IHCTPYKIIA
U1 MeIMYHOI'0 3aCTOCYBAaHHA Npenapary

®JIYKOHA30JI
(FLUCONAZOLE)

Cknao:

diroua pevosuna. fluconazole;

1 karicyna mictuth 150 Mr ¢urykoHazory;

OONOMINCHI peyosunU: TAKT03a, MOHOTIPAT; KPOXMallb KAPTOIUISIHUI; MarHio cTeapar;
KPEMHIIO JIOKCH]T KOOI THUI 0€3BOTHUIA;

CKIA0 000710HKU Kancyau: xenatu, Tutany niokcuf (E 171), ingurokapmin-onakutauii (E 132).

Jlikapcbka ¢opma. Kancymnu.

OcnosHi @izuxo-ximiuni enacmusocmi: TBepl keIaTnHoBI Kancyiau Ne 1, muniHapuaHoi Gopmu
3 HamiBc(hepUUHUMHU KpasiMH, KOPIyC — O1JI0r0 KOJbOPY, KpUIIKa — OJAaKUTHOTO ab0 CHHBHOTO
KOJIbOPY; BMICT KaIlCyJIM — MOPOLIOK 0171010 abo Maiixke 0171010 Koibopy, 0e3 3anaxy.

dapmakoTepaneBTHYHA Ipyna.
[Tpoturpu6KoBi 3acobu A cucteMHoro 3acrocyBanHs. [loxinni Tpuazony. Kox ATX JO2A CO1.

Dapmakonoziuni eracmueocmi.

Dapmaroounamixa.

@yKoHa30J, TPOTUTPUOKOBHI 3acid Kiacy TpUA30NiB — MOTYXHHM CEJIeKTUBHUU 1HTIOITOp
rpuOKOBHX (DEPMEHTIB, HEOOXITHUX I CHHTE3Y eprocTepoity. [lepBUHHIM MeXaHi3MOM HOTo il
€ TpurHiueHHs TpuOkoBoro 14 anbda-maHOCTEPOI-IEMETHUIIOBAHHS, OMOCEPEAKOBAHOTO
muToxpomMoMm P450, mo € HeBiI€MHUM eTarnoM OlOCHHTE3y TPUOKOBOTO €procTepoiy.
Axymymsmist 14 anbda-MEeTHI-CTEPOJIiB  KOPENIOE 3 TMOJAIBIIOK BTPATOI0 E€ProcTEpoITy
MeMOpaHOI0 TPUOKOBOI KIITHHH Ta MOXE BIINMOBIIATH 32 MPOTUTPUOKOBY aKTHBHICTh
bayxoHazomy. OirykoHA3071 € OUTBIIT CEJIEKTUBHUM JI0 TPUOKOBUX (pepMeHTIB 1uToxpomy P450,
HIK 710 PI3HOMaHITHUX cUcTeM (epMeHTiB nuToxpomy P450 ccaBis.

3actocyBanHs (urykoHazony y 1031 50 Mr Ha moOy mpotsarom 28 NIHIB HE BIUIMBAE Ha PiBEHb
TECTOCTEPOHY y TUIa3Mi KPOBI y 4YOJIOBIKiB a00 Ha pPiBEHb EHJOT€HHUX CTEpOiJiB Yy KIHOK
penpoayKTUBHOTO BiKy. Diykona3on y 1031 200-400 Mr Ha 100y HE BUSIBIISE KIIIHIYHO 3HATYIIIOTO
BIUTMBY Ha PiBeHb CHIOTEHHUX CTEpOoimiB abo Ha Bignmoiap Ha ctumyJsnito AKTI y 3mopoBux
JIOOPOBOJIBIIIB YOJIOBIYOT CTATI.

JlocmipkeHHsT B3a€MOIl 3 aHTUIIPUHOM MPOAEMOHCTPYBalo, M0 3acTrocyBaHHA 50 wmr
(bayKoHa30Ty pa30BO UM 0araTopa3oBO HE BILTUBAE HA META00JII3M aHTHUITIPUHY.

UyTnuBICTb in vitro.

®DIyKOHA30J in Vitro NEMOHCTPYE MPOTUTPUOKOBY aKTHUBHICTH CTOCOBHO BUMAIB Candida, mo
3ycrpivatotbes Haivacrime (Bkmouatouu C.albicans, C.parapsilosis, C.tropicalis). C.glabrata
JEMOHCTPY€ IMIUPOKUN diama3oH 4YyTJIMBOCTI A0 (aykoHazomy, Toai sik C.krusei O HBOTO
PE3UCTEHTHA.

Takox QurykoHa3omn in vifro AEMOHCTPYE aKTUBHICTH siIK mpotu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak 1 TIPOTH EHAEMIYHUX IUTICHABUX TpuOiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

MexaHi3M pe3UCTeHTHOCTI.

Mikpoopranizmu pony Candida neMOHCTPYIOTh YHCICHHI MEXaHI3MH PE3UCTEHTHOCTI 0
a30JIbHUX MPOTUTPHOKOBUX 3ac00iB. DIIyKOHA30JI IEMOHCTPYE BHUCOKY MiHIMAlIbHY 1HTIOYyIOUy
KOHIICHTpAIIII0 TTPOTHU IITaMiB TpHOIB, SKI MalOTh OJUH a00 OLIbIIIE MEXaHI3MIB PE3UCTEHTHOCTI,
110 HETaTUBHO BIUTMBAE Ha €PEKTUBHICTD i1 Vivo Ta B KIiHIUHIN npakTuui. [ToBizommusocs npo
BUITAJIKK PO3BUTKY cynepindexii Candida spp., inmmmvu, Hixk C. albicans, Bugamu, 1o 4acto €




HeUyTIUBUMH 10 (iykoHazony (Hanpuknan Candida xrusei). J{nst mikyBaHHS TaKUX BUITAJIKIB
CJIiJ1 3aCTOCOBYBAaTH allbTEPHATHUBHI MPOTUTPUOKOBI 3aCOOU.

Dapmarokinemuxa.

DapMaKOKIHETUYHI BIACTHUBOCTI (IyKOHA30Jly € TMOAIOHMMH TpU BHYTPIIIHEOBEHHOMY 1
nepopaIbHOMY 3aCTOCYBaHHI.

Abcopbuyis.

dykoHa30s1 100pe BCMOKTYETHCS MPH TEPOPATFHOMY 3aCTOCYBaHHI, a piBEHb Ipenapary y
IU1a3Mi KpoBi 1 CUCTeMHa 010A0CTYyHHICTh nepeBuilyoTh 90 % piBHA (urykoHa3zoily y IUia3Mi
KPOBI, IO JIOCATAETHCS TIPU BHYTPIIIHEOBEHHOMY BBEJICHHI Ipernapary. OTHOYacHe BXKUBaHHS 1K1
HE BIUIMBA€ Ha BCMOKTYBaHHS Ipenapary Ipu HOro mnepopajbHOMY 3acTocyBaHHi. IlikoBa
KOHIICHTpAIlis Y TuIa3mi KpoBi gocsraetbes depe3 0,5-1,5 roamHu micis mpuifioMy Tperapary.
Konnentpariis npenapary y mia3mi KpoBi IpomnopiiiiiHa 10 103u. PiBHOBa)kHA KOHIIEHTpaIlisl Ha
piBHi 90 % nocsraeThcs Ha APYTHMA JEHb JIIKYBaHHS TpPH 3aCTOCYBAaHHI y TEpIIUN [EHb
HaBaHTaXyBaJbHOI J103H, 1110 B/IBIYi EPEBUILY€ 3BUYAIHY T000BY 103y.

Posnooin.

O06’em po3noaiy NpuOIN3HO JAOPIBHIOE 3araliIbHOMY BMICTY PiAMHU B OpraHi3mi. 3B s3yBaHHS 3
Olkamu m1a3Mu Kposi Hu3bke (11-12 %).

@dnykoHa30s1 100pe MPOHMKAE B yCi MOCIIIHKyBaHI piTuHU opraHi3Mmy. PiBeHb ¢uiykoHazomy y
CIMHI Ta MOKPOTHHHI € TOMIOHMM /0 KOHIIEHTpalii mpemapary y Iuias3Mi Kposi. PiBeHb
(I1yKOHAa30I1y y CIMHI Ta MOKPOTHHHI € IOJI0HUM J10 KOHIIEHTpaLlii mpenapaTy y mia3Mi KpoBi. ¥
NAIi€HTIB, XBOPUX Ha TPHOKOBUII MEHIHTIT, piBeHb ()IYKOHA30Jy Yy CHMHHOMO3KOBIW piawHI
nocsrae 80 % KOHIIEHTpallii y TJ1a3Mi KpOBi.

Bucoki koHnenTpamii (aykoHa30dy y IIKipi, IO MEPEBHUILYIOTh CHPOBATKOBI, MOCATAIOTHCS Y
pPOrOBOMY IIapi, emigepmici, Jepmi Ta moTi. DIyKoHA307 HAKOMMYYETHCA Y POTOBOMY IIapi.
biompancghopmayis.

@dykoHa30J1 MeTa00Ii3y€eThCSl HE3HAUHOO Mipoto. [Ipu BBeleHH1 1031, MiueHO1 pa/lloaKTUBHUMU
130Tonamu, nuie 11 % ¢aykoHa3zomy eKCKpeTy€eThes 3 ceueto y 3MiHeHOMY BHUIIIA 1. DiryKoHa30I1
€ cenexktuBHUM 1HTIOITOpoM 130pepmentiB CYP2C9 Ta CYP3A4, a Ttakox 1HTriGiTOpOM
130pepmenty CYP2C19.

Exckpeyis.

Ilepion  HamiBBHBeneHHs  (IyKOHa30dy 3  IJIa3MH  KpPOBI  CTaHOBHUTH  OJHM3BKO
30 roaus. binpia yactuHa npenapaTy BUBOAUTHCS HUpKaMH, puuomy 80 % 3acTocoBaHOi 103U
BUSIBJSIETBCSL y ceul y He3MiHeHOMY cTaHi. KiipeHc ¢uykoHa30:1y MpONoOpUiiHUN A0 KIIpEeHCY
KpeaTuHiHy. [{upKkymrorounx MeTaboIiTiB HE BUSIBJICHO.

TpuBanuii mepioJ] HamiBBUBEACHHS Ipemapary 3 IUIa3MH KPOBI J1a€ MOKJIMBICTH Pa30BOTO
3aCTOCYBaHHs IpenapaTy Py BariHalbHOMY KaHAM/031, @ TAKOXK 3aCTOCYBaHHs Ipenapary 1 pas
Ha THOKJICHb NPH 1HIIMX ITOKa3aHHSIX.

Hupxosa neoocmammnicmeo.

VY narfieHTiB 3 HUPKOBOIO HEJOCTATHICTIO TSYKKOTO CTYNEeHs (IIBUAKICTh KIIyOOUKOBOi (inbTparii
< 20 mi1/XB) mepioj HamiBBUBEAEHHS 301bIIyeThes 3 30 roauH g0 98 rogun. Tomy 11i#t kKateropii
NAIli€HTIB HEOOXITHO 3MEHIIUTH 103y (ruykoHa3omy. DIyKOHA301 BHIAIAETHCS IUIIXOM
reMo/Iiaii3y, Ta MEHIIIOI MIPOI0 — IIISIXOM IHTpanepuTOHeabHOTro Aiami3y. CeaHc remomiami3y
TPUBAJICTIO 3 TOJUHM 3HWXKYE PiBEHb (PIIyKOHA30Iy Y I1a3Mi KpoBi mpubau3Ho Ha 50 %.
ITarieHTH JITHHOTO BIKY.

3MiHU (papMaKOKIHETHKH y MAIIEHTIB JTITHHOTO BIKY 3aJIeXkaTh BiJ] MapaMeTpiB (GpyHKIIil HUPOK.

KuainiuHi xapakrepucTukm.

Iloka3zannusa.

locTpwii BariHanbHMIA KaHIU03, KOJIH MiCIIeBa TEpaItisi € HEAOPEUHOIO.
Kannnnosnmii 6anaHiT, KOJIM MicIIeBa TEPAITis € HEIOPEUHOIO.



Ilpomunoxazanns.

— lNimepuyTnuBicTh 10 (IIyKOHA30ITy, IHIINX a30JHUX CHOIYK a00 10 OyAb-AKOi 3 JTOTIOMIKHHUX
PEUYOBHH IIperapary.

— OpHovacHe 3acTtocyBaHHS (iykoHa3omy Ta TepdeHaaWHy Nali€HTaM, SKi 3aCTOCOBYIOThH
¢dykoHazon 6aratopa3oBo y no3ax 400 Mr/go0y Ta Buie (3rigHO 3 pe3yabTaTaMH AOCTIIKEHHS
B3a€MO/I11 0araTopa3zoBOro 3aCTOCYBAHHS).

— OpHoyacHe 3aCTOCYBaHHS (IyKOHA30Jly Ta I1HIIMX JIKapChKUX 3ac00iB, IO IMOJOBXKYIOTH
iaTepBan QT ta MerabomizytoThes 3a monoMororo Gepmenty CYP3A4 (manpukiana, mu3anpumy,
acTeMi3oiy, MMO3UY, XIHIIMHY Ta €PUTPOMIIIIHY ).

B3aemooia 3 inmumu nikapcoKumu 3acovamu ma iHuii 6UOU 63acMo0ill.

IIpomunokazano cymiche 3acmocy8ants )IVKOHA301y Ma HUNHCYE3A3HAYEHUX IIKAPCbKUX 3ACO0I8.
Luzanpuo: MOBIAOMIISIIOCS PO PO3BUTOK MOOIYHHMX peakiiii 3 OOKy ceplls, y TOMY YHUCI PO
NapOKCU3MANIbHY IIUTYHOYKOBY TaxXiKapZilo THITY «IIpyeT» Yy Tali€HTiB, SKi OJHOYACHO
3actocoByBanu GrykoHa3ou Ta iu3anpua. OgHoyacHe 3actocyBanHs 200 mr durykoHazony 1 pas
Ha 1100y Ta 20 Mr musanpuay 4 pasu Ha 00y HPU3BOAMIO IO 3HAYHOTO ITiIBUIICHHS PiBHS
U3anpuay y Iuia3mi KpoBi Ta 1o mojomkeHHs iHTepBany QT. OmHouacHe 3acTocyBaHHS
¢ryKkoHa30Iy Ta U3ANpPUIY MPOTUTIOKA3AHE.

Tepghenaoun: yepe3 BUMIATKU PO3BUTKY TSDKKUX CEPLIEBUX aPUTMIiH, CIPUUMHEHUX MOIOBKEHHIM
inTepBary QTc, y maifieHTiB, sKi 3aCTOCOBYIOTh a30JIbHI MPOTHTPUOKOBI JIKapChKi 3acoOm
OJIHOYACHO 3 TepheHaauHOM, Oy MPOBEACHI NOCTIIKEeHHs B3aeMoAil mux mpenapatis. [lpu
3acTocyBaHHI QurykoHa3oiy y 1031 200 Mr Ha 100y He OyJio BUSBICHO IMOJOBXKCHHS 1HTEPBATY
QTec. 3acrocyBanHs (aykoHazony y no3ax 400 mr Ha 100y a0 BHILE 3HAYHO MiJBUILYE PIBEHb
TeppeHauHy y TUIa3Mi KpPOBI TPU OJHOYACHOMY 3aCTOCYBaHHI IMX mpemrapatiB. CymicHe
3acTocyBaHHs ¢urykoHazony y mo3ax 400 mr abo Buie 3 TepdeHaanHOM IpoTunokaszane. [Ipu
3acTocyBaHHI (uIykoHa301y y no3ax Hmxkde 400 mr Ha 100y ogHOYACHO 3 TepheHATMHOM CIij
MIPOBOJIUTH PETEIHPHUI MOHITOPUHT CTaHy Talll€HTA.

Acmemizon: CyMiCHe 3acTOCyBaHHS (IYKOHA30Jly Ta acTeMI30Jly MOXE 3HHU3UTH KIIpEHC
acteMizonry. CrnipuyuHEHEe UM IIiJIBHINCHHS KOHIICHTpAIlli acTeMi30iy y IIa3Mi KpOBI MOXKeE
NPU3BECTH /10 MOAOBXKeHHs iHTepBany QT Ta y piaKicCHMX BHUMagkax — J0 MapOKCH3MAaJIbHOI
IIUTYHOYKOBOT TaxikapAaii Tumy «mipyeT». OIHOYacHE 3aCTOCYyBaHHS (PIIyKOHA30JTy Ta aCTeMi30y
IPOTHUIIOKA3aHe.

Ilimo3u0 ma ximioun: CyMmiCHE 3acTOCYyBaHHS (PIIyKOHA30Jly Ta MiMO3UAy a00 XIHIAMHY MOXE
MPU3BOJIUTH JI0 IPUTHIYCHHS MeTabomi3mMy niMo3uay abo xiHiauny. [TiqBUIIeHHS KOHIICHTpAITii
miMO3uIy a00 XiHIIWHY Y TIIa3Mi KPOBI MOXKE CIIPUYUHATH MOAOBXKEHHs iHTepBay QT Ta y
PIAKICHUX BUNAJIKaxX MPU3BOAUTH J0 PO3BUTKY MapOKCHU3MAIbHOI IUTYHOYKOBOI TaXiKapAii THITY
«mipyer». OmHOYacHE 3acTOCyBaHHS (DIIyKOHA30JTy Ta MIMO3KUIY a00 XiHITUHY TMPOTUTIOKA3aHE.
Epumpomiyun: oIHOYaCHE 3aCTOCYBAaHHS E€PUTPOMIIMHY Ta (DIyKOHA307y MOTEHLIHHO MOXe
MPU3BOJUTH JI0 MIABUIICHHS PU3UKY PO3BUTKY KapIOTOKCUYIHOCTI (mooBxeHHs iHTepBany QT,
HapoKCH3MallbHa IUTYHOUYKOBA TaXiKapis TUILY «IipyeT») Ta, sIK HAaCMiJ0K, 10 ParnToBOi CepIeBOi
cMepTi. 3acTocyBaHHs KOMOIHAIIIT TaHUX JTIKAPCHKUX 3aC00iB MPOTUIIOKA3aHE.

He pexomendyemuvcs o0HouacHe 3acmocy8ants QIyKOHA30mY Ma HUNHCYE3AZHAYEHUX TIKAPCOKUX
3aco0is.

L'anogpanmpun: (HIyKOHA307 MOXKE CIPUUYMHUTH MiJBUIIEHHS KOHILEHTpalii rajodanTpuny y
mia3Mi KpoBi 3a paxyHok npurHideHHs CYP3A4. OgHouacHe 3acCTOCYBaHHS ITUX JIIKAPCHKHX
3ac00iB MOTEHLIHHO MOX€ MPU3BOAMTU 10 MiJBUIICHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI
(momomxeHHs iHTepBay QT, mapokcu3MalibHa MITYHOUYKOBA TaXiKapais THIY «IMIpyeT») Ta, K
HACIIZOK, J0 panToBoi cepreBoi cMmepti. CimiJl yHHMKAaTH 3acTOCYBaHHS KOMOIHAIl JaHUX
JKapChKUX 3aC001B.

Cymicne 3acmocy8anusi hiyKoOHA30y mMda HUNCYE3AZHAYeHUX JIKAPCbKUX 3aco0ie  sumazae
obepedcHocmi ma Kopueyeanis 003u.




Bnaus inwux nikapcokux 3aco6is Ha QyKoHa30.L.

OpHouacHe BXKMBaHHS 1K1, IUMETUIMH, aHTalUIN a00 1MoAajblle OPOMIHEHHS YChOTO Tija JUis
Nepecak KiCTKOBOTO MO3KY HE Ma€ KJIIHIYHO 3HAYYIOr0 BIUTMBY Ha aOCOpOIlit0 (IyKOHA30ITY
npu Horo nepopajibHOMY 3aCTOCYBaHH.

Pugamniyun: opHOYacHe 3acTOCyBaHHS (DIyKoOHa30dy Ta puaMIIIUHY TPU3BOAMIO [0
3HIDKEHHS TUTONII MiJ KpuBOIO «KoHIeHTparis-yac» (AUC) Ha 25 % Ta ckopodyBajio mepion
HamiBBUBeneHHs (irykoHazoy Ha 20 %. ToMy i Mali€eHTiB, sSKi 3aCTOCOBYIOTh pU(aMIIiIHH,
CIIJI PO3TJISIHYTH JAOLUTBHICTD MiABUIICHHS J03HU (IIyKOHA30Iy.

Bnaus ¢pnykonazony na inwi 1ikapcoki 3acoou.

DryKOHA30J1 € NOTYKHUM 1HT161TOpOoM 130pepmenty 2C9 nuutoxpomy P450 (CYP) ta nomipHuM
iariditopom  CYP3A4. Takox  ¢aykonazon €  inridbitropom CYP2CI19.  Oxkpim
CIOCTEPE)KYBAaHUX/IOKYMEHTAIbHO MIATBEP/PKEHUX B3a€MOJIM, OMNHMCAHUX HIDKYE, MpHU
OJTHOYACHOMY 3aCTOCYBaHHI 13 (pIyKOHA30J0M iCHYe pPH3UK MiABHINEHHS Y IUIa3Mi KpOBi
KOHIIEHTpALi} 1HIINX CIONYK, 1m0 MeTabomizytoThest CYP2C9 ta CYP3A4. Tomy 3acTocoByBaTH
Taki KOMOIHAI1 mpenapaTiB Ciij 3 00EpPEKHICTIO; TIPU IIbOMY HEO0OXiTHO PETEIBHO CIIOCTEPIraTH
3a ctaHOM marieHTiB. [IpurHiuyBanbHa Jis GurykoHa3zony Ha (pepMeHTH 30epiraeTbes MpoTAroM
4-5 ni6 micist HOro 3aCTOCYBaHHA y 3B’SI3KY 3 HOTO TPHUBAJIMM IE€PiO0M HaIliBBUBECHHSI.
Anvgpenmanin: Mg 4Yac OMAHOYACHOTO 3acTOCYBaHHS anb(eHTaHimy y n031 20 MKI/Kr Ta
dykoHazony y mo3i 400 mr criocrepiranocs apokpatHe 30imbieHHs AUC10, MOXKIHBO, depe3
iHrioyBanHs CYP3A4. Moxe OyTu HEOOX1AHUM KOPUTYBaHHS 03U aJlb()EHTAHLTY.
Amimpunmunin, Hopmpunmuain: QITyKOHA30J TIOCUIIIOE JIIF0 aMITPUNITHIIIHY Ta HOPTPUNTHIIIHY.
PexomeH1yeThCsl BUMIpPIOBATH KOHLEHTpALll S-HOPTPUNTHIIIHY Ta/ab0 S-aMITPUNTHIIIHY Ha
noyaTtky KomMOiHOBaHOI Teparii Ta yepe3 1 TmwkaeHb. Y pa3i HEOOXiTHOCTI CIi BiJKOPUTYBATH
03y aMITPUNTUIIHY/HOPTPUNITHIIIHY .

Ampomepuyun B: oTHOYACHE 3aCTOCyBaHHS (DIIyKOHA307y Ta aM(OTEPUITUHY, SIK CBIIUATh TaH1
JOCIIJKEeHb, TPU3BOANIIO 10 HEBEIMKOTO aAUTUBHOTO MPOTUTPUOKOBOT0 €PEeKTy pU CUCTEMHIH
inekuii C. albicans, BIACYTHOCTI B3aEMOJIi NpH BHYTpilmHboUYepenHii iHdekiii Cryptococcus
neoformans Ta aHTaroHi3My JBOX MpernapaTiB npu cucTeMHid iHdexuii 4. fumigatus. Kininiune
3HA4YeHHS IIMX Pe3yJIbTaTiB HEBIJOME.

Aumukoazynaumu. SIK 1 TPH 3aCTOCYBaHHI IHIIUX a30JbHUX MPOTUTPHUOKOBUX 3ac00iB, NMpH
0JTHOYACHOMY 3aCTOCYBaHHI (pirykoHa301y Ta Bap(aprHy MOBIAOMIISIIOCS PO BUMAIKU PO3BUTKY
KpOBOTEY (reMaToM, HOCOBOi KPOBOTEUI, IIITYHKOBO-KUIIIKOBUX KPOBOTEY, TeMaTypii Ta MEJICHN)
y TIO€AHAHHI 13 TMOJOBXKEHHSAM mpoTpoMOiHOBOro wyacy. Ilpu ogHOYacHOMY 3acTOCyBaHHI
dbaykoHa3omy Ta BapdapuHy crocTepiranocs ABOKpATHE MiABUIICHHS MPOTPOMOIHOBOTO 4acy,
IMOBIpHO, BHACIHIJOK NpPUTHIYEHHS MeTabomismy Bapdapuny uepe3 CYP2C9. Cruix perenbHO
KOHTPOJIIOBATH MPOTPOMOIHOBHI 4Yac y TAIlI€HTIB, SIKI OJHOYACHO 3aCTOCOBYIOTh KyMapHHOBI
AHTUKOAryJITHTU. Moxe OyTH HeoOX1THOI KOPEKIlis J03u BaphapuHy.

Benzooiazeninu kopomkoi 0ii, nanpuxnad mioasonam, mpuazonam: IpU3HadYeHHS (PIIyKOHA30ITy
miclisi TepOpaJIbHOTO 3aCTOCYBaHHA Mifa30jaMy TMPU3BOAWIO JO 3HAYHOTO IiIBUIICHHS
KOHIICHTpAIlli MiJla3071aMy Ta JI0 MMOCUJICHHS TICUXOMOTOpHUX edekTiB. OTHOYACHE 3aCTOCYBaHHS
¢unykonazony y no3i 200 Mmr ta Migasojgamy y 1031 7,5 Mr HepopalibHO TNPHU3BOJIWIO J0
nigsumenHs AUC ta mepiony HamiBBUBeIeHHs y 3,7 Ta 2,2 pa3a BiIIOBITHO. 3aCTOCYBaHHS
¢daykonazony y mo3i 200 mr Ha noOy Tta 0,25 Mr TpuaszoiaMmy MepopajbHO MPU3BOAMUIO J0
nigsumenas AUC ta nepioay HamiBBUBenCHHS Yy 4,4 Ta 2,3 pasa BianosiaHo. [Ipu omHOYacHOMY
3aCTOCYBaHHI (IYKOHA30JIy Ta TPUA30JIaMy CIIOCTEPIraiocsl MOTEHIIIOBAaHHS Ta IPOJIOHTAIlis
e(eKTiB Tpuazonamy.

SIK110 mauieHTy, IKUH MPOXOIUTh KypC JIIKyBaHHA (DIIyKOHA30JI0M, CJIiJl OJJHOYACHO NMPU3HAUYUTH
Teparnito OeH30/11a3€eMiHaMH, 103y OCTaHHIX CJIi/I 3MEHIITUTH Ta BCTAHOBUTH HAJICKHUM HATJISAT 32
CTaHOM TAIliEHTA.

Kapbamasenin: dbaykoHa3os mpurHidye MeTado0IIi3M KapOamasenmiHy Ta CIIPUIHHSE ITiIBUIIICHHS
piBHS KapOamaseniHy B cupoBartili KpoBi Ha 30 %. IcHye pu3uK pO3BUTKY MPOSIBIB TOKCUYHOCTI 3




0oky kapbamazerniny. Mosxe OyTH HEOOXITHUM KOPHTYBAaHHS JI03U KapOaMaseriHy 3aJIeKHO Bil
piBHS Horo KOHIIEHTpalii Ta Aii mpenapary.

Bnoxkamopu kanvyiceux kananie: nesKi aHTaroOHICTH KaNbLito (HipeaumiH, icpaurid, aMIOAUTIIH
ta ¢enoauniH) meradonizyrorecsi ¢epmeHToM CYP3A4. dnykoHa3on NOTEHLIHHO MOXe
IiIBUIIYBaTH CHCTEMHY €KCIIO3UIIII0 OJIOKaTOpiB KaJbIiEBUX KaHaTiB. PekoMeHmoBaHHIA
peTEeNbHUN MOHITOPUHT I0JI0 PO3BUTKY MOOIYHHUX PEAKIIiil.

L]enexoxcu6: pu ogHOYACHOMY 3acTocyBaHHI (prykonazonmy (200 Mr Ha 100y) Ta IEIEKOKCHOY
(200 mr) makcumanbHast KoHIEHTpaIis (Cmax) Ta AUC nenekokcuOy mifBuilyBanucs Ha 68 % Ta
134 % BignosigHo. [Ipu olHOYaCHOMY 3aCTOCYBaHHI MEJIEKOKCHOY Ta (IYKOHA30JIy MOXE OyTH
HEOOX1THUM 3MEHIICHHS 103U 1eJIEKOKCUOY BJIBiUi.

Luxnoghocghamio.: omnoyacHe 3acTocyBaHHs nukiIodocdaminy ta (GaykoHa30dy TPU3BOAUTH IO
MiBUIICHHSA piBHA OimipyOiHy Ta KpeaTuHIHY B cupoBaTii KkpoBi. Lli mpemapatu MokHa
3aCTOCOBYBATH OJIHOYACHO, 3BAKAIOYM HA PHU3HMK MiABHINEHHS KOHIEHTpalii OutipyOiHy Ta
KpEaTHHIHY B CUPOBATII KPOBI.

Denmanin: MOBIIOMIISITIOCS TIPO OJVH JICTATHHHUA BUTIAQJO0K 1HTOKCHKAIIT (DEHTaHIJIOM BHACIIOK
MOKJIMBOI B3aeMmofii QeHTaHimy Ta QuykoHazomy. @DIykoHa301 3HAYHO YIOBUIHHIOBAB
eniMiHanito penrtaniny. [TinBuIeHHs KOHIIEHTpaMii ()eHTaHITYy MOXKE TPU3BECTH JI0 TIPUTHIYCHHS
TUXaHHS, TOMY CIIiJ] peTeIbHO KOHTPOIIIOBATH CTaH MaiieHTa. Moxe OyTH He0OX1THOI KOPEKITis
103U (PCHTAHLITY.

Ineioimopu I'MI-KoA-pedykmasu: cymicHe 3acTocyBaHHsS ¢uykoHa3zony Ta iHTiOiTopiB ['MI -
KoA-penykra3zu, mo wmerabonizytotbes CYP3A4 (aropBactatiH Ta cHMBacTaTuH), abo
iHri6iTopiB 'MI'-KoA-penykrasu, mo merabomnizytotecst CYP2C9 (duyBactaTus), migBUILYyE
PHU3HK PO3BUTKY MiomaTii Ta pabaoMioidy. Y pa3i HEOOXiTHOCTI OJTHOYACHOTO 3aCTOCYBAHHSI IIUX
IpemnapariB Ciil peTeIbHO CIIOCTEPIraT 3a Mai€eHTOM 11010 BAHUKHEHHS] CHMIITOMIB MionaTii Ta
paboMioizy i MPOBOIUTH MOHITOPUHT PiBHS KPEaTHHKIHA3U. Y BHUIAAKY 3HAYHOTO ITiABUILCHHS
piBHS KpeaTHHKia3W, a TaKoX MpH JAlarHOCTyBaHHI abo mimo3pi Ha MiomaTito/pabmomionis
3acrocyBaHH iHT10iTOpiB ' MI'-KOA-peayKkrasu citiJy IpUIMUHUTH.

Imynocynpecopu (Hanpukiao yuKioCnOpuH, e8eponimyc, CUpOLIMYC i MaKporimMyc).
Luknocnopun: QuykoHaszos 3HauHO miaBuIIye KoHeHTpamito Ta AUC muxiocniopuny. Ilpu
OJIHOYAaCHOMY 3acTOCyBaHHI (iykoHazonmy y 1031 200 Mr/moby Ta UHMKJIOCTIOPHHY Yy 1031
2,7 mr/kr/no0y cnocrepiranocs 30inbmenHs AUC mukinocnopuny y 1,8 paza. Lli mpenapatu
MOYKHa 3aCTOCOBYBATH OJIHOYACHO 32 YMOBH 3MEHILEHHS 103U LIUKJIOCIIOPUHY 3aJIEKHO BiJl HOTrO
KOHIIEHTpAITii.

Eeeponimyc: dhmykoHa3om MoXe IMIBUINYBATH KOHIIEHTPAII0 €BEPOJIIMYCY B CHPOBATIIl KPOBI1
yepe3 npurniyeHns CYP3A4.

Cuponimyc: GAyKOHA30J1 TMIIBHINYE KOHIICHTPAIID CHPOIIMYCY Yy IIa3Mi KpoOBi, IMOBIpHO,
HIISIXOM MPUTHIYeHHsT MeTabomnizMy cupoiimycy ¢pepmentrom CYP3A4 ta P-rnikonporeinom. Li
npenapaTi MOXKHa 3aCTOCOBYBAaTH OJJHOYACHO 33 YMOBU KOPUTYBAaHHS 103U CUPOJIIMYCY 3aJI€KHO
BiJl piBHS KOHLIEHTpAIliil Ta eeKTiB mpemnapary.

Taxponaimyc: (irykoHa30J MOXE TIJBUIILYBAaTH KOHIICHTpAIlll TaKpOJIIMYCY B CHPOBATIIl KPOBi
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5 pa3iB mpu HOro mepopansbHOMY 3aCTOCYBaHHI Yepe3 MPUTHIYCHHS METa0o0Ji3My TaKpOIiMyCy
depmentom CYP3A4 y kumeunuky. [Ipu BHYTpIIIHBOBEHHOMY 3aCTOCYBAaHHI TaKpOJIMYCYy He
CIIOCTEPIrajgocs 3HaYHKUX 3MiH (hapMakoKiHeTHKH. [TigBuIIIeH1 piBHI TAKPOIIMYCY aCOIIIOIOTHCS 13
HeppoToKcHuHICTIO. [l03y TakposimMycy Ui MEpOpPaIbHOTO 3aCTOCYBAaHHS CIiJl 3HIKYBaTH
3aJIC)KHO BiJ] KOHIIEHTpAIil TAKPOJIIMYCY.

Jlozapman: ¢iyKoHa30J1 NPUTHIYYE METa0Odi3M JI03apTaHy 0 WOro aKTUBHOTO METa0OJITy
(E-31 74), mo 00yMOBITIO€ O1TBIITY YACTHHY aHTAroOHI3MY JI0 pelenTopis anrioren3uny Il mig gac
3aCTOCYBaHHS Jio3apTaHy. PeKoMeHI0BaHO 3/IHCHIOBATH MOCTIMHUN MOHITOPUHT apTepialbHOTO
THUCKY Y TIAII€HTIB.



Memaoon: QiryKoHa30J1 MOXe MiBUILYBAaTH KOHIIEHTPAIII0 METAZOHY y CHpoBaTii Kposi. [lpu
OJTHOYACHOMY 3aCTOCYBaHHI METaJIOHy Ta (UIyKOHA30Jly Moxe OyTH HEeOoOXiJHUM KOPHUT'YyBaHHS
71031 METAJIOHY.

Hecmepoioni npomusananoni npenapamu (HII3[I): 1npu OJHOYACHOMY 3aCTOCYBAaHHI 3
¢dykoHazooM Cmax Ta AUC durypbinpodeny miaBumryBamucs wHa 23 % ta 81 % BignmoBigHO
MOpIBHAHO 3 BIAMOBIIHUMHU TOKAa3HUKAMH TIpU 3aCTOCYBaHHI TUIbKH (aypOimpodeny.
AHaJIOTIYHO TIpU OJHOYACHOMY 3aCTOCYBaHHI (DIIyKOHA30dy 3 paleMidyHuM i0ympodeHoM
(400 Mr) Cmax Ta AUC (hapMakosoriyHo akTUBHOTO 130Mepy S-(+)-10yrpodeHy miIBUIIYyBaINCS
Ha 15 % Ta 82 % BiAMOBIAHO, MOPIBHAHO 13 TAaKMMHU TMOKAa3HMKAMH MPU 3aCTOCYBAaHHI TUIBKH
pariemiuHoro ioynpodeny.

@OyKOHA30JI MOTEHIIHO 3JaTHUH MiABHMIYBAaTH CHUCTeMHY ekcro3uiiro iHmux HII3II, mo
metabomizyiorbeds CYP2CO  (Hampukiiaz, HampoKCeHy, JIOPHOKCHKaMmy, MEJIOKCHKaMy,
mukinodenaky). PekoMeHI0BaHO TEpioANYHO 3IIHCHIOBATH MOHITOPHHI MOOIYHUX pEeakIlii Ta
TOKCUYHMX MposiBiB, MoB’a3aHuX 13 HII3II. Moxe 3Hanoburtucs xopurysanns gozu HIT3IT.
@enimoin: GpmykoHa30l NMpUrHiaye Metabomi3m deniToiny y nedinmi. OxHouacHe 6araropazoBe
3acrocyBaHHs 200 mr ¢uaykoHazony Ta 250 Mr QeHITOiHy BHYTPIIIHROBEHHO NPU3BOAUTH IO
nigumeras AUC24 genitoiny Ha 75 % Ta Cmin Ha 128 %. IIpn oqHOYacHOMY 3aCTOCYBaHHI IIUX
JIKapChbKUX 3aC001B CIi1 MPOBOAUTH MOHITOPUHT KOHIIEHTpallli (eHITOIHY y CHPOBATIII KPOBI AJIs
YHUKHEHHS pO3BUTKY TOKCHYHOI Aii (peHiToiny.

IIpeonizon: MOBIAOMIISIIOCS PO BUIAJOK, KOJIH y Malli€HTA Mics TPaHCIUIAHTAIlll MeYiHKH Ha Tl
3aCTOCYBaHHS MPEIHI30HY PO3BHHYJIACS TOCTPAa HENOCTATHICTh KOPW HATHUPKOBUX 3aJ03, IO
BUHMKJIA TMICIAs NPUIUHEHHS TPUMICAYHOTO Kypcy Tepamii ¢uykoHasonoM. IlpunuHenHs
3acTocyBaHHA (DIIyKOHA30Jy, IMOBIpHO, crpuuuHHIO TocwieHHs akTuBHOCTI CYP3A4, mpo
IPU3BEJIO JI0 MPUCKOPEHHS MeTaboni3My npeaHizony. Ciif peTenabHO CTeXHUTH 3a HallleHTaMH,
SKi TIPOTATOM TPHUBAJIOTO Yacy OJHOYACHO 3aCTOCOBYIOTH (DIIYKOHA30JI Ta MPEAHI30H, 3 METOIO
HONEPE/DKEHHST PO3BUTKY HENOCTAaTHOCTI KOPU HAJAHUPKOBHMX 3ajJ03 MiCIAs HPUIUHEHHS
3acToCcyBaHHA (DITyKOHA30IYy.

Pugpabymun: dbnykonazon migBuirye KOHIEHTparlito pudadyTHHy B CHPOBATI KpOBI, IO
npuszBoauTh A0 30utbmenHs AUC pugabytuny no 80 %. Ilpu omHOouacHOMY 3acTOCYBaHHI
baykoHazomy Ta pudadyTHHY TOBIIOMIISIIOCS PO BUTIAIKK PO3BUTKY yBeiTy. [Ipu 3acTocyBanH1
TaKoi KOMOIHAITiT TIKapChKUX 3ac001B CTi1 OpaTH A0 yBaru CAMIITOMHU TOKCUYHOI 1T pupadyTuHy.
Caxginagip: ¢nykonazon migsuirye AUC T1a Cmax cakBiHaBipy npuOau3zHo Ha 50 % ta 55 %
BIZIMIOBIZTHO uepe3 MpUTrHiueHHs MeTalboii3My cakBiHaBipy y medinui gepmentom CYP3A4 ta
yepes 1HT10yBaHHS P-rmikonpoteiny. B3aemonii MIDXK (hayKoHA30710M Ta
CakKBIHABIPOM/PUTOHABIPOM HE JTOCIIIKYBAJIHUCS, TOMY BOHH MOXYTb OyTH OiIbIII BUPA)KEHUMH.
Moske OyTu HEOOX1THUM KOPUTYBAaHHS 103U CaKBIHABIPY.

Toxioui cynvghoninceuosunu: Npyu OJHOYACHOMY 3aCTOCYBaHHI (DIIyKOHA30J MPOJIOHTYE TeEepioJ
HaIliBBUBEICHHS MEPOPATBHHUX MOXITHUX CYIh()OHIJICEYOBHHHM (XJIOpIIpOnamiay, rTiOeHKIaMiTy,
[IMI3HAY Ta TOJNOyTamiay) mpH iX 3aCTOCYBaHHI 3JOPOBUM JOOpPOBOJBLSAM. PekoMEeHIy€eThCs
MIPOBOJIUTH YAaCTUH KOHTPOJb IYKPY B KPOBI Ta BIAMOBITHUM YMHOM 3HUKYBATH 103y MOX1THUX
CyJb(OHIJICEYOBUHU NPH OJHOYACHOMY 3aCTOCYBaHHI 13 (PIIyKOHA30JIOM.

Teogpinin: 3actocyBanns ¢uykoHazony mo 200 mr mpoTsroM 14 nHIB TpHU3BENIO 10 3HMKCHHS
CepeAHbOro KiipeHcy Teo(iniHy y miaa3mi kpoBi Ha 18 %. 3a mamieHTaMmu, SKi 3aCTOCOBYIOTH
Teo(UTIH y BUCOKHX J03aX a00 sIKi MalOTh IMJABUIICHUN PU3UK PO3BUTKY TOKCHYHHUX IPOSIBIB
TeOQUTIHY 3 IHIIMX TPUYUH, CIiJ] BCTAHOBUTU HATJSJ IIOJO BUSBICHHS O3HAK PO3BUTKY
TOKCHYHOI1 Aii Teodininy. Tepamito ciif 3MIHUTH P TOSIBI 03HAK TOKCUIHOCTI.

Ankanoiou 6apeinky.: GiykoHa3on, iMOBipHO, depe3 iHrioyBanHs CYP3A4, Moxe CipUuuHITH
MIBUIIEHHS KOHIEHTpAIlli anKkanoiniB OapBIHKY y Tuia3Mi KpoBi (HampuKIIAJl, BIHKPUCTHUHY Ta
BIHOJIACTHHY), 1110 MIPU3BOIUTH JI0 PO3BUTKY HEHPOTOKCUYHUX €(DEKTIB.

Bimamin A: moBimoMIsuIOCs, IO y TAIli€HTa, SKUH OJHOYACHO 3aCTOCOBYBAB TPAHCPETHHOEBY
KUCIOTY (KucioTHa (hopma BiTamiHy A) Ta (IIyKOHA30I], CriocTepiraaucs nodiuHi peakuii 3 00Ky
[HHC y dhopmi iceBAOTYMOPY TOJIOBHOTO MO3KY; TaHWH €(DEKT 3HUK MICIs BIAMIHHA (DITyKOHA30TY.



Ili mikapceki 3aco0M MOKHa 3aCTOCOBYBATH OJHOYACHO, ajie CIiJ TaM STaTH PO PH3UK
BUHUKHEHHS OOI1YHUX peakiil 3 6oky LIHC.

Bopuxonason (incioimop CYP2C9 ma CYP3A4): onHO4yacHE 3aCTOCYBaHHS BOPHUKOHA30Iy
nepopansHo (o 400 mr koxHi 12 roaun npotsrom 1 gns, motiM mo 200 mr koxHi 12 roaux
npoTsAroM 2,5 mHs) Ta (hIyKoHa3omy nepopaibHo (400 Mr y meprwii 1eHb, moTiM 1mo 200 Mr KOXKHI
24 roguau TpOoTATOM 4 nHIB) mpu3Beno A0 miaBHIIEeHHS Cmax Ta AUC: BOpHKOHA307y B
cepenabomy 110 57 % (90 % Al: 20 %, 107 %) ta 79 % (90 % Al: 40 %, 128 %) BiamosigHO.
HeBizomMo, 4 Npu3BOANUTH 3HMKEHHS 03M Ta/ab0 4acTOTH 3aCTOCYBaHHS BOPUKOHA30.1y abo
(TyKOHA30ITy 10 YCYHEHHS Takoro edekty. [Ipu 3acTocyBaHHI BOPUKOHA30JTY TICIIS (DITyKOHA30TY
CiI TPOBOIAUTH CIIOCTEPEKEHHS IIOAO PO3BUTKY MOOIYHUX eQeKTiB, acoIliiioBaHUX 13
BOPUKOHA30JI0M.

3uooeyoun: Girykonaszon niapumye Cmax Ta AUC 3unoByaunny Ha 84 % Ta 74 % BiIIOBIAHO, 10
3YMOBJIEHO 3HMKEHHSIM KIIPEHCY 3UI0BYAMHY NpuOInM3HO Ha 45 % mpu ioro nepopajbHOMY
3actocyBaHHi. [lepio] HamiBBUBEIEHHsS 3UIOBYAUMHY OyB TaKoX IMOJOBXKEHUH NpPUOIU3HO HA
128 % micast 3acTocyBaHHsS KOMOiHamii (UIyKOHa30y Ta 3WIOBYAHMHY. 3a MaIli€HTaMH, SKi
3aCTOCOBYIOTh TaKy KOMOIHAIIIO JIKapChbKUX 3aco0iB, CIiJi CHOCTEpIraTd MIOJ0 PO3BHUTKY
NOOIYHUX PeaKIliid, TOB’I3aHMX 13 3aCTOCYBAHHSM 3UA0BYIMHY. MOKHA PO3TISHYTH TOUIIBHICTD
3HWKEHHS 031 3U0BYIUHY.

A3umpomiyun: TPU OAHOYACHOMY IIEPOPATIHLHOMY pPa30BOMY 3aCTOCYBaHHI a3UTPOMILMHY 1
¢dykonazomy y mo3ax 1200 mr ta 800 Mr BiAMOBIIHO >KOAHUX 3HAYYHIUX (hapMaKOKIHETHUYHHX
B3a€MO/IIH BUSBJICHO HE OYJIO.

Ilepopanvni koHmpayenmusu: TpU 3acTOCyBaHHI (prykoHa3omy y 1031 50 MI BILUTUBY Ha PiBEHb
TOPMOHIB He Oys0, TOII SK TpH 3acTocyBaHHI (iaykoHazomy y g03i 200 Mr Ha m00y
cnoctepiranocs 30inbieHHss AUC etuninectpaaiony Ha 40 % Ta neBoHOoprectpeny — Ha 24 %. Le
CBIAYUTH TPO T€, O OaraTopa3zoBe 3aCTOCYBaHHS (DIIYKOHA30Jy Yy 3a3HAYCHHX J03aX HaBPA UM
MOJK€E BIUTUBATH Ha €(DEKTHBHICTH KOMOIHOBAHOT'O IIEPOPAILHOTO KOHTPALIETITUBY.

Ocobaueocmi 3acmocysanns.

Hepmamoghimisn. BiANOBIAHO A0 pe3ynbTaTiB JOCIIIKEHHS (QIIyKOHA30Jly JJIsl JIIKyBaHHS
nepmatodiTii y aiTed, GurykoHa30J1 He IEPEBUIITY€E rpr3e0dyIbBIH 32 €PEKTUBHICTIO 1 3araJIbHUMA
MOKa3HHUK e(peKTUBHOCTI cTaHOBUTH MeHIIe 20 %. Tomy ¢rykoHa3011 HE CIIiJ] 3aCTOCOBYBATH IS
JiKyBaHHS AepMaTodiTii.

Kpunmoxokos. Jloka3iB epeKTUBHOCTI (IIyKOHA30JIy AJs JIIKYyBaHHS KPUITOKOKO3Y 1HIIMX
JIOKaTi3aIii (HampuKiIaa JISTEHEBOT0 KPUITOKOKO3Y Ta KPUIITOKOKO3Y MIKIPH ) HEAOCTATHBO, TOMY
pEKOMEHAMIN 1010 T030BOTO PEXXUMY JUIS JTIKYBaHHS TAKHX 3aXBOPIOBAHb HEMAE.

T uboki enoemiuni mikoszu. JIokasziB eheKTUBHOCTI (UIyKOHA30Jy ISl JIIKyBaHHS 1HIINX (HopM
EH/IEMIYHUX MIKO31B, TAaKUX SK MapaKOKIMI101TOMIKO3, TiCTOMIa3M03 Ta MIKipHO-TIM(paTUIHUNA
CHIOPOTPUX03, HEJIOCTATHRO, TOMY PEKOMEHJIAIIH II0I0 T030BOTO PEXHUMY IS JTIKYBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. TlamienTam 13 mopymieHHsAM (QYHKIIH HUPOK Mpermapar Ciiij] 3aCTOCOBYBATH 3
00epEeKHICTIO.

T'enamob6iniapna cucmema. llamienTam 13 mopymieHHSM (GYHKIIH TEYiHKH Mpenapar Ciij
3aCTOCOBYBAaTH 3 OOEPEXHICTIO. 3aCTOCYBAaHHS (IIyKOHA30JIy AacOILIIOBAJIOCS 3 BUHUKHEHHSIM
PIAKICHUX BHWITQJIKIB PO3BUTKY TSKKOI TE€MaTOTOKCHMYHOCTI, BKJIIOYAIOUM JICTAJIbHI BHITQJIKH,
TOJIOBHAM YWHOM Y TAII€HTIB 13 TSHXKKUMU OCHOBHUMH 3aXBOPIOBAHHSAMH. Y BHUMAJAKaX, KOJIU
PO3BHUTOK IreMaTOTOKCHYHOCTI aCOIIIFOBABCS 13 3aCTOCYBaHHAM (DITyKOHA301y, HE OYyJIO BiJJ3HAYEHO
ii sIBHOT 3aJIeKHOCTI BiJl 3arayibHOi 1000BOi 103 IpenapaTy, TPUBAJIOCTI Teparii, cTati abo BiKy
narieHTa. 3a3BUYail rernaToOTOKCHYHICTh, CIIPUYMHEHA (IYKOHA30JI0M, 00OpPOTHA, a ii MpOsBU
3HUKAIOTh MICJIsl NPUITUHEHHS Tepartii.

3a marmieHTamMHu, y SKHX TPH 3aCTOCYyBaHHI (DIyKOHA30Jy CIIOCTEPITalOThCS BIAXUIICHHS
pe3ynbpTariB  QYHKIIOHAIBHUX MPOO MEYiHKH, CJiJ BCTAHOBUTH PETENbHUM HArsa II0J0
PO3BHUTKY OUIBII TSKKOTO YPaKCHHS IEUIHKH.



[MamienTiB cig npoiH(GOPMYBaTH PO CUMIITOMH, 110 MOKYTh CBIZTYUTH PO CEPUO3HMIA BIUIUB HA
NEeUiHKy (BUpa)keHa acTeHis, aHOPEKCisl, MOCTiiHA Hy0Ta, OIOBaHHA Ta )KOBTSHHILA). Y TaKOMY
BUTIAJIKY 3aCTOCYBaHHA (IIyKOHA30JIy CIiJl HEralHO NPHUIHMHUTH Ta TPOKOHCYJBTYBAaTHCS 3
JiKapem.

Cepyeso-cyounna cucmema. Jleski a3onv, y TOMy 4YHCIH W (DIyKOHA30J, acOIIOIOTHCS 13
nonoBxkeHHssM iHTepBany QT Ha enmektpokapmiorpami. IloBimomisuiocss mpo gye piaKicHI
BUMAAKU MOA0OBXKeHHS 1HTepBany QT Ta mapokcu3MalbHOI IUTYHOYKOBOI TaxiKapAaii THILY
«TmipyeT» MpH 3aCTOCYyBaHHI Mpemnapary npemnapaTy. Taki MoBIJOMIEHHS CTOCYBAJUCS TMAlli€HTIB
13 TSDKKAMU 3aXBOPIOBAaHHIMH TIPH MMO€THAHHI 0aratbox (pakTopiB pU3HKY, TAKUMHU SIK CTPYKTYpHI
3aXBOPIOBAHHS CepLis, MOPYIIEHHS €JIEKTPOJITHOrO OOMIHY Ta OJHOYACHE 3aCTOCYBAHHS 1HILIUX
JTKapChKUX 3ac001B, IO BIUIMBAIOTH Ha iHTepBai QT.

@nykoHa30J ciifi 3 00EpekKHICTIO 3aCTOCOBYBATH MAIliEHTaM 13 PU3UKOM PO3BUTKY apUTMIH.
OpnHOYacHe 3aCTOCYBaHHS Pa3oM i3 JIIKAPCHKUMU 3ac00aMH, 10 MPOJIOHTYIOTh iHTepBan QTc Ta
MeTabo13ytoThes 3a gonoMororo pepmenty CYP3A4 muroxpomy P450, mpotunokasase.
Tanogpanmpun. T'anodantpun € cydctparom dpepmenty CYP3A4 i mponorrye intepait QTc mpu
3aCTOCYBaHHI Yy pPEKOMEHJIOBaHMX TepameBTHMYHMX Jo03aX. OJHOYacHE 3acTOCYBaHHS
raoanTpuHy Ta QIyKOHA30Jly HE pEKOMEHY€ThCS.

Hepmamonociuni peaxyii. Ilin uvac 3actocyBaHHS (IYKOHA30JIy PIIKO MOBIAOMIISLIOCS PO
PO3BUTOK TakuX eKc(hONaTUBHUX INKIpHUX peakmid, sk cuHapom CriBeHca-J[>KoHCOHA Ta
TOKCUYHMH enigepmanbHuil Hekpoi3. [lamienTtu 31 CHIZlom Ginbi cXMIIbHI 10 PO3BUTKY TSKKUX
MIKIPHUX PEaKIii MpH 3aCTOCyBaHHI OaraThOX JIKApChKHX 3aco0iB. SIkmo y mamiedTta i3
MOBEPXHEBOIO TPHOKOBOIO 1H(EKIIE€I0 3 SBIAIOTHCS BHCHUIIAHHSA, IO MOXHA IOB’S3aTH 13
3aCTOCYBaHHAM (IyKOHA30Iy, MOJANIBIIE 3aCTOCYBAaHHS Tperapary CiiJ MPUIHHATH. SIKIo y
NaIieHTa 3 IHBa3MBHOIO/CUCTEMHOIO TPUOKOBOIO 1H(EKITIEO 3’ ABIAIOTHCSI BUCUIIAHHS HA IIKIpi, 32
HOr0 CTaHOM MOTPIOHO PETENBHO CIIOCTEPITraTH, a Y BUITAKy PO3BUTKY OyJIbO3HHX BHCHUIIAHb 200
MYJIbTH()OPMHOI €pUTEMH 3aCTOCYBAaHHS (PIIYKOHA30JTy CIiJl HPUITUHUTH.

L'inepyymaugicmoy. Y pPIAKICHUX BHIIAJKaX MOBIIOMIISUIOCS TMPO PO3BUTOK aHA(ITaKTHYHHX
peaxItii.

Lumoxpom P450. ®dnykoHa3on € moTyxHuM iHrioitopom ¢epmenty CYP2C9 ta momipHum
irioiTopom pepmenty CYP3A4. Takox daykonason € iHrioitopom pepmenty CYP2C19. Crnin
CIOCTEpIraTu 3a CTAHOM HAIli€HTIB, SIKi OJHOYACHO 3aCTOCOBYIOTH (DIIyKOHA30JI Ta Mperaparu 3
BY3bKHM TEPANEBTUYHUM BIKHOM, 0 MeTabomi3yioTbes 3 ydactio CYP2C9, CYP2C19 Ta
CYP3A4.

Tepgpenaoun. Caig peTenbHO CIIOCTEPIraTh 3a CTAHOM MAIlIEHTA MPU OJJHOYACHOMY 3aCTOCYBaHHI
tepdenaauny ta Guykonasony y no3i menmre 400 mr Ha 100y .

Lonomiscni peuosunu. Ilpenapar MICTUTB JIJAKTO3Y, TOMY HOT0 He CIIijl 3aCTOCOBYBATH Malll€eHTaM
3 PIAKICHUMH CHAJKOBUMH 3aXBOPIOBAHHSMH, TaKUMHU SK HENEPEHOCUMICTh TaJlaKTO3H,
HEJIOCTATHICTh JIakTa3u Jlanma Ta ManpabcopOIIis TIOKO3U-TaIaKTO3H.

3acmocysanns y nepioo eazimnocmi abo 200y8aHHs epyooio.

JlaHi, oTpuMaHi Ipu pa3oBoMy ab0 MOBTOPHOMY 3aCTOCYBaHHI (DIIyKOHA30Jy y 3BHUANHMX /103aX
(<200 mr/mo0y) KITbKOM COTHSM BariTHUX >KIHOK MPOTATOM | TpumecTpy BariTHOCTI, HE
IPOJIEMOHCTpYBaIM HebaxkaHux edekTiB Ha mwiia. [loBimomusanocs mpo YHCeNbHI BPOJKEHI
MaToJIOTIi Yy HOBOHAPO/DKEHUX (BKIIOYAIOYM OpaaudpeHiro, IUCIUIA3il0 BYIIHOT PaKOBUHH,
HaJMipHE 30UIbIIEHHS ePEAHbOTO TiM S4YKa, BUKPUBICHHS CTETHA, IJICYOIIKTHOBUNA CHHOCTO3),
Marepi SKUX MpuiMaiu BHCOKI mo3u ¢uykonazony (400-800 mr/mo0y) mpoTsaroM mpuHANMHI
TphOX a0o0 Ounbllie MICSIB [ JIKyBaHHS KOKIUAI0iM03y. 3B’S30K MIX 3aCTOCYBaHHSIM
¢ryKOHa30:Ty Ta IMMH BUIIAIKaMH HE BU3HAUYCHHH.

He cnig 3acrocoByBatu 3BHYaiiHI J03U ()IyKOHA30dy Ta KOPOTKOTPHBAJL KypCH JIIKyBaHHS
(bIyKOHA30JI0M y TIEPi0]] BariTHOCTI, 32 BUHATKOM KPaitHbO1 HEOOX1AHOCTI.



He cmig 3acTocoByBaTHM BHCOKI [03M (IIyKOHA30y Ta/ab0 TpHBaji KypcH JIIKyBaHHS
¢diIykoHa30I0M y TIepioJ] BariTHOCTI, 3a BUHATKOM JiKyBaHHS 1H(EKIIiH, 10 MOTEHILIHHO
3arpoKyIOTh KHUTTIO.

@D1yKOHA30J1 IPOHUKAE Y TPYAHE MOJIOKO Ta JIOCATA€ HUKUOI KOHIEHTpallii, HiXk y I1a3Mi KPOBI.
logyBanHS TpPymII0 MOKHA MPOJOBXKYBATH TICIS PAa30BOTO 3aCTOCYBAaHHS 3BHYANHOI [103M
¢dykoHazoumy, mo cranoBUThH 200 Mr abo MeHIIe.

loxyBatu Tpy IO HE pEKOMEHIYETHCS TIPH OaraTopa3zoBoOMY 3aCTOCYBaHHI (TyKOHA30Ty a00 TIpH
3aCTOCYBaHHI BUCOKHX /103 ()JTyKOHA30ITy.

30amuicmob enaugamu Ha WBUOKICMb peakyii npu Kepy8aHHi asmompancnopmom abo pobomi 3
THUWUMU MEXAHIZMAMU.

Jocnimkens BIUUBY (IIyKOHA30JIy HA 3MaTHICTh KEpyBaTH aBTOTPAHCIOPTOM ab0 MpAaIfOBaTH 3
IHIIMMU MEXaHi3MaMH He TTPOBOJIMIIH.

[TamienTiB cnig npoiHGOpMyBaTH PO MOKIMBICTh PO3BUTKY 3allaMOPOYECHHS 200 CyZIOM IIiJ 4ac
3aCTOCOBYBaHHs mnpenapary. Ilpu po3BUTKY TakMX CHMIITOMIB HE PEKOMEHIYETbCS KEpyBaTu
aBTOTPAHCIIOPTOM a00 MPALIOBATH 3 IHIIUMU MEXaHI3MaMH.

Cnoci6 3acmocyseanns ma 0o3u.

Karncynu cnig koBTatu ninumu. [Ipuiiom npenapary He 3aIeKHUTh BiJ IPUHOMY 1XKi.

Jlopocumi.

[Ipenapar 3acTocoByBaTH MepopaibHO y 1031 150 Mr otHOpa30Bo.

Hayienmam nimuvoeo 8ixy.

[Ipu BigcyTHOCTI O3HAK MOpyIIeHHs (QPYHKIIH HUPOK IS JIKYyBaHHS JaHOI KaTeropii maiieHTiB
3aCTOCOBYBATH 3BUYANHY 703y JUIsl JOPOCIHX.

Topywenns @pynxyiu HUpoK.

@DyKoHA30J1 BUBOJUTHCS B OCHOBHOMY 3 Ceue€l0 y He3MiHeHoMy Burisai. Ilpu pasoBomy
3aCTOCYBaHHI IperapaTy KOpUryBaTH 03y AaHil KaTeropii mauieHTiB He TOTPiOHO.

THopywenns ¢hynxyiti neuinku.

DryKOHA30JI CITiJ] 3aCTOCOBYBATH 3 O0CPEXKHICTIO MALllEHTaM 13 OPYIIEHHAMH (QYHKITIH Me4iHKH,
OCKLUITBKH 1H(pOpMAIIii 00 3aCTOCYBaHHs ()IIYKOHA30JTy I1il KaTeropii mamieHTiB HeA0CTaTHBO.

Iimsam.

EdexTuBHicTh Ta Oe3eka 3acTocyBaHHs (pIIyKoHA30ITy A JIKyBaHHS T€HITATbHUX KaHIUA031B Y
JiTel HE BCTAHOBJICHI, HE3BA)KAIOYM HAa BUYEPIHI JIaHI IIOJ0 3aCTOCYBaHHS Ipemnapary MiTsM.
SIkmio icHye HaranbHa orpeba 3acTOCyBaHHA Mpenapary miamiTkam (BikoM Bix 12 no 17 pokis),
CJI1/1 3aCTOCOBYBATH 3BUYANHI 03U TSI IOPOCTUX.

Ilepeoosysannas.

OTpuMaHO MOBIAOMIIEHHS PO Mepe0o3yBaHHs (PIyKOHA30JI0M; OJHOYACHO MOBIIOMIISIIIOCS MPO
TaJTIOIMHALIT Ta TapaHOiTaIbHY TTOBEIIHKY.

Jlikysanns: IpOMUBaHHS nUTyHKa. CUMIITOMaTHYHA MIATPUMYIOUYa Tepartis.

®d1yKOHA30JI 3HAYHOIO MIPOIO €KCKPETYETHCS 3 ceueto; (hOpPCOBaHHM Alype3 MOXKE MPUCKOPUTH
BUBeCHHS npenapaTy. Ceanc reMojiiani3y TPUBAIICTIO 3 TOAMHU 3HIKYE PiBeHb (DIIyKOHA30Iy Y
1a3mi KpoBi mpubau3Ho Ha 50 %.

Il06iuni peakuii.

HajtuacTimmumy noOGiYHUME peakiisiMi € TOJIOBHUHM Oinb, O Y YepeBHIN MOPOXKHMHI, Aiapes,
HyJ0Ta, OJIOBaHHsS, BHUCUIIAHHS, TMIABUIICHHS piBHA amaHiHamiHoTpancdepasu (AJIT),
acnaptaraminorpancgepaszu (ACT) Ta myxHoi dpochaTasu KpoBi.

3 60Ky cucmemu Kpogi: aHeMisl, arpaHyJIOIUTO3, JICUKOTICHIs, HEUTPOIICHIsI, TPOMOOIIUTOTICH .

3 6oky imynnoi cucmemu: anadinakcis.



Memaboniuni nopywenns: 3HWKEHHS aleTUTY, TIMEPTPUTITIIEpUAEMis, TiepXoJecTepHHEMis,
rinokaniemis.

Tcuxiuni nopywennsn: 6€3COHHS, COHIIUBICTD.

3 60Ky Hepso6oi cucmemu: TOIOBHUN Ol1b, CYyZAOMH, 3allaMOPOYEHHS, MapecTesii, MopyIeHHs
CMaKy, TpeMop.

3 60Ky opeanis ciyxy: BEpTUTO.

3 boky cepyeso-cyounHoi cucmemu. MAPOKCU3MAIIbHA NUTYHOYKOBA TaXiKaplis THUITY «IIipyeT»,
nojoBxxeHHs inTepBaity QT.

3 boky mpasnoeo mpaxmy: OUTb y YEpeBHIN TOPOXHUHI, Hiapes, HyJ0Ta, OJIOBaHHS, 3arop,
JUCTIETICisl, METEOPU3M, CYXICTh Y POTI.

3 6oky eenamobiniapnoi cucmemu: ABUIICHHS PiBHA anaHiHamiHoTpaHcdepasu (AJIT),
acnaptatamiHorpancgepasu (ACT), myxHoi ¢ocdaTasu, xonectas, *KOBTSHHUIS, MiJABUIICHHS
piBHsS  OumipyOiHy, TI€4iHKOBAa HEIOCTATHICTh, TEMAaTOLECTIONSAPHANA HEKpO3, TeMaTHTH,
renaToLeIoNIIpHE ypakKeHHS.

3 6oky wKipu: BUCHIIAHHS, CBEPODK, MEIMKAMCHTO3HHUU JEPMATUT, KPOITWUB’SHKA, IiIBUIICHE
HNOTOBHJIUIEHHS, TOKCHUYHHH emijiepManbHUi HEKpoi3, cuHapoM CriBeHca-/[)koHCOHa, rocTpuii
TeHepaJli30BaHUN €K3aHTEMAaTO3HHI ITyCTYJIb03, €KCQOTIaTUBHUIN NEPMATHT, aHTIOHEBPOTHYHUIA
HAOpsK, HAOPAK OOIUYYSL, ATOMeIis.

3 6oy Kicmko6o-m 5130601 cucmemu.: MiamTis.

3acanvni posnadu: MiABUIIEHA BTOMIIIOBAHICTh, HE3/Ty>KaHHS, aCTEHisl, rapayKa.

Himu. YacroTta Ta xapakTep MOOIYHIX PEaKIIii 1 BIAXUICHB BiJl HOPMH PE3yJIbTaTiB 1a00paTOPHUX
aHaI31B y X0/l KIIHIYHUX JOCHIKEHb 3 YYacTIO iTel CIIBCTaBHI 3 TAKUMHU y TOPOCIIHUX.

TepMiH NpUAATHOCTI. 2 POKHU.
YmoBu 30epiranus.
30epiraty B OpUriHAJIBHIN yIAKOBII MpH Temreparypi He Buiie 25 °C.

306epiraTv y HEIOCTYITHOMY JJISI TITeH MiCIIi.

Ynakoska.
1 karicyna y 6mictepi; o 1 6micTepy y KopooOiri.

Kareropis Binmycky. be3 penenra.

Bupoonuk.
TOB «<ACTPA®APM».

Micue3HaxoqxeHHs BHPOOHUKA TA HOro agpeca Micusi NPOBaJKeHHs AislJIbHOCTI.
VYkpaina, 08132, KuiBcbka 0611., KueBo-CsiTommHcbKkuit p-H, M. Buiinese, Byn. KuiBcbka, 6.



