IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

MEIJO®JIIOKOH

(MEDOFLUCON)

Cknao:
ditoua pevyosuHa: GIyKOHA30II;
1 kancyna MicTuth ¢rykoHa3ony 150 Mr;

0ONoOMIdICHI peyo8UHU: TaKTO3a, MOHOTiIpaT; KpOXMaJlb KYKYPYA3SHUY [IpeKeTaTuHI30BaHUH,
KPEMHilo TioKCUM KonoigHui 6e3BOHNM, HaTPilo Jaypuiicyiabdar, MarHilo cTeapaT; 4O CKIamy
KarCynu BXOAsATh: maTeHToBaHu cuHin V (E 131), Tutany giokcun (E 171), KenaTuH.

JIikapcbKa ¢opma. Kancynu.

OcHosHi (pi3uko-xiMiyHi 81acmusocmi: TBEpAaA XKeJaTUHOBA KallcyJia po3MipoM 1, 3 611aKUTHOIO
OCHOBOIO Ta GJTaKUTHOIO KPHUILIEYKOIO0, TKa MiCTUTh ITOPOILIOK 6iJTI0OT0 KOJIbOPY.

dapMakoTepaneBTHYHA rpymna. [Ipoturpu6KoBi 3aco0u [7iss CUCTEMHOTO 3aCToCyBaHHs. [ToxigHi
Tpuasony. Kog ATX JO2A CO1.

Papmakono2iuHi e1acmueocmi.
®apmakoduHamika.

Mexani3m mii. ®nykoHa3osn, mpoTUrpubKoBUil 3acib Kyacy Tpua3oiB, MOTYXKHUM CeIeKTUBHUN
inribiTop rpubkoBUX GPepMeHTIB, HEOOXiTHUX IJIST CUHTE3Y eproctepony. [IepBUHHUM MexaHi3MOM
HOTO [il € MpUTHiYeHHS TPuOKOBOT0 14-anbda-1aHoCTePoII-IeMeTUIIOBAaHHS, 0II0CEPENKOBAHOT0
muToxpoMoM P450, 110 € HeBif'eMHUM eTanioM 0i0CUHTE3y TPUOKOBOTO €procTePOIy. AKyMyIsIis
14-ambtha-MeTUn-cTeporiiB KOPeoe 3 MOAAIbIIO BTPATOI eprocTepoy MeMOpaHoio IpudKOBOl
KJIITUHY Ta MOXKe BiIMOBidaTH 3a MPOTUTPUOKOBY aKTUBHICTE (TyKOHa3011y. OITyKOHA30 € GisbIl
CEJIEKTUBHUM [10 TpUOKOBUX GpepMeHTiB 1iuToxpoMy P450, HixK 70 pi3HOMaHITHUX cUCTeM (epPMEHTIB
nutoxpomy P450 ccasiiis.

3acTocyBaHHs QIyKoHa307y y mo3i 50 Mr Ha moby mpoTsaroMm 28 OHIB He BIJTMBAE HA PiBeHb
TECTOCTEPOHY y IJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb eHOOTeHHUX CTEPOIMiB V¥ KiHOK
penponyKTUBHOTO Biky. ®nykoHa3omn y no3i 200-400 Mr Ha go0y He BUSABISE KITiHIYHO 3HAYYIIOTO
BIIJIUBY Ha PiBeHb €HAOTeHHUX CTEPOIMiB UM Ha BiAmoBigs Ha cTumynsdiio AKTI y 3mopoBux
noOPOBOJIBIIIB YOJIOBiUOl CTATI.



HocmigXeHHS B3a€EMOfil 3 AHTUMIPUHOM IPOAEMOHCTPYBAJO, ILI0 3aCTOCYyBaHHS 50 Mr
GbykoHa301y pa3oBo yu GaraTopa3oBO He BIJIUBAE Ha MeTa00Ii3M aHTUIIIpUHY.

YyTnusicTs in vitro. ®nyKoHa307 in vitro JeMOHCTPY€E IPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BU[IB
Candida, mo 3ycTpidaloTbcsl HadacTime (Bkmodatoun C.albicans, C.parapsilosis, C.tropicalis).
C. glabrata peMOHCTPY€ 3HUKEHY YYTIUBICTh A0 GyKoHa3omy, Tofi K C.krusei Ta C.auris € go
HBOTO PE3UCTEHTHUMHU.

Takox (hyKOHa3011 in vitro IeMOHCTPY€E aKTUBHICTH SIK mpotu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i mpoTu eHAeMiuHUX MIicHIBUX rpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

MexaHi3M pe3ucTeHTHOCTi. Mikpooprasidamu pony Candida meMOHCTPYIOTh YACIEHHI MeXaHi3MHI
PE3UCTEHTHOCTI 10 a30JIbHUX IPOTUTPUOKOBUX 3ac00iB. @IyKOHA30JI JEMOHCTPYE BUCOKY MiHiMaIbHY
iHri0yrouy KOHILIEHTPAIlil0 IPOTH IITaMiB Tpu0iB, SKi MaloTh oguH abo Oinbille MexaHi3MiB
PE3UCTEHTHOCTI, 10 HeTaTUBHO BIUIMBA€E Ha €(DEeKTUBHICTS in Vivo Ta B KJTiHIUHIN TPaKTUIl.
[ToBimoMIIsinocs mMpo BUMAAKKU PO3BUTKY cymnepindekiil Candida spp., cnpruunHeHol iHmuMy Hix C.
albicans Bumam¥, SIKi 4acTo MalOTh 3HUKeHY uyTnuBicTs (C. glabrata) abo pe3uCTpPeHTHI 0o
bnykoHasony (Hanpuknag, C. krusei, C. auris). [Ins niKyBaHHS TaKUX iH(QEKIiN CIifl 3aCTOCOBYBaTH
anbTepHATHBHI MPOTUTPUOKOBI 3aC00H.

dapmaxoKiHemuxka.

®apMakoKiHEeTHYHI BIACTUBOCTI (PIIyKOHA30/1y € MOmiOHMMHU IPU BHYTPILIHLOBEHHOMY i
IIepopaibHOMY 3aCTOCYBaHHI.

AGcopOiris.

®nykoHa3om mobpe BCMOKTYETLCS IIPHU IIepOPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpernapary y maa3mi
KpOBi i cuctemMHa GiogocTymHicTh epeBuliyioTh 90 % piBHS HITyKOHA30y Y MJ1a3Mi KpOBi, 1110
[OoCATa€eThCs NIPY BHYTPIIIHLOBEHHOMY BBeJeHHI npenapaTy. OfHOYacHe BXKUBAHHS 1Ki He BIIJIMBAE
Ha BCMOKTYBaHHS IIpenapaTy P M0To llepopalbHOMY 3aCcToCyBaHHi. [1iKkoBa KOHLIEHTpallisl y [Iy1a3Mi
KpPOBi focaraeTtscs 4yepes 0,5-1,5 rogunu nicng npuiioMy npenapaty. KoHlleHTpalis penapary y
IIJIa3Mi KPOBi MIPOIOPIIifiHa [0 J03u. PiBHOBaxkHa KOHIIEHTpalisa Ha piBHI 90 % mocsaraeThCcs Ha
OPYyTui JeHb JTiKyBaHHS IIPYU 3aCTOCYBaHHI y IepPIIX JeHb HaBaHTaKyBaJlbHOL 03K, IO BABidi
TIepeBUIIyE 3BUYaliHy J000BY HO3Y.

Po3mopmin.

006’eM po3mnopiny TpubIU3HO NOPIBHIOE 3aralbHOMY BMICTY pifuHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oinkamu mira3Mu KpoBi Hu3bKe (11-12 %).

®nykona3zon mobpe MPOHUKAE B YCi MOCTiAXKyBaHi pinuHU opraHiaMy. PiBeHb QriykoHa305y y ClIUHI Ta
MOKPOTHUHHI € MOAi0HMM [0 KOHIIEHTpallil IpenapaTy B IJ1a3Mi KpPoOBi. Y MallieHTiB, XBOPUX Ha
rpubKOBUYM MEHIHTIT, piBeHb (IYKOHA30Jy ¥ CHHHHOMO3KOBIH pifuHi gocsirae 80 % KoHILeHTpallil y
I71a3Mi KPOB.

Bucoki KoHLIeHTpallil (GIyKoHa301y Y MIKipi, 110 IePeBUIIYI0ThH CUPOBATKOBI, HOCSITAIOTHCS Y
poroBoMy Iapi, emigepMici, Aepmi Ta moTi. ®1yKOHA30/1 HAKOMUYYETHCS Y POroBoMY 1iapi. [Tpu
3actocyBaHHi 1o3u 50 Mr 1 pa3 Ha go0y KoHIeHTpalis GrykoHa3omny micns 12 gHiB mikyBaHHS
CTaHOBUJIA 73 MKT/T, a 4epe3 7 OHIB MiCJs 3aBepIIEHHS JIiIKyBaHHS KOHI[EHTpALlisd BCe 1lle CTaHOBUJIa
5,8 Mxr/r. [Ipu 3actocyBaHHi 7o3u 150 mMr 1 pa3 Ha TUXKAEHb KOHLIEHTpaIis (GIyKoHa30Jy Ha 7 JeHb
JIiKyBaHHS cTaHOBUJA 23,4 MKT/T; yepe3 7 [IHIB IiCJIsT 3aCTOCYBAHHS HACTYIHOI 03X KOHIIEHTPAllis



Bce I11e cTaHoBmaa 7,1 MKTI/T.

KonnenTpauis gprykoHa3omy B HIrTax micns 4 MicsaniB 3acTocyBaHHS 150 Mr 1 pa3 Ha TUXIEeHb
ctanoBuma 4,05 MKT/T y 300poBUX T0OPOBOJIBIIB Ta 1,8 MKI/T Ipy 3aXBOPIOBaHHSX HIrTiB;
(byKOHa30J1 BU3HAYaBCs Y 3pa3Kax HirTiB uepes 6 MiCAIIB Imiclis 3aBepIlIeHHs Tepairil.

BioTrpancdopmariis.

®nykoHa301 MeTabomi3yeThCs He3HAaYHOIO Mipoio. [Ipy BBefieHHi 103K, MideHOl pPagioaKTUBHUMHU
izoronamu, nuire 11 % ¢pnykoHa307Ty eKCKPETYETHCS 3 cedelo y 3MiHeHOMY BUrisafi. ®nykoHa3om €
cenekTuBHUM iHri6iTopoMm izodepmenTie CYP2C9 ta CYP3A4, a Takox iHribitopom izopepmeHTy
CYP2C19.

Exckperris.

[Nepion HaniBBUBeneHHS (GIyKOHA30Jy 3 MIa3Mu KpOBi cTaHOBUTH O13bKo 30 rogus. Binbina
YacTHHa IIpenapaTy BUBOOUTHCS HUPKaMu, mpudoMy 80 % BBeOeHOI 03U BUSIBISIETLCS B CEUi B
He3MiHeHOMY cTaHi. KimipeHc (piyKoHa305y IponopLUiiHuy 00 KJlipeHCy KpeaTuHiHy. LIupKynon4yux
MeTaboIiTiB He BUSIBIIEHO.

TpuBanuii nepion HamiBBUBEeNEHH IIpelapaTy 3 IIJla3MU KPOBi fa€ MOXKJIUBICTh pa30BOr0o
3aCTOCYBaHHS IIpelapaTy [IpU BariHaJIbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaTy 1 pa3 Ha
TUXKIOEHb [IPY iHIINX [TOKa3aHHIX.

HupKoBa HEIOCTaTHICTE.

Y mnailieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOT'0 CTYIEeHs (IBUAKICTh KITyO04YKOBOI GinbTpalil <
20 M11/xB) mepion HamiBBUBe#eHHS 30inbinyeThcs 3 30 rogus mo 98 ropun. ToMy Lii KaTeropii
nalieHTiB He0OXiMHO 3HU3UTHU 103y (hrryKoHa3omy. OIyKoHa301 BUAAIIETHCS LUIIXOM reMOofiani3y Ta
MEHIIIO MipOo - IIISXOM iHTpanepuTOHeabHOro Aianidy. CeaHc remofiani3y TpUBaJIiCTIO 3 TOGUHU
3HUXKYE piBeHb (HIYKOHA30I1y Y IIa3Mi KpoBi mpubnu3uo Ha 50 %.

[TallieHTH MITHLOTO BIiKY.

Cepenniit mepion HamiBBUBemeHHST — 46,2 rogunu. i hapMakoOKiHeTUYHI TOKA3HUKY € BUIIUMU
TIOPiBHSHO 3 aHAJIOTIYHUMU Y 3MOPOBUX NOOPOBOJIBIIIB MOIOALIOTO BiKy. OgHOYaCHE 3aCTOCYBAaHHS
OiypeTuKiB He Mao 3HayHOro BiiauBy Ha C,., Ta AUC. KnipeHc KpeaTuHiHy (74 MII/XB), BiICOTOK
(bIyKOoHa3011y, 10 eKCKPEeTyBaBcH i3 cedelo y He3MiHeHOMY Buriaai (0-24 rogunu, 22 %) Ta
HUPKOBUH KitipeHc dnykoHas3ony (0,124 Mi/XB/KT) y mallieHTiB aHOoi BiKOBOI rpynu OyIu HUXKYUMHU,
HiX aHaJIOTiyHi MOKA3HUKYU ¥ MOJIOAIIUX O00POBOJIBIIB. ToMy 3MiHUM (papMaKOKIiHETUKY y TAIliE€HTIB
JIITHBOTO BiKY 3a/jeXaTh Biff HapaMeTpiB QPyHKIIi HUPOK.

Kniniuni xapakKTepuCTHKH.
Iloka3aHHs.
FocTpuii BariHanbHUM KaHOAMO03, KOJIK MiCIleBa Tepallis He € [OLiIbHOIO.

Kanmouno3uui OanmaHiT, KOJIM MiclleBa Tepaillis He € [OIiTbHOIO.



IIpomunoka3aHHs.

- limepuyTnuBicTh KO GIyKOHA30JTy, iHIIKUX a30IbHUX CIOIYK ab0 [0 OyOb-SKOI 3 JOIOMIiXKHUX
PEUYOBHUH IIpenapary.

- OgHOYacHe 3aCToCyBaHHS (HITyKOHA30/Iy Ta TeppeHaguHy Nali€eHTaM, SKi 3aCTOCOBYIOTh
bnykoHa3o1 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rimHO 3 pe3ybTaTaMy JOCTiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (QIYKOHA30JTy Ta iHIIMX JTiIKapChKUX 3aC006iB, IIT0 TOIOBKYIOThH iHTEpBA
QT ta meTabomnizyoTbcs 3a gornoMoroio hepmenty CYP2A4 (HanmpuKiiag OU3alpuay, acCTeMi30y,
miMO3U[y, XiHIAMHY, aMiOfapoHy Ta epUTPOMILIUHY).

B3aemodisa 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

ITpomunoka3aHo cymicHe 3acmocyB8aHHsA (GAYKOHA304y Md HUACHE3d3HAYEHUX AIKAPCbKUX 3acobis.

ITuzanpu0: MOBiKOMIISIOCS IIPO PO3BUTOK MOGIYHUX peakiliii 3 60Ky ceplis, Y TOMY YKCIIi IIPO
[IapOKCU3MaJIbHy IUIYHOUYKOBY TaxiKapmilo TUIY «IIipyeT» Yy MALi€HTiB, 1Ki OGHOYACHO 3aCTOCOBYBAJIU
GbnyKoHa301 Ta nu3anpu. KoHTponboBaHe JOCTigXKEHHS IPOgeMOHCTPYBAJIo, 1[0 OMHOYacHe
3actocyBaHHsS 200 Mr ¢ykoHazomny 1 pa3 Ha moby Ta 20 Mr nu3anpuny 4 pa3u Ha 100y TPU3BOIUIIO
[0 3HAYHOI'O MiIBUIIIEHHS PiBHA LU3aNpuay v Ia3Mi KpoBi Ta 4o NogoBXeHHd iHTepsany QT.
OpHOYacHe 3aCTOCYBaHHS (pIyKOHA30 Iy Ta HX3alpUAy IPOTUIIOKa3aHe (OUB. PO3MOin
«ITpoTUIOKa3aHHS»).

TepeHaOuH: yepe3 BUMIaAKHU PO3BUTKY TAXKKHUX CEPLIEBUX apUTMill, CHPUUYMHEHUX [TOA0BKEHHIM
inTepBany QTc, y nauieHTiB, siKi 3aCTOCOBYIOTh a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3ac061 OMHOYACHO
3 TepbeHaguHOM, OYyII0 TPOBEIEHO MOCTiIXKEHHS B3a€MO/Iil ITUX ITperapaTiB. Y Xofli OMHOTO
MOCTimKEeHHS IPX 3aCTOCYBaHHi GayKoHa301my v mo3i 200 Mr Ha mo6y He Oy10 BUSIBIIEHO ITOMOBXKEHHS
intepBany QTc. [HIIe gocHifXKeHHS IPU 3aCTOCyBaHHi GyKoHa3omny y go3ax 400 mr ta 800 Mr Ha
no0y IpoeMOHCTPYBAJIO, 110 3aCTOCYBaHHS ¢GIyKoHa301y y mo3ax 400 Mr Ha go0y abo GinmbIine
3HAQYHO MiABUIIYE PiBeHb TepPeHaAuHy y IIJ1a3Mi KPOBi IPK OMHOYACHOMY 3aCTOCYBaHHI IIUX
npemnapartiB. CymicHe 3acTocyBaHHS QykKoHa3omy y fmo3ax 400 mr abo Buile 3 TeppeHagruHOM
IIPOTUIIOKa3aHe (auB. po3min «IIpoTunokal3anHs»). [Ipu 3acTocyBaHHiI QIIYKOHA30/1y y [03aX HUXKYE
400 mr Ha moOy ogHOYACHO 3 TepheHaguHOM CJIifl TPOBOOUTH PETEIbHUN MOHITOPUHT CTaHY
malfieHTa.

Acmemi30: cyMiCHe 3aCTOCYBaHHST (PIIyKOHA30JTy Ta aCTeMi30JIy MOXKe 3MEHIIUTH KITipeHC
actemizony. CnpuunHeHe IKMM IIiABUINEHHS KOHLIEHTpallil aCTeMi30JTy y IIJla3Mi KPOBi MOXKe
IIPU3BECTH [10 Oof0BKeHH iHTepBany QT Ta y pigKiCHUX BUIAgKax - 10 IapOKCU3MaJIbHOI
IIJTyHOYKOBOI TaxikKappil Tumy «mipyeT». OgHOo4YacHe 3aCTOCYyBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IIPOTUIIOKA3aHe.

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCyBaHHS (PIIyKOHA30y Ta mimMo3ugy abo XiHiguHy MoXkKe
IPU3BOIUTH [I0 IPUTHIYEHHST MeTa0oi3My miMo3uay a0o XiHiguHY, X04a BiIlIOBIgHUX [OCTiOXKEHb in
vitro Ta in vivo He mpoBomuKcs. ITigBUIIeHHS KOHIeHTpalii miMo3umy a0o XiHiguHy y mIa3Mi KpoBi
MOXK€e CIPUYUHATY NOOOBXKeHH iHTepBany QT Ta y pigKiCHUX BUNIagKaX MPU3BOOUTHU OO PO3BUTKY
ITapOKCHU3MaJIbHOI LITYHOYKOBOI Taxikaphil TUy «mipyeTr». OgHOYacHe 3aCTOCYBaHHS (DIIYKOHA30IIy
Ta MiMo3uny abo XiHifWHY ITPOTUIIOKA3aHe.

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHSI €PUTPOMILIMHY Ta (QIIYyKOHA30J1y IOTEHIIINHO MOXKe



MIPU3BOAUTH [0 MiABUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (momoBkKeHHS iHTepBany QT,
IapoKcu3MalibHa IITYHOYKOBa TaxiKapAis TUIY «IIipyeT») Ta, K HaCIigoK, [0 PalToBOi CepIeBOl
cMepTi. 3acTocyBaHHS KoMOiHaIlil JaHUX TiKapChKUX 3aC06iB MPOTUIIOKA3aHe.

AMiodapoH: ogHOYaCHE 3aCTOCYBaHHSA (JIyKOHa30Jy 3 aMiofapOHOM MOXKe IIPU3BECTH [0
npurHiyeHHs MeTabosi3aMy amiomapony. CriocTepiraBcs 3B'130K MiXK 3aCTOCYBAHHSIM aMioJapoHy Ta
nopoBxeHHAM iHTepBany QT. OmHO4YacHe 3aCcTOCYBaHHS (PIIyKOHA30Jy Ta aMiofapoHy
IIPOTUIIOKa3aHe (OuB. po3min «IIpoTuUnoKa3aHHI»).

He QQKOM@H@)ZGmbCﬂ 00HOYdcHe 3dCMOCYBAHHA gbﬂ)lKOHGSO/I)Z ma Huxc4e3d3Ha4yeHux ﬂinQCbKUX

3acobis.

I'anoppanmpuH: GryKoHa30JI MOXKeE CIPUUUHUTY IMiABUIIEHHS KOHIIEHTPAllil ranodaHTpuHy y mia3Mmi
KpOBi 3a paxyHOK npurHiueHHs CYP3A4. OnHoyacHe 3aCTOCYBaHHS LIUX JIiIKAPCHKUX 3ac00iB
IIOTEHIIINHO MOXKe IIPU3BOAUTHU [0 HiABUIIEHHS PU3UKY PO3BUTKY KapHiOTOKCUYHOCTI (TOAOBKEHHS
inTepBany QT, napokcu3masbHa MUIYHOYKOBA Taxikaphis TUIY «IipyeT») Ta, K HaCJIgoK, 0O
pamnToBoi cepieBoi cMepTi. Crtifg yHUKATH 3aCTOCYBaHHS KOMOiHaIlil JaHUX JIiKapChbKUX 3aco0iB.

C;ZMiCHe 3dCMOCYBAHHA _d)ﬂ)ZKOHG30/I§Z mda HuMC4e3d3Hd4YeHux ﬂiKGQCbKUX 3acobie _gumazae

obepedicHOCMi Ma Kopu2y8aHHs 003U.

Bnius iHwux sikapcvkux 3dcobis Ha GayKOHA301.

OpHoYacHe BXKMBaHHS 1XKi, IUMEeTUANHY, aHTaI[UAIB a0o Iofiabille OMPOMiHEHHS YChOTO TiNla [JjIs
nepecagKy KiCTKOBOTO MO3KYy He Ma€ KJIiHiYHO 3HAa4YyIIOTo BIIJIUBY Ha abcopOIlito ¢GIyKoHa301y IpH
10r0 IIepopajibHOMY 3aCTOCyBaHHI.

PugamniyuH: ogHOYaCHe 3aCTOCYBaHHS (IYKOHA30Jy Ta pudaMIiluHy NPU3BOAUIO 00 3HUXKEHHS
AUC Ha 25 % Ta cKOpo4yBaJo Iepion HamiBBUBeAeHHS (pnyKoHa3omy Ha 20 %. ToMy [ns malfieHTis,
SIKi 3aCTOCOBYIOTh PUGAMITINIVH, CIif PO3TISHYTH OOUINbHICTh MigBUINEHHS NO3U (DIIyKOHA3O0IMY.

I'idpoxsaopomiasud: y mocnigxkeHHi papMaKOKiHETMYHOI B3a€MOIil OMHOYACHe 6araToKpaTHe
3aCTOCYBaHHS TiIPOXI0POTia3uay B 3MOPOBUX HOOPOBOJIBIIB, SIKi OTpUMYyBaiu (GIyKOHA30,
MigBUIYBaJIO KOHIIEHTPAIifo (pJIyKOHa30/y B m1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3aEMOfil He
BAMararoTh 3MiH y peXUMi [03yBaHHS (IYKOHA30J1y [AJIS MAIli€HTiB, Ki OHOYACHO OTPUMYIOTh
cedorinHi 3acobu.

Bnaue ¢aykoHa301y Ha iHWIi AikapcbKi 3acobu.

®nykoHa3os € IOTyKHUM iHTiGiTopoM i3odpepmenty 2C9 nutoxpomy P450 (CYP) Ta moMipHuUM
inriitopom CYP3A4. Takox ¢nykoHa3or € inribiropom CYP2C19. Oxpim
CIIOCTepeXKyBaHUX/OOKYMEHTa/IbHO MiATBEPIXKEHUX B3aEMO/IiH, 1110 ONIMCaHI HUXKYe, IIpU
OJHOYACHOMY 3aCTOCYBaHHi 3 (JIyKOHA30JI0M iCHY€ pU3UK MiABUIIEHHS Y IIJIa3Mi KPOBi KOHI[EHTpaIlill
iHmwmx crmonyx, mo MetabonizyioTsesi CYP2C9 ta CYP3A4. ToMy 3acTocoByBaTu Taki KombiHalii
Tpernaparis cilif 3 00epexKHICTIO; MPHU IbOMY HeOOXiTHO PeTeNIbHO CIIOCTEPIraT 3a CTAHOM IaIli€HTiB.
[TpurniuyBanbHa Oist GrykoHa301y Ha pepMeHTH 30epiraerbcs mpotsarom 4-5 mib micis #oro
3aCTOCYBaHHS y 3B’43KY 3 Or0 TPHUBAJIUM I1€PiOOM HalliBBUBEEHHS.

Ab(peHmawia: mif 4ac OGHOYACHOTO 3aCTOCYBaHHSA anbheHTaHiny y fo3i 20 MKI/KT Ta (pIyKoHAa30Jy
y mo3i 400 Mr 3mopoBUM JOOPOBOJIBIAM CIIOCTEpiragocs: gBokpaTHe 30inbiurenHss AUC,,, MOXKIHNBO,
yepe3s inridyBanns CYP3A4. Moxe 6yTu HeoOXigHUM KOPUTYBaHHS 03U albdeHTaHiny.



AmimpunmusiH, HopmpunmuJiH: GpIYKOHA30JI IIOCUJIIOE Ail0 aMiTPUIITUIIIHY Ta HOPTPUIITUIIIHY.
PekoMeHyeThCST BUMIPIOBATH KOHIIEHTPAI] 5-HOPTPUNITUIIHY Ta/ab0 S-aMiTpUNTUIIIHY Ha TOYATKY
kKoMOiHOBaHOI Teparii Ta yepe3 1 THXKOeHb. Y pa3i HeoOXiTHOCTI CITif BiTKOPUTYBATH 03y
aMITPUNTUIIHY/HOPTPUIITUIIIHY .

Am¢pomepuuuH B: ogHOYacHe 3aCTOCyBaHHS (HIIyKOHA30/Iy Ta aMpoTepulnHy B iHpikOBaHUM MUIIaM
i3 HOpMa/lbHUM IMYHITETOM Ta iH(pIKOBAHMM MHUILIaM 3i 3HUKEHUM IMYHITETOM IIPU3BEJIO A0 TaKUX
pe3yIbTaTiB: HEBEJIMKUY afUTUBHUYN IPOTUTPUOKOBUIL edeKT npu cucTeMHi iHdektii C. albicans,
BiICYTHICTh B3a€EMOil IIpX BHYTPiIHbOYEpenHil iHdekil Cryptococcus neoformans Ta aHTaroHi3m
[IBOX IIpemaparTiB IpH CUCTeMHiN iHbekil A. fumigatus. KiiHiuHe 3Ha4eHHS pe3y/1bTaTiB, OTPUMaHUX
y XOfi IUX OOCIIiAKeHb, HEBIOMeE.

AHmukoazyasaHmu: siK i Ipy 3aCTOCYBaHHi iHIIMX a30IbHUX IPOTUTPUOKOBUX 3aC00iB, Ipu
OZHOYACHOMY 3aCTOCYyBaHHI (IyKOHA30Jly Ta BappapruHy IOBIJOMIISAIOCS IPO BUMAOKU PO3BUTKY
KPOBOTeY (reMaToM, HOCOBOI KPOBOTEUI, IIJTYyHKOBO-KHAIIIKOBUX KPOBOTEY, TeMaTypil Ta MeJIeHH) y
IIOEHAHHI 3 TOJJOBXKEHHSAM IIPOTPOMOiHOBOTO Yacy. [Ipu ogHOYaCcHOMY 3aCTOCyBaHHI (PIyKoOHA30Iy
Ta BapdapuHy CIocTepiraaocs: JBOKpaTHe MigBUIEHHS MPOTPOMOiHOBOTO Yacy, KMOBIPHO, BHACIIIOK
npurHideHHs MeTaboni3aMy Baphapuny depe3 CYP2C9. Crig peTenbHO KOHTPOTIOBATH
TPOTPOMOiIHOBUY Yac y MallieHTiB, AKi 0MHOYACHO 3aCTOCOBYIOTh KyMapHUHOBI aHTUKOATYIAHTH ab0
inmaugion. Moxke O6yTu He0OXiTHOIO KOPEKIIis 03U aHTUKOATYJISHTY.

BbeH3o0iaseniHu Kopomkoi 0ii, Hanpukaad mMida3osam, mpual3onam: Ipu3HauyeHHs PIIyKOHa30/Iy
IiCJIs TepopaIbHOT0 3aCTOCYBaHHS Mifa3ojaMy MPU3BOAUIO OO0 3HAYHOTO IMigBUIIEHHS KOHIIEHTpAIlil
Mifga3ojaMy Ta 4O MOCUJIEHHS IICUXOMOTOPHUX edeKTiB. OfMHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30Iy y
no3i 200 Mr Ta Miga3osamy y [o3i 7,5 Mr nepopaiabHO Ipu3Boguio fo nigsuiieHHs AUC Ta nepiony
HamiBBUBeHeHHS y 3,7 Ta 2,2 pa3a BigmoBigHo. 3acTocyBaHHs GyKoHa301my y mo3i 200 mr/moby Ta
0,25 Mr TpuazonaMmy nepopanabHO Mpu3Boauio go migsuieHHs AUC Ta mepiofy HamiBBUBEAEeHHS
Tpualonamy y 4,4 ta 2,3 pa3a BignoigHo. [Ipu ogHOYACHOMY 3aCTOCyBaHHI (hJTyKOHA30I1y Ta
TpHa30JlaMy CIIOCTepiraaocs IOTEHIIIIOBaHHS Ta IPOJIOHTalis eeKTiB Tprano3aMy. AKIIO0 MallieHTy,
KUY IPOXOAUTH KyPC JTiKyBaHHS (DJIyKOHA30JI0M, CJIil OGHOYACHO MPU3HAYUTH TePaIrio
OeH3ofia3zeninamMu, 103y OCTaHHIX CIIiJ 3MEHIIUTHA Ta BCTAHOBUTU HaJIeXKHUM HArJIg[ 3a CTAHOM
mairieHTa.

KapbamaseniH: GnykKoHa30I IPUTHiYye MeTabomi3M KapOaMaseriny Ta CIPUYUHSIE MiIBUIIEHHS
piBHs KapOama3zemniny B cupoBaTili KpoBi Ha 30 %. [CHye pU3UK PO3BUTKY IIPOSBIB TOKCUYHOCTI 3 OOKY
kap6ama3zeniny. Moxe 6yTu He0OXiIHMM KOPUTYBaHHS 03U KapOaMaseliHy 3a7eXHO Bif PiBHS HOTO
KOHIIEHTpAIlil Ta [il mpemapary.

Biaokamopu kKanvuiegux KaHasie: OesiKi aHTaroOHICTH Kanblio (HibequmiH, icpagumid, aMJIOOUIIH Ta
dbenonumin) MmetabonizyoThcst pepmernToM CYP3A4. ®nyKoHa30I1 MOTEHIIMHO MOXKe IiIBUILITYBATH
CHCTEMHY eKCII03HIIil0 6I0KaTOPiB Ka/IbIlieBUX KaHalliB. PEeKOMeHIOBaHUY PETENbHUN MOHITOPHUHT
1010 PO3BUTKY IOOIYHUX peakiliii.

Llesexokcub: mpu OMHOYACHOMY 3aCTOCYBaHHI (iykoHa3ony (200 mMr Ha goly) Ta nenekokcuoy (200
mr) C,.. Ta AUC nenekokcu0Oy migsuiyBanucs Ha 68 % ta 134 % BignosigHo. [Ipy ogHOYacCHOMY
3aCTOCYBaHHI I1eJIeKoKcuby Ta GyKoHa30ly Moxke OyTy HeoOXiTHUM 3MEHIIEHHS 103U LIeJIeKOKCUOy
BABiUi.

Lukaogpocpamio: ogHOYACHE 3aCTOCYBaHHA IUKI0Pochaminy Ta GIyKOHa30Iy IPHU3BOTUTH 0
nigBUIeHHS piBHS O0inipyOiHy Ta KpeaTHHIHY B cupoBaTiii KpoBi. 1li mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, 3BaXKaloul Ha PU3UK IiIBUILIEHHS KOHIIeHTpalil Oinipybiny Ta
KpeaTHHIHYy B CUPOBATLi KPOBI.



®eHmaHi: TOBIIOMIIANIOCS PO OAWH JieTaJIbHUY BUMAAOK iHTOKCHKalil (peHTaHiIoM YHaCTiIoK
MOXKJIMBOI B3aeMopil peHTaHiny Ta prykoHasony. yKoHa3071 3HAUHO YIOBIIBHIOBAB eJIiMiHalli0
dbenTaniny. [TigBuieHHS KOHIIEHTPalil PeHTaHiTy MOXkKe IPU3BECTU [0 IPUTHIYEHHS JUXaHHS, TOMY
CJIi[l peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe OyTH HeoOXiHO0 KOpeKIlis 103U heHTaHiy.

IH2i6imopu I'MI-KoA-pedykmasu: cyMicHe 3acTOoCyBaHHS (QIyKoHa30iy Ta iHribitopis I'MI-KoA-
penykTasH, 1mo Metabonisyiorecs CYP3A4 (aTopBacTaTHH Ta CUMBAcTaTHH), abo iHribiTopis M-
KoA-penykTa3su, mo Metabomidyiotbcst CYP2C9 (pnyBacTaTrH), MiBUIYE PU3UK PO3BUTKY Miomarii
Ta pabgomionisy. ¥ pa3i HeoOXigHOCTI OHHOYACHOTO 3aCTOCYBaHHS LIUX IIpelapaTiB CHIifl peTeabHO
CIIOCTEpiraTH 3a MalliEHTOM IIIOJ0 BUHMKHEHHS CUMIITOMIB Miomartii Ta pabmomioidy i mpoBoguTH
MOHITOPUHT PIBHA KpeaTUHKIHA3U. Y BUIIa[Ky 3HAYHOTI'O MiBUILIEHHS PIBHA KpeaTUHKIHA3H, a TAaKOXK
IIpU [iarHOCTYyBaHHi a0o migo3pi Ha MiomaTito/pabmomionia 3acTocyBaHHs iHTiOiTOPiB [MI-KOA-
PenyKTas3u CIifi IPUIUHUTU. IMyHOCynpecopu (Hanpukaao yuK/aA0CNOPUH, e8epoaimyc, Cupoaimyc i
makposimyc). LlukaocnopuH: (payKOHa30J1 3HAYHO MMigBUIllye KOHIeHTpalito Ta AUC HUKIOCIIOPUHY.
[Tpu omgHOYACHOMY 3aCTOCYBaHHi ¢GiyKoHa3omny y 0o3i 200 Mr/mo0y Ta IIMKIOCIOPUHY V [03i 2,7
Mr/Kr/moby croctepiranocs 30inbmenass AUC nukmocnopuny vy 1,8 pa3za. Li mpemapaTu MoOXHa
3aCTOCOBYBATH OOHOYACHO 3a YMOBH 3MEHIIIEHHS 103U LIUKJIOCIIOPUHY 3aJIe3KHO Bifl 100
KOHIIeHTpallil.

Esepoaimyc: prnykoHa301 MOXKe IiABUIIYBaTU KOHILIEHTPAIIiI0 EBEPOIIMYCY B CUPOBATIi KPOBi Yepes
npurHideHHsT CYP3A4. Cuposimyc: GIyKOHa3011 MiABUIIYE KOHI[EHTPALiI0 CUPOJIIMYCY Yy IJIa3Mi KPOBi
MMOBIPHO IIITXOM IIPUTHiYeHHS MeTaboniaMy cuposiMmycy depmerToM CYP3A4 Ta P-rrikonpoTreiHoM.
L1i mpenapaTy MOXHa 3aCTOCOBYBaTH ONHOYACHO 3a YMOBU KOPUTYBaHHS [O3U CUPOJIIMYCY 3aJIe’KHO
Bifl piBHS KOHIIEHTpalil Ta e(eKTiB mpenapary.

Takpoaimyc: GpnyKoHa307I MOXKe IMigBUITYBAaTH KOHIIEHTPAIliI0 TAKPOJIIMyCy B CUPOBATII KPOBi 10 5
pasiB Ipu #0ro nepopasbHOMY 3aCTOCYBaHHI Yepe3 MpUTrHiueHHsT MeTabo/Ii3My TaKpotiMycy
dbepmenTom CYP3A4 y kuime4yHuKy. [Ipy BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIIoCTepiranocs 3HaYHUX 3MiH (papMaKOKiHeTHUKH. [liiBUIEH]I PiBHI TAKPOIIMYCY acOILiI0IOTECS 3
He(pPOTOKCUYHICTIO. [103y TaKPOJIIMyCy AJIS IEPOPAIbHOT0 3aCTOCYBaHHS CIIif 3HUKYBaTH 3aJIe’KHO
Big 10T0 KOHIIEHTPAIIii.

Jlo3dapman: priyKoHa30/1 IPUTHiYy€e MeTaboIi3M J103apTaHy [0 Moro akTuBHOTO MeTabomity (E-31
74), mo o0yMOBIIO€ OinbIlly YaCTUHY aHTaroHi3My [0 pellenTopiB aHrioTeH3uHy Il mig yac
3aCTOCYBaHHA JI03apTaHy. PekoMeHnoBaHUY TOCTIMHUY MOHITOPUHT apTepiaabHOr0 TUCKY Y
IalieHTiB.

MemadoH: GpiyKoHa30J71 MOXKe MifBUITyBaTH KOHLIEHTPALIil0 MeTaflOHy Y CHUPOBATIi KpoBi. [Tpu
OJHOYAaCHOMY 3aCTOCYBaHHiI MeTafioHy Ta (GIIYKOHA30/1y MoXe OyTH HeoOXimHMM KOPUTYBAHHS 03U
MeTafioHy.

HecmepoidHi npomu3anaavHi npenapamu: Ipyu OGHOYaCHOMY 3aCTOCYBaHHI 3 ¢ykoHa3osnoM C,,. Ta
AUC ¢nypbinpodeny nigsumysanucs Ha 23 % Ta 81 % BigmoBigHO MOPiBHSAHO 3 BiATIOBIgHUMHU
IIOKa3HUKaMU [IPY 3aCTOCYBaHHI TinbKu (QrypOinpodery. AHANIOTiYHO IPU OGHOYACHOMY
3acTocyBaHHi prykKoHa3ony 3 pauemignuM ibynpodenom (400 mr) C,,, Ta AUC hapmMakoiorivHo
aKTHBHOTO i30Mepy S-( )-ibynpodeny migeuiyBanucs Ha 15 % Ta 82 % BiAmoBigHO MOPIBHIHO 3
BiATIOBigHMMMU MMOKa3HWKaMU IIPU 3aCTOCYBaHHI TiJIbKYM palleMidHoro i0ynpodeHy.

®yKOHA30JI MOTEHIINHO 30aTHUM MigBULIYBAaTU CUCTEMHY eKcrno3uiito inmmux HII3TI, mo
MeTabomnizyoTbcs CYP2C9 (HanpuKkian HallpOKCEHY, IOPHOKCHUKAMY, MEJIOKCUKaMY,
nuknodeHaky). PeKOMeHOyeThCs TepioguYHMUIi MOHITOPUHT MOOIYHUX peakiliit Ta TOKCUYHUX
nposiBiB, OB’ s13aHux i3 HII3I1. Moxe OyTu nmotpibHe Kopurysanus mo3u HIT3II.



®eHimoiH: HITyKOHA30/I IPUTHIUYyE MeTaboi3M (eHiToiHy B nedinii. OqHo4acHe GaraTopa3ose
3actocyBaHHS 200 MT priykoHa30my Ta 250 Mr GeHiTOIHY BHYTPIIIHHOBEHHO IPU3BOAUTE 10
nigsuuierHs AUC,, denitoiny Ha 75 % Ta C,;, Ha 128 %. [Ipu ogHOYACHOMY 3aCTOCYBaHHI IIUX
JIiKapChKUX 3aco0iB CIIifl IPOBOOUTH MOHITOPUHT KOHIIEHTpalii GeHiTOIHY y CHpOBaTLli KPOBi O
YHUKHEHHS PO3BUTKY TOKCHYHOI il HeHiTOoIHy.

ITpedHi30oH: IOBIIOMIISAIOCS IPO BUMIAAOK, KOIM Y MallieHTa IMicig TpaHCIJIaHTallil TeYiHKY Ha TJIi
3aCTOCYBaHHS IIPeAHI30HY PO3BUHYIACS TOCTPa HEHOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BUHUKJIA MiC/IS IPUIIMHEHHS TPUMICIYHOTO KypCy Teparil GayKoHa30/10M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, UMOBIPHO, CIPUUYMHUIIO TOCUNIEeHHS akKTUBHOCTI CYP3A4, 1m0 npu3seno
[0 IpUCKOpeHHs MeTabomi3My npegHi3ony. Criifl peTenbHO CTEXUTH 3a NalliEeHTaMH, SIKi IPOTIToM
TPUBAJIOTO YaCy OOGHOYACHO 3aCTOCOBYIOTH (DIIYKOHA30J1 Ta MPEOHI30H, 3 METOI0 IOTepeaKeHHS
PO3BUTKY HEIOCTATHOCTI KOPY HaJHUPKOBUX 3a/I03 IiC/Isl MPUIIMHEHHST 3aCTOCYBaHHS (DIIYKOHA307Y.

PugabymuH: GrykoHa30J MiABUIIYE KOHIIEHTPaIi0 prdabyTUHY B CUPOBATII KPOBi, IO IIPU3BOAUTD
no 36inbmenHs AUC pudabytury go 80 %. [Tpu ogHOYacHOMY 3aCTOCYyBaHHI (PIyKOHa307Ty Ta
pudabyTuHy MOBiMOMIISIIOCS IIPO BUIIAAKK PO3BUTKY yBeiTy. IIpu 3acTocyBaHHI Takoi KoMOiHallil
JiKapchbKuX 3aco0iB cig 6paTé OO yBaru CUMIITOMHU TOKCUYHOI Oil pudabyTuny.

CaxkeiHasip: dnykonason migsurnye AUC ta C,,, cakBiHaBipy nmpubau3uo Ha 50 % Ta 55 % BifgmoBigHO
yepe3 NpUTHideHHS MeTabo0i3My cakBiHaBipy y neuinni ¢pepmerntom CYP3A4 Ta yepes iHriOyBaHHSA
P-rnikonpoteiny. B3aemonil Mix (IyKOHa30710M Ta CaKBiHaBipOM/PUTOHABIPOM He JOCIiAXKYBaIXCH,
TOMY BOHU MOXKYTb OyTHy 6inbll BupaxkeHUMU. Moxke OyTH HeOOXiTHUM KODUT'YBaHHS [O3U
CakBiHaBIPY.

IToxiOHi cynbhoHICeH08UHU: TIPA OOGHOYACHOMY 3aCTOCYBaHHi (TyKOHA30JI IPOJIOHTYE TEPiofN
HalliBBUBEJIeHHS TIePOPabHUX MOXITHUX CYIbGOHIIICEYOBUHY (XJI0pIponaMiny, rmibeHKIaminy,
riimizumy Ta TonbyTaMiny) IpH iX 3aCTOCYBaHHI 3HOPOBUM HOOPOBOJBLSM. PeKOMEHIYETHCS
IIPOBOJUTY YaCTUU KOHTPOJIB I[yPKY B KPOBI Ta BiANOBITHUM YHMHOM 3HUKYBaTHU 0O3Y MOXiGHUX
CyNb(}OHINICEYOBUHY NIPYU ONHOYACHOMY 3aCTOCYBaHHI i3 (HIIyKOHA30/I0M.

Teoginin: 3acTocyBaHHS (PryKoHa30my 1o 200 Mr npoTtsarom 14 [HIB IPU3BEJIO N0 3HUKEHHS
CepenHbOro KiipeHcy Teodininy y mma3Mi KpoBi Ha 18 %. 3a malieHTamMu, sKi 3aCTOCOBYIOTh Teodinin
y BUCOKUX [03ax abo sIKi MaloTh MigBUILEeHUH PU3UK PO3BUTKY TOKCUYHUX MPOSIBIB TeodiniHy 3 iHIIMX
IPUAYMH, CJIifl BCTAHOBUTH HATJISM OO0 BUSBIEHHS O3HAK PO3BUTKY TOKCUYHOI Ail TEOQiiHy.
Tepamito ciig 3MIHUTH IIPU MOSBI 03HAaK TOKCUYHOCTI.

Ankanoiou 6apeiHky: GprnykoHa3oJ, iMoBipHO, yepe3 iHridyBanus CYP3A4 MoxKe MifBUITyBaTH
KOHIIEHTPaAIlil0 ajKasoifiB 0apBiHKY y MIa3Mi KpoBi (HalprKiag BIHKPUCTUHY Ta BiHOIACTUHY), 110
IIPU3BOOUTH 10 PO3BUTKY HEUPOTOKCHUYHUX €(EKTIB.

Bimamin A: IOBiIOMIISITIOCS, IO y TaLliEHTa, IKAU OQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHCIOTY (KuciaoTHa ¢hopma BiTaminy A) Ta ¢hIyKoHa3071, criocTepiranucs nodiuni peakirii 3 6oky LITHC
y ¢opMi IceBIOTYMOPY I'OJIOBHOTO MO3KY, 1[0 3HUK MicIsd BigMiHu (ykoHa3omy. Lli mikapchki 3acobu
MO2KHa 3aCTOCOBYBAaTH OMHOYACHO, ajle CIIif ImaM’aTaTé PO PU3UK BUHUKHEHHS MOOIYHUX peakiiil 3
6oky LTHC.

BopukoHa3so (iH2ibimop CYP2C9 ma CYP3A4): ogHOYaCHe 3aCTOCYyBaHHS BOPUKOHA30JTy ITepOpaIbHO
(mo 400 mr KoxHi 12 rogus npoTsarom 1 gHs, moTiM mo 200 Mr KoxHi 12 rogud npoTAarom 2,5 gHS) Ta
bmykoHa3o0iy nmepopanbHO (400 Mr y nepiunii feHb, oTiM 1o 200 Mr KoXHi 24 TOOUHYU IPOTATOM 4
OHiB) 8 3MOpoBUM JOOPOBOIBIIIM YOJI0BiYOl cTaTi mpu3sesno ao migBuienHs C,,, Ta AUC,
BOPHMKOHA3011y B cepenaboMy 10 57 % (90 % OI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %, 128 %)



BigmoBigHO. HeBimoMo, 41 MpHU3BOAUTh 3HUKEHHS 103U Ta/ab0 YaCTOTH 3aCTOCYBaHHS BOPUKOHA30ITY
abo GIykKoHA30Iy [0 YCYHEHHS Takoro egekTy. IIpu 3acToCcyBaHHI BOPUKOHA30JTY MiCs
(bIyKOHA30I1y CIIifl MPOBOOUTH CIIOCTEPEXEeHHS 1010 PO3BUTKY MoOiuHMX e(eKTiB, acoIiiioBaHux i3
BOPUKOHA30JI0M.

3udosyouH: pnykona3zon nigsuiye C, .. Ta AUC 3upmoBynuny Ha 84 % Tta 74 % BigmoBigHO, 1110
3yYMOBJIEHO 3HUKEHHIM KITipeHCYy 3U0BYOUHY NpUOIN3HO Ha 45 % IIpHu HOT0 IepopaabHOMY
3actocyBaHHi. [lepion HaniBBUBeOeHHS 3UIOBYAUHY OyB TaK0XK IIONOBXKeHUM mpubnu3no Ha 128 %
micis 3acTocyBaHHS KoMOiHallii GyKoHa30/1y Ta 3UOBYOUHY. 3a MallieHTaMu, 5IKi 3aCTOCOBYIOTh
TakKy Kom0OiHalliio TikapchbKux 3aco0iB, CJIifl clocTepiraTy IOA0 PO3BUTKY IMOOIYHUX peakKIlii,
II0B’sI3aHUX 13 3UNOBYIUHOM. MOXHa PO3IJIAHYTU OOLIIbHICTh 3HUXKEHHS 103U 3ULOBYAUHY.

A3umpoMiluH: JXOOHUX 3HAUYLIUX papMaKOKIHETUUHUX B3a€EMOfiX MiXK (PIIyKOHA30I0M Ta
a3UTPOMIIIMHOM BUSBJIEHO He 0yJI0.

ITepopasvHi KOHMpauenmueu: IpPX 3aCTOCYBaHHI (IyKoHa305y y 703i 50 MTr BIIMBY Ha PiBEHb
TOPMOHIB He CIIOCTepiranocs, TOfi IK IIpU 3aCToCyBaHHi (ykoHa3omy ¥ go3i 200 mr Ha moby AUC
eTHUHinecTtpagiony 30insiyBasnocs Ha 40 % Ta neBoHoprecTpeny — Ha 24 %. Lle CBiIuuTh PO Te, II0
faraTopa3oBe 3aCTOCYBaHHS (GIYKOHA30Jy V 3a3HAYEHUX [03aX HaBPS YU MOXKe BIJIUBATH Ha
e(heKTUBHICTE KOMOIHOBAHOTO ITEePOPaIbHOr0 KOHTPALIETITHUBY.

Isaka¢pmop: cynyTHE 3aCTOCYyBaHHS 3 iBaKa)TOPOM, MiACUIIOBAYEM MYKOBICIIMAO3HOTO
TpaHCMeMOPaHHOT0 PerygTopa MPOBigHOCTI, MiABUIIYE €KCIO3UIIiI0 iBakadTOpy B 3 pa3y, a
rigpokcumeTtuniBakadTopy (M1) - 1,9 pasa. [I51s maiieHTiB, AKi OHOYACHO 3aCTOCOBYIOThH ITOMipHIi
inribitopu CYP3A, Taki 9K QpIyKOHa30JI i epUTPOMIIINH, PEKOMEHAYEThCS 3HUKEHHS NO3U
iBakadTopy mo 150 Mr oguH pa3 Ha [o0y.

Oco06.1ueocmi 3acmocyeaHHsi.

KaHoudo3s. JocnifxeHHs MoKa3any 30i/blIeHHS omupeHocTi iHdeki suaiB Candida, kpim C.
albicans. Bouu 4acTo CTiiKi 3a cBO€I0 mpuponoto (Hampukiapm, C. krusei ta C. auris) abo BUSIBIISIIOTh
3HUKEHY CIPUUHATIUBICTE 70 hrykonasony (C. glabrata). Taki indexuii MoxyTh moTpebyBaTH
aJIbTePHATHBHOI MPOTUTPUOKOBOI Tepalii JOJaTKOBO MMic/is Hee(peKTHBHOCTI IOIePegHbOol Tepairii.
Tomy peKOMeHIy€eThCst OpaTu J0 YBAru MOIKUPEHICTh Pe3UCTEeHTHOCTI pi3Hux BumiB Candida no
(bIyKOHa301y.

Lepmamodgimia. BiinoBigHO A0 pe3yNbTaTiB AOCTIAKEeHHS (PIIyKOHA30/Iy I JiKyBaHHS OepMaTodiTil
y Oitel, GpIyKOHa30/1 He MepeBullye rpu3eodyibBiH 3a e(PeKTUBHICTIO i 3arajJlbHUM TOKAa3HUK
eexkTuBHOCTI cTaHOBUTH MeHIe 20 %. ToMmy ¢hIyKOHA30J He CIIifl 3aCTOCOBYBATH OISl JIiKyBaHHS
nepMaTodiTii.

Kpunmoxkoko3. [loka3iB e(peKTUBHOCTI (hTyKOHA30JIy [AJIS JTiKyBaHHS KPUITOKOKO3Y iHIIKX
JIoKaJIi3aliil (Hanpukiaj JereHeBoro KpUITOKOKO3Y Ta KPUIITOKOKO3Y LIKIipK) HeZOCTaTHbO, TOMY
PeKOMeH[aliil IoA0 4O030BOr0 PEXUMY [JIs JIIKYBAHHS TAKUX 3aXBOPIOBAHb HEMAE.

I'nuboki eHOemiuHi Miko3u. [loka3iB eheKTUBHOCTI (DITyKOHA301y AT JTiKyBaHHS iHIIUX Gopm
eHJIeMiYHMX MiKO03iB, TaKMX K IapaKOKIHUIi0IHOMIK03, TiCTOM/Ta3M03 Ta MKipHO-TiM(paTUIHUK
CIIOPOTPHUX03, HEJOCTAaTHHO, TOMY PEKOMEHAII! 00 [030BOTO PEXKUMY OJIS TiIKyBaHHS TaKUX
3aXBOPIOBaHb HEMaAE.

Hupkosa cucmema. I1aniedTam i3 mopyueHHIM (QYHKIIM HUPOK IIpenapar Cllif 3aCTOCOBYBaTH 3



obepexkHicTIO (DuB. po3min «Cmocib 3aCTOCyBaHHS Ta MO3U»).

Hedocmamuicmb HaOHUpPKoBuxX 3a103. KeTOKOHA3011, SIK BifOMO, CIIPUYHMHSE HEOOCTATHICTh
HATHUPKOBUX 3aJI03, i Ile TAKO0XK MOXKe CTOCYBAaTHUCS (IYKOHA30Jy, X04a CIIOCTEPITaETHCS PigKO.
HepocTaTHiCTh HAMHUPKOBUX 3aJ103, IO MOB’sI3aHa 3 OMHOYACHUM JTiKyBaHHSM, OIIMCaHa B PO3Misi
«Brnus ¢rykoHa3omy Ha iHmI JikapchKi 3aco0u».

I'enamobiaiapHa cucmema. TlanieHTam i3 mopyueHHSIM GYHKIIIM Te4iHKY Ipenapar Ciif
3aCTOCOBYBaTH 3 00€peXkKHiCTI0. 3aCTOCYBaHHS (DITYKOHA30JIY aCOIIil0BAIOCS 3 BUHUKHEHHSIM
PiOKICHUX BUIIafKiB PO3BUTKY TSAXKKOI rellaTOTOKCHYHOCTI, BK/II0Yal04y JieTajlbHi BUMIa[KU, TOJIOBHUM
YUHOM Y IAI[i€HTIB i3 TAXKKUMUA OCHOBHUMU 3aXBOPIOBAHHAMHU. Y pa3i, KOJIU PO3BUTOK
remnaTOTOKCUYHOCTI acoIlifoBaBCs i3 3aCTOCYBaHHAM (IyKOHa3071y, He Oy0 Bif3HaueHo ii IBHOI
3aJIe3KHOCTI Bifl 3aranbHoi 4060BOI 403U IIpemnapary, TPUBaNoCTi Teparmii, cTaTi abo BiKy mallieHTa.
3a3Buyall TeNaTOTOKCUYHICTh, CIpUYMHeHa (PrryKoHa30710M, 000POTHA, a ii MPOsIBY 3HUKAIOTH MiCTIs
IPUIMHEHHS Teparil.

3a malfieHTaMH, y SKUX IIPU 3aCTOCYBaHHi (PIIyKOHA30/1y CIIOCTEPIraloThCS BiIXUIEHHS pe3ybTaTiB
GYHKIIOHABHUX P00 MeYiHKY, CMTifl BCTAHOBUTYU PETENIbHUM HATJISA[ 000 PO3BUTKY OiNIbII TIKKOTO
ypaXeHHS [IeYiHKU.

[TamieHTiB cif npoiH@OpPMyBaTH PO CUMIITOMH, III0 MOXKYTh CBifYUTH IIPO CEPHO3HUM BIIJIUB Ha
NeYiHKy (BUpaXkKeHa acTeHis, aHOPeKCis, MOoCTiiHa HyfoTa, 6/1I0BaHHS Ta KOBTSHHUILIL). Y TaKOMYy pasi
3acToCyBaHHS (HDITYKOHA30IY CJIii HEeraHO IPUIIMHUTY Ta IPOKOHCYJIbTYBATUCS 3 JIiIKApeM.

Cepuego-cyOouHHa cucmema. Jlesiki a30u, y TOMY 4YHUCIi ¥ HIIyKOHA30J1, aCOLII0I0THCS i3
nonoBxeHHAM iHTepBany QT Ha enekTpokappiorpami. IToBigoMismocsa Ipo AyKe PiAKiCHI BUTagKu
nofoBxXKeHHA iHTepBany QT Ta mapokcu3MasbHOI LITYHOYKOBOI TaxiKapmil TUIy «IipyeT» NIpu
3aCTOCyBaHHI (yKoHa305y. Taki MoBiqOMIEHHS CTOCYBAIACS MALi€HTIB i3 TIXKKUMU
3aXBOPIOBaHHSIMHU IIpU NOE€OHAHHI 6araThox (HakTopiB PU3UKY, TaKUX IK CTPYKTYPHi 3aXBOPIOBaHHS
ceplis, IOpYyIIeHHs eJeKTPOJIiTHOro 00MiHy Ta OffHOYACHe 3aCTOCYBaHHS iHIINMX JiKapChKUX 3ac00iB,
110 BI/IMBaIOTh Ha iHTepBan QT.

®nykoHa30: cifl 3 06epekXHICTIO 3aCTOCOBYBATH TAIliEHTaM i3 PU3UKOM PO3BUTKY apUTMiid.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 MiKapchKUMM 3acobaMu, 1110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoThcs 3a gonomoroio hepmenTy CYP3A4 nutoxpomy P450, mpoTumoka3aHe.
I'anopaumpun. I'anodantpus € cydctpatom pepmenty CYP3A4 i mpomnounrye intepsan QTc npu
3aCTOCYBaHHI y PEKOMEHIOBaHUX TepaleBTUYHUX fo3ax. OmHOYacCHe 3aCTOCYBaHHS rajloaHTPUHY Ta
(bITyKOHa30/1y He PEKOMEHYETHCH.

Llepmamonoeziuni peakuyii. ITig 9ac 3acTocyBaHHS (HIIyKOHA30Iy PiAKO MOBIJOMIIANIOCS IIPO PO3BUTOK
TaKuX eKC(POomiaTUBHUX MIKIPHUX peakilid, K cuHapoM CTiBeHca — [[?)KOHCOHA Ta TOKCUYHUU
enigepManbHul Hekponis. [TamienTu 31 CHIloM Ginbll CXUTBbHI 00 PO3BUTKY TAKKUX ITKipHUX
peaxilii mpu 3aCTOCYBaHHI 0araTboX JiKapChKUX 3aco0iB. fAKINO y MallieHTa i3 TOBEPXHEBOIO
rpubKOoBOI0 iH(DeKITier0 3’ IBNISII0THCS BUCHUIIAHHS, SKi MOXKHA ITOB’SI3aTH i3 3aCTOCYBAaHHSIM
(byKOHa3011y, IToAasbllle 3aCTOCYBaHHS IIpenaparTy CIif IPUIXHUTHU. fKIIO0 Y MallieHTa 3
iHBa3MBHOI0/CUCTEMHOIO I'PHOKOBOI0 iH(EKIIi€I0 3’ IBISIOTHCS BUCUIIM Ha IKipi, 3a HOr0 CTAHOM
IOTPiOHO peTesbHO CIIOCTEPIraTH, a y pa3di PO3BUTKY OyJIbO3HUX BUCUIIIB a00 MyIbTU(POPMHOI
epUTEeMH 3aCTOCYyBaHHS (DITYKOHA30Y CJIifi MPUNUHUTHU. [T0BiIOMISANIOCS IPO MeIUKaMEHTO3HY
peaxilito 3 eo3uHodinieio Ta cucteMauMy cuMmntoMaMu (DRESS-cunapom).

I'inepuymaugicmy. Y pigkKiCHUX BHIIafiKaX MOBIJOMIISNIOCS PO PO3BUTOK aHa(inaKTUYHUX peakiliil.



ITumoxpom P450. ®nykoHa301 € TOTyKHUM iHTi0iTopoM dhepmerHTy CYP2C9 Ta moMipHUM
inribiTopom dhepmenty CYP3A4. Takox ¢nykoHa3on € inriitopom hepmenty CYP2C19. Crin
CIIOCTEpIraTy 3a CTAHOM IIalli€HTIB, SIKi OMHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta IpenapaTH 3
BY3bKHM TepalleBTUYHUM BiKHOM, 1110 MeTabomi3yoThcs 3a yuactio CYP2C9, CYP2C19 ta CYP3A4.

Tepgperadun. Crig peTeIbHO CIIOCTEPIraT 3a CTAHOM IallieHTa IMPY OJHOYaCHOMY 3aCTOCYBaHHI
tTepdeHaguny Ta GryKoHa30my y go3i menie 400 Mr Ha m00y.

LlonomidcHi pevoguHu. ITpenapat MiCTUTh 1akTO3y. [lallieHTaM 3 PiIKiICHUMU CIIafKOBUMU
3aXBOPIOBAHHSIMHU, TAKUMHU SIK HEIIEPEHOCHUMICTh raJlaKTO3H, HeMOCTATHICTh TaKTa3u Jlamma Ta
MasibabcopOilis TI0K03U-TajlakTo3H, He CJIifl 3aCTOCOBYBaTH 1€l Ipermapar.

3acmocyeanHs y nepiod eazimnocmi abo 200y8aHHs1 2py0dio.
BaritHicTe.

[laHi KiTbKOX THUCSY XKIiHOK, IKi OTPEMYyBaIu CyKynHY 103y < 150 mMr ¢nykonasomny y I TpumecTpi
BariTHOCTI, He CBiYaTh PO 30i/IbIIIEHHS 3arajbHOTO PU3UKY BUHUKHEHHS Bafl PO3BUTKY y Iyioda. B
OJHOMY BeTMKOMY 06cepBalliiHOMYy KOTOPTHOMY AOCTIiAKeHHi TepopaibHe 3aCTOCYBaHHS
dbrykoHa301my y I TpuMecTpi BariTHOCTI acoIlitoBaIoCs 3 AeSIKUM IigBUIIEeHHSIM PU3UKY PO3BUTKY Y
T171071a TTOPYIIeHb 3 00Ky OIIOPHO-PYXOBOTO araparty, 110 BimmoBimae mpubnu3Ho 1 momaTKoBOMY
Bunanky Ha 1000 XiHOK, sKi OTpUMYyBaIu CYKYyIIHY TepaneBTUYHY 03y <450 Mr, IOPiBHSAHO 3
JKiHKaMHU, SKi OTpUMYBalIu MicieBi a3oiu, i mpubnusHo 4 momaTkoBuM BunagkaM Ha 1000 XkiHOK, sKi
OTPUMYyBaJId KyMyJISATUBHI 003U moHax 450 mr. BigHocHu pusuk ctaHoBuB 1,29 (95 % mosipuuii
intepsan ([II) Big 1,05 mo 1,58) mpu nepopanbHOMY npuiiomi ¢pykoHa3ony B go3i 150 mr ta 1,98 (95
% HOI Big 1,23 mo 3,17) npu mo3ax moHap 450 mr.

[ToBimoMIIsinocs PO YUCIJIEHHI BPOOKEHi ITaTOIOTii y HOBOHAPOAXKEHUX (BKI04Yaouu Opaximnedartiio,
OMCIIIa3ii0 BYIIHOI paKOBUHM, HaAMipHE 30i/bIIIeHHS TepPegHbOr0 TiM'TYKa, BUKPUBIIEHHST CTETHA,
IIJIeYOIIPOMEHEBUM CUHOCTO3), MaTepi IKUX MpHUMany BUCOKi no3u ¢ykorazomny (400-800 mr/moby)
IIPOTSITOM IIPUHAWMHI TpbhoX abo OinbIlle MicALiB s JTiKyBaHHS KOKIMAiI0iM03Yy. 3B’I30K Mixk
3aCTOCYBaHHAM (hIyKOHA30Jly Ta IMMU BUNIaJKaMyi He BU3HAYEHUU.

HocnigKeHHs Ha TBapUHAX IIPOAEMOHCTPYBAJIU PENPONYKTUBHY TOKCAUYHICTE.

He cnip 3acTocoByBaTH 3BUYaikiHi 103U (PIIyKOHA30/Iy Ta KOPOTKOTPHBAJIi KYPCH JTiKyBaHHS
(bIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSITKOM HarasibHOI IIOTPeOH.

He cnig 3acTocoByBaTH BUCOKi 003U (PIyKOHA30 1y Ta/abo TpuBai KypcH NiKyBaHHS (HITyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIIKyBaHHS iH(EKLi, 10 TOTEHLIMHO 3arPOKYIOTh XKUTTIO.

['pynHe BUTOOOBYBaHHA.

®1yKoHA3071 BUSBISETHCSA B TPYIHOMY MOJIOLI B KOHIIEHTPALlisgX, OTM3bKUX [0 IJIa3MOBUX, TOMY HOT0
IIpH3HaYeHHs XKiHKaM y [Iepiofl JakTallil He peKOMEeHAYEThCA. [ pyaHe BUTOOBYBaHHS MOXKIIUBE
IIiCJI ODHOPa30BOT0 3aCTOCYBAHHS CTaHAAPTHOI 03U ¢GiykoHa3ony 200 Mr abo MeHol. ['pynaHe
BUTOJIOBYBaHHS HE PEKOMEHOYEThCS NpU DaraTopa3oBOMY 3aCTOCYBaHHI ab0 3aCTOCyBaHHI BUCOKUX
no3 GpIyKoHa30ITy.

QOepTUNLHICTS.




HocnifKeHHS Ha TBApXHAX YOJIOBiYOI Ta XKiHOYOI CTaTi He MPOAEMOHCTPYBa/IN BIUIUBY (PITyKOHA30IY
Ha (PepTUIbHICTS.

30amuicmb enaueamu Ha weudkKicmov peakuii npu KepyeaHHi asmompaHcnopmom a6o
iHwumMu mexaHizmamu.

HocnimkeHb BINIUBY (IYKOHA30Jly Ha 30aTHICTh KepyBaTH aBTOTPAHCIOPTOM abo ImpalioBaTH 3
IHIIMMY MeXaHi3MaMu He MPOBOIUIIH.

[TamieHTiB cnifg mpoiHGOpMyBaTH PO MOXKJIMBICTh PO3BUTKY 3allaMOpPO4YeHHS abo CyooM IIif 4ac
3aCTOCOBYBaHHS (priyKoHa30my. [Ipu PO3BUTKY TaKUX CUMIITOMIB HE PEKOMEHOYETLCS KEPYBATH
aBTOTPAHCIIOPTOM a00 MpaIfoBaTH 3 iHITUMU MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHs1 ma do3u.

Kancynu cnip koBratu uinumu. [Ipuiiom npenapaTy He 3a/1eXKUTh Biff IPUIOMY 1XKi.
Hopocai.

[IpenapaT 3aCTOCOBYIOTh IEPOPAJIBHO Y [03i 150 MI 0mIHOPa30Bo.

ITayieHmu AiMHbO20 BIKY.

[Ipu BimCYTHOCTI 0O3HaK IOPYIIEHHS (PYHKIiM HUPOK [JId JiKyBaHHS JaHOl KaTeropil maIfi€eHTiB
3aCTOCOBYIOTh 3BUYAUHY 03y, K [AJII JOPOCIIHUX.

ITopyweHHA PYHKUITU HUPOK.

®yKOHa30J1 BUBOAUTHLCSA B OCHOBHOMY 3 CEUY€El0 Y He3MiHeHOMY BUTJIAAL. [Ipu pa30oBOMy 3aCTOCYBaHHI
IIpernapaTy KOPUT'yBaTH 03y OaHiil KaTeropii maiieHTiB He MOTPiGHO.

ITopyweHnHsa ¢pyHKUIU NeviHKU.

®ykoHa3071 CIlif 3aCTOCOBYBaTH 3 00€PEXKHICTIO MallieHTaM i3 MOpyIeHHSIMHU (YHKIIH TediHKY,
OCKiNTbKHM iH(pOpMalil om0 3aCTOCyBaHHS (IYKOHA30J1y IIili KaTeropil maiieHTiB HeIOCTaTHEO.

Himu.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYBaHHS IIpenapaTy s JTiKyBaHHS T'eHiTalbHUX KaHAUIO03IB y miTen
He BCTAHOBJIEHI, He3BaXKalo4yy Ha BUYEPIIHI JaHi I[00 3aCTOCYBaHHA IIpenapary AiTaM. fAKINo icHye
HarajbHa moTpeba 3aCTOCyBaHHS IIpenapary miaiTkaM (BikoM Bif 12 mo 17 pokiB), ciin
3aCTOCOBYBaTHU 3BUYalHi 03U AJIS JOPOCIIUX.

Ilepedo3yeanHsi.

OTpuMaHO TOBiJOMJIEHHS IIPO TTepeno3yBaHHs (GIYKOHA30JI0M; OIHOYACHO TOBiJOMIISIIOCS TIPO



raJTIoIMHallil Ta MapaHoifaabHy MOBEHIHKY.

[Tpu nepeno3yBaHHi HEOOXiMHO ITPOBECTH CHMIITOMaTUYHY MigTPUMYIOUy Tepariiio Ta y pasi
HeOoOXiIHOCTi IPOMUTH IITYHOK.

®nyKoHa3071 3HAYHOIO MipOI0 eKCKPETYETHCS 3 ceuelo; (OpCcoBaHUM Aiype3 MOXKe IPUCKOPUTH
BUBeIEeHHS npenapaTy. CeaHc remMofianily TPUBaiCTIO 3 TOOUHU 3HUKYE PiBEHb PIYKOHA30JTYy V
na3Mi KpoBi mpu6nu3uo Ha 50 %.

ITo6iuni peakuii.

Haituacrime nmo6iunumu peakirisgmu (> 1/10) € romoBuu 6inb, 0i1b y YepeBHil MOPOKHUHI, Hiapes,
HymoTa, 6/10BaHHS, BUCUIIAHHS, IBUILIEHHS PiBHS allaHiHaMiHoTpaHchepasu (AJIT),
acnaptataMiHoTpaHcdepasu (ACT) Ta myxkHol pocdaTa3u KpoBi. [ OIiIHKM YaCTOTM BUHUKHEHHS
no0iYHMX peaKlliii BUKOPHUCTOBYIOTh TaKy Kilacudikaiito: gyxe gacto (> 1/10), gacto (> 1/1001i <
1/10), sewacto (> 1/1000 i < 1/100), pigko (> 1/10000i < 1/1000), gyxe pigko (< 1/10000) Ta
YacToTa HeBigoMa (HeMO3KJIMBO OIIIHUTH Ha IifACcTaBi HasIBHUX JAHUX).

Po3znadu 3 60Ky cucmemu Kpogi ma aimgpamuyHoi cucmemu.
HeuacTo: aHeMid.

Pigko: arpaHynouuTo3, TeHKoIeHis, HEUTPOIeHiss, TPOMOOLUTOIEHis.
Po3aadu 3 60Ky iMmyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaiyHi ma asimeHmapHi po3aaou.

HeuyacTo: 3HMXKEHHS alleTUTy.

Pigko: rineprpurnitepunemis, rinepxojiecTepuHeMis, TinoKagieMisa.
ITcuxiuHi nopyweHHA.

HeuacTo: 663COHHS, COHJIUBICTE.

Po3znadu 3 60Ky Hepeosoi cucmemu.

YacTo: ronoBHuUM 6ifb.

HeuacTo: cygomu, 3anamMopo4YeHHs, ITapecTesii, MOpylIeHHsS CMaKy.
Pigxo: Tpemop.

Po3nadu 3 60Ky opaaHie cayxy ma secmubyaspHO20 anapamy.
Heuacro: BepTuro.

Posaadu 3 60Ky cepus.

Pigko: mapokcu3ManbHa LMITyHOYKOBA TaXiKaphisi TUIY «IIipyeT», MOAoBXeHHd iHTepsany QT.



Po3aadu 3 60Ky WayHKOBO-KUWKOB020 MPAKmy.

YacTo: 0inb y YepeBHill TOPOXKHUHI, Jiapesi, HymoTa, OII0BaHHS.
Heuacrto: 3anop, gucrerncis, MeTeopusM, CyXiCTb ¥ POTI.
I'enamobiaiapHi po3aadu.

Yacro: migBullleHHS PiBHS anaHiHaMmiHOTpaHCdepa3u (AJIT), acnapraTaminoTpancdepasu (ACT),
ykHO1 hocdaTa3u KpPoBi.

HeuacTo: xonecTas, JKOBTSIHUIIS, iIBUIIIEHHS PiBHS Oinmipybiny.

Pigko: mediHKoBa HEIOCTATHICTh, TeNaTOLEIONISAPHUAN HEKPO3, TeaTUTH, TeNaToLeoIIspHe
ypaxkKeHHS.

Po3saadu 3 60Ky wkipu ma nidwKipHOi MKAHUHU.
YacTo: BUCUIIaHHA.

Heuacro: cBepOixk, MegUKaMeHTO3HUM AePMaTUT, BKIII0Yaiouu (ikCOBaHUY MeIUKaMEHTO3HUN
IepMaTHUT, KPOIIUB'IHKA, MifBUIlleHe [I0OTOBULIJIEHHS.

Pigko: TOKCUYHUY emifepManbHUN HEKPOJIi3, cuHapoM CTiBeHCa — J[2KOHCOHA, TOCTPUU
reHepasi3oBaHUY eK3aHTeMaTO3HUY IyCTYyIb03, €KCQOIiaTUBHUYN AEePMaTUT, aHTIOHEBPOTUYHUYI
HaOpsK, HAOPSIK 00/IMYYsI, aJTOIellis.

YacToTa HeBifoMa: MeilMKaMeHTO3Ha peakilis 3 eo3uHodimieto i cuctemuumu nposieamu (DRESS).
Po3nadu 3 60Ky onopHO-pyx08020 anapamy ma Cnoay4HOi MKAHUHU.

Heuacrto: mianris.

3azanvHi po3aadu.

Heuacrto: mifBsuilieHa BTOMJIIOBaHICTh, HE3yKaHHS, aCTeHisd, rapsg4ka.

Himu.

YacToTa Ta XxapakTep nobiyHuX peakiiiil i BinxuieHs Bif HOpMU pe3yJIbTaTiB 1ab0paTOPHUX aHaMi3iB y
XOfi KITiHIYHUX JOCTigXKeHb (PIIyKOHA301y 3 y4acTIO AiTel CIiBCTaBHI 3 TAKUMU Y JOPOCIIHX.

Tepmin npudamHocmi. 4 POKH.

YMoBu 30epiranHsi.

30epiratu npu TeMiepaTypi He Buille 25 °C B opuriHaibHil yIaKOBI B HEJOCTYIIHOMY OIS HiTei
Micti.



VYnaxoBka.

ITo 1 kamcymni y 6mictepi; mo 1 6micTepy B KapTOHHiN KOPOOITi.

Kareropis Bignmycky. bes penenra.

BupoOHHK.

Mepokewmi JIT]I (Hentpansuuit 3aBon)/Medochemie LTD (Central Factory).

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaJKeHHsI Tis/IbHOCTI.
1-10 Byn. Koncrautunynonec, Jlimaccon, 3011, Kinp/

1-10 Constantinoupoleos Street, Limassol, 3011, Cyprus.



