBUHKA
(HarmpuMep, BUHKPUCTHHA W BUHOJIACTUHA) B TUIa3ME KPOBU M, TAaKUM 00pa3oM, MPHUBOJIUTH K
HEHPOTOKCUYHOCTH, YTO, BO3MOXKHO, MOXET OBITh CBSI3aHO C YrHETEHHEM u30(hepMeHTa
CYP3AA4.

Bumamun A: umeerca cooOiieHue 00 OJHOM cllydyae pa3BUTHsI HEXKeNaTeNbHON peakiuu co
CTOpoHBI 1eHTpasbHOM HepBHOM cuctembl (IIHC) B Buae mnceBmoomyxoind Mo3ra Ipu
OJIHOBPEMEHHOM MPUMEHEHUH MOJHOCTHIO TPAHCPETUHOEBOM KUCIOTHI U (hIyKOHA301a, KOTOPhIE
UCUE3NM TOociie OTMEHBl (urykoHazona. IlpuMeHeHwe naHHON KOMOMHAIIMKM BO3MOXHO, HO
cleyeT MOMHHUTh O BO3MOXKHOCTH BOZHUKHOBEHUS HEXeNaTelbHbIX peakiuii co croponsl [THC.
3u0o06youn: pu OJJHOBPEMEHHOM MPUMEHEHUU C (PIIYKOHA30JIOM OTMeYaeTCs MOBBIMCHUE Cpax
u AUC 3unosyauna Ha 84 % u 74 % coorBercTBeHHO. JlaHHbIH 3 deKT, BEpOITHO, 00YCIOBICH
CHI)KEHHEM MeTalbosiM3Ma IMOCIIEIHEro 10 €ro riiaBHoro merabonuta. Jlo u mocne Tepanuu ¢
npuMeHeHneM  ¢uykoHasonma B go3e 200 mr/cyr B Teuenue 15 gHeir y
narmentoB co CIIMJom um ARC (xommiekc, cBs3anubii co CIIMJlom) ycraHOBiIEHO
sHauntenbHoe yBenndenne AUC sumoByauna (20 %).

[TaniieHTOB, TOJNYYArONIUX TaKyl0 KOMOWMHAIIMIO, CIIEAyeT HAOII0JaTh C IEJIbI0 BBISIBICHUS
000YHBIX 3P (PEKTOB 3UJOBYANHA.

Bopuxonason (uneubumop uzogpepmenmos CYP2CY9, CYP2CI19 u CYP3A4): omHOBpeMEHHOE
npUMeHeHHne BopukoHa3zona (mo 400 mMr 1Ba pa3a B CyTKHU B HEpBBIi J1eHb, 3aTeM 1o 200 mr /1Ba
pasza B CyTKH B TedeHue 2,5 aHeil) u ¢uykonaszona (400 Mr B mepBbIil JieHb, 3aTeM 1o 200 mr
B CYTKH B TeueHue 4 nHel) y 8 370pOBBIX HCIBITYEMbIX MY>KCKOTO T10JIa PUBENO K YBEIHUEHUIO
Cmax 1 AUC BopukoHnazona Ha 57 % u 79 % coorBercTBeHHO. bbUTO MOKa3aHO, YTO JAaHHBIHA
s deKT coxpaHseTcss MPU YMEHBIICHUH 103bl W/WIIM YMEHBIIEHUH KPAaTHOCTU MpHeMa JIto00ro
u3 mpemnaparoB. OJHOBpeMEHHOE TMPHMEHEHHE BOpUKOHa30Ja ©  (pIykoHa3ojma He
pPEKOMEHyeTcs.

HccnenoBanusi B3aMMOACHUCTBUS TIEPOPABHBIX (GopM (IryKoHA30J71a TPU €r0 OJHOBPEMEHHOM
npreMe ¢ MUIIeH, IUMETHINHOM, aHTAlUaMH, a TaKXKe T0CTIe TOTaTbHOTO O0IyUeHus Tea s
MOJTOTOBKH K TIEpEcagke KOCTHOTO MO3Ta IOKa3alH, 9YTOo A3TH (AKTOPhl HE OKa3bIBAIOT
KIIMHUYECKH 3HAUMMOTO BIIMSIHHSI Ha BCachlBaHHE (DIIyKOHA307a.

[lepeunciieHHbIE  B3aUMOJICHCTBUS ~ YCTAHOBJIGHBI ~ NPH  MHOTOKPAaTHOM  IPHMECHECHUU
¢drykoHa301a, B3aMMOJICHCTBUS C JIEKAPCTBEHHBIMH CPEJCTBAMH B PE3yJbTaTe OJHOKPATHOTO
npueMa (IykoHas3os1a He U3BECTHBI.

Bpauam cnepyer yuuThIBaTh, YTO B3aUMOJICHCTBHE C JIPYTHUMH JIEKAPCTBEHHBIMU CPEACTBAMHU
CHEIHaJIbHO HE N3Y4aJIOCh, HO OHO BO3MOXHO.
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Oco0ble ykazanus

Coobmanmocs 0 cinydasx cynepuHdexknuu, Bb3BaHHOW oTiaudHbiMH OT Candida albicans
mrammamu Candida, KoTopble 4acTo 001aal0T MPUPOTHON PE3UCTEHTHOCTHIO K (DIIYKOHA30ITY
(manpumep, Candida krusei). B mogoOHBIX ciydasx MOXKET HOTpeOOBAThCS albTECPHATHBHAS
IPOTHBOIPUOKOBAsI TEPATTHSL.

Bo Bpems OepemeHHOCTH NpuMeHeHHs (IykoHa3oja ciexyeT Hu30erarb, 3a HCKIIOUCHHEM
CIIy4aeB TSDKENBIX W TIOTCHIMAIBHO YrPOXKAIOMIMX JKU3HU TPHOKOBBIX HH(peKuuid, Korjaa
o’Ku/1aeMast 110J1b3a JICUSHMs Ul MaTepH MIPEBBIIIAET BOZMOKHBIA PUCK IS IO/,
Heo6xomumo paccmorpers 3((eKTHBHBIE METOIbI KOHTPALECHIUH Yy JKEHIIUH JETOPOJIHOTO
BO3pacTa B TEYEHHME BCEro IMepuoja JIEYeHHs M HPUOJIM3UTENBHO B TedeHue Henenu (5-6
MEpPUOJIOB TOJYBBIBEICHHS) TMOCIE MPUHATUSA TMOCIEAHEH 03Bl mpenapara (CM. pasjel
«[Ipumenenue npu 6€peMEHHOCTH U B IIEPUOJL TPYAHOTO BCKApPMIIMBAHUS»).

B peakux cinydasx npuMeHeHHE (IIyKOHA30JIa COMPOBOXKIAIOCh TOKCHYECKHMMU H3MEHEHUSIMH
[ICYEHH, B TOM UHUCJIE C JIETAJbHBIM HCXOAOM, TIJaBHBIM 0OOpa3oM, C CEpPbE3HBIMU
COITYTCTBYIOIIMMH 3a00JIeBaHUsAMHU. B ciydyae remaroTokcH4eckux 3(PQeKTOB, CBA3AHHBIX C
npuMeHeHueM (hiykoHa30ja, He OTMEUYEHO UX SIBHOW 3aBHCHMOCTU OT OOMLIEH CyTOYHOHM J03bI
npemnapara, JUINTEeIbHOCTH TEpaIuy, 110J1a U BO3pacTa NalueHTa.

['enaToTokcuueckoe pAeWcTBUE (UIyKOHA30jla OOBIYHO OBUIO OOpaTUMBIM, IPU3HAKU €ro
MCUe3aJIH MTOCTIe MPEeKpalieHus Tepanuu. [1areHToB, y KOTOPBIX BO BPEeMs JICUCHHUS ITPErapaToM
HapylalTcs IMOKa3aTenu (QyHKIUM MEeYeHH, HeoOXOAMMO HaOIIoaTh C LENbI0 BBISBICHUSA
NPU3HAKOB Oo0Jiee Cephe3HOr0 MOPaKEHHs MeveHu. [Ipu MmosBIeHUN KIMHHUYECKUX MPU3HAKOB
WIA CHMIITOMOB TIIOPaXXEHUs I€YEHH, KOTOpble MOIYT OBITh CBSI3aHbl C HPUMEHEHHEM
¢daykoHa3zoia, mpenapar cieayeT OTMEHUTb.

Kak u mpu npumMeHeHuW Ipyrux a3ojioB, (UIYKOHA30JI B PEIKHUX CIydasX MOXKET BbI3bIBAaThb
aHa(UIAKTUYECKHUE PEAKIUH.

Bo Bpems gneudeHus (uaykoHa30JOoM y TAUEHTOB B PEAKHX CIy4yasX pa3BUBAJIUChH
9KC(OTMATUBHBIC TOPAKEHUS KOXKH, Takue Kak cuHapoM CtuBeHca-/[)KOHCOHA M TOKCHUYECKHMA
snuaepMaibHbIil Hekposus. bonsable CITMloMm Gosee CKIOHHBI K Pa3BUTUIO TSDKENBIX KOXKHBIX
PEaKIyii Mpy MPUMEHEHHH MHOTHUX TpenaparoB. [Ipu mosBieHn# y manueHTa BO BpeMs JICUSHHS
MOBEPXHOCTHOW TPUOKOBOW HMH(EKIMM CBIMH, KOTOPYIO MOXHO CBs3aThb C TNPUMEHEHHEM
¢duykoHa3zona, TmpemapaTr cieayeT OTMEHHWTh. lIpW TIOSBICHWHM CBHIIM Yy TAlUEHTOB C
MHBAa3UBHBIMHU WJIM CUCTEMHBIMH IPUOKOBBIMU MH(EKLUAMH, UX CIEAYET TIIATEIbHO HAOI01aTh
U OTMEHHTh TperapaT TpW TOSABICHUHA OYJUIE3HBIX TOPAXEHHH WIM MHOrO(GOpMHOU
HKCCYAATUBHOM SPUTEMBI.

OpnHoBpeMeHHOE NpUMEHEHHEe (uiyKoHa30J1a B 1o3ax MeHee 400 Mr/cyT u TepdeHaanHa cieayer
OPOBOJIUTH IMOJ TIIATETIBHBIM KOHTposieM (cM. pa3aen «BsaumoneiictBue ¢ Japyrumu
JIEKapCTBEHHBIMH CPEJICTBAMMUY).

Kak u npyrue azomnsl, ¢uIyKOHa30J MOXET BbI3bIBaTh yBenuueHue uHTepBasa QT nHa OKIT.
@OykoHA30J1 BBI3BIBACT yBenuueHHe uHTepBana QT mocpeacTBoM HMHTHOMPOBAHHS TOKa
KaJMEBbIX KaHAJOB BHYTPEHHEro BhIIpsAMIEHHUs. YBenuueHue uHrepaia QT, BbI3BaHHOE
JIPYTUMH JICKAPCTBEHHBIMU TIperaparaMu (TaKUMH KaK aMHOJAPOH), MOXKET OBITh YCHIJIEHO
uaruouropamu usodpepmenta 3A4 nuroxpoma P450 (CYP) (cm. pazmen «BsaumopeiictBre c
NPYTUMH  JIEKaPCTBEHHBIMU CpelCTBaMm»). [lpu mnpuMeHeHWH (QIyKoHA30/a yBEITHYECHHUE
untepBasia QT u MepriaHue WK TpeneTaHue JKeIy10YKOB OTMEYaIN OY€Hb PEAKO y MAIlEeHTOB C
TSDKETTBIMU 3200JIEBaHUSIMHE C MHOXKECTBEHHBIMU (DaKTOPaMH PHCKA, TAKUMH KaK OpraHHYECKUE
3a00JeBaHMs Cep/lla, HApyIIEHHUs AJIEKTPOJIMTHOro OanaHca M CHOCOOCTBYIOLIAS Pa3BUTHIO
MOJI0OHBIX HapyUIEHUH comyTcTBYyomIas Tepanus. [1oBpIIEHHBIH PUCK Pa3BUTHS yrpoKarolien
KHU3HU JKEIIYIOYKOBOW apUTMUM M MOJUMOP(PHON IKENIyIOYKOBOM TaXWKapAUU MOXKET
BO3HUKHYTh Yy TAUMEHTOB C THUIOKAJIMEMHEH H  MPOrPECCUPYIONIEH  CEepACHHOMN
HEIOCTaTOYHOCThIO. [loATOMY TakuM malnMeHTaM ¢ MOTEHIHAIbHO MNPOapUTMHUYECKUMHU
COCTOSTHUSIMU IIPUMEHSTH (IIYKOHA30JI CIEIYET C OCTOPOKHOCTBIO.

[Tanmentam c 3a00sieBaHUSIMM TI€UYEHH, CepJlla M IOYeK Iepe] NPUMEHEHUEM IIpernapara
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PEKOMEH/1yeTCsl IPOKOHCYIBTHPOBATHCS C BPAUOM.

[Tpu npumenernn QurykoHaszosna B m03e¢ 150 Mr 1mo moBoly BarmHaJLHOTO KaHIM103a MAIlUEHThI
JIOJDKHBI OBITh TPEAYNPEXKICHBI, YTO YIyUIIEeHHE CUMIITOMOB OOBIYHO Habiromaercs yepe3 24
yaca, HO JUI UX TOJTHOTO MCYE3HOBEHUSI MHOTIA TpeOyeTcsl HECKObKO qHel. [Ipu coxpaHeHuu
CHUMIITOMOB B TE€YCHHE HECKOJIBKUX AHEH CIIEAYET 0OpaTUTHCS K Bpady.

JokazarenbcrBa A(G(GEKTUBHOCTH (IIYKOHA30JIa TPH JICYCHUU IPYTrUX BHIOB JHICMHYHBIX
MHKO30B, TaKHX KaK MapaKOKIHINOUIOMHUKO3, CIOPOTPUX03 U TUCTOIUIA3MO3 OIPaHUUYEHBI, YTO
HE TMI03BOJIICT OIPEICIUTh KOHKPETHBIE PEKOMEHIANMW 1O J03upoBaHHi0. DiyKoHa30:
ABIseTCA yMepeHHbIM uHruouropom uzopepmenta CYP2C9 um ymepeHHBIM WHTHOHTOPOM
nzodepmentra CYP3A4L. diykoHazom Takxke sBiseTcs nHruontopom uzopepmenra CYP2C19.
[Ipy OJHOBPEMEHHOW TepanmuM JIEKAPCTBEHHBIMH IIpEraparaMd C Y3KUM TeparneBTUYECKUM
npoduiem, Merabomusupyromumucs uzodpepmentamu  CYP2C9, CYP2C19, CYP3A4,
pEKOMEHyeTCs COONII0JaTh OCTOPOXKHOCTh (CcM. pazmen «BzaumopeiicTBue ¢ ApyruMu
JICKApCTBCHHBIMH CPEJICTBAMMU).

Coo001manocs 0 pa3BUTUN HEJOCTATOYHOCTH KOPBI HA/AMOYECYHUKOB y MAIIMEHTOB, MOTYYarOIINX
TEpanuio JAPYrUMH a30JiaMd  (HalmpuMep, KETOKOHA30JI0M). Y TAIMEeHTOB, MOJYYarolIuX
(baykoHa30J1, HAOMIOJAIUCH OOPATUMBIE CITydad HEIOCTATOYHOCTH KOPBI HAATIOUYEYHUKOB.

Biinsinue Ha cOCOOHOCTH K YNPaBJIEHUI0O TPAHCIIOPTHBIMH CPeICTBAMHU U MeXaHU3MAMM

OneiT npuMeHeHHs (IyKOHA30J7a CBUAETEIBCTBYET O TOM, YTO HapyIlIeHHE CIOCOOHOCTU
YOPaBIATh TPAHCIOPTHBIMU CPEICTBAMH M MEXAHU3MaMH, CBS3aHHOE C NPUMEHEHUEM
npenapara, MajoBepossTHO. OgHaKoO B cilydae BO3HMKHOBEHHUS Yy IMAllMEHTa T'OJOBOKPYKEHUS,
COHJIMBOCTM M CYyAOpPOr BO BpeMs IpueMa I[pernapara CIeAyeT OTKa3aTbCs OT 3aHATHU
MOTEHLMAJIBHO OMACHBIMU BUAAMU JAEATEIBHOCTH.

®opMa BbIIIYCKa

Kancynbr 50 mr u 150 mr.

s oozupoexu 50 me

7 Karcyn B KOHTYPHOW sS4YEMKOBOH yHakoBKe W3 TUICHKH MOJIMBUHWIXJIOPUIHONH M (QOibru
AIIOMUHUEBON WK B OaHKE U3 MOJIMATHIIEHA BBICOKON TUIOTHOCTH.

1 xoHTypHas siueilkoBas yrmakoBKa WM OJHA OaHKa BMECTE C MHCTPYKIUEH M0 MPUMEHEHHIO B
nayke U3 KapToHa.

ns 0ozupoexu 150 me

1, 2, 3 unu 4 xancynbl B KOHTYPHOH SYEHKOBOH yITaKOBKE W3 TUICHKHU MOJIMBUHIIXJIOPUIHON U
(boabru aTOMUHUEBON UM B OaHKE U3 MOJUATUIEHA BBICOKON TNIOTHOCTH.

1, 2, 3 unu 4 KOHTYpHBIE STYEHKOBBIC YMAKOBKU 1O 1 karcyne, 1 wim 2 KOHTypHBIE SYCHKOBBIC
YIAKOBKU IO 2 Kamcyibl, | KOHTypHas s4YeHKOBas yMAaKOBKa IO 3 Kamncyibl, | KOHTypHasd
A4YeiikoBasi ynakoBKa 10 4 Kamncyibl WIK OJHA 0aHKa BMECTE C MHCTPYKLHUEH 10 MPUMEHEHHIO B
Iayke U3 KapToHa.

YciaoBus XxpaHeHUs
XpaHUTh B 3aIIUIIIEHHOM OT CBETa MECTE MpHU Temriepatype He Boime 25 °C.
XpaHUTh B HEJOCTYITHOM JJIs IET€H MecTe.

Cpoxk rognocTu
3 roxa.

He MNPUMCHATH 11O UCTCUCHUU CPpOKA TOAHOCTHU.

YcaoBus ornycka
OTnycKaroT MO peLenTy.
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KOpuanyeckoe Ju10, HA UMS KOTOPOT0 BBIIAHO PErHCTPALIMOHHOE YI0CTOBEpeHne
AO «BEPTEKCy, Poccus
KOpuanaeckuii agpec: 197350, r. Cankr-IlerepOypr, Jopora B Kamenky, a. 62, mut. A.

IIpousBoauTen

AO «BEPTEKCy, Poccus

Anpec npousBoactsa: r. Cankr-Ilerepoypr, Hdopora B Kamenky, 1. 62, nut. A.
Opranu3anusi, MPUHUMAIOIIAS MPETEH3UH TOTPEOUTEIICH:

AO «BEPTEKC», Poccus

199106, r. Cankr-IleTepOypr, BacunbeBckuii ocTpoB, 24-nmuHus, 1. 27, muT. A.
Ten./daxc: (812) 322-76-38
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