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IHCTPYKLUIA

ANA MeanYyHOro 3aCToCyBaHHS npenapaTty

®NY3AME[

(FLUZAMED)

Cknap nikapcbkoro 3acoby:
Airo4ya peyosuHa: fluconazole;
1 kancyna Mictntb dpnykoHasony 150 mr;

AOMOMDKHI pe4OoBMHM: NaKTo3a, MOHOrigpaT; Lefio/io3a MiIKpOKpUCTaniyHa;
MarHito cTeapaT; HaTpito naypuncynbdart;

CKag Karncynu: xenatuH, TutaHy paiokcuma (E 171), kapmoismH (E 122),
AiamaHtoBun 6nakntHmnm (E 133).

Jlikapcbka popmMma. Kancynu Teepai.

TeBepaa xenatnHoBa kancyna (po3mip N 1, KkoBnayok TeMHO-6/1aKUTHOIO
Konbopy, kopnyc 6inoro Konbopy), WO MiCTUTb NOpOLWOK 6inoro Konbopy.

HasBa i Micue3Haxog>XeHHSA BUpO6HMKa.
«E.I.MN.I.Ko.», €rnnet/«E.I.P.I.Co.», Egypt.

TeHc oB Pamagan CiTi, lMNepwa [lNpomucnosa 30Ha, B1, a/a 149 TeHc,
€rnnet/Tenth of Ramadan City, First Industrial Area B1, P.O. box:
149 Tenth, Egypt.

BnacHuk peecTpauinHoro noceigyeHHa — «YOPJ14 MEONUWH
NIMITEQ», Benuka
BputaHnisa/«WORLD MEDICINE LIMITED», United Kingdom.
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dapmMakoTepaneBTUYHa rpyna.

MpoTurpnbkosi 3acobmn Ansg CUCTEMHOroO 3acTtocyBaHHsS. lMoxigHi Tpnasony.
Kog ATX JO2A CO1.

dnykoHason, npoturpubkoBuin 3acib knacy TpuasoniB - MOTYXHWUA Ta
CefieKTUBHUN (HribiTop rpnbkoBmux depMeHTiB, HeOobXiAHUX AN CUHTe3y
eprocrtepony. NepBUHHMM MexXaHi3MOM MOro Aii € NPUrHiYyeHHss rpMBbKOBOro
14-anbda-naHoCTepon-A4eMETUNIOBAHHS, OMNOCeEpeaAKOBAHOro LMUTOXPOMOM
P450, wo € HeBig’eMHMM eTanoMm 6iocMHTE3y rpubKOBOro eprocrepony.
Akymynsauia 14-anbda-MeTun-cTeponiiB KOpeste 3 MnoAasnblio BTPaToro
eproctepony MeMbpaHoi rpubkoBOI KIITMHM Ta MOXe Bignosigatun 3a
NPpOTUrpnUOKOBY  aKTUBHICTb  (paykoHasony. @dnykoHaszon €  6inbw
CefieKTMBHUM A0 rpubkoBmux depmeHTiB uutoxpomy P450, HixX Ao
Pi3HOMaHITHMX cuctem depMeHTIB umToxpomy P450 ccaBuib.

3acTtocyBaHHA dnykoHasony y ao3i 50 Mr Ha aoby npoTtsaroM 28 AHIB He
BMJIMBA€E Ha piBEHb TECTOCTEPOHY Yy Mia3Mi KpoBi y 400BiKiB abo Ha piBeHb
€HAOrMeHHUX CTEepOIAiB Yy XIHOK penpoAyKTUBHOroO BiKky. ®nyKoHa3on y A03i
200-400 Mr Ha poby He BUSABMSAE KNIHIYHO 3HAYYLWOro BMJIMBY Ha piBeHb
eHAoreHHnx crepoigis abo Ha Bianosiab Ha ctumynsuito AKTI y 300poBux
A06poBO/bLUIB YONOBIYOI CTaTI.

JdocnigxeHHa  B3aeMoAail 3 aHTUMNIPUHOM  MPOAEMOHCTpyBaso,  LWo
3acTtocyBaHHA 50 Mr ¢hnyKoHas30y pa3oBo 4u baratopa3oBO He BM/MBAE Ha
MeTaboni3mM aHTUNIpUHY.

YyTnuBIiCcTb in Vitro.

dnykoHaszon in  vitro AeEMOHCTPYE NPOTUrPUOKOBY aKTMBHICTb CTOCOBHO
BuaiB Candida, wo 3ycTpivaloTbCsa HanuacTiwe (Bkato4datoum C.albicans,
C.parapsilosis, C.tropicalis). C.glabrata neMOHCTpY€E LWNPOKUN Aiana3oH
YyT/IMBOCTI A0 dnykoHasony, Toai ak C.krusei € 4O HbOr0 Pe3NCTEHTHOR.

Takox nyKoHason in vitro AeMOHCTPYE aKTUBHICTb aK npotu Cryptococcus
neoformans Ta Cryptococcus gattii, Tak i NpoTWU eHAEMIYHUX MNICHABUX
rpunbis Blastomices dermatitidis, Coccidioides immitis, Histoplasma
capsulatum Ta Paracoccidioides brasiliensis.

dapMmakoanHaMika — DapMaKOKiHETUKA.

BianosiaHO A0 pe3ynbTaTiB AOCNIAXEHb HA TBApUHaX, iICHYE Kopenauia Mix
MiHIMasIbHOIO  iHriGYyOUOK  KOHUEHTpauiel Ta e@eKTUBHICTIO NpoTwu
eKcrnepumMeHTanbHUX MoJesien Miko3iB, CnpuunMHeHux Buaamu Candida.
BignoBiaHO A0 pe3ynbTaTiB KAIHIYHUX AOCNIAXEHb, ICHYE JliHIMHA 3aNeXHIiCTb
Mixk AUC Ta pnosot ¢nykoHasony (npmbnusHo 1:1). TakoxX iCHYE npsiMui,
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ane HepocTtaTHiIM 3B'A30Kk Mixk AUC abo [03010 Ta MO3UTUBHOK KAiIHIYHOM
BiANOBIAAKD Ha NiKyBaHHA OpasibHOr0 KaHAMAO3Y Ta MEHLUOK Mipo -
KaHauaemii. AHanorivyHo nikyBaHHSA iHdeKUin, CNpUYMHEHUX WTamMamu, A0
AKNX hnykoHazon DEMOHCTpPYE BUCOKY MiHiManbHy iHri6yrouy
KOHLUEHTpaLuio, € MeHLW 3a40Bi/IbHUM.

MexaHi3M pe3nCTEHTHOCTI.

MikpoopraHizmm poay Candida neMOHCTPYIOTb YNCNEHHI MeXaHi3Mu
PE3UCTEHTHOCTI A0 a30/ibHUX npoTUrpnbkoBux 3acobis. daykoHason
OEMOHCTPYE BWMCOKY MiHiManbHYy iHFiGylo4y KOHUEHTpauilo NpoTu LWTaMiB
rpnbie, SKi MawTb oAMH abo 6inbwe MexaHi3MiB pe3nCTEeHTHOCTI, LWo
HeraTMBHO BMNIMBAE Ha edEeKTUBHICTb in Vvivo Ta B KANIHIYHIN nNpakTuui.
MoBigomMnsnocsa nNpo BUMNAAKM po3BUTKY cynepiHdekuii Candida spp.,
iHwuMmn, Hix C. Albicans, BnagamMn, WO 4YaCTO € HEeYyTAMBUMM A0
dnykoHazony (Hanpuknag, Candida krusei). Ana nikyBaHHS TakKMX BUNaaKis
Cnig 3aCToCcoBYBaTU anbTepHATUBHI NpoTUrpnbKoBi 3acobu.

dapMakoKiHeTUYHI  BNacTueBoCTi  diykoHasony €  nodibHumu  npwu
BHYTPILUHbOBEHHOMY i MepopasibHOMY 3aCTOCYBaHHI.

Abcopbuis.

dnykoHa3on [obpe BCMOKTYETbCA MNpW nNepopasibHOMY 3acTOCYBaHHIi, a
piBeHb NpenapaTy Yy njaa3Mmi KpoBi i cucteMHa 6io40CTYNHICTb NepeBuLLYOTb
90 % piBHA dNyKoHasony Yy nMa3Mi KpoBi, WO [AOCAraeTbCa nNpwu
BHYTPILULHbOBEHHOMY BBeAeHHi npenapaTy. OaHo4yacHe BXMBAHHA Xi He
BMJIMBAE Ha BCMOKTYBaHHA npenapaTty nNpuv WOro nepopasibHOMYy
3acTocyBaHHi. MikoBa KOHUEHTpauisa y nna3Mmi KpoBi gocsiraeTbcs yepes 0,5-
1,5 roavHu nicng 3actocyBaHHA npenapaTty. KoHueHTpauia npenapaTty y
nnasMi KpoBi nponopuinHa Ao A03M. PiBHOBaXKHa KOHUeHTpauis Ha piBHi 90
% [OCAra€eTbCA Ha APYrnMn AeHb NiKyBaHHA MNpW 3aCTOCYBaHHI y nepliumn
AeHb HaBaHTaXyBas/bHOI A03M, WO BABiYi NepeBulyeE 3BMYanHy [obosy
[o3y.

Po3noain.

O6’em po3noginy npubnuMsHO AOPIBHIOE 3araabHOMY BMICTY PpigvHW B
opraHismi. 38’a3yBaHHs 3 6inkamMu nnasmm Kposi HU3bke (11-12 %).

dnykoHa3on fobpe NnpoHMKae B YCi A0OCNiIAXYBaHi piAMHWN opraHi3My. PiBeHb
dnykoHazony y CAWHI Ta MOKPOTUHHI € nodibHMM [0 KOHUeHTpauii
npenapaTy Yy nsa3Mi KpoBi. PiBeHb (/1yKOHa30/y Yy CNMHI Ta MOKPOTUHHI €
noAibHMM A0 KoHUeHTpauii npenapaTy y nna3Mi KpoBi. Y NauieHTiB, XBOPUX
Ha rpMOKOBWUIK MEHIHrIT, piBeHb (JIYKOHA30/y Yy CMNWHHOMO3KOBIN pianHi
pocsarae 80 % KoHueHTpauii y nna3mi Kposi.
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Bucoki KoHueHTpauii ¢h1yKoHa3ony y LWKipi, Wo NepeBuLLyOTb CMPOBATKOBI,
[OCAralTbCa Yy pOroBoMy Lwapi, enigepmici, gepMi Ta noTi. ®NyKoHa30n
HaKOMUUYYETbCHA Y POroBOMYy LUapi.

bioTpaHcdhopmaduis.

dnykoHa3on MeTabonisyeTbCa He3HadHow Mipoto. [lpn BBedAeHHI A03u,
MiYeHOi padioakTMBHMMKW  i30TONamu, nauwe 11 %  dnaykoHasony
EKCKPETYETbCA 3 ceyero Yy 3MiHeHOMY Burnaai. ®yKoHasos € CeNeKTUBHUM
iHri6iTopoM i3opepmeHTiB CYP2C9 Ta CYP3A4, a Takox iHribiTopom
i3opepmenTy CYP2C19.

Ekckpeuid.

Mepiog HaniBBMBeAeHHS DIyKOHA30/Y i3 Nja3Mu KpPOBi CTaHOBUTb 61M3bKO
30 roavH. binbwa yacTuHa npenapaTty BMBOAUTLCA HUpPKaMu, rnpuyomy 80
% BBeAeHOI A03W BUABJSAETLCA Y Cedi Yy He3MiHeHOMY CTaHi. KnipeHc
dbnykoHazony nponopuinHMi A0 KHipeHCy KpeaTuHiHy. LUnpkyniorumnx
MeTaboniTiB He BUSABMEHO.

TpuBanun nepiog HaniBBMBEAEHHS npenapaTy 3 nAa3MW  KpoOBi Aae
MOXJIMBICTb pPa3oBOro 3aCTOCyBaHHA npenapaty npu BariHaJbHOMY
KaHAMAO03i, @ TAaKOX 3aCTOoCyBaHHA npenapaTy 1 pa3 Ha TXAEHb NPU iHWKNX
NOKa3aHHAX.

HupkoBa HEAOCTATHICTb.

Y naui€eHTiB i3 HUPKOBOK HEAOCTATHICTIO TSAXKOro crtyneHsa (WBWAKICTb
knyboukoBoi dinbTpaudii < 20 Mn/xB) nepion HaniBBnBeAeHHS 36iNbLWYETbCS
3 30 roauH oo 98 roanH. ToMy L KaTeropii NauieHTiB HEO6XiAHO 3MEHLLNTH
[o3y dnykoHasony. ®NykoHas3on BUAANSETbCA LWAAXOM remogianisy, Ta
MEHLOK MIpoK - LWIAXOM iHTpanepuTtoHeanbHOro Adianizy. CeaHc
remogianizy TpuMBanicTio 3 roAnMHM 3HUXYE piBeHb (JIYKOHA30/y Yy NAa3Mi
KpoBi npnbansHo Ha 50 %.

NauieHTn NiTHLOroO BiKY.

3MiHN hapMaKOKiHETUKW Yy NALIEHTIB NiTHLOrO BiKy, O4EeBUAHO, 3a5exaTb Bij
napameTpiB PyHKUIN HUPOK.

NMoka3aHHA AR 3aCTOCYBaHHA.
FocTpuK BariHasnbHWK KaHAMA03, KOU MicLeBa Tepanid He € JOPEYHOI0.

KaHanaosHunin 6anaHiT, Konm Micuesa Tepanisi He € AOPEYHOI0.
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MpoTnokasaHHA.

FinepuyTnmeicTb A0 pNYKOHA30MYy, iHWKWX a30/bHUX cnonyk abo ao 6yab-
AKOI 3 AOMOMIXKHUX peyoBUH npenapaTy.

OpHo4yacHe 3acTocyBaHHSA dykoHa3ony Ta TepdeHaauHy nauieHTaM, SKi
3acTocoBYyloTb nykoHason 6aratopa3oso y ao3ax 400 mr/poby Ta Bulle
(3rinHO 3  pe3ynbTaTaMuM  AOCNIAXEHHS  B3aeMoaii  6aratopa3oBoro
3aCTOCYBaHHS).

OpaHo4acHe 3acTocyBaHHA 1YKOHA30/y Ta iHWKX fikapcbkmx 3acobis, Wo
noaoBXYyTb iHTepBan QT Ta MeTabonizyoTbCa 3a AONOMOron hepMeHTy
CYP2A4 (Hanpuknag, umsanpuay, acteMizony, niMosuay, XiHiguHy Ta
EPUTPOMILINHY).

Hane)Hi 3axoamn 6e3neku npu 3acToCyBaHHiI.

Jdepmatogitis. BignoBigHO A0 pe3ynbTaTiB AOCNIAXEHHSA (payKOHa3oNny Ans
NiKyBaHHSA AepMaTtoiTii y aiten, dnykoHa3o0 He NnepeBuLLye rpuseodynbBiH
3a e(PeKTMBHICTIO | 3arasbHMM NOKA3HUK ePeKTUBHOCTI CTaHOBUTb MeHwwe 20
%, TOMy npenapaT He CAig 3aCToCoBYBaTU AN NiKyBaHHA AepMaToqiTii.

Kpunntokoko3. [JokasiB edeKTUBHOCTI  (pNyKoHa3ony ANns  NiKyBaHHS
KPUNTOKOKO3Y iHWMX siokanizauin (Hanpukniaa, nereHeBoro KpuMnToKoKo3y
Ta KPpUNTOKOKO3Y LWKipW) HEAOCTaTHbO, TOMY peKoOMeHAalin WoA0 A4030BOro
peXuMy AN NiKkyBaHHSA TaKUX 3aXBOPKOBaHb HEMAE.

nnboki eHaemiyHi Miko3n. [JokasiB edeKTUBHOCTI dayKoHasony Ans
NiKyBaHHS IHLWKNX ¢dopmM eHAeMiYHUX MiKO3iB, TaKux AK
napakoKumaioigomMikos, ricronsiasmos Ta LWKipHO-NiMbaTUUIHUN
CNOpOTPMUX03, HEeAOCTaTHLO, TOMY peKOMeHAauin WwoA0 A030BOr0 pexumy
ONA NiKyBaHHA TakMX 3axXBOpPlOBaHb HEMAE.

HupkoBa cucrema. lMNauieHTaMm i3 nopyweHHAM dyHKLUiIM HUPOK npenapaT cij
3acTtocoByBaTn 3 obepexHicTio (amB. po3ain «Croci6 3acTocyBaHHs Ta
A03u>).

lenarobiniapHa cuctema. NMaudieHTaM i3 NoOpyweHHAM QYHKUIN MeYdiHKK
npenapaT cnif 3acTocoByBaTu 3 06EepeXHICTO. 3acToCyBaHHS G1yKOHa30/y
acouitoBanocsd 3 BUWHWUKHEHHAM pigKiCHUX BUMAAKIB  PO3BUTKY TAXKOI
renaToTOKCMYHOCTI, BKJ/IIOYAK4YM neTanbHi BUMAAKU, FOJIOBHUM UYMHOM Y
NauUi€EHTIB i3 TAXKMMMU OCHOBHMMMW 3aXBOPHOBAHHAMWU. Y BuUMaaKax, KO
PO3BMTOK renaToOTOKCUYHOCTI acoLitoBaBCS i3 3aCTOCYBaHHAM 1yKOHasony,
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He O6yno BiA3HAuYeHO 1i ABHOI 3aNeXHOCTi Big 3aranbHoOi A060BOI 03K
npenapaTy, TpuBaNocCTi Tepanii, cTaTi abo BiKy mnauieHTa. 3a3Bu4yamn
rernaToTOKCUYHICTb, CrpuvymMHeHa ¢ayKoHa3onoMm, obopoTHa, a ii nNposiu
3HUKAKTb NiCAa NMPUNUHEHHS Teparnii.

3a nauieHTamMu, y SIKMX MNpM 3aCTOCyBaHHI 1YKOHA30/y CrocTepiratTbCcs
BiAXWNEHHSA pe3ynbTaTiB PyHKUIOHaNbHUX nMpob nediHku, cnig BCTAHOBUTU
peTesibHUI Harna4 Woao po3BUTKY BifiblU TSXKKOM0o YpaXKeHHs NeYiHKW.

MauieHTiB Cnig npoiHdopMyBaT NMPO CUMMMTOMU, LLO MOXYTb CBIiAYMTU MNpPO
CepMoO3HUAN BMIMB Ha MNediHKy (BUpaxeHa acCTeHisl, aHOpeKCis, MNOoCTiHa
HyAoTa, O/0BaHHS Ta >XOBTAHMUS). Y TakoOMy BMNaAKy 3acTOCYBaHHS
dnykoHazony cnig HeramHo NPUNUHUTU Ta NPOKOHCYbTYBATUCS 3 NliKapeM.

CepuyeBo-cyanHHa cuctema. [leski aszonu, y ToMmMy uucni n dnaykoHason,
acouilolTbCA i3 MOoAOBXEHHAM iHTepBany QT Ha enekTpokapaiorpami.
MosigoMnanoca npo Ayxe piaKiCHi BUNagku noaoBxeHHA iHTepBany QT Ta
NapoKCM3ManbHOI WNYHOUYKOBOI TaxikapAil TNy «nipyeT» npu 3aCTOCYBaHHI
npenapaty. Taki nMOBIAOM/IEHHA CTOCYBanUCA MNALUIEHTIB i3 TAXKUMU
3aXBOPIOBAHHAMW MNpW MNo€AHaHHI 6aratbox ¢dakTopiB pusMKy, TaKi 4K
CTPYKTYPHi 3axBOpIOBaHHSA cepusl, MOpPYLUEHHSA efeKTPoiTHOro obMiHy Ta
OAHOYaCHe 3aCTOCYBaHHS iHWWX NiKapcbkKMX 3acobiB, WO BNAMBAKOTb Ha
iHTepsan QT.

dnykoHaszoncnig 3 ob6epexHicTio 3acTocoByBaTWM MNAUIEHTAM i3 PU3MKOM
PO3BUTKY apuTtMin. OgHOYacHe 3aCTOCyBaHHSA pa3oM i3  NiKapCbKUMMU
3acobamm, WO nNpoONoOHryTb IiHTepBan QTc Ta MeTabonisyTbCs 3a
aonomoroto pepmeHTy CYP3A4 untoxpomy P450, npoTmnokasaHe.

ranogpaHtpuH. FanodaHTpuH € cybctpatoM dpepmeHTy CYP3A4 i NpOAOHryE
iHTepBan QTc Npu 3acTOCyBaHHi y peKOMeHA0BaHUX TepaneBTUYHMX [03aX.
OpgHoyacHe  3acToCyBaHHS  ranodaHTpuHy Ta  daykoHasony  He
peEKOMEeHAYETbCS.

depmartonoriyHi - peakuyii. g 4ac 3acToCyBaHHA (QAYKOHa30/ny piako
NOBIAOMIANOCH NPO PO3BUTOK TaKMX eKCPOoNiaTUBHUX LWKIPHUX peaKkuin aK
cuHgpoMm CriBeHca-[)KOHCOHa Ta TOKCUMYHWUW enigepMasibHUM HEKpPONis.
MauieHTn, xBopi Ha CHIA, 6inbw CXMNbHI A0 PO3BUTKY TAXKWUX LUKIPHUX
peakuin Nnpu 3acTtocyBaHHi 6baratbox Nikapcbknx 3acobiB. AKLWO Yy NauieHTa
i3 NOBEPXHEBOK rPUOKOBOID iH(EKLIE 3'9BNAIOTbCS BUCUMNAHHSA, LLO MOXHa
noe’dA3aTtn i3 3acTocyBaHHAM GIlyKOHa30y, nojasiblle 3acToCyBaHHS
npenapaTy cnig NpUNMHUTU. AKWO Yy nNauieHTa 3 iHBA3WBHOK/CUCTEMHOIO
rpMOKOBO IHEKUIE 3'aBNAIOTLCA BUCUMAHHA Ha LWIKIipi, 3@ MOro CTaHOM
Cnif peTenbHO CrocTepiratv, a y BMNaakKy po3BuUTKY O6YNbO3HUX BUCUMAHb
abo MynbTUPOPMHOI epuTEMUM 3aCTOCYyBaHHA (DIYKOHA301y CAig NPpUNUHUTU.
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rinepuytnnsicte. Y PpioKiCHMX Bunagkax MnoBigOMAANOCS MNpPO PO3BUTOK
aHainakTUYHUX peakuin.

LnTtoxpom P450. ®nyKoHa30n € NOTYXHUM iHri6iTopoM pepmeHTy CYP2CO Ta
NOoMipHUM iHri6iTopoM hepMmeHTy CYP3A4. Takox payKoHa30N € iHribiTopom
depmeHTy CYP2C19. Cnig cnocTtepiraTv 3a CTaHOM NAaLI€HTIB, AKi 04HOYACHO
3aCTOCOBYIOTb (PJIYKOHA30N1 Ta npenapatm 3 BY3bKWUM TepaneBTUYHUM
BiKHOM, WO MeTabonizytoTbcsa 3 yyacTio CYP2C9, CYP2C19 ta CYP3AA4.

TepgpeHaanH. Cnia peTenbHO CNocTepiraTM 3a CTaHOM TMauieHTa npwu
OAHOYACHOMY 3aCTOCyBaHHI TepdeHaanHy Ta (AyKOHa30/y y A03i MeHue
400 mr Ha poby.

ZornomikHIi pe4oBuHM. TlpenapaTt MiCTUTb NaKTo3y. lauieHTaM i3 piaKiCHUMU
CrMaZkOBMMMN 3aXBOPKHOBAHHAMU, TakKMMU SK HENMepeHOCUMICTb rasiakTo3u,
HeAOCTaTHICTb flakTasn Jlanna Ta Manbabcopbuis rnKo3M-ranakTto3n, He
cnip 3acTocoByBaTu Len npenapar.

OcobnuBi 3acTepeKeHHs.
3acrocyBaHHs y nepiog BariTHOoCti abo rogqyBaHHs1 rpyAAlo0.

[aHi, OoTpUMaHi npu pa3oBoMy abo MNOBTOPHOMY 3aCTOCYBaHHI
dnykoHasony y 3BuMYaMHMX po3ax (< 200 wMr/poby) KinbKOM COTHSIM
BariTHMUX >»IiHOK MNpoTAroM I TpuMecTpy BariTHOCTI, He MPOAEMOHCTpyBaau
HebaxxaHux edekTiB Ha nnaia. lNosigoMNanocs Npo YUCNEHHI BPOAXKEHI
natonorii y HOBOHapoAXeHux (BkNuyatoun 6paandpeHito, aucnnasito
BYWHOI  pakoBWHM, HaaMipHe 36inbleHHa nepeaHboro  TiM'auka,
BUKPUBNEHHSA CTerHa, njieyvyonlikTbOBMMU CUHOCTO3), MaTepi AKUX npunManmu
BenunKi Ao3n dnykoHasony (400-800 Mr/aoby) npoTaromMm npuHamMHi TpbOX
abo 6inbwe MicauiB ANa  NiKyBaHHS  KOKUMAIOIAO3Yy. 3B'A30K  MiX
3aCTOCYBaHHSAM (b/1yKOHa30/y Ta UMMKU BUNaAKaMuU HE BU3HAUYEHUMN.

JocnigxeHHs Ha TBapuHax npoAeMOHCTpYBanun penpoAyKTUBHY
TOKCUYHICTb.

3acTocyBaHHS npenapaTty Yy nepiof BariTHOCTI MOX/IMBE NULWIE Y BUMAAKY,
AKLLO KOPWUCTb Bif 3aCTOCYBAHHS NepPEBULLYE MOX/TUBUIA PU3BKK.

He cnig 3actocoByBaTn Benuki o3n (aykoHasony ta/abo Tpueani Kypcu
NiKyBaHHA (pNYKOHA30/I0OM Yy nepios BariTHOCTI, 3@ BUHATKOM NiKyBaHHSA
iHeKUin, Wo NOTEeHUINHO 3arpoXyTb XUTTHO.
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ONyKOHaA30/1 MNpPOHMKAE Yy TpyAHE MOJIOKO Ta [AOCAra€  HWX4YOI
KOHUEHTpauii, H>X y nna3Mi Kposi. [logyBaHHA rpyaar0 cnig NpuUnuMHUTU Ha
nepiog NikyBaHHS npenapaToM.

FooyBaTn rpyanto He peKoMeHAYETbCA npu 6aratopa3oBOMY 3aCTOCYBaHHI
dnykoHasony abo npu 3aCToCcyBaHHi BUCOKUX 003 DYyKOHA30.Yy.

3aarTHICTb BNINBaTyv Ha WBMAKICTb peaKyil Npn kepyBaHHI
aBToTpaHcnopTom abo poborTi 3 IHWNMMN MexaHizMaMu.

JocnigxeHb Woao BNanBey npenaparty Ha 34aTHICTb KepyBaTu
aBTOTPAHCNOPTOM abo npautoBaTh 3 IHWMMMN MEXaHi3MaMM He NpoOBOAMNOCS.

MauieHTiB cnig NoiHdOopMyBaTM MPO MOX/IUBICTb PO3BUTKY 3anaMOpPOYEHHS
abo cyaoM nig 4ac 3acTtocoByBaHHSA npenapaTy. [pu poO3BUTKY TaKux
CMMMNTOMIB HE PEKOMEHAYETLCSA KepyBaTn aBTOTpaHCNopToM abo npautoBatu
3 IHWNMMKM MexaHi3MaMu.

ditn.

EdekTnBHicTb Ta 6e3neka 3acToCyBaHHs npenapaty ANna  NiKyBaHHS
reHiTalbHUX KaHAWAO03IB Y AiTel He BCTAaHOBJ/IEHI, HE3BaXatk4yn Ha BUYEPrHI
AaHi WoA0 3acToCyBaHHA npenapaTty (AyKoOHa3oNy AiTaM. SAKWo iCHYe
HarasnbHa notpeba 3acTtocyBaHHSA npenapaTy nianitkam (BikoM Big 12 go 17
pOKiB), C/i 3aCTOCOBYBaTU 3BMYanHi 403U AN AOPOCNX.

Cnocib 3acTocyBaHHSA Ta [O3M.

Kancynu cnig KoBTaTtu UinnMMKU. 3aCTOCYBaHHA NMpenapaTty He 3anexuTb Big
NPUNOMY TXi.

Jopocni. MNpenapaT 3acTtocoByBaTn nepopasnbHo y Ao3i 150 Mmr ogHopasoso.
layieHTn niTHbOro BiKy. MNpw BiACYTHOCTI 03HAK NOpPYLIEHHS PYHKLIN HUPOK

ANA NiKyBaHHSA AaHOI KaTeropii nauieHTiB 3aCTOCOBYBATM 3BMYAWHY A03Y A4
AOpOCUnX.

lMopyweHHs pyHKUIN HUpoK. ®NyKOHA301 BUBOAUTBLCS B OCHOBHOMY 3 CeYelo
y He3MiHeHOMYy Burngaai. [llpu pa3oBOMy 3acCTOCyBaHHiI npenapaTty
KOopuryeaTu 03y AaHiK KaTeropii nauieHTiB He NOTPibHO.
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lMopyweHHs1 pyHKUiN nediHky. ®nykKoHason cnig 3actocoByBaTh 3
0b6epeXHiCTIO NauieHTaM i3 NnopyweHHAMN PYHKUIN MediHKKU, OCKiNbKu
iHbopMaUii woao 3acTocyBaHHA 1YKOHA301y Ui KaTeropii nauieHTiB
HeAOoCTaTHbO.

NMepenosyBaHHA.

OTpnMaHO NOBIAOMNIEHHSA NPO Nepeao3yBaHHA (GNYKOHA30/0M; OAHOYACHO
NMoOBIAOMNAMOCA NPO rasouMHauil Ta napaHoigasibHy NMoBeAiHKY.

Mpn nepenosyBaHHi HeObXiAHO MPOBECTM CUMNTOMATUUYHY MIATPUMYHOUY
Tepanito Ta y pasi HeobxigHOCTIi NPOMUTU LLTYHOK.

®nyKOHa30/1 3HAYHOK MipOK eKCKPEeTYETbCH 3 cevelo; popcoBaHUn aiypes
MOXe NPUCKOPUTU BUBeAEHHSA npenapaTty. CeaHc reMmogianisy TpmBanictio 3
FOAMHW 3HUXKYE piBeHb (PIYKOHA30/y Yy nia3Mi KpoBi NpnbansHo Ha 50 %.

Mob6iuHi edpekTN.

3 60Ky cuctemu KpoBi Ta JIiMpaTU4yHOI CUCTEMM: AHEMISl, arpaHy/0UUTO3,
NenKoneHis, HeuTponeHisa, TpoMboumTONEHIS.

3 60Ky iMyHHOI cnctemun: aHadinakcis.

MeTtabosiuHi Ta aniMeHTapHi po3/1aamn: 3HMXEHHSA
anneTuTy, rinepTpuraiuepuaeMis, rinepxonecrtepmHemMid, rinokanieMis.

3 60Ky ricnxikmn: 6€3COHHS, COHNMBICTD.

3 60Ky HEpBOBOI cucTeMu: ronoBHui 6inb, CyaomMm, 3anaMOpPOYEHHS,
napecresii, NoOpyLWweHHS CMaKy, TpeMop.

3 60Ky opraHiB c/yxy Ta BeCTUOY/ISpHOro anaparty: BEpPTUIo.

3 60Ky cepusi: NnapoKCcuM3MasibHa LWAYHOYKOBA Taxikapais Tuny <«nipyert»,
noaoBXeHHs iHTepBany QT.

3 60Ky LWIJTYHKOBO-KMULLKOBOIro TpakTty: 6inb y YepeBHi NOPOXHWUHI, Aiapes,
HynoTa, 6/110BaHHS, 3anop, ANUCNENCis, MeTeopusM, CyXiCTb y poOTi.

lenarobiniapHi po3nagu: NiABULWEHHS PpiBHA anaHiHaMiHOTpaHcdepasun
(ANIT), acnapTtaTtamiHoTpaHcdepasn (ACT), nyxHoi docdartasu, xonecras,
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XOBTSAHMUSA, nNigBULLEHHS piBHA 6inipybiHy, nediHKoBa HeAOCTaTHICTb,
renaTouentoNsapHUn HEKPO3, renaTtuTn, renaTouentonigspHe ypaXKeHHs.

3 60oky LUKipn Ta nigLwKipHoi TKaHWHU: BUCUNAHHS, cBepbix,
MeANKAMEHTO3HUM AepMaTuT, Kponue'siHKa, niasuwieHe
NOTOBUAINEHHS, TOKCUYHUIW enigepManbHUN Hekponi3, cuHapoM CTiBeHca-
[>)KOHCOHa, TrOCTpUM reHepani3oBaHWUM €eK3aHTEMATO3HUMN MYCTY/bO3,
ekconiaTMBHUN AEepMaTUT, AHIMOHEBPOTUYHUI HAbpsK, HaAbpsk obnunyus,
anoneuis.

3 60Ky OropHO-pyX0BOro anaparty T1a CroJly4HOI TKaHUHW: Mianris.

3arasibHi po3siaav Ta peakuii y Miclyi BBe4eHHSs: NiaBULLEHA BTOMJTIOBAHICTb,
He34YyXaHH4, acTeHisa, rapsJyka.

Hitn.,

YacToTa Ta xapakTtep nobiyHUX peakuin i BiaXuneHb Big HOpMU pe3ynbTaTiB
nabopaTopHUX aHanisiB 3 y4yacTio AiTeN CNiBCTaBHI 3 TaKUMKU Yy AOPOCAUX.

B3aemopin 3 iHLWWMMMK NnikapcbKuMMM 3acobamum Ta iHWI BMAK
B3aEMOfAiMN.

[1poTunokasaHe CyMicHe 3acTocyBaHHS J1YKOHa30/1y Ta HUXKYEe3a3Ha4YeHUX
JliKapcbkux 3acobiB.

nzanpug: noBigoMNaIocs npo po3BUTOK NobiyHMX peakuin 3 60Ky cepus,
y TOMY 4uCAi NPO NapoOKCU3MasbHYy WIYHOYKOBY TaxikapAito Tuny «nipyer»
y nauieHTiB, AKi  OAHOYACHO  3acTocoByBanu  (PpAyKOHa3os  Ta
umsanpuma. OgHovacHe 3actocyBaHHa 200 mr ¢pnykoHasony 1 pa3 Ha aoby
Ta 20 Mr umsanpuay 4 pasm Ha noby npu3BoAMIO A0 3HAYHOMO NiABULLEHHS
PiBHA UuuM3anpuay Yy nnasMi KpoBi Ta A0 MOAOBXeHHA iHTepBany QT.
OnHo4vacHe 3acTocyBaHHA GlyKOHasony Ta uusanpuay npoTunokasaHe
(avB. po3ain «[1poTUnoka3aHHs»).

TepdeHaauH: yepe3 BUMNAAKU PO3BUTKY TAXKKUX CepueBUX apuUTMIH,
CMPUYNHEHNX NOAOBXEHHAM iHTepBany QTc, y NauieHTIB, AKi 3aCTOCOBYOTb
a30J1bHi NPOTUrpMOKOBI NikapcbKi 3acobu ogHo4YacHo 3 TepdeHaanHoMm, 6ynu
npoBeAeHi [OoCNiAXeHHHA B3aeMoAil umx npenapartiB. [Mpn 3acTtocyBaHHI
dnykoHazony y nosi 200 mMr Ha noby He 6yno BUSABEHO MNOAOBXEHHSA
iHTepBany QTc. 3actocyBaHHA dniykoHasony y gosax 400 mr ta 800 Mr Ha
noby npoaemMoHcTpyBano, wo gaykoHason y gosax 400 mr Ha poby abo
BULLE 3HAYHO nMigBULLYE piBeHb TepdeHaauHy Yy nnasmi KpoBi nNpwu
OAHOYACHOMY 3acCTOCyBaHHi umx npenapaTtieB. CyMiCHe 3acToCyBaHHS
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dnykoHazony y gosax 400 mr abo Buwe 3 TepdeHagMHOM MpOTUNOKA3aHe
(avB. po3ain «fllpotunoka3aHHs»). Npun 3acToCcyBaHHi (payKOHA301y Y A03ax
Hmx4ye 400 mr Ha poby ogHo4yacHo 3 TepdeHaguHOM Cnig NpoBOAUTHU
peTesibHUI MOHITOPUHI CTaHy nauieHTa.

ACTeMi30/1; CyMiCHE 3acCToCcyBaHHSA (QNyKOHa30Ny Ta acTeMmi3ony Moxe
3MEHLWWUTKU KNipeHc actemizony. CnpnumHeHe umM NiaABULLEHHS KOHLUEHTpauil
acTeMi3ony y niasMmi KpoBi MOXe MpuU3BeCTU A0 NOAOBXeHHS iHTepBany QT
Ta Yy piAKICHUX BMNagKax — A0 MAapOKCU3MaNbHOI LWNYHOYKOBOI TaxikapAil
TMNy «nipyer». OaHo4YacHe 3acTocyBaHHA GyKoOHa30/y Ta acTemiszony
npoTunoKasaHe.

[liMmo3ng Ta XiHignH: CyMiCHe 3aCTOCyBaHHS (balyKoHa3oy Ta nimo3uay abo
XiHIAWHY MOXe npuU3BOAUTM A0 MPUrHidyeHHsa MeTaboniamy niMo3may abo
XiHIgNAY, Xo4a BiANOBIAHNX AOCNiaXeHb in vitro Ta in Vivo He
nposoaunocs. MNiagBMWEHHA KOHUeHTpauii nimo3unay abo XiHiaAMHY y nnasmi
KPOBi MOXeE CMpUYMHATM MOAOBXEHHA iHTepBany QT Ta y piaKiCHUX
BMMaAKax nMNpu3BOAUTM A0 PO3BUTKY MapOKCU3MaNbHOI LWIYHOYKOBOI
Taxikapaii TMny «nipyet». OAHO4YacHe 3acToCyBaHHA QAyKoHa3ony Ta
niMmo3uay abo xiHigMHy npoTunokasaHe.

EpnTpomiymnH: oOAHOYACHE 3acTOCYyBaHHS epuTpoMiunMHy Ta dnyKoHasony
MNOTEHUIMHO MOXe nNpu3BOAUTM A0 MiABULEHHS PU3UKY  PO3BUTKY
KapAiOTOKCMYHOCTI  (noaoBXxeHHs  iHTepBany QT, napokcu3aManbHa
LWNYHOYKOBA Taxikapaia Tuny <«nipyer») Ta, 8K Hacnigok, A0 panToBoi
cepueBoi CMepTi. 3acToCyBaHHsS KOMbOiHaUii AaHWMX NiKapCbKUX 3acobis
NpoOTUNOKa3aHe.

He PEKOMEHAYETLCA Oo/ZlHo4YacHe 3aCTOCYyBaHHA ds1yKoHa3osny Ta
HUXX4Yye3asHayeHuXx J1ikapCbKux 3acobiB.

ranogaHTpnH: GNyKOHA301 MOXe CMPUUYMHUTM NiABULLEHHSA KOHUEHTpauil
ranoaHTpUHY Yy naasMi Kposi 3a paxyHokK npurHiyeHHa CYP3A4. OgHo4acHe
3aCTOCYBaHHSA UMX NliKapCbKMX 3acobiB MOTEHUIMHO MOXe Npu3BOAUTU [0
NiIABULWEHHSA PU3NKY PO3BUTKY KapAiOTOKCUMYHOCTI (MOAOBXEHHS iHTepBany
QT, napokcum3MasibHa LWAYHOYKOBA Taxikapais Tuny «nipyet») Ta, 4K
Hacnigok, A0 panToBOi cepueBoi cMmepTi. Cnig yHMKaTM 3acTOCyBaHHSA
KoMbiHaUii AaHUX NnikapcbKux 3acobis.

CyMicHe 3aCToCyBaHHS QJ/1YKOHAa30/1y Ta HUXYE3a3HAYEHUX J1IKapCbKUX
3acobiB BuMarac obepexxHocCTi Ta KopuryBaHHs [103U.

BriauvB iHWnX ikapcbkux 3acobiB Ha ¢/1yKOHAa30/1.

MepopanbHe 3acToCcyBaHHA JIyKOHA30/ly O4HOYACHO 3 Xek, LMMETUANHOM,
aHTaumaamMm, a TakoX NiCns MOBHOMO OMPOMIHEHHA Tina Npu NiAroToBLI
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nauieHTa A0 TpaHCMNaHTauil YepBOHOro KiCTKOBOro MO3KY He Mpu3Benv Ao
KMiHIYHO 3HAYYyLOro NOopyLweHHsS BCMOKTYBaHHSA pa1yKOHa30.y.

PugamniymH: ogHo4YacHe 3acToCyBaHHSA QNyKoHasony Ta pudamniumHy
npussoansio Ao 3HMxXeHHA AUC Ha 25 % Ta ckopouyBaso nepiof
HaniBBMBeAeHHs dnykoHasony Ha 20 %. ToMmy 419 nMauieHTiB, SKi
3aCTOCOBYIOTb pudamniunH, cnig po3rnsaHyTU AOUINbHICTb NiABULWEHHS 403U
dbnykoHazony.

Briains ¢ps1ykoHa301y Ha iHLWIi JlikapcbKi 3acobu.

®dnyKoHa30n € MOTYXHWUM iHribiTopom i3odpepmeHTy 2C9 umtoxpomy P450
(CYP) Ta nomipHuM iHri6itopom CYP3A4. Takox ¢(haykoHason € iHribitopom
CYP2C19. OkpiM cnocTepexyBaHUx/ [OOKYMEHTasibHO MiaTBepAXXEeHUX
B3aEMOZiN, WO OMMUCaHi HMXYe, MNpu OAHOYACHOMY 3aCTOCYBaHHI i3
(dNYKOHA30/10M iCHYE pU3MK NIABULIEHHSA Y MAa3Mi KPOBi KOHUEHTpauin
iHWKX cnonyk, wo MeTabonisyotbca CYP2C9 Ta CYP3A4. Tomy
3acToCOBYBaTU Taki KoMbiHauii npenapaTiB cnig 3 06epeXxHicTio; Npu LUboMy
HeobXiAHO peTenbHO cnocTepiraTn 3a CTaHOM NauieHTIB. MpuUrHivyBanbHa Ais
dnykoHazony Ha depMeHTU 36epiraetbcsa npotarom 4-5 gi6 nicna noro
3aCTOCYBaHHS Yy 3B'13Ky 3 M1Oro TpuBasanuM nepiogomM HaniBBMBEAEHHS.

A/nlbgpeHTaHis1: Nia Yac 0AHOYACHOro 3acToCcyBaHHS anbdeHTaHiny y no3si 20
MKr/Kr Ta dnykoHasony y pgo3i 400 mr 3gopoBuM  Aob6poBobuUsSM
cnocTtepiranocs  AsokpatHe  36inbweHHa  AUCio, MOXJIMBO, Yepes
iHribyBaHHa CYP3A4. Moxe 6yt HeobxiaHMM KOpUryBaHHSA A03MU
anbdeHTaHiny.

AMITPpUNTUIIIH, HOPTPUMTUIIIH: (PNYKOHA30/1 NOCUIIIOE Ait0 aMiTpUNTUNIHY Ta
HOPTPUNTUNIHY. PekoMeHAYETLCA BMMiptOBaTH KOHUEeHTpauii 5-
HOPTPUNTUAIHY Ta/abo S-aMiTpMNTUAIHY Ha noyaTky KoMb6iHOBaHOI Tepanii
Ta yepe3s 1 TuxAaeHb. Y pasi HeobxigHOCTI cnig BigkopurysaTu A[03y
aMiTpUNTUNIHY/HOPTPUNTUNIHY.

AMm¢poTepuuymH B: ogHouyacHe 3aCTOCYBaHHA dnykoHazony
Ta am@oTepuumHy B iHdiKOBaHMM MUWaM i3 HOPMAJibHUM IMYHITETOM Ta
iHQIKOBaAHMM MMULWAM  3i 3HMXKEHMM IMYHITETOM Tnpu3Besio A0 TaKux
pe3ynbTaTiB: HEBEJIMKUN aAUTUBHUN NPOTUTPUOKOBUIN edeKT Npmu CUCTEMHIN
iHdekuii C. albicans, BIACYTHICTb B3aeMoAii NpW BHYTPiWHbOYEpPEnHin
iHdekuii Cryptococcus neoformans Ta aHTaroHi3M ABOX rMpenapaTiB npwu
CUCTEeMHIN iHdekUil A. fumigatus. KniHiyHe 3Ha4deHHSa uMx pe3ynbTaTis,
HeBigoMe.

AHTUKOAry/siHTU: K i NpU 3aCTOCYBaHHI iHWKWX a30/IbHUX NPOTUIPUOKOBUX
3acobiB, nNpu OAHOYACHOMY 3aCTOCyBaHHi (pnykoHasony Ta BapdapuHy
NOBIAOMNANOCA NpPO BUMNAAKM pPO3BUTKY KpoBoTed (remaTtoM, HOCOBOI
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KpOBOTEUi, WAYHKOBO-KMLWKOBUX KpoOBOTEY, remaTypii Ta MeneHun) y
NOEAHAHHI i3 MNOAOBXEHHSM MnpoTpoMbiHOBOro 4acy. [lpu oAgHOYaACHOMY
3acToCcyBaHHi GykoHasony Ta BapdapuHy cnocTepirasocs ABOKpaTHe
NiABUWEHHSA NpOTPOMBIHOBOro 4acy, iMOBIpHO, BHACNiAOK MNpPUrHIYEHHS
meTaboniamy BapdapuHy 4depe3 CYP2C9. Cnig peTtenbHO KOHTPOJIHOBATU
NPOTPOMOIHOBMI Yac y MaUiEHTIB, SKi O4AHOYACHO 3aCTOCOBYOTb KYMapuHOBI
aHTMKOArynsaHTu. Moxe 6yt HeobxiaHOK KopeKuis 403K BapdapuHy.

beH3opiazeniHn KOpOoTKOI Ail, Hanpuknaag, mMigasosiam,
Tpuaszosiam: NpusHayeHHsa hayKoHa3oay Nicns nepopanbHOro 3aCTOCyBaHHS
MigaszonamMy nNpu3BOAMAIO A0 3HAYHOro nMiABULLEHHS  KOHUeHTpauil
Migasonamy Ta A0 TMOCUNEHHS MNCUXOMOTOpHUX edekTiB. OaHo4vacHe
3aCTocyBaHHA dnykoHasony y ao3i 200 mr ta Migasonamy y aosi 7,5 mr
nepopanbHO npmussoansio Ao niasunweHHa AUC Ta nepioay HaniBBUBEAEHHS
y 3,7 Ta 2,2 pasa BianosigHO. 3acTocyBaHHs dnykoHasony y aosi 200
mMr/poby ta 0,25 Mr Tpuasonamy nepopasibHO NMpM3BOAWAO A0 NiABULLEHHS
AUC Ta nepiogy HaniBBmBeneHHsa y 4,4 Ta 2,3 pasa BignosigHo. [pu
OAHOYaCHOMY 3acTocyBaHHi (yKOHa30/y Ta TpuasosiaMy crnocTepiranocs
NOTEHUIlOBAHHSA Ta NpPoJsIoOHrauis edekTiB Tpruano3lamy.

AKWO nauieHTy, KWW MPOXOAUTb KYpC NiKyBaHHSA (QJYKOHA30/0M, Chif
OAHOYaCHO Npu3HauMTM Tepanito 6eH3odiazeniHaMu, A03Y OCTaHHIX cnig
3MEHLNTN Ta BCTAHOBUTU HaNEXHUN Harnsaa 3a CTaHOM nauieHTa.

Kapb6amaseniH: dnykoHa3on npurHiyye wMetaboniam kapbamaseniHy Ta
CNPUYMHSE NigBULWEHHS piBHA KapbaMa3seniHy B cupoBaTui Kposi Ha 30 %.
ICHYE pu3nK po3BUTKY MNPOSIBIB TOKCMYHOCTI 3 60Ky kapbamaseniHy. Moxe
6yTM HeobxiaHMM KopuryBaHHs A03M KapbaMaseniHy 3anexHo Big piBHS
NOro KOHUeHTpauii Ta aii npenapary.

brokartopu KasbLieBnx KaHaszniB: peski aHTaroHIiCTn Kanbuito
(HidbeaunniH, icpagunii, amnoauniH Ta denoanniH) MeTabonizyTbCS
depmeHTOM CYP3A4. ®NyKOHaA30/ NOTEHLUIMHO MOXE NiABULLYBATU CUCTEMHY
ekcno3uuito 6s10kaTopiB KanbUiEBUX KaHanie. PekoMeHAOBaHUN peTesibHUI
MOHITOPUHI WOAO PO3BUTKY NOBIYHUX peaKLUii.

Llennekokcnb: npn OQHOYACHOMY 3acTocyBaHHi ¢nykoHasony (200 Mr Ha
noby) Tta uenekokcnby (200 Mr) Cmax Ta AUC uenekokcmby niasuilysanmcs
Ha 68 % Ta 134 % BignosigHo. [lpM OAHOYACHOMY 3aCTOCYBaHHI
uenekokcmby Ta dnykoHasony Moxe 6yTn HeobXigAHUMM 3MeHLEeHHSA A03U
Lenekokcmby BaBiui.

Lnknogocgamig: ogHovacHe 3aCTOCYBaHHS umknodochaminy Ta
dnykoHazony npussoamTb A0 NigBULLEHHS piBHA 6inipybiHy Ta KpeaTUHIiHY
B cuposaTtui Kposi. L npenapaTu MOXHa 3acTocoByBaTW OAHOYACHO,
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3BaXarouM Ha pU3MK NigBULLEHHS KOHUeHTpauii 6inipybiHy Ta KpeaTuHiHYy B
cupoBaTLUi KpoBi.

@eHTaHiz1: NoBIiAOMNANOCA MNPO OAWMH NeTaNbHUA BUMAAOK iHTOKCUKaUIl
deHTaHinoM yHacnigok MOXX/INBOI B3aeMoail deHTaHiny Ta
dnykoHaszony. ®nyKoHa30/ 3HA4YHO YMOBINbHIOBAB eniMiHauito deHTaHiny.
MiaBMWEHHA KOHUeHTpauii deHTaHily MOXe Npu3BeCcCTU A0 MNPUTrHIYeHHS
ONXaHHSA, TOMY Cnif peTesibHO KOHTPOJBaTM CTaH nauieHTa. Moxe 6yTu
HeobXigHO KopeKuis 403U deHTaHiny.

IHri6itTopu TMI-KoA-peayKrasu: CyMiCHe 3acToCyBaHHS QNyKOHa3ony Ta
iHri6iTopiB

MIr-KoA-peayktasn, wo wMeTtabonisdytotbcas CYP3A4 (aTtopBactaTuUH Ta
cuMmBacTatuH), abo iHribitopie NMIM-KoA-peaykTtasmn, wo MeTabonisytTbecs
CYP2C9 (dnyBactatvH), nNigBULLYE PU3NK PO3BUTKY MionaTii Ta
pabgomionizy. Y pa3i HeobxiAHOCTIi 0AHOYACHOrO0 3acTOCYBaHHS LMX
npenapaTiB Cnig peTtenbHO CnocTepiraTM 3a MNauiEHTOM WOAO0 BUHUKHEHHS
cuMnTOMIB MionaTii Ta pabgomionizy i npoBOAUTU MOHITOPUHI PIiBHS
KpeaTuHKiHa3n. Y BuUMaAaKy 3HayHOro nigBULLEHHA piBHA KpeaTuHKiasun, a
TaKOX nNpu AdiarHoctyBaHHi abo nigo3pi Ha MionaTito/pabaomionis
3acTocyBaHHS iHribiTopie TMIM-KoA-peaykTtasu cnig npunmHUTL.

IMyHocynpecopn (Hanpukaad, UMKI0CrIOpuH, €BEPOJIiMyC, CUPOJIIMYC |
Takposiimyc).

UnknocriopmnH: GNyKOHA30/a 3HA4YHO MNigBULLYE KOHUeHTpauito Ta AUC
uMKaoCcnopuHy. NMpu oAHOYACHOMY 3acToCcyBaHHI nykoHasony y aosi 200
mMr/poby Ta uumknocnopuHy 'y go3i 2,7 mr/kr/poby cnoctepiranocs
36inbweHHa AUC uuknocnopuHy y 1,8 pasa. Ui npenapatm MoOXHa
3aCcTOCOBYBaTU OAHOYACHO 3@ YMOBM 3MEHLWEHHA [A03U LUMKIIOCMOPUHY
3a/1eXXHO Big MOro KoHUeHTpauii.

EBeposiimyc: xod4a  [OChigXeHb in vitro Ta in vivo He npoBOAUIHU,
dnykoHazon Moxe nigBuLLyBaTU KOHLEHTpauito eBeponiiMycy B cUpoBaTui
KpoBi yepe3 npurHiveHHsa CYP3A4.

Cuposiimyc: dnyKoHason nigBULLYE KOHUEHTpauito cuponimycy y nnaasmi
KpOBIi, iMOBIpHO, WISXOM NpUrHiYyeHHs MmeTtaboniamy cmponimycy depMeHToM
CYP3A4 Ta P-rnikonpoteiHoM. Ui npenapat¥ MOXHa 3aCTOCOBYyBaTu
OAHOYACHO 3@ YMOBM KOpPWUryBaHHA A03M CUPOJIIMYCY 3ajieXXHO Bi4 piBHA
KOHUEeHTpauii Ta edekTiB npenapary.

Takposnimyc: ¢GnyKoHas3on MoXe nigBuyBaTW KOHUeHTpauii Takponimyc
y B CMpoBaTLi KpoBi A0 5 pasiB Npu NOro nepopasibHOMY 3aCTOCYBaHHi yepes
NPUrHiYeHHs MeTaboniamy Takponimycy depmeHToM CYP3A4 y KULWIEYHUKY.
Mpy BHYTPIWHBOBEHHOMY 3acCTOCYBaHHIi TaKpoNiMyCy He crnocrepiranocs
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3Ha4YHUX 3MiH papMakoKiHeTnKWN. MNiaBMLEHI PiIBHI TaKpONiMyCy acoLitoTbCA
i3 HEepPOTOKCUYHICTIO. [103y TakponimMycy Ans nepopasbHOro 3acCTOCyBaHHS
CNiAg 3HMXKYBATKW 3asIeXHO BiJ KOHUEHTpauil Takposimycy.

Jlo3apTaH: dnyKoHason npurHiyye ™etaboniaMm nosaptaHy A0 MOro
aKTUBHOIO meTabonity
(E-31 74), wo obymosntoe 6inblly 4YacTUHY aHTaroHi3My A0 peuenTopis
aHrioteHanHy II nig 4ac 3acTtocyBaHHS 03apTaHy. PekomeHaoBaHO
34INCHIOBATU NOCTIMHWUA MOHITOPUHI apTepiasibHOro TUCKY Yy Maui€HTIB.

MeTagoH: dNyKOHA30/1 MOXe MiaBULLYBATU KOHLUEHTPaUito MeTagoHy Y
cumpoBaTui  Kposi. [lpyn oAgHOYACHOMY 3aCTOCYBaHHI  MeTagoHYy Ta
dnykoHazony Mmoxe 6yt HeObXiAHNUM KOpUTrYBaHHS 403M METALOHY.

HecrepoigHi npotun3anasibHi ripenaparuv.: npu ogHOYaCHOMY 3aCTOCYBaHHI 3
dnykoHazo0s0M Cmax Ta AUC dpnypbinpodeHy nigsmnwysanucs Ha 23 % Ta 81
% BiANOBIAHO MOPIBHAHO i3 BiANOBIAHMMWM MOKA3HMKAMW MPU 3aCTOCYBaHHI
Tinbkn  dnypbinpodeHy. AHanOriyHo npuv OAHOYACHOMY 3aCTOCYBaHHI
dbnykoHazony 3 paueMiyHuMm ibynpodeHoMm (400 mr) CmaxTa AUC
dapmMaKkonoriyHo akTMBHOro isoMepy S-(+)-ibynpodeHy niasuuysanmcs Ha
15 % T1a 82 % BigNoBiAHO MOPIBHAHO i3 BiAMNOBIAHWUMW MOKA3HWKaMU Mpu
3aCTOCYBaHHI TifIbKN pauemiyHoro ibynpodeHy.

Xo4a cneuianbHMX AocCnigXeHb He NpoBoAMIoCcs, PJYKOHA30/ MNOTEHUINHO
30aTHUA  NigBULWYBaATU  CUCTEMHY  eKcrno3uuito  iHwux  HMO3M, wo
meTaboniszytotbca CYP2C9 (Hanpuknag, HanpoKCeHy, JOpPHOKCUKaMY,
MenoKCMKaMy, AuknodeHaky). PekoMeHAOBaHO MNepioaAnMYHO 34iMCHIOBATH
MOHITOPUHI NO6IYHMX peaKLuih Ta TOKCUYHUX NposABiB, NoB'a3aHux i3 HM3IM.
Moxe 3HagobuTncsa KkopuryBaHHsa aosm HM3IM.

@eHITOiIH: DNyKOHAa30/ MPUrHivYye mMeTabonism deHITOIHY Yy nediHui.
OaHouvacHe 6araTtopas3oBe 3actocyBaHHA 200 mr dnykoHasony Ta 250 mr
EeHITOIHY BHYTPIlLHbOBEHHO Npun3BoanTb A0 NiasuweHHS AUC24 eHITOoIHY
Ha 75 % Ta Cmin Ha 128 %. Npn o4HOYACHOMY 3aCTOCYBaHHI LUMX NiKapCbKUX
3acobiB cnig NpoBOAMUTUM MOHITOPUHI KOHUEHTpauii QeHiToiHy y cupoBaTLui
KPOBi 4719 YHUKHEHHS PO3BUTKY TOKCUYHOI i PEeHITOIHY.

[lpegHIi30H: NOBIAOMNANOCA NpO BUMAAOK, KOAM Yy MauieHTa nicns
TpaHcnnaHTauil NedyiHKn Ha TNi 3acToCyBaHHA MPeAHI30HY PO3BUHYACH
rocTpa HeAOCTATHICTb KOpUM HAAHMPKOBUX 3a/03, WO BWHUKNA Micng
NPUNUHEHHA TPUMICAYHOro Kypcy Tepanii GyKoHa3os0M. [pUNnUHEHHS
3acToCcyBaHHSA (1yKOHa30/y, iMOBIPHO, CNPUYNUHUIO NOCUNIEHHS aKTUBHOCTI
CYP3A4, wo npu3Beno A0 NPUCKOpPeHHs MeTaboniaMmy npeadHisony. Cnia
peTesibHO CTEeXWUTU 3a NMauieHTaMu, AKi NpoOTAroM TpMBaIoro Yacy ogHo4acHo
3aCTOCOBYIOTb (NIYKOHA30/1 Ta MNpefHi3oH, 3 MeTow nornepeaxeHHs
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PO3BUTKY HEAOCTATHOCTI KOpW HaAHWUPKOBMX 3an03 nicnsa MNpUNMHEHHS
3acTocyBaHHs G1yKOHasony.

PugpabytmnH: pnyKoHason NiaBULLYE KOHUEHTpauito
pndabyTuHy y cupoBaTuUi KpoBi, WO npu3BoanTb A0 36inbweHHa AUC
pndabytuHy Ao 80 %. lNMpu ogHOYACHOMY 3acTOCyBaHHiI (pNyKOHa30Nny Ta
pudabyTMHy nosigoMnsnoca nNpo  BUNAagKW  poO3BUTKY yBeiTy. [lpwu
3aCTOCyBaHHI Takoi KoMb6iHauii nikapcbkmnx 3acobis cnig 6patv fo ysaru
CUMNTOMM TOKCUYHOI gii pndabyTuHy.

CaksiHaBip: ¢dnykoHason nigsmwye AUC Ta Cmax CakBiHaBipy Nnpubsn3Ho Ha
50 % Ta 55 % BignoBigHO Yepe3 NpUrHiyeHHs MeTaboniaMy cakBiHaBipy Yy
neviHui depmeHToM CYP3A4 Ta u4epe3 iHribyBaHHA P-rnikonpoTeiHy.
B3aemopii Mix (pnykoHasonoM Ta CcakBiHaBipoM/ pUTOHaBIpOM He
AOCNigKyBanucs, ToOMy BOHU MOXYTb 6yTu 6inbll BupaxeHummn. Moxe 6yTu
HeOobXiAHMM KOpUryBaHHS A03M CaKBiHaBIpy.

lMoxigHi cys1b@OHIZICEYOBUHM: NPN OAHOYACHOMY 3aCTOCyBaHHiI (1yKOHa30n
MPOJIOHTYE nepioa HaniBBMBEAEHHSA nepopasibHUX NOXiAHUX
cynbdoHince4yosmHn (xnopnponamigy, rnibeHknamigy, rnainismagy Ta
TonbyTamiay) npuM  iX  3aCTOCYBaHHI 300poBUM  006pOBOAbLLSAM.
PekOMeHAYETbCA NPOBOAUTM HAaCTUIN KOHTPOJIb LIYPKY B KPOBI Ta BiANOBIAHUM
YMHOM 3HMXYBATU A03Y MNOXiIAHWUX CYNb(MOHINCEYOBUHU NPU OLHOYACHOMY
3aCTOCYBaHHI i3 pSIyKOHA30/10M.

TeoginiH: 3acTocyBaHHA dnykoHazony no 200 Mr npotaromMm 14 AHiB
NpU3BEN0 A0 3HUXEHHS CepeAHbOoro KnipeHcy TeodiniHy y naasmi KpoBi Ha
18 %. 3a nauieHTaMu, AKi 3aCTOCOBYIOTb TeodifliH Y BUCOKMX A03aX abo sKi
MalTb NiABULWEHNN PU3BNK PO3BUTKY TOKCUYHMX NPOSIBIB TEOMIiNiHY 3 iHLWMX
NPUYUH, CNig BCTAHOBUTW Harngg wWoAO0 BUABMIEHHA O03HaK pPO3BUTKY
TOKCUYHOI Aii Teodininy. Tepanito cnig 3MiHUTM Npu  NosBI  0O3HAK
TOKCUYHOCTI.

Ankanoign 6apBiHKYy: Xo4ya BigNoOBIAHWMX A[OCNIOKEeHb He npoBoAuaM,
dnykoHazson, iMoBipHO, Yyepe3 iHribyBaHHA CYP3A4, MoOXe CNpUYMHATU
NiABUWEHHSA  KOHUeHTpauii ankanoigie 6apBiHKY Yy nna3Mmi  KpoBi
(Hanpuknapj, BiIHKPUCTUHY Ta BiH6/1ACTUHY), WO NPU3BOAUTL A0 PO3BUTKY
HENPOTOKCUYHUX edeKTiB.

BitamiH A: noBigoMNaANocs, WO y nauieHTa, 9KMM OA4HOYACHO 3aCTOCOBYBaB
TPaHCPeTUHOEBY KUCNOTY (KMUCNoTHa ¢dopMma BiTaMiHy A) Ta dnykoHason,
cnocTtepiranuca nobiyHi peakuii 3 6oky UHC y d¢dopmi ncesaoTymopy
FOJIOBHOIMO MO3KY, WO 3HUK Nicns BigMiHM pnykoHasony. Ui nikapcbki 3acobu
MOXHa 3acCTocoByBaTM OAHOYaCHO, ane cnig naMm’daTath nNpo puU3UK
BUHUKHEHHSA Nob6iyHMX peakuin 3 6oky LHC.
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BopukoHazon (iHribitop CYP2C9 T1a CYP3A4): ogHO4YacHe 3acTOCyBaHHS
BOPWKOHAa30y nepopanbHo (No 400 Mr KOXHi 12 rognH npotarom 1 gHs,
notim no 200 Mr KoxHi 12 roaumH npoTtsarom 2,5 aHa) Ta dnykoHasony
nepopanbHo (400 Mr B nepwuin aeHb, nNoTiM no 200 Mr KOXHi 24 rognHm
NpoTSAroM 4 AHiB) A406pOBOAbLUSAM YOIOBIYOI CTaTi NpM3Besio A0 NiABULLEHHS
Cmax Ta AUC; BOpukoHasony y cepegHbomy ao 57 % (90 % Al: 20 %, 107
%) Ta 79 % (90 % AI: 40 %, 128 %) sBianosigHO. HeBiaOMO, 4M Npn3BOAUTDL
3HMXEHHS A03KM Ta/abo 4acToTM 3acTocyBaHHS BOpUKOHaszony abo
dbnykoHasony A0 YCYHeHHss Takoro edekTty. [lpyu 3acTtocyBaHHi
BOPWKOHA30y nicnsa GyKoHasony cig npoBOANUTU CNOCTEPEXEHHS Woao
pO3BUTKY NOBIYHMX edeKTiB, acoLiNOBaHMNX i3 BOPMKOHA30/IOM.

3ugoByanH: dnykoHason niasuwye Cmax Ta AUC 3ngoByanHy Ha 84 % Ta 74
% BiAMNOBIAHO, WO 3YMOBAEHO 3HUXXEHHSM KipeHCy 3naAoByaANHY NpnBan3HO
Ha 45 % npu Noro nepopanbHOMY 3acTocyBaHHi. lNepiog HaniBBMBeAEHHS
3ngoByanHy 6yB TakoX NOAOBXeHuMn npubnusHo Ha 128 % nicns
3acToCyBaHHS KOMbiHauii pa1lyKoHa30Ny Ta 3MA40BYANHY. 3a NauieHTaMmM, SKi
3aCTOCOBYIOTb TaKy KoMb6iHauilo nikapcbkmx 3acobis, cnig cnoctepiraTtu
WoAo0 pO3BUTKY MOBIYHMX peakuir, NOoB’A3aHUX i3 3aCTOCYBaHHSAM
3M40BYANHY. MOXHa pO3rNSHYTU AOUINBHICTE 3HUMXKEHHS 403U 3U40BYAUHY.

A3UTPOMILMH: NpK OAHOYaCHOMY nepopasbHOMY pa3oBoOMYy
3aCTOCYBaHHI a3nuTpoMiunHy Ta daykoHasony y gosax 1200 mr ta 800 mr
BignoBigHO. XoAHMX 3Hauyywmx GapMaKOKIHETUYHUX B3AEMOAIN MiX
BUSIBNIEHO He 6yno.

lNepopasibHi KOHTpaUenTnBM: Npu 3acToCyBaHHi paykoHasony y Aosi 50 mr
BMNJMBY Ha piBeHb TrOpMOHIB He 6yno, ToAi $SK NpW 3aCcTOCYBaHHI
dnykoHazony y posi 200 mr Ha aoby cnoctepiranoca 36inbweHHs AUC
eTuHinectpagiony Ha 40 % Ta nesoHoprecTpeny - Ha 24 %. Le cBigunTtb
npo Te, Wo 6baraTopa3oBe 3aCTOCYyBaHHSA (PJIYKOHA30/1y Y 3a3HayeHux fo3sax
HaBps4 YN MOXe BNIMBATU Ha ePEeKTUBHICTb KOMBIHOBAHOIro nepopanbHOro
KOHTpauenTuBea.

TepMiH NnpuAaaTHOCTI.

3 pokwu.

YMoBM 36epiraHHs.

36epiratn npu TemnepaTypi He Bulle 25 °C y HeaoCTynHOMY An4 4iTen
MicCLii.
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YnakoBka.

1 kancyna TBepaa y bnictepi; 1 6nictep y KapToOHHIN nauui.

KaTteropis Bignycky.

be3 peuenTa.



