IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

®YIIUC® OT

(FUSYS® DT)

Cknao:
ditoua peuvosuHa: fluconazole;
1 TabneTka MicTuTh GykKoHa3ony 50 Mr;

0ONOMIdCHI peuoBUHU: TTAKTO3KW MOHOTIPAT, IeII0103a MiKpOoKpucTaniyHa, moBimoH K30, Tanbk,
MarHilo cTeaparT, HaTPilo KpocKapMeso3a, KpeMHilo HioKCcH[ KOnoimHuM 0e3BOMHUM, apoMaTH3aTop
«AmepukaHcbke Mopo3uBo DC 129»*, HaTpito caxapuH.

*apoMaTH3aTop «AMepHuKaHChKe Mopo3uBo DC 129» - makTo3u MOHOTiApaT, akalig (rymiapabik)
E 414, apomaTtu3aTop ifeHTUYHUYN HaTypaIbHOMY.

Jlikapcbka ¢popma. TabneTky qucleproBaHi.

OcHosHi pisuko-xiMiyHi 8aacmusocmi: Kpyrii TabneTku 0i70r0 KONMbOPY 3i CKOLIEHUMU KPasMH, 10
MalOTh PO3NOLiNbUY PUCKY 3 0OOHOr0 OOKY Ta PiBHI 3 iHIIOTrO, i3 3amaxoM MOPO3UBa.

®dapMakKoTepaneBTHYHA Ipyna.

[TpoturpuOKOBi 3aco0u [T CUCTEMHOTO0 3acTocyBaHHs. [ToxigHi Tpuasony. Kog ATX JO2A CO1.

dPapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

MexaHi3M mii.

®nyKoHa3071 € TPOTUTPHOKOBUM 3aCO00M KJlacy Tpra3oiB. [IepBUHHUM MexaHi3MOM Horo fil €
IPUTHiIYeHHS rpubKoBoro 14 anbda-1aHOCTEPO-IeMeTUII0BaHHS, OII0CEPEeIKOBAaHOT0 IIUTOXPOMOM
P450, 110 € HeBifg'eMHUM eTanoM 6iocMHTe3y IPUOKOBOr0 eprocrepony. AKymynsiia 14 anbda-MeTun-
CTEPOJIiB KOPEJTIIOE 3 IOMIaIbII00 BTPATOI0 eProcTeposy MeMOpaHoo rpuOKOBOL KITITUHU Ta MOXKEe
BiiMOBiaTy 3a MPOTUTPUOKOBY aKTUBHICTEL QriyKoHa307y. ®IyKOHA30J € GinbIll CEIEKTUBHUM [0
rpubkoBux ¢hepMeHTiB uToxpomy P450, Hixk mo pisHux cucteM pepmenTiB nuToxpomy P450 ccasiis.

3acTocyBaHHs GIyKOHa307y B 1031 50 Mr Ha mo0y mpoTsaroM 28 OHIB He BIJIUBAE Ha PiBEHb



TECTOCTEPOHY B IJIa3Mi KPOBi y 40JI0BiKiB a00 Ha piBeHb €HAOTeHHUX CTEPOIMiB y KiHOK
pemnponyKTuBHOro 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
pa3oBo abo 6araTopa3oBo He BIJIMBA€E Ha MeTabo01i3M aHTUIIIPUHY.

YyTnusicTs in vitro.

®nykoHa30:7 in Vitro eMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTL CTOCOBHO BUAiB Candida, 1110
3ycTpiyaroThCd HauvacrTimne (BKmodatouu Candida albicans, Candida parapsilosis,

Candida tropicalis). Candida glabrata peMOHCTPY€ IIKMPOKUY Oiala30H YyTIUBOCTI J0 (IYKOHA30Iy,
tomi 1K Candida krusei € Mo HbOT'O PE3UCTEHTHOIO.

Takox (hykKoHa3011 in vitro IeMOHCTPY€E aKTUBHICTH K potu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i IpOTH eHAeMiUHUX ITiCHIBUX IpubiB Blastomices
dermatitidis, Coccidioides immitis, Histoplasma capsulatum Ta Paracoccidioides brasiliensis.

B3aeM03B’930K (hapMaKOKIHETUUHUX i hapMaKOONHAMIUHUX BJIaCTUBOCTEH.

BiamoBigHO 10 pe3ysbTaTiB OOCIIIXKEHDb Ha TBapUHAaX, ICHY€E KOPeJIALii MiX MiHIMalIbHO
inribyrouoio KoHueHTpauieo (MIK) Ta eheKTUBHICTIO IPOTHU eKCIIepHMEHTaIbHUX Mofesieil MiKO03iB,
cripuunHeHux BugamMu Candida. BifmoBimHO 0o pe3ynbTaTiB KIIIHIYHUX JOCTiAXKEHb, iCHYE TiHiliHa
3anmexHicTh Mizk AUC Ta go3or0 ¢pinykoHasony (mpubnusso 1:1). Takox icHye nmpsaMuii, ane
HeJ0CTaTHii 3B’5130K Mixk AUC a60 103010 Ta MO3UTUBHOIO K/TiHIYHOIO BigIOBIAI0 Ha JIiIKYBaHHS
Opa/IbHOT0 KaHAU03Y Ta MEHIIIO Mipoio - KaHAuAeMil. AHAJIOTiYHO NiKyBaHHS iH(DeKIIii,
CIIpUYMHEHUX LITaMaMu, 10 KX (IyKOHA30JI OeMOHCTPYe BUCOKY MIK, € MeHIII 3aJOBIIbHUM.

MexaHi3M pe3uCTEeHTHOCTI.

Mikpoopraniamu poxy Candida meMOHCTPYIOTh YUCEIIbHI MEeXaHi3MU PE3UCTEHTHOCTI OO a30IbHUX
npoTUrpuOKOBUX 3ac00iB. ®IyKOHa30J feMOHCTPYe BucoKy MIK mpoTu mramiB rpubis, 110 MaloTh
onuH abo OinbIlle MexaHi3MiB PE3UCTEHTHOCTI, III0 HETAaTUBHO BIIJINBAE Ha e()eKTUBHICTE in Vivo Ta B
K/TiHIYHIN{ MpakTUli. Y 3a3BU4Yall 4yTauBUX BufmiB Candida MexaHi3M PO3BUTKY PE3UCTEHTHOCTI, 1110
3ycTpivaeThCs HalyacTille, BKI0o4a€e GepMeHTU-MilleHi a3071iB, Ki BifmoBifaoTh 3a GiocuHTE3
eprocTepoiy. Pe3anCTeHTHICTh TaKOXK MOxKe OyTH BUK/IMKaHA MyTalli€lo, MigBUIIEHHSIM BUPOOIeHHS
bepMeHTy, MexaHi3MaMH BifTOKY JTiKapChKUX 3aC06iB @60 PO3BUTKOM KOMIIEHCATOPHUX IIJISIXiB.

[ToBimoMunsinu mpo BUIAAKXA PO3BUTKY cynepindexuil Candida sSpp., CHIPUYUHEHO] iHITUMH,

Hixk Candida Albicans BufaMy, 110 94aCTO € HEUYTIUBUMU OO0 (IyKoHa30my (Hanpukiag Candida
krusei , C. auris). [Ing niKyBaHHS TaKUX BUIAJKiB IIOTPiOHO 3aCTOCOBYBATU albTEPHATUBHI
IPOTUTPUOKOBI 3ac00u. MexaHi3Mu pe3uCTEHTHOCTI He Oy/IM IOBHICTIO 3'ICOBaHi y IeIKUX
IpUPOIHLO cTitikux BumiB Candida (C. krusei) uu BumiB i3 HaOyToi0 pe3ucteHTHiCTIO (C. auris).

KoHTpomnbHiI TOYKHM (BIAIOBIZHO OO0 PEKOMeHallii €EBPONEerChKOT0 KOMITETY 3 HOCIiIXKeHb YYTINBOCTI
0O aHTUMIKDPOOHMX 3aC00iB).

Basyrouncs Ha gocigXKeHHi hapMaKoKiHeTUUHOI/(papMakofgrnHaMigHOI iH(popMaliii,

YYTIMBOCTI in vitro Ta KiiHiuHOI BigmoBimi, 6y10 BU3HaYE€HO KOHTPOJIBHI TOYKH I (HITYKOHA30Iy
miist Mikpoopraui3miB poxy Candida. Bonu Oynu po3mnopinieHi Ha KOHTPOIbHI TOYKH, IO He MOB’g3aHi
3 IIeBHUM BHUIOM, SIKi OiITbIIIOI0 MipO0 BU3HAYAKUCS HA OCHOBI
bapmakokineTn4yHOI/PpapMaKonrHaMiuHOI iHpopMallil i He 3asiexkaTh Bifl pO3MOiNy Ha IEeBHi BUOU 3a
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MiHiMabHOIO iHTi0yI040I0 KOHIIEHTPALli€lo, Ta Ha KOHTPOJIbHI TOYKY, TIOB’s13aHi 3 IEBHUM BUOM, III0
Hal4acTille acoLilolThCA 3 iHGeKIiaMY ¥ ToanHY. Lli KOHTPOJIbHI TOYKM HaBeIeHO HUXKYe.

[TpoturpubkoBuii  KOHTpOMBHI TOYKY, IOB’SI3aHi 3 IEBHUM BUAOM KoHTpOIBHI TOUYKY,
3acib S</R> He TIOB’g3aHi 3
IIeBHUM BUOMa
S</R>
Candida Candida Candida Candida Candida
albicans glabrata krusei parapsilosis tropicals
d1yKOHA3011 2/4 IE - 2/4 2/4 2/4

S = 4yTnuBuY;
R = pe3ucTeHTHUL;

a - KOHTPOJIbHI TOYKH, 110 He ITOB’sI3aHi 3 IEBHUM BUOOM, SKi GinbII0O0 Mipoio BU3HAYAIKUCS Ha OCHOBI
(dhapmakoKiHeTHYHOI/(papMaKogrHaMidHOl iHpopMallil ¥ He 3a/exaTh Bifl pO3MOAiNLY Ha IIeBHi BUU 3a
MiHiMabHOIO iHTi6yI040I0 KOHIIeHTpallielo. BoHU JOCHiXKyBaluch JIKille y MiKpOOpTraHi3MiB, y SKUX
He iCHye crenu(pigyHol KOHTPOILHOI TOYKH;

- DOCTIiMKEHHS YyTINBOCTI HE pEKOMEH0BaHi, OCKIJIbKY I1el BUJ He € METOI0 JIiIKapChKOl Teparlii;

IE - mokagsiB 110710 TOTO, YHX € IIed B METOIO JIIKapChKOl Tepailrii, HeJoCTaTHLO.

dapmakoKiHemuka.

dapMaKOKiHEeTHYHI BIacTUBOCTI GIYKOHA30Iy € MONIOHUMHU IIPU BHYTPIITHLOBEHHOMY i
IIepopaJibHOMY 3aCTOCYBaHHI.

AGcopOr1Tis.

®nykoHa3051 fo6pe BCMOKTYETLCS IIPHU IIepOpPaIbHOMY 3aCTOCYBaHHI, a piBeHb IIpenapaTy B I1a3Mi
KPOBi ¥ cucTeMHa 6iomocTynHiCTh mepeBuinyioTh 90 % piBHS (GIyKOHA30/Ty B M1a3Mi KPOBI, 110
IOCSTAETHCS MIPY BHYTPIIIHEOBEHHOMY BBeleHH]I npenapaTy. OgHOo4YacHe BXKHMBaHHS 1XKi He BIIJIUBa€
Ha BCMOKTYBaHHS IIpenapaTy [P M0T0 IIepopalbHOMY 3aCToCyBaHHi. [likoBa KOHILIEHTpallis y Iy1a3Mi
KpPOBi focaraetecd yepes 0,5-1,5 rogunu micnsa npuroMy npenapaTy. KoHLIleHTpallis npemnapary B
IIJTa3Mi KPOBIi IIpomopIiiiHa [03i. PiBHOBaXKHa KOHLleHTpawisa Ha piBHI 90 % mocsraeTscs Ha 4-5-1
IeHb npu 6GaraTopa3oBOMY 3aCTOCYBaHHi OIMH pa3 Ha f00y abo Ha OPYrui JeHb JTiKyBaHHS IIPU
3aCTOCYBaHHI y Iepinuii leHb HaBaHTaXKyBaJIbHOI 03K, 1110 BABiYi epeBulnye 3sudaiiny o608y m03y.

Pozmomin.

0O0’eM posmnopiny npubIu3HO NOPIBHIOE 3arajlbHOMY BMICTY PifMHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oinkamu mra3Mu KpoBi Hu3bke (11-12 %).

®nykoHa30m1 fobpe IPOHUKAE B YCi AOCiAXKyBaHi pifuHu opraHi3my. PiBeHb (IyKOHa307y B CIMHI Ta
MOKPOTHHHI € TOAIOHUM 10 KOHIIEHTPAllii mpenapaTy B I1a3Mi KpoBi. Y mallieHTiB, XBOpUX Ha
rpuOKOBUYM MEHIHTIT, piBeHb QIIYKOHA30JTy B CHMHHOMO3KOBI# pimuHi gocsirae 80 % KoHIeHTpallil y
IIJ1a3Mi KPOB.

Bucoki koHIeHTpalil (GIyKOHA30Iy B IKIpi, [0 TEPEBUILYIOTh CHPOBATKOBI, JOCATAIOTHCS B
porosoMy 11api, emigepMici, aepmi Ta moTi. ®JIyKOHAa30J1 HAKONIUYYETHCA B POrOBOMY IIapi.



[Tpu 3actocyBaHnHi fo3u 50 Mr 1 pa3 Ha goOy KOHIeHTpauis GIyKoHa30iy micisa 12 gHiB niKyBaHHS
CTaHOBHUJIAa 73 MKT/T, @ Yepe3 7 OHIB IiC/Is 3aBePIIEHHS JIiIKyBaHHS KOHIIEHTPAIlid BCe Ille CTaHOBHUJIa
5,8 Mkr/r. [Ipu 3actocyBanHi go3u 150 mMr 1 pa3 Ha TUXKAEHb KOHIIEHTpalis (pIyKOHA30Jy Ha 7-

1 IeHb JIIKyBaHHS CTaHOBHUIA 23,4 MKT/T; 4epe3 7 OHIB IiCJIs 3aCTOCYBaHHS HACTYIIHOL JO3HU
KOHIIeHTpallis Bce Iie cTaHoBumna 7,1 MKr/T.

KonnenTpanis ¢pnykoHa3omy B HIrTax micns 4 MmicsniB 3acTocyBaHHS 150 Mr 1 pa3 Ha TUXIeHb
craHoBuia 4,05 MKI/T y 3M0poBUX 10OPOBOJIBIIB Ta 1,8 MKTI/T Ipu 3aXBOPIOBaHHSX HITTiB;
(byKoHa30J1 BU3HAYaBCA Y 3pa3kax HirTiB uepes 6 MicAIiB Micis 3aBeplleHHS Teparil.

BioTpancdopmarris.

®nykoHa3on MeTabomi3yeThCst He3HAYHOIO0 Mipoto. [Ipy BBefieHHi 103U, MideHOl pagioaKTUBHUMHU
izoTonamu, nuie 11 % ¢pnaykoHa305ly eKCKPEeTYEThCA 3 Ce4ero y 3MiHeHOMY BUriIsAni. ®IyKoHa3011
€ momipHuM iHriditopoM izodpepmenTiB CYP2C9 ta CYP3A4, a Tak0XK MOTYKHUM iHTiOiTOpOM
izopepmenty CYP2C19.

BuBenmeHH4.

[Tepion HamiBBUBemeHHS (IYKOHA30Ty i3 MJIa3MU KPOBi cTaHOBUTH 0113bK0 30 roguH. Binbina
YacTHUHa IipernapaTy BUBOOUTHCS HUPKaMu, mpudoMmy 80 % 3acTOCOBaHOI HO3U BUSBIISIETLCI Y Cedi B
He3MiHeHOMY cTaHi. KimipeHc (hyKoHa30/1y IPONOPLiMHUY 10 KIipeHCy KpeaTuHiHy. LIUpKymo0dnx
MeTaboliTiB He BUSBJIEHO.

TpuBanuii nepion HamiBBUBEeNeHH IIpernapaTy 3 IJIa3MU KPOBi Ja€ MOXKJIUBICTH pa30BOro
3aCTOCYBaHHA IIpeliapaTy [IpY BariHaJIbHOMY KaHOUO031, @ TAKOXK 3aCTOCYBaHHA Ipernapaty 1 pa3 Ha
TUX[EHb IPY IHIIUX TOKa3aHHSAX.

dapMakoKiHeTHKa IPU HOPVIIeHH] QVHKIINI HUPOK.

Y namieHTiB i3 BaXKK010 HUPKOBOIO HepgocTaTHicTIO (IIIK® < 20 M1/xB) nepion HaliBBUBEOEHHS
36inmbimyeThes Big 30 mo 98 roguH, 1mo notpebye 3HUKEHHS [103u. OITyKOHA30/1 BUBOIUTHCS 3@
IOIIOMOT 010 TeMOfiai3y Ta y MeHIIoMy 00Cs3i - MIJITX0M ITepUTOHeabHOTo Aiamidy. CeaHc
reMofiani3y TpHUBamicTIO 3 TONWHU 3HUKYE PiBeHb (HIIYKOHA30I1y B IJ1a3Mi KpoBi npubnau3Ho Ha 50 %.

d®apMaKOKiHETHKA IPY JIAaKTAalIii.

KonnenTpanii ¢prykoHa30y B I1a3Mi 1 MaTEPUHCBKOMY MOJIOI BIPOAOBXK 48 TOOUH MicisA IPUAoOMy
OoHOPa30Boi fo3u 150 Mr oIfiHIOBaNHU Mif Yac papMakKOKiHETUYHOI'O JOCIigKEeHHS 3a y4acTIO OeCITH
JXKIHOK y Ilepiofi nmakTariil, SKi TUM4YacoBo a0 MOCTiMHO IPUIKUHUIIY TOJYyBaTU CBOIX HEMOBIIST
IPyAmio. Y MaTeprHCHKOMY MOJIOLI GIyKOHA30 1 BUSBUIIM y CEePefHil KoHIeHTpalil mpubnu3uo 98 %
Bif Ti€l, 110 Bif3Havasny y mua3mi Matepi. Yepes 5,2 roguHY IiCas IPUMOMY J03U CEPenHS MiKoBa
KOHIIEHTPAIlig B MaTePUHCHKOMY MOJIOIi cTaHOBUAa 2,61 Mr/n. [Jo6oBa mo3a (hIyKOHA30I1y, OTpUMaHa
HEMOBIISIM i3 MAaTEPUHCHKOT'0 MOJIOKA (SIKIIO IPUUHSITH CEepeHE CII0KMUBAHHS MOJIOKa 3a

150 mn/kr/go0y), po3paxoBaHa Ha OCHOBi CepefHbOI MiKOBOI KOHIIEHTPAIIil B MOJIOIIi, 1[0 JOPiBHIOE
0,39 mr/kr/mo6y, craHoBUTh TPuOMM3HO 40 % Bif 03U, pEKOMEHI0BAaHOI HOBOHAPOAKEHUM (BiKOM

< 2 TuxHiB), a60 13 % Bim 031, peKOMEHI0BAHOI HEMOBJISITAM 15 JTIKyBaHHS KaHOUIO3Y CIIM30BUX
000JIOHOK.

dapMakKOKiHETHKA YV TiTEeH.

d®apMaKOKiHETUYHI TapaMeTpH y [iTe Oynu OlLiHeHi y 5 JOoCTimKeHHIX: 2 JOCTiAXKeHHS 3 Ppa30BUM
Io3yBaHHSM, 2 3 OaraTopa3oBUM Ta OfHE HOCIIMIXKEHHS, B SKoMY Oynu 3afisHi HeoHOIIeH]



HOBOHAPOOXKEHI.

[Ticns BBegeHHS 2-8 Mr/KT ¢IyKoHa301y HiTIM Bif 9 micsuiB 7o 15 pokiB OyB BUSBIEHUH TOKa3HUK
AUC 6mu3pko 38 Mxr*rom/mn Ha 1 Mr/kr go3u. [Tpu 6GaraTopa3oBOMY 3aCTOCYBaHHI cepenHiil mepiopn
HaliBBUBeIeHHS (HIYKOHA30I1y 3 IJIa3MU KOJTUBaBCs Mix 15 Ta 18 rogunamu, a 06’eM po3nopiny
ctaHoBuB npubau3Ho 880 My/Kr. Binbil TpuBanui nepion HaniBBUBeAeHHS GIYKOHA30Iy 3 IIa3MHU
KPOBi CTaHOBUB NPUOIKU3HO 24 rogurHu Ta OYB BUSBIIEHUM ITiC/Is BBeIEeHHS pa3oBoi go3u. Llen
IIOKA3HUK € IIOPiBHAHHUM i3 IIepiogoM HamiBBUBeAeHHS (HJIyKOHA30JIy 3 IIJIa3MHU KPOBI IMiCNs
BHYTPIIIHEOBEHHOTO OTHOPA30BOT0 BBeHeHHS 3 MI/KT HiTaM BikoM Bif 11 mHiB mo 11 micsiiB. O0’eM
pO3Mmominy B 11i#i BikOBi# rpymi cTaHOBUB 61113bK0 950 MII/KT.

HocBin 3acTocyBaHHS (IYKOHA30Iy [AJId JIiKyBaHHS HOBOHAPOIXKEHUX 00MEKYy€ETHCS
bapMaKOKiHETUYHUMH OOCTIXKeHHAMU 12 HeIOHOIIEHUX fiiTel i3 TepMiHOM recTallii mpubIu3HO

28 tuxHiB. CepenHill BiK OUTUHYU IIPY BBe[EHHI ITepIIOl JO3U CTAHOBUB 24 TroouHY (Hiana30H

9-36 romuH), CepemHs Maca Tija Ipu HapomxeHHi ctaHoBuia 0,9 kr (gianazon 0,75-1,10 kr).
MakcuMyM 5 BHYTPILIHbOBEHHUX iH €KIIIN (DJIYKOHA30J1y B 031 6 MI/KI BBOAUIN KOXKHi 72 TOOUHM.
CepenHiu nepion HalliBBUBEEHHS CTaHOBUB 74 rogunu (44-185) y nepinii feHb, IOTIM 3MEHIINUBCS
no 53 roguH (30-131) Ha 7-1 geHb Ta 0o 47 (27-68) Ha 13-4 meHsb. I1no1a mig KpuBo (MKr*rom/mi)
cranoBuia 271 (173-385) y mepuuit gesb, 30inburyBanacs no 490 (292-734) Ha 7-i meHb, MOTIM
3meHmunacs go 360 (167-566) na 13-i mers. O0’em poamnominy (My/kr) craHoBuB 1183 (1070-1470) y
nepimi neHb, 36inbinyBaBcs mo 1184 (510-2130) Ha 7-1 mens Ta go 1328 (1040-1680) Ha 13-i meHb
BiIIIOBiOHO.

dapmakoKiHEeTHKA Y Malli€HTiB JITHbOT'O BIKY.

Y mocnigxeHHi, iKe IPOBOAUIIN 3 Y4acTIo 22 TMaIlieHTiB (BiKOM Biff 65 pokKiB), pIyKoHA301
3aCTOCOBYBaBCA IIepopasibHO ¥ 1031 50 Mr. 10 3 yyacHUKIB OHOYACHO 3aCTOCOBYBAJIU [iyPETUKH.
Cmax cranosuna 1,54 MKr/Mia Ta gocsAraaacs IpoTAroM 1,3 roouHY Mic/IsA 3aCTOCYBaHHS
dbmykoHazony. Cepenus AUC cranoBuna 76,4 = 20,3 mxr*ron/mn. CepenHili mepioq HalliBBUBEIEHH S
- 46,2 rogunu. Lli papMakOKiHETHYHI TOKA3HUKY € BUIIMMY ITOPiBHAHO 3 aHAJIOTIYHUMU ¥ 300POBUX
1o6pOoBOJIBLIIB MOJIOAIIOrO Biky. OmHOYaCHe 3aCTOCYyBaHHS [iypeTUKIB He Majio 3HAYHOTO BIUIMBY Ha
Cmax Ta AUC. TakoxX KiIipeHC KpeaTuHiHy (74 MI1/XB), BifCOTOK (pJIyKOHaA30/y, 1[0 eKCKPETYBaBCH i3
ceyero y He3aMiHeHoMy Burnsafi (0-24 rogunu, 22 %), Ta HUPKOBUY KIIipeHC (QIYKOHA30Iy

(0,124 mn/xB/KT) y nali€HTIB Li€l BiKOBOI Ipynu OyIy HUXKYKUMY, HiXK aHAJIOTi4yHi IOKA3HUKY Y
MOJIOAIIHX OOPOBOIBINB. TOMy 3MiHM (hapMaKOKIHETUKH Y MAIli€HTIB JIITHHOTO BiKY, 0UEBHUIHO,
3aneXkarTh Bifl TapaMeTpiB (PYHKI[IN HUPOK.

KniniuyHi xapaKTepHCTHKH.
Iloka3aHnHs.

@yunc® IOT moka3aHui [Jg TiKyBaHHS TaKUX T'PUOKOBUX iHQEKIIN ¥ DOPOCIUX (IUB. PO3Min
«®apMakKoouHaMiKa»):

- KPUIITOKOKOBUM MEHIHTIT (IuB. po3min «OcobIUBOCTI 3aCTOCYBAaHHS»);
- KOKIMIioimo3 (ouB. po3min «Oco0IuBOCTi 3aCTOCYBaHHS »);
- iHBA3UBHI KaHOUOO3H;

- KaHOUOO03M CIIM30BUX 000JIOHOK, BK/TI0YAI0YN KaHIUI03 POTOTJIOTKH Ta KaHOWUO03 CTPABOXOMOY,



KaHIUOYPis, XPOHIYHUY KaHOUO03 WKIPHU i CTU30BUX 000IOHOK;

- XpOHIYHUY aTpoiuHNM KaHAUI03 POTOBOI MOPOXKHUHY (KaHAUN03, CIPUYNHEHNN BUKOPUCTaHHIM
3yOHUX IIPOTE3iB) TP Hee(EeKTHUBHOCTI ririeHN POTOBOI MOPOXKHUHYU ab0 MiCIIeBO1 Teparii;

- BariHaJIbHUM KaHOUI03, TOCTPUM ab0 PeluauBHUM, KON MiclleBa Tepallis He € [OLiTbHOIO;
- KaHOUOO3HUY 0aslaHiT, KOIU MiclieBa Tepallis He € HOLiTbHOIO;

- IepMaTOMiKO03H, BKJII0Yal04yu MiK03 CTOII, MiK03 I'JIafieHbKOl MIKipH, ITaXOBUM OepPMaTOMiKO03;
pisHOOapBHUM NHIlIal Ta KAHAKWOO3HI iHQEKIIi] IKipy, KoMK IT0Ka3aHO 3aCTOCOBYBATU CUCTEMHY
Tepartiio;

- mepMaTO(iTHUYN OHIXOMiKO03, KOJIM 3aCTOCYBaHHS iHIIKX JIiIKAPCHKUX 3aC00iB € HEJOPEYHUM.
Oyuuc® 0T nokasaHuil A IpodilaKTUKK TaKKMX 3aXBOPIOBAHb ¥ JOPOCIIHUX SIK:
- PELUANB KPUIITOKOKOBOTO MEHIHTITY y IAI[l€HTIB i3 BUCOKUM PU3UKOM MOT0 PO3BUTKY;

- penuauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOAy y malieHTiB 3 BIJI 3 BUCOKMM PU3UKOM HOT0
PO3BUTKY;

- 711 3HUKEHHST YaCTOTH PELUOUBIB BariHaIbHOTO KaHAUI03Y (4 abo GinmbIe BUMAAKX Ha PiK);

- podinakTUKa KaHAWOO3HUX iH(EKIIiN y MaI[ieHTiB i3 TPUBAIOH HEUTPOIEHI€I0 (HanpuKiaf,
NaLie€HTH 3i 37TOSIKICHUMY 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTeparito, abo mallieHT npu
TPaHCIUIaHTallill TeMOIIOeTUYHUX CTOBOYPOBUX KIiTHH) (OUB. Po3min «®apMaKoIoriyHi BIaCTUBOCT.
dapmakoguHaMiKa»).

iTH.

(I)yuHc® OT moka3aHui OiTIM OIS JTiKyBaHHS KaHOUM03iB CIM30BUX 000JIOHOK (KaHAMI03 POTOTJIOTKH,
KaHOU03 CTPaBOXOMY), iHBA3UBHUX KaHAXW031iB, KPUIITOKOKOBOTO MEHIHTITY Ta AJis MPOo(diTaKTUKHU
KaHIUO03HUX iH(QEKIiN ¥ MallieHTiB 31 3HUKEHUM iMyHiTeTOM. [IpenmapaT MoXXKHa 3aCTOCOBYBATH SIK
NigTPUMYyBa/IbHY Tepaliio Ajis IonepenXkeHHs PeIuauBy KpUIITOKOKOBOTO MEHIHTITY y AiTel i3
BHCOKUM PU3UKOM HOTO PO3BUTKY (OUB. po3Tin «Oco0IMBOCTI 3aCTOCYBaHHI»).

3acTOCOBYBAaTH JIiKapChKuii 3acib y ¢popMi TabIeToK I1iit KaTeropii maiieHTiB MOXKHa TOMi, KOIU [iTH
3maTHi 6e3meYHO TPOKOBTHYTH TaONETKY, 1110 3a3BUYall € MOXK/IMBUM V Billi Bil 5 POKiB.

Tepamito npenapaTom ®yruc® IT MoXHa PO3MOYMHATH [0 OTPUMAHHS Pe3yybTaTiB KyIbTypaabHUX
Ta iHIIMX 1a00paTOPHUX JOCiIKEeHb; OfHAK IIiC/ISl OTPUMAaHHS pe3yIbTaTiB NPOTHiHDEKIiINHY
TEepario NoTPibHO CKOPUTYBATH BiAMOBITHUM YUHOM.

IIpomunoka3aHHs.

- T'inepuyTnuBicTh 70 QIyKOHA30JTy, iHIINX a30IbHUX CIIOIYK a00 H0 OyOb-SKOI 3 OTIOMiXKHUX
PEYOBHH IIpenapary.

- OgHOYacHe 3aCToCyBaHHS (HIIyKOHA30/Iy Ta TeppeHaguHy Nali€eHTaM, IKi 3aCTOCOBYIOTh
¢bnykoHa3on 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3ybTaTaMu JOCIiIXKEHHS
B3aemMofil 6araTopa3oBOro 3aCTOCYBaHHS).



- OgHoYacHe 3acToCyBaHHS (HITYKOHA30IIy Ta iHINX JIiKapCchKUX 3ac006iB, 110 TTOOBXKYIOTh iHTEpBa
QT ta meTabomizyoThcs 3a gonmoMoroi ¢hepmenty CYP3A4 (Hampukiaf, IU3anpuay, acTeMi3omy,
miMO3uay, XiHIIUHY Ta ePUTPOMILIMHY), OUB. Po3ainu «Oco6IUBOCTI 3aCTOCYyBaHHSI» Ta «B3aemois 3
iHIITIMM JTiIKapChKUMM 3aC00aM¥ Ta iHIIN BUIY B3AEMOIiM».

B3aemodisn 3 inwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

IIpomunoka3aHe cymicHe 3aCmMoCYB8AHHA (GAYKOHA304Y Md HUNCYE3d3HAYeHUX AiKapcbKux 3acobis.

Iusanpud: mOBimOMJISIIM TIPO PO3BUTOK IMOGIYHUX peakiiiii 3 60Ky ceplisd, Y TOMY YHUCII PO
[IapOKCH3MaJIbHy IUIYHOUYKOBY TaxiKapfilo TUIY «IIipyeT» Yy Malli€HTiB, SKi OGHOYACHO 3aCTOCOBYBaJIU
bnykoHa3on Ta nu3anpup. OgHodyacHe 3actocyBaHHS 200 Mr ¢priykoHasony 1 pa3 Ha fo6y Ta 20 mMr
u3anpupny 4 pasu Ha fo0y IPHU3BOAUIIO 0 3HAYHOTO MigBUIIEHHS PiBHS I[U3aNpUAy y IIa3Mi KpoBi
Ta 0o nofosxkeHHs iHTepBany QT. OgHOYacHe 3aCTOCYyBaHHS (QIyKOHA30Jy Ta UKU3aNpUny
IpOTUNIOKa3aHe (OuB. po3pin «[IpoTunokasaHHg»).

TeppeHalOuH: yepe3 BUMAKU PO3BUTKY TAKKUX CEPLEBUX apUTMil, CHPUYNHEHNX OJ0BKEHHAM
inTepBany QTc, y mallieHTiB, SKi 3aCTOCOBYIOTh a30/IbHI MPOTUTPUOKOBI JTikapchKi 3ac00M 0OHOYACHO
3 TepdeHaguHOM, Oyu MPOBEeH] MOCTiIKeHHS B3aeMO/Iil ITuX npernapariB. [Ipu 3acTocyBaHHi
bnykonasony y no3i 200 Mr Ha mo6y He OyJ10 BUSIBIIEHO MOAOBXKEeHHS iHnTepBany QTc. 3acTocyBaHHS
¢bnykonasony B mo3ax 400 Mr Ha goOy abo BUllle 3HAYHO IiABUINYE PiBEHb TeppeHauHy B IIa3Mi
KPOBi ITPK OJHOYACHOMY 3aCTOCYBaHHi I[ux mpemnaparis. CyMicHe 3aCTOCyBaHHS (JIyKOHa30JTy B J03aX
400 mr a6o Buile 3 TepheHaAUHOM ITPOTUIIOKA3aHe (OuB. po3nin «IIpoTtunokasanusa»). [Ipu
3acTocyBaHHi prryKoHa30my B go3ax Huxk4ue 400 Mr Ha 100y ogHOYACHO 3 TepheHaauHOM CITif
IIPOBOJUTH PETEIbHUM MOHITOPUHT CTaHY MallicHTa.

Acmemi30.: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JTy Ta aCTeMi30JIy MOXKe 3MEHIIUTH KITipeHC
actemizony. CupuurHeHe IKMM MIiABUINEHHS KOHLIEHTpallil aCTeMi30JTy B I1J1a3Mi KPOBi MOXKe
IIPU3BECTH [0 Oof0BKeHHs iHTepBany QT Ta y pigKiCHUX BUIAgKax - 10 IapOKCU3MaJIbHOI
IIJTyHOYKOBOI Taxikappil Tumy «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IIpOTUIIOKa3aHe (OuB. po3min «IIpoTunoKa3aHHSI»).

ITimo3u0: omHOYAaCHE 3aCTOCYBaHHS (IYKOHA30Jy 3 IIiMO3UO0M MOXKe IIPU3BECTH [0 iHTiOyBaHHS
MeTabomi3My miMO3uAy, X04a BiITIOBITHUX JOCIigXKeHs in vitro Ta in vivo He mpoBogunu. [TigBuIeHa
KOHIIEHTpAlligd IiMO3Uy y IIjla3Mi KPOBi MOXKe IIPU3BECTHU [0 ION0BXKeHHS iHTepBany QT Ta B
PigKiCHUX BUIlafKaxX OO MapOKCH3MaJbHOI IUTYHOYKOBOI TaxiKappil Tuny «mipyetr». OgHO4YacHe
3aCTOCYBaHHS (PIyKOHA30JIy 3 MIMO3UAO0M IIPOTUIIOKa3aHe (OuB. po3ain «IIpoTunoka3aHHsg»).

XiHiOuH: omHOYACHe 3aCTOCyBaHHS (HIIYKOHA30IIy Ta XiHiTWHY MOXKe IIPHU3BOAUTH [0 iHTiOyBaHHS
MeTaboi3My XiHiquHY, X04a BifMOBIAHMX AOCTiAkKEeHb in vitro Ta in vivo He MPOBOIUIIH.
3acTocyBaHHS XiHifuHY Oy70 OB A3aHe 3 MOAOBXKeHHAM iHTepBany QT Ta B pigKicHUX BHMIafKax
- TMApOKCH3MaJbHOI0 IUIYHOYKOBOK TaxikKapAi€w TUly «muipyeT». OgHOYacCHe 3aCTOCYyBaHHSA
GbIyKOHA301y 3 XiHIIMHOM NIPOTUIIOKa3aHe (OuB. po3hin «I[IpoTunoka3aHHS»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHS (IYKOHA30Jly 3 EPUTPOMIIIMHOM MOXKe IPU3BOOUTHU [0
NiABUIIEHHS PU3UKY KapAiOTOKCUYHOCTI (MomoBXKeHHA iHTepBany QT Ta mapokCcu3ManbHOl
IIUTYHOYKOBOI TaxXiKappil TUIY «IipyeT») Ta, K HacCJifgoK, O PalTOBOl KOPOHAPHOI CMEPTi.
OpHOYacCHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta ePUTPOMILMHY IPOTUIIOKa3aHe (OUB. PO3Iin
«IIpoTunoka3anHsa»).

He QQKOMQH@)ZGmbCﬂ 00HOYdcHe 3dCmMoCyB8AdHHA gib/l)[KOHdSO/l)Z ma Huxc4e3d3Ha4eHux /linQCbKUX



3acobis.

I'anoppanmpuH: GrIyKoHa30JI MOXKe CIPUUMHUTH MiABUIIEHHS KOHIIEHTPaIlil ranoaHTpUHY B I1a3Mi
KpPOBi 3a paxyHok npurHiyenHs CYP3A4. OpHo4yacHe 3aCTOCYBaHHS IIUX JTiKapChKUX 3ac00iB
MIOTEHLIMHO MOXe MPU3BOAUTH [0 MiABUIIEHHS PU3UKY PO3BUTKY KapAlOTOKCUYHOCTI (ITOAOBXKEHHS
inTepBany QT, napokcu3MalbHa IUIYHOYKOBA TaxiKaphis TUIy «IipyeT») Ta, K HACJigoK, OO0
parnToBoi ceplieBoi cMepTi. Tpeba yHHKATH 3aCTOCYBaHHS KOMOiHaIlil 11X JiKapchKux 3acobiB (OUB.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

CymicHe 3acmocyeaHHA GAYyKOHA301yY MA HUHCYe3a3HAYeHUX AiKapCbKux 3acobis aumazae
obepeodicHOCMi.

AmioOapoH: ogHOYACHE 3aCTOCyBaHHS (HIIyKOHA30Jy 3 aMioflapOHOM MOXKe IIPU3BECTHU J0
nonoBxKeHHA iHTepBany QT. [Ipu HeoOXimHOCTI CyMiCHOTO 3aCcTOCyBaHHS (IIYKOHA30Jy Ta aMiogapoHy
HeoOXiIHO JOTpuMyBaTHCS 00epeKHOCTI, 0COOIMBO IIPX 3aCTOCYBaHHI (PIyKOHA30JTy V BUCOKUX [103aX
(800 mr).

CymicHe 3acmocyeaHHs GayKOHA304yY Ma HUMCYE3d3HAYeHUX AiKAPCbKuX 3dcobie sumazae
069Qe.’)fCHOCmi ma KOpu2yB8dHHA do3u.

Bnius iHwux sikapcvkux 3acobis Ha ¢payKOHA301.

KniniyHo 3Hauym[oro BBy Ha abcopOIIiio (pIyKOHa30/Ty IpU M0ro epoparbHOMY 3aCTOCYBaHHI He
MalOThb OMHOYACHUM IMPUMOM 1XKi, IMMETHUINH, aHTAIlMOH, a TAKOXK ITPOMEHeBa Tepallis yCiel minsaHKH
Tina (Ipu nepecapui KiCTKOBOI'0 MO3KY).

PugpamniyuH: omHOYaCHe 3aCTOCYBaHHS (PIIYKOHA30Jy Ta pU(aMITilIuHy ITPU3BOOUIIO [0 3HUXKEHHS
AUC Ha 25 % Ta cKOpo4yBaJo Iepiof HamiBBUBeAeHHS (pnyKoHa3omy Ha 20 %. ToMy [7s mallieHTiB,
SIKi 3aCTOCOBYIOTH PUGAMITIIIVH, TOTPIOHO PO3TNISHYTH AOIIIbHICTS MiABUIIEHHS M03U (IIYKOHA30JTy.

I'idpoxsopomiasud: y mocnigxeHHi apMaKOKiHETUYHOI B3a€MOIil ofHOYACHe 6araTokpaTHe
3aCTOCYBaHHS TiIPOXI0POTia3uy y 3IM0POBUX HOOPOBOJIBIIB, SKi OTPpUMYBaIu GIyKOHA30II,
IiABHUINYBaJI0O KOHIIEHTPAIlil0 (pIyKoHa30 Ty B M1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3aeMofIil He
BUMAararTh 3MiH y peXUMi 003yBaHHA (DPIIyKOHA30Iy AJIA [alli€HTiB, Ki ONHOYAaCHO OTPUMYIOTh
CeyoriHHi 3acobu.

Bnjus ¢aVKoHa304y HA IHWI AiKapcuKi 3acobu.

®nykoHa3on € noMmipHuM iHribitopom muroxpomy P450 (CYP) isodepmenTy 2C9 Ta 3A4. dnyKoHa301
€ IOTYyKHUM iHribiTopoM i3odpepmenTy CYP2C19. Ha momaTok 0 CIOCTepeKyBaHUX/HOKYMEHTaIbHO
migTBepAXKEeHUX B3a€MO/IiH, 110 ONMKUCAH] HUXK4Ye, TPU OOJHOYACHOMY 3aCTOCYyBaHHi 3 (HITyKOHA30/I0M
icHy€e pU3uK MiABUILEHHS Y IJa3Mi KpOBi KOHLIEHTPAllill iHIIKUX CIIONYK, 10 MeTab0Ii3yI0ThCs,
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH Taki KoMmOGiHaIlii mpemnapaTiB moTpidHO 3
00epexkHiCTIO; IpX LIbOMY HeoOXiIHO PeTebHO CIIOCTEPiraT 3a CTAaHOM MallieHTiB. [IpurHiyyBanbHa
mist rykoHa3ony Ha pepMeHTH 36epiraeTbcs IpoTsaroM 4-5 {id micis oro 3aCTOCyBaHHS y 3B'S3KY 3
J0TO TPUBAJIUM I1€PiofoM HamiBBUBEeOeHHA (UB. Po3hin «[IpoTUnIOKa3aHH»).

Anv(peHmaHin: ogHOYACHE 3aCTOCYyBaHHS (hIyKOHa30i1y B 7031 400 Mr Ta anbheHTaHiny B 1031
20 MKT/KT BHYTPIiIIHHOBEHHO CYIPOBOAXKYETHCS JBOKPATHUM 30i/IbIIeHHSAM TOKa3HUKA

AUC,, (moxnuBo, uepe3 inribyBanus CYP3A4). Lle 3yMmoBiioe HeOOXiOHICTh y KOPUTYBaHHI 703U
anb(peHTaHiny.

Amimpunmusin, HopmpunmuJiH: GJIYKOHA30J IIOCUJIIIOE Iif0 aMiTPUNTUIIHY Ta HOPTPUNITUIIIHY .



PexoMeHOy€eThCS BUMIPIOBATH KOHIIEHTpAllil 5-HOPTPUNTUIIHY Ta/ab0o S-aMiTPpUNTHIIIHY Ha TOYaTKY
KoMOiHOBaHOI Teparii Ta yepe3 1 THXKOeHb micns ii mo4yaTky. Y pasi HeoOximHOCTI Tpeba
BIIKOPUTYBaTHU [03y aMITPUITUIIHY YX HOPTPUITUIIIHY.

AmpomepuuuH B: ogHOYaCHe 3aCTOCYyBaHHS (IIyKOHA30/1y Ta aMboTepuluHy B iHdikoBaHUM MuUlIaM
i3 HOpMaJ/IbHUM IMYyHITETOM Ta iH(}IKOBaHUM MUIIaAM 3i 3HUKEHUM IMyHITETOM IPU3BEJIO OO TaKUX
pe3ybTaTiB: HEBENIMKUY afUTUBHUYN MIPOTUTPUOKOBUI e(eKT IIpH CUCTEMHIN

indexuii Candida albicans, BifcyTHICTb B3a€MOil IpU BHYTPillIHbOUEPENHii iHeKIIil Cryptococcus
neoformans Ta aHTaroOHi3M [BOX IIpellapaTiB IIpy CUCTeMHiH iHdekuil Aspergillus fumigatus.
KrniniyHe 3HauYeHHS I[UX Pe3yJIbTaTiB HEBiIOME.

AHmMukoaz2yaaHmu: SK i Ipu 3aCTOCYBaHHi iHINX a30/IbHUX IPOTUTPHOKOBUX 3ac00iB, Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHI (IyKOHa30Jly Ta Bap(papuHy MOBIJOMIISIIIU IPO BUIAOKU PO3BUTKY
KPOBOTeY (reMaToMa, HOCOBa KpOBOTeda, NIyHKOBO-KUIIKOBA KPOBOTEYa, reMaTypis Ta MeJleHa) Ha
TJIi TOOOBXKEHHS MPOTPOoMOiHOBOTO Yacy. [Ipy 0MHOYACHOMY 3aCTOCYBaHHiI (HIIyKOHA30IIy Ta
BapdapuHy crocrepiranocs ABOKpaTHe IifABUIIEHHS IPOTPOMOGIHOBOTO Yacy, iMOBipHO, BHACIIIOK
npurHidveHHs MeTabosiaMy Baphapuny dyepe3 CYP2C9. IToTpi6HO peTenbHO KOHTPOIIOBATH
IPOTPOMOiIHOBHUI YacC y MAalli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATyIsIHTA abo
inmaugion. Moxe OyTu HeOOXiTHOIO KOPEKIIis 03U aHTUKOATyJISHTY.

BeH3o0iazeniHu Kopomkoi 0ii, Hanpukaad, mMi0a3oaam, mpua3onam: Ipu3HadeHHs HIYKOHA30Iy
IiCJIs IepopaIbHOr0 3aCTOCYBaHHA Mifa30/laMy IIPU3BOAWIO A0 3HAYHOTO MiABUIIEHHS KOHIIEHTpallil
Miga3ojaMy Ta 4O MOCUIEHHS IICUXOMOTOPHUX edeKTiB. OfMHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30y B
1031 200 Mr Ta MifgasoaMy B 1031 7,5 MI nepopa’sibHO npu3Boauio fo nipgsuilesHsa AUC Ta nepiogy
HaliBBUBeMeHHA V 3,7 Ta 2,2 pa3y BiAmoigHo. 3acTocyBaHHS (riyKoHa30my B fo3i 200 mMr/moby Ta
0,25 Mr Tpuazonamy nepopanbHO MPu3BoAuo go migsuinenHs AUC Ta nepiogy

HaliBBUBeeHHS Tpra3onaMy y 4,4 Ta 2,3 pa3y BianosigHo. [Ipu ogHOYacHOMY 3aCTOCYBaHHI
(bTyKOHa30Iy Ta TpHa3ojlaMy CIOCTepiraaocs MOTEHIIOBaHHS Ta MIPOJIOHTalis edeKTiB TpHa3oiaMy.

SIKIIO malieHTy, SKUM MPOXOAUTh KYpPC JIiKyBaHHS (IYKOHA30JI0M, TpeOa OIHOYACHO MPU3HAYUTHU
Tepariio 6eH30ia3eniHaMu, 103y OCTaHHIX MOTPIOHO 3MEHIIIUTH Ta BCTAHOBUTH HaJIeXKHUYU HATJISAM 3a
CTaHOM IIallieHTa.

Kapbama3zeniH: pmyKoHa301 IpurHiuye Mmetabos1i3aM KapOaMa3zeliny Ta CIPUYUHSIE MigBUIIIEHHS
piBHS Kapb6aMaseniny B cupoBaTiii KpoBi Ha 30 %. IcHye pu3uK pPO3BUTKY IIPOSIBIB TOKCUYHOCTI 3 GOKY
kKap6aMmaseniny. Moxke OyTy HeoOXiIHUM KOPUTYBaHHS 103U KapbaMaseniHy 3a7ekHO Bifl piBHS #0ro
KOHIIEHTPaIlil Ta Oil mpemapary.

bokamopu Kaavliesux KaHanie: mesKi aHTaroHiCTH Kanbllito (Hipemumid, icpaguil,
aMJIOIUIIiH, BepamaMin Ta ¢enonumin) Metabonizyotecs hepmernTom CYP3A4. ®nykoHa3on
TIOTEHIIMHO MOXKe IMigBUIIYBaTH CUCTEMHY €KCII03UIIil0 6JT0KaTOPiB KasbI[iEBUX KaHAaJIiB.
PekoMeHI0BaHUY PeTEIbHUM MOHITOPUHT 1100 PO3BUTKY MOOIYHUX peakiliii.

Llenekokcub: mpu OMHOYACHOMY 3aCTOCyBaHHi (ykoHa3oimy (200 Mr Ha go0y) Ta 1e/TeKOKCHOy

(200 mr) C,,,Ta AUC nenekokcu®y migpuiryBanucs Ha 68 % ta 134 % BigmosigHo. IIpu omHOYacHOMY
3aCTOCyBaHHI LleIeKOKCuOy Ta PriyKoHa3051y MoxKe OyTH HeOOXigHUM 3MeHIIeHHS 103U IeJIeKOKCUOy
BIIBiUi.

Luxkaogpocpamio: ogHOYaCHE 3aCTOCyBaHHS IuKIodochaminy Ta GIyKoHA30/Iy IPU3BOAUTH [0
nifBuIeHHS piBHS Ginipy6iny Ta KpeaTuHiHy B cupoBaTIli KpoBi. LIi mpenmapatu MoxHa
3aCTOCOBYBaTH OMHOYACHO, BPaXOBYIOUM MOXKJIMBUM PU3UK MiBUIIEHHS KOHLIeHTpalii 6inipy6iny Ta
KpeaTUHIHY B CUPOBATLi KPOBI.



®eHmaHi: TOBIHOMIISINIM TPO OOUH JIeTAIbHUYM BUIIAMOK BHACIIIMOK iHTOKCHKAIlil (eHTaHiIoM uepes
MOXKJIMBY B3a€EMO[iI0 MiX (peHTaHiNIOM Ta ¢piayKoHa3o0yi0M. OTyKOHA30/1 3HAYHO YIIOBIIBHIOE
eniMiHanio ¢eHTaHiny. [TigBUIleHHSA KOHLIEHTpalll (eHTaHiIy MOXKe IPU3BOAUTH [0 MPUTHIYEHHS
IVXaHHS, TOMY Tpeba peTebHO KOHTPOJIIOBATH CTAH MallieHTa. Moxe 0yTH HeoOXimHOI0 KOPEeKIlis
n0o3u (peHTaHiny.

IH2i6imopu I'MI-KoA-pedykmasu: cyMicHe 3acTocyBaHHS ¢IyKoHa30my Ta iHribitropis I'MI-KoA-
penykTasH, 1mo Metabonizyiotrecs CYP3A4 (aTopBacTaTHH Ta CUMBacTaTHH), abo iHribiTopis M-
KoA-penykTa3su, mo Metabonizyiotbcsa CYP2C9 (drmyBacTaTiH), MiABUIY€E PU3UK PO3BUTKY MiomaTil
Ta pabmomiosnisy. Y pa3i HeoOXiIHOCTI OMHOYACHOTO 3aCTOCYBaHHS LIMX MIpenapaTiB MoTPioHO
PETEJIbHO CIIOCTEPIraTH 3a NalliEHTOM III00 BUHUKHEHHS CUMIITOMIB MionarTii Ta pabmomionisy i
IIPOBOOUTY MOHITOPHHT PiBHS KpeaTHHKIHA3HU. Y pa3i 3HAYHOTO HigBUINEHHS PiBHS KpeaTHUHKiIHA3Y, a
TaKOXK IIPH Iifo3pi 4u BUSIBIEHH] MiomaTii/pabmomioni3y 3acTtocyBaHHs iHTibiTopiB 'MI'-K0A-
penyKTa3u IoTPiOHO MPUITMHUTH.

I6pumuHni6: momipHi inribitopu CYP3A4, Taki sk GpryKoHa3071, MigBUINYIOTh KOHIIEHTPALIil0
iOpuTHHIOy B I171a3Mi Ta MOXKYTh IiIBULI[yBaTU PU3UK TOKCUYHOCTI. fIKII[0 HEMOXKIINBO YHUKHYTU
KoMOiHallil mpemnaparis, MOTPiOHO 3HU3UTH 003y i6puTHHIOY g0 280 Mr oguH pa3 Ha fo0y 3 METOI0
IIPOOBKEHHS 3aCTOCYBaHHS iHTibiTopa Ta 3a6e3MeYnTH MOCTINHUYN KITiIHIYHUN MOHITOPUHT.

Isaka¢pmop: ogHOYACHE 3aCTOCYyBaHHS iBaKapTOPy, PeryasaTopa TpaHCMeMOpaHHOI IPOBIAHOCTI IpH
mykoBiciumosi (CFTR), 36inbmuimo ekcro3utito iBakahTopy B 3 pa3u Ta eKCIO3HUIIi0
rigpokcumeTtuniBakadTopy (M1) y 1,9 pagy. IlauienTam, sSKi OgHOYACHO MPUIUMAaIOTh ITOMipHi
inri6itopu CYP3A, Taki 9K ¢IyKOoHa30J Ta ePUTPOMILIMH, PeKOMEHI0BAHO 3HU3UTHU 03y iBaKapTOpy
no 150 mMr onuH pa3 Ha go0y.

Osanapub: nomipHi inribitopu CYP3A4, Taki gk GprykKoHa30J, IiABUINYIOTh KOHIIEHTPAIIl0 ojarnapuoy
y Iy1a3Mi KpOBi; OMHOYACHE 3aCTOCYBaHHS HE PEKOMEHAYETHCS. FAKII0 HEMOXKIIMBO YHUKHYTH
3aCTOCYBaHHS 11iel KoMOiHallil, mo3y omanapuby HeoOXxigHo 3MeHIMTH 00 200 Mr gBiui Ha gOOY.

ImyHocynpecopu (Hanpukaad, YuK/aA0CNOPUH, e8epoaimyc, CUPOAIMYC I MAKPOAIMYC).

HuxaocnopuH: GIyKOHa30J 3HAYHO MifBuinye KoHleHTpauio Ta AUC nuknocnopuny. [Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHi ¢pnyKoHa3omy y no3i 200 Mr/go0y Ta IIMKJIOCIIOPUHY Y H03i

2,7 mr/kr/mo0y cnoctepiranocs 30inemenass AUC uuknocmopuny B 1,8 pasy. Lli mpenapaTu MoxXHa
3aCTOCOBYBATHU OJHOYACHO 3a YMOBU 3MEHIIEHHS A03U LUKIIOCIOPUHY 3aJIeKHO Biff 10T0
KOHIIeHTpallil.

Esepoaimyc: prnykoHa301 MOXKe IiABUITYBaTH KOHIIEHTPAIIiI0 EBEPOIIMYCY B CUPOBATII KPOBi Yepes
npurHidenas CYP3A4.

Cupoaimyc: GIyKOHa30 MiABUIINYE KOHLIEHTPAIIiI0 CHPOIIMYCY B IJIa3Mi KPOBi, iMOBIpHO, IIJITXOM
npurHiyeHHs Metaboniamy cuposimycy dbepmentom CYP3A4 ta P-rmikonporeinoM. Lli mpemapatu
MOXKHa 3aCTOCOBYBaTU OOHOYACHO 3a YMOBHU KOPUT'YBaHHS JO3U CHPOJIMYCY 3a71€KHO Bifl PiBHSI
KOHIIeHTPaIlil Ta e(eKTiB Bif mpuiioMy mpemnapary.

Taxposimyc: GIyKoHA30/ MOXKe MigBUIIYBAaTH KOHI[EHTPAllil TaKPOJIiMyCy B CHPOBATIIi KPOBi 0
5 pasiB mpu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NPUTHIUeHHS MeTaboIi3My TaKpomiMycy
dbepmenTom CYP3A4 y kuineyHuKy. [Ipyu BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIiMyCy He
CIIOCTEpIranocs 3HaYHUX 3MiH (papMakKoKiHeTUKU. [lifBUIleH] piBHI TAaKPOJIIMyCy aCOIiI0I0TECS 3
HeppPOTOKCUYHICTIO. [[03y TAaKpOIiMyCy [si IIEPOPaIbHOT0 3aCTOCYBaHHS MOTPiOHO 3HUXKYBATH
3aJIe’XHO Bifl KOHIIEHTpallil TaKpOIiMyCy.



Jlozapmat: GpnyKoHa30J MPUTHIUYE TEPETBOPEHHS JI03apTaHy A0 MOT0 aKTUBHOTO MeTabomity (E-31
74), 1110 3yMOBJTIOE GiTbIly YaCTUHY aHTAroHi3My [0 pelenTopiB aHrioTen3uny Il mig yac
3aCTOCYBaHHS J103apTaHy. PEKOMEHI0BaHO 3[iliCHIOBATH MOCTIMHUY MOHITOPHHT apTepiarbHOTO
TUCKY B IIAI[l€HTIB.

MemadoH: GnyKoHa30J1 MOXKe MifBUINYyBaTH KOHIIEHTPallil0 METafIOHY B CUPOBAaTIi KpoBi. [Tpu
OJHOYaCHOMY 3aCTOCYBaHHi MeTaioHy Ta (GIYKOHA30/1y Moxke O0yTH HeoOXimHMM KOPUTYBaHHS 03U
MeTafoHy.

HecmepoidHi npomu3danaavHi npenapamu (HI13I1): ipu 0gHOYaCHOMY 3aCTOCYyBaHHI 3 (DJIyKOHA30JI0M
C,x Ta AUC drypOinpodeny migsuiyBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIiBHSIHO 3 BiANOBIAHUME
IIOKa3HUKaMHU MPU 3aCTOCYBaHHi Tinbku (ypbinmpodeny. AHAIOTIYHO TPU OGHOYACHOMY
3acTocyBaHHi (rryKoHa3omny 3 pauemiunuM ibynpodenom (400 mr) C,., Ta AUC papmakoiorivao
aKTHBHOTO i30Mepy S-( )-ibynpodeny migeuiryBanucs Ha 15 % Ta 82 % BiAmOBigHO MOPIBHIHO 3
BiATIOBiTHMMM MMOKAa3HWKAMHU IIPU 3aCTOCYBaHHI TiJIbKYM palleMiuHoro ibymnpodeny.

®nyKOHA30JI MOTEHIINHO 3JaTHUY MiABUIyBaTH CUCTEMHY eKcno3uito inmux HIT3II, mo
MeTabomnizyoTbess CYP2C9 (HampuKiag, HallPOKCEHY, TIOPHOKCUKAMy, MEJIOKCUKaMy, TUKIIOPEHaKY).
PekxoMeHIOBaHO MEPiOgUYHO 3MiMCHIOBATH MOHITOPHMHT MOOIYHUX PEaKIliil Ta TOKCHYHUX IIPOSIBIB,
noB’si3anux i3 HII3I1. Moxe 3HamobuTucs KopuryBanus mo3u HIT3TI.

®eHimoiH: GIyKoHA301 MPUrHiuye MeTaboi3M dheHiToiny B nevinni. OqHoyacHe 6araTopa3ose
3actocyBaHHS 200 Mr driykoHa3omy Ta 250 Mr ¢eHiTOiHy BHYTPIIIHLOBEHHO NTPHU3BOAUTE 10
nigsuimenHs AUC,, denitoiny Ha 75 % Ta C,;,Ha 128 %. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI IIUX
JiKapCchbKUX 3aco0iB MOTPiOHO MPOBOOUTH MOHITOPUHT KOHIIEHTpallii GeHiTOIHy B CUPOBATII KPOBi AJIS
YHUKHEHHS PO3BUTKY TOKCHUYHOI [iii HeHiToiHy.

ITpeOHi30H: IOBIDOMIISIIM IIPO BUIIaOK, KOJIM Y MAIliEeHTa IiC/Is TPaHCIIaHTallil TeYiHKU Ha TJIi
3aCTOCYBaHHA NIPENHI30HY PO3BUHYJIACS IOCTPa HEAOCTATHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BMHUKJIA TiCJISI MPUIIMHEHHS TPUMICIYHOTO KypCy Teparil ¢piaykoHa3010M. [IpunuHeHHS
3aCcTOoCyBaHHS (DITyKOHA30I1y, iIMOBIPHO, CIPUYKMHUIIO TOCUIeHHS akTuBHOCTI CYP3A4, 1110 Ipu3Beso
0 TIPUCKOPeHHST MeTaboni3aMy npegHizony. Tpeba peTesbHO CTEXKUTH 3a MallieHTaMu, SIKi ITPOTATOM
TPUBAJIOTO Yacy OZHOYACHO 3aCTOCOBYIOTH (PIIYKOHA30JI Ta NPEeNHI30H, 3 METOI0 IONepPenKeHHS
PO3BUTKY HEJOCTATHOCTI KOPY HaJHUPKOBUX 3aJ103 MiC/ISl IPUNUHEHHS 3aCTOCYBaHHSA (PIIyKOHA30IMYy.

PugabymuH: ¢nykoHa30J migBUINYE KOHLIEHTPaIlilo prudadyTUHY B CHPOBATIIi KPOBI, III0 TPU3BOAUTH
no 36inbmenHss AUC pudabytuny mo 80 %. [Ipu ogHOYacHOMY 3acTOCyBaHHI QIyKoHA305y Ta
pudabyTUHY MTOBiIOMIISIIOCS IIPO BUIIAOKKU PO3BUTOK yBeiTy. [Ipu 3acTocyBaHHi Takol KoMOiHaIlil
JiKapchbKuX 3aco0iB moTpiOHO OpaTy 4O yBaru CUMITOMHU TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip: dnykonason migsuiiye AUC ta C,,,, cakBiHaBipy npu6mu3Ho Ha 50 % Ta 55 % BiAmoBigHO
yepes NMpUrHiueHHs MeTaboni3mMy cakBiHaBipy B neuinili ¢epmentom CYP3A4 Ta uyepes inribyBaHHS
P-rrmikonpoteiny. B3aemogii Mixk (hTyKOHa30JI0M Ta CaKBiHaBipOM/PUTOHABIPOM He [OCIiAKyBalH,
TOMY BOHUM MOXKYTb OyTH Oinbll BupaxkeHUMU. Moxe 0yTH HeoOXimHMM KOPUTYBaHHS 03U
CakBiHaBIPY.

IToxiOHi cynbhoHiNCe 08UHU: OTHOYACHE 3aCTOCYBaHHS (PIIYKOHA30JIy 3 IePOPaJbHUMU MOXiTHUMUI
Cynb(}OHiNICEYOBUHH (XIOPIIpOIaMif], Tmi0eHKIaMifl, TIimi3ug Ta ToI0yTaMif) ITPU3BOIUIIO [0
IIPOJIOHTYBaHHS NepPiofy ixX HaliBBUBeNEeHHS. PeKOMEHIOY€EThCS IPOBOAUTH YaCTUX KOHTPOJIb YKPY B
KDOBI Ta BiANIOBIZHUM YMHOM 3HUKYBATU J03Y NOXIIHUX CYIb(GOHIIICEYOBUHY IIPU OHHOYACHOMY
3aCTOCYBaHHI 3 (JIyKOHA30JIOM.



TeoginiH: 3acTocyBauHs PprnykoHa3omy 1mo 200 Mr npoTtsarom 14 mHIB IPHU3BETIO 10 3HUKEHHS
CepengHbOTro KilipeHcy Teodininy y mma3Mi KpoBi Ha 18 %. 3a mauieHTamMu, gKi 3aCTOCOBYIOTh TeodiniH
y BUCOKHUX 003aX a0 SIKi MalOTh MigBUINEHUM PU3UK PO3BUTKY TOKCUYHUX IPOSIBiB Teodininy 3 iHIINX
IpuYuH, Tpeba BCTAHOBUTH HATJISM 100 BUSBIEHHS 03HAK PO3BUTKY TOKCHYHOI [iii Teodiminy.
Teparmito noTpiOHO 3MIHUTH MPU MOSIBi 03HAK TOKCUYHOCTI.

TogpauyumuHi6: BrnuB ToPalUuTHHIOY 3pOoCcTae NPy OMHOYACHOMY 3aCTOCYBaHHI 3 JiKapChKUMU
3acobaMu, IKi MpU3BOOATH [0 oMipHoro iuribyBanus CYP3A4 Ta moTyxkHoro iHrioysanus CYP2C19
(Hanpuknan gnykoHa3oi). ToMy peKOMeHI0OBaHO 3HU3UTHU 03y TOPaluuTHHIOY 70 5 MI OOUH pa3 Ha
no0y B KoMOiHalligX i3 IMMU IpernapaTaMu.

Tonsanman: ekcno3utlig TonBanTtany (cyoctpaty CYP3A4) 3Hauno 30inbmyeTses (200% AUC; 80%
Cmax) mpu #oro oqHOYacHOMY 3aCTOCyBaHHi 3 rykoHa3onoM (momipuuit inribitop CYP3A4), ta,
BiAITIOBigHO, 3pOCTa€ PU3NK BUHMKHEHHS TAKWX MOOIYHMX Peakllifl SK MOCUTIeHHS Oiypesy,
3HEBOOHEHHS 1 TOCTpa HUPKOBA HEJOCTATHICTh. Y pa3i OMHOYAaCHOI0 3aCTOCYBaHHS, 03a TOJIBAIlITAHY
NIOBUHHA OyTU 3MeHIIIeHa BifiTOBIAHO 0O MOT0 iHCTPYKIIii, a 3a MallieHToOM IIOTPiOHO crocTepiraTu
OO0 TIOSIBY MOOIYHUX PeaKIlin.

Askanoiou 6apeiHky: GnyKoHa307, iMOBipHO, yepe3 inridyBanus CYP3A4 Moxke CIPUYUHSITH
IiABUINIEHHS KOHI[EHTPAllil ankanoifgiB 6apBiHKY B IIJla3Mi KPOBi (HampHuKIIaf, BIHKPUCTUHY Ta
BiHO/TaCTHHY), III0 IPU3BONUTH [0 PO3BUTKY HEMPOTOKCUYHUX €(EKTIB.

Bimamin A: IOBIIOMJISITIY, 110 Y MAI[iEHTa, SKUU OMHOYACHO 3aCTOCOBYBAB TPAHCPETUHOEBY KUCIIOTY
(kucnoTtHa hopma BiTaminy A) Ta prykoHason, cnocrepiranmucs mobiyni peakuii 3 6oky ITHC y dhopmi
TICEBOOTYMOPY T'OJIOBHOTO MO3KY, 1[0 3HUK ITicisa BigMinu ¢nykonasony. Li mikapchbki 3aco0u MoxkHa
3aCTOCOBYBATH OJHOYACHO, ajie Tpeba maMm’siTaTu PO PU3UK BUHUKHEHHS M00iYHUX peakIliit 3 60Ky
HHC.

Bopukona3zoa (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): ogHO4YacHe 3aCTOCYBaHHS BOPUKOHA30Iy
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotsarom 1 gus, nmotiMm 1mo 200 Mr KoxHi 12 rogun
IpoTATroM 2,5 OHS Ta (IyKOHa30iy mepopaibHo (400 Mr y nepuiuid geHs, moTiM 1o 200 Mr KOxHi

24 roguHu npoTaroM 4 gHiB) mpu3sBeno go migsuiienHs C,,, Ta AUC, BOpUKOHA30Jly B CEPEeAHbOMY IO
57 % (90 % IOI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %, 128 %) BignoBigHo. HeBimoMo, Y IpU3BOOUTH
3HUKEHHS 03U Ta/abo YacTOTHU 3aCTOCYBaHHS BOPHKOHA30Iy abo (GIyKOHA30/Iy N0 YCYHEHHS TaKOTOo
edekTy. [Tpu 3acTOCyBaHHI BOPUKOHA30JTy Mic/is (HIIyKOHA30/Iy IOTPiOHO IPOBOJUTH CIIOCTEPEKEHHS
II0[I0 PO3BUTKY MOGiyHUX e(DeKTiB, acoIliifioBaHUX i3 BOPUKOHA30JIOM.

3udosyouH: ¢pnykoHnaszon nigsumye C, .. Ta AUC 3upmoBynuny Ha 84 % Ta 74 % BimmoBigHO, 1110
3YMOBJIEHO 3HUKEHHSIM KITipeHCYy 3U0BYOUHY NMpuOIu3HO0 Ha 45 % IIpu HOT0 IepopaabHOMY
3acTocyBaHHi. [Iepion HamiBBUBeNeHHS 3UNOBYAUHY OYB TaK0XK IOOBXKeHUM MpruOnu3Ho Ha 128 %
micysa 3acTocyBaHHS KoMOiHalil (yKoHa30Iy Ta 3UJOBYAUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
Taky KoMOiHaIlito mikapchkux 3aco6iB, TOTPiOHO criocTepiraTy M0A0 PO3BUTKY MOGIYHUX PeaKIi,
II0B’A3aHUX 13 3aCTOCYBaHHAM 3UNOBYIUHY. MOXKHa PO3rJISHYTU OOUUIBHICTS 3HUKEHHS N03U
3UOBYIUHY.

A3umpoMilyuH: Ip¥ OGHOYACHOMY IIepopaIbHOMY Pa30BOMY 3aCTOCYBaHHI a3iTpOMIIUHY Ta
dbmykoHa3ony B go3ax 1200 mr ta 800 Mr BigmoBigHO XKOMHUX 3HAUYIINX (HhapMaKOKiHETUYHUX
B3a€EMO[il BUSIBIEHO He OyJI0.

ITepopasvHi KOHMpayenmueu: Ipu 3aCTOCYyBaHHI (GIyKOHa307y B A03i 50 Mr BIJIMBY Ha PiBEHb
TrOpMOHiB He 0yJ10, TOHi SIK IIPX 3aCTOCYBaHHI QrykoHa3omy B 703i 200 Mr Ha go0y criocTepiranocs
36inbimenHs AUC etuHinectpagiony Ha 40 % Ta nmeBoHOprectpeny - Ha 24 %. Lle cBiguuTh IIpo Te, 110



6araTopa3oBe 3aCTOCyBaHHs (DIYKOHA30JTy B 3a3HaUYEHMX J03aX HABPSI UM MOXKe BIIJIUBATH Ha
e(heKTUBHICTE KOMOIHOBaHOT'O TEPOPATFHOTO KOHTPAIETITHRA.

Isakagpmop: CynyTHE 3aCTOCYBaHHS 3 iBaKadTOPOM, IifACUITIOBaYeM MYKOBiCITUIO3HOTO
TpaHCMeMOPaHHOT0 PerysgTopa MPOBigHOCTI, MiIBUIIYE €KCIIO3UIIiI0 iBakadTOpy B 3 pa3y, a
rigpokcumetuniBakadTopy (M1) - y 1,9 pasy. [I15 nauieHTiB, SKi 0IHOYaCHO 3aCTOCOBYIOTh IIOMipHi
inri6itopu CYP3A, Taki 9K ¢IyKoHa30J1 i epUTPOMIIINH, PEKOMEHAYETLCS 3HUKEHHS N03HU iBakahTOpy
no 150 mr 1 pa3 Ha fo0y.

Oco6 1ueocmi 3acmocyeaHHsi.

ITepmamocpimia. Bimomo, 1110 Ipu 3aCTOCyBaHHi GIIyKOHA30/Iy OIS MiKyBaHHS AepMaTodiTil y miTen
OCTaHHI! He IepeBUIlyE IPru3e0(]yIbBiH 3a €(PEKTUBHICTIO i 3arabHUY MOKa3HUK €(PEKTUBHOCTI
cTaHoBUTH MeHIIe 20 %. ToMy GyKoOHa3051 He MOXKHA 3aCTOCOBYBATH [JId JIiKyBaHHS gepMaTodiTil.

Kpunmoxkoko3s. [1oka3iB eeKTUBHOCTI (HITyKOHA30JIy AJIS TiKyBaHHS KPUITOKOKO3Y iHIIKX
JIOKaJIi3alliil (Halmpukiag, JereHeBoro KpUITOKOKO3Y Ta KPUIITOKOKO3Y IIKipH) HeIOCTaTHbO, TOMY
PEeKOMeHfaliil MoA0 J030BOr0 PEXXUMY [JIS JIIKyBaHHSI TAKHAX 3aXBOPIOBaHb HEMAE.

I'1uboki eHOemiuHi Miko3u. [Joka3iB eeKTUBHOCTI (IyKOHA301y [JIs TiKyBaHHS iHIINX (HOpM
eHIeMiYHNX MiK03iB, TaKMX K IapaKOKIHIi0iqoMiK03, TicTomIa3Mo3 Ta MKipHO-TiMpaTuIHuN
CIIOPOTPUX03, HEJOCTAaTHHO, TOMY PEKOMEHMAIN 00 J030BOT0 PeXKUMY AJ1s TIKyBaHHS TaKUX
3aXBOpIOBaHb HEMaAE.

Hupkosa cucmema. TanienTaM i3 mopyiieHHAIM GYHKIIIM HUPOK IpernapaT MOTPiOHO 3aCTOCOBYBATH 3
obepexkHicTiO (DuB. po3min «Cmocib 3aCTOCyBaHHS Ta MO3U»).

Hedocmamuicmb HaOHUpkKosux 3as03. KeTOKOHa30, SIK BiloMO, CIIPUYMHSIE HENOCTATHICTD
HaTHUPKOBUX 3aJ103, i Ile TAK0XK MOXKe CTOCYBaTUCS (IYKOHA30Jy, X04a CIIOCTEPITaEThCS PigKo.
HepocTtaTHiCTh HAOHUPKOBUX 3aJ103, IOB'A3aHa 3 OMHOYACHUM JIIKyBaHHSM IIPEAHI30HOM, OMKCaHa y
nigpo3nini Bnaue ¢paykoHaszoay Ha iHWi aikapcbKi 3acobu po3piny «B3aemogmis 3 iHIIuMuU
JiKapChKUMH 3aco00aMu Ta iHIIi BUIKW B3aEMOIIN».

I'enamobiaiapHa cucmema. IlamieHTam i3 nmopyueHHSAIM QYHKIIM MeYiHKy mpenapar moTpi6Ho
3aCTOCOBYBaTH 3 00epexkHiCTI0. 3aCTOCyBaHHS (HITYKOHA30JIy acoIliloBaliocs 3 BUHUKHEHHSIM
PiAKiCHUX BUMIAMKIB PO3BUTKY TSAKKOI rellaTOTOKCUYHOCTI, BKJII0OUAIO4YH JeTalbHi BUTIAgKY, TOJTIOBHUM
YUHOM Y TAI€HTIB i3 TAKKAMU OCHOBHUMHU 3aXBOPIOBAHHSIMU. Y BUIIafKaX, KOJIU PO3BUTOK
reraToTOKCUYHOCTI acollifoBaBCs i3 3acToCcyBaHHSAM (HIIyKOHa30:y, He OyI0 Bif3HAYEHO il IBHOI
3aJIe3KHOCTI Bif 3aranbHoi f060BOI H03U IIpenapary, TPUBaIoCTi Teparmil, cTaTi abo BiKy marliieHTa.
3a3BUYail TenaToTOKCUYHICTh, cupuyrHeHa (G1yKoHa3010M, 060pPOTHA, a il TPOosiBY 3HUKAIOTH IiCs
IPUNIMHEHHS Teparrii.

3a malfieHTaMH, y SKMX [IPU 3aCTOCYBaHHI (PJIyKOHA30J1y CIIOCTEPIral0ThCS BigXUIEHHS pe3ybTaTiB
GyHKILiOHATBHUX P00 MeYiHKM, MOTPiOHO BCTAHOBUTY PETENIbHUM HATJIA[ 000 PO3BUTKY OiNbIIl
TSKKOT'0 ypaXKeHHs IIeYiHKU.

[TamieHTiB Tpeba npoiHGopMyBaTH IIPO CUMIITOMH, 1110 MOXKYTb CBITYUTH NP0 CEPHO3HUN BIIJIUB Ha
Ne4iHKy (BUpaXkeHa acTeHis, aHOPeKCis, OCTiiHa HyfoTa, 6/1I0BaHHS Ta JKOBTSIHHUILL). Y TaKOMYy pasi
3aCTOCYBaHHS (GIYKOHA30Jy MOTPiOHO HeralHO IPUIMHUTH Ta IIPOKOHCYJILTYBATUCS 3 JTIKapeM.

Cepueso-cyouHHa cucmema. Jlesiki a307u, 30KpeMa i (GIIyKOHA30JI, aCOLII0I0THCS 3 TOTOBXKEHHSIM



inTepBany QT Ha enekTpokapniorpami. ®IyKOHa30J CIPpUUUHSE TOA0BKeHHS iHTepBany QT muisixom
iHribyBaHHS CTPyMYy iOHIB Yepe3 KaslieBi KaHamu BHYTpimHbOr0 BunpsmienHs (Ikr). ITomoBxkeHHsS
inTepBany QT, cupuYnHeHe iHIIUMHY JTiIKapChKUMM 3ac00aMu (TaKUMU SK aMioflapoH), MOXKe
TIOCUJTIOBATHCS BHACHINOK iHTiOyBanHsg depmenTy CYP3A4 mmutoxpomy P450. [ToBimomnsinu mpo gyxe
pimKicHi Bunmagku nogoBxkeHHs iHTepBany QT Ta mapokcu3ManbHOI IUTYHOYKOBOI TaxXiKapmil THIY
«IipyeT» IPU 3aCTOCyBaHHI QpyKoHa301y. Taki IOBifOMIIEHHS CTOCYBaIUCS MAlli€HTiB i3 TAXKKUMU
3aXBOPIOBAHHSIMH IIPYU IOENHAHHI 6araThox (aKTOPiB PU3UKY, TAKUMHU SIK CTPYKTYPHi 3aXBOPIOBaHHS
ceplis, IOPYIIeHHS eJeKTPOJIiTHOro 06MiHy Ta OMHOYACHE 3aCTOCYBaHHS iHIIMX JTiKapChKUX 3aC00iB,
10 BIIMBalOTh Ha iHTepBan QT. [TamieHTH 3 TiMoKamieMIi€0 Ta TAKKOI CEPIIeBOI0 HEOJOCTATHICTIO
MaloTh MiBULIIEHUN PU3UK BUHUKHEHHS XXUTTEBO HEOE3NEeUHUX IITYHOYKOBUX apUTMill Ta
IIapOKCH3MasbHOI NTyHOYKOBOL TaxiKaphil TUIy «IipyeT».

®nykona3on Tpeba 3 00epeKHICTIO 3aCTOCOBYBATH IallieHTaM i3 pU3UKOM PO3BUTKY apUTMil.
OpHOYacHe 3aCTOCYyBaHHS Pa3oM i3 MiKapchKUMM 3acobaMu, 1110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoThcs 3a gonoMoroio hepmenty CYP3A4 uutoxpomy P450, mpoTunoka3aHe (QUB. pO3minu
«IIpoTuUnoKa3aHHsI» Ta «B3aeMofis 3 iHIMMY JTiKapChKUMK 3ac00aMu Ta iHIIT BUOY B3a€EMOMii»).

I'anopanmpun. T'anodanTtpun € cyoctpatoM pepmerty CYP3A4 i mponourye intepsan QTc npu
3aCTOCYBaHHI y pEKOMEHIOBaHUX TepPaleBTUYHUX f03aX. OOHOYACHE 3aCTOCYBaHHS rayohaHTPUHY Ta
GbIyKOHA30I1y HEe PeKOMEHIY€EThCs (OUB. Po3Mdin «B3aemopmist 3 iHIIMMU JTiKapCbKUMU 3aco0aMu Ta
iHIIT BUOM B3a€EMOIIN»).

Llepmamonoeziuni peakuii. ITig 9ac 3acTocyBaHHS (HIIyKOHA30/Iy PiAKO MOBIJOMIIANIOCS IIPO PO3BUTOK
TaKUX eKC(OMiaTUBHUX MIKiPHUX peakilii Sk cuaapoM CTiBeHca - [I?)KOHCOHA Ta TOKCUYHUM
elifepManbHUX HEKPOi3. [ToBioMIIsIu Ipo MefUKaMeHTO3HY pPeakiliio 3 e03uHO(iier0 i
cuctemauMu nposiBamu (DRESS). IMauientu, xBopi Ha CHIII, Ginbll CXUIIbHI 0O PO3BUTKY TIKKHUX
MKiPHUX peaklliil TPy 3aCTOCYyBaHHi 6araThoX JiKapCchKuUX 3aco0iB. FKINO y MallieHTa 3 TOBEPXHEBOIO
rpubKOBOIO iH(DeKITier0 3’ IBIII0THCS BUCHUIIAHHS, 1110 MOXKHA IT0B'SI3aTH i3 3aCTOCYBAHHSIM
GbIyKOoHa30I1y, IOHasble 3aCTOCYBAHHS MpenapaTy Tpeba MpUIUHUTHU. fAKINOo Yy maljieHTa 3
iHBa3MBHOI/CUCTEMHOIO I'PUOKOBOI0 iH(EKIII€I0 3’ IBIAIOTHCS BUCUIIAHHS Ha INKipi, 3a 10T0 CTaHOM
OTPiOHO peTebHO CIOCTEPIraTH, a y pa3i po3BUTKY Oy/IbO3HUX BUCHUIIAHb a60 MyITbTH(HOPMHOI
€pUTEMM 3aCTOCYBaHHS (PIYKOHA30JTy MOTPIOHO MIPUIIUHUTH.

I'inepuymausgicmby. Y pigKiCHUX BUIIaAKaX IOBITOMJISIN IIPO PO3BUTOK aHa(DiTaKTUYHUX PeaKIii
(muB. po3min «IIpoTunoKkasaHHI»).

ITumoxpom P450. ®nykoHa3on € nomipauM iHridiropom ¢hepmentis CYP2C9 ta CYP3A4. Takox
dbrykoHa3o01n € nomipHuM iHribiTopoMm dhepmenTy CYP2C19. Tpeba crocTepiraTu 3a CTaHOM ITAIliEHTIB,
SIKi OTHOYACHO 3aCTOCOBYIOTh (PIYKOHA30JI Ta IIpernapaTy 3 By3bKUM TEPANEeBTUYHUM BiKHOM, III0
MeTabomizyoThes 3 yuyacTtio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3nin «B3aeMofis 3 iHIMUME
JiKapChKUMH 3acobaMu Ta iHIIi BUOM B3aeMoini»). IToTpibHO crocTepiraté 3a CTAHOM MAIli€HTIB, SIKi
OJIHOYaCHO 3aCTOCOBYIOTH (PIyKOHA30JI Ta IIpernapaTy 3 By3bKUM TepaleBTUYHUM BiKHOM, III0
MeTabomi3yoThcs 3 yuacTtio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3pin «B3aeMofia 3 iHIMUME
JMiKapChKUMU 3aco0aMH Ta iHIINi BUOU B3AEMOIIN»).

TeppeHaduH. [ToTpiOHO peTeNbHO CIOCTEPIraTé 3a CTAHOM IallieHTa IIPY 0OJHOYACHOMY 3aCTOCYBaHHI
TepbeHanuHy Ta GryKoHa30my B fo3i Menite 400 Mr Ha 700y (quB. po3ninu «IIpoTUoKa3aHHS» Ta
«B3aemogis 3 iHIIUMY JTiIKapCbKUMHU 3aco0aMu Ta iHIM BUTU B3aEMOIIN»).

KaHoudo3. JocniaxeHHS IT0Ka3aly 3pOCTaHHS MOMKpeHocTi iHdekmnii Buny Candida, BigMiHHUX
Big C. albicans. Bonu yacTo € mpupopgHo pe3ucteHTHuMHU (Hampukiap, C. krusei Ta C. auris) a6o
NEMOHCTPYIOTh 3HUKEHY YyTIUBICTh [0 GhiykoHa3ony (C. glabrata). Taki iHbeKIil MOXYThb



noTpebyBaTu anbTEPHATUBHOI IPOTUTPUOKOBOI Tepallii yepe3 Hee(peKTUBHICTh NTiKyBaHHS. ToMy
PEKOMEHIYEThCS BPaX0ByBaTH IMOUIMPEHICTh PE3UCTEHTHOCTI pi3HUX BUiB Candida mo ¢pnykoHasony.

IlonomidcHI pevo8uHuU.

[IpemapaT MiCTUATE JIaKTO3y. fKIIO y [TallieHTa BCTAHOBJIEHA HEIIePEHOCUMICTh JesAKUX
IIyKpiB, Tpeba MPOKOHCY/IbTYBATUCS 3 JIiKapeM, NepIll HiXK IpUMaTH el TiKapchKuil 3acio.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00H0.
BazimHicmb

3a manuMu 06cepBallifHOTO NOCTioXKeHHS, iCHY€ MigBUIIEHNY PU3UK CIIOHTAHHOT'0 abopTy y XKiHOK,
SKi OTpUMYyBau (pIyKOHA30JI IPOTArOM IIE€PIIOr0 TPUMECTPY BariTHOCTI.

[ToBimoMIIsITIOCS TIPO YHCENTbHI BPOAKEH] 1MaTooril y HOBOHapooKeHuX (BKItoYaoun Opaxinedartiio,
[MCIIIa3iio BYIIHOI paKOBUHU, HaAMipHe 30i/bIIIeHHS ITepefHbOro TiM'sTYKa, BUKPUBIIEHHS CTETHA,
IIJIeYOIIPOMEHEBUM CUHOCTO3), MaTepi IKUX MpHiMany BUCOKi fo3u ¢ykoHazomy (400-800 Mr/goly)
IPOTSATOM IPUHANUMHI TPhOX a00 OinbIle MiCSLIB A7 JTiKYBaHHS KOKITMAI01M03y. 3B’ 130K Mik
3aCTOCYBaHHSM (IYKOHA30Jly Ta IMMU BUIIaJKaMHU He BU3HAYEHUH.

,[[OCJ'IiJI}KeHHH Ha TBAPHWHAX IIPOOEMOHCTPYBAJIN PEIIPOOYKTHUBHY TOKCUYHICTb.

He crig 3acTocoByBaTH 3BMYaiiHi 1031 (IyKOHA30Jly Ta KOPOTKOTPHBAI KypCH JTiKyBaHHS
(bITyKOHA30JI0M Y IIepiof BariTHOCTI, 3a BUHSITKOM KpalHbOI HEOOXiMHOCTI.

He crig 3acTocoByBaTH BHCOKi 003U (PIIyKOHA30JTy Ta/abo TprBali KypcH MiKyBaHHS (DITyKOHA30JI0M y
1epiof BariTHOCTI, 3a BUHATKOM JIiIKyBaHHS iH(EKIIi}, 110 MOXKYTh 3arp0KyBaTH XKUTTIO.

I'odysaHHA 2pydoro.

®nyKoHa30J1 TPOHUKAE ¥ TPyOHE MOJIOKO Ta focirae KOHIIeHTpallii moi0Hol Jo piBHS Yy Myla3Mi KPOBi
(Ous. po3pin «®apmMakoKiHeTHKa»). ['ofyBaHHSA I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCIII PA30BOr0
3aCTOCYBaHHS 3BUYANHOI J03U (PIyKOHA30JTy, 1[0 CTaHOBUTE 150 Mr.

TomyBaTH TPYAII0 He PEKOMEHAYEThCS Ipu 6araTopa3oBOMYy 3aCTOCYBaHHi GIyKOHa301y abo mpu
3aCTOCYBaHHI BUCOKHX 03 (QIIyKOHA30ITY.

Crip OLiHUTY KOPUCTh FONYBaHHS IPYAMI0 AJIS PO3BUTKY i 3M0POB’Sl JUTUHY, a TAKOXK KIIiHIUHY
norpeGy MaTepi y npenaparti ®ymuc® OT i 6yab-aKi moTeHnifHi n06iYHi edeKkTn mpemaparty
Oymuc® T a60 OCHOBHOTO 3aXBOPIOBAHHSA MaTepi Uil MUTHHH, IKa OTPUMYE IPYIHE BUTONOBYBAHHS.

depmuabHiCMb.

®ykoHa307 He BIUIMBAB Ha GePTUIILHICT CaMIliB Ta CaMOK IIypiB.

30amuicmb eniueamu Ha weudKicmb peakuii npu kepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

HocnigxkeHb BIIUBY (HIYKOHA30/Iy Ha 3MaTHICTh KEPYBATH aBTOTPAHCIIOPTOM ab0 IIpAIfoBaTH 3



IHIIMMU MexXaHi3MaM# He ITPOBOOUIIU.

[TauieHTiB MOTPiOHO MOiHGOPMYBaTH IIPO MOXKJIUBICTh PO3BUTKY 3allaMOpo4YeHHs abo CymoM (OuB.
po3min «ITo6iuHi peakiiii») mif 4ac 3aCTOCOBYBaHHS Ipenaparty. [Ipyu po3BUTKY TaKUX CUMIITOMIB He
PEKOMEH[YEThCS KePyBaTH aBTOTPAHCIOPTOM abo IpaloBaTH 3 iHIMMY MeXaHi3MaMHu.

Cnocib 3acmocyeaHHsi ma do3u.

ITo6oBa mo3a (hIyKOHA30I1y 3a/IeXKUTh Bifl BUAY Ta TSIXKKOCTI rpubkoBoi indekii. s 6inbiocTi
BUIAIKIB BaTiHAIbHOTO KaHAUO03y JOCTAaTHHO PA30BOTO 3aCTOCYBaHHS IIpemapary.

Hucnepropani TabneTku mo 50 M 3aCTOCOBYBATH AiTSIM Ta HOPOCIIHUM.
TabmeTKy pO3YMHUTU B OOHIM YalHii JT0XKIIi BOOX BigmoBimHO mo mo3u (50 Mr/5 mi).

TpuBamicTh NMKyBaHHS 3aJIeXKUTh Bif KJIiHIYHOTO i MiKoJIoTiuHOT0 edekTy. [1000By HO3y MpUitMaTH 3a
OOYH IIPUKOM.

[Tpu HeobxigHOCTI 6GaraTopa3oBOro 3aCTOCYBAHHS IIPenapaTy JiKyBaHHS iH(EKIIiN nToTpiOHO
IIPOJIOBXKYBATH 00 3HUKHEHHS KITiIHIYHUX Ta 1Tab0paTOPHUX IIPOSBIB aKTUBHOCTI IrpuOKOBOI iHPeKIIii.
HepocTaTHs TpuBasiCTh TiKyBaHHS MOXKeE IIPU3BECTH [0 BiTHOBJIEHHS aKTUBHOIO iH(PEKLIMHOTO
IIPOIIECY.

[Topocai.

Kpunmokoxos.

- JIikyBaHHSI KPUIITOKOKOBOI'O MEHIHTITY: HaBaHTaXyBaJibHa f03a CTaHOBUTE 400 Mr y 1-i [eHs.
[MinpTpumytoya mo3a - 200-400 mr Ha goOy. TpuBamicTh NMiKyBaHHS 3a3BUYail CTAHOBUTE IIOHAMMEHIIIE
6-8 TuxHuiB. [1pu iHpeEKIigX, 10 3aTPOXKYIOTh XKUTTIO, 0O0BY 703y MoxkHa 30insmuTu 70 800 Mr.

- [ligTpuMytoya Teparmnis Ajis IolepenXkeHHs peIUIUBY KPUIITOKOKOBOI'O MEHIHTITY B IIAI[l€HTIB i3
BHCOKMM PU3UKOM HMOTO PO3BUTKY: PEKOMEHIOBaHa o03a IpemnapaTy cTaHoBUTE 200 Mr Ha 00y
IPOTSTOM HEOOMEeKEeHOr0 Jacy.

Kokuyuodioidomiko3. PekomeHnoBaHa fo3a cTaHoBUTH 200-400 Mr Ha goOy. TprBamicTh MiKyBaHHS
cTaHOBUTH 11-24 micsii abo moBille 3a/1eXXHO Bifl CTaHy natieHTa. [ TikyBaHHS OesiKux ¢hopm
indexkrii, a 0co6nuBoO A5 JTiKyBaHHS MEHIHTITY, MOXe OyTH HOLiNbHUM 3acTocyBaHHS no3u 800 Mr Ha
no0y.

Inea3ueHi kaHOuOdo3u. HaBaHTaxyBanbHa f03a cTaHOBUTH 800 Mr y 1-i meHsb. [linTpumyooda go3a -
400 mr Ha moOy. 3a3BHMYall peKOMeHI0BaHa TPHUBAIICTh JTIKyBaHHS KaHTUOEMii CTAHOBUTH 2 TUXKHI
IIiCyIs IepIIMX HeTaTUBHUX PE3Y/IbTaTiB MOCIBY KPOBi Ta 3HUKHEHHS 03HAK i CHMIITOMIB KaHTUOEMii.

Kanouodos causosux 060/10HOK.

- Kauaupmos poTornoTku: (OI0CKaTH Ta TPUMATH Y POTI IPOTATOM 2 XB, MiCJII YOO IPOKOBTHYTH):
HaBaHTaXYyBajbHa f03a cTaHoBUTH 200-400 Mr y 1-# meHp, migTpuMytoda mo3a - 100-200 mr Ha mo0y.
TpuBamicTh NMiKyBaHHS CTaHOBUTHL 7-21 eHb (OO mOCSATHEHHS peMicii), ane Moxe OyTu 30inblneHa s
MAIEHTIB i3 TAKKUM iMyHOOE(IIIUTOM.

- KaHmupmo3 cTpaBoxony: HaBaHTaxXyBasibHa g03a cTaHOBUTHL 200-400 Mr y 1-i1 meHp, NiATpUMy04a



no3a - 100-200 mr Ha moOy. TpuBanicTh mikKyBaHHS CTaHOBUTH 14-30 OHIB (IO DOCATHEHHS PEMICii),
ane Moxe OyTu 30inblIeHa s MalieHTiB i3 TAXKUM iMyHOmeinuTOM.

- Kaugupypisi: pekomeHmoBaHa fo3a ctaHoBUTh 200-400 mMr Ha goOy npotsiroM 7-21 mus. [Ias
TALEHTIB i3 TSIXKKUM iMyHOOe(diluTOM TPUBAJICTE NiKyBaHHS MoXke OyTH 30inblIeHa.

- XpoHiuHNM aTpopiyHMN KaHOUA03: peKOMeH0BaHa 03a cTaHOBUTEL 50 Mr/goly npotsaroM 14 pHiB.

- XpoHiYHMYM KaHOUIO03 IIKipKU Ta CIM30BUX 000JI0HOK: peKOMEHI0BaHa N03a CTAHOBUTH
50-100 mr Ha moOy. TpuBamnicTh MiKyBaHHS CTAaHOBUTH [0 28 OHIB, ane Moxe OyTu 30ibIleHa
3aJIeKHO Bifl TAXKKOCTI Ta BUAY iH@eKUii abo mpu 3HUXKEHH] iMyHITETY.

ITonepediceHHA peyudusy KaHOud03y cau3osux 06040HOK y nauienmia 3 BIJI, siki maromb 8ucokull
PU3UK 11020 PO3BUMKY).

- Kangumos poTorioTky, KaHAU03 CTPABOXOMAY: PEKOMEHIOBaHA [103a CTAHOBUTh
100-200 mr Ha o6y a6o 200 Mr 3 pa3u Ha TUXKAeHb. TpUBaJICTh TiKyBaHHS HeoOMeXeHa [Jis
IIaI[l€HTIB i3 IPUTHIYEHUM IMYHITETOM.

ITpoginakmuka kaHOUOO3HUX IH(peKYil y nauieHmia i3 mpusaioi HelumponeHiel. PekoMeHOOBaHa
no3a craHoBuTh 200-400 mr. JIikyBaHHS MOTPiOHO PO3MOYMHATH 3a KilbKa [IHIB 10 04iKyBaHOTO
PO3BUTKY HEUTPOIEHII Ta TPOJOBKYBATH MIPOTATOM 7 [HIB IiC/IS MigBUIEHHS KiTbKOCTI HEUTPOGiniB
mosan 1000/mm°.

I'enimaavHi KaHOUOO3U.

- TocTpuit BariHampbHUY KaHOUA03, KaHOUAO3HUYN OalaHiT: peKOMEeHI0BaHa q03a CTaHOBUTH 150 Mr
OTHOPa30BO.

- JIikyBaHHS Ta IMpodinakTHKa peluOUBYIOUMX BariHaIbHUX KaHOUA03iB (4 abo GinbIlle peluauBiB
3axBOPIOBAHHS Ha PiK): peKoMeH0oBaHa fio3a cTaHOBUTL 150 Mr 1 pa3 y 3 gHi. Ycboro moTpi6HO
3actocyBatu 3 no3u (1-i meHs, 4-i feHb Ta 7-4 geHb). I[licns uboro Tpeba 3acTOCOBYBaTH
nigTpuMytody no3y 150 mr 1 pa3 Ha TUXKAEHb IPOTATOM 6 MiCALIB.

Hepmamomikosu.

- Miko3 cTom, MiK03 IJlafileHbKO]l IIKipH, TaX0BUH AePMaTOMIK03, KaHOUOO03Hi iH(DeKITil mKipu:
peKoMeHJoBaHa fio3a cTaHoBUTHL 150 Mr 1 pa3 Ha TuxkpaeHb abo 50 Mr 1 pa3 Ha go0y. TpuBamicTh
JIIKYBaHHSI CTAHOBUTH 2-4 TUXKHI. JIiKyBaHHS MiK03y CTOIl MOXe TPUBATU A0 6 TUXKHIB.

- PisHoOapBHU Nuiaii: peKoMeHoBaHa fo3a cTaHoBUTh 300-400 Mr 1 pa3 Ha TUXKOEHb IPOTATOM
1-3 tuxHiB a6o 50 Mr Ha HoOy IPOTATOM 2-4 TUKHIB.

- DepmaTodiTHUY OHIXOMiK03: peKOMeHIOBaHa f03a CTaHOBUTh 150 Mr 1 pa3 Ha TUK[IEHb.
JlikyBaHH$s Tpeba MPOOOBXKYBATH MOKU Ha MicIli iHpiKOBaHOTO HIr'TS He BUPOCTE 3MOPOBUH. [
BiIpOCTaHHS 3[OPOBUX HITTiB Ha PyKax Ta Ha BEJIMKUX MaJbIIX HIir 3a3BUYall He0OXimHO 3-6 MicsIriB
Ta 6-12 MicsuiB BigmoBigHO. OgHAK IIBUAKICTh POCTY HIrTiB y MaIlieHTiB MOXkKe OyTH Pi3HOIO Ta
3anexartu Bif BiKy. [licng ycmimmHOro jgiKyBaHHSI TPUBA/INX XPOHIYHUX iH(DEKIiN hopMa HIrts iHofmi
3alUIIAETHCA 3MiHEHOIO.

IlauieHmu AiMHbO20 BIKY.

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



IlauieHmu 3 HUPK0BO HedoCcmamuicmio.

®1yKOHA30JI BUBOAUTHCA IIePEeBaXkHO i3 ceyelo y He3MiHEeHOMY cTaHi. [Ipu pa3oBoMy 3aCTOCyBaHHI
KOpPUTYBaTHU 003y GIIyKOHA30/1y He moTpibHo. [TallieHTaM (BKJII0Yal0o4uy qiTel) i3 mopyIIeHHSIMHI
GbyHKIII HUpOK pu HeoOXimHOCTI 6araTopa3oBOro 3aCTOCYBaHHS NpenapaTy y 1-i neHb JTiKyBaHHS
CJIif 3aCTOCOBYBaTH IO04aTKOBY 403y 50-400 Mr 3aiekHO Bifl TepaleBTUYHUX MOKa3aHb. [1icsa uporo
no00By 103y (3a1e2KHO Biff TOKa3aHHS) CIIifl pO3pax0ByBaTH BiAmOBigHO M0 Tabmumi 1.

Tabnug 1

KnipeHc KpeaTuHiHy (MJI/XB) BincoTOK BiJ peKOMeHI0BaHOI T03H
> 50 100 %

< 50 (6e3 remopiamisy) 50 %

['eMopiari3 100 % micrst KOXKHOT0 reMofiani3y

[MTauieHTu, siKi nepeOyBaloTh Ha pPeryasIpHOMY remopianisi, moBuHHi orpuMmyBaTt 100 %
PEKOMEeH0BaHOI 103U IiC/IsA KOKHOT0 reMofiani3y. Y meHb, KO reMofialii3 He ITPOBOAUTHCS,
IAIli€HT IOBUHEH OTPUMYBATHU 03y, BIIKOPUTOBAHY 3aJIe2KHO Bifi KJIIpEHCY KpeaTUHIHY.

IlauieHmu i3 nopyweHHAMU QYHKUIi neviHku.

®nykoHa3on Tpeba 3aCTOCOBYBATH 3 00€peXkKHICTIO MallieHTaM i3 MOPYIIeHHIMU (PYHKIIII TeYiHKy,
OCKiNIbKY iH(popMallil o0 3acToCyBaHHS (IYKOHA30I1y IIili KaTeropii majieHTiB HeJOCTaTHHO
(muB. po3minu «Oco6uBOCTI 3acTOCyBaHHSI» Ta «I100iuHi peakirii»).

imu.
3aCcTOCOBYBaTH IIpenapaT MOXKHA OiTIM BiKOM Biff 5 POKiB.
He crig mepeBuilyBaT MaKCuMalbHy 1060By m03y 400 Mmr.

4K i npu aHaNMOTiYHMX iHPEKIiIX y JOPOCIUX, TPUBAJICTS JIiKyBaHHS 3aJ€XKUTh Bif KJIiHIYHOI Ta
MiKoJioTiuHOI Bifmosigi. [IpenapaT 3acTocoByBaTu 1 pa3 Ha g00y.

[lo3yBaHHA IIpenapaTy [AiTSM i3 mopymeHHAMH GQYHKII1 HUPOK HaBefeHo Buille. PapMaKoKiHeTHKa
(bIyKOHa30I1y He [OCTigXKyBanacs y AiTell i3 HUPKOBOI HEJOCTaTHICTIO.

Iimu eixom 8i0 12 pokis.

3ajIezkHO Bif Macu Tisla Ta my6epTaTHOTO PO3BUTKY JTiKapIo CIIif OLIHUTH, SIKA J03a Ipernapary (s
OOPOCTIUX YM AJIS HiTel) € ONTHMAaJIbHOIO [AJ1s nalieHTa. KimiHiyHi gaHi cBigyaTs Ipo Te, 10 Y AiTel
KJIipeHC (IyKOHAa30Jly BUIIUY MTOPIBHAHO 3 gopocnuMu. 3actocyBaHHs 003 100, 200 ta 400 mr
OOpPOCTUM Ta 003 3, 6 Ta 12 MI/KT OiTSM MPU3BOOUTH 10 HOCSATHEHHS CIIiBCTaBHOI CUCTEMHOI
€KCIIO3MIII.

EdekTuBHICTh Ta 6e3neKa 3aCcToCyBaHHS (IyKOHA30Jy A7 JTiKyBaHHS eHiTanbHUX KaHOUO03iB y
IiTel He BCTaHOBIIEHi. JKIO icCHye HaranmbHa moTpeba 3acTOCYBaHHS IIpenapaTy mifsTiTkaM (BiKoM Bif
12 mo 17 pokiB), ciif 3aCTOCOBYBaTH 3BUYAKHI T03U O JOPOCIHUX.

Ilimu sixom 8i0 5 do 11 pokis.

Kanpaumgosu cnu3oBrx 000JI0HOK: TT0YATKOBA [[03a CTAHOBUTE 6 MTI/Kr/go0y, migTpuMyoda [03a -
3 mr/kr/mo0y. [TouaTKOBY 03y MOXKHA 3aCTOCOBYBATH Y 1-i HeHb 3 METOIO IIIBUAIIOTO HOCITHEHHS



PiBHOBaXXHOI KOHIIEHTpALIil.

[HBa3WBHI KaHANU03H, KPUIITOKOKOBUYM MEHIHTIT: J03a IIpenapaTy CTaHOBUTDH 6-12 Mr/Kr/moby
3aJIeKHO Bifl CTYIIEHS TSIXKKOCT1 3aXBOPIOBAHHS.

[TigTpuMyroda Teparis Ajis nonepenXxeHHs PeLIUANBY KPUIITOKOKOBOI'O MEHIHTITY y [iTeX i3 BUCOKUM
PU3UKOM MOT0 PO3BUTKY: 403a IIpefapaTy CTaHOBUTH 6 MI/KT/mo0y 3a/Ie3KHO Biff CTYIEeHs TSKKOCTi
3aXBOPIOBAHHS.

[TpodinakTKa KaHAUZO3IB ¥ MAIli€HTIB 3 iMyHO#eIIMTOM: [03a IIpenapaTy CTaHOBUTh

3-12 mr/kr/go0y 3anekHO Bifl BUPaKeHOCTi Ta TPUBAJIOCTI iHAYKOBAHOI HEUTPOIEHIi (TUB. K03U [
OOPOCIHX).

Himu.

3acToCOBYBaTH IIpenapaT MOXKHa OIiTAM BiKOM Bifi 5 POKiB.

Ilepedo3yeanHsi.
CuMnToMu: rammoluHallil Ta MapaHoifaabHa IOBETiHKa.

JIikyBaHHS: CUMIITOMaTA4He (y TOMY YXCJIi IPOMUBaHHS IUIyHKA U MiATPHMYyIO4da Teparis).
®1yKOHA30JI BUBOOUTHCS IIEPEBaXKHO 3 cedyero, ToMy (POpCOBaHUY [iype3 MOXKe IPUCKOPUTH
BUBeNeHHS npenapaTy. CeaHc remMofianily TPUBaiCTIO 3 TOOUHU 3HUKYE PiBeHb PIYKOHA30JTYy Y
na3Mi KpoBi nmpubnu3uo Ha 50 %.

ITo6iuni peakuii.

[ToBimoMnsinu mpo MeOUKaMEeHTO3HY peaklIlifo 3 eo3uHodinmiero i cuctemaumu nposisamu (DRESS),
acoIrifioBaHy 3i 3aCcToCyBaHHAM (GIyKOoHa301y (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHSI»).

Haituacrime (Big =1/100 go <1/10) moBimomnsnocs npo Taki mobiuHi peakitii: ronoBHu 6inb, 6inb y
JKUBOTI, miapes, Hy[oTa, O/i0BaHHS, IiBUIEHHS PiBHS anaHiHamMiHoTpaHchepasu (AJIT),
acnaprataMinoTpaHcdepasu (ACT), myxHol pochaTasu KpoBi Ta BUCUTIAaHHS

II71g OLiHKY YaCTOTU BUHMKHEHHS MOOIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikariiio: gyxe
yacTo (=1/10), gacro (Big =1/100 mo <1/10), HewacTo (Bim =1/1000 go <1/100), pigko (Big =1/10000
no <1/1000), myxe pigko (<1/10000), yacToTa HeBigoMa (HEMOXKJIMBO OL[IHATH Ha ITiICTaBi HasIBHUX
OAHUX).

3 6oky cucmemu Kposi ma aimpamuyHoi cucmemu.

HeuacTo: aHeMis.

Pigko: arpaHynouuTo3, TeHKOIeHis, HEeUTPOIeHis, TPOMOOLUTOIEHI.

3 boky imyHHOI cucmemu.



Pigko: anadinmakcis.

3 bokxy memaboaizmy ma Xapuy8aHHs.

HeuacTo: 3HMKEHHS alleTUTy.

Pigko: rinepTpurniniepumeMis, rinepxojieCTepuHEMis, TiIOKaIieMis.
3 60Ky ncuxiku.

HeuacTo: 6€3COHHS, COHJIUBICTE.

3 60Ky Hepsogoi cucmemu.

YacTo: ronoBHUM Oifb.

Heuacro: cynoMu, 3aniaMOpodeHHs, TapecTesii, mopylieHHs CMaKy.
Pigxo: Tpemop.

3 60Ky opaaHis cayxy ma pigHosazau.

Heuacto: BepTuro.

3 boky cepus.

Pigko: mapokcu3MasnbHa IITYHOYKOBA TaxiKapfis TUIY «IipyeT», MomoBxkeHHs inTepsany QT (gus.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

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

3 6oky eenamobiniapHoi cucmemu.

Yacto: migeuiiieHHs piBHiB AJIT, ACT, nyxkHoi ¢ocdaTasu B KpoBi (muB. po3min «OcobmuBoCTi
3aCTOCYBaHHS»).

HeuacTo: x0ecTas, XKOBTSHUIIS, MiIBUILIEHHS piBHS Oinipy6iny (muB. po3min «Ocob6nuBocTi
3aCTOCYBaHHS»).

Pigmko: me4iHKOBa HEIOCTATHICTh, FeaTONEMIONIPHAN HEKPO3, TeIaTUTH, TelaTOleTI0NIIpHe
ypaxeHHs (OuB. po3min «OcoO0IMBOCTI 3aCTOCYBaHHS»).

3 60Ky wkipu ma nidwKipHOi KAIMKOBUHU.
YacTo: BUcUNAHHS (OUB. Po3min «OcoONMMBOCTi 3aCTOCYBAHHS»).

HeuyacTo: cBepbixk, MequKaMEeHTO3HUM JepMaTUT (BKIItoYaiouu (HikcoBaHUM MeIUKaMEeHTO3HUMN
IepMaTUT), KPOIIUB'THKA, MigBUIIIeHe TIOTOBUOINeHHS (IUB. po3in «Oco6IUBOCTI 3aCTOCYBAaHHS»).

Pigko: TOKCUYHUY emigepMalbHUM HEKPOIIi3, cuHApoM CTiBeHca-[I;)KOHCOHA, TOCTPUM
reHepai3oBaHUM €K3aHTEeMaTO3HUU MyCTYIb03, eKC(HOTiaTUBHUM IePMaTUT, aHTiOHEBPOTUYHUN



HaOpsK, HaOpsK 06muyuys, amonenis (quB. po3misn «OcoBIUBOCTI 3aCTOCYBAHHS»).
YacToTa HeBifoMa: MefuKaMeHTO3Ha peakilis 3 eo3uHodimieio i cucremaumu npossamu (DRESS).
3 60Ky ONOpPHO-PYX08020 anapamy ma CnoAY4YHOi MKAHUHU.
Heuacro: mianris.
3azanbHi nopyweHHA ma peakuii y mMicui 88e0eHHS.
HeuacTo: mifBuIieHa BTOMJIIOBaHiCTh, HE3[yKaHHS, aCTeHis, rapsyka.
iTm

YacToTa Ta xapakTep Mo6iYHUX peakiii Ta BigxuieHb 1ab0paTOPHUX TOKA3HUKIB Yy OiTel, IKi
GdikcyBanucs mig 9ac KIHIYHUX JOCTioXKeHb, KPiM reHiTalIbHOTO KaHAUI03Y, € TIOPIBHAHHUMU 3
TaKUMHU Y JOPOCTIUX.

[ToBimomeHHs PO Mimo3poBaHi mo6iYHi peakirii

[ToBimoMIIEHHS TIPO Mig03pIoBaHi M0oGiuHi peakii micias peecTpatiii TiKapchKoro 3aco0y € BaXKJIHBOIO
npoienypolo. Lle mae 3Mory IpOOBXKYBaTA KOHTPOIIOBATH CIIiBBIHOIIEHHST KOPUCTh/PU3UK IIPU
3aCTOCYBaHHI 1IbOTO JiKapChKOro 3aco0y. MenuyHi mpaliBHUKY [TOBUHHI ITOBIIOMIISTH IIPO BCi
nimo3proBaHi moOiuHi peakilil Yepes3 HalliOHaIbHY CUCTEMY 3BiTHOCTI Ta 3asIBHUKY uyepe3 GopMy
3BOPOTHOTO 3B’A3KYy Ha BebcalTi: https://kusum.ua/pharmacovigilance/.

Tepmin npudamHocmi. 4 poku.

YMmoBH 30epiranssi.

30epiratu mpu TeMieparTypi He Buine 25 °C.

30epiratu y HEJOCTYIIHOMY OJISI OiTeM MicCIIi.

YnakoBka.

[To 4 TabneTku y cTpumi abo 6mictepi; mo 1 cTtpumy abo 6icTepy B KAPTOHHIN yIIaKOBIIi.

Kareropisi Bigmycky.

3a peLenToM.

BupoOHHK.

KYCYM XEJITXKEP IIBT JITH/


https://kusum.ua/pharmacovigilance/

KUSUM HEALTHCARE PVT LTD.

Micue3HaxoaKeHHsI BUPOOHHKA Ta afipeca Miclsi MpoBaIXKeHHS HOTr0 Tis/TbHOCTI.
CII-289 (A), PIIKO Inpmactpian apea, Yonanki, bxiBapi, [lict. AnBap (PagxacTa#n), Inmis/

SP-289 (A), RIICO Industrial area, Chopanki, Bhiwadi, Dist. Alwar (Rajasthan), India.

IHCTPYKIIA

IJISI MeTUYIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y

®YIIUC® AT

(FUSYS® DT)

Cknao:
ditoua peuosuHa: fluconazole;
1 TabneTka MicTuTh GyKoHa3oiy 50 Mr;

0ONOMIdCHI peyoBUHU: TTAKTO3KW MOHOTIPAT, Ie/II0103a MiKpoKpucTaniyHa, moBimoH K30, Tanbk,
MarHilo cTeaparT, HaTpPilo KpocKapMeso3a, KpeMHilo mioKcuj KonoigHui 6e3BOMHUM, apoMaTU3aTop
«AmepukaHcbKe Mopo3uBo DC 129»*, HaTpito caxapuH.

*apoMaTH3aTop «AMepruKaHChKe Mopo3uBo DC 129» - makTo3u MOHOTiApaT, akalig (rymiapabik)
E 414, apomaTu3aTop igeHTUYHUN HaTypaabHOMY.

Jlikapcbka ¢popma. TabneTky qucreproBaHi.

OcHosHi (pi3uko-xiMiuHi 81acmusocmi: Kpyrii TabneTku 0i70T0 KOMbOPY 3i CKOLIEHUMU KpasiMH, 10
MalTh PO3NOIiIbYYy PHUCKY 3 OMHOT0 OOKY Ta PiBHI 3 iHIIOTO, i3 3allaX0M MOPO3UBa.

®dapMakoTepaneBTHUYHA Irpyna.



[TpoTurpuOKOBi 3ac00M [JIsT CUCTEMHOTO 3acToCyBaHHs. [Toximui Tpuazomny. Kog ATX J02A CO1.

PapmakonoziuHi e1acmueocmi.
®apmakoduHamika.

MexaHi3M mii.

®yKoHa3071 € MPOTUTPUOKOBUM 3ac000M KJlacy TPHa30JiiB. [IepBUHHUM MeXaHi3MOM #OTo fii €
IPUTHIYeHHS rpubKoBoro 14 anbda-1aHOCTEPO-IeMeTUII0OBaHHS, OII0CEPEeIKOBAaHOT0 IIUTOXPOMOM
P450, 110 € HeBifg'eMHUM eTanoM 6iocuHTe3y IPuOKOBOr0 eprocrepony. Akymynsiis 14 anbda-MeTun-
CTEPOJIiB KOPEJIIOE 3 MOMIa/IbIIO0 BTPATOI0 eprocTeposy MeMOpaHoio rpuOKOBOL KITITHUHU Ta MOXKe
BifimoBigaTu 3a MPOTUTPUOKOBY aKTUBHICTh (PriyKoHa305y. ®IyKOHa30J € OiNIbII CEIEKTUBHUM 10
rpubkKoBux (hepMeHTiB iuToxpomy P450, HixK [0 pi3HUX cucTeM (pepMeHTiB nuToxpoMy P450 ccasis.

3acTocyBaHHS (QIyKOHa305y B f03i 50 Mr Ha go0y npoTAroM 28 [HIB He BIJIMBA€E Ha PiBEHb
TECTOCTEPOHY B IJIa3Mi KPOBi y 40/I0BiKiB ab0 Ha PiBeHb €HAOTEeHHUX CTEPOIMiB y KiHOK
pemnponyKkTuBHOro Biky. ®mykonazon y mo3i 200-400 mr Ha mo6y He MPOSIBIISE KITIHIYHO 3HAYYLIOTO
BIIJIUBY Ha PiBEHb €HAOTeHHUX CTepOifiB abo Ha BigmoBimb Ha ctumynsiito AKTT y 3mopoBux
noOPOBOJIBIIIB YOJIOBIYOl CTATI.

HocmigXeHHS B3a€MO{Iil 3 aHTUMIIPUHOM IIPOAEMOHCTPYBaJO, 10 3aCTOCyBaHHS 50 Mr (QJIyKOHA30/1y
pa3oBo abo 6araTopa3oBO He BIJIMBA€E Ha MeTabo0Ii3M aHTUIIIPUHY.

YyTnusicTs in vitro.

®nykoHa30: in Vitro 0eMOHCTPYE NPOTUTPUOKOBY aKTUBHICTL CTOCOBHO BUAiB Candida, 110
3ycTpivaroThCd Hanvacrime (BKmodatouu Candida albicans, Candida parapsilosis,

Candida tropicalis). Candida glabrata peMOHCTPY€ WKXPOKUY Hiaa30H YyTIUBOCTI J0 (IyKOHA30Iy,
tomi ik Candida krusei € 0o HbOT'0 PE3UCTEHTHOIO.

Takox (hykKoHa3011 in vitro IeMOHCTPY€E aKTUBHICTH SIK mpotu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i IpOTH eHAEeMiUHUX ITiCHIBUX IpubiB Blastomices
dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’930K (hapMaKOKIHETUUHUX i hapMaKOOUHAMIUHUX BJIaCTUBOCTEH.

BigmoBigHO 10 pe3ysbTaTiB OOCIIIXKEHDb Ha TBapUHaX, ICHYE KOPEJIALia MiX MiHIMalIbHO
inribyrouoio KoHueHTpalieo (MIK) Ta eheKTUBHICTIO IPOTU eKCIIepHMEHTaIbHUX MOofesiell MiKO03iB,
cupuuyrHeHux Bugamu Candida. BiimoBigHO 00 pe3ynbTaTiB KIiHIYHUX OOCIIOXEHb, iCHYE JiHiliHa
3anmexHicTh Mizk AUC Ta go3oro ¢pnykoHasony (mpubnusno 1:1). Takox icHye npsMuii, ane
HeJ0CTaTHii 3B’5130K Mixk AUC a60 103010 Ta MO3UTUBHOIO K/TiHIYHOIO BiIIIOBIAIO0 Ha JIiKYBaHHS
Opa/IbHOT0 KaHAKU03Y Ta MEHIIIO0 Mipoio - KaHAuAeMil. AHaJIOTi4yHO NiKyBaHHS iH(DeKIIiii,
CIIpUYMHEHUX IITaMaMy, [0 SKUX (PIyKOHa30Jl AeEMOHCTPYE BUCOKy MIK, € MeHIII 3ai0BiTbHUM.

MexaHi3M pe3nCTEeHTHOCTI.

Mikpoopraniamu pony Candida feMOHCTPYIOTh YMCEIbHI MeXaHi3MU PE3UCTEHTHOCTI OO0
a30/IbHUX TPOTUTPUOKOBUX 3ac00iB. ®11yKOHA30/1 IeMOHCTPYE BUCOKY MIK npotu mrramis
rpubiB, 110 MalOTh OOKUH ab0 OibIlle MeXaHi3MiB Pe3UCTEHTHOCTI, IIJ0 HETAaTUBHO BIIJIMBAE Ha
e(EeKTUBHICTD in Vivo Ta B KJTiHIYHIY MPaKTUIl. Y 3a3BUYail YyTIUBUX



BUfiB Candida MexaHi3M pPO3BUTKY PE3UCTEHTHOCTI, II0 3yCTPiYaEeThCSI HalvyacTillle,
BK/II04Ya€e ¢hepMeHTH-MillleHi a307iB, SKi BiMOBiga0Th 3a 6i0CUHTE3 €ProCTEePOIy.
Pe3uCTeHTHICTh TAaKOXK MOXKe OyTH BUK/IMKaHa MYTalli€l0, MiIBUIIEHHSIM BUPOOIEHHS
dbepMeHTy, MexaHi3MaMU BiTOKY JIiKapChKUX 3ac00iB a60 PO3BUTKOM KOMIIEHCATOPHUX
IIISXiB.

[ToBimoMIsiNK NP0 BUIAAKU PO3BUTKY cymepindekiil Candida spp., CIpUYUHEHO] iHIIKMH,

HixK Candida Albicans BuilaMu, 110 YaCTO € HEUYTIUBUMU 10 GIyKoHa3o0my (Hampukian Candida
krusei , C. auris). [I5ns niKyBaHHSI TaKWX BUIIQ[KiB MOTPiOHO 3aCTOCOBYBATHU abTEPHATUBHI
npoTUrpuOKOBi 3aco0u. MexaHi3MU Pe3UCTEHTHOCTI He OyJIM MOBHICTIO 3'SCOBaHi y JesIKUX
IPUPOAHLO cTitikux BumiB Candida (C. krusei) uu BumiB i3 HaOyToio pe3ucteHTHicTIO (C. auris).

KoHTpObHI TOYKY (BIOTOBIZHO 00 PEKOMEHalli €BPONEMChKOTr0 KOMITETY 3 HOCIIIXKeHb YYTJINBOCTI
00 aHTUMIKPOOHMX 3aC00iB).

Bbasyrounch Ha JOCTigXKeHH] (hapMaKOKiHETUYHOI/(hapMaKOgWHAMIYHOl iH(popMaliil,
YYTNIKUBOCTI in vitro Ta KmiHiyHOI BifmoBifi, 0y/10 BU3HAUYeHO KOHTPOJIbHI TOUKHU OIS
dbmykoHa3ony s MikpoopraHidMis poay Candida. Boru O6ymu po3mnofiinieHi Ha KOHTPOIbHi
TOYKH, 1110 He TIOB’sI3aHi 3 IEBHUM BUIOM, SIKi OiTbIIIOI0 MipO0 BU3HAYAIKCS Ha OCHOBI
(dhapmMakKoKiHeTUYHOI/(hapMaKoAMHaMigHO]1 iHpopMaliil i He 3a7exXKaTh Bifl pO3MOAiNy Ha MeBHi
BHIY 3a MiHiMaIbHOIO iHTiOYI04Y010 KOHIIEHTPAII€I0, Ta HA KOHTPOIbHI TOYKH, TIOB’sI3aHi 3
IIeBHUM BHUOM, II0 Ha4aCTille aCoIlil0I0TLCS 3 iHGeKIliaMu y mMoguHu. Lli KOHTPObHI TOYKHU
HaBeeHO HUXYe.

ITpomuepubkosuti  KoHmpoavHi moyKu, no8’13aHi 3 neeHUM 8uUOOM KonmpoavHi mouku,

3acib S</R> He noe’A3aHi 3
nesHum gudoma
S</R>

Candida Candida Candida Candida Candida

albicans glabrata krusei parapsilosis tropicals
®yKoHA301 2/4 [E -- 2/4 2/4 2/4
S = yyTnuBuy;
R = pe3ucTenTHUY;
a - KOHTPOJIbHI TOYKH, 1110 He IOB’sI3aHi 3 IEBHUM BUIOM, SIKi Oi/TbIII0I0 MipOI0 BU3HAYAIKCS Ha OCHOBI
(bapmakokiHeTH4HOI/PpapMaKonrHaMiuHOI iH(popMallil i He 3asiexkaTh Bifl pO3MOLiNy Ha IEeBHi BUOYU 3a
MiHiMaIpHOIO iHTiI0YI040I0 KOHIIEHTPalli€0. BoHM HOCTiIXKyBaIUCh Nullle Y MiKpOOpraHi3MiB, y IKuUX
He icHye crenudiyHOl KOHTPOIbHOI TOUKY;

- DOCTIiAKEeHHS YyTINBOCTI He PEKOMEH0BaHi, OCKIJIbKY I1el BUJ He € MEeTOI0 JIiKapChKOl Teparil;

IE - mokagiB IIO[0 TOTO, YH € I1ei BUI METOI JIiIKapChKOI Tepailrii, HeJoCTaTHbO.

dapmaxoKiHemuxka.

®apMaKoKiHEeTUYHI BTaCTUBOCTI (JIyKOHA307Ty € MOiOHUMY IIPU BHYTPIIlTHLOBEHHOMY i
[IepopaibHOMY 3aCTOCYBaHHI.


http://multitran.ru/c/m.exe?t=4784720_2_1
http://multitran.ru/c/m.exe?t=4784720_2_1

AGcopOiis.

®nykoHa3051 mobpe BCMOKTYETLCS IIPHU IIepOpaIbHOMY 3aCTOCYBaHHI, a piBeHb IIpenapary B I1a3Mi
KPOBi i cucTeMHa 0iofoCTynHICT nepeBuillyioTh 90 % piBHS QIyKOHA30Iy B IJ1a3Mi KPOBI, 110
[OCATAEThCS NIPY BHYTPIIIHLOBEHHOMY BBe[eHHI IpenapaTy. OMHOYaCHE BXXUBAHHS 1Ki He BIIIUBAE
Ha BCMOKTYBaHHS IIpenapaTy IIpU M0ro IepopajbHOMY 3aCTOCyBaHHI. [likoBa KOHIIEHTpalis y mia3Mi
KpPOBi focaraeTtecd dyepes 0,5-1,5 roguHu micnsg npuioMy npenapaTy. KoHIIeHTpallis npemnapary B
II7Ta3Mi KPOBIi IIpoImopIiiiiHa [03i. PiBHOBaxKHa KOHIeHTpaMisa Ha piBHI 90 % mocsiraeTbes Ha 4-5-1
neHb Ipu 6araTopa3oBOMY 3aCTOCYBaHHI OMH pa3 Ha 000y abo Ha APYTuil AeHb JTiKyBaHHS NIpU
3aCTOCYBaHHI y MepIiIuil leHb HaBaHTaXKyBaJIbHOI M03H, 1[0 BABIYi epeBuIlye 3Budaiiny no60By mH03y.

Pozmoomin.

00’eM po3nopiny npubIU3HO OOPIBHIOE 3arajlbHOMY BMICTy PifMHU B OpraHi3Mi. 3B’s3yBaHHS 3
Oinkamu mima3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3os1 nobpe IPOHUKAE B YCi AOCTiAXKyBaHi pifuHu opraHi3my. PiBeHb QiyKoHa307y B CIMHI Ta
MOKPOTHUHHI € OAi0OHMM [0 KOHILIEHTpallil IpenapaTy B IIa3Mi KpPOBi. Y Malli€HTiB, XBOPUX Ha
rpubKOBUY MEHIHTIT, piBeHb (DIIYKOHA30/1y B CIMHHOMO3KOBI# piguni gocsrae 80 % KoHIEHTpallii y
IIJIa3Mi KPOBI.

Bucoki koHLeHTpalril ¢hIyKoHa305y B IIKipi, 110 IEPEBUILIYIOThH CHPOBATKOBI, IOCATal0TLCS B
poroBoMy I1api, emigepMici, aepmi Ta moTi. ®JIyKOHAa30JI HAKONMUYYETHCS B POrOBOMY IIapi.

I[Tpu 3acTocyBanHi fo3u 50 Mr 1 pa3 Ha mo0y KOHLIEHTpalis ¢hiaykKoHa3omy micns 12 gHiB miKyBaHHS
CTaHOBUJIA 73 MKTI/T, a 4epe3 7 OHIB MICJSA 3aBepLIEHHS JIiIKyBaHHS KOHI[EHTpALlid BCe 1lle CTaHOBUJIa
5,8 Mxr/r. [Ipu 3actocyBanHi go3u 150 mMr 1 pa3 Ha TUXKAEHb KOHILIEHTpaLisa QpIyKoHA30y Ha 7-

1l IeHb JiKyBaHHS CTaHOBUNA 23,4 MKT/T; Yepe3 7 OHIB IicJig 3aCTOCYBaHHS HACTYIIHOI O3
KOHIIeHTpallid Bce Iie cTaHoBuma 7,1 MKr/T.

KonnenTpauis ¢rnykoHa3omy B HIrTax micns 4 MmicsaniB 3acTocyBaHHS 150 Mr 1 pa3 Ha TUXIOEHb
ctanoBuma 4,05 MKT/T y 300poBUX T0OPOBOJIBIIB Ta 1,8 MKI/T Ipu 3aXBOPIOBaHHSX HIrTiB;
(byKOHa30J1 BU3HA4YaBCs Y 3pa3Kax HirTiB uepes3 6 MiCAIIB IicIis 3aBepIlIeHHS Teparlil.

BioTpaHcdopmariis.

®nykoHa3on MeTabomi3yeThCsl He3HaYHOIO Mipoio. [Ipy BBefieHHi 103K, MideHOl pagioaKTUBHUMHU
izoronamu, nuiie 11 % ¢pryKoHa307Ty eKCKPETYETHCS 3 cedelo y 3MiHeHOMY BUTIAAL. PIyKoHa307
€ oMipHuM inri6itopom izodpepmenTtis CYP2C9 ta CYP3A4, a TaKOXK MOTYKHUM iHTiGiTOpOM
izopepmenty CYP2C19.

BuBenenns.

[lepion HaniBBUBeneHHS (GIyKOHA301Ty i3 Ia3Mu KpoBi cTaHOBUTH 61113bK0 30 rogus. Binmbina
YacTHHa IIpenapaTy BUBOOUTHCS HUPKaMu, TpudoMy 80 % 3aCTOCOBaHOI [O3U BUSIBISETLCS y CEUi B
He3MiHeHOMY cTaHi. KimipeHc ¢piyKoHa305y IponopLUiiHuy 00 KJlipeHCy KpeaTuHiHy. LIupKymondux
MeTaboiTiB He BUSIBIIEHO.

TpuBanuii nepion HamiBBUBENEHH IIpelapaTy 3 IIJla3MU KPOBi fa€ MOXKJIUBICTh Pa30BOr0
3aCTOCYBaHHS IIpelapaTy [IpU BariHaJIbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaTy 1 pa3 Ha
TUXKIEHD [IPY iHIINX [TOKa3aHHIX.

dapMakoKiHeTHKA IIPY MOPYIIeHHI QYHKIIII HUPOK.



Y mallieHTiB i3 BaXXKOI0 HAPKOBO HepocTaTHiCcTIO (ITK® < 20 M11/xB) mepion HamiBBUBEOEHHS
306inmbimyeThes Big 30 mo 98 roguH, 1mo noTpedye 3HUKEHHS 103u. OITyKOHA30/1 BUBOOUTHCS 3@
IIOIIOMOT 010 TeMOfIiai3y Ta y MeHIIOMYy 00Cs3i - LIISIXOM IIePUTOHEeaNbHOTo fAianidy. CeaHc
reMofiani3y TpuBamicTiO 3 TONUHY 3HUKYE PiBeHb HIIYKOHA30I1y B IJ1a3Mi KpoBi npubnau3no Ha 50 %.

d®apMakKOKiHETHKA IPU JIAKTallil,

KonnenTpauii (pIyKoHa30/1y B IIJIa3Mi ¥ MaTePUHCHKOMY MOJIOL BIPONOBXK 48 roguH Mics IPUAOMY
OfIHOpa30Boi 7o3u 150 Mr owuiHIOBaNM mif 9ac papMaKOKiHETUYHOTO OOCHIIXKEHHS 3a Y4acTIO OeCATH
JXKIHOK y mepiopi makTartii, SiKi TUM4YacoBo a0 IMOCTiNHO IPUIKUHUIIY TOJYyBaTH CBOiX HEMOBIISIT
rpynnoo. Y MaTepuHCbKOMY MOJIOI (JIyKOHA30J 1 BUSBUIIN Y CepenHill KoHLIeHTpallil npubnusHo 98 %
Bif Ti€l, 110 Bif3Ha4asu y mua3mi matepi. Yepes 5,2 TOOUHY Mics NPUMOMY 103U CEpeHS MiKoBa
KOHIIEHTpAllis B MaTEPUHCHKOMY MOJIOLi cTaHOBUIa 2,61 mr/n. [Jo6oBa fo3a ¢GIyKoHA301y, OTpUMaHa
HEMOBJISIM i3 MaTEPUHCHKOTO MOJIOKA (SKII0 MPUUHSATYA CEPENHE CIIOXKMBaHHS MOJIOKa 3a

150 mn/kr/mo0y), po3paxoBaHa Ha OCHOBi CepeHbOI MiKOBOI KOHIIEHTPAIIil B MOJIOIIi, 1[0 JOPiBHIOE
0,39 mr/kr/moby, ctaHoBUTh MpuOnu3Ho 40 % Bifg m03u, peKOMEHI0BaHOI HOBOHAPOMXKEHUM (BiKOM

< 2 TuxkHiB), abo 13 % Bim 003U, peKOMEHI0BAHOI HEMOBJIATAM [JI51 JIiKyBaHHS KaHOUA03Y CIIM30BUX
000JIOHOK.

dapMaKOKiHETHKa YV IiTeH.

dapMakoKiHeTHYHI TapaMeTpH y fiTel Oynu OIliHeHi y 5 JOCHiXKeHHIX: 2 HOCTiIKEeHHS 3 pa30BUM
mo3yBaHHSM, 2 3 6araTopa30BUM Ta OfHE [OCHII[XKEHHS, B IKOMY OyJX 3afisHi HeOHOIIEeHi
HOBOHApPOOXKEHI.

[Ticns BBegeHHS 2-8 Mr/KT (IyKoHa301y HiTIM Bif 9 MicsuiB 7o 15 pokiB OyB BUSBIEHUN TOKa3HUK
AUC 6mu3pk0 38 Mkr*rog/mi Ha 1 Mr/Kr mo3u. [Tpu 6araTopa3oBoMy 3aCTOCYBaHHI cepefHii mepion
HaliBBUBeeHHS (IYKOHA30I1y 3 IJIa3MU KOJMBaBcs Mix 15 Ta 18 rogunamu, a 06’eM po3nopiny
ctaHoBUB pubau3H0 880 My/Kr. Binbil TpuBanui nepion HaniBBUBeeHHS GIYKOHA30Iy 3 IIa3MHU
KPOBi CTaHOBUB NPUOIKU3HO 24 rogrHU Ta OYB BUSBIEHUM ITiC/Is BBEeIEeHHS pa3oBoi go3u. Llei
II0OKa3HUK € IOPIBHAHHUM i3 TepiofoM HaliBBUBENEHHS (IYKOHA30Iy 3 IJIa3MU KPOBI MiCIIs
BHYTPIIITHEOBEHHOTO OTHOPA30BOT0 BBeEHHS 3 MT/KT HiTsM BikoM Bifm 11 guiB mo 11 micsiis. O6’em
PO3MOofiny B 11iit BiKOBi# rpymi cTaHOBUB 6113bK0 950 MII/KT.

IocBinm 3acTocyBaHHS (GIYKOHA30Iy AJIS JTIKyBaHHS HOBOHAPOMKEHUX 00MEXKYETHCS
bapMaKOKiHETUYHUMH HOCTIXKeHHAMU 12 HeIOHOIIEHUX fiiTel i3 TepMiHOM recTalii mpubIu3HO

28 tuxHiB. CepenHill BiK IUTHHY IIPY BBEIEHHI MepIIoil 03K CTAHOBUB 24 ToOUHYU (ITiama30H

9-36 romuH), CepemHs Maca Tija Ipu HapoaxeHHi ctaHoBuia 0,9 kr (gianazon 0,75-1,10 kr).
MakcuMyM 5 BHYTPILIHbOBEHHUX iH €KIIN (DJIYKOHA30J1y B 031 6 MI/KI BBOAUIN KOXKHi 72 TOOUHM.
CepepHiu nepiof HamiBBABEAeHHS CTaHOBUB 74 roguuu (44-185) y nepiui geHb, MOTIM 3MEHIITNBCS
0o 53 roguH (30-131) Ha 7-u geHb Ta 0o 47 (27-68) Ha 13-4 meHsb. [1no1ma mig KpuBo (MKr*rom/mi)
cranoBuina 271 (173-385) y mepuuit nenb, 30inburyBanacs no 490 (292-734) Ha 7-# meHb, MOTIM
3meHmunacs go 360 (167-566) ua 13-i mers. O0’em poamnopiny (Mi/kr) craHoBuB 1183 (1070-1470) y
nepimi neHb, 36inbinyBaBcs fo 1184 (510-2130) Ha 7-1 mens Ta go 1328 (1040-1680) Ha 13-i meHb
BiZIIOBiOHO.

dapmakoKiHeTHKA Y MalLi€HTIB JIITHHOTO BIKY.

Y mocnigeHHi, Ke IPOBOAUIIN 3 Y4acTIo 22 MaIlieHTiB (BiKOM Biff 65 pokKiB), pIyKoHA305
3aCTOCOBYBaBCS NepopasnbHo y 7031 50 Mr. 10 3 yuaCHUKIB OGHOYACHO 3aCTOCOBYBa/IU AlyPETUKH.
Cmax cranosuna 1,54 MKr/Mia Ta gocsAraaacs IpoTAroM 1,3 roouHY Mic/Isa 3aCTOCYBaHHS
dbmykoHasony. Cepenus AUC cranoBuna 76,4 = 20,3 mxr*ron/mn. CepenHili epioq HalliBBUBEIEHH S



- 46,2 rogunu. Lli papMakoKiHETHYHI TOKA3HUKY € BUIIMMH MTOPiBHAHO 3 aHAJIOTIYHUMU ¥ 3TOPOBUX
moOpOBOJIBLIIB MOIOAIIOrO BiKy. OmHOYacHEe 3aCTOCYBAHHS OiypeTHKiB HE MaJio 3HAYHOT'O BIJIUBY Ha
Cmax ta AUC. Takox KIipeHC KpeaTuHiny (74 MJI/XB), BiICOTOK (PIyKOHA30IIy, III0 €KCKPETYyBaBCA i3
ceyero y He3aMiHeHOoMY Burisafi (0-24 rogunu, 22 %), Ta HUPKOBUY KIIipeHC (QIyKOHA30Iy

(0,124 mn/xB/KT) y malli€eHTiB 11i€l BikOBOI rpynu Oy HUKYKMMHU, HiXK aHaIOTiYHi IOKa3HUKH Y
MOJIOAIINX OOOPOBOIBIIB. TOMy 3MiHM (hapMaKOKIiHETUKH y TMAIli€HTIiB JIiITHHOTO BiKy, 0UEBHUIHO,
3ayieXkarTh Bifl TapaMeTpiB (PyHKI[i!l HUPOK.

KrinigHi xapaKTepHCTHKH.
Iloka3anus.

Oymuc® OT nmokasaHuUil [Uist TiKyBaHHs TaKMX IPUOKOBUX iH(GEKIi# y HoOpocuX (OMB. PO
«®apMaKoOuHaAMiKa»):

- KPUIITOKOKOBUM MEHIHTIT (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»);
- KOKIMIi0imo3 (ouB. po3min «Oco0MuBOCTi 3aCTOCYBaHHS »);
- iHBA3MWBHI KaHOUOO3H;

- KaHU03M CIM30BUX 000JIOHOK, BKJII0OUAI0YM KaHOUA03 POTOTJIOTKY Ta KaHAUI03 CTPABOXOMY;
KaHIUOYPis, XPOHIYHUY KaHOUO03 WIKIPH i CTU30BUX 000IOHOK;

- XpOHiYHUY aTpoiuHNM KaHAUI03 POTOBOI MOPOXKHUHY (KaHAUN03, CIPUYNHEHNN BUKOPUCTaHHIM
3yOHUX IIPOTE3iB) TP HEe(PEKTHUBHOCTI TirieHN POTOBOI MOPOXKHUHYU ab0 MiCIIeBOl Teparii;

- BariHaJbHUM KaHOUI03, TOCTPUM ab0 PeluauBHUM, KON MiclieBa Tepallis He € [OLiTbHOIO;
- KaHOUOO3HUM 0aslaHiT, KOIU MiclieBa Tepallis He € HOLiTbHOIO;

- IepMaTOMiKO03H, BKJII0Yal04u MiK03 CTOII, MiK03 I'JTafieHbKOl MIKipH, TaX0OBUHM OepPMaTOMiKO03;
pisHOOapBHUM NHIlIal Ta KAHAKWOO03HI iHPEKIIi] IKipy, KoMK IT0Ka3aHO 3aCTOCOBYBATU CUCTEMHY
Tepartio;

- mepMaTo(iTHUYN OHIXOMiK03, KOJIM 3aCTOCYBaHHS iHIIKX JIiIKAPCHKUX 3aC00iB € HEJOPEYHUM.
Oyuuc® 0T nokasaHuil A IpodiIaKTUKK TaKMX 3aXBOPIOBAHb Y JOPOCIIHUX SIK:
- PELUAUB KPUIITOKOKOBOTO MEHIHTITY y IAI[l€HTIB i3 BUCOKUM PU3UKOM MOT0 PO3BUTKY;

- PeIuauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOoAy y malieHTiB 3 BIJI 3 BUCOKMM PU3UKOM HOT0
PO3BUTKY;

- IUIS1 3HUKEHHS YaCTOTH PelUAUBiB BariHaabHOr0 KaHAUI03Y (4 abo Ginbllle BUMaiKU Ha PikK);
- mpodinakTUKa KaHAWOO3HUX iH(EKIIiN y MaI[ieHTiB i3 TPUBaIIO HEUTPOIEHI€I0 (HanpuKiaf,
NalieHTy 3i 37T0SIKICHUME 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTeparito, abo mallieHT npu

TPaHCIUIaHTAllill TeMOIIOEeTUYHUX CTOBOYPOBUX KIiTHH) (OUB. Po3in «®apMaKoiIoTriyHi BIaCTUBOCT.
dapmakoguHaMiKa»).

iTH.



@yunc® IT moka3aHuil OiTSIM 015 JTiKyBaHHS KaHAUA03iB CIM30BUX 000JIOHOK (KaHAMI03 POTOTJIOTKH,
KaHIU03 CTPABOXOMY), iHBA3UBHUX KaHAWI03iB, KPUIITOKOKOBOT'O MEHIHTITY Ta AJIsl MPOodiTaKTUKU
KaHOUOO3HUX iH(EKIN y IalieHTiB 31 3HMKEeHUM iMyHiTeToM. [IpenapaT MOXkHa 3aCTOCOBYBATHU IK
MigTPUMYyBaJIbHY Tepalito AJid MOoNepeaXXeHHs PeluaUBy KPUIITOKOKOBOTO MEHIHTITY y HOiTel i3
BHCOKMM PU3UKOM HOTO PO3BUTKY (OUB. po37in «OcoOIMBOCTI 3aCTOCYBaHHSI»).

3acTOCOBYBATH JIiKapChKuii 3aci6 y ¢popMi TabeToK I1iit KaTeropii maieHTiB MOXKHa TOMi, KOMK OiTH
3maTHi 6e3meYHO MPOKOBTHYTH TaOeTKY, 110 3a3BU4al € MOXKJIMBUM Y Billi Bifl 5 POKiB.

Tepamiro npenapatoM Oynuc® IT MoXHa PO3NOYMHATH [0 OTPUMAHHS Pe3yIIbTaTiB KyIbTypaJIbHAX
Ta iHIIMX 1Ta00paTOPHUX JOCIIiIKEeHb; OIHAK ITiC/Isl OTPUMAHHS pe3yIbTaTiB NPOTUiHEKLIiHY
Tepariio oTpiOHO CKOPUTYBATH BiAMOBIAHUM YHUHOM.

IIpomunoka3aHHs.

- l'imepuyTnuBicTh KO GIYyKOHA301y, iHIIKUX a30IbHUX CIONIYK ab0 [0 OyOb-SKOI 3 JOIIOMiXKHUX
PEYOBUH IIpenapary.

- OgHOYacHe 3acToCyBaHHS (HITyKOHA30/Iy Ta TeppeHaguHy Nali€HTaM, SKi 3aCTOCOBYIOTh
bnykoHa301 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rimHO 3 pe3ybTaTaMM JOCTiIXKEHHS
B3aeMofil 6araTopa3oBoOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (GIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC006iB, IO TOIOBXKYIOThH iHTEpPBA
QT ta meTabomnizyoTbcs 3a gornoMoroio hepmenty CYP3A4 (Hampukiaf, IU3anpuy, acTeMi3ony,
miMO3UAy, XiHiIWHY Ta ePUTPOMILIMHY), OUB. Po3hinu «Oco0IMBOCTI 3aCTOCyBaHHS» Ta «B3aemofis 3
iHITMMHY NTiKapChbKUMM 3aco0aMM Ta iHII BUOM B3AEMOii».

B3aemodisa 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

ITpomunoka3aHe cymicHe 3aCMocCYB8aHHS (AYKOHA30Y Md HUNCYE3d3HAYeHUX AiKapCcbKux 3dcobis.

ITuzanpu0: OBiKOMIISIM IIPO PO3BUTOK MOOIYHKX peakiliii 3 60Ky ceplid, Y TOMY YHUCJIi IIPo
[IaPOKCU3MaJIbHy IUIYHOYKOBY TaxiKapmilo TUIY «IIipyeT» Yy MALi€HTiB, IKi OGHOYACHO 3aCTOCOBYBAJIA
bnykonason ta uusanpupn. OgHovyacHe 3acTocyBaHHs 200 Mr ¢iykoHasony 1 pas Ha o0y Ta 20 mMr
nu3anpuny 4 pasu Ha foOy MPU3BOAKIIO N0 3HAYHOTO MiIBUIIIEHHS PiBHA IM3aNpUy y Ija3Mi KpoBi
Ta [0 momoBxkeHHd iHTepBany QT. OgHoYacHe 3aCTOCYBaHHS (PIIYyKOHA30JIy Ta LKA3AIPULY
IIPOTUIIOKa3aHe (OuB. Po3min «IIpoTUoKa3aHHI»).

TepteHaOuH: yepe3 BUMIaAKHU PO3BUTKY TAXKKHUX CEPLIEBUX apUTMil, CHPUUYMHEHUX [TOOOBKEHHIM
inTepBany QTc, y nauieHTiB, siKi 3aCTOCOBYIOTh a30JIbHi MPOTUTPUOKOBI JTiKapChKi 3ac06M OMHOYACHO
3 TepheHaguHoM, Oynu MPOBeeH] JOCTiIKEeHH B3aeMOil IIuX npemnapari. [Ipu 3acTocyBaHHi
dbrykoHazony y mo3i 200 mr Ha mo6y He Oy10 BUSBIEHO MOOOBXKeHHS iHTepBany QTc. 3acTocyBaHHS
dbnykonasony B go3ax 400 mMr Ha 700y a0 Bullle 3HAYHO IMifIBUILYE PiBeHb TephEHAAUHY B MJIa3Mi
KPOBIi IIp¥ OHOYACHOMY 3aCTOCYBaHHI IIUX IIpenapaTiB. CyMiCHe 3aCTOCyBaHHS (IyKOHA30Jy B A03aX
400 mr abo BuIe 3 TeppeHaguHOM IPOTUIIOKa3aHe (IuB. po3min «IIpoTunoka3anHus»). [Ipu
3acTocyBaHHi rryKoHa30my B fo3ax Huxk4e 400 Mr Ha o6y ogHOYACHO 3 TepheHaauHOM CIIif
IIPOBOJIUTY PETEIbHUM MOHITOPUHT CTaHY Malli€HTa.

Acmemi30: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta aCTeMi30/Iy MOXKe 3MEHIIUTHU KIIipeHC



actemizony. CnpuurHeHe LIUM IIiIBUIIEHHS KOHIIEHTpAllil aCTEMi30Ty B IJ1a3Mi KPOBi MoxKe
IIPU3BECTH [0 MTOAoBKeHH iHTepBany QT Ta y pigKicCHUX BUIIaiKaX - [0 TapOKCU3MaIbHOI
IIUTYHOYKOBOI TaxXikappil Tuny «mipyet». OgHO4YaCHEe 3aCTOCYyBaHHS (IYKOHA30Jly Ta aCTEMi30y
IIPOTUIIOKAa3aHe (OuB. po3min «IIpoTUIOKa3aHHSI»).

ITimo3u0: omHOYACHE 3aCTOCYBaHHS (DIIYyKOHA30Y 3 MiMO3UIOM MOXKe IIPU3BECTH [0 iHTiOyBaHHS
MeTabomi3My miMOo3uAYy, X04a BiTIOBITHUX JOCIigXKeHb in vitro Ta in vivo He nmpoBopunu. [ligBuiieHa
KOHIIEHTpAlligd MiMO3Uy y IIJla3Mi KPOBi MOXKe IPU3BECTHU [0 NO0J0BXKeHHS iHTepBany QT Ta B
PiAKicHUX BUIAgKax g0 MapOKCH3MalbHOI IUIYHOUYKOBOI TaxXiKapAil Tumy «mipyetr». OgHO4acHe
3aCTOCYBaHHS (IYKOHA30JTy 3 MIMO3UAOM IIPOTUIIOKa3aHe (OuB. po3din «IIpoTumnoka3aHHI»).

XiHiOuH: oMHOYACHe 3aCTOCyBaHHS (HITyKOHA30JIy Ta XiHiIWHY MOXKe IPHU3BOAUTH [0 iHTiOyBaHHS
MeTabo1i3My XiHiqUHY, X04a BiAMOBIHHUX HOCITiAKEeHb in vitro Ta in vivo He MPOBOTUIIH.
3acTocyBaHHS XiHiguHY OyI0 10B’A3aHe 3 onoBxkeHHAM iHTepBany QT Ta B pigKiCHUX BUIIagKax
- IIapOKCU3MaJIbHOIO LITYHOYKOBOIO TaxXiKapAi€ew Tumy «mipyeT». OgHO4YacHe 3aCTOCYBaHHS
(byKOHa3011y 3 XiHiIMHOM IpOoTUIIOKa3aHe (OuB. po3ain «[IpoTunoka3aHHsa»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYyBaHHS (hIyKOHA30Jly 3 EpPUTPOMIIIMHOM MOXKe IIPU3BOTUTH 10
IiABUINEHHS PU3UKY KapAiOTOKCUYHOCTI (mofioBKeHH iHTepBany QT Ta mapokcu3MasbHOI
IIJTYHOYKOBOI TaXikKappil TUIY «IipyeT») Ta, SIK HACMHiI0K, OO palTOBOi KOPOHAPHOI CMEPTI.
OpHoYacHe 3aCTOCYBaHHS (PIIYKOHA30Jy Ta €PUTPOMIIIMHY IIPOTUIIOKa3aHe (IUB. PO3MIin
«IIpoTUnOKa3aHHI»).

He pekomeHnOyemubcsi 00HOYACHe 3dCMOCYB8AHHA (QAYKOHA304Y Md HUMCYE3d3HAYeHUX AiKAPCbKUX
3acobis.

TanopaHmpuH: GIyKOHA30I MOXKe CIPUYMHUTH MiIBUIIEHHS KOHIIEHTPallil rano@aHTpuHy B I1a3Mi
KpOBi 3a paxyHOK npurHiuenuss CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIUX JIiIKAapPCHKUX 3aC00iB
MOTEHIIINHO MOXKe IIPU3BOOUTH [0 IiABUIIEHHSA PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (TOAOBXKEHHS
inTepBany QT, napokcu3masbHa IUIYHOYKOBA TaxikKaphis TUIY «IipyeT») Ta, K HaCJifgoK, O0
pamnToBoil ceplieBoi cMepTi. Tpeba yHUKATU 3aCTOCYBaHHS KOMOiHaIlil ITMX JiKapchKux 3acobiB (OUB.
po3min «OcobMMBOCTI 3aCTOCYBaHHS»).

CyMmicHe 3acmocCy8aHHA (QAYKOHA304Y Md HUMCYE3d3HAYEeHUX AiKAPCbKUX 3dcobis sumazae
obepescHocmi.

AMiodapoH: ogHOYaCHE 3aCTOCYBaHHSA (JIyKOHA30Jy 3 aMiofapoOHOM MOXKe IIPU3BECTH 10
nomoBxkeHHs iHTepBany QT. IIpu HeoOXimHOCTI CyMiCHOTO 3aCTOCyBaHHS (HITYKOHA30JIy Ta aMiogapoHy
He0OXiHO TOTPUMYyBaTUCS 00ePeRHOCTi, 0COONIMBO IPU 3aCTOCYBaHHI GPIIyKOHA30JTy Y BUCOKUX [03aX
(800 mr).

CymicHe 3acmocyeaHHsA GaYyKOHA304y MA HUHCYE3a3HAYEeHUX AiKAPCbKUX 3acobis aumazae
obepedicHOCMi Ma Kopu2y8aHHs 003U.

Bnaue iHwux aikapcbkux 3acobie Ha payKkoHA304.

KniniyHo 3HauyuI0ro BIIUBY Ha abcopOIifo ¢pIyKOHa30/Ty IIpK HOro MepopaybHOMY 3aCTOCYBaHHI He
MalOTh OMHOYACHUM IMIPUUOM 1XKi, IUMETUAVH, aHTAllUOU, a TAKOXK IIPOMEHeBa Tepallis yCi€l AisaHKH
Tiza (Ipu mepecapli KiCTKOBOT0 MO3KY).

PugpamniyuH: omHOYaCHe 3aCTOCYBaHHS (IYKOHA30 Ty Ta pU(aMITiuHy IPHU3BOOUIIO [0 3HUXKEHHSI
AUC Ha 25 % Ta cKOpo4yBaJo Iepiof HaliBBUBeAeHHS (nyKoHa3omy Ha 20 %. ToMy A malfieHTis,
SKi 3aCTOCOBYIOTh PUGaMITIIIVH, TOTPiOHO PO3TISHYTH AOLIIbHICTh MiABUILIEHHS 003U (PIYKOHA30JTy.



I'idpoxs1opomia3ud: y HocHifxeHHi hapMaKOKiHEeTUYHOI B3aEMOfIil ofHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TiPOXJIOPOTia3uay y 3MOPOBUX HOOPOBOJIBLIB, SIKi OTpuMYyBanu (HIyKoHa307,
IiABUINYBAJIO KOHIIEHTPAMi0 (IyKoHa30iy B m1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3aEMOfil He
BAMararoTh 3MiH y peXHMi J03yBaHHS (IyKOHA30J1y [AJIS MAIli€HTiB, IKi OHOYACHO OTPUMYIOTh
cedorinHi 3acobu.

Bnaue ¢aykoHaszony Ha iHWi Aikapceki 3acobu.

®nykonaszon € noMmipauM iHribitopom muroxpomy P450 (CYP) izodepmenTy 2C9 Ta 3A4. dnykKoHa301
€ IOTYKHUM iHribiTopoM i3odpepmenTy CYP2C19. Ha momaTok [0 CIIOCTEPeKYyBaHUX/OOKYMEHTAIbHO
HMigTBepAXKEeHUX B3a€MOLIH, 1[0 ONKUCaHi HUX4Ye, IPU OJHOYACHOMY 3aCTOCYyBaHHI 3 (hJIyKOHA30JI0M
icHye pU3UK MigBUIEHHS Yy MJIa3Mi KPOBi KOHLIEHTPAI[il iHIINX CIIOJYK, 110 MeTaboIi3yI0ThCs,
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH TaKi KoMmOiHallil mpemnapaTiB noTpiObHO 3
00epexkHiCTIO; TPU IbOMY HeOOXiTHO PeTebHO CIIOCTepiraTv 3a CTAHOM MallieHTiB. [IpuraiyyBasbHa
mist rykoHasony Ha pepMeHTH 36epiraeTbcs mpoTsaroM 4-5 mi0 micis Woro 3aCTOCYBaHHS y 3B'SI3KY 3
10r0 TPHUBAJIMM IEPiOOOM HalliBBUBEEHHS (AUB. po3min «[IpoTUnokasaHHI»).

AnvpeHmatin: ogHOYaCcHe 3acToCyBaHHS (HTyKoHa30y B 7031 400 mMr Ta anbheHTaHiny B f03i
20 MKTI/KT BHYTDIIIHbOBEHHO CYNIPOBOMXXYETHCSA ABOKPATHUM 30iblIeHHAM II0Ka3HUKa

AUC,, (moxnuBo, uepe3 inribyBanasa CYP3A4). Lle 3yMoBioe He0OXiAHICTh y KOPUTYBaHHI J03U
anbQeHTaHiny.

AmimpunmusiH, HopmpunmuJiH: GpIYKOHA30JI IOCUTIIOE Ail0 aMiTPUIITUIIIHY Ta HOPTPUITUIIIHY.
PekoMeHy€eThCST BUMIPIOBATH KOHIIEHTPALlil 5-HOPTPUNITUIIHY Ta/a00 S-aMiTPpUNITUIIIHY Ha ITOYATKY
KoMOiHOBaHOI Teparii Ta 4yepe3 1 THXKAeHS micns 11 moyaTky. Y pasi HeoOxifmHOCTI Tpeba
BIIKOPUT'YBaTHU [0O3Y aMITPUITUIIHY YX HOPTPUIITUIIIHY.

Am¢pomepuuuH B: ogHOYaCHe 3aCTOCyBaHHS (HIIyKOHA30/1y Ta aM(poTepuluHy B iHpiKOBaHUM MUIIaM
i3 HOpManbHUM iMyHITETOM Ta iH(}iKOBaHMM MUIIAM 3i 3HMKEHUM IMyHITETOM IIPU3BEJIO 10 TAaKUX
pe3ybTaTiB: HEBEJIMKUY afUTUBHUYN IPOTUTPUOKOBUIM e(eKT IIpYU CUCTEMHIN

indekiril Candida albicans, BigCyTHICTh B3a€MO{Iii Tpu BHYTPilIHbOUEpENHil iHdeKIil Cryptococcus
neoformans Ta aHTaroHi3M ABOX IIpelapaTiB IpU CUCTeMHiH iHbeKil Aspergillus fumigatus.
KriniyHe 3HaUeHHSA L[UX PE3yJIbTATiB HEBITOME.

AHMuKoaz2yaaHmMu: SiK i Ipu 3aCTOCYBaHHi iHIIMX a30/TbHUX TPOTUTPHUOKOBUX 3aC00iB, Ipu
OJHOYACHOMY 3aCTOCyBaHHI (QIyKOHA301y Ta BappapruHy IOBIJOMIISIN IPO BUIIAOKHU PO3BUTKY
KPOBOTeY (reMaToMa, HOCOBa KpOBOTeYa, IIIJIYyHKOBO-KUIIIKOBa KPOBOTeYa, reMaTypid Ta MejieHa) Ha
TJIi TOOOBKEHHS MPOTPOMOiHOBOTO Yacy. [Ipy 0fHOYACHOMY 3aCTOCYBaHHi (hITyKOHA30IIy Ta
BapGapuHy crocTepiranaocs ABOKpaTHe MMigBUIIEHHS MPOTPOMOIHOBOTO Yacy, iMOBipHO, BHACTigOK
npurHiyeHHs Metabosniamy Baphapuny yepe3 CYP2C9. IToTpi6HO peTenbHO KOHTPOTIOBATH
IpoTpPoMOiHOBHUI YacC y Malli€eHTiB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYISIHTA abo
inmaupion. Moxe 6yTy He0OXiHOIO KOPEKIiS 03U aHTUKOATyJITHTY.

BeH3o0iaseniHu Kopomkoi 0ii, Hanpukaad, mi0a3oaam, mpuasonam: Ipu3HadyeHHs HIyKOHa30Iy
IicJIs IepOpaIbHOr0 3aCTOCYBaHHS Mifla30JlaMy IIPH3BOAMIIO A0 3HAYHOTO MiIBUILIEHHS KOHIIEHTpallil
Mifa30yiaMy Ta [0 IIOCUJIEHHS IICHXOMOTOPHUX epeKTiB. OmgHOYacHe 3aCTOCyBaHHS (HIIYKOHA30y B
no3i 200 Mr Ta mMigasosaMy B f03i 7,5 MT mepopabHO Ipu3BoauiIo Ao miasuileHHs AUC Ta nepiogy
HaliBBUBeHeHHs V 3,7 Ta 2,2 pa3y BiamoBigHo. 3acTocyBaHHS (GryKoHa3omy B fo3i 200 mr/moby Ta
0,25 Mr TpuazonaMmy nepopanbHO Npu3Boguiio fo migsuinenHs AUC Ta nepiogy

HalliBBUBE[EeHHSA Tpua3onamy y 4,4 ta 2,3 pa3y BignosigHo. [Tpy ogHOYaCHOMY 3aCTOCYyBaHHI
(IIyKOHa30Jly Ta Tpra3ojiaMy CIOCTepiraaocs NOTEHLiI0BaHHS Ta MPOJIOHTallis epeKTiB Tpra3oiaMy.



AKI110 MalieHTy, IKUM MPOXOOUTh KypC IMiKyBaHHS (PIyKoHA3070M, Tpeba OOHOYACHO MTPU3HAYUTH
Tepariio 6eH30ia3eniHaMu, 103y OCTaHHIX MOTPIOHO 3MEHIIUTH Ta BCTAHOBUTH HaJIEXKHUU HATJISAM 3a
CTAaHOM IIallieHTa.

Kapbama3zeniu: GpmyKoHa30/1 IpUTrHiuye MeTa0os1i3M KapOaMa3elliny Ta CIPUYUHSIE MigBUIEHHS
piBHS Kap6aMaseminy B cupoBaTili KpoBi Ha 30 %. IcHye pu3uK PO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6aMmaseniny. Moxe OyTu HeoOXiIHUM KOPUTYBaHHS 03U KapbaMa3eniny 3a7ekHO Bifl piBHS #0ro
KOHIIEHTPaIllil Ta Oil mpemapary.

baokamopu Kaavuiesux KaHanie: mesKi aHTaroHiCTH Kalblliio (HipemumiH, icpagumis,
aMJIOUIIiH, BepanaMin Ta penogumin) metabonizyioTscs hepmerToM CYP3A4. ®nykoHa30mn
IIOTEHI[IMHO MOXKe MiABUIINYBATU CUCTEMHY €KCII03UIlil0 6JI0KaTOPiB KaJbIi€eBUX KaHAaJIiB.
PekoMeHI0BaHUY PETETbHUN MOHITOPUHT IIOJ0 PO3BUTKY MOOIYHUX pPeakiliii.

Ilenekokcub: mpu OMHOYACHOMY 3aCTOCYBaHHi (hykoHa30iy (200 Mr Ha go0y) Ta 1e/TeKOKCHOy

(200 mr) C,,, Ta AUC nenekokcu®y migputryBanucs Ha 68 % ta 134 % BigmosigHo. IIpu omHOYacHOMY
3aCTOCyBaHHI 1leieKOKcuOy Ta QrryKoHa3051y MoxKe OyTH HeOOXigHUM 3MeHIIeHHS 03U IeJIEKOKCHOY
BOBiui.

Huxknaogpocpamio: ogHOYACHE 3aCTOCYBaHHA LUKI0pochaminy Ta GIyKOHa30Jly IPU3BOTUTH 0
nigBUIIeHHS piBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxHa
3aCTOCOBYBATH OMHOYACHO, BPaXOBYIOUM MOXKJIMBUE PU3HUK IiBUIIEHHS KOHLIeHTpalii 6imipy6iny Ta
KpeaTUHIHYy B CUPOBATLi KPOBI.

deHmaHi: TOBIHOMIISINIM TPO OOUH JIeTalIbHUYM BUMIAJOK BHACIIIMOK iHTOKCUKAIlil (eHTaHiIOM Yyepes
MOXKJIMBY B3a€MO[II0 MiX (peHTaHiNIOM Ta ¢piayKoHa30710M. OTyKOHA30/1 3HAYHO YIIOBIIBHIOE
elniMiHaLio ¢eHTaHiny. [TigBUIeHHS KOHLIEHTpallil (eHTaHiIy MOXKe IPU3BOAUTH [0 NPUTHIYEHHS
IUXaHHS, TOMY Tpeba peTebHO KOHTPOJIIOBATH CTaH IMallieHTa. Moxe 0yTH HeoOXiHOI0 KOPEeKIlis
no3u GheHTaHiy.

IH2ibimopu I'MTI-KoA-pedykma3su: cyMiCHe 3acToCyBaHHS (IyKOHa301y Ta iHribiTopiB [MTI-KoA-
penykTasH, 1mo Metabonizyiotbcs CYP3A4 (aTopBacTaTHH Ta CUMBacTaTHH), abo iHribiTopis M-
KoA-penyxkra3sy, mo Metabonizyiotsca CYP2C9 (drmyBacTaTuH), MiABUIyEe PU3UK PO3BUTKY MiomaTil
Ta pabmomionisy. Y pa3i HeoOXiIHOCTI OMHOYACHOTO 3aCTOCYBaHHS LIMX IIpenapaTiB MoTPioHO
PEeTebHO CIIOCTepiraTy 3a MallieHToOM L[0[I0 BUHUKHEHHS CUMIITOMIB MiomnaTii Ta pabmomioniay i
IIPOBOOUTY MOHITOPUHT PiBHA KpeaTHHKIHA3HW. Y pa3i 3HAYHOTO HigBUINEHHS PiBHI KpeaTHUHKiIHA3Y, a
TAKOXK IIPY Mif03pi 4y¥ BUABIEHH] Mionartii/pabmomionisy 3actocyBaHHs iHTi6iTopiB [MI-K0A-
penyKTa3u IOTPiOHO MPUNMHUTH.

I6pumuHni6: momipHi inribitopu CYP3A4, Taki sk GpryKoHa3071, MigBUINYIOTh KOHIIEHTPALIiI0
iOpuTuHiOy B My1a3Mi Ta MOXYTh MiABUIIYBaTHA PU3UK TOKCUYHOCTI. AKII0 HEMOXK/INBO YHUKHYTH
koMOiHalii mpemapartis, MOTPiOHO 3HU3UTH 03y i6puTHHIOY Ko 280 Mr oguH pa3 Ha J00y 3 METOI0
IIPOJIOBKEHHS 3aCTOCYBaHHS iHTibiTopa Ta 3a6e3meynTy MOCTIMHUM KITIHIYHWYM MOHITOPHHT.

Isaxagpmop: ogHOYACHE 3aCTOCYBaHHS iBakadTOpY, pETyIsaTopa TpaHCMeMOpPaHHOI TPOBITHOCTI IPH
mykoBiciumosi (CFTR), 36inbiuimo ekcro3utito iBakahTopy B 3 pa3u Ta eKCIIO3HUIIi0
rigpokcumeTtuniBakadTopy (M1) y 1,9 pagy. IlauienTam, SIKi OfHOYACHO IPUMUMAaIOTh ITIOMipHi
inribitopu CYP3A, Taki 9K QIyKOHa30J Ta ePUTPOMILIMH, peKOMEHI0BAHO 3HU3UTHU 03y iBaKapTOpy
no 150 Mr omuH pa3s Ha go0y.

Osanapub: nomipHi inribitopu CYP3A4, Taki sk GryKoHa3071, MigBUINYIOTh KOHIIEHTPALIil0 oJlarnapudy
y TJ1a3Mi KpOBi; 0qHOYACHE 3aCTOCYBAHHS He PEKOMEHIYETHCS. AKINO HEMOXKITUBO YHUKHYTU



3aCTOCYBaHHS 11i€l KoMOiHallil, mo3y omanapudy HeoOxigHo 3MeHIMTH 00 200 Mr gBidi Ha gOOY.
ImyHocynpecopu (Hanpukaad, YuK/aA0CNOPUH, e8epoaimyc, CUPOAIMYC I MAKPOAIMYC).

IuxkaocnopuH: GIyKOHa30J 3HAYHO MifBuiye KoHeHTpauio Ta AUC nuknocnopuny. [Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHi ¢pnyKoHa3o01my y 1o3i 200 Mr/goly Ta IUKIJIOCIIOPUHY Y H03i

2,7 mr/kr/mo0y cnoctepiranocs 30inbmennss AUC uuknocmopuny B 1,8 pasy. Lli mpenapaTu MoxXHa
3aCTOCOBYBAaTH OOHOYACHO 3@ YMOBU 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe’KHO Bifl K0OT0
KOHIIEHTpaIlil.

Esepoaimyc: prnykoHa301 MOXKe IiABUITYBaTU KOHILIEHTPAIlil0 eBEPOIIMYCY B CUPOBATII KPOBi Yepes
npurHidenas CYP3A4.

Cupoaimyc: GIyKOHaA30] MiABUINYE KOHLIEHTPAIIiI0 CHPOIIMYCY B IJIa3Mi KPOBi, iMOBIipHO, IIJIIXOM
npurHiyeHHs Metaboniamy cuposimycy depmentom CYP3A4 ta P-rmikonporeinoM. Li mpemapatu
MOXKHa 3aCTOCOBYBaTU OOHOYACHO 3a YMOBU KOPUT'YBaHHS JO3U CHPOJIIMYCY 3a71€XKHO Bifl PiBHSI
KOHIIeHTpaIlil Ta e(eKTiB Bif mpuiioMy npemnapary.

Taxposimyc: GIyKoHA30/ MOXKe IMigBUIIYBATH KOHI[EHTPAIlil TaKPOJIiMyCy B CHpPOBATIIi KPOBi 0
5 pasiB mpu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NPUTHiUeHHS MeTabo0Ii3My TaKpomiMycy
dbepmenTom CYP3A4 y kuineyHuKy. [Ipyu BHyTPIlIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIIOCTEpIranocs 3HaYHUX 3MiH (papMakKoKiHeTUKU. [lifBuIleH] piBHI TAaKPOJIIMyCy aCOIiI0I0TECS 3
He(pPOTOKCUUHICTIO. [[03y TaKpOIiMyCy AJis IIEPOPaIbHOTO 3aCTOCYBaHHS MOTPIOHO 3HUKYBATU
3aJIe’KHO Bifi KOHIIEHTpallil TaKpOIiMyCy.

Jlozapman: pryKoHA30/1 IPUTHIUYE ITePeTBOPEHHS J103apTaHy [0 Horo akTUBHOTO MeTabomity (E-31
74), 1110 3yMOBITIO€ OiNbIlly YaCTUHY aHTArOHI3MY [I0 PellenTopiB aHrioTeH3uny II mig yac
3aCTOCYBaHHA JI03apTaHy. PeKoMeHq0BaHO 3[iMCHIOBATH IIOCTIMHUY MOHITOPHHT apTepiasbHOro
TUACKY B IIAI[I€HTIB.

MemadoH: ¢pnyKoHa30J1 MOXKe MifBUINyBaTH KOHIIEHTPALli0 MEeTaflOHy B CUPOBaTLi KpoBi. [Tpu
OJHOYAaCHOMY 3aCTOCYBaHHiI MeTafioHy Ta (IyKOHA30/ly Moxke 0yTH HeoOXifHMM KOPUTYBaHHS 03U
METaoHy.

HecmepoidHi npomu3anaavHi npenapamu (HIT3I1): pu 0qHOYACHOMY 3aCTOCYBaHHi 3 (QIIyKOHA30JI0M
C,.x Ta AUC ¢dnyp6inpodeny migBumryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIBHSIHO 3 BiAMOBIZHUMU
IIOKa3HMKaMHU NIPU 3aCTOCYBaHHI Tinbku (ypbinpodery. AHanIOTiYHO IPU OOGHOYACHOMY
3aCTOCYBaHHi yKoHa30my 3 paueMiyauM ibympodenom (400 mr) C,,, Ta AUC papmakooriauo
aKTHBHOTrO i30Mepy S-( )-ibynpodeny migBuiiryBanucs Ha 15 % Ta 82 % BiAmoBigHO MOPIBHSHO 3
BiTIOBigHMMMU MMOKa3HWKAMU IIPU 3aCTOCYBaHHI TiJIbKM palleMidHoro i0ynpodeHy.

®nyKOHa30JI IOTEHLINHO 30aTHUY MiABUIyBaTU CUCTEMHY eKcrno3ulit ixmux HII3II, mo
MeTabomnizyoTbcss CYP2C9 (HanmpuKiiaf, HallpOKCEHY, IOPHOKCUKaMy, MeJIOKCHKaMy, TUKIIOPEHaKY).
PekoMeHIOBaHO MEPiOAUYHO 3[iMCHIOBATA MOHITOPUHT MOOIYHUX PeakKIliii Ta TOKCUYHUX IIPOSIBIB,
noB’s13aHux i3 HITI3I1. Moxe 3HamoOuTHCs KOPUryBauHs mo3u HIT3TI.

®eHimoiH: HITyKOHA30/I IPUTHiIUye MeTaboi3M GeHiToiHy B nedinii. OqHo4acHe GaraTopa3ose
3actocyBaHHS 200 M driykoHa30my Ta 250 Mr ¢GeHiTOIHY BHYTPIIIHHOBEHHO NIPU3BOAUTE 0
niguuierHs AUC,, denitoiny Ha 75 % Ta C,;, Ha 128 %. [Tpu omgHOYaCHOMY 3aCTOCYBaHHI IIUX
JiKapChbKuX 3aco0iB MOTPiOHO MPOBOOUTH MOHITOPUHT KOHIIEHTpallii (eHiTOIHy B CUPOBATIIi KPOBi AJIS
YHUKHEHHS PO3BUTKY TOKCHYHOI il HeHiTOoIHy.

ITpedHi30H: IOBIIOMIISANN TIPO BUIIQMOK, KOJIM y NallieHTa IIiciId TpaHCIJIaHTallil MedYiHKY Ha Tl



3aCTOCYBaHHS IIPeNHI30HY PO3BUHYIACS TOCTPa HEHOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BUHUKIIA ITiC/IST MPUIIMHEHHS TPUMICSIYHOTr0 Kypcy Tepanil hprykoHa30m1oM. [IpunuHeHHS
3aCTOCYBaHHS (PIyKOHA30JTy, IMOBIPHO, CIPUYMHUIIO MocuneHHsT akTuBHOCTI CYP3A4, 1m0 npu3seno
o mpuCKopeHHs MeTabomi3My mpeaHizony. Tpeba peTenbHO CTEXUTH 3a MallieHTaMH, SKi TPOTIroM
TPUBAJIOTO YaCy OOGHOYACHO 3aCTOCOBYIOTh (DIIYKOHA30J1 Ta MPEOHi30H, 3 METOI0 IOTepeakKeHHS
PO3BUTKY HEJOCTATHOCTi KOPX HaJlHUPKOBUX 3aJ103 MiC/Is MPUNUHEHHS 3aCTOCYBAHHS (PIIyKOHA30IY.

PugabymuH: GpryKoHa301 MiABUIIYE KOHIIEHTPaIii0 prudabyTHHY B CUPOBATII KPOBI, IO IIPU3BOAUTD
no 30inpueHHs AUC pudabytuny mo 80 %. [Ipu omHOYaCHOMY 3aCTOCYBaHHI (JIyKOHA301y Ta
pudabyTuHy NOBiTOMIISLIOCS PO BUIIAKK PO3BUTOK yBeiTy. IIpu 3acTocyBanHi Takol KoMbiHaIil
nmikapchKkux 3aco6iB noTpibHO OGpaTH MO yBaru CUMITOMM TOKCUYHOI fil pudabyTuny.

CaxksiHasip: dnykonason migsuinye AUC ta C,,, cakBiHaBipy mpu6mu3Ho Ha 50 % Ta 55 % BigmoBigHO
yepes NpUTHiueHHS MeTaboni3My cakBiHaBipy B neuinili ¢epmenTom CYP3A4 Ta yepe3s inribyBaHHS
P-rnikompoTeiny. B3aemopil Mixk (hyKoHa30/10M Ta CaKBiHaBipOM/pHUTOHABIpOM He OOCIigKYyBalH,
TOMY BOHUM MOXKYTb OyTH Oinbll BupaxkeHUMU. Moxe 0yTd He0OXifHMM KOPUTYBaHHS 103U
CakBiHaBIpY.

IToxiOHi cynbhoHiNceHo8UHU: OTHOYACHE 3aCTOCYBaHHS (PIYKOHA30/Ty 3 IIEPOPAIbHUMU MOXiTHUMU
CynbhoHiICeYOBHHY (XTIOPIIPOIaMif], TMiOeHKIaMifl, Timi3ug Ta ToI0yTaMif) TPU3BOIUIIO [0
IIPOJIOHTYBaHHSA Iepiofy IX HamiBBUBEOeHHA. PEKOMEHAY€EThCA IPOBOAUTH YaCTUX KOHTPOJIb IIYKPY B
KPOBI Ta BiiMIOBITHUM YMHOM 3HMKYBaTH 403y MOXiOAHUX CYJIb(OHIICEYOBUHU IIPU OTHOYACHOMY
3aCTOCYBaHHI 3 (pJIyKOHA30JIOM.

Teoginin: 3acTocyBaHHS (PryKoHa30my mo 200 Mr npoTtsarom 14 [HIB IPU3BEJIO N0 3HUKEHHSI
CepenHbOro KIIipeHcy Teodininy y m1a3Mi KpoBi Ha 18 %. 3a nauieHTamMy, AKi 3aCTOCOBYIOTh TeO(iliH
y BUCOKUX H03ax a0o sKi MaloTh MigBUIIEHU PU3UK PO3BUTKY TOKCUYHUX ITPOSIBIB TEO(iNTiHy 3 iHIINX
IpuYuH, Tpeba BCTAHOBUTH HATJISAM MO0 BUSBIEHHS 03HAK PO3BUTKY TOKCHYHOI [ii Teodiminy.
Teparmio noTpPiOHO 3MIHNTH MIPH MOSBi 03HAK TOKCHUYHOCTI.

TopayumuHni6: BumuB ToaruTuHiIOY 3poCcTae Npyu 0OJHOYACHOMY 3aCTOCYBaHHI 3 JiKapChbKUMU
3acobaMu, IKi MpU3BOAATH 00 moMipHOTO iHriOyBanHga CYP3A4 Ta nortyxHoro inrioysanus CYP2C19
(Hanmpuknan gnykoHasos). ToMy peKOMeHI0BaHO 3HU3UTH 03y TOPalUuTHHIOY 70 5 MI OUH pa3 Ha
no0y B KoMOiHalligX i3 I[UMU IIperapaTaMu.

Toneanman: excno3utig TonBanTtany (cyoctpaty CYP3A4) 3uauno 36inbmyeTses (200% AUC; 80%
Cmax) mpu #0ro 0gHOYaCHOMY 3aCTOCYBaHHi 3 (rykoHa3omoM (momipaui inribitop CYP3A4), Ta,
BifITIOBigHO, 3pOCTa€ PU3UK BUHUKHEHHS TaKWX MOOIYHUX peakliil IK MOCUJIeHHS HAiypesy,
3HEBOAHEHHS i TOCTpa HUPKOBa HENOCTATHICTh. Y pa3i 0QHOYACHOTO 3aCTOCYBaHHS, 403a TOJIBAITaHY
TIOBUHHA OyTH 3MeHIIleHa BifTIOBIAHO [0 #Oro iHCTPYKIii, a 3a MalieHToM OTPiOHO criocTepiraTu
OO TIOSIBY IOOIYHUX PeaKIlil.

Ankanoiou 6apeiHky: GprnykoHa3oJ, iMoBipHO, yepes iHridyBanus CYP3A4 Moxke CIPUYUHSTH
IiABUINEHHS KOHI[EHTPAIlil anKanoifgiB 6apBiHKY B IJIa3Mi KPOBi (HalpuKIIaf, BIHKPUCTUHY Ta
BiHO/TaCTHHY), III0 TPHU3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX e(EKTIB.

Bimamin A: IOBIIOMIISINIY, L0 Y MAI[iEHTa, SKUU OMHOYACHO 3aCTOCOBYBAB TPAHCPETUHOEBY KUCIIOTY
(kucmoTHa opMa BiTamiHy A) Ta HIIyKOHA301], criocTepiranucs nobiyni peaxiii 3 60ky LIHC y dopmi
IICEBIOTYMOPY T'OJIOBHOTO MO3KY, III0 3HUK MicJg BigMiHu ¢iaykoHa3ony. Lli mikapchbki 3acobu MoxkHa
3aCTOCOBYBATH OMHOYACHO, ajie Tpeba mam’siTaTy PO PU3UK BUHUKHEHHS MOOIYHUX peakilii 3 60Ky
LTHC.



BopukoHa3zos (iHz2ibimop CYP2C9, CYP2C19 ma CYP3A4): ogHOYacCHEe 3aCTOCYBaHHS BOPUKOHA30IY
nepopanbHo (mo 400 Mr KoxHi 12 rogus npotarom 1 gus, notiMm 1o 200 mMr koxHi 12 rogun
npoTAroM 2,5 gHS Ta GIyKOoHa301y mepopanbHo (400 Mr y nepuiuii geHs, moTiM 1mo 200 Mr KOXHi

24 roguHu npoTsaroM 4 gHiB) npu3Beso Ao migsumeHHs C,,, Ta AUC, BODUKOHA30/1y B CEPEIHBOMY [0
57 % (90 % IOI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %, 128 %) BignoBigHo. HeBimoMoO, Y IpU3BOAUTH
3HUKEHHS 103U Ta/a00 YacTOTH 3aCTOCYBaHHS BOPUKOHA30Iy a00 (GIyKOHA30/Iy OO0 YCYHEHHS TaKOTO
edekTy. [Tpu 3acTOCyBaHHI BOPUKOHA30JTY Micist GIIyKOHA30/Iy IOTPiOHO IMPOBOAUTH CIIOCTEPEKEHHS
II0ZI0 PO3BUTKY IOOIiYHUX e(peKTiB, acoIliiOBaHUX i3 BOPUKOHA30JIOM.

3udosyouH: pnykona3zon nigsuiye C, .. Ta AUC 3umoBynuny Ha 84 % Tta 74 % BigmoBigHO, 1110
3yYMOBJIEHO 3HUXKEHHSIM KIIiPpEHCY 3UI0BYIUHY MPUOIU3HO Ha 45 % mpu #oro nepopaibHOMY
3actocyBaHHi. [lepion HaniBBUBeneHHS 3UOBYAUHY OYB TaK0X IOHOBXKeHUM npubnusHo Ha 128 %
micys 3acTocyBaHHS KoMOiHalii (GIyKoHa30Iy Ta 3UJOBYOUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
TakKy Kom0iHalliio TiKapchKux 3ac00iB, MOTPIOHO CIIOCTEpPIraTH 040 PO3BUTKY MOGIYHUX peakilil,
II0B’I3aHUX 13 3aCTOCYBaHHAM 3UIOBYAVHY. MOXKHA PO3ITIAHYTH OOLILHICTS 3HUXKEHHS [O3U
3UOBYIUHY.

A3umpoMIilyuH: IpX OQHOYACHOMY [1epOpaIbHOMY pa30BOMY 3aCTOCYBaHHI a3iTpOMILUHY Ta
dbmykoHa3ony B go3ax 1200 mr Ta 800 Mr BigmoBigHO XKOMHUX 3HAUYIINX (hapMaKOKiHETUYHUX
B3AEMO[il BUSIBIEHO He 0yII0.

ITepopanvHi KOHMpayenmueu: ITpu 3aCTOCYyBaHHi (IyKoHa301y B 003i 50 MTr BIIMBY Ha PiBEHb
TOPMOHIB He 0yJ10, TOi SIK IPU 3acTOCyBaHHi GykKoHa301y B 0o3i 200 Mr Ha 100y criocTepiranocs
36inbimenHss AUC etuHinectpanmiony Ha 40 % Ta meBoHOprectpeny - Ha 24 %. Lle cBiguuTh mIpo Te, 1110
OaraTopa30Be 3aCTOCYyBaHHS (DIIyKOHA30/1y B 3a3HaUYE€HUX N03aX HaBPSA UM MOXKe BIIJIUBATH Ha
eekTUBHICTH KOMOIHOBAHOTO ITIEPOPAIbHOT0 KOHTPAIENITHRA.

Isakagpmop: cynyTHE 3aCTOCYBaHHS 3 iBaKaTOPOM, IifACUIII0OBaYeM MYKOBIiCIIMIO3HOT O
TpaHCMeMOPaHHOTO PETYJISITOPa IIPOBIMHOCTI, MiABUILyE eKCII03uIlil0 iBakadTopy B 3 pa3y, a
rinpokcumeTtuniBakadtopy (M1) - y 1,9 pagy. [ malfieHTis, SKi 0GHOYACHO 3aCTOCOBYIOTh IIOMipHi
inri6iTopu CYP3A, Taki gk GryKoHa30 i epUTPOMILIMH, PEKOMEHYEThCS 3HUKEHHS N03U iBakahTOpy
mo 150 mr 1 pa3 Ha mo0y.

Oco06.1ueocmi 3acmocye8aHHs1.

epmamodgpimis. BimoMmo, 1110 pu 3acTOCyBaHHi (IyKOHA30Iy [AJg TiKyBaHHS gepMaTodirii y miTen
OCTaHHI{ He TepeBUINy€E IPU3e0PyIbBiH 3a e(peKTHUBHICTIO i 3arajbHUMN TOKa3HUK e(DeKTUBHOCTI
ctanoButh MeHIe 20 %. Tomy ¢hIyKoHa30/1I He MOXKHA 3aCTOCOBYBATH IS JIIKyBaHHS AepMaToQiTil.

Kpunmoxkoko3s. [loka3iB eheKTUBHOCTI (HIIyKOHA30Iy AJId JIIKyBaHHS KPUIITOKOKO3Y IHIIUX
JI0Kauni3alii (HanpuKiaf, JIeTeHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y ILIKipK) HeJOCTaTHbO, TOMY
PEeKOMeHalii 00 JO30BOI0 PEXUMY 1A JIIKyBaHHS TaKUX 3aXBOPIOBAHb HEMaE.

I'nuboki eHOemiuHi Miko3u. [Toka3iB eheKTUBHOCTI (DITyKOHA30/1y A JTiKyBaHHS iHIIUX Hopm
eHIeMiYHUX MiK03iB, TaKUX K [TapaKOKIMAi0IA0OMIKO03, TiCTOIIa3M03 Ta MIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEOOCTaTHHO, TOMY PEKOMEHMalliX 1I0A0 JO030BOr0 PeXUMY AJIS JIIKYBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. T1anienTaM i3 mopyiieHHSIM GYHKIIIM HUPOK MperapaT IMoTPiOHO 3aCTOCOBYBATH 3
obepexHicTio (muB. po3ain «Crocib 3acTOCyBaHHS Ta I03U»).



Hedocmamuicmb HaOHUpKosux 3as03. KeTOKOHa301, SIK BiloMO, CIIPUYMHSIE HEAOCTATHICTD
HaTHUPKOBUX 3aJ103, i Ile TAK0XK MOXKe CTOCYBaTUCS (IYKOHA30Jy, X04a CIIOCTEPITaETHCS PigKO.
HepocTtaTHiCTh HAOHUPKOBUX 3aJ103, IOB'A3aHa 3 OMHOYACHUM JIIKyBaHHSM IIPEAHI30HOM, ONKcaHa y
nigpo3nini Bnaue ¢paykoHasoay Ha iHWwi aikapcbKi 3acobu po3piny «B3aemogmis 3 iHIIUMHU
JMiKapChKUMHU 3aco0aMu Ta iHIIi BUIKM B3aEMOIIN».

I'enamobiaiapHa cucmema. IlarieHTaMm i3 nmopyueHHSAM QyHKIIM MeYiHKy mpenapar noTpibHo
3aCTOCOBYBaTH 3 00€pexkHiCTI0. 3aCTOCyBaHHS (HITYKOHA30JIy acoIliloBasiocs 3 BUHUKHEHHSIM
PiAKiCHUX BUIAAKIB PO3BUTKY TSAKKOI rellaTOTOKCUYHOCTI, BKJIIOUAl04Y¥ JeTalbHi BUTIAgKH, TOJIOBHUM
YHMHOM Y TAIl€HTIB i3 TAKKAMM OCHOBHUMHU 3aXBOPIOBAHHSIMU. Y BUIIaAKaX, KOIU PO3BUTOK
remaToTOKCUYHOCTI acollifoBaBCs i3 3acToCcyBaHHAM (IIyKOHa30:1y, He OyJ0 Bif3HAYeHO il IBHOI
3aJ1eXKHOCTI Bifl 3aranbHOI J0OOBOI MO3M MIpernaparty, TPUBAJIOCTI Teparii, cTaTi abo BiKy mallieHTa.
3a3BUYaill TenaToTOKCUYHICTD, CIpuYriHeHa (pIyKoHa3010M, 060pPOTHA, a il TPOosiBY 3HUKAIOTH IiCs
IPUNIMHEHHS Teparii.

3a malieHTaMH, y SKUX IIPU 3aCTOCYBaHHI (PIIyKOHA30J1y CIIOCTEPIralOThCS BiIXUIEHHS pe3y/ibTaTiB
GyHKLiOHATBHUX P00 MeYiHKY, MOTPiOHO BCTAHOBUTY PETEIbHUM HaATJIAL 000 PO3BUTKY OiNbII
TSKKOTO YPaXKeHHS MeYiHKHU.

[TauieHTiB Tpeba npoiHGOpPMyBaTH PO CUMITOMH, 110 MOXKYTh CBITYUTH NP0 CEPHO3HUY BIIJIUB Ha
IeviHKy (BUpaXkeHa acTeHisd, aHOPeKCis, OCTiiHa HyoTa, 6/1I0BaHHS Ta JKOBTSIHUIA). Y TaKOMY pasi
3aCTOCyBaHHS (GIYKOHA30Jy MOTPiOHO HeralHO IPUIMHUTY Ta IIPOKOHCYJILTYBATUCS 3 JTIKApeM.

Cepue8go-cyouHHa cucmema. [lesiki a307u, 30KpeMa i (pIyKoHAa30JI, aCOLiI0I0TLCS 3 MTOAOBKEHHIM
inTepBany QT Ha enekTpokapniorpami. ®IyKOHa30J1 CIPUUUHSE TON0BXKeHHd iHTepBaty QT muisixom
inribyBaHHS CTPyMYy iOHIB Yepes KasieBi KaHamu BHYTPimHbOTO BunpsamiaeHHs (Ikr). [logoBxeHHS
inTepBany QT, cupu4ynHeHe iHIKUMHU JTiKapChKUMU 3aco06aMy (TaKMMU K aMioflapoH), MOXKe
IIOCUJTIOBATHCS BHACHINOK iHTiOyBaHHS dhepmenTy CYP3A4 mutoxpomy P450. [ToBimomnsinu mpo gyxe
pimKicHi Bunagku nogosxkeHHs iHTepBany QT Ta mapokcru3ManbHOI IUTYHOYKOBOI TaxXiKaphil TUIY
«TipyeT» IPH 3aCTOCyBaHHi (IyKoHa301y. Taki MOBiIOMIEHHS CTOCYBAIUCS ALi€HTIB i3 TIXKUMU
3aXBOPIOBaHHSIMHU IIPU NOeOHAHHI 6araThox (HakToOpiB PU3UKY, TAKUMHU SK CTPYKTYPHi 3aXBOPIOBAaHHS
ceplis, IOpyIIeHHs eJeKTPOJIiTHOro 00MiHy Ta OfHOYACHe 3aCTOCYBaHHS iHINMX JiKapChKUX 3ac00iB,
110 BINIUBaloTh Ha iHTepBan QT. [TallieHTH 3 TiOKalieEMi€lo Ta TSXKKOIO CEPIIeBOI0 HEOOCTATHICTIO
MaloTh MiBULIIeHUM PU3UK BUHMKHEHHS XXKUTTEBO HEOE3MeUHNX IITYHOYKOBUX apUTMill Ta
IIapOKCU3MaJIbHOI IITyHOYKOBOI TaxiKappil TUIY «IipyeT».

®nykoHa3omn Tpeba 3 00epeKHICTIO 3aCTOCOBYBATH IallieHTaM i3 pU3UKOM PO3BUTKY apUTMill.
OpgHOYacHe 3aCTOCYBaHHS Pa3oM i3 TiKapCchKUMU 3acobaMuy, 110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoThcs 3a gonomoroi hepmenty CYP3A4 mutoxpomy P450, mpoTunoka3ase (OUB. po3minu
«IIpoTunoka3aHHs» Ta «B3aemofis 3 iHIIMMY JTiIKapCHKUMH 3aco0aMu Ta iHIIT BUOU B3a€MOMIN»).

I'anopaumpun. l'anodantpus € cydctpatom pepmenty CYP3A4 i mponourye inTepsan QTc mpu
3aCTOCYBaHHi Y peKOMEeHI0BaHUX TepalleBTUYHUX J03ax. OgHOYacHe 3aCTOCYBaHHS ranodaHTPUHY Ta
GbnyKoHa30I1y HEe peKOMEHAY€EThCS (OUB. Po3Min «B3aemopmis 3 iHIIMMU JTiKapChbKUMU 3aco0aMu Ta
igmI BuOM B3aEMOMin»).

Llepmamonoeiuni peakuii. ITig yac 3acTocyBaHHs (IyYKOHA30Jy PigKO MOBiMOMIISIOCS IIPO PO3BUTOK
TaKUX €KC(QOJliaTUBHUX LIKIPHUX peakliil K cuHapoM CTiBeHCca - [[2KOHCOHA Ta TOKCUYHUU
elnigepManbHUl HeKpoi3. [ToBigoMsanu npo MeguKaMeHTO3HY peaklliio 3 e03uHOGimi€elo i
cucrteMHuMy mposiBamu (DRESS). IMarmienTu, xBopi Ha CHIII, 6inbIn CXUITBHI 10 PO3BUTKY TSIKKUX
IMIKiPHUX peakIliil mpy 3aCTOCyBaHHi 6araThox JiKapchKuX 3aco0iB. FAKIIO y MallieHTa 3 TOBEPXHEBOIO
rpubKoBOIO iH(DeKIiet0 3’ IBNII0TLCS BUCHIIAHHS, 1110 MOXKHA IT0B’3aTH i3 3aCTOCYBAHHSIM



(bIyKoHa3011y, IOJasblle 3aCTOCYBaHHS NpenapaTy Tpeba NpUNUHUTH. fAKINo y maljieHTa 3
iHBa3MBHOI0/CUCTEMHOI0 I'PUOKOBOIO iHGEKITI€I0 3’ ABMSIOTHCSA BUCUIIAHHS Ha IIKipi, 3a #OT0 CTaHOM
OTPiOHO peTesbHO CIOCTEPIraTH, a y padi po3BUTKY OyIb03HUX BUCHIIAHb a0 MyTbTH(HOPMHOI
€pUTEMH 3aCTOCYBaHHS (HIYKOHA30J1y NOTPIOHO NPUITUHUTH.

I'inepuymausicmby. Y pigKiCHUX BUIIaAKaX IMOBITOMJISIN IIPO PO3BUTOK aHahiTaKTUYHUX PeakIlii
(muB. po3min «IIpoTUOKa3aHHI»).

ITumoxpom P450. ®nykoHa3zon € nomipauM inribitopom dhepmentis CYP2C9 ta CYP3A4. Takox
bnykoHa3on € noMipauM inribitopom pepmenty CYP2C19. Tpeba criocTepiratu 3a CTaHOM IAIli€HTIB,
SKi OTHOYaCHO 3aCTOCOBYIOTh (PIyKOHA30JI Ta IIpernapaTé 3 By3bKUM TepaleBTUYHUM BiKHOM, II10
MeTabomi3yoThcs 3 yuyacTtio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3pin «B3aeMofia 3 iHIMUME
JMiKapChbKUMU 3aco0aMy Ta iHIIi BUOU B3AEMOTIl»).

TepgpeHaduH. TToTpiOHO peTenbHO CIOCTEPIraTH 3a CTAHOM ITAlliEHTa TP OMHOYAaCHOMY 3aCTOCYBaHHI
TepbeHanuHy Ta GryKoHa30iy B fo3i Menite 400 Mr Ha go0y (quB. po3ninu «IIpoTUoKa3aHHS» Ta
«B3aeMopis 3 iHIIMMH JTiKapChbKUMHK 3aC00aMM Ta iHIII BUOM B3aEMOIii»).

Kanngumos. [ocnigKeHHSs IOKa3all 3pOCTaHHS HOMMPEeHOCTi indekuin Buny Candida, BifMiHHUX

Big C. albicans. BoHu 4acTo € MpUPOIHO pe3ucTeHTHUMHU (Hampukiapm, C. krusei ma C. auris) abo
NEMOHCTPYIOTh 3HUKEHY YyTIUBICTh [0 dhiykoHa3ony (C. glabrata). Taki iHbeKIIil MOXYThb
noTpebyBaTu anbTEPHATUBHOI IPOTUTPUOKOBOI Teparlii yepe3 HeeeKTHUBHICTh NTiKyBaHHS. ToMy
PEKOMEHIYEThCS BpaX0OByBaTH IOUIMPEHICTh PE3UCTEHTHOCTI pi3HUX BUMiB Candida mo ¢hnyKoHa301y.

JonomidxcHI peuyosuHu.

[IpemapaT MiCTUTE J1aKTO3Y. fKIIO y NallieHTa BCTAHOBJIEHA HEIIePEHOCUMICTh JeAKUX
IIyKpiB, Tpeba MPOKOHCYIbTYBAaTUCS 3 JIiKapeM, Meplll HiXK MpuiMaTu el TiKapchKui 3acio.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.
BazimHicmb

3a maHuMu 06CepBaliiHOTO HOCTIgXEHHS, iCHY€ MiIBULIEHUN PU3UK CIIOHTAHHOTO abopTy y XKiHOK,
SIKi OTpUMYyBasu (pIyKOHA30JI IPOTITOM IIE€PIIOT0 TPUMECTPY BaTriTHOCTI.

[ToBimoMIIsIIOCS TIPO YHCENTbHI BPOAKEHi IMaToJoril y HOBOHapOomKeHuX (BKIIoUarouu Opaxinedartiio,
OMCIIIa3iio BYIIHOI paKOBUHU, HaAMipHe 30i/bIIeHHS [TepeIHbOro TiM'TYKa, BUKPUBIIEHHS CTETHA,
TIIJIeYOIIPOMEHEBUM CUHOCTO3), MaTepi IKUX IMpHUiMany BUCOKi no3u ¢nykorazomny (400-800 Mr/moly)
IIPOTSATOM IIPUHAWMHI TphoX abo Oinbille MicSLiB [Is JTiKyBaHHS KOKIMAi0iA03y. 3B’I30K Mixk
3aCTOCyBaHHSM (PJIyKOHA30JIy Ta IUMU BUIIaflKaMy He BU3HaYEHUH.

ocnigXKeHHs Ha TBapUHAX IIPOAEMOHCTPYBAJIA PEIPONYKTUBHY TOKCAUYHICTE.

He cnip 3acTocoByBaTH 3BMYarHi J03U (PIIyKOHA30/Iy Ta KOPOTKOTPHBAJIi KYPCH JTiKyBaHHS
(bIyKOHA30JI0M Y Tepiof BariTHOCTI, 3a BUHSATKOM KpaliHbol He0OXigHOCT.

He crig 3acTocoByBaTH BUCOKi 003U (PIIyKOHA30 Ty Ta/abo TprBaii KypcH NiKyBaHHS (HITyKOHA30JI0M y
IIepiof BariTHOCTI, 3a BUHSATKOM JIIKyBaHHS iH(EKIIH, 10 MOXYTb 3arp0KyBaTH XUTTIO.

I'odysaHHA 2pydoio.



®nyKOHA30J MPOHUKAE ¥ TPYIHE MOJIOKO Ta [OCSITAa€E KOHIEHTpaIlil omi0HOol A0 piBHS y IJTa3Mi KPoBi
(OuB. po3min «PapMakKoKiHeTHKa»). ['omyBaHHS I'PYOAI0 MOXKHA ITPOAOBXKYBATH IIiCJIsI PA30BOT0
3aCTOCYBaHHS 3BUYalHOI 103U (PIyKOHA30Jy, 110 CTaHOBUThL 150 M.

T'omyBaTH TPYAII0 HE PEKOMEHAYEThCS IpU 6araTopa3oBOMy 3aCTOCYBaHHi (IyKOHa301y abo mpu
3aCTOCYBaHHI BUCOKHX 03 (QIIyKOHA30ITY.

Crip OUiHUTY KOPUCTb FONYBaHHS IPYLMI0 OJ1S PO3BUTKY 1 3M0POB’S JUTUHY, & TAKOXK KIIIHIUHY
norpeGy MaTepi y npemnaparti ®ymuc® OT i 6ynb-AKi moTeHLi#Hi n06iYHi ebeKkTH mpemapary
Oymuc® T a60 OCHOBHOTO 3aXBOPIOBAHHS MATepi Uil UTHHH, IKa OTPUMYE I'PYIHE BUTONOBYBAHHS.

depmubHicmb.

®nyKoHA30J He BIJIMBAB Ha (DEPTUIIBHICTL CaMIIiB Ta CaMOK IIyPiB.

30amuicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexXaHisMamu.

HocmimxeHb BINIUBY (IYKOHA30Jy Ha 3MATHICTh KEPYBAaTH aBTOTPAHCIOPTOM ab0 IpaIfoBaTH 3
IHIIMMU MeXaHi3MaMU He IIPOBOOUIIU.

[MarienTiB moTpi6HO MoiH(GOPMYBaTH PO MOXKJIUBICTL PO3BUTKY 3allaMOpOdYeHHs abo cymoM (OuB.
po3min «ITob6iuni peakirii») mim yac 3aCTOCOBYBaHHS Ipemnapary. IIpu po3BUTKY TaKUX CUMIITOMIB He
PEKOMEH[YEThCS KepyBaTH aBTOTPaHCIOPTOM abo IpaloBaTH 3 iHIMMU MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHss ma do3u.

ob6oBa mo3a (hIyKoHa30Jy 3a/IeXKUTh Biff BUAY Ta TSAXKKOCTI rpubKoBoi iHdekii. [ 6imbocTi
BUIIQ[IKiB BaTriHaIbHOTO KaHAMA03Y JOCTATHHO PA30BOI0 3aCTOCYBaHHSA IIpenapary.

IucneproBaHi TabneTku 1mo 50 M 3aCTOCOBYBATH [iTSIM Ta JOPOCIIUM.
TabmeTKy pO3YMHUTU B OFHiM YalHiil JT0XKIli BOAX BigmoBifgHO mo mo3u (50 Mr/5 mi).

TpuBamicTh NiKyBaHHS 3aJIeXKUTh Bif KJIiHIYHOTO i MiKoJioTiuHOTO edekTy. [1000By H0O3y MpUitMaTH 3a
OJIVH IIPUKOM.

[Tpu HeobxigHOCTI 6GaraTopa30BOro 3aCTOCYBaHHS IIpenapaTy JiKyBaHHS iHPEKIIi! noTpibHO
IIPOJOBXKYBATH 0O 3HUKHEHHS KJTiHIYHUX Ta 1Tab0paTOPHUX NPOSBiB aKTUBHOCTI I'PpuOKOBOI iH(eKIIil.
HepocTaTHS TpUBaIiCTh JTiIKyBaHHS MOXKe NIPU3BECTH OO BiTHOBIEHHS aKTUBHOTO iH(QEKITIINHOTO
IIpOLIECy.

Lopocai.
Kpunmokokos.

- JIikyBaHHS KPUIITOKOKOBOTO MEHIHTITYy: HaBaHTaXyBaJlbHa f03a CTaHOBUTH 400 Mr y 1-ii IeHb.
[MipTpumytoua go3a - 200-400 mr Ha goOy. TpuBamicTh NMiKyBaHHS 3a3BU4ail CTAHOBUTE IIOHAMMEHIIIE
6-8 TuxHiB. [Tpu iH(DeKLiAX, 10 3arPOKYIOTh XKUTTI0, HOOOBY H03y MoxkHa 36imbmuTy 1o 800 Mr.



- IligTpuMyo4a Tepamis [Ojs monepenKeHHs PeIuaUBY KPUIITOKOKOBOTO MEHIHTITy B HAIli€HTIB i3
BHCOKHMM PHU3UKOM HOTO PO3BUTKY: PEKOMEHIOBaHa q03a IpemnapaTty cTaHoBUTh 200 Mr Ha {00y
IPOTSITOM HEOOMEKEeHOT0 Jacy.

Kokuuodioidomiko3. PekoMeHnpmoBaHa no3a ctraHoBuUTh 200-400 Mr Ha go0y. TpuBamicTh JIiKyBaHHS
cTtaHoBUTH 11-24 Micsi abo moBIIe 3a7€KHO Bif CTAHy HallieHTa. [ TiKyBaHHS OesKuX GopM
iHdex1ii, a 0co0IMBO A5 NNiKyBaHHS MEHIHTiTY, MoXKe OyTH OOLiTbHUM 3acTocyBaHHs mo3u 800 Mr Ha
no0y.

IneasueHi kaHOuOdo3u. HaBaHTaxXyBanbHa f03a cTaHOBUTH 800 Mr y 1-i1 meHsb. [linTpumyooda go3a -
400 Mr Ha mo6y. 3a3BHMYall peKOMeHI0BaHa TPHBAIICTh TIKyBaHHS KaHOUOEMil CTAHOBUTH 2 TUXKHi
IIiCJIs IepIINX HeTaTUBHUX Pe3Y/IbTaTiB IIOCIiBY KPOBi Ta 3HUKHEHHS 03HAK i CHMIITOMIB KaHTUAEMIl.

KaHOudo3 cau3osux 06010HOK.

- KaHum03 poTOraoTKy: (II0I0CKaTH Ta TPUMATH Y POTI IPOTATOM 2 XB, IICJIg YOTO IPOKOBTHYTH):
HaBaHTaXyBajbHa f03a cTaHoBUThH 200-400 Mr y 1-i neHb, migTpuMytoda mo3a - 100-200 Mr Ha mo06y.
TpuBanicTh MiKyBaHHS CTaHOBUTH 7-21 meHb (OO mMOCATHEHHS peMicii), ame Moxe OyTH 30inbllIeHa a7
MAIEHTIB i3 TAKKUAM iMyHOOEIIIUTOM.

- Kangumo3 cTpaBoxofy: HaBaHTaxKyBajlbHa J03a cTaHOBUTDH 200-400 Mr y 1-11 geHs, MiATpuMyOda
mo3a - 100-200 mr Ha moOy. TpuBamicTh JIiKyBaHHS CTaHOBUTDL 14-30 mHIB (OO JOCSATHEHHS peMicii),
arne Mozxke OyTu 30inbineHa [ Halli€HTiB i3 TIXKKUM iMyHOmeQiITuTOM.

- Kaugunypisi: pekoMeHpgoBaHa no3a ctraHoBuTh 200-400 Mr Ha go0y npotsrom 7-21 gus. [Ins
TAILIEHTIB i3 TAXKKUM iMyHOmediIMTOM TPUBAJIICTD JIiIKyBaHHS Moxe OyTu 30inmbineHa.

- Xponiunui aTpodiyHui KaHAUOO03: pEKOMEHJ0BaHa f03a cTaHOBUThL 50 Mr/moby npotsirom 14 gHiB.

- XpoHiuHMY KaHAWI03 IIKiPU Ta CIM30BUX 000I0HOK: PEKOMEHI0BAaHA 03a CTAHOBUTH
50-100 mr Ha go0y. TpuBamicTh TiKyBaHHS CTAHOBUTH 0 28 OHIB, ae Moxke OyTu 30inbiIeHa
3aJIeXKHO Bifl TSKKOCTI Ta BUnYy iHQeKIIii abo Ipu 3HUKEHHi iIMyHITETY.

ITonepedceHHs peyudusy KaHOudo3y cau3ogux 06010HOK y nauieHmia 3 BIJI, aki maromb gucokull
PU3UK 11020 PO3BUMKY).

- KaHuMm03 poTOTTIOTKY, KAaHAU03 CTPAaBOXOMY: PEKOMeH0BaHa 03a CTAaHOBUTh
100-200 mr Ha moOy a6o 200 Mr 3 pa3u Ha TUXKAEHb. TPUBAICTh JTiKyBaHHS HeoOMexKeHa s
IAI[l€HTIB i3 IPUTHIYEHUM IMYHITETOM.

ITpoginakmuka kaHOUOO3HUX IH(peKYil y nauieHmia i3 mpusaaoi HeumponeHiel. PekoMeHOOBaHa
no3a cranoBuTh 200-400 mr. JIikyBaHHS MOTPiOHO PO3MOYMHATH 3a KilbKa [IHIB 0 04iKyBaHOTO
PO3BUTKY HEUTPOIIEHII Ta TPOJOBKYBATH NIPOTATOM 7 [HIB MiC/IS MigBUIEHHS KiTbKOCTI HEUTPOGiiB
noHan 1000/mm°.

I'enimaavHi KaHOuOo3U.

- TocTpuit BarinanpHUY KaHOUA03, KaHOUOO3HUY 0aaHiT: peKOMEeHI0BaHa q03a CTaHOBUTH 150 Mr
OJTHOPA30Bo.

- JIikyBaHHS Ta IMpodinakTKa peluOUBYIOUMX BariHaIbHUX KaHOUA03iB (4 abo Ginbllle peluauBiB
3axBOPIOBaHHS Ha PiK): peKoOMeHJoBaHa f03a cTaHOBUTL 150 Mr 1 pa3 y 3 aHi. Ycboro moTpibHO
3actocyBatu 3 mo3u (1-# meHs, 4-# meHb Ta 7-i geHb). ITicns uporo Tpeba 3aCTOCOBYBATH



nigTpuMytody no3y 150 mr 1 pa3 Ha TUXKAEHb IPOTATOM 6 MiCALIB.
Hepmamomikosu.

- Miko3 cTom, MiK03 IJlafileHbKOIl IIKipH, TaX0BUH AePMaTOMIK03, KaHOUOO03Hi iH(DeKITil mKipu:
peKoMeHJoBaHa fio3a cTaHoBUTHL 150 Mr 1 pa3 Ha TuxkpaeHb abo 50 Mr 1 pa3 Ha go0y. TpuBamicTh
JIIKYBaHHSI CTAHOBUTH 2-4 TUXKHI. JIiKyBaHHS MiK03y CTOIl MOXKe TPUBATU A0 6 TUXKHIB.

- PisHoOapBHU NHiIaii: peKoMeHoBaHa fno3a cTaHoBUTh 300-400 Mr 1 pa3 Ha TUXOEHb IPOTATOM
1-3 TuxHiB a6o 50 Mr Ha o0y NPOTATOM 2-4 TUXKHIB.

- DepmaTodiTHUY OHIXOMiK03: peKOMeHIOBaHa f03a CTaHOBUTh 150 Mr 1 pa3 Ha TUK[IEHb.
JlikyBaHHs Tpeba MPOOOBXKYBATH MOKU Ha MicIli iHpiKOBaHOTO HIr'TS He BUPOCTE 3MOPOBUH. [
BiIpOCTaHHS 3[OPOBUX HITTiB Ha PyKax Ta Ha BEJIMKMX MAJbIIX HIir 3a3BUYall He0OXimHO 3-6 MicsIliB
Ta 6-12 MicsuiB BigmoBigHO. OgHAK IIBUAKICTh POCTY HIrTiB y MaIlieHTiB MOXKe OyTH Pi3HOIO Ta
3anexartu Bif BiKy. [Ticna ycmimmHOro jniKyBaHHSI TPUBA/INX XPOHIYHUX iH(MEKIiN hopMa HIrts iHofmi
3aNMUIIaEThCSI 3MIiHEHOIO.

IlauieHmu AiMHbO20 BIKY.

o3y HeoOximHO minOupaTy 3aj1eXKHO Bifl cTaHy QYHKIIIH HUPOK (OUB. HUXKYE).

ITauieHmu 3 HUPK0BOI HEAOCMAMHICMIo.

®1yKOHA30J1 BUBOOUTHCA [IepeBaXkHO i3 ceyer y He3MiHeHOMY cTaHi. [Ipu pa30BoMy 3aCTOCyBaHHI
KOPHUTYBaTHU N03y QIIyKOHA30Jy He oTpiOHO. [TamieHTaM (BK/II04al04Hu AiTel) i3 mopyIIeHHIMY
GyHKIIIT HUPOK ITpX HeoOXimHOCTi 6araTopa3oBOro 3aCTOCYBaHHS Ipemnapary y 1-i meHb TiKyBaHHS
CJIifi 3aCTOCOBYBaTH 104YaTKOBY 003y 50-400 Mr 3aieKHO Bif TepaleBTUYHUX IT0Ka3aHb. [liciad 1poro
no00By 103y (3a1e2KHO Bif ITOKa3aHHS) CIIifl p0O3pax0ByBaTH BiAMOBigHO H0 Tabnumi 1.

Tabmnuig 1

KnipeHc KpeaTuHiHY (MJI/XB) BigcoToK Big peKOMeHI0BaHOI 103U
> 50 100 %

< 50 (6e3 remopianisy) 50 %

['eMmomiani3 100 % micrst KOXXHOro reMogiani3y

[MauieHTu, siki nepeOyBalOTh Ha PeTyIsIpPHOMY remogianisi, mosuHHi orpuMmyBaTt 100 %
PEKOMEHI0BaHOI HO3M MiCJIs KOXKHOI0 reMofiianidy. Y neHb, KOJIU remMofiani3 He TPOBOOUTHCSH,
Iali€HT IOBUHEH OTPUMYBATHU 03y, BIIKOPUTOBaHY 3a/IeKHO Bifl KJIIpDEHCY KpPeaTUHIHY.

IMauieHmu i3 nopyweHHAMU PYHKUII NeYiHKU.

®nykoHa301 Tpeba 3aCTOCOBYBaTH 3 00EPEXKHICTIO MallieHTaM i3 mopyleHHaMu QyHKIil TeYinKy,
OCKIJIbKY iH(pOpMaIlil MoKo 3aCTOCYyBaHHS (IIYKOHA30I1y IIill KaTeropil nari€eHTiB HeJOCTaTHBO
(muB. po3minu «Oco6uBOCTI 3acTOCyBaHHSSI» Ta «I[100iuHi peakirii»).

imu.
3aCcTOCOBYBaTH IIpernapaT MOXKHA OiTIM BiKOM Bifl 5 POKiB.

He crig mepeBuilyBaT MaKCcuMasbHy 1060By 703y 400 Mmr.



4K i npu aHanoriyHUX iHQEKIiIX y JOPOCIUX, TPUBAIICTh JTiKyBaHHS 3a/IeKUTh Bif K/IiHIYHOI Ta
MikoJIoTiuHOI BifgmoBigi. [TpemapaT 3acTocoByBaTu 1 pa3 Ha m00y.

Ilo3yBaHHS IIpenapary [OiTsSM i3 mopyieHHsIMHU GYHKIII HUPOK HaBeneHo Buile. ®apMaKoKiHeTHKa
(bTyKOHa3011y He [OCTigXKyBanacs y OiTel i3 HUPKOBOIO HEJOCTATHICTIO.

Ilimu sixom 8i0 12 pokis.

3ajie’kHO Biff Macu Tijla Ta my0epTaTHOTO PO3BUTKY JIiKapio CIIiJ OLIHWTH, sIKa J03a Ipenaparty (s
OOPOCIUX YM OJId AiTel) € ONTUMAaJbHOIO [JIs nalieHTa. KniHiuHi faHi cBig4yaTs Ipo Te, 0 V OiTer
KJIipeHC (IyKOHA30Jy BUIIUYU MTOPIBHSAHO 3 gopocnuMu. 3actocyBanHs 703 100, 200 ta 400 mr
oopocnuM Ta 1103 3, 6 Ta 12 MI/KT OiTSM IPU3BOOUTH 10 HOCATHEHHS CIIiBCTAaBHOI CHCTEMHOIL
€KCIIO3MIIil.

EdekTuBHiCTh Ta 6e31eKa 3aCcTOCyBaHHS (GIYKOHA30ITy M7 TiKyBaHHS IeHiTalbHUX KaHOUOO03iB y
IiTel He BCTAHOBJIEHI. AKIO iCHye HaranbHa MOTpPeba 3aCTOCYyBaHHS IIpenapary IifliTkaM (BiKoM Bif
12 go 17 pokiB), ciif 3aCTOCOBYBaTH 3BUYAKHI 03U IJI SOPOCIIUX.

Ilimu e8ixom 8i0 5 0o 11 pokis.

Kanaumosu cnu3oBux 000JI0HOK: TI0YATKOBA [103a CTAHOBUTEL 6 MT/Kr/mo0y, migTpuMyoyda 103a -
3 Mr/kr/mo0y. [TouaTKOBY 103y MOXKHa 3aCTOCOBYBaTH ¥ 1-i meHb 3 METOIO IIBUAIIOTO AOCATHEHHS
PiBHOBaXXHOI KOHIIEHTpALIii.

[HBa3WBHI KaHAU03H, KPUIITOKOKOBUYM MEHIHTIT: J03a IIpenapaTy CTaHOBUTDH 6-12 Mr/Kr/moby
3aJ1eXKHO Bifl CTYIIE€HS TSIKKOCTi 3aXBOPIOBAHHS.

[TigTpuMyroda Tepalia Ajis nonepenXxeHHs PeLIUAUBY KPUIITOKOKOBOI'O MEHIHTITY V AiTe! i3 BUCOKUM
PU3KUKOM MOT0 PO3BUTKY: 403a IIpelapaTy CTaHOBUTH 6 MI/KT/mo0y 3a/Ie3KHO Biff CTYIeHs TSKKOCTi
3aXBOPIOBaHHS.

[TpodinakTrKa KaHAUKO3IB ¥ MaIli€HTIB 3 iMyHO#eIIMTOM: [03a IIpenapaTy CTaHOBUTh

3-12 mr/kr/go0y 3anekHO Bifl BUPaKeHOCTi Ta TPUBAJIOCTI iHAYKOBAHOI HEUTPOMEHIi (TUB. K03U [
OOPOCTIHX).

Himu.

3aCTOCOBYBaTH IIpernapaT MOXKHA OiTIM BiKOM Bifl 5 POKiB.

ITepedo3yeaHHs.
CuMnTomu: rajioIUHAalll Ta MapaHoifaabHa IOBeTiHKa.

JIikyBaHHS: CUMIITOMaTU4He (y TOMY YKCJIi IPOMHUBaHHS IUIyHKA U MiTPUMYyIO4da Teparis).
®n1yKOHA30J BUBOLUTHCS [IEPEBAXKHO 3 Ce4Yelo, TOMy (OpCOBaHUM [iype3 MOXKe IPUCKOPUTHI
BUBe[leHHA pemnapaTy. CeaHC reMofiai3y TpHBaIiCTIO 3 TONUHY 3HUXKYE PiBeHb HIIYKOHA30Y Y
na3Mi KpoBi mpubnu3uo Ha 50 %.



ITobiuni peakuii.

[ToBigomIsinu Ipo MeOUKaMeHTO3HY Peakliifo 3 eo3nHoPinieo i cucteMHuMu npossamu (DRESS),
acoIrifioBaHy 3i 3aCcToCyBaHHSAM GIyKOHA301y (OuB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).

Haituacrime (Big =1/100 go <1/10) moBimomnsiiocs mpo Taki mobiuHi peakirii: ronoBuui 6inb, 6inb y
JKUMBOTI, miapesi, HymoTa, O/Mt0BaHHS, IiIBUINEHHS PiBHS anaHiHamiHoTpaHchepasu (AJIT),
acnaprataMinoTpaHcdepasu (ACT), myxHoi pochaTasu KpoBi Ta BUCUTIAaHHS

II71s1 OLiHKY YaCTOTU BUHUKHEHHS MOOIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikarrito: myxe
yacTto (=1/10), gyacrto (Bim =1/100 mo <1/10), Heuacto (Big =1/1000 mo <1/100), pigko (Big =1/10000
no <1/1000), myxe pigko (<1/10000), yacToTa HeBigoMa (HEMOXKJIMBO OL[IHUTH Ha MifICTaBi HasiBHUX
OaHUX).

3 boky cucmemu Kposi ma AiMpamuyHoi cucmemu.

HeuacTo: aHeMid.

Pigko: arpaHynouuTo3, TeHKoIeHis, HEUTPOIeHiss, TPOMOOLUTOIEHIs.
3 6oky imyHHOI cucmemu.

Pigko: aHadinmakcis.

3 6oky memaboaizaMy ma Xap4ye8aHHA.

HeuacTo: 3HUKEHHS alleTUTY.

Pigko: rineprpurminepunemis, rinepxojiecTepuHeMis, TinoKagieMisa.
3 6oky ncuxiku.

HeuyacTo: 6@3COHHS, COHIUBICTE.

3 6oky Hepeogoi cucmemu.

YacTo: ronoBHUM Oifb.

HeuacTo: cygomu, 3anaMopo4YeHHs, ITapecTesii, MopylIeHHsS CMaKy.
Pigxo: Tpemop.

3 boky opaaHis cayxy ma pisHosazau.

Heuacro: BepTuro.

3 6oky cepus.

Pigko: napokcu3masnbHa IITYHOYKOBA TaxiKaphisa TUIy «IipyeT», MOmoBXeHHd iHTepBany QT (gus.
po3min «Oco6IUBOCTI 3aCTOCYBaHHS»).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

YacTo: 6inb y yepeBHill TOPOXKHUHI, miapes, HymOTa, OII0BAHHS.



HeuacTo: 3amop, AucCIencis, MeTeopu3M, CyXiCTh ¥ POTi.
3 boky 2enamobisaiapHoi cucmemu.

Yacro: nigeuiieHHs piBHiB AJIT, ACT, nyxkHoil ¢ocdaTasu B KpoBi (AuB. po3nin «OcobmuBoCTi
3aCTOCYBAHHS»).

HeuacTo: xomecTas, JKOBTSIHUIA, MiBUILIEHHS piBHS Oinipy06iny (muB. po3min «OcobnuBoCTi
3aCTOCYBAHHS»).

Pigko: medyiHKOBa HEIOCTATHICTh, TeNATOLENIONAPHAN HEKPO3, TEaTUTH, TeaToOLe0NIsIpHe
ypaxeHHs (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHSI»).

3 boky wkipu ma niOwKipHoi KAiMKOBUHU.
YacTo: Bucunanus (ouB. po3main «OcoOnMMBOCTi 3aCTOCYBaHHS»).

HewacTo: cBepOixk, MEIUKaMEeHTO3HUN JePMAaTHUT (BK/II0Yaruu HiKCOBaHUNM MeOUKaMEeHTO3HUN
IepMaTUT), KPOIIUB'THKA, MiBUIIIeHe TIOTOBUOiNEHHS (IUB. po3Min «OCcoBIUBOCTI 3aCTOCYBaHHS»).

Pimko: TOKCMYHUM emigepMalIbHUN HEKPOIi3, CMHAPOM CTiBeHca-II2KOHCOHA, TOCTPUM
reHepai3oBaHUM €K3aHTeMaTO3HUU MIyCTY/Ib03, eKC(HOTIiaTUBHUN IePMaTUT, aHTI0HEBPOTUYHUN
HaOpsK, HaOpgK oO6nuyuds, anomnenis (AuB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

YacToTa HeBifoMa: MefuKaMeHTO3Ha peakilis 3 eo3uHodinieio i cucremaumu mpossamu (DRESS).
3 60Ky onopHO-pyx08020 anapamy ma cnoay4Hoi MKaHuHuU.
Heuacto: mianris.
3azanbHi nopyweHHA ma peakuii y Micui 88e0eHHA.
HeuacTo: mifBuIieHa BTOMJTIOBaHiCTh, HE3[IyKaHHS, aCTeHis, rapsyka.
iTn

YacToTa Ta xapakTep Mo6iyHUX peakiiiii Ta BiixuieHb 1ab0paTOPHUX ITOKA3HUKIB Yy HiTel, sIKi
GdikcyBanucs mig 9ac KIIHIYHUX JOCTigXKeHb, KPiM reHiTallbHOTO KaHAUI03Y, € IOPIBHIHHUMU 3
TaKUMU Yy TOPOCIIUX.

[ToBigoMIIeHHS PO Mim03pioBaHi mo6ivHi peakiii

[ToBimoMIeHHS PO Migo3pioBaHi MOGiYHI peakil micyisg peecTpaliil 1ikapChbKOTo 3aco0y € BaXKIMBOIO
npouenyporo. Lle nae 3Mory IpofoBXKyBaTA KOHTPOJIOBATY CIIiBBIAHOIIEHHS KOPUCTH/PU3UK IIPU
3aCTOCYBaHHI I[bOT0 JIiIKapChKOTO 3aco0y. MenuyHi npaniBHUKY IOBUHHI MOBIJOMIISITH IIPO BCi
mimo3proBaHi moOiuHi peakiril yepes3 HalliOHAIbHY CUCTEMY 3BiTHOCTI Ta 3asIBHUKY dyepe3 GopMy
3BOPOTHOTO 3B’A3KYy Ha BebcalTi: https://kusum.ua/pharmacovigilance/.

Tepmin npudamHocmi. 4 poku.


https://kusum.ua/pharmacovigilance/

YMoBu 30epiranssi.
30epiraTu npu TeMmepaTypi He Buile 25 °C.

36epiraté y HEOOCTYIIHOMY IJIST OiTeH MiCIIi.

YnaxoBka.

[To 4 Tabnetku y cTputi abo 6imictepi; mo 1 ctpumy abo 611icTepy B KAPTOHHIN YITaKOBIIi.

Kareropisi Bigmycky.

3a pelemnToM.

BupoOHHUK.
KYCYM XEJITXKEP I1BT JITH/

KUSUM HEALTHCARE PVT LTD.

Micue3HaxoIKeHHsI BUPOOHHKA Ta aipeca MicIsi IpoBaIXKeHHs HOro Tis/IbHOCTI.

[TmoT Ne M-3, [apnop Cnemren Ikonomik 3oy, ®ens-1l, ITitamnyp, Hict. [Ixap, Mapxesa [Tpagem, [Tin
454774, Tagisa/

Plot No. M-3, Indore Special Economic Zone, Phase-II, Pithampur, Distt. Dhar, Madhya Pradesh, Pin
454774, India.



