IHCTPYKIIA

JUUIL MEIMYHOTO 3aCTOCYBAHHS MPENapary

JTU®TIOKAH'
(DIFLUCAN)

Cknao:
dioua pevosuna. HIyKoHa30m; 1 MII pO3UHHY MICTHTBH 2 MT ()TYKOHA30JIY;
O00NOMIDICHI peyoguHU. HATPIIO XJIOPHL, BOJA AJIS 1H’ €KIIIi.

Jlikapcbka ¢gopma. Po3unn mst iHy3ii.

®apmakoTepaneBTH4YHA rpyna. [IpoturpubkoBi 3acobu a1 cucteMHOro 3acrocyBanHs. [loxigui Tpuaszony. Koa
ATC J02A CO1.

Kainiuni xapakrepucTuku.

Ilokasann=.

JIikyBaHHS TaKMX 3aXBOPIOBAHb y JJOPOCIIHX, SIK:

— KPUNTOKOKOBUN MEHIHTIT;

— KOKIIMI101103;

— 1HBa3MBHI KaHIUI03H;

— KaHIUJ031 CIIM30BUX 00OJIOHOK, BKIIFOYAIOUX KaHIUI03 POTOTJIOTKH Ta KAHIUI03 CTPABOXOY, KaHIUAY i,
XPOHIYHUN KaHIUA03 IIKIPH 1 CIU30BUX 000JIOHOK

— XpOHIYHUM aTpOPIUHUN KaHIUA03 (KaHIUA03, CHPUYUHEHUN BUKOPUCTAHHIM 3yOHUX MPOTE31B) MPU
Hee(eKTUBHOCTI MICIIeBOI Teparii.

[TpodinakTrka TaKMX 3aXBOPIOBAHb y TOPOCIHX, SK:

— peuy B KPUIITOKOKOBOTO MEHIHTITY y MAI[iEHTIB 3 BUCOKMM PU3MKOM HOT0 pO3BUTKY;

— peuuanB KaHANUI03y POTOTIOTKY abo cTpaBoxoay y mamieHTiB 3 BIJI 3 BHCOKMM pU3NKOM HOTO PO3BHTKY;

— npodiTaKkTUKa KaHIUA03HUX 1H(EKI[IH Y MAIi€HTIB 13 TPUBAJIOK HEUTPOIICHI€I0 (HAPUKIIAI, MAIIEHTIB 31
3JI0SIKICHUMH 3aXBOPIOBAHHSMH KPOBI, Ki OTPUMYIOTH XiMiOTEPAITif0 YH MAIi€HTIB PH TPAaHCTUIAHTALi i
reMOIMOETUYHUX CTOBOYPOBUX KITITHH).

Judokas® 3aCTOCOBYIOTH IITSM BiJl HAPODKCHHSI ISl JTIKYBaHHSI KAHIH/I031B CIM30BUX 000JIOHOK (KaHIUI03
POTOTTIOTKH, KaHIU03 CTPABOXOY ), IHBa3UBHUX KaHIUA031B, KPUIITOKOKOBOTO MEHIHTITY Ta JJIsl MPOQiITaKTHKU
KaHAMI03HMUX 1H(EKIii y MaIieHTiB 31 3HWKEHNM iMyHiTeToM. [Ipenapar MoXHa 3aCTOCOBYBATH K MiATPUMYIOUY
TEepaIiio AJs MOoNepeKeHHs PeLUIUBY KPUIITOKOKOBOTO MEHIHTITY y JITEeH 13 BUCOKMM PU3UKOM HOT'O pO3BUTKY.
Tepamniro npernapatom J{udirokad® MOKHA pO3MIOYMHATH 10 OTPHMAHHS PE3yJIbTATIB KyJIbTypaTbHUX Ta iHIINX
1ab0paTOPHUX JIOCIIIKEHb; MiCIs OTPUMAHHS PE3yJbTaTiB aHTHOAKTEpiadbHY TEpPAIlilo CIiJi CKOPUTYBAaTH
BIIIOBIHUM YHHOM.

Ilpomunokaszanns.

[inepuyTiauBiCTh A0 (IIyKOHA30ITYy, IHIIAX a30JIbHUX CIOTY&0O0 0 OYyAb-AKO1 3 TOTIOMDKHUX PEUYOBHH Ipenapary.
OpHouacHe 3acTocyBaHHs (DIIyKOHa30Iy Ta Tep(eHaauHy MmaiieHTam, ki 3aCTOCOBYIOTh (DITyKOHA30.1
OararopazoBo y no3ax 400 Mr/no0y Ta BuIIe (3riIHO 3 pe3yIbTaTaMH JOCITIHKSHHS B3a€MOJIi1 0araTopa3zoBoro
3aCTOCYBaHHS).

OpnHovacHe 3acToCyBaHHS (DITyKOHA30JTy Ta 1HIIHX JIIKAPCHKHUX 3ac00iB, M0 TOIOBXKYIOTH iHTepBas QT Ta
MeTabo13yt0Thes 3a fonoMororo pepmenty CYP3A4 (manpuxiiag nu3anpuy, acTeMizolny, NiMO3U1y, XiHIUHY Ta
ePUTPOMILIHHY ).

Cnoci6 3acmocyeanns ma 0o3u.
Jo3a ¢uykoHa301Ty 3aJIeKUTh BiJ BUIY 1 TSXKKOCTI TpHOKOBOI 1H(eKIIii.



[Tpu HeoOxigHOCTI 6araTopazoBOro 3aCTOCYBaHHS Mpenapary JiKyBaHHs 1H(EKIIH CiIi MPoJOBXKYBaTH 10
3HUKHEHHSI KIIIHIYHUX Ta JJaO0OpaTOPHHX MPOsIBIB aKTUBHOCTI rpnOKoBoi iHdekuiHenocraTas TpuBamicts
JKyBaHHS MOKE TIPU3BECTH IO BIIHOBJICHHS aKTUBHOTO 1H()EKIIIHOTO TPOIIECY.

JudiokaH 3aCTOCOBYIOTh, 3aJIEKHO BiJl JIIKAPCHKOI (hOpMU, TIEPOPATBHO a00 BHYTPIITHFOBEHHO NIIAXOM 1H]Y3ii.
Croci6 3acTocyBaHHs Mpenapary 3ajeXUTh Bijl KITHIYHOrO cTaHy nauieHTa. Hemae HeoOXiIHOCTI y 3MiH1 J000BOT
JIO3M TIpeTapaty MpH 3MiHi IIISIXY HOTO 3aCTOCYBaHHS 3 MEPOPATHHOTO Ha BHYTPIITHHOBEHHHH Ta HABIIAKH.
Po3unn 1 iHQY3i# cig BBOAWTH 31 MIBUAKICTIO, 110 He TiepeBuiye 10 mi/xB.

Cymicnicms npenapamy.

Judmokan® cymicHHIN 3 TAKUMH PO3YHHAMH, SIK:

—5 % Ta 20 % po34yuH IIII0KO3H;

— po3uuH Pinrepa;

— po3unH XapTMaHa;

— PO3YUH Kaliio XJIOPUAY Y TIOKO31;

—4,2 % 1a 5 % po3unH HaTpiro OikapOOHATY;

— 3,5 % po34MH aMiHO3HHY;

— 0,9 % po34MH HaTPiIO XJIOPUAY;

— nianadauexc (6,36 % po3uuH A IHTPANEPUTOHEATBHOI'O JTiali3y).

JMudmoxan® MoKHA BBOAUTH B iHQY3iiHY CHCTEMY Pa30M 3 OJHHM i3 3a3HAYCHUX BHIIIE PO3YHMHIB. X0Ya BUIIAIKH
Hecneu(pi4HOT HECYMICHOCTI MpenapaTy 3 IHIIUMHU 3aco00aMu He OMUCaH1, He PEKOMEHY€ThCS 3MIITyBaTH
Judarokas® 3 iHIMMY penapaTaMu repes iHdysiero.

Po3unH 17151 BHYTpIIIHBOBEHHUX 1H(Y31i pU3HAUYEHUH JIUILE 17151 pa30BOT0 3aCTOCYBaHHs. Po3BeieHHs citif
3IIMCHIOBATH B aCENITHYHUX yMOBaX. PO3unH HE0OXiTHO MEpEeBIpUTH HAa HASBHICTh CTOPOHHIX YaCTUHOK Ta 3MIHY
3abapBieHHs. PO3unH ci1i1 BUKOPUCTOBYBATH JIMIIE TOJ1, KOJIM BiH IPO30PH Ta HE MICTUTh CTOPOHHIX YaCTHHOK.
HeBukopucTaHi 3aIMIIKH Mperapary HeoOXiTHO 3HUIIHUTH.

[opocai.

Kpunmoxoxos.

— JIIKyBaHHsI KpUIITOKOKOBOT'O MEHIHTITY: pEeKOMEHI0BaHa HaBaHTaKyBaJlbHa J103a CTaHOBUTH 400 Mr y nepuunit
JeHb, miaTpuMytoda go3a — 200-400 mr/mo0y. TpuBamicTs JiKyBaHHS 3a3BHYail CTAHOBUTH IIOHAaWMeHIIIE 6-8
TxHIB. [Ipu 1HGEKISX, 110 3arPOKYIOTh KUTTIO, JOOOBY 103y MOKHA 301U1bmUTH 10 800 MT.

— NIATPUMYIOYa Tepallis Ui MONEePEPKEHHS PELUIUBY KPUIITOKOKOBOTO MEHIHTITY y Malll€HTIB 3 BUCOKUM
PHU3UKOM HOTO PO3BUTKY: PEKOMEH0BaHa J103a Mpenapary craHoBUTh 200 Mr/n00y npoTaroM HEOOMEXEHOTo yacy.
Kokyuoioioos. PekomennoBana 1o3a craHoBUTh 200-400 mr/mo0y. TpuBaicTs JiKyBaHHS CTAaHOBUTH 1 1-24 micsiti
YH JTOBIIIE 3aJIe)KHO BiJ] cTaHy mamieHTa. [{is nikyBanHs Aeskux Gopm iHdekIii, a 0coOMMBO AJis JTIKyBaHHS
MEHIHTITY, MOK€ OyTH JOLIIBHUM 3aCTOCYBAaHHS 103U

800 Mr/mo0y.

Ineazusni kanouoosu. HapantaxyBanabHa 103a cTaHOBUTH 800 Mr y nepiuuii 1eHp, niaTpumyoda go3a — 400 mr
/mo0y. 3a3Buuail peKoMeH0BaHa TPUBAJICTh JIIKYBaHHS KaHIUAEMIil CTAHOBUTh

2 TWOKHI TICIIS TIEPIINX HETaTUBHUX PE3YJbTATIB KYJIbTYPH KPOBI Ta 3HUKHEHHS O3HAK 1 CUMIITOMIB KaHIUIEMil.
Kanouoos cauzosux 06010HOK.

— KaHUI03 POTOTJIOTKH: HaBaHTaXyBallbHA 1032 CTaHOBHUTH 200-400 MT y mepIwii [eHb, MiITPUMYyOUa 1033 —
100-200 mr/mo0y. TpuBamicTh JTiKyBaHHS CTaHOBUTH 7-21 IeHb (10 AOCATHEHHA peMmiciigie Moxe O0yTu 301IblIeHa
JUTSI TIAITIEHTIB 13 TSHKKAM IMyHOACPIITUTOM

— KaHJ1/103 CTPABOXO/y: HaBaHTaXKyBalibHa 1032 cTaHOBUTH 200-400 Mr y mepIwuii [eHb, MiATPUMYyIOUa 1032 —
100-200 mr/mo0y. TpuBaicTs JikyBaHHS CTaHOBUTH 14-30 mHIB (10 JOCATHEHHS peMiciipiie Moke OyTH
301JIbIII€HA IS TTIAIIEHTIB 13 TSHKKUM IMYHOIE(DILIUTOM.

— KaHIUIypisi: peKkoMeH10BaHa j103a ctaHOBHTH 200-400 Mr/mo0y nipoTsirom 7-21 muiB. [[jist maIieHTIB 13 TAKKAM
IMyHOJE(DIIIUTOM TPUBAIICTD JTIKYBaHHS MOXKHA 30UTBIIUTH.

— XpOHIYHUH aTpoiYHUNA KaHAU03: PEKOMEHI0BaHa /1033 CTAHOBUTH S0 MI/m00y mpoTsroM

14 nHis.

— XpOHIYHUH KaHIUA03 MIKIPU Ta CIM30BUX 00OJIOHOK: PEKOMEH/I0OBaHa /1033 CTAHOBHUTH

50-100 mr/mo6y.TpuBamicTh NiKyBaHHS CTAHOBUTH M 28 NIHIB, ae MOXke OyTH 301IbIlIeHa 3a1€KHO BT TSKKOCTI Ta
BUAY iH(EKIii a00 3HMKEHHS IMYHITETY.



Ilonepeodorcenns peyuougy KaHouoo3y cauzosux 06010HoK y nayienmie 3 BIJI, aki maioms eucokuii pusux tio2o
PO36UMKY.
— KaHJIU103 POTOTTIOTKH, KaHAU03 CTPABOXO/y: PEKOMEHI0BaHa /1032 CTAHOBUTD
100-200 mr/mo6y a6o 200 mr 3 pa3u Ha THXKIEHB. TPUBATICTD JIIKYBaHHS € HECOOMEKCHOIO JUTS MAIIEHTIB 13
MPUTHIYCHUM IMYHITETOM.
Ipogpinakmura kanoudo3nux ingexyiti y nayicnmie iz mpueauorw Hetimponenicto. PekoMeHI0BaHa /1032
ctaHoBuTh 200-400 mr. JlikyBaHHS Ci pO3MOYMHATH 32 KiJIbKA JHIB 0 OYIKYBaHOTO PO3BUTKY HEHTpOMEHIi Ta
IPOJIOBKYBATH TIPOTSITOM 7 JHIB ICIIS MiABUIIECHHS KiTBKOCTI HeHTpodiniB monam 1000/vdx
Llauienmu 1imnb020 BiKY.
J1o3y HE0OXiTHO MigOUpaTH 3aJIeKHO BiJ CTaHy (YHKIINA HUPOK (IMB. HIKYE).
Iayienmu 3 HUPKOBOIO HEOOCMAMHICIIO.
@dryKOHa30J1 BUBOJAUTHCA 3 OpraHi3My MEPEBaXKHO 3 CeUer0 Y He3MiHeHoMY BUrisil. [1pu pazoBoMy 3acTocyBaHH1
KOpHUTYBaTH 103y MpernapaTy He noTpioHo. [lamienTam (BKIIOYa0Uu AiTe) 13 MOpyImeHHIM QYyHKIIH HUPOK MPH
HeoOX1THOCT1 0araTopa3zoBOro 3aCTOCYBAaHHS MpenapaTy y NepIIni JeHb JIIKYBaHHS CJI1Jl 3aCTOCOBYBaTH
noyaTkoBy 1103y 50-400 mr 3anexxHo Bif nmokazanHs. [licis mporo 7060BY 403y (3aI€KHO BiJl TOKA3aHHs) CITiJ
03paxOBYBATH BIAMOBIAHO 0 HIKYEHABEICHOT TaOJINIII:

Knipenc kpeamuniny (ma/xs) | Biocomok 6i0 pekomeHnoosanoi 0o3u
> 50 100 %

<50 (6e3 miamizy) 50 %

Perynsapuuii a3 100 % miciist KO3KHOIO a3y

[TamienTu, siki mepedyBaloTh Ha PETYISIPHOMY Jiani3i, moBUHHI oTpuMyBaTH 100 % pekoMeHI0BaHOI 03U MiCHsI
KOKHOTO fiamizy. Y JIeHb, KOJIU Jialli3 He IPOBOJAUTHCS, TAI[IEHT MOBUHEH OTPUMYBATH JI03Y, BIIKOPUTOBAHY
3aJIe)KHO BiJ] KJIIPEHCY KpEaTHHIHY.
Iayienmu 3 nopyweHnnam hyHkyiu neuinku.
@dIryKOHA30J1 CITi/1 3aCTOCOBYBATH 3 O0EPEKHICTIO TAIlIEHTaM 13 MOPYIICHHSIMHU (YHKIIIH IMEUiHKH, OCKUTBKH
iHpopMaii om0 3acTocyBaHHs (PIyKOHA30ITy 1iif KaTeropil MmaieHTiB HeAOCTATHRO.

imu.
He cinig nepeBuiryBatn MakcuManbHy 1000BY 103y 400 Mmr.
Sk 1 mpu aHANOTTYHUX 1HPEKIISIX y TOPOCTUX, TPUBATICTD JIKYBaHHS 3aJICKHUTh Bijl KITHIYHOI Ta MiKOJIOT19HO1
Biamosini. Tudrokar® 3acTtocoByroTh 1 pa3 Ha 100y.
Jlo3yBaHHsI Ipenapary TiTsIM i3 MopymeHHsIM (QYHKIIIH HUpOK HaBeleHo Buile. PapmakokiHeTHKa (GIyKoHA301y HE
JOCHIJDKyBanacs y AiTed 13 HUPKOBOIO HEJOCTATHICTIO (AMB. HIDKYE iH(OPMAIIIIO 00 3aCTOCYBAHHS
HOBOHAPOJIKCHUM, Y SIKUX YaCTO CIIOCTEPITraeThCsl IEPBUHHA HE3PLITICTh HUPOK).

Jimu eixom 6io 12 poxis.

3aneHO BiJ Baru Ta MyO0epTaTHOTO PO3BUTKY JIIKAPIO CIIJ OIIHUTH, SIKa 71032 Mpenapary (IUig JOPOCTUX YH JUIs
JITEH) € onTUMaNBbHOO JUTs narieHTa. KiiHigH1 1aHi CBIiq4aTh Ipo Te, M0 y IiTel KiIipeHc (IIyKOHA30JIy € BUITUM
MOPIBHSHO 13 Jopocinumu. 3actocyBaHHs 103 100, 200 ta 400 mr mopociaum Ta 103 3, 6 Ta 12 Mr/kr giTsam
MPU3BOJIUTH 10 AOCATHEHHS CITIBCTABHOI CUCTEMHOT €KCIIO3UIII1.

Jimu eixom 6i0 28 onis 0o 11 pokis.

Kanmunosu cam3oBuX 000JIOHOK: TIOYATKOBA /1032 CTAHOBUTE 6 MI/KI/100Y, MATPpUMYOUYa 1032 —3 MI/KI/100y.
[TouaTkoBy 103y MOHa 3aCTOCOBYBATH B MEPIIUI I€Hb 3 METOIO O1IbIII HIBUAKOTO TOCSTHEHHS PIBHOBAXKHOT
KOHIICHTpAIIi.

[HBa3MBHI KaHAUI03H, KPUTITOKOKOBHI MEHIHTIT: 103a MpemnapaTy CTaHOBUTH 6-12 Mr/Kr/no0y 3ai1exHOo Bija
CTYTICHS TSKKOCTI 3aXBOPIOBAHHS.

[TinTpuMytoda Teparist sl MONEPEHKEHHsI PEIUANBY KPUITOKOKOBOTO MEHIHTITY Y AITeH 13 BUCOKUM PU3UKOM
HOro pO3BUTKY: J103a Mpenapary CTaHOBUTH 6 MI/KI/H00y 3aJI€XKHO Bijl CTYIIEHS TSXKKOCTI 3aXBOPIOBAHH.
[TpodinakTrka KaHIUA031B y MAIIEHTIB 3 IMyHOACHIIUTOM: J103a TIPenapaTy CTAaHOBUTh

3-12 mr/xr/mo0y 3a7eKHO BiJl BHPAKESHOCTI Ta TPUBAIOCTI 1HIYKOBAHOI HEUTPOTIEH T (IUB. JO3H JUIS TOPOCIIUX).
Jimu 6ixom 6i0 Hapodicenns 0o 27 OHis.

Y HOBOHApOKEHUX (HITYKOHA30JI BUBOJUTHCS 3 OpraHi3My NoBuTbHO. J{aHi 3 papMakoKiHETHKH, HA SKUX 0a3yIOThCS
JIO3M JIJIs1 IOHOIIEHNX HOBOHAPOKEHHX, 3a3HaYeH1 HI)KYE, HAaBEJCHO B PO3Iiil « PapMaKOKIHETUKAY.



— JloHomieHi HoBoHapokeHi BikoM Bix 0 1o 14 AHIB: 103U, aHAJIOT1YHI 3a3HAYEHUM BHIIE JJIs JiTeH BIKOM Bij

28 nuiB 10 11 pokiB, CITiJl 3aCTOCOBYBATH KOKHI 72 roawau. He citij mepeBUnyBaTn MakCHMAaIbHY 03y, 110
CTAHOBUTH 12 MI/KT KOXHI 72 TOOUHH.

— JloHomIeHi HOBOHAPOKEHI BikoM Bix 15 10 27 mHIB: 103U, aHAJIOTIYHI 3a3HAYCHUM BHIIE JIJIS TiTeH BiKOM BiJ 28
nHiB 10 11 pokiB, ciia 3acTocoByBaTH K0XkHi 48 roguH. He ciin nepeBuIyBaTH MaKCUMAIIbHY 103y, IO CTAHOBHUTH
12 Mr/kr koxHi 48 roauH.

Ilo6iuni peakuii.

Haituacrime (> 1/10) moBigomisiiocs mpo Taki MOoOIYHI peakiii: ToJOBHUM O11b, O11b y UepeBHIN MOPOKHUHI,
niapesi, Hy10Ta, OJIOBaHHS, BUCHITAHHS, ITiIBUIIEHHS PiBHS ana”iHaMmiHoTpanchepasu (AJIT),
acrapraraminoTpancdepasu (ACT) ta nyxHoi pocdarazu KpoBi.

J171st OIIIHKM 4acTOTH BUHMKHEHHSI TOOIYHUX peakiiii BUKOPUCTOBYIOTh HACTYIIHY KJlacu(iKalliio: 1yxe yacto (= 1
/10), gacto (Bix > 1/100 no < 1/10), meuacto (Bix > 1/1000 mo < 1/100), pinko (Bix > 1/10000 mo < 1/1000), myxe
pinko (< 1/10000), Ta yactoTa HeBigoMa (HEMOKIIMBO OIIHUTH HA Ti/ICTaBl HASSBHUX JAHUX ).

Posznaou 3 6oxy cucmemu kpogi ma nimpamuuroi cucmemu.

Heuacro: anemis.

Pigko: arpanyionuTo3, TeHKONeHis, HEUTPOIeHis, TPOMOOITUTOIICH .

Po3znaou 3 6oky imynnoi cucmemu.

Pinko: anadinakcis.

Memaboniuni ma animenmapHi po3naou.

HeuacTo: 3HM)KEHHS aneTury.

Pinxo: rimeprpuriinepuaemisi, rinepxonecTepuHeMist, TImoKamieMis.

Icuxiuni nopywienns.

Heuacrto: 6€3COHHS, COHJIMBICTD.

Posnaou 3 6oxy nepgosoi cucmemu.

YacTo: ronoBHU OLIb.

HeuacTo: cynomu, 3anaMopoyeHHs, apecTesii, HOPYLIeHHs CMaKy.

Pinko: Tpemop.

Posnaou 3 6oxy opeanie ciyxy ma eecmubyiapHo20 anapamy.

Heuacro: Bepturo.

Posznaou 3 6oxy cepys.

Pinko: mapokcu3MainbHa IITYHOUKOBA TaXiKapis TUIY «IIpyeT», HoJoBxeHHs iHTepBany QT.

Posnaou 3 60Ky waynkoeo-KumKo8o2o mpaxmy.

Yacro: Oib y YepeBHili TOPOKHUHI, Jiapesi, HyJ0Ta, OJIOBaHHS.

HeuacTo: 3anop, qucnencis, MeTeopusM, CyxicTb y pOTi.

T'enamobiniapni poznaou.

Yacro: niaBUIIeHHS piBHA anaHiHamiHoTpaHcdepasu (AJIT), acnaprataminorpancdepasu (ACT), myxHoi
docdarazm.

Heuacro: xonecras, ’KOBTSHULIA, TiABUILEHHS PiBHS OUTipyOiHYy.

Pinko: meuiHKoBa HEAOCTATHICTD, TENATOLETIOIAPHUNA HEKPO3, TEMAaTUTH, TeNaTOIETIOSIPHE YPaKCHHS.
Posznaou 3 6oky wkipu ma niowkKipHoi mKaHuHu.

YacTo: BUCUIIaHHS.

HeuacTo: cBepOik, METUKAMEHTO3HUM JlepMaTUT, KPOIUB HKA, IMi/IBUIIEHE TOTOBUICHHS.

Pinxo: TokcHuHMIA eniiepManbHUA HeKpoui3, cuaapom CriBeHca-/[)KOHCOHA, TOCTpHIA TeHEpaTi30BaHUI
€K3aHTEMAaTO3HUH MyCTYyIb03, €KCHONIaTUBHUIN IePMATHUT, aHT10HEBPOTUYHHI HAOPSK, HAOPSIK OOIMYYsI, aTOTeLis.
Poznaou 3 6oxy onopro-pyxoeo2o anapamy ma cnony4Hoi mKaHuHu.

HeuacTo: mianris.

3azanvmi poznaou ma peakyii' y mMicyi 66e0eHHsL.

HeuacTo : miiBuIieHa BTOMJIIOBAaHICTh, HE3yKaHHs, aCTEHis, rapsyka.

Himu. YacTtoTa Ta Xxapaktep MoOIYHUX peaKIliil i BIIXWICHb BiJl HOPMU pe3yJIbTaTiB Ja00paTOPHUX aHATI3IB Y X011
KIHIYHUX JOCTIIKEHb 3a YYacTIO JiTel CIiBCTaBHI 3 TAKUMHU y TOPOCITUX.

3eimysanns npo nido3preani nodIuHI peaxuyii.




3BiTyBaHHsI [TPO Mi103pIOBaHI MOOIYHI peakwii micyis peecTpallii JikapchbKoro 3aco0y Mae BaxJuBe 3HaueHHs. Lle nae
3MOT'Y IPOBOJIUTH O€3NepEePBHUI MOHITOPUHT CITiBBIIHOIICHHS MiXK KOPHUCTIO 1 PH3UKaMU, TIOB’ I3aHUMH 13
3aCTOCYBAaHHSM I[bOTO JIIKAPCHKOTO 3ac00y. MequuHUX MpalliBHUKIB MPOCATH 3BITyBaTH MPO OyIb-SKi MiJ03PIOBaH1
noOivHI peakiii BiZIIOBIHO 10 BUMOT MICIIEBOTO 3aKOHO/IaBCTBA.

Ilepeoo3ysanns.

OTpuMaHO MOBIJOMIJIEHHS PO MEpeo3yBaHHs (PIyKOHA30JI0M; OJJHOYACHO MOBIAOMIISAIOCS MPO TaIOIUHALIT Ta
[apaHoiaJIbHy MOBEIIHKY.

[Tpu nepeno3yBaHHI HEOOX1THO MPOBECTH CUMITOMATUYHY MIATPUMYIOUY Teparlio Ta y pa3i HeoO0XiIHOCTi
MPOMHTH IILTYHOK.

®OyKoHa30J1 3HAUHOIO MIPOIO EKCKPETYEThCS 3 ceuero; (OpCOBaHMM Jlype3 MOXKe IPUCKOPUTH BUBEJICHHS
npemapaty. CeaHc reMo/Iializy TPUBAIICTIO 3 TOIMHY 3HIDKYE PiBeHb (DIYKOHA30IIy Y IIa3Mi KPOBi MPUOIM3HO HA
50 %.

3acmocyséanns y nepiod eazimuocmi abo 200y6anna zpyooio.

[aHni, oTprMaHi npu pa3oBoMy ab0 MOBTOPHOMY 3aCTOCYBaHHI (DIIyKOHA30J1y y 3BUYAMHUX /103aX

(<200 Mr/mo0y) KiTbKOM COTHSIM BariTHUX >KIHOK POTATOM [ TpuMecTpy BariTHOCTI, HE MPOIEMOHCTPYBAIIU
HeOaxxaHux eekTiB Ha rIia. [1oBiqoMIIsIIoCsS po YUCIIEHH] BPOKEHI ATOJIOTi y HOBOHAPODKEHUX (BKITIOYAI0OUN
OpaaudpeHito, JUCIIIA31I0 BYITHOI pAaKOBUHH, HaMipHE 301IbIICHHS EPEIHBOTO TiM AYKa, BUKPUBJICHHS CTETHA,
TUICYOTIKTHOBUH CHHOCTO3), MaTepi SIKMX MpUHMai BHCOKI 103U ¢urykonazoury (400-800 mr/mo0y) mpotsrom
npUHaiiMHI TpboX a00 OLIbIIE MiCALIB AJIS JIIKYBaHHS KOKLUA10i103y. 3B’ S130K MIX 3aCTOCYBAaHHIM (DIIyKOHA30JIy Ta
[IUMH BUTIAIKAMH HE BU3HAYCHHA.

JlocmikeHHs Ha TBapUHaX MPOJAEMOHCTPYBAIN PENPOAYKTUBHY TOKCUYHICTb.

He citig 3acTocoByBaTH 3BUYAiiHI J03U (IIYKOHA30JTy Ta KOPOTKOTPUBAJI KypCH JIIKYBaHHS (PIIyKOHA30JIOM Y TIEP10/T
BariTHOCTI, 32 BUHATKOM KPaiHbOi HEOOX1THOCTI.

He citig 3acTocoByBaTH BHCOKI 103U (UIYKOHA30JTy Ta/a00 TpUBAII KypCH JIIKyBaHHS (IYKOHA30JIOM Y TIEPio]
BariTHOCTI, 32 BUHATKOM JIiIKyBaHHS 1H(EKIIiH, 1110 MTOTEHLIHHO 3aTPOXKYIOTh JKUTTIO.

@diryKOHA30J1 IPOHUKAE Y TPYTHE MOJIOKO Ta JOCATAE HUKIOT KOHIICHTpAIIil, HiX Yy T1a3mi KpoBi. ['oyBaHHS
IpyJUII0 MOXKHA TPOJIOBXKYBATH IICIIs pa30BOT0 3aCTOCYBaHHS 3BUYAMHOT 103 (PIIyKOHa301y, 1110 cTaHOBUTH 200
MT 200 MEHIIE.

['omyBaTu rpyIIt0 HE PEKOMEHI€ThCs IPH OaraTopazoBoMy 3aCTOCYBaHHI (IyKOHa30:1y a0o MpH 3aCTOCYBaHHI
BHUCOKHX 7103 (hJTyKOHA30JIy.

imu. Tlpenapat 3acTOCOBYIOTh JTITSAM BiJl HAPOXKECHHS.

Ocobueocmi 3acmocy8anHs.

Hepmamoghimia. BinnoBigHO A0 pe3yabTaTiB AOCHIKEHHs (IIyKOHA30y IS IKyBaHHS AepMaTo]iTii y AiTeH,
(bIIyKOHA30JT HE TIEPEBHIIY€ Tpr3e0(yIIbBIH 32 €PEKTUBHICTIO 1 3araJIbHUH MOKa3HUK €()eKTUBHOCTI CTAHOBUTH
menie 20 %. Tomy J{udarokar® He citiji 3aCTOCOBYBATH ISl JTIKYBaHHs AepMaTOdirTii.

Kpunmoxoko3s. JlokaziB e()eKTUBHOCTI (ITyKOHA30ITy JUIS JTIKYBaHHS! KPUIITOKOKO3Y 1HIIMX JIOKaJTi3alii (HampuKian
JIET€HEeBOI'0 KPUIITOKOKO3Yy Ta KPUIITOKOKO3Y LIKIPH) HEAOCTATHBO, TOMY PEKOMEHAllIN 111010 T030BOTO PEXUMY
JUTSL JTIKYBaHHS TAKUX 3aXBOPIOBaHb HEMAE.

Tnuboxi endemiuni mixo3zu. JJokaziB epekTUBHOCTI (DITYKOHA30TY AJIs JTIKyBaHHS 1HIIUX POPM €HIEMIYHUX MiKO3iB,
TaKHX SIK TapaKOKIMI101I0MIKO3, TICTOIIa3MO03 Ta MIKIPHO-TIM(PATHIHUHN CIIOPOTPHUX03, HEIOCTATHLO, TOMY
pPEeKOMEHaLlli 11010 JO30BOT0 PEKUMY IS JIIKYBaHHS TaKUX 3aXBOPIOBAHb HEMAE.

Hupkosa cucmema. IlantieaTam 13 mopymieHHsM (YHKIIA HUPOK MpeTrapar CJIij] 3aCTOCOBYBATH 3 00EPEkKHICTIO
(muB. po3ain «Cnocib 3acmocy8anus ma 003u»).

I'enamobiniapna cucmema. IanienTam i3 mopymeHHsIM QYHKIIIH MEYiHKH MperapaT CiliJ 3aCTOCOBYBATH 3
00epexHicTI0. 3aCTOCYBaHHS (UIyKOHA30Jly aCOLIIOBAIOCS 3 BUHUKHEHHSM P1JIKICHUX BUIA/IKIB PO3BUTKY TSKKOT
rernaToTOKCUYHOCTI, BKJIFOYAIOYH JIETAJIbHI BUMAJIKW, TOJIOBHUM YMHOM Y MAI[IEHTIB 13 TSHKKUMH OCHOBHUMHU
3aXBOPIOBAaHHSIMHU. Y BUIA/IKaX, KOJIM PO3BUTOK reMaTOTOKCHYHOCTI aCOLIIFOBABCS 13 3aCTOCYBAHHAM (PIIyKOHA30ITy,
He OyJI0 BiJJ3HAYCHO 11 IBHOT 3aJIEXKHOCTI BiJ| 3arajibHOI T0OOBOT 103 Mpernapary, TPUBAIOCTI Teparii, crati abo
BIKY Mawi€HTa. 3a3BUYail renaToTOKCUYHICTh, CIPUYMHEHA (DIyKOHA30JI0M, 000OPOTHA, a i1 MPOsSBU 3HUKAIOTH MICIIS



NPUIIMHEHHS Teparii.

3a marieHTamMu, y sSIKUX P 3aCTOCYBaHHI (UIyKOHA30JTy CIIOCTEPIralOThCS BIIXHUICHHS PE3yJIbTaTIB
(GYHKIIIOHATFHUX MPOO MEUiHKH, CITiJl BCTAHOBUTH PETEIBHUIN HATJISI II0JI0 PO3BUTKY OLIBII TSKKOTO YpasKeHHS
MIEYIHKH.

[TamienTiB cning npoiHGoOpMyBaTH PO CUMITOMH, IO MOXKYTh CBITYUTH MPO CEPHO3HUN BIUIMB HA MEYIHKY
(BHpakeHa acTeHisl, aHOPEKCisl, MOCTiiiHa Hy10Ta, OJFOBaHHSA Ta KOBTSHUIL). Y TaKOMY BUIIAJIKy 3aCTOCYBAHHS
¢ryKoHa30I1y CiIii HeraifHO NPUIUHUTHU Ta IPOKOHCYJIBTYBATHUCS 3 JIIKAPEM.

Cepyeso-cyounna cucmema. Jlesiki a3o0u, y TOMy 9UCIi i (PIIyKOHA30J1, ACOLIIOIOTHCS 13 TTOJI0BXKEHHSIM 1HTEPBAITY
QT na enextpokapaiorpami. [loBizomisiiocs mpo ayske piIKiCHI BUMaAKu moaoBxeHHs iHTepBany QT ta
aPOKCH3MAITLHOT IIJTYHOYKOBOI TaxiKapii THITy «IipyeT» IpH 3acTocyBaHHi npenapary Judaror8nTaki
MOB1IOMJICHHSI CTOCYBAJIUCS MAIII€HTIB 13 TSHKKUMHU 3aXBOPIOBAaHHAMU MPHU MO€IHAHHI 0aratbox (pakTopiB pU3HKY,
TaKUMHU SIK CTPYKTYPHI 3aXBOPIOBAHHS CEPIsl, TOPYIICHHS €JIEKTPOIITHOTO OOMIHY Ta OJTHOYACHE 3aCTOCYBaHHS
IHIIMX JTIKapChbKUX 3ac001B, 110 BIUTMBalOTh Ha iHTepBan QT.

Judarokas® cirif 3 00epeKHICTIO 3aCTOCOBYBATH IMAIIEHTaM i3 PU3HKOM PO3BHUTKY apuTMmiii. OHOYacHe
3aCTOCYBaHHS Pa3oM i3 JIIKapChKUMHU 3ac00aMH, 110 IPOJIOHTYIOTh iHTepBan QTc Ta MeTabomi3yroThes 3a
noromoroto pepmenty CYP3A4 nutoxpomy P450, mporunokasane.

T'anogpanmpun. I'anopantpu € cyoecrparom pepmenty CYP3A4 i npononrye intepsan QTc npu 3acTocyBaHHI y
PEKOMEHIOBAaHMX TEPAIEBTUIHUX J03ax. OJJHOYACHE 3aCTOCYBaHH raJlopaHTpHHy Ta (IIyKOHA30JIy HE
PEKOMEHIY€EThCS.

Hepmamonoeiuni peaxyii. I1ix gac 3actocyBaHHs (QIIyKOHA30JTy PIIKO MOBITOMIISIIOCS TTPO PO3BUTOK TAKUX
ekc(oiaTUBHUX HIKIPHUX peakiii, sk cuHapoM CriBeHca-/[)KoHCOHa Ta TOKCUYHUHN emiiepMalbHUN HEKPOJIi3.
[MamienTtn 31 CHI/loM OibI CXMITBHI IO PO3BUTKY TSHKKHUX IIKIPHUX pEakIiil IPH 3aCTOCYBaHHI 0arathox
JKapChbKUX 3ac00iB. SIKIO y Malli€eHTa i3 MOBEPXHEBOIO TPUOKOBOIO 1H(DEKITIEO 3’ IBISIFOTHCS BUCUIIAHHS, 1110
MOJKHA ITOB’S3aTH 13 3aCTOCYBAaHHAM (IIyKOHA30ITy, TTOJANIBIIE 3aCTOCYBaHHS NIPENapaTy CIiJ MPUIMHHUATH. SIKII0 y
MaIi€eHTa 3 iIHBA3UBHOIO/CUCTEMHOIO TPUOKOBOIO 1H(EKIII€I0 3’ ABIAIOTHCS BUCUIIAHHS HA IIKipi, 32 HOTO CTAaHOM
NOTPIOHO PETETBHO CIOCTEPIraTy, a y BUNAAKY PO3BUTKY OyJIbO3HUX BUCHUIIaHb a00 MyJIbTU(OPMHOT EpUTEMHU
3aCTOCYBaHHS (IyKOHA30I1y CIiJ MPUITUHUTH.

L'inepuymaugicms. Y piIKICHUX BUIaJKaX MOBIAOMIISIIOCS PO PO3BUTOK aHA(DUIAKTUYHUX PEAKIIIH.

Lumoxpom P450. ®nykonason € noTykHUM iHri6iTopom pepmenty CYP2C9 ta nomipHuM iHri6iTOpOM pepMeHTy
CYP3A4. ®nykonasou € iHriditopom pepmenty CYP2C19. Crix ciocTepiraTé 3a CTAHOM TMAII€HTIB, SKi
OJIHOYACHO 3aCTOCOBYIOTH Jndiokad® Ta npenapatu 3 By3bKHM TEPANeBTHYHAM BIKHOM, 1110 METa00Ii3yHOThCS
3a ygactio CYP2C9, CYP2C19 ta CYP3A4.

Tepgpenaoun. Cain peTesbHO CIOCTEPIraTy 3a CTAHOM MAallieHTa MPH 0JHOYACHOMY 3aCTOCYBaHHI Tep(eHauHy Ta
¢dnykonazony y no3i merme 400 Mr Ha 100y .

Honomiscni peyosunu. 1 M1 MiKapchKoro 3aco0y MicTUTh 9 Mr xjopuay HaTpito (ekBiBaseHT 0,154 MMoab HATpiIO).
Lle cnig OpaTH 10 yBaru nauieHTam, sKi J0TPUMYIOThCS A1€TU 3 KOHTPOJIbOBAHUM BMICTOM HATPIIO.

30amuicms ennueamu na wieUOKicms peakyii npu KepyeanHi a6mMompancnopmom avo pooomi 3 iHuiumu
MexaHizmamu.

JlocmikeHsb BIUTUBY Tipenapary Judurokad® Ha 3aTHICTh KEPYyBaTH aBTOTPAHCIIOPTOM a0 IpAIfoOBaTH 3
IHIIMMH MEXaHi3MaMU He MPOBOIUIIH.

[TamieHTiB citix mpoiH(GOPMYBATH PO MOXKIUBICTH PO3BUTKY 3alIaMOPOYCHHS 200 Cy0M ITiJT Yac 3aCTOCOBYBaHHS
npenapary Judaokas®. [Tpu po3BUTKY TaKUX CUMIITOMIB HE PEKOMEHIYETHCS KEPYBATH aBTOTPAHCIIOPTOM abo
[IPALIOBaTH 3 IHIIUMU MEXaHI3MaMH.

B3aemooia 3 inmumu nikapcoKumu 3acovamu ma iHuwii 6UOU 63a€Mo0ill.

IIpomunoxazano cymiche 3acmocyeants ayKOHA301Y MAa HUNCHE3A3HAUCHUX JIKAPCbKUX 3AC0018.

Luzanpuo: MOBIIOMIIATIOCS PO PO3BUTOK MOOIUYHUX peakiiil 3 00Ky ceplis, y TOMY YHCIi PO NapOKCU3MaJIbHY
[UTYHOYKOBY TaxiKap/ilo TUITY «IipyeT» y Malli€HTIB, SKi OJHOYACHO 3aCTOCOBYBANIU (hIYKOHA30J] Ta IIU3AMPH/I.
KonTponboBaHe HOCTIKEHHS MPOJIEMOHCTPYBAIIO, IO OAHOYAacHE 3acTocyBaHHs 200 mr drykoHaszomy 1 pa3 Ha
100y Ta 20 mMr u3anpuay 4 pasu Ha 100y MPU3BOIIIIO JI0 3HAYHOTO MiABUILEHHS PIBHS MU3AMPHIY Y TIa3Mi
KpoBi Ta 10 nogoBxkeHHs iHTepBany QT. OgHouacHe 3acToCcyBaHHS QUIyKOHA30JTy Ta ITU3ANIPHUIY TPOTHIIOKA3aHE
(muB. po3nin «IpomunoxkazaHuay).




Tepgpenaoun: uepes BUMAAKH PO3BUTKY TSDKKUX CEPLIEBUX apUTMiH, CIPUUMHEHUX MOJ10BKeHHAM iHTepBaity QTc,
y MAlll€HTIB, K1 3aCTOCOBYIOTH a30J1bHI MPOTUTPUOKOBI JIIKapPChKi 3aC00M 0JTHOYACHO 3 TepdeHaAUHOM, OyiIn
MIPOBEJICH] TOCIIKEHHSI B3a€MO/I1T ITUX MpemapaTiB. Y X0/l OJTHOTO TOCIIKEHHS P 3aCTOCYBaHH1 (IIyKOHA30Ty
y 1o3i 200 mr Ha 100y He Oys10 BUSABIECHO MmooBkeHHs iHTepBany QTc. [HIe nocmiKeHHs Ipu 3aCTOCYBaHHI
drykonazony y go3ax 400 mr ta 800 Mr Ha 100y IPOAEMOHCTPYBAJO, 110 3aCTOCYBaHHS (IyKOHA30Iy Y A03aX
400 mr Ha 100y abo BUIllE 3HAYHO MIJBUIIYE PIBEHb TepPEHAANHY Y IUIa3M1 KPOBI IPH OJHOYACHOMY
3aCTOCyBaHHs IMX npenapaTiB. CymicHe 3acTocyBaHHA (IyKoHa301y y Ao3ax 400 mr abo Buiie 3 TepheHainHOM
MPOTHUTIOKa3aHe (IUB. po3ain « Ilpomunoxaszanusny). Ilpu 3acrocyBanHi GiykoHazony y mo3ax Hmwk4de 400 mr Ha
700y 0JTHOYACHO 3 Tep(PEeHATMHOM CJiJl HPOBOJUTH PETEIbHUN MOHITOPUHT CTaHy MAalli€HTA.

Acmemizon: CyMiCHE 3aCTOCYBaHHsSI (DIIYKOHA30JIy Ta aCTEMI30JTy MOKE 3HU3UTH KJIIpeHC acteMizony. CippuunHeHe
UM MiJBUILEHHS KOHIEHTpalii acTeMi30.1y Y IJIa3Mi KPOBI MOe MPHU3BECTH A0 MOAOBKEHHs iHTepBaity QT tay
PLAKICHUX BUIAJKaxX — 0 NapOKCU3MAaJIbHOI IUTYHOUKOBOT TaxiKapAil TUIY «IipyeT». O HOYacHe 3aCTOCYyBaHHS
¢1yKoHa30Iy Ta acTeMi30J1y IPOTUIIOKA3aHE.

ITimo3u0 ma xinioun: cyMicHe 3aCTOCYyBaHHS (UIYKOHA30JTy Ta MIMO3UAY a00 XiHIIUHY MOXE MPU3BOIAUTH JIO
MPUTHIYEHHS] METa00i3My MIMO3HLy a00 XiHIAUHY, X04a BiMOBIAHUX JOCHIKEHK Vifro Ta in vivo He
npoBoauiy. [liBUILIEHHS KOHIIEHTpAIIil MIMO3KU Ly a00 XIHIAUHY Yy I1a3M1 KPOB1 MOXE CIIPUUYMHATH MOIOBKEHHS
inTepBany QT Ta y piAKICHUX BHUIIQAKaX MPU3BOAUTH JI0 PO3BUTKY MAPOKCU3MAJIbHOI IIUTYHOUKOBOI Taxikapii THITY
«mipyet». OHOYaCcHE 3aCTOCYBaHHS (IIyKOHA30ITy Ta MMO3UAY a00 XiHIIWHY MPOTHIIOKA3aHe.

Epumpomiyun: oqHOYacCHE 3aCTOCYBaHHS €PUTPOMILIMHY Ta (IIyKOHA30y MOTEHLIHHO MOXKE MIPU3BOIUTH JI0
MIJBUIIEHHS PU3UKY PO3BUTKY KapA10TOKCUYHOCTI (IooBxkeHHs iHTepBany QT, mapokcusmaiibHa NUTyHOYKOBA
TaxiKapAis TUILY «IipyeThTa, IK HACIiI0K, 10 PanToBOi CepleBOi cMepTi. 3aCTOCYBaHHs KOMOIHALlT JaHUX
JKapChbKUX 3aC001B MPOTUIIOKA3aHE.

He pexomendyembcsa oonouache 3acmocysants GayKoHaA30y ma HUXCUe3a3HaAYeHUX JiKapcbKux 3acoois.
Tanogpanmpun: GayKOHA30T MOKE CIIPUUMHUTH I IBHINEHHS KOHIICHTpAIlil rajo(anTpuHy y Iia3Mi KpoBi 3a
paxyHok npurHideHHs CYP3A4. OqHovacHe 3aCTOCYBaHHS IUX JIIKAPChKUX 3aC001B MOTEHLIHO MOXe
MPU3BOINUTH 10 MIABUILEHHS PU3UKY PO3BUTKY KapA10TOKCHUYHOCTI (rooBxeHHs iHTepBany QT, mapokcusmaibHa
IITYHOUYKOBA TaxiKap/is TUIY «IipyeDa, sIKk HacliJI0K, 1O ParToBoi cepueBoi cMepTi. Ciix yHUKaTH
3aCTOCYBaHHS KOMOIHaIll] TaHUX JIIKapChbKUX 3acO01B.

Cymiche 3acmocysanis (IvKOHA30Y Ma HUNCYE3AZHAYCHUX JIKAPCLKUX 3ACc00i8 sumazac obepescnocmi ma
KOPU2YBAHHA 003U.

Bnaue inwux nikapcokux 3acobig na ¢iykonasol.

HocunipkeHHs B3aeMO/Ii1 MPOAEMOHCTPYBaJIH, 1110 OJTHOYACHE BXKUBAHHS 1K1, IUMETUINH, aHTAIIUAN a00
MOJaJIbIIIe ONPOMIHEHHSI YChOT'O TijIa IS EPecajki KICTKOBOTO MO3KY, HE Ma€ KJIIHIYHO 3HaYyLIOro BIUIMBY Ha
abcopOitito (hIIyKOHA30JTy MIPH HOTO TIEPOPATFHOMY 3aCTOCYBAHHI.

Pugamniyun: onnouacHe 3acTocyBaHHs (IIyKOHa30:1y Ta pudamminuny npuzBoauio 1o 3HwkeHHs AUC Ha 25 %
Ta CKOPOYyBaso Nepio HamiBBUBeACHHS (Birykonazomy Ha 20 %. Tomy Juist MalieHTIB, SIKi 3aCTOCOBYIOTh
pudamMIinuH, cIia po3rASHYTH JOUITBHICTH MiABUIEHHS 103U (ITyKOHA30IY.

Bnaus ¢pnykonazony na inwi 1ikapcoki 3acoodu.

dyKkoHa301 € NOTYKHUM 1HT10iTopoM 130pepmenTy 2C9 nuroxpomy P450 (CYP) ta momipHuM iHriditopom
CYP3A4. ®nykonason € inriditopom CYP2C19. Ha nogarok 1o crioctepexyBaHuX/ JOKYMEHTAIBHO
MiATBEPHKCHUX B3a€MO/IIi, 1110 OMKCaH1 HIDKYE, PU OJJHOYACHOMY 3aCTOCYBaHHI 13 (IyKOHA30JI0M iICHY€ PU3HK
MIJBUIIECHHS y IJIa3M1 KPOB1 KOHIIEHTpAL[I} 1HIIKX CIONYK, 1110 MeTaboni3ytoTbest CYP2C9, CYP2C19 ta CYP3A4.
Tomy 3acTocoByBaTH Taki KOMOIHAIIT TIpenapariB ciif] 3 00EPEkKHICTIO; IPU [[LOMY HEOOX1THO PEeTEIbHO
criocTepiratu 3a ctaHoM naiieHTiB. [IpurniuyBanbHa aist QurykoHa30y Ha (hepMeHTH 30epiraeThesi NpoTIrom 4-5
Ii6 micist loro 3acTOCYBaHHA y 3B’ 513Ky 3 HOTO TPUBAJIMM ME€PI0IOM HAMiBBUBEIACHHS.

Anvghenmanin: T 9ac OAHOYACHOTO 3aCTOCYBaHHS anbPeHTAHUTY Y 1031 20 MKI/KT Ta hirykonazomny y mo3i 400 mr
3I0POBUM J1I00pPOBOJIBLISIM crIOCTepiranocs ABokparHe 30iabieHHss AUG o, MoxnBo yepes iHrioyBanHs CYP3A4.
Mosxe OyTu HEOOX1THUM KOPUTYBAHHSA JJO3H ajb(EHTAHIY.

Amimpunmunin, Hopmpunmunin: HIYKOHA30] MOCHIIOE 10 aMITPUNITUIIIHY Ta HOPTPUNTHIIIHY. PekoMeHyeThes
BUMIPIOBATH KOHIIEHTPAIl S-HOPTPUNTHITIHY Ta/ab0 S-aMiTpUNTHIIIHY Ha IMOYaTKy KOMOIHOBaHOI Tepartii Ta uepes
1 TioxaeHb. Y pa3i HEOOXIAHOCTI CJIiJ] BIAKOPUTYBATH 103y aMITPUNTUIIHY/HOPTPUITUIIIHY.

Amepomepuyun B: ogHOYacHE 3acTocyBaHHS (DIIyKoHa30y TaampoTepunrHy B iHdikoBaHIM MUIIaM i3
HOPMaJIbHUM IMYHITETOM Ta 1H(PIKOBAHUM MHILIAM 31 3HIXKEHUM IMYHITETOM MPHU3BEIO 0 TAKUX Pe3yJIbTaTiB:




HEBEJIMKUI aIUTUBHUN TPOTUTPUOKOBHIA e(peKT npu cucTeMHil iHpeKkii

C. albicans, BincyTHICTh B3a€EMO/I1 PU BHYTPINTHbOUYEPEIHIN 1HPekuliryptococcus neoformans Ta aHTaroHi3M
JIBOX TIperapaTiB Npu CUCTeMHil iHpekuidspergillus fumigatus. Kniniune 3Ha4eHHS pe3yNbTaTiB, OTPUMAHHX Y
X0 UX JOCHIIIKEHD, HEBIIIOME.

Aumurxoazynsaumu: sK 1 IpU 3aCTOCYBaHH1 1HIIMX a30JIbHUX MPOTUTPUOKOBUX 3aC001B, MPU OJTHOUYACHOMY
3aCTOCYBaHHI (DITyKOHA3011y Ta Bap(apuHy MOBIIOMIISIIOCS TIPO BUTIAJKH PO3BUTKY KPOBOTEY (T€MaToOM, HOCOBOI
KpPOBOTEUI1, IUTYHKOBO-KHILIKOBUX KPOBOTEY, FeMaTypii Ta MEJIEHH) y MTO€JHAHHI 13 TIOJJOBKEHHAM
npoTpoMOiHOBOTO Yacy. [Ipu oHOUAaCHOMY 3acTOCYBaHHI (hIyKOHA30JIy Ta Bap(apuHy CIIOCTepiraaocs JBOKpATHE
HiABUILEHHS TPOTPOMOIHOBOTO Yacy, IMOBIPHO BHACIIJIOK MPUTHIYEeHHS MeTaboni3My Baphapuny uepe3 CYP2CO.
Cuiz peTelbHO KOHTPOJIIOBATH MPOTPOMOIHOBHIA YacC y MAIlI€HTIB, SIKi OHOYACHO 3aCTOCOBYIOTh KyMapHHOBI
aHTHKOATYNSIHTU. Mo)ke OyTH HEOOX1THOO KOPEKIIis 103U Bap(apuHy.

benzooiazeninu kopomxkoi 0ii, Hanpukiao mioazonam, mpuazonam.Ipru3HaAYeHHs (ITYKOHA30ITy TICIIs
NEepOPaAbHOrO 3aCTOCYBaHHS MiJa301aMy MPU3BOIMIIO 10 3HAYHOT'O MiJIBUIIEHHS KOHLIEHTpAIlil MiJa3ojamy Ta 70
MOCHJICHHS TICHXOMOTOPHUX eekTiB. OHouacHe 3acTocyBaHHs QurykoHa3ory y 1031 200 M Ta mMiga3onamy y 1031
7,5 Mr nepopaibHo npu3Boauio 1o nigsuieHHs AUC Ta nepiofy HamiBBUBeJIeHHs y 3,7 Ta 2,2 pa3a BiANOBIAHO.
3acrocyBanHs piykonazony y m103i 200 mr/no0y ta 0,25 Mr TprazoiiaMmy mepopaybHO MPU3BOIUIIO O T ABUIICHHS
AUC Ta nepiony HaniBBUBEJeHHA y 4,4 Ta 2,3 pa3a BianosinHo. [Ipu oqHOYacHOMY 3acTOCYBaHHI (IIyKOHA30Iy Ta
TpHa30JiaMy CIIOCTEPITaiocs MOTSHIIFOBAHHS Ta MPOJIOHTAIIS €()EKTiB TPHA30JIaMy.

SIK110 maieHTy, SKUi IPOXOAUTh KypC JIKYyBaHHS (IyKOHA30JI0M, CIIiJl OJHOYACHO MTPU3HAYUTH TepaIito
OeH3o/11a3eniHaMu, 103y OCTaHHIX CJiJl 3MEHIIUTH Ta BCTAHOBUTH HAJIS)KHUH HATIISA 32 CTAHOM TaIli€HTA.
Kapbamasenin: hbaykoHa3o npurHivye MetaboizM kapbamaseniny Ta CIPUYUHIOE MiIBUIIICHHS PiBHS
kapOamaseniny B cupoBartiii kpoBi Ha 30 %. IcHye pu3uK po3BUTKY MPOSBIB TOKCHYHOCTI 3 00Ky KapOamaserminy.
Moske 6yTu HEOOXiTHUM KOPUTYBAHHSA J03H KapOama3seriHy 3aJIe)KHO BiJl piBHS HOro KOHIIEHTpAIlii Ta aii
npernapary.

Bnoxamopu xanvyicsux kananig: neski aHTaroHICTU KaJbIlito (HideAUMiHICpAIUTIIH, aMJIOTUIIH Ta (DETOTUTIIH)
MeTabomi3yrThcsa pepmenToM CYP3A4. daykoHA3071 MOTSHITIITHO MOKE TiABUIIYBATH CHCTEMHY €KCIIO3HIIIIO
OIOKaTOPIB KabIliEBUX KaHANB. PekoMeH10BaHUH peTelbHUI MOHITOPUHT IIOJI0 PO3BUTKY MOOIUHUX PEaKIIiH.
[]enexoxcu6: ipu OTHOYACHOMY 3acTOCYBaHHI (hiykoHaszomy (200 Mr Ha n00y) Ta menekokcnuoy (200 Mr) fraxTa
AUC nenexokcu0y miasuiryBaiucs Ha 68 % Tta 134 % Binnosiano. [Ipu onqHOYacHOMY 3aCTOCYBaHHI IIEIEKOKCHOY
Ta (IIyKOHA30JIy MOXe OyTH HEOOX1THIUM 3MEHIIICHHS JO3H [IEJICKOKCUOY BIBIYI.

Luxnogocghamio: ogHOUACHE 3acTOCYBaHHS LUKIOpochaminy Ta (hIyKoHA30Ty TPU3BOAUTH A0 MiABUILECHHS PiBHS
Oimipy0iHy Ta KpeaTHHIHY B CHpOBaTIi KpoBi. L{i mpenapaTu MokHa 3aCTOCOBYBATH OJJHOYACHO, 3BAYKAIOUX HA
PHU3UK MiBUIICHHS KOHLIEHTpalii O11ipyOiHy Ta KpeaTHHIHY B CHPOBATIII KPOBI.

@enmanin: MOBITOMIISIIOCS TIPO OJIUH JICTATBHHIA BHITAJIOK IHTOKCHKAIIT ()EHTAHLJIOM BHACIIIOK MOYKIIUBOT
B3aeMo/i1l peHTaniny Ta GiykoHaszony. Jlo Toro , y JOCHipKeHHI 3a ydacTio 12 310poBuX 10OpOBOIIBIIB Oyi0
MIPOJIEMOHCTPOBAHO, IO (DITYKOHA30J1 3HAYHO YITOBUIHHIOBAB eMiMiHAIIO (eHTaHUTy. [TiqBUIIICHHS] KOHIIEHTpPAIIil
(deHTaHTy MOXKe IPU3BECTH J10 MPUTHIYEHHS TUXaHHS, TOMY CJIil pETeIbHO KOHTPOJIIOBATH CTaH MaiieHTa. Moxe
OyTH HEOOX1THOIO KOPEKIIisl 103U (PEHTAHLITY.

Ineioimopu I'MI-KoA-pedykma3zu: cyMicHE 3aCTOCYBaHHA (DTyKOHA30Jy Ta iHT106iTOpiB

I'MI'-KoA-penykrasu, mo meradomizytorscsi CYP3A4 (aTopBacTtaTuH Ta cuMBacTaTuH), abo inriditopis 'MI -
KoA-penyxrasu, mo merabomnizytorscs CYP2C9 (dpayBactaTuh), MiBHUILY€E PU3UK PO3BUTKY MiomnaTii Ta
pabaomionizy. Y pa3i HEOOXITHOCTI OTHOYACHOTO 3aCTOCYBAaHHS IIMX MPETAapaTiB CIIiJl peTeIbHO CIOCTEePIraTu 3a
MAIi€HTOM II0J0 BUHUKHEHHS CUMIITOMIB MiomaTii Ta pabIoMiomi3y 1 MPOBOJUTH MOHITOPUHT PiBHS
KpeaTWHKiHA3W. Y BUTAJIKy 3HAYHOTO MiABHUIEHHS PiBHS KpEaTHHKIa3H, a TAKOXK MPH A1arHOCTYBaHHI abo migo3pi
Ha Miomnartito/padaomionis 3acrocyBanHs iHr10iTopiB [ MI'-KoA-penykTasu ciil mpUINUHUATH.

Imynocynpecopu (nanpukiad YyukiocnoOpuH, e8eponimyc, CUpOLiMyc i maKpouimyc).

Luxnocnopun: GpaykoHa30J 3HauHO miABHILYe KoHUEHTpallito Ta AUC nukinocnopuny. Ilpu ogHodacHoMy
3acTOCYBaHHI (bIyKoHa30:1y y 1031 200 MIr/g00y Ta MUKJIOCTIOPUHY Y 1031 2,7 MI/KT/mo0y crocTepiraiocs
36inbmenHs AUC nuxkiocniopuny y 1,8 pasza. Lli npenapaTi Mo)kHa 3aCTOCOBYBAaTH OJTHOYACHO 32 YMOBHU
3MEHIICHHS 1031 HUKIOCIIOPUHY 3aJIEKHO BiJ HOTO KOHIICHTpALIi.

Eeeponimyc: xo4a 1OoCHiIKeHbin Vitro Ta in vivo He TPOBOAWIH, (PIIyKOHA30J MOKE MiABUIIYBATH KOHIIEHTPAIIII0
eBEPOTIMYCY B CHpOBATIIi KpoBi uepe3 npurHidenas CYP3A4.



Cuponimyc: GpryKoHa30J1 MiABUILYE KOHIEHTPALIIO CUPOIIMYCY Y TU1a3Mi KPOB1 HMOBIPHO IIJISIXOM MPUTHIYEHHS
MeTabomizmy cuporimycy dpepmerrom CYP3A4 ta P-riikonporeinom. Lli mpenapat MokHa 3aCTOCOBYBATH
OJIHOYACHO 32 YMOBU KOPUTYBaHHS JI03U CUPOJIIMYCY 3aJIe)KHO BiJl piBHSA KOHLIEHTpaLii Ta eeKTiB npenapary.
Takponimyc: GIyKOHA30JI MOKE TTIBUIIYBATH KOHIICHTPAIIIl TAKPOIIMYCY B CHPOBATIII KPOBI JI0 5 pa3iB mpu HWOTO
HepopalbHOMY 3aCTOCYBaHHI uepe3 MpUrHiueHHs MetadoinizMy Takpoiaimycy pepmentoM CYP3A4 y kuiieqHuky.
[Tpu BHYTpIIIHLOBEHHOMY 3aCTOCYBaHHI TAaKPOIIMYCY HE CIIOCTEpIrasocs 3HaYHUX 3MiH (DapMaKOKIHETHKH.
[TinBumIeHI piBHI TAKPOIIMYCY acOIIIOIOTHCS 13 HEPPOTOKCHUHICTIO. J{03y TakpoIiMycCy JUIsl IepOPaIbHOTO
3aCTOCYBAHHS CIIiJ] 3HIDKYBATH 3AJIEKHO BiJI KOHIIGHTpALii TAKPOJIIMyCy.

Jlozapman: GhaykoHA301 PUTHIYYE MeTab0Ii3M JI03apTaHy 10 HOro aKTUBHOTO METa0OIIITy

(E-31 74), mo o0yMOBITIOE ORIy YaCTHHY aHTAaroHi3My JI0 perenTopiB anrioreH3uny Il mix gac 3acTocyBaHHs
no3aprany. PekoMeH0BaHO 3/1iICHIOBATH MOCTIHHUI MOHITOPUHT apTepiaJbHOTO TUCKY Y MAIliEHTIB.

Memaoon: hprykoHa307 MOKE TTiIBUIIYBAaTH KOHIIEHTPAIIIIO METaIOHY Y CHpoBartili KpoBi. [Ipu ogHO9acHOMY
3aCTOCYBaHHI METAJIOHY Ta (IIyKOHA30Jly MOKe OyTH HEOOX1JTHUM KOPUT'YBaHHS 103U META/IOHY .

Hecmepoioni npomuszananvhi npenapamu: Ipu 0JHOYACHOMY 3aCTOCYBaHHI 3 (iryKkoHa30710M GyaxTa AUC
¢banyp6inpodeny nmigsuiyBanucs Ha 23 % ta 81 % BiANOBITHO NOPIBHIHO 13 BiANOBIAHUMY MOKA3HUKAMU MPU
3aCTOCYBaHHI TUTBKH QurypOinpodeny. AHAIOTIIHO IPH OJJHOYACHOMY 3aCTOCYBaHHI (DITyKOHA30JIy 3 parieMiqHuM
16ynpoderom (400 Mr) GnaxTa AUC dapMakosioriayHo akTUBHOTO 130Mepy S-(+)-10ynpodeHy miABHIyBaIiCs Ha
15 % Ta 82 % BiAMOBITHO, TOPIBHSHO 13 TAKUMU MOKa3HUKAMU TIPH 3aCTOCYBAaHHI TUTBKH palleMiqHOTO i10ympodeHy.
Xoua crenialbHUX JOCHIKEHb He MTPOBOAMIN, (UIyKOHA30JI MOTEHIIMHO 31aTHUH MiABUILYBATH CUCTEMHY
excrniosunito iHmmx HIT3IL, mo merabomnizyrotscst CYP2C9 (Hanpukian HampoKCceHy, JOPHOKCHKaMY,
MeJOKCHKamy, AukiodeHaky). PekoMeH10BaHO MepioANYHO 3/11HCHIOBATH MOHITOPUHT MOOIYHUX peakiliil Ta
TOKCUYHHX TPOsiBiB, 0B’ si3aHuX 13 HIT3I1. Moxe 3HamoouTrcs kopuryBanss mgo3u HIT3II.

@enimoin: GprykoHa30J NpUTHIdye MeTaboui3M (eHiToiny B nedinii. OqHovyacHe Oararopa3ose 3actocyBaHHs 200
MT (hrykoHa3omy Ta 250 Mr (eHiToiHy BHYTPIITHBOBEHHO PU3BOANTS 110 miaBuineHHs AU denitoiny Ha 75 %
Ta CppinHa 128 %. [1pu oqHOYacHOMY 3aCTOCYBaHHI LIMX JIIKAPCHKUX 3aC001B €11 IPOBOJUTH MOHITOPUHT
KOHIICHTpAaIii (eHITOTHY Y CHpOBATIII KPOBI JJIsl YHUKHEHHS PO3BUTKY TOKCHYHOI i (PeHITOTHY.

IIpeonizon: MOBIIOMIIAIIOCS TIPO BUIAJOK, KOJH Y MAIliEHTa MIiC/sl TPaHCIUIAHTAIl] MeUiHKH Ha TJIi 3aCTOCYBaHHSA
NPEIHI30HY PO3BHHYJIACS TOCTPAHEAOCTATHICTh KOPH HAJHUPKOBUX 3aJ103, 10 BUHHUKIIA TTiCIIS] IPUITMHEHHS
TPUMICAYHOTO Kypcy Tepamii (iaykoHazonoM. [IpunuHenHs 3acTtocyBaHHs (PiIyKoHa301y, HMOBIPHO, CIIPUYUHHIIO
nocwiieHHs akTuBHOCTI CYP3 A4, mo nmpu3Besno 10 MpUCKOpEeHHs MeTaboi3My mipenHizony. Ciiij peTelbHO
CTEKUTH 32 NalliEHTaMH, K1 IPOTATrOM TPUBAJIOI0 Yacy OJHOYACHO 3aCTOCOBYIOTH (DIyKOHA30J Ta MPEAHI30H, 3
METOIO TIOTIEPEPKEHHS PO3BUTKY HEJOCTATHOCTI KOPH HAJIHUPKOBUX 3aJ103 MICHIsI IPUITMHEHHS 3aCTOCYBaHHS
baykoHazomy.

Pugpabymun. GpmyxoHa3om miaBHINy€E KOHIIEHTPAIlil0 pupaOdyTHHY B CHPOBATIII KPOBI, IO TPU3BOJAUTH IO
36inbmenHs AUC pugabytuny 1o 80 %. IIpu ogHouacHOMY 3acTocyBaHHI (hIyKoHa301y Ta pudadyTuHy
MIOB1TOMJISIIOCS TIPO BUMAJIKK PO3BUTKY yBeiTy. [IpH 3acTocyBaHHI Takoi KOMOiHaIii TiKapChKUX 3ac00iB citif OpaTtu
JI0 YBaru CUMIITOMH TOKCUYHOI i1 puabyTuHy.

Caxsinasip: pnykonasoun migsuirye AUC Ta G xcakBiHaBipy npubdmusao Ha 50 % ta 55 % BiamoBigHO yepes
NpUTrHIYeHHs MeTa0oi3My cakBiHaBipy y nedinui ¢pepmenToM CYP3A4 ta uepes inriOyBanns P-riikonpoTeiny.
B3aemoii Mixk (TyKOHA30JI0M Ta CaKkBiHaBIpOM/ pUTOHABIPOM HE JIOCIIIKYBAIUCS, TOMY BOHH MOKYTh OyTH OLTBIIT
BUpaXeHUMHU. Moxe OyTH HeoOXiJHUM KOPUTYBaHHS 103U CaKBiHABIPY.

Tloxioni cynvgoninceyosunu. IPU OJTHOYACHOMY 3aCTOCYBaHHI (DITyKOHA30J MPOJIOHTYE MEePio]] HAiBBUBEICHHS
NepopabHUX MOX1THUX CYJIb(OHIJICEUOBUHU (XJIOPIPONaMiay, MmideHKIaMiay, Taimi3uay Ta ToI0yTamiay) mpu ix
3aCTOCYBaHHI 3JJOPOBUM JI0OPOBOJIBLISIM. PEKOMEHTy€ThCSI IPOBOAMTH YaCTHIA KOHTPOJIb IIYKPY B KPOBi Ta
BiJIMOBITHUM YMHOM 3HHKYBATH JJO3Y MOXITHUX CYNb()OHIICEYOBIUHH MPU OJHOYACHOMY 3aCTOCYBaHHI 13
(hITyKOHA30JIOM.

Teoghinin: y nnane60-KOHTPOILOBAHOMY JOCIHIIKEHHI B3a€MO/I1T TIperapariB 3acTocyBaHHs ¢urykoHa3ouny mo 200
MT MPOTATOM 14 THIB IPHU3BEIIO J0 3HWKCHHS CEPEIHBOTO KIipeHcy Teod iy B mia3mi Kposi Ha 18 %. 3a
MaIieHTaMH, SKi 3aCTOCOBYIOTh TEO(LTIH Y BUCOKHX J03aX ab0 sIKi MAlOTh MiABUIICHUN PU3UK PO3BUTKY
TOKCHYHHX TPOSIBIB TEO(UTIHY 3 IHIIMX MPUYXH, CITiJI BCTAHOBUTH HATJIST IIO/I0 BUSIBIICHHS 03HAK PO3BUTKY
TOKCUYHOI Aii Teodininy. Tepamito ciuii 3SMIHUTH TIPH MOSBI 03HAK TOKCHYHOCTI.



Anxanoiou 6apsinky: Xxo4a BIAMOBIAHUX AOCTIIKEHb HE MPOBOIWIN, (ITYyKOHA30JI, HMOBIPHO Uepe3 iHri0yBaHHS
CYP3A4, Moxe CIpHYUHSATH ITiIBUIEHHS KOHIICHTPAIIi1 aJTKaJIoiNiB OapBiHKY Y TUIa3Mi KPOBi (HAPUKIIA
BIHKPUCTHHY Ta BIHOJIACTUHY), 110 MPU3BOIUTH 10 PO3BUTKY HEMPOTOKCUYHHX €(EKTIB.

Bimamin A: MOBIZOMITSIIOCS, IO Y MAIIIEHTA, SIKUH OJTHOYACHO 3aCTOCOBYBAaB TPAHCPETHHOEBY KUCIIOTY (KACIOTHA
¢dopma BiTamiHy A) Ta (QiykoHa30J1, crioctepiranucs nobdiuni peakuii 3 6oky LTHC y ¢popmi nceBnorymopy
TOJIOBHOTO MO3KY; JJaHWUW e(eKT 3HUK IMicis BigMiHu urykoHa3omy. Li mikapchki 3ac00M MOKHA 3aCTOCOBYBATH
OJIHOYACHO, ajie CJIiJ aM’ITaTu Ipo PU3UK BUHUKHEHHS NM001uHuX peakuiit 3 6oky [{THC.

Bopuxonason (ineioimop CYP2C9, CYP2C19 ma CYP3A4): onHo4acHe 3aCTOCYBaHHSI BOPUKOHA30JTy TIEPOPATHLHO
(mo 400 mr xoxHi 12 rogun npotarom 1 nus, motiM o 200 mMr koxHi 12 roauH OpoTsarom 2,5 qHiB) Ta
dykoHazory nepopainbHo (400 Mr B mepriwii eHb, moTiM 1o 200 Mr KokHi 24 TOIUHY MPOTITOM 4 JTHIB) 8
3I0POBUM JI00POBOJIBLISIM YOJIOBIYOT cTaTi MPHU3BEIO 10 MiABUIIEHHS GpaxTa AUC BOPHKOHA30Iy B CEPETHBOMY
10 57 % (90 % AI: 20 %, 107 %) ta 79 % (90 % Al: 40 %, 128 %) BignoBigHo. He BimoMo, uu pU3BOIUTH
3HUKEHHS /103U Ta/ab0 4aCTOTH 3aCTOCYBAaHH BOPUKOHA30Jy a00 (IyKOHA30Ily 10 yCyHEHHs Takoro edekty. [lpu
3aCTOCYBaHHI BOPHKOHA30TY TICHs (DIITyKOHA30ITy CIIiI MPOBOIUTH CITIOCTEPEKECHHS 010 PO3BUTKY IMMOOTIHUX
e(eKTiB, acoliOBaHUX 13 BOPUKOHA3OJIOM.

3udoeyoun. pmykoHazon maBuILye Ghax1a AUC 3unoBynuny Ha 84 % Ta 74 % BIAMOBIIHO, IO 3yMOBJICHO
3HIKEHHSAM KIIIPEHCY 3U10BYIUHY NpuOau3HO Ha 45 % npu ioro nepopansHOMy 3actocyBaHHi. [lepion
HAIIBBUBEICHHS 3UJJOBYIUHY OYB TaKOX IMOJAOBKEHUH mpruOIm3HO Ha 128 % micis 3acTocyBaHHS KOMOiHAITIT
¢iyKoHa30y Ta 3UJ0BYIMHY. 3a MalliEHTaMH, sIKl 3aCTOCOBYIOTh TaKy KOMOIHAIIIO JIKapChKUX 3ac001B, CIIiJ
CIIOCTEpIraTH 1010 PO3BUTKY MOOIYHUX PeaKii, OB’ sI3aHMUX 13 3aCTOCYBaHHAM 3UIOBYHHY. MOKHA PO3TIISIHY TH
JOULIBbHICT 3HM)KEHHS 103U 3UJIOBYAUHY.

Azumpomiyun: y X0l BIAKPUTOTO paHAOMI30BaHOTO TPHOXCTOPOHHBOTO MEPEXPECHOTO JOCIIKEHHS, B IKOMY
B3sUIH y4acTh 18 310pOBHX JOOPOBOIBIIIB, OIIIHIOBAIH BILTUB a3UTPOMILIMHY Ta (DIIYKOHA3011y Ha (papMaKOKIHETUKY
OJIMH OJTHOTO TIPH IX OJTHOYACHOMY IMIEPOPATLHOMY Pa30oBOMY 3acTocyBaHHi y g03ax 1200 mr ta 800 Mr BiAMOBIIHO.
Konnux 3nauymmx ¢papMakoKiHETHUHUX B3aEMO/Ii BUSBICHO HE OyII0.

Ilepopanvhi konmpayenmugu. TPOBOIMIOCS 2 PapMaKOKIHETUIHUX JOCIIDKEHHS 0araTopa3oBOro 3aCTOCYBaHHS
¢ykoHa301y Ta KOMOIHOBAHOTO MEPOPaTIBHOTO KOHTpauenTuny. [Ipu 3actocyBanHi (hrykoHa3omy y 1031 50 Mr
BIUTMBY Ha PiBEHh TOPMOHIB HE 0yJI0, TOJI K IMPHU 3aCTOCYBaHHI QurykoHa3ory y 1031 200 Mr Ha 100y
cnoctepiranocs 30u1bmenHs AUC etununectpazaiony Ha 40 % ta neBoHoprectpeny — Ha 24 %. Lle cBiquuth npo
Te, 0 OararopazoBe 3aCTOCYBaHHS (PIIyKOHA30Jy y 3a3HAYCHHX J103aX HABPsJ YU MOXKE BIUIMBATH Ha
e(eKTUBHICTh KOMOIHOBAHOTO MEPOPATHHOTO KOHTPALICTITUBY.

lsaxaghmop: CyIyTHE 3aCTOCYBAaHHS 3 iBaka)TOPOM, MiJCHITIOBAYEM MYKOBICITHIO3HOTO TPAHCMEMOPAHHOTO
perynstopa nposigHocTi (CFTR), miasuitye excrio3uuito iBakadtopy B 3 pasu, a riipokcuMermiiBakadropyl{) —
y 1,9 paszu. ns mami€eHTiB, SKi OTHOYACHO 3aCTOCOBYIOTH MoMipHi iHTi0iTop CYP3A, Taki sk daykoHa3o: i
epUTPOMILIMH, PEKOMEHIYEThCS 3HWKEHHS 103U 1BakagTopy 10 150 Mr oauH pa3 Ha 100y.

dapmakoJIOTivHi BJIaCTHBOCTL
DapmakoounHamixa.

MexaHi3M fii.
®ykoHa3071, MPOTUTPHUOKOBUI 3aci0 KITacy TPHUA30IIiB — MOTY)KHUHN Ta CENIEKTUBHUM 1HT10iTOpP rPHOKOBHX

dbepMeHTiB, HEOOXITHUX ATl CHHTE3Y eprocrepoiy. [lepBUHHIM MexaHi3MOM HOro Aii € MpUrHidYeHHs] TPHOKOBOTO
14 anbda-maHoCTEPOIT-IEMETHITIOBAHHS, OTIOCEPEIKOBAHOTO IIUTOXpOMOM P450, 1o € HeBiJ’€eMHUM €TarioM
6iocuHTE3y rpUOKOBOTO eprocrepory. Akymymsmis 14 anbda-MeTHUI-CTEPOIIiB KOPEIIOE 3 MOAATBIIOI BTPATOIO
eprocTepoy MEMOPaHOIO TPUOKOBOI KIIITHHHU Ta MOKE BiJIIOBIIATH 332 TPOTUTPHUOKOBY aKTUBHICTH (DITyKOHA30IYy.
OyKoHa3011 € OLIBII CENIEKTUBHUM JI0 TPHOKOBUX (pepMEeHTIB iuToxpoMy P450, Hixk 10 pi3HOMaHITHUX CUCTEM
¢depmentiB nutoxpomy P450 ccapmis.

3acTocyBaHHA (IyKOHa30:1y Y 4031 50 Mr Ha 700y npoTaroM 28 JIHIB HE BIIMBA€ HAa PIBEHb TECTOCTEPOHY Y
1a3Mi KPoOBi y YOJIOBIKIB 200 Ha piBEHb €HIOTCHHUX CTEPOiJliB Y )KIHOK PEIPOyKTUBHOTO BiKy. DIyKOHA301 Y
1031 200-400 mr Ha 100y He BUSIBIISIE KIIHIYHO 3HAYYIIOTO BIUTMBY HA PiBEHb €HAOT€HHUX CTEPOI/liB UM HA
BianoBigs Ha ctuMyisiiito AKTT y 3m0poBux 10OpOBOJIBINB YOJIOBIYOI CTATI.

JlocmiKeHHs B3a€EMO/I1 3 aHTUITIPUHOM MPOJIEMOHCTPYBaJIO, 1110 3acTocyBaHHs 50 Mr (h1yKoHa301y pa3oBO UM
OaraTopazoBO HE BILUTMBAE HA META00III3M aHTHITIPHHY .

UyTnuBicTh in vitro.




®dyKoHa3011 in Vitro IEMOHCTPY€E IPOTUTPUOKOBY aKTHUBHICTh CTOCOBHO BB Candida, 0 3yCcTpiualoThCs
Hanuactime (Bximtouatouu C.albicans, C.parapsilosis, C.tropicaliy. C.glabrata neMOHCTpy€ IUPOKUHN Alana3oH
YyTJIMBOCTI A0 (IIyKOHA30I1y, TOI1 SIKC. krusei € 10 HbOTO PE3UCTEHTHOIO.

Takox (hIIyKOHA30Jin Vitro IEMOHCTPY€E aKTUBHICTB K ipotu Cryptococcus neoformans ta Cryptococcus gattii,
TakK 1 MPOTH HJEMIUHUX IUTICHABUX IpubiBBlastomices dermatitidis, Coccidioides immitis, Histoplasma
capsulatum ta Paracoccidioides brasiliensis.

Bzaemo3s 30k dhapmakokinemuunux i papmakoOUHAMIYHUX 61ACMUBOCHEN

BinnoBigHO 10 pe3yabTaTiB 10OCIHIIIKEHb Ha TBAPUHAX, ICHYE KOPEJISILis MK MIHIMaJIbHOIO 1HI10YI0UO0I0
KOHIIEHTpALI€I0 Ta ePEKTUBHICTIO MPOTH €KCIIEPUMEHTAIBHUX MOJIEIeH MiK031B, cipuuuHeHux Bugamu Candida.
BinnoBigHO 10 pe3ynbTaTiB KIIHIYHAX JOCTIKEeHb, ICHY€ JiHiiHa 3anexHicTh Mk AUC Ta 103010 ¢urykoHa3omy
(mpubmm3Ho 1:1). Takox icHye npsiMuil, ane HenpocTaTHiH 3B’ 430k Mixk AUC ab0 103010 Ta MO3UTUBHOIO
KJIIHIYHOIO BIMOBI/IIO Ha JTIKYBaHHS OPaJIbHOTO KaHAM03Yy Ta MEHILIOKO MIPOI0 — KaHAUAeMii. AHAJIOTTYHO
JiKyBaHHS 1HGEKIIN, CIPUYMHEHHX IITaMaMHU, JI0 SIKUX (PIIyKOHA30J1 IEMOHCTPY€E BUCOKY MiHIMAIIbHY 1HT10YyI0Uy
KOHIIEHTPAL1}0, € MEHII 33J0BUIbHUM.

MexaHi3M pe3uCTEeHTHOCTI.

Mikpoopraunizmu ponyCandida neMOHCTPYIOTh UNCIEHHI MEXaHI3MHU PE3UCTEHTHOCTI 10 a30JIbHUX
MPOTUTPUOKOBHUX 3ac00iB. DIYKOHA30] IEMOHCTPYE BUCOKY MiHIMANBHY 1HTOYI0UY KOHIIEHTPALIIIO MPOTH IITaMiB
rpubiB, sSKi MarOTh OWH a00 OLIbIIIe MEXaHi3MiB PE3UCTEHTHOCTI, III0 HETATUBHO BIUIMBA€E Ha €()EKTUBHICTHI ViVo
Ta B KJIIHIYHINA npaktuwi. [ToBizomisiocs npo BUnaaku po3BUTKy cynepindekulandida spp., inmnmu Hix C.
Albicans Buaamu, 1110 9acTO € HEUyTIUBUMU 10 (irykoHazony (HanpuknanCandida krusei). J1jist mMiKyBaHHS TaKUX
BUIAJKIB CJ1/1 3aCTOCOBYBATH aJIbTEPHATUBHI MPOTUTPUOKOBI 3aCO0U.

KoHTposbHi ToYkH (BiAMOBIIHO 710 €EBPONIEHCHKOTO KOMITETY 3 TOCTIJDKEHb YYTIMBOCTI JI0 aHTUMIKPOOHHUX
3ac00iB).

basyrounce Ha qociiKeHHl apMaKOKiHETHYHOI/(hapMakoaAnHAMIYHOT iH(OpMaIlil, Yy TIIMBOGRI Vifro Ta KITIHIYHOT
BiJIMOBi/1, OyJI0 BU3HAUYEHO KOHTPOJIbHI TOUKHU AJis (hIIyKOHA30Iy AnmikpoopranizmiB poayCandida. Bonu O6ynu
PO3MO/IJIEH]I Ha KOHTPOJIbHI TOYKH, 110 HE TTOB’s13aH] 13 IEBHUM BUOM, K1 OUIBIIIOI0 MIpOIO BU3HAYAIHUCS HA
OCHOBI (hapMaKOKiHEeTHYHO1/(hapMakoarHaMigHOI iH(opMalii 1 He 3a1eKaTh BiJ pO3MOALTY Ha TIEBHI BUAM 32
MIHIMaJIbHOIO 1HI10YIOUOI0 KOHIIEHTpAIII€10, Ta HA KOHTPOJIbHI TOUYKH, OB’ A3aHi 3 IEBHUM BHJIOM, 110 HaliyacTile
acoUIIOI0THCH 13 iHbeKisIMU Y TouHU. [1i KOHTPOJIBHI TOUKK HAaBEACHI HUXKYE.

Ilpomuzpubrosuii Konmponvni mouxu, nos’sa3ani iz neeuum 6uoom Konmponvui mouxu, ne
3acio S</R> no8 ’s13aHi i3 NeGHUM
suooma
S</R>
Candida | Candida | Candida | Candida Candida
albicans | glabrata | krusei parapsilosis | tropicals
DIyKOHA30]T 2/4 1E -- 2/4 2/4 2/4

S = yyTnuBHii;

R = pe3ucrenTHuii;

0— KOHTPOJIbHI TOYKH, 1[0 HE TTOB’sA3aH] 13 IEBHUM BHUOM, sIKi OUIBIIIOI0 MipOIO BU3HAYAIUCS HA OCHOBI
(dapMakokiHeTHYHOI/(hapMakoAMHAMIYHOT iH(OpPMAIIiT 1 He 3aIeXkaTh Bijl pO3MOALTY Ha MEBHI BUAM 332 MiHIMAJIBHOIO
IHT10YFOYO0 KOHIICHTpAIli€r0. BoHU H0CTiKyBaIUCh JTUIIIE 1711 MIKpOOPTaHi3MiB, IS SKUX HE ICHY€ crienndiaHoi
KOHTPOJIbHOI TOYKH;

-- TOCJTIJDKEHHS Yy TIMBOCTI HE PEKOMEHI0BaH1, OCKIIBKY JaHUH BUJ HE € METOIO JIIKApChKOT TepalTii;

IE — nmoka3iB 1mo/10 TOro, 4u € JaHui BU METOIO JIIKApChKOi Tepaltii, HeI0CTaTHbO.

Dapmaxokinemuka.

dapMaKOKIHETUYHI BIIACTUBOCTI (PITyKOHA30JTy € TIOIOHIMH MTPH BHYTPIIIIHLOBEHHOMY 1 TIEpOpaTbHOMY
3aCTOCYBaHHI.

AbcopOris.

®drykoHa30J1 J0Ope BCMOKTYETHCS TIPH MIEPOPATTbHOMY 3aCTOCYBaHHI, @ piBEHb IIpemnapary y 1mia3mi Kposi i
cUcTeMHa 010/I0CTYMHICTh MepeBHILYI0Th 90 % piBHS (QIIyKOHA30Iy y MJIa3Mi KpOBi, 110 AOCSATAETHCS MIPU
BHYTPIIIHLOBEHHOMY BBEJICHHI npemapary. OJHOYacHEe B)KUBAaHHS 1Ki HE BIUTMBAa€ HA BCMOKTYBaHHSI Iperapary
npu Horo nepopaibHOMy 3acTocyBaHHi. [TlikoBa KOHIIEHTparis y mia3mi KpoBi focaraerses uepes 0,5-1,5 roaunu
micis mpuiiomy npenapary. KoHieHTpartist mpenapary y mia3mi KpoBi mporopiiiiiHa 103i. PiBHOBaXkHa


http://multitran.ru/c/m.exe?t=4784720_2_1

KOHIIeHTpalis Ha piBHI 90 % nocsraeTbes Ha ApyTUil 1eHb JIKyBaHHS [IPU 3aCTOCYBaHHI y NEpUIMIA A€Hb
HAaBAHTAXKYBAJILHOI J03H, 1110 BABIYl IEPEBUIILY€E 3BUYAIHY TOOOBY 103Yy.
Posmnonis.
006’ em po3noaiy TpUOIM3HO JOPIBHIOE 3araIbHOMY BMICTY PiIMHU B OpraHi3Mi. 3B’si3yBaHHS 3 OLIKaMH TUIa3MH
kpoBi Hu3bKe (11-12 %).
®dnykoHa301 100pe MPOHUKAE B yCi JOCHTIHKYBaHI piiMHN opraHi3My. PiBeHb (QiryKoHA301y y CIIMHI Ta MOKPOTHHHI
€ MOAIOHUM JI0 KOHIIEHTpallli mpenapaTty y miaa3Mi KpoBi. PiBeHb uiykoHa301y y CIIMHI Ta MOKPOTHHHI € TIOJIOHUM
JI0 KOHIICHTpAIlil pernapaTy B Iia3Mi KpoBi. Y HaIi€HTIB, XBOPUX Ha TPUOKOBHI MEHIHTIT, piBeHb ()IIYKOHA30Iy Y
CIIUHHOMO3KOBIH piauHi qocsrae 80 % KOHIIEHTpaIlii y TU1a3Mi KpOBI.
Bucoxki koHneHTpamii haykoHa305y y MIKipi, 0 MEPEBHITYIOTH CHPOBATKOBI, TOCATAIOTHCS y POTOBOMY IHapi,
emigepmici, nepmi Ta moti. GIykoHA30JI HAKOMUYYEThCS y poroBomy Iapi. [lpu 3acrocyBanni 1o3u 50 mr 1 pa3 Ha
00y KOHIIeHTparist GryKkoHa30dy mmicis 12 THIB JiKyBaHHS CTAHOBWIIA 73 MKT/T, a 4epe3 7 JTHIB IMiCyIs 3aBEPIICHHS
JIKyBaHHS KOHLIEHTpALlis Bce 1ie cTaHoBmIIa 5,8 MKI/T. Ilpu 3acrocyBanHi 10o3u 150 mMr 1 pa3 Ha THXIeHb
KOHIIEHTpaIlis (hIyKOHA30Ty Ha 7 JICHB JIIKyBaHHS CTaHOBWIIA 23,4 MKT/T; 4epe3 7 HIB MiCIs 3aCTOCYBaHHS
HACTYMHOI 1031 KOHIIEHTpallisl Bce 11e cTaHoBMia 7,1 MKI/T.
KonuenTpartist ¢urykoHa3omy B HIrTsX micis 4 micsiB 3actocyBanHs 150 mr 1 pa3 Ha TwxaeHs ctanoBuna 4,05
MKT/T Y 370pOBHUX JOOPOBOJIBLIB Ta 1,8 MKI/T IpH 3aXBOPIOBAHHSX HIrTiB; (hIyKOHA30J BU3HAYABCS Y 3pa3Kax HIrTiB
yepe3 6 MICSIIIB Micysl 3aBEpIICHHS Tepalii.
biorpancdopmairis.
®dirykoHa30J1 METa00ITI3Y€ETHCS HE3HAYHOIO Mipoto. [Ipu BBeICHHI 103U, Mid€HOT pali0aKTUBHUMH 130TOITAMH,
e 11 % ¢irykoHa3011y eKCKpeTY€eThCs 3 cedero y 3MiHeHOMY BUTJIsl. DIyKoHA3011 € CeIeKTUBHUM 1HT10iTOpOM
i3opepmentiB CYP2C9 ta CYP3A4, a Takox inribitopom izopepmenty CYP2C19.
Exckpertis.
[Tepion HamiBBUBeNEeHHS (DITyKOHA30Ty 13 TUTa3MH KPOBI CTAHOBUTH OJIN3BKO
30 roguH. binblina yacThHa npenapaTy BUBOJIUTHCS HUpKaMu, mpuaoMy 80 % BBEICHOI 103U BUSBIISETHCS y cedi
B He3MiHeHOMY cTaHi. KitipeHe ¢irykoHa30:1y mpornopiiifHuii 10 KiipeHcy KpeatuHiny. Lupkymooynx MeTaboiTiB
HE BHSIBJICHO.
TpuBanuii epio/1 HaMiBBUBEACHHS MIPEMapaTy 3 IUIa3MH KPOBi JJa€ MOMKJIMBICTh Pa30BOTO 3aCTOCYBAaHHS
npenapaTy npy BariHalbHOMY KaHAMJ031, @ TAKOXK 3aCTOCYBaHHA Ipenapaty | pa3 Ha THXKICHb IPHU 1HIIUX
MOKA3aHHSAX.
HupkoBa HEIOCTaTHICTb.
VY mami€eHTiB i3 HUPKOBOIO HETOCTATHICTIO TSHKKOTO CTYHEHs (IIBUAKICTH KITy00ukoBOi (inbTpamii < 20 Mi1/XB)
nepioj] HamiBBUBEACHHs 30U1bIyeThes 3 30 roaun 10 98 roaun. Tomy it KaTeropii namieHTiB HEOOX1IHO 3HU3UTHU
no3y ¢uykonazonny. OirykoHa307 BUAATSETHCS IUIIXOM T'eMOJIiani3y, Ta MEHIIIOK MIpOIO — IIJISIXOM
IHTpanepuToHeanbHOoro Aianizy. CeaHc remMofianizy TPUBAIICTIO 3 TOIMHH 3HUXKYE PiBEHb (IIyKOHA30Iy y IJIa3Mi
KpoBi1 npu6sn3Ho Ha 50 %.

1TH.
Jani 3 ¢papmakokiHeTnku Oy omineHi y 113 giTei mig 9ac S5 qocipkeHs: 2 TOCIiKSHHS Pa30BOr0 3aCTOCYBAHHS,
2 nociiJKeHHs 6araTopazoBOro 3aCTOCYBaHHA Ta | TOCTIIKEHHS HEIOHOIIEHUX HOBOHAPOKEHHUX.
[Ticnst BBeneHHs 2-8 MI/KT (DITyKOHA30y iTSAM BikoM Bif 9 micsmiB a0 15 pokiB AUC craHoBmiIa 0iM3pK0 38 MKT *
roauHy/mi Ha 1 mr/kr gosu. [licas 6aratopa3zoBoro 3acTOCYBaHHS CepelHii Mepio HalliBBUBEACHHS (DIIyKOHA30Ty
13 TUTa3MH KpoBi BapiroBaBcst Mixk 15 Ta 18 roguaamu; 06’ em po3noziny craHoBuB 880 Mur/kr. Binbmn TpuBanmii
nepioj] HaMmiBBUBEACHHS 13 TJIA3MU KPOBI, 1[0 CTAHOBUB MPUOIHU3HO 24 TOANHM, OYB MiCIs pa30BOTO
3acTocyBaHHs (uIyKoHa30:1y. Lleif moka3HUK € CIIiBCTaBHUM 3 TIEPi0I0M HaIiBBUBEACHHS (IIyKOHA30IY i3 TIa3MHU
KPOBI MICIIs pa30BOT0 3aCTOCYBAHHS O3 3 MI/KI BHYTPIIIHEOBEHHO AIiTsM BikoM Bia 11 quiB 10 11 micsamniB. O6’em
PO3MOITY y MAIIE€HTIB I[i€] BIKOBOI IPyITH CTAHOBUB OJM3bKO 950 MIT/KT.
JlocBiz 3actocyBaHHs (DIIyKOHA307y HOBOHAPOKEHUM OOMEKY€EThCs (PapMaKOKIHETUYHUMU JTOCITIIKEHHAMH 12
HEJIOHOMICHUX JiTeH i3 TepMiHOM recTamii mpuOim3Ho 28 TikHIB. CepeaHiil Bik JUTHHU NP BBEICHHI MEPIIOi
103U cTaHOBUB 24 roaunu (Big 9 10 36 roauH); cepenHs Bara rnpu HapoxeHHi cranoBmia 900 r (Big 750 go
1100 r). {nst 7 mamieHTiB MPOTOKOJ JOCHTIHKEHHS OyJI0 BUKOHAHO. MakCUMyM 5 BHYTPIIIHBOBEHHUX 1H €KITIH
dykoHazoy y 1031 6 MI/Kr BBOAWIN KOXkHI 72 ronuuu. CepenHiit mepio HaMiBBUBEACHHS CTAHOBUB 74 TOMHU
(44-185) B mepmmii neHb, MoTiM 3HU3UBCS 10 53 roauH (30-131) Ha 7 newb ta g0 47 (27-68) Ha 13 newsw. [Lmoma
mig KpuBoko (MKr*roaun/mi) cranosuna 271 (173-385) B mepiumii neHsb, 30inpimmnacs a0 490 (292-734) na 7




JIeHb, MOTIM 3Hu3umIacs 10 360 (167-566) Ha 13 nenp. O6’em posnoainy (Mmi/kr) craHoBus 1183 (1070-1470) y
nepIui JieHb, 30utbmryBaBcs 10 1184 (510-2130) va 7 nens Ta mo 1328 (1040-1680) Ha 13 neHs.

[arieHTH JITHLOTO BIKY

dapmaKOKiHETHYHE JTOCIIKEHHSI TPOBOIMIIM 32 yyacTio 22 TmamieHTiB (BiKOM Bijg 65 pokiB), siki 3acTocoByBaiu 50
MT (hIyKOHa301y nepopayibHo. 10 13 y4acHUKIB OJTHOYACHO 3aCTOCOBYBAJIU JIIYPETHKH. {ax CTaHOBMIA 1,54 MKT
/MIT Ta mocsranacs npotsroM 1,3 roawau micis 3actocyBaHHs QurykoHazoy. Cepenaast AUC cranoBuia 76,4 +
20,3 mxr*roguny/min. CepenHiii nepion HamiBBuBeAeHHS 46,2 roaunu. Li apMakoKiHETHUHI TOKA3HUKH €
BUIIUMHU TTOPIBHSIHO 13 aHAJIOTIYHUMH y 3J0POBHX JIOOPOBOJIBIIIB MOJIOAMIOTO BiKy. OTHOUACHE 3aCTOCYBaHHS
JIypeTHKIB HE MaJlo 3HaYHOT0 BIUTUBY Ha GpaxTa AUC. Takox kiipeHc kpeatuHiny (74 Mi1/XB), BIICOTOK
(bayKoHa30I1y, IO EKCKPETYBABCS 13 CEUCI0 Y HE3MIHEHOMY BUTJISIIL

(0-24 rogunu, 22 %) Ta HUpKOBUil KiipeHe durykoHaszony (0,124 Mi/XB/Kr) y HalieHTIB JaHOi BIKOBOI rpynu Oynu
HIDKYMMH, HK @HAJIOT19HI TIOKa3HUKH y MOJIOJIIIAX TOOPOBOJBIIB. ToMy 3MiHH (hapMaKOKIHETHKH Y TAIli€HTIB
JTITHBOTO BIKY OYEBHJIHO 3aJIeXKaTh B MapameTpiB QyHKIIIH HUPOK.

dapmaneBTHYHI XapaKTePUCTHKH.
OcHogHi (izuxo-ximiuni enacmueocmi: ipo3opuii 6e30apBHUI PO3UHH 0€3 BUIUMHUX YaCTHHOK, 1110 BiAIOBIIA€
BUMOTaM CTaHJAPTIB I TAPEHTEPATLHUX PO3YHHIB, Y IPO30pUX (IIaKOHAX 13 HEUTPAILHOTO CKIIA.

Hecymicuicmo.
Oco0bnmBocTel MO0 HECYMICHOCTI Mpenapary He Big3HadeHo. He ciif 3MinryBaTy npernapar 3 iHImuMu
JIKapChKUMU 3aC00aMHU B OJIHIHM €MKOCTI, OKpIM 3a3Hau€HUX B PO3AUTI&nOCiO 3acmocyeants ma 003uy.

Tepmin npuoamnocmi. 5 poxiB.

YmoBu 30epiranuns.
He notpebye cnenianbHux yMoB 30epirants. 30epiraTu y HeIoCTyHOMY Jis Aitelt Micui. He 3amoposkyBatu.

HemanvHa inghopmayis wyooo 36epicanus.

3aci0 ciig HeraitHO 3aCTOCYBATH TMICIS BIAKPUTTS YIIAKOBKH. ByIb-sIKy KUTbKICTh HEBUKOPHUCTAHOTO PO3UMHY IS
1H(Y3ii CITi1 BUJAIUTH.

3 MiKp0oOi0JIOTI9HOT TOYKHM 30py PO3BENEHHIA 3aci0 CIIi/I 3aCTOCOBYBATH HEraiiHO. SIKIo 3aci0 HE 3aCTOCOBYETHCS
HeraiHo, 3a TEpMiH Ta YMOBH Horo 30epiranHs MiJl 4ac 3aCTOCYBaHHS BI/IOB1/Ia€ KOPUCTYBay; 3a3BUYail Take
30epiraHHs Iperapary Mae TpUBaTH He Outbie 24 roauH 3a Temnepatypu Bif 2 10 8 °C, 3a BUHATKOM BHUIIAJIKIB,
KOJIM PO3YMHEHHS 3/11IHCHIOBAIOCS B KOHTPOJbOBAHUX Ta BaJliJIOBAaHUX aCENITUYHUX YMOBaX.

Ynakoska. [To 50 mi a6o 100 M po3uuny y (akoHax, o 1 ¢rakoHy y KapTOHHIHM yHakoBIi.
Kareropis Binmycky. 3a peentom.

Bupoonunk. ®apesa Ambyas /Fareva Amboise

Micue3HaxoXKeHHs.

3one [amactpiane, 29 poyt nec Iamactpic, 37530 Iloce-crop-Cic, @panitis /
Zone Industrielle, 29 route des Industries, 37530 Poce-sur-Cisse, France.

HaraoctanH-0To Heperaaay—



