IHCTPYKIIA

IJIs1 METUIHOT O 3aCTOCYBAaHHSI JTIKaPCHKOT0 3aCO0y

®JIYKOHA30JI

(FLUCONAZOLE)

Cknao:
ditoua peuosuHa: HITYKOHA3OTI;
1 Tabnetka mMictTuth dpnykonasdony 50 mr, 100 mr, 150 mr;

donomidcHi peyoguHU: JTAKTO3U MOHOTIAPAT, KPOXMaJlb KapTOIITHUY, IIOBIOH, KPEMHIIO
mioKcHup KonoigHui 0e3BOJHUM, HATPiI0 KpOoCcKapMeso3a, MarHilo cTeapar, TilipoMeno3a
(TigPOKCHUIIPOIiI-MeTUNIEN0N103a), TuTany Aiokcup (E 171), Tanbk, nomietuneHrnikoas 6000
(makporon 6000), momicopbat 80.

JIikapcbka ¢opma. TabmeTku, BKpUTi 0007I0HKOIO.

OcHosHi (pizuko-ximiuHi 81acmusocmi: TabIETKU KPYTiol GopMH, BKPUTi 000710HKO0, 0iloro
abo maiixke 6isToTo KOJbOPY, BEPXHS Ta HUXKHS [TOBEPXHS AKUX OnyKii. Ha po3mami npu
PO3TINsAfaHHI Mif Y0 BUOHO AP0, OTOYEHE OOHUM CYLIJIbHAM IIapoM.

dapMakoTepaneBTHYHA rpyna. [IpoTurpubkoBi 3aco0u [JIsi CHCTEMHOTO 3aCTOCyBaHHS. [ToxinHi
tpuazony. Kog ATX JO2A CO1.

dPapmakonoziuHi e1acmueocmi.
dapmakoduHamika.

Mexani3M mii.

®nykoHa30J1, TpOoTUTrpuOKOBUiL 3acib Ky1acy TpUa3oJIiB - MOTYKHUMN Ta CeJIEKTUBHUY iHTiOiTOD
rpubKoBUX HepMeHTIB, HeOOXiTHUX [IJIs CHHTE3Y eprocTepoiny. [IlepBUHHUM MexXaHi3MOM Horo fii €
IPUTHiIYeHHS rpubKoBoro 14 anbda-1aHOCTEPO-IeMeTUII0BaHHS, 0II0CEPEeIKOBAaHOT0 IIUTOXPOMOM
P450, 110 € HeBifg'eMHUM eTanoM 6iocuHTe3y IPUOKOBOT0 eprocrepony. AKymynsiia 14 anbda-MeTun-
CTEPOJIiB KOPEJIIOE 3 MOMIaIbIIO0 BTPATOI eProcTeposy MeMOpaHoo rpuOKOBOL KITITUHU Ta MOXKe
BiiMOBiaTy 3a MPOTUTPUOKOBY aKTUBHICTEL GriyKoHa307y. ®IyKOHA307 € GinbIll CEIEKTUBHUM [0
rpubkoBuX hepMeHTiB uToxpomy P450, Hixk mo pisHuX cucteM pepmenTiB nuToxpomy P450 ccasiiis.

3acTocyBaHHS QIyKOHa307y y mo3i 50 Mr Ha mo0y mpoTsaroM 28 mHIB He BIJTMBAE HA PiBeHb



TECTOCTEPOHY y IJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb eHOOTeHHUX CTEPOIMiB ¥ KiHOK
pemnponyKTuBHOTo Biky. ®mykoHa3on y mo3i 200-400 Mr Ha mo6y He MPOSIBIISIE KITIHIYHO 3HAYYLIOTO
BIIJIUBY Ha PiBEHb €HIOT€HHUX CTEPOifiB abo Ha BigmoBimb Ha ctumynsiito AKTT y 3mopoBux
nOOPOBOJIBIIIB YOJIOBIYOI CTATI.

HocnmigXeHHsT B3a€MO{Iil 3 aHTUIMIIPUHOM IIPOAEMOHCTPYBaJIO, 10 3aCTOCyBaHHS 50 Mr QIyKOHA30/1y
OJHOPa30BO YX 0araTopasoBO He BIIJIUBAE Ha MeTa00si3M aHTUIIIPUHY.

YyTHIUBICTSE in Vitro.

®nykoHa307 in Vitro eMOHCTPY€E NIPOTUTPUOKOBY aKTUBHICTL CTOCOBHO BUAiB Candida, 110
BUHUMKAIOTh HaMvacTime (Bkmtovarouu C.albicans, C.parapsilosis, C.tropicalis).

Takox (ykKoHa3011 in vitro IeMOHCTPYE aKTUBHICTH K npotu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i IPOTH eHAEeMiYHUX ITiCHABUX I'pubiB Blastomices
dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

MexaHi3M pe3UCTEHTHOCTI.

Mikpooprauiamu pony Candida neMOHCTPYIOTh YHCEIbHI MeXaHi3MU PE3UCTEHTHOCTI 0 a30IbHUX
npoTUrpuOKOBUX 3ac00iB. PIyKOHA30JI AEMOHCTPYE BUCOKY MiHiManbHYy iHTiOyI049y KOHIIEHTpPALlil0
IPOTH ITaMiB rpubis, AKi MalTh 0guH abo GinbIlle MexaHi3MiB pe3UCTEHTHOCTI, 1110 HETaTUBHO
BII/IUBA€E Ha e()eKTUBHICTE in Vivo Ta y KiHiYHiM npakTutli. [IoBifoMIsIu PO BUNagKU PO3BUTKY
cynepindexuii Candida spp., kpim C.albicans, sKi 4aCTO MalOTh HU3bKY CTiMKIiCTh [0
dnykonazony (C.glabrata) abo criiiki go prnykoHasony (Hanpuknag C.krusei Ta C.auris). s
JIIKyBaHHS TaKUX BUIMA[KiB MOXYTh 3aCTOCOBYBaATHUCS ajlbTepPHATHUBHI IPOTUTPUOKOBI 3aC00H.

dapmakoKiHemuxka.

dapMaKOKiHEeTHYHI BIaCTUBOCTI (PIyKOHA30JTy € MOAiOHUMY IIPU BHYTPIIlTHLOBEHHOMY i
[IepopaibHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3om mobpe BCMOKTYETLCS IIPHU IIepOpaIbHOMY 3aCTOCYBaHHi, a piBeHb Ipemnapary y maa3Mmi
KpOBi i cuctemMHa 6iogocTymHicTh epeBulyioTh 90 % piBHS HIyKOHA30y Y MJ1a3Mi KPOBi, 1110
[OoCATa€eThCs NIPY BHYTPIIIHLOBEHHOMY BBeJeHHI npenapaTy. OfHOYacHe BXKUBAHHS 1Ki He BIIJIMBAE
Ha BCMOKTYBaHHS IIpenapaTy IIpU 10ro mepopajbHOMY 3aCTOCyBaHHI. [TikoBa KOHIIEHTpallis y mi1a3Mi
KpPOBi focaraeTtscs yepes 0,5-1,5 ronunm micng npunoMy npemnaparty. KoHlleHTpanisa npemnaparty y
IIJIa3Mi KPOBi MPOIOPIIifiHa [0 J03u. PiBHOBaXkHa KOHIIEHTpalisa Ha piBHI 90 % mocsAraeThCs Ha
OpyTui IeHb MiKyBaHHS IIPX 3aCTOCYBaHHI y IepIIUi IeHb HaBaHTaKyBaJIbHOI 103, 1110 BABiui
IIepeBUIIyE 3BUYaliHy J00O0BY HO3Y.

Po3noopmin.

0O06’eM po3smopiny TpubIu3HO NOPIBHIOE 3aralbHOMY BMICTY pifuHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oinkamu mima3Mu KpoBi Hu3bKe (11-12 %).



®nykoHa3om1 fobpe IPOHUKAE B YCi AOCTiAXKYyBaHi pifuHM opraHiaMy. PiBeHb QriykoHa305y y CIMHI Ta
MOKPOTHHHI € TOOIOHUM 10 KOHIIEHTPAllii mpemnapaTy y mja3Mi KpoBi. Y marieHTiB, XBopux Ha
rpubKOBUYM MEHIHTIT, piBeHb QIIYKOHA301y V CIHHHOMO3KOBIH pimuHi mocsirae 80 % KoHIeHTpalil y
IIJIa3Mi KPOBI.

Bucoki koHLeHTpallil ¢GIyKOHa301y y WKIpi, 10 TePeBUINYIOTh CHPOBATKOBI, HOCATAIOTHCS Y
porosoMy 1api, emigepMici, aepmi Ta moTi. ®J1yKOHAa30J1 HAKONUYYETHCA y POroBoMy wiapi. [Ipu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha go0y KOHIIeHTpalis GIyKoHa30iy micisa 12 gHiB niKyBaHHS
CTaHOBUJIa 73 MKT/T, a Yepe3 7 OHIB MiC/Is 3aBepIIeHHS JIIKyBaHHS KOHIIEHTpALlid BCe Ille CTaHOBUJIa
5,8 Mkr/r. [Ipu 3actocyBanHi fo3u 150 Mr 1 pa3 Ha TUXKAEHb KOHIIEHTPaligd (GIyKOHAa30Jly Ha 7 IeHb
JIiKyBaHHSI CTaHOBUNA 23,4 MKT/T; 4epe3 7 [OHIB MiCNIs 3aCTOCYBAHHS HACTYMHOL 03U KOHIIEHTpalisd
BCe Ile cTaHoBuIa 7,1 MKTI/T.

KonnenTpauis ¢hayKoHA301y y HIrTax micns 4 micsauiB 3actocyBarHs 150 Mr 1 pa3 Ha TUXKIEHb
cranoBuia 4,05 MKI/T y 3M0poBUx 10OpOBOJIBIIB Ta 1,8 MKTI/T IIpu 3aXBOPIOBAHHSX HITTiB;
GbyKOoHa30J1 BU3HAYaBCs Y 3pa3Kax HirtiB uepes 6 MicAIliB micis 3aBeplleHHS Teparil.

BioTpancdopmarris.

®nykoHa3on MeTabomi3yeThCsl He3HAYHOI0 Mipoto. [Ipu BBefIeHHi 103U, MideHOl pagioaKTUBHUMHU
izoTonamu, nuie 11 % ¢pnykoHa307ly eKCKPEeTYEThCA 3 Cedero y 3MiHeHOMY BUTIAAL. OIIyKOHA3071 €
cenleKTUBHUM iHribiTopoM i3odepmenTiB CYP2C9 ta CYP3A4, a Takox iHTiOiTOpOM i30hepMeHTY
CYP2C19.

Ekckpertii.

[Tepion HamiBBUBemeHHS GIYKOHA30Ty i3 MJIa3MU KPOBi cTaHOBUTH 61u3bK0 30 roguH. binbina
YJacTHHa IpenapaTy BUBOOUTLCA HUPKaMu, pudoMy 80 % BBe[eHOl 103U BUSABISAETHCA y Cediy
He3MiHeHOMY cTaHi. KiipeHc ¢ykoHa301y IpONoOpLIiiHuY 10 KIipeHCcy KpeaTuHiHy. LIUpKymo0dux
MeTaboJIiTiB HE BUSBIIEHO.

TpuBanuii nepion HamiBBUBEOEeHHS IIpenapaTy 3 IJ1a3MHU KPOBi Ja€ MOXKJIUBICTH pa30BOr0
3aCTOCYBaHHS IIpeliapaTy [IpU BariHaJabHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpenapaty 1 pa3 Ha
TUXK[EHb [IPU IHIUX [TI0Ka3aHHAX.

HupKoBa HEIOCTaTHICTE.

Y nmarieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOT0 CTyIeHs (IIBUAKICTh KIyO0ouKoBoi ¢inbTpatiii < 20
MJI/XB) TIepiof HamiBBUBeneHH 36inmbmryeTbesd 3 30 ropun fo 98 rogus. ToMmy wLil KaTeropil nalieHTiB
HeoOXimHO 3MiHUTH 003y GyKoHa30iy. ®IyKOHA30JT BUAAISETHCS IIUITXOM I'eMOIiali3y, Ta MEeHIIIOK0
MIpO10 - LIJIIXOM IHTpalepuToOHea bHOro gianidy. CeaHCc reMofiani3y TPpUBaIICTIO 3 TOOUHU 3HUXKYE
piBeHb QIyKOHA30Ty V mIa3Mi KpoBi mpubnu3Ho Ha 50 %.

[TaIieHTH TITHLOTO BIiKY.

3MiHM (papMaKOKIHETHKY Yy MAIi€HTIB JIITHOTO BiKy 3ajieXkaTh Bifl TapaMeTpiB (PyHKIIi! HUPOK.



Kniniuni xapakKTepuCTHKH.

Iloka3aHHA.

JIiKyBaHHS TaKUX 3aXBOPIOBaHb Y JOPOCIIUX:
- KPUIITOKOKOBUM MEHIHTIT;

- KOKITUAi01g03;

- iHBa3UBHIi KaHIUI03H;

- KaHU03M CIU30BUX 000JI0OHOK, BKJII0OUAI0YM KaHOUA03 POTOTJIOTKY Ta KaHAU03 CTPABOXOLY,
KaHOUOYPist, XPOHIYHUY KAHOUOO03 MIKipH i CTU30BUX 000JI0OHOK;

- XpOHiYHUY aTpoiuHNM KaHANK03 (KAaHAU03, CIPUYNHEHNN BUKOPUCTaHHAM 3yOHUX IIPOTE3iB) IPH
Hee(eKTUBHOCTI MiClIeBUX CTOMATOJIOTIYHUX TirieHiyHuX 3aco0iB;

- BariHalIbHUM KaHOUO03, TOCTPUM YK PELUAUBYIOUNY, KOJIX MiClieBa Tepallis He € JOPEeYHOI0;
- KaHOUOOo3HUM 0aslaHiT, KOIU MiclieBa Tepallis He € HOPeYHOIo;

- IepMaTOMiK03H, BKJIIOYal0U¥ MiK03 CTOII, MiKO3 I'JlafieHbKO]l IIKipH, ITaX0BUH
IepMaToMiko3, pisHoOapBHUM NHIlIal Ta KAHAKWOO3HI iHQeKIIi] WKipy, KoMK IToKa3aHo 3aCTOCOBYBATH
CHCTEMHY Tepartiio;

- mepMaTO(iTHUYN OHIXOMiKO03, KOJIM 3aCTOCYBaHHS iHIIKX JTIKAPCHKUX 3ac00iB HE € JOPEYHUM.
[TpodinakTuka TaKMX 3aXBOPIOBaHb y HOPOCIIHX:
- PeLUOUB KPUIITOKOKOBOTO MEHIHTITY Y IAI[iEHTIB 3 BUCOKMM PU3UKOM HOT0O PO3BUTKY;

- peluauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOoAy y malieHTiB 3 BIJI 3 BUCOKMM PU3UKOM MOT0
PO3BUTKY;

- 3HUKEHHS YaCTOTH PEeIUONBIB BariHaIbHOT0 KaHAUI03y (4 abo GinbIie BUMAAKX Ha PiK);

- npodinakTUKa KaHOIUOO3HUX iH(EKIIiN y MaI[i€HTiB i3 TPUBaIO HEUTPOIIEHI€I0 (HanpuKiaf,
IallleHTIB 31 3JI0IKICHUMHU 3aXBOPIOBAaHHAMU KPOBI, AKi OTPUMYIOTh XiMiOTepallilo YU NalieHTiB Ipu
TPaHCIIaHTallil TeMOMMOEeTUYHUX CTOBOYPOBUX KITITHH).

iTH.
3acTOCOBYBATH JIiKAapChKUM 3acib 3a3BUYal € MOXKJIMBUM Y Billi Bi 5 POKiB.

®1yKOHA3071 MOKHA 3aCTOCOBYBATH HiTSAM [JIs TiKyBaHHS KAHOUOO3iB CIM30BUX 000JI0HOK (KaHIUO03
POTOTJIOTKY, KAHAMA03 CTPAaBOXOAY), iHBa3MBHUX KaHAU03iB, KPUIITOKOKOBOTO MEHIHTITY Ta O
npodiTakKTUKY KaHAUA03HUX iHGEKIiN y MallieHTiB 31 3HUXKEeHUM iMyHiTeTOoM. [IpemapaT MoXKHa
3aCTOCOBYBATHU fK IiATPUMYIOYY Teparilo [jid [oNepeaKeHHs PeluauBy KPUIITOKOKOBOIO MEHIHTITY
y OiTeH i3 BUCOKUM PU3UKOM HMOT'0 PO3BUTKY.

Teparrito npenapaToM MOXHa PO3IOYUHATY 0 OTPUMAHHS Pe3yJIbTaTiB KyJIbTYPaJbHUX Ta IHIINUX
7abopaTOPHUX JOCIIIZKEeHb; ITiC/Ig OTPUMaHHS Pe3y/bTaTiB aHTHOaKTepiaabHy Tepalliio CIIif
CKOPHUTYBATHU BiAMIOBITHUM YMHOM.



IIpomunoka3aHHs.

- T'inepuyTnuBicTh M0 GIyKOHA30JTy, iHIINX a30IbHUX CIIONYK a00 00 OyOb-SKO0I 3 IOTIOMiXKHUX
PEYOBHH IIpenapary.

- OgHOYacHe 3aCTOCyBaHHA (DIIyKOHA30/Iy Ta TeppeHaguHy Nali€eHTaM, IKi 3aCTOCOBYIOTh
¢bnykoHa3oin 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3yibTaTaMu JOCHiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCyBaHHS (QIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC00iB, III0 TOIOBKYIOThH iHTEpPBA
QT ta meTtabomizyoThcs 3a gonoMoroio ¢pepmenTy CYP3A4 (Hanpukiap 1u3anpuay, acTeMi3ony,
niMo3upy, XiHiAMHY, aMiofapoHy Ta epUTPOMILIUHY).

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

IIpomunoka3aHo cymicHe 3acmocyB8aHHA (GAYKOHA304Y MA HUACYE3d3HAYEHUX AIKaPCbKUX 3acobis.

L[uzanpud: MOBiIOMIISNIN PO PO3BUTOK NMOOIYHUX peaklii 3 60Ky ceplisi, y TOMY YKCIIi PO
[TapOKCU3MaJIbHY LITYHOYKOBY TaxiKapAilo TUIY «IIipyeT» y Malli€HTIB, IKi OMHOYAaCHO
3acTocoByBaiu (IIyKOHa30J Ta u3anpup. OgHodacHe 3actocyBanHsa 200 mMr ¢piaykoHasomy 1
pa3 Ha go0y Ta 20 Mr nu3anpuay 4 pa3u Ha fo0y MPU3BOAKUIIO OO0 3HAYHOTO MiIBUIIEHHS
PiBHA LIU3alpUAy y Ija3Mi KpoBi Ta g0 momoBxkeHHs iHTepBany QT. OgHo4YacHe
3aCTOCyBaHHS (PJIyKOHA30JIy Ta [U3aNpUAy IPOTUIIOKa3aHe (OUB. PO3MiNT
«[Ipomunoka3aHHA»).

TeppeHaduH: TOBIOMIISIIA IIPO BUIIAJKU PO3BUTKY TAKKUX CEPLEBUX apPUTMill, CHPUUYNHEHUX
nomoBxKeHHAM iHTepBany QTc, y mallieHTiB, SKi 3aCTOCOBYIOThH a30JIbHI MPOTUTPUOKOBI
JiKapchKi 3acobu ogHOYAcHO 3 TepdheHamuuoM. [Ipu 3acTocyBaHHi prykoHa3ony y mo3i 200
MT Ha 100y He Oy/10 BUSIBIIEHO ITOmOBXKeHHs iHTepBany QTc. 3acTocyBaHHS GIYKOHA30IY V
no3ax 400 mr ta 800 Mr Ha 700y MPOAEMOHCTPYBAJIO, 110 3aCTOCYBaHHS (HITyKOHA301y Y
no3ax 400 mr Ha moOy abo Bullle 3HAYHO IiABUIIYE pPiBeHb TepdheHaauHy y MIa3Mi KpoBi pu
OHOYAaCHOMY 3aCTOCyBaHHi X IpemapaTiB. CyMicHe 3aCTOCyBaHHS (PIYKOHA30/Iy yV A03axX
400 mr abo Buire 3 TeppeHagUuHOM IIPOTUIIOKa3aHe (IuB. po3min «I[Ipomunoka3aHHa»). [Ipu
3acTocyBaHHI prykoHa30my y mo3ax Huxk4e 400 Mr Ha mo0y omHOYaCHO 3 TepheHaguHOM
CJIif IPOBOOUTU PeTEeJIbHUY MOHITOPUHT CTaHy IallieHTa.

Acmemi3o/: CyMiCHE 3aCTOCYBaHHS (PIIyKOHA30J1y Ta aCTEMi30Jly MOXKe 3MEHIIUTH KIIIpEHC
acteMizony. CupuYrvHeHe UM MiJBUILeHHS KOHIIEHTpAIlil aCTEMi30JTy y IIJla3Mi KPOBi MOXe
IIPKM3BECTHU [I0 OMOBXKeHHS iHTepBany QT Ta y pigKicHUX BUIIafKaX - A0 TapOKCU3MallbHOI
IIIYHOYKOBOI TaxXiKapgil Tuny «mipyeT». OmHO4YacHe 3aCTOCYyBaHHS (PIIYKOHA30Iy Ta
acTeMi30/1y IpPOTUIIOKa3aHe.



[Timo3ud ma xiHiOuH: CyMiCHe 3aCTOCYBaHHS (DJIyKOHA30J1y Ta MiMo3uAy abo XiHiguHy MoXKe
IIPHU3BOOUTHU [0 IPUTHIYeHHS MeTabomi3mMy mimMo3uny abo xiHiguny. ITigBuieHHS
KOHIIeHTPallil mimMo3ugy abo XiHifuHYy y mIa3Mi KpOBi MOXKe CIPUYUHSTH ITOOBXKEHHS
inTepBany QT Ta y pigKiCHUX BUIIagKax IPU3BOAUTH [0 PO3BUTKY apOKCHU3MaIbHOL
IIIYHOYKOBOI TaxiKapgil Tuny «mipyeT». OmHOYacHe 3aCTOCyBaHHS (PIIyKOHA301Iy Ta
nimMo3uny abo XiHimUHY IPOTUIIOKA3aHe.

EpumpomiyuH: ODHOYACHE 3aCTOCYBaHHS €PUTPOMIIMHY Ta (PIyKOHA30/1y IOTEHI[INHO MOXKe
IIPU3BOAUTH [0 MiABUIIEHHS PU3UKY PO3BUTKY KapPHiOTOKCUYHOCTI (IIOA0BXKEHHS IHTEPBAITY
QT, napokcu3MasbHa LITyHOYKOBA TaxiKapmhisd TUIY «IIipyeT») Ta, K HaCJigoK, [0
panToBOl 3yIUHKHU Ceplisd. 3aCTOCYyBaHHS KOMOiHalll JaHUX TiKapCchKuX 3ac00iB
IIPOTUIIOKa3aHe.

Amio0apoH: OGHOYACHE 3aCTOCYBaHHS (PIIyKOHA30/1y 3 aMiofZapOHOM MOXKe IPU3BECTHU [0
npurHiyeHHs MeTaboi3aMy amiogapoHy. CrocTepiraBcsi 3B’s1I30K MiXK 3aCTOCYBaHHSIM
amiofapoHy Ta nofoBkKeHHAM iHTepBany QT. OgHoYacHe 3aCTOCYyBaHHS (HJIYyKOHA30Jy Ta
amiolapoHy IPOTHIOKa3aHe (AuB. po3min «IIpoTuoKa3aHHI»).

He QQKOMQH@)ZGmbCﬂ 00HOYdcHe 3dCmMoCyB8AdHHA QQJIMKOHCISOJI)Z ma Huxc4e3d3Hd4eHux /liKCIQCbKUX

3acobis.

FanopaHmpuH: GIyKOHA30JI MOXKe CIPUUYUHUTY IiABUIIEHHS KOHIEHTpallil raohanTpuHy y
Iy1a3Mi KpoBi 3a paxyHOK npurHidyesHss CYP3A4. OgHodacHe 3aCTOCYBaHHS LIUX JIIKaPChKUX
3ac00iB MOTEHIIIHO MOXKe MPU3BOAUTH [0 MiABUIIEHHS PU3UKY PO3BUTKY KapaiOTOKCUYHOCTI
(momoBxkeHHd iHTepBany QT, mapokcu3MasbHa LMITYHOYKOBA TaXiKapmisd TUIY «IIipyeT») Ta,
SIK HaCJIiIOK, OO pamlToBOl 3yNMUHKHY cepus. Ciif yHUKaTH 3aCTOCYBaHHS KOMOiHaIil JaHux
JIiKapChKUX 3aco0iB.

CymicHe 3acmocyeaHHsA GAYyKOHA304Y MA HUHCYE3a3HAYeHUX AiKAPCbKuX 3acobis aumazae
obepedicHOCMi Ma Kopu2y8aHHs 003uU.

Bnaue iHwux aikapcbkux 3acobie Ha payKkoHA304.

OpHovacHe BXKUBAHHS 1XKi, IUMETUANH, aHTaIUAX ab0 Mmofasibile OMPOMiHEHHS YChOTO TiNla s
repecagky KiCTKOBOTO MO3KYy He Ma€ KJIiHiYHO 3HAYyIIOTo BIIJIUBY Ha abcopOiIlito ¢hIyKoHA301y IPH
M0T0 IIepOPaIbHOMY 3aCTOCYBaHHI.

PugpamniyuH: OmHOYACHE 3aCTOCYBaHHA (HITYKOHA30Jy Ta pU(PaMIillnHy MIPU3BOTUIIO OO
3unxkeHHsa AUC Ha 25 % Ta CKOpodyBaJo Iepiof HaliBBUBe#eHHS PrnykoHa3omy Ha 20 %.
ToMy Oy maIieHTiB, sKi 3aCTOCOBYIOTh PU(aMIIIKH, CIIif PO3TISAHYTH OOLIbHICTh
MiOBUINEHHS N03U (IIYKOHA30Jy.

lidpoxsopomiasud: ¥ DOCHiXKeHHi (apMaKOKiHETUYHOI B3aEMO/Iii OHOYacHe 6araTokpaTHe
3aCTOCYBaHHS TiAPOXJIOPOTia3uay 3mMOPOBUM MOOPOBOIBIISIM, SIKi OTPUMYBau (GhIyKOHA30],
IiABUIYBaJI0 KOHILIEHTpaIiio ¢piayKoHa3omy y maa3mi KpoBi Ha 40 %. Taki mapameTpu
B3aEMOIil HEe BUMAaraloTh 3MiH y peXKUMi J03yBaHHS (PIIYKOHA301y OJ1s MallieHTiB, IKi
OJHOYACHO OTPHUMYIOThH CEUYOTiHHI 3ac00Hu.

Bnaue ¢aykoHa301y Ha iHWIi AikapcbKi 3acobu.



®nykoHa3071 € TOTyKHUM iHTiOiTopoM i3odepmenty 2C9 uutoxpomy P450 (CYP) Ta moMipHUM
inribiTopom CYP3A4. Takox ¢aykoHa3on € inribitopom CYP2C19. Oxpim cniocTepexyBaHUX/
NOKYMEHTAJIbHO MiITBEPAKEHUX B3a€EMO[iH, 1110 ONUCaHl HUXKYe, IIPU OOHOYaCHOMY 3aCTOCYBaHHI i3
(bITyKOHa30JI0M iCHY€ PU3UK IiABUIIEHHSA Y IIJIa3Mi KPOBI KOHIIEHTPAI[iM iHIIUX CIIONYK, 110
MeTtabomizyioTbecss CYP2C9 Ta CYP3A4. ToMy 3acTocoByBaTH TakKi KoMOiHallil mpemnapariB cif 3
00epexkHiCTIO; IPY LIbOMY HeoOXiTHO PeTeIbHO CIIOCTepiraT 3a CTaHOM Malli€eHTiB. [IpurHiyyBaibHa
mist pnykoHa3omnmy Ha pepMeHTH 30epiraeThcs IpoTAToM 4-5 mib micys #oro 3aCTOCyBaHHS Yy 3B’SI3KY 3
MOT0 TPUBAJIUM I1€PiOfOM HalliBBUBEEHHS.

Anvpenmatia: i 4ac OGHOYACHOT0 3aCTOCYBaHHA albPeHTaHiny y 0o3i 20 MKT/KT Ta
dbmykonazony y no3i 400 Mr crocTepiranocs gBokpaTtHe 36inbiierHs AUC,,, MOXKIUBO, Yepes
inrioyBauHsa CYP3A4. Moxe O6yTu HeoOXigHUM KOPUTYBaHHS O3 anb(eHTaHiny.

Amimpunmuaii, HopmpunmuiH: (GJIYKOHA30JI IOCUIIIOE [il0 aMiTPUNITUIIIHY Ta HOPTPUIITUIIIHY.
PeKoMeHyEThCSI BUMipIOBATH KOHIIEHTPAllil 5-HOPTPUNITUIIHY Ta/ab0o S-aMiTpUNITUIIIHY Ha
no4aTKy KoMOiHOBaHOI Teparii Ta yepe3 1 TUXKaeHb. Y pas3i HeoOXimHOCTI CIIif BiIKOpUTYBaTH
[03y aMiTPUIITUIIIHY/HOPTPUIITUIIIHY.

Am@pomepuuuH B: ogHOYaCcHe 3aCTOCyBaHHS (HITYyKOHA30/Iy Ta aMpoTepulnHy B iHpikoBaHUM MUIlam
i3 HOpMa/IbHUM IMYyHITETOM Ta iH(}IKOBaHUM MUIIaAM 3i 3HUKEHUM IMyHITETOM IPU3BEJIO OO TaKUX
pe3yIbTaTiB: HeBENIUKUY afUTUBHUYN MIPOTUTPpUOKOBUIL edeKT mpu cucTeMHi iHdektii C. albicans,
BiZICYTHICTh B3a€EMO[Iii IIpX BHYTPilIHbOYEpenHil iHdekil Cryptococcus neoformans Ta aHTaroHi3m
[IBOX TIperapaTiB P CUCTeMHil iHdekil A. fumigatus. KniHiuHe 3Ha4eHHS pe3y/IbTaTiB, OTPUMaHUX
y XOfi IIUX [OCHiAXKeHb, HeBioMe.

AHmuKoazyasHmu: SIK i IpX 3aCTOCYBaHHI iHIINX a30JIbHUX TPOTUTPUOKOBUX 3ac00iB, Ipu
OIHOYACHOMY 3aCTOCyBaHHi (PIyKOHa30/1y Ta BapapuHy MOBIZOMIISIN IIPO BUIIaAKH
PO3BUTKY KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, IIIIYHKOBO-KUIITIKOBUX KPOBOTEY, reMaTypil
Ta MeJIeHu) ¥ NTOEOHaHHi i3 MomoBKEeHHAM IIPOTPOMOiHOBOTO Yacy. [Ipu omHOYacHOMY
3aCTOCYyBaHHI (PIIyKOHA30J1y Ta Bap(apuHy CIIOCTEPIranocs ABOKpaTHE MiABUIIEHHS
TPOTPOMOiIHOBOTO Yacy, iMOBIpHO, BHACIIIIOK MPUTHiYeHHs MeTa0o0I1i3My BaphapuHy yepes
CYP2C9. Crig peTenbHO KOHTPOJIIOBATH MIPOTPOMOIHOBUM Yac Y MAIiEHTIB, SKi OMHOYACHO
3aCTOCOBYIOTh KyMapUHOBI aHTUKOATyIsHTH a0o iHgaHenioH. Moxe 0yTH HeoOXimHOI0
KOPEKIIisl MO3U aHTUKOATyISHTY.

BeH3zodiazeninu kopomkoi 0ii, Hanpuk.aad midazonam, mpuasosam: TpU3HaYeHHS HIIYKOHA30IY
IIiCJIs IepOopaIbHOr0 3aCTOCYBaHHS Mifa30aMy IPU3BOAUIIO H0 3HAYHOIO IMiBUIIEHHS
KOHIIEHTpallil Mifa3onaMy Ta [0 ITOCUJIeHHS IICUXOMOTOPHUX edeKTiB. OmHOYacHe
3acTocyBaHHS QuyKoHa30my y go3i 200 Mr Ta Mifa3onamy y 4o3i 7,5 MT IepopaibHO
npu3Bonuio po nigsuinenHs AUC Ta nmepiony HamiBBUBeOeHHS v 3,7 Ta 2,2 pa3a BifIOBIAHO.
3actocyBaHHs GiyKoHa3oiy v no3i 200 mMr/moby Ta 0,25 Mr TpralonaMy IepopaibHO
npu3soauno no nigsuieHHsa AUC Ta nepiofy HalliBBUBeOeHHS Tpua3onamy y 4,4 ta 2,3 pa3a
BignosigHO. [Ipu ogHOYACHOMY 3aCTOCYBaHHI (pIyKOHA30JTy Ta TpHa30JlaMy CIIOCTepiraaocs
IIOTEHIIOBaHHS Ta IPOJIOHTalis ePeKTiB Tpra3oIamy.

AKI110 MallieHTy, IKWM MPOXOOUTh KyPC JiKyBaHHS (PIyKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Tepariio 6eH30gia3emiHaMu, 103y OCTAHHIX CJTig 3MEHIIUTH Ta BCTAHOBUTH HAJIEXKHUHN HATJISAM 3a
CTaHOM IIallieHTa.

Kap6amaszenin: GIyKOHA30J IPUTHIUYE MeTab0/Ii3M KapOaMa3eIiny Ta CIIPUYUHSIE



MigBUIEHHS PiBHA KapOaMa3emniny y cupoBaTili KpoBi Ha 30 %. ICHye pu3uK PO3BUTKY
IIPOSIBiB TOKCUYHOCTI 3 00Ky KapOaMa3zerminy. Moxe OyTu HeoOXimHUM KOPUTYBAHHS OO3U
kKapbaMaseIniny 3aie’kHO Bifi piBHS MOT0 KOHLIEHTPAIlil Ta [il mpenapary.

Bokamopu Kasnvyiesux KaHasie: NesKi aHTaroHICTH KasblLiio (HibemuiH, icpafuiH,
aMJIOUIIiH Ta denoputin) Metaboni3yoTbcs pepmenToM CYP3A4. ®nyKoHa30J MOTEHIIINHO
MOXKe IiABUINYBaTHA CUCTEMHY €KCIT03HIIil0 07I0KaTOPiB KaIbI[iEBUX KaHAJIiB.
PekoMeHIOBaHW peTeNbHUN MOHITOPUHT II[OJI0 PO3BUTKY MOOIYHUX peakiliid.

Llenexokcub: IpU OQHOYACHOMY 3acTOCyBaHHI prykoHazony (200 mr Ha goby) Ta
nenekokcudy (200 mr) C,,, Ta AUC nenekokcuby migBuiryBanucs Ha 68 % Ta 134 %
BigmoBigHO. [Ipy 0HOYACHOMY 3aCTOCYBaHHi 11eJ1IeKOKCUOY Ta GIyKOHa307y MOxKe OyTH
HeoOXigHUM 3MeHIIIeHHS N03U 1eJ1eKOKCuOy BABiUi.

Lluknogocpamio: ogHOYACHE 3aCTOCYBaHHS NUKIODochaMiny Ta GIyKOHA30Iy IPU3BOTUTH [0
migBUIEHHS piBHA Oinipy0OiHy Ta KpeaTWHiHY B CHpPOBATII KpoBi. Lli mpenapaTy MoxXHa
3aCTOCOBYBaTH OTHOYACHO, 3BaXKal0YX Ha PU3UK IiIBUIIIEHHS KOHIIEHTpallil 6inipy6iny Ta
KpeaTUHIHY B CUPOBATI] KPOBI.

deHmaHia: TTOBIHOMIISIYN NIPO OOWH JIeTaJIbHUM BUIIAAOK iHTOKCHKAIIl ()eHTaHIJIOM YHACIigOK
MOXKJIMBOI B3a€Mofil ¢heHTaHiny Ta ¢paykoHa3omy. 0o Toro x 0yJ10 IpomeMOHCTPOBAHO, 110
(bTyKOHa30J1 3HaYHO YTIOBi/IbHIOBAB efliMiHaliio peHTaHimy. [TifBuIleHHS KOHIIEHTPAIlil
(dbeHTaHiTy MOXKe MPU3BECTHU OO0 IPUTHIYEHHS OUXaHHS, TOMY CJIif] peTeIbHO KOHTPOJIIOBAaTH
CTaH marfieHta. Moxe O6yTy He0OXiTHOIO KOPEKIIist mo3u heHTaHiny.

IHei6imopu 'MTI-KoA-pedykma3su: CyMiCHe 3aCTOCyBaHHS (HITyKOHa30iy Ta iHribitopis M-
KoA-penykrasu, 110 Mmetaboni3yioTrscsi CYP3A4 (aTopBacTaTuH Ta CHMBACTaTHH), abo
inribiTopiB I'MI'-KoA-penykTasu, 1o Mmetabonisyiotbcss CYP2C9 (dbnyBacTaTtun), mifgBuIiye
PU3UK PO3BUTKY Miomnarii Ta pabgomionisy. ¥ pa3i HeoOXiqHOCTI 0IHOYACHOTO 3aCTOCYBaHHS
LIUX [IperaparTiB CIIif PeTeJIbHO CIIOCTEPIraTy 3a IMalliEHTOM I[0OA0 BUHUKHEHHSA CUMIITOMIB
Mionarii Ta pabgomioni3y i TPOBOOUTH MOHITOPUHT PiBHSA KpeaTUHKiHA3U. Y BUIMAQAKY
3HAQYHOTO IigBUIIEHHS PiBHS KpeaTHHKia3u, a TAaKOX IPU JiarHOCTYBaHHI abo mimo3pi Ha
MmiomaTito/pabmoMioni3 3acTocyBaHHs iHTiOiTOpPiB [MI-K0A-penykTasu Cilif IPUINHUTH.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaimMycC, CUPOAIMYC I MAKPOAiMYC).

LlukaocnopuH: (HIIyKOHa30JI 3HAYHO MigBUIlye KoHIeHTpalio Ta AUC nukimocnopuny. [Ipu
OJIHOYaCHOMY 3aCTOCyBaHHi ¢yKoHa305y y 0o3i 200 Mr/goly Ta IUKIIOCIIOPUHY Y HO03i

2,7 mr/kr/moby cmocTtepiranmocs 36inbuienHs AUC uuknocmopuny y 1,8 pasa. Lli mpenapaTu
MOKHa 3aCTOCOBYBaTH OMHOYACHO 3a YMOBHU 3MEHIIEHHS 03U LUKJIOCIIOPUHY 3aJIe?KHO Bif
10ro KOHIIEHTPalIii.

Eseposimyc: HIIyKOHA30/I MOXKe IMiABUINYBaTH KOHIIEHTPAIIil0 €BEPOIIMYyCY B CUPOBATIIi KPOBi
yepe3d npurHivenns CYP3A4.

Cuposimyc: pIyKOHA30JI MigBUIIY€E KOHLIEHTPAIiI0 CUPOIIMYCY Y IJia3Mi KPOBi, iMOBIpHO,
IIJITXOM MIPUTHIYeHHS MeTaboniaMy cupomnimycy pepmertom CYP3A4 ta P-riikonpoTreinom.
L1i mpenapaTy MOXKHa 3aCTOCOBYBaTU OJHOYACHO 3a YMOBU KOPUT'YBaHHS 03U CUPOJIIMYCY
3aJIe’XHO Bifl piBHS KOHI[eHTpallil Ta eeKTiB Bifl 3aCTOCyBaHHS IIpenapary.



Takposimyc: GIyKOHA30 MOXKe IiABUINYBATHA KOHI[EHTPAllil TaKPOJIiMyCy Y CUPOBaTIli KPOBi
1o 5 pasiB Ipu ¥Oro nepopagbHOMY 3aCTOCYBaHHiI yepes NMpUTrHidveHHs MeTaboi3aMy
takponimycy pepmertom CYP3A4 y kumreunuky. [Ipu BHYTPIlIHLOBEHHOMY 3aCTOCYyBaHHI
TaAKPOJIIMyCY He CIIOCTepiraaocs 3Ha4HuX 3MiH ¢apMakKoKiHeTUKH. [lifBuineHi piBHi
TaKPOJIIMYCY aCOIlif0OI0THCS i3 HEPPOTOKCUYHICTIO. [103y TaKpOJIiMyCy A IIepopPabHOTO
3aCTOCYBaHHS CJIiJ] 3HUXKYBATH 3aJIe2KHO Bif] KOHIIEHTpAIlil TAaKPOIiMyCy.

JIozapman: GIIYyKOHA30JI MPUTHIYY€e MeTab0J1i3M J103apTaHy [0 MOr0 aKTUBHOTO

MeTaboIiTy (E-31 74), u1o 3ymoBIto€e OinbIlly YaCTHHY aHTAroHi3My [0 pPelenTopiB
a"rioten3uny Il mig yac 3acTocyBaHHS J103apTaHy. PeKOMEHIOBaHO 3[iCHIOBATH IIOCTINHUN
MOHITOPUHT apTepialbHOTO TUCKY V MALli€HTIB.

MemadoH: QpIyKOHa30/1 MOXKe IMiABUIYyBaTH KOHIEHTPALlil0 MEeTagOHYy Y CUPOBaTLi KpoBi. [Ipu
OJHOYACHOMY 3aCTOCYBaHHI MeTafloHy Ta (QIyKOHa30Jy MOXe OyTH HeoOXigHUM
KOPUTYBaHHS 003U METAMOHY.

HecmepoioHi npomusananvHi npenapamu: IpA OGHOYACHOMY 3aCTOCYBaHHi 3 (DIIyKOHA30JI0M
C.ax Ta AUC dnypbinpodeny migBuinyBanucs Ha 23 % Ta 81 % BigmoBifmHO IOPiBHSIHO 3
BiATIOBiAHMMY MMOKa3HMKAMU IIPU 3aCTOCYBaHHI Tinbku ¢nypOinpodeny. AHaNOTiYHO IIpU
OTHOYACHOMY 3aCTOCyBaHHi ¢yKoHa3omy 3 pauemiynum ibynpodenom (400 mr) C,,,, Ta AUC
(dhapMaKoIoTiyHO aKTUBHOI0 i30Mepy S-( )-iOynpodeny migpuinyBanucs Ha 15 % Ta 82 %
BIIMIOBIAHO IMOPIBHAHO 3 BIATIOBIIHMMY ITIOKAa3HUKAMU [IPU 3aCTOCYBaHHI TUIBKY pPaLleMiYyHOr 0

ibympodeny.

®nyKOHA30JI MOTEHIINHO 3JaTHUY MiABUIYBaTH CUCTEMHY eKcno3ulito iHmux HIT3II, mo
MeTabomizyoTbcss CYP2C9 (HampuKiag HallPOKCEHY, IOPHOKCHKAMY, MeJIOKCUKaMy, DUKIOheHaKYy).
PekoMeHI0BaHO MEPiOOUYHO 3MiMCHIOBATY MOHITOPHHT MOOIYHUX peaklliii Ta TOKCUYHUX ITPOSBIB,
noB’si3aHux i3 HII3I1. Moxe 3HamobuTucs KopuryBanus mo3u HIT3TI.

®eHimoin: HIyKOHA30/ NPUTHIUYE MeTabomi3M ¢deHiToiny y nevinni. OgHo4acHe
b6araTtopa3soBe 3actocyBaHHS 200 Mr ¢rykoHa3omy Ta 250 MT QpeHiTOIHYy BHYTPIITHEOBEHHO
npu3BoguTh 0o mipBumernHs AUC,, enitoiny Ha 75 % Ta C,,,Ha 128 %. [Ipu ogHOYacHOMY
3aCTOCYBaHHI IUX JTiKAPChKUX 3aC00iB il MPOBOOUTH MOHITOPHMHT KOHIIeHTpallil peHiToiny
y CUPOBATIi KPOBi /I YHUKHEHHS PO3BUTKY TOKCUYHOI il HeHiTOIHY.

[IpedHizoH: TIOBIMOMIISIIN IIPO BUIIQMOK, KOMNIY y HAIli€HTa IiCJg TpaHCIJIaHTAallil IeYiHKY Ha
TJIi 3aCTOCYBaHHS MMPEOHI30HY PO3BUHYIACS IOCTPa HEJOCTATHICTh KOPY HaJHUPKOBUX
3aJ103, II0 BUHUKIIA IiC/Is MPUIMHEHHS TPUMICAYHOTO KypCy Tepartlii (prIyKoHa3010M.
[TpunuHeHHS 3aCTOCYBaHHS (HIIYKOHA30I1y, iMOBIPHO, CIPUYMHUIIO IIOCUJIEHHS aKTUBHOCTI
CYP3A4, mo npu3Beso [0 IPUCKOPEeHHS MeTabo1i3My mpefHi3oHy. Crif peTenbHO CTEXKUTH
3a malfieHTaMu, Ki IPOTSIrOM TPUBAJIOT0 Yacy OMHOYACHO 3aCTOCOBYIOTh (JTyKOHA30J Ta
IIPEOHI30H, 3 METOIO0 MoIepenKeHHs PO3BUTKY HEJJOCTAaTHOCTI KOPX HaJHUPKOBHUX 3aJ103
icisg IPUNUHEHHS 3aCTOCYyBaHHS (QITyKOHA30I1y.

Pupabymun: ¢hIyKOHA30J MigBUIITYE KOHIIEHTpAaIliio pudabyTHHY B CUPOBATIIi KPOBI, 1110
npu3BoguTh 00 30inbiieHHs AUC pudadbytuny mo 80 %. [Ipu ogHOYaCHOMY 3aCTOCYBaHHi
bnykoHazony Ta puhalbyTUHY TOBIIOMIISAIN NIPO BUMIAAKU PO3BUTKY yBeiTy. [Ipu
3aCTOCyBaHHI Takol KoMOiHallil miKapchKux 3aco0iB Cy1if OpaTu g0 yBard CUMIITOMU



TOKCHUYHOI [iil pudalbyTuny.

Cakeinasip: pnykonason mipguniye AUC Tta C,,, cakBinaBipy npubausuo Ha 50 % Ta 55 %
BifITIOBigHO Yepe3 MpurHiyeHHsT MeTabomi3aMy cakBiHaBipy y meuinti ¢pepmentom CYP3A4 ta
yepe3 iuribyBanHs P-rrnikonpoTeiny. Baemogmii Mixk ¢(pyKoHa30J10M Ta
CaKBiHaBipOM/PUTOHABIPOM He JOCiKYBaNKCs, TOMY BOHU MOXYTb OyTH OiNbIil
BUpaxXeHuMu. Moxe OyTH HeoOXiIHUM KOPUTYBAHHS J03U CaKBiHaBipy.

I[ToxiOHi cynb(hoHinceuosuHu: TP OGHOYACHOMY 3aCTOCYBaHHI (IyKOHA30J IIPOJIOHTYE IIepiof
HaliBBUBEOEHHS IIepOpaibHUX MOXigHUX CYIb(OHIICEYOBMHHU (XJIOPIPOIaMiay,
rnibeHKnaminy, ruimisuny ta TondyTaMminy). PeKOMEHIYETHCS IPOBOAUTH YaCTUX KOHTPOIIb
IIyKPY B KPOBi Ta BiAIOBIAHMM YMHOM 3HUXKYBaTHU 003y MOXIAHUX CYIb()OHIICEYOBUHU NIPH
OJIHOYaCHOMY 3aCTOCyBaHHi i3 (JTyKOHa30JI0M.

Teoginin: 3acTocyBaHHS QprayKoHa301y 1mo 200 mr npoTsaroM 14 gHiB IPHU3BENO OO0 3HUKEHHS
CcepenHbOTO KiIipeHcy TeodiniHy y mna3mi KpoBi Ha 18 %. 3a malieHTamMu, SKi 3aCTOCOBYIOTh
Teo(isiH y BUCOKHUX M03ax a00 sIKi MaloTh MigBUIIEHUN PU3UK PO3BUTKY TOKCUYHUX ITPOSIBIB
TeOo(DisliHy 3 iHIMNX NPUYMH, CJIiJ BCTAHOBUTH HATJIA[ IIOA0 BUSBIEHHS 03HAK PO3BUTKY
TOKCHUYHOI fiil Teodininy. Teparmito ciif 3MiHUTH P MOSABI 03HAK TOKCUYHOCTI.

Askanoidu 6apeinky: GrykKoHa3om, iMoBipHO, yepe3s iuribyBanus CYP3A4 Moxke CIIpUYUHSTH
MiOBUIEHHS KOHILIEHTpAallil ajKasoifiB 6apBiHKY y Iyla3Mi KPOBi (HalpHKJiIaj BIHKPUCTHUHY Ta
BiHO/TaCTUHY), 10 IPU3BOAUTH OO0 PO3BUTKY HEMPOTOKCUYHUX e(EKTiB.

BimamiH A: TIOBIIOMJISANIOCS, 110 Y MAalli€EHTa, SKUU OJHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHUCJIOTY (KMCI0THA popMa BiTaMiHy A) Ta QIIyKOHA30J1, ciocTepiranucs mobivHi peaxiiii 3
6oky LIHC y dhopwmi mceBgoTyMOpPY TOJIOBHOT'O MO3KY, 1110 3HUK ITiCIIs BigMiHU (QITyKOHA301y.
Lli mikapchbki 3aco0u MOXKHa 3aCTOCOBYBaTH OOHOYACHO, ajie CIIif ImaM’ ATaTh PO PU3UK
BUHUKHEHHS Mo0iyHuX peakmii 3 6oky [THC.

BopukoHa3so (iH2ibimop CYP2C9 ma CYP3A4): ogHO4YacHe 3aCTOCYBAHHS BOPHKOHA30JIy IIEPOPAIIEHO
(mo 400 mr xoxHi 12 rogus npotarom 1 gus, motiM mo 200 mMr KoxHi 12 rogus npotsarom 2,5 gHS) Ta
dbrykoHa3ony mepopanbHo (400 Mr y nepiuunii feHs, mMoTiM 1mo 200 MTr KoXHi 24 TOOUHYU IPOTATOM 4
IHiB) 0OOPOBOIBIISIM Y0JIOBiUOi cTATi mpu3Beso a0 miguteHHs C,,. Ta AUC, BOPUKOHA30IY Y
cepegHboMy 110 57 % (90 % IOI: 20 %, 107 %) ta 79 % (90 % [OI: 40 %, 128 %) BignosigHo. HeBimoMmo,
YW MMPU3BOAUTL 3HUKEHHS N03U Ta/ab0 YaCTOTH 3aCTOCYBaHHS BOPUKOHA30/1y abo GIyKoHA30/1y 0o
YCYHEHHS TaKoro epekTy. [Ipu 3acToCyBaHHI BOPUKOHA30IIY IMic/Is PIYKOHA30Ty CIIifl IPOBOAUTHU
CIIOCTEPEekKEHHS 100 PO3BUTKY MM0OiYHUX e(eKTiB, acoliioBaHUX i3 BOPUKOHA30JIOM.

3udosyoun: dhnykoHa3on mipsuirye C,.. Ta AUC 3umoByauHy Ha 84 % Ta 74 % BigmoBigHO, 110
3YMOBJIEHO 3HUKEHHSAM KITipeHCY 3UAOBYIUHY IPUOIU3HO Ha 45 % mpu #oro nepopanbHOMY
3acTocyBaHHi. [Iepioq HaniBBUBeeHHS 3UOOBYOUHY OYB TaKOXK IOIOBXKEHUM MTPUOIN3HO Ha
128 % micnsa 3acTocyBaHHsa KoMOiHallil GIyKOHa307y Ta 3UAOBYAMHY. 3a MallieHTaMu, SKi
3aCTOCOBYIOTh TaKy KOMOiHallio JTikapChKUX 3ac00iB, CIIif CIIOCTEpPIiraTu 1M0[0 PO3BUTKY
no0iYHUX peakKlliil, IOB’I3aHUX i3 3aCTOCYBaHHSAM 3UIOBYOUHY. MOXHA PO3TIIHYTU
OOLIbHICTE 3HUXKEHHS 03U 3UIOBYIUHY.

A3umpomiyuH: XKOTHUX 3HAYYIIKUX (hapMaKOKIiHETUUYHNX B3aEMO/IN MiXK HUMHU BUSBIIEHO HE
oyo.



IIepopaavHi KoHMpayenmueu: IPU 3aCTOCyBaHHi (GTyKOHa301y ¥ 7o3i 50 MT BIIMBY Ha piBeHb
TOPMOHIB He 0yJI0, TOMi SIK IIPX 3aCTOCYBaHHi ¢hyKoHa3omy y no3i 200 Mr Ha mo0y
cnoctepiramnocs 30inpmennss AUC etuninecrpagiony Ha 40 % Ta 1eBOHOPrecTpeny - Ha 24
%. Lle cBiguuTh PO Te, 110 HaraTopa3oBe 3aCTOCYBaHHS (DIIYKOHA30JIy Y 3a3HaUYEeHUX [03axX
HaBpS YU MOXKe BIIJINBATU Ha e(eKTHUBHICTH KOMOIHOBAHOT'0 ITIEPOPabHOI0 KOHTPALENITHBA.

Isakagpmop: CyIIyTHE 3aCTOCYBaHHS 3 iBakapTOpOM, migcHoBaueM MyKOBiCIIUIO3HOTO
TpaHCcMeMOpPaHHOI'0 PerysaTopa IIPOBITHOCTI, MigBUIIY€E €KCIIO3UIIii0 iBakadTOpy B 3 pasy, a
rigpokcumetuniBakapTopy (M1) - y 1,9 pas. [ naiieHTiB, SKi O4HOYACHO 3aCTOCOBYIOTh
nomipHi iuribiTopu CYP3A, Taki gk (Ii0KOHA30I i EpUTPOMIlLIMH, PEKOMEHIYETHCS 3HUKEHHS
no3u iBakagTopy no 150 Mr omuH pa3 Ha 0o0y.

Oco06.1ueocmi 3acmocyeaHHsi.

Hepmamodimis. [Ins niKyBaHHS AepMaTodiTil y giTel (pIyKoHa30J He IePEeBUIIYE
rpu3eodynbBiH 3a ePEeKTUBHICTIO i 3arabHUAM IOKAa3HUK €(eKTUBHOCTI CTAHOBUTH MeHIIe 20
%. ToMy mpemapat He CJIiff 3aCTOCOBYBaTH OIS TiKyBaHHS AepMaTOQiTil.

Kpunmoxoko3. [10ka3iB e()eKTUBHOCTI (PIIyKOHA30I1y AJ1S JTIKyBaHHS KPUIITOKOKO3Y iHIINX
JI0Kai3auiy (HanpUKiaz JIereHeBOr0 KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKIpU) HEJOCTAaTHEO,
TOMY PEKOMEH[AIliU 00 JO30BOI0 PeXUMY s JIIKyBaHHS TaKUX 3aXBOPIOBaHb HEMAE.

I'1uboki enOemiuHi miko3u. [JokasiB ebeKTUBHOCTI (IyKOHA30I1y IS JTiKyBaHHS iHIIUX HOpM
eHJeMiUHUX MiK03iB, TaKUX K [TapaKOKIMAi0IA0MiKO03, TiCTOIIa3M03 Ta MIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEOOCTAaTHHO, TOMY PEKOMEHalliX 1I0A0 J030BOr0 PeXUMY AJIS JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. [1amieHTam i3 mopyIeHHEAM QYHKIIM HUPOK IIpelapar CIIif 3aCTOCOBYBaTH
3 o0epexkHicTIO (AUB. po3Min «Cmocib 3acTOCyBaHHS Ta [O3U»).

Hedocmamuicme HaOHUpKo8ux 3a103. KeTOKOHAa3071, K BifOMO, CIIPUYMUHSIE HEAOCTaTHICTh
Ha[JHUPKOBUX 3aJ103, i Ile TAKOXK MOXKe CTOCYBaTUCS (IyKOHA30Jy, X04a CIIOCTEPIraEThCS PigKo.
HepocTraTHiCT, HAOHUPKOBUX 3aJ103, [10B'43aHa 3 ONHOYACHUM JIIKyBaHHAM, OIIMCaHa B PO3Mii
«BrnuB ¢rykoHa30my Ha iHII JTiKapchKi 3aC00M».

T'enamobiniapHa cucmema. TlallieHTaM i3 MOpPyIIeHHIM (QYHKIIIM [T€YiHKY IIpenapaT CIIif
3aCTOCOBYBaTHU 3 00epexkHiCTI0. 3aCTOCYBaHHS (PIIYKOHA30/Iy acOIlifoBalIOCs 3 BUHUKHEHHSIM
PioKiCHUX BUIIA[KiB PO3BUTKY TAKKOI T€llaTOTOKCUYHOCTI, BK/II0Yal04y JleTabHi BUTIA[KH,
TOJIOBHMM YMHOM V IAL€HTIB 13 TIXKKMMU OCHOBHMMU 3aXBOPIOBAHHAMU. Y BUNAAKaX, KOJIU
PO3BUTOK T'ellaTOTOKCUYHOCTI aCoIlif0BaBCS i3 3aCTOCYBaHHAM (ITYKOHA3011y, He 0yI10
Big3HAYEHO 11 IBHOI 3aJIe’KHOCTI Bifi 3arasibHOI J0OO0BOI 103U IIpenapaTy, TPUBAIOCTi Tepartil,
craTi ab0 BiKy mallieHTa. 3a3BUy4ail TelaTOTOKCUYHICTh, CIIPUYUHEHa (IyYKOHA30JI0M,
000pOTHA, a ii MPOsBY 3HUKAIOTH ITiCJIg IPUIUHEHHS Tepailii.

3a malfieHTaMH, y SKUX IIPU 3aCTOCYBaHHi (PIIyKOHA30J1y CIIOCTEPIraloThCS BigXUIEHHS pe3ybTaTiB
GYyHKILIOHATBHUX P00 MeYiHKY, CMTifl BCTAHOBUTY PETENIbHUM HaTJIAL 040 PO3BUTKY OiNIbII TAKKOTO
ypaXKeHHS IIeYiHKHU.



[TanieHTiB cnifg TpoiHGOpPMyBaTH PO CUMIITOMH, 110 MOXKYTh CBITYUTH NP0 CEPHO3HUY BIIJIUB Ha
TeviHKy (BUpaXKeHa acTeHis, aHOPEKCisl, MoCTiitHa Hy#oTa, 6JTI0BAHHS Ta XKOBTSHULS). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS ()JIyKOHA30Jly CJIif HerallHO IPUNWHUTYU Ta IPOKOHCYIbTYBATUCA 3 JIIKapeM.

Cepueso-cyduHHa cucmema. J1esiKi @301, y TOMY YHUCII (PIIyKOHA30JI, aCOIliI0I0ThCS i3
nonoBxkeHHAM iHTepBany QT Ha enekTpokappiorpaMi. [loBimoMiisiny mpo gyxe piaKicHi
BUTIAJKU MOJ0BXKeHHS iHTepBany QT Ta mapoKcu3MalbHOl IIIYHOUYKOBOI TaxiKapmdil TUITY
«IMipyeT» IPU 3aCTOCYBaHHI npemapaTy. Taki MOBiZOMIIEHHS CTOCYBaJIMCS MAlli€HTIB i3
TSIKKUMU 3aXBOPIOBAHHSAMU IIPU MOE€AHAHHI 0araTbox (akKTOpiB pU3UKY, TAKUMHU SK
CTPYKTYPHI 3aXBOPIOBAHHS CePIIsl, MOPYIIEHHS eeKTPOIITHOTO 00MiHY Ta OqHOYACHE
3aCTOCYBaHHS iHIIKX JTiIKapChKUX 3ac006iB, 110 BIIMBAOTh Ha inTepBain QT.

[Tpemapart cif 3 06epeXHiCTI0O 3aCTOCOBYBATH TMAIliEHTaM i3 PU3UKOM PO3BUTKY apuTMii. OmHOYacHe
3aCTOCYBaHHS pa3oM i3 miKapchKUMH 3acob6aMu, 110 IPOJIOHTYIOTE iHTepBan QTc Ta MeTabomi3y0ThCS
3a ponomoror pepmernty CYP3A4 uutoxpomy P450, npoTunokasaHe.

Tanopaumpun. TanodanTpul € cyoctpatoMm ¢pepmenty CYP3A4 i mponourye intepBan QTc
IIPK 3aCTOCYBaHHI Y PEKOMEHI0OBaHUX TepaneBTUYHUX A03aX. OfHOYaCHe 3aCTOCYBaHHS
rajgogaHTprUHy Ta PIyYKOHA30/Iy HE PEKOMEHAYETHCS.

Iepmamoasoeiuni peakuyii. T1ig 9ac 3acTocyBaHHS (DIIYKOHA30J1y PiAKO MOBIOMIISNINA IIPO
PO3BUTOK TakKMX eKC(GhOomiaTUBHUX MIKIPHUX peakilii K cuHapoM CTiBeHca-[I;KOHCOHA Ta
TOKCUYHUM ellimepManbHuil HeKpomi3. [TamienTtu, xBopi Ha CHIII GinbIn CXUIbHI 4O PO3BUTKY
TSKKUX MIKIPHUX peakllil mpu 3aCTOCyBaHHi 6araThox TiKapChKuxX 3aco0iB. AKIIO y mallieHTa
i3 MoBepxXHEBOI IPUOKOBOI0 iH(DEKITiEI0 3 IBISIIOTHCS BUCUIIAHHS, III0 MOXKHA II0B’sI3aTH i3
3aCTOCYBaHHSM (PIIyKOHA301y, TOAAJIbIIe 3aCTOCYBaHHSA IIpenapaTy CJif IPUNUHUTH. AKII0
y TalfieHTa 3 iHBa3MBHOIO/CUCTEMHOI0 TPUOKOBOIO iH(DEKITi€t0 3’ IBNIIOTLCS BUCUIIAaHHS Ha
IIKipi, 3a 10TO CTAHOM ITOTPiOHO PeTEeNbHO CIIOCTEPIraTH, a y BUMAAKy PO3BUTKY OYTbO3HUX
BUCHIIaHb a00 MyTbTU(HOPMHOI EPUTEMH 3aCTOCYBaHHS (IYKOHA30Iy CIIif] IPUIHUHUTH.

[ToBimoMIISIIOCS IIPO PeakKiliio JiKapChKUX 3ac00iB 3 €03MHOMIMTIEI0 Ta CHCTEMHUMY CUMIITOMaMHU
(DRESS cungpom).

I'inepuymaugicmye. Y PiIKiCHUX BUITagKaX MOBIMOMIISIIN IIPO PO3BUTOK aHA(DIMaKTUUHUX
peaxiiu.

Llumoxpom P450. ®yKOHa30J1 € OTYKHUM iHribiTopoM pepmenTty CYP2C9 Ta momipHUM
inriditopoM dhepmenty CYP3A4. Takox dhmykoHa3on € iHriditopom dpepmenty CYP2C19. Crig
CIIOCTepiraTy 3a CTAHOM IIAIli€HTIB, SIKi OTHOYACHO 3aCTOCOBYIOTh (DJIyKOHA30JI Ta MpenapaTu
3 BY3bKUM TepaleBTUYHUM BiKHOM, 110 MeTaboi3yioThcs 3 yuactio CYP2C9, CYP2C19 ta
CYP3A4.

TepgeHaoun. CIiif peTeIbHO CIIOCTEPIraTy 3a CTAHOM IaljieHTa IIPU OAHOYaCHOMY
3aCTOCYyBaHHI TepdeHamuHy Ta GayKoHa30iy Vv no3i menie 400 Mr Ha mo0y.

Kandudos. [locmimKeHHs MoKa3any 30imbIIeHHS MOMMPEHOCTI iHGeKii iHmuMu
Bumamu Candida, kpim C.albicans. BoHU 4acCTO CTiliKi 3a CBO€EIO IIPUPOIOI0
(manpuknap, C.krusei Ta C.auris) abo BUSBISAIOTh 3HUXKEHY CIIPUNHSATIUBICTE 10
¢dbnykonasony (C.glabrata). Taki iH}eK1il MOXKYTb BUMaraTu ajibTepPHaTHBHOL



IPOTUTPUOKOBOI Tepallil, SKa € HacJligKOM BiIMOBH Bif TiKyBaHHS. TOMy pPeKOMEHIYETHCS
BpaxOBYBaTH MOIIKXPEHICTh PE3UCTEHTHOCTI pidHuX BuAiB Candida mo PprnyKoHa3017y.

HonomiscHi pevosuHu. [Ipenapat MiCTUTE j1akTO3y. [lamieHTaMm 3 pigKiCHUMHU CIIaAKOBUMU
3aXBOPIOBAHHAMYU, TAKUMU K HEIIEPEeHOCUMICTh rajlakTo3u, HeJOCTaTHICTE JTakTa3u Jlamnma
Ta ManabaOCcopO1Iis TII0KO3U-TalakKTo3H, He CJIifl 3aCTOCOBYBATH Iiel Impemnapar.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.

[laHi OeKiNnbKOX TUCSAY BariTHUX XKIiHOK, SKi OTPUMYyBalIu KyMylIATUBHY 003y < 150 mMr ¢paykoHa3omny y
IIepPIIOMY TPUMECTPI BaTriTHOCTI, He CBig4aTh IMpo 30iibllleHHs 3arajJbHOT0 PU3UKY PO3BUTKY Bagu
PO3BUTKY Y IIJIoNy. B omHOMY BenmkoMy oOcepBaliitHOMy KOTOPTHOMY OOCIIiIKEeHHi BIIJIUB B IEPIIOMY
TPUMECTPIi IEPOPaNbHOr0 NPUUOMY (PIIYKOHA30JTy aCOLi0BaBCA 3 HEBEIMKUM IiIBUIIEHUM PU3UKOM
PO3BUTKY OIIOPHO-PYXOBOT'0 allaparTy, Io Bigmosigae mpubau3no 1 momaTkoBoMy Bumaaky Ha 1000
XKIHOK, gKi OTpUMYBaJI CYKyNnHY [03y <450 Mr nOpiBHSAHO 3 XIiHKaMU, IKi OTpUMYyBaJIy MiCLEeBi
asony, i mpubau3Ho [0 4 gomaTKoBuX BumaakiB Ha 1000 XkiHOK, SIKi 0OTpUMYyBaIu KyMyJISTUBHI 003U
noHap 450 mr. CkoperoBaHHUY BifHOCHUM pu3uK ctaHoBuB 1,29 (95% I Big 1,05 mo 1,58) gna 150
MT IIepopanbHOro npuiiomy ¢rykonasony ta 1,98 (95% II Big 1,23 mo 3.17) pnst mo3 noHaxm 450 Mr
bmykoHa3o01y.

[ToBigoMnsinu mpo YMCeNbHI BPOAXKEH] IAaTOJOTii y HOBOHAPOMXKEHUX (BKII0OUaoun Opaximedartito,
OMCIIIa3iio BYIIHOI paKOBUHU, HaAMipHe 30i/bIIIeHHS TePeIHbOr0 TiM'TYKa, BUKPUBIIEHHS CTETHA,
IIJIeYOIIPOMEHEBUM CUHOCTO3), MaTepi IKUX MpHUMany BUCOKi no3u ¢ykorazomny (400-800 mMr/moly)
IIPOTSTOM IIPUHAWMHI TPhoX abo Oifbllle MicSLiB s NTiKyBaHHS KOKIMAiI0iM03y. 3B’I30K Mixk
3aCTOCyBaHHSM (PJIyKOHA30/1y Ta IUMH BUIIafKaMy He BU3HaYEeHUH.

[ocnigXkKeHHs Ha TBapUHAX IIPOAEMOHCTPYBAJIU PENPONYKTUBHY TOKCAYHICTE.

He cnip 3acTocoByBaTH 3BMYarHi [03U (PIIyKOHA30/Iy Ta KOPOTKOTPHBAJIi KYPCH JTiKyBaHHS
(bIyKOHA30JI0M Y Tepiof BariTHOCTI, 3a BUHSATKOM KpaliHbol HeOOXigHOCT.

He crig 3acTocoByBaTH BUCOKi 003U (PIyKOHA30JTy Ta/abo TpuBaii KypcH NiKyBaHHS (DITYyKOHA30JI0M Y
mepiof BariTHOCTI, 3a BUHATKOM JIIKyBaHHS 1H(EKIil, [0 TOTEHLIMHO 3aTPOKYIOTh XKUTTIO.

®nyKoHAa30J1 IPOHUKAE ¥ TPYAHE MOJIOKO Ta IOCATa€ HUXKY0I KOHIIEHTpallii, HiXK y I1a3Mi KpoBi.
TomyBaHHS I'PYAAI0 MOXKHA IIPOJOBXKYBATH ITiC/IS PA30BOT0 3aCTOCYBaHHS 3BUYANHOI 703U
dbmykoHa3ony, mo ctaHoBuTh 200 MT abo MeHIIe.

TomyBaTy rpynAio He PEKOMEHAYEThCS MpX OaraTopa3oBOMYy 3aCTOCYyBaHHI PriykoHa305y abo mpu
3aCTOCYBaHHI BUCOKUX 03 (PIIYKOHA30ITY.

30amHicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MeXaHizMamu.

HocmimxeHb BINIUBY (IYKOHA30Jy Ha 3OATHICTh KEPYBATH aBTOTPAHCIIOPTOM a00 IIpalioBaTH 3
iHIMMMU MexaHi3MaM# He MpoBoauiu. [TallieHTiB caif mpoiH(GOPMYyBaTH PO MOKIIUBICTh PO3BUTKY
3armaMopo4eHHs abo CygoM IIifl Yac 3aCTOCyBaHHS Ipernapary. [Ipu po3BUTKY TaKUX CUMIITOMIB He
PEKOMEHIYEThCSI KEPYyBAaTU aBTOTPAHCIIOPTOM ab0 IpalfoBaTH 3 iHIIMMU MeXaHi3MaMu.



Cnocid 3acmocyeaHHsi ma do3u.

To6oBa mo3a GhIyKOHA30I1y 3ajIeXKUTh Bifl BUAY Ta TSIXKKOCTI rpubKoBoi indekii. s 6inbinocTi
BUIIQ[IKiB BariHaIbHOTO KaHAMI03Y JOCTAaTHHO PA30BOI'0 3aCTOCYBaHHS IIpemapary.

[Tpu HeobxigHOCTI 6HaraTopa30BOro 3aCTOCYBaHHS IIpelapaTy JTiKyBaHHS iHGEKIIiN cin
IIPOJOBXKYBATH 0O 3HUKHEHHS KJIiIHIYHUX Ta 1ab0paTOPHUX MIPOSABIB aKTHUBHOCTI I'PpuOKOBOI
ingexuii. HegocTaTHS TPUBaiCTh JTiKyBaHHS MOXe IIPU3BECTH OO0 BiTHOBIEHHS aKTHBHOTO
in(deKIIiiHOTO MpoIIecy.

[TpemapaT 3aCTOCOBYBaTH IIepopaibHO ad0 BHYTPIMIHBOBEHHO HUISIX0OM iH(Y3il. Crocib 3acTocyBaHHSA
mpernapary 3aJeKuTh Bifl KIiHiYHOTO cTaHy manieHTa. Hemae HeoOximHOCTI y 3MiHi ;060BOiI Ho3u
npenapary Ipu 3MiHi WIJIFXy UOTO 3aCTOCYBAaHHS 3 II€POPAJIbHOr0 Ha BHYTPIIIHPOBEHHUY Ta HaBIIaKU.

TabneTku ciig KOBTaTH HimuMu. [IpuitoM penapaTy He 3a/IeXXUTh Bifl mpuiioMy ixi.

ﬂOQOC!IUM.

Kpunmokokos.

- JIikyBaHHSI KpUIITOKOKOBOT'O MEHIHTITY: HaBaHTaXXyBaJbHa [03a CTaHOBUTH 400 MT y nepiIui geHb.
[MigTpumytoua no3a - 200-400 Mr/mo6y. TpuBanicTh NiKyBaHHS 3a3BUYall CTAHOBUTH

moHalMeHIe 6-8 TuxHiB. [Tpy iHQEKIIiAX, 0 3aTPOXKYIOTh XKUTTIO, T0O0BY 003y MOXKHA 30iMbIINTH
ro 800 mr.

- [TligTpuMytoda Tepallis Ojis IolepenXkeHHs PelIUIUuBY KPUITOKOKOBOIO MEHIHTITY y IAI[i€HTIB 3
BHUCOKUM PU3UKOM HOT0 PO3BUTKY: PEKOMEHI0OBaHa i03a Ipemnaparty ctaHoButh 200 Mr/moby
IIPOTSITOM HEOOMEeKeHOT0 Jacy.

Kokuudioidos.

PekomenpoBaHa no3a craHoBuTh 200-400 mr/go6y. TpuBamicTh NTiKyBaHHS CTaHOBUTH 11-24 micsui
YU [OBIIE 3aJIe3KHO Bifl cTaHy mallieHTa. [ iKyBaHHS Aeskux ¢opM indexuii, a 0cobauBo mms
JiKyBaHHS MEHIHTITY, MOXKe OyTH [IOIiIbHUM 3acToCcyBaHHS mo3u 800 Mr/mo0y.

IHBa3usHi kaHOuUOo03U.

HaBanTaxysanbHa fo3a craHOBUTH 800 Mr y nmepiuii geHs. [linTpumyoda gosa - 400
Mr/mo0y. 3a3Bu4ai peKOMeHJ0BaHa TPUBAJIICTE JIiKyBaHHS KaHAUAEeMil CTAHOBUTE 2 TUXKHI Micys
IepIIUX HeTaTUBHUX Pe3yJIbTaTiB KyJIbTYPH KPOBi Ta 3HUKHEHHS O03HAK i CHMIITOMIB KaHAUAEMIl.

Kanouodos causosux 060/10HOK.

- Kanaunos poTorioTky: HaBaHTaXyBaslbHa [103a cTaHoBUTH 200-400 Mr y mepiuuil feHsb,
nigTpuMytoda mo3a - 100-200 mr/no0y. TpuBamicTh NMiKyBaHHS CTaHOBUTH 7-21 MeHb (OO OOCSATHEHHS
peMicii), arme mMozxke 6yTu 306inblleHa g Malli€HTIB i3 TIXKKUM iMyHOmeQiIIuTOM.

- Kaugupmos cTpaBoxXony: HaBaHTaXyBalibHa [03a CTaHOBUTH 200-400 Mr y nepiuuy geHsb,
nigTpuMmyioda fo3a - 100-200 Mr/mo0y. TpuBamicTs NiKyBaHHS cTaHOBUTH 14-30 OHIB (0 MOCATHEHHS
peMicii), arme Mozxke O6yTu 306inblleHa [AJg MaLi€HTIB i3 TIXKUM iMyHOAePiIIuTOM.

- Kaupgunypid: pekoMeHnoBaHa go3a cTaHoBUTh 200-400 mr/mo6y npotsirom 7-21 mgHiB. [I1s malieHTiB



i3 TAKKUM iMyHOZE(DIIIUTOM TPUBAJIICTh JIIKyBaHHSA MOXKHA 30iTbIINTH.
- Xponiunu# aTpodiuyHUi KaHAUI03: PpeKOMEeHI0BaHa f03a CTaHOBUTH 50 Mr/mo0y npotsirom 14 gHiB.

- XpoHiYHUY KaHOUO03 MIKIiPU Ta CIU30BUX 000JIOHOK: PpEKOMEeHI0BaHa M03a cTaHoBUTh 50-100
Mr/mo0y. TpuBasicTh JIiKyBaHHS CTAHOBUTH 10 28 [HIB, ane Moxe OyTu 30inblleHa 3aekKHO Bif
TAKKOCTi Ta BULY iH(Dekil abo 3HMKEHHS IMyHITETY.

ITonepediceHHs peuudusy KaHOudo3y cau3osux 06040HOK y nauieHmia 3 BIJI, siki maromb sucokull
pU3UK U020 PO3BUMKY.

- KaH1go3 poTOrIOTKY, KAHAKW03 CTPAaBOXOAY: peKoMeHoBaHa fo3a cTaHoBUTE 100-200 Mr/go0y
a6o 200 mr 3 pa3u Ha TUXKOEeHb. TPUBAJICTh JIIKYBaHHS € HEOOMEKeHO IJIs MAI[iEHTIB i3
IPUTHIYEHUM IMyHITETOM.

ITpoginakmuka kaHOUOO3HUX TH(eKYill y nauienmia i3 mpusas0 HelimponeHie.

PekomenpoBana mo3a ctanoBuTh 200-400 mr. JIikyBaHHS CHif pO3MOYMHATH 3a KilbKa OHIB 0
OYiKyBaHOTO PO3BUTKY HEUTPOIEHII Ta MPOAOBKYBATH IIPOTATOM 7 OHIB IiC/sA HMiABUIEHHS KiIbKOCTI
HeiiTpodinis moxan 1000/mm’.

TI'enimaavHi KaHOUO03U.

- TocTpuit BariHaNbHUM KaHAUI03, KaHAUI03HUN OaaHIiT: peKOMEHI0BaHA [103a CTaHOBUTEL 150 Mr
pas3oBo.

- JlikyBaHHS Ta mpodilakTKa peluauByI0YUX BariHaIbHUX KaHOU03iB (4 abo Oinbile BUMIagKiB Ha
piK): peKoMeHoBaHa fo3a cTaHoBuTh 150 Mr 1 pa3 Ha 3 gHi. Bcvoro cmif 3actocyBatu 3 go3u (1-u
neHb, 4-i meHb Ta 7-u geHsb). [licns 1poro ciif 3acToCoByBaTH HigTpuMytody Ao3y 150 mr 1 pa3 Ha
TUKOEHD MPOTATOM 6 MIiCHIIIB.

Iepmamomikosu.
- Miko3 cToIm, MiK03 I'J1afeHbKO]l IKipH, TaX0BUY AepMaTOMiK03, KaHIUA03H] iH(peKIIi] mWKipu:
peKoMeHoBaHa fi03a cTaHoBUTH 150 Mr 1 pa3 Ha TuxnmeHb, abo 50 mr 1 pa3 Ha goOy. TpuBamicTh

JIIKyBaHHS CTaHOBUTH 2-4 TUXKHI. JIiKyBaHHSA MiIKO3y CTOIl MOXK€E TPUBATHU [0 6 TUXKHIB.

- PismoGapBHUY nullaii: peKoMeHnoBaHa qo3a cTaHoBUTh 300-400 Mr 1 pa3 Ha THXKOEHb IPOTITOM
1-3 tTuxuiB a60 50 Mr Ha 700y MPOTATOM 2-4 TUXKHIB.

- IepMaTodiTHUI OHIXOMIKO3: peKOMeHI0BaHa fo3a cTaHoBUTh 150 Mr 1 pa3 Ha TuXKOeHb. JIiKyBaHHS
CJIiff IPOMOBXKYBaTH JOKM Ha MicCli iH(pIKOBaHOTO HIrTS HE BUPOCTE 300POBUM. [I11s BifpOCTaHHS
3[0POBUX HITTiB Ha pyKax Ta Ha BEJIUKUX Ia/bLgX HIr 3a3Bu4ail HeoOXigHo 3-6 MicsiB Ta 6-12
Mics1iB BifmoBimHO. OfMHAK MIBUOKICTh POCTY HIr'TiB y HaIliEHTIB MOXKe OyTH Pi3HOI0 Ta 3ajiexkaTH Bif
BiKy. [licns ycminmHOro NiKyBaHHS TPUBAJIUX XPOHIYHUX iHQEKIiN (opMa HITTS iHOAL 3a/IUIIa€THCS
3MiHEHOIO.

imam.
3acTOCOBYBAaTH JIiKapChKUY 3acib 3a3BUYaill € MOXKJIMBUM Y Billi Biff 5 POKiB.
He cnip nepesulifyBaTé MakCcuManbHy f000BYy f03y 400 Mmr.

4K i npu aHanoriyHuX iHQEKIiTX y JOPOCIUX, TPUBAICTh TiKyBaHHS 3a/Ie’KUTh Bifl K/IiHI4HOI Ta



MikonoriyHoi BigmoBigi. ®nykoHa305 3acTocoByBaTé 1 pa3 Ha mo0y.

[lo3yBaHHA IIpenapaTy HiTSAM i3 NOpPYIIeHHAM (QYHKIIM HUPOK HaBeAeHO HuxkK4Ye. dapMaKOKiHEeTHKa
(bITyKOHA30I1y He [OCIiIXKyBaau y JiTel i3 HUPKOBOIO HEeNOCTaTHICTIO.

Ilimam eikom 8i0 12 pokis.

3ajIe’kHO Biff MacH Tisla Ta my6epTaTHOTO PO3BUTKY JIiKapio CIIiJ OLIHUTH, sIKa J03a Ipenapary (s
IOPOCIIUX UM [JIF [iTel) € ONTHMaIbHOIO OJIs MallieHTa. Y AiTel KiipeHc GIyKOHA30Iy € BUIIUM
MIOPiBHAHO 3 mopociauMu. 3actocyBaHHs 103 100, 200 ta 400 Mr mopocnuM Ta go3 3, 6 Ta 12 Mr/kr
OiTSM IPU3BOOUTH 10 MOCSATHEHHS CIIIBCTaBHOI CHCTEMHOI €KCITO3UIIil.

EdekTuBHICTh Ta 6€3MEYHICTh 3aCTOCYBaHHS IIPeapaTy s JIiKyBaHHS T'eHiTalTbHUX KaHOUI03iB Yy
[iTe! He BCTAHOBJIEHI, He3BaXal4l Ha BUYEPIIHI JaHi IOA0 3aCTOCYBaHHS IIpenapaTty OiTIM. AKIIo
icuye HaranmbHa nmotpeba 3aCTOCYyBaHHS IpemaparTy migmiTkaM (BikoM Big 12 mo 17 pokiB), cmin
3aCTOCOBYBATH 3BUYalHi 003U AJIS JOPOCIIHX.

Himsam eikom 8i0 5 0o 11 pokis.

Kanaumo3u cnu3oBux 000JI0HOK: TI0OYATKOBA [103a CTAHOBUTEL 6 MT/KTr/mo0y, migTpuMyooyda [103a -
3 Mr/kr/mo0y. [TouaTKOBY 03y MOXKHA 3aCTOCOBYBATH Y MEPIIHM JeHb 3 METO0 Oi/IbIIl IIBHIKOTO
IOOCSITHEHHS PiBHOBAXKHOI KOHIIEHTpAITil.

[HBa3WBHI KaHAUI03H, KPUIITOKOKOBUYM MEHIHTIT: 03a IIpenapaTy CTaHOBUTDH 6-12 Mr/Kr/moby
3aJIeXKHO Bifi CTyIIeHs TAXKKOCTi 3aXBOPIOBAHHS.

[TigTpuMytoda Teparis s nonepenXeHHs PeLIUANBY KPUIITOKOKOBOI'O MEHIHTITY y AiTeX i3 BUCOKUM
PU3KUKOM MO0 PO3BUTKY: J03a IIperapaTy CTaHOBUTDL 6 MI/KT/mo0y 3a/Ie3KHO Bifl CTYIEeHs TSKKOCTi
3aXBOPIOBaHHS.

[TpodinakTka KaHOUOO3IB y NAI€HTIB 3 iMyHOAeIMTOM: f03a IIpenapaTy CTaHOBUTH 3-12
MT/KT/0o0y 3aj1e’KHO BiJf BUPAXKEHOCTi Ta TPUBAJIOCTI iHAYKOBaHOI HEUTPOIIEHII (DUB. DO3U OJIS

IOPOCIHX).

IHauieHmam AimHb0o20 BiKY.

o3y HeoOximHO minOupaTy 3aj1eXKHO Bifl cTaHy QYHKIIiM HUPOK (OUB. HAXKYE).

IlauieHmam i3 HUPKOBOK HedocmamHicmio.

[Tpu pa3oBOMY 3aCTOCYyBaHHI KOPUTYBaTH 003y GIyKOHA307y He mOTPiOHO. [TarieHTam (BKI0o4anyu
miTen) i3 mopyueHHSIM QyHKINM HUPOK IPHU HeoOxigHOCTi 6araTopa3oBoOro 3aCTOCYyBaHHS IIpenapary y
IePIIU IeHb JIiIKyBaHHS CJIifl 3aCTOCOBYBaTHU IT04YaTKOBY 103y 50-400 Mr 3a7eKHO Bifj TOKa3aHHS.
[Ticns uporo oOOBY mO3Y (3a/IeKHO Bifl MOKA3aHHS) CJIil pO3PaXx0BYBAaTH BidIOBITHO 0
HUX4YeHaBeOeHol TabuIli:

Kaipenc kpeamuniny (ma/xe) Bidcomok eid pekomeHdoeaHoi do3u
> 50 100 %

< 50 (6e3 miami3y) 50 %

Perynsapuui gianmis 100 % micng KOXKHOrO Hiamisy

[TamieHTu, siKi nepeOyBaloTh Ha peryasapHOMY fianisi, moBuHHI oTpuMyBaTH 100 % pekoMeHmOBaHOI
OO3H MiCHsd KOXHOI0 miani3y. Y meHb, KOJU Aiani3 He IPOBOOUTHCH, MALllEHT MTOBUHEH OTPUMYBaTH
[03y, BIAKOPUTOBaHY 3ajIeKHO Bif] KJIIIpEHCY KpeaTHHiHY.



ITauieHmam 3 nopyweHHAM GYHKUIU neviHKU.

®nyKoHA307 CIifl 3aCTOCOBYBaTH 3 00€PEeKHICTIO MallieHTaM i3 MOpyLUIeHHAMU QYHKIIiH IIeYiHKH,
OCKiJIbKY iH(popMaIlil o0 3aCTOCyBaHHS (HIIyKOHA30JIy IIifi KaTeropii maijieHTiB HeIOCTaTHEO.

Himu.

3acTOCOBYBATH JIiKApPChKUY 3acib MOXKIIKBO ¥ Billi Biff 5 pOKiB.

Ilepedo3yeanHs.

[CHYIOTB ITOBIAOMJIEHHS IIPO NTepefo3yBaHH (PIyKOHA30JI0M; OMHOYACHO MTOBIJOMIISIH IIPO
rajIonuHalil Ta napaHoifalabHy OBEHIHKY.

[Tpu nepeno3yBaHHi HEOOXiMHO ITPOBECTH CHMIITOMATUYHY MiATPUMYIOUY Tepariiio Ta y pasi
He0oOXiIHOCTi TPOMUTH IITYHOK.

®nyKOoHA30J 3HAYHOIO MipOI0 EKCKPETYETHLCS 3 cedelo; (GOPCOBaHUM Aiype3 MOXKe IIPHCKOPUTU
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUXKYE PiBeHb (QPIYKOHA30JTY Y
na3Mi KpoBi npubnu3Ho Ha 50 %.

ITo6iuni peakuii.

3 6oky cucmemu kpogi ma Aim¢pamuuHoi cucmemu: aHeMisI, aTPaHYJIOLUTO3, IEUKOIEHis,
HEeUTPOIIEeHisT, TPOMOOLIUTOTIEHIS.

3 6oky imyHHOI cucmemu: aHadinakcis.

MemaboaiuHi ma asimeHmapHi po3aadu: 3HNXKEHHS alleTUTY, TIepTPUIIilepuaeMis,
rinepxojecTepuHeMid, rinokaniemis.

3 6oky ncuxiku: 63COHHS, COHIUBICTb.

3 6oky Hepsosoi cucmemu: TOJIOBHUM Oifib, CyIOMHU, 3allaMOPOYEHHS, TapecTesii, MopyLuIeHHS
CMaky, TpeMop.

3 60Ky opaaHis cayxy ma secmubya5pHO20 anapamy: BEPTHUTO.

3 60Ky cepus: TapOKCHA3MaJlbHa IIUIYHOYKOBA TaxXiKapmis TUILY «IIipyeT», IOLOBXKEHHSA
inTepBany QT.

3 60Ky KuwKoso-wAyHK08020 mpakmy: 6inb y YepeBHil MOPOXKHUHI, Miapes, HyOoTa, OI0BaHHS,
3a10p, AUCIENCisd, METEOPU3M, CYXiCTh y POTI.

3 6oky eenamobisiapHoi cucmemu: MigBUILEHHS PiBHA alaHiHaMiHOTpaHchepasu (AJIT),
acnaprataminoTpancdepasu (ACT), nyxHol ¢pochaTasu, xoiectas, KOBTIHULIS, MiBUIIEHHS
piBHA 6inipy0iHy, me4iHKOBa HEIOCTATHICTh, TENAaTOLENIONIIPHUN HEKPO3, TEeTaTUTH,



TeIllaTOLEII0IIAPHE YPAZKEHH.

3 60Ky wKipu ma nidwkipHoi mKaHuHu: BUCUTIAHHS, CBePOiK, MEAUKAMEHTO3HUM IepMaTUT
(BKTIOYalouu (piKCoBaHM MeOUKaMEHTO3HUM AepMaTHUT), KPOIIUB THKA, MiIBUILIEHE
IIOTOBUIIEHHS, TOKCUYHUM ellifepMalibHUX HEKpOoJti3, CuHAPOM CTiBeHca-[I:KOHCOHa,
TOCTPUY reHepali30BaHUM €K3aHTeMaTO3HUH yCTyJb03, eKCQOITiaTUBHUYN OEPMAaTHUT,
AQHTIOHEBPOTUYHUY HaOPSK, HAOPsK o0nmuuys, anornellis. [IoBimoMIIsIIocs PO peakiliio
nmiKapchKuX 3aco0iB 3 eo3uHodiniero Ta cuctemuumu cumntomaMu (DRESS cunpmpom), 1m0
TIOBSI3aHi 3 MiKyBaHHSIM (ITyKOHA30710M (IuB. po3min «Oco6IUBOCTI 3aCTOCYBaHHS»).

3 60Ky onopHO-pPYX08020 anapamy ma CnoAy4YHOi MKaHuHU: MiaJris.

3aeanvHi po3nadu ma peakuii y micui e8edeHHsA: MiIBUIleHa BTOMJIIOBAHICTh, HE3YXKaHHS,
acTeHis, raps4ka.

Himu.

YacToTa Ta xapakTep Mo6iYHUX peakili i BigxuneHb Big HOpMU pe3yibTaTiB TabopaTOPHUX aHaMli3iB y
XOfl KJTIHIYHUX JOCTIiAKeHb 3 y4acCTIO AiTel CIiBCTaBHI 3 TAKUMU Y JOPOCIIHX.

Tepmin npudamuocmi. 3 POKHU.

YmMmoBH 30epiranns.

B opurinanbHi#t ynakosui npu TeMnepatypi He Buite 30 °C. 30epiratv y HEOOCTYIHOMY AJIST DiTeH
Mmicti.

Ynakoska.

[To 4 tabnetku go3yBaHHsAM 50 Mr Ta 100 Mr y 6ricTepi; mo 1 6yicTepy y madili 3 KApTOHY.

[To 7 Tabnetok go3yBanHAM 50 Mr Ta 100 Mr y 6rictepi; mo 1 6ricTepy y mayili 3 KapToHY.

[To 10 ta6netox molyBauusaM 50 mr ta 100 Mr y 6mictepi; no 1 6icTepy y mauili 3 KapToHY.

[To 10 tabnerok molyBauusM 50 mr ta 100 mr y 6mictepi; mo 100 6micTepiB y KopoOi11i 3 KapTOHY.
[To 1 Tabnetui go3yBanusaM 150 mr y 6ricTepi; mo 2 6ricTepu y madili 3 KAPTOHY.

[To 2 TabmeTku go3yBaHHSAM 150 Mr y 6rmicTepi; mo 1 6micTepy y mayili 3 KapToHY.

Kareropis Bigmycky.

3a peLemnToM.



BupoOHHK.

IIpAT «TexHOMOT».

Micue3HaxoKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaKeHHsI Tisl/IbHOCTI.

Ykpaina, 20300, Yepkaceka 00:1., MicTo YMaHb, Bynuilsi Ctapa ImpopisHa, 6yIuHOK 8.



