Ckian

Oitoua pevuosuHda: GIyKOHA30I;
1 kanicyna mMicTuth QIyKoHa30iy, y nepepaxyBanti Ha 100 % pevoBuny 150 Mmr;
OONOMIJCHI peuoB8UHU: KalbIlil0 CTeapaT, HaTPil0 KPOXMaJbIIiKOIAT (TUl A);

CK/1a0 060/0HKU Kancyau: XejaTuH, naTeHToBanui cuHint V (E131), xiHominoBu
xkoBtui (E 104), tutany giokcupg (E 171).

JIikapcbKa ¢opMma

Karmcymnu.

OcHOBHI (pi3uKo-xiMiuHI 81acmuBocmi: TBePAi XKenaTUHOBIL Kancynu Nel, Kopmyc
0ipr030BOT0 KOJILOPY, KPUIIIKa 3€JIEHOT'0 KOJILOPY.

BwmicT Kamncyn - mopomiok 6inoro abo maiixke 6i71oro Konmbopy, 6e3 3amaxy.
®dapMaKoTepalneBTHYHA Irpymna

[TpoTurpubkoBi 3acobu AJIsT CUCTEMHOT0 3acToCcyBaHHA. [ToximHi Tpuasony. Kog ATX
JO2A CO1.

dapMakogHHaMiKa

MexaHi3M mil.

®J1yKOHa30J1, TPOTUTPUOKOBUM 3acib Kjlacy TPHUa30JliB - MOTYKHUM Ta CEIeKTUBHUU
iHribiTop rpubKoBUX (PpepMeHTIB, HEOOXiTHUX IOJI CUHTE3y eprocTeposly. [lepBUHHUM
MeXaHi3MOM Horo fil € mpurHidveHHs rpubkoBoro 14 anbda-1aHoCTepPOII-
OeMeTUIII0OBaHHs, OIIOCEePeaKOBaHOro IuToXxpomMom P450, 1110 € HEBig €MHUM eTarioM
b6iocuHTE3y rpubKOBOT0 eprocrepony. AKymynsailia 14 anbga-MeTUI-CTEPOJIiB KOPETIOE
3 IIOAaIbIIIOI0 BTPATOI0 €ProcTepoily MeMOpaHoio TPUOKOBO] KJIIITUHU Ta MOXKe
BimIOBigaTH 3a NPOTUTPUOKOBY aKTUBHICTH (IIYKOHA3051y. OIIYKOHA30JI € OiIbII
CEJIeKTUBHUM [0 rpuOKOBUX (epMEeHTiB uToXxpoMy P450, HiK 10 pisHOMaHITHUX
cucteM ¢pepMeHTiB mutoxpomy P450 ccasiiis.

3acTtocyBaHHS (GIyKOHa30y y mo3i 50 Mr Ha goOy nmpoTsarom 28 OHIB He BIIJIMBA€E Ha
piBEHBb TECTOCTEPOHY Yy MJIa3Mi KPOBi y YOIOBiKiB ab0 Ha piBeHb €HJOT€HHUX CTEPOIMiB
y XKIiHOK penpoayKTUBHOTO Biky. ®nykoHa3on y mo3i 200-400 Mr Ha o0y He IPOSIBIISE
KJTIHiYHO 3HAYyIIOTO BILJIMBY Ha PiBeHb €EHOOTEHHUX CTEPOiNiB abo Ha BiImoBiabL Ha



ctumynsaiito AKTI y 3mopoBux moOpPOBOJIBIIIB YOIOBIUOl CTATi.

[ocmiaKeHHs B3aEMOQil 3 aHTUIIPUHOM IIPOJEMOHCTPYBAJIO, III0 3aCTOCyBaHHS 50 Mr
¢bnykoHa3omy pa3oBo 41 6araTopasoBO He BIJIMBAE Ha MeTabO0/Ii3M aHTUIiIpUHY.

YyTauBICTH in vitro.

®dnykKoHa3011 in vitro JeMoHCTPy€E NPOTUTPHUOKOBY aKTUBHICTh CTOCOBHO BUIiB Candida,
I1I0 3yCTpidaloThCs HavdacTimie (BKmtougaiouu C.albicans, C.parapsilosis, C.tropicalis).
C.glabrata meMoHCTpy€ MUPOKUY Oialla30H YyTIUBOCTI OO0 (GJIyKOHA30Iy, TOAL K
C.krusei € mo HLOTO PE3UCTEHTHOIO.

Takoxk (IyKOHaA30I1 in vitro JeMOHCTPy€e aKTUBHICTE AK npotu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TpoT eHOEeMiYHUX IIIiCHSIBUX rpubiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum Ta
Paracoccidioides brasiliensis.

B3aemo38’ 130K hapmakokKiHemuuyHux ma ¢gapmakoOuHAMiYHUX 81acmusocmell.

BigmoBigHO [0 pe3ybTaTiB OOCIIAXKEeHb Ha TBapUHAaX, iICHYy€E KOPesAaLisa Mix
MiHiMaIbHOIO iHTiIOYI04Y010 KOHIIEHTpPAlli€lo Ta e(peKTUBHICTIO MPOTH
eKCIIepuMeHTaJIbHUX Mofejie MiKo3iB, cupuunHeHux BugamMu Candida. BigmosigHo mo
pe3yJbTaTiB KJIIHIYHUX OOCIIiAXKEeHb, ICHY€ JiHiliHa 3anexHicTh MixK AUC Ta 003010
dnykonazony (mpubnusno 1:1). TakoxkK iCHye mpsiMui, ajie HeIOCTATHiM 3B sI30K Mix
AUC abo 103010 Ta IMO3UTHUBHOIO KJIiHIYHOIO BiANOBIAAI0 Ha JIiIKyBaHHS OpPabHOTO
KaHOMO03y Ta MEHIIIO0 Mipoio - KaHguaeMil. AHAJIOTi4HO JIiKyBaHHSA iH(EKIIiH,
CIIPUYMHEHUX LITaMaMH, 0 AKUX (PJIyKOHA30JI JEMOHCTPY€E BUCOKY MiHiMalbHY
iHrioyrouy KoHueHTpauio (MIK), € MeHIII 3aJOBITBHUM.

MexaHi3M PEe3UCTEHTHOCTI.

Mikpoopranisamu poay Candida ;eMOHCTPYIOTh YHCI€HHI MeXaHi3MM PE3UCTEHTHOCTI
[0 a30JIbHUX IIPOTUTPUOKOBUX 3aco6iB. ®IyKOoHa30J1 AeMOHCTPYy€e BuCOKY MIK npoTu
ITaMiB rpubiB, gKi MaioTh ouH abo Oinblle MexaHi3MiB PE3UCTEHTHOCTI, 1110
HeraTUBHO BIIJIMBA€ Ha e(peKTUBHICTH in vivo Ta B KIIiHi4YHIMA npakTuili. [ToBigoMmnsinocs
PO BUIIagKU PO3BUTKY cymnepindekii Candida spp., iHmmMmu Hixk C. Albicans Bugamu,
III0 YaCTO € HEUYTIUBUMHU A0 pirykKoHa3ony (Hampuknang Candida krusei). s
JIIKyBaHHS TaKUX BUNAIKIB CJIifl 3aCTOCOBYBATHU aJibTePHATUBHI IPOTUTPUOKOBI
3acobu.

®dapMaKOKiHeTHKa

dapMaKOKiHETHYHI BIaCTUBOCTI PJIYKOHA30JIy € MOOiOHUMU IPU BHYTPIIITHBOBEHHOMY
1 IepopaJibHOMY 3aCTOCYBaHHI.



AGcopOr1is.

®dnykoHa30/1 moOpe BCMOKTYETHCS P IIePOPaIbHOMY 3aCTOCYBaHHi, a piBeHb
Imperapary y Ijla3Mi KpoBi i cucTteMHa 0iogoCTYyIIHICTL epeBUIlyioTh 90% piBHSA
(pr1yKoHa305my y mjaa3Mi KPOBi, 10 AOCATAETHCA IPU BHYTPIIIHEOBEHHOMY BBEOEHHI
npemnapaty. OmHoYacHe BXKMBaHHS 1Ki He BIIJIMBA€ Ha BCMOKTYBaHHS ITpelapaTy IIpu
MOTr0 mepopanbHOMY 3aCTOCyBaHHIi. [TikoBa KOHIIEHTpaALlis y I1a3Mi KPOBi JOCATAETHCSI
yepe3s 0,5-1,5 rogunu micisa npunoMy npenapaty. KoHlleHTpallia ipenapary y Ijia3Mmi
KPOBI IIponopLiiHa a0 fo3u. PiBHOBaXKHa KOHIIeHTpaliad Ha piBHI 90% mocsraeTscs Ha
OpPYTUM OeHb JIiKyBaHHS IIPU 3aCTOCYBaHHI y IepIlInil IeHb HaBaHTaXKyBaJIbHOL 03U,
III0 BABiUi ITepeBUlllye 3BUYaHy m0OO0OBY A03Y.

Po3nopmiin.

O6’eM po3nopiny npubIU3HO HOPiBHIOE 3arajbHOMY BMIiCTy PiIMHU B OpraHi3Mi.
3B’s13yBaHHs 3 O6ilkaMu 11a3Mu KpoBi Hu3bKe (11-12%).

®dnykoHa3on mobpe MPOHUKAE B YCi MOCHiIXKyBaHi piguHu opraHiamy. PiBeHb
(¢bykoHa305y y CIMHI Ta MOKPOTHHHI € MOAiOHUM [0 KOHIIEHTpallil Ipenapary y
IJ1a3Mi KpoBi. Y IallieHTiB, XBOPUX Ha T'PUOKOBUM MEHIHTIT, piBeHb QIIYKOHA30Jy Y
CIIMHHOMO3KOBIi# piguHi mocsirae 80% KOHIIeHTpallil y IIJ1a3Mi KPOBi.

Bucoki KoHIIeHTpallil GpIyKOoHa305y y IIKipi, 10 IIePEeBUINYIOTh CUPOBATKOBI,
OOCATal0ThCS y POrOBOMY Illapi, emigepMici, gepMi Ta moti. ®1yKOoHa3071
HaAKOIIMYYETHCS Y poroBomy Itapi. [Ipu 3acTocyBaHHi go3u 50 Mr 1 pa3s Ha mo0y
KOHIIeHTpalis (payKoHa3o0my miciasd 12 gHiB niKyBaHHS CTaHOBHUIJIA /3 MKT/T, a yepe3 7
IOHIB IiCJIs 3aBepIlEeHHS JIIKyBaHHS KOHIIEHTpallis Bce 1e cTaHoBuia 5,8 MKr/r. Ilpu
3acTtocyBaHHi go3u 150 mMr 1 pa3 Ha TUXKAEHb KOHIIEHTpalisa GIyKOHa30JIy Ha 7-U JeHb
JIIKyBaHHS CTaHOBUIa 23,4 MKI/T; 4epe3 7 OHIB IIiCISA 3aCTOCYBaHHSA HACTYIIHOL JO3U
KOHIIEHTpallid BCe IIe cTaHoBumna 7,1 MKr/r.

KonnueHnTpanisa ¢GpaykKoHa30/y B HIrtax miciasa 4 MmicaniB 3actocyBanHsa 150 mr 1 pa3 Ha
TUKOEeHb cTaHOBUA 4,05 MKT/T Yy 3M0poBUX AOOPOBOBIIB Ta 1,8 MKT/T ipu
3aXBOPIOBaHHSIX HIrTiB; (pJIyKOHa30J1 BU3Ha4YaBCs y 3pa3Kax HirTiB yepe3 6 MicsIIiB
IiCcJIsg 3aBEPILIEHHS Teparril.

BioTrpancdopmarris.

®dnykoHa3on MeTaboi3yeThCsI HE3HAUYHOIO Mipoto. [Ipu BBeOeHHi 0031, MidyeHol
pagioakTuBHUMU i30Tonamy, nuie 11% GprayKoHa3071y eKCKPETYETHCS 3 CEYEI0 Y
3MiHeHOMY BUTIsAi. ®ITyKOHA30JI € CEIeKTUBHUM iHTiOiTOpOoM i30depmenTiB CYP2C9
Ta CYP3A4, a Takox iHriditopom isopepmenty CYP2C19.

BusegeHH4.




[Tepion HamiBBUBeOeHHs (IJIYKOHA30JIy i3 IMJIa3MU KPOBi CTaHOBUTDH 67113bK0 30 romuH.
binpmia yacTruHa npemnapaTy BUBOOUTLCA HUPKaMu, mpudoMy 80% BBeOeHOl J03U
BUSIBIISIETLCSA Yy CeUi B He3MiHeHOMY cTaHi. KimipeHC (pIyKOHa30/1y IPOMOPLiNHUMN OO
KJIipeHCy KpeaTuHiny. LIupkysmoodynx MeTaboJIiTiB He BUSIBIIEHO.

TpuBanuy nepion HaliBBUBEOEHHA IIpenapaTy 3 IIJla3MHU KPOBi Jja€ MOXKJIUBICTh
Pa30BOro 3aCTOCYBaHHJ IIpelapaTy IIPU BariHaJIbHOMY KaHOWO031, a TAKOXK
3aCTOCyBaHH4 npenapaTty 1 pa3 Ha TUXKIOeHb [IPU IHIIUX ITOKa3aHHIX.

HupkoBa HEOOCTATHICTE.

Y mailieHTiB i3 HUPKOBOIO HENOCTATHICTIO TAXKKOTO CTyIeHs (IIBUAKICTh KJIIyOOYKOBO1
dinbTpanii < 20 Mi/xB) nepion HamiBBUBeAeHHs 30inbinyeThcsa 3 30 rogus mo 98
roguH. ToMy LiiKi KaTeropil mamieHTiB He0OXiTHO 3MEHIIUTHU O03Y (PJIyKOHa30IIy.
®dyKOHAa30JI BUOAJISIETHCS LUIAXOM reMofiani3y, Ta MEHIIOH MipO0 - LIJIIXOM
IHTpanepUuToHeaIbHOTO Aianidy. CeaHC remopianidy TPUBAJIICTIO 3 TOOUHU 3HUXKYE
piBeHb (pIyKOHA30/1y y nia3mi KpoBi npubausHo Ha 50%.

IlarieHTH JTITHHOTO BIKY.

3MiHM (papMaKOKIHETHKHU Y IAlli€HTiB JTiTHHOTO BiKy OYeBHUAHO 3ajieXaTh Bif
mapaMeTpiB QyHKITiil HUPOK.

IToka3aHHA

['ocTpui#i BariHanbHUM KaHOMO03, KOJIM MiCIleBa Tepallis He € JOPEYHOIO.

Kannupgo3uuit 6anaHiT, KOJIM MiclleBa Tepalis He € MJOPedYHOoIo.
IIporunoka3aHHs

e TiMMepuyTAUBICTH MO (GIIYKOHA30ITY, iHIITUX a30JIbHUX CIIONYK abo [0 Oyab-sKoi 3
OOIIOMIXKHUX PEYOBUH IIperapary;

e OJHOYACHE 3aCTOCYBaHHS (PJIyKOHA30Jly Ta TeppeHaguHy IallieHTaM, SKi
3aCTOCOBYIOTH (piIyKOHa3011 OaraTopa3oBo y mo3ax 400 mr/moOy Ta Buille (3TigHO 3
pe3ynbTaTaMM OOCIIiIXKEeHHs B3a€EMO/Iil 6araTopa30BOro 3aCTOCYBAHHS);

e OJHOYACHE 3aCTOCYBaHHS (GJIYKOHA30y Ta iHIIMX TiKapCchKUX 3ac00iB, 110
MomoBXKYyIOTh iHTepBan QT Ta MeTaboIi3yIOTHCS 3a MOMMOMOT0I0 GEPMEHTY
CYP3A4 (mampukiapn nu3anpuay, aCTeMi3oiy, IiMO3UAYy, XiHiOuHy Ta
€PUTPOMILIUHY).

B3aeMmogisi 3 iHIIEMH JTiKapCHKHMH 3aCO00aMH Ta iHIII BUOIH B3a€EMOIIH



IIpomunoka3aHe CyMiCHe 3acmocy8adHHs GYKOHA304y MA HUMNCUE3d3HAYEeHUX
JAiKapcvKux 3acobis.

Iuzanpu0: MOBigOMIISAIOCS IIPO PO3BUTOK IMOOIYHUX peakliii 3 00Ky Ceplisi, y TOMY
YUCJIL IPO IMapOKCU3MaJIbHY IIJIYHOYKOBY TaXiKapAilo TUILY «IIipyeT» y Malli€HTIB, sKi
OOHOYAaCHO 3aCTOCOBYBasu (JIyKOHA30JI Ta qu3anpum. HocmigXKeHHs
MTPOIEMOHCTPYBAJIH, III0 OgHO4YacHe 3acTocyBaHHsA 200 Mr ¢ykoHas3omny 1 pa3 Ha mol0y
ta 20 Mr nu3anpuny 4 pa3u Ha 000y IPU3BOAUIIO [0 3HAYHOTO ITiABUINEHHS PiBHS
LU3anpuay y mjaa3Mi KposBi Ta Oo0 nogoBxKeHHs iHTepBany QT. OgHoyacHe
3aCTOCyBaHHS (PJIyKOHA30Jly Ta U3alpUay IPOTUNOKa3aHe (OUB. PO3Tis
«[TpoTUIIOKa3aHHI»).

TepeHaOuH: yepe3 BUIIAOKUA PO3BUTKY TSXKKUX CEPLIEBUX apUTMil, CHPUYMHEHUX
nopgoBxKeHHAM iHTepBany QTc, y malli€eHTiB, sIKi 3aCTOCOBYBaJId a30JIbHi
MpPOoTUTrpuOKOBI JTiKapchKi 3acobu ogHOYACcHO 3 TepdheHanguHoM, OyIu MpoBeaeHi
OOCIIiI?KEeHHS B3a€EMOIil ITUX ITpenapariB. Y X0Oi OMHOT0 OOCHIAXKeHHS IIPU
3acTocyBaHHi piykoHa305y y mo3i 200 Mr Ha mo0y He OyJi0 BUSBI€HO MOOBXKEHHS
inTepBany QTc. IHIIe mocmigKeHHS MPU 3acTOCyBaHHI QrykKoHa3o0iy y mo3ax 400 mr
Ta 800 MTr Ha §oOy IIPOOEMOHCTPYBAJIO, III0 3aCTOCYBaHHA (GIIyKOHa301y y go3ax 400
MT Ha mo0y abo BUllle 3HAYHO ITiABUIIYE pPiBeHb TepdheHaauHy y II1a3Mi KpoBi mpu
OOHOYaCHOMY 3aCTOCYBaHHI iux npemnaparTiB. CyMicHe 3aCTOCyBaHHSA (QIIYKOHA30Y y
mo3ax 400 mr abo Buille 3 TepdeHagUHOM NPOTUIIOKa3aHe (OUB. PO3Oin
«I[TpoTunokasaHHusa»). [Ipu 3acTocyBaHHiI QIyKOHa30Jy y mo3ax Hux4e 400 Mr Ha o0y
OOHOYAaCHO 3 TepheHaauHOM CJIiff IPOBOAUTH PEeTEIbHUN MOHITOPUHT CTaHYy IallieHTa.

Acmemi3os: cyMicHe 3aCTOCyBaHHS (PJIyKOHA30JIy Ta aCTEMi30/Iy MOXKe 3MEHIIUTH
KJIipeHC acTteMi3ony. COpUuYMHEHE LIUM ITiABUILEHHS KOHIIEHTPAallil acTeMi30Iy y
Iy1a3Mi KpOBi MOXKe IIPU3BECTHU [0 NMOOOoBXKeHH iHTepBany QT Ta pigko - mo
IMapoKCU3MaJlbHOl IUTYHOUYKOBOI Taxikapzil Tuny «mipyeTr». OgHO4YacHe 3aCTOCYBaHHS
(pr1yKOHAa3051y Ta acTeMi30Jly IPOTUIIOKa3aHe.

ITimo3u0 ma xiHiOuH: CyMiCHe 3aCcTOCyBaHHS (IIYKOHA30J1y Ta IIiMOo3uny abo XiHiguHy
MOJK€e IPU3BOOUTH [0 MPUTHIYEeHHs MeTaboni3aMy mmiMmo3uny abo xiHimuHy, X04a
BiATIOBIOHUX OOCJIOKEHB in vitro Ta in vivo He mmpoBoaunu. [TigBuilleHHS KOHIeHTpallil
nmimMo3uay abo XiHimWHY y IIJ1a3Mi KPOBi MOXKe CIPUYUHSITHU ITOA0BXKeHHs iHTepBany QT
Ta PiIKO IPU3BOAUTH [0 PO3BUTKY MAPOKCU3MaJbHOI IUITYHOUYKOBOIL TaxiKapmil TUIy
«mipyeT». OgHOYaCHe 3aCTOCyBaHHS (IIyKOHA30J1y Ta ITiMO3uAy abo XiHiguHy
IpOTHUIIOKAa3aHe.

EpumpomiyuH: ogHOYaCHE 3aCTOCYBaHHS €EPUTPOMIIIMHY Ta (GIYKOHA30JIy IIOTEHITINHO
MOZKe NPU3BOOUTH OO0 MiABUILEHHS PU3UKY PO3BUTKY KapOiOTOKCUYHOCTI
(mopgoBxkeHHA iHTepBany QT, mapokcu3MayibHa HIJTIYHOYKOBA TaXiKapAis TUILY
«IIipyeT») Ta, K HACJIigOK, 4O PalTOBOTr0 CEPLEBOTO JIETAJIbHOTO HACIIOKY.



3acTocyBaHHs KoMOiHallil JaHUX JTiKapChbKUX 3aCc00iB IPOTUNIOKa3aHe.

He pekoMeHOy€eThCS OOHOYACHE 3aCTOCYBaHHS (QJIYKOHA30JTy Ta HUXKYe3a3HAaYeHUX
JIiIKapChbKUX 3aC00iB.

I'anogpanmpuH: pyKoHA30/1 MOXKE COPUYMHUTHU HiTBUIIIEHHS KOHIIEHTpPAIlil
ragopaHTPUHY Yy IJ1a3Mi KpoBi 3a paxyHOK npurHidenusa CYP3A4. OgHodacHe
3aCTOCYBaHHS ITUX JTIKAPChKUX 3aCO0iB ITOTEHIIINHO MOKe MPU3BOAUTH [0 ITiHBUIIEHHS
PU3UKY PO3BUTKY KapOiOTOKCUYHOCTI (1TomoBxkeHHd iHTepBany QT, mapokcu3MarbHa
IIJTyHOYKOBA TaxiKaphis TUNY «IIipyeT») Ta, SK HaCJIiAOK, 0O PalTOBOIO CEPIEBOTO
JIeTaabHOTO0 Hachigky. Ciig YyHUKATH 3aCTOCYBaHHS KoMOiHaIlil JaHUX JTiKapChKUX
3aco0iB.

CymicHe 3acmocyB8aHHsl paYKOHA304y Md HUMCYEe3d3HAYEeHUX /NiKApCbKuX 3acobis

guMdazae obepedcHocmi ma Kopuz2y8aHHs 0o3u.

Bnaus iHwux nikapcvkKux 3acobi8 Ha ¢p1YKOHA301.

[ocnigKeHHs B3a€EMOil MPOOEeMOHCTPYBalH, 110 OOJHOYAaCHEe BXKMBaHHS 1XKi,
IUMETUOVH, aHTaluuau abo mojaibille OIPOMiHEHHS yChOTO Tijla OJis lepecagku
KiCTKOBOTO MO3KY He MaloTh KJIiHiYHO 3HAaYyIIOr0 BILJIMBY Ha abcopO11ito (hIyKoHa30Ty
IIpU UOTO0 IlepopabHOMY 3aCTOCYBaHHI.

PudamrminuH: omHOYacHe 3acTOCyBaHHS (PIyKOHA30/1y Ta pudaMIiliiHy IPU3BOOUIIO
mo 3unxkKeHHs AUC Ha 25% Ta CKOpPO4YyBaJlo Iepiod HaIliBBUBEOEeHHS (PJIyKOHaA30JIy Ha
20%. Tomy ans maIi€eHTiB, sIKi 3aCTOCOBYIOTh pUGaMITIIIUH, CIIif PO3TISHYTH
OOLIIBbHICTh MiABUIIEHHSA O03U (PIIYKOHA30IIy.

Bnaus ¢paykoHa3ony Ha iHWI AikapcvKi 3acobu.

®JIyKOHA3071 € MOTYKHUM iHTib6iTopoM i3odpepmenTy 2C9 nutoxpomy P450 (CYP) Ta
noMmipauM inri6itopom CYP3A4. ®nykoHasoi € inriditopom CYP2C19. Ha mopmaTok mo
CIIOCTEPEeXKYyBaHUX/IOKYMEHTalIbHO HiATBEPOKEHNX B3a€EMOIN, 1110 ONIMCaHl HUXK4e,
IIpXA OJHOYAaCHOMY 3aCTOCYBaHHI 3 (PJIyKOHA30JIOM iCHY€ PU3HUK ITiABUILEHHS Yy MJ1a3Mi
KPOBi KOHIIeHTpallill iHIINX COONyK, 110 MmeTabomnidyiotbcss CYP2C9, CYP2C19 Ta
CYP3A4. Tomy 3acTOCOBYBaATHU TaKi KOMOiHaIlil mpemnapaTiB ciif 3 00epexKHiCTIO; TIPU
IIbOMY HeOOXiTHO peTesbHO CIIOCTepiraTu 3a CTAaHOM IMallieHTiB. [IpurHiuyBanbHa [ist
dbnykoHazony Ha ¢pepMeHTU 30epiraeThCs MPOTIrom 4-5 mib micist Horo 3aCTOCYBaHHS
Yy 3B’I3Ky 3 MOI'0 TPUBAJIUM I1€PiOAOM HalliBBUBEOEHHS.

AsnbheHmania: g 4ac OGHOYACHOTO 3aCTOCYBaHHS ajlbPeHTaHiny y mo3i 20 MKI/KT Ta
¢bnykoHazony y mo3i 400 Mr 30opoBUM J0OPOBOJILLSAM CIIOCTEPIrasocs OBOKpaTHE
30inbiienHsa AUC10, moxknuBo, yepe3d iHrioyBanHsa CYP3A4. Moxe OyTu HeOOXimHUM
KOPUTYBaHHS O03U alb(PeHTaHiy.



AmimpunmuunaiH, HopmpunmuJiH: GIYKOHA30JI IIOCUJIIOE [if0 aMiTPUIITHUIIIHY Ta
HOPTPUIITUIIHY. PEKOMEHOYETHCSI BUMipIOBAaTU KOHIIEHTPAIlil 5-HOPTPUIITUIIHY Ta/abo
S-aMiTpUNITHIIIHY Ha ITOYaTKy KOMOiHOBaHOI Tepamnil Ta 4yepe3 1 TuXkaeHb. Y pasi
HeOoOXigHOCTI CJIif BigKOpUTyBaTH A03y aMiTPUINITUIIHY/HOPTPUIITUITIHY.

Am@pomepuyuH B: omHO4YacHe 3aCTOCYBaHHSA (PJIyKOHA30/1y Ta aMoTepuiiuHy B
iH(iKOBaHMM MHIIIAM i3 HOpMaJIbHUM iMyHITETOM Ta iH(piKOBaHUM MHUIIaAM 3i
3HUXKEHUM IMYHITETOM IIPU3BEJIO OO0 TAKUX pPe3yJIbTaTiB: HeBeJIMKUU afuTUBHUU
MpoTUrpubKOBUM eheKT IMpu cucteMHin iHdekirii C. albicans, BimcyTHiCTh B3aeMomil
IIpu BHYTpPilIHbOoYepenHin iHdekirii Cryptococcus neoformans Ta aHTaroHiam gBOxX
ImperaparTiB Ipu cucTeMHiu iHdekii Aspergillus fumigatus. Kriniune 3HaueHHS
pe3yIbTaTiB, OTPUMAaHUX Y X041 IIUX OOCIIiAXKEHDb, HEBIIOME.

AHmMuKoazayaaHmu: sIK i Ipu 3aCTOCyBaHHi iHIINX a30JIbHUX IPOTUTPUOKOBUX 3aCO0iB,
IIPY OOHOYAaCHOMY 3aCTOCYyBaHHI (DIyKOHA30J1y Ta BapdaprHy IIOBIHOMIISTIOCS PO
BUIIaAKV PO3BUTKY KPOBOTEY (reMaToOM, HOCOBO1 KPOBOTEYi, IIJTYHKOBO-KUIITKOBUX
KpPOBOTeY, reMaTypil Ta MeJieH!) y IOEAHAHHI i3 MOOBXKEeHHSIM NTPOTPOMOIHOBOTO
4yacy. [Ipu ogHOYaCHOMY 3aCTOCyBaHHi (pJIyKOHA30/Iy Ta BaphapuHy CIocTepiramsocs
OBOKpPATHE MiABUIIEHHS MPOTPOMOIiHOBOTO Yacy, iMOBipHO, BHACIIIOK IPUTHIYEeHHS
MeTabomni3zmy Bapdapuny uepe3 CYP2C9. Crig peTenbHO KOHTPOIIOBATHU
npoTpoMOiHOBUM YacC y HalieHTiB, IKi OQHOYACHO 3aCTOCOBYIOTh KyMapUHOBI
AHTUKOATyJIsIHTU. Moxke O0yTH HeoOXigHOI0 KOPEKIIisi mo3u BapgdapUuHy.

BbeH3odia3eniHu kopomkoi 0ii, Hanpuk.iao mMida3o0a1amM, mpia3oiam: IpU3HaYEeHHS
(rrykoHa305y miciig mepopanbHOTO 3aCTOCYBaHHS Mifa30jlaMy IPU3BOAUIIO OO
3HAYHOTO MigABUIIEHHS KOHIIeHTpPallil Mifa3o1aMy Ta [0 IIOCHUJIEHHS IICUXOMOTOPHUX
edekTiB. OgHOYacHe 3acTOCyBaHHSA QIIyYKOHA305y y Ao3i 200 Mr Ta Migasonamy y mo3i
7,5 MI' mepopasibHO Npu3Boauso ao nigsuineHHsa AUC Ta nepiofny HalliBBUBEOEHHS Y
3,7 Ta 2,2 pa3a BinmoBigHo. 3acTocyBaHHS QIyKOHa30iy y mo3i 200 mr/moby Tta 0,25
MTI' Tpia3oJjiaMy IIepopaibHO NpU3BOAuMIO Oo migsuineHHs AUC Ta nepiomy
HamniBBuUBeneHHd y 4,4 Ta 2,3 pa3a BignosigHo. IIpu ogHOYaCHOMY 3aCTOCYyBaHHI
(prmykoHa305/y Ta Tpia3olaMy CIIOCTEpiraaocs IIOTEHIIiIOBAaHHS Ta NPOJIOHTallisa e(eKTiB
Tpia3onamy.

AKINO namieHTy, SKUW IPOXOOUTH KyPC JIIKyBaHHSA (DJIyKOHA30JI0M, CJIiff OOHOYAaCHO
MMPU3HAYUTH Tepamiio 6eH3omia3eniHaMu, 03y OCTaHHIX CJIig 3MEHIIUTH Ta
BCTAHOBUTH HaJIEKHHUU HATJISIO 3a CTAHOM IIalli€EHTa.

Kapbama3zeniH: GIIyKOHaA30JI IPUTHIUYE MeTabo0I1i3M KapOaMa3eniHy Ta CIIPUYHHSIE
IMiOBUINIEHHS PiBHSA KapOaMa3zelliny B cupoBaTili KpoBi Ha 30%. [cCHye pU3UK PO3BUTKY
MIPOSIBiB TOKCUYHOCTI 3 60Ky KapOaMa3eliny. Moxe OyTu HeoOXimHUM KOPUT'YBaHHS
mo3u KapOaMaseIliHy 3ajie’kKHO Bif piBHS MOro KOHIIEHTpaIlil Ta mil mpemapary.



Biaokamopu Kaavuiesux KaHaig: OesiKi aHTaroOHiCTHU Kanblilo (Hidhegulrid, icpaguIliy,
aMJioguIlid Ta denonguirin) metabonisyioTecsa pepmenTom CYP3A4. ®nykKoHa301
IMOTEHIIIMHO MOXKe MiABUIIYBAaTU CUCTEMHY €KCIIO3Ullil0 OJI0KATOPiB KalIbIliEBUX
KaHaiB. PeKOMeHOOBaHUU peTeJIbHUM MOHITOPUHT IIIOJ0 PO3BUTKY NOOIYHUX peakKllii.

Llenekokcub: Tpu OMHOYACHOMY 3acTOCyBaHHi ¢pnykoHa3osny (200 mr Ha goly) Ta
1ienekokcuoy (200 mr) Cmax Ta AUC nenekokcu0®y mimBunryBaaucs Ha 68% ta 134%
BigmoBimHO. [Ipu 0OgHOYaCHOMY 3aCTOCYBaHHI 11eJIeKOKCUOy Ta PpIyKOHa30/1y MOXKe
OyTu HeoOXifHMM 3MEHIIIeHHS M03U 11eJIEKOKCUOYy BABIUi.

Llukaogocgamio: ogHOYACHE 3aCTOCyBaHHSA MUKIOPochamiay Ta PpIyKoHaA30Iy
MMPU3BOOUTH IO ITiABUIIEHHS PiBHSA OinmipyOiHy Ta KpeaTUHiHY B cupoBaTii KpoBi. Li
ImperapaTy MOXKHa 3aCTOCOBYBaTH OOHOYACHO, 3BaXKalo4UM Ha PU3UK ITiABUILIEHHS
KOHIIeHTpallil 6inipy6iHy Ta KpeaTHUHiHY B CUPOBATIIi KPOBI.

deHMmaHia: TOBiHOMIISATIOCS IPO OOWH JIETaJIbHUU BUNAOOK IHTOKCHKaIlil (heHTaHIIOM
BHACJIIOOK MOXKJINBOI1 B3aeMofil peHTaHiny Ta ¢piIyKoHa301y. [JOCIiaKeHHs
MIPOOEMOHCTPOBAIH, 110 (GIIYKOHA30JI 3HAaYHO YIIOBIJIbHIOBAB e/liMiHalIlil0 peHTaHiy.
[TigBuLIeHHS KOHIIeHTpallil peHTaHiNy MOXKe NIPU3BECTU OO MPUTHIYeHHS OUXaHHS,
TOMY CIJIill peTeTbHO KOHTPOJIIOBATU CTaH MallieHTa. Moxe O0yTy HeoOXigHOI0 KOPEKIIist
mo3u peHTaHiTy.

IHeibimopu I'MI-KoA-pedykma3su: CyMiCHe 3aCTOCyBaHHS (JIyKOHA30JIy Ta iHribiTopiB
I'MTI'-KoA-penykTa3u, 110 MetabostisyioTecss CYP3A4 (aTopBacTaTUH Ta CUMBACTATHH),
ab6o inridiTopiB 'MI'-KoA-penykTa3su, 110 Mmetabonidyiotbcsi CYP2C9 (bnyBacTtaTus),
MigABUIITy€E PU3UK PO3BUTKY MionarTii Ta pabmomioni3y. Y pa3i HeoOXimHOCTI
OOHOYACHOTO 3aCTOCYBaHHS LIMX IIpeIllapaTiB CIIif peTeIbHO CIIOCTepiraTtu 3a
MalieHToOM II0J0 BUHMKHEHHSI CUMIITOMIB MiomaTii Ta pabgomioni3y i mpoBoguTu
MOHITOPUHI PiBHA KpeaTHWHKIHa3u. Y BUIIAJKYy 3HAYHOI'O ITiABUIIIEHHS PiBHSA
KpeaTUHKia3M, a TaKOXK IIPU AiarHOCTYBaHHi abo Iimo3pi Ha MiomaTiio/pabmomMiornis
3acTocyBaHHs iHTi6iTOpiB 'MI-KOA-penyKTas3u ciif MPpUINHUTH.

ImyHocynpecopu (Hanpuksaad WUuK/AOCNOPUH, e8epoaiMyc, CUpPOAIMYC I makpoaimyc).

LlukaocnopuH: p1yKoOHa30/1 3HAaYHO MigBUIllye KOHIeHTpaliio Ta AUC LHUKIIOCIOPHUHY.
[Tpu ogHOYAaCHOMY 3acTOCyBaHHi (yKoHa30my y 103i 200 Mr/mo6y Ta ITMKJIOCIIOPUHY Y
mo3i 2,7 Mr/kr/mody crioctepirasnocs 30inbiienHs AUC muknocnopuny y 1,8 pasa. Li
npenapaTd MOXKHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBU 3MEHIIIEHHS JO3U
IIMKJIOCIIOPUHY 3aJIe’KHO Bif 1O0T0 KOHIIeHTpallil.

Egeposimyc: xo4a OOCHiAXKeHb in vitro Ta in vivo He mpoBoauau, GIyKOHa30JI MOXKe
MigBUINyBaTHU KOHIIEHTpPALIiI0 €BepOoJIiMyCy B CUPOBAaTIli KPOBi 4Yepe3 NpUrHidyeHHA
CYP3A4.



Cupoaimyc: GIyKOHA30JI IIiABUIINYE KOHIIEHTPAIIil0 CUPOJIiMyCYy V IIJIa3Mi KPOBI,
iMOBipHO, IIIJISTIXOM ITPUTHiYeHHs MeTabosisamy cuponimycy pepmentom CYP3A4 Ta P-
riaikompoTelHoM. Lli mpenapaTy MOXKHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBH
KOPUTYBaHHS O3W CUPOJIIMYCYy 3aJie’KHO Bill piBHS KOHIIeHTpallil Ta epeKTiB
npemnapary.

Takpoaimyc: pIyKOHa30J1 MOXKe HiABUIIyBaTU KOHIIEHTPAllil TaKPOJIiMyCy B CUPOBATIIi
KPOBI [0 5 pa3iB Ipu UOTr0 mepopajbHOMY 3aCTOCYBaHHI yepe3 IIPUTrHidYeHHS
MeTabomni3amy Takponimycy depmenTom CYP3A4 y kuieuyHuky. [1pu
BHYTPIILIHBOBEHHOMY 3aCTOCYBaHHI TaKPOJIIMYyCy He CIIOCTepirasiocs 3Ha4YHUX 3MiH
(papmakokineTuku. [ligBuIlieHi piBHI TaKpPOJIIMyCY aCOIIil0OI0ThCS i3
He(@pPOTOKCUUYHICTIO. [[03y TaKpPOJIiMyCy [AJIs IepOpabHOr0 3aCTOCYBaHHS CIIif
3HUIKYBATH 3aJIe’KHO Bif KOHIIEHTpPAIlil TAaKPOJIiMyCy.

JIozapmat: GIyKOHA30JI IPUTHIYYye MeTabo0s1i3M j103apTaHy [0 MOT0 aKTUBHOTO
MmeTabomnity (E-31 74), 1110 3yMOBIIIO€ OifbIlly YaCTUHY aHTAroHi3My [0 PelenTopiB
aHrioteH3uny Il mig yac 3acTocyBaHHS 103apTaHy. PEKOMeHOOBaHO 3[iliCHIOBATH
MOCTIMHUYM MOHITOPUHTI apTepiaJbHOIO TUCKY y IMalli€HTIB.

MemadoH: GyKOHa30JI MOXKe MiIBUIYBaTH KOHIIEHTPAIlil0o METAJOHY Y CUPOBATIIi
KpoBi. [Ipu omHOYacHOMY 3aCTOCYBaHHiI MeTafgoHYy Ta (GJIYKOHA30/1y MOoXe OyTu
HeoOXimHUM KOPUT'yBaHHS OO3U METa[oHY.

HecmepoidHi npomu3anaavHi npenapamu: Ipu OGHOYaCHOMY 3aCTOCYBaHHI 3
dnykonazonom Cmax ta AUC ¢dnypbinpodeny migBunryBanucs Ha 23% Ta 81%
BIIIOBIJHO IIOPIBHAHO 3 BIANOBIAHMMHU IIOKa3HUKaMU I[IPU 3aCTOCYBaHHI TiJILKU
dbnypbinpodeny. AHaAIOTiYHO ITPU OOHOYACHOMY 3aCTOCYBaHHi (hIIYyKOHA30Ty 3
panieMmiunuM ioynpodernoMm (400 mr) Cmax ta AUC ¢papMaKOoJIOTidYHO aKTUBHOTO
isomepy S-(+)-i6bynpodeny niguinyBanucsa Ha 15% Ta 82% BiAmoBigHO MOPiBHSAHO 3
TaKUMU MOKA3HWKaMU IIPU 3aCTOCYBaHHI TiIbKU palleMiuyHoro ioynpodeny.

Xoy4a crenianbHUX OOCIIAXKEHb He IIPOBOAMIN, (PJIyKOHA30JI MOTEHLIWHO 30aTHUU
MigBUIIyBaTU CUCTEeMHY ekcrno3ullito inmux HII3I1, mo metabomnidyrotsca CYP2C9
(HampuKIiaZ HallpOKCEHY, JTOPHOKCHUKaMy, MEJIOKCUKaMy, OUKI0(peHaKy).
PekoMeHOOBaHO NMepPiogUYHO 3[iMCHIOBATH MOHITOPUHT IMOOIYHUX peakllii Ta
TOKCUYHUX ITPOSBiB, MOB’13aHux i3 HIT3I1. Moxe 3HagoOUTUCS KOPUTYBAHHS MO3U
HIT3II.

®eHimoiH: GIYyKOHA30JI IIPpUrHiuye MeTaboii3M ¢peHiToIHy B nediHili. OmHoYacHe
OaraTopa3oBe 3acTtocyBaHHA 200 Mr ¢rykoHa3ony Ta 250 Mr ¢peHiTOIHY
BHYTPIIIHBOBEHHO MPU3BOAUTE o migBumieHHsa AUC24 ¢eHiTOIHY Ha 75% Ta Cmin Ha
128%. ITpu omHOYACHOMY 3aCTOCYBaHHI IIUX JTiKapPChKUX 3ac00iB CJIig MPOBOOUTH
MOHITOPUHT KOHIIEHTpAalil PeHITOIHY Y CUPOBATI]i KPOBIi 151 YyHUKHEHHS PO3BUTKY



TOKCHUYHOI il QPeHiToIHY.

ITpeOHi30H: TIOBIHOMIISIIIOCS PO BUIIAOOK, KOJIX y IalliEHTa MiCJsA TPaHCHOJIaHTaIlil
IIeYiHKHU Ha TJIl 3aCTOCYBaHHSA IIPEOHI30HY PO3BUHYJIACA IOCTPa HEOOCTATHICTh KOPHU
HaOHUPKOBUX 3aJ103, 1110 BUHUKIIA MiC/Is MIPUNIUHEHHS TPUMIiCSIYHOTO KypCy Teparil
¢bnykoHazonoM. [IpunuHeHHsS 3aCTOCyBaHHS (QIIYKOHA30J1y, iMOBIpHO, CIIPUYUHUIIO
rnmocusneHHs akTuBHoCTi CYP3A4, 1110 Ipu3BEI0 A0 IPUCKOPEHHST MeTaboIizMy
npernHizony. Ciiif peTesbHO CTEXUTH 3a HallieHTaMu, Kl IPOTATrOM TPUBAJIOT0 Yacy
OOHOYACHO 3aCTOCOBYIOTH (PJIYKOHA30J1 Ta IPEOHI30H, 3 METOI0 NONEepeaKeHH
PO3BUTKY HEJOCTATHOCTI KOPYU HAAHUPKOBUX 3aJI03 MiCJIA IIPUIIUHEHHS 3aCTOCYBaHHSA
(pnykoHaszomny.

PugabymuH: GIyKOHA30JI MigBUIIYE KOHIIEHTPaIlilo prudabyTUHY B CUPOBATIII KPOBI,
1110 IMpu3BoOuTh 0o 30inbienus AUC pudadbytuny no 80%. IIpu omHOYacCHOMY
3acTOoCyBaHHi (QIyKOHAa3051y Ta pudabdyTUHY IMOBiMOMJISIOCS PO BUMNAAKU PO3BUTKY
yBeity. [Ipu 3acTocyBaHHi Takoi KoM0OiHallil miKapchKuX 3aco6iB cirim 6paTu 00 yBaru
CUMIITOMM TOKCHUYHOI [ii pudabyTuHy.

CakeiHasip: ¢pnykoHazon nigsuinye AUC Ta Cmax cakBiHaBipy npubnu3no Ha 50% Ta
55% BiATIOBIIHO Yepe3 NIPUTHiYeHHS MeTa0o0J1i3My cakBiHaBipy y meuiHIli bepMeHTOM
CYP3A4 Ta yepes iurioyBaHHs P-riikomnpoTeiny. Baaemofii MixK ¢GJIyKOHa3010M Ta
CakBiHaBipOM/pPUTOHABIPOM HEe [OCIIiAXKYBaJIKUCS, TOMY BOHHU MOXKYTb OyTH OibIIl
BUpPaxXeHUMU. Moxke OyTH HEOOXimMHUM KOPUT'YBAaHHS OO3U CaKBiHaBipy.

IToxiOHi cyabghoHiiceyo8UHU: IPA OJHOYACHOMY 3aCTOCYBaHHI (PJIyKOHA30J1 IPOJIOHTYE
Iepiof HalliBBUBEOEHHS IIePOPaJIbHUX MOXiAHUX CY/Ib(MOHIJICEYOBUHU (XJIOPIPOIaMiny,
rinibeHKnaMiny, riinisungy Ta TondyramMigy) mpu X 3aCTOCYBaHHI 34OPOBUM
noOpOBOIBIISIM. PEKOMEHIOYETHCS IIPOBOOUTHY YaCTUM KOHTPOJIb LIYKPY B KPOBi Ta
BiAIIOBIiDHUM YMHOM 3HUXKYBaTU O03y MOXiITHUX Cy/Tb(POHIIICEYOBUHU IIPU
OOHOYAaCHOMY 3aCTOCYBaHHI 3 (JIYKOHA30JIOM.

Teo@iniH: y mocmigKeHHSIX B3aEMOZII ITpellapaTiB 3acToCyBaHHs (QiykKoHa3o0iy 1mo 200
MT IIpOTSaTOM 14 OHIB IpU3BEJIO A0 3HUXKEHHS CEPEeNHbOr0 KIIipeHCy Teodininy y
na3Mi KpoBi Ha 18%. 3a mallieHTaMu, SKi 3aCTOCOBYIOTh T€O(]iTiH Yy BUCOKHMX J03aX
ab0 SIKi MaloTh IMiABUIIIEHUN PU3UK PO3BUTKY TOKCUYHUX IIPOSIBIB TeOoDiniHy 3 iHIINX
IPUYHH, CIIi BCTAHOBUTHU HArJIA[ OO0 BUSIBJIIEHHS O3HAK PO3BUTKY TOKCHUYHOIL Ail
Teodininy. Tepamito Ciig 3MiHUTH IPU IOSBI 03HAK TOKCUYHOCTI.

Akanoiou 6apeiHKy: xo4a BifIIOBITHUX OOCIHiOXKeHb He MPOoBOOUIU, (GIIYKOHA3O0II,
iMOBipHO, dyepe3 iHrioyBanHsa CYP3A4 MoxXe CIPUYUHSTH HiABUIIEHHSA KOHIIEHTpAaIlil
arkanoifiB 6apBiHKY y MJjla3Mi KPOBi (HampuKJiaa BIHKPUCTUHY Ta BiHOIACTUHY), 110
MPU3BOAUTH 0 PO3BUTKY HEUPOTOKCUYHUX €(PEKTIB.



BimamiH A: IOBigOMIISANIOCS, 10 y HAllieHTa, AKUU OOHOYaCHO 3aCTOCOBYBaB
TPAHCPETUHOEBY KUCIOTY (KHMCIOTHA ¢opMa BiTaMiHy A) Ta QIIyKOHA3OJI,
criocTtepiranucs mobiuHi peaxirii 3 6oky LTHC y ¢popmi mceBOoTyMOpPY I'OJIOBHOTO
MO3KY; ODaHuM epeKT 3HUK ITicis BimMinu ¢iykoHazony. Lli mikapchbKi 3acobu MOXKHa
3aCTOCOBYBaTHU OJHOYACHO, ajie CIIif IMaM’ATaTu PO PU3UK BUHUKHEHHS NOOIYHUX
peakiriit 3 60ky LTHC.

Bopukona3soa (ineibimop CYP2C9, CYP2C19 ma CYP3A4): omHOYacHe 3aCTOCYBaHHSI
BOpPUKOHa301y nepopasnbHo (o 400 Mr koxkHi 12 rogux npotsaroM 1 gHs, IOTIM O
200 mr koxHi 12 rogus npotsarom 2,5 OHA) Ta payKoHa30iy nepopasibHo (400 Mr B
nepunu neHsb, moTiM mo 200 Mr KOoxKHi 24 ToOguHU OPOTAToM 4 OHiB) 8 3mOpOBUM
DOOPOBOJIBIISIM YOJIOBiYO1 CTaTi IMpu3Beno Oo migsuilieHHss Cmax ta AUCt
BOPUKOHA30J1y B cepenHboMy 10 57% (90% HI: 20%, 107%) ta 79% (90% OI: 40%,
128%) BimmoBigHO. HeBimoMo, uu mpu3BOOUTH 3HUKEHHS 103U Ta/ab0 4aCTOTH
3aCTOCYBaHHSI BOPUKOHAa30J1y abo (pIyKOoHa3011y [0 YyCYHEeHHs Takoro edekTy. [1pu
3aCTOCyBaHHI BOPUKOHA30J1y Iiciasa (IYKOHA30J1y CIIif IIPOBOOUTH CIIOCTEPEXKEHHS
III0J0 PO3BUTKY NOOIiUHMX e(eKTiB, acoliiioBaHUX i3 BOPUKOHA30JIOM.

3udosyduH: pnykoHazon nigsumrye Cmax ta AUC 3umoBynuHy Ha 84% ta 74%
BiOMOBIZHO, III0 3yMOBJIEHO 3HUKEHHSIM KIIipeHCY 3UAOBYAUHY ITPUOIM3HO Ha 45% mpu
MOro ImepopajlbHOMY 3aCTOCyBaHHi. [Tepion HanmiBBUBEEeHHS 3UAOBYANHY OYB TaKOXK
ImomoBKeHuM npubnu3Ho Ha 128% micns 3acTocyBaHHS KoMOiHallil GprykoHa3ony Ta
3UOBYAUHY. 3a IalliEHTaMu, IKi 3aCTOCOBYIOTh TaKy KOMOiHallil0 JTiKapChKHUX 3ac00iB,
CIIifI CIIOCTepPIiraTu 1040 PO3BUTKY IMOOIYHUX peakllii, OB sI3aHUX i3 3aCTOCyBaHHAM
3UO0BYOUHY. MOXHa PO3IJISHYTUA OOLUIbHICTh 3HUXKEHHS OO3U 3UOBYOUHY.

A3umpomiyuH: y DOCTiAKEHHSIX 3 OL[iHKY BIIUBY a3UTPOMILIMHY Ta (PJIyKOHaA30Jly Ha
(papMakKoOKiHETUKY OOVH OOHOTO IIPU 1X OOHOYAaCHOMY IepOopaibHOMY Pa30BOMY
3acTtocyBaHHi y no3ax 1200 mr ta 800 Mr BiAIOBiAHO, XKOOHUX 3HAUYIIIUX
(apMakoKiHETUYHUX B3aEMOIiil BUSIBIIEHO He OyII0.

IlepopaavHi KOHMpayenmueu: IIPU 3aCTOCyBaHHi (pIyKOHa30/1y ¥ H03i 50 MTr BILIUBY
Ha piBeHb TOPMOHIB He OyJI0, TOMi SIK IPU 3aCTOCYBaHHI prykoHa3omy y mo3i 200 Mr Ha
noOy cnocTtepiranocs 30inbmenHss AUC eTuHinectpapgiony Ha 40% Ta
sieBoHOpPTrecTpeny - Ha 24%. lle cBimuuTh 1IPO Te, 1110 OHaraTopa3oBe 3aCTOCYBAHHS
(pr1yKoHa305/1y y 3a3HaUYeHUX [03aX HaBPSAM YU MOXKe BIIJIMBATH Ha €(peKTHUBHICTH
KOMOiIHOBaHOTO IepOpPajIbHOTO KOHTPAaIleNTHRa.

Isakagpmop: cynnyTHE 3aCTOCyBaHHSA 3 iBaKapTOPOM, IMiACUITIOBaYEM MYKOBICIIUTO3HOTO
TpaHcMeMOpaHHOTO0 peryinsaTopa nposigHocTi (CFTR), migBuilye eKCIro3uliito
iBakadTOpPy B 3 pa3u, a rimpokcumeTuniBakaptopy (M1) - y 1,9 pa3za. [I71g malli€HTiB,
sIKi OMHOYaCHO 3aCTOCOBYIOTH ITOMipHi iHridiTopu CYP3A, Taki sk ¢piIyKoHa301 i



€PUTPOMIIIUH, PEKOMEHAYEThCSA 3HMKEHHS A03U iBakadgTopy mo 150 Mr oguH pa3 Ha
no0y.

Oc006/1MBOCTi 3aCTOCYBaHHS

Iepmamogimis. BigmioBimHO A0 pe3yIbTaTiB HOCTIAXKEHHSA (QIIyKOHA30/Iy OIS
JIIKyBaHHS OepMaTodiTil y giTeil, GIyKOHaA30J1 He IepeBUIlly€e rpu3eodyabBiH 3a
e(PeKTHUBHICTIO i 3arajlbHUU NOKa3HUK e(eKTUBHOCTI cTaHOBUTH MeHIe 20 %. Tomy
(bmyKoHa305: He CiIifg 3aCTOCOBYBATHU [JIA IiKyBaHHS AepMaTo@iTil.

Kpunmoxokos. [loka3iB e(peKTUBHOCTI (PJIyKOHA30J1y A1 TiKyBaHHS KPUIITOKOKO3Yy
IHIMX JIOKasi3aliy (Hanpukiap JIereHeBOr0 KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipH)
HeOOoCTaTHHO, TOMY PEKOMEHMAllil 11040 OO030BOTI0 PEeXUMY OJIs JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

I'nuboki endemiyHi miko3u. [Joka3iB e(eKTUBHOCTI (hIyKOHA30J1y AJIS JIIKyBaHHS
iHIIMX PopM eHOeMiuHUX MiK03iB, TAKMX SIK ITapaKOKIIMIiOIMOMiK03, TiCTOIIJIa3M03 Ta
IIKipHO-TiM(paTUYHHUN CIOPOTPUXO03, HEOOCTAaTHLHO, TOMY PEKOMEHAallil 1100
NO30BOT'0 PeXUMY [Jisd JIIKyBaHHS TaKMX 3aXBOPIOBaHb HEMaAE.

Hupkoea cucmema. T1amiieETaM i3 mopymeHHIM QyHKIiM HUPOK IIpemaparT CIIif
3aCTOCOBYBaTHU 3 00epexkHicTio (OuB. po3min «Criocib 3aCTOCyBaHHS Ta JO3U»).

I'enamobiaiapHa cucmema. TTaltieHTaMm i3 mopymieHHSIM QyHKITiIM ITeYiHKYU nperaparT
CJIil 3aCTOCOBYBaTH 3 00epeXKHiCTI0. 3acTOCyBaHHS (QIIYKOHA30JIy acoIlifoBajocs 3
BUHUKHEHHSM PigKiCHUX BUNAJKiB PO3BUTKY TSIKKOI relaTOTOKCUYHOCTi, BKII04Yal04u
JieTaJbHi BUMMAOKX, TOJIOBHMM YMHOM Yy HAIi€HTIB i3 TSIKKMMM OCHOBHUMU
3axXBOPIOBaHHSAMM. Y BUIlaJKaxX, KOJIX PO3BUTOK reaTOTOKCUYHOCTI aCoIlifoBaBCs i3
3acToCcyBaHHSIM (psIyKOHa3011y, He OyJI0 Bim3HaYeHo ii SBHOI 3aJIe2KHOCTI Bifl 3arajibHOI
no00BOl 03U ITpemapaTy, TPUBAJIOCTI Teparril, cTaTi abo BiKy mailieHTa. 3a3Bu4an
rernaToOTOKCUYHICTh, CIpUYMHEHa (PpIyKoHa30J10M, 000POTHA, a il MPOsSIBU 3HUKAIOTh
Mic/Isi MPUIIMHEHHS Teparil.

3a mallieHTaMi, y SKUX IIPY 3aCTOCYBaHHI (DIIYyKOHA30J1y CIIOCTEPIraloThCs BiOXUIIEHHS
pe3ynbTaTiB QyHKITIOHAIBHUX P00 ITeYiHKM, CJIif BCTAHOBUTH PETEJIbHUM HaT IS
IIIOJI0 PO3BUTKY OiNIbII TSKKOTO YpaXkKeHHS MediHKU.

[TamienTiB cmig mpoiHgOpMyBaTH IPO CUMIITOMH, IO MOXKYTh CBIJYUTHU PO CEPHUO3HUU
BIIMB Ha IeYiHKY (BUpaXkKeHa aCTeHisl, aHOPEKCis, IMoCcTiiHa HymoTa, O/1I0BaHHS Ta
KOBTSHUIIS). Y TAaKOMY BUNAAKy 3aCTOCyBaHHS (QIIYKOHA30JIy CIIii HeTalHO
NPUOUHUTH Ta IPOKOHCYJIbTYBaTUCS 3 JIIKapeM.

Cepueso-cy0uHHa cucmema. J1esaKi a30jii, y TOMY YHCIi ¥ (IYKOHA30JI, aCOIlil0I0ThHCS
13 mopoBxkeHHAM iHTepBany QT Ha enekTpokapmiorpaMi. ITIoBigoMIsiIocs Ipo AyxKe



pimKicHI BUagKu NomoBxKeHHS iHTepBany QT Ta mapokcu3ManabHOl HIJIYHOYKOBOL
Taxikapmil TUIIy «IIipyeT» IPU 3aCTOCyBaHHI (hIyKOHAa3051y. Taki HOBiOMIIEHHS
CTOCYBAJIUCS TAIlIEHTIB i3 TAXKKUMHU 3aXBOPIOBAHHSIMU ITPU ITOENHAHHI OaraTbox
(pakTOPiB PU3UKY, TAKUMHU K CTPYKTYPHI 3aXBOPIOBaHHSA CepILis, HOPYIIEeHHSI
eJIEKTPOJIiITHOTO OOMiHy Ta OgHOYaCHe 3aCTOCyBaHHS iHIIIMUX JIIKapPChKUX 3aCc00iB, 110
BIOIUBaIOTh Ha iHTepBan QT.

®1yKOHa30711 CiIifl 3 00epeKHICTIO 3aCTOCOBYBaTH MalliEHTaM i3 pU3UKOM PO3BUTKY
apuTtMmiii. OgHOYaCHe 3aCTOCYBAaHHS Pa30M i3 TiKapChbKUMM 3acobaMu, 110
MTPOJIOHTYIOTH iHTepBan QTc Ta MeTabomi3y0ThCs 3a gormoMoroio pepmenty CYP3A4
uuToxpoMmy P450, mpoTunoka3aHe.

I'anogpanmpuH. T'anodauTpuH € cyoctpaTtoM pepmeHTy CYP3A4 i mponoHTy€E iHTEpBan
QTc npu 3acToCyBaHHi Y peKOMEHIOBAaHUX TePaleBTUYHUX Ho03ax. OgHoYacHe
3aCTOCyBaHHSA rajod®aHTpUHy Ta PJIYKOHA30/Iy He PEKOMEHOYEThCS.

Ilepmamonoziuni peakuii. Ilig 4ac 3acTocyBaHHS (PJIYKOHaA30/Iy PiAKO ITOBIAOMIISIIIOCS
PO PO3BUTOK TaKUX eKCHOJIiaTUBHUX IIKIPHUX peakilii K cuHapoM CTiBeHCa-
II>KOHCOHa Ta TOKCUYHUU ellifepManbHuii HeKposti3. [TamienTu 3i CHIoM OGinbi
CXUJIbHI 10 PO3BUTKY TSAXKKUX MIKiPpHUX peaklliii Mpu 3aCTOCYyBaHHi 6araThox
JIiKapCchbKUX 3aco0iB. SKINO y maljieHTa i3 moBepxXHeBO IPUOKOBOIO iH(PEKITiEr
3'SIBISIOTHCS BUCHUIIAHHS, 110 MOXKHA MOB’sI3aTH i3 3aCTOCYyBaHHAM (PIIYKOHA30IIy,
rnopasiblile 3aCTOCYBaHHSA IIpenapary CIif IPUIUHUTHU. AKINo y naljiesTa 3
iHBa3MBHOIO/CUCTEMHOIO IpuOKOBOIO iH(pEKIIi€I0 3’ IBJISIOTHCSI BUCUIIAHHS Ha IIKipi, 3a
MOro CTAHOM HOTPiOHO PETENbHO CIIOCTEPIraTH, a y BUIIagKy PO3BUTKY OyJIbO3HUX
BHUCHUIIaHb a00 MyIbTH(GOPMHOI epUTEMH 3aCTOCYBaHHS (DIIYKOHA30JTy CJIif IPUITUHUTH.

I'inepuymausgicmy. Y pioKiCHUX BUlagKaX IIOBIOOMIISAJIOCS IIPO PO3BUTOK
aHa(pITAaKTUYHUX PeaKIlii.

Llumoxpom P450. ®nykoHa301 € MOTyKHUM iHribiTopoMm pepmenTy CYP2C9 Ta
nomipHuM iHridbiTopom pepmenty CYP3A4. Takoxk hiykKoHa30J € iHTiGiTOpOM
dbepmenTy CYP2C19. Cnifg criocTepiraTu 3a CTaHOM MaIli€HTIB, IKi OMHOYACHO
3aCTOCOBYIOTh (DIIYKOHA30JI Ta MpenapaTu 3 By3bKUM TepaleBTUYHUM BiKHOM, II10
MeTabomi3yrThes 3a yyacTio CYP2C9, CYP2C19 ta CYP3AA4.

TeppeHaduH. Crig peTenbHO CIIOCTEPIraTy 3a CTAaHOM HalliEHTa IIPXU OJHOYaCHOMY
3acTocyBaHHi TepdeHanuHy Ta prykoHalony y go3i menie 400 mMr Ha go0y.

3maTHiCTh BIUIMBATH HA IIBHIKICTH peakilili mMpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3MaMHu



[ocnigxkeHb BOMUBY npenapaty [udio3051 Ha 3JaTHICTh KeEPyBaTH aBTOTPAHCIIOPTOM
abo mpalfoBaTH 3 iHIMMMK MeXaHi3MaMi He ITPOBOIUIIN.

[NanieHTiB crig mpoiHgopMyBaTH ITPO MOXKJIMBICTh PO3BUTKY 3allaMOpPOYeHHS abo
CYZOM Iif Yyac 3aCTOCOBYBaHHSA npemnapaty Hudimro305. ITpu po3BUTKY TaKUX
CUMIITOMIB He peKOMEHAYETHCS KEPyBaTU aBTOTPAHCIOPTOM ab0o mpalioBaTH 3
IHIIMMU MeXaHi3MaMu.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 rogmyBaHHsI IPyaaio

IaHi, oTpruMaHi npu pa3oBoMy ab0 MOBTOPHOMY 3aCTOCYBaHHi (pJIyKOHA30y Y
3BU4YauHUX Ho3ax (< 200 mMr/mo0y) KiTbKOM COTHSIM BariTHUX KiHOK IPOTAToM I
TPUMECTPY BariTHOCTI, He MPOAEeMOHCTPYBaIu HebaxkaHux eeKTiB Ha ILTif.
[ToBimoMsiyioCS IPO YHUCEJIbHI BPOAZKEHI IMaToJIOTil Yy HOBOHAPOOXKEHUX (BKIII0Yal04Yn
OpagudpeHito, gUCIIa3iio BYIITHOI paKOBUHU, HaAMipHe 30i/IbIIIeHHS IIePegHbOT 0
TiM’siYKa, BUKPUBJIEHHS CTETHA, IJIeYOJIiKThOBUM CUHOCTO3), MaTepPi SKUX IIPUUMalu
BHCOKIi go3u ¢pnykoHa3omny (400-800 mr/moby) mpoTAroM NpruHaMHI TphoX abo Oinblie
MiCSIIiB [OJIs JTIKyBaHHS KOKIIUOi0103y. 3B’I30K MiXK 3aCTOCYBaHHSM (PJIyKOHA30JIy Ta
MMM BUMIaJKaM1 He BUSHAYEeHUMN.

IocmigKeHHS Ha TBapUHaX IIPOIEMOHCTPYBAJIM PENPOAYKTUBHY TOKCUYHICTb.

He cnig 3acTocoByBaTH 3BUYalHi 403U (PIIyKOHA30J/ly Ta KOPOTKOTPUBAIIi KypCcH
JIiKyBaHHSA (PJIyKOHA30JI0M y IePiof BariTHOCTI, 3a BUHATKOM KpalHbOl HEeOOXimMHOCTI.

He crig 3acTocoByBaTu BHCOKi J03U (pJIyKOHA30/Iy Ta/ab0 TpUBaJli KypCH JTiKyBaHHS
(br1yKOHa30J10M y IIepiof BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(EKIIiH, 1110
IIOTEHIIMHO 3arPOXKYIOTh XKUTTIO.

®nyKOHa30/I MPOHUKAE y TPYAHE MOJIOKO Ta OOCSTa€ HMUKYO01 KOHIIEHTpallil HiXK y
nya3Mi KpoBi. ['ogyBaHHS I'pyAa0 MOXKHAa IPOAOBXKYBaTH IIiC/ISA pa30BOro
3aCcTOCyBaHHS 3BUYaWHOI 103U (pJIyKOHA301y, 1110 cTaHOBUThH 200 Mr ab0o MeHIIe.

l'ogyBaTH IpynOOio He PEKOMEHOYETHCS ITPU OaraTopa3oBoOMYy 3aCTOCYBaHHi
dbnykoHa30iy abo Ipu 3aCTOCYBaHHI BUCOKUX 03 (BIIYKOHA3OIY.

Cmoci0 3acTocyBaHHS Ta I03H

Kancynu cnig koBTaTtu Hinumu. [IpuiioM nmpemnapaTy He 3aJeKUTh Biff IpUAoMy 1xi.
Ilopocai.

[IpemapaT 3aCTOCOBYBATH MIePOpPanIbHO y m03i 150 Mr ogHOPa30Bo.



ITauieHmu AiMHBLO20 BIK).

[Tpu BimCyTHOCTI O3HaK IMOPYyLIeHHS QYHKIiM HUPOK OJIs JIIKYyBaHHS OJaHOl KaTeropil
Ialli€eHTiB 3aCTOCOBYBaTU 3BUYaNHY 003y OJI1 HOPOCIIUX.

ITopyweHHA pYyHKUIU HUPOK.

®1yKOHA30JI BUBOOUTHECS B OCHOBHOMY 3 Ce4el0 y He3MiHeHOMY BUuriani. [lpu
Pa30BOMY 3aCTOCYBaHHI mpenapaTy KOPUT'yBaTHU O03Yy OaHil KaTeropil maii€eHTiB He
MoTPiOHO.

INTopyweHHA pyHKUIU NeyviHKU.

®nyKoHa301 CJIil 3aCTOCOBYBaTH 3 00EPEeXKHICTIO IalliEHTaM i3 IMTOpPYIIeHHSIMHU
yHKIIIM TeYiHKY, OCKiNbKU iH(pOpMallil om0 3aCTOCYBaHHS (PJIyKOHA30I ikt
KaTeropil malieHTiB HeJOCTaTHLO.

itk

EdexTuBHicTh Ta 6e3neKa 3aCTOCYBaHHS IIpernapary OJisd JIiKyBaHHS TeHiTaJIbHUX
KaHOUOO03iB y OiTel He BCTAHOBJIEHI, He3BaXKal04yM Ha BUYEPIHI OaHi 1040
3acToCyBaHHS (PJIyKOHA30Jy OiTAM. AKIIO iCHy€e HarajabHa noTpeba 3aCTOCyBaHHS
npemnapary migimiTkaMm (BikoM Bifm 12 mo 17 pokiB), ci1ig 3aCTOCOBYBaTU 3BUYalHI J03U
IOJIsI TOPOCJIUX.

Ilepego3yBaHHs

[ToBigoMmnsinu npo nepemo3yBaHHA (hJIIyKOHA30JI0M; OOHOYACHO IIOBiAOMIISIIIN IIPO
rajlLnrHallil Ta mapaHoigalbHy IIOBEOIHKY.

[Tpu nepeno3yBaHHI HEOOXiTHO IIPOBECTU CUMIITOMATUYHY HiITPUMYIOUy Teparliio Ta y
pa3i HeoOXiAHOCTI - TPOMUTHU LIITYHOK.

®nyKOHa30/I 3HaYHOIO MipOI0 EKCKPETYETHCA 3 cedelo; POpPCOBaHUM Aiype3 MOXKe
IIPUCKOPUTH BUBEeOeHHS npemnapaTy. CeaHC remMofianidy TPUBaAIICTIO 3 TOOUHU 3HUKYE
piBeHb QIIYKOHA30JIy y mjia3Mi KpoBi mpubmu3Ho Ha 50%.

IToOiuni peakmii

HatmtuacrTime (> 1/10) noBigomsanocs Ipo Taki mobiyHi peakxiiii: romoBHUM 6inb, 6inb y
4yepeBHilM ITOPOXKHUHI, miapes, HygoTa, O/If0BaHHS, BUCUIIAHHS, ITiABUILIEHHS PiBHS
anaHiHaMmiHoTpaHcdepasu (AJIT), acnmapratamiHoTpancdepasu (ACT) Ta myxKHOI
docdaTas3u Kposai.



I7151 OIIIHKYM 4YaCTOTU BUHUKHEHHS IMOOIYHUX peakllii BAKOPUCTOBYIOTh HACTYIIHY
Kinacudikalio: aoyxe dacto (= 1/10), wacto (= 1/1001i < 1/10), HewacTo (= 1/1000 i
<1/100), pigxo (= 1/10000 i <1/1000), npyxe pigko (< 1/10000), Ta yacToTa HeBimoMa
(HEeMOZKJIMBO OIIIHUTHY Ha IIifcTaBi HAIBHUX OAHUX).

3 60Ky cucmemu Kposi ma aimgpamuuHoi cucmemu.

HeuacTo: anewMis.

Pigko: arpaHyJio1uTO3, TE€MKONEHisT, HEUTPOIIEHisI, TPOMOOILIUTONIEHis.
3 60Ky iMyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaiuHi ma asimeHmapHi po3aadu.

HeuacTo: 3HUKEHHS alleTUTY.

Pigko: rinepTpuriinepuneMmis, rinepxojieCTepruHeMis, rirnokamiemis.
IlcuxiuHi nOpyweHHs.

HeuacTo: 6€3COHHS, COHJIUBICTE.

3 60Ky Hepsosoi cucmemu.

YacTo: ToOIoBHUM Oifb.

HeuacTo: cymoMu, 3aiaMOpPOY€EeHHS, TapecTe3il, IOPYIIeHHsS CMaKy.
Pigko: Tpemop.

3 60Ky opaaHis cayxy ma secmubya5ipHO20 anapamy.

HeuacTo: BepTuro.

3 6oky cepus.

Pigko: mapokcu3MasibHa LIJIyHOYKOBA TaxiKapis TUILYy «IIipyeT», IIOLOBXEHHSA
inTepBany QT.

3 60Ky WAYHKOBO-KUWKOBO20 MpakKmy.
YacTo: 6inb y YepeBHil NOPOXKHUHI, miapesi, HymoTa, OJIIOBaHHS.
HeuacTo: 3anop, gucrercisi, MeTeopusM, CyXiCThb y POTI.

I'enamobiaiapHi po3aadu.



YacTo: migBullleHHS PiBHSA ajlaHiHaMiHoTpaHcdepasu (AJIT),
acnaprataminorpaHcdepa3u (ACT), nyxkHol ¢pocdaTasu.

HeuacTo: xonecras, XKOBTSHULIA, MiABUIIIEeHHS PiBHA 0inipy6iHy.

Pigko: me4yiHKOBa HEOOCTATHICTD, renaTOLENIOIAPHUN HEKPO3, TelaTUuTH,
rernaTonesisapHe ypaXKeHHs.

3 60Ky wKipu ma niOwWKipHOI MKAHUHU.
YacTo: BUCUIIaHHA.

HeuacTo: cBepOixk, MeOUKaMEeHTO3HUM IepPMaTUT, KPOIIUB'SHKA, MigBUIIleHE
IIOTOBUIIEHHS.

Pigko: TOKCMYHUY ellifepManbHUK HEKPOIIi3, cuHOpoM CTiBeHca-I[2)KOHCOHA, TOCTPUH
reHepasi30BaHUM eK3aHTEeMaTO3HUU IIYCTYIb03, eKC(POoIiaTUBHUN OepMaTuUT,
aHTiIOHEBPOTUYHUM HAOPSAK, HAOPSAK 0OIUYYs, aJloIellis.

3 60Ky 0noOpHO-pyx08020 anapamy ma cnoay4Hoi MKaHUHU.

HeuacTo: mianris.

3aezanvHi po3aadu ma peakuii' y micui e8e0eHHA.

HeuacrTo: nmigBuilleHa BTOMJIIOBAHICTh, HE3OYKAaHH, aCTEeHisd, rapadka.
Himu.

YacToTa Ta xapakKTep NoOiYHUX peakllil i BimxuieHb Bio HOPMU Pe3yIbTaTiB
sTabopaTOpPHUX aHali3iB y X0l KIiHIYHUX HOCITigKeHb 3a Y4YacTIO [iTel CITiBCTaBHi 3
TAaKUMU YV OOPOCIIUX.

TepMiH NpHIATHOCTI
4 poku.
VYMoBHM 30epiranus

30epiraTtu B opuTriHanbHil yIaKOBIIi ITpu TeMIepaTypi He Buiile 25 °C.

30epiraty y HeQOCTYIIHOMY [JIs1 OiTeW MicCIIi.
YnakoBka

Kanicynu mo 150 mr, o 1 karcysmi y 6mictepi, mo 2 6j1icTepu B mayiri.



KaTeropist Biagnnycky

3a penemnTomMm.

BupooHuK

ITAT «KuiBmMepgnpenaparT».

Micie3Haxo/dKeHHsI BHPOOHHMKA Ta HOro aJgpeca MiCIisi IpoBaJaXKeHHSI
IisIIHLHOCTI

Ykpaina, 01032, m. KuiB, Byn. Cakcaraucekoro, 139.
[Ixepeso iHCTPYyKIIil

[HCTPYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTO mkepesia — [lepKaBHOTO PEECTPY

JIIKapChbKUX 3aCc00iB YKpalHH.
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