IHCTPYKIIA
AJIS1 MEIUYHOI'0 32CTOCYBAHHS JIKAPCHKOIo 3ac00y

JUDJII030.1°
(DIFLUZOL®)

Cknao:

oditoya peuosuna: GpIykoHA30II;

1 karcyna MicTuTh (hrykoHa30my, y nepepaxyBanai Ha 100 % pedoBuny 150 mr;

OONOMIDICHT peyosuHU: KAIIBIIIIO CTeapaT, HATPIF0 KPOXMAIBIIIKOJAT (THll A);

cKnao 000I0HKU Kancyau: xenaTuH, nateHroBanuii cuHiidi V (E131), xinominoBwuii >xoBTHid (E
104), tutany niokcun (E 171).

Jlikapcbka ¢opma. Kancynu.

OcHnogni ¢hizuxo-ximiuni énacmugocmi: TBEpA1 *elnaTuHOBI Karcynu Ne 1, kopmyc 6ipro30Boro
KOJIBOPY, KPHIIKA 3€JICHOTO KOJIBODY.

BwmicT karicyn — mopormiok 6i10ro abo mMaibke OUIOro KoJibopy, 0e3 3amaxy.

dapmakoTrepaneBTHYHAa rpyna. [IpoTurpmOKoBi 3acodM Ui CHCTEMHOTO 3aCTOCYBaHHSI.
[Toxigni Tpuazony. Kon ATX JO2A CO1.

Dapmakonoziuni enacmueocmi.

Dapmarxoounamixa.

MexaHi3Mm ii.

®d1yKOHAa30J1, MPOTUTPUOKOBUMA 3aci0 KJIacy TPHA30JiB — MOTY)KHUH Ta CEEKTHBHUHN IHTIOITOP
rpuOKOBUX (hePMEHTIB, HEOOXITHUX JJIs CHHTE3Y eprocTepoiy. [lepBuHHUM MexaHi3MOM Horo il
€ TpuUTHiYeHHs TpuOKoBoro 14 anb(da-maHOCTEpOI-IEMETUIIIOBAHHS, OTOCEPEAKOBAHOTO
nuroxpomom P450, mo € HeBim’éMHUM eTanmoM OIOCHHTE3y TPHUOKOBOTO €procTepoy.
Axymymsamis 14 anbda-METHI-CTEpOJIIB  KOPEMIOE 3 TMOJANBIIO BTPATOI0 E€ProcTEpoy
MeMOpaHOI0 TPUOKOBOT KIITUHM Ta MOXE BIIMOBIIATH 3a NPOTUTPHUOKOBY AaKTHUBHICTH
baykoHazomy. DiykoHA30J1 € OUIBII CEIEKTUBHUM JI0 TPUOKOBUX (pepMeHTIB muToxpomy P450,
HDK JI0 pI3HOMaHITHHX cucTeM (pepMeHTiB uToxpomy P450 ccasiis.

3actocyBaHHs (urykoHazony y mo3i 50 Mr Ha mo0y mpotsrom 28 NHIB HE BIUIMBAE Ha PIBEHb
TECTOCTEPOHY Yy TUIa3Mi KpOBi1 y YOJIOBIKIB ab00 Ha pIiBeHb CHAOTEHHUX CTEPOIMIB Yy KIHOK
penpoayktuBHoro Biky. ®DmykoHazon y mo3i 200-400 mMr Ha 100y HE MNpOSBISLE KIIHIYHO
3HAYYIIOTO BIUIMBY Ha PIBEHb €HJOTEHHUX CTEpOiniB abo Ha BianoBiap Ha ctumyisiito AKTI y
3I0POBUX JI0OPOBOJIBIIIB YOJOBIYOT CTATI.

JlocmipkeHHsT B3a€MOJIl 3 aHTUIIPUHOM MPOJEMOHCTPYBallo, MO 3acTocyBaHHS 50 wr
(b1ykoHa3011y pa3oBO 4M 0araropa3oBO HE BILUIMBAE HA META0OJI3M aHTUITIPUHY.

YyriuBicTs in Vitro.

daykonasoust in Vitro AeMOHCTpYye MPOTHrPUOKOBY aKTHBHICTH cTocoBHO Buaie Candida, 1o
3ycTpivaroThes Haiuacrime (Bkimrouaroun C.albicans, C.parapsilosis, C.tropicalis). C.glabrata
JIEMOHCTPYE IIUPOKUI Jiarna3oH 4yTmIMBOCTI A0 (urykoHasoxy, Toai sk C.Krusei € mo HbOro
PE3UCTEHTHOIO.

Takox (ykonason in Vitro gemoHcTpye akTuBHICTH sik mpotu Cryptococcus neoformans ta
Cryptococcus gattii, Tak i mpoTu enaemiuHMX IUTiCHsSBHX TpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

Bzaemose azox ghapmaxokinemuunux ma hapmaxoOUHAMIYHUX 61aCmMUBOCHell.

BignoBigHO 10 pe3ynbTaTiB AOCHIIPKEHb Ha TBAapHHAX, ICHYE KOpENsLis MDK MIHIMaJIbHOIO
IHT10YI04Y0I0 KOHIIEHTPALIEI0 Ta €PEKTUBHICTIO MPOTH E€KCHEPUMEHTAIBHUX MOJENel MIKO3iB,
cnpruunHeHux Buaamu Candida. BiamoBimHo 10 pe3ynbTaTiB KIIHIYHUX AOCHIIKEHb, ICHYE




niniiiHa 3anexHicte Mbk AUC ta no3oto durykonazouny (mpubausno 1:1). Takox icHye mpsMuii,
ane HemocTatHid 3B’a30k MK AUC abo 103010 Ta MO3UTHUBHOIO KIIHIYHOIO BiIHNOBLLIIO Ha
JIKYBaHHS OPAJLHOTO KaHIUI03y Ta MEHIIOK MIpOI0 — KaHAuAeMii. AHAJOTIYHO JIIKyBaHHS
1HQEeKIi, CIPUYMHEHUX MITaMaMH, J0 SKUX (IYKOHA30JI JIEMOHCTPYE BHCOKY MIHIMAJIbHY
iHridyrouy koHuentpauito (MIK), € MeHI 3a10BITEHUM.

MexaHi3M pe3HCTEHTHOCTI.

Mikpoopranizmu poxay Candida neMOHCTPYIOTh YHUCICHHI MEXaHI3MH PE3HCTCHTHOCTI JI0
a30JIbHUX TPOTHTPUOKOBUX 3aco0iB. dimykoHa3on aemMoHcTpye Bucoky MIK mporu mramis
rpubiB, SIKi MalOTh OAMH a00 OUTbIIE MEXaHI3MIB PE3MCTEHTHOCTI, 0 HETAaTHBHO BIUIMBA€ HA
edekTuBHICTH IN VIVO Ta B KIiHIYHIA npakTumi. [loBiIOMIISUIOCS TPO BUMAIKH PO3BUTKY
cynepingexiii Candida spp., inmumu Hix C. Albicans Bumamu, 1o 4acto € HEUYTIUBUMHU 0
dbnykonasony (manpuknan Candida krusei). JIns TiKyBaHHS TaKMX BHITAIKIB CITij] 3aCTOCOBYBATH
aIbTepHATUBHI IPOTUTPUOKOBI 3aCOOU.

Dapmaxokinemuxa.

@®apMaKOKIHETUYH1 BJIACTUBOCTI (JIYKOHA30Jly € NOMIOHMMH IpPH BHYTPIIIHBOBEHHOMY 1
MepopaTLHOMY 3aCTOCYBaHHI.

AGcopouis.

@diykoHa30J1 100pe BCMOKTYEThCS NpPU NEPOPaATbHOMY 3aCTOCYBaHHI, a pIBEHb Npenapary y
ma3Mi KpoBl 1 cucTeMHa 0100CTynHICTh nepeBuiIytoTh 90 % piBHS ¢uiyKoHa30iy y IUIa3Mi
KPOBI, 1110 JOCSTAEThCSI IPU BHYTPITHLOBEHHOMY BBEJICHH1 IpernapaTy. OJHouacHe BXKUBAaHHS 1K1
HEe BIUIMBAa€ HAa BCMOKTYBaHHS IIperapary TpW HOTO TepopalbHOMY 3acTocyBaHHi. [likoBa
KOHIICHTpAIliA y TIa3Mi KpoBi pocsiraetbes depes 0,5-1,5 roauHu micisi mpuiioMy mpemnapary.
KoHuenTpauis npenapary y mia3mi KpoBi NpomopIiiifHa A0 103u. PiBHOBa)XkHA KOHIIEHTpaIlis Ha
piBHI 90 % pocsiraeTbcs Ha JOpYruid JeHb JIIKYBaHHS NpPU 3aCTOCYBaHHI Yy TMepUIUil J1eHb
HaBaHTAXYBAJIbHOI JI03H, 10 BIBIY1 MEPEBUIIYE 3BUYANHY JOOOBY /103Y.

Poznoain.

006’emM po3mnoaLTy TPUOIU3HO AOPIBHIOE 3arajlbHOMY BMICTY PiIMHHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oitkamu masmu KkpoBi Husbke (11-12 %).

®dnykoHa30J1 00pe MPOHMKAE B YCi MOCHIKYBaHI piiuHU opraHizmMy. PiBeHb (iaykoHazomy y
CIIMHI Ta MOKPOTHHHI € TOAIOHMM 10 KOHIICHTpAIlil mpemapary y Iia3Mi KpoBi. Y TaIll€HTIB,
XBOpUX Ha IpHUOKOBUI MEHIHTIT, piBEHb (PIYKOHA30Jly Yy CHMHHOMO3KOBIH pinuHi nocsrae 80 %
KOHIICHTpAIIi y I1a3Mi KpOBi.

Bucoki xoHueHTpartii ¢iykoHa30/1y y HIKIpi, IO NEPEBUITYIOTh CHPOBATKOBI, OCATAIOTHCS Y
poroBoMy Iapi, emiaepmici, aepmi Ta moTi. DIIyKOHa30J1 HAKOMMUYYEThCS y poroBoMy Iapi. [Ipu
3actocyBaHHi 1031 50 mr 1 pa3 Ha 100y KoHIIeHTparis GyKoHa301y micis 12 nHIB JTiKyBaHHS
CTaHOBWJA 73 MKr/T, a 4depe3 7 NHIB MICIsA 3aBEepIICHHS JIIKYBaHHS KOHIICHTpAllisl BCE IIE
craHoBuia 5,8 mkr/r. Ilpu 3acrocyBanHi mo3u 150 mMr 1 pa3 Ha THXIACHb KOHIEHTpAIis
¢nykonasony Ha 7 neHp jniKyBaHHsA cTaHOBUIA 23,4 MKI/T; uepe3 7 JHIB MicCIs 3aCTOCYBAaHHS
HACTYITHOT 1031 KOHIIEHTpAIlis BCe I1e cTaHoBMia 7,1 MKI/T.

KonuenTpanis ¢uykoHa3ony B HIrTax micis 4 micsiiB 3actocyBanHsa 150 Mr 1 pa3 Ha THXAEHb
cranoBunia 4,05 MKr/r y 310poBUX JOOPOBOJBIIB Ta 1,8 MKI/T MpH 3aXBOPIOBAHHIX HIrTIB;
(b1yKOHAa30J1 BU3HAYABCS Y 3pa3Kax HIrTiB uepe3 6 MICSIIIB MMicIs 3aBEpIICHHS Tepartii.
biorpancdopmartis.

@diyKoHa30J1 METa00II3YEThCSI HE3HAUHOIO Mipoto. [Ipu BBeieHH1 1031, Mi4€HOT pall0aKTUBHUMU
130Tonamu, juie 11 % diaykoHa30y eKCKpeTyeThCs 3 ceuero y 3MiHeHOMY BUriisil. diaykoHazon
€ cenekTuBHUM iHribitopom i3odepmentiB CYP2C9 ta CYP3A4, a Takox iHri6iropom
130¢epmenty CYP2CI19.

Busenenns.

Ilepion HamiBBUBeAEHHS (UIYKOHA30Jy 13 Ma3MH KpOBi cTaHOBHUTH O0iau3bko 30 roaus. binbmia
YacTUHA MpernapaTy BUBOJUTHCS HUpKamH, npruuoMy 80 % BBEIECHOT 103U BUSBIISETHCS y cedi B
He3MiHeHOMYy cTaHi. KiipeHc ¢uykoHa30dy MNpONOPIIMHUN 10 KIIPeHCY KpeaTUHIHY.
[upkynorouux MeTaboJIiTiB HE BUSBIICHO.




TpuBanuii mepioJ HamiBBHBEICHHS Mpenapary 3 IUIa3MH KpPOBI Jla€ MOXIJIMBICTH Pa30BOTO
3aCTOCYBaHHS IpenapaTy Ipy BariHaIbHOMY KaHIU031, @ TAKOK 3aCTOCYBaHHS Ipenapaty 1 pas
Ha THXACHb MPH IHIINX TOKAa3aHHSX.

HupkoBa HEJI0OCTAaTHICTb.

VY mari€eHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSHXKKOTO CTYHEHs (IIBUIKICTh KIyOOUYKOBOI (pimbTpartii
< 20 mur/xB) nepioa HaniBBUBeACHHS 30UbIIyeThes 3 30 ToauH 10 98 rogun. Tomy 1iit kareropii
MaIiEHTIB HEOOXIMHO 3MEHIUTH A03y (¢uIykoHazomy. (DIIyKOHA30J BHIASIETHCS MUISIXOM
reMo/Iiallizy, Ta MEHIIIOK MIPOI0 — IIJITXOM IHTparepuTOHeaIbHOro Aianizy. CeaHc reMomianizy
TPHUBAJIICTIO 3 TOMHY 3HIKYE PIBEHb (PIYKOHA30JTy y Tu1a3Mi KpoBi mpubmmsao Ha 50 %.
[larieHTH JITHHOTO BIKY.

3MiHM (apMaKOKIHETHKH y TALI€HTIB JIITHHOTO BIKY OYEBHIHO 3AJI€XKATh Bijl MapaMeTpiB QyHKIiN
HUPOK.

Kainiuni xapakrepucTuku.

Iokazanns.

[Noctpuit BariHanbHUM KaHIM03, KOJIM MICIIEBA Teparis HE € IOPEUHOIO.
Kanaunosuuii 6anaHiT, KOJIHM MiclieBa Teparlis HE € JOPEYHOIO.

Ilpomunokazanns.

— lN'imepuyTnuBICTh A0 (QIIyKOHA30J1y, IHIINUX a30JIbHUX CIOIYK a00 10 OyAb-IKOi 3 JOMOMDKHUX
PEUOBHH IIperapary.

— OpnHouacHe 3acTocyBaHHA (piykoHa3oiy Ta TepdeHaauHy TallieHTaM, SKI 3aCTOCOBYIOTh
(dbaykoHazon 6araropa3oBo y go3ax 400 mr/go0y Ta BuIle (3TiqHO 3 pe3yabTaTaMU JOCIiHKEHHS
B3a€MO/IIT 0araTopa3zoBOro 3aCTOCYBAHHS).

— OpnHovacHe 3acTOCyBaHHs (DIIYKOHA30Jy Ta IHIIUX JIIKAPCHKUX 3ac00iB, IO TOJIOBXKYIOTh
iaTepBan QT ta MerabomizytoThcs 3a gonoMororw Gepmerty CYP3 A4 (manpukiaa nu3anpumy,
acTeMI30J1y, MMO3HUAY, XIHIIUHY Ta EPUTPOMIITUHY).

B3aemodia 3 inwmumu nikapcoKumu 3acooamu ma iHuii 6uou 63a€moO0ill.

IIpomunokazane cymicne 3acmocy8anus (hIVKOHA30IY MA HUHCUE3A3HAYEHUX IIKAPCLKUX 3ACO0I8.
Luzanpuo: MOBIMOMIISUIIOCS PO PO3BUTOK MOOIYHUX peakIliii 3 OOKy cepIlsi, y TOMY YHCIi MPO
MapoKCHU3MabHy IUIYHOYKOBY TaxiKapAil0 THIY «IIpyeT» Yy TAaII€HTIB, SKI OJHOYacHO
3acTocoByBaiM (IyKOHA301 Ta mu3anpul. JloCmiDKeHHsS MPOJEMOHCTPYBAIM, IO OJHOYACHE
3actocyBanHa 200 mr ¢daykonazony 1 pa3 Ha o0y ta 20 mr nmszanpuay 4 pa3u Ha 100y
MPU3BOAWIIO JI0 3HAYHOTO MiJBUILICHHS PIBHA LM3ANPUAY Yy IUIa3Mi KpPOB1 Ta JI0 MOJOBXKEHHS
inTepBany QT. OnmHouacHe 3acTocyBaHHA (UIYKOHA30Jy Ta LU3aNpuAy MPOTUIIOKa3aHe (IUB.
posuin «/Ipomunokazanmsy).

Tepghenaoun: yepe3 BUMAKU PO3BUTKY THXKKUX CEPLEBUX aPUTMIN, CIPUYMHEHHUX TTOJOBKEHHAM
iHTepBany QTc, y mamieHTiB, SKi 3aCTOCOBYBAIU a30JibHI MPOTHUTPHOKOBI JIKapChKi 3aco0H
OJIHOYACHO 3 TepeHaTuHOM, OylId MPOBEACH] JOCTIKEHHS B3aeMOIl X MpemnapariB. Y Xxoai
OJIHOTO JOCIIKEHHsI IPU 3acTOCYBaHH1 (prykoHazouny y 1031 200 Mr Ha 700y He OYJO BUSIBICHO
noaoBxkeHHs iHTepBany QTc. IHmIe mocmipkeHHs mpu 3acTocyBaHHI PrykoHazony y no3ax 400
mr ta 800 mMr Ha 100y IPOJAEMOHCTPYBAIO, IO 3aCTOCyBaHHs (uykoHa30.qy y no3ax 400 mMr Ha
no0y abo BuIlle 3HAYHO MIIBUINYE PiBeHb Tep(PeHaTUHy y IUIa3Mi KPOBI MPU OJHOYACHOMY
3acTocyBaHHI IIMX NpenapaTiB. CymicHe 3acTocyBaHHs (piykoHazony y no3ax 400 mr abo Buie 3
TeppeHaIMHOM TpoTUNoKazane (AuB. po3ain «lIpomunoxazanusar). Ilpum 3acTocyBaHHI1
¢dnykonazony y nozax Huwxkde 400 mr Ha 100y OJHOYACHO 3 Tep(eHaAUHOM CIiJ MPOBOAUTH
peTeNbHUN MOHITOPUHT CTaHY Malli€HTa.

Acmemizon: cyMmicHe 3acCTOCYBaHHS (IIYKOHA30Jy Ta acTeMI30Jly MOK€ 3MEHIIMTH KIPEHC
acreMizonny. CropuyMHEHEe UM MiJBUILEHHS KOHIIEHTpALll acTeMi3oiy y IJia3Mi KpoBi MoOXke
NpU3BECTH 10 MOAOBXKEHHs iHTepBany QT Ta pinko — 10 MapoKCH3MaNbHOI IITYHOYKOBOL




Taxikapaii Tumy «mipyer». OmHoYacHe 3acTocyBaHHS — (DIYKOHA30Jly Ta  acTeMi30ury
MPOTHIIOKA3aHE.

Ilimo3u0 ma xinioun: CyMiCHE 3aCTOCYBaHHs (DIIYKOHA30Jy Ta MIMO3HAY a00 XIHIIMHY MOXKeE
MPU3BOAWTH JIO TPUTHIYCHHS METa0oJi3My MiMO3uay abo XiHIOUHY, XOodYa BIAMOBIIHUX
JOCIIKEHB 1N VItro Ta in vivo He mpoBoawiu. [TiBUILIEHHS KOHIIEHTpAIlii iMO3Hy a00 XiHIAUHY
y TU1a3Mi KpOBi MOXKe CIIPHYMHSATH TO0BXKeHHS iHTepBainy QT Ta piKko Mpu3BOANUTH JI0 PO3BUTKY
MapOKCU3MAIBbHOI MUTYHOYKOBOI Taxikapaii Tumy «mipyer». OmgHoYacHe 3acTOCyBaHHS
¢brykoHa301y Ta miMo3uTy 200 XiHIAMHY MPOTUTIOKA3aHE.

Epumpomiyun: ogHOYacHe 3aCTOCYBaHHS EPUTPOMINHMHY Ta (DIYKOHA30Jy MOTCHILIHHO MOXe
MPU3BOIUTH JI0 MIBULICHHS PU3UKY PO3BUTKY KapIiOTOKCHYHOCTI (mogoBxkeHHs intepBaiy QT,
NapoKcU3MalbHa IIUTYHOYKOBA TaxiKaplis THUIy «IIpyeT») Ta, K HACIiJIOK, JO PanTOBOIO
CEpILIEBOTO JICTAILHOTO HACHIAKY. 3acTOCyBaHHS KOMOIHAIli JaHWX JIKapChKUX 3aco0iB
MIPOTHIIOKA3aHe.

He pexomendyemuvcs o0Hoyache 3acmocy8ants piyKoHA30y MA HUHNCYE3AZHAYEHUX JIKADChKUX
3aco0is.

l'anopanmpun: QrykoHa30Jl MOXKE CHPUUMHUTH MIJBULICHHS KOHIEHTpAlli rajoaHTpuHy y
maa3mi KpoBi 3a paxyHok mpurHideHHsT CYP3A4. OmHouacHe 3aCTOCYBaHHSI ITUX JIIKAPCHKUX
3ac001B MOTEHIIHHO MOX€E MPU3BOAUTU JI0 MIBUIIECHHS PU3UKY PO3BUTKY KapAi0TOKCHYHOCTI
(monos:xenHs iHTepBanty QT, mapokcuaManbHa IUTYHOUKOBA TaxiKap.lis TUITY «IIpyeT») Ta, SK
HACIIOK, JIO PpamnToOBOTO CEPIIEBOrO JIETaJbHOTO HachiAky. CIij YHHKAaTH 3aCTOCYBaHHS
KOMOIHAIIIT TaHUX JIIKAPChKUX 3aCO0IB.

CymicHe 3acmocyeanus (IVKOHA30Y ma HUNCYE3a3HAYCHUX JNIKAPCLKUX 3acodie sumazac
obepedcHocmi ma Kopu2ysamHs 003u.

Bnaus inwux nikapcokux 3aco0ié Ha uyKoHa3ol1.

JlocmikeHHsT B3a€EMOJIl MPOJAEMOHCTPYBAIU, IO OJHOYACHE BXXHUBAHHA 1KIi, ITUMETHJIUH,
aHTAIUIU 200 MOIAIbIIIe ONMPOMIHEHHS YChOTO TUIA /IS MEPECaKy KICTKOBOTO MO3KY HE MalOTh
KJIIHIYHO 3HAYYIIOTO BIUIMBY Ha abcopOmiro ¢uIykoHa30Jly TIpA HOro MepopaibHOMY
3aCTOCYBaHHI.

Pughamniyun: onHodacHe 3actocyBaHHS (IyKOHA301y Ta puU(aMIIIUHY TPU3BOIUIO 0
samwkeHHs: AUC Ha 25 % Ta ckopouyBajo nepio] HamiBBUBeIeHHS (iaykoHa3zory Ha 20 %. Tomy
JUTSI TIAIIEHTIB, SIK1 3aCTOCOBYIOTh pU(aMIIIUH, CJIi1 PO3TIASHYTH HOIUTBHICTD MIABUIIIEHHS 103U
(haykoHazoy.

Bnaue ¢nyxonazony Ha inwi nikapcoki 3acoou.

®d1yKOHA30JI € MOTYKHHUM 1HT10iTOpoM 13odepmerTy 2C9 mmutoxpomy P450 (CYP) Ta momipaum
iariditopom  CYP3A4. ®naykonazon € imridiropom CYP2C19. Ha gomarok 1o
CIOCTEPEKYBAaHUX/TOKYMEHTAJIbHO MIATBEPIKEHUX B3aEMOJIM, 110 OMHUCaHI HUXYEe, MpPH
OJIHOYAaCHOMY 3aCTOCYBaHHI1 3 (UIYKOHA30JIOM ICHY€ PH3UMK MABUIICHHS Yy IIIa3Mi KpOBIi
KOHLIEHTpalii HIMX croiyk, mo Meradbonizyrorscss CYP2C9, CYP2C19 ta CYP3A4. Tomy
3aCTOCOBYBATH TakKi KOMOIHAIlii MpenapaTiB il 3 00epEXKHICTIO; MPU LILOMY HEOOX1THO PEeTEIbHO
crioctepiraTd 3a craHoM maiieHTiB. llpurHiuyBanbHa mis (aykoHa3ony Ha (epMeHTH
30epiraeTbest mpoTarom 4-5 mib micist Moro 3aCTOCyBaHHS y 3B 53Ky 3 MOT0 TPUBAJIUM MEPIOAOM
HaIliBBUBEICHHS.

Anvpenmanin: mifg 4Yac OJHOYACHOTO 3aCTOCYBaHHA aibpeHTaHily y 1031 20 MKI/kr Ta
¢bnykonazony y 1031 400 Mr 310poBUM JOOPOBOJIBLIAM CIIOCTEPIranocs IBOKpaTHE 30UTbIICHHS
AUC10, MmoxxnuBo, uepe3 iHrioyBanHs CYP3A4. Moxxe OyTd HEOOXiIHUM KOPUTYBaHHS J03H
anb(eHTaHLTy.

Amimpunmunin, Hopmpunmunin: (IYKOHA30J MOCUIIOE JIF0 aMITPUIITHIIIHY Ta HOPTPUITHUIIIHY.
PexoMmeHlyeTbCsI BUMIpPIOBAaTH KOHLEHTpAlii S-HOPTPUNTUIIIHY Ta/ab0 S-aMITpUNTHIIIHY Ha
oyaTKy KOMOiIHOBaHO1 Teparii Ta uepe3 1 THXAEHb. Y pa3i HEOOXIAHOCTI CIiJ] BIAKOPUTYBAaTH
7103y aMITPUNITHIIIHY/HOPTPUIITHITIHY.

Am¢pomepuyun B: onHOYacHE 3acTocyBaHHA (uIyKOoHa30.1y Ta ampotepurmay B iHdikoBaHuM
MHUIIIaM 13 HOpMAJIbHUM IMYHITETOM Ta iH(IKOBAaHUM MHUIIAM 31 3HHKEHUM IMYHITETOM HPU3BEJI0




710 TAaKUX Pe3yJbTATiB: HEBETUKUI aJIUTUBHUMI MPOTUTPUOKOBHIA €(eKT pU CUCTEMHIN THEKIii
C. albicans, BincyTHicTh B3aeMoIi1 Ipu BHYTpilHbOUepenHiit iHdekuii Cryptococcus neoformans
Ta aHTAaroHi3M JBOX mpenapaTiB npu cucteMuii iHpexuii Aspergillus fumigatus. Kiiniune
3HA4YEHHS PE3yJIbTaTiB, OTPUMAHUX Y XOJIi LIUX JOCTIKEHb, HEBIIOME.

Aumukoacynanmu. SIK 1 TPU 3aCTOCYBaHHI IHIIUX a30JIbHUX MPOTHTPHOKOBUX 3aco0iB, MpHU
OJTHOYACHOMY 3aCTOCYBaHHI1 (IIyKOHA30Jy Ta BaphapruHy HOBITOMIISIIOCS PO BUMIAAKH PO3BUTKY
KpOBOTEU (TeMaToM, HOCOBOi KPOBOTEUI, MUTYHKOBO-KHUIIIKOBUX KPOBOTEU, TeMAaTypii Ta MEJICHH )
y TO€IHAHHI 13 MOJOBXKEHHSM MPOTpPOoMOiHOBOro duacy. [Ipm oxHOYacHOMY 3acTOCyBaHHI
¢birykoHazomy Ta BapdapuHy CIIOCTEpIranocs IBOKpATHE MiIBUIICHHS MPOTPOMOIHOBOTO Hacy,
IMOBIPHO, BHACTIIOK MpUTHIYEHHS MeTabonisMmy Bapdapuny depes CYP2C9. Cnin perenbHO
KOHTPOJIIOBATH TPOTPOMOIHOBUIN Yac y MAIIE€HTIB, SKi OJHOYACHO 3aCTOCOBYIOTh KyMapHUHOBI
AHTUKOATYJISTHTH. MoXke OyTH HEOOX1THOIO KOPEKIIis 1031 BaphapuHy.

benzoodiazeninu xopomxoi 0ii, nanpuxnad mioazonam, mpiazonam. TNPU3HAYEHHS (IYKOHA30JTy
MICIIT  TIEPOPATBHOTO 3aCTOCYBAaHHSA Mifa30jaMy TMPH3BOAWIO JO 3HAYHOTO ITiJIBHICHHS
KOHLIEHTpAallli Mi1a30J1aMy Ta JI0 MOCUJIEHHS ICUXOMOTOPHHUX e(ekTiB. OHOUaCHE 3aCTOCYBAHHS
baykoHazony y no3i 200 mMr Tta wmimazosiamy y 7031 7,5 Mr mepopaibHO MPHU3BOJUIIO IO
nigsuienass AUC Ta mepiony HamiBBHBEAeHHS y 3,7 Ta 2,2 pa3a BIAMOBIAHO. 3aCTOCYBaHHS
baykonazony y mo3i 200 mr/mo6y ta 0,25 Mr TpiazosiaMmy MEpOpPaIbHO MPHU3BOIWIO 10
migsuiienHs AUC Ta nepiony HamniBBUBeAeHHS Y 4,4 Ta 2,3 paza BignosinHo. [Ipu onqnovyacHomy
3aCTOCYBaHHI (PIIyKOHA30JIy Ta Tpia3ojiaMy CHOCTEpIrajiocs TOTEHIIIFOBAaHHS Ta IMPOJIOHTAIlIS
edeKTiB Tpiazonamy.

SIK110 mamieHTy, SKUi MPOXOAUTH Kype JIKyBaHHS (PITyKOHA30JI0M, CIJI OAHOYACHO MPU3HAYUTH
Tepario 6eH30/11a3eniHaMu, 03y OCTaHHIX CJI1Jl 3SMEHIIUTH Ta BCTAHOBUTU HaJIEKHUN HATJIAL 3a
CTaHOM IaIlI€HTA.

Kapbamasenin: hmykoHa3zon npuraiuye MetadoJri3M kapOamMaseniny Ta CIIPUYHHSE T1IBUIICHHS
piBHS KapOamaseniny B cupoBatiii kpoBi Ha 30 %. IcHye pu3HK PO3BUTKY MPOSIBIB TOKCUYHOCTI 3
00Ky kapOamaseniny. Moske OyTu HEOOXITHUM KOPUTYBAaHHS JIO3M KapOamasemiHy 3aJIe)KHO BiJT
PIBHSI IOTO KOHIIEHTpAIIii Ta Jii mpenapary.

brokamopu kanvyicsux kananis: NesKi aHTAarOHICTH KaJbIlito (Hipeauin, iCpaanITlia, aMmIouIiH
Tta denonumnin) metabonidytotbes ¢depmentoMm CYP3A4. dnykoHa30s1 MOTEHIIHHO MOXKeE
MIIBUIIYBATH CHCTEMHY €KCIO3UII0 OJOKAaTOpIB KaJbI[ieBUX KaHaTiB. PexomeHnoBaHui
peTenbHU MOHITOPHHT IIOJI0 PO3BUTKY IMOOIYHUX PEAKITIi.

L]enexoxcu6: mpu ogHOYACHOMY 3acTocyBaHHI ¢urykoHa3ony (200 mr Ha 100y) Ta HETEKOKCHOY
(200 mr) Cmax Ta AUC nenexokcuOy minBuimyBainucs Ha 68 % ta 134 % Bimnmosigno. [lpu
0JIHOYaCHOMY 3aCTOCYBaHHI IEJICKOKCHOY Ta (IyKOHA30Jy MOKE OyTH HEOOXITHUM 3MEHIIICHHS
JI03H1 1EJICKOKCHOY BABIYI.

Luxnogocghamio: oqHovacHe 3actocyBanHs nukiodochaminy ta GprykoHa30y NPU3BOIUTH JI0
MiABUIIEHHS piBHA OuTipyOiHY Ta KpeaTHMHIHY B cupoBarii KpoBi. Lli mpemapatu MoxHa
3aCTOCOBYBAaTH OJIHOYACHO, 3BAKAIOYM HA PU3HUK IIJBUIIEHHS KOHIIEHTpalii OunipyOiHy Ta
KpeaTHHIHY B CUPOBATIII KPOBI.

@enmarin: MOBIAOMIISIIOCS PO OJMH JCTAIBHUA BUITAI0OK IHTOKCUKAIIIT ()EHTAHLJIOM BHACIIIOK
MOXXIJIMBO1 B3aeMmojii ¢eHTaHily Ta ¢iaykoHazony. JloCHimKeHHs MNpOJAEMOHCTPOBAIHU, IO
(G1ykoHa301 3HAYHO YIOBUIbHIOBAB eniMiHaniio (entaniny. [linBuieHHS KOHIIEHTpaIil
(dbeHTaHTy MOXKE MPU3BECTH J0 MPUTHIYEHHS JUXaHHS, TOMY CJi/l pETeIbHO KOHTPOJIIOBATH CTaH
narieata. Mosxxe OyTH HeOOXiTHOIO KOPEKIIis 103U (PeHTAHLTY.

Ineioimopu I'MI-KoA-pedykmasu. cyMicHE 3acTOCyBaHHS (DIyKOHA30Jly Ta IHrIOITOpIB
I'MI'-KoA-penykraszu, mo Metabdonizytorbeds CYP3A4 (aTopBacTaTMH Ta CUMBAacTaTHH), abo
iHrioiropis 'MI'-KoA-penykrasu, mo Mmeradomnizytiorbess CYP2CY (¢dmyBacratuh), minBuilye
PHU3HK PO3BUTKY Miomarii Ta pabaomionizy. Y pa3i HEOOX1AHOCTI OJJHOYACHOTO 3aCTOCYBAHHS ITUX
MpemnapaTiB il peTeIbHO CIOCTEPIraTy 3a MalieHToM 11010 BAHUKHEHHS] CHMIITOMIB MiOTaTii Ta
pabaoMioIi3y 1 HPOBOJIUTH MOHITOPHHT PIBHS KpEaTHMHKIHA3U. Y BUMAJAKY 3HAYHOTO MiJIBUIICHHS



piBHS KpeaTHHKia3M, a TaKOoXX NpHW JiarHOCTyBaHHI abo Mmigo3pi Ha Miomariio/pabdmomionis
3actocyBanHs iHri0iTopiB ' MI'-KoA-penykrasu ciiif MpUIUHATH.

ImyHocynpecopu (Hanpukiao YuKIoOCNOPUH, e8eponimMyc, CUPOLIMYC i MAKPOLIMYC).
Luknocnopun: ¢mykoHazon 3HauHO minBuilye kKonueHtpamito Ta AUC muximocnopuny. Ilpu
OJIHOYACHOMY 3acTOCyBaHHI (mykoHazomy y m031 200 Mr/mo0y Ta IUKIOCIOPUHY Y A031
2,7 mr/kr/mody cnocrepiranocs 30utemenHs AUC nukimocnopuny y 1,8 pasa. Lli npemaparu
MO’KHA 3aCTOCOBYBATH OJIHOYACHO 32 YMOBH 3MEHIICHHS JI03H HUKIOCIOPUHY 3aJIC)KHO Bi HOTO
KOHIICHTPAIIii.

Eseponimyc: xo4a nociipkens in Vitro ta in vVivo He ipoBoanid, (IyKOHA30J1 MOXKE IMiIBUIILYBATH
KOHIICHTPAIIII0 €BEPOIIIMYCY B CUPOBATIIi KpoBi yepe3 npurnidenns CYP3A4.

Cuponimyc: (aykoHA30J1 TABUINYE KOHIEHTPAIII0 CHPOIIMYCY y TUIa3Mi KpOBi, IMOBIpPHO,
[UIIXOM IMPUTHIYeHHsT MeTabonizsMy cupoiimycy gepmerntom CYP3A4 ta P-riikonporeinom. Lli
IpernapaTyd MOKHA 3aCTOCOBYBATH OJTHOYACHO 32 YMOBU KOPUTYBAHHS J03U CHPOJIMYCY 3aJIEKHO
BiJl piBHSI KOHIIEHTpAIlil Ta €EeKTIB Ipenapary.

Taxponimyc: GprykoHA307 MOXKE MIABUITYBATH KOHIIEHTpAIlli TAKPOIIMYCY B CHPOBATIII KPOBI J0
5 pa3iB mpu HOro nepopanbHOMY 3aCTOCYBaHHI UYepe3 NMPUTHIYEHHS MeTaboIi3My TaKpoIIMyCy
¢depmentoM CYP3A4 y xumeunuky. [lpu BHYTpIlIHBOBEHHOMY 3aCTOCYBAaHHI TaKpOJIIMYCY HE
criocTepiranocs 3Ha4HKUX 3MiH (papMakoKiHEeTHKH. [1iBuUIIeH] piIBHI TAKPOIIMYCY acOLIIOIOTHCS 13
HepoTokcHyHICTIO. [l03y TakpoJIMyCy Ui TIEPOPATLHOTO 3aCTOCYBaHHS CIil 3HKYBATH
3aJICIKHO B1J] KOHIIEHTpAIlll TAKPOJIIMYCY.

Jlozapman: (iryKoHA307 TPUTHIYYE META00JI3M JI03apTaHy J0 HWOTro aKTHBHOTO METaloJITy
(E-31 74), mio 3yMOBIIIO€ OUIBIITY YAaCTHHY @HTAarOHI3MYy JI0 perenTopis anriotensuny Il mig gac
3aCTOCYBaHHS Jio3apTaHy. PekoMeH10BaHO 31HCHIOBATH MOCTIHHUN MOHITOPUHT apTepiaibHOTO
TUCKY Yy TIAIlIEHTIB.

Memaoon. GykOHa30J1 MOKE ITIBUIYBATH KOHIICHTPAIIII0 METAIOHY Y CUpoBaTili kpoBi. [Ipu
0JTHOYaCHOMY 3aCTOCYBaHH1 METaJ0OHY Ta (IYKOHA30JIy MOKe OYyTH HEOOXiITHUM KOPHUTYBaHHS
JI03U METAJIOHY.

Hecmepoioni npomuzananvui npenapamu. Npyu OJHOYACHOMY 3aCTOCYBAaHHI 3 (PIyKOHA30JI0M
Cmax Ta AUC ¢uyp6inpodeny mniasumyBanucs Ha 23 % Tta 81 % BIANOBITHO MOPIBHSIHO 3
BIIMTOBIIHUMH TIOKa3HUKAMH TIPH 3aCTOCYBaHHI1 TUIbKH (iypOimpodeHy. AHAIOTIYHO TpHU
0JIHOYaCHOMY 3acTOCyBaHHI1 (piykoHazoury 3 parnemivauM i0ymnpodenom (400 mr) Cmax Ta AUC
(bapMakoIoriyHO aKTHBHOTO i30Mepy S-(+)-ibympodeny mimBuiyBaaucs va 15 % ta 82 %
BIIMOBIIHO TOPIBHSHO 3 TaKUMU TIOKAa3HWMKAaMH TIPH 3aCTOCYBAaHHI TUIBKH paleMidHOTO
10ympodeny.

Xoya creriatbHUX JOCTIKeHb HE TTPOBOINIIH, (DIIyKOHA301 MOTEHIIIMHO 3JaTHUH MiABUIIYBATH
cucteMuy ekcrno3uiito iHmux HII3II, mo meradonizyrotees CYP2CY (Hanmpukiiag HampoKCeHy,
JIOPHOKCUKaMy, MeJOKcHKamy, aukiodeHaky). PekoMeHIOBaHO MepiOMYHO 3JiHCHIOBATH
MOHITOPHHT MOOIYHUX PeaKIliii Ta TOKCHYHUX MPOsBiB, oB’a3aHux 13 HIT3I1. Moxe 3Hamobutucs
kopuryBanss ao03u HIT3I1.

@Denimoin: QryKkoHa30J] MPUTHIYYe MeTaboi3M (eHiToiHy B neuiHii. OgHoyacHe Oararopa3oBe
3acrocyBanHs 200 mr ¢aykonazony ta 250 Mr ¢eHITOTHY BHYTPIIIHBOBEHHO MPU3BOJIUTH IO
nigsuiienus AUCz4 enitoiny Ha 75 % T1a CminHa 128 %. IIpu ogHOYacHOMY 3aCTOCYBaHHI LIUX
JKapchbKUX 3aC001B CITiI TPOBOAUTH MOHITOPUHT KOHIEHTpaIlii peHiToiHy y cHpoBaTIi KpOBi AJis
YHUKHEHHS pO3BUTKY TOKCHYHOT i (heHITOTHY.

IIpeonizon: MOBIIOMIISIIOCS TIPO BUIIAIOK, KOJIH y TIAI[IEHTA MICIIs TPAHCIUIaHTallll TeYiHKH Ha T
3aCTOCYBAaHHS NPEIHI30HY PO3BHUHYJACS IOCTpa HEAOCTATHICTh KOPU HAJHUPKOBUX 3aJI03, ILO
BUHMKIIA TICIAS TPUIUHEHHS TPHUMICAYHOTO Kypcy Tepamii (aykonazonom. IlpunuueHHs
3acTOCYBaHHS (DITYKOHA307y, IMOBIPHO, COPUYMHUIO mocuiieHHs akTuBHOCTI CYP3A4, mio
MIPU3BEJIO JIO MPUCKOPEHHS MeTaboi3My npeaHizony. Ciil peTenbHO CTeXKHUTH 3a NallieHTaMHu,
SK1 TPOTSTOM TPHUBAJIOTO Yacy OJHOYACHO 3aCTOCOBYIOTH (DIYKOHA30J1 Ta MPEAHI30H, 3 METOI0
MOTEPE/DKEHHST PO3BUTKY HEJOCTAaTHOCTI KOPH HAAHMPKOBUX 3aJl03 TICHS MTPHUITMHEHHS
3aCcTOCYBaHHS (DITYKOHA30IIy.



Pugpabymun: ¢GnaykoHa30J1 MIBUILYE KOHICHTpalilo pudaOyTuHy B CHpPOBATII KpPOBi, IO
npu3Boauth A0 30utemeHHs AUC pudabyruny mo 80 %. Ilpu omHOYacHOMY 3acTOCyBaHHI
¢brykonazoy Ta pudabdyTHHY MOBIIOMIISIIOCS IPO BHUIIAAKH PO3BUTKY yBeEiTy. [IpH 3acTocyBanH1
TaKO1 KOMOIHAIIIT JIIKapChbKUX 3aCO0IB CITifl OpaTH 10 yBaru CUMIITOMH TOKCHYHOT J1ii pudabyTuny.
Caxsinasip: ¢nykonazon minsuurye AUC t1a Cmax cakBiHaBipy mpubamsHo Ha 50 % Tta 55 %
BIJMOBITHO 4Yepe3 MpHUTHIYeHHs MeTaboii3My cakBiHaBipy y nedinmi ¢pepmentom CYP3A4 Tta
yepes IHT10yBaHHS P-riikonporeiny. Bzaemonii MDK (di1yKoHa30J0M Ta
CaKBIHABIPOM/PUTOHABIPOM HE JIOCIIHKYBAINCS, TOMY BOHH MOXXYTb OyTH OLTbII BUPAKEHUMH.
Moske OyTH HEOOXiTHUM KOPUTYBAHHS 03U CaKBiHABIPY.

Iloxioni cynvghonincewosunuy: Mpu OJHOYACHOMY 3aCTOCYBaHHI (UIYKOHA30J MPOJIOHTYE TEPIOJT
HaIIBBUBEACHHS NEPOPAITBHUX MOXITHUX CYIb(OHLICEYOBHHHU (XJIOPIpOIaminy, riiideHKIamiay,
TIM3UAY Ta TOJOyTaMminy) mpu iX 3acTOCYBaHHI 37J0POBUM J0OPOBOJNBISAM. PexoMeHmyeThCs
MIPOBOJUTH YaCTUH KOHTPOJIb I[yKPY B KpPOBI Ta BIANOBIIHUM YMHOM 3HIDKYBATH J03Y MOXITHUX
Cynb()OHUICEYOBUHU MPH OJTHOYACHOMY 3aCTOCYBaHHI1 3 (DITyKOHA30JI0M.

Teoghinin: y noCHKEHHSX B3a€MOJIl IpemnapaTiB 3acTOCyBaHHS (¢uiykoHazony o 200 wmr
npoTsAroM 14 mHIB IPU3BEIIO 0 3HIKEHHS CePeaHBOT0 KIIPEeHCY TeoUIIHY Y M1a3Mi KpoBi Ha 18
%. 3a maiieHTaMu, SIKi 3aCTOCOBYIOTh T€O(UIIH Y BUCOKHX J103aX a00 SIKI MArOTh ITIIBHIICHHI
PHU3UK PO3BUTKY TOKCUYHUX MPOSIBIB TEOPUIIHY 3 IHIIKUX MPUYMH, CJI1JI BCTAHOBUTH HarJIs]l 100
BUSIBJICHHS O3HAK PO3BUTKY TOKCHYHOI ii Teodininy. Tepamito i 3MIHUTU MPH MOSAB1 03HAK
TOKCHUYHOCTI.

Ankanoiou 6apseinky: Xod4a BIIMOBITHUX JOCIIDKEHb HE MPOBOAMIM, (IIYKOHA30J, IMOBIPHO,
yepes 1HrioyBanHs CYP3 A4 mosxe cipyuuHATH MiIBULLIEHHS KOHIIEHTpAIIii aJKajaoiniB OapBIHKY
y IUIa3Mi KpoBi (HampHKiIaJ] BIHKPUCTHHY Ta BIHOJACTHHY), IO NPU3BOIUTH JO PO3BUTKY
HEHPOTOKCUYHUX €(EKTIB.

Bimamin A: moBimomIIsIocs, MO y MaIfieHTa, SKUH OJHOYACHO 3aCTOCOBYBAB TPAHCPETHHOEBY
KHCJIOTY (KHUCIOTHA hopMa BiTamiHy A) Ta (iIyKoHA30J, CHIOCTEepiraarcs moOidH1 peakiii 3 60Ky
IHHC y dbopmi nceBA0TYMOPY TOJOBHOTO MO3KY; TaHUH €(PEKT 3HUK ITICIA BIAMIHU (DIyKOHA30ITY.
Ili mikapchbki 3acoOM MOKHA 3aCTOCOBYBATH OJIHOYACHO, ajie CIIiJ TaM ATaTd TMPO PH3UK
BUHUKHEHHS MOOIYHMX peakuin 3 6oky [THC.

Bopuxonaszon (ineioimop CYP2C9, CYP2CI19 ma CYP3A4): onmHOYacHE 3acTOCYBaHHS
BOPHUKOHA30J1y ntepopaiibHO (1o 400 mr koxH1 12 roaun npotsrom 1 aas, motiM o 200 Mr KoxH1
12 ronuH poTsirom 2,5 aHs) Ta GirykoHa3oury nepopaibHo (400 Mr B iepiuii 1eHb, notiM 1o 200
MT KOH1 24 TOJIMHU TIPOTATOM 4 THIB) 8 370pOBUM JOOPOBOJIBIISIM YOJIOBIUOT CTaTi MPU3BEIIO 10
nigBuiieHHs Cmax Ta AUCt BopukoHasony B cepeaubomy 10 57 % (90 % Al: 20 %, 107 %) Ta
79 % (90 % AOI: 40 %, 128 %) BiamoBinHo. HeBimoMo, 4yu MpU3BOIUThH 3HIKEHHS JI03HM Ta/abo
YacTOTH 3aCTOCYBaHHS BOPHKOHA307y abo ¢uiykoHazony 110 ycyHeHHs Takoro edekrty. [Ipu
3aCTOCYBaHHI BOPHKOHA307y Micas (UIYKOHA30JIy CIiJ HPOBOAUTHU CIOCTEPEKEHHS II0JI0
PO3BUTKY NMOOIUYHUX €(EKTiB, aCOLIHOBAHUX 13 BOPHKOHA30JIOM.

3uooeyoun: dhnykonazon migsuinye Cmax Ta AUC 3unoByauny Ha 84 % ta 74 % BiANOBiAHO, 11O
3YMOBJICHO 3HW)KCHHSM KIIIPEHCY 3UJIOBYIMHY MpUOIu3HO Ha 45 % mpu Horo nepopaibHOMY
3actocyBaHHi. [lepion HamiBBUBEICHHS 3UIOBYIUHY OYyB TaKOX IMOJOBXKEHUN MPHOIM3HO HA
128 % micna 3actocyBaHHS KOMOiHauil (iaykoHa3osly Ta 3MIOBYIMHY. 3a NallieHTaMH, sKi
3aCTOCOBYIOTh TaKy KOMOIHAI[IIO JIKApChKUX 3ac00iB, CIiA CHOCTEpIraTd IIOAO PO3BUTKY
MOOIYHUX PeaKIlii, MOB’A3aHUX 13 3aCTOCYBAaHHAM 3UJOBYAUHY. MOXHA PO3IIIIHYTH JOUUIBHICTD
3HWKEHHS 703U 3UJ0BYUHY.

Asumpomiyun: 'y JOCHPKEHHSX 3 OLIHKK BIUIMBY a3UTPOMILMHY Ta (HIyKOHa30Jy Ha
(bapMakOKIHETHKY OJIMH OJHOTO MpH iX OJTHOYACHOMY NEPOPaTLHOMY pa30BOMY 3aCTOCYBaHHI y
nozax 1200 mr ta 800 Mr BiAMOBITHO, YKOJHUX 3HAUYIIUX (PAPMAKOKIHETUYHHX B3a€MOJIi
BUSIBJICHO HE OYIIO.

Ilepopanvhi konmpayenmugu. TP 3aCTOCYBaHHI (QIyKoHa30Jy y 7031 50 M BIUIUBY Ha piBEHb
TOPMOHIB He OyJ10, TO/i SIK IPH 3aCTOCYBaHH1 (u1yKoHa301y y 1031 200 Mr Ha 100y criocTepiranocs
30utbmenHs AUC eruninectpaaiony Ha 40 % Ta neBoHoprectpeny — Ha 24 %. Lle cBiguuTh npo



Te, 1110 OararopazoBe 3aCTOCYBaHH: (DITYKOHA30J1y y 3a3HAYCHUX J103aX HABPSI UM MOKE BIUTUBATH
Ha e(peKTUBHICTH KOMOIHOBAHOT'O IEPOPAIILHOTO KOHTPAIICTITHBA.

léakagpmop: CynmyTHE 3acTOCYBaHHS 3 IBakaTOpOM, MIJACHIIOBAYEM MYKOBICIIUIO3HOTO
TpancmemOpanHoro perymnsaropa nposigaocti (CFTR), minBumiye excnosuiito iBakapTopy B 3
pa3u, a rigpokcuMermiiBakadpropy (M1) — y 1,9 pasa. [ng mnamieHTtiB, sKi OJHOYACHO
3acTOCOBYIOTH OMipHi iHTi0iTOpr CYP3A, Taki sik GIryKoHA30I1 1 epUTPOMILIMH, PEKOMEHIYETHCS
3HIKEHHS 703U iBakadTopy 10 150 Mr oguH pa3 Ha 100y.

Ocobnueocmi 3acmocy8anHs.

Hepmamocghimia. BiamoBigHO 10 pe3ynbTaTiB MOCTHKEHHS (DIYKOHA30Jy Ui JIIKyBaHHS
nepMatodiTii y Aiteid, (ayKoHa30J1 HE MePEBUIIYE TPU3e0PYIIbBIH 32 €()EKTUBHICTIO 1 3arabHUMI
MMOKa3HUK €PeKTUBHOCTI cTaHOBUTH MeHIe 20 %. Tomy (irykoHa30J HE CITiJT 3aCTOCOBYBATH ISt
JIKYBaHHS AepMaTOPITii.

Kpunmoxkokos. Jloka3iB e(peKkTUBHOCTI (UIYKOHA301y A JIIKyBaHHS KPUITOKOKO3Y IHIIMX
JIOKaNizalii (Hanpukiaa JereHeBOro KpUIToKOKo3y Ta KpUIITOKOKO3Y IIKIPH) HEAOCTATHBO, TOMY
peKOMEHIalliH 11010 JO30BOr0 PEXUMY Ul JIKYBAHHS TaKUX 3aXBOPIOBAHb HEMAE.

I'nuboxki enoemiuni mixkosu. Jloka3iB epeKTUBHOCTI (PIyKOHA30JIy JUIS JIIKYBaHHS IHIIUX (hopm
€H/JIEMIYHUX MIKO31B, TaKUX SK MapaKOKIMA10iI0MIKO3, TICTOMIa3MO03 Ta MIKIPHO-TIMPaTUYHUN
CTIOPOTPUXO03, HEJAOCTATHRO, TOMY PEKOMEHIAIIIN MI0JI0 TO30BOTO PEXKHUMY JUIS JIIKYBAaHHS TaKHX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. TlatnienTam 13 mopyreHHsM (YHKIIIH HUPOK Mpermapar Ciij 3aCTOCOBYBATH 3
o006epexHICTIO (AuB. po3aAlT «Cnocib 3acmocysanus ma 003uy).

T'enamoobiniapna cucmema. llamieHTam 13 mopymieHHSM (QYHKIIA TEYIHKA Tpenapar Ciia
3aCTOCOBYBaTH 3 O00OEpEeXHICTIO. 3acTOCyBaHHSA (UIYKOHA30JIy acOIFOBAIOCS 3 BUHUKHEHHSIM
PIIKICHMX BHUITQJIKIB PO3BUTKY TSDKKOI T€MaTOTOKCHYHOCTI, BKJIFOYAOYH JIETadbHI BHUIIAIKH,
TOJIOBHUM YMHOM Yy MAII€HTIB 13 TSHXKKUMHU OCHOBHHUMH 3aXBOPIOBAHHSMU. Y BUMAJKAX, KOJHU
PO3BUTOK IreMaTOTOKCUYHOCTI aCOIIIFOBABCS 13 3aCTOCYBaHHIM (hITyKOHA30J1y, HE OYJIO Bi3HAUYEHO
il IBHOT 3aJICKHOCTI BiJl 3araJIbHOT T0OOBOT 103U MIpenapary, TPUBAJIOCTI Teparii, ctaTi abo BIKY
naiieHTa. 3a3BUYail remaToTOKCUYHICTh, CIpUYMHEHA (DIyKOHA30J0M, 00OpOTHA, a 1 MPOsIBU
3HUKAIOTH MICIIS MPUITMHEHHS TepalTii.

3a mamieHTamMHu, y SKHX TPH 3acTOCYBaHHI (DIYKOHA30Jy CIIOCTEPIraloThCsl BIIXHICHHS
pe3ynbTaTiB  (DYHKIIOHATBHUX TPOO TEYIHKH, CIIJI BCTAHOBUTH PETEIBHUN HArJsA[ 100
PO3BUTKY OLIBII TSHKKOTO YPAXKEHHS ITEUIHKH.

[TamienTiB cig mpoiHGOpPMyYyBaTH PO CUMITTOMH, IO MOXYTh CBITYUTH MPO CEPUO3HUIA BILIUB Ha
MeYiHKY (BUpa)K€Ha acTeHIs, aHOPEKCisl, MOCTIiHA HY/I0Ta, OJIFOBAaHHS Ta )KOBTSIHUI). Y TaKOMY
BUIIAJIKy 3aCTOCYBaHHA (UIYKOHA30JIy CIiJI HETalHO NPUNUHUTH Ta MPOKOHCYIbTYBATUCS 3
JIKapeM.

Cepyeso-cyounna cucmema. Jeski azonu, y TOMy 4YMCIi ¥ (IyKOHA30J], aCOLIIOIOTHCA 13
nogoBxkeHHsAM iHTepBany QT Ha enexTpokapaiorpami. [loBimomisiocss mpo Ayke piIKicH1
BUIAJKU MOJAOBXKEHHS iHTepBady QT Ta mapokcM3MalbHOI IUTYHOYKOBOI TaxikapAili THUITY
«mipyeT» TpHU 3acTOCyBaHHI (prmykoHazosry. Taki MOBIAOMIICHHS CTOCYBAJIUCS MAIliEHTIB 13
TSHKKUMH 3aXBOPIOBAHHIMHU MPH MO€HAHH] 0araTboX (hakTOpiB PU3UKY, TAKUMU SIK CTPYKTYpHI
3aXBOPIOBAHHS CepIlsl, MOPYIIEHHS €JIEKTPOJIITHOTO OOMIHY Ta OJJHOYACHE 3aCTOCYBaHHS IHIIHUX
JIIKapChKUX 3ac00iB, 1110 BILTMBarOTh Ha iHTepBasT QT.

@DyKOHA30J1 CIliJ] 3 O0EPEKHICTIO 3aCTOCOBYBATH MAalliEHTaM 13 PU3MKOM PO3BUTKY apUTMIil.
OnHouYacHe 3aCTOCYBaHHS Pa30M i3 JIIKApCHbKUMH 3aco0aMH, 110 MPOJIOHTYIOTh iHTepBal QTc Ta
MeTaboi3yt0Thes 3a gonomoroto pepmerty CYP3 A4 nuroxpomy P450, npotunokasane.
Tanogpanmpun. I'anodpantpus € cyocrparom pepmenty CYP3A4 i npononrye iHTepsan QTc npu
3aCTOCYBaHHI Y PpEKOMEHJOBAaHUX TepameBTUYHMX Jo3ax. OjHOYacHE 3acCTOCYBaHHS
ranoGaHTpuHy Ta (PIyKOHA30Jly HE PEKOMEHIYETHCS.

Hepmamonociuni peaxyii. Ilin vac 3acTocyBaHHs (UIYKOHA30Jly PiIKO MOBIAOMIISIIOCS PO
PO3BUTOK TaKuUX eKC(OIIAaTUBHUX IIKIPHUX peakuid sk cuHiapom CriBeHca-/[koHCOHA Ta



TOKCHYHUH eninepmanbauii Hekpoui3. [lamientn 31 CHIZlom OinbIn cXuiIbHI 10 PO3BUTKY TSKKUX
HIKIPHUX pEaKlid MpH 3acTOCYBaHHI 0araThOX JKapChKUX 3aco0iB. fkmo y mnamieHTta i3
MOBEPXHEBOIO T'PUOKOBOIO 1H(MEKII€I0 3’SIBISAIOTHCS BUCHIIAHHS, IO MOXKHA TIOB’S3aTH 13
3aCTOCYBAaHHSAM (DIIYKOHA30JIy, TOJAJIbIIEe 3aCTOCYBAaHHS Ipernapary CliJ NPUIUHUTH. SIKII0 Y
MaIfi€eHTa 3 IHBa3MBHOI/CUCTEMHOIO IPUOKOBOIO 1H(EKIIIEI0 3 ABISIOTHCS BUCUTIAHHSA Ha IIKIpi, 32
HOro CTaHOM MOTPIOHO PETETHHO CIIOCTEPIraTH, a Y BUIAJKY PO3BHTKY OyJIbO3HHX BHCHIIAHb 200
MYyJIbTH(GOPMHOT €pUTEMU 3aCTOCYBAHHS (PITYKOHA30Ty CIi/I IPUTTUHUTH.

L'inepuymaugicme. Y PIIKICHUX BHIAAKAX TMOBIIOMISUIOCS PO PO3BUTOK aHA(IIAKTHUYHUX
peaxirii.

Lumoxpom P450. ®nykoHazon € moTyxHuM inriditopom depmenty CYP2C9 Tta momipauM
iridiropom epmenty CYP3A4. Takox diaykonason € inriditopom pepmenty CYP2C19. Curin
CIIOCTEpIraTé 3a CTAaHOM MAIli€HTIB, SKi OJHOYACHO 3aCTOCOBYIOTH (PIIYKOHA30JI Ta Mperapary 3
BY3bKHM TEpaleBTUYHUM BIKHOM, 110 MeTabousizyoThes 3a yudacTio CYP2C9, CYP2CI9 Ta
CYP3A4.

Tepgenaoun. Cnig peTeabHO CIOCTEPIraTH 3a CTAHOM MalliEHTa TPU OJHOYACHOMY 3aCTOCYBaHHI
TeppeHanuny ta (aykoHaszomay y 1031 mexie 400 mMr Ha 100y.

3acmocysanns y nepioo eazimuocmi aoo 200y8anHs 2pyooro.

Jlani, oTpuMaHi IpH pa3oBOMY a0 MOBTOPHOMY 3aCTOCYBaHH1 (IYKOHA30y y 3BUYAMHUX 033X
(< 200 mr/go0y) KUTbKOM COTHSM BariTHUX JKIHOK HpoTsroM | TpumecTpy BariTHOCTi, He
MPOJEMOHCTPYBIM HeOaxaHux edekTiB Ha 1. [loBImIOMIISAIOCS TPO YHCENIbHI BPOJDKEHI
MaTOJIOT1i y HOBOHAPO/KEHUX (BKIIIOYAIOUM Opaau@peHilo, AWCIUIa3il0 BYIIHOI pPaKOBHHHU,
HaJMipHe 30UIbIIEHHS IEPETHBOTO TiM’ A4YKa, BUKPUBIEHHS CTErHA, IJICUOIIKTHOBHIM CHHOCTO3),
MaTepi SKUX NpuiiManu BHCOKI 103U (iaykoHazony (400-800 mr/moly) mpoTsroM mpHHaWMHI
TppOX abo0 OuTbIEe MICSIIB Ui JIIKYBaHHS KOKIMAIOiM03y. 3B’S30K MDK 3aCTOCYBaHHSIM
(bi1yKOHa3011y Ta IMMHU BUNaJKaMU HE BU3HAYECHUI.

JlocnikeHHsl Ha TBapUHAX MPOJIEMOHCTPYBAIHN PENPOTYKTUBHY TOKCUYHICTb.

He cnig 3acrocoByBaTu 3BWYaiiHI 703U (DIYKOHA30Jy Ta KOPOTKOTPHUBAII KypCH JIIKYBaHHS
(hTyKOHA30JI0M Y MEpioj] BariTHOCTI, 32 BUHATKOM KpaiHhO1 HEOOX1THOCTI.

He cmin 3acTtocoByBatm BHCOKI 703U (UIYKOHA30y Ta/ab0 TpuBali KypcH JIIKyBaHHS
(ayKOHA30JI0M y TEpioJ BariTHOCTi, 3a BUHATKOM JIKyBaHHSA I1H(MEKIIIH, [0 IOTEHIIIHO
3arpoXkKyr0Th KHUTTIO.

@DI1yKOHA30J1 MPOHUKAE Y TPYAHE MOJIOKO Ta JIOCSITae HUKYOT KOHIEHTpaLlii HDK y TJ1a3Mi KPOBi.
lopyBanHs Tpynal0 MOXKHA TMPOJOBXKYBATH IICHS PAa30BOr0 3aCTOCYBaHHS 3BHUYAMHOI 103U
(haykoHazouy, mo cranoBuTh 200 Mr abo MeHIIe.

l'ogyBatu rpyaio He peKOMEHAY€EThCS pU OaraTopazoBOMY 3aCTOCYBaHH1 (PIIyKoHa30.y a00 npu
3aCTOCYBaHH1 BUCOKHUX /103 (hIyKOHA30Iy.

30amnicmo enaueamu HA WIGUOKICMb pPeakyii npu KepyeaHHi aAeMOMPAHCHOPMOM ado
IHUWUMU MEeXAHIZMAMU.

Jocnimkens BIUIMBY mpernapaTy Jduduro3o1” Ha 3AaTHICTH KepyBaTH aBTOTPAHCIOPTOM abo
MPAIfOBATH 3 IHIIUMHU MEXaH13MaMH HE TPOBOIMIIH.

[MarmienTiB cnig npoiHGopMyBaTH PO MOXKIIUBICT PO3BUTKY 3allaMOPOYEHHs ab0 CyIOM i yac
3acTocoByBaHHs Tpenapaty Judmoszon®. IIpu po3BUTKY TaKUX CUMITOMIB HE PEKOMEHIYEThCS
KepyBaTH aBTOTPAHCIIOPTOM a00 MpAIfoBaTH 3 IHITUMHI MEXaHI3MaMHU.

®

Cnoci6 3acmocysanna ma 0o3u.

Kancynu cnin koBratu nimumu. [Tpuiiom mpenapaty He 3a1eKuTh Bl IpUioMy bxi.
Hopocni.

[Ipenapat 3acTocoBYBaTH MepopaibHO Yy 1031 150 Mr otHOpa30Bo.



Hayienmu nimuvoeo 6ixy.

[Ipu BiACYTHOCTI O3HAK MOpyHICHHs (QYHKIIH HUPOK JUIs JTIKYBaHHS JTaHOi KaTeropii mamieHTiB
3aCTOCOBYBATH 3BMYANHY J03Y JJIsl JOPOCIUX.

Topywenns @yHkyiii HUpOK.

@DyKOHA30J BUBOJHUTHCS B OCHOBHOMY 3 ce4er0 y He3MiHeHoMmy Burisiai. Ilpu pazoBomy
3aCTOCYBaHHI IIperapaTy KOPUTyBaTH 103y JaHIi KaTeropii maieHTiB He MOTPiOHO.

THopywennus ¢ynxyiti neuinku.

@DiryKOHA30JI CITiJ1 3aCTOCOBYBATH 3 00EPEKHICTIO MAaIIEHTaM 13 MOPYIICHHSIMH (DYHKITIH MTeYiHKH,
OCKLUTBKH iH(OpMaIii 1040 3acToCyBaHHS (DIYKOHA30JI il KaTeropii MmamieHTiB HEAOCTATHBO.

Himu.

EdexTuBHicTh Ta Oe3meka 3aCTOCYBaHHS MpenapaTy s JIIKYBaHHS T€HITaTbHUX KaHIUA031B Y
JIITel HEe BCTAHOBJICHI, HE3BAXKAIOUM HA BUUEPIIHI JaHI1 11010 3aCTOCYBaHHS (IyKOHA30IY JITSIM.
Skmo icHye HaranbHa noTpeda 3aCTOCYBaHHS Ipenapary niaiiTkaMm (Bikom Big 12 go 17 pokis),
CJIJ] 3aCTOCOBYBATH 3BUYAIHI JO3U /ISl TOPOCIHX.

Ilepeoo3ysanns.

[ToBimomutsiiy Tipo mepeio3yBanHs (IIyKOHA30JI0M; OJTHOYACHO TTOBITOMIISUTH TTPO TAFOIMHALIT Ta
MapaHoilaJbHy MOBEIIHKY.

[Ipn nepeno3yBaHH1 HEOOXITHO MPOBECTHM CUMOTOMATHYHY MIATPUMYIOUY TEpamiio Ta y pasl
HEOOX1THOCTI - IPOMHUTH ILITYHOK.

@DI1yKOHA30J1 3HAYHOIO MIPOIO0 €KCKPETYEThCA 3 ceueto; (opcoBaHUM /iype3 MOXKe MPUCKOPUTH
BHUBEICHHS Tpenapary. CeaHc reMoianizy TPUBATIICTIO 3 TOAMHU 3HIKYE PIBEHb (UIYKOHA30JIy y
ma3Mi KpoBi mpubauzHo Ha 50 %.

Io6iuni peakuii.

Haiiuacrime (> 1/10) moBimomMisutocst Ipo Taki MOOIYHI peakIlii: TOJIOBHUM OUTh, OUTh Y YepeBHII
MTOPOKHHUHI, Jiapes, HYyJIOTa, OmMIOBaHHA, BUCHIIAHHS, MIABUIIIEHHSI piBHS
anmarinaminoTpancdepasu (AJIT), acmaprataminorpancdepasu (ACT) ta myxHoi docdarazu
KpOBI.

JI71s1 OLIHKYM 9aCcTOTH BUHUKHEHHS TTOOIYHUX PeaKIliii BUKOPUCTOBYIOTh HACTYITHY KiIacu(ikallito:
ayxe gacto (> 1/10), gacro (> 1/100 i1 < 1/10), meuacto (> 1/1000 i <1/100), pinko (> 1/10000 i
<1/1000), ayxe pigko (< 1/10000), Ta yacroTra HeBioMa (HEMOKJIMBO OI[IHUTH Ha TiICTaBl
HassBHUX JIAHUX).

3 b6oky cucmemu Kpogi ma n1imM@pamudHoi cucmemu.

Heuacro: anemis.

Pinko: arpanynomuTo3s, JICHKONEHIs, HEUTPOIIEHIs, TPOMOOIIUTOTICH .

3 60Ky imynnoi cucmemu.

Pinko: anadimakcis.

Memaboniuni ma animenmapHi po3naou.

Hewacro: 3HMXEHHS aneTuTy.

Pinko: rineprpuriinepuaemMis, TinepxojieCTepuHEMIs, TIOKaTIEMIs.

Tcuxiuni nopywenus.

Heuacrto: 0e3COHHS, COHIUBICTD.

3 6oky nepsosoi cucmemu.

YacTto: roj0BHUHN OLIb.

HeuacTo: cynomu, 3anaMopoyeHHsl, mapecTesii, HOPYIIeHHS CMaKy.
Pigxo: Tpemop.

3 boky opeanie ciyxy ma 6ecmudyiapHo20 anapamy.

Heuacro: Bepturo.

3 boky cepys.



Pinko: mapokcu3MaibHa NUTYHOUKOBA TaxiKap/ais TUILY «IIipyeT», MoaoBkeHHs inTepBaty QT.

3 60Ky WIYHKOBO-KUWKOBO2O MPAKMY.

Yacro: Ou1h y UepeBHii TOPOKHUHI, Jiapesi, Hy10Ta, OJTFOBaHHS.

Hewacro: 3amop, aucrericisi, METE€OpHU3M, CYXiCTh Y POTi.

Tenamobiniapui posnaou.

YacTo: ninBuileHHs piBHA ajnaHiHaMmiHoTpancdepasu (AJIT), acnaprataminorpancdepasu (ACT),
myxHOT pocdaraszm.

Hewacro: xonecras, )KOBTSHHIIS, MIIBUILCHHS PIBHS OUTIpyOiHY.

Pinko: meuiHKOBa HENOCTATHICTh, TEMATOICIIONSAPHUNA HEKPO3, TeNaTHTH, T'eHaTOIETIONIIPHE
ypaxxeHHS.

3 60Ky wKipu ma niOwKipHoi MKAHUHU.

YacTo: BUCMIIaHHS.

Heuwacro: cBepODK, METMKaMEHTO3HUN 1EPMATHUT, KPOTIHUB’ HKA, MIJBUIICHE TOTOBHUIUICHHS.
Pinko: TokcuuHMI emigepMaibHUIl HEKpodi3, cunapoMm CriBeHca-J[>KOHCOHa, TOCTpHii
reHepaTi30BaHUM €K3aHTEeMAaTO3HUN MYCTYIb03, €KCPOTIaTUBHUIN I€pMAaTHUT, aHTIOHEBPOTHUHUIN
HaOpsK, HAOPAK 00IUYYsL, aTomeris.

3 60Ky onopHo-pyx08020 anapamy ma cnonyyHOI MKAHUHU.

Heuwacro: mianris.

3azanvHi poznaou ma peakyii y Micyi 66e0eHHsI.

Heuwacro: nizBuIieHa BTOMIIIOBaHICTb, HE3yKaHHS, aCTEHIs, TapsUKa.

imu.

YactoTa Ta XapakTep MOOIYHUX pEaKiii 1 BIIXWJIEHb Bl HOPMH pE3yJbTaTiB J1aOOpaTOpHUX
aHaI31B Y X011 KJIIHIYHUX JTOCTIPKEHB 32 YJacCTIO JIITEH CIIBCTaBHI 3 TAKUMU Y TOPOCITHUX.

Tepmin npuoamnocmi. 4 poku.

YMoBH 30epiraHus.
30epiraTi B OpUTiHAIBHIN YITAKOBIII MPU TeMIiepaTypi He Buie 25 °C.
30epiraTi y HEOCTYITHOMY JIJIsl IITEH MICIII.

YnakoBka.
Kancynu mo 150 mr, o 1 xaricyii y 6mictepi, 1 abo 2 Giictepu B madiii; 1mo 2 Karcyiu y oiicrepi,
1 GmicTep B madiii.

Kareropis Binnmycky.
bes penienta — kancynu o 150 mr o 1 kancysti.
3a peuentoM — Kancyau no 150 mr no 2 kancysnu.

Bupoonuk.
ITAT «KuiBmenmnpenapar».

Micue3naxoakeHHsI BAPOOHHUKA Ta MO0 agpeca Micusi NPOBa/sKeHHS JislJIbHOCTI.
Vkpaina, 01032, m. Kuis, Byn. Cakcarancskoro, 139.



