IHCTPYKIIA
AJI MeIMYHOI'0 3aCTOCYBAaHHA Npenapary

DITYKOHA3OJI (aas 150 mr Ne 2)
(FLUCONAZOLE)

Cknao:

oitoua pevuosuna: HIyKOHA3OI,;

1 Tabnerka MictuTh ¢uykoHazony 50 mr, 100 mr, 150 mr;

O00NOMIJICHI peyouHU. JTAKTO3H MOHOTIIPAT, KPOXMAaJTh KaPTOTUISTHHM, TTOBII0H, KPEMHIO TIOKCH KOJIOTTHUH
0e3BOJIHUH, HATPIIO KPOCKapMeT03a, MarHito cTeapar, rinmpoMenosa (T1IpOKCHIIPOiI-METHIIENI0N032a), TUTAHY
niokcun (E 171), tanek, nomietmrenriikoias 6000 (makporosn 6000), moicopoar 80.

Jlikapcbka ¢gopma. TabneTkn, BKpUTI 000JIOHKOIO.

dapmakoTepaneBTH4YHA rpyna. [IpoturpubkoBi 3acodu miist cucteMHOro 3acrocyBanHs. [loxigni TpuazomyKoz
ATC JO2A CO1.

KutiHiyHI XapaKTepUCTHKH.
Ilokazannusa.
JIikyBaHHS TaKMX 3aXBOPIOBaHb y JJOPOCIIHX, SIK:
— KPUNTOKOKOBUN MEHIHTIT;
— KOKIIUI101103;
— IHBa3MBHI KaHIUI03H;
— KaHUJ031 CIM30BUX 00OJIOHOK, BKJIFOYAKOUX KaHIU103 POTOITIOTKU Ta KaHU103 CTPABOXOY, KaHIUAYPis,
XPOHIYHMN KaHJIU03 IKIPH 1 CIM30BUX 000JIOHOK
— XpOHIUHUH aTpoiuHuN KaHIUA03 (KaHIUA03, CHPUYUHEHUH BUKOPUCTAHHIM 3yOHUX MPOTE3iB) MPHU
Hee()EKTUBHOCTI MiCIIEBHX CTOMATOJIOTIYHUX TITi€HIYHUX 3aC00iB
— BariHaJIbHUH KaHJU103, TOCTPUNA UM PELUANBYIOUYMIA, KOJIU MiCLI€Ba Teparlis He € JOPEYHOIO;
— KaHIUJIO3HUM OanaHIT, KOJIU MICIIeBa Tepallisi HE € JOPEYHOIO;
— JIepMaTOMIKO3H, BKJIFOUAIOUX MiKO3 CTOI,MIKO3 TJIaICHbKOI IKIPH, MaXOBUI JepMaTOMIKOPi13HOOAPBHUI
JWIIAi Ta KaHIUAO03HI 1HPEKIIT MIKipH, KOJIM CHCTEMHA Tepallis He € JOPEYHOIO;
— nepMaTo(iTHUN OHIXOMIKO3, KOJIM 3aCTOCYBaHHS 1HIIMX JIKapPChKUX 3aC00IB HE € TOPEYHUM.
[TpodinakTrka TaKMX 3aXBOPIOBAHb y TOPOCIHX, SK:
— peuyIuB KPUIITOKOKOBOTO MEHIHTITY y MAI[iEHTIB 3 BUCOKMM PU3MKOM HOTO pO3BUTKY;
— peuuanB KaHAUI03y POTOTIOTKY abo cTpaBoxoay y mamieHTiB 3 BIJI 3 BHCOKMM pU3NKOM HOTO PO3BHTKY;
— 3HWKEHHSI YaCTOTH PELUIUBIB BariHANBHOTO KaHIU103y (4 abo Oinblile BUMAIKU HA PiK);
— npodiaKkTHKa KaHIUA03HUX 1HPEKITIH y Mai€HTIB 13 TPHUBAJIO HEHTPOTIEHIEIO (HAIPUKIIAI, TMAIlIEHTIB 31
3MOSIKICHUMU 3aXBOPIOBAHHSAMHU KPOBI, SIKI OTPUMYIOTh XiMIOTEpaImito YM Mali€HTiB Ipy TPaHCIUIaHTaLlil
reéMOIIOETUYHUX CTOBOYPOBUX KIIITHH).

ITH.
3acToCOBYBATH JIIKAPCHKHIA 3aci0 3a3BMYAll € MOKIIMBHM Y Billl Bifl 5 pOKiB.
®dyKOHA30J13aCTOCOBYIOTh AITAM /IS JIIKyBaHHS KaHAM031B CIM30BUX 000JIOHOK (KaHAMU03 POTOTJIOTKH,
KaHIMI03 CTPABOXO/Y), IHBa3UBHUX KaHAMU/031B, KDUIITOKOKOBOTO MEHIHTITY Ta JJIs MPODITAKTHKN KaHIUI03HUX
iH(eKIii y maiieHTiB 31 3HIKEHUM iMyHITeToM. [Ipenapar MokHa 3aCTOCOBYBATH SIK MIATPUMYIOUY Teparmito AJs
MOTEPEIKEHHS PELIUIUBY KPUIITOKOKOBOT'O MEHIHTITY y JITEH 13 BUCOKUM PU3UKOM HOTO PO3BUTKY.
Tepamnito npenapaTomM MO>XKHa PO3MOYMHATH 10 OTPUMAHHS PE3yJbTaTIB KYJIbTYPaJIbHUX Ta 1HIINX Ja00paTOPHUX
JOCIIJIKeHB; TICIIs OTPUMAaHHS pe3yJIbTaTiB aHTHOAKTEpiadbHy TEPAIIio CITiJl CKOPUTYBATH BIATIOBIIHUM YHHOM.

Ilpomunoka3zanna.
— l'inepuyTiuBicTh 10 (DIYyKOHA30MY, IHIIMX a30JIbHUX CIIONIY&00 10 OyIb-SKOi 3 JOMOMIXHHUX PEYOBHH
npernapary.



— OnHOUYacHe 3aCTOCYBaHHS (UIyKOHA30Iy Ta TepdeHa uHy NalieHTaM, sIKi 3aCTOCOBYIOTh (PIIyKOHA30J1
OaraTopa3oBo y mo3ax 400 mr/mo0y Ta BHIIe (3TiIHO 3 pe3yIbTaTaMu JOCITIKEHHS B3a€MO/Iii OararopasoBoro
3aCTOCYBaHHS).

— OpmHOYacHE 3acTOCYBaHHS (DITYKOHA30JIy Ta HINUX JIIKAPCHKUX 3ac00iB, M0 TO0BXKYIOTh iHTepBan QT Ta
MeTabo13yt0Thes 3a fonoMoroo pepmenty CYP3A4 (manpukiiag nu3anpuy, acTeMizolny, NiMO3ULy, XiHIJJUHY Ta
ePUTPOMILIHHY ).

Cnoci6 3acmocyeanns ma 003u.

Jlo6oBa no3a ¢G1ykoHa30.1y 3aJ€KUTh BiJ BUAY Ta TSHXKKOCTI rprOKoBOi iH(ekmii. [y O11bl1ocTi BUMaaKiB
BariHaJbHOTO KaHIMA03Yy TOCTATHHO PA30BOTO 3aCTOCYBAHHS Ipenapary.

[Tpu HeoOxigHOCTI 6GaraTopazoBOro 3aCTOCYBaHHS Mpenapary JiKyBaHHs 1H(EKIIH CiIi MPoJoBXKYyBaTH 10
3HUKHEHHSI KIIIHIYHUX Ta JJaO0OpaTOPHUX MPOsIBIB aKTUBHOCTI TpnOKoBoi iHdekuiHenocraTas Tpusamicts
JKyBaHHS MOKE TIPU3BECTH IO BIIHOBJICHHS aKTUBHOTO 1H(EKIIIHOTO TPOIIECY.

[Tpemapar 3acTOCOBYBaTH MEPOPATLHO a00 BHYTPIIIHEOBEHHO NUITX0oM iH(DY3ii. Criocid 3acTocyBaHHS mpenapary
3aJIe)KUTh BiJl KJIHIYHOTO CTaHy naiienta. Hemae HeoOXiAHOCTI y 3MiHI J0OOBO1 103U Mpenapary mpu 3MiHi HUIAXY
HOTO 3aCTOCYBaHHS 3 MEPOPATILHOTO Ha BHYTPIIIIHLOBEHHUH Ta HABITAKH.

Tabnetku cnifg koBTaTH HinuMu. [Ipuiiom mpemapaTy He 3a1€KUTh BiJ MPUHOMY TKi.

opocaum.

Kpunmoxoxos.

- JlixyBaHHS KpUIITOKOKOBOTO MEHIHTITY: HaBaHTaXyBaJlbHa 71032 cTaHOBUTH 400 Mr y nepiuii JeHb.
[TinTpumytoua qo3a — 200-400 mr/mo0y. TpuBanicTs JTiKyBaHHS 3a3BUYail CTAHOBUTH IIOHANMEHIIIG-8 THKHIB.
[Tpu iHeKIisgX, M0 3arpoXKyIOTh KUTTIO, JOOOBY 03y MOXkHA 30UtbmmTH 10 800 MT.

- [linTpumyroda Tepariis Ui MONEePePKeHHS PELUINBY KPUIITOKOKOBOTO MEHIHTITY y Malli€HTIB 3 BUCOKUM
PHU3UKOM HOTO PO3BUTKY: PEKOMEHOBaHa J103a Mpernapary ctaHoBUTh 200 Mr/go0y mpoTaroM HEOOMEXEHOTO Yacy.
Koxyuoioioos. PekomennoBana no3a cranoBuTh 200-400 mMr/no0y. TpuBamnicTh JiKyBaHHS CTaHOBUTHI 1-24 micsini
YH JJOBIIIE 3aJIS)KHO BiJl CTaHy marienTa. [lyis mikyBaHHS neskux GopM iHQEKIii, a 0coOIMBO ISt TIKyBaHHS
MEHIHTITY, MOXe OyTH JOUUTEHUM 3acTocyBaHHs 103U 800 Mr/no0y.

Insazusni kanouoosu. HapantaxysanbHa 103a cTaHoBUTH 800 Mr y nepuuii nenb. [liarpumyroua goza — 400 mr
/no0y. 3a3BUYail peKOMEH1I0BaHa TPUBAIICTh JIIKYBaHHS KaHIUAEMIi CTAHOBUTD 2 THKHI HICIIs HEPIINX
HEraTHBHUX PE3yJbTATIB KYJbTYpPH KPOBI Ta 3HUKHEHHS O3HAK 1 CAMIITOMIB KaHIUJEMII.

Kanouoos cauzosux 06010HOK.

- Kananno3 poTorinoTku: HaBaHTaKyBajbHa A03a cTaHOBUTH 200-400 Mr y nepiiuii 1eHb, MiATpUMyIo4a 103a —
100-200 mr/mo0y. TpuBamicTh JiKyBaHHS CTaHOBUTH 7-21 IeHb (10 AOCSATHEHHA peMicij)ase Moxe OyTu 301IblIeHa
JUTSI TIAITIEHTIB 13 TSHKKAM IMyHOIEPIITUTOM.

- Kannunos crpaBoxony: HaBaHTaKyBasbHa 032 cTaHOBUTH 200-400 Mr y mepiuii 1eHb, TiATpUMYOUa 1033 —
100-200 mr/mo0y. TpuBamicTh JTiKyBaHHS cTaHOBUTH14-30 AHIB (10 JOCSTHEHHS peMicii), ale Moxke OyTH
301JIbIIIEHA IS TTAIIEHTIB 13 TSHKKUM IMYHOIE(DILIUTOM.

- Kaanunypis: pekomennoBana mo3a ctanoBUTh 200-400 mr/no0y npotsrom7-21 mHiB. JI7s MAMIEHTIB 13 TSHKKAM
IMyHOJE(DIIIUTOM TPUBAIICTD JTIKYBaHHS MOXKHA 30UTBIIUTH.

- XpoHiuHu# aTpodiYHAN KaHANUI03: PEKOMEHI0BaHa 71033 CTaHOBUTH S0 Mr/no0y npoTtsroml 4 nHIB.

- XpOHIYHUHI KaHIUA03 MIKIPU Ta CIU30BUX 000JIOHOK: PEKOMEH/I0BAaHA /1032 CTAHOBUTh

50-100 mr/mo0y. TpuBamicTh JiKyBaHHS CTAHOBHUTH M 28 JTHIB, ajie MOKe OYTH 301IbIIIEHA 3aJICKHO B1JI TSKKOCTI
Ta BuAy iH(eKii a0o 3HIKEHHS IMyHITETY.

Tlonepedoicenns peyuougy KaHouoo3sy ciuzo8ux 0O0aI0HOK y nayicumis 3 BIJI, saki maromov ucoxuii pusux 1o2o
PO36UMKY.

- KaHJMI03 POTOTJIOTKH, KAaHIU/I03 CTPABOXOY: PEKOMEH/IOBAaHA 1033 CTAHOBHUTH

100-200 mr/mo6y a6o 200 mr 3 pa3u Ha THXIEHB. TpUBANICTh JTIKYBaHHS € HEOOMEKEHOIO JUIS MaIll€HTIB 13
MPUTHIYEHUM IMyHITETOM.

IIpoginakmura kanouoo3Hux ingexyiti y nayicHmia iz mpusanow Hetimponenicto. PekoMeH10BaHa 1032
craHoBuTh 200-400 mr. JliKyBaHHS CJIiJT pO3MOYMHATH 32 KUTbKA JTHIB 0 OYIKYBaHOTO PO3BHTKY HEHTPOTICHIT Ta
MPOJIOBXKYBATH MPOTATOM 7 JTHIB IICIIA MiABHICHHS KiTbKOCTI HeHTpodiniB monam 1000/vax

T'enimanvni kanouoosu.

- T'ocTpuit BarinanbHUi KaHIU103, KAaHIUA03HUHN OaslaHIT: peKOMEH0BaHa J103a CTaHOBUTH 150 Mr pa3oBo.



- JlikyBanHs Ta npoilakTUKa PEIUANBYIOUNX BariHATbHUX KaHAMI031B (4 a00 Oiibllle BUMAAKIB HA PIK):
peKoMeH1oBaHa /103a cTaHoBUTH 150 mr 1 pa3 Ha 3 aHi. Beboro ciin 3actocyBatu 3 no3u (1 nens, 4 nensb ta 7
nens). [icas uporo cimij 3acTocoByBaTH mMiATpUMYyouy 103y 150 mMr 1 pa3 Ha THKIEHBb TPOTITOM
6 MiCSIIIB.
Jlepmamomixosu.
- MIKO3 CTOII, MiKO3 IJTaJICHBKO1 MIKipH, TAXOBUH AEPMATOMIKOXKAHIMI03HI 1H(EKIIIT MKiph:gKOMEHI0BaHA 7032
ctaHoBUTh 150 mr 1 pa3 Ha TwxKACHDB, 200 50 Mr 1 pa3 Ha 700y. TpuBamicTh NiKyBaHHS CTAHOBUTH2-4 THXKHI.
JlikyBaHHS MIKO3y CTOI MOXE TPUBATH JIO 6 THKHIB.
- pi3HOOapBHUI NHIIall: pekoMeH0BaHa 103a cTaHOBUTH 300-400 Mr 1 pa3 Ha THXKAECHb MPOTATOM 1-3 THXKHIB.
- nepmaTo(iTHHN OHIXOMIKO3pEKOMEHI0BaHa /1032 CTaHOBHUTH 150 mr 1 pa3 Ha TwkAcHb. JIIKyBaHHS CITif
MPOJIOBXKYBATH JIOTH, JOKH 1H()IKOBaHHH HITOTH HE Oyze 3MiHEHO 310pOoBUM. /{111 BiApOCTaHHS 3IOPOBUX HITTIB Ha
pYKax Ta Ha BEJMKHUX MaJbIIX HIT 3a3BHYail HE0OXiTHO
3-6 micsiB Ta 6-12 MicauiB BianoBigqHo. OAHAK MIBUIKICT POCTY HITTIB y MAII€HTIB MOXKe OyTH PI3HOIO Ta
3aje’kaTH Bif BiKy. [licis ycminmHOTO JTiKyBaHHS TPUBAIMX XPOHIUYHUX iHPEKIi GpopMa HITTS 1HOAI 3aJUIIAETHCS
3MIHEHOIO.

ImAM.
3acToCOBYBATH JIIKApChKH 3aci0 3a3BMYail € MOKIIMBUM Y Billl BiJl 5 pOKIB.
He cnig nepeBuiyBatu MakcumMaiabHy 1000BY 103y 400 mr.
Sk 1 mpu aHANOTTYHUX 1HQEKIIAX Y JOPOCIHNX, TPUBATICTD JTIKYBaHHS 3aJI€KUTh BiJ KIIHIYHOT Ta MIKOJIOT14HOT
BimoBii. DIIyKOHA30JT 3aCTOCOBYIOTH | pa3 Ha 100y .
Jlo3yBaHHs mpenapaty IiTsAM i3 mopymieHHsIM QyHKIIH HUPOK HaBeAeHO Hinkue. DapmMakokiHeTHKa (IIyKOHA30Iy
HE JIOCJIDKYBAJIAcs y JITEH 13 HUPKOBOIO HEJOCTATHICTIO.
Himsam eixom 6i0 12 poxis.
3anexHO BiJl Baru Ta myOepTaTHOTO PO3BUTKY JIIKAPIO CIIiJ] OI[IHUTH sIKa J103a Mpernapary (IJIs JOpOCIUX UM IS
IiTeil) € ONTUMANBHOO JUIA MallieHTa. Y AiTel KiripeHc (ayKoHa30i1y € BUIIUM MOPIBHIHO 3 JOPOCITHMH.
3acrocyBanns 103 100, 200 ta 400 mMr gopocium Ta 103 3, 6 Ta 12 MI/KT IiTSIM IPU3BOIUTH J0 JOCATHCHHS
CIIIBCTABHOI CUCTEMHOI €KCIIO3HUIII.
EdexTuBHICTh Ta O€3MEUHICTh 3aCTOCYBaHHS NpENapaTy ISl JIIKyBaHHS TeHITaIbHUX KaHIUI031B y JITeH He
BCTAHOBJICHI, HE3BAYKAIOYHM HAa BUYEPITHI JaHi [[0JI0 3aCTOCYBaHHS Mpenapary IiTaM. SIKIo iCHye HaraibHa
noTpeda 3aCTOCYBaHHS MpemnapaTy mirTkaM (BikoM Bix 12 10 17 pokiB), CItiJy 3aCTOCOBYBATH 3BUYAMHI JO3H IS
JOPOCITHUX.
Himsam eikom 6i0 5 0o 11 pokis.
Kannunosu can3oBux 000JIOHOK: MOYATKOBA /1032 CTAHOBUTH 6 MI/KI/100y, MATpUMYOUa 1032 —
3 Mr/kr/mo0y. [TouaTkoBy 103y MO’KHA 3aCTOCOBYBATH B TICPIIH JIEHL 3 METOO OLTBIII IIBUIKOTO JOCSITHEHHS
PIBHOBa)XHO1 KOHIICHTpAIIil.
[HBa3MBHI KaHIUI03U, KPUIITOKOKOBHI MEHIHTIT: /1034 Mpenapary CTaHOBUTH 6-12 Mr/kr/mo0y 3aekHO Bif
CTYTICHS TSKKOCTI 3aXBOPIOBaHHS.
[TinTprMytoda Teparmist [UIst MOTIePeKEHHS PEIUANBY KPUIITOKOKOBOT'O MEHIHTITY Y AiTEH 13 BUCOKUM PU3HKOM
HOro po3BUTKY: /1032 MpemnapaTy CTAHOBUTH 6 MI/KI/I00y 3alIe’HO BiJl CTYIMEHS TSHKKOCTI 3aXBOPIOBAHHS.
[TpodinakTrka KaHAUIO31B y MALIEHTIB 3 iIMyHOAEPIIUTOM: 1032 IpenapaTy CTaHOBHUTH 3-12 MI/Kr/no0y 3aexHo
BiJl BUPAKEHOCTI Ta TPUBAJIOCTI 1HAYKOBAHOT HEUTPOTIEHIi (AUB. O3 AT TOPOCIHX).

Llauienmam 1imub020 8IKY.

J1o3y HE0OXiTHO MigOUpaTH 3aJIeKHO BiJ CTaHy (YHKIINH HUPOK (IHB. HIKYE).

Iayienmam 3 HUPKOBOIO HeQOCMAMHICIIO.

[Tpu pa3oBOMy 3aCTOCYBaHHI KOPUTYBaTH 103y (pirykoHa3oy He moTpiOHO. [lamienTam (BKiItoyaroun aitei) i3
nopyueHHsM (QyHKIIH HUPOK MpHU He0OXiAHOCTI 6araTopa3zoBOro 3aCTOCYBAaHHS MpenapaTy y MepIinii 1eHb
JIKYBaHHS CIIiJ] 3aCTOCOBYBATH OYaTKOBY 103y 50-400 Mr 3anmexHo Bix nokazanHs. [licis mporo 1000By 103y
(3aJ1e)KHO BiJ TOKAa3aHHs) CIIi] pO3paxOBYBAaTH BiJIMOBIAHO 0 HIDKYEHABEACHOT TaOIHIII:




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

<50 (6e3 miamizy) 50 %

Perynspuuii miani3 100 % micast KOXKHOTO Jiai3y

[TamienTu, siki nepedyBaloTh Ha PETYJSPHOMY Jiani3l, HoBUHHI oTpuMyBaTH 100 % pekoMeHI0BaHOI A03H MICHs
KOXKHOTO Jiialtizy. Y JeHb, KOJH Jiaji3 He POBOANUTHCS, MAIIEHT TOBUHEH OTPUMYBATH J103Y, BiIKOPUTOBAaHY
3aJIe)KHO BiJ] KIIPEHCY KpEaTHHIHY.

Hayienmam 3 nopywieHHAM QVHKYIL NeYiHKu.

@dI1yKOHA30J1 CITi/1 3aCTOCOBYBATH 3 OOEPEKHICTIO TAIlIEHTaM 13 OPYIICHHSIMHU (QYHKIIIH MEY1HKH, OCKUTBKA
iHpopMalii o0 3acTocyBaHHs (PIyKOHA30ITy LI KaTeropil MarieHTiB HeAOCTATHBO.

Ilo6iuni peakuii.

3 boky cucmemu kpoei ma aimghamuyroi cucmemu. aHeMisl, arpaHyJIOIUTO3, JICHKOIICHIs,, HEUTPOTICHIs,
TPOMOOIUTOTICHIS.

3 60Ky imyHHOI cucmemu: anaimakcis.

Memaboniuni ma animenmapmi po31aou: 3HWKESHHS alleTUTY, TIePTPUTIILEPUIEMis, TiepXoJecTepHHEMIs,
rinokaniemis.

3 6oxy ncuxixu: 6€3COHHS, COHJIUBICTb.

3 60Ky Hep6060i cucmemu: TOJOBHUH O1J1b, CyIOMH, 3aITAMOPOYCHHSI, TApeCcTe3ii, MOPYIICHHS CMaKy, TPEMOP.

3 60Ky opeanis ciyxy ma éecmubyiapHO20 anapamy: BEpTHUTO.

3 60Ky cepys: TapoKCU3MalIbHA NITYHOYKOBA TaxiKapIis TUITY «IIpyeT», MoA0BKeHHs iHTepBairy QT.

3 6oxy KuuKko6o-uIyHK08020 mpakmy. Ok y YepeBHil TOPOKHUHI, Jiapesi, HyA0Ta, OJIFOBaHHS, 3a1op, IUCIENCis,
METEOpH3M, CYyXiCTh Y POTI.

3 6oky eenamobiniapnoi cucmemu: ABUILICHHA piBHS anaHiHamiHoTpaHcdepasu (AJIT),
acnaptaraminorpancdepaszu (ACT), myxHoi pocdaraszu, xonecras, )KOBTIHUIIS, TIABUIIIEHHS PIBHA OL1ipyOiHY,
MIEYIHKOBA HEJIOCTATHICTh, TeNaTOLETIOJISIPHUN HEKPO3, TeaTUTH, TeNaTOLETIOSIPHE YPaKCHHS.

3 6oky wiKipu ma niOwKipHoi mKaHuHY BUCUIIAHHS, CBEPOK, MEIMKAMEHTO3HHUH JIEPMATUT, KPOTIUB STHKA,
MiBUIICHE TOTOBUIUICHHS, TOKCHYHUH eImiiepMallbHAN HEKpodi3, cuaapoM CriBeHca-/[)KOHCOHA, TOCTpUi
reHepali30BaHUH €K3aHTEMATO3HUHN MyCTYJIIh03, EKC(OJIIaTUBHUHN IePMATUT, aHTIOHEBPOTUIHUI HAOPSK, HAOPSK
00JIMYUs, aJTOIeLis.

3 60Ky onopHo-pyx08020 anapamy ma CHOLYYHOI MKAHUHU: MIaJTis.

3acanvhi poznadu ma peaxyii' y micyi 6éedenHsi IABUIICHA BTOMIIIOBaHICTh, HE3Ty>KaHHS, aCTCHIs, TapsdKa.
Iimu.

YacToTa Ta XapakTep MoOIYHUX peakilii 1 BIIXUICHb BiJl HOPMHU PE3yJIbTaTiB TaOOpaTOPHHUX aHATI3IB y X0l
KJIIHIYHUX JAOCTI/HKEHB 3 yYacTIO NITEH CIBCTaBHI 3 TAKUMHU Y JTIOPOCITHX.

Ilepeodo3ysanns.

IcHYIOTH TOBIAOMIICHHS TIPO MEPeI03yBaHHS (IIYKOHA30JI0M; OJJHOYACHO MOBIAOMIISIIOCS PO TaIOIMHAIIIT Ta
napaHoiTaIbHy TTOBEIIHKY.

[Tpu nepeno3yBaHHI HEOOXiTHO MPOBECTU CUMIITOMAaTHYHY MIATPUMYIOUY TEpariio Ta y pa3i HeoOXiTHOCTI
MIPOMUTH ILITYHOK.

®dyKoHa30J1 3HAYHOIO MIPOIO €KCKPETYETHCS 3 ceueto; (OpPCOBaHMM Jlype3 MOXKe IPUCKOPUTH BUBEICHHS
npenapary. CeaHc reMoaiaii3y TPUBAIICTIO 3 TOJWHHU 3HIDKYE PiBEHB (DIIYKOHA30TY y MJIa3Mi KPOBI TPUOJIM3HO Ha
50 %.

3acmocyeanns y nepioo eazimnocmi ado 200y8anus 2pyoor.

JaHi, oTpuMaHi pu pa3oBoMy a00 IOBTOPHOMY 3aCTOCYBaHHI (DJIyKOHA30J1y y 3BHUAMHMX J103aX

(<200 mr/mo0y) KUIBKOM COTHSIM BariTHHX IHOK MPOTITOM | TpuMecTpy BariTHOCTI, HE TTPOJIEMOHCTPYBAJIN
HeOaxaHux eekTiB Ha . [ToBimoMIsiocs mpo YUCenbHI BPOJKEHI AaTOJIOT1i y HOBOHAPOKEHUX (BKIIOYAI0OUU
OpanudpeHiro, TUCIIIa3ii0 BYITHOI pAKOBUHH, HaIMIpHE 301JBIIICHHS TIEPEAHBOTO TiM sIYKa, BUKPUBIICHHS CTETHA,
TUICUOJIIKTHOBUN CHHOCTO3), MaTepi SIKUX MpUMay BUCOKI 103U (hiaykoHaszomny (400-800 mr/noly) mpoTsarom
MPUHANMHI TPHOX 200 OLIBIIE MICSIIIB JIJIs JTIKYBaHHS KOKITU101103Y. 3B’ 130K MK 3aCTOCYBaHHIM (JIyKOHA30Jy Ta
[[MMU BUTIQJIKAMH HE BU3HAUCHUH.



JlocmiKeHHsT Ha TBapUHAX MPOJIEMOHCTPYBAIN PEMPOAYKTUBHY TOKCUYHICTb.

He citig 3acTocoByBaTH 3BUYAiiHI J03U (IIYKOHA30JTy Ta KOPOTKOTPUBAJI KypCH JIIKYBaHHS (PITyKOHA30JIOM Y TIEP10/T
BariTHOCTI, 32 BUHSATKOM KPaiHbOi HEOOX1THOCTI.

He citig 3acTocoByBaTH BHCOKI /103U (UIYKOHA30JTy Ta/a00 TpUBAII KypPCH 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
IPYJUIF0 MOKHA TIPOJIOBXKYBATH TICIIsl pa30BOTO 3aCTOCYBAHHS 3BUYANHOT 103H (PIIyKOHA301y, 1110 cTaHOBUTH 200
Mr ab0 MEHIIIE.

[omyBaTH rpy IO HE PEKOMEHIY€EThCS MPH 0araTopazoBoMy 3aCTOCYBaHHI (IyKOHA301Ty a00 MpH 3aCTOCYBaHHI
BHCOKHX 7103 (hJTyKOHA30JIy.

Mimu.

3acTOCOBYBATH JIIKApChKHA 3aC10 MOKIIMBO Y Billl Bil 5 POKIB.

Ocoobnusocmi 3acmocyéanns.

Hepmamodghimis. J1yis nikyBaHHS nepMato@itii y miTed GrykoHA30J He TIEPEBUIITY€e TPpU3e0(yIIbBiH 32 e(DEKTHBHICTIO
1 3araJbHUN OKa3HUK e(heKTUBHOCTI cTaHOBUTH MeHIe 20 %. Tomy npenapame ciiii 3aCTOCOBYBATH JUIs
JIKyBaHHS AepMaToPiTii.

Kpunmoxkokos. Jloka3iB eheKTUBHOCTI (TyKOHA30IIy A7 JIIKYBaHHS KPUNITOKOKO3Y 1HIIHX JIOKami3aii (Hampukiaa
JIETEHEBOT0 KPHUIITOKOKO3Y Ta KPUIITOKOKO3Y HIKipH) HEJOCTATHBO, TOMY PEKOMEHIAIIN MI0/I0 T030BOTO PEXKUMY
JUIS JTIKYBaHHS TAKUX 3aXBOPIOBAHb HEMAE.

I'nuboki endemiuni mikozu JlokasiB epeKTUBHOCTI (ITYyKOHA30IY IS JIIKyBaHHS 1HIIUX (POpM €HIEMIYHUX MIKO3iB,
TaKuX K MapaKOKLIUA101I0MIKO3, FICTOINIA3MO3 Ta MIKIPHO-TIM(PATUYHUIN CIIOPOTPUX03, HEJOCTATHBO, TOMY
PEKOMEH/IAIlIi II0/I0 JO30BOTO PEKUMY ISl JIIKYBaHHS TAKUX 3aXBOPIOBAaHb HEMAE.

Huprosea cucmema. Tlanientam i3 nopyuieHHsAM (YHKIIIH HUPOK Mpemnapar CiIiji 3aCTOCOBYBATH 3 00EPEKHICTIO
(muB. po3nin «Crioci0 3acTOCYBaHHS Ta I03U»).

T'enamobiniapua cucmema. Ilanientam i3 nopyueHHsSM GYHKIIIH MEUiHKH MIpemnapaT cliijJ] 3aCTOCOBYBATH 3
o0epekHiCTIO. 3acTOCYBaHHS (DITYKOHA30JTy aCOIFOBAIOCS 3 BHHUKHCHHSIM PIAKICHUX BHITAKIB PO3BUTKY TSIKKOI
rernaToTOKCUYHOCTI, BKJIFOYAIOUH JIETaJIbH1 BUIAKU, TOJJOBHUM YMHOM Y MAIi€HTIB 13 TSHKKMMU OCHOBHUMU
3aXBOPIOBAHHSAMU. Y BHUIIAJKAX, KOJIH PO3BUTOK IelaTOTOKCUYHOCTI aCOIIIOBABCS 13 3aCTOCYBaHHSAM (DIIyKOHA30ITy,
He OyJ0 BiJ3HAYEHO 11 IBHOT 3aJIeXKHOCTI BiJ] 3arajibHOI 1000BO1 103U Mpemnapary, TPUBAIOCTI Teparii, crati abo
BIKy Maii€HTa. 3a3BHYaii rermaToTOKCHYHICTh, CIPUYMHEHA (DITyKOHA30710M, 000POTHA, a i1 MPOsSBY 3HUKAIOTH ITiCIIS
NPUIIMHEHHS Teparii.

3a marieHTamMu, y sSIKUX P 3aCTOCYBaHHI (UIYKOHA30JTy CIIOCTEPIralOThCS BIIXHUICHHS PE3y/IbTATIB
(GYHKIIIOHATFHUX MPOO MEUiHKH, CIIiJl BCTAHOBUTH PETENFHUIN HATIISI III0JI0 PO3BUTKY OLIBII TSKKOTO YpasKeHHS
MIEYIHKH.

[TamienTiB cnig npoiHGOopMyBaTH PO CUMITOMH, IO MOXKYTh CBITYUTH MPO CEPHO3HUN BIUIMB HA MEYIHKY
(BHpakeHa acTeHisl, aHOPEKCisl, MOCTiifHA Hy10Ta, OFOBaHHS Ta KOBTSHUIL). Y TaKOMY BHUIIJIKy 3aCTOCYBAHHS
¢ryKoHa30I1y CiIii HeraifHO NPUIMHUTHU Ta IPOKOHCYJIBTYBATHUCS 3 JIIKAPEM.

Cepyeso-cyounna cucmema. JIeski a3071, y TOMY 9HCHI i (DITyKOHA30J1, ACOIIIOIOTHCS 13 MOAOBKEHHSIM THTCPBATY
QT na enextpokapaiorpami. [loBizomisiiocs mpo ayske piIKiCHI BUMAIKu moaoBxeHHs iHTepBainy QT ta
MapOKCU3MAIIbHOI IIITYHOUKOBOI TaXiKapAii THUITY «IipyeT» IpH 3aCTOCYBaHHI npemapary. Taki mOBiJOMICHHS
CTOCYBAJIHCS MALIE€HTIB 13 TSKKAMHU 3aXBOPIOBAHHSAMH IPH MOETHAHHI 6araThox (aKkTOpiB PUUKY, TAKUMHU SIK
CTPYKTYPHI 3aXBOPIOBaHHS CEPIls, IOPYIICHHS €IEKTPOIITHOIO 0OMIHY Ta OJTHOYACHE 3aCTOCYBAHHS 1HIIIMX
JKapChbKUX 3ac00iB, 1110 BIUIMBAIOTH Ha iHTepBan QT.

[Tpemapar citig 3 00epeKHICTIO 3aCTOCOBYBATH TALlIEHTAM i3 PU3UKOM PO3BUTKY apuTMiil. OqHOYacHE
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
PEKOMEHIOBAaHHX TEPANEBTUYHUX J03aX. OJJHOYACHE 3aCTOCYBaHHS raJlopaHTpHHy Ta (IIyKOHA30JIy HE
PEKOMEHIY€EThCS.

Hepmamonoeiuni peaxyii. I1ix gac 3actocyBaHHS QIIyKOHA30JTy PIIKO IMOBITOMIISIIOCS TTPO PO3BUTOK TAaKUX
ekc(oIiaTUBHUX HIKIPHUX peakiii, sk cuHapoM CriBeHca-/[)KoHCOHa Ta TOKCUYHUHN emiiepMalbHUN HEKPOJIi3.



[TamienTtn, xBopi Ha CHIJI, OibI1 CXMIIBHI 10 PO3BUTKY TSDKKHX IIKIPHUX peakiiil MpH 3acToCcyBaHHI 6araTbox
JKapChbKUX 3ac001B. SIKIO y Malli€eHTa 13 MOBEPXHEBOIO IPUOKOBOIO 1H(EKIIIEO 3’ IBISIFOTHCS BUCUIIAHHSL, 1110
MOJKHA OB’ A3aTH 13 3aCTOCYBAaHHAM (IIyKOHA30J1y, OJAJIbIIE 3aCTOCYBaHHS penapaTy CJIiJ NPUIUHUTH. K0 y
MalieHTa 3 iIHBa3MBHOIO/CUCTEMHOIO TPUOKOBOIO 1H(EKIIIE0 3’ ABISIOTHCSI BUCUTIAHHSA Ha IIKipi, 32 HOTO CTaHOM
NOTpiOHO PETENbHO CIIOCTEPIraTH, a y BUMAJKy PO3BUTKY OyJIbO3HUX BUCHUIIAaHb a00 MYJIbTH()OPMHOI epuUTeMU
3aCTOCYBaHHS (MITYKOHA30Iy CIIi TPUITHHUTH.

l'inepyymaugicme. Y piIKICHUX BUIIA/IKAX MTOBLAOMIISIIOCS PO PO3BUTOK aHA(ITAKTUYHUX PEakLii.

Lumoxpom P450. ®nykonason € moTyxHuM iHTi0iTopoM pepmerty CYP2C9 ta nomipauM iHriGiTopom pepmeHTty
CYP3A4. Takox ¢uykonason € inridiropom pepmenty CYP2C19. Crnig criocrepiraT 3a CTAHOM MAI€HTIB, SK1
OJIHOYACHO 3aCTOCOBYIOTH (DIYKOHA30JI Ta IPENapaTu 3 By3bKUM TEPATNIEBTUYHUM BIKHOM, 10 METa0O0MI3yIOThCS 3
yuactio CYP2C9, CYP2C19 ta CYP3A4.

Tepgpenaoun. Cnin peTeslbHO CIIOCTEPIraTh 3a CTAHOM MAIli€EHTa MPH OJHOYACHOMY 3aCTOCYBaHHI Tep(eHaIuHy Ta
¢brykonazony y no3i meniie 400 Mr Ha 100y .

Jlonomixcui peuosunu. Ilpenapar MicTUTh J1akTo3y. [lalieHTaM 3 piIKICHUMU CMIAJKOBUMH 3aXBOPIOBAHHSIMH,
TaKUMHU SIK HETIEPEHOCHUMICTh rajlakTO3H, HEIOCTAaTHICTH J1akTa3u Jlamnma Ta ManbabcopOlLList IIIOKO3U-TaIaKTO3H,
HE CJIi/1 3aCTOCOBYBATH LIEH Mpermapar.

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

JocmikeHp BIUIMBY (ITyKOHA30JTy Ha 3AaTHICTh KEPYBATH aBTOTPAHCIIOPTOM a00 TPAIFOBATH 3 IHITMMHU
MexaHi3MaMu He npoBoAuiu. [lamienTiB i npoiHGoOpMyBaTH PO MOKIHMBICTH PO3BUTKY 3allaMOpPOUEHHS ab0
CYJIOM TIi/T 9ac 3aCTOCYBaHHs npenaparty. [Ipu po3BUTKY TaKHX CHMIITOMIB HE pEKOMEHIYEThCS KEPYBaTH
aBTOTPAHCIOPTOM 200 MPAIIOBATH 3 IHIIMMU MEXaHI3MaMH.

B3aemodia 3 inmumu nikapcoKumu 3acovamu ma iHuwii 6UOU 63a€MO0Ill.

IIpomunoxasano cymicne 3acmocy8ants QIyKoHA30.1Y Ma HUNCHE3A3HAYEeHUX JIKAPCOKUX 3AC00i8.

L[uzanpuo: MOBIAOMIISIIOCS PO PO3BUTOK MOOIYHUX PeakIliii 3 60Ky ceplis, y TOMY YUCHI PO MapOKCU3MATbHY
IUTYHOUYKOBY TaXiKapAilo TUITY «IipyeT» y MAIli€HTIB, sIKi OAHOYACHO 3aCTOCOBYBAIH (hTyKOHA30J Ta IH3AMPHI.
OpnnouacHe 3actocyBanHs 200 Mr ¢aykonazomny 1 pa3 Ha 100y Ta 20 Mr nu3anpuay 4 pasu Ha 100y IPU3BOAMIIO
JI0 3HAYHOTO MiJIBUILLEHHS PIBHS LM3ANpUAY Yy Iaa3Mi KpoBi Ta 0 nojaoBxkeHHs iHTepBany QT. OgHouacHe
3aCTOCYBaHHs (UIyKOHA30Iy Ta IIU3anpuay NPOTUIIOKA3aHe (IUB. po3aia KI[pomunoxkasanHsy).

Tepgenaoun: MOBIIOMIISIIOCS TIPO BUMAIKU PO3BUTKY TSKKHX CEPIEBUX apUTMIH, CIPUYUHEHHUX TTOAO0BKCHHSIM
inTepBany QTc, y mami€eHTiB, siKi 3aCTOCOBYIOTh a30JIbHI TPOTUTPUOKOBI JIIKapChKi 3aCO0M OJHOYACHO 3
tepdenanunom. [Ipu 3acTocyBanHi ¢urykonaszoiny y 1031 200 Mr Ha 100y HE OyJ10 BUSIBIIEHO MOIOBXKEHHS
inTepBany QTc. 3acrocyBanHs (aykoHazony y no3ax 400 mr ta 800 Mr Ha 100y POJEMOHCTPYBAJIO, 1110
3acTocyBaHHs (uIyKoHa30my y go3ax 400 mMr Ha 100y abo BHUIIIEe 3HAYHO ITiIBUILYE PiBeHb TepheHaANHY Yy TIa3Mi
KPOBI IIPU OJTHOYACHOMY 3aCTOCYBaHHI IIUX npenapariB. CymicHe 3acToCyBaHHs ¢uiykoHazouy y no3ax 400 mr ab6o
BHUIIE 3 TepdhEeHATMHOM POTHUIIOKa3aHe (TUB. po3alT «Ipomunokazanisy). llpu 3actocyBanHi (IyKOHA30TY Y
no3ax Huwx4de 400 mr Ha 100y 0THOYACHO 3 TEPPEHATUHOM CIIil IPOBOJIUTH PETEIbHUN MOHITOPUHT CTAHY
HaIleHTA.

Acmemizon: cyMicHe 3acTOCyBaHHs (DJIyKOHA30JIy Ta acTEMI301y MOXe 3MEHIIMTH KIIPEHC acTeMi30.y.
CripyurHEeHe UM MiIBULICHHS KOHLIEHTpAllli acTeM130.1y y Ia3Mi KpOB1 MOXKeE NMPU3BECTHU A0 MOJIOBKEHHS
inTepBany QT Ta y piAKiCHUX BHUIIAAKaX — A0 MAPOKCU3MAaJIbHOI IIUTYHOUYKOBOI Taxikapii TUIy «mipyeT». OgHodacHe
3acTOCyBaHHS (PIIyKOHA30Jy Ta aCTEMI30JIy TPOTUIIOKA3aHE.

Ilimo3u0 ma xiHioun: cyMicHE 3aCTOCYyBaHHS (UIyKOHA30Ily Ta MIMO3UAY a00 XiHIIUHY MOXE MPU3BOAUTH JIO
NpUTHIYEHHS MeTa0o0Ii3My MiMO3uay a0o XiHiguHy. [1iqBUIIeHHs KOHIIEHTpaIii MMO31Iy a00 XiHITUHY Y TUIa3Mi
KPOB1 MO’K€ CIIPUUUHATH No0BKeHHsI iHTepBaity QT Ta y piaKiCHUX BUMAgKaX MPU3BOJUTH 10 PO3BUTKY
MapOKCHU3MaJIbHOT ITYHOUKOBOI TaXiKap/ii TUILY «mipyeT». OJlHOUacHe 3aCTOCYBaHHS (IyKOHA30Jly Ta MIMO3UIY
a00 XiHIIMHY MPOTUIIOKA3aHE.

Epumpomiyun: onHOYacHE 3aCTOCYBAaHHS EPUTPOMILIMHY Ta (PIIyKOHA30J Ty MOTEHLIMHO MOXE MPU3BOJUTH JI0
HiABUILEHHS PU3UKY PO3BUTKY KapA10TOKCUYHOCTI (oJoBxkeHHs iHTepBainy QT, mapokcru3MaibHa NTyHOUKOBA
TaxiKap/is TUITY «IpyeTHTa, IK HACII0K, 0 PanTOBOI CEpIIeBOi CMEPTI. 3acTOCyBaHHS KOMOIHAIIIT TaHUX
JKapChbKUX 3aC001B MPOTUTIOKA3AHE.




He pexomendyemucsa oonouache 3acmocysants GayKoHA301y ma HUXCUe3a3HaAYeHUX JiKApCbKUX 3acoois.
Tanogpanmpun: GaykoHA307 MOKE CHIPUYMHUTH ITiABUIIECHHS KOHIICHTpalii rajodanTpuHy y 1ia3mi KpoBi 3a
paxyHok npurHideHHs CYP3A4. OqHovacHe 3aCTOCYBaHHS IUX JIIKAPChKHUX 3aC001B MOTEHLIHO MOXe
MPU3BOINUTH A0 MIABUILEHHS PU3UKY PO3BUTKY KapA10TOKCHUYHOCTI (rooBxeHHs iHTepBany QT, mapokcusmaibHa
IITYHOUYKOBA TaxiKap/is TUIY «IipyeDa, sIKk HacliJI0K, 1O ParToBoi cepieBoi cMepTi. Ciix yHUKaTH
3aCTOCYBaHHS KOMOIHaIll]l TaHUX JIKapChbKUX 3acO01B.

Cymiche 3acmocysanis IvKOHA30Y Ma HUAHCYE3AZHAYCHUX JIKAPCLKUX 3AC00i8 sumazac obepexicnocmi ma
KOPU2YBAHHA 003U.

Bnaue inwux nikapcokux 3acobig na ¢iykonasol.

OpnHoyacHe B)KMBaHHS 11, HIUMETUINH, aHTAIUI1 a00 MOoJ1abllie ONIPOMIHEHHS yChOTO TLa JUIsl IEPECca KU
KICTKOBOT'O MO3KY HE Ma€ KJIIHIYHO 3HAYYIIOr0 BIUTUBY Ha abcopOito GryKkoHa30y MPH HOro NepoparbHOMY
3aCTOCYBaHHI.

Pugamniyun: onnouacHe 3acTocyBaHHs (IIyKOHa30:1y Ta pudammninuny npuzBoauio 1o 3HwkeHHs AUC Ha 25 %
Ta CKOPOYyBaJo Nepio HamiBBUBeACHHS (irykonazomy Ha 20 %. Tomy Juist MalieHTIB, SIKi 3aCTOCOBYIOTh
pudamMIinuH, cIia po3rASHYTH JOUITBHICTH MiABUIEHHS 103U (IyKOHA30IY.

Bnaue dnykonazony na inwi aikapcobki 3acobu.

®dyKkoHa301 € NOTYKHUM 1HT10iTopoM 130pepmenTy 2C9 nuroxpomy P450 (CYP) ta momipHuM iHribiTopom
CYP3A4. Takox ¢uryxonason € inriditopom CYP2C19. Okpim criocTepexyBaHUX/ TOKYMEHTAIBHO MiATBEPIKCHUX
B3a€MO/IH, III0 OMKCaHI HUXKYe, IPU OJTHOYACHOMY 3aCTOCYBaHHI 13 (DIIyKOHA30JI0M iICHY€ PU3UK MiBULICHHS Y
I1a3Mi KpOB1 KOHLEHTPALIN 1IHIINX CHOJYK, 110 MeTadomizytoTecss CYP2C9 ta CYP3A4. Tomy 3acTocoByBaTu Taki
KOMOIHaIli1 mpenapariB ciij 3 00epekHICTIO; MPHU I[bOMY HEOOXITHO PETENBHO CIIOCTEPIraTH 3a CTAHOM Malli€HTIB.
[TpurnivyBanbHa aist GpyKkoHa30dy Ha (epMEHTH 30epiraeThes MpoTIrom 4-5 mid micis Horo 3aCTOCyBaHHS y
3B’S3KY 3 HOr'O TPUBAJIMM IEPi0JIOM HaIiBBUBEACHHS.

Anvghenmanin: mig yac OHOYACHOTO 3aCTOCYBaHHS ajbpeHTaHlry y 1031 20 MKI/KT Ta durykoHazony y 1031 400 mr
croctepiranocs ABokpatHe 30unbieHHs AUG, MoxnuBo, yepe3 iHrioyBanns CYP3A4. Moxe OyTu HEOOX1IHUM
KOPUTYBaHHS JI03H alb(EHTAHIITY.

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

Amepomepuyun B: onHOUYACHE 3aCTOCYBaHHS (IIyKOHA30iy TaampoTepuiinHy B iH}ikoBaHUM MHIIaM i3
HOPMaJIbHUM IMYHITETOM Ta 1H(PIKOBAHUM MHILIAM 31 3HIXKEHUM IMYHITETOM MPHU3BEIO 0 TAKUX Pe3yJIbTaTiB:
HEBEJIMKUI aluTUBHUN NPOTUTPUOKOBUM e(peKT npu cucTeMHIN 1HpeKii

C. albicans, BINCYTHICTb B3a€MO/IiT IpU BHYTpILIHbOUEpeNHil iHPekuryptococcus neoformans Ta aHTaroHi3m
JIBOX TIpETapariB NP CUCTEMHIN 1HPEKIiA. fumigatus. KiiHidHe 3HaUeHHS pe3yNIbTaTiB, OTPUMAHUX y X0/ IIHX
JOCIIIIKEHDb, HEBIIOME.

AumukoaeynisHmu: sIK 1 IPH 3aCTOCYBaHHI IHIIAX a30JIbHUX MPOTUTPHUOKOBHX 3aCO01B, IPH OJTHOYACHOMY
3aCTOCYBaHHI (IyKOHA30y Ta Bap(apHHy MOBIAOMIISIIOCS PO BUMAJAKH PO3BUTKY KPOBOTEY (FéMaTOM, HOCOBOT
KpOBOTEYl, IUTYHKOBO-KHUIIIKOBUX KPOBOTEY, FEMATypii Ta MEJIEHN) Y TOE€JHAHHI 13 TIOJJOBXKEHHAM
npoTpoMOiHOBOTO yacy. [Ipu ogHOUacCHOMY 3acTocyBaHHI (DIyKOHA30Iy Ta BappapuHy CIOCTEpIiraisocs IBOKpaTHE
M IBUIIICHHS TPOTPOMOIHOBOTO Yacy, iMOBIpHO, BHACIIIOK MIPUTHIYCHHS MeTabomi3sMy Bapdapuny uepe3 CYP2CO.
Cniz peTesibHO KOHTPOJIIOBATH MPOTPOMOIHOBHI Yac y MAIli€HTIB, sIKI OJHOYACHO 3aCTOCOBYIOTh KyMapHHOBI
AHTHKOATYJISTHTH. Moke OyTH HEOoOX1THOIO KOPEKIIis 1031 Bap(apuHy.

benzooiaseninu kopomkoi 0ii, Hanpuknao mioazonam, mpuazonam Ipu3HaYeHHs (IIyKOHA30ITy MiCIs
NEPOPAILHOr0 3aCTOCYBaHHS Mia301aMy IPU3BOAMIIO O 3HAYHOTO MIJABUIIECHHS KOHLIEHTpPALlli MiJla30/1aMy Ta J10
MOCUJIEHHS IICUXOMOTOPHUX edekTiB. O HOYacHe 3acTocyBaHHs (iykoHa3ony y 1031 200 Mr Ta Mifazonamy y 1031
7,5 mMr nepopanbHO npu3Boauiio no nigsuiieHHss AUC ta nepiofy HaniBBUBeIEHH: y 3,7 Ta 2,2 pa3a BIANOBIIHO.
3acrocyBaHHA (irykoHa3oy y 1031 200 mr/noly Ta 0,25 Mr TpraszonaMy nepopaibHO MPU3BOANIO 10 MiIBUILEHHS
AUC Ta nepiony HamiBBuBeAeHHS y 4,4 Ta 2,3 pa3a BianosiaHo. [Ipu ogqHouacHOMY 3acToCyBaHH1 (hIIyKOHA30JIy Ta
TpHa3oJiaMy CIIOCTEpIiranocs MOTEHIIIIOBaHHS Ta MPOJIOHTaIlis e(eKTiB TpHa3oIamy.

S0 nanieHTy, IKUH IPOXOAUTH KypC JIIKYBaHHS (DJIyKOHA30JI0M, CJIiJI OJHOYACHO MIPU3HAUYUTH TEPAIIiI0
OeH3o/ia3eniHaMu, 103y OCTaHHIX CJiJl 3SMEHIIUTH Ta BCTAHOBUTH HaJICKHUN HATTIS 32 CTAHOM IIalli€HTA.




Kapbamasenin: pnykoHa3os mpurHidye Metadoi3m kapOamaserniny Ta COpUYUHSE MMiIBULIICHHS PIBHS
kapOamazeniny y cuposarili kpoBi Ha 30 %. IcHye pU3HUK pO3BHTKY MPOSBIB TOKCHYHOCTI 3 OOKY KapOamaseminy.
Moske 6yTu HEOOXiTHUM KOPUTYBAHHSA J03H KapOama3seriHy 3aJIe)KHO BiJl piBHS HOro KOHIIEHTpaIlii Ta aii
npernapary.

Bnoxamopu xanvyicsux kananie: Nesiki aHTarOHICTH KaNblIiio (HipeauniHcpa e, aMIOANITIH Ta (ETOAHITIH)
MeTabomi3yrThcs pepmenToM CYP3A4. dnykoHA3071 MOTSHITIHO MOKE TiABUIIYBATH CHCTEMHY €KCTIO3HIIIIO
OI0KaTOPIB KabIliEBUX KaHANB. PekoMeH10BaHUH peTenbHUI MOHITOPUHT IIOJI0 PO3BUTKY MOOIUHUX PEAKIIiH.
[]enexokcu6: Ipu OJTHOYACHOMY 3acTOCyBaHHI urykoHa3oury (200 Mr Ha 100y) Ta IEIEKOKCHOY

(200 mr) Caxta AUC nenexokcu0y miaBuinyBaiucs Ha 68 % Tta 134 % Bignosiano. [Ipu oqHouacHOMY
3aCTOCYBaHHI IIEJICKOKCHOY Ta (DITyKOHA30 Ty MOKe OyTH HEOOXiTHUM 3MEHIICHHS JTO3H IEeJICKOKCHOY BIBIUi.
Luxnogocghamio: onHodacHe 3acTocyBaHHs IUKI0(ochamiay Ta GrykoHa301y MPU3BOIUTH JI0 MiIBULIICHHS PiBHA
Oimipy0iHy Ta KpeaTHHIHY B CHpOBaTIi KpoBi. L{i mpenapaTu MokHa 3aCTOCOBYBATH OJJHOYACHO, 3BAYKAIOUX HA
PHU3UK MiBUIICHHS KOHLIEHTpalii OimipyOiHy Ta KpeaTHHIHY B CHPOBATIII KPOBI.

Denmanin: NOBLAOMIISIIOCS PO OAMH JIETATIbHUN BUNIAJ0K IHTOKCUKALIT (DEHTAaH1JIOM YHACIA0K MOKIIMBOT
B3aeMoiil peHTaHiny Ta GpiykoHaszory. Jlo Toro s 0yso mpoaeMOHCTPOBAHO, 10 (IIyKOHA30J 3HAYHO
YIOBLIBHIOBAB eJiMiHamio (eHTaHiTy. [linBuIeHHs KoHIeHTpallii (peHTaH1Ty MOKe TIPU3BECTH JI0 PUTHIYCHHS
TUXaHHA, TOMY CIIiJ] peTeIbHO KOHTPOIIIOBATH CTaH MaiieHTa. Moxe OyTh HeoOX1AHOI KOPEKIis 103U (DeHTaH1Ty.
Ineioimopu I'MI-KoA-pedykma3zu: cyMicHE 3aCTOCYBaHHS (IyKOHA30Iy Ta iHTi0ITOPIB

I'MI'-KoA-penykrasu, mo meradonizytorscsi CYP3A4 (aTopBacTaTHH Ta cuMBAacTaTuH), ado iHriditopis 'MI -
KoA-penyxrasu, mo meradomizytorscsi CYP2C9 (pmyBactaTun), MiABHUILY€E PU3UK PO3BUTKY MiomaTii Ta
pabaomionizy. ¥V pa3i HEOOX1JHOCTI OTHOYACHOI'O 3aCTOCYBAaHHS LIMX MPENapariB CIIiJl peTeIbHO CIOCTEepIraTu 3a
MAIiEHTOM III0/I0 BAHUKHEHHS CHMITOMIB MiomaTii Ta pabIoMioi3y i MpOBOAUTH MOHITOPHHT PiBHS
KpeaTHHKIHA3U. Y BUNAJKY 3HAUHOTO MiABMILEHHS PIBHS KpeaTHHKIa3H, a TAKOXK IIPU A1arHOCTYBaHH1 a0o migo3pi
Ha Mionarito/padaomioni3 3actocyBanHs iHTiIOITOpiB [ MI'-KOA-peaykrasu citif MpUIAHUTH.

Imynocynpecopu (Hanpukiao YuKiocnopuH, e8eponimyc, CUpoLimMyc i makpouimyc).

Luxnocnopun: GirykoHazon 3Ha4HO minBumrye konnerTpanio Ta AUC nukinocnopuny. [Ipu ogHOuacHOMY
3acToCyBaHHI (biykoHa3omdy y 1031 200 Mr/go0y Ta HUKJIOCHOPUHY Y 1031

2,7 mr/kr/mo0y croctepiranocs 30utbmenHs AUC mukinocnopuny y 1,8 pasa. 1li nmpenapatu MokHaA 3aCTOCOBYBAaTH
OJIHOYACHO 32 YMOBHU 3MEHILIEHHS 1031 LUKJIOCHOPHHY 3aJIeXKHO BiJl HOrO KOHLIEHTpAILIii.

Eseponimyc: pmykoHa3071 MOXKE ITiABHIYBaTH KOHIIEHTPAIIIIO €BEPOIIMYCY B CHPOBATIII KPOBI Uepe3 MPUTHIYCHHS
CYP3A4

Cuponimyc: hIyKOHA30I IMiIBUILY€ KOHIICHTPAIIIO CUPOIIMYCY Y TUIa3Mi KpPOBi, IMOBIPHO, IUISIXOM IPUTHIYCHHS
MmeTabomizmy cupoisimycy gpepmerToMm CYP3A4 ta P-rinikonporeinom. Lli npenapatu MoxHa 3aCTOCOBYBAaTH
OJTHOYACHO 32 YMOBH KOPUTYBAHHS JIO3H CHPOJIIMYCY 3aJIe)KHO BiJl piBHA KOHIICHTpAIii Ta e()eKTiB Bix
3aCTOCYBaHHS Ipenapary.

Takponimyc: pryKoHA30J MOXKE T IBHITYBaTH KOHIIEHTPAIII TAKPOJIIMYCY y CHPOBATIII KPOBI JIO

5 pasiB mpu HOTO MepopaIbHOMY 3aCTOCYBaHHI Uepe3 MPUTHIYeHH MeTaboI13My TakposliMycy hepMeHTOM
CYP3A4 y xumeunuky. [Ipy BHyTpIIIHBOBEHHOMY 3aCTOCYBaHHI TaKPOJIIMYCYy HE CIIOCTEPIranocs 3HaYHUX 3MiH
dapmakokineTuku. [1iBUIIIEH] piBHI TAKPOIIMYCY aCOLIIOIOThCS 13 HepOTOKCHUHICTIO. Jl03y TakpoiimMycy s
MEPOPATBHOTO 3aCTOCYBAHHS CJIIJI 3HIDKYBATH 3aJI€KHO Bl KOHIICHTPAIIii TAKPOIIMYCY.

Jlozapman: QirykoHa301 IPUTHIYYE METa0O0II3M JI03apTaHy 10 HOTO aKTUBHOTO META0OMITY

(E-31 74), mo 3yMOBIIIOE OUIBITY YaCTHHY aHTaroHi3My J0 perenTtopiB aHriorensuny Il mig yac 3actocyBaHHS
no3aprany. PekoMeH0BaHO 3/1iICHIOBATH MOCTIHHUI MOHITOPUHT apTepiaJbHOTO TUCKY Y MAIlIEHTIB.

Memaoon: GrykoHa301 MOKeE TTiIBUIITYBATH KOHIICHTPAILIil0 METAIOHY Y CHpoBaTIl KpoBi. [Ipu ogHOUacHOMY
3aCTOCYBaHHI METAJIOHY Ta (JIyKOHA30Jly MOKe OyTH HEOOX1JTHUM KOPUT'YBaHHS J103H METa/IOHY.

Hecmepoioni npomuszananvni npenapamu: IpA OTHOYACHOMY 3aCTOCYBaHHI 3 (PIIyKOHA30JI0M (o Ta AUC
¢bnyp6inpodeny nmigsuiyBanucs Ha 23 % ta 81 % BiANOBITHO NOPIBHAHO 13 BiANOBIAHUMU MOKA3HUKAMU NPU
3aCTOCYBaHHI TUTBKH QurypOinpodeny. AHAIOTIYHO IPH OJJHOYACHOMY 3aCTOCYBaHHI (DITyKOHA30JIy 3 parieMiqHuM
16ynpoderom (400 Mr) GnaxTa AUC dapMakosioriayHo akTUBHOTO 130Mepy S-(+)-10ynpodeHy miABHIyBaIiCs Ha
15 % Tta 82 % BiANOBiTHO MOPIBHIHO 3 BiAMOBIAHUMH ITOKa3HUKAaMU TPH 3aCTOCYBAaHHI TUTBKH PAleMidHOTO

10ympodeny.



@dyKoHa30J MOTEHIIHHO 3/1aTHUH MiABHUIYBaTH cucTeMHy ekcrio3uiito inmux HIT3I1, mo MerabomizyoTecs
CYP2C9 (nanpukiaa HaPOKCEHY, TOPHOKCHUKaMy, MEJIOKCHKaMy, THKJIo(heHaKy). PeKkoMeH0BaHO TIEpioAHIHO
3IIHCHIOBATH MOHITOPHHT TOOIYHHUX PEaKIliii Ta TOKCHUHUX MPosiBiB, MoB’s13anux 13 HII3I1. Mose 3nago0uTcs
kopuryBaHHs 1o3u HIT3II.

@enimoin: (HIyKOHA30] MPUTHIUYe MeTaboi3M QeHiToIHY y neuinii. OqHovacHe Oaratopa3ose 3acTocyBaHHs 200
MT (hirykoHazomy Ta 250 Mr (eHiTOiHy BHYTPIITHBOBEHHO PU3BOANTS 110 miaBuineHHs AU denitoiny Ha 75 %
Ta CppinHa 128 %. [Ipu oqHOYacHOMY 3aCTOCYBaHHI LIUX JIIKAPCHKUX 3aC001B €Il IPOBOJUTH MOHITOPUHT
KOHIICHTpAaIii (eHITOTHY Y CHpOBATIII KPOBI JJIsl YHUKHEHHSI PO3BUTKY TOKCHYHOI [IiT (PeHITOTHY.

IIpeonizon: MOBIAOMIISIIOCS PO BUMAA0K, KOJIM y Malli€HTAa Micis TPaHCIUTaHTallll TEYiHKU Ha TJ1 3aCTOCYyBaHHS
NPEIHI30HY PO3BHHYJIACS TOCTPAHEAOCTATHICTh KOPH HAJTHUPKOBUX 3aJ103, 10 BUHHUKIIA TTiCIIS] IPUITMHEHHS
TPUMICAYHOTO Kypcy Tepamii (iaykoHa3oaoM. [IpunuHenHs 3acTocyBaHHs (piIyKoHa3051y, IMOBIPHO, CIIPUYUHUIIO
nocwiieHHs akTuBHOCTI CYP3 A4, o nmpu3Besno 10 MpUCKOPEHHs MeTaboi3My mipenHizony. Ciiij peTebHO
CTEKUTH 32 NalliEHTaMH, SIKI IPOTSATrOM TPUBAJIOI0 Yacy OJHOYACHO 3aCTOCOBYIOTH (DIyKOHA30J Ta MPEAHI30H, 3
METOIO TIOTIEPEPKEHHS PO3BUTKY HEJOCTATHOCTI KOPH HAJIHUPKOBUX 3aJ103 MICHIsI IPUITMHEHHS 3aCTOCYBaHHS
baykoHazomy.

Pugpabymun: dhaykoHa30I MiIBUIITYE KOHIICHTpAIit0 pudaOyTHHY B CHPOBATII KPOBi, IO IPU3BOIUTH JI0
36inbmenHs AUC pugabytuny 1o 80 %. IIpu ogHouacHOMY 3acTocyBaHHI (hIyKoHa301y Ta pudadyTuHy
TIOB1TOMJISIIOCS TIPO BUMAJIKK PO3BUTOK yBeITy. [IpH 3acTocyBaHHI Takoi KOMOiHAIii TiKapChKUX 3ac00iB citif OpaTu
JI0 YBaru CUMIITOMH TOKCUYHOI i1 pupadyTuHy.

Caxsinasip: diryxonazon niasuinye AUC ta G, cakBiHaBipy npubnm3Ho Ha 50 % Ta 55 % BinmoBigHO yepes
NpUTrHiYeHHs MeTa0oi3My cakBiHaBipy y nedinui ¢pepmenToMm CYP3A4 ta uepes inriOyBanns P-riikonpoTeiny.
B3aemoii Mixk (hTyKOHA30JI0M Ta CaKkBiHaBIpOM/PUTOHABIPOM HE JOCII/PKYBAIIUCS, TOMY BOHH MOXKYTh OyTH OiIbIII
BUpaXeHUMHU. Moxe OyTH HeoOXiAHUM KOPUTYBAaHHS 103U CaKBiHABIPY.

Iloxioni cynvgponincevosunu: Ipyu 0OJHOYACHOMY 3aCTOCYBaHHI (PITyKOHA30JI TIPOJIOHTYE TIEPi0]] HAIliBBUBEICHHS
NepOopabHUX MOX1THUX CYJIb(OHIJICEUOBUHH (XJIOPIPONaMily, MiOeHKIaMiay, TIINi3uay Ta TOJI0yTamiay).
PexoMeHIy€eThCS TPOBOIUTH YacTU KOHTPOJIb I[yKpPY B KPOBI Ta BiIMOBITHUM YHHOM 3HIKYBATH J03Y MTOXITHHX
CyNb(OHIICEYOBHHH MPU OJHOYACHOMY 3aCTOCYBaHHI 13 (IIyKOHA30JIOM.

Teoghinin: 3actocyBanHs QurykoHa30iry o 200 Mr mpoTsiroM 14 HIB TPU3BEJIO 0 3HIKEHHS CEPEAHBOTO KIIIPEHCY
Teo(iiHy y rua3mi kposi Ha 18 %. 3a nmauieHTaMu, sIKi 3aCTOCOBYIOTH T€O(1IIH Y BUCOKUX J103aX a00 sKi MalOTh
MIBUIIEHUN PU3UK PO3BUTKY TOKCUYHUX MPOSBIB TEOPUIIHY 3 IHIIMX MPUYHMH, CI11 BCTAHOBUTH HAIJIS] 1100
BUSIBIICHHS O3HAK PO3BUTKY TOKCHYHOI Aii Teodininy. Tepamito ciiji 3MiHUTH MPU TOSIBI 03HAK TOKCUYHOCTI.
Anxanoiou 6apsinxy. GirykoHas3ol, iMoBipHO, yepe3 iHri0OyBanHs CYP3A4 Moxe CIIPUIHHSTH TTiBUIIICHHS
KOHIIEHTpAIlli ankanoifiB 6apBiHKY y M1a3Mi KpoBi (HAPUKIIA]] BIHKPUCTHHY Ta BIHOJACTHHY), IO IPU3BOAUTD JIO
PO3BHUTKY HEUPOTOKCHYHHX €(EKTiB.

Bimamin A: moBiioMIsocs, 0 y NalieHTa, SKMi 0THOYaCHO 3aCTOCOBYBAB TPAHCPETUHOEBY KUCIIOTY (KUCIIOTHA
¢dopma Bitaminy A) Ta (iykoHa3oJ1, crioctepiranucs moodiuni peaxii 3 6oxy LIHC y ¢opmi nceBnorymopy
TOJIOBHOTO MO3KY, 110 3HHK TMiclis BiaMiHu ¢urykoHa3ouy. Lli mikapchki 3aco0u MOXKHA 3aCTOCOBYBATH OJJTHOYACHO,
aJie CIIij mam’siTaTH PO PU3MK BUHUKHEHHS MOoOiYHMX peakiiit 3 6oky [IHC.

Bopuxonason (ineiimop CYP2C9 ma CYP3A4). oqHOYacHe 3aCTOCYBaHHs BOPUKOHA30J 1y nepopasibHo (1o 400 mr
KoxHi 12 ronua npotsrom 1 gus, moTiM mo 200 Mr koxHi 12 ToauH npotsrom 2,5 aHs) Ta GIIyKOHA30Ty
nepopanbHo (400 Mr y nepmuit AeHb, moTiM 1o 200 Mr KoXkH1 24 TOAUHU TPOTATOM

4 nHIB) JOOPOBOJIBIISIM YOJIOBIYOT CTATI MIPU3BEIO A0 MIABUIICHHS GpaxTa AUC; BOPUKOHA30ITy Y CEPEIHBOMY JIO
57 % (90 % AI: 20 %, 107 %) ta 79 % (90 % AI: 40 %,

128 %) BimmoBigHO. HeBigoMo, 9 MPU3BOIUTH 3HIKCHHS JJO3H Ta/a00 YacTOTH 3aCTOCYBaHHS BOPUKOHA30ITy 200
¢dykoHa3omny 10 ycyHeHHs Takoro edekTy. [Ipu 3acTocyBaHHI BOPUKOHA30JTy Micis (IyKOHA30Iy CIIiji TPOBOJAUTH
CIIOCTEPEKEHHS 1010 PO3BUTKY MOOIYHUX €PEKTIB, aCOMIHOBAHUX 13 BOPHKOHA30JIOM.

3udoeyoun: dykoHazon miaBUIIYe Gnax Ta AUC 3unoByauny Ha 84 % Ta 74 % BiIMOBIAHO, 1110 3yMOBIECHO
3HIDKEHHSM KITIPEHCY 3UI0BYUHY MPUOJIN3HO Ha 45 % mpu Horo nepopaibHOMY 3acTocyBaHHI. [lepion
HaIiBBUBEJICHHS 3UJJOBYIUHY OYB TaKOX MOAOBKEHUI nmpubnn3Ho Ha 128 % micnis 3acTocyBaHHS KOMOiHAIT
(bIyKoHA30IIy Ta 3UIOBYIMHY. 3a MAIliEHTAMU, SKi 3aCTOCOBYIOTh TaKy KOMOIHAIIIIO JIIKApCHKHUX 3aC00iB, CIIiJT
CIOCTEpIraTy 1010 PO3BUTKY MOOIUHUX peakiii, OB’ sI3aHMUX 13 3aCTOCYBAaHHAM 3UI0BYUHY. MOKHA PO3IIISIHYTH
JOUUTBHICT 3HIDKEHHS TO3H 3UIOBYAHNHY.

A3umpomiyun: KOTHUX 3HAUYIIUX (PapMaKOKIHETUYHHUX B3a€MO/Iii MK HUIMH BHSIBIICHO HE OYII0.



Ilepopanvhi konmpayenmusu: pu 3aCTOCyBaHH1 QIIyKoOHAa301y Y 1031 50 Mr BIUIMBY Ha piBeHb TOPMOHIB HE OYJIO,
TOJIi SIK TIPW 3aCTOCYBaHH1 (urykoHazoiry y 1031 200 mr Ha 100y crnioctepiranocs 30insmenHs AUC
eTuHinectpaniony Ha 40 % Ta neBoHoprecTpeny — Ha 24 %. Lle cBiauuTh mpo Te, 110 6araTopa3oBe 3aCTOCYBAHHS
(dIyKoHA30ITy Y 3a3HAYCHUX J103aX HABPS YU MOXKE BIUTMBATH HA €PEKTUBHICTH KOMOIHOBAHOTO MEPOPATHHOTO
KOHTpAleNTUBA.

dapmMakoJIOTivHi BJIACTHBOCTI.
Dapmakoounamixa.

MexaHi3M nii.
®nykoHa3071, MPOTUTPHOKOBUI 3aci0 KITacy TPHUA30IIiB — MOTY)KHUHN Ta CEIEKTUBHUM 1HT10iTOpP rPHOKOBHX

dbepMeHTiB, HeOOX1THUX ATl CHHTE3Y eprocrepony. [lepBUHHIM MeXxaHI3MOM HOro il € MpUrHideHHs TPHOKOBOTO
14 anbda-maHOCTEPOIT-IEMETHITIOBAHHS, OTIOCEPEIKOBAHOTO IIUTOXpOMOM P450, 1o € HeBiJ'€eMHUM €TarioM
6iocuHTE3y rpUOKOBOTO eprocrepoiy. Akymymsmis 14 anbda-MeTHUI-CTEPOIIiB KOPEIIOE 3 MOAANBIIOI BTPATOO
eprocTepoy MEMOPaHOIO TPUOKOBOI KIIITHHHU Ta MOKE BiJIIIOBIIATH 332 TPOTUTPUOKOBY 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
T1a3Mi KPoOBi y YOJIOBIKIB 200 Ha piBEHb €HIOTCHHUX CTEPOiJliB Y )KIHOK PEIPOyKTUBHOTO BiKy. DIyKOHA301 Y
1031 200-400 mr Ha 100y He BHSIBIISIE KIIIHIYHO 3HAYYIIOTO BIUTMBY HA PiBEHb €HAOT€HHUX CTEPOiliB a00 Ha
BianoBias Ha ctuMyisiito AKTT y 3m0poBux 10OpOBOJIBIIB YOJIOBIYOI CTATI.

JlocmiKeHHs B3a€MOJIIT 3 aHTUIIPUHOM IPOJIEMOHCTPYBaIo, 1110 3acTocyBaHHs 50 Mr (h1yKoHa30y OJHOPa30BO
4y 6araTopa3oBO HE BIUTMBAE HA META0OJI3M aHTHUITIPUHY.

YyTIuBICTb in vitro.

®dnyKoHa3011 in Vitro IEeMOHCTPY€E IPOTUTPUOKOBY aKTHUBHICTh CTOCOBHO BB Candida, 0 3yCcTpiualoThCs
Hanuactime (Bkimtouatouu C.albicans, C.parapsilosis, C.tropicaliy. C.glabrata neMOHCTpy€ IUPOKUHN Alana3oH
YyTJIMBOCTI A0 (IIyKOHA30I1y, TOI1 SIKC. krusei € 10 HbOTO PE3UCTEHTHOIO.

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

dapmakoarHaMika — PapMaKOKiHETHKA.

MexaHi3M pe3UCTEHTHOCTI.

Mixkpoopranizmu ponyCandida neMOHCTPYIOTh YHCENIbHI MEXaHI3MH PE3UCTEHTHOCTI 10 a30JIbHUX
NPOTHTPUOKOBHX 3ac00iB. DITyKOHA30J JEMOHCTPYE BHCOKY MiHIMAJIbHY 1HT10yI09y KOHIICHTPAIIIIO TPOTH IITaMiB
rpu0iB, sIKi MalOTh OJIMH ab0 OLIbIIe MEXaHI3MIB PE3UCTEHTHOCTI, 1[0 HETaTUBHO BIUIMBAE HA €()EKTUBHICTH! Vivo
Ta y KIiHIYHIN npaktumi. [loBigoMisiocs npo BUMAIKU po3BUTKY cymnepindexkuliandida spp., inmmvu, Hix C.
Albicans BuaaMu, 1110 4acTO € HEUYTJIIMBUMU 110 (piykoHazony (HanpuknanCandida krusei). [l TiKyBaHHS TaKUX
BUIIAJIKIB CJI1/1 3aCTOCOBYBATH aJIbTEPHATUBHI IPOTUTPUOKOBI 3aCOOU.

Dapmarokinemuxa.

dapMaKOKiHETUYHI BJIACTUBOCTI (DITyKOHA30JTy € TIOIIOHIMH ITPH BHYTPIIIHHOBEHHOMY 1 TIEpOpaTbHOMY
3aCTOCYBaHHI.

Abcopbuis.

dykoHa301 100pe BCMOKTY€ETHCS IIPU MEPOPaAIbHOMY 3aCTOCYBaHHI, a piBeHb MpernapaTy y mia3Mi KpoBi i
cUcTeMHa 010/IOCTYIHICTh MepeBHITYI0Th 90 % piBHS (QIIyKOHA30ITy Y IJ1a3Mi KPOBI, IO AOCSATAETHCS TIPH
BHYTPIIIHFOBEHHOMY BBE/I€HHI npenapary. OHO4YacHE B)KUBAaHH 1K1 HE BIUIMBA€ HA BCMOKTYBaHHsI Ipenapary
npu foro nepopaibHOMy 3acTocyBaHHi. [likoBa KOHIIEHTparis y 1ma3mi KpoBi nocsraerses uepes 0,5-1,5 rogunu
micist npuiiomy mpenapary. KoHieHTpaiist mpenapaty y mia3Mi KpoBi IponopitiiiHa 10 103u. PiBHOBa)kHA
KOHIIeHTpalis Ha piBHI 90 % mocsraeTbes Ha QpYTUi I€HB JIIKyBaHHS MIPH 3aCTOCYBaHHI y IEPUINA ICHb
HaBaHTaXyBaJbHOI 103H, 110 B/BIUI IIEPEBUILY€E 3BUYAIHY 1000BY 103y.

Posnopin.

06’em po3noaiTy NpUOIN3HO JOPIBHIOE 3aralbHOMY BMICTY PIAMHU B OpraHi3mi. 3B’ s13yBaHHs 3 OUIKaMU MJ1a3MH
KpoBi Hu3bKe (11-12 %).




dnykoHa30i 100pe MpOHUKAE B YCi JOCTIIKYBaHI piIuHU opraHizMmy. PiBeHb ¢uiykoHa30.1y y CIMHI Ta MOKPOTHHHI
€ IOIIOHKM JI0 KOHIICHTpAIIii MpernapaTy y mia3Mi KpoBi. Y Malli€HTIB, XBOPUX HAa TPUOKOBHUI MEHIHTIT, pIBEHb
(i1yKoHa3011y Y CHMHHOMO3KOBIH pifuHi gocsirae 80 % KOHIEHTpaLii y mia3Mi KpoBi.

Bucoxki koHneHTpamii (haykoHa30y y MIKipi, 0 MEPEBUILYIOTH CHPOBATKOBI, TOCATAIOTHCS y POTOBOMY IHapi,
emigepmici, nepmi Ta moti. GIykoHA30JI HAKOMUYYEThCS y poroBomy Iapi. [lpu 3acrocyBanni 1o3u 50 mr 1 pa3 Ha
00y KOHIIeHTparist ryKkoHa30dy mmicis 12 THIB JiKyBaHHS CTAHOBWIIA 73 MKT/T, a 4epe3 7 JTHIB IiCyIs 3aBEPIICHHS
JIKyBaHHS KOHLIEHTpALlis Bce 1ie cTaHoBmIIa 5,8 MKI/T. Ilpu 3acrocyBanHi 103u 150 mMr 1 pa3 Ha THXIEeHb
KOHIIEHTpaIlis (IyKOHA30)Ty Ha 7 JICHB JIIKyBaHHS CTaHOBWIIA 23,4 MKT/T; 4epe3 7 HIB MiCIs 3aCTOCYBaHHS
HACTYMHOI 1031 KOHIIEHTpallisl BCe 11e cTaHoBMa 7,1 MKI/T.

Konnentpanis ¢paykoHazony y HIFTSX micist 4 micsiniB 3actocyBanHs 150 mr 1 pa3 Ha TixkaeHb ctaHoBuia 4,05
MKT/T Y 370pOBHX JOOPOBOJIBLIB Ta 1,8 MKI/T IpH 3aXBOPIOBAHHSX HIrTiB; (hIyKOHA30J BU3HAYABCS Y 3pa3Kax HIrTiB
yepe3 6 MICSILIB MicJis 3aBEPIICHHS Tepartii.

biotpancdopmariis.

@dyKoHa30J1 METaboJ13y€eThCsS HE3HAYHOO Mipoto. [Ipu BBeIeHH1 1031, MIUY€HO1 PaIl0OaKTUBHUMU 130TOMIAMHU,
e 11 % ¢irykoHa30:1y eKCKpeTY€eThCs 3 cedero y 3MiHeHOMY BUTJIsl. DIyKoHA301 € CeIeKTUBHUM 1HT10iTOpOM
i3opepmentiB CYP2C9 ta CYP3A4, a Takox inribitopom izopepmenty CYP2C19.

Exckpenis.

[lepion HamiBBUBEAEHHS (PIIyKOHA30JTy 13 MJIa3MU KPOBI CTAHOBUTH OJIM3BKO

30 roaux. binblna yacThHa npenapaTy BUBOIUTHCS HUpKaMu, mpuaoMy 80 % BBEICHOI 103U BUSBIISETHCS y cedi

y He3MiHeHoMY cTaH1. KitipeHc diykoHa30y mponopiiitHuii 10 KiipeHcy KpeaTuHiny. Llupkymorodnx MeTadomiTiB
HE BHSIBJICHO.

TpuBanuii nepio HaNiBBUBEAEHHS IIpeNapaTy 3 IIa3MU KPOB1 Ja€ MOXIIMBICTh Pa30BOr0 3aCTOCYBAHHS
npenapaTy Ipy BariHalbHOMY KaHAMJ031, @ TAKOXK 3aCTOCYBaHHA npenapaty | pa3 Ha THXKICHb NP 1HIIUX
MOKA3aHHSX.

HupkoBa HEIOCTaTHICTb.

VY mamni€eHTiB 13 HUPKOBOIO HETOCTATHICTIO TSHKKOTO CTYMEHS (IIBUAKICTH KITyOOUKOBOI (himbTparii

< 20 mu1/XB) mepioA HamiBBUBEACHHA 301bIIyeThes 3 30 roaun a0 98 roaun. Tomy 1iil kaTeropii maieHTiB
HEOOXiTHO 3MIHUTH 103y (piryKoHa301y. DIyKOHA30J BUAATSETHCS IUISIXOM TeMOTiaii3y, Ta MEHIIIO MipOI0 —
HUISXOM 1HTpanepuTOHeanbHOro aianizy. Ceanc reMojiianisy TpUBAIICTIO

3 roaMHU 3HMXKYE piBeHb (DIIYyKOHA30Jy Yy TuIa3Mi KpoBi mpuomm3Ho Ha 50 %.

ITalieHTH JITHHOTO BIKY

3MiHN (papMaKOKIiHETHKH y MAIIEHTIB JIITHROTO BiKYy 3aJIeXkKaTh BiJ| MapaMeTpiB (yHKIIiIl HUPOK.

dapmaleBTHYHI XapaKTePUCTUKH.

OcHnoeHni izuko-ximiuni enacmueocmi: TabneTku Kpyrioi popMu, BKpUTI 00070HKOI0, 6151010 ab0 Maiike 0i10ro
KOJIbOPY, BEPXHS Ta HWXKHS OBEPXHs sIKUX omykJii. Ha po3nami npu po3riisganHi mij Jynor BUAHO SAPO, OTOUECHE
OJITHUM CYLUJIBHUM LIapOM.

Tepmin npuoamnocmi. 3 poku.

YmoBu 30epiranns.
B opurinanbHiii ynakosiinpu temmneparypi He Buie 30 °C. 30epiratu y HeJOCTyITHOMY JUIsl {ITEH MICII.

YnakoBka.

ITo 10 Tabnerox mozyBanusM 50 mr ta 100 Mr y 6mictepi; mo 1 6micTepy y madili 3 KapTOHY.

[To 10 Tabmerok mo3yBanHsaM 50 mr ta 100 mr y 6mictepi; mo 100 GxictepiB y KopoOIIi 3 KapTOHY.
[To 1 Tabnerui no3yBanusM 150 mr y Gictepi; o 2 OiicTepu y madili 3 KapTOHY.

I[To 2 Tabnerku no3zyBauHsaM 150 Mr y OmicTepi; mo 1 GricTepy y madiri 3 KapToHY.

Kareropis Bignmycky.
3a peuenTtom.

BupoOHuk.



[IpAT «TexHomnor».

Micue3HaxoXKeHHS.
VYkpaina, 20300, Uepkacrska 00i1., M. YMaHb, Bys1l. MaHyinbcbKOTO, 8.

DOITYKOHA3OJI (aas 150 mr Ne 1)
(FLUCONAZOLE)

Cknao:

oitoua pevuosuna: HIyKOHA3OI,;

1 Tabnetka MicTUTh QurykoHazomy 150 mr;

OONOMIHCHI pevOo8UHY. JTAKTO3W MOHOTIIPAT, KpOXMaJlb KaPTOIUISIHUM, TTOBIJTOH, KPEMHIIO TIOKCHT KOOI THUM
0e3BOIHUH, HATPIIO KPOCKapMeTo3a, MarHito cTeapar, rinmpoMenosa (T1IpOKCHIIPOMiI-METHIIENI0N032a), TUTAHY
niokeun (E 171), Tanbk, nomietunenriikosib 6000 (makporon 6000), momicopOat 80.

Jlikapcbka ¢gopma. TabneTkn, BKpUTI 000JIOHKOIO.

dapmakoTepaneBTH4YHA rpyna. [Ipoturpu6koBi 3acodu miist cucteMHOro 3acrocyBanHs. [loxigni TpuazomyKoz
ATC JO2A CO1.

KutiHiYHI XapaKTepUCTHKH.

Ilokazanns.

["ocTpuii BariHabHUN KaHIUI03, KOJIU MiCIIeBa Tepallis He € JOPEUHOIO.
Kanmuno3uwmii 6ayiaHiT, KOJIM MiCIieBa Tepariis He € JOPEYHOIO.

Ilpomunoxazanus.

— l'inepuyTiuBicTh 10 (DIYyKOHA30MY, IHIIMX a30JIbHUX CIIONIY&00 10 OyIb-SKOi 3 JOMOMIKHHUX PEYOBHH

npernapary.

— OnHOUYacHe 3aCTOCYBaHHS (UIyKOHA30Iy Ta TepdeHa uHy NalieHTaM, sIKi 3aCTOCOBYIOTh (PIIyKOHA30J1
OararopazoBo y no3ax 400 Mr/no0y Ta BuIE (3riIHO 3 pe3yIbTaTaMH JOCITIHKSHHS B3a€MOJIi1 0araTopa3zoBoro
3aCTOCYBaHHS).

— OpmHOYacHE 3acTOCYBaHHS (DITYKOHA30JIy Ta HIIUX JIIKAPCHKUX 3ac00iB, M0 TO0BXKYIOTh iHTepBan QT Ta
MeTabo13yt0Thes 3a fonoMororo pepmenty CYP3A4 (manpukiiag nu3zanpuy, acTeMizolny, NiMO3U1y, XiHIUHY Ta
EpPUTPOMILIUHY).

Cnoci6 3acmocyeanus ma 003u.
Tabnemku cnid koemamu uinumu. lNputiom npenapamy He 3anexums 8i0 rnpuiomy iXi.

Hopocnnm.

[Tpenapat 3acTOCOBYBaTH IMEPOPATLHO Y 1031 150 MT 0JTHOPa30BO.

Ilayienmam nimnvoeo 8ixy.

[Tpu BigcyTHOCTI 03HAK NOpYyIICHHS (QYHKIIH HUPOK ISl JIIKYBaHHS JaHOI KaTeropii maIie€HTiB 3aCTOCOBYBATH
3BUYAKHY 03y VISl JOPOCITHUX.

Topywenns @ynxyii Hupox.

®nyKkoHa30J71 BUBOJUTHCS B OCHOBHOMY 13 ceuero y He3MiHeHoMYy Burisiai. [lpu pazoBoMy 3acTocyBaHHI mpemnapary
KOPHUTYBATH 103y JaHii KaTeropii mamieHTiB HE MOTPIOHO.

Topywenus ¢pynxyiu neuinku.
®yKOoHA301 CITiJ] 3aCTOCOBYBATH 3 00EPEKHICTIO MAIlI€EHTAaM 13 TOPYUICHHAMHU (YHKIIN TEYiHKH, OCKIIBKH
iHdopmartii momo 3actocyBaHHs (DIyKOHA30Jy i KaTeropii maIieHTiB HETOCTaTHBO.



Ilo6iuni peakuii.

3 6oky cucmemu Kpogi ma nimpamuynoi cucmemuy: aHEMisl, arPaHyJIOIUTO3, JICUKOIICHISI, HEUTPOTICHIS,
TPOMOOILIUTOTICHIS.

3 6oky imynnoi cucmemu: anadinaxcis.

Memaboniuni ma animenmapHui po3naou: 3HIKEHHS alleTUTY, TIIEPTPUTIILEPUIEMis, TIIePXOIeCTePHHEMIs,
rirnokamiemis.

3 60Ky ncuxixu: G€3COHHS, COHJIUBICTb.

3 60Ky Hepsogoi cucmemu: TOJTOBHUH OLTb, CYyZIOMH, 3aIIaMOPOYCHHS, TTApECTe3ii, MOPYIIIEHHS CMaKy, TPEMOD.

3 60Ky opeanis cryxy ma eecmubyiapHo2o anapamy: BEpTUTO.

3 6oky cepys: mapoKCcU3MalbHa IITYHOUYKOBA TaXiKapis TUIY «IIpyeT», HoJoBxeHHs iHTepBainy QT.

3 60Ky KUWKOBO-ULIYHKO8020 mpakmy. OUIb y YepeBHii MOPOKHUHI, Aiapesi, Hy10Ta, OJII0BaHHS, 3a10p, JUCIIENCis,
METEOPHU3M, CYXiCTh Y POTIi.

3 6oky ecenamobiniapnoi cucmemu: NiABUILICHHA PiBHS anaHiHamiHoTpaHcdepasu (AJIT),
acmaprataminorparcdepasu (ACT), mykHoi pocdarasu, Xxonecras, KOBTSHHIIS, MTiIBUIICHHS PiBHS OUTipyOiHy,
NeYiHKOBA HEJJOCTATHICTh, FeNaTOLETIONIAPHUN HEKPO3, TEMAaTUTH, TeNaTOLENIONIPHE YPayKeHHS.

3 6oky wiKipu ma niowKipHoi mKanuHy, BUCUIAHHS, CBEPOIK, MEIMKAMEHTO3HUHN 1€pMaTUT, KPOIIUB SHKa,
[iBUILIEHE NOTOBUIIICHHS, TOKCUUHUH emifiepMallbHUI HeKpodi3, cunapoM CriBeHca-J[)KOHCOHA, TOCTPHA
reHepai30BaHNN €K3aHTEMAaTO3HUI My CTYIIb03, eKC(OTIaTUBHUHN IEPMATHUT, aHTIOHEBPOTUIHNN HAOPSK, HAOPSIK
00IMYYs, aJIoNelis.

3 60Ky onopHo-pyx06020 anapamy ma CnOAY4YHOI MKAHUHU: MIaJTis.

3acanvui posnaou ma peaxyii' y micyi 66edenns NiJABUILEHA BTOMIIIOBAHICTb, HE3/1y KaHHS, aCTECHisl, TapsuKa.
Jimu.

YacroTa Ta xapakTep MobiuHUX peakiliii 1 BIAXUICHb Bl HOPMHU Pe3yIbTaTiB JIa0OpaTOPHUX aHANMI3IB y XO/I1
KJIIHIYHUX JAOCTIHKEHB 3 yYacTIO AITEH CIIBCTaBHI 3 TAKUMHU Y JTOPOCIHUX.

Ilepeodo3ysanns.

IcHYI0TB TOB1IOMIIEHHS TIPO NIepe03yBaHHA (ITyKOHA30I0M; OJJHOYACHO MOB1IOMIISIIOCS MPO TaIIOIMHALIT Ta
[apaHoiajIbHy MOBEIIHKY.

[Tpu nepeno3yBaHH1 HEOOX1THO MPOBECTH CUMITOMATUYHY MIATPUMYIOUY Teparlio Ta y pa3i HeoO0XiIHOCTi
MPOMHTH IILTYHOK.

®dyKoHa30J1 3HAUHOIO MIPOIO €KCKPETYETHCS 3 ceuero; (OpCOBaHMM Jlype3 MOXKe IPUCKOPUTH BUBEJICHHS
npemapaty. CeaHc reMo/Iializy TPUBAIICTIO 3 TOIMHY 3HIDKYE PiBeHb (DIYKOHA30IIy Y IIa3Mi KPOBi MPUOIM3HO HA
50 %.

3acmocyeanns y nepiod eazimmuocmi aoo 200y6anns zpyooio.

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

(<200 Mr/mo0y) KiTbKOM COTHSIM BariTHUX >KIHOK IPOTATOM [ TpuMecTpy BariTHOCTI, HE MPOIEMOHCTPYBAIIU
HeOaxaHnX eekTiB Ha rria. [ToBiqoMIIsIIOCS PO YUCENbHI BPOIKEHI TATOJIOTIi y HOBOHAPOKEHUX (BKITIOYAI0UN
OpaaudpeHito, IUCIIIA31I0 BYITHOI pAaKOBUHH, HaMipHE 301IbIICHHS IEPEIHHOTO TiM I4YKa, BUKPUBJICHHS CTETHA,
TUICYOTIKTHOBUM CHHOCTO3), MaTepi SIKMX MpUHMaIi BUCOKI 103U ¢urykonazoiry (400-800 mr/mo0y) mpotsrom
npUHaiiMHI TpboX a00 OLIbIIE MICALIB AJIA JIIKYBaHHS KOKLUA10i103y. 3B’ SI30K MIX 3aCTOCYBaHHIM (DIIyKOHA30JIy Ta
[IMMH 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 BUHSATKOM KPaiHbOi HEOOX1THOCTI.

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

@DiryKOHA30J1 IPOHUKAE Y TPYTHE MOJIOKO Ta JOCATAE HUKIOT KOHIICHTpAIIil, HiX Yy T1a3mi KpoBi. ['oyBaHHS
IpyJUII0 MOXKHA TPOJIOBXKYBATH HICIIs pa30BOT0 3aCTOCYBaHHS 3BUYAMHOT 103 (PIIyKOHa30i1y, 1110 cTaHOBUTH 200
MT 200 MEHIIE.

['omyBaTH rpyIIt0 HE PEKOMEHI€ThCs IPH OaraTopazoBoMy 3aCTOCYBaHHI (IyKOHa30:1y abo MpH 3aCTOCYBaHHI
BHUCOKHX 7103 (hJTyKOHA30JTy.



Himu.

EdexTuBHICTh Ta O€3MEUHICTD 3aCTOCYBaHHS (IYKOHA30TY JJIs JIIKyBaHHS TeHITAIBHUX KaHAMIO031B y JiTeH HEe
BCTaHOBJICHI, HE3BAKAIOYM HA BUUEPITHI 1aH1 1110J10 3aCTOCYBaHHS Mpenapary JITsIM. SIKIo iCHy€e HarajabHa
noTpeda 3aCTOCYBaHHS MpemnapaTy mijurTkam (BikoM Bix 12 10 17 pokiB), CITiJy 3aCTOCOBYBATH 3BUYAMHI JO3H IS
JIOPOCIIHX.

Ocoobnusocmi 3acmocyéanns.

Hepmamodghimis. Jlyis nikyBaHHS nepMato@itii y miTed GrykoHA30J HE TIEPEBHUIITY€e TPU3e0(yIIbBiH 32 e(DEKTHBHICTIO
1 3araJbHUN MOKa3HUK e(heKTUBHOCTI cTaHOBUTH MeHIe 20 %. Tomy npenapate ciiii 3aCTOCOBYBATH JUIs
JIKyBaHHS AepMaToOPiTii.

Kpunmoxkokos. Jloka3iB eheKTUBHOCTI (ITyKOHA30IIy A7 JIIKYBaHHS KPUNITOKOKO3Y 1HIIHX JIOKami3aii (Hampukiaja
JIETEHEBOTO KPHUIITOKOKO3Y Ta KPUIITOKOKO3Y HIKipH) HEJOCTATHBO, TOMY PEKOMEHIAIIN MI0/I0 T030BOTO PEXKUMY
JUIS JTIKYBaHHS TAKUX 3aXBOPIOBAHb HEMAE.

I'nuboki endemiuni mikozu JlokasiB epeKTUBHOCTI (ITyKOHA30TY IS JIIKyBaHHS 1HIIUX (POpM €HIEMIYHUX MIKO3iB,
TaKuX K MapaKOKLIUA101A0MIKO3, FICTOINIA3MO3 Ta MIKIPHO-TIM(PATUYHUIN CIIOPOTPUXO03, HEJOCTATHBO, TOMY
PEKOMEH/IAIlIi II0/I0 JO30BOTO PEKUMY JJISl JIIKYBAaHHS TAKUX 3aXBOPIOBAHb HEMAE.

Huprosea cucmema. Tlanientam 13 nmopyuieHHAM (YHKIIIH HUPOK Mpemnapar CiIijl 3aCTOCOBYBATH 3 00EPEKHICTIO
(muB. po3nin «Crioci0 3acTOCYBaHHS Ta I03U»).

T'enamobiniapua cucmema. Ilanientam i3 nopyueHHsSM QYHKIIIH MEUiHKH MIpemnapaT cliijJ] 3aCTOCOBYBATH 3
o0epekHiCTIO. 3acTOCYBaHHS (DITYKOHA30JTy aCOIFOBAIOCS 3 BHHUKHCHHSIM PIAKICHUX BHITAIKIB PO3BUTKY TSIKKOI
rernaToTOKCUYHOCTI, BKJIFOYAIOUH JIETaJIbH1 BUMAIKU, TOJJOBHUM YMHOM Y MAIli€HTIB 13 TSHKKMMU OCHOBHUMU
3aXBOPIOBAHHSAMU. Y BHUIIAJKAX, KOJIH PO3BUTOK IelaTOTOKCUYHOCTI aCOIIIOBABCS 13 3aCTOCYBaHHSAM (DIIyKOHA30ITy,
He OyJ0 BiZJ3HAYEHO 11 IBHOT 3aJIeXKHOCTI BiJ] 3arajibHOI 1000BO1 103U Mpemnapary, TPUBAIOCTI Teparii, crati abo
BIKy Mami€HTa. 3a3BUYaii rermaToTOKCHYHICTh, CIPUYMHEHA (DIIyKOHA307I0M, 000POTHA, a ii MPOsSBY 3HUKAIOTH ITiCIIS
NPUIIMHEHHS Teparii.

3a marieHTamMu, y sIKUX P 3aCTOCYBaHHI (UIYKOHA30JTy CIIOCTEPIraloThCS BIIXHUICHHS PE3y/IbTATIB
(GYHKIIIOHATBHUX MPOO MEeUiHKH, CIIiJI BCTAHOBUTH PETENBFHUIN HATJISI 00 PO3BUTKY OLIBII TSKKOTO YPasKeHHS
MIEYIHKH.

[TamienTiB cnig npoiHGopMyBaTH PO CUMITOMH, IO MOXKYTh CBITYUTH MPO CEPHO3HUN BIUIMB HA MEYIHKY
(BHpakeHa acTeHisl, aHOPEKCisl, MOCTiifHa Hy10Ta, OFOBAaHHSA Ta KOBTSHUIL). Y TaKOMY BHUIIAJIKy 3aCTOCYBAHHS
¢ryKoHa30I1y CiIii HeraifHO NPUIUHUTHU Ta IPOKOHCYJIBTYBATHUCS 3 JIIKAPEM.

Cepyeso-cyounna cucmema. JIeski a3071, y TOMY 9HCHI i (DITyKOHA30J1, aCOIIIOIOTHCS 13 MOAOBKEHHSIM THTCPBATY
QT na enextpokapaiorpami. [loBizomisiiocs mpo ayske piIKiCHI BUMAIAKu moaoBxkeHHs iHTepBany QT ta
MapOKCU3MAIIbHOI IIITYHOUKOBOI TaXiKapAii THUITy «IipyeT» MpH 3aCTOCYBaHHI npemapary. Taki OBiJOMICHHS
CTOCYBAJIHCS MAII€HTIB 13 TSKKAMHU 3aXBOPIOBAHHSAMH IMPH MOETHAHHI 6araThox (GaKkTOpiB PUUKY, TAKUMHU SIK
CTPYKTYPHI 3aXBOPIOBaHHS CEPIls, IMOPYIICHHS €ICKTPOIITHOIO OOMIHY Ta OJTHOYACHE 3aCTOCYBAHHS 1HIIIMX
JKapChbKUX 3ac00iB, 1110 BIUIMBAIOTH Ha iHTepBan QT.

[Tpemapar citig 3 00epeKHICTIO 3aCTOCOBYBATH TALIIEHTAM i3 PU3UKOM PO3BUTKY apuTMiil. 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 CYP3 A4 i npononrye intepsan QTc npu 3actocyBaHHI y
PEKOMEHIOBAaHMX TEPANEBTUYHUX J103aX. OJJHOYACHE 3aCTOCYBaHH raJlopaHTpHHy Ta (IIyKOHA30JIy HE
PEKOMEHIY€EThCS.

Hepmamonoeiuni peaxyii. I1ix gac 3actocyBaHHS (QIIyKOHA30JTy PIIKO MOBITOMIISIIOCS TTPO PO3BUTOK TAKUX
ekc(oIiaTUBHUX HIKIPHUX peakiii, sk cuHapoM CriBeHca-/[)KoHCOHa Ta TOKCUYHUHN emiiepMalbHUN HEKPOJIi3.
[MamienTtn, xBopi Ha CHIJI, OinbIn cXMIIbHI 10 PO3BUTKY TSDKKHUX IIKIPHUX PEAKIIii MPH 3aCTOCYBaHHI OaraTbox
JKapChKUX 3ac00iB. SIKIO y Malli€eHTa i3 MOBEPXHEBOIO TPUOKOBOIO 1H(MEKITIEIO 3’ IBISIFOTHCS BUCUIIAHHS, 1110
MOJKHA ITOB’S3aTH 13 3aCTOCYBAaHHAM (IIyKOHA30ITy, TTOJANIBIIE 3aCTOCYBAHHS NIPENapaTy CIiJ MPUMHHNATH. SIKII0 y
MaIi€eHTa 3 iIHBA3UBHOIO/CUCTEMHOIO TPUOKOBOIO 1H(EKIII€I0 3’ ABIAIOTHCS BUCUIIAHHS Ha IIKipi, 32 HOTO CTAaHOM
noTpiOHO PETENBHO CIIOCTEPIraTH, a y BUIAJKy PO3BHTKY OyJIbO3HHX BHCHIIAaHb a00 MYJIbTH()OPMHOI eprTEMHU
3aCTOCYBaHHS (IyKOHA30I1y CIIiJ MPUITUHUTH.

linepyymaugicme. Y pilkKiCHUX BUTIAJIKAX TTOBIAOMIISIIIOCS TIPO PO3BUTOK aHA(DITAKTHYHUX PEaKIii.



Lumoxpom P450. ®nykonason € noTykHUM iHri6iTopoMm pepmenty CYP2C9 ta nomipHuM iHri6ITOpOM pepMeHTy
CYP3A4. Takox dmykonason € inriditopom dpepmenty CYP2C19. Coix crioctepiratu 3a CTaHOM TAIIEHTIB, SKi
OJTHOYACHO 3aCTOCOBYIOTH (DIyKOHA30JI Ta MPENapaTH 3 By3bKHM TEPAaeBTHYHUM BIKHOM, 10 METa0Oi3YIOThCA 3
yuaacTio CYP2C9, CYP2C19 ta CYP3A4.

Tepgpenaoun. Cain peTesbHO CIOCTEPIraTy 3a CTAaHOM MAallieHTa IPH 0JHOYACHOMY 3aCTOCYBaHHI Tep(eHauHy Ta
¢dnykonazoy y no3i merme 400 Mr Ha 100y .

Honomisxncni pewosunu. Ilpenapat mictuthb nakto3y. [lamieHTaM 3 piAKICHUMH CIIaJJKOBUMH 3aXBOPIOBAHHIMH,
TaKUMHU SIK HETIEPEHOCHUMICTh TaJIaKTO3H, HEIOCTATHICTD J1akTa3u Jlamma Ta MababcopOIIist TIIIOKO3HU-TaTaKTO3H,

HE CJIiJ] 3aCTOCOBYBATH LieH Impemnapar.

30amuicmb eniueamu Ha WEUOKICMb peaKyii npu KepyeanHi aé6mompancnopmom aoo pooomi 3 iHuuMu
Mmexanizmamu.

JlocnikeHb BIUIMBY (PITyKOHA30Jy Ha 34aTHICTh KEPYBATH aBTOTPAHCIIOPTOM a00 MPAItOBAaTH 3 IHIIMMU
MexaHi3MaM# He TipoBo . [lamienTiB cimig mpoindopMyBaTH PO MOKIMBICTH PO3BUTKY 3allaMOpPOUYCHHS 200
CYJIOM i/l 4ac 3aCTOCYBaHHs npenapaTy. [Ipu po3BUTKY TaKMX CUMIITOMIB HE PEKOMEHIY€ThCSI KEpYBaTH
aBTOTPAHCIIOPTOM a00 TPAIFOBATH 3 IHITUMHU MEXaHI3MaMH.

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

IIpomunoxazano cymicne 3acmocy8ants ayKoOHA301Y MAa HUNCUE3A3HAYEHUX NIKAPCbKUX 3ac00is.

Luzanpuo: NoBIAOMIISIIOCS PO PO3BUTOK NOOIYHUX PEaKIliil 3 00Ky ceplis, y TOMY UHCIIi PO MaPOKCU3MAIbHY
[UTYHOYKOBY TaxiKapJilo TUITY «IipyeT» y Malli€HTIB, SKi OJHOYACHO 3aCTOCOBYBAIU (hIyKOHA30J Ta IIU3aMPH/I.
Opnnouacue 3actocyBanns 200 mr ¢aykoHaszony 1 pa3 Ha 100y Ta 20 Mr nu3anpuay 4 pasu Ha 00y IPHU3BOINIIO
JI0 3HAYHOTO MiJBUILEHHS PiBHS LU3ANpPHUILY Y MJa3Mi KpoBi Ta 10 nmoAoBxkeHHs iHTepBaity QT. OgHovyacHe
3acTOCyBaHHS (PIIyKOHA30Jy Ta U3ANPHUAY IPOTUIIOKA3aHe (IUB. PO3LT 4IpOmMuUnoKazanHsmy).

Tepghenaoun: MOBIAOMIIAIOCS PO BUMAIKHU PO3BUTKY TSXKKUX CEPLIEBUX apUTMil, CHPUYMHEHUX MOJOBKEHHIM
inTepBairy QTc, y mami€eHTiB, sSKi 3aCTOCOBYIOTh a30JIbHI MPOTUTPHOKOBI JIIKAPCHKi 3aCO0H OJTHOYACHO 3
tepdpenanunom. [Ipu 3actocyBanHi ¢urykoHazony y 1031 200 mr Ha 100y He OyJI0 BUSBICHO MOIOBKECHHS
iaTepBany QTc. 3acTtocyBanns durykonazoiny y no3ax 400 mr ta 800 mr Ha 100y TPOJIEMOHCTPYBAJIO, 110
3acTocyBaHHA (hiykoHa3omdy y no3ax 400 mr Ha 100y abo BuIlle 3HAYHO MiJBUIIYE PiBeHb TephEHAANHY Y TUIa3Mi
KPOBI ITPH OJTHOYACHOMY 3aCTOCYBaHHI IUX npernapariB. CymicHe 3acTocyBaHHs ¢urykoHasoury y no3ax 400 mr abo
BUIIIE 3 Tep(eHaMHOM NPOTUIIOKa3aHe (AUB. po3il «Ipomunokasannay). Ilpu 3actocyBaHH1 QiyKoHa3011y y
no3ax zHmwk4de 400 Mr Ha 100y OTHOYACHO 3 TEPPEHATMHOM CIIi/I TPOBOIUTH PETEIBHUN MOHITOPHHT CTaHY
[marji€eHTa.

Acmemizon: cyMicHe 3acTOCYBaHHS (DITYKOHA30JIy Ta aCTeMi30 Iy MOXe 3MEHIIUTH KITIPEHC aCTeMi30Iy.
CropuyrHeHe UM MiIBULIEHHS KOHLIEHTpALil acTeMi30J1y y Mia3Mi KpoBi MO>Ke PU3BECTH J10 MOIOBKEHHS
iHTepBaity QT Ta y piikicCHUX BUIIaAKaX — J10 MapOKCU3MaIbHOI IUTYHOYKOBOI Taxikapaii Tuny «mipyer». OgHodyacHe
3aCTOCYBaHHS ()IyKOHA30JIy Ta aCTEMi30/Iy IPOTUIIOKA3aHE.

ITimo3u0 ma xinioun: cyMicHe 3aCTOCYyBaHHS (UIYKOHA30JTy Ta MIMO3UAY a00 XiHIIUHY MOXE PU3BOIAUTH JIO
MPUTHIYEHHS] MeTa0oi3My miMo3uay ado xiHiguHy. [liABUIIeHHs KOHIIEHTpaIlii miMo3uay abo XiHIIUHY Y MIa3Mi
KpPOB1 MOX€E CIPUYMHATU No10BkeHHs 1HTepBainy QT Ta y piaKiCHUX BUIAJKax MPU3BOAUTH O PO3BUTKY
NapOKCU3MaIbHOI INTYHOUKOBOI Taxikapaii Tumy «iipyeT». OJlHoYacHe 3aCTOCYBaHHS (UIyKOHA30Iy Ta MIMO3UIY
a00 XiHIIWHY POTHITOKA3aHe.

Epumpomiyun: omfHOYacHE 3aCTOCYBaHHS €pUTPOMILIMHY Ta (PIIyKOHA30Jy NOTEHIIMHO MOXKe IPU3BOAUTH J10
MIJBUIIEHHS PU3UKY PO3BUTKY KapA10TOKCUYHOCTI (IooBxkeHHs iHTepBany QT, mapokcu3smalibHa NUTyHOYKOBA
TaxiKapAis TUILY «IipyeThTa, IK HACIiI0K, 10 PanToBOi cepleBoi cMepTi. 3aCTOCYBaHHs KOMOIHALT JaHUX
JKapChbKUX 3aC001B MPOTUIIOKA3aHE.

He pexomendyembcs oonouache 3acmocysants GayKoHaA301y ma HUXCUe3a3HAYeHUX JiKapCbKUux 3acoois.
Tanogpanmpun: GaykoHA307 MOKE CIPUUYMHUTH ITiABUIIECHHS KOHIICHTpalii rajodanTpuHy y 1uia3mi KpoBi 3a
paxyHok npurHideHHs CYP3A4. OqHovacHe 3aCTOCYBaHHS IUX JIIKAPChKUX 3aC001B MOTEHLIHO MOXe
MPU3BOINUTH A0 MIABUILEHHS PU3UKY PO3BUTKY KapA10TOKCHUYHOCTI (rofoBxeHHs iHTepBany QT, mapokcusmaibHa
IITYHOUYKOBA TaxiKap/is TUIY «IipyeDa, sIKk HaCliJI0K, 1O ParToBoi cepieBoi cMepTi. Ciil yHUKAaTH
3aCTOCYBaHHS KOMOIHaIll] TaHUX JIKapChbKUX 3acO01B.




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

Bnaue inwux nikapcokux 3acobig na ¢hrykonasol.

OpnHo4vacHe BXXKUBAHHS 1K1, IUMETUIUH, aHTAIIUAN a00 MOIaJIbIIe ONPOMIHEHHS YChOTO TUTA JIJIS TIEPECaIKU
KICTKOBOTO MO3KY HE Ma€ KJIIHIYHO 3HAYYIIOr0 BIUTUBY Ha abcopOito GryKoHa30y MPH HOro NepopaTbHOMY
3aCTOCYBaHHI.

Pugamniyun: onnouacHe 3acTocyBaHHs (IIyKOHa30:1y Ta pudamminuny npuzBoauio 1o 3HwkeHHs AUC Ha 25 %
Ta CKOPOYyBaJo Nepio HamiBBUBeACHHS (Birykonazomy Ha 20 %. Tomy Juist MaiieHTIB, SIKi 3aCTOCOBYIOTh
pudamMIinuH, caia po3rasSHYTH JOUITBHICTH MiABUIEHHS 103U (IIyKOHA30IY.

Bnaus ¢pnykonazony na inwi 1ikapcuki 3acoodu.

®dyKkoHa301 € NOTYKHUM 1HT10iTopoM 130pepmenTy 2C9 nuroxpomy P450 (CYP) ta momipHuM iHribiTopom
CYP3A4. Takox ¢uryronason € inriditopom CYP2C19. Okpim criocTepexyBaHUX/ TOKYMEHTAIBHO MiATBEPIKCHNX
B3a€MO/IH, 110 OMKCaHI HUXKYe, IPU OJTHOYACHOMY 3aCTOCYBaHHI 13 (DIIyKOHA30JI0M iICHY€ PU3UK MiBULIICHHS Y
I1a3Mi KpOB1 KOHLEHTPALIN 1IHIINX CHONYK, 1110 MeTadomizytoTecss CYP2C9 ta CYP3A4. Tomy 3acTocoByBaTu Taki
KOMOIHaIli1 mpenapariB ciij 3 00epekHICTIO; MPHU I[bOMY HEOOXITHO PETENBHO CIIOCTEPIraTH 3a CTAHOM Malli€HTIB.
[TpurniuyBanbHa aist GpryKkoHa30dy Ha GepMEHTH 30epiraeThes MpoTIrom 4-5 mid micias Horo 3aCTOCyBaHHS y
3B’S3KY 3 HOI'O TPUBAJIUM IEPI0JIOM HaIiBBUBEACHHS.

Anvghenmanin: i yac OHOYACHOTO 3aCTOCYBaHHS ajbPeHTaHlry y 1031 20 MKI/KT Ta durykoHazony y 1031 400 mr
croctepiranocst ABokpatHe 30unbieHHs AUG, MoxnuBo, yepe3 iHrioyBanns CYP3A4. Moxe OyTu HEOOX1IHUM
KOPUTYBaHHS JI03H alb(ECHTAHIITY.

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

Amepomepuyun B: omHOUYACHE 3aCTOCYBaHHS (IIyKOHA30iy TaaMmpoTepuiinHy B iHdikoBaHUM MHIIaM i3
HOPMaJIbHUM IMYHITETOM Ta 1H(PIKOBAHUM MHILIAM 31 3HIXKEHUM IMYHITETOM MPHU3BENO 0 TAKUX Pe3yJbTaTiB:
HEBEJIMKUI aJluTUBHUN NPOTUTPUOKOBUM e(peKT nMpu cucTeMHIN 1HpeKii

C. albicans, BINCYTHICTb B3a€MO/IiT IPU BHYTpILIHbOUEpENHiN iHPekuiryptococcus neoformans Ta aHTaroHi3m
JIBOX TIpETapariB MpH CUCTeMHIN 1HPEKIiA. fumigatus. KiiHidHe 3HaYeHHS pe3yNIbTaTiB, OTPUMAHUX y X0/ IIHX
JOCIIIIKEHDb, HEBIIOME.

AumukoaeynsHmu: sIK 1 IPH 3aCTOCYBaHHI IHIIAX a30JIbHUX MPOTUTPHOKOBHX 3aCO01B, IPH OJTHOYACHOMY
3aCTOCYBaHHI (IyKOHA30y Ta Bap(apHHy MOBIAOMIISIIOCS PO BUMAJAKH PO3BUTKY KPOBOTEY (réMaTOM, HOCOBOT
KpOBOTEYl, IUTYHKOBO-KHUIIIKOBUX KPOBOTEY, TEMATypii Ta MEJIEHN) Y TOE€JHAHHI 13 TIOJJOBXKEHHAM
npoTpoMOiHOBOTO yacy. [Ipu ogHOUacCHOMY 3acTocyBaHHI (PIyKOHA30Iy Ta BappapuHy CIOCTEpiraiaocs IBOKpaTHE
M IBUIICHHS TPOTPOMOIHOBOTO Yacy, iMOBIpHO, BHACIIIOK MTPUTHIYEHHS MeTabomi3My Bapdapuny uepe3 CYP2CO.
Cnizt peTesibHO KOHTPOJIIOBATH MPOTPOMOIHOBHI Yac y MAIli€HTIB, sIKI OJHOYACHO 3aCTOCOBYIOTh KyMapHHOBI
AHTHKOATYJISTHTH. Moke OyTH HEOOX1THOIO KOPEKIIis 1031 Bap(apuHy.

Benzooiaseninu kopomkoi 0ii, Hanpuknao mioazonam, mpuazonam Ipu3HaueHHs (IIyKOHA30ITy MiCIs
NEPOPAILHOr0 3aCTOCYBaHHS Mia301aMy IPU3BOANIIO O 3HAYHOTO MIJABUIIECHHS KOHLIEHTpALlli MiJla30/1aMy Ta J10
MOCUJIEHHS IICUXOMOTOPHUX edekTiB. OHOYacHe 3acToCyBaHHs (iykoHa3ony y 1031 200 Mr Ta Mifazonamy y 1031
7,5 mMr nepopanbHO npu3Boauiio no nigsuiieHHss AUC ta nepiofy HaniBBUBeIEHH: y 3,7 Ta 2,2 pa3a BIANOBIIHO.
3acrocyBaHHA (rykoHa3oy y 1031 200 mr/noly ta 0,25 Mr TpraszonaMy nepopaibHO MPU3BOANIO 10 MiIBUILEHHS
AUC Ta nepiony HamiBBuBeAeHHS y 4,4 Ta 2,3 pa3a BianosiaHo. [Ipu ogqHouacHOMY 3acTOCyBaHH1 (hIIyKOHA30Iy Ta
TpHa3oJiaMy CIIOCTEpiranocs MOTEHIIIOBaHHS Ta MPOJIOHTaIlis e(eKTiB TpHa3oIamy.

S0 nanieHTy, IKUH IPOXOAUTH KypC JIIKYBaHHS (DJIyKOHA30JI0M, CJIiJI OJHOYACHO MIPU3HAUYUTH TEPAIIiI0
OeH3o/ia3zeninaMu, 103y OCTaHHIX CJiJl 3SMEHIIUTH Ta BCTAHOBUTH HaJICKHUN HATJIS 32 CTAHOM IIalli€HTA.
Kapbamasenin: GirykoHa30J1 pUTHITY€e MeTa00ITi3M KapOama3eriny Ta CIPUYUHSIE T IBUIICHHS PiBHS
KapOamaseniHy y cupoBariii KpoBi Ha 30 %. IcHye pu3uK po3BUTKY MPOSIBIB TOKCUUHOCTI 3 O0KY KapbaMaszeriHy.
Moxe OyTr HEOOXiTHUM KOPUTYBaHHS A03U KapOamasermiHy 3aJIe)KHO BiJl piBHS HOTo KOHIIEHTpaii Ta 1ii
npernapary.

Fnoxkamopu xanvyiesux kananis: nesiki aHTarOHICTH KaJIbIliI0 (Hi)eAUITIHICpANTIIH, aMIIOTUTIIH Ta (EeJTOTUTIIH)
meTabomizytoTbes pepmenToM CYP3A4. @iykoHa30/1 NOTEHIIHO MOXKEe MiABUIIYBAaTH CUCTEMHY €KCIIO3ULIII0
0JI0KaTOPIB KaJbLIEBUX KaHAJIB. PekoMeH10BaHUH peTelbHUI MOHITOPUHT II0JI0 PO3BUTKY MOOIUHUX pEaKLIH.




[]enexokcu6: mpu oJHOYACHOMY 3acTocyBaHHi ¢urykoHazony (200 Mr Ha 700y) Ta LIETEKOKCUOY

(200 mr) CaxTa AUC menexokcuOy migBuinyBaiucs Ha 68 % ta 134 % Bignosigno. [Ipu omHouacHOMY
3aCTOCYBaHHI IIeIeKOKCHOY Ta (hIIyKOHAa301y MOke OyTH HEOOXiTHUM 3MEHIICHHS 03U 1eIEKOKCUOY BABIYi.
Luxnogocghamio: omHOUaCHE 3acTOCyBaHHS IUKI0(Oochamiay Ta GIrykoHA30ITy PU3BOIUTH JIO ITiIBUIICHHS PiBHS
OimipyOiHy Ta KpeaTHHiHy B CHpOBaTIi KpoBi. Li mpenapatu Mo>kHa 3aCTOCOBYBAaTH OJJHOYACHO, 3BAXKAIOYU HA
PH3UK MiIBUIICHHS KOHIIEHTpAIii OiipyOiHy Ta KpeaTHHIHY B CHPOBATIII KPOBI.

@enmanin: NOBIAOMIISIIOCS PO OAMH JETANIbHUN BUMIAJOK IHTOKCUKAIIi (DEHTaH1JIOM YHACTIA0OK MOKIUBOT
B3aeMOI1 peHTaHUTYy Ta (ryKoHa3ory. Jlo Toro sk 0yJio MpoIeMOHCTPOBAHO, IO (IIyKOHA30J 3HATHO
YIOBUIBbHIOBAB eNiMiHalito Gpentaniny. [ligBuiieHHs KOHIIEHTpalili (PeHTaHLTy MOXE MPU3BECTH O MPUTHIYCHHS
JUXaHHS, TOMY CITiJ] peTEIbHO KOHTPOJIIOBATH CTaH MaimieHTa. Moxe OyTi He0OX1JHOI KOPEKITis 103u (DeHTaH1Ty.
Ineioimopu I' MI-KoA-pedykma3zu: cyMicHe 3acToCcyBaHHS (IyKOHA30Jy Ta IHT10ITOPIB

I'MI'-KoA-penykrasu, mo meradomizytorscsi CYP3A4 (aTopBactaTuH Ta cuMBacTaTuH), abo inriditopis 'MI -
KoA-penyxrasu, mo merabomnizytorscs CYP2C9 (dayBactaTun), MiBHUILY€E PU3UK PO3BUTKY MiomnaTii Ta
pabaomionizy. Y pa3i HEOOXITHOCTI OTHOYACHOTO 3aCTOCYBaHHS IIMX MPETapaTiB CIIiJl peTebHO CIOCTEePIraTu 3a
MAI[i€HTOM II0J0 BUHUKHEHHS CUMIITOMIB MiomaTii Ta pabIoMioi3y 1 MPOBOJUTH MOHITOPUHT PiBHS
KpeaTWHKiHA3W. Y BUTAJKy 3HAYHOTO MiABHUINECHHS PiBHS KpEaTHHKIa3H, a TAKOXX MPU A1arHOCTYBaHHI abo migo3pi
Ha Miomnartito/padaomionis 3acrocyBanHs iHr10iTopiB [ MI'-KoA-pemykTasu ciil mpUNUHUATH.

Imynocynpecopu (Hanpukiao yuki0CnopuH, e6eponimyc, CUpoIIMyc i maKpoIimyc).

Luxnocnopun: GpirykoHa301 3Ha4HO miBuILye koHneHTpaunito Ta AUC nukinocnopusy. [Ipu onHouacHOMy
3acTOCYBaHHI (DIyKoHAa30:1y y 1031 200 Mr/m00y Ta MUKJIOCTIOPUHY Y 1031

2,7 mr/kr/no0y cnocrepiranocs 30utbmeHHs AUC nuxiiocniopuny y 1,8 pasa. Lli mpenapatu MoXHa 3aCTOCOBYBATH
OJTHOYACHO 32 YMOBHU 3MEHIIIEHHS JTO3H HUKIOCIOPHHY 3aJIC)KHO BiJl HOTO KOHIIEHTPAITii.

Eseponimyc: prykoHa307 MOXKe MiABUILYBaTH KOHIIEHTPAILIII0 €BEPOIIMYCY B CHPOBATIII KPOB1 Uepe3 MpUrHiYeHHs
CYP3A4.

Cuponimyc: (hayKoHa30 MiJBUILY€E KOHIIEHTPALIIO0 CUPOJIIMYCY Y MJIa3Mi KpOBi, IMOBIPHO, IIXOM NMPUTHIYEHHS
MeTabomizmy cuporimycy dpepmerrom CYP3A4 ta P-riikonporeinom. 1l mpenapat MokHa 3aCTOCOBYBATH
OJIHOYACHO 32 YMOBH KOPUTYBaHHS JJO3M CUPOJIIMYCY 3aJIeKHO BiJl piBHS KOHIEHTpAIlii Ta eeKTIiB Bij
3aCTOCYBaHHS Ipenapary.

Taxponimyc: prykoHa30] MOKE TiABUIIYBATH KOHIIEHTPAIIl TAKPOIIMYCY Y CHPOBATIIl KPOBI 10

5 pas3iB mpu HOTO MEepOpaTbHOMY 3aCTOCYBaHHI Yepe3 MPUTHIYEHHS METa00Ii3My TaKpoJliMycy GpepMeHTOM
CYP3A4 y xumeynuky. [Ipy BHyTpIIIHBOBEHHOMY 3aCTOCYBaHHI TAKPOJIMYCYy HE CIIOCTEPIranocs 3HaYHUX 3MiH
bapmakokinetuku. [1inBHIIEHI PiBHI TAKPOITIMYCY acOIIIOIOTHCS 13 HehpoTOKCHYHICTIO. J[03y TaKpomiMycCy st
NEePOPAILHOTO 3aCTOCYBaHHS CIIiJl 3HM)KYBATH 3aJI€KHO Bl KOHIIEHTpALlii TAKpOJIIMYCY.

Jlozapman: GrykoHA30J IPUTHITYE META00ITI3M JI03apTaHy /10 HOTO aKTUBHOTO METa0OIITy

(E-31 74), u1o 3yMoBII0€ OUIBIITY YaCTUHY aHTAroHi3My J10 perenTopiB anrioteH3uny Il mijx yac 3acrocyBaHHs
J03apTany. PekoMeH10BaHO 3/1IHCHIOBATH MOCTIHHII MOHITOPUHT apTePialbHOTO TUCKY Y MAIlI€HTIB.

Memaoon: hbayKoHa301 MOXKe MiJBUIITYBATH KOHIIEHTPAIlil0 METaJ0OHYy Y CHpOBaTIi KpoBi. [Ipu ogHOUacHOMY
3aCTOCYBaHHI METAJIOHY Ta (IIyKOHA30IJIy MOKe OyTH HEOOXiTHIM KOPUTYBAaHHS JT03M META/IOHY .

Hecmepoioni npomusananvui npenapamu: Ipu 0THOYACHOMY 3aCTOCYBaHHI1 3 (UIyKOHA30JI0M Gyax Ta AUC
bnypoinpodeny miapumryBanucs Ha 23 % Ta 81 % BIAMOBITHO MOPIBHSHO 13 BiMOBIIHUMH MTOKA3HUKAMH ITPU
3aCTOCYBaHHI TUTbKHU GurypOinpodeny. AHaIOTIYHO IPHU OJTHOYACHOMY 3aCTOCYBaHHI (DITyKOHA30Jy 3 palieMiuHuM
i0ynpoderom (400 mr) GnaxTa AUC dhapmakosoriaHo akTUBHOTO i30Mepy S-(+)-10ynpodeHy miIBHIyBaJIMCs Ha
15 % Ta 82 % BiAMOBIAHO MOPIBHAHO 3 BiANOBIIHUMHU OKa3HUKAMHU MIPH 3aCTOCYBAHHI TIJIbKU PAalleMiYHOTO
10ynpodeny.

@dyKoHa30J MOTEHIIHHO 3/1aTHUH MiABHUIYBaTH cucTeMHy ekcrio3uiito inmux HIT3I1, mo MertabomizyoTecs
CYP2C9 (manpukiaa HaPOKCEHY, JOPHOKCHUKaMy, MEJIOKCHKaMy, TUKJIo(heHaKy). PeKkoMeHI0BaHO TIEpioAHIHO
3IIHCHIOBATH MOHITOPHHT MOOIYHHUX PEaKIliii Ta TOKCHYHUX MPosiBiB, MoB’s13anux 13 HII3I1. Moske 3nHago0uTcs
kopuryBaHHs 1o3u HIT3II.

@enimoin: (HIyKOHA30] MPUTHIUY€e MeTaboi3M QeHiToIHY y neuinii. OqHovacHe Oaratopa3ose 3acTocyBaHHs 200
MT (hirykoHa3omy Ta 250 Mr (eHiToiHy BHYTPIITHBOBEHHO PU3BOAUTH 110 miaBuineHHsS AU denitoiny Ha 75 %
Ta CppinHa 128 %. [1pu oqHOYacHOMY 3aCTOCYBaHHI LIMX JIIKAPCHKUX 3aC001B €Il IPOBOJUTH MOHITOPUHT
KOHIICHTpAaIii (eHITOTHY Y CHpOBATIII KPOBI JJIsl YHUKHEHHSI PO3BUTKY TOKCHYHOI i (PeHITOTHY.

IIpeonizon: MOBIAOMIISIIOCS PO BUMAA0K, KOJIM y Malli€HTAa Micis TPaHCIUTAHTaLlll TEYiHKU Ha TJI1 3aCTOCYyBaHHS



NPEHI30HY PO3BHHYJIACSA TOCTPAHEAOCTATHICTh KOPU HAJIHUPKOBUX 3aJ103, 110 BUHMKJIA MICIIS IPUITMHEHHS
TPUMICSIYHOTO Kypcy Tepamii ¢urykoHa3osioM. [IpunuHeHHs 3acTocyBaHHs (JIyKOHa30J1y, IMOBIPHO, CHPUYMHUIIO
nocuineHHs akTuBHOCTI CYP3A4, 1o nmpusBeno 1o NpuckopeHHs MeTabouti3My npeaHizony. Cill peTensHo
CTS)KHTH 32 TAI[IEHTAMH, SKi MPOTATOM TPHBAJIOTO YaCy OJHOYACHO 3aCTOCOBYIOTH (MIYKOHA30JI Ta TPEIHI30H, 3
METOIO TONEPEPKEHHS PO3BUTKY HEJOCTATHOCTI KOPU HAIHUPKOBUX 3aJ103 MICIIsI IPUITMHEHHS 3aCTOCYBaHHS
baykoHazoiy.

Pugpabymun: dbaykoHazon migBuILye KOHIEHTpallito pudaOyTHHY B CHpOBATII KPOBi, III0 TPU3BOIUTH 0
36impmenns AUC pugabytuny no 80 %. [Ipu ogHOUacHOMY 3acToCcyBaHHI (hIyKOHa30Iy Ta prudadyTHHY
MOBIAOMJISLIIOCS TIPO BUMAJIKH PO3BUTOK yBeiTy. [Ipu 3acTocyBaHHi Takoi kKOMOiHAIIiT TikapchKuX 3aco0iB ciig Opatu
JI0 yBaru CUMIITOMH TOKCUYHOI Aii pupabyTuny.

Caxkseinasip: Gpmyxonazon ninsuurye AUC Ta (¢ cakBiHaBipy npubiuzno Ha 50 % ta 55 % BiAmoBigHO uepes
NpUTHIYeHHS MeTa0oIi3My cakBiHaBipy y nedinmi ¢pepmenToM CYP3A4 ta uepes inriOyBanHs P-rimikonpoTeiny.
Bzaemogii Mmixk prrykoHa3070M Ta CakBiHaBIpOM/PUTOHABIPOM HE JOCIIHKYBAIUCS, TOMY BOHH MOXKYTh OYTH OLIBII
BUpXCHUMHU. Mosxe OyTH HEOOXiTHIM KOPUTYBaHHS 1031 CaKBiHABIpPY.

Tloxioni cynvghoninceyosunuy: IpU OJJHOYACHOMY 3aCTOCYBaHHI ()IIyKOHA30JI IPOJIOHTYE TEepio/ HalliBBUBEICHHS
NepOpPANBHUX MOXIAHUX CYJH(OHUICEUOBHHH (XJIOPIIPONIamity, TIiOCHKIAMiLy, TIIMI3AIY Ta TOIOyTaMiy).
PexomeHy€eThCs TPOBOIUTH YacTUH KOHTPOJIb IyKpPY B KPOBI1 Ta BIAMOBIHUM YMHOM 3HIDKYBATH 103y MOXITHUX
CyJb()OHIIICEYOBUHHM MTPH OJHOYACHOMY 3aCTOCYBaHHI 13 (IYKOHA30JIOM.

Teoginin: 3actocyBanHs ¢uiykoHazouny 1no 200 Mr npotsaroM 14 qHIB NPU3BENO 10 3HWKEHHS CEPEIHbOTO KIIIPEHCY
TeodiTiHy Yy T1a3mi KpoBi Ha 18 %. 3a marieHTaMu, sSKi 3aCTOCOBYIOTh TEO(UTIH y BUCOKHX J103aX a00 sIKI MAlOTh
MiIBUIICHUN PU3UK PO3BUTKY TOKCUYHUX MPOSBIB TEO(PLNIHY 3 1HIIMX MPUYNH, CTi1 BCTAHOBUTH HATJIS] IIOA0
BUSIBJICHHSI O3HAK PO3BUTKY TOKCHYHOI i Teodiminy. Tepamito citif 3SMiHUTH MPH MOSIBi 03HAK TOKCHYHOCTI.
Ankanoiou 6apsinky. GiryKoHa3ou, iMOBIpHO, uepe3 iHrioyBanns CYP3A4 moxxe COpUUMHATH MiBUILEHHS
KOHIICHTpAIii aKkajIoifiB OapBiHKY Yy TuIa3Mi KpOBi (HAPHUKIIA] BIHKPUCTHHY Ta BIHOJACTHUHY), IO TPU3BOJHUTH 10
PO3BUTKY HEMPOTOKCUYHHX €(EKTIB.

Bimamin A: moBimoMIISIIOCS, IO Y MAIi€HTA, SKUH OJJHOYACHO 3aCTOCOBYBAB TPAHCPETUHOEBY KHUCIOTY (KHCIOTHA
¢dopma BiTamiHy A) Ta (QiykoHa30i1, crioctepiranucs nobdiuHi peakuii 3 6oky LTHC y ¢popmi nceBnotymopy
TOJIOBHOTO MO3KY, III0 3HHK TICIIs BiqMiHU ¢urykoHa3oury. Li mikapchki 3aco0u MOKHA 3aCTOCOBYBATH OJTHOYACHO,
aJie CJIijl maM’siTaT Mpo PU3MK BUHUKHEHHs MoOiyHMX peakuiit 3 6oky [IHC.

Bopukonason (ineivimop CYP2C9 ma CYP3A4). oqHOYacHE 3aCTOCYBaHHsI BOPMKOHA30J1y repopasibHo (1o 400 mMr
KoxHi 12 ronun npoTsrom 1 aus, notiMm mo 200 Mr koxHi 12 roaus npotarom 2,5 AHs) Ta GIyKOHA30ITy
nepopasibHO (400 Mr y mepmmii AeHb, moTiM 1mo 200 MT KOXKHI

24 roauHM NPOTATOM 4 THIB) JOOPOBOJIBLISM YOJIOBIUO1 CTAaTi MPU3BEJO A0 MiABUIICHHS (paxTa AUC,
BOPUKOHA3011y y cepenHbomy 110 57 % (90 % HI: 20 %, 107 %) ta 79 % (90 % Al: 40 %,

128 %) BinnmoBigHo. HeBimoMo, i MpU3BOIUTH 3HIKEHHS JO3H Ta/ab0 4YacTOTH 3aCTOCYBaHHS BOPUKOHA30ITy a0o
¢dykoHa30Iy 10 yCyHEeHHsI Takoro edekry. [Ipu 3acTocyBaHHI BOPUKOHA30JTY MicIIs (hIYKOHA30ITY CIIiJT IPOBOJIUTH
CIIOCTEPEKEHHS II0JI0 PO3BUTKY MOOIUYHUX €(PEeKTIB, aCOIIHOBAHHX 13 BOPUKOHA30JIOM.

3udoeyoun: GprykoHazosr miaBuUIye Gnax Ta AUC 3unoByauny Ha 84 % Ta 74 % BiIMOBIAHO, 110 3yMOBIICHO
3HIKEHHSAM KIIIPEHCY 3U10BYIUHY NpuOan3HO Ha 45 % npu ioro nepopansHOMy 3actocyBaHHi. [lepion
HAIIBBUBEICHHS 3UJJOBYIUHY OYB TaKOX ITOJAOBKEHUH mpruOIm3HO Ha 128 % micis 3acTocyBaHHS KOMOiIHAITIT
¢iyKoHa30Iy Ta 3UJ0BYIMHY. 3a MalliEHTaMH, sIKl 3aCTOCOBYIOTh TaKy KOMOIHALIIO JTIKapChKUX 3ac001B, CIIiJ
CIIOCTEpIraTH 1010 PO3BUTKY MOOIYHUX PeakIii, OB’ sI3aHMUX 13 3aCTOCYBAaHHAM 3UIOBYHHY. MOKHA PO3TIISIHY TH
JOULIBbHICTD 3HM)KEHHS 103U 3UJIOBYAUHY.

Azumpomiyun: KOTHUX 3HAUYIIUX (PapMaKOKIHETUYHHUX B3a€MOJIIM MK HUIMH BUSIBJIIEHO HE OYJI0.

Ilepopanvhi konmpayenmusu: Ipu 3aCTOCyBaHH1 QIIyKOHa301y Y 1031 50 Mr BIUTMBY Ha piBeHb TOPMOHIB HE OYJIO0,
TOJIi SIK TIPW 3aCTOCYBaHHi (urykoHazoiry y 1031 200 mr Ha 100y crnioctepiranocs 30inpmenHs AUC
eTuHinectpaniony Ha 40 % Ta neBoHOprecTpeny — Ha 24 %. Lle cBiauuTh mpo Te, 110 6araTopa3oBe 3aCTOCYBAHHS
(dIyKoHA30ITy Y 3a3HAYCHUX J103aX HABPS YU MOXKE BIUITMBATH HA €PEKTUBHICTH KOMOIHOBAHOTO MEPOPATHHOTO
KOHTpAlEeNTUBA.

dapmMakoJIOTivHi BJIACTUBOCTI.
Dapmakoounamixa.

Mexani3Mm fii.



®dykoHa301, MPOTUTPUOKOBUH 3aci0 Kiacy TPpUa30IiB — MOTYKHHM Ta CENIEKTUBHUIA 1HT101TOp TPUOKOBUX
(bepMeHTiB, HEOOXITHHX ISl CHHTE3Y eprocTepoiy. [lepBuHHIM MeXaHi3MOM HOTO Ji1 € IPUTHIYeHHS TPUOKOBOTO
14 anbda-nmaHOCTEPOI-IEMETUIIIOBAHHS, ONIOCEPEIKOBAHOT0 IUTOXpoMoM P450, 1110 € HEB1J1'éMHUM €TanoM
OiocuHTE3y TPUOKOBOTO eprocTepoiy. AKyMyisiiist 14 anbda-MeTHII-CTEPOITiB KOPEIIOE 3 MOJABIIO BTPATOO
eprocrepoy MeMOpaHOIO TPUOKOBOI KIIITUHHU Ta MOKE BIJIMOBIAATH 332 TPOTUTPUOKOBY aKTUBHICTH (DITYKOHA307Yy.
®dnykoHa3011 € OUTBII CENEKTUBHUM JI0 TPUOKOBUX (pepMeHTiB riuToxpomy P450, Hixk 10 pi3HOMaHITHUX CUCTEM
dbepmentiB nutoxpomy P450 ccasiiis.

3acTocyBaHHs (IyKOHa30Jy y 1031 50 Mr Ha 100y MpoTATOoM 28 IHIB HE BIUIMBAE HA PIBEHb TECTOCTEPOHY Y
1a3Mi KpoOBi y HOJIOBIKIB 200 Ha piBEHb €HJAOT€HHUX CTEPOi/liB Y KIHOK PENPOTyKTUBHOTO BiKy. DIyKOHA301 Y
1031 200-400 Mr Ha 100y HE BUSBIISIE KIIHIYHO 3HAYYIIOTO BIUTMBY Ha PiBEHb €HJOTCHHUX CTEPOiniB a0 Ha
BianoBiab Ha ctumyJsito AKTI y 3mopoBux 406pOBOIIBLIIB YOIOBIYOi CTATI.

JlocmiKeHHsT B3a€MOJIIT 3 aHTHUITIPUHOM TPOJIEMOHCTPYBAJIO, 110 3acTocyBaHHs S0 MT (hIyKOHA30Ty OTHOPa30BO
4y 0araTopa3oBO He BIUIMBA€ HA META0OJI3M aHTUIIIPHUHY.

YyTIuBICTb in vitro.

®dnyKoHa3011 in Vitro IEeMOHCTPY€E IPOTUTPUOKOBY aKTHUBHICTh CTOCOBHO BB Candida, 0 3yCTpiualoThCs
Hanuactime (Bkmtouatouu C.albicans, C.parapsilosis, C.tropicaliy. C.glabrata neMOHCTpy€ IUPOKUHN Alana3oH
YyTJIMBOCTI A0 (IIyKOHA30I1y, TOI1 SIKC. krusei € 10 HbOTO PE3UCTEHTHOIO.

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

dapmakoarHaMika — PapMaKOKiHETHKA.

MexaHi3M pe3UCTEHTHOCTI.

Mixkpoopranizmu ponyCandida neMOHCTPYIOTh YHCENIbHI MEXaHI3MH PE3UCTEHTHOCTI 10 a30JIbHUX
NPOTHTPUOKOBHX 3ac00iB. DITyKOHA30J JEMOHCTPYE BHCOKY MiHIMAJIbHY iHT10yI09y KOHIIEHTPAIIIIO TPOTH IITaMiB
rpu0iB, sIKi MalOTh OJIMH a00 OLIbIIe MEXaHI3MIB PE3UCTEHTHOCTI, 1110 HETAaTUBHO BIUIMBAE HA €()EKTUBHICTH! Vivo
Ta y KIiHIYHIH npaktumi. [loBigoMisiocs npo BUMAIKH po3BUTKY cynepindexkuliandida spp., inmmvu, Hix C.
Albicans BuaaMu, 1110 4acTO € HEUYTJIIMBUMU 110 (piykoHazony (HanpuknanCandida krusei). J17is TiKyBaHHS TaKUX
BUIAJIKIB CJI1/1 3aCTOCOBYBATH aJIbTEPHATUBHI IPOTUTPUOKOBI 3aCOOU.

Dapmarokinemuxa.

dapMaKOKiHETUYHI BJIACTUBOCTI (DITyKOHA30JTy € TIOIIOHIMH IIPH BHYTPIIIIHLOBEHHOMY 1 TIEpOPaTbHOMY
3aCTOCYBaHHI.

Abcopbuis.

®dykoHa301 100pe BCMOKTY€ETHCS IIPU MEPOPaAIbHOMY 3aCTOCYBaHHI, a piBEHb MpemnapaTy y mia3Mi KpoBi i
cUcTeMHa 010/I0CTYIHICTH MepeBHITYI0Th 90 % piBHS QIIyKOHA30Iy Y IJIa3Mi KPOBi, IO AOCSATAETHCS TIPH
BHYTPIIIHFOBEHHOMY BBE/I€HHI npenapary. OHO4YacHE B)KUBAaHH 1K1 HE BIUIMBA€ HA BCMOKTYBaHHsI IIpenapary
npu foro nepopaisHoMy 3actocyBaHHi. [TlikoBa KOHIIEHTpais y ma3mi KpoBi nocsraerses uepes 0,5-1,5 rogunun
micist npuiiomy mpenaparty. KoHieHTpaiist mpenapaty y mia3Mi KpoBi IponopitiiiHa 10 103u. PiBHOBa)kHA
KOHIIeHTpalis Ha piBHI 90 % mocsraeTbes Ha QpyTUi I€HB JIIKyBaHHS [IPH 3aCTOCYBaHHI y IEPUINA ICHb
HaBaHTaXyBaJbHOI 103H, 110 B/BIUI IIEPEBUILY€E 3BUYAIHY 1000BY 103y.

Posnopi.

06’em po3noaiy NpUOIN3HO JOPIBHIOE 3aralbHOMY BMICTY PIIMHU B OpraHi3mi. 3B’ s13yBaHHs 3 OUIKaMU MJ1a3MH
KpoBi Hu3bKe (11-12 %).

dykoHa301 100pe MPOHUKAE B YCi JOCTIIKYBaHI piIuHU opraHizMmy. PiBeHb ¢1ykoHa30.1y y CIMHI Ta MOKPOTHHHI
€ TO/IIOHMM JI0 KOHIIEHTpAIIi] Ipemnapary y mia3Mi KpoBi. Y MaIli€eHTiB, XBOPUX HA TPUOKOBHI MEHIHTIT, PIBESHb
(iryKoHa301y Y CHMHHOMO3KOBIH pifuHi gocsirae 80 % KOHIEHTpaLii y m1a3Mi KpoBi.

Bucoxki koHneHTpamii haykoHa30y y MIKipi, 0 MEPEBUITYIOTH CHPOBATKOBI, TOCATAIOTHCS y POTOBOMY IHapi,
emigepmici, nepmi Ta moti. GIyKoHA30JI HAKOMUYYEThCS y poroBomy Iapi. [lpu 3acrocyBanni 103u 50 mr 1 pa3 Ha
00y KOHIIeHTpaiist ryKkoHa30dy mmicis 12 THIB JiKyBaHHS CTAHOBWIIA 73 MKT/T, a 4epe3 7 JTHIB IiCyIs 3aBEPIICHHS
JIKyBaHHS KOHLIEHTpALlis Bce 11e cTaHoBmiIa 5,8 MKI/T. Ilpu 3acrocyBanHi 103u 150 mMr 1 pa3 Ha THXIeHb
KOHIIEHTpaIlis (hIyKOHA30Ty Ha 7 JICHB JIIKyBaHHS CTaHOBWIIA 23,4 MKT/T; 4epe3 7 HIB MiCIs 3aCTOCYBaHHS
HACTYMHOI 1031 KOHIEHTpallisl Bce 11e cTaHoBMa 7,1 MKI/T.




Konnentparis ¢hiaykoHazony y HIrTsx micis 4 micsmiB 3actocyBanHs 150 mr 1 pa3 Ha TixaeHb ctaHosuna 4,05
MKT/T y 3I0pPOBHX TOOPOBOJBIIB Ta 1,8 MKI/T IpH 3aXBOPIOBAHHSX HITTiB; (IIyKOHA30JI BU3HAYABCA y 3pa3Kax HIrTiB
yepes 6 MICSIIIB Miclis 3aBEpIICHHS Tepartii.

biorpancdopmaitis.

@d1yKOHa30J1 METaboJ13y€ThCsS HE3HAYHOO Mipoto. [Ipu BBeICHH1 1031, MIUY€HOT PaIllOaKTUBHUMU 130TOMIAMHU,
e 11 % ¢irykoHa30:1y eKCKpeTY€eThCs 3 cedero y 3MiHeHOMY BUTJIsl. DIyKoHa301 € CeIeKTUBHUM 1HT10iTOpOM
i3opepmentiB CYP2C9 ta CYP3 A4, a Takox inribitopom izopepmenty CYP2C19.

Exckpertisi.

[lepion HamiBBUBEAEHHS (PIIyKOHA30JTy 13 MJIA3MU KPOB1 CTAHOBUTH OJIM3BKO

30 rogux. binbina yacThHa npenapaTy BUBOIUTHCS HUpKaMu, mpuaoMy 80 % BBEICHOI 103U BUSBIISETHCS y cedi

y He3MiHeHoMYy cTaH1. KitipeHc duykoHa30y mponopIiitHuii 10 KiipeHcy KpeaTuHiny. Llupkymorodnx MeTadomiTiB
HE BHSIBJICHO.

TpuBanuii nepioj HaNiBBUBEAECHHS IIPeNapaTy 3 IIa3MU KPOB1 Ja€ MOXIIMBICTh Pa30BOI0 3aCTOCYBAHHS
npenapaTy Ipy BariHalbHOMY KaHAMJ031, @ TAKOXK 3aCTOCYBaHHA npenapaty | pa3 Ha THXKICHb NP 1HIINX
MOKA3aHHSAX.

HupkoBa HEIOCTaTHICTb.

VY mami€eHTiB 13 HUPKOBOIO HETOCTATHICTIO TSHKKOTO CTYMEHS (IIBUAKICTH KITyOOUKOBOI (hinmbTparii

< 20 mu1/XB) mepioA HamiBBUBEACHHA 301mbIIyeThes 3 30 roaun a0 98 roaun. Tomy 1iil kaTeropii maieHTiB
HEOOXiTHO 3MIHUTH 03y (piryKoHa301y. DIyKOHA30J BUAATSETHCS IUIIXOM T'eMOTiaii3y, Ta MEHIIIO MipOI0 —
HUISXOM 1HTpanepuToHeanbHOro aianizy. Ceanc reMojiianisy TpUBAIICTIO

3 roaMHU 3HMKYE piBeHb (HIYKOHA30Jy Yy TuIa3Mi KpoBi mpuOim3Ho Ha 50 %.

[MarieHTH JITHLOTO BIKY

3MiHN (papMaKOKIHETHKH Yy MAIIEHTIB JIITHROTO BiKY 3aJIeXkKaTh BiJ| MapaMeTpiB (GyHKIIi HUPOK.

dapmaleBTHYHI XapaKTepPUCTUKH.

OcHogHi (izuKo-ximiuni enacmueocmi:

Ta0NEeTKU KpyTi01 GOpMH, BKPUTI 000JIOHKOI0, 01710T0 260 Maike O1I0T0 KOJIbOPY, BEPXHsI Ta HWKHS TIOBEPXHS
AKUX OmyKJii. Ha po3mami npu po3risaaHHi miJ1 JIyMmo BUAHO SAPO, OTOYCHE OJHUM CYIUIBHUM IIapOM.

Tepmin npuoamnocmi. 3 poku.

YmoBu 30epiranns.
B opurinanbHiii ynaxosiinpu temmneparypi He Buiie 30 °C. 30epiratu y HeJOCTyITHOMY JUIsl {ITEH MICII.

YnakoBka.
[To 1 Tabnerui no3ysanusim 150 mr y Grictepi; mo 1 GmicTepy y mauiii 3 KapTOHY.

Kareropis Bigmycky.
bes penenra.

BupoOnuk.
IIpAT «TexHomnor».

Micue3HaxoXKeHHs.
VYkpaina, 20300, Uepkacrska 00i1., M. YMaHb, Bys1l. MaHyinbCbKOTO, 8.



