MUHUCTEPCTBO 3/JPABOOXPAHEHUS POCCUNCKOI ®EJEPALIIU

NMHCTPYKLMA 10 MEJUITMHCKOMY ITPUMEHEHHNIO
JIJEKAPCTBEHHOI'O ITIPEITAPATA

D1yKoHA30J1

PerncrpannonHblii HOMep:

Toprosoe HauMeHoBaHue. PIyKOHA30II

MeskayHapoaHOe HeIATeHTOBAHHOE HAaMMEeHOBaHue: (JIyKOHa30J1
JlekapcTBeHHas opma: pacTBOp A HHPY3HUA

Cocras:

Leticmeyrowee geujecmeo:

dnykoHa30I 20r
Bcnomocamenvhvie sewecmea:

Harpus xmopua 90r

Bona nis uHbeKIui moln

Teopernueckoe 3HaueHHe ocMoisipHocTH 315 MOcm/i.
Onucanue

Hp03paIJHa;1 6CCLIBeTHaSI KUIKOCTD.

(I)apMaKOTepaneBaneCKaﬂ rpymnmna: HpOTHBOTpH6KOBO€ CpeaAcCTBO

Kon ATX: JO2ACO01

DapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuxa

®IyKOHA30JI, TPUA30JIHHOE MPOTUBOTPUOKOBOE CPEICTBO, SBISIETCS CHIIBHBIM CEJIICKTUBHBIM

I/IHFI/I6I/ITOp0M CHHTC3a CTCPOJIOB B KJIICTKC FpI/I6OB.

(DJ'IYKOHaSOJI MPpOACMOHCTPUPOBAII AKTUBHOCTDb in Vitro ¥ B KIMHUYECKUX HCCIICOAOBAaHUAX B

OTHOIIICHWH OOJBINMHCTBA Cleayromux MukpoopranusmoB. Candida albicans,

Candida

glabrata (mMuorme mramMbl ymepeHHo uyBcTBHTENbHBI), Candida parapsilosis, Candida

tropicalis, Cryptococcus neoformans.
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bbuta mokazaHa aKTHBHOCTH (DIIyKOHa3o0jia B YCJAOBHSAX IN VIO B OTHOIICHHUH CIIEAYIOLIMX
mukpoopranusmoB: Candida dubliniensis, Candida guilliermondii, Candida kefyr, Candida
lusitaniae, oqHaKO KIMHUYECKOE 3HAYEHHE 3TOTO HEM3BECTHO.

[Ipy BHYTpUBEHHOM BBEACHHMM (IIYKOHA30Jl TMPOSBIIAI AKTUBHOCTh HA PA3IMYHBIX MOJEISNX
rpUOKOBBIX HMHQEKIUH y IKUBOTHBIX. IIpogeMOHCTpHpOBaHa aKTUBHOCTH IIpemaparta MpH
OINIMOPTYHUCTHYECKMX MHKO3aX, B TOM uucie Bbi3BaHHbIXx Candida spp. (Bkirouas
reHepaIn30BaHHBIA KaHINA03 y JKMBOTHBIX C MOJaBIECHHBIM UMMyHHTeTOM), Cryptococcus
neoformans (Bxiouass BHyTpudepenusie uHbekimu), Microsporum spp. u Trychophyton spp.
VYcraHoBIeHA TaK)Ke€ aKTUBHOCTD (PIIyKOHA30J1a HA MOJACIISIX SHJAEMUYHBIX MHUKO30B Y KUBOTHBIX,
BKJIrOuas mH(pekuuu, Bb3BanHbie Blastomyces dermatitidis, Coccidioides immitis (Bkirouas
BHyTpuuepenHbie uHbekiuu) u Histoplasma capsulatum y >KMBOTHBIX ¢ HOpPMaabHBIM H
M0/IaBJICHHBIM UMMYHHUTETOM.

@OykoHa3os 00J7aaeT BBICOKOH CIENU(UYHOCTEI0O B OTHOIIEHWH TPHOKOBBIX (EPMEHTOB,
3aBUCHMBIX OT cucTeMbl IuToXpoma P450. Tepanus dmykonazonom B go3e 50 Mr/cyT B TeueHue
n0 28 nHeW He BIMSET HAa KOHLEHTPALMIO TECTOCTEPOHA B IJIa3ME€ KPOBU y MYKYHMH WIH
KOHIIEHTPAIMIO CTEPOUJIOB B TIa3Me KPOBH Y KEHIIHUH JIETOPOJHOTO Bo3pacra. DiyKoHA30I B
no3e 200-400 mr/cyT He OKas3bIBaeT KIMHWYECKH 3HAYUMOTO BIIMSHHUS Ha KOHIICHTPAIIUU
SHJIOTEHHBIX CTEPOUJOB M HMX PEAKIMI0 HA CTUMYJSIIIUIO aIpEeHOKOPTUKOTPOITHOTO TOPMOHA
(AKTT) y 310pOBBIX My>KYHH-T00POBOJIBIIEB.

Mexanuzmsl pazgumust pe3ucmeHmHocmu K QIyKoHAa301y

Pe3ncTeHTHOCTh K (hIyKOHA30JIy MOKET Pa3BUTHCS B CIHEAYIONIUX CIydasx: KaYeCTBEHHOE WM
KOJIMYECTBEHHOE M3MEHeHue (epMeHTa, SBISIONIEroCsl MUIIEHbIO Juis  (JIyKOHazona
(manoctepus  14-0-meMeTmiia3el), YMEHBIIEHHWE JOCTyNna K MHIICHH (IyKOHA30da I
KOMOHMHAIIHUS TUX MEXaHU3MOB.

Toueunbie wmytanuu B reHe ERGI1, komupyromem ¢epMeHT-MUIIEHb, TMPUBOAAT K
BUJIOM3MEHEHHUIO MUILIEHU M CHIKEHUIO ad(QUHHOCTU K a30jaM. YBEIMYEHHE HKCIIPECCUU T'eHa
ERGI11 mpuBOIUT K TPOAYKIIMH BBICOKMX KOHIICHTpAIUi (epMeHTa-MHIIEHH, YTO CO37acT
NOTPEOHOCTh B YBENMYCHUH KOHIIEHTpAUU (hITyKOHA30J71a BO BHYTPUKIETOYHOM KUAKOCTU JUIS
MOJIaBIICHUS BCEX MOJIEKYH (pepMeHTa B KIIETKE.

Btopoil 3HauMTENbHBIH MEXaHW3M PE3UCTEHTHOCTH 3aKJII0YAaeTCs B aKTUBHOM BBIBEIACHUH
¢diykoHa30Ma W3 BHYTPUKIETOUYHOTO IMPOCTPAHCTBA IOCPEICTBOM AaKTHBAIIMM JIBYX THUIIOB

TPaHCIOPTEPOB, YUACTBYIOLINX B aKTUBHOM BhIBEJICHHH (3¢ (IIIOKCe) MpenapaTtoB U3 rpuOKOBOM
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kietku. K TakuM TpaHcmoprepaM OTHOCUTCS TJIaBHBIM IIOCPEIHUK, KOAUPYEMbI I'€HaMHU
MHOKECTBEHHOM  JjiekapcTBeHHOM  ycronumBocty (MDR), u cynepcemeiictBo ATO-
CBSI3BIBAIOIICH KacCeThl TPAHCIIOPTEPOB, KOAUPYyEMOe TeHaMu pe3ucteHTHocTH rpubos Candida
K a30510BbIM anTuMuKoTHKaM (CDR).

['unepakcnpeccuss rena MDR mpuBoauT K pe3UCTEHTHOCTH K (PIyKOHA30iy, B TO K€ BpeMs
runepakcnpeccus reHoB CDR MokeT npuBoANTh K pE3UCTEHTHOCTH K Pa3IMYHBIM a30J1aM.
Pesuctentnocts k Candida glabrata o6sraH0 onocpenoBana runepakcnpeccueii rena CDR, uto
IPUBOJAUT K PE3UCTEHTHOCTH KO MHOTHM a3oyiaM. J[J1s TeX IITaMMOB, Y KOTOPBIX MUHUMAaJIbHAs
uHrnoupyromas konnerrpauus (MUK) ompenensercs kak npomexyTtounas (16-32 mkr/mi)
PEKOMEHyeTCs IPUMEHSATh MaKCUMAJIbHBIE 710361 (PITyKOHA30J1a.

Candida krusei crmemyer paccMaTpuBaTh Kak pE3UCTEHTHYIO K (QuiyKoHa30i1y. MexaHu3Mm
PE3UCTEHTHOCTH  CBSI3aH CO  CHW)KEHHOW  UyBCTBUTEJIBHOCTBIO  (PEpMEHTA-MMIICHH K
MHTHOUPYIOLEMY BO3JIEHCTBUIO (PIIyKOHA301a.

dapmakokunemuxa

@iykoHa30J1 SBISETCS CENeKTUBHBIM uHruouropom wuzodpepmentoB CYP2C9 u CYP3A4,
duykoHazon Takke sBisercss uHruouropom wusodepmenra CYP2C19. dapmakokuHeTHKa
(i1ykoHa30/1a CXO/IHa MPU BHYTPUBEHHOM BBEJEHHUH (B/B) U mpueMme BHYTpb. KoHIEHTpamus B
IU1a3Me KpOBU MPONOPIMOHATIBHA 103€ U AocTUraeT MakcumyMa (Cp,y) gepes 0,5-1,5 yaca nocne
npremMa (IykoHa30J1a HaTOIIaK, a mepuox momyBeBenenus (T,,) cocraBmser okono 30 gacos.
90 % paBHOBECHON KOHIIEHTpPAIIMHM JIOCTUTAIOTCS K 4-5-My JHIO TOCJe Havajga Tepanuu (TpH
MHOTOKpPaTHOM IIpHeMe TpenapaTa | pa3 B CyTKH).

BBenenue «ymapHoit» no3sl (B 1-i1 1eHb), B 2 pa3a npeBbllIaromeil 00ObIYHYI0 CYTOUHYIO J103Y,
nenaer Bo3MOXKHBIM JocTikeHrne 90 % paBHOBECHON KOHILIEHTPALUMH KO 2-My JHIO TEparuH.
O6beM pacnipeneneHus NpuOIMKaeTcss K 001eMy COIep>KaHUIO BOJIbI B opranuizMe. CBsi3bIBaHUE
¢ Genmkamu 1ua3Mbl KpoBH HU3koe (11-12 %).

@DryKOHA30J1 XOPOILIO MPOHUKAET BO BCE KHUAKOCTH opranuizMa. KoHieHTpauuu ¢aykoHasosna B
CJIIOHE U MOKPOTE CXOJHBI C €r0 KOHIIEHTPALUSIMH B IJIa3Me KPOBHU. Y MAIMEHTOB C TPUOKOBBIM
MEHHHTHUTOM KOHIIGHTpAIui (IIyKOHA30JI1a B CITMHHOMO3TOBOM J>KHKOCTH COCTABIISIOT OKOJIO
80 % OT ero KOHIIEHTPAINH B TIa3Me KPOBH.

B poroBoMm croe, smnuaepmuce, JaepMeé U TOTOBOM JKUAKOCTH JOCTUTAlOTCS  BBICOKHE
KOHIICHTPALMH, KOTOPBIE MPEBBIIIAIOT CHIBOPOTOUHbIE. DIyKOHA30JI HAKAIUIUBACTCA B POrOBOM

cnoe. [Ipu mpueme B no3e 50 mr 1 pa3 B cyTKu KOHIEHTparus (IykoHa3o0jla B POTOBOM CJIO€
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yepe3 12 nHelt cocraBisieT 73 MKI/T, a 4epe3 7 JHEH Mocie MPEKpaleHUs JICYCHUSI — TOJIBKO
5,8 mxr/r. [lpu npumenennn B mo3ze 150 Mr 1 pa3 B Hemento KOHIEHTpanus (IyKOHa30J1a B
POTOBOM cJjl0€ Ha 7- JieHb cocTaBiseT 23,4 MKI/T, a uepe3 7 JHEH mocie mprueMa BTOPOH 1036l —
7,1 MKI/T.

Konuenrpanust (aykoHa3ojga B HOTTEBOW IUIACTUHKE IMOCHE 4-MECAYHOTO NMPUMEHEHHS B J103€
150 mr 1 pa3 B Hexemnto cocraBiseT 4,05 MKI/T B 310pOBBIX U 1,8 MKI/T B IOPaKEHHBIX HOT'TEBBIX
IUIACTHHKAX, 4epe3 6 MecsleB I0ciIe 3aBepIleHUs Tepanuu (IyKoHa30d MO-NPEKHEMY
OIpeNieNsIeTCsl B HOITEBBIX IJIACTUHKAX.

[lpenmapatr BBIBOAWMTCS, B OCHOBHOM, moukamu, mpumepHo 80 % BBeleHHOW 03B
oOHapyXKMBaeTcs B MOYe B HEM3MEHEHHOM BHe. KimpeHc ¢urykoHazola MpONOpIHOHATICH
kiupeHncy kpearunuHa (KK). Hupkyiaupyrone MeTaboauTsl He 00HApy KEHBI.

Jmrensaselii T, U3 M1a3Mbl KPOBU TO3BOJISET MIPUMEHATH (uryKoHa30:1 1 pa3 B cyTku niu 1 pas
B HEJIEJIO — MPH IPYTHUX MMOKA3aHHUIX.

DapmaKkoKuHemuKa y omoenbHolX Zpynn RAyUEeHmos

Dapmaxokunemuka y oemetl

VY nereit ObLIM MOTyYEHBI cleAyoNIMe (apMaKOKMHETUUECKNE TapaMeTphbl:

Bospacr Jo3a (Mr/kr) T2 (4ac) Inomans noja
KPHUBOH
«KOHUEHTpauus -
Bpems» (AUC)
(MKr-4/mJ1)
11 nueit — 11 mecsineB | OgHOKpATHO — B/B 3 MI/KT 23 110,1
5 ner — 15 ner MHOTOKpaTHO — B/B 2 MI/KT 17,4* 67,4*
5 ner — 15 net MHoOrokpatHo — B/B 4 MI/Kr 15,2* 139,1*
5 ner — 15 ner MHorokpatHo — B/B 8 Mr/kr 17,6* 196,7*

* IoKa3arenb, OTMEUEHHBIN B MOCIEAHUN I€Hb

HenonomennsiM netsaM (okoso 28 Henenb pa3BUTHs) (IIyKOHA307 BBOJWIN B/B B J103€ 6 MI/Kr
Kbl 3 IGHb IO BBEJCHUS MAaKCHMYM 5 J103 B TO BpeMs, ITOKa JI€TH OCTABAINCH B OTJEICHUU
uHTeHcuBHOU Tepanuu. Cpenuuil Ty, cocraBisu 74 4yaca (B npenenax 44-185 yacos) B 1 neHs, ¢
yMEHbIIIEHHEeM Ha 7 IeHb B cpeqHeM 1o 53 yacoB (B mpenenax 30-131 gacoB) u Ha 13 neHs B

cpenneMm 1o 47 yacoB (B npenenax 27-68 yacos).

C. 4



3nauenue AUC cocraBmsuio 271 mxr-u/mn (B mpexenax 173-385 mkr-u/min) B 1 neHs, 3atem
yBenmmuuBanock 10 490 Mkr-u/mn (B mpenenax 292-734 Mkr-u/mil) Ha 7 IeHb U CHUXKAIOCHh B
cpenrem 1o 360 mkr-u/mut (B ipeaenax 167-566 mxr-4/mir) k 13 nHro.

O6wem pacnpenenenus coctaBmsur 1183 mu/kr (B mpenemax 1070-1470 mur/kr) B 1 neHs, 3atem
yBenuuuBajics B cpeaHeM a0 1184 mu/kr (B mpemenax 510-2130 ma/kr) Ha 7 OeHb M 10
1328 mu/kr (B mpenenax 1040-1680 mi/kr) Ha 13 neHs.

DapmakokuHemuka y nayueHmo8 noAHCUI020 603pacma

[Ipu omHOKpaTHOM MpUMEHEHUH (iykoHa3ona B o3¢ 50 Mr BHYTph y MAIlMEHTOB IMOXKUIIOTO
BO3pacTa B Bo3pacTe 65 Jer u crapiie, HEKOTOpble M3 KOTOPBIX OJHOBPEMEHHO MPUHUMAIH
nnypetukd, Cpa B TUIa3Me KPOBH JIOCTUTalach uyepe3 1,3 yaca mocje mpuemMa M COCTaBsiia

1,54 mxr/mn, cpemnnue 3Hauenus AUC — 76,4 + 20,3 mxr-u/mi, a cpeguuii T, — 46,2 gaca.

3HaueHus] TUX (ApPMAKOJOTHYECKUX ITApaMETPOB BBIIIC, Y€M Y MOJIOABIX MAI[UEHTOB, YTO
BEPOSITHO CBSI3aHO C TOHIDKEHHOH TIOYEYHOH (yHKIMEH, XapaKTepHOW IS IalueHTOB
noxxusjoro Bo3pacta. OJHOBPEMEHHBI MpPUEM JUYPETUKOB HE BBI3BIBAI BBIPAKEHHOTO
usmenenus AUC u Cpqy B mnazme kpoBu. KK (74 mi/muH), npoueHT Gi1yKoHa30J1a, BEIBOIUMOTO
noukamMd B HeusmeHeHHOM Bujae (0-244, 22 %) u mMOYEUHBIH KIMpPeHC (IyKOHA30I1a

(0,124 mu/MuH/KT) y MAIMEHTOB TOXKUIIOTO BO3PACTa HIKE MO CPABHEHHUIO C MOJIOABIMH.

Iloka3zanus K NpUMEHEHU IO
®1yKoHa30J1 MMOKa3aH IS JICUCHUSI CJIEIYIONUX 3a00JIeBaHUN y B3POCIBIX: KPUIITOKOKKOBOTO
MEHHMHTHUTA; KOKIIUIUNOUIOMHUKO3a; MHBA3UBHOTO KAaHJIN103a; KaHAMI03a CIM3UCTBIX 000JI0YCK,
B T.4. OpopapeHTHaIbHOr0 KaHAWUI03a, KaHAW03a MUIIEBOIA, KaHAUIYPUU U XPOHUUYECKOTO
KaH/IU1032 KOKH U CIU3UCTHIX 000JI0YEK; XPOHUUECKOTO aTpOo(hUIECKOro KaHIU03a POTOBOM
MOJIOCTH (CBSI3aHHOTO C HOIIIEHUEM 3yOHBIX MPOTE30B), KOT/Aa COOJIOIEHUS TUTHEHBI TIOJIOCTH
pTa WIK MECTHOTO JIEYEHUSI HEJOCTATOYHO.
@DIykoHA30J1 TOKa3aH Al TPO(UIAKTHKY CIETYIOMNUX 3a00JeBaHUHN Y B3POCIBIX:
PEIUINBOB KPUIITOKOKKOBOTO MEHUHTHUTA Yy MAIIUEHTOB C BHICOKUM PUCKOM PEIUINBOB;
PEMINBOB OpodapeHruaaIbHOTO KaHaM103a B KaHauao03a nuiieBoaa y BUY-unbunpoBaHHbIX
MAlMEHTOB C BHICOKUM PUCKOM PEIUANBA;
JUTSE PO MIIAKTUKY KAHAUIO3HBIX HHGEKINUN Y MAlMEeHTOB C MPOJIOJKUTENIHHON HEUTpoTneHnen
(TakuX KakK TAIMEHThI C TeMo0JIacTO3aMH, MPOXOIAIIMMHA XHMHUOTEPAIHIO, WU TAIlMEHTHI,

MpoXOoaAAIIrEe TPaHCIUIAHTaAOIUIO TE€MOITIO3THYCCKHUX CTBOJIOBBIX KJ'IGTOK).
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@DiryKOHA30J1 TTOKa3aH ISl IPUMEHEHHS Y IOHOIIEHHBIX HOBOPOKICHHBIX, MIIAJICHLIEB, JETEH U
NOJIPOCTKOB B Bo3pacte oT 0 1o 18 ner.

DnyKoHazon npumeHsiemcs OJisl JeueHuss KaHOU003a CAU3UCbIX 00010YeK (0poghapeneuanbHo2o
KaHOUu003a u KaHOUO03a NUWe800d), UHBA3UBHO20 KAHOUOO03d, KPUNMOKOKKOBO20 MEHUHSUMA U
NPOPUIAKMUKU KAHOUOO3HBIX UHDEKyull y NayueHmos ¢ OCIAONeHHOU UMMYHHOU CUCMEMOU.
DIyKOHA301 ~ MOJNCHO — NpUMEHAMb 6  Kayecmee  noooepicusaiouer.  mepanuu 04
npeoomepaujenus peyuousa KpunmoKoKo8020 MeHuHeuma y oOemell ¢ 6bICOKUM PUCKOM
peyuousa.

IIpoTuBoONOKa3aHus

[ToBbIIeHHAasT YYBCTBUTEIBHOCTh K (DIYKOHA30dy, APYTMM KOMIIOHEHTaM IIpenapara WiH
A30JIbHBIM COEAMHEHUSIM CO CXOIHOH (IITyKOHA30ITy CTPYKTYPOH.

OpnHOBpeMeHHBIN TpueM Tep(eHaarHa BO BpeMsi MHOTOKPATHOTO NMPUMEHEHHs (pIyKoHa3ona B
noze 400 mr/cytr m Oomee (cM. pasmen «BzaumoneicTBue ¢ IPYrMMHU JIEKapCTBEHHBIMU
CPEICTBAMUY).

OpnHoBpeMeHHOE TMpPUMEHEHHEe C  TpernapaTamu, YUIMHAIOMUAMUA — uHTepBal QT wu
MeTa0oau3upyromumMucs ¢ nomouisio  u3odpepmenta CYP3A4, Ttakumu Kak [M3anpun,
aCTeMH30JI, SPUTPOMUIIMH, MUMO3UI U XUHHIWH (cM. pazaen «BzaumoneiicTBue ¢ apyrumu

JIEKApCTBEHHBIMU CPEJICTBAMHI).

C 0CTOpPOXHOCTBIO:

Hapymenue GpyHKIMM EUeHH.

Hapymenue ¢pyHKIMU MOYEK.

[TosiBneHne KOXKHOM chI Ha (hoHE MpUMeHeHHs (ITyKOHa30Ja y MalMeHTOB C MMOBEPXHOCTHOM
rpuOKOBOI MH(EKIMEe U NHBa3UBHBIMU/CUCTEMHBIMU TPUOKOBBIMU MH(EKLIUSIMU.
OnHOBpEMEHHOE PUMEHEHUE C aMHOAAPOHOM.

OnHoBpeMeHHOe TpuMeHeHne Tepdernaauna u Giykonaszona B go3e MeHee 400 mMr/cyT.
[ToTeHIMAaTBPHO TPOAPUTMUYECKHAE COCTOSHHS y TMAIlIEHTOB C MHOXXECTBEHHBIMH (DaKTOpaMH
pucka (opraHuueckue 3a0oyieBaHHs Cepla, HApyWIEHUs JJIEKTPOJIMTHOro OanaHca U
CIOCOOCTBYIOIIAS Pa3BUTHIO MOJOOHBIX HAPYIIEHUH COMYyTCTBYIOIIAs TEPAIIUs).
OpnHOBpeMEHHOE NPUMEHEHHE JICKapCTBEHHBIX IPENaparoB ¢ Yy3KUM TEpaneBTHUECKUM

npoduiem, meradonusupyromuxcs nzopepmentamu CYP2C9, CYP2C19, CYP3AA4.
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I[IpumeHeHne MpU 6€PeMEHHOCTH U B MEPUO/ TPYTHOT0 BCKAPMJINBAHUS

AJIEKBAaTHBIX U KOHTPOJIMPYEMBIX UCCIICIOBAaHHI OEPEMEHHBIX KECHIIWH HE MPOBOIUIOCH.

Bo Bpemsi OepeMeHHOCTH TNpUMEHEHHsI (IYKOHA30JIa CleAyeT H30erathb, 3a HCKIIOYCHHEM
CIy4aeB TSDKENBIX M TOTCHIMAIBHO YIPOXKAIOIIMX JKU3HU TPUOKOBBIX HWH(MEKIUHA, KOTIa
OKHJaeMasl 1MoJb3a JICUCHUS ISl MAaTePH TPEBHINIAST BO3MOXKHBIM PUCK JJIS TUTOJA.

Heobxomumo paccmoTperh 3¢ (EeKTUBHBIE METOABI KOHTPAICIIMA Yy YKCHIIUH JIETOPOIHOTO
BO3pacTa B TEYCHHUE BCErO IMEpHOJAa JICUYEHUS M MPHOJM3UTEIBPHO B TEUYCHUE HEIETH
(5-6 mepromOB MONYBBIBEICHHUS) IMOCIE MPUHATHS MOCICIHEH 03Bl mpenaparta (CM. paszen
«DapMaKOKUHETHKA).

Coo0masioch 0 ciay4asx CaMOIIPOU3BOJBLHOTO a0OpTa W Pa3BUTHS BPOXKICHHBIX aHOMAIHH Yy
MJIQJICHIIEB, YbU MaTepu moiydanu (iaykoHazon B no3e 150 Mr ogHOKpAaTHO WM MOBTOPHO B
MIEPBOM TPUMECTPE OEPEMEHHOCTH.

Ornucanbl ciIydyau MHOKECTBEHHBIX BPOXKJICHHBIX TTIOPOKOB Y HOBOPOXJICHHBIX, MATEPH KOTOPHIX
Ha TPOTSHKEHUM OOJBIICH YacTH WM BCEro IEPBOTO TPHUMECTpPa IMOJYyYadd TEPAITUIO
diykoHnazonoM B BbICOKOHM n03e (400-800 mMr/cyT) mo moBoAy KOKIMAMOUIOMHKO3a. bbuin
OTMEUEHBI CIIeAYIOIINe HapyIIeHUs pa3BUTH: Opaxunedanus, HapylUIeHUE Pa3BUTHS JTUIEBOM
yacTH depemna, HapymieHue (GOopMHpOBaHHUS CBOJAa 4Yeperna, BOJMYbS I1acTh, HCKPHUBIICHUE
OcIpeHHBIX KOCTEH, MCTOHUEHUE W YJ/UTMHEHHE pedep, apTpOTrpuIlo3 U BPOXKICHHBIC TOPOKHU
cepara.

®nykoHa30J1 0OHAPYKUBAETCS B TPYTHOM MOJIOKE B KOHIIEHTpAIMAX, OMM3KUX K MJIA3MEHHBIM,

MMO3TOMY €T0 HA3HAYCHUEC KCHIIUHAM B IICPUO I'PYAHOT'0 BCKAPMIIMBAHUA HE PCKOMCHAYCTCH.

Cnocod npuMeHeHHs U 103bl

BuyTpuBenusie nuHpy3uH.

Tepanuio MOXHO HAuWHATh IO TOJYYEHHUS Pe3yJbTaTOB IOCEBa U JAPYTHX JIaOOPaTOPHBIX
HCCIIEI0BAHUM. OpHako  TPOTHUBOTPUOKOBYIO  Tepamuil0  HEOOXOAUMO W3MEHUTH
COOTBETCTBYIOIIUM 00pa3oM, KOTJa pe3yIbTaThl STHX MCCICTOBAHNN CTaHYT N3BECTHBIMH.
@OyKoHA30J1 MOXKHO TNPUHUMATh BHYTPh WJIM BBOAMTH BHYTPUBEHHO MyTeM HHQY3UH CO
cKkopocThio He Oonee 10 mu/mMuH, BBIOOp croco0a NMPUMEHEHUS 3aBUCHT OT KIMHUYECKOTO
COCTOSIHWSI TAIMieHTa. [Ipu TmepeBoje MalMeHTa C BHYTPUBEHHOTO BBEICHHS Ha IPUEM
npenapara BHYTPb MM HAOOOpPOT M3MEHEHHMs CYTOYHOW 103bl He Tpelyercs. B pactBope

¢dyxonazona ans unpys3uit conepxkutcs 0,9 % pactBop HaTpus xjgopuaa, B Kaxabix 200 mr
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(pmakon ma 100 mur) comepxkutcs 1Mo 15 MMoIs HOHOB HATpus U xJyiopa. [loaTOMy y ManueHToB.,
KOTOpBIM TpeOyeTcsi OrpaHHYeHUE TMOTPEOJICHUS HATpUs WM JKUIKOCTH, HE00XOZUMO
YYHTBIBAaTb CKOPOCTH BBEJICHUS )KUIKOCTH.

diryKoHa30J1 — pacTBOpP Al UH(DY3UIl COBMECTUM CO CIIEIYIOIMMHI PACTBOPAMHU:

- 20 % pacTBOp AEKCTPO3bI

- pactBop Punrepa

- pactBOp XapTmaHa

- pacTBOp KaJlMsl XJIOPHUIA B AEKCTPO3€

- 4,2 % pactBop HaTpus OnkapOOHaTa

- aMHHOY3HUH

- 0,9 % pacTBOp HaTpuUs XJIOpUIA.

@DryKOHA30J1 MOXHO BBOJUTH B MH(Y3MOHHYIO CUCTEMY BMECTE C OJHMM M3 IEPEUUCIEHHBIX
BBIIIIE PAacTBOPOB. XOTS CIydaW CIEHU(PHUECKOW HECOBMECTHMOCTH (hIyKOHa30ja C APYTUMH
CpeACTBaMU HE ONKCAHBI, TEM HE MEHEe, CMEIIMBATh €ro C JIIOOBIMU APYTUMH IIperapaTaMmu
nepea nHpy3uel He peKOMEHAYeTCs.

Cytounas Jno3a mnpenapata @OIykoHa30sl 3aBHCUT OT XapakTepa M TSDKECTH TPUOKOBOM
MH(EKINH.

[Tpu uHPeknusax, TpeOyOUMX MOBTOPHOTO IpHeMa MPOTUBOTPHOKOBOrO Ipemnapara, JIeUeHHe
cleyeT MPOA0JIKATh 10 UCUE3HOBEHUS KIMHUUYECKUX WM J1a00paTOPHBIX MPU3HAKOB aKTUBHOM
rpubkoBoit nHpekuu. Y nanuentos ¢ BUY uHdexued 1 KpUNTOKOKKOBBIM MEHUHTUTOM HIIH
PEeLUIUBUPYIOIUM Opo(hapUHIeaTIbHBIM KaHANWA030M JUIsl MPO(UIAKTUKY peluanuBa UHOEKINU
00BIYHO HEOOXO0AMMA MOIIEPKUBAIOLIAs TEPAITHSL.

Ilpumenenue y 83pociiblx

Ilpu KpunmoKoKKo8oM MeHuHsume U KpUNMOKOKKOBbIX UHDEKYusx Opy20u JOKAIU3AYUU B
MEePBBIN JEHb OOBIYHO TPUMEHSIOT B 103 400 Mr, a 3aTeM mpo1oinkaroT JiedeHue B 1o3e 200-400
MT OJIMH pa3 B CyTKH. JIJIUTENbHOCTD JIEYEHUSI KPUTITOKOKKOBBIX MH(MEKIINI 3aBUCUT OT HAJIUYUS
KJIMHUYECKOTO0 W MHKOJIOTHYeckoro 3d@exra; Npu KPUNTOKOKKOBOM MEHHMHIUTE JIEUEHUE
0OBIYHO MPOJIOJIKAIOT MO KpaiiHel mepe 6-8 Henenb. B cioyyasx JiedeHus: yrpoKaromx KU3HU
UHQEKIHA CYyTOUHYIO 103y MOXHO YBETHYUTH 710 800 MT.

Jna npogpunaxmuxu peyuousa KpunmokOKKO8020 MeHUHUmMAa y TAIlUeHTOB C BBICOKUM PHUCKOM
peluanBa, Mocie 3aBepIlieHus MOJHOr0 Kypca MEPBUYHOTO JICUECHHUS, Tepanuio (pIyKoHa30JI0M B

no3e 200 Mr/cyT MOKHO MPOJOJDKATh B TEUEHUE HEOTIPEIEIEHHOTO EProJia BPEMEHH.
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Ilpu koxyuououdomukosze MOXKET TOTPeOOBAThCS MpHUMEHEHHE mpemapata B jgo3ze 200-400
mr/cyT. [y HEeKOTOPbIX WH(EKIUI, B OCOOCHHOCTH C MOPAXKEHUEM MO3TOBBIX 000JI0UEK, MOXKET
paccmatpuBathes 1o3a 800 Mr B CyTKH. J[JTUTENBHOCTD TEpalluu OMPEENIAIOT UHAUBUIYAbHO U
MOeET cocTaBlATh 11-24 mec.

Ilpu xamoudemuu, OUCCEMUHUPOBAHHOM KAHOUOO3e U OpPYeUX UHBAZUBHBIX KAHOUOO3HBIX
unghexyusax HacwIaromas no3a cocrapiser 800 Mr B MmepBbIid JeHb, mocienyromas go3a 400
MI/CyT. JIUTEeNbHOCTD TEPANUU 3aBUCUT OT KIIMHUYECKOU 3 (HEKTUBHOCTH.

OO0mass pekoMeHJaIus MO AJUTENILHOCTH JICUEeHUs KaHIUAEMUU 2 HEAENU IOCjie IEepBOro
OTPHIIATENILHOTO pe3yJjbTaTa II0CeBAa KPOBHM M HWCYE3HOBEHHS IMPHU3HAKOB U CHMIITOMOB
KaHTUJICMUH.

Jleuenue kanouoosa cauzucmoit 000,104Ku

IIpu opogapuneearsnom xangupo3e Haceimaromas po3za: 200-400 Mr B TepBbIM JIeHB,
nocneayromas no3a: 100-200 mr oguH pa3 B cyTku B TedeHue 7-21 mueit. [Ipu HeoOxomumocTH,
MAIMEHTaM C BBIPQKCHHBIM IO/IaBIICHUEM UMMYHHOUW (DYHKIIUU JICYCHHE MOYKHO MPOJOJKATH B
Te4eHue Oojee IUTETLHOTO BpEMEHH.

Ilpu xponuyeckom ampoghuueckom KaHouoo3e noiocmu pma, CBSI3aHHBIM C HOLIEHHEM 3yOHBIX
MPOTE30B, IMpernapaT o0bYHO NpuMeHsoT B 1o3¢ 50 mr 1 pa3 B cyTku B TeueHue 14 nHeil B
COYETaHUM C MECTHBIMU aHTHCENTHYECKUMH CPECTBAMU JIJIsl 00pabOTKH mpoTe3a.

[Tpu kanouoypuu >pdextuBHas no3za o0biyHO coctapisieT 200-400 Mr/cyT mpu JUIUTEIBLHOCTH
nedeHus 7-21 nHed. Y MalMEHTOB C TSKENbIM HapylieHHeM (GYHKIIUH WMMYHHOW CHCTEMBI
MO>KHO HCTIOJIb30BaTh 00Jiee NIUTENbHbIE IEPHOIbl TEPATIUU.

[Ipu xponuueckom rxoocrno-cauzucmom xkanouoose npumensitor 50-100 mr B cytku a0 28 maHel
JedeHus. B 3aBHCHMOCTH OT TSDKECTH JIeUeHHS] WH(MEKIMH WM COMYTCTBYIOIIETO HAPYIICHHS
UMMYHHOW CUCTEMBI M MH(EKITMI MOXKHO UCIIONB30BaTh 00JIee IUTEIbHbIC IEPUOIbI TEPATTUH.
[Tpu kanouoose nuwesooa Haceimaromas no3a 200-400 Mr B mepBbIil A€Hb, MOCIEIYIONIAs 1032
100-200 mr B cytku. Kypc newenuss cocraBisier 14-30 mHE#t (70 JOCTHXKCHHS PEMHCCHU
KaHaumo3a mwmmieBoga). Ilpm HeoOXOoAWMOCTH, TAalMEeHTaM C BBIPAXCHHBIM I10/IaBJICHHEM
UMMYHHOU (YHKITUH JIEYCHHE MOKHO MPOIOJDKAThH B TeUeHUE OoJiee JTUTETHHOTO BPEMEHH.

Hns npoghunaxmuxu peyuousos opogapunzeanvrozo kanouooza y BUY-mHGUIMPOBAHHBIX
MAIMEHTOB C BHICOKHM PUCKOM PEeLUINBOB urykoHa30J mpuMeHstoT o 100-200 Mr B CyTKH WU
200 mr 3 paza B HeIeNO B TEYEHUE HEOMPEAEICHHOrO IMEpUOJia BPEMEHU Yy MAIMEHTOB C

XPOHHUYCCKU IMOHUKCHHBIM UMMYHUTCTOM.
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Jist npedomepawenus peyuougos kanoudoza nuweeooa y BUU-unOUIUpoOBaHHBIX TAIUCHTOB C
BBICOKMM PHUCKOM pPeluaAnBOB (hiykoHa3on npuMenstoT mo 100-200 mr B cytku mwimm 200 mr 3
pa3a B HEJENI0 B TEUCHHE HEOMPEIEICHHOIO IMepuoja BPEMEHU y MAIMEHTOB C XPOHUYECKHU
MOHM)KEHHBIM UMMYHHUTETOM.

Jist npoghunaxmuxu KaHOUOO3HbIX UHGDEKYULL Y NAYUEHMO8 C NPOOOJIHCUMENbHOU Hellmponenuell
pexomenyemast 1o3a aykonaszona coctanisier 200-400 Mr oiMH pa3 B CYTKH B 3aBUCUMOCTH OT
CTENEHH pHUCKAa pPAa3BUTUS TpuOkoBoW wuHbekuuu. g DAUEHTOB C BBICOKUM PHCKOM
reHepaInu30BaHHOW HH(MEKINH, HAapUMeEp, C BBIPAKEHHOW WM UIMUTEIBHO COXpaHSIOLIEHCs
HelTponeHue, pekomenayemas no3a cocrasiser 400 mr oguH pa3 B cyTku. DiaykoHa3omn
NPUMEHSIOT 32 HECKOJIBKO JHEW J0 0XKHMIAeMOT0 Pa3BUTHUS HEUTPOIICHWH W, TIOCIIE YBEIHUCHHS

3

yucia HerTpoduiaor 6osee 1000 B MM®, JiedeHHE MPOAODKAIOT emie 7 JHEH.

Ilpumenenue y oemei

Kak u nipu cX0HBIX HHPEKIHIX Y B3POCIBIX, UTUTSILHOCTD JICUSHUS 3aBHCUT OT KIIMHHYECKOTO
u Mukosiornueckoro 3¢dexra. s mered cyrouHas 103a mperapata HE JOJKHA IMPEBBIIIATH
TaKOBYIO JJIs1 B3pOcCiibiX. DIIyKOHA30J MPUMEHSIOT €KEIHEBHO OJIMH pa3 B CyTKHU.

[Ipu kaHAMIO3€ CIHU3HUCTHIX OOOJIOYEK peKoMeHayemas ao3a (hIyKoHa3oja COCTaBISeT 3
MI/Kr/cyT. B mepBbIii A€HB € 11ebI0 00Jee OBICTPOTO JOCTHKEHHSI PABHOBECHON KOHIIEHTPAITUN
MO’KHO MPUMEHSATH YJApHYIO 103y 6 MI/KT.

st nedeHrss MHBA3MBHOTO KaHIMI03a U KPUINITOKOKKOBOIO MEHHMHTHTA pPEKOMEHIyemas J03a
coctaBmsieT 6-12 MI/KI/cyT B 3aBUCUMOCTHU OT TSKECTH 3a00JI€BaHMUS.

Jns monaBneHWs penuaAMBa KPUITOKOKKOBOTO MeHUHTHTAa Yy jerei OombHbIX CIIMJom
PEKOMEHI0BaHHasI /1032 (PIIyKOHA30J1a COCTABIISIET 6 MI/KT/CYT.

Jnst mpodunakTUKU TPUOKOBBIX MH(MEKIUN Y AETeH ¢ T0IaBICHHBIM UMMYHHUTETOM, ¥ KOTOPBIX
pUCK pa3BuUTUS WHQPEKIMH CBsS3aH C HEUTpONEHHEW, pa3BUBAIOIIEHCS B pe3ylbTaTe
[IUTOTOKCUYECKOW XUMUOTEpPANluu WM JIy4eBOW Tepamuu, MpemapaT MNPUMEHSIoT mo 3-12
MT/KT/CYT B 3aBHCUMOCTH OT BBIPOKEHHOCTH M JJIUTEILHOCTH COXPAaHEHWS WHIYIHUPOBAHHOMN
HEUTpOneHUH (CM. 703y AJI B3POCHbIX; JJIS A€Ted ¢ MOYEYHOW HEJOCTaTOYHOCTHIO — CM. /103y
JUTSl TAIUEHTOB C MOYEYHOU HEJIOCTATOUYHOCTBIO).

Iloopocmku (om 12 0o 18 nem)

B 3aBucumoctH OT Beca u Bo3pacTta moaOWpaeTcs onTUMaidbHas jo03a. [lo gaHHBIM
(hapMaKOKMHETHKH Yy JeTei OoJiee BRICOKHI KIMpeHC (irykoHaszoma, 4em y B3pocisix. JJo3za 100,

200 u 400 mMr y B3pOCIBIX COOTBETCTBYET 03¢ 3,6 U 12 MI/Kr/cyT y aAeTeil uis MmosydeHHs
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COMOCTaBUMOT0 CUCTEMHOTO BO3/ICHCTBHSI.

Ilpumenenue y oemeit 6 éo3pacme om 0 00 27 oueii

Y HOBOPOXIIEHHBIX (HIIYKOHA30J1 BBIBOAUTCS MemieHHO. B mepuon ot 0 mo 14 nHelt ku3HH
npenapar NpUMEHSIOT B TOU e 03¢ (B MI/KI/CYT), 4TO U JeTsAM 00Jiee CTapIero Bo3pacra, HO C
UHTEPBAIOM 72 4 (MakcHMayibHasi 7103a 12 MI/Kr/CyT He MOJDKHA OBITh MpeBbleHa). JleTsaM B
Bo3pacte oT 14 n0 27 nHeu Ty e /103y BBOASAT C MHTEpBajIoM 48 4 (MakcuMmanbHas jao3a 12
MTI/KT/CYT HE T0JDKHA OBITh TIPEBBIIICHA).

Ilpumenenue y nayueHmos noxcuno2o 603pacma

[Tpu OTCYTCTBHMY MPHU3HAKOB MOYEHYHON HEIOCTATOYHOCTH (PIIYKOHA30JI MPUMCHSIIOT B OOBIYHOM
no3e. IlampeHTaM ¢ MOYEYHON HETOCTATOYHOCTHIO (KJIMPEHC KpeaTmHWHa <50 MII/MHH) 103y
npernapaTra KOppeKTHUPYIOT, KaK OMMCAaHO HIDKE.

Ilpumenenue y nayueHmoe ¢ noue4Hoil HedoCMamo4HOCHbIO

[Tpr oHOKpaTHOM IMpHEME U3MEHEHUs J03bl He TpeOyeTcs. Y ManueHTOB (BKIOYAs ACTEH) C
HapylnieHHeM (QYHKIHH T[OYeK TIpU MHOTOKPaTHOM MPUMCHCHHH T[pernapara CleayeT
MepBOHAYAILHO BBECTH ynapHyro 103y oT 50 mr no 400 mr, mocie 4ero CyTOYHYIO 7103y (B

3aBUCHUMOCTH OT HOKaSaHI/Iﬂ) YCTaHaBJINBAOT COIIIACHO CJ'IG,I[yIOH.[CfI Ta6J'II/II_[eI

Knupenc kpeatnnnna (Mj1/MuH) [IpoueHT pekoMeHTyeMOM 035l
> 50 100 %
<50 (6e3 remotnanm3a) 50 %
I'emoaunanus
100 % mocie KaxxJ10ro reMmoianusa

[TanineHTHI, HAXOANIUECS HA TeMOAUANIN3e, MOJDKHBI monydath 100 % pexomMeHIyeMon T03bI
nocjie KaXJ0ro ceaHca auanusa. B neHs, korga nuanu3 HE MPOBOJAUTCS, MALMEHTHI JTOJKHBI
[10JTy4aTh YMEHBIIEHHYIO (B 3aBUCUMOCTH OT KJIMPEHCa KPEaTHHNHA) 103y Ipernapara.

VY nereii ¢ HapyeHHeM (YHKIMHM MOYEK CYTOUYHYIO /103y Mpemnapara cielyeT yMEHbIIUTh (B TOi
’Ke MPOIMOPLHUOHAIBHON 3aBUCUMOCTH, YTO W Y B3pOCIBIX), B COOTBETCTBUU CO CTENEHBIO
BBIPAKEHHOCTHU TIOYEYHON HETOCTATOYHOCTH.

Ilpumenenue y nayuenmoe ¢ neueno4Hoil He0OCMAamo4HOCMbIo

HmeroTcs orpaHndeHHble JaHHbIE IPUMEHEHMs! (PIIyKOHa30J1a Y NAllMEHTOB € HEIOCTaTOYHOCTBIO

byHKIMM TedeHu. B cBsA3W C 3THM, NpU NpPUMEHEHUHM I[IpernapaTa y JaHHOW KaTeropuu
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NalMCHTOB, CJICayCcT CcOo0II01aTh OCTOPOKXHOCTD.

ITo0ouHOE nelicTBHE

[TepenocumocTh (QurykoHa30J1a OOBIYHO OYEHBb XOPOILIas.

B xiIMHMYECKMX M TIOCTMAPKETHHIOBBIX (*) HCCIIEAOBAaHHUSAX M0 M3YYCHHIO NPUMEHEHUS
OTMEYaJIH CIIEAYIONIIe MTOOOYHBIC PeaKIUH:

Hapywenus co cmoponvl Kpoeu u Jaum@amuueckou cucmemuvl™: JEHKONEHUs, BKIOYas
HEUTPOIIEHUIO U arpaHyJIOLUTO3, TPOMOOLUTONICHUS, aHEMUSI.

Hapywenus co cmoponst umMmyrHoOU cucmemul™: anadunakcus (BKJIIOYasi aHTHOHEBPOTUYESCKHUN
OTEK).

Hapywenus co cmoponvl obmena 6ewjecmé u numauus™: TOBbBILIEHNE KOHLUEHTpAIUU
XO0JIECTEpUHA U TPUTIIMLEPUIOB B IJIa3ME KPOBH, TMITOKAIUEMHUSL.

Hapywenus co cmopoHbl Hep8HOU cucmemyl: TOJIOBHAs 00k, TOJOBOKPYKEeHUE™®, cympoporu®,
M3MEHEHUE BKyca*, mapectes3usi, 06CCOHHMIIA, COHITUBOCTh, TPEMOD.

Hapywenus co cmoponwl dceny0ouno-kuuieuno2o mpakma. 00ib B KUBOTE, JHapesi, METEOPU3M,
TOIITHOTA, JUCTIETICUS*, pBOTa*, CYyXOCTh CIM3UCTON OOOJIOYKH MOJIOCTH PTa, 3a1op.

Hapywenus co cmoponul newenu u sceniesvlgo0Aux nymeil: renaToTOKCUYHOCTb, B HEKOTOPBIX
ClIy4asiX C JIETaJbHBIM HCXOJOM, IOBBIIIEHHE KOHIEHTpaluuu OwinpyOrWHa B IIa3Me€ KpOBH,
CBIBOPOTOYHON  aKTMBHOCTM aMuHOTpaHcdepa3 (asaHuHamuHoTpaHcepazsl [AJIT] wu
acriaptaramMmuHoTpancdepasbl [ACT]), menounoit ¢ocdaraspl, HapymeHre (GyHKIMM HeueHu™,
rernaTuT™, TrenaToleUTIOSIpHBIA  HEKpo3™, kenTyxa*, XosecTtas, TIenaTOLEIIIOISIpHOe
MOBPEXICHHUE.

Hapywenus co cmopoHvl KOH#CHBIX NOKPOBOS: ChIIlb; KOXKHBIN 3yJl, KPAallUBHUIIA, MMOBBIIIEHHOE
NOTOOT/ETCHNE, JIEKApCTBEHHAsh ChIMb  (BKJIIOYAs CTOMKYIO  JIEKAPCTBEHHYIO  CBIIb);
9KC(OIMATUBHBIE MOPAXKEHUS KOXKU*, BKIIto4Yas cuHapoM CtuBeHca-/[PKOHCOHA M TOKCHYECKUI
SNUJAEPMAIIBHBIA HEKPOJIN3, OCTPBIM TE€HEpPAIM30BAaHHBIM 3K3aHTEMATO3HBIM IyCTyJIEe3, OTEK
JUIA, AJONeNus™; JEKapCTBEHHAs ChIMb C J03WHOPUINEH M CHCTEMHOM CHMITOMATHKOMN
(DRESS-cunapom).

Hapywenus co cmopounwi cepoya™: ynumnenue unrepana QT Ha anektpokapauorpamme (OKI),
KETYJTOUKOBAsT TAXUKAPAHS TI0 TUITY «ITUPYIT» (cM. pazaen «Ocolble yKazaHHus»).

Hapywenus co cmopoHbl cKenemHuo-muliueyHoU U COeOUHUMENbHOU MKAHU. MUAAIITHSL.

Obwue paccmpoiicmeéa u HapyuwieHusi 8 mecme 68edeHus. C1adoCTh, ACTEHHs, MOBBIILICHHAS
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YTOMJISIEMOCTb, JINXOPAJKa, TOBBIILIEHHAs! IOTIUBOCTb, BEPTUTO.
VY HEKOTOpBIX MAaIMeHTOB, OCOOEHHO C CEephe3HBIMU 3a00JEBaHUSAMH, TakuMu kak BUY
uH(pEKIUs WIM paK, IpU JeYeHUU (PIyKOHA30JIOM M CXOIHBIMHM IpernaparamMu HaOI0Januch
M3MEHEHUs IoKa3areneil KpoBH, (PyHKIMU MOYEK U medeHu (cM. pazzaen «Ocobble yKazaHusy),

OJHAaKO KIIMHUYCCKOC 3HAYCHHUEC 3TUX W3MEHCHHMI U UX CBA3b C JICUCHUEM HE YCTaHOBJICHEIL.

Ilepeno3upoBka

Cumnmomsi: MMEIOTCS COOOIICHHSI O TEpPe03UpPOBKE (UIyKOHA30lla, U B OJHOM Cly4yae y
42-neTHETO MaIenTa, HHPHUIMPOBAHHOTO BUPYCOM MMMYHOIC(UIINTA YeTIOBEKa, MOCIe IpruemMa
8200 mr rykoHa30J1a TOSIBIIMCH TAJLTIONWHAIIMY ¥ TTapaHOHUIaIbHOE TToBeieHue. [laruenT Obut
TOCIUTATU3UPOBAH, €r0 COCTOSHUE HOPMAIH30BAJIOCh B TeueHHE 48 yacos.

Jleuenue: B citydae nepe103upPOBKHU MPOBOIUTCS CUMIITOMATHYECKOE JICYCHHE.

@DITyKOHA30JI BBIBOJAUTCS B OCHOBHOM ITOYKAMH, MO3TOMY (POPCHPOBAaHHBIN TUYpe3, BEPOSTHO,
MOYKET YCKOPHUTH BbIBeeHHE TpenapaTta. CeaHc reMoauann3a JUIMTEIbHOCTRI0 3 yaca CHUKAET
KOHIIEHTpaluio (hIykoHa3oja B 1ia3Me KpoBu npumepHo Ha 50 %.

B3aumopeiicTBHe ¢ APYTHMMH JIEKAPCTBEHHBIMH CPEACTBAMM

OmHOKpaTHOE WM MHOTOKpaTHOE IpuMeHeHHWe (iykoHazona B 1o3e 50 Mr He BIHMsSET Ha
MeTabonu3M peHazoHa (AHTUIMPUHA) IPU UX OJTHOBPEMEHHOM NPUMEHEHUH.

Oonospemennoe npumenerue GayKoHazona co ciedyroumumu npenapamamy nPpOMmueonoKa3aHo:
[[uzanpu: mNpu  OJAHOBPEMEHHOM IPUMEHEHUHM (IyKoHa3oma M IU3alpUAa  BO3MOXKHBI
HEe)KENaTeNlbHble  PEakUMd €O CTOPOHBl CepAla, B T.U. apUTMHUS  JKENIyI0YKOBas
TaXUCUCTONIMYECKas ThMa «mupya™» (torsade de pointes). [Ipumenenue duykonasona B 1o3e 200
Mr 1 pa3 B cytku m musanpuaa B no3e 20 Mr 4 pasa B CyTKM NPUBOAAT K BBIPAXKEHHOMY
YBEJIMYEHHUIO MJIa3MEHHBIX KOHIEHTpalMi nu3anpuia u yBenudenuto uHrepaiga QT na OKI.
OnHOBpeMeHHOE MPUMEHEHHUE IU3anpua U (IIyKoHa3051a MPOTHBOMOKA3aHO.

TepbeHamuH: mpu OJHOBPEMEHHOM NPUMEHEHHWH a30JIbHBIX MPOTUBOTPHOKOBBIX CPEICTB M
TepeHaHa BO3MOKHO BO3HHKHOBEHHE CEpPBE3HBIX APUTMHUK B PpE3yNbTaTe yBEITUYCHUS
untepBasia QT. IIpu npumenennn ¢ykonaszona B no3e 200 mr/cyT yBenndenus uarepsaiga QT
HE YCTaHOBJIEHO, OJIHaKO, MpUMeHeHue (iykoHazona B Jo3ax 400 Mr/cyT u BbIIIE BBI3BIBAET
3HAYUTEFHOE YBEIMYCHHE KOHIEHTpanuu TepdeHananHa B 1mia3mMe KpoBH. OIHOBpEMEHHOE
npumeHeHue (iykonasona B go3ax 400 mr/cyT u 6osiee ¢ TepheHaInHOM MMPOTHBOMOKA3aHO (CM.

paznen «IIpoTuBonokazanusy). Jledenue gurykonazonom B 1o3ax menee 400 Mr/cyT B coueTaHuu
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¢ TepheHaJMHOM CJICAYET IPOBOAUTD O] TIIATSILHBIM KOHTPOJIEM.

AcTemMH30J1: OJHOBPEMEHHOE INpPUMEHEHHE (IIYKOHA30J1a C acTeMH30JIOM WM JPyTUMH
npenaparamM, MeTabOJU3M KOTOPBIX OCYIIECTBIISETCS CHUCTEMOM IuToxpoma P450, moxker
CONPOBOXKIATHCS TOBBIIICHHEM ChIBOPOTOYHBIX KOHIIEHTpAUi 3THX cpeicTB. [lOBBIICHHbIC
KOHIICHTPAIIMK acTEMHU30Jia B IIa3Me KPOBH MOTYT MPUBOJIUTH K y UTMHEHHIO HHTepBasia QT u B
HEKOTOPBIX CIy4asX K Pa3BUTHIO apUTMHHU YKEIYAOYKOBON TaXMCHUCTOIMYCCKON THIIA «ITUPYIT
(torsade de pointes). OpnpHoBpeMEHHOE MPHMEHCHHME acremMu3oia ©  (JIyKOHa30ja
POTHBOITOKA3aHO.

[T1MMO3MJI: HECMOTPSI Ha TO, YTO HE MPOBOAMIOCH COOTBETCTBYIOIUX MCCICIOBAHUIA IN VItro uin
N VIVO, OJHOBpEMEHHOE NpUMEHEHHe (IyKoHa30jla M THMO3HMIAa MOXXET IPUBOJHUTH K
YrHETEHHUIO MeTaboIM3Ma MMMO3K11a. B CBOIO ouepe/ib MOBBINICHHUE TUIA3MEHHBIX KOHIICHTPAIIUii
MMMO3H/Ia MOYKET MPUBOAUTH K YJTHHEHHIO HHTepBaaa QT U B HEKOTOPBIX CIyYasX K Pa3BUTUIO
ApUTMHUM  JKEITyIOYKOBOW TaXMCHCTOJNMYECKOM Tuma «mupyst» (torsade de pointes).
OnHOBpEeMEHHOE MPUMEHEHHE TMMO3K 1A U (IIyKOHA30J1a TIPOTUBOIIOKA3aHO.

XUHHMH: HECMOTPSI Ha TO, YTO HE MPOBOIUIOCH COOTBETCTBYIONIMX MCCIIEAOBaHUH N Vitro miu
in Vivo, oHOBpeMeHHOEe MpHMEHeHHe (IyKOHA307a W XUHUIMHA MOKET TaKKe MPHBOAUTH K
YTHETEHHIO MeTabosiM3Ma XHWHUAWHA. [IpMMEHEHHWEe XHWHUAWHA CBSI3aHO C Y/UJTHHCHUEM
uHtepBaia QT W B HEKOTOPBIX CIydasXx C pPa3BUTHEM apUTMHUHM  IKEIYIOYKOBOH
TaXUCHCTOIMYECKOW Thma «mupyd ™» (torsade de pointes). OgHOBpeMEHHOE MNPUMEHEHHUE
XUHHUIMHA U QIIyKOHA30J1a MPOTUBOIIOKA3aHO.

OPUTPOMHUIIVH: OOTHOBPEMCHHOC INPUMCHCHUC q)HYKOHaSOJ'Ia U SpUTpOMHUIIMHA IMOTCHIHUAJIBHO

MPUBOJUT K TIOBBIIIICHHOMY PUCKY Pa3BHTHS KapJIUOTOKCHYHOCTH (ymuHeHwne umHTepBaia QT,
torsade de pointes) u, BciencTBHe 3TOTO, BHE3AMHO#M cepiaeuHON cmepTdu. OIHOBPEMEHHOE
npuMeHeHue (GIyKOHA30Ja U S)PUTPOMHUIIMHA TPOTHBOIIOKA3aHO.

He pexomenoyemcs ucnonvzoeams ciedyowjue 1eKapcmeeHHble CpeoCmea

[anodanTpuH: GryKOHA30]I MOXKET YBEITMYNBATh KOHIIEHTPAIIMIO TaloaHTPHHA B TNIa3Me KPOBU
B cBa3n ¢ wuHruouposanueM wm3odepmenta CYP3A4. Bo3MOXHO pa3BUTHE apUTMHUHU
JKEITyTOYKOBOW TUXHMCUCTOJIMYECKON THIa «nupyd T» (torsade de pointes) mpu oqHOBpEeMEHHOM
MPUMEHEHUU ¢ (PITyKOHA30JI0M, KaK U C IPYTHMH IPOTHBOTPHOKOBBEIMH TIperapaTaMu a30JI0BOTO
psizia, TO3TOMY COBMECTHOE MMPHUMEHEHHUE UX HE PEKOMEHYETCsl.

Credyem cobar00ams 0CMOPOAHCHOCHb NPU OOHOBPEMEHHOM NPUMEHEHUU C (DIYKOHAZ0TIOM:

AMHONIApOH: TMpPHUMEHEHHE aMHOAApOHA AacCOLMUPOBAIOCH C yJuIMHeHHeM uHTepBana QT.
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Crnenyer coOmoJaTb OCTOPOXXHOCTh IPH OJHOBPEMEHHOM NPUMEHEHHMH (IIyKOHA30/Ia H
aMuoJIapoHa, B 0COOCHHOCTH TIPH MPUEME BBICOKOM J103bI (piykoHaszoma (800 mr).

Credyem  cobnooams  OCMOPONCHOCHb U,  BO3MOJNCHO, KOPPEKMuposams 003bl  Npu
0O0HOBPEMEHHOM NPUMEHEHUU CLedYIOWUX NPenapamos u (huryKonazona:

Ilpenapamui, erusrowue na d)]lVKOHCBO]l.'

'uapoxyiopoTHasua: MHOTOKPATHOE NPUMEHEHUE THAPOXJIOPOTHA3UAA OJHOBPEMEHHO C
(hIyKOHA30JI0M MPUBOJIUT K YBEIIMUEHUIO KOHIIEHTpauH (IyKoHa3oa B ia3Me KpoBu Ha 40%.
OddexT Takoil cTeneHH BBIPAKEHHOCTH HE TpeOyeT HW3MEHEHHS peKHUMa JO3HpPOBAHUS
¢baykoHa30Ma y MAIlMEHTOB, MOJYYaIOIIUX OJHOBPEMEHHO NUYPETHUKU, OJIHAKO Bpauyy CIEAyeT
3TO YUUTHIBATh.

Pudamnunun: ogHOBpeMeHHOe mpuMeHeHHe ¢IyKoHa3ona W pudaMmnuiyvHa MOPUBOJIUT K
camkennto AUC Ha 25 % u AnUTeNbHOCTH NepuoAa noiyBbiBeneHus GuykoHazona Ha 20 %. Y
MalMeHTOB, OJHOBPEMEHHO MPUHUMAKOMIMX  pUaMOUIUH, HEOOXOAMMO  YYUTHIBATh
1eJIeCO00Pa3HOCTh YBICUCHHUS 1036 PITyKOHA30J1a.

Hpenapambl, HA Komopbule siausiem (bﬂVKOHCL?O]Z.‘

DryKOHA30J1 ABJISIETCS YMEpEeHHBbIM HHruoutropoM n3odepmento 2C9 u 3A4 uutoxpoma P450
(CYP). dnykonazon Ttakxke sBisercss uHruouropom usodepmernra CYP2C19. Kpome Toro,
MIOMHUMO TIEPEYHCIICHHBIX Jaanee YPQPEeKTOB, CYIIECTBYET PUCK MOBBIIMIEHUS B IJIa3Me KpPOBH
KOHIIGHTPAallMd W JIPYTHX JIEKAPCTBEHHBIX CPEICTB, METa0OIU3UPYEMBIX H30(QepMEHTaMHU
CYP2C9, CYP2C19 u CYP3A4 npu 0lHOBpEMEHHOM NPUMEHEHUH C (PIIyKOHA30JI0M. B cBsI3M C
3THUM, CJeIyeT COOII0AAaTh OCTOPOKHOCTh IPU OJAHOBPEMEHHOM MPHUMEHEHHH MEepEunCIEHHBIX
IpenapaToB, a MPU HEOOXOAMMOCTH MOJOOHBIX KOMOHWHAIIMI MAlMeHTHI JODKHBI HAXOIUTHCS
O] TIIATENIbHBIM MEAMIMHCKUM HaOmromeHueMm. CrieayeT Y4YWThIBaTh, YTO WHTHOHMPYIOLIHMA
apdexT (aykoHazona coxpaHseTcs B TeueHHe 4-5 AHEH Mociie OTMEHBI Ipernapara B CBS3U C
JUTUTENIbHBIM TIEPUOIOM TIOTYBbIBEICHHS.

AndeHTaHWI: OTMEUaeTCsl yMEHBIIEHHE KIMpeHca W 00beMa paclpesieNeHHs, yBEIHYCHHUE
nepuosia TOJyBbIBeNEHHs aldeHTaHw a. BO3MOXHO, 3TO CBS3aHO C WHTHOMPOBAaHUEM
uzodpepmenta CYP3A4 giykonazonom. Moxet noTpeGoBaThecsi KOPPEKLIUs 1035l alpeHTaHuIa.

AMUTPUOTUINH, HOPTPUNTWIMH: yBenuueHue s¢¢ekra. KoHIEHTpauuio S-HOPTPUNTHUIMHA

/WM S-aMHTPHNITWIIMHA MOXHO W3MEpUTh B Hadajle KOMOMHHPOBAHHOW TEpamuu C
(I1yKOHA30JI0M U Yepe3 HeJelto nocie Hadana. IIpu HeoOXOOUMMOCTH CleyeT KOPPEeKTUPOBaTh

7103y aMUTPUIITHIINHA/HOPTPUIITUIINHA.
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Amdorepunina B: B mccienoBaHusSX Ha MbIIIax (B TOM YHCJIE, ¢ UMMYHOCYIIPECCHEH) ObLIN

OTMEYEHBI CIICAYIONINE Pe3yJIbTaThl: HeOONbIION aINTUBHBINA MPOTUBOTPUOKOBBIN AP HEKT mpH
cucteMHoii uHpeknuu, BbpBBaHHOK  C.albicans, orcyTcTBHEe  B3aMMOACHCTBHUS — IpU
BHyTpHuepenHoii uHdekiuu, BbiBaHHOW Cryptococcus neoformans w aHTaroHusm Ipu
cucTteMHON MH(peKIH, Bbi3BaHHOW A.fumigatus. kIuMHUYecKoe 3HaYeHUE JaHHBIX Pe3yJIbTaTOB
HE SICHO.

AHTUKOAryJIsiHTBl: KaK M JIpyrHe MpPOTUBOIPUOKOBBIE cpeacTBa (IIPOM3BOJHBIE A30I1a),

(ryKOHa30:1, IPH OJHOBPEMEHHOM NPHMEHEHUH C Bap(apHHOM, MOBBIIIACT MPOTPOMOMHOBOE
Bpems (Ha 12%), B cBSI3M C 4eM, BO3MOKHO Pa3BUTHE KPOBOTEUEHHH (reMaTOMbl, KPOBOTEUEHHE
U3 HOCA W KEITYJOYHO-KHIIEYHOTO TPAKTa, TeMATypus, MeJeHa). Y MalueHTOB, MOJyYarolInX
AQHTUKOATYJIIHTHl KYMapMHOBOIO M WHJIAQHIUOHOBOTO psAga W  (PIyKOHA30J, HEOOXOAMMO
HOCTOSTHHO KOHTPOJMPOBATh NPOTPOMOMHOBOE BpeMsi B IEPHUOJ TEpAlMU U B TEUEHUE 8 MHEH
1I0CJIE OJJHOBPEMEHHOTO MPUMEHEHUs. Tarke CliefyeT OLEHHUTH IeIecCO00pa3HOCTh KOPPEKIHUU
JI03bI TaHHBIX aHTHKOATYJISTHTOB.

ABUTPOMHUIIVH: npu OJHOBPECMEHHOM IMPUMCEHCHUHU BHYTPb (I)J'IYKOHaSOJ'Ia B OI[HOKpEITHOfI J03€

800 Mr ¢ a3UTPOMUIIMHOM B 0JIHOKpaTHOM 703 1200 Mr BeIpa’k€HHOTO (hapMaKOKHHETHYECKOTO
B3aMMOJIEHCTBUS MEKIy 000MMHU MpenaparaMu HE YCTaHOBJIEHO.

beH3oaunasenuupl (KOPOTKOTO JIEHCTBUS): MOCJIE€ HpHEMa BHYTPh MHAazojama, (IyKOHa30J

CYIIECTBEHHO yBEIMYMBAET KOHIIEHTPAIMIO MHJa30JlaMa U TICUXOMOTOPHBIE 3D (DEKThI, mpuyem
3TO BJIMsIHUE OoJiee BBIpaKE€HO Mocie mpuema (paykoHa3ojla BHYTpPb, YEM IMPH €ro MPUMEHEHUH
BHYTpHBEHHO. [Ipy HEOOXOAMMOCTH COMYTCTBYIOIIEH Tepanuu OeH301a3eNuHaMi MMalueHTOB,
OPUHUMAIOINX (IYKOHA30J, CJeAyeT HaO/oJaTh C 1LEJbl0 OLEHKHU 1eJeCO00pa3HOCTH
COOTBETCTBYIOIIETO CHIDKEHHUS 03Bl OeH3oauazenuHa. [lpW OZHOBpEMEHHOM INPHUMEHEHHUH
OJTHOKpATHOM 1103bl TpHa3zoiama, (iaykoHazon yBennuuaer AUC Tpuaszonama npuOiIM3UTEIbHO
Ha 50 %, Cmax - Ha 20-32 % wu nepuon nosyBeiBeaeHHs Ha 25-50 % Onaronaps yrHETEHUIO
MeTabonu3ma Tpruasoigama. MoxXeT MOHaJOOUTHCS KOPPEKIUS 1036l TpHa3ojamMa.

KapGamazenun: ¢aykoHa3zonm  yraeraer Merabonmm3M  KapOamasenmwuHa ©  TTOBBIIIACT

CBIBOPOTOUHYIO KOHIIEHTpanuio kapOamazenuHa Ha 30 %. HeoOxoaumMo y4YuTBIBaTH PHUCK
pa3BUTHS TOKCUYHOCTH KapOamazemuHa. ClenyeT OLEHUTh HEeOOXOTUMOCTh KOPPEKIUH J03bI
KapOaMasenuHa B 3aBUCUMOCTH OT KOHIIEHTpanuu/sdekra.

bnokaTopel «MEJICHHBIX» KAILIIMEBEIX KaHAJIOB: HCKOTOPBIC AHTArOHUCTBI KaJIbIIMEBBIX

KaHAJIOB (HU(EAUTTUH, UCPAJUIINH, aMJIOJUIINH, BeparnaMiuil U (HeToaUINH) METa0OIU3UPYIOTCS
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uzopepmertrom CYP3A4. dnykoHa301 yBEIMYMBACT CUCTEMHYIO DKCIO3UIIMIO AHTATOHHCTOB
KaJbIIMEBbIX KaHATOB. PEKOMEHJ0BaH KOHTPOJIb Pa3BUTHS MOOOYHBIX I (HEKTOB.

HeBupanuH: coBMecTHBIH pueM (paykoHa30J1a ¥ HEBHpANKHa YBEIUUUBACT MPUOIU3UTEIHHO HA
100 % 5Kcro3uIMI0O HEBUpPAIIMHA [0 CPABHEHHUIO C KOHTPOJIbHBIMHM JAHHBIMU IO OTAEIBHOMY
NPUMEHEHHIO HeBHpamuHa. V3-3a puCKa TMOBBIIMIEHHOTO BBIACICHUS HEBHpANHMHA IPH
COITyTCTBYIOIIEM TMPUMEHEHUH JIEKAPCTBEHHBIX IPENaparoB HEOOXOAMMBI  HEKOTOpHIE
IPEOCTOPOKHOCTHU M TIIATEIbHOE HAOIOICHUE 32 TTAlMCHTAMH.

LIuKIIOCIOpHUH: Yy HanueHTOB C TpaHCHHaHTHPOBaHHOﬁ HO‘IKOﬁ, IMIPUMCHCHUC (bJ'Iy'KOHa?»OJ'Ia B

no3e 200 Mr/cyT IPpUBOIUT K MEIJICHHOMY ITOBBIIICHHIO0 KOHIIEHTPAIIUH IKIocopruHa. OHaKO,
Py MHOTOKPATHOM MpUMEHEHHH (ykoHaszona B no3e 100 mMr/cyT u3MeHeHUs KOHIICHTPAIHH
[UKIOCIIOPUHA Yy PELMIIHEHTOB KOCTHOTO Mo3ra He Habmonanock. [Ipu ogHOBpeMeHHOM
MpUMEHEHUN (IIyKOHA30Jla U IIUKJIOCIIOPUHA PEKOMEHAYETCS] KOHTPOIUPOBATh KOHIIEHTPALIUIO
UKJIOCIIOPUHA B KPOBH.

OBepoNIMMYC: XOTs JaHHOE B3aUMOICHCTBHE HE ObUTO M3y4YeHO IN VIVO wiu in Vitro, ¢gaykoHa3on
MOJKET TOBBIIIATh KOHIICHTPAIMIO 3BEpOJIMMYyca B IUIa3Me€ KpPOBH IyTeM WHTHOUPOBAHUS
CYP3AA4.

Huxnodochamua: npu OJHOBPEMEHHOM MNpUMEHEHHH Iukiodochamuna u  (hiaykoHazoma

OTMEUAETCsl YBEJIMYEHHE CHIBOPOTOUYHBIX KOHIEHTpauui OmnupyOuHa M KpeaTMHHHA. [laHHast
KOMOMHAIMs JONMyCTMMa C YYE€TOM pHCKa YBEIMYEHHsS KOHIEHTpanuil OunupyOuHa H
KpEaTHUHHHA.

@deHTaHWI: HMeeTcsl cooOlieHne 00 OJHOM JIETAIbHOM HCXOJIe, BO3MOXHO CBS3aHHOM C
OJIHOBPEMEHHBIM MpUMeHeHneM QeHTaHuna u (iaykonaszona. [lpeanonaraercs, 4To HapyLUICHUS
CBsA3aHbl C HHTOKCHKauued (eHTtaHwioM. bbulo mokaszaHo, 4To ()IyKOHA30J1 3HAYUTEIHHO
yIIUHSET BpeMs BbiBeZieHUs (eHTaHwna. CieayeT yUuThIBaTh, YTO MOBBIINIEHHE KOHIIEHTPALUU
(eHTaHmIa MOXKET MPUBECTH K YTHETCHHUIO JIBIXaTeIbHON (DYyHKITHH.

Nurun6utoper  ['MI'-KoA-peaykTasbl: Npu OJHOBPEMEHHOM TPUMEHEHHMH (IyKOHA30/1a C

uarnouropamu [’ MI'-KoA-penykrassl, MetabonmuzupyembiMu nzopepmenTom CYP3A4 (takumu
KaK, aTOpBacTaTUH M cuMBacTaTtuH) win uzodpepmenrom CYP2D6 (Takumu Kak, ¢uryBacTaTHH),
PHCK Da3BUTHS MHUOMATUU U paldJoMHUONM3a yBeNuuMBaeTcs. B ciydae HeoOxoaumocTu
OJTHOBPEMEHHOW Tepaniy yKa3aHHBIMH IperapaTtaMu, ClIeAyeT HAOI0AaTh MAlMEeHTOB C [ETbO
BBISBJICHMSI CHUMIITOMOB MHONATMM M pabaomuonusa. HeoO0XoammMo  KOHTpOJIMpPOBATh

KOHICHTPAUIO KPCAaTUHUHKHWHA3LI. B CJIydac 3HAYUTCIIbHOI'O YBCIWMYCHHUSA KOHICHTPALUN
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KpEaTUHUHKUHA3bl WM €CIM JUAarHOCTUPYETCS WM MMEETCs I0J03PEHHE Ha pa3BUTHE
MUOMATUNA WU pabaomuonu3a, Tepanuto uHruoutopamu ['MI-KoA-pemykrassl chemyer
IIPEKPATUTD.

JlozapTaH: (hayKoHa30J yrHeTaeT MeTabosiM3M JIo3apTaHa 10 ero akTUBHoOro merabosmuta (E-
3174), koTOpblii OTBeyaeT 3a OONBIIYI0O YacThb A(PQEKTOB, CBA3AHHBIX C AHTArOHU3MOM
anrnoteH3uH-ll penentopos. Heo6xonum peryiisspHblii KOHTPOJIb ApTEPUATBHOTO JABICHHUS.
MertanoH: (aykoHa301 MOXET yBEIMYMBATh IUIA3MEHHYIO KOHIIEHTPALMIO MeTajoHa. MoxkeT
HOHAZ00UTHCS KOPPEKIMS A03bI METaI0HA.

Hecrepounnsie nporuBoBocnanurenpnbie npenapatsl (HIBII): Cmax 1 AUC ¢iypOunpodena

yBenmuumBatorcss Ha 23 % um 81 %, coorBerctBeHHO. AHanorndHO Cmax uw  AUC
(apMaKkoJIOTHUECKH aKTUBHOTO m3oMmepa [S-(+)-ubympoden] mossimanuch Ha 15 % u 82 %,
COOTBETCTBEHHO TP  OJHOBPEMEHHOM NpUMEHEHHMH (IyKOHa3ojla ¢  paleMUYECKUM
udynpodenom (400 mr).

[Tpu ogHOBpEeMEHHOM MpuMeHeHHH ¢urykoHasouna B 1o3e 200 mr/cyt u nenexokcuba B m1o3e 200
Mr Cmax 1 AUC nenexokcuba ysenuuuBatotcs Ha 68 % u 134 % coorBercTBeHHO. B nanHOi
KOMOUWHAIMM BO3MOXHO CHHKEHHE J103bI LIEJIEKOKCHOa BIBOE.

HecMmotpst Ha oTCyTCTBHE IIe/IEHANIPABIEHHBIX HCCIEA0BaHNUN (IYKOHA30JI MOXKET YBEJIUYHMBATh
cuctemHyto dskcnosunuio apyrux HIIBII, wmerabommupyemsix uszopdepmentom CYP2C9
(HampuMep, HANpPOKCEH, JIOPHOKCHKAaM, MEJIOKCMKaM, AukiopeHak). MoeT NOoHaao0uThCs
koppekuusa no3s1 HIIBII.

[Tpu onnoBpemennom npumeHenun HIIBIT u ¢rykoHa3o1a maueHTsl 10KHBI HAXOIUTHCS 0]
THIATEIbHBIM MEAUIMHCKUM HaOJIIOICHUEM C LIEJIbI0 BBISIBICHUS U KOHTPOJS HEXKeNaTeIbHBIX
SIBJIEHUW U MPOSABJIEHUN TOKCUYHOCTH, cBsi3aHHbIX ¢ HITBII.

Omnanapu6: ymepeHHsle uHruOuTOpsl u3odepmenta CYP3A4, takme kak QuaykoHason,
MOBBIINIAIOT KOHIEHTPAIMIO ojlanmapuba B IiasMe KpoBU. VX OJHOBpEMEHHOE NMPHUMEHEHHE He
peKoMeH10BaHO. Eciu HEBO3MOXKHO H30€kKaTh OJHOBPEMEHHOTO0 NPHUMEHEHHUs, HEe0OXO0IUMO
COKpaTHUTh A03y onamapuda g0 200 Mr 1Ba paza B CyTKH.

IIepopanbHble KOHTPAlLIEOTHUBHI: npu OJHOBPECMCHHOM TIPHUMCHCHUU KOM6I/IHI/IpOBaHHOF0

MEepOpabHOTO KOHTpAIeNnTuBa ¢ (IIyKOHa30I0M B J03¢ 50 Mr CyIIeCTBEHHOTO BIMSHUS Ha
YpPOBEHb TOPMOHOB HE€ YCTAaHOBJICHO, TOT/Aa KakK MpHU €XKEeIHEBHOM mpuMmeHeHun 200 wmr
¢dnykonazona AUC stuHMIACTpaanosna U JieBoHoprecTpena yBennuuBaioTcs Ha 40 % u 24 %

COOTBETCTBEHHO, a npu mnpumeHeHud 300 mr d¢uykoHazona oguH pa3 B Heaemo AUC
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STUHUJIACTPAINOJIA U HOPITUHAPOHA Bo3pactaloT Ha 24 % u 13 % cooTBeTCTBEHHO. Takum
00pa3oM, MHOTOKpaTHOE IpUMEHEeHHE (DITyKOHA301a B yKa3aHHBIX 033X BPSJ JIU MOXKET OKa3aTh
BIMsIHUE Ha 3 (PEeKTUBHOCTh KOMOMHUPOBAHHOI'O IIEPOPAILHOIO IPOTUBO3a4aTOYHOIO CPEACTBA.
DEeHUTOUH: OJTHOBPEMEHHOE NPUMEHEHUE (PIIyKOHAa30J1a U (PEHUTOMHA MOXKET COMPOBOXKIATHCS
KJIMHUYECKH 3HAYUMBIM TOBBIIIEHHEM KOHICHTpauuu (eHUTOMHA. B cirydae HEOOXOIUMOCTH
OJIHOBPEMEHHOI'O IPHUMEHEHHUs 000MX IpenapaToB CIEAYET KOHTPOJIHMPOBATH KOHLIEHTPALMIO
(eHUTOMHA M COOTBETCTBYIOILMM 00pa3oM CKOPPEKTHPOBATh €ro 103y C LENbI0 00ecreueHus
TepaneBTUUECKONW KOHIIEHTPALMHU B CBIBOPOTKE KPOBH.

MBakadTop: TpuM  OJHOBPEMEHHOM NPHUMEHEHHH C  HMBaKaQpTOpPOM, CTUMYISTOPOM
MYKOBHCIIHJIO3HOTO peryisiTopa TpaHncmemOpanHoil mpoBoxumoctd (CFTR), mabGmromanoch
yBEJIMYEHHUE 3KCIO3ULMH nBakadTopa B 3 paza U 3KCIO3ULMU T'HIpoKcuMeTniI-uBakadropa (M1)
B 1,9 pasa. IlaunenTtam, 0JHOBPEMEHHO MTPUHUMAIOIIUM YMEPEHHbIE HHTHOUTOPHI H30(epMeHTa
CYP3A4, takue kak (pyKoHA30J ¥ SPUTPOMUIINH, PEKOMEH/IyETCSl CHIDKEHHE JJ03bI HBaKaTOpa
1o 150 Mr onuH pa3 B CyTKH.

ITpenHu30H: uMeeTcsi COOOIIEHNE O Pa3BUTUH OCTPON HEJOCTATOYHOCTH KOPbI HAJIIOYEYHUKOB Y
nalnMeHTa Iocje TPaHCIUIAHTAlMM TNeuyeHM Ha (oHe OTMEHbl npHeMa (IIyKOHa30jda Mocie
TPEXMECSYHOI0 Kypca Tepanuu. lIpeanonoxuTenbHO, MpeKpalleHue Tepanuu (uyKoHa30JI0M
BBI3BAJIO TOBBINICHUE aKTHBHOCTH u30odpepmeHTa CYP3A4, uTo TpHBENO K YBEIWICHHOMY
MeTabo0IM3My MPETHU30HA.

[TaumenTsl, monydarouye KOMOWHUPOBAHHYIO TEpamnuio MPEJHU30HOM U (IyKOHA30JI0M,
JIOJDKHBI HAXOJIUThCSA TOJA TIIATEIbHBIM MEAMLIMHCKUM HaOJIOJEHHEM NpU OTMEHE IpHeMa
(1yKOHa30I1a € 1eJIbI0 OL[EHKU COCTOSTHUS KOPbI HaJIIOYE€YHHUKOB.

PudalyTuH: onHOBpeMeHHOE NpuMeHeHue ¢uiykoHa3zona U pudaldyTHHa MOKET NPUBECTU K
MOBBIIIEHUIO CBIBOPOTOUHBIX KOHIEHTpauuil mocieanero 10 80 %. Ilpu oxHoBpeMeHHOM
npuMeHeHnd (IIyKoHa301a U pudabdyTHHA OMKUCaHBI Cllyyad yBeuTa. [lanneHToB, 0THOBPEMEHHO
nosyvaronux pudadytus u GhaykoHa30J1, HEOOXOAUMO TIIATEIHHO HAOTIOAATh.

CaksunaBup: AUC mnoBemmaercss npuOmm3utensno Ha 50 %, Cmax — Ha 55 %, kiampeHc
CaKkBMHaBHpa YMEHbIAeTcs NpuoOan3uTenabHo Ha 50 % B CBSA3M ¢ MHTHOMPOBAHUEM TTE€YEHOUYHOTO
merabonm3ma uzopepmentra CYP3A4 wu unrubGupoBanueMm P-rnumkonporenHa. Moxer
MIOHAJ00HUTHCST KOPPEKIINS 036l CAKBUHABHUPA.

CuponuMyc: NOBBIIIEHHE KOHLEHTPALK CHPOJUMYyca B IJIa3M€ KPOBH, MPENNOJIOKUTEIBHO B

CBSI3U C MHTUOMpOBaHHEM MeTabonu3Ma cupoiumyca uepe3 yruerenue uzopepmenra CYP3A4 u
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P-riukonporenna. JlanHass KOMOWHAIIMS MOXKET IPUMEHSTHCS C COOTBETCTBYIOIICH KOPPEKITUEi
JI03bI CUPOJIMMYCa B 3aBUCUMOCTH OT () (heKTa/KOHIIEHTPALIUH.

IIpemapatsl CVJ'IBd)OHI/IJ'IMO‘IeBI/IHBK (bJ'IYKOHaSOJ'I, IIpru OJHOBPEMECHHOM IIPHMMCHCHHUU, IIPUBOAUT

K YBEIMYECHHUIO MEpHUOAa TOJYBBIBEJCHHUS IEPOPAIBbHBIX IMPENnapaToB CyIbPOHUIMOUYEBUHBI
(xnomporaMuaa, TIMOCHKIAMHIA, TAUMM3UAAa W TojOyramupaa). Ilamuentam ¢ caxapHbBIM
nuabeToM MOXKHO Ha3HayaTh COBMECTHOE TIpUMEHEHHE (IIYKOHA301a U MEepOpabHBIX
[penapaToB CyJb()OHUIMOUYEBHHBI, HO MPU ITOM CIIEAYET YYUTHIBATH BO3MOKHOCTH Pa3BUTHS
TUIOTJIMKEMHUH, KPOME TOT0, HEOOXOIMM pETyJSpHBIA KOHTPOJIb TJIIOKO3bl KPOBU H, IPHU
HEO0OXO0JUMOCTH, KOPPEKLUS A03bI IIPENapaToB CyJb(HOHUIMOUYEBUHBI.

Takponmumyc: OAHOBpEMEHHOE MPUMEHEHHE (IIyKOHA30JIa U TaKPOJIUMYyca (BHYTpPb) IPUBOIUT K
MOBBIIICHUIO CHIBOPOTOYHBIX KOHIEHTPALMK IOCJIETHEr0 B 5 pa3 3a CYeT MHTHOMPOBAHUA
MeTabonu3Ma TakpoJIMMyca, MPOUCXOMASIIErO B KHUIIEYHHUKE TOCPEICTBOM H30(hepMeHTa
CYP3A4. 3naunTenpHbIX H3MEHEHHWH (DAapMAKOKMHETHKH MPENapaToB HE OTMEYECHO IIpH
NPUMEHEHHH TaKpoJMMyca BHYTpHBeHHO. Ommcanbl ciiydan HeppoToxcuuHocTH. [lanmeHTos,
OJIHOBPEMEHHO MPHUHUMAIOIIUX TaKpPOJIUMYyC BHYTPh U (DIYyKOHA30J, CIEAyeT TIIATeIbHO
HaOmromate. Jlo3y TakponuMmyca cieqyeT KOPpPEeKTHpPOBAaTh B 3aBUCUMOCTH OT CTENEHH
MOBBILICHUS €T0 KOHLIEHTPALIUU B KPOBH.

TeodumiuH: mpu OJHOBPEMEHHOM NMpUMEHEeHHH ¢ (uiykoHaszosoM B go3e 200 mr B Teuenue 14
JTHEW CpeaHsisi CKOpPOCTh IUIa3MEHHOTO KiMpeHca TeodwimHa cHwkaercas Ha 18 %. Ilpm
Ha3HaueHUM (UIyKOHa30JIa TMalMeHTaM, NPUHUMAIOIUM TeO(QWUIMH B BBICOKUX /103aX, WM
HalMeHTaM C IMOBBIIIEHHBIM PUCKOM Pa3BUTUS TOKCHUYECKOTO AECUCTBUS TeO(UIUIMHA, CIEayeT
Ha0JII0/1aTh 3a IMOSBJICHUEM CHUMITOMOB NEpPEN03UPOBKU TEO(UIUIMHA U, TIPU HEOOXOAMMOCTH,
CKOPPEKTHUPOBATH TEPANHIO COOTBETCTBYIOIINM 00pazoM.

TO(baI_II/ITI/IHI/I6Z OKCIIO3HUIIUA TO(baI_II/ITI/IHI/I6a YBCIUYNBACTCA ITPHU €0 COBMECTHOM INPUMCHCHHUHU C

npenapaTamMu, KOTOPBIE SIBISIFOTCSI OJJHOBPEMEHHO YMEPEHHBIMH HHTUOUTOpaMH H30(epMEHTOB
CYP3A4 u CYP2C19 (mampumep, ¢urykoHa30i1). Bo3MoxHO, MOXKET TTOHATOOUTHCS KOPPEKITHS
110361 ToaruTHHUOA.

Anxanons 6aDBI/IHKaZ HECMOTpsA Ha  OTCYTCTBUC  LCJICHAIPABJICHHBIX HCCJ'ICI[OB&HHIZ,

IperonaraeTcsi, 4To (IyKOHa30J1 MOXKET YBEIMYMBATH KOHIIEHTPALMIO aJIKAJIOUJIOB OapBHUHKA
(HarpuMep, BUHKPUCTHHA W BUHOJIACTHMHA) B IJla3Me€ KPOBHU U, TAKUM 00pa3oM, MPUBOAMUTH K

HEHPOTOKCUYHOCTH, YTO, BO3MOXXHO, MOJET OBITh CBSI3aHO C YrHETEHHEM H3odepMeHTa

CYP3A4.
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Buramua A: umeercs cooOrieHne o0 OJHOM CIydyae Pa3BUTHS HEKEIATENbHBIX pPEaKIUi cO
CTOpOHBI I1eHTpasibHOM HepBHOM cuctembl (IJHC) B Buzae mnceBaoonmyxoiau Mosra IMpU
OJIHOBPEMEHHOM MPUMEHEHUH MOJHOCTHIO TPAHCPETUHOEBOM KUCIOTHI U (DIIyKOHA305a, KOTOphIE
UCYE3JIM TOcie OTMEeHbl (QuiykoHazona. [IpuMmeHeHue naHHOW KOMOWHAIMM BO3MOXKHO, HO
CJIEIyeT IOMHUTH O BO3MOKHOCTH BO3HUKHOBEHUS HEXeNaTeNIbHbIX peakiuil co cropons! LIHC.
3UIOBYMH: TIPU OJAHOBPEMEHHOM MPUMEHEHHH C (DIIyKOHA30JI0M OTMeuaeTcs MOBbIMEHHE Cmax
u AUC 3unoByauna Ha 84 % u 74 % cootBeTcTBeHHO. [laHHbIN 3¢ dekT, BeposTHO, 00yCIIOBICH
CHI)KeHHEM MeTabosn3Ma MOCJIETHEro 10 €ro riiaBHoro mertabonurta. Jlo U mocie Tepamuu c
npuMeHeHneM (Qirykonasona B go3e 200 mr/cyt B Teuenue 15 nueit 6ompaeiM CITJom 1 ARC
(xomruteke, cBs3anHblii  co CIIM/lom) ycranoBieHo 3HauuTensHoe yBenmdenne AUC
sunoBynuHa (20 %).

[TaruenTam, MOJy4arONMM TaKyl0 KOMOHMHAIIMIO, CIIeAyeT HAaOMIoAaTh C IENbI0 BBISBICHUS

000YHBIX AP (PEKTOB 3UIOBYANHA.

Bopukonazon (uarubutop uszodbepmentoB CYP2C9, CYP2C19 u CYP3A4): ogHOBpeMEHHOE
npuMeHeHrne BopukoHasoia (mo 400 mr 2 pasa B CyTKH B NEpBBIN JeHb, 3aTeM 1o 200 Mr nBa
pa3a B CyTKU B TeueHue 2,5 aneil) u ¢maykonazona (400 mMr B mepBslif 1eHb, 3aTeM 1o 200 mr B
CYTKH B T€UeHHE 4 JTHEH) MPUBOIUT K yBeMU4eHUIO KoHIeHTpamuu Cmax 1 AUC BopukoHa3oia
Ha 57 % u 79 % cooTBeTcTBEHHO. bBIIO MOKa3zaHO, YTO JaHHBIM 3PQEKT coxpaHseTcs IpU
YMEHBIIEHUN [J03bl W/WIM YMEHBIIEHUM KpaTHOCTH IpueMa J00ro u3 Mpenaparos.
OnHOBpeMEHHOE MPUMEHEHUE BOPUKOHA30J1a U (DIyKOHA3051a HEe pEeKOMEHTYeTCsl.

HccnenoBanust B3aUMOACHUCTBUS NEpOpaIbHBIX (opM (UIyKOHA30/1a MPH €ro OJHOBPEMEHHOM
pUeMe ¢ MUILEeH, TUMETHINHOM, aHTAllUJIaMH, a TaKXkKe M0CJIe TOTaJIbHOTO OOJIy4eHHUs Tela JUis
MOJATOTOBKM K I€pecajike KOCTHOTO MO3ra IMOKa3alMh, 4TO 3TH (AaKTOpbl HE OKAa3bIBAIOT
KIIMHUYECKH 3HAUMMOTO BIUSIHUS Ha BCachlBaHUE (hIIyKOHA30Ja.

[lepeuniciieHHble  B3aMMOJCIHCTBUSA  YCTAHOBJEHbl MpPU  MHOTOKPAaTHOM  NPUMEHEHUU
¢di1ykoHa301a; B3aUMOJIEHCTBUS C JIEKAPCTBEHHBIMU CPEJICTBAMHU B PE3yJIbTaTe OJHOKPATHOIO
npueMa (IyKoHa30J1a He U3BECTHBI.

Bpauam cnenyer yuuThIBaTh, YTO B3aWMOJEHCTBUE C JIPYTMMH JIEKAPCTBEHHBIMH CpPEICTBAMH

CIICIHUAJIbHO HE U3Yy4aJloCh, HO OHO BO3MOKHO.

Oco0ble ykazaHus

Coobmanoch 0 ciydasx cynepuHdekiuu, Bb3BaHHON omimunbiMu oT Candida albicans



mrammamu Candida, koropeie 4yacTo 00JIaAal0T MPUPOTHON PE3UCTEHTHOCTHIO K (hIIYKOHA30ITy
(manpumep, Candida krusei). B momoOHBIX ciy4asx MOXKET MOTPeOOBaThCS albTepPHATHBHAS
IPOTUBOI'PUOKOBask TEpAIHsL.

Bo Bpems OepeMeHHOCTH NpUMEHEHUs (QIIyKOHa3zosla cleAyeT n30erarb, 3a HCKIYEHUEM
CIly4aeB TSDKEJIBIX W TOTEHIMAJIbHO YIPOXKAIOUIMX JKU3HU TPUOKOBBIX HWHQEKIMHA, Korjaa
OKHJaemasl 1oJb3a JISUEHHs 1711 MaTepy IPEBbIIIAET BO3MOXKHBIM PUCK JJIs IUIOAA.

Heo6xonumo paccmorpers 3¢ (eKTUBHBIE METOJbl KOHTPALEHIMHU Yy JKEHIIMH JEeTOPOJHOIO
BO3pacTa B TEYEHHE BCEro IMepHoAa JICUEHUs M MNPHOIM3UTENbHO B TEUCHHE HEAEIH
(5-6 meproOB MONYBBIBEJCHUS IMOCJE NPUHATUS MOCIEAHEH 103bI mperapara (CM. pasjen
«IIpumenenue npu 6EpPEMEHHOCTH U B IEPUOJ TPYTHOTO BCKAPMIIUBAHUSY).

B peakux ciaywasx npuMeHeHHe (UIyKOHA30J1a COMPOBOXKIAIOCh TOKCUYECKMMH H3MEHEHUSMU
IICYEHH, B TOM 4YMCJE C JIETAIBbHBIM HCXOJ0M, INIABHBIM 00pa3oM, y OOJbHBIX C CEPbE3HBIMHU
COITyTCTBYIOIIMMH 3a00JeBaHUsAMU. B cimyyae remaToToKcHueckuX 3(()EKTOB, CBS3aHHBIX C
npuMeHeHneM (pIykoHa3oja, HE OTMEUEHO MX SBHOM 3aBUCHUMOCTH OT OOIICH CyTOYHOH HO3BI
npenapara, JJIMTeIbHOCTH TEpaIny, 1ojla U Bo3pacTa 0oJbHOrO. I'enaroTokcuueckoe aeiictBue
npemnapara 0ObIYHO ObUIO OOpAaTHMBIM; MPU3HAKU €r0 MCUe3ald IMOCie MPeKpalleHus Teparuu.
BonbHBIX, Y KOTOpPBIX BO BpEMs JI€UEHHUs NpernaparoM HapyLIAIOTCSA MOKa3aTelu (QYHKIUU
Ne4YEeHH, He0OXO0JMMO HalJII01aTh C LIEJIbIO BBISBICHUS PU3HAKOB 00JIee CEphEe3HOT0 MOPAKEHUS
neyeHd. llpy NOsBIEHUMM KIMHUYECKUX IPU3HAKOB WM CHUMITOMOB IOPAa)KEHUS IIE€UEHH,
KOTOpPbIE MOTYT OBITh CBSI3aHBI C IPUMEHEHHEM (UIyKOHA30I1a, Ipenapar cjaelyeT OTMEHHTb.

Kak u mpu npuMeHeHHH Ipyrux azoyioB, (IYKOHA30J B PEIKUX CIydyasX MOXKET BBI3bIBATh
aHaQUIAKTUYECKHUE PEAKIIH.

Bo Bpewms nedenust GpirykoHa30710M y OOJIBHBIX B PEIKUX CIydasx pa3BUBAINUCH SKC(OIHATUBHBIE
MOpaXEHMsI KOXH, Takue Kak cuHApoM CrtuBeHca-/[>KOHCOHAa M TOKCHYECKHM SIUAEpMalIbHbII
Hekponus. [lanmentsr ¢ BUY uHpekuueil 6onee CKIOHHBI K PA3BUTHIO TSXKENBIX KOXKHBIX
peaxkuuil mpu NpUMEHEHUH MHOTHX IpenapaToB. [Ipu nossiennn y 60715HOTO BO BpeMs JIeUEHUs
MOBEPXHOCTHOM TIpuOKOBOM HMH(EKIUU CHIIK, KOTOPYIO MOXKHO CBSI3aTh C MPHUMEHEHUEM
¢rykoHa3ona, npemnapar cieayer OTMEHHUTb. [Ipy mosiBIeHHH ChIMU y OOJBbHBIX ¢ MHBa3UBHBIMU
WIA CUCTEMHBIMH TPHUOKOBBIMU MH(MEKIMSMHU UX CIEAYeT TIIATeNbHO HaOMI0laTh U OTMEHUTh
npernapar Npu TOSBICHUU OYyJUIE3HBIX MMOpPaXEHUH WM MHOrO(GOPMHON HKCCYTaTUBHOM
JPUTEMBI.

OnHoBpeMeHHOE puMeHeHne (iykoHazona B qo3ax MeHee 400 mr/cyT u TepdeHaanna cienyer
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OPOBOIUTH IMOJ TIIATEIBHBIM KOHTposeM (cM. paszen «B3aumopelcTBHe ¢ ApYyTrUMH
JIEKapCTBEHHBIMH IIPETIapaTaMm»).

Kak u apyrue a3oibl, GuIyKoHa30J MOKET BbI3bIBaTh yBenuueHue narepsaia QT wa OKI'. Ipu
npuMeHeHud ¢uiykoHa3zosia yBenudyeHue wuHTepBama QT u  MeplaHnwe wWiM TperneTaHue
KENMyJTOYKOB OTMEYAJM OYEeHb PEAKO Yy OOJBHBIX C TOKEIbIMUA 3a00JICBaHUSIMU C
MHOXXECTBEHHBIMU (PaKTOpaMH pHUCKA, TAaKUMU Kak OpraHMdeckue 3a0oJIeBaHUs Cepala,
HApYLICHUs JIEKTPOJIIMTHOTO OajlaHCa W CIOCOOCTBYIOIIAS PAa3BUTHIO MOJAOOHBIX HapYIICHHIMA
comyTCTByIOIas Tepanus. [losTroMy TakuMm manmueHTaM C MOTEHUUATBHO MPOAPUTMHUUYECKHUMHU
COCTOSIHUSIMHU TIPUMEHATH (PIIyKOHA30JI CIIEYET C OCTOPOKHOCTHIO.

[Tamentam ¢ 3a00yieBaHUSMH TI€YCHH, CEpAlla M IOYEK Iepe] NPUMEHEHHEM Ipenapara
PEKOMEHIIyeTCsl  MPOKOHCYJIbTUpPOBaThbca ¢  BpauoM. JlokazatenbctBa 3¢ (HEKTHBHOCTH
diaykoHazonma MpU  JICUEHUM APYTUX  BUJOB  DHJIEMUYHBIX  MHKO30B, TaKUX Kak
NapaKOKIIUINOUIOMUAKO3, CIIOPOTPUX03 M THUCTOIUIA3MO3 OrPAHMYEHBI, YTO HE II03BOJISIET
ONpENeNUTh KOHKPETHBIE PEKOMEHJAlMu 1o  Jno3upoBanuto. DiaykoHa3onm  sBIsETCS
unruoutopom m3odepmenta CYP2C9 u ymepennsiM unrudburopom uszodpepmenta CYP3A4.
®dnykoHazos Takxke sBnserca umHruouropom uzopepmenta CYP2C19. Ilpu omHOBpeMeHHOM
TEpanmuy  JIEKAPCTBEHHBIMH  TIperapaTaMd C  y3KAM  TEparneBTUYECKHM  MpoduieM,
metabonmsupytommmucs uzopepmenramu CYP2C9, CYP2C19 u CYP3A4, pekomeHnmyercs

coOIr0aTh OCTOPOKHOCTb.

Bansinne Ha cIoCOOHOCTH YNIPABJIATH TPAHCIIOPTHBIMHU CPEACTBAMH, MEXaHU3MAMHU

[Tpu npumenenun mnpenapata PIyKOHa3071 HEOOXOAMMO YUYUTHIBATH BO3MOXKHOCTH Pa3BUTHS
TOJIOBOKpYXeHHUs U cygopor. Creayer coOmoAath OCTOPOKHOCTh TPU  YIPaBICHUU
TPAHCIIOPTHBIMU CPEICTBAMU WU TPU 3AHATUAX JAPYTUMHU IOTEHIMAIBHO OIACHBIMM BHIAMH
NEeSITeIbHOCTH, TpPEOYIOUIMMM  MOBBIIIEHHOW KOHIIEHTPAMM BHUMAHUS M OBICTPOTHI
MICUXOMOTOPHBIX PEaKIUM.

dopma BbIIIYCKA

PactBop 1t unGy3uit, 2 Mr/mi.

[To 100 M, 200 My B macTUKOBBIE (PIIAKOHBI C 3aMassHHOM TOPJIOBMHOM U3 TMOJIMATHUIICHA
HU3KOW TIUIOTHOCTM O€3 KOJMayka WM C 3alIMTHBIM KOJIMAYKOM W3 TOJMATUIICHA WM
MOJIMITPOTIMJICHA, CO IIKAJIOH 00BEeMOB Ha OOKOBOW TMOBEPXHOCTH WJIM 0€3 Hee, ¢ KOJIbIIOM

JiepKaTeieM Ha JIHE TUIACTUKOBOro (hiakoHa win 6e3 Hero. Ha kaxplii (prakoH HaKJIEUBAIOT
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ATUKETKY.
[To 1 dbnakoHy MOMEIIAT B MHAWBHUIYAIbHYIO KaPTOHHYIO MTAYKy BMECTE C MHCTPYKIHUEH IO
MPUMEHEHHUIO.

WIH
[To 1, 10, 20, 50 wuu 72 ¢akoHa TOMEMIAIOT B SIIUKH U3 TOPPUPOBAHHOTO KapTOHA BMECTE C

paBHBIM KOJIMYECTBOM MHCTPYKIIHM 110 IPUMEHEHUIO (17151 CTallMOHAPOB).

YciaoBus xpanenust
XpaHUTb B 3aIUIIEHHOM OT CBETa MecTe IpH TeMiieparype He Boiie 25 °C. He 3amopakuBarts.

XpaHUTb B HEOCTYITHOM JUIS IETEU MECTe.

Cpoxk rognocru
2 roja.

He ncnons3oBath mnpenapar 1mocjic UCTCYCHHA CPpOKa 'OAHOCTH.

YcaoBus ornycka

OTITyCKalOT MO perenTy.

IIpousBoauTe/b/Opranusanusi NPUHUMAONIIAS IPeTeH3UH NOTPeduTe e :

000 «IDK «Amuym», Poccus, 143442, MockoBckast 0o0i1., T. 0. KpacHoropck, c. AHremnoBo,
tep. [INP Anuywm, Ban. 1, k. 1.

Ten./dbakc: (495) 646-28-68, (499) 429-01-93;

a11. mouta: info@aliumpharm.ru
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