THCTPYKIIA

IJISI MeTUYIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y

OYIIHUC®
(FUSYS®)
Cknao:
ditoua pevosuHa: ¢pnykoHna3on (fluconazole);
1 Tabnetka MicTuTh pnykonasdony 50 mMr abo 100 mr a6o 150 mr a6o 200 mr;

00ONOMIdiCHI peyoBuHU: TaKTO3KW MOHOTIAPAT, Ie/lI0103a MiKpoKpucTaniyHa, moBimoH K30, Tanbk,
MarHil cTeapaT, HaTPil0 KPOXMaIbIIKOIAT (TUI A), HATPil0 KPOCKapMeosa.

JlikapcbKa ¢popma. TabneTku.

OcHosHi (pisuko-xiMiuHi 8aacmueocmi: Gimi, KpyTJi 3i CKOIIEeHUMM KpasiMu TaOJIeTKH 3 JliHi€0
po37aMy 3 OHOTO OOKYy.

dapMakoTepaneBTHYHA rpyna. [Ipoturpu6KoBi 3aco0u [7iss CUCTEMHOTO 3aCcToCyBaHHS. [ToxigHi
tpuasoiny. Kog ATX JO2A CO1.

dPapmako102iuHi 8 1acmueocmi.

dapmakoOuHamika.

MexaHi3M mil.

®nyKoHa307 € TPOTUTPHOKOBKAM 3aCO00M KJlacy Tpra3osiB. [IlepBUHHUM MexXaHi3MOM HOro fil €
NpurHideHHs rpubKoBoro 14 anbda-1aHOCTePOsI-IeMETUIIOBAHHS, 0TI0OCEPEOKOBAaHOT0 IUTOXPOMOM
P450, mo € HeBin' eMHUM eTanoM 6i0CUHTE3Yy IPUOKOBOT0 eprocTepoiy. Akymynsuis 14 anbda-MeTun-
CTEPOJIiB KOPEJIIOE 3 MTOMAbIIO BTPATO eprocTepoly MeMOpaHoio rpubKOBOI KITITUHU Ta MOXKe
BifmoBigaTH 3a MPOTUTPUOKOBY aKTUBHICTh (Pr1yKoHa305y. ®yKoHa30J € OiNIbIl CEIEKTUBHUM 10
rpubkKoBux hepMeHTiB uToxpoMmy P450, HixXK [0 pi3HUX cucTeM GpepMeHTiB nuToxpoMy P450 ccasiiis.

3acTocyBaHHs QIyKOoHa307y B f03i 50 Mr Ha go0y mpoTsAroM 28 [HiB He BIIJIUBA€E Ha PiBEHb
TECTOCTEPOHY B IJIa3Mi KPOBi y 40/I0BiKiB a00 Ha piBeHb €HAOTeHHUX CTEPOIfIiB y KiHOK
penponyKTuBHOTO Biky. ®nykoHa3on y no3i 200-400 Mr Ha mo0y He MPOSBIIS€E KIiHIYHO 3HAYYILIOTO
BIIJIUBY Ha PiBeHb €HIOTeHHMX CTEpOifiB abo Ha BigmoBimb Ha ctumyssiio AKTT y 3gopoBux
noOpOBOJIBIIIB YOIOBiUOI CTATI.

HocmigXeHHsT B3aEMO{Iii 3 aHTUIIIPHHOM IIPOAEMOHCTPYBAJIO, 110 3aCTOCyBaHHS 50 Mr QIIyKOHA30/1y



pa3oBo abo 6araTopa3oBo He BIUIMBAE Ha MeTa00/Ii3M aHTUIIPUHY.

YyTHIUBICTE in Vitro.

®nykoHa3071 in vitro 0EMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUAIB Candida, 1110
3ycTpivaloThCcsa HaWdacTime (Bkitodaiouu Candida albicans, Candida parapsilosis,

Candida tropicalis). Candida glabrata peMOHCTPY€ IIKXPOKUY Iialla30H YyTIUBOCTI I0 GIIYKOHA30Iy,
tomi ik Candida krusei € 00 HbOT'O PE3UCTEHTHOIO.

Takox (rykoHa30: in vitro GEMOHCTPY€E aKTUBHICTh IK IPOTU Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TpoTu eHaeMiyHuX ITicHABUX rpubiB Blastomices
dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’s130K (hapMaKOKIHETUYHUX i hapMaKOOUHAMIUHUX BJIACTUBOCTEMN.

BipnoBigHO 0o pe3ynbTaTiB HOCIIOXKEHb Ha TBAPUHAX, ICHY€E KOpeJaLisd MiX MiHiMaIbHO
inribyrouoio Kounenrparuieio (MIK) Ta ebeKTUBHICTIO TPOTH eKCIIePUMEHTAIbHUX MOZeel MiKO03iB,
cripuuynHeHUX BugamMu Candida. BifmoBigHO 00 pe3ynbTaTiB KIIIHIYHUX JOCIiAKeHb, iCHY€E JliHiliHa
3anexHicTh Mixk AUC Ta go3oio ¢pinykoHa3ony (nmpubnusHo 1:1). Takox icHye npsaMui, ane
HeJ0CTaTHiii 3B’5130K MixK AUC a0o0 03010 Ta MO3UTHUBHOIO K/TiHIYHOIO BigNOBIAAIO0 Ha JIiKyBaHHS
OpaJIbHOT0 KaHAOUO03Y Ta MEHIIIO MipoI0 - KaHOuOeMil. AHAIOTiYHO JTiKyBaHHS iH(QEKIIiH,
CIIpPUYMHEHUX IITaMaMu, 00 IKUX (IYKOHA30Jl JeEMOHCTPYE BUCOKY MIK, € MeHII 3aJOBiIbHUM.

MexaHi3M pe3UCTEHTHOCTI.

Mikpoopraniamu poay Candida 0eMOHCTPYIOTh YMCENIbHI MeXaHi3MU PE3UCTEHTHOCTI A0
a30JIbHUX IPOTUTPUOKOBUX 3ac00iB. r1yKoHa30:1 feMoHCTpye BuCOKy MIK npotu mrramis
rpubiB, 110 MalOTh OOuH abo Oinbllle MexaHi3MiB Pe3UCTEHTHOCTI, IIJ0 HETATUBHO BIIJIUBAE Ha
e(EeKTUBHICTH in vivo Ta B KJIiHIYHIY MPaKTUILl. Y 3a3BU4Yail YyTIUBUX

BufiB Candida MexaHi3M PO3BUTKY PE3UCTEHTHOCTI, 110 3yCTPiYa€ThCSd HaldacCTillle,
BK/II04Ya€e hepMeHTH-MillleHi a301iB, SKi BiMOBima0Th 3a 6i0CHHTE3 eprocTepory.
Pe3uCTeHTHICTh TaKOXK MOXKe OyTH BUK/IMKaHa MyTalli€lo, MiIBUIIEHHSIM BUPOOIEHHS
dbepMeHTY, MexaHi3MaMH BiITOKY JIiKapChKKUX 3ac00iB a60 PO3BUTKOM KOMIIEHCATOPHUX
IIISXiB.

[ToBimoMunsinu mpo BUIAAKX PO3BUTKY cynepindexuil Candida sSpp., CHPUYHUHEHO] iHIITNMH,

Hixk Candida Albicans BufaMy, 110 9aCTO € HEUYTIUBUMU OO0 GIyKoHa305y (Hanpukiapg Candida
krusei , C. auris). [Ing niKyBaHHS TaKUX BUIAJKiB IIOTPiOHO 3aCTOCOBYBATU albTEPHATUBHI
IPOTUTPHUOKOBI 3ac00u. MexaHi3aMu pe3uCTEHTHOCTI He Oy MOBHICTIO 3'SICOBaHi y IeIKUX
IpUPOIHLO cTitikux BumiB Candida (C. krusei) uu BumiB i3 HaOyToi0 pe3ucteHTHiCTIO (C. auris).

KoHTponbHi TOYKHM (BiAIOBIZHO OO0 PEKOMeHallii €EBPONEerChKOT0 KOMITETY 3 HOCIiIXKeHb YYTIUBOCTI
0O aHTUMIKPOOHKX 3aC00iB).

Basyiouuch Ha AOCHTiXKeHH] (hapMaKOKiHETUYHOI/(papMaKOAUHaAMi4HO1 iH(popMallil,
YYTNUBOCTI in vitro Ta KiiHiuHOI BifmoBigi, 6y10 BU3HaY€HO KOHTPOJIbHI TOUKHU [T
brykoHa3ony mst MikpoopraHiamis poay Candida. Boru Oynmu po3mnofiinieHi Ha KOHTPOIbHI
TOYKH, 1110 He IIOB’sI3aHi 3 MEBHUM BHIOM, SIKi OiNbIIIOI0 Mipo0 BU3HAYaIKCS HAa OCHOBI
dhapmakoKiHeTMYHOI/hapMakKonuHaMiyHo1 iHGopMaliil i He 3a7exKaTh Bifl pO3IOAiNy Ha MeBHi
BUOY 3a MiHiMa/IbHOIO iHTi0yI040I0 KOHIIEHTPALli€lo, Ta Ha KOHTPOJIbHI TOYKH, TIOB’sI3aHi 3
IIeBHUM BHIOM, [0 Hal4acCTillle acoIlif0I0ThCS 3 iHGEeKLisIMU y MoauHU. 11i KOHTPOIbHI TOUKH
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HaBe[JEHO HUXKYeE.

ITpomuepubkosuli KoHmMpoabHi mouku, noe’3aHi 3 neeHuUM 8udom KoHmpoavHi
3acib S</R> mouku, He
nos’A3aHi 3 neeHUM
gudoma
S</R>
Candida Candida Candida Candida Candida
albicans glabrata krusei parapsilosis tropicals
®1yKOHAa30I1 2/4 IE - 2/4 2/4 2/4

S = yyTnuBui;
R pesucTenTHU;

a - KOHTPOJIbHI TOYKH, III0 He TI0B’sI3aHi 3 IEBHUM BHUIOM, SIKi Oi/IbIIIOI0 MipOI0 BU3HAYAIKCS Ha OCHOBI
bapmakokiHeTH4YHOI/PpapMaKofgrHaMiuHOI iHpopMallil i He 3asiexkaTh Bifl pO3MOLiNy Ha IEeBHi BUOHU 3a
MiHiMabHOIO iHTi0yI040i0 KOHLIeHTpalieo. BoHU JOCHifXKyBalucCh IUlle y MiKpOOpraHi3MiB, y SKUX
He icHye crenudiyHOol KOHTPOIbHOI TOUKH;

- DOCTIiMKEHHST YyTIUBOCTI HE PEKOMEHI0BaHi, OCKIJIbKY 116l BUJ] He € MEeTO0 JIIKapChKOI Teparrii;

IE - mokagsiB I10J10 TOTO, YX € IIeX BU METOIO JIiIKapChKOl Teparril, HeJoCTaTHLO.

dapmaxkoKiHemuxka.

dapMaKoKiHETUYHI BTaCTUBOCTI (PJIYKOHA307Ty € MOAiOHUMY IIPY BHYTPIIlTHLOBEHHOMY i
IIepopasibHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3on fo6pe BCMOKTYEThCS IIPU ITepOpaIbHOMY 3aCTOCYBaHHI, a piBeHb IIpenapaTy B I1a3Mi
KPOBi i cucTeMHa 6ioffoCTymHICTh nepeButllyioTh 90 % piBHS QIyKOHA30y B M1a3Mi KPOBi, 1110
[OCATA€EThCS [IPU BHYTPIIIHEOBEHHOMY BBe[leHHI npenapaTy. OgHOYacHe BXKUBaHHS 1Ki He BIIJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy P 10T0 IlepopalbHOMY 3aCcToCyBaHHi. [1iKkoBa KOHLIEHTpallisl y IIy1a3Mi
KpPOBi focaraeTtscsd yepes 0,5-1,5 rogunu micns npuoMy npenapaTy. KoHLIeHTpalis npenapary B
IIJTa3Mi KPOBI IIpomopLiiiHa [03i. PiBHOBaXKHa KOHLEeHTpaLisa Ha piBHI 90 % mocsaraeTscs Ha 4-5-1
meHb mpu 6araTopa3oBOMY 3aCTOCYBaHHI OIMH pa3 Ha no0y abo Ha APYTrull IeHb TiKyBaHHS MIpU
3aCTOCYBaHHI y IlepIInii leHb HaBaHTaXXyBaJIbHOI N03Y, 1110 BABiYi IepeBulnye 3Bu4aiiny f060BY H03Y.

Po3momin.

00’em po3mnopiny mpubIu3HO OOPIBHIOE 3aralbHOMY BMICTYy PiMHU B OpraHi3Mi. 3B’si3yBaHHS 3
Oinkamu mira3Mu KpoBi Hu3bKe (11-12 %).

®nykona3on mobpe IPOHUKAE B YCi HOCTiAKyBaHi piguHu opraHi3my. PiBeHb QIyKOHA307y B CIMHI Ta
MOKPOTHHHI € OIiOHMM [0 KOHIIEHTpallil IpernapaTy B I1a3Mi KpPoBi. Y mallieHTiB, XBOPUX Ha
rpubKOBUYM MEHIHTIT, piBeHb (IYKOHA30Jly B CIMHHOMO3KOBI# piguHi gocsirae 80 % KOHIeHTpallil y
I1J1a3Mi KPOB.

Bucoki KoHLIleHTpallil ¢GIyKoHa301y B IIKipi, 1[0 TePEBUILYI0OTh CUPOBATKOBI, IOCATAIOTHCS B
porosoMy Iapi, emigepMici, epmi Ta moTi. ®JIyKOHAa30JI HAaKOMUYYETHCS B POrOBOMY IIIapi.



[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.

KitiniyHi XapaKTepHUCTHKH.
Iloka3aHnHus.

@yuuc® ITOKa3aHUM [JId TiKyBaHHS TaKUX TPUOKOBUX iHQEKIiN ¥ HOpOCIuX (OUB. PO3MTin
«®apMaKoAHaMiKa»):

- KPUIITOKOKOBUM MEHIHTIT (IUB. po3min «OcobIUBOCTI 3aCTOCYBaHHS»);
- KOKLIKAioino3 (ouB. po3min «Oco0nMMBOCTi 3aCTOCYBaHHI»);
- iHBa3UBHI KAQHOUOO3U;

- KaHOUOO3M CIIU30BHUX 000JIOHOK, BKJTIOUAIYH KAHIUI03 POTOTJIOTKHM Ta KaHOMOO03 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 KaHOUO03, TOCTPUM UM PEIMOVWBHUM, KOJIM MiCIleBa Tepallis He € OOIiIbHOIO;
- 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 OHIXOMiK03, KOJIM 3aCTOCYBaHHS iHIIKX JTiIKAPCHKUX 3aC00iB HE € JOLITbHUM.
Oyuuc® mokKasaHui I IpoQiIaKTUKK TaKKMX 3aXBOPIOBAHb Y JOPOCIIUX 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® MMOKa3aHUM OiTIM IJIS JIIKYBaHHS KaHOUI03iB CIIM30BUX 000JI0HOK (KAHAUI03 POTOTTIOTKH,
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® MoXkHa PO3NOYMHATH [0 OTPUMAHHS Pe3y/bTaTiB KylIbTypaabHUX Ta
iHmux nabopaTopHUX OOCTiAXKeHb; OOHAK IiC/ig OTPUMaHHS Pe3y/bTaTiB MPOTUIHPEKIINHY Tepalliio
NIOTPiOHO 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: omHOYaCHE 3aCTOCYBaHHS (PIYKOHA30JTy 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 (HIIYKOHA30Iy 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.

TogauyumuHi6: BruB ToPalUTHHIOY 3pOoCcTa€e MpX OMHOYACHOMY 3aCTOCYBaHHI 3 JTiKapChbKUMU
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 3aco0aMu Ta iHIIi BUAKM B3aEMOIiN»).

TeppeHaduH. [ToTpiOHO peTeNIbHO CIOCTEPIraTH 3a CTAHOM IallieHTa IIPU OJHOYACHOMY 3aCTOCYBaHHI
tepdenaguny Ta GhykoHa3ony B no3i Menie 400 mr Ha 0oOy (muB. po3ninu «IIpoTUllOKa3aHHS» Ta
«B3aeMopis 3 iHMMMH JTiKapChbKUMHK 3ac00aMM Ta iHIII BUAM B3aEMOIiii»).

Kanou0do3. JocnigKeHHS OKa3aiyd 3pOCTaHHS MOMKpPeHoCTi indeknin Buny Candida, BigMiHHUX

Big C. albicans. BoHu 4acTo € IpUPONHO pe3ucTeHTHUMY (Hanpuknap, C. krusei ma C. auris) abo
IEMOHCTPYIOTh 3HUXKEHY YyTIUBICTh 0o prykoHazony (C. glabrata). Taki iHdek1il MOXKYTh
noTpeOyBaTH albTEPHATUBHOI MPOTUTPUOKOBOI Tepalrii yepe3 HeeeKTHUBHICTH JTiKyBaHHS. ToMy
PEKOMEHOYEThCS BpaX0BYBaTH MOLIMPEHICTh PE3UCTEHTHOCTI pPidHuX BUAiB Candida mo ¢pnykoHa3omy.



JonomidxcHI peuosuHu.

[IpemapaT MiCTUTE JIaKTO3y. fKIIO y lTallieHTa BCTAHOBJIEHA HEIIePEHOCUMICTh JeAKUX
IIyKpiB, Tpeba MPOKOHCYIbTYBATUCS 3 JIiKapeM, NePIll HiXK IpUMaTu el TiKapchKuil 3acio.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BazimHicme.

3a manuMu 06CcepBallifHOTO OOCTioKeHHS, iCHY€ MigBUIIEHNY PU3UK CIIOHTAHHOT0 abopTy y XKiHOK,
SIKi OTpUMYBau (pIyKOHA30JI IPOTITOM IIEPIIOr0 TPUMECTPY BaTiTHOCTI.

[ToBimoMIsiNIOCS TIPO YHCENTbHI BPOAXKEH] aToJIoril y HOBOHapOoAoKeHuX (BKJtoYaioun Opaxinedarntiio,
OUCIINTa3iio BYIIHOI paKOBUHY, HaAMipHe 30iNblIeHHS IePeqHbOT0 TiM'TUKa, BUKPUBIIEHHS CTETHA,
IIJIeYOIIPOMEHEBUH CHHOCTO3), MaTepi IKUX MpUUMaIu BUCOKi no3u ¢ykorazomy (400-800 mMr/moby)
IIPOTSITOM IIPUHAWMHI TpbhoX a0 GifnbIlle MicAILiB s JTiKyBaHHS KOKIMAi0im03y. 3B’I30K Mixk
3aCTOCYBaHHSM (pIyKOHA30Jly Ta IMMU BUIIaJKaMHi He BU3HAYEHUU.

HocnigKeHHs1 Ha TBapUHAX IIPOAEMOHCTPYBAIU PENPONYKTUBHY TOKCUYHICTE.

He cnig 3acTocoByBaTH 3BMYaliHi 1031 (HIYKOHA30Jly Ta KOPOTKOTPUBAI KyPCH JTiIKyBaHHS
(bIyKOHA30JI0M Y Mepiof BariTHOCTI, 3a BUHSITKOM KpaliHboi HeOOXigHOCTI.

He cnig 3acTocoByBaTH BUCOKi 0031 (PIyKOHA30 Ty Ta/abo TpuBai KypcH MiKyBaHHS (DITYKOHA30JI0M Y
mepion BariTHOCTI, 3a BUHSATKOM JIIKYBaHHS iH(EKIIid, 1[0 MOXKYTh 3arPOKyBaTH XKUTTIO.

I'ooysaHHA 2pydoro.

®TyKOHA30JI MPOHUKAE ¥ TPYIHE MOJIOKO Ta JOCSATAE KOHIIeHTPaIlil mogiOHoi mo piBHS Y I1a3Mi KpoBi
(Ous. po3pmin «®apMakoKiHeTHKa»). 'ogyBaHHS TPynOi0 MOXKHA IPOAOBXKYBATH IIiCIS Pa30BOr0
3aCTOCYBaHHS 3BUYalHOl 103U (PIyKOHA30JTy, 110 CTAaHOBUTDL 150 M.

['omyBaTH TPyAII0 HE PEKOMEHAYETHCS IIpU 6araTopa3oBoMy 3aCTOCYBaHHi GIIyKOHa301y abo mpu
3aCTOCYBaHHI BUCOKUX 03 (IIYKOHA30ITY.

Crig OL[IHUTH KOPUCTh TOAYBaHHS IPYAAI0 AJ1 PO3BUTKY i 3MOPOB’SI OUTHUHY, a TaKOXK KIIIHIYHY
notpeby MaTepi y npenaparti ®ymuc® i 6yap-aKi HoTeHiliHi mo6ivni edpextu npenapaty Oymuc® a6o
OCHOBHOTO 3aXBOPIOBaHHS MaTepi AJis QUTUHY, SKa OTPUMYyE IPyIHE BUTOOOBYBaHHS.

depmuabHicMb.

®nykKoHaA307 He BIJIMBaB Ha (DePTUIIbHICTE CaMIliB Ta CaMOK IIyPiB.

30amHicmb eniueamu Ha weudKicmb peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

HocmigxeHb BIIUBY (GIYKOHA30Jy Ha 30aTHICTh KEPYBaTH aBTOTPAHCIIOPTOM abo IIpalfoBaTH 3
IHIIMMU MexXaHi3MaMU He IIPOBOOUIIU.

[TauieHTiB mOTPiOHO MOiHGOPMYBaTH IPO MOKJIUBICTh PO3BUTKY 3allaMOpO4YeHHS abo CymoM (OuB.



po3min «ITob6iuHi peakirii») mig 9ac 3aCTOCOBYBaHHS mpenapaTty. [Ipu pO3BUTKY TaKUX CUMIITOMIB He
PEKOMEH[YEThCS KePYBaTH aBTOTPAHCIOPTOM abo mpalioBaTH 3 iHITMMY MeXaHi3MaMHU.

Cnocid 3acmocyeaHHsi ma do3u.
[Ipenapat 3acTOCOBYBaTH epopasnbHo. [IpuitoM npemnapaTy He 3a/eKUTh Biff IPUMOMY 1XKi.

To6oBa mo3a GIyKOHA30Iy 3ajIeXKUTh Bifl BUAY Ta TSIXKKOCTI rpubKoBoi iHdexii. [Tpu HeobxigHOCTI
faraTopa30BOr0 3aCTOCYBaHHS IIpelaparTy JiKyBaHHS iHGEKIIi! mOTPiOHO TPOAOBXKYBAaTH [0
3HUKHEHHS KJTIiHIYHUX Ta 1a00paTOPHUX IIPOSIBiB aKTUBHOCTI rpuOKoBoi iHdekiril. HemocTaTHs
TPUBAJIICTh JIIKyBaHHS MOXK€e IIPHU3BECTH [I0 BiTHOBJIEHHS aKTUBHOTO iHQEKIIIMHOTO ITPOLIECY.

Hopocai.

Kpunmokoxos.

- JIikyBaHHS KPUIITOKOKOBOI'O MEHIHTITY: HaBaHTaXyBaJlbHa [03a CTaHOBUTh 400 Mr y IepIInii NEeHb.
[TinTpumytoya mo3a - 200-400 mr/mo6y. TpuBamicTh NTiKyBaHHS 3a3BUYall CTAaHOBUTH

moHalMeHIe 6-8 TuxHiB. [Tpy iHQEKIIiAX, 110 3aTPOXKYIOTh KUTTIO, 10O0BY 003y MOXKHA 30iMbIIUTH
mo 800 mr.

- IligTpuMytoya Teparmis Ajis mollepenkeHHsa PeIUIUBY KPUIITOKOKOBOI'O MEHIHTITY B ITAI[l€HTIB i3
BHCOKUM PU3UKOM HOT0 PO3BUTKY: PEKOMEHI0BaHa [03a IIpenapaTy cTaHOBUThL 200 Mr/moby
IIPOTSTOM HEOOMeKeHOT0 4acy.

Kokuuodioidomiko3. PekoMeHpmoBaHa go3a cTaHOBUTh 200-400 mr/mo0y. TpuBamicTh NTiKyBaHHS
cTtaHoBUTH 11-24 Micsi abo moBIIe 3a7eKHO Bif CTAaHy HalieHTa. [ TiKyBaHHS OesKuX GopM
iHGex1ii, a 0co6MMBO [Is NTiKyBaHHS MEHIHTiTY, MoxKe OYTH HOOLiTbHUM 3aCTOCYBAHHS 03U

800 Mr/mo0y.

Inea3ueHi kaHOuOdo3u. HaBaHTaxyBabHa [03a CTaHOBUTH 800 Mr y nepiuuid geHs. [ligTpuMyoda
no3a - 400 mMr/mo0y. 3a3Bu4ail peKOMeHj0BaHa TPUBAJIICTh JIiIKyBaHHSA KaHAUAEMil CTAHOBUTD 2 THKHI
IIicJIs TIepIINX HeTaTUBHUX PE3Y/IbTaTiB MTOCIiBY KPOBi Ta 3HUKHEHHS 03HAK i CHMIITOMIB KaHTUAEMIl.

KaHOudo3 cau3osux 06010HOK.

- KaHIMm03 poTOryIOTKY: HaBaHTaXKyBaibHa f03a CTaHOBUTHL 200-400 Mr y mepuinii feHb,
nigTpuMmyioda fo3a - 100-200 Mr/no0y. TpuBamicTh NiKyBaHHS CTaHOBUTH 7-21 eHb (OO OOCATHEHHS
peMicii), arme Mozxke O6yTu 306inblleHa [AJg HalLi€HTIB i3 TIXKKUM iMyHOAePiITuTOM.

- KaHmupmo3 cTpaBoxony: HaBaHTaxKyBasibHa f03a CTaHOBUTH 200-400 Mr y mepuinii feHb,
nigTpuMyioda fo3a - 100-200 Mr/mo0y. TpuBanicTs NikyBaHHS cTaHOBUTH 14-30 OHIB (0 HOCATHEHHS
pewmicii), ame Mozxke OyTu 30inbINeHa A7 HAILi€HTIB i3 TIXKKUM iMyHOTEeQiIIuTOM.

- Kaupmunypisi: pekoMeHmoBaHa fo3a cTaHoBUTh 200-400 mr/mo0y mpoTsirom 7-21 mgHiB. 71 HaIli€HTiB
i3 TsKKUM iMyHOmE(]iUTOM TPUBAICTE NiKyBaHHS MOXe OyTH 30imblIeHa.

- XpoHiuHNM aTpopiyHMN KaHOUO03: peKOMeHJ0BaHa 103a cTaHOBUTEL 50 Mr/mo0y npotsaroM 14 pHiB.

- XpoHiuyHMYM KaHOWI03 IIKipKU Ta CIM30BUX 000JI0HOK: peKOMEHI0BaHa q03a CTAHOBUTH
50-100 mr/mo0y. TpuBamicTh JMiKyBaHHS CTAHOBUTH [0 28 OHIB, ane Moxke OyTH 30i/bllleHa 3aIeKHO



Bifl TAXKKOCTI Ta BUAY iHGeKIIil abo IIpy 3HWXKEHHI IMyHITETY.

ITonepediceHHs peuudusy KaHOudo3y cau3osux 06040HOK y nauieHmia 3 BIJI, siki maromb sucokull
PU3UK 11020 PO3BUMKY.

- Kaugunos poTornoTky, KaHAUA03 CTPABOXOAY: PeKOMEHI0OBaHa 103a CTAHOBUTh
100-200 mr/moby abo 200 Mr 3 pa3u Ha TUXKOEHb. TPUBAJIICTD JTiKyBaHHS € HEOOMEKEHOI0 AJIs
NAI€HTIB i3 IPUTHIYEHUM IMYHITETOM.

ITpoginakmuka kaHOUOO3HUX IH(peKYill y nauieHmia i3 mpusaow HelimponeHieln. PekoMeHOOBaHa
no3a ctaHoBuTh 200-400 mr. JIikyBaHHS NOTPiOHO PO3MOYMHATH 3a KilbKa JHIB 10 0YiKyBaHOTO
PO3BUTKY HEUTPOIIEHII Ta IPOAOBKYBATH IPOTATOM 7 HHIB IiC/A HiABUIIEHHS KiIbKOCTI HEUTPODisiB
mosan 1000/mm°.

I'enimaavHi KaHOUO03U.

- TocTpuii BariHanbHUY KaHAUI03, KAHOUIO3HMM OaaHiT: peKOMeHI0BaHa 403a CTaHOBUThL 150 Mr
OJHOPA30Bo0.

- JIikyBaHH# Ta mpodinakTuKa peluauBYIOYNX BariHaabHUX KaHAU03iB (4 abo Oinblle penuguBiB
3aXBOPIOBaAHHS Ha PiK): peKOMeHgoBaHa go3a cTaHoBUThL 150 mr 1 pa3 y 3 mHi. Ycboro

noTpibHO 3acTocyBaTu 3 mo3u (1-# meHb, 4-i meHb Ta 7-# meHs). [licas mporo Tpeba 3aCTOCOBYBATH
nigTpuMytody no3y 150 mr 1 pa3 Ha TUXAEHb IPOTATOM 6 MiCSALiB.

Hepmamomikosu.

- Miko3 cTom, MiKO3 ritageHbKol IIKipH, MaxX0BUM IePMaTOMIK03, KaHAUMO3Hi iHpeKIil mKipu:
peKoMeHoBaHa fio3a cTaHOBUThL 150 Mr 1 pa3 Ha TuxkaeHb abo 50 Mr 1 pa3 Ha 700y. TpuBamicTh
JIIKyBaHHS CTAHOBUTH 2-4 TuXKHi. JIiKyBaHHS MIKO3y CTOIl MOXKe TPUBATU [0 6 TUXKHIB.

- PiznoGapBHMI nuIai: peKoMeHaoBaHa m03a cTaHoBuTh 300-400 Mr 1 pa3 Ha TUXKOEHb IPOTITOM
1-3 tuxHiB abo 50 Mr Ha foOy IPOTATroM 2-4 THUXKHIB.

- HepmaTodiTHUYN OHIXOMIKO3: peKOMEeHI0BaHa 03a cTaHOBUTH 150 mr 1 pa3 Ha

TUXeHb. JIikyBaHHS TpeOa MPO0OBKYBAaTH, TOKHM Ha MicClli iH()iKOBAHOTO HIrTS HE BUPOCTE 3TOPOBUM.
[ng BigpocTaHHS 3[OPOBUX HITTiB Ha PyKax Ta Ha BeJIMKUX IaJIbIIX HIir 3a3BUYall He0OXiIHO

3-6 micsiB Ta 6-12 MicsamiB BigmoBigHo. OgHAK MBUAKICTH POCTY HIrTiB ¥ NMalli€HTiB Moxke 6yTu
Pi3HOIO Ta 3anexaTH Bif BiKy. [1icns yCHilmHOTO JiKyBaHHSI TPUBA/INX XPOHIYHMX iH(DEKIi hopMa
HIrTa iHOMI 3aIHMIIIAETLCS 3MIHEHOIO.

IlauieHmu AiMHbO20 BIKY.

o3y HeoOxifHO migbupaTy 3aexkHo Bif cTaHy QYHKIIIM HUPOK (IUB. HUXKYE).

IMauieHmu 3 HUPKOBOI HeA0CMAMHicm.

®1yKOHA30J BUBOOUTHCS IIEPEBaXKHO i3 cevyelo B He3MiHeHOMY cTaHi. [Ipu pa3oBoMy 3aCTOCyBaHHI
KOPHUT'YBaTH H03y QIyKoHa305y He moTpiOHO. [TarieHTaM (BK/TIO4A0OYH OiTel) i3 MOpyIIeHHIM
GYHKIIM HUPOK MpU HeoOXigHOCTi 6araTopa3oBOro 3aCTOCYBaHHS MpernapaTy B MepLIui neHb
JiKyBaHHS MOTPiIOHO 3aCTOCOBYBATH IMOYaTKOBY H0o3y 50-400 Mr 3ayiexkHO Bif mokKa3aHHs. Ilicis
1150T0 060BY HO3Y (3a/Ie’kKHO Bifi ToKa3aHHs) Tpeba po3paxoByBaTH BiIOBIIHO 10 HUXKYEHaBEOEHOI
TabIuIi:



Kaipenc kpeamuniny (ma/xe) Bidcomok 8id pekomeHdoeaHoi do3u

> 50 100 %
< 50 (6e3 remopianisy) 50 %
I'emopmiai3 100 % micmg KOXKHOTO remMofianiy

[MamienTu, siki nepeOyBalOTh Ha PeryasIpHOMY remMopianisi, moBuHHi orpuMmyBaTt 100 %
PEKOMEH0BaHOI 103U IiC/Is KOKHOT0 reMofiani3y. Y meHb, KO reMofialii3 He ITPOBOAUTHCS,
Ialli€HT IOBUHEH OTPUMYBATHU 03y, BIIKOPUTOBAHY 3a/IeKHO Bifi KJIipEHCY KpeaTUHIHY.

IlauieHmu 3 nopyweHHAM (PYHKUIU neyiHkKu.

®nykoHa3on Tpeba 3aCTOCOBYBATH 3 00€peKHICTIO MAIliEeHTaM i3 MOPYyLUIeHHSIMU QYHKIIHM Ie4YiHKH,
OCKiNIbKY iH(popMallil o0 3aCToCyBaHHS (IYKOHA30I1y IIil KaTeropii maiieHTiB HeJJOCTaTHLO (IUB.
po3minu «OcobauBOCTI 3acTOCyBaHHI» Ta «I100iuHi peakirii»).

imu.

3acTOCOBYBATH JIiKapChKuii 3acib y ¢popMi TabIeToK I1iit KaTeropii maiieHTiB MOXKHa TOMi, KOIH [iTH
3maTHi 6e3meYHO IPOKOBTHYTH TaOIeTKY, 110 3a3BU4all € MOXKJIMBUM Y Billi Biff 5 POKiB.

He MoXHa nepeBuIlyBaTi MaKCuMalbHy 1060By 703y 400 Mmr.

4K i npu aHanoriyHuX iHQEKIiAX y JOPOCIUX, TPUBAICTh TiKyBaHHS 3a/Ie’KUTh Bifl KIiHIYHOI Ta
MiKoJIoTiuHOI BifmoBsigi. [IpenapaT 3acTocoByBaTu 1 pa3 Ha go0y.

Ilo3yBaHHA IIpenapaTy AiTSM i3 MOpyIIeHHSAM (YHKIIM HUPOK HaBefeHO Buille. PapMaKOKiHETUKY
(bnyKoHa30Iy He OOCIigXKyBaslu y giTel i3 HUPKOBOIO HEOCTaTHICTIO.

Ilimu e8ixom 8i0 12 pokis.

3a/IezkHO Biff MacHu Tifla Ta my6epTaTHOTO PO3BUTKY JliKapio MOTPiOHO OLIHUTH, sIKA J03a IIpernapaTry
(mmg mopoCiuX 4M OIS giTel) € ONTUMaIbHOIO A1 nalieHTa. KimiHigHi gaHi cBigyaTs Ipo Te, 10 ¥
miTel KiipeHc GIyKOHA30J1y € BUIIUM IOPiBHSAHO 3 fopocnuMu. 3acTocyBaHHs go3 100 abo 200, abo
400 mr mopociuM Ta 103 3 abo 6, abo Ta 12 MI/KT OiTSAM IPU3BOOUTDH OO OOCSATHEHHS CITiBCTABHOI
CHCTEMHOI eKCII03uIIil.

EdekTuBHicTh Ta 6e3meka 3acToCyBaHHS HIYKOHA30IIy [AJIA JIiKyBaHHS IeHiTaJbHUX KaHAUO03iB Yy
IiTell He BCTAHOBIIEHI. JKIIO icHye HaranmbHa OTpeba 3acTOCYBaHHS MIpenapaTy HifsiTkaM (BiKOM Bif
12 mo 17 pokiB), TpebGa 3aCTOCOBYBaTH 3BUYAWHI J03U [JI TOPOCIIHX.

Iimu eixom 8i0 5 0o 11 pokis.

Kauaupmo3u cnu30Bux 060I0HOK: TI0YaTKOBA [03a CTAHOBUTH 6 MI/KTr/0o0y, migTpuMyoda 1o3a -
3 mr/kr/go0y. [ToyaTKoBYy 03y MOXKHa 3aCTOCOBYBATH y MePLINH IeHb 3 METOIO0 LIBUIIOTO
OOCSTHEHHS PiBHOBAXKHOI KOHIIEHTpPAIIil.

[HBa3WBHI KaHAUI03H, KPUIITOKOKOBUYM MEHIHTIT: 03a IIpenapaTy CTaHOBUTDH 6-12 Mr/Kr/moby
3aJ1eXKHO Bifi CTyIIeHs TAXKKOCTi 3aXBOPIOBAaHHS.

[TligTpuMytoda Teparis i olepeaXeHHs PeUauBY KPUIITOKOKOBOTO MEHIHTITY y AiTel i3 BUCOKUM
PU3KUKOM HOT'0 PO3BUTKY: 003a IIperapaTy CTaHOBUTD 6 MI/KT/mo0y 3a/Ie3KHO Bifl CTYIEeHs TSXKKOCTi
3aXBOPIOBaAHHS.

[TpodinakTrka KaHAUOO3iB y NAIi€HTIB 3 iMyHOAeIiIUTOM: A03a IIpenapaTy CTaHOBUTh



3-12 mr/kr/mo0y 3a/iexXHO Bifl BUPazKEHOCTi Ta TPUBAJIOCTI iHIYKOBAHOI HEUTPOTEHII (OUB. 03U AJIS
IOPOCIHX).

Himu.

3aCcTOCOBYBATH JIiKapChKUM 3aci® y ¢popMi TabmeToK Iiit KaTeropii marieHTiB MOXKHa TOMi, KOIK OiTH
3maTHi 6e3MeYHO IPOKOBTHYTH TabIeTKy, 1110 3a3BUYal MOXKJIMBO Y Billi Bif 5 POKiB.

ITepedo3yeaHHs.
CuMnTomu: rajoIUHAalll Ta MapaHoifaabHa IOBETiHKa.

JIikyBaHHS: CUMIITOMaTU4He (y TOMY YKCJIi IPOMUBaHHS IUIyHKA U MiTPHMYyIO4Ya Teparis).
®1yKOHA30JI BUBOLUTHCS ITIEPEBAXKHO 3 CevYelo, TOMy (OpCOBaHUM [iype3 MOXKe IPUCKOPUTH
BUBe[leHHA pemnapaTy. CeaHC reMofiai3y TpUBaliCTIO 3 TONUHY 3HUXKYE PiBeHb HIIYKOHA30/IY Y
na3Mi KpoBi mpubnu3uo Ha 50 %.

ITo6iuni peakuii.

[ToBigomIsiny PO MeOUKaMeHTO3HY peakliifo 3 eo3nuHoPinieio i cucteMHumu npossamu (DRESS),
acoIrifioBaHy 3i 3aCTOCYyBaHHSIM GIyKOHA301y (OuB. po3min «OcoOGIUBOCTI 3aCTOCYBAHHS»).

Haituacrime (Big =1/100 go <1/10) moBimomsiiiocs Ipo Taki mobivHi peakirii: rogoBHu 6inb, 6inb y
JKWBOTI, miapesi, HymoTa, O/Mt0BaHHS, IiIBUINEHHS PiBHS alaHiHamMiHOoTpaHchepasu (AJIT),
acnaptataMinoTpaHcdepasu (ACT), nyxkHol pocdaTa3u KpoBi Ta BUCUTIAHHS

I7s1 OIIiHKY YaCTOTY BUHUKHEHHS MOOIYHUX peaklliii BUKOPHUCTOBYIOTh TaKy Kiacudikariito: myxe
yacTo (=1/10), gyacrto (Bim =1/100 mo <1/10), HeuacTo (Big =1/1000 mo <1/100), pigko (Bim =1/10000
no <1/1000), myxe pigko (<1/10000), yacToTa HeBigoMa (HEMOXKJIMBO OL[IHUTH Ha MiiCTaBi HasiBHUX
OaHUX).

3 boky cucmemu Kposi ma AimMpamuyHoi cucmemu.

HeuacTo: aHeMis.

Pigko: arpaHynouuTo3, TeHKoIeHis, HEeUTPOIeHiss, TPOMOOIUTOIEHis.
3 6oky imyHHOI cucmemu.

Pigko: aHadinmakcis.

3 6okxy memaboaizmy ma Xapuy8aHHs.

HedacTo: 3HMKEHHS alleTUTY.

Pigxo: rinepTpurnitiepuaeMis, rinepxojecTepruHeMis, TimoKamiemis.

3 60Ky ncuxiku.



HeuacTo: 663COHHS, COHIUBICTB.

3 boky Hepeogoi cucmemu.

YacTo: ronoBHuM Oinb.

HewacTo: cygomu, 3anamMopo4YeHHs, ITapecTesil, MOPylIeHHS CMaKy.
Pigxo: Tpemop.

3 60Ky opaaHis cayxy ma pigHosazau.

HeuacTo: BepTuro.

3 boky cepus.

Pigko: mapokcu3MasbHa IUIyHOYKOBA TaxXiKappisd TUILY «IipyeT», MomgoBkeHHd iHTepBany QT (mus.
po3min «Ocob0IMBOCTI 3aCTOCYBaHHS»).

3 60Ky WAYHKOBO-KUWKOB0O20 MPAKMY.

YacTo: 0inb y YepeBHill IOPOXKHUHI, Iiapesi, HynoTa, OJI0BaHHS.
HeuacTo: 3anop, gucIerncis, MeTeopusM, CyXiCTh ¥ POTI.

3 6oky eenamobiniapHoi cucmemu.

Yacro: migsumienus pisuiB AJIT, ACT, myxHoi dochaTa3u B KpoBi (guB. po3gin «Oco6auBOCTI
3aCTOCYBaHHS»).

HeuacTo: xonecTtas, JKOBTSHUIIS, MiBUINEeHHS piBHA 6inipy6iny (muB. po3ain «Ocob6nuBoCTi
3aCTOCYBaHHS»).

Pigko: mediHKoBa HEIOCTATHICTh, TeNaTOLENIONIAPHAN HEKPO3, TeaTUTH, TeNaToLeoIsIpHe
ypaxeHHd (OuB. po3min «OcobIUBOCTI 3aCTOCYBaHHS»).

3 60Ky wkipu ma nidwKipHOi KAIMKOBUHU.
YacTto: BucunaHHs (OuUB. po3min «OcobIUBOCTi 3aCTOCYBaHHS»).

HeuacTo: cBepOixk, MEIUKaMEeHTO3HUY JepMaTUT (BK/II0Yaruu HiKCOBaHUM MeOUKaMEHTO3HUN
IepMaTHUT), KPOIIKUB'THKA, MigBUIIIeHe TIOTOBUOiIeHHS (IUB. Po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).

Pigko: TOKCUYHUY emifepMaabHUN HEKPOJIi3, cuHAPoM CTiBeHCa-[[:KOHCOHA, TOCTPUM
reHepasi3oBaHUY eK3aHTeMaTO3HUY IyCTYyIb03, €KCQOIiaTUBHIYN AEePMaTUT, aHTi0OHEBPOTUYHUYN
HaOpPsK, HaOpsK o0nuyuds, anomnenis (IuB. po3misi «Oco6IMBOCTI 3aCTOCYBAHHS»).

YacToTa HeBifoMa: MeilMKaMeHTO3Ha peakilis 3 eo3uHodimieto i cuctemuumu nposisamu (DRESS).
3 60Ky 0nopHO-pyx08020 anapamy ma cnoay4Hoi MKaHUHU.
HeuacTo: Mianrig.

3azanvHi nopyweHHA ma peakuii y Micui 8e0eHHA.



Heuacro: mifgBuilleHa BTOM/TIOBaHICTh, HE3yKaHHS, aCTeHis, rapsgdka.
iTn

YacToTa Ta xapakTep Mob6iyHUX peakilii Ta BiixuieHbs 1ab0paTOPHUX MTOKA3HUKIB Yy HiTel, sKi
GbikcyBanucs mif Yac KIiHIYHUX [OCHiAXKeHb, KPiM I'eHiTallbHOT0 KAaHAKW03Y, € TIOPiBHIHHUMHU 3
TaKUMU Y TOPOCIIHUX.

[ToBigoMIeHHS PO Mimo3pIoBaHi Mo6iuHi peakiril

[ToBimomIeHHS PO Migo3pioBaHi MOGiYHI peakil micyisg peecTpaliil 1iKapchbKoro 3aco0y € BaxKIMBOIO
npouenyporo. Lle mae 3Mory IpofoBXKyBaTA KOHTPOIOBATH CIIiBBIAHOIIEHHS KOPUCTH/PU3UK IIPU
3aCTOCYBaHHI I[bOT0 JIIKapChKOTO 3aco0y. MeguyHi npaniBHUKY TOBUHHI MOBIJOMIISITH IIPO BCi
nifo3pioBaHi mob6iyHi peakilii yepes HallioHaJIbHY CUCTEMY 3BiTHOCTI Ta 3asBHUKY uepe3 Gpopmy
3BOPOTHOTO 3B’513Ky Ha BeOcaiiTi: https://kusum.ua/pharmacovigilance/.

Tepmin npudamuocmi. 3 POKH.

YMoBu 30epiranHsi.
36epiratu npu TeMiepartypi He Buite 25 °C

36epiraté y HEOOCTYIIHOMY IJIST OiTe# MicCIIi.

VYnakosBka.

Tabmetku 1o 50 Mr Ne 4 a60 Ne 10 y GicTepi B KApTOHHIHN yIIaKOBIIi.
Tabmetku mo 100 mMr Ne 4 a6o Ne 10 y GmicTepi B KapTOHHIM yITaKOBIIi.
Tabmetku mo 150 Mr Ne2 a6o Ne 4 y GricTepi B KAPTOHHIN yIIAKOBIIi.

Ta6nerku mo 200 mr Ne 4 a6o Ne 10 y 6GricTepi B KapTOHHIM yIakoBIIi.

Kareropis Bigmycky.

3a perenTom.

BupoOHUK.
KYCYM XEJITXKEP I1BT JITH/

KUSUM HEALTHCARE PVT LTD.


https://kusum.ua/pharmacovigilance/

Micue3HaxoaKeHHsI BHPOOHHKA Ta afjpeca MiCIsi IPOBaIKeHHs MOro JisIbHOCTI.

[Trnot Ne M-3, Inmop Cnemwen Ikonomik 3oyH, ®eus-1I, ITitamnyp, [lict. Ixap, Maaxes IIpagern, [1in
454774, Iapis/

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

IHCTPYKIIA

IJIsI MEJUYHOI' 0 3aCTOCYBaHHS JIiKapChKOI0o 3aco0y

OYIIHUC®
(FUSYS®)
Cknao:
ditoua pevosuHa: ¢pnykoHnason (fluconazole);
1 Tabnetka MicTuTh pnaykoHasoiny 50 mMr abo 100 mr a6o 150 mr a6o 200 Mr;

0ONOMIdCHI peyoBuHU: TaKTO3KW MOHOTIPAT, Ie/TI0103a MiKpoKpucTaniyHa, moBimoH K30, Tanbk,
MarHilo cTeapaT, HaTPil0 KPOXMaIbIIKOIAT (TUI A), HATPil0 KPOCKapMeosa.

JlikapcbKa ¢popma. TabneTku.

OcHosHi (pi3uko-xiMiyHi 8aacmusocmi: Gimi, KpyTJi 3i CKOIIEHUMY KpasiMu TaOJIeTKH 3 JliHi€0
po3yaMy 3 OTHOT0 OOKY.

dapMakoTepaneBTHYHA rpyna. [Ipoturpu6KoBi 3aco0u [i7iss CUCTEMHOTO 3acToCyBaHHS. [ToxigHi
Tpuasoiny. Kog ATX JO2A CO1.

dPapmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

MexaHi3M mil.

®nyKoHAa307 € TPOTUTPHOKOBKAM 3aC000M KJlacy Tpra3osiB. [IlepBUHHUM MexaHi3MOM HOro fil €
npurHideHHs rpubKoBoro 14 anbda-1aHOCTePOsI-IeMEeTUIIOBAHHS, 0TI0CEPEOKOBAaHOT0 IUTOXPOMOM
P450, 1m0 € HeBin' eMHUM eTanoM 6i0CUHTE3y IPUOKOBOT0 eprocTeposny. Akymynsuis 14 anbda-MeTun-



CTEPOJIiB KOPEJIIOE 3 MOJaIbIIO BTPATOI0 eProcTeposy MeMOpaHoo rpuOKOBOL KITITUHU Ta MOXKe
BifTIOBimaTH 3a MPOTUTPUOKOBY aKTUBHICTh (Pr1yKOHA30/y. ®IIyKOHA3071 € OiNIbII CeTeKTUBHUM M0
rpubKoBuX epMeHTiB uToxpomy P450, HiK [0 pi3HUX cucTeM GpepMeHTiB ruToxpoMy P450 ccasiiis.

3acTocyBaHHS GIyKOHa307y B 1031 50 Mr Ha o0y mpoTsAroM 28 OHIB He BIIJTUBAE Ha PiBEHb
TECTOCTEPOHY B IJTa3Mi KPOBi y 40/I0BiKiB a60 Ha piBeHb €HAOT€HHUX CTEPOIiB Y KiHOK
pernponyKTUBHOTO Biky. ®nykoHazon y no3i 200-400 Mr Ha mo6y He MPOSsIBIIsE€ KIiHIYHO 3HAYYI[OTO
BIIJIUBY Ha PiBeHb €HAOTeHHUX CTepOifiB abo Ha BigmoBimb Ha ctumynsiiio AKTT y 3gopoBux
noOPOBOJIBIIIB YOJIOBiYOl CTATI.

HocmimKeHHS B3aEMO/Iii 3 aHTUITIPUHOM IIPOIEMOHCTPYBAJIO, 110 3acToCyBaHHS 50 MT QIyKoHAa30Ty
pa3oBo abo GaraTopa30BO He BIIMBAE Ha MeTa00I1i3M aHTHUIIIPHHY.

YyTHIUBICTE in Vitro.

®nykoHa307 in vitro EMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUAIB Candida, 1110
3ycTpivaroThcd Haudacrimne (Bkmodatuu Candida albicans, Candida parapsilosis,

Candida tropicalis). Candida glabrata peMOHCTpPY€ IIKXPOKUY Iialla30H YyTIUBOCTI M0 GIIYKOHA30Iy,
toni ik Candida krusei € 0o HbOT'O PE3UCTEHTHOIO.

Takox (rykoHa30: in vitro GEMOHCTPY€E aKTUBHICTD IK IPOTU Cryptococcus
neoformans ta Cryptococcus gattii, Tax i TpoTu eHgeMiyHuX IIicHsABUX rpubiB Blastomices
dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’s130K (hapMaKOKIHETUYHUX i hapMaKOOUHAMIUHUX BJIACTUBOCTEH.

BifmoBigHO 00 pe3ynbTaTiB HOCIIOXKEHb Ha TBAPUHAX, ICHY€E KOpeJalisd MiX MiHiMaIbHOK
inribyrouoto KounenTpatuieio (MIK) Ta ebeKTUBHICTIO TPOTH eKCIIePUMEHTAIbHUX MOZesel MiK03iB,
cripuuynHeHuX Bupgamu Candida. BigmoBigHO 00 pe3ynbTaTiB KIIIHIYHUX JOCTiAKeHb, iCHY€E JliHiliHa
3anexHicTh Mizk AUC Ta go3oio ¢pnykoHa3ony (nmpubnusHo 1:1). Takox icHye npsaMui, ane
HeJoCTaTHiii 3B’5130K MixK AUC abo0 03010 Ta MO3UTHUBHOIO K/TiHIYHOIO BigIIOBIANIO0 Ha JIiKyBaHHS
OpaIbHOT0 KaHOUA03Y Ta MEHIIIO MipoI0 - KaHOuOeMil. AHAIOTiYHO JTiKyBaHHS iHQEKIIiH,
CIIPUYMHEHUX IITaMaMu, 0O IKUX (IYKOHA30Jl 0eMOHCTPYE BUCOKY MIK, € MeHII 3aJOBiIbHUM.

MexaHi3M pe3UCTEHTHOCTI.

Mikpoopraniamu pony Candida feMOHCTPYIOTh YMCEJIbHI MeXaHi3MU PEe3UCTEHTHOCTI 40
a30/IbHUX IPOTUTPUOKOBUX 3ac00iB. ®r1yKoHa30:1 feMoHCTpye BuCOKYy MIK npotu mrramis
rpubiB, 110 MalOTh OOUH abo Oinbllle MexaHi3MiB Pe3UCTEHTHOCTI, IIJ0 HETATUBHO BIIJIMBAE Ha
e(eKTUBHICTH in vivo Ta B KJIiHIYHIY TpakTulli. ¥ 3a3Budan YyTIUBUX

BupiB Candida MexaHi3M PO3BUTKY PE3UCTEHTHOCTI, 10 3yCTPiYaeThCa HaldacTille,
BK/TIO4a€ hepMeHTH-MillleHi a30J1iB, AKi BigmoBifaloTs 3a 6i0CHHTE3 EPrOCTEPOITY.
Pe3ucTeHTHICTh TaKOXK MOXKe OyTH BUK/IMKaHa MyTalli€lo, MigBUIEHHIM BUPOOIEHHS
dbepMeHTY, MexaHi3MaMu BiITOKY JiKapChbKKUX 3aC00iB a00 PO3BUTKOM KOMITEHCATOPHUX
IIJIAXIB.

[ToBimoMunsinu mpo BUNAAKXA PO3BUTKY cynepindexuil Candida spp., CHIPUYUHEHO] iHIITUMH,

HixK Candida Albicans BufaMy, 110 94aCTO € HEUYTIUBUMU OO0 (IyKoHa30my (Hanpukiapg Candida
krusei , C. auris). [I7g niKyBaHHS TaKUX BUIAJKiB IIOTPiOHO 3aCTOCOBYBATU albTEPHATUBHI
IPOTUTPUOKOBi 3ac00u. MexaHi3Mu pe3uCTEHTHOCTI He Oy/IM IOBHICTIO 3'ICOBaHi y IeIKUX
npupoaHLO cTitikux BumiB Candida (C. krusei) uu BumiB i3 HaOyToi0 pe3ucteHTHIiCTIO (C. auris).



KoHTpOIBHI TOYKY (BIIIOBIOHO 00 PEKOMEHallii €BPOIENCHKOr0 KOMITETY 3 JOCHIIKEeHb YyTINBOCTI
II0 aHTUMIKPOOHUX 3aC06iB).

Basyrouncs Ha gocigXKeHHi hapMaKoKiHeTUUHOI/(papMaKkogrnHaMigHOI iH(popMaliii,

YYTIMBOCTI in vitro Ta KiiHi4YHOI BigmoBifmi, 6y10 BU3HaYE€HO KOHTPOJIbHI TOYKH I (HITYKOHA30Iy
miist Mikpoopraui3miB poxy Candida. Boru Oynu po3mnopinieHi Ha KOHTPOJIbHI TOYKH, IO He MOB’g3aHi
3 IIeBHUM BHUIOM, SIKi OiITbIIIOI0 MipO0 BU3HAYAKUCS HA OCHOBI
dapmakokineTn4yHOI/PpapMaKonrHaMiuHOI iHpopMallil i He 3ayiexkaTh Bifl pO3MOAiNy Ha IEeBHi BUOU 3a
MiHiMaIbHOIO iHTi0yI040I0 KOHLIEHTpPaLli€lo, Ta Ha KOHTPOJIbHI TOYKY, TIOB’sI3aHi 3 IEBHUM BUAOM, III0
Haly4acTile acoIliioloThCS 3 iHQeKiIMu y moguHu. Ll KOHTPOIbHI TOYKY HaBeIeHO HUXKYe.

ITpomuepubkosuili KoHmMpoabHi mouku, noe’A3aHi 3 nesHUM 8u0oM Koumpoavhi
3acib S</R> mouku, He
noe’Aa3aHi 3 nesHUM
gudom"
S</R>
Candida Candida Candida Candida Candida
albicans glabrata krusei parapsilosis tropicals
®nykKoHa3051 2/4 IE -- 2/4 2/4 2/4

S yyTnusuii;
R pe3ucTeHTHUY;

a - KOHTPOJIbHI TOYKH, 1110 He OB s3aHi 3 IeBHUM BUAOM, SKi OiNbII0OI0 Mipoio BU3HAYaIKUCS Ha OCHOBI
(bapmakokiHeTH4YHOI/PpapMaKogruHaMiuHOI iH(popMaliil i He 3ayiexkaTh Bifl pO3MOLiLy Ha NEeBHi BUOYU 3a
MiHiMaIbHOIO iHTiI0YI040I0 KOHIIEHTpallier0. BoHM HOCTimXKyBamuch nuiile y MiKpoopraHi3mis, y IKUX
He icHye crenudiyHOol KOHTPOIbHOI TOUKY;

- DOCTIiAKEeHHS YyTINBOCTI He PEKOMEH0BaHi, OCKIJIbKY I1el BUJ He € MEeTOI0 JIIKapChKOl Tepail;

IE - mokagiB IIO[0 TOTO, YU € I1ei BUI METOI JIiIKapChKOi Teparlrii, HeJoCTaTHbO.

dapmakoKiHemuxka.

dapMaKoKiHETHYHI BIaCTUBOCTI (PJIyKOHA30JTy € MOAiOHUMY IIPU BHYTPIITHLOBEHHOMY i
[IepopaibHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3om mobpe BCMOKTYETLCS IIPHU IIepOPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary B I1a3Mi
KPOBi i crcTeMHa 0ioffoCTyHICTh epeBuillyioTh 90 % piBHS QrIyKOHA30Iy B MyIa3Mi KPOBi, 1110
[OoCATa€eThCs NIPY BHYTPIIIHLOBEHHOMY BBe[eHHI penapaTy. OmfHOYacHe BXKUBAHHS 1Ki He BIJIMBAE
Ha BCMOKTYBaHHS IIpenapaTy IIpU 10ro mepopajbHOMY 3aCTOCyBaHHI. [TikoBa KOHIIEHTpallis y mia3Mi
KpPOBi focaraeTtecs yepes 0,5-1,5 roguHu micns npuoMy npenapaTy. KoHLeHTpalis npenapary B
IIJIa3Mi KPOBi MPOMOpIiiiHa [03i. PiBHOBaXKHa KOHIeHTpAaIlisd Ha piBHI 90 % mocsraeTbcsa Ha 4-5-1u
neHb Ipu 6araTopa3oBOMY 3aCTOCYBaHHI OIMH pa3 Ha 0o0y abo Ha APYTuil IeHb TiKyBaHHS NIpU
3aCTOCyBaHHI y epImii IeHb HaBaHTaXyBaIbHOI J03H, 1[0 BABiUi TepeBHUIIy€e 3BUUalHy 060BY 003y .

Po3moopmin.

0O06’eM po3smopiny TpubIU3HO NOPIBHIOE 3araJlbHOMY BMICTY pifuHU B OpraHi3mi. 3B’sI3yBaHHS 3


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

Oinkamu mma3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3on mobpe IPOHUKAE B YCi AOCTiAXKyBaHi pifuHu opraHi3my. PiBeHb QiyKoHa307y B CIMHI Ta
MOKPOTHUHHI € OAi0OHMM [0 KOHILIEHTpallil IpenapaTy B II1a3Mi KpPOBi. Y Malli€HTiB, XBOPUX Ha
rpubOKOBUY MEHIHTIT, piBeHb (DIIYKOHA30/1y B CIMHHOMO3KOBI#H piguni gocsrae 80 % KoHIEHTpallii y
IIJIa3Mi KPOB.

Bucoki koHLeHTpallil ¢hIyKoHa301y B IIKipi, 110 IEPEBUIIYIOThH CHPOBATKOBI, IOCATAaI0THCS B
poOroBoMy I1api, emigepMici, aepmi Ta moTi. ®JIyKOHAa30J1 HAKOMUYYETHCS B POrOBOMY IIapi.

[Tpu 3acTocyBanHi fo3u 50 Mr 1 pa3 Ha mo0y KOHLIEHTpallis ¢hiayKoHa30iy micns 12 gHiB MiKyBaHHS
CTaHOBUJIA 73 MKT/T, a 4epe3 7 OHIB MICJA 3aBEpLIEHHS JIiIKyBaHHSA KOHI[EHTpALlid BCe 1lle CTaHOBUJIa
5,8 Mxr/r. [Ipu 3actocyBanHi go3u 150 mMr 1 pa3 Ha TUXKAEHb KOHILIEHTpaLisa QpIyKoHA30y Ha /-

Il IeHb JTiKyBaHHS CTaHOBUNA 23,4 MKT/T; Yepe3 7 OHIB IicJig 3aCTOCYBaHHS HACTYIIHOI O3
KOHIIeHTpallis Bce Iie cTaHoBuma 7,1 MKr/T.

KonnenTpauis gprykoHa3omy B HIrTax micns 4 MicsaniB 3acTocyBaHHS 150 Mr 1 pa3 Ha TUXIOEeHb
ctanoBuma 4,05 MKT/T y 300poBUX T0OPOBOJIBIIB Ta 1,8 MKI/T Ipy 3aXBOPIOBaHHSX HIirTiB;
(bTyKOHa30J1 BU3HAYaBCs Y 3pa3Kax HirTiB uepes 6 MiCAIIB Mmiclis 3aBepIlIeHHs Teparlil.

BioTrpaHcdopmariis.

®nykoHa3on MeTabomi3yeThCs He3HAYHOIO Mipoio. [Ipy BBefieHHi 103K, MideHOl pPagioaKTUBHUMHU
izoronamu, nuiie 11 % ¢pryKoHa307Ty eKCKPETYEThCS 3 cedelo y 3MiHeHOMY BUTIAAL. ®IyKoHa307
€ oMipHuM inriéitopom izodpepmenTtis CYP2C9 ta CYP3A4, a TaKOXK MOTYKHUM iHTiGiTOpOM
izopepmenty CYP2C19.

BuBenmenus.

[lepion HaniBBUBeneHHS (GIyKOHA301Ty i3 Ia3Mu KpoBi cTaHOBUTH 611n3bK0 30 rogus. Binmbina
YacTHHa IIpenapaTy BUBOOUTHCS HUPKaMu, TpudoMy 80 % 3aCTOCOBaHOI 103U BUSIBISETLCS Y CeUi B
He3MiHeHOMY cTaHi. KimipeHc (piyKoHa30/y IponopLUiiHuy 00 KJlipeHCy KpeaTuHiHy. LIupKynongyux
MeTaboIiTiB He BUSIBIIEHO.

TpuBanuii nepion HalmiBBUBENEHH IIpelapaTy 3 IIJla3MU KPOBi fa€ MOXKJIUBICTh pa30BOr0
3aCTOCYBaHHS IIpelapaTy [IpU BariHaJIbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaTy 1 pa3 Ha
TUXKIEHb IIPY iHIINX [TOKa3aHHIX.

dapMaKoKiHeTHKAa IPU MOPVIIeHH] QVHKINI HUPOK.

Y mallieHTiB i3 BaxkK010 HHPKOBOI HemocTaTHicTIO (IITK® < 20 M11/xB) mepion HamiBBUBEOEeHHS
36inmbimyeTthes Big 30 go 98 roguH, 1mo notpebye 3HUKEHHS [03u. OITyKOHA30/1 BUBOIUTHCS 3a
[OIIOMOT 00 TeMOfiiai3y Ta y MeHIIoOMYy 00CsI3i - IUIIXOM IePUTOHealnbHOro fianidy. CeaHc
reMofiasni3y TpUBAICTIO 3 TOOWHY 3HUXKYE PiBeHb QIyKOHA301Ty B I1a3Mi KpoBi npubnusHo Ha 50 %.

d®apMaKOKiHETHKA P JIaKTallii.

KonnenTpauii ¢pyKoHa30/1y B IjIa3Mi i MaTePUHCHKOMY MOJIOLIi BIIPOOBK 48 roguH MicJsg IPUHOMY
O[IHOPa30Boi 7o3u 150 Mr oliHIOBaNM Iif Yac papMaKOKiHETUYHOTO OOCHIIXKEeHHS 3a YYacCTIO OeCSATH
XKIHOK Yy mepiofii nakTallii, ki TUM4acoBo ab0 MOCTIHO MPUNIUHUIM TOTYBaTH CBOIX HEMOBJIST
rpynnoo. Y MaTepuHCBKOMY MOJIOI (GJIyKOHA30 1 BUSBUIIN Y CEpPenHill KoHIeHTpallil mpubnu3Ho 98 %
Bif Ti€l, 110 Bi3HA4YasHU y mja3Mi MaTepi. Yepes 5,2 roAuHY MiC/IsA NPUIUOMY J03U CepefqHs MiKoBa
KOHIIEHTPaIlisg B MaTePUHCHKOMY MOJIOIi cTaHOBMIa 2,61 Mr/n. [Jo6oBa fo3a (HIyKoHA30Iy, OTpUMaHa



HEMOBJISIM i3 MaTEPUHCHKOTO MOJIOKA (SIKIIO MPUUHSITH CEPENHE CIIOXKUBAHHS MOJIOKa 3a

150 my/kr/mo0y), po3paxoBaHa Ha OCHOBI CepeHbO] MiKOBOI KOHIIEHTPAIll B MOJIOLL, 110 OPiBHIOE
0,39 mr/kr/moby, ctaHoBUTh mpuOnu3Ho 40 % Big mO3u, pEKOMEHI0BAaHOI HOBOHAPOMIXKEHUM (BiKOM
< 2 TuxkHiB), a6o 13 % Bim g03u, peKOMEHI0BAHOI HEMOBJIATAM [JI5 JIIKyBaHHS KaHOUM03Y CIIM30BUX
000JIOHOK.

dapMaKOKiHETHKa Y IiTeH.

dapMakoKiHeTHYHI ITapaMeTpHu y [iTel Oynu oIliHeHi y 5 MOCHiIXKeHHX: 2 HOCTiIKEHHS 3 Pa30BUM
Io3yBaHHSM, 2 3 6araTopa3oBUM Ta OfHE [IOCHIXKEHHS, B SKOMY Oy/Y 3aflisiHi HeIOHOIIEeHi
HOBOHapPOOXKEHI.

[Ticns BBegeHHS 2-8 Mr/Kr ¢yKoHa301y OiTSM Bifg 9 micsuiB go 15 pokiB OyB BUSBIEHUM ITOKA3HUK
AUC 6mu3pKo 38 Mkr*rog/mi Ha 1 Mr/Kr mo3u. [Ipu 6araTopa3oBoMy 3aCTOCYBaHHI cepefiHiil epion
HalliBBUBEJEeHHS (PIYKOHA30JIy 3 IJIa3MU KonuBaBcs Mixk 15 Ta 18 rogpuHaMu, a 06’eM po3moniny
ctaHoBuB mpubau3H0 880 My/Kr. Binbil TpuBanui mepion HamiBBUBeNeHHs (IYKOHA30Iy 3 IIa3MU
KPOBi CTaHOBUB IPUOIHU3HO 24 roguHu Ta OYB BUSBIIEHUM ITiC/IS BBEIEHHS Pa3oBoi go3u. Llen
IIOKa3HUK € IOPiBHIHHUM i3 IIepiogoM HamiBBUBeAeHHS (HIIyKOHA30IIy 3 IIJIa3MU KPOBIi MiCNsa
BHYTPIIIHEOBEHHOT'O OTHOPA30BOT0 BBeAEeHHS 3 MI/KT fiTaM BikoM Bif 11 mHiB ;o 11 MmicsiiB. O6’eM
PO3MOAiny B I1ili BiKOBi¥ Irpymi cTaHOBUB 6/1M3bK0 950 MII/KT.

Iocsin 3acTocyBaHHS (GIYKOHA30Iy [JIg JTiKyBaHHS HOBOHAPOIXKEHUX 00MEKY€EThCS
(hapMakKOKiHETUYHUMU OOCHiIKeHHIMU 12 HEeNOHOIIEHUX OiTel i3 TepMiHOM recTallii mpubIu3HO

28 tuxHiB. CepenHill BiK JUTUHY IIPU BBEJEHHI MTEPIIOi 403U CTaHOBUB 24 romguHu (miama3oH

9-36 romuH), cepemHs Maca Tijla Ipu HapomxKeHHi ctaHoBuna 0,9 kr (mianazon 0,75-1,10 k).
MakcruMyM 5 BHYTPILIHbOBEHHUX iH €KIIIN (DIIYKOHA30IY B 031 6 MI/KT BBOAWIN KOXKHi 72 TOJUHM.
CepenHil epion HalliBBUBEI€HHS CTaHOBUB 74 rogunu (44-185) y nepiuunii feHb, IOTIM 3MEHIIKUBCS
no 53 roguH (30-131) Ha 7-i1 meHb Ta 0o 47 (27-68) Ha 13-4 meHsb. [1noma mig KpuBoio (MKr*rom/mi)
cranoBumna 271 (173-385) y nepiuit gensb, 36inbiryBanacs go 490 (292-734) Ha 7-# [eHb, MOTIM
3meHnmumnacs g0 360 (167-566) va 13-i mers. O0’em poamominy (Mi/kr) craHoBuB 1183 (1070-1470) y
nepiui nexb, 30inbinyBaBcs mo 1184 (510-2130) Ha 7-1 mens Ta go 1328 (1040-1680) Ha 13-i meHb
BiZmmoBigHO.

dapmMakKOKiHETHKA V Malli€HTiB JITHbOT'O BiKY.

Y mocnigxeHHi, SiKe ITPOBOAUIIM 3 YYacCTIO 22 TMallieHTiB (BikOoM Bifl 65 pokiB), pIyKoHA301
3aCTOCOBYBaBCA IepopasbHo y 1031 50 Mr. 10 3 yyaCHUKIB OHHOYACHO 3aCTOCOBYBa/IU AlyPETUKMU.
C,.x CTaHOBHUIA 1,54 MKI/MII Ta gocAranacs IpoTAaroM 1,3 TOOMHU MiCIsA 3aCTOCYBaHHS (HIIyKOHA30IIY.
Cepenusa AUC cranosuna 76,4 = 20,3 mxr*ron/mn. CepenHiu niepion HamiBBUBeeHHS - 46,2 TOOUHU.
LIi bapMakoKiHETUYH] TOKA3HUKY € BUIIMMHU ITOPIiBHSIHO 3 aHAJIOTIYHUMU Y 300POBUX HOOPOBOJIBIIIB
MOJIOAIIOro BiKy. OmHOYacHe 3aCTOCYBaHHS AlypPEeTUKIB HE MaJjio 3Ha4yHOro BiiuBy Ha C,,, Ta AUC.
Takox KiipeHC KpeaTuHiny (74 mi/xB), BifcoToK (pIyKOHa30:/y, 110 eKCKPETYBaBCS i3 ceuelo y
He3MiHeHOMY Buriapni (0-24 rogunu, 22 %), Ta HUPKOBUY KiipeHC (rykoHasony (0,124 mn/xB/Kr) y
TallieHTiB 1iel BiKoBOI rpynu 0y HUXKYUMH, HiZK aHAJIOTi4HI ITOKA3HUKU Y MOJIOAIINX HOOPOBOJIBIIIB.
ToMy 3MiHU (papMaKOKIHETUKHM Y MAI[iEHTIB TITHBOTO BiKy, OUEBUIHO, 3a/ieKaTh Bifl mapaMeTpiB
(GYHKIII HUPOK.

KrniniuyHi xapaKTepHCTHKH.

IToka3auns.



@yunc® ITOKa3aHUM [ TiKyBaHHS TaKUX TPUOKOBUX iH(EKIIN ¥ HOpOCIUX (OUB. PO3Tin
«®apMaKOAMHaMiKa»):

- KPUIITOKOKOBUM MEHIHTIT (AUB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»);
- KOKLIKAi0ino3 (ouB. po3min «Ocob0nMMBOCTi 3aCTOCYBaHHI»);
- iHBa3UBHI KAHOUOO3U;

- KQHU03M CIM30BUX 000JI0OHOK, BKJIIOUAI0YX KaHIUI03 POTOTJIOTKY Ta KaHAUI03 CTPABOXOMY;
KaHOUAYPis, XpOHIYHKY KaHAKWO03 LIKIpH i CTM30BUX 000JI0OHOK;

- XPOHIYHUM aTPOPiYHUN KaHIHUI03 POTOBOI MOPOKHUHY (KAaHAUO03, CIIPUYNHEHUM BUKOPUCTAHHSIM
3yOHUX IPOTE3iB) TP Hee(eKTHUBHOCTI ririeHu POTOBOI MOPOKHUHU ab0 MicIleBOI Teparii;

- BariHa/JIbHUY KaHOUI03, TOCTPUY YU PENUOWBHUM, KOJIM MiCIleBa Tepallisd He € JOLITbHOIO;
- KaHOUOO3HuM 0alaHiT, KOJIU MiClieBa Tepallis He € HOLIbHOIO;

- IepMaTOMiKO3H, BKJII0Yalo4¥ MiK03 CTOI, MiKO3 T'JIafleHbKOI IKipH, TaX0BUHM AePMaTOMIKO3;
pisHOGapBHUY NHIIal Ta KAHAUOO3HI iHPEKIIi] MKipy, KoMK IMoKa3aHo 3aCTOCOBYBATH CUCTEMHY
Teparriio;

- mepMaTO(iTHUN OHIXOMiK03, KOJIM 3aCTOCYBAHHS iHIIKX JTiIKAPCHKUX 3aC00iB HE € JOLITbHUM.
Oynuc® moKasaHu [ IPoQiNTakTUKK TAaKUX 3aXBOPIOBAHD Y JOPOCIIHX SK:
- PeLUOUB KPUIITOKOKOBOTO MEHIHTITY y Ial[i€HTiB i3 BUCOKUM PU3UKOM HOT0 PO3BUTKY;

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

- IUIS1 3HUKEHHS YaCTOTH PEeIUAUBIB BariHaabHOT0 KaHOUA03Y (4 abo Ginmbllle BUMAKU Ha PiK);

- npodinakTvKa KaHOUOO3HUX iH(pEKLiN y Mal[ieHTiB i3 TPHUBaIO0 HEUTPOIIEHi€l0 (HalpUKiaf,
TallieHTH 3i 37I0SKiCHUMH 3aXBOPIOBAHHSIMU KPOBI, SKi OTPUMYIOTh XiMioTepariio, abo nauieHT Ipu
TPAHCIUIAHTALlil TeMOIIOeTUYHHUX CTOBOYPOBUX KIiTHH) (OUB. Po3Mdin «®apMaKoIoTiyHi BIaCTHBOCTI.
dapmakoguHaMika»).

iTH.

Oyuuc® moKa3aHWH MiTAM [JIs NiKyBaHHS KaHAU[03iB CIM30BUX 060I0HOK (KAHIK03 POTOTIOTKH,
KaHIU03 CTPABOXOMY), iHBA3UBHUX KaHAWI03iB, KPUIITOKOKOBOT'O MEHIHTITY Ta AJIsl MPOodiTaKTUKU
KaHOUOO3HUX iH(EKINN y IalieHTiB 31 3HUKEeHUM iMyHiTeToM. [IpenapaT MOXKHa 3aCTOCOBYBATHU IK
MigTPUMYyBaJIbHY Tepalito AJid MOoNepeaXXeHHs PeluaUBy KPUIITOKOKOBOTO MEHIHTITY y HiTel i3
BHCOKMM PU3UKOM HOTO PO3BUTKY (OUB. po31in «OcoOIMBOCTI 3aCTOCYBaHHSI»).

3acTOCOBYBAaTH JIiKapChKui 3acib y ¢popMi TabIeToK Iiit KaTeropii maieHTiB MOXKHa TOMi, KONMK OiTH
3maTHi 6e3meYHO MPOKOBTHYTH TaONeTKY, 110 3a3BU4all € MOXKJIMBUM Y Billi Bifl 5 POKiB.

Tepamio npenapatoM Oynuc® MoXHa PO3NOYMHATH [0 OTPUMAHHS Pe3yIbTaTiB KyIbTypaJbHUX Ta
iHmux nabopaTopHUX OOCTiAKeHb; OOHAK ITiC/Ig OTPUMaHHS Pe3ybTaTiB MPOTUIHGEKIINHY Teparliio
OTPiOHO CKOPUTYBATH BiMIOBIZHUM YHUHOM.



IIpomunoka3aHHs.

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

- OgHOYacHe 3aCTOCyBaHHA (DIIyKOHA30/Iy Ta TeppeHaguHy Nali€eHTaM, IKi 3aCTOCOBYIOTh
¢bnykoHa3oin 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3yibTaTaMy JOCHiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCyBaHHS (QIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC00iB, III0 TOIOBKYIOThH iHTEpPBA
QT ta meTabomnizyoThcs 3a gonoMoroio ¢hepmenty CYP3A4 (Hanpukiap, U3anpumy, acTeMi3omny,
niMo3uAy, XiHiTUHY Ta ePUTPOMILMHY), AUB. po3ainu «Oco6IMBOCTI 3aCTOCYBaHHI» Ta «B3aeMofis 3
iHIMU TiKapChbKUMU 3aco0aMy Ta iHIT BUOW B3aEMOMIIN».

B3aemodisa 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

IIpomunoka3aHe cymicHe 3aCmocyB8aHHs (G1yKOHA304Y Md HUNCYe3ad3HAYeHUX AiKapcbKux 3acobis.

ITusanpud: mMOBimOMJISIIM TIPO PO3BUTOK MOOIYHMX peakiliii 3 60Ky ceplisd, Y TOMY YHUCII 1Ipo
[IapOKCU3MaJIbHY LUIYHOUYKOBY TaxiKaphiio TUIY «IIipyeT» y Ialli€HTiB, AKi ODHOYaCHO 3aCTOCOBYBAJIU
bnykoHa3on Ta nu3anpup. OgHovyacHe 3actocyBaHHs 200 Mr ¢prykoHasony 1 pa3 Ha moby Ta 20 Mr
u3anpupny 4 pasu Ha fo0y IPHU3BOAUIIO 10 3HAUHOTO MiBUIIEHHS PiBHS I[M3aNpUAy V Ia3Mi KPoBi
Ta 00 nofoBxKeHHS iHTepBany QT. OgHouacHe 3aCcTOCyBaHHS (GIYKOHA30Iy Ta IU3alpULy
IIPOTUIIOKa3aHe (OuB. po3nin «IIpoTunoka3aHHg»).

TeppeHalduH: Yepe3 BUMAKU PO3BUTKY TAKKUX CEPLIEBUX apUTMil, CIPUYNHEHNX IIOJOBKEHHAM
inTepBany QTc, y nauieHTiB, sIKi 3aCTOCOBYIOTh a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3ac001 OMHOYACHO
3 TepdenaguHoM, OyIM MPOBENeH] JOCTigKeHHS B3aeMOIil 11X npemnapariB. [Ipu 3acTocyBaHHi
dnykonaszony y no3i 200 Mr Ha noby He 6yJ10 BUSIBJIEHO NTOROBXKeHHS iHTepBany QTc. 3acTocyBaHHS
bnykoHa3ony B mo3ax 400 Mr Ha goOy abo BUllle 3HAYHO IiABUINYE PiBEHb TeppeHaiuHy B IIa3Mi
KPOBIi IIp¥ OMHOYaCHOMY 3aCTOCYBaHHI LUX IpenaparTiB. CyMiCHe 3aCTOCyBaHHS (pIyKOHA30Jly B A03aX
400 mr abo Buie 3 TeppeHagHOM IPOTUIIOKa3aHe (IuB. po3nin «IIpoTunoka3anus»). [Ipu
3aCTOCyBaHHI (yKoHa30:1y B fo3ax HuxK4Ye 400 Mr Ha 0oOy OgHOYACHO 3 TeppeHaguHOM CJIif
IIPOBOOUTH PETEIbHUM MOHITOPUHT CTaHy Malli€HTa.

Acmemi30: CyMiCHe 3aCTOCyBaHHS (DJIyKOHA30/1y Ta aCTeMi30JIy MOXKe 3MEHIINTHU KITipeHC
actemizony. CupuunHeHe UMM MIiABUINEHHS KOHILIEHTpallil aCTeMi30JTy B IIJ1a3Mi KPOBi MOXKe
IIPU3BECTH 10 ToAoBKeHHd iHTepBany QT Ta y pigKiCHUX BUIIafiKaX - A0 TapOKCU3MaIbHOL
IIJTYHOYKOBOI Taxikappil Tumy «mipyet». OgHO4YacHe 3aCTOCYyBaHHS (IYKOHA30Jy Ta aCTEMi30Iy
IIPOTHUIIOKa3aHe (OuB. po3nin «IIpoTunoka3aHHSg»).

ITimo3u0d: omHOYACHE 3aCTOCYyBaHHS (DIIyKOHA30y 3 MiMO3UIOM MOXKe IIPU3BECTH [0 iHTiOyBaHHS
MeTabomi3My MiMO3uAYy, X04a BiATIOBITHUX OOCIigXKeHb in vitro Ta in vivo He ipoBopuny. [ligBurieHa
KOHIIEHTpAllid MiMO3Uy y IIJla3Mi KPOBi MOXKe IPU3BECTHU [0 NON0BXKeHHS iHTepBany QT Ta B
pigKicHUX BUIlafKaX OO MapOKCH3MasbHOI ITYHOYKOBOI TaxXiKappil Tuny «mipyet». OgHO4YacHe
3aCTOCYBaHHS (PIyKOHA30JTy 3 MIMO3UAOM IPOTUIIOKa3aHe (OuB. po3din «IIpoTumnoka3aHHg»).

XiHiOUH: omHOYaCHe 3aCTOCYBaHHS (HIIYKOHA30Jy Ta XiHiIWHY MOXKe NPU3BOAUTH [0 iHTiOyBaHHS
MeTabomi3My XiHiqUHY, X04a BifMOBIHHUX AOCTiAXKEHb in Vitro Ta in vivo He IPOBOIUIIH.



3acTocyBaHHS XiHimuHY Oy/0 OB 3aHe 3 MOAOBXKeHHAM iHTepBany QT Ta B pigkKicHUX BUMIafKax
- NMApOKCU3MaJbHOI MUIYHOYKOBOK TaxikKapAi€w TUly «uipyeT». OgHOYacHe 3aCTOCYBaHHS
bykoHa301y 3 XiHiTMHOM IPOTUIIOKa3aHe (OuB. po3min «I[IpoTUIIOKa3aHHSI»).

EpumpomiyuH: omHOYaCHE 3aCTOCYBaHHS (IYKOHA30Jy 3 EPUTPOMIIIMHOM MOXKEe IIPU3BOTUTH [I0
MigBUIIEHHS PU3UKY KapAIOTOKCUYHOCTI (mogoBxKeHHs iHTepBany QT Ta mapokcu3MaibHOl
[IUTYHOYKOBOI TaxXiKappil TNy «IipyeT») Ta, K HacCJifoK, O PalTOBOl KOPOHAPHOI CMEPTi.
OpHOYacHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta ePUTPOMIIMHY IPOTUIIOKa3aHe (OUB. PO3Iin
«IIpoTUIIOKa3aHHSI»).

He QQKOMGH@)ZGmbCﬂ 00HOYdCHe 3dCmMoCyB8AdHHA QQJIMKOHCISO/UZ ma Huxc4e3d3Ha4eHux /liKCIQCbKUX

3acobis.

I'anoppanmpuH: GrIyKoHa30JI MOXKe CIPUUMHUTH MiABUIIEHHS KOHIIEHTPaIlil ranoaHTpUHY B I1a3Mi
KPOBi 3a paxyHok npurHiyenHs CYP3A4. OpHo4yacHe 3aCTOCYBaHHS IIUX JTiKapChKUX 3ac00iB
MOTEHLIMHO MOXKe MPU3BOAUTH [0 IMiABUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (TOAOBXKEHHSI
inTepBany QT, napokcu3MasbHa IUIYHOYKOBA TaxiKaphis TUIy «IipyeT») Ta, K HACJigoK, OO0
parnToBoi ceplieBoi cMepTi. Tpeba yHHKATH 3aCTOCYBaHHS KOMOiHaIlil ITMX JiKapchKux 3acobiB (OUB.
po3min «Oco6IMBOCTI 3aCTOCYBaHHS»).

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

AmioOapoH: ogHOYACHe 3aCTOCyBaHHS (HIIyKOHA30J1y 3 aMioflapOHOM MOXKe IIPU3BECTHU J0
nonoBxKeHHs iHTepBany QT. [Ipu HeoOXimHOCTI cyMicHOTO 3acTOCyBaHHS (IYKOHA30Jy Ta aMiogapoHy
HeoOXiIHO TOTpuMyBaTHCS 00epeKHOCTI, 0COOIMBO IIPX 3aCTOCYBaHHI (PJIyKOHA30JTy V BUCOKUX [103aX
(800 mr).

CymicHe 3acmocyeaHHs GayKOHA304Y MA HUHCYE3d3HAYEeHUX AiKAPCbKUX 3dcobie sumazae
069Qe.’)fCHOcmi ma KOpu2yB8dHHA do3u.

Bnius iHwux sikapcvkux 3dcobis Ha GayKOHA301.

Kniniyno 3Hauym[oro BIIuBy Ha abcopOIliio (pIyKoHa30/Ty IIpU H0To epopasbHOMY 3aCTOCYBaHHI He
MalOThb OMHOYACHUM IMPUMOM 1XKi, IMMETHUINH, aHTAIlMOH, a TAKOXK ITPOMEHEBa Tepallis yCiel minsaHKH
Tina (IIpu nepecapui KiCTKOBOI'O MO3KY).

PugamniyuH: ogHOYaCHE 3aCTOCYBaHHS (IYKOHA30Jy Ta pudaMIiluHy NPU3BOAUIO A0 3HUXKEHHS
AUC =a 25 % Ta cKkOpouyBaJio Iepion HamliBBUBe#eHHs GiyKoHa3oiy Ha 20 %. Tomy Ojis marji€eHTis,
SIKi 3aCTOCOBYIOTh PUGAMITIIIVH, TOTPIOHO PO3TNISHYTH AOIIIbHICTS MiABUIIEHHS H03U (IIYKOHA30JTY.

I'idpoxsaopomiasud: y mocnigxkeHHi papMaKOKiHETMYHOI B3a€MOIil OMHOYAaCHe 6araTokpaTHe
3aCTOCYBaHHS TiIpOXIOPOTia3uay y 3MOPOBUX HOOPOBOJIBIIB, SKi OTPpUMYBaIu GIyKOHA30II,
IiABHUINYBAJIO KOHIIEHTPAIlil0 (pyKoHa30y B m1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3aeMofIil He
BHMAararTh 3MiH y peXUMi 0O03yBaHHA (PIIyKOHA30Iy AJIA [alli€HTiB, Ki ONHOYAaCHO OTPUMYIOTh
CeyvoriHHi 3acobu.

Bnjug ¢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
migTBEpAKEeHUX B3a€MO/IiH, 1[0 ONMKUCAHI HUXKYe, TPU OOHOYACHOMY 3aCTOCYBaHHi 3 (HITyKOHA30/I0M
icHy€e pU3UK MigBUILEHHS Y IJa3Mi KpOBi KOHLIEHTPAlliX iHIIKUX CIIONYK, 10 MeTa00Ii3yI0ThCs,



CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH Taki KoMOiHallil mpemnapaTiB IOTPiOHO 3
00epexkHiCTIO; TPU IbOMY HeoOXiTHO PeTebHO CIIOCTepiraTv 3a CTAHOM MallieHTiB. [IpurHiyyBasbHa
mist rykoHas3ony Ha pepMeHTH 36epiraeTbcs mpoTsarom 4-5 mib mics #oro 3aCTOCYBaHHS V 3B'SI3KY 3
10r0 TPHUBAJIMM IIEPiOOOM HalliBBUBEMEHHS (IUB. Po3min «[IpoTUIIOKa3aHHSI»).

Anv(eHmatin: ogHOYACcHe 3acTocyBaHHS (HIyKoHa301y B 703i 400 mr Ta anbheHTaHiny B f03i
20 MKT/KT BHYTPIiIlTHLOBEHHO CYIIPOBOAXKYETHCS IBOKPATHUM 30i/bIIIeHHSM ITOKa3HUKA

AUC,, (moxnuBo, yepe3 iHrioyBauus CYP3A4). Lle 3ymMoBIioe HeOOXiIHICTh ¥ KOPUTYBaHHi HO3HU
anbQeHTaHiny.

AmimpunmusiH, HopmpunmuJiH: GpIyKOHA30J OCUTIIOE Ail0 aMiTPUIITUIIIHY Ta HOPTPUITUIIIHY.
PekoMeHIy€eThCST BUMIPIOBATH KOHIIEHTPALlil 5-HOPTPUNITUIIHY Ta/a00 S-aMiTPUNITUIIIHY Ha ITOYATKY
KoMOiHOBaHOI Teparii Ta yepe3 1 THXKOeHb micns ii moyaTky. Y pasi HeoOximHOCTI Tpeba
BIIKOPUT'YBaTHU [03Y aMITPUITUIIHY YY HOPTPUIITUJIIIHY.

Am¢pomepuuuH B: ogHOYacHe 3aCTOCyBaHHS (HITyKOHA30/y Ta aMpoTepulnHy B iHpiKOBaHUM MUIIaM
i3 HOpMa/lbHUM IMYHITETOM Ta iH(pIKOBAHMM MHUILIAM 3i 3HUKEHUM IMYHITETOM IIPU3BEJIO A0 TaKUX
pe3yIbTaTiB: HEBEJIMKUY afUTUBHUYN IPOTUTPUOKOBUI e(eKT IIpH CUCTEMHIN

indexiril Candida albicans, BigCyTHICTh B3a€MO{Iii Tpu BHYTPilIHbOUEpeMNHil iHdekIil Cryptococcus
neoformans Ta aHTaroHi3M ABOX IIpemapaTiB IIpU CUCTeMHiH iHbekil Aspergillus fumigatus.
KrniniyHe 3HaUeHHS LUX PE3yJIbTATiB HEBITOME.

AHmukoazyaaHmu: SiK i Ipy 3aCTOCYBaHHi iHIIMX a30IbHUX IPOTUTPUOKOBUX 3aC00iB, Ipu
OJHOYACHOMY 3aCTOCYyBaHHI (GIyKOHA30Jly Ta BappapruHy NOBIHOMIISIIIN IPO BUIIAOKU PO3BUTKY
KPOBOTeY (reMaToMa, HOCOBa KpOBOTeda, IINTyHKOBO-KUIIKOBA KPOBOTEYa, reMaTypisd Ta MeJieHa) Ha
TJIi TOOOBKEHHS MPOTPOoMOiHOBOTO Yacy. [Ipy 0fHOYACHOMY 3aCTOCyBaHHi (DITyKOHA30IIy Ta
Bap(dapuHy crocTepiranocs ABOKpaTHE MifABUIIEHHS IPOTPOMOIHOBOTO Yacy, iMOBipHO, BHACIILOK
npurHiveHHs Metaboniamy Bapdapuny uepe3 CYP2C9. IToTpi6HO peTenbHO KOHTPOJIIOBATH
IpoTPoMOiIHOBHUI YacC y MAIliEHTIB, SKi OMHOYACHO 3aCTOCOBYIOTh KYMapHHOBI aHTHKOATYISIHTA ab0
inmaupion. Moxke 6yTu He0OXiMHOIO KOPEKIiS 03U aHTUKOATYJISHTY.

BbeH3o0iaseniHu Kopomkoi 0ii, Hanpukaad, mMi0a3oaam, mpua3onam: Ipu3HadyeHHs HIYKOHA30Iy
IIiCJIs TepopaIbHOI0 3aCTOCYBaHHSA Mifja3ojIaMy MPU3BOAUIO OO 3HAYHOTO IMigBUIIEHHS KOHIIEHTpAIlil
Mifga3ojaMy Ta 40 OCUJIEHHS IICUXOMOTOPHUX edeKTiB. OfHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30y B
no3i 200 Mr Ta Miga3onamy B [03i 7,5 MI IlepopaibHO Ipu3Boauso fo nigsuuierHs AUC Ta nepiony
HamiBBUBeeHHsS V 3,7 Ta 2,2 pa3y BiAmoBigHo. 3acTocyBaHHS (GryKoHa30my B fo3i 200 mr/moby Ta
0,25 Mr Tpua3soamy nepopasbHO Ipu3Boauiio fo nigsuitneHHs AUC Ta nepiogy

HalliBBUBE[EeHHS Tpua3onamy y 4,4 ta 2,3 pa3y BignosigHo. [Tpy ogHOYaCHOMY 3aCTOCYyBaHHI
(bIyKOHa30I1y Ta TprasojiaMy CIIOCTepiranaocs NOTEHLiI0BaHHS Ta IPOJIOHTalis edeKTiB TpHa3oiaMy.

AKII0 malienTy, SKui IPOXOAUTh KypC JIiKyBaHHS (IyKOHA30JI0M, TpeOa 0OHOYACHO IPU3HAYUTHU
Tepariio 6eH3oia3eniHaMu, 03y OCTaHHIX MOTPIOHO 3MEHIIUTH Ta BCTAHOBUTH HaJIeXKHUU HATJSM 3a
CTAaHOM IIallieHTa.

KapbamaseniH: GiyKoHa30I MPUTHIUYyEe MeTa001i3M KapOaMaseliny Ta CIPUYUHSIE MiIBUIEHHS
piBHSa KapbaMaseniny B cupoBaTiii KpoBi Ha 30 %. [cHye pu3uK pO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kapbama3zeniny. Moxe 6yTu He0OXiTHMM KOPUTYBAHHS 03K KapOaMaseliHy 3a7eKHO Bif PiBHS HOTO
KOHIIEHTpAIlil Ta [il mpemapary.

biokamopu Kaavuiesux KaHaaie: mesiKi aHTaroHiCTY Kalbliio (HipegumiH, icpaguris,
aMJIONUIIiIH, BepamnaMin Ta penogumin) MetabomizyoTecs depmentom CYP3A4. ®dnykoHa3on
TIOTEHIINHO MOXKe ITiABUINYBATH CUCTEMHY €KCITO3UIli0 6JI0KaTOPiB KasbIlieBUX KaHAJIiB.



PekxoMeHOoOBaHUY PeTETbHUM MOHITOPHUHT IIIO0 PO3BUTKY MOOIYHUX peakilii.

Llenexokcub: mpu OMHOYACHOMY 3aCTOCYBaHHi (iykoHasony (200 mMr Ha moby) Ta 1e1eKokcuby

(200 mr) C,,, Ta AUC nenekokcuby migBuiiyBanucs Ha 68 % ta 134 % BigmosigHo. ITpu omHOYaCHOMY
3aCTOCyBaHHI 1leieKoKcuOy Ta QriykoHa3051y Moxke OyTH HeOOXigHUM 3MeHIIeHHS 03U IeJIeKOKCHOY
BABIUi.

Huxknaogpocpamio: ogHOYACHE 3aCTOCYBaHHA IUKI0pochaminy Ta GIyKOHa30Iy IPU3BOTUTH 0
nigBUIIeHHS piBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, BPaxOBYIOUM MOXKJ/IMBUM PU3UK MiIBUILIEHHS KOHIIeHTpalil 6inipybiny Ta
KpeaTHHIHYy B CUPOBATLi KPOBI.

®eHmaHi: TOBIHOMIISINIM TPO OOUH JIeTAIbHUYM BUIIAOK BHACIIIMOK iHTOKCHKAIlil (eHTaHiIoM uepes
MOXKJIMBY B3a€EMO[iI0 MiX (peHTaHiNIOM Ta ¢piayKoHa3o0yi0M. OTyKOHA30/1 3HAYHO YIIOBIIBHIOE
eniMiHanio ¢eHTaHiny. [TigBUIeHHSA KOHLIEHTpalll (eHTaHiIy MOXKe IPU3BOAUTH [0 MPUTHIYEHHS
IUXaHHS, TOMY Tpeba peTebHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe 0yTH HeoOXimHOI0 KOPEeKIlis
103U (peHTaHiny.

IH2i6imopu I'MI-KoA-pedykmasu: cyMicHe 3acToCcyBaHHS ¢IyKoHa30my Ta iHribitropis I'MI-KoA-
penykrasH, 1mo Metabonizyiotrecs CYP3A4 (aTopBacTaTHH Ta CUMBacTaTHH), abo iHribiTopiB M-
KoA-penyxkTa3sy, mo Metabonizyiotscsas CYP2C9 (drmyBacTaTuH), MiABUIIyEe PU3UK PO3BUTKY MiomaTil
Ta pabmomiosnisy. Y pa3i HeoOXiIHOCTI OMHOYACHOTO 3aCTOCYBaHHS LIMX MIpenapaTiB MoTPi6HO
PETEJIbHO CIIOCTEPIraTH 3a NalliEHTOM II00 BUHUKHEHHS CUMIITOMIB MionarTii Ta pabmomionisy i
IIPOBOOUTH MOHITOPHHT PiBHS KpeaTHHKIHA3HU. Y pa3i 3HAYHOTO HigBUINEHHS PiBHS KpeaTHHKiIHA3M, a
TaKOXK IIPH Iifo3pi 4u BUSIBIEHHI MiomaTii/pabmomioni3y 3acTtocyBaHHs iHTibiTOpiB 'MI'-K0A-
penyKTa3u IoTPiOHO MPUITUHUTH.

I6pumuHni6: momipHi inribiTopu CYP3A4, Taki sk GryKoHa3071, MigBUIIYIOTh KOHIIEHTPALIiI0
iOpuTHHIOy B I71a3Mi Ta MOXKYTh IiIBULITyBaTU PU3UK TOKCUYHOCTI. K0 HEMOXKIINBO YHUKHYTH
KoMOiHallii mpenaparis, MOTPiOHO 3HU3UTH 003y i6puTHUHIOY g0 280 Mr oguH pa3 Ha fo0y 3 METOI0
IIPOOBKEHHS 3aCTOCYBaHHS iHTibiTopa Ta 3a6e3MeYnT MOCTINHUN KITiIHIYHUN MOHITOPUHT.

Ieaka¢pmop: omHOYACHE 3aCTOCYyBaHHS iBakadTOPy, peryasaTopa TpaHCMeMOpaHHOI IPOBIAHOCTI IIpU
mykoBiciumosi (CFTR), 36inbiumo ekcro3utito iBakahTopy B 3 pa3u Ta eKCIO3HUIIi0
rigpokcumeTtuniBakadTopy (M1) y 1,9 pagy. IlauienTam, 5SiKi OgHOYAaCHO MPUMUMAaIOTh ITOMipHi
inri6itopu CYP3A, Taki 9K ¢IyKOHA30J Ta ePUTPOMILIMH, PeKOMEHI0BAHO 3HU3UTHU [03Y iBakapTOpy
no 150 mMr opuH pa3 Ha go0y.

Osanapub: momipHi inribitopu CYP3A4, Taki sk GpryKoHa30J1, MgBUINYIOTh KOHIIEHTPAIIiI0 OJlarmapudy
y IJIa3Mi KpOBi; OfHOYACHE 3aCTOCYBaHHS He PEKOMEHAYETHCS. AKII0 HEMOXKIIUBO YHUKHYTH
3aCTOCYBaHHS 11iel KoMOiHallil, mo3y omanapuby HeoOxigHO 3MeHIMTH 00 200 Mr gBidi Ha gOOY.

ImyHocynpecopu (Hanpukaad, YUuK/aA0CNOPUH, e8epoaimMyc, CUPOAIMYC I MAKPOAIMYC).

HuxkaocnopuH: GIyKOHa30J1 3HAYHO MifBuiye KoHeHTpauio Ta AUC nuknocnopuny. [Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHi ¢pnyKoHa301my y 1o3i 200 Mr/go0y Ta IUKJIOCIIOPUHY Y H03i

2,7 mr/kr/mo0y cnoctepiranocs 30inbmenuss AUC uuknocmopuny B 1,8 pasy. Lli mpenapaTu MoxXHa
3aCTOCOBYBATHU OJHOYACHO 3a YMOBU 3MEHIIEHHS A03Y LUKIIOCIOPUHY 3aJIeKHO Biff 10T0
KOHITIeHTpalIil.

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



Cupoaimyc: GIyKOHA30] MiABUIIYE KOHIIEHTPAIIiI0 CUPOIIMYCY B IJIa3Mi KPOBi, iMOBipHO, IIJISTXOM
IpPUTHIYeHHS MeTaboniamy cuponimycy pepmentom CYP3A4 ta P-rmikonpoTeinom. Lli npenapatu
MOZKHa 3aCTOCOBYBaTU OJHOYACHO 3a YMOBY KOPUTYBaHHS [0O3U CHUPOJIIMYCY 3aJIe’KHO Bif] PiBHSA
KOHIIEHTpallil Ta eeKTiB Bifl MpuiioMy IIpenapary.

Takpoaimyc: pIyKoHA30 MOXKe IMigBUITYBaTH KOHIIEHTpPAIlil TAKPOJIIMyCy B CUPOBATIIi KPOBi 70
5 pasiB 1pu #oro nepopajbHOMY 3aCTOCYBaHHi Yepe3 MPUTHiUeHHS MeTaboIi3My TaKpomiMycy
depmenTom CYP3A4 y kumieyHuKky. [Ipu BHyTPIITHEOBEHHOMY 3aCTOCYBaHHI TAKpPOIIMYCY He
CIIOCTEpiranocs 3HaYHUX 3MiH papMaKoKiHeTHKH. [TifBullleHi piBHI TaKPOJIiMyCy acoIlilol0ThCS 3
HepOTOKCUYHICTIO. [[03y TaKpOIiMyCy AJIs IIEPOPAIBHOTO 3aCTOCYBaHHS MOTPIOHO 3HUKYBATH
3aJIe’KHO Bifl KOHIIEHTpallil TaKPOIiMyCy.

JIozapman: GpyKoHA30/1 IPUTHIUYE ITePeTBOPEHHS J103apTaHy [0 Horo akTUBHOTO MeTabomity (E-31
74), 1110 3yMOBJIIOE OiNbIly YaCTUHY aHTAroHi3My [0 peLenTopiB aHrioten3uny Il mig gac
3aCTOCYBaHHS J103apTaHy. PEKOMEHI0BaHO 3[iliCHIOBATU IOCTIMHUY MOHITOPUHT apTepiarbHOTO
TUCKY B IIAI[l€HTIB.

MemadoH: GpnyKOHa30J1 MOXKe MifBUINYyBaTH KOHIIEHTPallil0 METafIOHY B CUPOBaTLi KpoBi. [Tpu
OHOYaCHOMY 3aCTOCYBaHHi MeTaioHy Ta (GIyKOHa30/y Moxke OyTH HeoOXimHMM KOPUTYBaHHS 03U
MeTafoHy.

HecmepoidHi npomusanaavHi npenapamu (HII3I1): mpu ogHOYaCHOMY 3aCTOCYBaHHi 3 PIIyKOHA30JI0M
Cx Ta AUC drypOinpodeny migeuiyBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIBHSIHO 3 BiANOBIAHUME
IIOKa3HUKaMH MIPU 3aCTOCYBaHHi Tinbku Qypbinmpodery. AHaNIOTiYHO IPU OOGHOYACHOMY
3acTocyBaHHi (rrykKoHa3omy 3 pauemignuM ibynpodenom (400 mr) C,,., Ta AUC apmakoiorivao
aKTUBHOTO i30Mepy S-( )-ibynpodeny migBumrysanucs Ha 15 % Ta 82 % BifNoOBiIHO MOPIBHSHO 3
BiATIOBigHMMM MMOKAa3HWKAMHU IIPU 3aCTOCYBaHHI TiJIbKYM palleMiuHoro ibymnpodeny.

®1yKOHA30JI IOTEHIIINHO 30aTHUM MiABULIYBATU CUCTEMHY eKcrno3ulito inmmux HII3TII, mo
MeTabomnizyoTbess CYP2C9 (Hanmpukiiaf, HallpOKCEHY, IOPHOKCUKAMy, MeJIOKCUKaMy, TUKIIOPEHaKY).
PekoMeHIOBAHO MEPiOgUYHO 3[iMCHIOBATA MOHITOPHUHT MOOIYHUX PeakKIliii Ta TOKCUYHUX IIPOSIBIB,
noB’si3anux i3 HII3I1. Moxe 3HamobuTucs KopuryBanus go3u HIT3TII.

®eHimoiH: HTyKoHA30I MPUTHiUye MeTaboi3M GeHiToiny B nevinii. OqHo4acHe 6araTopa3oBe
3actocyBaHHS 200 MT riykoHa3omy Ta 250 Mr ¢eHiTOIHy BHYTPIIIHHOBEHHO NIPHU3BOAUTE 10
nigsuitenHs AUC,, denitoiny Ha 75 % Ta C,,, Ha 128 %. [Tpu omHOYaCHOMY 3aCTOCYBaHHI IUX
JiKapCchbKuX 3aco0iB MOTPiOHO MPOBOAUTH MOHITOPUHT KOHIIEHTpallii GeHiTOIHy B CUPOBATII KPOBi AJIS
YHUKHEHHS PO3BUTKY TOKCHYHOI [iii HeHiToiHy.

ITpedHi30H: IOBIMOMIISANIM TIPO BUIIQMOK, KOMIK V TAlliEHTa IIiCJIs TPaHCIJIaHTallil medyiHKu Ha Tl
3aCTOCYBaHHS IPEOHI30HY PO3BUHYJIaCd rocTpa HeOOCTAaTHICTh KOPY HafHUPKOBUX 3a/103, 110
BUHUKIIA ITiCJIST MPUIMHEHHS TPUMICSIYHOTr0 Kypcy Tepatnii hprykoHa30moM. [IpunuHeHHsS
3aCTOCyBaHHS (DITyKOHA30I1y, iIMOBIPHO, CIPUYMHUIIO TOCUIeHHS akTUBHOCTI CYP3A4, 110 npusBeno
[0 IPUCKOpPeHHs MeTabommi3My mpenHi3ony. Tpeba peTenbHO CTEXUTH 3a MallieHTaMH, SKi TPOTIroM
TPUBAJIOTO YacCy OOHOYACHO 3aCTOCOBYIOTh (DIIYKOHA30J1 Ta MPEgHi30H, 3 METOI0 IOIepeaKeHHS
PO3BUTKY HEIOCTAaTHOCTI KOPY HaJHMUPKOBUX 34103 MiC/Isl IPUIKHEHHS 3aCTOCYBaHHS (DJIyKOHA30Iy.

PugabymuH: ¢nykoHa30J migBUINYE KOHIIEHTPaIlilo prudadyTUHY B CHPOBATIIi KPOBI, III0 IPHU3BOAUTD
no 36inbmenHss AUC pudabytuny mo 80 %. [Ipu ogHOYacHOMY 3acTOCyBaHHI (QIyKOHa305y Ta
pubabyTHHY TOBIHOMIIANIOCS PO BUIAAKK PO3BUTOK yBeITy. IIpu 3acTocyBaHHI Takol KOMOiHAIIi1
JIiKapChbKMX 3aco0iB mOTpiOHO OpaTé 4O yBaru CUMITOMYU TOKCUYHOI Iil pudadyTuHy.



CakseiHaegip: ¢hmykona3son mippuinye AUC Tta C,,, cakBiHaBipy npu6nu3uo Ha 50 % Ta 55 % BifmoBimHO
yepes NpUrHiueHHs MeTabomni3mMy cakBiHaBipy B neuinili ¢epmenTom CYP3A4 Ta uepe3s inribyBaHHS
P-rnikompoteiny. B3aemopil Mixk (hyKoHa3010M Ta CaKBiHaBipOM/pHUTOHABIpOM He OOCIigKYyBally,
TOMY BOHUM MOXKYTb OyTH Oifblll BUpaxkeHUMH. Moxe 0yTH HeoOXifHMM KOPUTYBaHHS 03U
CakBiHaBIpY.

IToxiOHi cynb(hoHIiACEHOBUHU: OTHOYACHE 3aCTOCYBaHHS (PIIYKOHA30JTy 3 TepOpaJbHUMU MOXiqHUMU
CynbhOoHiICeYOBHHY (XTTOPIIPOIaMif], TTiOeHKIAMIfl, TIimi3ug Ta ToI0yTaMi) TPU3BOIUIIO 0
IIPOJIOHTYBaHHS NEePiofy 1X HalliBBUBENEHHS. PeKOMEHOYEThCS MPOBOOUTH YaCTUX KOHTPOJb YKPY B
KPOBI Ta BiiMIOBITHUM YHMHOM 3HMKYBaTH 403y IMOXiOAHUX CYIb(OHITICEYOBUHY IPU OTHOYACHOMY
3aCTOCYBaHHI 3 (JIyKOHA30JIOM.

TeoginiH: 3acTocyBaHHS PryKoHa30my 1mo 200 Mr npoTtsarom 14 [HIB IPHU3BEJIO N0 3HUKEHHS
CepengHbOro KilipeHcy Teodininy y mna3Mi KpoBi Ha 18 %. 3a nmauieHTamMu, AKi 3aCTOCOBYIOTh TeO(iIiH
y BUCOKHUX 003aX a0o sIKi MaloTh MigBUINEHNWM PU3UK PO3BUTKY TOKCUYHUX IIPOSIBiB TeoDisTiHy 3 iHIINX
npu4uH, Tpeba BCTAHOBUTH HarJISA MO0 BUSIBIEHHS 03HAK PO3BUTKY TOKCHUYHOI [il Teodiminy.
Teparmito mOTPi6HO 3MiHUTY IIPHU MOSIBi 03HAK TOKCUYHOCTI.

Togauyumuni6: BruB ToPaluTHHIOY 3pOCTa€ MPKU OMHOYACHOMY 3aCTOCYBaHHI 3 JTiKapChKUMHU
3acobaMu, IKi MpuU3BOAATH 00 moMipHOTO iHriOyBaHHS CYP3A4 Ta noryxHoro inrioysanus CYP2C19
(Hampuknan ¢nykoHason). ToMy peKOMeHI0BaHO 3HU3UTH 03y TOPaluTHHIOY 0 5 MI OMH pa3 Ha
no0y B KoMOiHalligX i3 I[UMU IIpernapaTaMu.

Toneanman: excno3utlis TonBanTtany (cyoctpaty CYP3A4) 3nauno 36inbmyeThes (200% AUC; 80%
C.nay) TIPH HOTO OTHOYACHOMY 3aCTOCYBaHHI 3 GyKoHa3070M (nmomipuui inribitop CYP3A4), Ta,
BiATIOBigHO, 3pOCTAa€ PU3MK BUHMKHEHHS TAKUX MOOIYHUMX Peakllifl SK MOCUIIeHHS Oiypesy,
3HEBOOHEHHS 1 TOCTpa HUPKOBA HEJOCTATHICTh. Y pa3i OMHOYAaCHOI0 3aCTOCYBaHHS, 103a TOJIBAIITaHY
NOBUHHA OyTU 3MeHIIIeHa BiiIOBIAHO 00 MOT0 iHCTPYKIIii, a 3a mallieHToM IOTPiOHO crocTepiraTu
OO0 TIOSIBY IOOIYHUX PeaKIlil.

Asnkanoiou 6apeiHky: GrnykoHa3oJ, iMoBipHO, Yepe3 iHridyBanus CYP3A4 MoxKe CIPUYUHSTH
IiABUIIEeHHS KOHI[EHTPAIlil anKanoifgiB 6apBiHKY B IJIa3Mi KPOBi (HalpuKIIaf, BIHKPUCTUHY Ta
BiHOJIACTUHY), 1110 TPU3BOOUTD IO PO3BUTKY HEMPOTOKCUYHUX €(PEKTIB.

Bimamin A: IOBIIOMJISITIY, 110 Y MAI[i€eHTa, SKUU OMHOYACHO 3aCTOCOBYBAB TPAHCPETUHOEBY KUCIIOTY
(xkucmoTHa hopMa BiTaMmiHy A) Ta HIyKOHA30], ciocTepiranucs nobigyni peaxuii 3 60ky LITHC y dhopmi
TICEBIOTYMOPY T'OJIOBHOTO MO3KY, 1110 3HUK ITicys BigMinu dnykonasony. Li mikapchki 3aco6u MoxkHa
3aCTOCOBYBATH OJHOYACHO, ajie Tpeba maM’siTaTu PO PU3UK BUHUKHEHHS M00iYHUX peakIlii 3 60Ky
LTHC.

Bopukona3zoa (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): ogHO4YacHe 3aCTOCYBaHHS BOPUKOHA30Iy
nepopanbHo (mo 400 Mr KoxHi 12 rogus npotsarom 1 gus, nmotiM 1o 200 Mr kKoxHi 12 rogun
IpoTATroM 2,5 gHS Ta (IyKOHa30iy mepopaibHo (400 Mr y nepuiuid geHs, oTiM 1o 200 Mr KOXHi

24 roguHu npotsaroM 4 HiB) npu3sseso fo nigsuuierHd C,,, Ta AUC, BODUKOHA30J1y B CEPEIHBOMY 0
57 % (90 % OI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %, 128 %) BinnoBigHo. HeBimoMo, Ui IpU3BOOUTH
3HUKEHHS 03U Ta/a0o YacTOTU 3aCTOCYBaHHS BOPHKOHa3011y abo GIyKOHA30/Iy N0 YCYHEHHS TaKOTOo
edekTy. [Tpu 3acTOCyBaHHI BOPUKOHA30JTy Miciis (HIIyKOHA30/Iy IOTPiOHO IIPOBOAUTH CIIOCTEPEKEHHS
IIOI0 PO3BUTKY MOOIYHUX e(eKTiB, acolili0BaHUX i3 BOPUKOHA30JI0M.

3udosyoduH: ¢nykorazon migsumye C,.. Ta AUC 3ugoBynuny Ha 84 % Tta 74 % BiAmoBifHO, 10
3YMOBJIEHO 3HUKEHHSIM KITipeHCYy 3UA0BYOUHY MpubIn3HOo Ha 45 % IIpU HOT0 IepopaabHOMY
3acTocyBaHHi. [Iepion HamiBBUBENEHHS 3UNOBYAUHY OYB TaK0XK MOOBXKeHUM MpruOnu3Ho Ha 128 %



micIIst 3aCTOCyBaHHS KOMOiHallil ¢hIyKoHa301y Ta 3UAOBYAUHY. 3a MalliEHTaMH, SIKi 3aCTOCOBYIOTh
Taky KoMOiHallito mikapchkux 3aco6iB, TOTPiOHO CroCTepiraTy 00 PO3BUTKY MOGIYHUX peakIlil,
II0B’A3aHUX 13 3aCTOCYBaHHAM 3UNOBYIUHY. MOXKHa PO3TJISHYTU OOLUUIBHICTE 3HUKEHHS N03U
3UOBYIUHY.

A3umpoMilyuH: TP OGHOYACHOMY [epOopaIbHOMY pa30BOMY 3aCTOCYBaHHI a3iTpOMILIMHY Ta
dbmykoHa3ony B go3ax 1200 mr ta 800 Mr BigmoBigHO XKOAHUX 3HAUYIINX (hapMaKOKiHETUYHUX
B3a€EMOJil BUSBJIEHO He OyJI0.

ITepopasvHi KOHMpayenmueu: Ipu 3aCTOCYyBaHHI (pIyKOHa305y B 4031 50 Mr BIJIMBY Ha PiBEHb
TOpMOHiB He 0yJ10, TOZi SIK ITPX 3aCTOCYBaHHI QykKoHa30iy B 7031 200 Mr Ha go0y criocTepiranocs
30inpmenHss AUC etuHinectpamiony Ha 40 % Ta neBoHoprectpeny - Ha 24 %. Lle cBimuuTh PO Te, 110
faraTopa3oBe 3aCTOCYBaHHS (GIYKOHA30Jly B 3a3HAYEHUX N03aX HABPSA UM MOXKe BIIJIUBATH Ha
e(eKTHBHICTL KOMOIHOBAHOTO IT€POPaIbHOI0 KOHTPALIETITUBA.

Isakagpmop: CynyTHE 3aCTOCYBaHHS 3 iBaKadTOPOM, IifACUIIIOBaYeM MYKOBiCITUIO3HOTO
TPaHCMeMOPaHHOT0 PETYJISITOPA IPOBITHOCTI, MiIBUINY€E eKCIIO3uIIii0 iBakadTOPy B 3 pa3y, a
rigpokcumeTtuniBakadTopy (M1) - y 1,9 pa3sy. [115 nauieHTiB, SKi 0IHOYaCHO 3aCTOCOBYIOTh IIOMipHi
inri6itopu CYP3A, Taki 9K QIyKoHa30JI i epUTPOMIIINH, PEKOMEHAYETLCS 3HUKEHHS N03HU iBakahTOpy
no 150 mr 1 pa3 Ha fmo0y.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Ilepmamodpimia. Bimomo, 1110 IIpu 3aCTOCyBaHHiI GIIyKOHA30/Iy O TiKyBaHHS AepMaTodiTil y miTen
OCTaHHI! He IepeBUIllyE IPru3e0(]yIbBiH 3a e(PeKTUBHICTIO i 3aralbHUY MOKa3HUK €(PEKTUBHOCTI
cTaHOBUTH MeHIIe 20 %. ToMy ¢yKOHa30/1 He MOXKHA 3aCTOCOBYBATH [JId JIiIKyBaHHS gepMaTodiTil.

Kpunmoxkoko3s. [1Ioka3iB epeKTUBHOCTI (HhIIyKOHA30JIy AJIS JIiKyBaHHS KPUITOKOKO3Y 1HIIUX
JoKaJi3aliil (HanpuKiag, IereHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y IIKipH) HeOCTaTHLO, TOMY
pPeKOMeH[alli o0 [030BOT0 PeXKUMY [Jid JIiKyBaHHS TaKUX 3aXBOPIOBaHbL HEMaAE.

I'1uboki eHOemiuHi Miko3u. [Joka3iB eeKTUBHOCTI (IyKOHA307y [JIs JTiKyBaHHS iHIINX (HOpM
eHJIeMiYHMX MiK03iB, TaKUX SK IapaKOKIMIi0iqoMiK03, TicTomIa3Mo3 Ta MKipHO-TiMpaTuIHuM
CIIOPOTPUX03, HEOOCTAaTHLO, TOMY PEKOMEHalliX 100 J030BOT0 PeXUMY A/ TiKyBaHHS TaKUX
3aXBOpPIOBaHb HEMaAE.

Hupkosa cucmema. TanienTaM i3 mopymeHHIM QYHKIIINM HUPOK IpenapaT MOTPiOHO 3aCTOCOBYBATH 3
obepexHicTIO (muB. po3min «Crocib 3aCTOCYBAHHS Ta TO3U»).

Hedocmamuicmb HaOHUpKosux 3as103. KeTOKOHa30, SIK BiloMO, CIIPUYMHSIE HEAOCTATHICTD
HaJHUPKOBUX 3aJ103, i Ile TAK0XK MOXKe CTOCYBaTUCS (IYKOHA30Jy, X04a CIIOCTEPITaETHCS PigKO.
HepocTtaTHiCTh HAOHUPKOBUX 3aJ103, IOB'A3aHa 3 OMHOYACHUM JIIKyBaHHSM IIPEAHI30HOM, OlKcaHa y
nigpo3nini Bnaue ¢paykoHaszoay Ha iHWi aikapcbKi 3acobu po3piny «B3aemogpis 3 iHIIuMuU
JiKapChKUMU 3acobaMu Ta iHIIi BUIKM B3aEMOIIN».

I'enamobiaiapHa cucmema. IlarieHTaMm i3 nmopyureHHSAM QyHKIIM eYiHKy mpenapar moTpibHo
3aCTOCOBYBaTH 3 00epexkHiCTI0. 3aCTOCyBaHHS (HITYyKOHA30JIy acoIliloBasiocs 3 BUHUKHEHHSIM
pigKicHUX BUIIa[KiB PO3BUTKY TSIXKKOI rellaTOTOKCUYHOCTI, BK/II0YAl04H JIeTallbHi BUMIQIKU, TOJTIOBHUM
YHMHOM Y TAIli€HTIB i3 TAKKAMHU OCHOBHUMHU 3aXBOPIOBAaHHSIMU. Y BUITaAKaX, KOIU PO3BUTOK
reraToTOKCUYHOCTI acollifoBaBCcs i3 3acToCcyBaHHAM (IIyKOHa30:1y, He OyJ0 Bif3HAYEHO il IBHOI
3aJ1eXKHOCTI Bifl 3aranbHOI J0OOBOI MO3Y MIpernaparty, TPUBAJIOCTI Teparii, cTaTi abo BiKy mallieHTa.



3a3Buyall TeNaTOTOKCUYHICTh, CIpUYMHEHa (BITyKOHa30710M, 000POTHA, a ii MPOSIBA 3HUKAIOTH IMiCIIS
IPUIMHEHHS Teparil.

3a mallieHTaMu, y SIKUX IIPU 3aCTOCYBaHHi (IYKOHA30Iy CIIOCTEPIraloThCS BigXUIEHHS pe3ynbTaTiB
GbyHKITi0HaMEHUX P00 MeviHKY, TOTPiOHO BCTAHOBUTU PETENIbHUM HATJISA[ 00 PO3BUTKY OibIil
TSI2KKOTO YpaXkKeHHS MeYiHKY.

[TamienTiB Tpeba npoindopMyBaTH PO CUMIITOMH, 110 MOXKYTh CBIIUMUTH PO CEPUO3HUIM BIJIUB Ha
NeviHKy (BUpaXkeHa acTeHis, aHOPeKCis, MOoCTiiHa Hyq0Ta, O/1I0BaHHS Ta KOBTSHUIIS). Y TaKOMYy pasi
3aCTOCyBaHHS (GIyYKOHA30Jy NOTPiOHO HeralHO IPUIMHUTH Ta IIPOKOHCYILTYBATUCS 3 JIIKApeM.

Cepuego-cyOuHHa cucmema. Jlesiki a3omu, 30KpeMa i (pIyKoHa30JI, aCOLiI0ITLCS 3 TOA0BKEHHIM
inTepBany QT Ha enekTpokapgiorpami. ®1yKOoHa30J1 COPUYMHSAE TOA0BXKEeHHA iHTepBanny QT migxoM
iHribyBaHHS CTPyMY i0OHIB UYepe3 KaslieBi KaHanu BHYTpimHLOro BunpamieHHs (Ikr). ITomoBxkeHHS
inTepBany QT, cupu4nHeHe iHIMKUMU TiKapChKUMU 3aco00aMy (TaKUMU K aMiofapoH), MOXKe
TIOCUJTIOBATHCS BHACTINOK iHTiOyBauHsa GpepmenTy CYP3A4 mutoxpomy P450. IToBimommsinu mpo gyxe
pigkicHi Bunagku nopgoxkeHHs iHTepBany QT Ta mapoKcH3MasbHOI IITYHOYKOBOI TaxiKapail THUITY
«IipyeT» IIPH 3aCTOCYBaHHI QyKoHa305y. Taki MOBiqOMIEHHS CTOCYBAJIACS MALli€HTIB i3 TIXKKUMU
3aXBOPIOBaHHSIMU IIpU NOegHAHHI 6araThox (HakTopiB PU3UKY, TAKUMHU SIK CTPYKTYPHI 3aXBOPIOBaHHS
ceplis, IOpYyIIeHHs eJeKTPOJIiTHOro 00MiHy Ta OfHOYACHe 3aCTOCYBaHHS iHINNX JiKapChKUX 3ac00iB,
110 BIiuBaloTh Ha iHTepBan QT. [TallieHTH 3 TiOKalieEMi€l0 Ta TSIXKKOI0 CeplLieBOI0 HEOOCTATHICTIO
MaIOTh IiIBUIIEHUN PU3UK BUHUKHEHHS XKUTTEBO HeOE3MEeUYHUX IUTYHOYKOBUX apUTMIl Ta
IIapOKCU3MAaJIbHOI IITyHOYKOBO! TaxiKapmil TUIY «IipyeT».

®nykoHa30y1 Tpeba 3 00epeKHICTIO 3aCTOCOBYBATH TallieHTaM i3 pU3UKOM PO3BUTKY apUTMil.
OpgHOYacHe 3aCTOCYBaHHS Pa3oM i3 TiKapChKUMM 3acobaMu, 1110 IPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoThcs 3a gonoMoroio hepmenty CYP3A4 nutoxpomy P450, mpoTumnoka3aHe (qUB. pO3Minu
«IIpoTunoka3aHHs» Ta «B3aemofis 3 iHIIUMY TiKapChbKUMU 3aco0aMu Ta iHII BUOU B3a€MOMIN»).

I'anopanmpun. F'anodanTtpun € cydctpatom pepmenty CYP3A4 i mponourye intepsan QTc npu
3aCTOCYBaHHI y PeKOMEHI0OBaHUX TepalleBTUYHUX f03ax. OgHOYacHe 3aCTOCYBaHHA rajohaHTPUHY Ta
(byKoHa301y He peKOMEHOYEThCS (OUB. Po3Min «B3aemopis 3 iHIIMMU JTiKapChbKUMU 3aco0aMu Ta
iHmI BuOM B3aeMOIin»).

ITepmamonoaiuri peakuii. ITig 9ac 3acTocyBaHHS (HITYKOHA30IY PigKO MOBIMOMIISIOCS PO PO3BUTOK
TaKUX eKC(oJiaTUBHUX IMIKIpHUX peakiiil K cuaapoM CTiBeHca - [I2KOHCOHA Ta TOKCUYHUU
enigepManbHUl HeKpoii3. [10BimoMsAIM NPO MeJUKaMEHTO3HY PEakiliio 3 €03UHOMIIIEI0 1
cucremuuMu nposiBamu (DRESS). IManientu, xBopi Ha CHIII, GinbIi CXUITbHI 00 PO3BUTKY TSIKKHUX
IKipHUX peakiliil Tpu 3aCTOCyBaHHi 6araThox JiKapchKux 3aco6iB. FAKIIO y MallieHTa 3 T0OBEPXHEBOIO
rpubKOoBOIO0 iH(DEKITi€t0 3’ IBII0TLCS BUCHIIaHHS, 1110 MOXKHA II0B'3aTH i3 3aCTOCYBAHHSIM
(bIyKoHa30I1y, OJasblle 3aCTOCYBaHHS NpenapaTy Tpeba NpUNUHUTH. fAKINo y mallieHTa 3
iHBa3MBHOI0/CUCTEMHOI0 I'PUOKOBOIO iHGEKITIEI0 3’ ABMSIOTHCS BUCUIIAHHS Ha IIKipi, 3a #OT0 CTaHOM
noTPiOHO peTeNbHO CIOCTEPiraTy, a y pasi po3BUTKY OyIb03HUX BUCUIIAHb a00 MyNTbTUGHOPMHOI
epUTEeMU 3aCTOCYyBaHHS (DITYKOHA30/Y MOTPIOHO IPUIIUHUTH.

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

ITumoxpom P450. ®nykoHa3zon € nomipauM inriditopom dhepmentis CYP2C9 ta CYP3A4. Takox
bnykoHa3o1 € noMipauM inribiTopom pepmenty CYP2C19. Tpeba crocTepiratu 3a CTaHOM IaAIli€HTIB,
SKi OTHOYaCHO 3aCTOCOBYIOTH (PIyKOHA30JI Ta IIpernapaTy 3 By3bKUM TepaleBTUYHUM BIKHOM, III0
MeTabomi3zyoThcs 3 yuyacTio CYP2C9, CYP2C19 ta CYP3A4 (guB. po3nin «B3aemMopist 3 iHImmMMu



JiKapChKUMHU 3acob0aMu Ta iHIIi BUAKU B3aEMOIiN»).

TeppeHaduH. [ToTpiOHO peTeNbHO CIOCTEPIraTH 3a CTAHOM IallieHTa IIPY 0OJHOYAaCHOMY 3aCTOCYBaHHI
Tepdenaguny Ta ¢haykoHa3omy B no3i Menie 400 mr Ha 7o0y (muB. po3pinu «IIpoTunokasaHHA» Ta
«Bzaemogis 3 iHIIUMY JTiIKapCHKUMHU 3aco0aMu Ta iHIIM BUIU B3aEMOIIN»).

KaHoudo3. [JocniaxeHHS MOKa3aayd 3pOCTaHHS MOMKpPeHoCTi iHdekii Buny Candida, BigMiHHUX

Bi C. albicans. BoHY 4acTo € IpUPOIHO pe3ucTeHTHUMHU (Hanpuknan, C. krusei ta C. auris) abo
NEMOHCTPYIOTh 3HUKEHY YyTNUBICTh [0 dhiykoHa3ony (C. glabrata). Taki iHdekIIil MOXYTh
noTpebyBaTy anbTEPHATUBHOI IPOTUTPUOKOBOI Teparlii yepe3 HeeeKTHUBHICTH NTiKyBaHHS. ToMy
PEKOMEHAYEThCS BpaX0BYBaTU IOLIKMPEHICTh PE3UCTEHTHOCTI Pi3HUX BUAIB Candida 0o ¢pnyKoHa3o07y.

IonomidxcHI peuyosuHu.

[IpemapaT MiCTUTH J1aKTO3y. fAKIIO y MallieHTa BCTAHOBJIEHA HEIIePEHOCUMICTh JeIKUX
IIyKpiB, Tpeba MPOKOHCYIbTYBATUCS 3 JIiKapeM, MepIll HiXK MpuiMaTu el TiKapchbKui 3acio.

3acmocysaHHAa y nepiod sazimHocmi abo 200y8aHHs 2py00H0.
Bazimuicmo.

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

[ToBimoMIIsITIOCS TIPO YHCENTbHI BPOAKEH] IMaTooril y HOBOHapooKeHuX (BKItoyaoun Opaxinedartiio,
[MCIIIa3iio BYyIIHOI paKOBUHU, HaAMipHe 30i/bIIIeHHS ITepefHbOro TiM'sTYKa, BUKPHBIIEHHS CTETHA,
IIJIeYOIIPOMEHEBUM CUHOCTO3), MaTepi IKUX IIpHiMany BUCOKi fo3u ¢ykoHazomy (400-800 Mr/goly)
IPOTSATOM IIPUHANMHI TPhOX a00 OinbIle MicSILiB A7 JTiKYBaHHS KOKITUAI01M03y. 3B’ 130K Mixk
3aCTOCYBaHHSM (hIYKOHA30Jly Ta IMMU BUMIaJKaMHU He BU3HAYEHUH.

HocnigXeHHS Ha TBapHUHAX IIPOEMOHCTPYBaIA PEIPOAYKTUBHY TOKCUYHICTE.

He crig 3acTocoByBaTH 3BMYaiiHi 1031 (IyKOHA30Jly Ta KOPOTKOTPHBAI KypCH JTiKyBaHHS
(bIyKOHA30JI0M Y Mepiof BariTHOCTI, 3a BUHSITKOM KpaliHbOI HeOOXigHOCT.

He crig 3acTocoByBaTH BHCOKi 003U (PIyKOHA30JIy Ta/abo TprBai KypcH MiKyBaHHS (DITyKOHA30JI0M y
1epiof BariTHOCTI, 3a BUHATKOM JIiIKyBaHHS iH(EKIIiH, 110 MOXKYTh 3arp0KyBaTH XKUTTIO.

I'odysaHHA 2pydoro.

®nyKoHa30J1 TPOHUKAE ¥ TPyOHE MOJIOKO Ta ocATrae KOHIEHTpallii mofi0Hol 7o piBHA Yy Myia3Mi KPOBi
(Ous. po3min «®apMakoKiHeTuKa»). [ogyBaHHS IPYAA0 MOXKHA IPOAOBKYBATH IIiCIIsI Pa30BOT0
3aCTOCYBaHHS 3BUYalHOI 103U (PIyKOHA30JTy, 110 CTaHOBUTDL 150 M.

TomyBaTH TPYAIIO HE PEKOMEHAYEThCS Ipu 6araTopa3oBOMYy 3aCTOCYBaHHi (GIyKOHa301y abo mpu
3aCTOCYBaHHI BUCOKUX 03 (QIIyKOHA3OTY.

Crig OLiIHUTH KOPUCTh TOOYBaHHS TPYAAI0 A/ PO3BUTKY i 3MOPOB’SI AUTHHY, a TaKOXK KITIHIYHY
norpeGy MaTepi y npemnaparti ®ynuc® i 6yas-aKi moTeHiliHi 1o6iuni edpexTu npemnapaty Oyuuc® aGo

OCHOBHOI'O 3aXBOPIOBaHHA MaTepi OJisi DUTUHU, AKa OTPHUMYE IrpyJHE BUTOJOBYBAHH.

depmusbHicmb.



®yKoHA301 He BIJIMBAB Ha PEPTUIBHICTb CaMIliB Ta CaMOK IIypiB.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi asBmompaHcnopmom abo iHwumu
MexaHiamamu.

HocnimxeHb BINIUBY (IYKOHA30Jy Ha 3MATHICTh KEPyBaTH aBTOTPAHCIIOPTOM abo IpalfioBaTH 3
IHIIMMY MeXaHi3MaM¥ He TPOBOIUIIH.

[TauieHTiB MOTPiOHO MOiHGOPMYBaTH IIPO MOXKJIUBICTh PO3BUTKY 3allaMOpo4YeHHs abo CcyaoM (OuB.
po3min «ITo6iuHi peakiiii») mim yac 3aCTOCOBYBaHHS Ipemnapary. [Ipyu po3BUTKY TaKUX CUMIITOMIB He
PEKOMEHIYEThCS KepyBaTU aBTOTPAHCIIOPTOM ab0 IpaloBaTH 3 iHIIMMY MeXaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.
[IpenapaT 3acTOCOBYBaTH NepopasnbHo. [IpuitoM npemnapaTy He 3a/eKUTh Biff IPUUOMY 1XKi.

To6oBa mo3a GhIyKOHA30Iy 3ajIeXKUTh Bifl BUAY Ta TSIXKKOCTI rpubKoBoi indekii. [Tpu HeobxigHOCTI
6araTopa3oBOr0 3aCTOCYBaHHS IIpelaparTy JTiKyBaHHS iHGEKIIiN mOTPiOHO MPOAOBXKYBAaTH [0
3HMKHEHHS KJTIiHIYHUX Ta J1a00paTOPHUX MPOSIBiB aKTUBHOCTI rpuOKoBOi iHdekIril. HemocTaTHs
TPUBAJICTh JIIKyBaHHSA MOKe IIPU3BECTH 10 BiJHOBJIEHHS aKTUBHOTO iHQEKIIMHOr0 IPOLECy.

[Topocai.

Kpunmokoxos.

- JIikyBaHHS KPUIITOKOKOBOI'O MEHIHTITY: HaBaHTaXyBaJIbHa 403a CTaHOBUTH 400 MI y Iepiiuil feHb.
[TinTpumytoua mo3a - 200-400 mr/mo0Oy. TpuBamicTh JTiKyBaHHS 3a3BUYall CTAHOBUTH

moHalmMeHIe 6-8 TuxHiB. [1py iHGEKIIiAX, 110 3aTPOXKYIOTh KUTTIO, 1060BY 003y MOXKHA 30iMbIIUTH
mo 800 mr.

- IligTpuMmytoya Teparmnis A molepenkeHHs PelIUIUBY KPUIITOKOKOBOI'O MEHIHTITY B IIAI[l€HTIB i3
BHCOKUM PU3UKOM HMOT0 PO3BUTKY: PEKOMEHI0BaHa [03a IIpenapaTty cTaHOBUTL 200 Mr/moby
IIPOTATOM HEOOMEKEHOT0 Yacy.

Kokyuodioidomiko3. PekomeHnoBaHa go3a cTaHoBUTH 200-400 mr/mo6y. TpuBasicTh JTiKyBaHHS
cTtaHoBUTH 11-24 Micsi abo moBIIe 3a7€KHO Bif CTAHY HallieHTa. [ TiKyBaHHS OesIKuX GopM
indekii, a 0co6MBO s NTiKyBaHHS MEHIHTITY, MOXe OyTH HOLINIBHUM 3aCTOCYBaHHS NO3U

800 mr/mo0y.

IneasueHi kaHOuOdo3u. HaBaHTaxyBaibHa 003a cTaHOBUTH 800 Mr y nepimuii geHs. [linTpuMyoda
no3a - 400 mMr/mo0y. 3a3Bu4ail peKOMeHj0BaHa TPUBAJIIiCTh JIiIKYBaHHSA KaHAUAEMil CTAHOBUTD 2 THUKHI
IIiCJIs TIepIINX HETaTUBHUX PE3Y/IbTaTiB MTOCIBY KPOBi Ta 3HUKHEHHS 03HAK i CHMIITOMIB KaHTUOEMil.

Kanouodos causosux 060/10HOK.

- Kangumo3 poTorIoTKY: HaBaHTaXKyBaslbHa f03a cTaHOBUTH 200-400 Mr y nepiiuy geHsb,
nigTpuMyioda fo3a - 100-200 Mr/no0y. TpuBamicTh NiKyBaHHS CTaHOBUTH 7-21 eHb (OO OOCATHEHHS
peMicii), arme mMozxke O6yTu 306inblleHa [AJg MalLi€HTIB i3 TIXKUM iMyHOOeQilIuTOM.

- Kaumupmos cTpaBoxony: HaBaHTaxyBaibHa g03a CTaHOBUTH 200-400 Mr y mepiunii feHb,



migTpuMytoda mo3a - 100-200 mr/no0y. TpuBamicTs nmikyBaHHS cTaHOBUTE 14-30 mHIB (OO MOCSATHEHHS
pewmicii), ame Mozxke OyTu 30inmbINeHa A7 HALi€HTIB i3 TIXKUM iMyHOmeQIiIIuTOM.

- Kaupunypisi: pekoMeHmoBaHa f03a cTaHoBUTh 200-400 mr/mo0y mpoTsirom 7-21 gHiB. 171 HaIli€HTiB
i3 TsKKUM iMyHOmEdinuTOM TPUBAICTE NiKyBaHHS MOXe OyTH 30inblIeHa.

- XpoHiuHNM aTpopiyHMN KaHOUA03: peKOMeH0BaHa 103a cTaHOBUTEL 50 Mr/go0y npotaroM 14 pmHiB.

- XpoHiYHMYM KaHOUIO03 IIKipKU Ta CIM30BUX 000JI0HOK: peKOMEHI0BaHa N03a CTAHOBUTH
50-100 mr/mo0y. TpuBamicTh JMiKyBaHHS CTAHOBUTH [0 28 OHIB, ane Moxke OyTH 306i/bllleHa 3a1eKHO
Bifl TSI2KKOCTI Ta BUAY iHdeKIIii abo mpu 3HUKEHHI iMyHIiTeTY.

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/mo6y a6o 200 Mr 3 pa3u Ha TUXMeHb. TpUBaiCTh NiKyBaHHS € HeOOMeXKEeHO0 OIS
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
3aXBOPIOBAHHA Ha PiK): peKoOMeHoBaHa go3a cTaHoBUTh 150 mr 1 pa3 y 3 mHi. Ycboro

noTpibHO 3acTocyBaTu 3 mo3u (1-i meHb, 4-U meHb Ta 7-1 meHs). [licasg mporo 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 TUXOEHb IPOTATOM
1-3 tuxHiB a6o 50 Mr Ha HoOy IPOTATOM 2-4 TUKHIB.

- DepmaTodiTHUY OHIXOMiIK03: peKOMeHOOBaHa f03a CTaHOBUTh 150 Mr 1 pa3 Ha

TUXKOeHb. JIikyBaHHS Tpeba MPOIOBKYBaTH, IOKKU Ha Miclli iH(piKOBAaHOTO HITTS HE BUPOCTE 3JOPOBUIA.
I BimpocTaHHS 3[OPOBUX HITTiB Ha PyKax Ta Ha BEJIMKMX MaJbISIX Hir 3a3BUYai HeOOXiTHO

3-6 mics1iB Ta 6-12 Mics1iB BigmosigHo. OgHaK IMBUAKICTb POCTY HIrTiB y mallieHTiB Moxe OyTu
Pi3HOIO Ta 3anexarTy Bif BiKy. [licyig yCHilmHOTo JIiKyBaHHS TPUBAINX XPOHIYHUX iHDEKIiN hopMa
HITTS iHOMI 3aJIUIITaETHCI 3MIHEHOIO.

IlauieHmu AiMHbO20 BIKY.

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



IlauieHmu 3 HUPK0BO HedoCcmamuicmio.

d1yKOHA30JI BUBOSUTHCSA II€PEBaXKHO 13 ceyelro B He3MiHeHOMY CTaHi. [Ipu pa3oBoMy 3aCTOCyBaHHI
KOpUTYBaTHU 003y HIIyKOHA30/1y He moTpibHo. [TalieHTaM (BKJIIOYalOUX [iTel) i3 IOpyIIeHHIM
GbyHKIII# HUPOK P HeoOXimHOCTI 6araTopa3oBOro 3aCTOCYBaHHS IperapaTy B MepIInii JeHb
NiKyBaHHS OTPIOHO 3aCTOCOBYBATH IMOYATKOBY 103y 50-400 Mr 3aiexXHo Bif moka3aHHs. [Ticns
11,00 1060BY 03y (3a/1eKHO Bif IoKa3aHHS) Tpeba po3paxoByBaTH BifIOBIZHO 0O HUXKYeHaBeOeHOI
TabmuIi:

Knipenc kpeamuniny (ms/xe) Bidcomok eid pekomeHdo8aHoi 003u
> 50 100 %

< 50 (6e3 remopnianizy) 50 %

I'emomiaiis 100 % micig KOXXHOTO reMofiani3y

[MamienTy, siki nepebyBaloTh Ha PETyIsipHOMY TeMofianisi, noBuHHi oTpuMyBaTu 100 %
PEKOMEHI0BaHOl HO3M IiCJIg KOXKHOI0 reMofiianidy. Y neHb, KOJIU FeMofiani3 He IPOBOOUTHCSH,
IallleHT [I0BUHEH OTPUMYBATH 03y, BIIKOPUTOBaHY 3aJIeXKHO Bifl KJIIpEHCY KpeaTUHIHY.

IMauieHmu 3 nopyweHHAM GYHKUIU NeYiHKU.

®nykoHa3on Tpeba 3aCTOCOBYBaTH 3 00€PEKHICTIO MallieHTaM i3 MOPYLUIEHHIMU (YHKIIN TeUiHKHY,
OCKiNTbKHM iH(pOpMalil o[0 3aCTOCyBaHHS (IyKOHA30J1y IIili KaTeropil naiieHTiB HeTOCTaTHHO (IUB.
po3minu «Ocob6auBOCTI 3acTOCyBaHHSI» Ta «I100iuHi peakirii»).

imu.

3acTOCOBYBATH JIiKapChKUi 3acib y ¢popMi TabeToK Iiit KaTeropii marieHTiB MOXKHa TOMi, KOIK OiTH
3maTHi 6e3meYHO MPOKOBTHYTH TaONeTKY, 110 3a3BU4al € MOXKJIMBUM Y Billi Biff 5 POKiB.

He MoXHa nepeBHIyBaTh MaKCUMalibHy 1060BYy 103y 400 Mmr.

4K i 1py aHaNOTriYyHUX iHQEKIiIX y TOPOCIUX, TPUBAIICTh JIIKyBaHHS 3a/IeXKUTh Bifl K/IiHIYHOL Ta
MikojioriuHol BifmoBsigi. [IpenapaT 3acTocoByBaTu 1 pa3 Ha q00y.

[o3yBaHHA IpenapaTy HiTAM i3 IOpyIIeHHAM (YHKIIi HUPOK HaBefdeHO Buine. PapMakoOKiHETUKY
(bTyKOHa30I1y He [OCTigXKYyBalu y JiTel i3 HUPKOBOI HeIOCTaTHICTIO.

Limu sixom 8i0 12 pokis.

3a/IezkHO Bif Macu Tiya Ta my6epTaTHOTO PO3BUTKY JTiKapio MOTPIOHO OLIHUTH, STKA J03a IpernapaTry
(mms mopoCnuX 4M AJIs giTel) € ONTUMAabHOIO A MallieHTa. KimiHiyHi gaHi cBigyaTs Ipo Te, 10 Y
miTel KiipeHC GIYKOHA30Iy € BUIIMM IIOPiBHSIHO 3 lopociuMu. 3acTocyBaHHs 703 100 ab6o 200, abo
400 Mr gopocnuM Ta 103 3 abo 6, a6o Ta 12 MI/Kr miTsSM IPU3BOOUTH [0 MOCSITHEHHS CITiBCTaBHOI
CHCTEMHOI eKCIIO3MIIil.

EdekTuBHiCTh Ta 6e3neKa 3acToCcyBaHHS (IYKOHA30JTy [JId TiKyBaHHS IeHiTanbHUX KaHOUOO03iB y
IiTel He BCTAHOBJIEHI. AKIO iCHye HaranbHa MoTpeba 3aCTOCyBaHHS IIpenapary HifliTkaM (BiKoM Bif
12 mo 17 pokiB), Tpeba 3aCTOCOBYBAaTH 3BUYAWHI JO3U [JIS TOPOCIIUX.

Ilimu sixom 8i0 5 do 11 pokis.

Kananmosu cnu3oBrUx 000JI0HOK: TI0YATKOBA [103a CTAHOBUTE 6 MT/Kr/mo0y, migTpuMyoda [03a -
3 mr/kr/mo0y. [ToyaTKOBY 003y MOXKHa 3aCTOCOBYBATH Y MEPIINH NEeHb 3 METOIO IIBUIIIOTO
OOCSITHEHHS PiBHOBaXKHOI KOHIIEHTpAIIil.



[HBa3MBHI KaHAUO03K, KPUIITOKOKOBUY MEHIHTIT: 03a IpenapaTy CTaHOBUThL 6-12 Mr/Kr/moby
3a/71eKHO Biff CTyIIeHs TSKKOCTi 3aXBOPIOBaHHS.

[ligTpuMyro4a Tepalid Ajis nonepenXkeHHs PeLUaUBY KPUIITOKOKOBOI'0 MEHIHTITY V AiTed i3 BUCOKUM
PU3UKOM HOT'0 PO3BUTKY: H03a IIpernapaTy CTAHOBUTH 6 MI/KT/0o0y 3aneKHO Biff CTYIEeHS TSIXKKOCTI
3aXBOPIOBaHHS.

[TpodinakTKa KaHAUZO3IB Y MAIi€HTIB 3 iMyHOmeIIMTOM: [03a IpenapaTy CTaHOBUTH
3-12 mr/kr/oo0y 3aieXHO Bifi BUPazKeHOCTi Ta TPHUBAIOCTI iHAYKOBaHOI HEUTPOIEHIl (IUB. JO3U [JIS
OOPOCIHX).

Himu.

3acTOCOBYBaTH JIiKapChKuii 3acib y ¢popMi TabIeToK I1iit KaTeropii maiiieHTiB MOXKHa TOMi, KONMK HiTH
3maTHi 6e3mevHo IPOKOBTHYTH TaOleTKY, 10 3a3BUYai MOXKJIMBO ¥ Billi Biff 5 poKiB.

Ilepedo3yeanHsi.
CumMnTomu: ramiolMHallil Ta MapaHoifaabHa IOBETiHKa.

JlikyBaHHS: cCUMIITOMaTA4YHe (y TOMY YXCJIi IPOMUBaHHS IUIyHKA U DiATPUMYyIO4a Teparis).
OyKOHA30J1 BUBOLUTHCS IIEPEBaXkKHO 3 cedyero, ToMy (popcoBaHUi iype3 MOXKe IPUCKOPUTH
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUXKYE PiBeHb QPIYKOHA30JTY V
m1a3Mi KpoBi mpubnmu3Ho Ha 50 %.

ITo6iuni peakuii.

[ToBigoMunsinu mpo MeOUKaMEeHTO3HY peaklIliio 3 eo3uHodiniero i cuctemaumu nposisamu (DRESS),
acoIrifioBaHy 3i 3acTocyBaHHAM GIyKOHa301y (OuB. po3ain «Oco0IMBOCTI 3aCTOCYBaHHS»).

Haituacrime (Big =1/100 go <1/10) moBimomnsinocs Ipo Taki mobiuHi peakilii: ronoBHu 6inb, 6inb y
JKUMBOTI, miapesi, HyoTa, O/Mi0BaHHS, IiABUINEHHS PiBHS anaHiHamMiHoTpaHchepasu (AJIT),
acnaprataMinoTpaHcdepasu (ACT), myxHol pochaTasu KpoBi Ta BUCUIIAHHS

II7s OLiHKY YaCTOTU BUHUKHEHHS MOOIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikariito: myxe
yacTo (=1/10), gacro (Big =1/100 mo <1/10), HewacTo (Bim =1/1000 mo <1/100), pigko (Big =1/10000
0o <1/1000), myxe pigko (<1/10000), yacToTa HEBifOMa (HEMOXKJIMBO OLIIHUTH Ha IIigCTaBl HaABHUX
OAHUX).

3 6oky cucmemu Kposi ma aimpamuyHoi cucmemu.

HeuacTo: aHeMmid.

Pigko: arpaHynouuTo3, TeHKoIeHis, HEUTPOIEeHis, TPDOMOOLUTOIEHI .

3 boky imyHHOI cucmemu.

Pigko: anadinakcis.



3 6oky memaboaizaMy ma Xap4ye8aHHs.

HeuacTo: 3HMXEHHA alleTUTy.

Pigxo: rinepTpurnitiepugemMis, rinepxojecTepuHeMis, TimoKamiemis.
3 60Ky ncuxiku.

HeuacTo: 6e3COHHS, COHJIUBICTb.

3 6oky Hepeogoi cucmemu.

YacTo: ronoBHu Oinb.

Heuacro: cynoMu, 3aaMOpoYeHHs, TapecTesii, mopyleHHs CMaKy.
Pigxo: Tpemop.

3 60Ky opaaHis cayxy ma pisHosazau.

Heuacro: BepTHuro.

3 6oky cepus.

Pigko: mapokcu3MasbHa MUIYHOYKOBA TaxXiKapmisd TUILY «IipyeT», onoBkeHHd iHTepBany QT (Zus.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

Yacro: 6inb y YepeBHill TOPOXKHUHI, fiapes, HynoTa, OMIOBaHHS.
HeuacrTo: 3amop, pucrenciss, MeTeopusM, CyXiCTh y POTI.

3 6oky 2enamobisiapHoi cucmemu.

Yacro: nigeuiiieHHs piHiB AJIT, ACT, nyxkHoi ¢ocdaTasu B KpoBi (AuB. po3min «OcobmuBoCTi
3aCTOCYBaHHS»).

HeuacTo: X0ecTas, XKOBTSHUIA, MiIBUILIEHHS piBHS Oinipy06iny (muB. po3min «OcobnmuBoCTi
3aCTOCYBaHHS»).

Pigko: mediHKOBa HEIOCTATHICTh, TeNaTOLENIONAPHAM HEKPO3, TeaTUTH, TeaTOLe0IsIpHe
ypaxeHHs (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

3 6oky wkipu ma niOwKipHoi KAiMKOBUHU.
YacTo: BucunaHus (ouB. po3mainn «OcoO0NMMBOCTi 3aCTOCYBAHHS»).

HeuacTo: cBepOixk, MeqUKaMEeHTO3HUM AepMaTUT (BKIo4Yaouu GpikCcoBaHUN MeIuKaMeHTO3HUMN
IepMaTUT), KPOIIUB'THKA, MiBUIIIeHe TIOTOBUOiNeHHS (IUB. po3min «Oco6IMBOCTI 3aCTOCYBaHHS»).

Pimko: TOKCMYHUM emligjepMalIbHUN HEKPOIi3, cCHHAPOoM CTiBeHca-II2KOHCOHA, TOCTPUH
reHepai3oBaHUM €K3aHTeMaTO3HUU MyCTY/Ib03, eKC(HOTIaTUBHUM IePMaTUT, aHTi0HEBPOTUYHUN
HaOpsK, HaOpsgK oO6nuyuds, anomnenis (GUB. po3nisn «Oco6IUBOCTI 3aCTOCYBAHHS ).



YacToTa HeBiloMa: MeIMKaMeHTO3Ha peakilis 3 eo3uHodimieto i cuctemuumu nposieamu (DRESS).
3 60Ky ONnopHO-pPyXx08020 anapamy ma CnOAY4YHOi MKAHUHU.
Heuacrto: mianris.
3azanbHi nopyweHHA ma peakuii y Micui 88e0eHHA.
HeuacTo: mifBuIlieHa BTOMJIIOBaHICTh, He3Oy2KaHH, aCTeHis, raps4ka.
itm

YacToTa Ta xapakTep 06iYHUX peakliii Ta BiIxuieHb 1aO0PaTOPHUX TOKA3HUKIB y OiTel, IKi
GbikcyBanmucs Mif Yac KIiHIYHUX OOCTiIXKEeHb, KPiM I'eHiTallbHOT0 KAHAU03Y, € IIOPIBHIHHUMH 3
TaKUMHU Y TOPOCTIUX.

[ToBimomIeHHs PO Mimo3poBaHi Mo6iYHI peakirii

[ToBimomIeHHs PO Mimo3poBaHi MOGiYHI peakii micisg peecTpariil 1iKapchKOro 3aco0y € BaXKTUBOO
npouenyporo. Lle mae 3Mory nNpogoBXKyBaTHA KOHTPOJIIOBATH CIIiBBIAHOIIIEHHS KOPUCTh/PU3UK IIPU
3aCTOCYBaHHI 1IbOTO JTiKapchKOro 3aco0y. MenuyHi mpaliBHUKY [TOBUHHI ITOBIIOMIISTH PO BCi
nimo3pioBaHi MoOiuHi peakilil Yepe3 HalliOHaIbHY CUCTEMY 3BiTHOCTI Ta 3asIBHUKY dyepe3 GopMy
3BOPOTHOTO 3B’513Ky Ha BeOcaiiTi: https://kusum.ua/pharmacovigilance/.

Tepmin npudamHocmi. 3 POKH.

YMmoBH 30epiranssi.
30epiratu npu TeMiepartypi He Buie 25 °C

30epiratu y HeJOCTYIIHOMY OJISI OiTeM MicCIIi.

Ynakoska.

Tabnetku mo 50 Mr Ne 4 a6o Ne 10 y GrticTepi B KApTOHHIN yIIaKOBIIi.
Tabnerku o 100 mr Ne 4 a6o Ne 10 y 6ricTepi B KapTOHHIN yIaKOBIIi.
TabmeTku 1mo 150 Mr Ne2 a6o Ne 4 y GrricTepi B KAPTOHHIM yIIaKOBIIj.

Tabmetku mo 200 Mr Ne 4 a6o Ne 10 y GmicTepi B KapTOHHIM yITaKOBIIi.

Kareropis Bigmycky.

3a pelemnToM.


https://kusum.ua/pharmacovigilance/

BupoOHHK.
KYCYM XEJITXKEP I1BT JITH/

KUSUM HEALTHCARE PVT LTD.

Micue3Haxo/KeHHsI BHPOOHHMKA Ta aJgpeca MicCllsi MIPOBaXKeHHS HOro Jis/IbHOCTI.
CII-289 (A), PIIKO Inpmactpian apea, Yonanki, bxiBapi, [lict. AnBap (Pagxacta#n), Iumis/

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

IHCTPYKIIA

IJIsI MEJUYHOT 0 3aCTOCYBaHHs JIiIKapChKOI'0 3aC00y

®YIIUC®

(FUSYS?)

Cknao:
ditoua pevosuHa: ¢pnykonason (fluconazole);
1 TabneTka MicTuTh GiykoHazony 150 mr;

0onomidcHI peyosuHU: TaKTO3W MOHOTIOpAT, 1IeJi0jio3a MiKpOKpHuCcTasiyHa, moBigoH K30, Tamnsbk,
MarHilo cTeapar, HaTPilo KPOXMaNbITiKONAT (TUI A), HATPil0 KPOCKapMeso3a.

Jlikapcbka ¢popma. TabneTku.

OcHosHi pisuko-xiMiuHi 8aacmusocmi: 6isti, KPyTiii 31 CKOIIeHNMY KpasgMu TaOJIeTKH 3 JIiHIi€0
po3y1aMy 3 OLHOTO OOKY.

dapMakoTepaneBTHYHA rpymna. [Ipoturpu6OKoBi 3aco0u [I7IsT CUCTEMHOTO 3aCcToCyBaHHs. [ToxigHi
Tpuasony. Kog ATX JO2A CO1.

dPapmakono2iuHi e1acmueocmi.



®apmakoOuHamika.

MexaHi3M mil.

®nyKoHAa3071 € TPOTUTPHOKOBKAM 3aCO00M KJlacy Tpua3osiB. [IepBUHHUM MexaHi3MOM Horo fil €
npurHideHHs rpubKoBoro 14 anbda-1aHOCTEPOI-IeMETUIIOBAHHS, 0TI0CEPENKOBAaHOT0 IUTOXPOMOM
P450, 10 € HeBifg'eMHUM eTanoM 6i0CMHTe3y IPUOKOBOTO epProcTepony. AKyMmynsiia 14 anbda-MeTun-
CTEPOJIiB KOPEJTIOE 3 MOMAJIbIIOI BTPATO eprocTepoy MeMOpaHoio rpubKOBOI KITITUHU Ta MOXKe
BiiMOBifaTH 3a MPOTUTPUOKOBY aKTUBHICTEL QriyKoHa307y. ®1yKOoHa307I € GinbIll CEJIEKTUBHUM [I0
rpubkoBux hepMeHTiB 1uToxpomy P450, HiXK [0 pi3HUX cucTeM GpepMeHTiB 1uToxpoMy P450 ccasiiis.

3acTocyBaHHS QIyKOHa307y B f03i 50 Mr Ha g00y MpoTsAroM 28 [HIB He BIIJIUBAE Ha PiBEHb
TECTOCTEPOHY B IJIa3Mi KPOBi y 40/I0BiKiB a00 Ha piBeHb €HAOTeHHUX CTEPOIIiB Y KiHOK
pernponyKTuBHOTO BiKy. ®mykoHa3on y 1o3i 200-400 mr Ha mo0y He NPOSBILE KIIiHIYHO 3HAYYLIOTO
BIIJINBY Ha PiBeHb €HIOTeHHUX CTEPOIAiB ab0 Ha BifmoBimb Ha ctumynsnito AKTI y 3mopoBux
moOpPOBOJIBIIIB YOIOBIUOI CTATI.

TJocminKeHHs B3aeMOZii 3 aHTUIIIPUHOM ITPOLEMOHCTPYBAJIO, 1[0 3acTocyBaHHS 50 Mr (hIyKoHA30ITy
pa3oBo abo 6araTopa3oBo He BIUIMBAE Ha MeTa00Ii3M aHTUIIPUHY.

YyTauBicTh in vitro.

®nykoHa307 in Vvitro eMOHCTPY€E NIPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUAiB Candida, 1m0
3ycTpivaroThcsa Hanvacrime (Bkmodatouu Candida albicans, Candida parapsilosis,

Candida tropicalis). Candida glabrata peMOHCTpPY€ IIKXPOKUY Hialla30H YyTIUBOCTI 70 GIIyKOHA30Iy,
tomi 1K Candida krusei € Mo HbOT'O PE3UCTEHTHOIO.

Takox (hykKoHa3011 in vitro IeMOHCTPYE aKTUBHICTH SIK mpotu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i MpoTH eHAeMiUHUX ITicHIBUX rpubiB Blastomices
dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’g30K dhapMaKOKiHETHYHNX i hapMaKOTUHAMIUHAX BIACTUBOCTEH.

BigmoBigHO 10 pe3ynibTaTiB OCTIAXKEHb Ha TBapUHaX, iCHYE KOPENALisi MiXK MiHiMalIbHOIO
inribyrouoio KoHueHTpatuieo (MIK) Ta eheKTUBHICTIO IPOTH eKCIIepHMEHTAIbHUX Mofesiel MiKo03iB,
cripuuynHeHux BugaMu Candida. BifnoBifHO 00 pe3ynbTaTiB KIIIHIYHUX JOCTiAKeHb, iCHy€E JliHiliHa
3anexHicTh MixkK AUC Ta go3oio ¢pnykoHasony (nmpubnusHo 1:1). Takox icHye npsaMui, ane
He[IoCTaTHii 3B’230K Mixk AUC abo0 103010 Ta MO3UTUBHOIO KJIiHIYHOIO BiiTOBIAAI0 Ha TiKyBaHHS
OpaIbHOT0 KaHANW03y Ta MEHIIOK Mipoio - KaHAUAeMil. AHAJIOTiYHO JIiKyBaHHS iH(eKii,
CIPUYMHEHUX MTaMaMy, 10 SKUX (IyKOHa30Jl AeEMOHCTPYe BUCOKY MIK, € MeHII 3a0BiTbHUM.

MexaHi3M pe3UCTEHTHOCTI.

Mikpoopraniamu poay Candida 0eMOHCTPYIOTh YMCENIbHI MeXaHi3MU PE3UCTEHTHOCTI A0
a30JIbHUX TPOTUTPUOKOBUX 3ac00iB. O1IyKOHA30/1 IeMOHCTPY€E BUCOKY MIK mpoTu mTaMiB
rpubiB, 110 MalOTh OOKUH abo0 OiIbIlle MeXaHi3MiB Pe3UCTEHTHOCTI, 1[0 HETAaTUBHO BIIMBAE Ha
e(eKTHBHICTS in Vivo Ta B KJIiHIYHIN MpaKTHXLi. Y 3a3BUYall YyTIUBUAX

BUfiB Candida mexaHi3M PO3BUTKY PE3UCTEHTHOCTI, [0 3yCTPiYa€EThCA HaldacTillle,
BK/II04Ya€e ¢hepMeHTH-MillleHi a301iB, SKi BiMOBima0Th 3a 6i0CHHTE3 €pProcTepory.
Pe3uCTEHTHICTh TaKOXK MOxKe OyTH BUKIMKAHA MYyTalli€lo, MigBUIIEHHSIM BUPOOIEHHS
dbepMeHTY, MexaHi3MaMu BiITOKY JIiKapChKUX 3aC00iB a0 PO3BUTKOM KOMITIEHCATOPHUX
IIISXiB.



[ToBimomsAiny PO BUIAAKYU PO3BUTKY cymepindekil Candida spp., CIpUYUHEHO] iHIIUMH,

HixK Candida Albicans BuflaMu, 110 9YaCTO € HEUYTIUBUMU OO0 GIyKoHa3omy (Hanpukian Candida
krusei , C. auris). [Insg MiKyBaHHSI TaKUX BUIAJKiB IOTPiOHO 3aCTOCOBYBATH albTE€PHATUBHI
npoTUrpuOKOBi 3aco0u. MexaHi3MU Pe3UCTEHTHOCTI He OyJIM MOBHICTIO 3'sCOBaHi y JesIKUX
IpUpPOAHLO cTitikux BuAiB Candida (C. krusei) uu BumiB i3 HaOyToi0 pe3ucteHTHicTIO (C. auris).

KoHTpOonbHI TOYKY (BIAIOBIIHO 00 peKOMeHallii €BPONENCbKOr0 KOMITETY 3 JOCHIIKeHb YYTANBOCTI
0 aHTUMiKpOOHUX 3ac00biB).

Basyouunce Ha gocigKeHHI (papMaKOKiHeTHYHOI/papMaKOgUHAMIYHO]1 iHpopMaii,

YYTJIMBOCTI in vitro Ta KiiHi4uHOI Bigmosigi, 6yn0 BU3HaYeHO KOHTPOJIbHI TOYKH A7 (QIIYKOHA30Iy
m1st MikpoopraHsiamiB poxny Candida. Bouu 6ynu po3mnofiinieHi Ha KOHTPOJIbHI TOYKH, 1[0 He OB’ s3aHi
3 IIEBHUM BUIOM, SIKi GiIbII010 MipoI0 BU3HAYAUCS Ha OCHOBI
bapmakokiHeTHYHOI/PpapMaKogUHAMIYHOI iH(pOopMallil i He 3ayiexkaTh Bil pO3MOLLYy Ha NIeBHi BUOY 3a
MiHiMaIbHOIO iHTi0yI040I0 KOHIIEHTPAlli€lo, Ta Ha KOHTPOJIbHI TOYKY, TIOB’sI3aHi 3 IIEBHUM BHUIOM, III0
Haly4acTille acoIiloThCA 3 iHpeKUiaMu y moauHu. Ll KOHTPOIbHI TOYKY HaBeeHO HUXYe.

ITpomuepubkosuli KoHmpoabHi mouku, no8’si3aHi 3 negHuUM 8udom KonmpoavHi mouku,
3acib S</R> He noe’sA3aHi 3
nesHum suoom’
S</R>
Candida Candida Candida Candida Candida
albicans glabrata krusei parapsilosis tropicals
dnykoHa3071 2/4 [E - 2/4 2/4 2/4

S wyTnuBuY;
R pesucrenTHH;

a - KOHTPOJIbHI TOYKH, ITI0 He IIOB’SI3aHi 3 IEBHUM BHUIOM, SIKi OiJIbIIIOI0 MipOI0 BU3HAYAIKCSI Ha OCHOBI
bapmakokineTn4yHOI/PapMaKonrHaMiuHOI iHpopMallil i He 3asiexkaTh Bifl pO3MOiNy Ha IeBHi BUOU 3a
MiHiMaIbHOIO iHTiI0yI04O0I0 KOHIIEHTpalli€l0. BOHU HOCTiAXKyBaIuCh IUllle Y MiKDOOpPraHi3MiB, y SKUX
He icHye crenudiyHOl KOHTPOIbHOI TOUKH;

- DOCTiAKEHHS YyTINBOCTI He pEKOMEHI0BaHi, OCKIJIbKY I1el BUJ He € METOI0 JIikapChKOl Teparlii;

IE - mokagsiB I0J10 TOTO, YU € IIed BUI METOIO JIIKapChKOi Teparrii, HeJoCTaTHLO.

dapmMaxkoKiHemuxka.

®apMaKOKiHEeTHYHI BIacTUBOCTI (GIYKOHA30Iy € MONIOHUMHU IIPY BHYTPIITHLOBEHHOMY i
IIepopaJibHOMY 3aCTOCYBaHHI.

AGcopOrris.

®nykoHa3on fo6pe BCMOKTYEThCS IIPU ITepOpaibHOMY 3aCTOCYBaHHi, a piBeHb IpenapaTy B IIa3Mi
KPOBi ¥ cucTeMHa 6iomocTynHiCTh nepeBuinyioTh 90 % piBHSA QIyKoHA30/y B MM1a3Mi KPOBi, 1110
NOCSATAETHCS NIPYU BHYTPIITHEOBEHHOMY BBe[leHH]I nIpenapaTy. OgHOYacHe BXKHBaHHS 1XKi He BIIJIUBaE
Ha BCMOKTYBaHHS IIpenapaTy IIpU M0To IlepopalbHOMY 3acToCyBaHHi. [1ikoBa KOHLIEHTpallisl y IIy1a3Mi
KpPOBi focaraeTtecsd 4yepes 0,5-1,5 rogunu micnsa npuroMy npenapaTy. KoHLIeHTpalis npenapary B
IIJTa3Mi KPOBIi IIpomopIiiiHa A03i. PiBHOBaxXHa KOHLeHTpaLisa Ha piBHI 90 % mocsraeTscs Ha 4-5-1
IeHb npu 6GaraTopa3oBOMY 3aCTOCYBaHHI OIMH pa3 Ha f00y abo Ha OPyrui JeHb JiKyBaHHS IIPU


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

3aCTOCYBaHHI y MepIIui leHb HaBaHTaXKyBaJIbHOI 03K, 1[0 BABIYi MepeBuInye 3Budaiiny no60By H03y.

Po3moomin.

006’eM posmnopiny npubIU3HO NOPiBHIOE 3arabHOMY BMICTY pifyHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oinkamu mma3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3on mobpe IPOHUKAE B YCi AOCTiAKyBaHi pifuHu opraHi3my. PiBeHb QyKoHa307y B CIMHI Ta
MOKPOTHHHI € OiOHMM [0 KOHIIEHTpallil IpenapaTy B I1a3Mi KpPOBi. Y MallieHTiB, XBOPUX Ha
rpubKOBUY MEHIHTIT, piBeHb (PJIyKOHa30Jly B CHMHHOMO3KOBI# piguHi gocsarae 80 % KOHIeHTpallil y
IJTa3Mi KPOB.

Bucoki KoHLIeHTpallil (IyKOHA30Jy B IIKipi, 1[0 TEPEBUILYI0OTh CUPOBATKOBI, JOCATAIOTLCS B
porosoMy 1api, emigepMici, mepmi Ta noTi. ®IyKOHa30J1 HAKOIIUUYYETHCS B POrOBOMY LIapi.

[Tpu 3acTocyBanHi fo3u 50 Mr 1 pa3 Ha K00y KOHLIEHTpallis GhaykKoHa30:my micns 12 gHiB miKyBaHHS
CTaHOBUJIa 73 MKTI/T, a Yepe3 7 OHIB IiC/Is 3aBepIIeHH JIIKyBaHHs KOHILIEHTpALlid BCe Ille CTaHOBUJIa
5,8 Mxr/r. [Ipu 3actocyBanHi go3u 150 mMr 1 pa3 Ha TUXKAEHb KOHIIEHTpalisa QpIyKoHA30y Ha 7-

I IeHb JiKyBaHHS CTaHOBUNA 23,4 MKT/T; Yepe3 7 OHIB IiCJig 3aCTOCYBaHHS HACTYIIHOI 03U
KOHIIeHTpAllis BCce Iie cTaHoBuma 7,1 MKr/T.

KonnenTpauis ¢prnykoHa3omy B HIrTax micns 4 MmicsaniB 3acTocyBaHHS 150 Mr 1 pa3 Ha TUXOEeHb
craHoBuia 4,05 MKI/T y 3M0poBUx H0OpOBOJIBIIB Ta 1,8 MKTI/T Ipu 3aXBOPIOBAHHSX HIrTiB;
(byKOHa30J1 BU3HAYaBCs Y 3pa3Kax HirTiB uepes3 6 MiCAIIB Iiclis 3aBepIlIeHHs Tepairii.

BioTrpaHcdopmarris.

®nykoHa3on MeTabomi3yeThCsl He3HaYHOIO Mipoio. [Ipy BBefieHHi 03U, MideHOl pagioaKTUBHUMHU
izoronamu, nuiie 11 % ¢pryKoHa307Ty eKCKPETYETHCS 3 cedelo y 3MiHeHOMY BUTTIAAL. PIyKoHa307
€ oMipHuM iHri6iTopom izodpepmenTtis CYP2C9 ta CYP3A4, a TaKOXK MOTYKHUM iHTiGiTOpOM
izopepmenty CYP2C19.

BuBepneHns.

[Nepion HamiBBUBemeHHS (IYKOHA30J1y i3 MJIa3MU KPOBi CTaHOBUTH 0113bK0 30 roguH. Binbina
JacTHHA [IpenapaTy BUBOOUTHCS HUPKamu, mpudoMmy 80 % 3acTOCOBaHOl HO3U BUSBISIETLCI Y Cedi B
He3MiHeHOMY cTaHi. KimipeHc ¢piyKoHa30/y IpOonopLUiiHuy 00 KIlipeHCy KpeaTuHiHy. LIupKymon4yux
MeTaboJIiTiB He BUSBIIEHO.

TpuBanuii nepiox HamiBBUBENEHH IIpelapaTy 3 IIJla3MU KPOBi Ja€ MOXKJIUBICTh pa30BOr0
3aCTOCYBaHHS IIpelapaTy IIpU BariHaJIbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaTy 1 pa3 Ha
TUXKAEHb IIPY IHIINX T0Ka3aHHSX.

®apMakoKiHeTHKA IPY MOPYIIeHHI QYHKIIII HUPOK.

Y mallieHTiB i3 BaxkKK010 HHPKOBOI HemocTaTHiCTIO (IITK® < 20 M11/xB) mepion HamiBBUBEOEeHHS
36inmbimyeTthes Big 30 go 98 roguH, 1mo notpebye 3HUKEHHS [103u. OITyKOHA30/1 BUBOIUTHCS 3a
IOIIOMOT 010 TeMOfIiai3y Ta y MeHIIoMy 00CsI3i - IUIIXOM IIepUTOHealbHOTo fianidy. CeaHc
reMofiani3y TPUBaIiCTIO 3 TONWHY 3HUXKYE PiBeHb (HIIyKOHA30J1y B Ij1a3Mi KpoBi npubnu3Ho Ha 50 %.

d®apmMakoKiHETHKA NP JIaKTallil.

KonnenTpatii ¢pyKoHa30/1y B IIJ1a3Mi i MaTePUHCHKOMY MOJIOLIi BIIPOMIOBXK 48 roguH MMiciisg IPUHOMY



O[IHOPa30Boi 7o3u 150 Mr oliHIOBaNM Mif Yac papMaKOKiHETUYHOTO OOCHIIXKEHHS 3a YYacTIO OeCSATH
XKIHOK Yy mepiofii nakTallii, ki TUM4acoBo ab0 MOCTIHO MPUIUHUIM TOTYBaTH CBOIX HEMOBJIST
rpynnoo. Y MaTepuHCbKOMY MOJIOI (GIyKOHA30 1 BUSBUIIN Y CEPenHill KOoHIIeHTpallil mpubnu3Ho 98 %
Bif Ti€l, 110 BiA3HA4YasH y Ia3Mi MaTepi. Yepes 5,2 rOAUHY MiC/IsA MPUNOMY J03U CepefgHs MiKoBa
KOHIIEHTPaIlisg B MaTePUHCHKOMY MOJIOIi cTaHOBMNa 2,61 Mr/n. [Jo6oBa mo3a (HIyKoOHA30Iy, OTpUMaHa
HEMOBJISIM i3 MaTEPUHCHKOTO MOJIOKA (SIKIIO MMPUUHSITH CEPENHE CIIOXKUBAHHS MOJIOKa 3a

150 mn/kr/mo0y), po3paxoBaHa Ha OCHOBI CepemHbOI MiKOBOI KOHIIEHTPallii B MOJIOIIi, 110 OPiBHIOE
0,39 mr/kr/mo0y, cranoBuTh pubnu3Ho 40 % Bif 1031, peKOMEHI0BaHOI HOBOHAPOXKEHUM (BiKOM

< 2 TuxHiB), a6o 13 % Bim 03U, peKOMEHI0BAHOI HEMOBJIATAM [J151 JIIKyBaHHS KaHOUM03Y CIIM30BUX
000JIOHOK.

dapMaKOKiHETHKa Y HiTeH.

dapMakoKiHeTHYHI ITapaMeTpHu y [iTel Oynu oliHeHi y 5 JOCTiIXKeHHIX: 2 HOCTiIKEHHS 3 Pa30BUM
Imo3yBaHHSM, 2 3 6araTopa3oBUM Ta OfHE [OCHIIXKEHHS, B SKOMY Oy/M 3aflisiHi HeIOHOIIEeHi
HOBOHaPOOXKEHI.

[Ticns BBegeHHS 2-8 Mr/Kr ¢IyKoHa301y OiTSM Bif 9 micsiiB go 15 pokiB OyB BUSBIEHUM ITOKA3HUK
AUC 6mu3pKo 38 MKr*rog/mi Ha 1 Mr/Kr mo3u. [Ipu 6araTopa3oBoMy 3aCTOCYBaHHI cepefiHiil mepioxn
HalliBBUBEJEeHHS (PIYKOHA30JTy 3 IJIa3MU KOnuBaBcs Mixk 15 Ta 18 rogpuHaMu, a 06’eM po3moniny
cTtaHoBuB npubau3Ho 880 My/Kr. Binbin TprBanuil nepiof HaniBBUBeAeHHS (IYKOHA30Iy 3 IIa3MU
KPOBi cTaHOBUB NpuOIKU3HO 24 TonuHY Ta OYB BUSBIIEHUH Iic/is BBeNEHHS pa30Boi no3u. Llei
IIOKA3HUK € TIOPiBHIHHUM i3 IIepiogoM HamiBBUBeAeHHS (HIyKOHA30I1y 3 IIJIa3MHU KPOBIi MiCNs
BHYTPIIIHbOBEHHOT'0 OTHOPA30BOT0 BBeAeHHS 3 MI/KT [iTsaM BikoM Bif 11 mHiB ;o 11 micsiiB. O6’eM
PO3Mominy B Ii#i BiKOBi# IrpyIi cTaHOBUB 611M3bK0 950 MII/KT.

Iocsin 3acTocyBaHHS (GIYKOHA30Iy [JIg JTiKyBaHHS HOBOHAPOMXKEHUX 00MEKY€EThCS
(hapMaKOKiHETUYHUMU OOCHIIKeHHIMU 12 HEeNOHOIIEHUX OiTel i3 TepMiHOM recTallii mpubIu3HO

28 tuxHiB. CepenHit BiK JUTUHY IIPU BBEJIEHHI MTEPIIOi JO3U CTaHOBUB 24 romguHu (miama3oH

9-36 romuH), cepemHs Maca Tijla Ipu HapomxkeHHi ctaHoBuna 0,9 kr (mianazox 0,75-1,10 k).
MakcuMyM 5 BHYTPILIHbOBEHHUX iH €KIIiN (DIIYKOHA30IY B 031 6 MI/KT BBOAWIN KOXKHi 72 TOOUHM.
CepenHil nepion HalliBBUBEeeHHS CTaHOBUB 74 rogunu (44-185) y nepiuunii feHb, IOTIM 3MEHILIKBCS
no 53 roguH (30-131) Ha 7-i1 meHb Ta 0o 47 (27-68) Ha 13-4 meHb. [1noma mig KpuBoio (MKr*rom/mi)
cranoBuina 271 (173-385) y nepuuii neHb, 36inbiryBanacsa no 490 (292-734) Ha 7-i meHb, IOTIM
3meHnmumnacs go 360 (167-566) wa 13-i mers. O0’em poamominy (Mi/kr) cranoBuB 1183 (1070-1470) y
nepiui neHb, 30inbinyBaBcs mo 1184 (510-2130) Ha 7-1 mens Ta go 1328 (1040-1680) Ha 13-i meHb
BiZmoBigHO.

d®apmMakKOKiHETHKA V MallieHTiB JITHbOTO BIKY.

Y mocnigeHHi, SiKe TPOBOAUIIM 3 YYacCTIO 22 TMAallieHTiB (BikoM Bif 65 pokiB), prayKoHA301
3aCTOCOBYBaBCS IepopasbHo ¥ 7031 50 Mr. 10 3 yyacHUKIB OMHOYACHO 3aCTOCOBYBAJIU AiyPETUKH.
C.,.x CTaHOBHUJIA 1,54 MKI/MI Ta gocsAranacs IpoTAroM 1,3 TOOMHY MiC/Is 3aCTOCYBaHHS (HIIyKOHA30IY.
Cepepns AUC cranoBuna 76,4 + 20,3 Mmrr*roa/min. CepefnHiii mepiof HamiBBUBeAeHHS - 46,2 TOOUHU.
LIi bapMakoKiHETUYHI TOKA3HUKY € BUIIMMHU ITOPIiBHSIHO 3 aHAJIOTIYHUMH Y 30OPOBUX HOOPOBOJIBIIIB
MoJiofIIoro Biky. OgHO4acHe 3aCTOCYBaHHS [iypeTUKIB He MaJio 3HayHoro BiiuBy Ha C,,. Ta AUC.
Takox KiipeHC KpeaTuHiny (74 Mi/xB), BincoToK (pIyKOHaA30:y, 110 eKCKPETYBABCS i3 ceuelo y
He3MiHeHOMY Buriapni (0-24 rogunu, 22 %), Ta HUPKOBUY KiipeHC ¢rmykoHasony (0,124 mn/xB/Kr) y
TIAIE€HTIB i€l BiKOBOI rpynu 0y HUXKYUMH, HiZK aHAJIOTi4HI ITOKA3HUKK Y MOJIOAIINX OOPOBOJIBIIIB.
ToMy 3MiHU apMaKOKIHETUKHM Y MAI[iEHTIB TITHBOTO BiKy, OUEBUIHO, 3a/ieKaTh Bifl mapaMeTpiB
(GYHKIII HUPOK.



KrinigHi XxapaKTepHCTHKH.
Iloka3zanus.

Oyuuc® moKasaHWi IS TiKyBaHHS TaKUX T'PUOKOBUX iH(EKI[# y HOPOCIUX (IUB. PO3MiN
«®apMaKoouHaAMiKa»):

- TOCTPUY BariHa/JIbHUY KaHAU03, KOJIU MiClleBa Tepallisd He € NOLIIbHOI0;
- KaHOUOO3HUM OaaHiT, KoMK MicIieBa Teparisi He € [OIiIbHOIO.

Teparito npenapaTom CDyuHc® MOXKHAa PO3MOYMHATHU 00 OTPUMaHHS Pe3y/IbTaTiB KyJIbTypaJbHUX Ta
iHImMX Tab0pPaTOPHUX HOCIiAKEHb; OOHAK ITiC/IsI OTPUMAHHS Pe3yIbTaTiB HOCITiAKEHb
npoTUiHGEKIHY Tepalilo MoTPi6HO CKOPUTYBaTH BifIOBiTHUM YMHOM.

Heo6xigHo 6patu mo yBaru odimifiHi peKoMeHaallii Iofo BigmoBiIHOTO 3aCTOCYBAHHS
IPOTUTPUOKOBUX 3aCO06iB.

IIpomunoka3aHHs.

- T'inepuyTnuBicTh 70 QIyKOHA30JTy, iHIINX a30IbHUX CIIOIYK a00 n0 OyAb-SKO0I 3 IOTIOMiXKHUX
PEYOBHH IIpenapary.

- OgHOYaCHe 3aCTOCyBaHHA (DJIyKOHA30JIy Ta TeppeHaauHy nali€eHTaM, IKi 3aCTOCOBYIOTh
¢bnykoHa3on 6araTopa3oBo y po3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3yIbTaTaMu AOCHiIXKEHHS
B3a€eMO[il 6araTopa3oBoOro 3aCTOCYBAHHS).

- OpHOYacHe 3aCTOCYBaHHS (PIIyKOHA30JTy Ta iHIINX JTiKapChKUX 3aC00iB, I10 MOJOBKYIOThL iHTEPBA
QT ta meTabomizyoThcs 3a gonmoMoroi hepmenty CYP3A4 (HampuKiaf, IU3anpuay, acTeMi3omy,
nimMo3uAy, XiHiTUHY Ta epPUTPOMILKHY), AUB. po3ninu «Oco6IMBOCTI 3aCTOCYBaHHI» Ta «B3aeMopis 3
iHITIMM JTIKapCHKUMHM 3aC00aM¥ Ta iHIIN BUOY B3AEMOIii».

B3aemodisa 3 iHwumu nikapceKumu 3acobamu ma iHwi eudu é3aemoditi.

ITpomunoka3aHe cymicHe 3aCmMocCcyB8aHHs (AYKOHA30Y Md HUNCYE3d3HAYeHUX AiKapcbKux 3dacobis.

ITuzanpu0: OBiKOMJISIN IIPO PO3BUTOK MOOIYHUX peakiliii 3 60Ky ceplld, Y TOMY YHUCJIi IIPo
[IaPOKCU3MaJIbHy IUIYHOYKOBY TaxiKapmilo TUIY «IIipyeT» Yy MALli€HTIB, IKi OGHOYACHO 3aCTOCOBYBAJIU
bnykoHa3on Ta nusanpupn. OgHodacHe 3actocyBaHHS 200 Mr ¢priykoHasony 1 pa3 Ha moby Ta 20 mMr
nu3anpuny 4 pa3u Ha fo0y MPU3BOAKIIO 00 3HAYHOTO MMiIBUIIIEHHS PiBHA IM3aNpUAy y Ija3Mi KpoBi
Ta [0 momoBxkeHHd iHTepBany QT. OmHOoYacHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta LHA3AIPULY
IIPOTUIIOKa3aHe (OuB. Po3min «IIpoTUMIOKa3aHHSI»).

TepteHaOuH: yepe3 BUMIaAKHU PO3BUTKY TAXKKHUX CEPLIEBUX apUTMil, CHPUUYMHEHUX ITOAOBKEHHIM
inTepBany QTc, y naiieHTiB, siKi 3aCTOCOBYIOTh a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3ac06M OMHOYACHO
3 TepdeHaguHoM, OyNu IPOBEeH] MOCTiIKeHHS B3a€MOil ITuX npemnapariB. [Ipu 3acTocyBaHHi
dbmykoHazony y mo3i 200 mr Ha mo0y He Oy10 BUSBIEHO MMOOOBXKeHHS iHTepBany QTc. 3acTocyBaHHS



bnykona3ony B mo3ax 400 Mr Ha goOy abo BUllle 3HAYHO IiABUINYE PiBEHb TeppeHafuHy B IIa3Mi
KPOBi Ip¥ OTHOYACHOMY 3aCTOCYBaHHI LUX IpenapaTiB. CyMiCHe 3acTOCyBaHHS (IyKOHA301y B A03aX
400 mr abo Butie 3 TepheHagUHOM IIPOTUIIOKa3aHe (IuB. po3min «IIpoTunoka3anHs»). [lpu
3acTocyBaHHi (prryKoHa30my B fo3ax Huxk4e 400 Mr Ha o6y ogHOYACHO 3 TepheHaauHOM CIIif
IIPOBOIUTY PETEIbHUM MOHITOPUHT CTaHY MalliceHTa.

Acmemi30: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta aCTeMi30/Iy MOXKe 3MEHIIUTH KIIipeHC
acrteMizony. Cipu4ynHeHe IIUM IiIBUINEHHS KOHI[EHTPAllil acTeMi30Ty B IJla3Mi KpOBi MoXke
IIPU3BECTH [0 Oof0BXKeHH iHTepBany QT Ta y pigKiCHUX BUIagKax - IO IapOKCU3MaJIbHOI
IIJTyHOYKOBOI Taxikappil Tuny «mipyeT». OgHOYacHe 3aCTOCYBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IPOTUNIOKa3aHe (ouB. po3pin «IIpoTunokasaHHg»).

ITimo3u0d: omHOYACHE 3aCTOCYBaHHS (DIIYKOHA30IY 3 MiMO3UIOM MOXKe IMPU3BECTH [0 iHTiOyBaHHS
MeTabomi3My MiMo3uAy, X04a BiATIOBITHUX MOCIigXKeHs in vitro Ta in vivo He mpoBopuinu. [ligBureHa
KOHIIeHTpallis MMO3UAy Yy IJia3Mi KpOBi MOXKe IIPU3BECTU [0 NOJ0BKeHHS iHTepBany QT Ta B
pifKicHUX BUIAAKax [0 MapOKCHU3MalbHOI IUTYHOUYKOBOI Taxikaphil Tumy «mipyet». OgHO4acHe
3acToCyBaHHS (DITYKOHA301y 3 IIiMO3UIOM IIPOTUIIOKA3aHe (AUB. po3min «IIpoTUIIOKa3aHHA»).

XiHiOuH: omHOYACHe 3aCTOCyBaHHS (HIIYKOHA30IIy Ta XiHiMWHY MOXKe IIPHU3BOAUTH [0 iHTi0yBaHHS
MeTabomi3My XiHiquHY, X04a BiAMOBIAHMX AOCTiAKEHb in Vitro Ta in vivo He IPOBOIUIIH.
3acTocyBaHHS XiHimUHY OyJ10 IOB’sI3aHe 3 MomoBkKeHHSIM iHTepBany QT Ta B pigKiCHUX BUIlafKaX
- IIapOKCH3MaJIbHOIO IITYHOYKOBOIO TaXiKapAi€ew Tumy «mipyeTr». OmHO4YacHe 3aCTOCYBaHHS
(byKOHa301y 3 XiHiIMHOM IPOTUIIOKa3aHe (OuB. po3min «[IpoTUIIOKa3aHHS»).

EpumpomiyuH: omHOYaCHE 3aCTOCYBaHHS (IyKOHA30Jy 3 EPUTPOMIIIMHOM MOXK€e IIPU3BOTUTH [I0
MigBUIIEHHS PU3UKY KapAIOTOKCUYHOCTI (mogoBxkeHHS iHTepBany QT Ta mapokcu3ManbHOl
IIJTYHOYKOBOI TaXikKappil TUIY «IipyeT») Ta, SIK HACiIOK, 70 palTOBOi KOPOHAPHOI CMEPTI.
OpHOYacCHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta ePUTPOMIIMHY IPOTUIIOKa3aHe (JUB. PO3Iin
«IIpoTUIIOKa3aHHI»).

He pexomeHOyemubcs 00HOYACHE 3aCMOCYBAHHA (PAYKOHA304Y MAd HUMCYE3A3HAYeHUX AIKAPCbKUX
3acobis.

I'anopanmpuH: GrIyKoHa30JI MOXKe CIPUUMHUTH MiABUIIEHHS KOHIEHTPaIlil ranoaHTpUHY B I1a3Mi
KpPOBi 3a paxyHoK npurHiyenHs CYP3A4. OpHodyacHe 3aCTOCYBaHHS IIUX JTiKapChKUX 3ac00iB
MOTEHLIMHO MOXe MPU3BOAUTH [0 MiABUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (TOAOBXKEHHSI
inTepBany QT, napokcu3MalbHa IUIYHOYKOBA TaxiKaphis TUIy «IipyeT») Ta, K HACJigoK, OO0
parnToBoi cepiieBoi cMepTi. Tpeba yHHKATH 3aCTOCYBaHHS KOMOiHaIlil ITMX JiKapchKux 3acobiB (OUB.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

CymicHe 3acmocyeaHHA GAyKOHA301yY MA HUHCYe3a3HAYeHUX AiKapCbKux 3acobis aumazae

obepescHocmi.

AmioOapoH: ogHOYACHE 3aCTOCyBaHHA (IyKOHA30J1y 3 aMioflapOHOM MOXKe IIPU3BECTHU J0
nonoBxKeHHs iHTepBany QT. [Ipu HeoOXimHOCTI cyMicHOTO 3acTOCyBaHHS (IIYKOHA30JIy Ta aMiogapoHy
HeoOXiIHO TOTpuMyBaTHCS 00epeKHOCTI, 0COOIMBO IIPX 3aCTOCYBaHHI (PIyKOHA30JTy V BUCOKUX [03aX
(800 mr).

CymicHe 3acmocyeaHHs GayKOHA304Y MA HUHCYE3d3HAYeHUX AiKAPCbKUX 3dcobie sumazae
O69Q€OfCHOcmi mda KOpu2y8dHHA do3u.

Bnius iHWux sikapcvkux 3dcobis Ha GpaAyKOHA301.




Kniniyno 3Hauym[oro BBy Ha abcopOIIiio (piyKOHa30/Ty IIpU M0T0 epopasbHOMY 3aCTOCYBaHHI He
MalOTh OMHOYACHUM MPUMOM 1XKi, IMMETHUINH, aHTAllUOH, a TAKOXK ITPOMEHEBa Tepallis yCiel milsaHKH
Tisa (pu mepecapli KiCTKOBOT0 MO3KY).

PugpamniyuH: omHOYaCHE 3aCTOCYBaHHS (PIIYKOHA30JTy Ta pU(aMITiIIuHy IPU3BOAUIIO [0 3HUXKEHHS
AUC =a 25 % Ta cKkOpoudyBaJio Iepion HamliBBUBeneHHs GiyKoHa3oiy Ha 20 %. Tomy njis maIji€eHTis,
SKi 3aCTOCOBYIOTh PUGaMITIIIVH, TOTPIOHO PO3TISHYTH AOILIIbHICTh MiBUILIEHHS 003U (IIYKOHA30JTy.

I'idpoxsopomia3ud: y mochimxkeHHi papMaKOKiHeTUYHOI B3a€MOIil omHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TiIPOXI0POTia3uay y 3[0POBUX MOOPOBOJIBILB, SIKi OTPUMYBaIu GIyKOHA3O0T,
IiABHUIYBAJI0O KOHIIEHTPAIlii0 (pIyKoHa30 Ty B Mm1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3aeMofIil He
BMMaraloTh 3MiH y peXkuMi 0o3yBaHHS (DIIyKOHA30IY AJIS MAalli€HTiB, SKi OHHOYACHO OTPUMYIOTh
CeyYorTiHHi 3aco0mH.

Bnjus ¢AyKoHA304y HA iIHWI AiKApCbKi 3acobu.

®nykoHa3on € noMmipauM iHriditopom muroxpomy P450 (CYP) isodepmenTy 2C9 Ta 3A4. dnyKoHa301
€ IOTYyKHUM iHribiTopoM i3odpepmenTy CYP2C19. Ha momaTok g0 CIOCTepeKyBaHUX/HOKYMEHTaIbHO
MigTBepAKEeHUX B3a€MOIiH, 1[0 ONMKUCAaHi HUXK4Ye, IPU OOJHOYACHOMY 3aCTOCYyBaHHi 3 (HITyKOHA30JI0M
icHye pU3MK MigBUINEHHS Y IJIa3Mi KPOBi KOHIIEHTPAIIiM iHIIMX CIIOJNYK, 110 MeTaboTi3y0ThCs,
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH Taki KoMOGiHallii mpemnapaTiB moTpidHO 3
00epexkHiCTIO; IpX LIbOMY HeoOXiTHO PeTeIbHO CIIOCTepiraTv 3a CTAaHOM MallieHTiB. [IpurHiyyBaibHa
mist ryKoHas3omy Ha pepMeHTH 36epiraeTbcs IpoTsaroM 4-5 fid micis Woro 3aCTOCyBaHHS y 3B'S3KY 3
10r0 TPHBAJIUM MEPiOOOM HalliBBUBEAEHHS (AUB. po3min «[IpoTunokasaHHI»).

AbeHmaHin: ogHOYACHE 3aCTOCYBaHHS (yKoHa301y B 0o3i 400 Mr Ta anbdeHTaHiny B 1031
20 MKT/KT BHYTPilITHLOBEHHO CYIIPOBOMXKYETHCS ABOKPATHUM 30iTbIIIEHHSIM ITOKa3HUKA

AUC,, (moxnuBo, uepe3 inribyBanus CYP3A4). Lle 3yMoBiioe HeOOXiOHICTh y KOPUTYBaHHI 703U
anbdeHTaHiy.

Amimpunmusin, HopmpunmuJiH: GJIYKOHA30J IIOCUJIIOE if0 aMiTPUNTUIIHY Ta HOPTPUNITUIIIHY .
PexoMeHOy€eThCSI BUMIPIOBAaTHA KOHIIEHTpAllil 5-HOPTPUNITUIIIHY Ta/a00 S-aMiTPUITHIIIHY Ha TOYaTKY
KOoMOiHOBaHOI Teparlii Ta yepe3 1 TUXOEHb Mmicyd 1l mo4yaTKy. Y pa3i HeoOXigHOCTI Tpeba
BiIKOPUTYBaTU 003y aMITPUNTUIIHY YU HOPTPUIITUILIHY.

Am@pomepuuuH B: ogHOYaCcHe 3aCTOCyBaHHS (HITyKOHA30/Iy Ta aMpoTepulnHy B iHpikoBaHUM MUIlam
i3 HOpMa/IbHIM IMYyHITETOM Ta iH(}IKOBaHUM MUIIaAM 3i 3HUKEHUM IMyHITETOM IPU3BEJIO OO TaKUX
pe3yIbTaTiB: HEBENIUKUY afUTUBHUN IPOTUTPUOKOBUI e(eKT IpHU CUCTEMHIN

indexuii Candida albicans, BifcyTHICTb B3a€MO/Iil IpU BHYTPillIHbOUEPENHii iHeKIIil Cryptococcus
neoformans Ta aHTaroHi3M [BOX IIpellapaTiB IIpu CUCTeMHiH iHdekuii Aspergillus fumigatus.
KrniniyHe 3Ha4YeHHS I[UX Pe3yJIbTaTiB HEBiOME.

AHmMukKoaz2yaaHmMu: SK i Ipu 3aCTOCYBaHHi iHINX a30/IbHUX ITPOTUTPHUOKOBUX 3ac00iB, Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHi (IyKOHA30Jly Ta Bap(papuHy MOBIJOMIISIIN IIPO BUIAOKU PO3BUTKY
KPOBOTEY (reMaToMa, HOCOBa KpOBOTeda, IJTyHKOBO-KUIIKOBA KPOBOTEYa, reMaTypis Ta MejleHa) Ha
TJIi TOOOBXKEHHS MPOTPOoMOiHOBOTO Yacy. [Ipy OMHOYACHOMY 3aCTOCYBaHHiI (HITyKOHA30/Iy Ta
BapdapuHy crocrepiranocs ABOKpaTHe IifABUINEHHS IPOTPOMOGIHOBOTO Yacy, iMOBipHO, BHACIIIOK
npurHidveHHs MeTaboniaMy Baphapuny dyepe3 CYP2C9. IToTpi6HO peTenbHO KOHTPOIIOBATH
IPOTPOMOiIHOBHI YacC y MAlli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATyISIHTHA abo
inmaumion. Moxe OyTu HeOOXiTHOIO KOPEKIis 03U aHTUKOATyJISHTY.

BeH3o0iaseniHu Kopomkoi 0ii, Hanpukaad, mMi0a3oaam, mpuas3onam: Tpu3HadeHHs HIYKOHA30Iy



IiCJIsT TepOPaIbHOI0 3aCTOCYBAHHS Miga30jamMy MPU3BOAKUIIO OO0 3HAYHOTO ITigBUIIIEHHS KOHIIEHTpAIlil
Miga3ojiaMy Ta 0O MMOCUIEHHS IICUXOMOTOPHUX edeKTiB. OmHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30y B
no3i 200 Mr Ta mMifgasoaMy B f03i 7,5 MI mepopasibHO Ipu3Boauio fo miasuileHHs AUC Ta nepiogy
HamiBBUBeMeHHS V 3,7 Ta 2,2 pa3y BiamoigHo. 3acTocyBaHHS (rryKoHa3omy B fo3i 200 mr/moby Ta
0,25 Mr TpuasojgaMy nepopanbHO Npu3BoAuiio Ao miapuineHHs AUC Ta nepiogy

HaliBBUBE[EeHHS TprualonamMy y 4,4 ta 2,3 pa3y BianosigHo. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI
(bITyKOHA30I1y Ta Tpra3ojlaMy CIIOCTepiranocs MOTEHIIOBaHHS Ta MIPOJIOHTallis edeKTiB TpHa3oiaMy.

AKII0 mamienTy, SKUi TPOXOAUTH KypC JIiKyBaHHS (IyKOHA30JI0M, Tpeba 0MHOYAaCHO IPHU3HAYUTH
Tepariio 6eH30gia3eniHaMu, 103y OCTAHHIX MOTPIOHO 3MEHIIUTH Ta BCTAHOBUTH HAJIEXKHUU HATIISAM 3a
CTAaHOM IIallieHTa.

Kapbama3zeniu: GpmyKoHa30/1 IpUTrHiuye MeTabos1i3M KapOaMa3elliny Ta CIPUYUHSIE MigBUIEHHS
piBHs KapOaMa3zemniny B cupoBaTili KpoBi Ha 30 %. [CHye pU3UK PO3BUTKY IPOSBIB TOKCUYHOCTI 3 OOKY
kKapbamaseniny. Moxke OyTu HeoOXiTHUM KOPUTYBaHHS 103U KapbaMas3eliny 3a/ekHO Bifl piBHS #0ro
KOHIIEeHTPaIlil Ta Oil mpemapary.

bokamopu Kaavuiesux KaHanie: mesKi aHTaroHiCTH Kalblliio (HipemumiH, icpagumis,
aMJIOUIIiH, BepanaMin Ta penogumin) MetabonizyioTscs depmenToM CYP3A4. ®nykoHa30mn
IIOTEHI[INHO MOXKe IMiABUINYBATU CUCTEMHY €KCII03UIiI0 6JI0KaTOPiB KasbIlieBUX KaHAaJIiB.
PexomMeH[0BaHU peTEIbHUY MOHITOPUHT IIOJ0 PO3BUTKY MOOIYHUX peakIiili.

Llenexokcub: mpu OMHOYACHOMY 3aCTOCYBaHHi (iykoHasony (200 mMr Ha moby) Ta 1emeKokcuby

(200 mr) C,,, Ta AUC nenmekokcu®y migpuiryBanucs Ha 68 % ta 134 % Bigmosigao. IIpu omHOYacHOMY
3aCTOCyBaHHI 1leieKoKcuOy Ta QrryKoHa301y Moxke OyTH HeOOXigHUM 3MeHIIEeHHS 03U IeJIeKOKCHOY
BABiYi.

Huxknaogpocpamio: ogHOYACHE 3aCTOCYBaHHA LUKI0pochaminy Ta GIyKOHa30Ily IPU3BOTUTH [0
nigBUIIeHHS piBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, BPaXxOBYIOUM MOXK/IMBUM PU3UK MiBUILIEHHS KOHIIEHTpalil 6inipybiny Ta
KpeaTHHIHY B CUPOBATLi KPOBI.

®eHmaHi: TOBIHOMIISNIM PO OOUH JIeTaIbHUYM BUMIAJOK BHACIIOK iHTOKCUKAIlil (eHTaHiIoM Uyepes
MOXKJIMBY B3a€EMO[iI0 MiX (peHTaHiNIOM Ta ¢payKoHa3010M. OTyKOHA30/1 3HAYHO YIIOBIIBHIOE
eniMiHawioo ¢eHTaHiny. [TigBUIeHHSA KOHLIEHTpallil (eHTaHiIy MOXe IPU3BOAUTH [0 NPUTHIYEHHS
IUXaHHS, TOMY Tpeba peTebHO KOHTPOJIIOBATH CTAH MallieHTa. Moxe 0yTH HeoOXimHOI0 KOPEeKIlis
103U (peHTaHiny.

IH2ibimopu I'MTI-KoA-pedykma3su: CyMiCHe 3aCTOCyBaHHS (IyKOHa301y Ta iHTribiTopiB ['MTI-KoA-
penykTas#, 1mo Metabomnizyiotbcs CYP3A4 (aTopBacTaTHH Ta CUMBacTaTHH), abo iHribiTopis M-
KoA-penyxkTa3sy, mo Metabonizyioteca CYP2C9 (drmyBacTaTiH), MiABUIYE PU3UK PO3BUTKY MiomaTil
Ta pabmomionisy. Y pa3i HeoOXifHOCTI OMHOYACHOTO 3aCTOCYBaHHS LIMX IIpenapaTiB MoTPioHO
PEeTeIbHO CIIOCTepiraTy 3a MallieHTOM LI0JI0 BUHUKHEHHSI CUMIITOMIB MiomaTii Ta pabmomioni3y i
IIPOBOOUTY MOHITOPHHT PiBHS KpeaTHHKIHA3HU. Y pa3i 3HAYHOTO HigBUINEHHS PiBHS KpeaTHUHKiIHA3Y, a
TaKOXK IIPH Iifo3pi Yu BUSBIEHH] MiomaTil/pabmomioni3dy 3acTtocyBaHHs iHTibiTOpiB 'MI'-K0A-
penyKTa3u IOTPiOHO MPUIIMHUTH.

I6pumuHni6: momipHi inribiTopu CYP3A4, Taki sk GryKoHa3071, MigBUINYIOTh KOHIIEHTPALIiI0
iOpuTuHiOy B My1a3Mi Ta MOXKYTh MiIBUIIyBaTHA PU3UK TOKCUYHOCTI. AKII0 HEMOXK/INBO YHUKHYTH
koMOiHanii mpemapartis, MOTPiOHO 3HU3UTH 03y i6puTHHIOY Ho 280 Mr oguH pa3 Ha J00y 3 METOI0
IIPOOBKEHHS 3aCTOCYBaHHS iHTibiTopa Ta 3a6e3MeYnT MOCTINHUYN KITiIHIYHUN MOHITOPHHT.



Ieakagpmop: omHOYACHE 3aCTOCYyBaHHS iBakapTOPy, peryasaTopa TpaHCMeMOpaHHOI IPOBIAHOCTI IpH
mykoBiciumosi (CFTR), 36inbiuimo ekcro3utito iBakahTopy B 3 pa3u Ta eKCIO3HUIIi0
rigpokcumeTtuniBakadTopy (M1) y 1,9 pagy. IlauienTam, SiKi OqHOYAaCHO MPUNMAaIOTh ITOMipHi
inri6itopu CYP3A, Taki gk ¢IyKOoHA30J Ta ePUTPOMILIMH, PeKOMEHI0BAHO 3HU3UTHU 03y iBakapTOpy
no 150 mMr onuH pa3 Ha go0y.

Osanapub: nomipHi inribitopu CYP3A4, Taki gk GpnykKoHa30J, IiABUINYIOTh KOHIIEHTPAIIiI0 oj1arnapuoy
y IJIa3Mi KpOBi; OfHOYACHE 3aCTOCYBaHHS He PEKOMEHAYEThCS. AKII0 HEMOXKIIUBO YHUKHYTH
3acToCyBaHHS Ili€ei KoMOiHalii, fo3y onamnapuby HeobxigHOo 3MeHIUTH 10 200 Mr oBigi Ha gO0y.

ImyHocynpecopu (Hanpukaad, YUuK/A0CNOPUH, e8epoaimyc, CUpPOAiMYC I MAKPOAIMYC).

IuxkaocnopuH: GIyKOHA30J 3HAYHO MigBuiye KoHneHTpauio Ta AUC nuknocnopuny. [Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHi ¢nyKoHa3o1ny y no3i 200 Mr/goly Ta IIMKIJIOCIIOPUHY Y H03i

2,7 mr/kr/mo0y croctepiranocs 30inbmennss AUC uuknocmopuny B 1,8 pasy. Lli mpenapaTu MoxXHa
3aCTOCOBYBATH OJHOYACHO 3a YMOBU 3MEHIIIEHHS A03Y LUKIIOCIOPUHY 3aJIeKHO Biff 10T0
KOHIIeHTpalIil.

Esepoaimyc: prnykoHa301 MOXKe IiABUITYBaTU KOHIIEHTPAIIiI0 EBEPOIIMYCY B CUPOBATIIi KPOBi Yepe3
npurHiyeHHss CYP3A4.

Cupoaimyc: GIyKOHa30] MiABUIINYE KOHLIEHTPAIIiI0 CUPOIIMYCY B IJIa3Mi KPOBi, iMOBipHO, IIJISIXOM
npurHiyeHHs Metaboniamy cuposimycy dbepmentoMm CYP3A4 ta P-rnikonporeinoM. Li mpemapartu
MOXKHa 3aCTOCOBYBaTU OOHOYACHO 3a YMOBY KOPUT'YBaHHS JO3U CHPOJIIMYCY 3a71€XKHO Bifl piBHSI
KOHIIeHTPaIllil Ta e(eKTiB Bif mpuiioMy Ipemnapary.

Taxpoaimyc: GIyKoHA30/ MOXKe MigBUIIYBATH KOHIIEHTPAIlil TaKpPOJIiMyCy B CHPOBATIIi KPOBi 0
5 pasiB mpu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 MPUTHiUeHHS MeTaboIi3My TaKpomiMycy
depmenTom CYP3A4 y kuineyHuKky. [Ipyu BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIiMyCy He
CIIOCTEpIranocs 3HaYHUX 3MiH (papMaKoKiHeTHKU. [lifBuUIeH] piBHI TAaKPOJIIMyCy aCOIiI0I0TECS 3
HeppPOTOKCUYHICTIO. [[03y TAKPOIIMYyCy [/isi IIePOPaIbHOT0 3aCTOCYBaHHS MOTPiOHO 3HUXKYBATH
3aJIe’XHO Bifl KOHIIEHTpallil TaKpOIiMyCy.

Jlo3apman: prryKoHA30/1 IPUTHIUYE ITePeTBOPEHHS J103apTaHy [0 Horo akTUBHOTO MeTabomity (E-31
74), 1110 3yMOBITIO€ OinbIlly YaCTUHY aHTArOHiI3MY [I0 PellenTopiB aHrioTeH3uny II mig gac
3aCTOCYBaHHS JI03apTaHy. PeKoOMeHg0BaHO 3[iMCHIOBATH IIOCTIMHNY MOHITOPHHT apTepiaJbHOro
TUCKY B IAI[i€HTIB.

MemadoH: ¢pnyKoHa30J1 MOXKe MifBUINyBaTH KOHIIEHTPALlil0 METaflOHY B CUPOBaTLi KpoBi. [Tpu
OJHOYAaCHOMY 3aCTOCYBaHHiI MeTafloHy Ta (IyKOHa30/ly Moxke 0yTH HeoOXifHMM KOPUTYBaHHS 03U
MeTafloHY.

HecmepoidHi npomu3anaavHi npenapamu (HIT3I1): pu 0qHOYACHOMY 3aCTOCYBaHHi 3 (JIyKOHA30JI0M
C,.x Ta AUC ¢dnyp6inpodeny miguiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIBHSIHO 3 BiAMOBIAHUMU
IIOKa3HUKaMHU MIPU 3aCTOCYBaHHi Tinbku (rypbinmpodeny. AHanOTiYHO IPU OOGHOYACHOMY
3acTocyBaHHI (priyKoHa3o0my 3 pauemigauM ibynpodenom (400 mr) C,., Ta AUC apmMakoiorivao
aKTHUBHOTrO i30Mepy S-( )-ibynpodeny migBuiyBanucs Ha 15 % Ta 82 % BiAmoBigHO MOPIBHSHO 3
BiATIOBigHMMMU MMOKAa3HWKAMHU IIPU 3aCTOCYBaHHI TiJIbKM palleMiuHOro i0ymnpodeHny.

®nyKOHA30JI IOTEHLIMHO 30aTHUY MiABUIyBaTU CUCTEMHY eKcno3ulito inmux HII3II, mo
MeTabomnizytoTbcss CYP2C9 (HanmpuKiiaf, HallpOKCEHY, IOPHOKCUKaMy, MeJIOKCHKaMy, TUKIIOPEHaKY).
PekxoMeHIOBaHO MEPiOAUYHO 3[iMCHIOBATA MOHITOPHUHT MOOIYHUX PeakKIliii Ta TOKCUYHUX IIPOSIBIB,



moB’ss3anux i3 HII3TI. Moxe 3HamoObuTucs KopuryBauus mo3u HIT3II.

®eHimoiH: HIyKOHA30/I MPUTHIUYye MeTaboi3M (eHiToiny B nedinii. OqHo4acHe 6araTopa3oBe
3actocyBaHHS 200 MT driykoHa30my Ta 250 Mr ¢GeHiTOIHY BHYTPIIIHHOBEHHO NIPU3BOAUTE 10
nigsuiierHs AUC,, denitoiny Ha 75 % Ta C,,, Ha 128 %. [Tpu omHOYaCHOMY 3aCTOCYBaHHI IIUX
JiKapChbKuX 3aco0iB MOTPiOHO MPOBOOUTH MOHITOPUHT KOHIIEHTpallii (eHiTOIHy B CUPOBATIIi KPOBi AJIS
YHUKHEHHS PO3BUTKY TOKCHYHOI il HeHiTOoIHy.

ITpedHi30H: IOBIMOMIISANN TIPO BUIIQMIOK, KOJIK V TallieHTa IIicyIsd TpaHCIJIaHTallil Me4YiHKY Ha Tl
3aCTOCYBaHHS IIPeOHi30HY PO3BUHYIACS TOCTPa HEHOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 1110
BMHUKIIA ITiC/ISI MPUIMHEHHS TPUMICSIYHOTr0 Kypcy Tepatnil hpaykoHa30m0M. [IpunuHeHHsS
3aCTOCYBaHHS (IyKOHA30JTy, iMOBIPHO, CIPUYMHUIIO MOocuneHHsT akTuBHOCTI CYP3A4, 1m0 npu3seno
o mpuCKopeHHs MeTabomi3my mpeaHi3ony. Tpeba peTenbHO CTEXUTH 3a MallieHTaMH, SKi ITPOTIroM
TPUBAJIOTO YaCy OOHOYACHO 3aCTOCOBYIOTh (DIIYKOHA30J1 Ta MPEOHi30H, 3 METOI0 IOTepeakKeHHS
PO3BUTKY HEJOCTATHOCTi KOPX HaJIHUPKOBUX 3aJ103 IiC/Isl MPUNMHEHHS 3aCTOCYBaHHS (PIIyKOHA30IY.

PugabymuH: GpryKoHa301 MiABUIIYE KOHIIEHTPAIii0 prdabyTHHY B CHPOBATII KPOBi, IO IIPU3BOAUTD
no 30inpuieHHs AUC pudabytuny mo 80 %. [Ipu omHOYaCHOMY 3aCTOCYBaHHI (JIyKOHA301y Ta
pudabyTuHy NOBiTOMIISANIOCS PO BUIIAKK PO3BUTOK yBeiTy. IIpu 3acTocyBaHHi Takoi KoMbiHaIil
nikapchKkux 3aco6iB NOoTpi6HO O6paTH MO yBaru CUMITOMM TOKCUYHOI fil pudabyTuny.

CaxksiHasip: dnykonason migsuiye AUC ta C,,, cakBiHaBipy nmpu0mu3Ho Ha 50 % Ta 55 % BigmoBigHO
yepes NpUTrHiueHHs MeTaboni3My cakBiHaBipy B neuinili ¢epmenTom CYP3A4 Ta uyepe3s inribyBaHHS
P-rnikompoTeiny. B3aemopil Mixk (hIyKoHa30/10M Ta CaKBiHaBipOM/pUTOHABIpOM He OOCIigKYyBaH,
TOMY BOHUM MOXKYTb OyTH OiNbll BUpaxkeHUMU. Moxe 0yTH He0OXiZHMM KOPUTYBaHHS [T03U
CakBiHaBIpY.

IToxiOHi cynbhoHiCeH08UHU: OTHOYACHE 3aCTOCYBaHHS (PIYKOHA30/Ty 3 IIEPOPAIbHUMU MOXiTHUMU
cynbhoHiICeYOBHHY (XTIOPIPOIaMif], TTiOeHKIAMifl, TIimi3ug Ta ToI0yTaMif) TPU3BOIUIIO [0
IIPOJIOHTYBaHHS Iepiofy IX HamiBBUBEOeHHA. PEKOMEHAY€EThCA IPOBOAUTH YaCTUX KOHTPOIb IIYKPY B
KPOBI Ta BifiMIOBITHUM YMHOM 3HMKYBaTH 403y MOXiAHUX CYJIb(OHIICEYOBUHY IIPU OTHOYACHOMY
3aCTOCYBaHHI 3 (pJIyKOHA30JIOM.

Teoginin: 3acTocyBaHHS (PrnyKoHa30my 1o 200 Mr npoTtsarom 14 [HIB IPHU3BEJIO 10 3HUKEHHS
CepenHbOTro KIlipeHcy Teodininy y ma3Mi KpoBi Ha 18 %. 3a nauieHTamy, gKi 3aCTOCOBYIOTh TeO(iIiH
y BUCOKUX H03ax a0o siKi MaloTh MigBUIIEHUW PU3UK PO3BUTKY TOKCUYHUX ITPOSIBIB TEO(iNTiHy 3 iHIINX
IpuYrH, Tpeba BCTAHOBUTHU HATJISM 100 BUSBIEHHS 03HAK PO3BUTKY TOKCHYHOI [ii Teodiminy.
Teparmiro noTpPiOHO 3MiHUTH MIPH MOSBi 03HAK TOKCHUYHOCTI.

Togayumuni6: BruB ToPaluTHHIOY 3pOCTa€ MPK OMHOYACHOMY 3aCTOCYBaHHI 3 TiKapChKUMU
3acobaMu, IKi MpuU3BOAATH 0o moMipHOTO iHribyBanHa CYP3A4 Ta nortyxHoro inrioysanus CYP2C19
(Hanpuknan gnykoHasos). ToMy peKOMeHI0BaHO 3HU3UTH 03y TOPalUuTHHIOY 70 5 MI OMH pa3 Ha
no0y B KoMOiHalligX i3 I[UMU IIpernapaTaMu.

Toneanman: excno3utig TonBanTtany (cyoctpaty CYP3A4) 3nauyno 36inbmyeThes (200% AUC; 80%
C.ay) TIPH HOTO OTHOYACHOMY 3aCTOCYBaHHI 3 GyKoHa3070M (moMipHu inribitop CYP3A4), Ta,
BiATIOBigHO, 3pOCTAa€ PU3NK BUHMKHEHHS TAKWX MOOIYHMX Peakllifl SK MOCUTIeHHS Oiypesy,
3HEBOJHEHHS 1 TOCTpa HUPKOBA HEJOCTATHICTh. Y pa3i 0MHOYAaCHOT0 3aCTOCYBaHHS, 103a TOJIBAIITAHY
NOBMHHA OyTU 3MeHIIIeHa BiiIOBIAHO 0O MOT0 iHCTPYKIIii, a 3a mallieHToM IIOTPiOHO crocTepiraTu
OO0 TIOSIBY IOOIYHUX PeaKIli.

Askanoiou bapeiHky: GnyKoHa3071, iMOBipHO, Yepe3 inridyBanus CYP3A4 Moxke CIPUYUHSITH



IiABUIEHHS KOHI[eHTpAllil ankanoifgiB 6apBiHKY B IIJla3Mi KPOBi (HanmpuKiIaf, BIHKPUCTUHY Ta
BiHOJIACTUHY), 1110 TPU3BOAUTE 10 PO3BUTKY HEMPOTOKCUYHUX €(EKTIB.

BimamiH A: IOBiZOMIISINIA, 110 V IAllieHTa, KUK OOQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIIOTY
(kucnortHa ¢hopma BiTaminy A) Ta prykoHa3on, cnoctepiranucs mobiyni peakunii 3 6oky ITHC y dhopmi
IICEBOOTYMOPY T'OJIOBHOTO MO3KY, 1[0 3HUK IIicig BigMiHu dnykoHasony. Lli mikapchki 3aco0u MoxkHa
3aCTOCOBYBATH OHOYACHO, ajie Tpeba am’siTaTu PO PU3UK BUHUKHEHHS M00iYHUX peakiliit 3 60Ky
LTHC.

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
npotsaroMm 2,5 oHA Ta (ayKoHa30iy nepopanbHo (400 Mr y nepmmit feHs, noTiM 1o 200 Mr KoxHi

24 roguHYu npoTaroM 4 gHiB) mpu3Beno go migsuiienHs C,,, Ta AUC, BOpUKOHA30Jly B CEPEAHbOMY IO
57 % (90 % HOI: 20 %, 107 %) ta 79 % (90 % OI: 40 %, 128 %) BignoBigHo. HeBimoMo, Y TpU3BOAUTH
3HUKEHHS 103U Ta/abo YacTOTHU 3aCTOCYBaHHSA BOPHKOHA30Iy a00 GIyKOHA30/Iy A0 YCYHEHHS TaKOTOo
edekTy. [Tpu 3acTOCyBaHHI BOPUKOHA30IY IicIs (PIyKOHA30/y MOTPiOHO IPOBOIUTH CIIOCTEPEXKEHHS
110710 PO3BUTKY NM0GiyHMX e(eKTiB, acoIiifioBaHUX i3 BOPUKOHA30JIOM.

3udosyouH: pnykonaszon niguiye C, .. Ta AUC 3umoBynuny Ha 84 % Ta 74 % BimmoBigHO, 1110
3YMOBJIEHO 3HUKEHHSIM KITipeHCYy 3U0BYOUHY NMpUOIN3HO Ha 45 % IIpH HOT0 IepopaabHOMY
3actocyBaHHi. [Iepion HamiBBUBeNeHHS 3UNOBYAUHY OYB TaK0XK MOOBXKEeHUM MpruOnu3Ho Ha 128 %
micyis 3acToCyBaHHS KOMOiHalil (IyKOHa30Iy Ta 3UOOBYAUHY. 3a MallieHTaMH, SIKi 3aCTOCOBYIOTh
Taky KoMOiHallio mikapchkux 3aco6iB, TOTPiOHO CrOCTepiraTy 00 PO3BUTKY MOGIYHUX peakilil,
II0B’A3aHUX 13 3aCTOCYBaHHAM 3UNOBYIUHY. MOXKHa PO3TJISHYTU OOLUUIBHICTE 3HUKEHHS N03U
3UOBYIUHY.

A3umpoMilyuH: TP OGHOYACHOMY [1epOopaIbHOMY pa30BOMY 3aCTOCYBaHHI a3iTpOMILIMHY Ta
bmykoHa3ony B go3ax 1200 mr ta 800 Mr BigmoBigHO XKOAHUX 3HAUYIINX (hapMaKOKiHETUYHUX
B3a€EMO[il BUSIBIEHO He 0yJI0.

ITepopasvHi KOHMpayenmueu: Ipu 3aCTOCYBaHHI (pIyKOHa305y B 4031 50 Mr BIJIMBY Ha PiBEHb
TOpMOHiB He 0yJ10, TOZi SIK ITPX 3aCTOCYBaHHi QykKoHa3oiy B 703i 200 Mr Ha go0y criocTepiranocs
30inpmenHss AUC etuHinectpamiony Ha 40 % Ta neBoHoprectpeny - Ha 24 %. Lle cBimuuTh Ipo Te, 110
HaraTopa3oBe 3aCTOCYBaHHS (GIYKOHA30Jly B 3a3HAaYEHUX N03aX HaABPSA UM MOXKe BIIJIUBATH Ha
eekTUBHICTh KOMOGIHOBAHOT'O ITEPOPAILHOT0 KOHTPAIIEIITURA.

Isakagpmop: cynyTHE 3aCTOCYBaHHS 3 iBaKadTOPOM, IifACUIII0OBaYeM MYKOBiCIIUIO3HOTO
TpaHCMEeMOPaHHOT0 PETYJISITOPa IPOBITHOCTI, MiBUINY€E eKCII03uIIii0 iBakadTOpy B 3 pa3H, a
rigpokcumetuniBakadTopy (M1) - y 1,9 pa3sy. [115 nauieHTiB, SKi 0IHOYaCHO 3aCTOCOBYIOTh IIOMipHi
inri6itopu CYP3A, Taki 9K QIyKoHa30JI i epUTPOMIIINH, PEKOMEHAYETLCS 3HUKEHHS N03HU iBakahTOpy
no 150 mr 1 pa3 Ha fmo0y.

Oco06.1ueo0cmi 3acmocyeaHHsi.

LHepmamodgimisa. BigoMo, 110 Ipu 3aCTOCyBaHHI GJIyKOHA301y [J1s JIiKyBaHHA AepMaTodiTil y mitent
OCTaHHI! He IepeBUIIyE IPu3e0(]yIbBiH 3a €(PEKTUBHICTIO i 3aTaNbHUN MOKA3HUK €(PEKTUBHOCTI
ctanoBuTh MeHIe 20 %. Tomy ¢hIyKoHa30/1I He MOXKHA 3aCTOCOBYBATH IS JIIKyBaHHS AepMaToQiTil.

Kpunmoxkoko3s. [loka3siB e(eKTUBHOCTI (hTyKOHA30JIy [AJIS JTiKyBaHHS KPUITOKOKO3Y iHIIKX
JIoKaJsi3aliil (Hanpukiiag, JereHeBoro KpUITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTaTHbO, TOMY



PEKOMEHalli# 00 J030BOTO PEXKUMY IJIs JTiIKyBaHHS TAKHUX 3aXBOPIOBAHb HEMAE.

I'1uboki enOemiyHi miko3u. [JokasiB ebeKTUBHOCTI (IyKOHA30I1y IS TiKyBaHHS iHIIUX HOpM
eHJeMiUHUX MiK03iB, TaKUX 5K TapaKOKIMAi0IA0MiKO03, TiCTOIIa3M03 Ta IIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEJOCTATHLO, TOMY PeKOMEeH allill 100 JO30BOr0 PeXKUMY [JIs JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupkoea cucmema. TlanienTaMm i3 mopyueHHIM GYHKIIM HUPOK IIpenapaT MoTpidHO 3aCTOCOBYBATH 3
obepexHicTio (muB. po3min «Crocib 3aCTOCYBAaHHS Ta O3U»).

Hedocmamuicme HaOHUpKo8ux 3an103. KeTOKOHAa3071, K BifOMO, CIIPUYMUHSIE HEAOCTaTHICTh
HaJHUPKOBUX 3aJ103, i Ile TAKOXK MOXKe CTOCYBaTUCS (IyKOHA30Jy, X04a CIIOCTEPIraEThCS PigKO.
HepocTraTHiCT, HAOHUPKOBUX 3aJ103, 10B'A3aHa 3 ONHOYACHUM JIIKyBaHHSAM IIPEHI30HOM, ONKCaHa y
migpo3mini Bnaue ¢aykoHasony Ha iHwi aikapcebKi 3acobu po3piny «B3aemopmist 3 iHIIuMu
JiKapChKUMHU 3acobaMu Ta iHIIi BUIKM B3aEMOIiN».

I'enamobiaiapHa cucmema. TlanieHTam i3 mopyueHHIM GYHKITIHM MTe4iHKY ITpemnapart noTpidHo
3aCTOCOBYBATHU 3 00epexkKHiCTI0. 3aCTOCYBaHHS (PIIYKOHA30/Iy acOIliloBaloCs 3 BAHUKHEHHSIM
PiOKiCHUX BUIIafKiB PO3BUTKY TSXKKOI relaTOTOKCUYHOCTI, BK/II0Yal04y JIeTallbHi BUMIQIKU, TOJTIOBHUM
YUHOM Y TAI[lE€HTIB i3 TAXKKUMUA OCHOBHUMH 3aXBOPIOBAaHHAMU. Y BUINAgKaX, KOJIU PO3BUTOK
rernaTOTOKCUYHOCTI acoIliloBaBCs i3 3aCTOCYBaHHSAM (QIyKOHa307y, He 6y0 Big3HaueHo ii SBHOI
3aJ1eXKHOCTI Bifi 3aranbHOI J00O0BOI HO3H IIpernaparty, TPUBAJIOCTI Teparlii, cTaTi abo BiKy mallieHTa.
3a3BUYall TenaToTOKCUYHICTh, CIpuYrHeHa (HIyKoHa3010M, 060pPOTHA, a 1l TPOsiBA 3HUKAIOTh MiCHs
IPUNIMHEHHS Teparii.

3a malfieHTaMu, y KX IPU 3aCTOCYBaHHi (IYKOHA30Iy CIIOCTEPIraloThCS BigXUIEHHS pPe3ynbTaTiB
GbyHKITi0HATPHUX P00 MeYiHKY, TOTPiOHO BCTAHOBUTU PETENIbHUM HATJISA[ OO0 PO3BUTKY OibIil
TS2KKOTO YpazkKeHHs MeYiHKY.

[TarienTiB Tpeba npoindopMyBaTH PO CUMIITOMH, 110 MOXKYTh CBIIUMUTH ITPO CEPHO3HUIM BIJIUB Ha
NeviHKy (BUpaXkKeHa acTeHis, aHOPeKCis, MOCTiiHa Hyg0Ta, O/TI0BaHHS Ta KOBTSIHUILIL). Y TaKOMYy pasi
3aCTOCyBaHHS (GIyKOHA30Jy MOTPiOHO HeralHO IPUIMHUTH Ta IIPOKOHCYILTYBATUCS 3 JTIKapeM.

Cepuego-cyOuHHa cucmema. [lesiki a30mu, 30KpeMa i pIyKOoHa30JI, aCOLiI0I0TLCS 3 TOAOBKEHHIM
inTepBany QT Ha enekTpokapgiorpami. ®1yKoHa30J1 COPUYMHSE TON0BXKEeHHA iHTepBany QT mgxoM
inribyBaHHS CTPyMY iOHIiB Uepes KaslieBi KaHaau BHYTPilIHbOTO BunpsamMiaeHHs (Ikr). [TogoBxkeHHS
inTepBany QT, cupu4ynHeHe iHIMKUMU TiKapChKUMU 3acobaMy (TaKUMU K aMiofjapoH), MOXe
TIOCUJTIOBATHCS BHACTINOK iHTiOyBauHsa GpepmenTy CYP3A4 mutoxpomy P450. IToBimommsinu mpo gyxe
pimKicHi Bunmagku nogoBxkeHHS iHTepBany QT Ta mapokcu3ManbHOL IUTYHOYKOBOI TaxXiKaphil TUILY
«IipyeT» IIPH 3aCTOCYBaHHI QIyKoHa305y. Taki MOBiqOMIEHHS CTOCYBAJIACS MALli€HTIB i3 TIXKKUMU
3aXBOPIOBaHHSIMHU IIPU NOegHAHHI 6araThox (HakTopiB PU3UKY, TAKUMHU SIK CTPYKTYPHI 3aXBOPIOBaHHS
ceplis, IOpyIIeHHs eeKTPOJIiTHOro 00MiHy Ta OfHOYACHe 3aCTOCYBaHHS iHINNX JiKapChKUX 3ac00iB,
110 BIiuBaioTh Ha iHTepBan QT. [TallieHTH 3 TimOKalieMi€lo Ta TSIXKKOI0 CepLieBOI0 HEOOCTATHICTIO
MalOTh IiIBUIIEHUN PU3UK BUHUKHEHHS XKUTTEBO HEOE3MEUYHUX ITYHOYKOBUX apUTMIl Ta
IapOKCU3MaJIbHOI IITyHOYKOBO! TaxikKapmil TUMY «IipyeT».

®nykoHa3on Tpeba 3 00epeKHICTIO 3aCTOCOBYBATH TAI[iEHTaM i3 PU3UKOM PO3BUTKY apUTMiH.
OnHoyacHe 3aCTOCYBaHHS Pa30M i3 iKapChKUMU 3aco0aMu, 10 IPOJIOHTYI0Th iHTepBan QTc ta
MeTabomi3yoThcs 3a gonoMoroio hepmenty CYP3A4 nutoxpomy P450, mpoTunoka3aHe (IUB. pO3inu
«IIpoTunoka3aHHs» Ta «B3aemois 3 iHIIUMY TiKapCHbKUMH 3aco0aMu Ta iHI BUOU B3a€MOMIN»).

I'anoppanmpun. F'anodanTtpun € cydctpatom pepmenty CYP3A4 i mponourye intepsan QTc mpu



3aCTOCYBaHHi Y peKOMEeHIOBaHUX TepalleBTUUYHUX J03ax. OgHOYacHe 3aCTOCYBaHHS rasoGaHTPUHY Ta
GbIyKOHA30I1y HE PEeKOMEHIYEThCS (OUB. PO3Min «B3aemopmist 3 iHIIMMU JTiKapCbKUMHU 3aco0aMu Ta
iHITTi BUIW B32€MOIIN»).

Ilepmamonoeiuni peakuii. ITig 9ac 3acTocyBaHHS (HIIyKOHA30/Iy PiAKO MOBIMOMIISAIOCS PO PO3BUTOK
TaKUX eKCQOJliaTUBHUX LMIKIPHUX peakliil K cuHapoM CTiBeHca - [[2KOHCOHA Ta TOKCUYHUU
elmifgepManbHuX HEKpoi3. [1oBioOMIISIu PO MeAUKaMEeHTO3HY Peakiliio 3 e03MHODIIE0 i
cucremuauMu nposiBamu (DRESS). IMauientu, xBopi Ha CHIII, GinbIi CXUIIbHI 00 PO3BUTKY TSIKKHUX
MIKipHUX peakIlill TPy 3aCTOCyBaHHi 6araThoX JiKapchKux 3acobiB. AKIO y MallieHTa 3 TOBEPXHEBOIO
rpubKOBOI0 iH(DeKITier0 3’ IBNIII0THCS BUCHUITAHHS, 1110 MOXKHA ITOB'SI3aTH i3 3aCTOCYBAHHSIM
GbIykKoHa3011y, TOfablle 3aCTOCYBAHHS IIpenaparty Tpeba NpUNUHUTH. AKIIO y mallieHTa 3
iHBa3MBHOI0/CUCTEMHOIO I'PHOKOBOIO iH(EKIIi€I0 3’ IBISIOTHCS BUCUIIAHHS Ha INKipi, 3a 10T0 CTaHOM
OTPiOHO peTesbHO CIOCTEPIraTH, a y pa3i po3BUTKY Oy/IbO3HUX BUCHUIIAHb 260 MyITbTH(HOPMHOI
€pUTEMU 3aCTOCYBaHHS (DITyKOHA30/Iy MOTPIOHO IPUIINHUTH.

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

ITumoxpom P450. ®nykoHa3on € nomipauM inridiropom dhepmentis CYP2C9 ta CYP3A4. Takox
bnykoHa3o1 € noMipHuM iHribiTopoMm pepmenTy CYP2C19. Tpeba crocTepiraTtu 3a CTAHOM IaIli€HTIB,
SIKi OTHOYACHO 3aCTOCOBYIOTH (PIYKOHA30JI Ta IIpernapaTy 3 By3bKUM TEPANEBTUYHUM BiKHOM, III0
MeTabomizyoThes 3 yuyactio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3nin «B3aemMofis 3 iHIMME
JiKapChKUMH 3aco00aMu Ta iHIIi BUOKW B3aEMOTIiN»).

TeppeHaduH. [ToTpiOHO peTeIbHO CIOCTEPIraTH 3a CTAHOM IalliEHTa IIPU OJMHOYACHOMY 3aCTOCYBaHHI
tepdenaguny Ta GykoHa30my B no3i Menie 400 mr Ha 0o0y (muB. po3ninu «IIpoTUllOKa3aHHS» Ta
«B3aeMopist 3 iHIMMMY JTiKapChbKUMK 3ac00aMM Ta iHIIII BUAM B3aEMOIii»).

Kanou0do3s. JocnigKeHHS MOKa3aiyd 3pOCTaHHS MOMMpeHoCTi indeknin Buny Candida, BigMiHHUX

Big C. albicans. BoHM 4acTo € MPUPONHO pe3ucTeHTHUMHU (Hampukiap, C. krusei ta C. auris) abo
[EeMOHCTPYIOTh 3HUKEHY UYyTIUBICTh 10 biykoHasony (C. glabrata). Taki indekil MOXKyTb
noTpebyBaTu anbTEPHATUBHOI IPOTUTPUOKOBOI Tepallii yepe3 Hee(peKTHUBHICTH NTiKyBaHHSI. ToMy
PEKOMEHIYEThCS BpaX0ByBaTH IOUIMPEHICTh PE3UCTEHTHOCTI pidHUX BUAiB Candida mo ¢GayKoHa301y.

IlonomidcHI pevosuHu.

[IpemapaT MiCTUTE JIaKTO3y. fKIIO y ITalli€eHTa BCTAHOBJIEHA HEIIePEHOCUMICTD JesAKUX
IIYKpiB, Tpeba IMPOKOHCYIIbTYBATUCS 3 JTiKapeM, Mepll HiXK MpuiMaTH Led TikapchKuil 3acib.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BazimHicmb

3a manuMu 06cepBalliiHOTO OOCTiAKeHHS, iCHy€ MigBUIIEHNY PU3UK CIIOHTAHHOT'0 abopTy y XKiHOK,
SIKi OTpUMYyBau (pIyKOHA30JI MIPOTITOM IIePIIOr0 TPUMECTPY BaTriTHOCTI.

[ToBimoMsiNIOCS IPO YHCENTbHI BPOAKEH]i TaTOJIOril y HOBOHapOoAKeHUX (BKJtoYaioun Opaxinedarntiio,
OMCIIIAa3ii0 BYIIHOI paKOBUHM, HaAMipHe 30i/bIIIeHHS TePeIHbOr0 TiM'TYKa, BUKPUBIIEHHS CTETHA,
IIJIeYOIIPOMEHEBUH CHHOCTO3), MaTepi IKUX MpHUUManyu BUCOKi no3u ¢ykorHazomy (400-800 Mr/moby)
IIPOTSITOM IPUHAWMHI TpbhoX abo GifbIlle MicALiB s JTiKyBaHHS KOKIMAi0im03y. 3B’I30K Mixk
3aCTOCYBaHHSM (IyKOHA30Jly Ta IMMU BUNIaJKaMHi He BU3HAYEHUU.



HocnimKeHHS Ha TBAPHWHAX ITIPOOEMOHCTPYBAJIN PEIIPOOYKTHUBHY TOKCUYHICTb.

He cnip 3acTocoByBaTH 3BU4arHi 103U (PIIyKOHA30/Iy Ta KOPOTKOTPHBAJI KYpCU JTiKyBaHHS
(bITyKOHA30JI0M Y IIepiof BariTHOCTI, 3a BUHSITKOM KpaiHbOI HEOOXiMHOCTI.

He crig 3acTocoByBaTH BUCOKi 003U (PIIyKOHA30 Ty Ta/abo TprBai KypcH MiKyBaHHS (HITyKOHA30JI0M y
1epiof BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(EKIIiH, 110 MOXKYTb 3arp0KyBaTH XKUTTIO.

I'odysaHHA 2pydoio.

®nyKoHAa30J1 TPOHUKAE ¥ IPyOHE MOJIOKO Ta [ocATra€ KOHIEHTpallii mofioHol Jo piBHS Yy Myia3Mi KpOBi
(Ous. po3pin «PapmMakoKiHeTHKa»). ['ofyBaHHSA I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCIIS PA30BOT0
3aCTOCYBaHHS 3BUYaNHOI 103U (PIYKOHA30JTy, 1110 CTaHOBUTDL 150 M.

TomyBaTH TPYAII0 He PEKOMEHAYEThCS Ipu 6araTopa3oBOMYy 3aCTOCYBaHHi (GIyKOHa301y abo mpu
3aCTOCYBaHHI BUCOKUX 03 (QIIyKOHA30TY.

Crif OIiHUTY KOPUCTh TOAyBaHHS IPYANI0 /IS PO3BUTKY i 3MOPOB’SI QUTHHMU, a TAKOXK KITiHIUHY
norpeGy MaTepi y npemnaparti ®ymuc® i 6yas-aKi moTeHmiliHi mo6iuni edexTu npenapaty Oyuuc® aGo
OCHOBHOT'O 3aXBOPIOBaHHS MaTepi A IUTUHHY, SKa OTPUMY€E TPYIHE BUTOJOBYBaHHS.

depmusbHicmb.

®ykoHa3071 He BIUIMBAB Ha GepPTUIILHICT CaMIliB Ta CaMOK IIypiB.

30amuicmb eniueamu Ha weudKicmb peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexdaHismamu.

HocmimxeHb BIIUBY GIYKOHA30Jy Ha 30aTHICTh KEPYBaTH aBTOTPAHCIIOPTOM abo IIpalffoBaTH 3
IHIIMMU MexXaHi3MaMU He IIPOBOOUIIU.

[TauieHTiB MOTPiOHO MOiHGOPMYBaTH IPO MOKJIMBICTh PO3BUTKY 3allaMOpO4YeHHS abo CygoM (OuB.
po3min «ITo6iuHi peakiiii») mig yac 3aCTOCOBYBaHHS npemnapaTty. [Ipy po3BUTKY TaKUX CUMIITOMIB He
PEKOMEH[IYEThCS KepyBaTH aBTOTPAHCIOPTOM abo IpaloBaTH 3 iHITMMU MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHss ma do3u.

[IpenapaT 3acTOCOBYBaTHU IepopasnbHo. [IpuitoM mpemnapaTy He 3a/eKUTh Biff IPUKOMY 1XKi.
Llopocai.

[Ipemapat 3acTocoByBaT# B 7031 150 MI 0IHOPA30BO.

IHauieHmu nimHb0o20 8IKYV.

[Tpu BigCcyTHOCTI 03HAK MOpYILIeHHS (PYHKIM HUPOK [J1g JiKyBaHHS 1liei KaTeropil naiieHTiB
3aCTOCOBYBaTHU 3BUYaUHY 03y HAJI OPOCIIUX.

ITopyweHHA GYHKUII HUDOK.



®1yKOHA30JI BUBOOUTHCS IIEPEBaXKHO 3 Ccevyel0 Y He3aMiHeHoMy Burisani. [lpu ogHopasoBoMy
3aCTOCYBaHHI (hJIyKOHA30/Iy KOPUTYBATH [03Y 11iif KaTeropii mauieHTiB He MOTPiOHO.

ITopyweHHA QYHKUIU neyviHKu.

®nykoHa3051 TOTPiOHO 3aCTOCOBYBATU 3 00EPEKHICTIO NallieHTaM i3 IopymeHHAMY GQYHKIIN TeYiHKH,
OCKinbKM iH(popMalii momo 3acTocyBaHHs (IYKOHA301y I1ili KaTeropil maiieHTiB HeIOCTaTHRO (IUB.
po3ginu «Ocob6nuBoCTi 3acTocyBaHHI» Ta «[100iuHi peakii»).

Himu.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYyBaHHS IIpenaparTy Ojis JIiKyBaHHS T'eHiTallbHUX KaHAUAO03IB ¥ OiTen
He BCTaHOBJIEHI, He3BaXkKal0Yy Ha BUYEPIIHI JaHi 00 3aCTOCYBaHHSA (PIIYKOHA30Jy HiTAM. fAKII0
icHye HaranmbHa moTpeba 3acTOCyBaHHS MpenapaTy miamiTkaM (BikoM Big 12 mo 17 pokis), moTpi6HO
3aCTOCOBYBaTU 3BUYalHI 03U [AJIS JOPOCTIUX.

Ilepedo3yeanHns.
CuMnTomu: raimoluHallil Ta mapaHoifaabHa IOBETiHKa.

JlikyBaHHS: CUMIITOMaTA4YHe (y TOMY YXCJIi IPOMUBaHHA IUIyHKA U NiATPUMYyO4a Teparis).
®nyKOHA3071 BUBOLUTHCS ITIEPEBAaXKHO 3 CeYel0, TOMy (pOpCOBaHUM [iype3 MOXKe NPUCKOPUTHI
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBAJiCTIO 3 TOOUHU 3HUXKYE PiBeHb QPIYKOHA30ITYy y
m1a3Mi KpoBi mpu6nmu3Ho Ha 50 %.

ITobiuni peakuii.

[ToBimomIsAiny PO MeOUKaMeHTO3HY peakliifo 3 eo3uHoPinieo i cucteMHuMu npossamu (DRESS),
acoIrifioBaHy 3i 3aCTOCyBaHHSM (GIyYKOHA301y (OuB. po3ain «OcoOGIMBOCTI 3aCTOCYBAHHS»).

Haituacrime (Big =1/100 go <1/10) moBimomsiiiocs Ipo Taki mobiuHi peakirii: ronoBHu 6inb, 6inb y
JKWBOTi, miapesi, HymoTa, O/M0BaHHS, IiIBUINEHHS PiBHS alaHiHamMiHOoTpaHchepasu (AJIT),
acnaprataMinoTpaHcdepasu (ACT), nyxkHol pocdaTa3u KpoBi Ta BUCUTIAHHS

I7s1 OIIiHKY YaCTOTY BUHUKHEHHS MOOIYHMX peaklliii BUKOPHUCTOBYIOTh TaKy Kiacudikariito: myxe
yacTto (=1/10), gyacro (Bim =1/100 mo <1/10), HeuacTo (Big =1/1000 mo <1/100), pigko (Bim =1/10000
no <1/1000), myxe pigko (<1/10000), yacToTa HeBigoMa (HEMOXKJIMBO OL[IHUTH Ha MiICTaBi HasiBHUX
OaHUX).

3 boky cucmemu Kposi ma AiMpamuyHoi cucmemu.

HeuacTo: aHemMis.

Pigko: arpaHynouuTo3, TeHKoIeHis, HEeUTPOIeHiss, TPOMOOIUTOIEHis.
3 6oky imyHHOI cucmemu.

Pigko: aHadinakcis.



3 6oky memaboaizaMy ma Xap4ye8aHHs.

HeuacTo: 3HMXEHHA alleTUTy.

Pigxo: rinepTpurnitiepugemMis, rinepxojecTepuHeMis, TimoKamiemis.
3 60Ky ncuxiku.

HeuacTo: 6e3COHHS, COHJIUBICTb.

3 6oky Hepeogoi cucmemu.

YacTo: ronoBHu Oinb.

Heuacro: cynoMu, 3aaMOpoYeHHs, TapecTesii, mopyleHHs CMaKy.
Pigxo: Tpemop.

3 60Ky opaaHis cayxy ma pisHosazau.

Heuacro: BepTHuro.

3 6oky cepus.

Pigko: mapokcu3MasbHa MUIYHOYKOBA TaxXiKapmisd TUILY «IipyeT», onoBkeHHd iHTepBany QT (Zus.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

Yacro: 6inb y YepeBHill TOPOXKHUHI, fiapes, HynoTa, OMIOBaHHS.
HeuacrTo: 3amop, pucrenciss, MeTeopusM, CyXiCTh y POTI.

3 6oky 2enamobisiapHoi cucmemu.

Yacto: nigeuiieHHs piHiB AJIT, ACT, nyxkHoi ¢ocdaTasu B KpoBi (AuB. po3min «OcobauBoCTi
3aCTOCYBaHHS»).

HeuacTo: X0ecTas, XKOBTSHUIA, MiIBUILIEHHS piBHS Oinipy06iny (muB. po3min «OcobnmuBoCTi
3aCTOCYBaHHS»).

Pigko: mediHKOBa HEIOCTATHICTh, TeNaTOLENIONAPHAM HEKPO3, TeaTUTH, TeaTOLe0IsIpHe
ypaxeHHs (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

3 6oky wkipu ma niOwKipHoi KAiMKOBUHU.
YacTo: BucunaHus (ouB. po3mainn «OcoO0NMMBOCTi 3aCTOCYBAHHS»).

HeuacTo: cBepOixk, MeqUKaMEeHTO3HUM AepMaTUT (BKIo4Yaouu GpikCcoBaHUN MeIuKaMeHTO3HUMN
IepMaTUT), KPOIIUB'THKA, MiBUIIIeHe TIOTOBUOiNeHHS (IUB. po3min «Oco6IMBOCTI 3aCTOCYBaHHS»).

Pimko: TOKCMYHUM emligjepMalIbHUN HEKPOIi3, cCHHAPOoM CTiBeHca-II2KOHCOHA, TOCTPUH
reHepai3oBaHUM €K3aHTeMaTO3HUU MyCTY/Ib03, eKC(HOTIaTUBHUM IePMaTUT, aHTi0HEBPOTUYHUN
HaOpsK, HaOpsgK oO6nuyuds, anomnenis (GUB. po3nisn «Oco6IUBOCTI 3aCTOCYBAHHS ).



YacToTa HeBiloMa: MeIMKaMeHTO3Ha peakilis 3 eo3uHodimieto i cuctemuumu nposieamu (DRESS).
3 60Ky ONnopHO-pPyXx08020 anapamy ma CnOAY4YHOi MKAHUHU.
Heuacrto: mianris.
3azanbHi nopyweHHA ma peakuii y Micui 88e0eHHA.
HeuacTo: mifBuIlieHa BTOMJIIOBaHICTh, He3Oy2KaHH, aCTeHis, raps4ka.
itm

YacToTa Ta xapakTep 06iYHUX peakliii Ta BiIxuieHb 1aO0PaTOPHUX TOKA3HUKIB y OiTel, IKi
GbikcyBanmucs Mif Yac KIiHIYHUX OOCTiIXKEeHb, KPiM I'eHiTallbHOT0 KAHAU03Y, € IIOPIBHIHHUMH 3
TaKUMHU Y TOPOCTIUX.

[ToBimomIeHHs PO Mimo3poBaHi Mo6iYHI peakirii

[ToBimomIeHHS PO Mimo3poBaHi MO6GiYHI peakii micyis peecTpariil 1iKapchKOTo 3aco0y € BaxKIHUBOIO
npouenypom. Lle mae 3Mory npomoBKyBaTh KOHTPOJIIOBATH CIIiBBITHOILIEHHS KOPUCTL/PU3UK IIPU
3aCTOCYBaHHI 1IbOTO JiKapchKOro 3aco0y. MenuyHi mpalliBHUKY [TOBUHHI MTOBIIOMISTH IIPO BCi
migo3pioBaHi no0iYHi peakiiii yepe3 HallioHAJbHY CUCTEMY 3BiTHOCTI Ta 3asiBHUKY 4epe3 GpopMy
3BOPOTHOTO 3B’A3Ky Ha BebcauTi: https://kusum.ua/pharmacovigilance/

Tepmin npudamHocmi. 3 POKH.

YMmoBH 30epiranssi.
30epiratu npu TeMiepartypi He Buie 25 °C

30epiratu y HeJOCTYIIHOMY OJISI OiTeM MicCIIi.

YnakoBka.

[To 1 Tabnetui y 6micTepi; mo 1 6icTepy B KapTOHHIN yIaKOBIIi.

Kareropis Bigmycky.

be3 pernernra.

BupoOHHUK.
KYCYM XEJITXKEP I1BT JITH/

KUSUM HEALTHCARE PVT LTD.


https://kusum.ua/pharmacovigilance/

Micue3Haxo/KeHHsI BHPOOHHKA Ta aJpeca Micllsi MpoBaIKeHHsI HOro Mis/IbHOCTI.

[Trnot Ne M-3, Inmop Cnemwen Ikonomik 3oyH, ®eus-1I, ITitamnyp, [lict. [Ixap, Maaxes I1pagern, [Tin
454774, Iapis/

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

IHCTPYKIIA

IJIs1 MEIUYHOT 0 3aCTOCYBaHHS JIIKapChKOT0 3aC00y

®yIuc’

(FUSYS?)

Cknao:
ditoua pevosuHa: ¢pnykoHnason (fluconazole);
1 TabneTka MicTUTh yKoHazomy 150 mr;

00ONOMIdiCHI peyosuHU: TAaKTO3KW MOHOTIAPAT, Ie/lI0103a MiKpoKpucTaniyHa, moBimoH K30, Tanbk,
MarHil cTeaparT, HaTPil0 KPOXMaIbIIKOIAT (TUI A), HATPil0 KpOoCKapMeso3a.

JIikapcbka ¢opma. TabmeTku.

OcHosHi ¢izuko-xiMiuHi 8aacmusocmi: 6imi, KPyrii 3i CKOIIeHNMYU KpassMu TabIeTKH 3 JIiHie
po31aMy 3 OIHOT0 OOKY.

dapMakoTepaneBTHYHA rpyna. [IpoturpuOKoBi 3aco0u [i7isi CUCTEMHOTO 3aCcToCyBaHHS. [ToxigHi
tpuasony. Kog ATX JO2A CO1.

®Papmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.

MexaHi3M mil.



®nyKoHAa3071 € TPOTUTPHOKOBKAM 3aCO00M KJlacy Tpra3oiiB. [lepBUHHUM MexaHi3MOM HOro fil €
IPUTHIYeHHS rpubKoBOro 14 anbda-1aHOCTEPO-IeMETUIIOBaHHS, OTI0CEPEeIKOBAHOT0 IIUTOXPOMOM
P450, 110 € HeBifg'eMHUM eTanoM 6iocuHTe3y IPruOKOBOr0 eprocrepony. AKymynsiis 14 anbda-MeTun-
CTEPOJIiB KOPEJIIOE 3 ITOMabIIO BTPATO eprocTepoly MeMOpaHoio rpuOKOBOI KITITUHY Ta MOXKe
BifimoBigaTH 3a MPOTUTPUOKOBY aKTUBHICTh (PriyKoHa305y. ®IyKoHa30J € OiNIbII CEIEKTUBHUM 10
rpubkKoBux hepMeHTiB iuToxpoMmy P450, HixXK [0 pi3HUX cucTeM GpepMeHTiB nuToxpoMy P450 ccasis.

3acTocyBaHHS QIyKOHa305y B f03i 50 Mr Ha go0y npoTAroM 28 [HiB He BIJIMBA€E Ha PiBEHb
TECTOCTEPOHY B IJIa3Mi KPOBi y 40JI0BiKiB a00 Ha piBeHb €HAOTeHHUX CTEPOIMiB y KiHOK
pempoayKTuBHOTO Biky. ®mykoHa3on y mo3i 200-400 Mr Ha moby He MPOSIBIISE KITiHIYHO 3HAYYL[OTO
BIINBY Ha pPiBeHb EHOOTE€HHUX CTepOifiB abo Ha BiamoBiab Ha cTumynsuito AKTT y 3gopoBux
HOOPOBOJIBIIIB YOJIOBIYOl CTATI.

HocmigXeHHsT B3aEMO{Iil 3 aHTUMIIPUHOM IIPOAEMOHCTPYBAJIO, 110 3aCTOCyBaHHS 50 Mr QIyKOHa30/1y
pa30Bo abo 6araTopa3oBo He BIJIMBA€E Ha MeTabo0Ii3M aHTUITIPUHY.

YyTnusBicTs in vitro.

®nyKoHa301 in vitro EMOHCTPY€E NMPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUfiB Candida, 110
3ycTpivaroThCd HanvacrTimne (BKmodatouu Candida albicans, Candida parapsilosis,

Candida tropicalis). Candida glabrata peMOHCTPY€ IIKAPOKUY Oiala30H YyTIUBOCTI J0 GIIyKOHA30Iy,
tomi 1K Candida krusei € Mo HbOT'O PE3UCTEHTHOIO.

Takox (hykoHa3011 in vitro IeMOHCTPY€E aKTUBHICTH K potu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i IpOTH eHAEeMiUHUX ITiCHIBUX IpubiB Blastomices
dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’s130K hapMaKOKIiHETUYHNX i hapMaKOOUHAMIUHUX BIACTUBOCTEH.

BiamoBigHO 00 pe3ysbTaTiB OOCIIIXKEHDb Ha TBapUHaX, ICHYE KOPEJIALii MiX MiHiMalIbHOI
inribyrouoio KoHueHTpalieo (MIK) Ta eheKTUBHICTIO IPOTHU eKCIIepHMEHTaIbHUX Moesieil MiKO03iB,
cripuunHeHux BugamMu Candida. BifmoBimHO 0o pe3ynbTaTiB KIIHIYHUX JOCTiAXKEHb, iCHYE TiHiltHa
3anmexHicTh Mizk AUC Ta go3or0 ¢pnykonasony (mpubnusno 1:1). Takoxk icHye nmpsMuii, ane
HenocTaTHil 3B’930K MixK AUC a60 103010 Ta TO3UTUBHOO KTiIHIYHOIO BiTIOBIAII0 Ha JTiKyBaHHSA
OpaJbHOT0 KaHAMA03Y Ta MEHIIIOK MipOI0 - KaHOUOeMil. AHAIOTiYHO JIiKyBaHHS iH(QEKIin,
CIIpPUYMHEHUX LITaMaMH, 00 KX (IyKOHA30Jl JeMOHCTPYe BUCOKY MIK, € MeHIII 3aJOBIIbHUM.

MexaHi3M pe3uCTEHTHOCTI.

Mikpoopraniamu pony Candida [eMOHCTPYIOTh YMCEIbHI MeXaHi3MU PE3UCTEHTHOCTI OO0
a30JIbHUX IPOTUTPUOKOBUX 3ac06iB. dr1yKoHa307 IeMoHCTPYe BucoKy MIK npotu mramis
rpubiB, 1110 MalOTh OJKUH ab0 OibIlle MeXaHi3MiB Pe3UCTEHTHOCTI, IIJ0 HETAaTUBHO BIIJIMBAE Ha
e(eKTUBHICTS in Vivo Ta B KJIiHIYHIY TPaKTULi. Y 3a3BUYal YyTIUBUX

BUfiB Candida MexaHi3M pPO3BUTKY PE3UCTEHTHOCTI, 110 3yCTPiYaeThCad HalvacrTille,
BK/II04Ya€e (epMeHTH-MillleHi a3071iB, AKi BiMOBiga0Th 3a 6i0OCUHTE3 €ProCTEPOIY.
Pe3uCTEHTHICTh TaKOXK MOXKe OyTH BUK/IMKaHA MyTalli€lo, MigBUIIEHHSIM BUPOOIEHHS
bepMeHTy, MexaHi3MaMu BifTOKY JTiKapCbKuX 3ac00iB a00 PO3BUTKOM KOMITEHCATOPHUX
IIJISIXIB.

[ToBimomIsiny PO BUIAAKU PO3BUTKY cymepindekil Candida spp., CHpUYUHEHO] iHIIUMH,
HixK Candida Albicans BulaMu, 110 9YaCTO € HEUYTIUBUMU 100 GIyKoHa3omy (Hanpukian Candida
krusei , C. auris). [l niKyBaHHSI TaKUX BUIQKiB OTPiOHO 3aCTOCOBYBATHU ajlbTePHATUBHI



IPOTUTPHUOKOBI 3aco00u. MexaHi3aMu pe3uCTEHTHOCTI He Oy MOBHICTIO 3'SICOBaHi y IeIKUX
npupoxHbO cTitikux BumiB Candida (C. krusei) uu BumiB i3 HaOyToi0 pe3ucteHTHiCTIO (C. auris).

KoHTpOIBHI TOYKY (BIIIOBINHO 00 PEKOMEHallii €BPOIENChKOr0 KOMITETY 3 JOCHIAXKeHb YyTINUBOCTI
0 aHTUMiKPOOHUX 3aCc00iB).

Basyrouncs Ha gocigXeHHi papMaKoKiHeTUUHOI/(papMakogrnHaMigHOI iH(popMaliii,

YYTJIMBOCTI in vitro Ta KiiHi4uHOI BigmoBifmi, 6y10 BU3HaYE€HO KOHTPOJIbHI TOYKH I HITYKOHA30Iy
miist Mikpoopraui3miB poxy Candida. Bouu Oynu po3mnopinieHi Ha KOHTPOJIbHI TOYKH, IO He MOB’g3aHi
3 IIeBHUM BUOOM, SIKi OilTbIIIOI0 MipO0 BU3HAYAKMCS HAa OCHOBI
dapmakokiHeTH4YHOI/PapMaKomgrHaMiuHOI iHpopMallil i He 3ayiexkaTh Bifl pO3MOIiNy Ha IeBHi BUOHU 3a
MiHiMaIbHOIO iHTi0yI040I0 KOHIIEHTPALli€lo, Ta Ha KOHTPOJIbHI TOYKY, TIOB’s13aHi 3 IEBHUM BUOM, III0
Hal4acTile acoLilolThCA 3 iHGeKIiaMu ¥ MoanHN. Lli KOHTPOJIbHI TOYKY HaBeIeHO HUXKYe.

ITpomuepubkosuti  KoHmpoabHi mouKu, nog’si3aHi 3 neeHuUM 8udoM KoHmpoavHi moyku,
3acib S</R> He noe’s3aHi 3
negHum sudom"
S</R>
Candida Candida Candida Candida Candida
albicans glabrata krusei parapsilosis tropicals
®nykoHa3051 2/4 IE -- 2/4 2/4 2/4

S uyTnusuii;
R pe3ucTeHTHUY;

a - KOHTPOJIbHI TOYKH, 110 He OB S3aHi 3 IeBHUM BUAOM, gKi OinbII00 Mipoio BU3HAYaAKUCS Ha OCHOBI
(bapmakokiHeTHYHOI/PpapMaKkogruHaMiuHO1 iH(popMaliil i He 3ayiexkaTh Bifl pO3MOLiTy Ha NEeBHi BUOYU 3a
MiHiManbHOIO iHTiI0YI040I0 KOHIIEHTPalli€0. BoHU mocifKyBamuce nuiile y MiKpoopraHi3mis, y IKuUX
He icHye crenudiyHOol KOHTPOIbHOI TOUKH;

- DOCTIiAKEHHS YyTINBOCTI He PEKOMEHI0BaHi, OCKINIbKY 1€l BUJ He € MEeTOI0 JIIKapChKOl Tepail;

IE - mokagiB IIO[0 TOTO, YH € I1ei BUI METO JIiIKapChbKOi Tepartrii, HeJoCTaTHbO.

dapmakoKiHemuxka.

dapMaKoKiHETHYHI BIaCTUBOCTI (PIyKOHA30JTy € MOAiOHUMY IIPU BHYTPIITHLOBEHHOMY i
IIepOpajIbHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3om mobpe BCMOKTYETLCS IIPYU IIepOPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary B I1a3Mi
KPOBi i crcTeMHa 0ioffoCTyHICTh epeBuillyioTh 90 % piBHS QIyKOHA30y B MJIa3Mi KPOBI, 1110
IOCSITAETHCS TP BHYTPIITHLOBEHHOMY BBeleHHi npemnapaTy. OgHOYacHe BXKUBaHHS 1XKi He BIIJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy IIpu 10ro mepopajbHOMY 3aCTOCyBaHHI. [TikoBa KOHIIEHTpallis y mia3Mi
KpOBi focaraeTtscsa yepes 0,5-1,5 roguHu micns npuioMy npenapaTy. KoHLeHTpalis npenapary B
IIJIa3Mi KPOBi MpOmopIifiHa [03i. PiBHOBaXKHa KOHIEHTpPAaIlisd Ha piBHI 90 % mocsraeTbcsa Ha 4-5-1u
neHb mpu 6araTopa3oBOMY 3aCTOCYBaHHI OIMH pa3 Ha 0o0y abo Ha APYTuil fIeHb TiKyBaHHS NIpU
3aCTOCyBaHHI y epImii feHb HaBaHTaXyBaIbHOI J03H, 10 BABiUi TepeBHUIIy€e 3BUUalHy 000BY 4O3Y.

Po3moopmin.
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0O0’eM posmnopiny npubIU3HO NOPIBHIOE 3arajlbHOMY BMICTY PifyHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oinkamu mra3Mu KpoBi Hu3bke (11-12 %).

®nykoHa30m1 fobpe IPOHUKAE B YCi AOCTiAXKyBaHi pifuHu opraHi3my. PiBeHb (IyKOHa307y B CIMHI Ta
MOKPOTHHHI € TOAIOHUM 10 KOHIIEHTPAllii mpenapaTy B Ia3Mi KpoBi. Y mallieHTiB, XBOpUxX Ha
rpuOKOBUYM MEHIHTIT, piBeHb QIIYKOHA30JTy B CHMHHOMO3KOBI# piguHi gocsrae 80 % KoHIeHTpallil y
IIJ1a3Mi KPOB.

Bucoki koHLeHTpalril ¢GIyKoHa3071y B IIKipi, 110 IEPEBUILIYI0ThH CHPOBATKOBI, 1OCATAaI0TLCSI B
porosoMy 11api, emigepMici, aepmi Ta moTi. ®JIyKOHAa30J1 HAKONUYYETHCA B POrOBOMY IIIapi.

[Tpu 3actocyBanHi o3u 50 Mr 1 pa3 Ha go0y KOHIeHTpalis GIyKoHa30:y micis 12 gHiB miKyBaHHS
CTaHOBUJIA 73 MKI/T, a 4epe3 7 OHIB MICJIA 3aBepIIEHHS JIiIKyBaHHSA KOHI[EHTpAllid BCe 1le CTaHOBUJIa
5,8 Mxr/r. [Ipu 3actocyBanHi fo3u 150 mr 1 pa3 Ha TUXKAEHb KOHILIEHTpaLisa QIyKoHA30JIy Ha 7-

Il IeHb JTiKyBaHHS CTaHOBUNA 23,4 MKT/T; Yepe3 7 OHIB Iic/ig 3aCTOCYBaHHS HACTYIIHOL JO3U
KOHIIEHTpAallid BCe I1e cTaHoBuia 7,1 MKr/T.

KonmenTpanist pnykoHa3omy B HIrTax micnst 4 MmicsniB 3acTocyBanHs 150 Mr 1 pa3 Ha TUXIeHb
craHoBmIa 4,05 MKT/T y 3MOPOBUX H0OPOBOJBLIB Ta 1,8 MKT/T IpU 3aXBOPIOBAHHSX HIrTiB;
(byKOHa30J1 BU3HA4YaBCs Y 3pa3Kax HirTiB yepes3 6 MiCAIIB IMicIs 3aBepIlleHHs Tepailil.

BioTrpaHcdopmatiis.

®nykoHa301 MeTabomi3yeThCs He3HAYHOIO Mipoto. [Ipy BBeleHHi 103U, MideHOl PafioaKTUBHUMU
izoronamu, nuiie 11 % ¢IyKoHa307Ty eKCKPETYEThCS 3 cedelo y 3MiHeHOMY BUTIAAL. PIyKoHa3071
€ momipHuM iHri6itopom izodpepmenTiB CYP2C9 ta CYP3A4, a TakK0OXK MOTYKHUM iHTi6iTOpOM
izopepmenty CYP2C19.

BuBenenus.

[lepion HaniBBUBeneHHS (GIyKOHA30JTy i3 Ia3Mu KpoBi cTaHOBUTH 611u3bK0 30 rogus. Binbina
YacTHHa IIpenapaTy BUBOOUTHCS HUPKaMu, TpudoMy 80 % 3aCTOCOBaHOI [O3U BUSIBIISETLCS y CeUi B
He3MiHeHOMY cTaHi. KimipeHc GpiyKoHa305y IponopLUiiHuy 00 KJlipeHCy KpeaTuHiHy. LIupKynongux
MeTabOITiTiB He BUSBIIEHO.

TpuBanuii nepion HamiBBUBEOEHHS IIpenapaTy 3 IJla3MH KPOBi la€ MOXKJIUBICTH pa30BOT0
3aCTOCYBaHHS IIpelapaTy [IpU BariHaJbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaTy 1 pa3 Ha
TUXKOEHb [IPY iHIIKUX [TOKa3aHHIX.

dapMaKoKiHeTHKa IPU MOPVIIeHH] GVHKINI HUPOK.

Y mallieHTiB i3 BaKK010 HAPKOBOI HepocTaTHicTIO (IITK® < 20 M11/xB) mepion HamiBBUBEOEHHS
36inbimyeTthes Big 30 go 98 roguH, mo notpebye 3HUKEHHS 103U, OITyKOHA30/1 BUBOIUTHCS 3a
IIOIIOMOT 010 TeMOJIiali3y Ta y MeHIIOMY 00CsI3i - LIISTXOM IIEPUTOHEeaNbHOTo fianidy. CeaHc
reMofiasni3y TpUBaiCTIO 3 TOOWHY 3HUXKYE PiBeHb QIyKOHA30JTy B I1a3Mi KpoBi npubnusHo Ha 50 %.

d®apMaKOKiHETHKA IPY JTaKTallil.

KonnenTpaunii ¢pyKoHa30/1y B IIJIa3Mi i MaTePUHCHKOMY MOJIOLL BIIPOAOBXK 48 roguH Miciisg IPUHOMY
O0JHOpa30Boi 7o3u 150 Mr oliHIOBaNM Mif 9ac papMaKOKiHETUYHOTO OOCHiIXKEeHHS 3a Y4acCTIO OeCATH
XKiHOK y mmepiopi makTartii, IKi TUM4YacoBo ab0 IMOCTiMHO IPUIHUHUIIY TOIYyBAaTH CBOIX HEMOBIIST
rpynnoo. Y MaTepuHCbKOMY MOJIOI GIyKOHA30 1 BUSBUIIN Y CepenHill KoHIleHTpaIllil mpubnusHo 98 %
Bif Ti€l, 1110 Bif3Havasu y mua3mi matepi. Yepes 5,2 TOOUHY Tics MPUIOMY 103U CEpefHs MiKoBa



KOHIIEHTPAIli B MaTePUHCHKOMY MOJIOLi cTaHoBHUAa 2,61 Mr/n. [Jo6oBa fo3a (HIyKoHA30/1y, OTpUMaHa
HEMOBJISIM i3 MaTEPUHCHKOTO MOJIOKA (SIKII0 MPUUHSITH CEPENHE CIIOXKMUBAHHS MOJIOKa 3a

150 mn/kr/mo6y), po3paxoBaHa Ha OCHOBi CepemHbOI MiKOBOI KOHIIEHTPAIIil B MOJIOIIi, 110 OPiBHIOE
0,39 mr/kr/moby, ctaHoBUTh mpuOnu3Ho 40 % Bifg m03u, pEKOMEHI0BaHOI HOBOHAPOMXKEHUM (BiKOM

< 2 TuXkHiB), abo 13 % Bif 003U, peKOMEHI0BAHOI HEMOBJIATAM [JI51 JIIKyBaHHS KaHOUM03Y CIIM30BUX
000JIOHOK.

dapMaKOKiHETHKa Y IiTeH.

dapMakoKiHeTUYHI TapaMeTpHu y fiTel Oynu olliHeHi y 5 JOCHiXKeHHIX: 2 HOCTiAKEHHS 3 pa30BUM
Io3yBaHHSM, 2 3 6araTopa3oBUM Ta OfHE [OCHIIXKEHHS, B IKOMY OyJX 3aflisHi HelOHOIIEeHi
HOBOHaPOMXEHI.

[Ticns BBegeHHS 2-8 Mr/Kr ¢IyKoHa301y HiTSM Bif 9 micsuiB 7o 15 pokiB 6yB BUSBIEHUH TOKAa3HUK
AUC 6mu3pko 38 Mxr*rom/mn Ha 1 Mr/kr go3u. [Tpu 6GaraTopa3oBOMY 3aCTOCYBaHHI cepenHi mepiopn
HaliBBUBeeHHS (HIYKOHA30I1y 3 IJIa3MU KOJTMBaBcs Mix 15 Ta 18 roguHamu, a 06’eM po3mnominy
ctaHoBUB mpubau3Ho 880 My/Kr. Binbin TpuBanui nepion HaniBBUBeNeHHS GIYKOHA30Iy 3 IIa3MU
KPOBi CTaHOBUB MPUOIKU3HO 24 rogvHu Ta OYB BUSBIEHUM ITiC/Is BBEIEHHS pa3oBoi go3u. Llei
IIOKA3HUK € IIOPiBHIHHUM i3 ITepiogoM HamiBBUBeAeHHS (HJIyKOHA30JIy 3 IIJIa3MHU KPOBI IMiCNs
BHYTPIIIHEOBEHHOTO OTHOPA30BOT0 BBeJeHHS 3 MI/KT fiTaM BikoM Bif 11 mHiB mo 11 MicsiiB. O0’eM
PO3MOIiny B IIiX BiKOBi# rpyImi CTaHOBUB 07113bK0 950 MII/KT.

Iocgin 3acTocyBaHHS (IyYKOHA30Iy [AJIg JTiKyBaHHS HOBOHAPOIXKEHUX 00MEKY€ETHCS
(bapMaKOKiHETHYHUMH OOCTTiIKEeHHAME 12 HeIOHOIIEeHUX [iTel i3 TepMiHOM recTaliii mpubIu3Ho

28 tuxHiB. CepenHill BiK OUTUHYU IIPX BBe[EHHI ITepIIOl JO3U CTAHOBUB 24 TOOWHY (Hiana30H

9-36 romuH), CepemHs Maca Tija Ipu HapomxeHHi ctaHoBuia 0,9 kr (gianazon 0,75-1,10 kr).
MakcruMyM 5 BHYTPILIHbOBEHHUX iH €KIIN (DJIYKOHA30IIY B 031 6 MI/KI BBOAUIN KOXKHi 72 TOOUHM.
CepenHiu nepion HalliBBUBEeEHHS CTaHOBUB 74 rogunu (44-185) y nepiunii [eHb, IOTIM 3MEHIIKUBCS
no 53 roguH (30-131) Ha 7-11 meHb Ta 0o 47 (27-68) Ha 13-4 meHb. [1noma mig KpuBo (MKr*rom/mi)
cranoBuia 271 (173-385) y mepuuit geHb, 30inburyBanacs mo 490 (292-734) Ha 7-# meHb, MOTIM
3menmunacs go 360 (167-566) na 13-i mers. O0’em poamoniny (Mi/kr) craHoBuB 1183 (1070-1470) y
nepimi neHb, 30inbinyBaBcs mo 1184 (510-2130) Ha 7-1 mens Ta go 1328 (1040-1680) Ha 13-i meHb
BiIIIOBiOHO.

dapmMakoKiHEeTHKA V Malli€HTiB JITHbOI'O BIKY.

Y mocnigxeHHi, SIKe IPOBOAUIIM 3 YYacTIO 22 TMAallieHTiB (BiKOM Biff 65 pokKiB), pIyKoHA301
3aCTOCOBYBaBCA IIepopasibHo ¥ 7031 50 Mr. 10 3 yyacHUKIB OHOYACHO 3aCTOCOBYBAJIU OiyPETUKH.
C,.x CTaHOBHUIIA 1,54 MKI/MII Ta gocAranacs IpoTAaroM 1,3 TOOMHY MiC/sA 3aCTOCYBaHHS (HIIyKOHA30IIy.
Cepepns AUC cranoBuna 76,4 + 20,3 Mxr*roa/min. CepefHiii mepiof HamiBBUBeeHHS - 46,2 TOOUHU.
LIi bapMakoKiHETUYH] TOKA3HUKHY € BUIIMMHU MTOPIiBHSIHO 3 aHAJIOTIYHUMHU ¥ 300POBUX NOOPOBOJIBIIIB
MoIoAIIoro Biky. OgHO4YacHe 3aCTOCyBaHHSA AiypeTHKIB He MaJio 3HayHoro BiiuBy Ha C,,, Ta AUC.
Takox KiipeHC KpeaTuHiHy (74 MI1/XB), BifCOTOK (pJIyKOHA30/y, 110 eKCKPETYBABCS i3 cevelo y
He3MiHeHOMY Burnsafi (0-24 rogunu, 22 %), Ta HUPKOBUH KiipeHC dhrnykoHa3omy (0,124 Mi/XB/KT) y
TallieHTiB i€l BiKOBOI rpynu Oy HUXKYUMH, HiK aHAJIOTiuHi ITOKA3HUKU Y MOJIOAIINX NOOPOBOJIBIIIB.
ToMy 3MiHU (papMaKOKIHETUKHU Y MAI[i€HTIB JIITHBOTO BiKy, OUEBUIHO, 3ajieXKaTh Bifl mapaMeTpiB
GYHKIIN HAPOK.

KrinigHi xapaKTepHCTHKH.



IToxka3auns.

Oyuuc® moKa3aHWH A7 TiKyBaHHSA TAaKAX TPUOKOBHX iH(EKI[H y MOPOCIUX (IUB. PO3MIiN
«®apMaKOAMHaMiKa»):

- TOCTPUY BaTriHa/JIbHUY KaHAUA03, KOJIU MiClleBa Tepallisd He € NOLUIIbHOO;
- KAHOUIO03HUM OGanaHiT, KoM MiclleBa Tepallisi He € JOIiIbHOIO.

Tepamito npemapaTom CDyuHc® MOXXHa PO3MOYMHATHU 00 OTPUMaHHS Pe3yIbTaTiB KyJIbTypaJbHUX Ta
inmmx mabopaTOPHUX OOCIIXKEHB; OJHAK IIiC/IT OTPUMaHHS Pe3yJIbTaTiB JOCIiIXKeHb
npoTuiHGEKIiHY Teparilo ToTPibHO CKOPUTYBAaTH BiAIOBITHUM YHHOM.

HeoOxigHo GpaTu 0o yBaru odiiifini pekoMeHaalil o0 BigmoOBiqHOTO 3aCTOCYBaHHS
IPOTUTPUOKOBUX 3aCO0iB.

IIpomunoka3aHHsi.

- T'inepuyTnuBicTh 70 QIyKOHA30JTy, iHIINX a30IbHUX CIIOIYK a00 00 OyAb-SKOI 3 IOTIOMiXKHUX
PEYOBHH IIpenapary.

- OgHOYacHe 3aCTOCyBaHHA (IIyKOHA30/Iy Ta TeppeHaguHy Nali€eHTaM, IKi 3aCTOCOBYIOTh
¢bnykoHa3on 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3ybTaTaMy JOCTiIXKEHHS
B3a€EMofil 6araTopa3oBoro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCyBaHHS (PIIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC00iB, II0 TOIOBKYIOThH iHTEpPBA
QT Ta meTabomi3yioThcs 3a mornoMoro ¢pepmenty CYP3A4 (HampuKiaj, IU3anpuay, acTeMi3ony,
niMo3uAy, XiHiTUHY Ta epPUTPOMILMHY), AUB. po3ainu «Oco6IMBOCTI 3aCTOCYBaHHSI» Ta «B3aeMofis 3
iHIMMMY TiKapchKUMM 3aco00aMu Ta iHII BUOM B3aEMOMiM».

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

ITpomunoka3aHe cymicHe 3acmocyB8aHHA (GAYyKOHA304Y MA HUMXCYE3d3HAYeHUX AiKapcbkux 3acobia.

IMuzanpu0: OBiHOMJISIM IIPO PO3BUTOK MOOGIYHMX peakilili 3 60Ky ceplld, Y TOMY YHUCJIi IIPo
[TapOKCU3MaJIbHy IIUIYHOUYKOBY TaxiKapmilo TUIY «IIipyeT» Yy MAlli€HTiB, IKi OGHOYACHO 3aCTOCOBYBAJIU
bnykoHa3on Ta nu3anpup. OgHodacHe 3actocyBaHHS 200 Mr ¢priykoHasony 1 pa3 Ha o6y Ta 20 MT
nu3anpuny 4 pasu Ha foOy MPU3BOAMIIO 00 3HAYHOTO MiIBUIIIEHHS PiBHSA LMU3aNpUAy Yy MjIa3Mi KpoBi
Ta 00 nopoBxKeHHS iHTepBany QT. OgHOYaCHe 3aCTOCYyBaHHS (IYKOHA30Iy Ta HU3alPULy
IIPOTUIIOKAa3aHe (OuB. Po3min «IIpoTUIIOKa3aHHS»).

TeppeHaOuH: yepe3 BUMIAAKHU PO3BUTKY TSAKKHUX CEPLIEBUX apUTMil, CHPUUYNHEHUX ITOOOBKEHHIM
inTepBany QTc, y nauieHTiB, siKi 3aCTOCOBYIOTh a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3ac06u OMHOYACHO
3 TepheHaguHoM, OyNu IPOBEEeH] MOCTiIKEeHH B3aeMO/il IIux npemnapariB. [Ipu 3acTocyBaHHi
¢bnykonasony y no3i 200 Mr Ha mo6y He 0ys10 BUSIBIIEHO MOAOBXKeHHS iHTepBany QTc. 3acTocyBaHHS
bnykona3ony B fo3ax 400 Mr Ha goOy abo BUllle 3HAYHO IiABUINYE PiBEHb TeppeHafuHy B IIa3Mi
KPOBIi Ip¥ OTHOYACHOMY 3aCTOCYBaHHI LIUX IpenapaTiB. CyMicHe 3aCcTOCyBaHHS (IyKOHA30Jy B A03aX
400 mr abo Bue 3 TeppeHaaumHOM IPOTUIIOKa3aHe (IuB. po3min «IIpoTunoka3anus»). [Ipu
3acTocyBaHHi QryKoHa30my B go3ax Huxk4ue 400 Mr Ha 106y ogHOYACHO 3 TepheHaauHOM CITif



IIPOBOOUTH peTeHBHI/Ifl MOHiTOpI/IHl" CTaHy MaifieHra.

Acmemi30: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta aCTeMi30/Iy MOXKe 3MEHIIUTHU KIIipeHC
acteMizony. Cupu4ynHeHe UM IiABUIIEHHS KOHI[EHTPAllil acTeMi30Ty B IJIa3Mi KPOBi MOXe
IPU3BECTH [0 N0H0BXKeHHA iHTepBany QT Ta y pigKiCHUX BUIAgKax - IO IapOKCU3MaJIbHOL
IUTYHOYKOBOI TaxXikappil Tuny «mipyet». OgHO4YaCHEe 3aCTOCYBaHHS (IYKOHA30Jly Ta aCTEMi30y
IIPOTUIIOKa3aHe (OuB. po3min «IIpoTUIOKa3aHHSI»).

ITimo3u0d: omHOYACHE 3aCTOCYyBaHHS (DITyKOHA30IY 3 MiMO3UIOM MOXKe ITPU3BECTH [0 iHTiOyBaHHS
MeTabomi3My MiMO3uAYy, X04a BiTIOBITHUX JOCIigKeHb in vitro Ta in vivo He nmpoBopunu. [ligBuiieHa
KOHIIEHTpallid MiMO3UAy y IIJla3Mi KPOBi MOXKe MPU3BECTHU [0 NOJ0BXKeHHS iHTepBany QT Ta B
pimKicHUX BUIAgKax g0 MapOKCHU3MalbHOI IUIYHOYKOBOI TaxikapAil Tumy «mipyet». OgHO4YacHe
3aCTOCYBaHHS (PIYKOHA30JTy 3 MIMO3UAOM IIPOTUIIOKa3aHe (OuB. po3din «IIpoTUmoKa3aHHSI»).

XiHiOuH: OMHOYACHe 3aCTOCyBaHHS (HIIyKOHA30JIy Ta XiHiTWHY MOXKe IIPHU3BOAUTH [0 iHTiOyBaHHS
MeTabomi3My XiHiquHY, X04a BifMOBIHHUX HOCITiAKEeHb in vitro Ta in vivo He MPOBOTUIIH.
3acTocyBaHHS XiHimuHY Oy710 OB sI3aHe 3 MoAoBXKeHHSIM iHTepBany QT Ta B pigkicHUX BHUITafKax
- IIapOKCU3MaJIbHOIO LITYHOYKOBOIO TaXiKapAiew Tumy «mipyer». OgHO4YacHe 3aCTOCYBaHHS
(byKOHa3011y 3 XiHiIMHOM IPOTUIIOKa3aHe (OuB. po3pin «[IpoTunoka3aHHsa»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHS (IYKOHA30Ily 3 EPUTPOMIIMHOM MOXKe IPU3BOOUTHU [0
IiABUIIEHHS PU3UKY KapAiOTOKCUYHOCTI (mofioBKeHH iHTepBany QT Ta mapokcu3MasbHOI
IIJTyHOYKOBOI TaXikKappil TUIY «IipyeT») Ta, K HACHi0K, OO palTOBOi KOPOHAPHOI CMEPTI.
OpHOYacHe 3aCTOCYyBaHHS (DITyKOHA30J/Iy Ta €ePUTPOMILIMHY IIPOTUNIOKa3aHe (IUB. PO3ALN
«[IpoTUnIOKa3aHH»).

He pekomeHOyemubcs 00HOYACHe 3dCMOCYBAHHSA (PAYKOHA304Y Md HUMCYE3A3HAYeHUX AiKAPCbKUX
3acobis.

T'anopaHmpuH: GIyKOHA30II MOXKe CIPUYMHUTH MiIBUIIEHHS KOHIIEHTPallil rano@aHTpuHy B I1a3Mi
KpOBi 3a paxyHOK npurHiuenHss CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIUX JIiIKAPCHKUX 3aC00iB
MOTEHIIINHO MOXKe ITPU3BOOUTH [0 IiABUIIEHHSA PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (TOAOBKEHHS
inTepBany QT, napokcu3masbHa IUIYHOYKOBA TaxikKaphis TUIY «IipyeT») Ta, K HaCJifgoK, OO0
pamnToBoil cepiieBoi cMepTi. Tpeba yHUKATU 3aCTOCYyBaHHSA KOMOiHaIlil ITMX JiKapchKux 3acobiB (OUB.
po3min «OcobIMBOCTI 3aCTOCYBAHHS»).

CyMmicHe 3acmocCy8aHHA (QAYKOHA304Y Md HUMCYe3d3HAYEeHUX AiKAPCbKUX 3dcobie sumazae
obepescHoCcmi.

AMmiodapoH: ogHOYaCHE 3aCTOCYBaHHS (JIyKOHA30Jy 3 aMiofapoOHOM MOXKe IIPU3BECTH 10
nomoBxkeHHs iHTepBany QT. IIpu HeoOXimHOCTI CyMiCHOTO 3aCcTOCyBaHHS (HITYKOHA30JIy Ta aMiogapoHY
He0OXiHO TOTPUMYyBaTHCS 00ePeKHOCTi, 0COONIMUBO IPU 3aCTOCYBaHHI QIIyKOHA30JTy Y BUCOKUX J03aX
(800 mr).

CymicHe 3acmocyeaHHsA GAYyKOHA304y MA HUHCYE3a3HAYeHUX AiKAPCbKuX 3acobis aumazae
obepedicHOCMi Ma Kopu2y8aHHs 003uU.

Bnaue iHwux aikapcbkux 3acobie Ha paykoHa304.

KniniyHo 3HauyuIoro BBy Ha abcopOiIrito ¢pIyKoHa30/Ty IIpU HOro MepopaybHOMY 3aCTOCYBaHHI He
MalOThb OMHOYACHUM MPUUOM 1XKi, IUMETHIMH, aHTAllUOU, a TAKOXK IIPOMeHeBa Tepallis yCi€l JilsSaHKA
Tija (Ipu mepecapli KiCTKOBOT'O MO3KY).



PugamniyuH: ogHOYaCHEe 3aCTOCYyBaHHS (IYKOHA30Jy Ta pudaMIiluHy NPU3BOAUIO 00 3HUXKEHHS
AUC =a 25 % Ta ckopouyBaJio Iepiof HamiBBUBeneHHS GiyKoHa3oiy Ha 20 %. Tomy Ojis malji€eHTis,
SIKi 3aCTOCOBYIOTH PUGAMITIIIVH, TOTPIOHO PO3TNISHYTH OOIIbHICTS MiABUIIEHHS M03U (IIYKOHA30JTY.

I'idpoxsaopomiasud: y mocnigxkeHHi papMaKOKiHETUYHOI B3a€MOIil OMHOYACHe 6araTokpaTHe
3aCTOCYBaHHS TiIPOXIOPOTia3uay y 3mMOPOBUX HOOPOBOJIBIIIB, SKi OTPpUMYBaIu GhIyKOHA30II,
IMigBUIYBAJIO KOHIIEHTPAIifo (pyIiyKOHa30/y B m1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3aEMOfil HE
BAMararoTh 3MiH y peXHUMi J03yBaHHS (IyKOHA30J1y [AJIS MAIli€HTiB, IKi OHOYACHO OTPUMYIOTh
cedorinHi 3acobu.

Bnaue ¢aykoHa301y Ha iHWi AikapcuKi 3acobu.

®nykonaszon € nomipauM iHribitopom muroxpomy P450 (CYP) isodepmenTy 2C9 Ta 3A4. dnykKoHa301
€ IOTYyKHUM iHribiTopoM i3odpepmenTy CYP2C19. Ha momaTok [0 CIOCTEpeKYyBaHUX/OOKYMEHTaIbHO
IiATBEPAKEHNX B3aEMOiN, 1110 ONKCaHi HUXKYe, IPX OQHOYACHOMY 3aCTOCYBaHHI 3 (GIyKOHA30JI0M
icHy€e pU3UK MiABUILEHHS Y Ia3Mi KpOBi KOHLIEHTPAlill iHIIKUX CIIONYK, 10 MeTab0Ii3yI0ThCs,
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH Taki KoMOGiHaIlii mpemnapaTiB moTpidHO 3
00epexkHiCTIO; TpY IbOMY HeoOXiTHO PeTebHO CIIOCTEpiraTv 3a CTAaHOM MallieHTiB. [IpurHiuyBanibHa
nist rykoHa3ony Ha pepMeHTH 36epiraeTbes mpoTsaroM 4-5 fi0 micis oro 3aCcTOCyBaHHS y 3B'S3KY 3
J0TO TPUBAJIUM I1epiogoM HamiBBUBeNEeHHS (OUB. po3Hin «IIpOTUIIOKa3aHHS»).

Anv(peHmatin: ogHOYACHE 3aCTOCyBaHHS (IyKOHa30i1y B 7031 400 mMr Ta anbheHTaHiny B 031
20 MKT/KT BHYTPIiIIHbOBEHHO CYIIPOBOAXKYETHCS HBOKPATHUM 30i/bIIeHHSAM ITOKa3HUKA

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

Amimpunmusin, HopmpunmuiH: GJIYKOHA30J IIOCUJIIOE Tif0 aMiTPUNTUIIIHY Ta HOPTPUNITUIIIHY .
PekoMeHy€eThCSI BUMIPIOBAaTH KOHIIEHTpAllil 5-HOPTPUNITUIIIHY Ta/a00 S-aMiTPpUNITHIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Tepariii Ta 4epe3 1 THXKHOeHS micns 11 moyaTky. Y pasi HeoOximHOCTI Tpeba
BiIKOPUTYBaTHU 003y aMITPUNTUIIHY YU HOPTPUIITUIIIHY.

AmpomepuuuH B: ogHOYaCHe 3aCTOCyBaHHS (IyKOHA30/1y Ta aMboTepuiuHy B iHdikoBaHUM MUIlIaM
i3 HopMa/IbHUM iMyHITETOM Ta iH(}IKOBaHUM MUIIAM 3i 3HUKEHUM iMyHITETOM NIPU3BEJIO OO0 TaKUX
pe3ybTaTiB: HEBEIMKUAY afUTUBHUN IPOTUTPUOKOBUY e(DEeKT IIPU CUCTEMHIN

indexkiil Candida albicans, BigCyTHICTh B3a€MO{Iil TpU BHYTPiIHbOUEPeNHil iHdeKIil Cryptococcus
neoformans Ta aHTaroHi3M [BOX IIpellapaTiB IIpu cUCTeMHi iHdekuii Aspergillus fumigatus.
KrniniyHe 3HaUeHHS I[UX Pe3yJIbTATiB HEBITOME.

AHmMukoaz2yaaHmMu: SK i Ipu 3aCTOCYBaHHi iHIINX a30/IbHUX ITPOTUTPHOKOBHX 3ac00iB, Ipu
OIHOYaCHOMY 3aCTOCYBaHHI (PIyKOHA30/Iy Ta BaphapuHy IOBiIOMIISIIU IPO BUIAJKU PO3BUTKY
KpPOBOTEeY (remMaToMa, HOCOBa KPOBOTeYa, IIJTYHKOBO-KUIIIKOBa KPOBOTEYa, reMaTypis Ta MeleHa) Ha
TJIi TOOOBXKEHHS MPOTPOoMOiHOBOT0 Yacy. [Ipy1 OMHOYACHOMY 3aCTOCYBaHHiI (HITyKOHA30Iy Ta
BapdapuHy crocrepiranocs ABOKpaTHe MiABUINEHHS ITPOTPOMOIHOBOTO Yacy, iMOBipHO, BHACITIHOK
npurHiyeHHs MeTtabosniamy Baphapuny yepe3 CYP2C9. IToTpi6HO peTenbHO KOHTPOIIOBATH
IpoTpoMOiHOBHMI YacC y MAIli€HTIB, SAKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYISIHTA ab0
inmaugioH. Moxe OyTy He0OXiMHOIO KOPEKIiS 03U aHTUKOATyJITHTY.

Bben3odiazeniHu kopomkoi 0ii, Hanpuk.aad, mMida3zoaam, mpuasonam: Tpu3HadeHHs GIyYKOHaA30Iy
IiCJI IepopaIbHOr0 3aCTOCYBaHHS Mifla30JlaMy IIPH3BOAWIIO A0 3HAYHOTO MMiIBUIIIEHHS KOHIIEHTpallil
Miga3ojiaMy Ta 4o MMOCUIEHHS IICUXOMOTOPHUX edekTiB. OmHOYaCHe 3aCTOCYBaHHS (PIIYKOHA30y B
no3i 200 Mr Ta mMifgasosnaMy B f03i 7,5 MI mepopasibHO Ipu3BoauiIo fo miasuileHHs AUC Ta nepiogy
HaliBBUBeMeHHS V 3,7 Ta 2,2 pa3y BiAmoBigHo. 3acTocyBaHHS (rryKoHa30my B fo3i 200 mMr/moby Ta



0,25 Mr Tpuazonamy mnepopanbHO MPu3BoAuIIo a0 miguieHHs AUC Ta nepiogy
HalniBBUBeIeHHS Tpra3onaMy y 4,4 Ta 2,3 pa3y BignosigHo. [Ipu ogHOYacHOMY 3aCTOCYBaHHI
(bTyKOHa30I1y Ta TpHasojlaMy CIOCTepiraaocs MOTEHIIIOBaHHS Ta IIPOJIOHTallis edeKTiB TpHa3oaMy.

SIKIIO MmalieHTy, SKUi MPOXOAUTh KYPC JIiKyBaHHS (IYKOHA30JI0M, TpeOa OIHOYACHO MPU3HAYUTHU
Tepariio 6eH30ia3eniHaMu, 103y OCTaHHIX MOTPIOHO 3MEHIIUTH Ta BCTAHOBUTH HaJIeXKHUU HATTISAM 3a
CTaHOM IIallieHTa.

Kapbama3zeniu: pmyKoHa301 IpurHiuye Metabos1i3aM KapOaMa3zelliny Ta CIPUYMUHSIE MigBUAIIIEHHS
piBHS KapbaMaseniny B cupoBaTiii KpoBi Ha 30 %. IcHye pu3uK pPO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
Kap6aMaseniny. Moxe OyTy HeoOXiIHUM KOPUTYBaHHS 103U KapbaMaseniHy 3a7ekHO Bifl piBHS #0ro
KOHIIEHTpAIlil Ta [il mpemapary.

baokamopu Kaavuiesux KaHanig: mesKi aHTaroHICTH Kalbllito (HipenumiH, icpagumis,
aMJIOIUIIiH, BepamaMin Ta ¢enonumin) Metabonizyotecs hepmernTom CYP3A4. ®nykoHa3on
TIOTEHIIMHO MOXKe IigBUIIYBaTH CUCTEMHY €KCIIO3UIIil0 6JT0KaTOPiB KasbI[iEBUX KaHaJIiB.
PekoMeHOBaHUM pPeTEIbHUY MOHITOPUHT LIO0 PO3BUTKY MOOIYHUX PeaKIlin.

Llenekokcub: mpu OMHOYACHOMY 3aCTOCYBaHHi (iykoHa3oimy (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 QrryKoHa305y MoxKe OyTu HeoOXigHUM 3MeHIIeHHS 103U IeJIEKOKCUOy
BOBiui.

LTukaogocpamio: ogHOYaCHE 3aCTOCYBaHHSA IUKI0Gochaminy Ta GhIyKoHa30Iy IPU3BOOUTH 10
nifBuIeHHs piBHS Ginipy6iny Ta KpeaTuHiHy B cupoBaTili Kposi. LIi mpenmapatu MoxHa
3aCTOCOBYBaTH OQHOYACHO, BPaXOBYIOUM MOXKJIMBUH PU3UK MiBUIIEHHS KOHLIeHTpalii 6inipy6iny Ta
KpeaTUHIHY B CHPOBATLi KPOBI.

®eHmai: OBiIOMIISIIIN IIPO OOMH JIeTaTIbHUN BUIIALOK BHACIIIOK iHTOKCHKAIlil (heHTaHiIOM yepes3
MOXKJIUBY B3a€MOZi0 MiX (eHTaHinoM Ta GprykoHa3omoM. PIyKOHA305I 3HaYHO YIIOBITBHIOE
eniMmiHanio genrtaniny. [TifpuilleHHS KOHIIEHTpalil peHTaHiy MOXKe IPU3BOAUTH [I0 IIPUTHIUEHHS
IUXaHHS, TOMY Tpe0a peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe 0yTH HeoOXiIHOI0 KOPEeKIis
no3u peHTaHiny.

IHeibimopu I'MTI-KoA-pedykma3su: cyMiCHe 3aCTOCyBaHHS (1yKoHa301y Ta iHribiTopis ['MTI-KoA-
penykTasH, 1mo MetabomizyioTecss CYP3A4 (aTopBacTaTUH Ta CUMBACTaTHH), a0o iHriGiTopiB ['MI-
KoA-penykTasu, mo Mmetabonisyotscss CYP2C9 (dbnmyBacTaTuh), migBUILy€e PU3UK PO3BUTKY MioTmaTil
Ta pabgomionisy. ¥ pa3i Heo6XigHOCTI 0qHOYACHOTO 3aCTOCYBaHHS LIUX MperapaTiB IOTPiOHO
PeTebHO CIIOCTepiraTy 3a MallieHToOM L[0J0 BUHUKHEHHS CUMIITOMIB MiomnarTii Ta pabmomiori3y i
IIPOBOOUTH MOHITOPHUHT PiBHA KpeaTUHKIHA3M. Y pa3i 3HAYHOTO MMiABUIIEHHS PiBHS KpeaTUHKIHA3Y, a
TaK0XK IIpH IMifo3pi Yu BUSIBIIEHH] MiomaTil/pabmomionidy 3acTtocyBaHHs iHTi0iTOpiB 'MI'-K0A-
penyKTa3u MoTPiOHO MPUITUHUTH.

I6pumuHni6: momipHi inribiTopu CYP3A4, Taki gk GryKoHa3071, MigBUINYIOTh KOHIIEHTPALIil0
i6puTHHIOy B 1y1a3Mi Ta MOXKYTb IiIBULIYBAaTH PU3UK TOKCUYHOCTI. IKIII0 HEMOXKIIUBO YHUKHYTH
kKoMOiHa1ii mpemaparis, moTpibHO 3HU3UTH H03Y i6puTHHIOY mo 280 Mr oguH pa3 Ha [00y 3 METOI0
IIPOJOBXKEHHS 3aCTOCYBaHHA iHTibiTopa Ta 3a6e3meynTy MOCTIMHUM KITiIHIYHWYM MOHITOPHHT.

Isakagpmop: omHOYACHE 3aCTOCYBaHHS iBakKahTOPY, peryasTopa TpaHCMeMOpaHHOI MPOBiIAHOCT Tpu
mykoBiciumosi (CFTR), 306inbuIuio ekcro3utito iBakahTopy B 3 pa3u Ta eKCIIO3HUIIi0
rigpokcumetuniBakadTopy (M1) y 1,9 pagy. IlauienTam, IKi OfHOYACHO IPUMUMAIOTh ITIOMipHi
inribitopu CYP3A, Taki 9K (IyKOHa30J Ta €PUTPOMILIMH, PeKOMEHI0BAHO 3HU3UTHU 03y iBaKapTOpy



no 150 Mr omuH pa3 Ha go0y.

Osanapub: nomipHi inribitopu CYP3A4, Taki sk GryKoHa30J1, MigBUINYIOTh KOHIIEHTPALIiI0 OJlarnapudy
y TJa3Mi KpOBi; 0qHOYACHE 3aCTOCYBaHHS He PEKOMEHOYETHCS. AKII0 HEMOXKIIMBO YHUKHYTU
3aCTOCyBaHHS IIiei KoMmOiHatii, Ho3y onamapudy HeobxigHo 3MeHIuTH Ko 200 Mr gBivi Ha HO0Y.

ImyHocynpecopu (Hanpukaad, YUuKA0CNOPUH, e8epoaimMyc, CUpPOAiMYC i MaKkpoaimyc).

IuxkaocnopuH: GprnykKoHa30J 3HAYHO MiABUIIYE KoHLeHTpalito Ta AUC nukmocnopuny. [lpu
OIHOYACHOMY 3aCTOCYyBaHHI prykoHa3omy y no3i 200 Mr/moby Ta HUKIOCIOPUHY Y [03i

2,7 mr/kr/mo6y cmocTepiranmocs 36inpienHs AUC muknocmopusy B 1,8 pady. Lli mpemapatu MOxHa
3aCTOCOBYBATH OOHOYACHO 3a YMOBH 3MEHIIIEHHS 03U LKUKJIOCIIOPUHY 3aJIe’KHO Bifl OT0
KOHIIEHTpAIlil.

Esepoaimyc: prnykoHa301 MOXKe IiABUITYBaTU KOHILIEHTPAIIil0 eBEPOIIMYCY B CHPOBATII KPOBi Yepes
npurHidenas CYP3A4.

Cupoaimyc: GIyKOHaA30I] MiABUINYE KOHLIEHTPAII0 CHPOIIMYCY B IJIa3Mi KPOBi, iMOBIpHO, IIJIIXOM
npurHidveHHs MeTaboniaMy cuposimycy depmerToM CYP3A4 ta P-rnikonporeinoM. Lli mpemapartu
MOXKHa 3aCTOCOBYBATU OJHOYACHO 3a YMOBY KOPUT'YBaHHSA [O3U CHUPOJIIMYCY 3aJIe’KHO Bifj PiBHA
KOHIIEHTpallil Ta e(eKTiB Bifl MpuiioMy Ipemapary.

Taxposimyc: GIyKOHA30/ MOXKe MiABUINYBaTH KOHI[EHTPAllil TaKPOJIiMyCy B CHPOBATIIi KPOBi 0
5 pasiB pu 10ro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NPUTHIUeHHS MeTaboIi3My TaKpoIiMycy
dbepmenTom CYP3A4 y kuineyHuKy. [Ipy BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKPOIIMyCy He
CIIOCTepiranocs 3HaYHUX 3MiH (papMaKOKiHeTHUKH. [lifBUIEHI PiBHI TAKPOIIMYCY acOILiI0IOTECS 3
HeppOTOKCUYHICTIO. [[03y TAaKpOIiMyCy [JIsi IIEPOPaIbHOT0 3aCTOCYBaHHS IOTPiOHO 3HUXKYBATH
3aJ1eXKHO Bifl KOHIIEHTpallii TAaKPOIiMyCy.

Jlodapman: prryKoHA30/ IPUTHIUYE ITePeTBOPEHHS 103apTaHy [0 Horo akTUBHOTO MeTabomity (E-31
74), 1m0 3yMOBJIIO€ OiNbIlly YaCTUHY @HTaroHi3My [0 pelenTopiB aHrioteH3uny I mig yac
3aCTOCYBaHHA JI03apTaHy. PeKoMeH0BaHO 3[iMCHIOBATH [IOCTIMHUY MOHITOPUHT apTepiabHOro
TUCKY B IAl[i€HTIB.

MemadoH: GpnyKoHa30J71 MOXKe MiBUIyBaTH KOHIIEHTPALIil0 MeTaZlOHy B CUPOBATIIi KPOBi. [1pu
OOHOYACHOMY 3aCTOCYBaHHI MeTafloHy Ta (GryKoHa30Jy Moxe OyTH He0OXiIHUM KOPUTYBAHHS 03U
MeTafloHy.

HecmepoidHi npomu3anaavHi npenapamu (HI13I1): pu 0gHOYACHOMY 3aCTOCYBaHHi 3 (JIyKOHA30JI0M
C,.x Ta AUC dnyp6inpodeny migBuiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIiBHSIHO 3 BiAMOBIAHUMU
ITOKa3HUKaMHU IIPYU 3aCTOCYBaHHI Tinbku GypOinpodeny. AHANOTiYHO IPU OMHOYACHOMY
3acTocyBaHHi prykKoHa3ony 3 pauemignuM ibympodernom (400 mr) C,,, Ta AUC hapmMakoIorivHo
aKTHBHOTO i3oMepy S-( )-ibynpodeny migsuiryBanucs Ha 15 % Ta 82 % BiAmoBigHO MOPIBHSHO 3
BiATIOBigHMMMU MMOKa3HWKAMU IIPU 3aCTOCYBaHHI TiJIbKM palleMidHoro i0ynpodeHy.

®yKOoHA30JI MOTEHIINHO 3MaTHUM MigBUILIYBAaTH CUCTEMHY eKcrno3uiito inmmx HII3TI, mo
MeTabomnizyoTbcs CYP2C9 (Hanpukiiaz, HallpOKCEHY, IOPHOKCUKaMy, MeJIOKCHKaMy, IUKIIOPEHaKY).
PekoMeHIOBaHO MEPiOAUYHO 3MiMCHIOBATH MOHITOPUHT MOOIYHUX Peakllii Ta TOKCUYHUX ITPOSBIB,
noB’s13aHux i3 HII3I1. Moxe 3HamoOuTHCs KOpuryBanHs mo3u HIT3TI.

deHimoiH: hyKoHa30 npurHiyye MetaboniaM ¢eHiToiHy B nevinni. OgHovyacHe 6araTopa3oBe
3actocyBaHHS 200 Mr priykoHa30my Ta 250 Mr GeHITOIHY BHYTPIIIHBOBEHHO IPU3BOAUTE IO
nigsumierHsa AUC,, deniToiny Ha 75 % Ta C,;,Ha 128 %. [Ipu omgHOYaCHOMY 3aCTOCYBaHHI X



JiKapChbKUX 3ac00iB MOTPiOHO MIPOBOOUTH MOHITOPUHT KOHIIEHTpalii (eHiTOIHYy B CUPOBATIIi KPOBi AJIS
YHUKHEHHS PO3BUTKY TOKCHYHOI [il HeHITOIHY.

ITpeOHi30H: TIOBIOMIISIIM IIPO BUIIQMOK, KOJIM V MAIliEeHTa ITiCIIst TPAHCIIIAaHTAllil TeYiHKY Ha TIIi
3aCTOCYBaHHS IIPeAHi30HY PO3BUHYIACS TOCTPa HENOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BHMHUKIIA MiC/ISl MPUIKHEHHS TPUMICIYHOr0 Kypcy Tepail hpiykKoHa3010M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, iMOBIPHO, CIPUYMHUIIO ocuieHHsT akTUBHOCTI CYP3A4, mo npu3sseno
[0 IpuCKopeHHs MeTabomi3My npefgHi3ony. Tpeba peTenbHO CTEXUTH 3a MallieHTaMH, SKi IPOTIroM
TPUBAJIOTO Yacy OMHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta MPefHi30H, 3 METOIO IoNepenKeHHS
PO3BUTKY HEIOCTATHOCTI KOPY HaJHUPKOBUX 3a/103 IiC/Is IPUIIMHEHHS 3aCTOCYBaHHS (DIIYKOHA307Y.

PugabymuH: GprykoHa301 MiABUIIYE KOHIIEHTPaIi0 prdabyTUHY B CUPOBATII KPOBI, IO IIPU3BOAUTD
no 36inbmenHs AUC pudabytuny mo 80 %. ITpu ogHOYACHOMY 3aCTOCYBaHHI QIyKOHA305y Ta
pudabyTuHy MOBIMOMIIAIOCS IIPO BUIIAAKX PO3BUTOK yBeITy. [Ipu 3acTocyBaHHi Takol KoMOiHaIIil
niKapchbKuX 3aco0iB moTpiOHO OpaTH OO yBaru CUMIITOMHU TOKCUYHOI mil pudabyTuny.

CaxkeiHasip: dnykonason migsutnye AUC ta C,,,, cakBiHaBipy nmpu6mu3Ho Ha 50 % Ta 55 % BigmoBigHO
Yyepes NPUTHiUeHHS MeTabomi3My cakBiHaBipy B neuinili ¢epmerTom CYP3A4 Ta dyepe3s inribyBaHHS
P-rnikonporeiny. Blaemogil Mixk (hIyKoHa30/I0M Ta CaKBiHaBipOM/pUTOHABIPOM He OOCIigKYyBaly,
TOMY BOHU MOXKYTh OyTH OifbIll BUpaxkeHuMu. Moxke 6yTu He0OXigHUM KOPUTYBaHHS 03U
CaKBiHaBIpYy.

IToxiOHi cynb(hOoHIACEHOBUHU: ODHOYACHE 3aCTOCYBaHHS (PIIYKOHA30JTy 3 IePOPaJbHUMU MOXiTHUMU
cynbdoHiICeYOBMHY (XTIOPIIPOIaMif], TMi6eHKIaMifl, Timi3ug Ta ToI0yTaMif) ITPU3BOIUIIO [0
IIPOJIOHTYBaHHS Tepiofy ix HamiBBUBeNeHHS. PEKOMEHOY€EThCS MMPOBOJUTH YaCTHW KOHTPOJb IIYKPY B
KPOBI Ta BiIMIOBITHUM YHMHOM 3HUKYBaTH 03y MOXIAHUX CYJIb(OHIICEYOBUHY IPU OLHOYACHOMY
3aCTOCYBaHHi 3 (IyKOHA30JIOM.

TeoginiH: 3acTocyBaHHS (yKoHa30my o 200 mMr npoTtsaroM 14 [HiB IPU3BENO [0 3HUKEHHS
CepenHbOro KilipeHcy Teodininy y mma3Mi KpoBi Ha 18 %. 3a malieHTamMu, sSKi 3aCTOCOBYIOTh TeodiniH
y BUCOKUX [03ax abo sIKi MaloTh MigBUILIEHUH PU3UK PO3BUTKY TOKCUYHUX MPOSIBIB TeodiniHy 3 iHIIMX
npuYnH, Tpeba BCTAaHOBUTY HATJISAL II0J0 BUSBIEHHS 03HAK PO3BUTKY TOKCUYHOI AIii Teodininy.
Teparmito noTpiOHO 3MIHUTH MPH MOSBi 03HAK TOKCUYHOCTI.

Togauumuni6: BrnuB ToPaluTHHIOY 3pOCTa€ MpX OMHOYACHOMY 3aCTOCYBaHHI 3 JTiKapChKUMU
3acobaMu, IKi MpuU3BOOATH [0 oMipHoro iuribyBanus CYP3A4 Ta moTyxkHoro iHrioyBanus CYP2C19
(Hanpuknan gnykoHa3oi). ToMy peKOMeHI0BaHO 3HU3UTU 03y TOPaluTHHIOY 70 5 MI OfMH pa3 Ha
no0y B KoMOiHalIlisxX i3 1[uMu mpernapaTaMi.

Toneanman: ekcno3ulig TonBanTtany (cyoctpaty CYP3A4) 3Hauyno 30inbmyeTses (200% AUC; 80%
C,..x) TIPY 1OTO OMHOYACHOMY 3aCTOCYBaHHi 3 ¢iyKoHa3osoM (momipuuii iHribitop CYP3A4), Ta,
BiAITIOBigHO, 3pOCTa€ PU3UK BUHMKHEHHS TaKWX MOOIYHUX pPeakllii SK MOCUTIeHHS [iypesy,
3HEBOJHEHHS 1 rOCTpa HUPKOBA HEJOCTATHICTE. Y pa3i OMHOYACHOI0 3aCTOCYBaHH, 103a TOJIBAIlITAHY
oBUHHA OyTU 3MeHIIIeHa BiIOBIAHO 0O MOTO iHCTPYKIIii, a 3a MallieHTOM IIOTPi0HO crocTepiraTu
IIOZI0 MTOSIBY MOOIYHUX PeaKITii.

Askanoiou bapeiHky: GrnyKoHa3071, iMOBipHO, yepe3 inridyBanus CYP3A4 Moxke CIPUYUHSITH
TiBUIIIEHHS KOHIIEHTPAallil ankasoigiB 6apBiHKY B I1a3Mi KPOBi (HalpUKJyIaf, BIHKPUCTUHY Ta
BiHOJIACTUHY), 1110 TPU3BOAUTE 10 PO3BUTKY HEMPOTOKCUYHUX €(EKTiB.

BimamiH A: IOBiZOMJISINIH, 110 V MallieHTa, SKUKA OOQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIIOTY
(kucmoTHa popMa BiTaminy A) Ta GIyKOHA301, criocTepiranucs nobiuni peaxuii 3 60ky LIHC y dopmi



TICEBIOTYMOPY T'OJIOBHOTO MO3KY, II[0 3HHUK ITiciis BigMinu ¢iykonasomny. Li mikapchki 3aco6u MoxkHa
3aCTOCOBYBaTH OOHOYACHO, ajie Tpeba mam’siTaTy PO PU3KMK BUHUKHEHHS MOOIYHUX peakiliit 3 60Ky
LIHC.

Bopukona3zos (iH2ibimop CYP2C9, CYP2C19 ma CYP3A4): ogHO4YacCHe 3aCTOCYBaHHS BOPUKOHA30Iy
nepopanbHo (1o 400 Mr koxHi 12 rogus npoTtsaroMm 1 gHs, motiM mo 200 Mr KoxHi 12 rogux
IpoTATroM 2,5 OHS Ta (QIyKOHa30iy mepopaibHo (400 Mr y nepuiuii geHs, moTiM 1o 200 Mr KoxHi

24 roguHu npoTtsaroM 4 aHiB) npu3Beso fo nmigsuuenHs C,,, Ta AUC, BODHKOHA30I1y B CEPEIHBOMY [0
57 % (90 % [OI: 20 %, 107 %) ta 79 % (90 % [OI: 40 %, 128 %) BignoBigHO. HeBimomo, Ui IPHU3BOOUTH
3HUKEHHS 03U Ta/a00 YacTOTHU 3aCTOCYBaHHS BOPUKOHA301y a00 (GIyKOHA30/y IO YCYHEHHS TaKOT0
edekTy. [Tpu 3acTOCyBaHHI BOPUKOHA30JTy Miciis GIIyKOHA30/Iy IOTPiOHO IIPOBOUTH CIIOCTEPEKEHHS
100 PO3BUTKY NOOIYHUX e(eKTiB, acoliiOBaHUX i3 BOPUKOHA30JIOM.

3udosyouH: ¢pnykonaszon nigsuiye C, .. Ta AUC 3umoBynuny Ha 84 % Tta 74 % BigmoBigHO, 110
3YMOBJIEHO 3HUKEHHSIM KJIipEHCY 3UOOBYAUHY MPUOIU3HO Ha 45 % Ipu HOoTro epopaabHOMY
3acTocyBaHHi. [Iepion HamiBBUBeNeHHS 3UNOBYIUHY OYB TaKOXK ITOIOBXKeHUM MpuOnu3Ho Ha 128 %
micys 3acTocyBaHHS KoMOiHalil (GIyKoHa30Iy Ta 3UJOBYAUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
TakKy KoM0iHalliio TiKapChKUxX 3ac00iB, MTOTPIOHO CIIOCTEPIraTH 00 PO3BUTKY MOGIYHUX peakilil,
II0B’I3aHUX i3 3aCTOCYBAHHAM 3UOOBYAUHY. MOXKHa PO3TISHYTU OOUIbHICTS 3HUKEHHS N03U
3UOOBYLOUHY.

A3umpoMilyuH: ITpU OGHOYACHOMY IIepOpaJbHOMY pPa30BOMY 3aCTOCYBaHHI a3iTPOMILMHY Ta
¢bnykona3zony B go3ax 1200 mr Ta 800 Mr BigmoBiZHO XKOOHUX 3HAUYIIUX (papMaKOKiHETUYHUX
B3A€EMO[il BUSIBIEHO He OyI0.

ITepopasavHi KoHMpayenmueu: IpyU 3aCTOCYyBaHHI (PITyKOHA30/1y B 703i 50 Mr BIIMBY Ha PiBEHb
TOPMOHIB He 0yJ10, TOMI SIK ITPX 3aCTOCYBaHHI pykoHa3omy B 703i 200 Mr Ha go0y crocTepiranocs
36inbimenHss AUC etuHinectpagiony Ha 40 % Ta meBoHOprectpeny - Ha 24 %. Lle cBiguuTh IIpo Te, 1110
OaraTopa30Be 3aCTOCyBaHHS (DIIyKOHA30/1y B 3a3HaUeHUX A03axX HaBPSA UM MOXKe BIIJIUBATH Ha
epeKTUBHICTh KOMOIHOBAHOTO IIEPOPAIFHOTO KOHTPALIEIITUBRA.

Isaxkagpmop: cynyTHE 3aCTOCYBaHHS 3 iBaKadTOPOM, MifCUIII0OBaYeM MYKOBICIIMAO3HOTO
TPaHCMeMOPaHHOTO PEeTyJISITOPa IPOBITHOCTI, MiABUIIY€E eKCII03ullilo iBakadToOpy B 3 pa3y, a
rinpokcumetuniBakadtopy (M1) - y 1,9 pagy. [Ins naiieHTis, SKi 0DHOYACHO 3aCTOCOBYIOTh IIOMipHi
inri6itopu CYP3A, Taki gk GIyKOHa30JI i epUTPOMIIIH, PEKOMEHAYETLCS 3HUKEHHS N03HU iBakahTOpy
no 150 mr 1 pa3 Ha fmo0y.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Llepmamodgpimia. Bimomo, 110 IIpu 3aCTOCyBaHHI GIIyKOHA30/Iy OIS TiKyBaHHS AepMaTodiTil y miTen
OCTaHHIU He IepeBUIllye Ipru3e0(]ybBiH 3a €(PEKTUBHICTIO i 3araJlbHUY MOKa3HUK e(PEeKTUBHOCTI
crtaHoBuTh MeHIIe 20 %. Tomy ¢hIyKoHa30/I He MOXKHA 3aCTOCOBYBATH [JIs JIiKyBaHHS AepMaToQiTii.

Kpunmoxkoko3s. [1oka3iB eeKTUBHOCTI (pIyKOHA30JTy [AJd JIiKyBaHHS KPUIITOKOKO3Y iHIINX
JI0Kani3auii (HanpuKiaf, JIeTeHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTaTHBO, TOMY
PEeKOMeHfaliii MoA0 JO30BOr0 PeXKUMY [JId JIIKyBaHHS TaKUX 3aXBOPIOBAHb HEMAE.

I'1uboxki enOemiuHi miko3u. [JokasiB edeKTUBHOCTI (IyKOHA30I1y IS TiKyBaHHS iHIIUX (HOpM
eHJeMiYHNX MiK03iB, TaKUX K [TapaKOKIMAi0iA0MiKO03, TiCTOIIa3M03 Ta IIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEJOCTATHLO, TOMY PeKOMEeH allill 100 JO30BOr0 PeXKUMY [JIs JIIKyBaHHS TaKUX



3aXBOPIOBAHb HEMaAE.

Hupkosa cucmema. TanieHTaM i3 mopyiieHHIM QYHKIIIN HAPOK IpernapaT MOTPiOHO 3aCTOCOBYBATHU 3
obepexkHicTIO (DuB. po3min «Cmocib 3aCTOCyBaHHS Ta JO3U»).

Hedocmamuicmb HaOHUpPKoBux 3a103. KeTOKOHA3011, SIK BifOMO, CIIPUYHMHSE HEOOCTATHICTh
HaTHUPKOBUX 3aJ103, i Ile TAKOXK MOXKe CTOCYBaTHUCS (IYKOHA30Jy, X04a CIIOCTEPITAETHCS PigKO.
HepocTaTHiCTh HAMHUPKOBUX 3aJ103, ITOB’si3aHa 3 OQHOYACHUM JIiKyBaHHSAM IIPEeHI30HOM, ONKCaHa y
nigpo3nini Bnaue ¢paykoHaszoay Ha iHWi aikapcbKi 3acobu po3piny «B3aemogmis 3 iHIIuMu
JiKapChKUMU 3ac00aMu Ta iHIIi BUIKW B3aEMOIIN».

I'enamobiaiapHa cucmema. IlarienTaMm i3 nmopyuieHHSAIM QYHKIIM MeYiHKy mpenapar moTpibHo
3aCTOCOBYBaTH 3 00epeXkHiCTI0. 3aCTOCyBaHHS (HITYKOHA30JIy acoIliloBasocs 3 BAHUKHEHHSIM
PiAKiCHUX BUMAMKIB PO3BUTKY TSAXKKOI r€lIaTOTOKCUYHOCTI, BKJIIOUAIOYH JeTalbHi BUTIAgKH, TOJIOBHUM
YUHOM Y TAI€HTIB i3 TAKKUMYU OCHOBHUMHU 3aXBOPIOBAHHSIMU. Y BUIIafKaX, KOJIU PO3BUTOK
remnaToTOKCUYHOCTI acollifoBaBCs i3 3acTocyBaHHSAM (IIyKOHa30:y, He OyI0 Bif3HA4Y€eHO i IBHOI
3aJIeKHOCTI Bif 3aranbHoi f060BOI f03U IIpenapary, TPUBaoCTi Tepamil, cTaTi abo BiKy marltieHTa.
3a3BUYall TenaToTOKCUYHICTD, cCupuyrHeHa (p1yKoHa3010M, 060pPOTHA, a il TPOosiBY 3HUKAIOTH IiCs
IPUNIMHEHHS Teparrii.

3a malfieHTaMH, y SKUX IIPU 3aCTOCYBaHHi (PJIyKOHA30J1y CIIOCTEPIral0ThCS BigXUIEHHS pe3ybTaTiB
GbyHKILiOHATBHUX P00 MeYiHKy, MOTPiOHO BCTAHOBUTY PETENIbHUM HATJIA[ 000 PO3BUTKY OiNbIIl
TSKKOT'0 ypaXKeHHs IIeYiHKU.

[TamieHTiB Tpeba npoiHGopMyBaTH PO CUMIITOMH, 1110 MOXKYTb CBITYUTH NP0 CEPHO3HUY BIIJIUB Ha
IeviHKy (BUpaXkeHa acTeHis, aHOPeKCis, OCTiiHa HyfoTa, 6/1I0BaHHS Ta JKOBTSHHUILIA). Y TaKOMYy pasi
3aCTOCYyBaHHS (GIYKOHA30Iy MOTPiOHO HeralHO IPUIMHUTY Ta IIPOKOHCYJILTYBATUCS 3 JTIKapeM.

Cepueso-cyOuHHa cucmema. [esiki a30/1u, 30KpeMa ¥ (IyKOoHa30J1, aCOIIITLECI 3 TTOJOBKEHHSIM
inTepBany QT Ha enekTpokapniorpami. ®IyKOHa30J1 CIPpUUUHSE TOA0BXKeHHd iHTepBany QT muisixom
iHribyBaHHS CTPyMYy i0OHIB Uepe3 KaslieBi kaHanmu BHyTpimHbOro BunpsamiesHs (Ikr). ITomoBxkeHHsS
intepBany QT, cupuuynHeHe iHIMKUMHU TiKapChKUMM 3ac06aMu (TaKUMU K aMioflapoH), MOXKe
IIOCUJTIOBATHCS BHACHINOK iHTiOyBanHS dhepmenTy CYP3A4 mmutoxpomy P450. [ToBimoMnsinu mpo gyxe
pimKicHi BUnmagku nogoBxkeHHs iHTepBany QT Ta mapokcru3ManbHOI IUTYHOYKOBOI TaxXiKapmil TUILY
«TipyeT» IPU 3aCTOCyBaHHi (IyKoHa301y. Taki MOBiIOMIEHHS CTOCYBaIUCS TAIi€HTIB i3 TIXKKUMU
3aXBOPIOBaHHSIMHU IIPU NOE€OHAHHI 6araThox (HakTOpiB PU3UKY, TAKUMHU SK CTPYKTYPHi 3aXBOPIOBAaHHS
ceplis, IOpPYyIIeHHs eJeKTPOJIiTHOro 00MiHy Ta OMHOYACHe 3aCTOCYBaHHS iHIMX JiKapChKUX 3aco0iB,
10 BIIMBAlOTh Ha iHTepBan QT. [lamieHTH 3 TiMoKamieMIi€0 Ta TIXKKOI CepIeBOI0 HEOJOCTAaTHICTIO
MAaIOTh IIiIBUINEHNN PU3UK BUHUKHEHHS XKUTTEBO HeOe3MeUHUX IUTYHOYKOBUX apUTMil Ta
IIapOKCU3MaJIbHOI IIJTyHOYKOBOI TaxiKapfii TUIY «IipyeT».

®nykoHa3omn Tpeba 3 00epeKHICTIO 3aCTOCOBYBATH IallieHTaM i3 pU3UKOM PO3BUTKY apUTMil.
OpHoYacHe 3aCTOCYBaHHS Pa3oM i3 TiKapchKUMU 3acobaMu, 110 IPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoThcs 3a gonoMoroi ¢pepmenty CYP3A4 nutoxpomy P450, mpoTunoka3aHe (QUB. po3minu
«[IpoTHUnoKa3aHHSI» Ta «B3aeMofia 3 iHIMMMHY JTiKapChKUMK 3ac06aMu Ta iHIIN BUOY B3a€EMOMii»).

I'anopaumpun. l'anodantpus € cybctpatom pepmenty CYP3A4 i mpononrye inTepsan QTc mpu
3aCTOCYBaHHi Y peKOMeHIOBaHUX TepalleBTUYHUX J03ax. OgHOYacHe 3aCTOCYBaHHS ranodaHTpUHY Ta
GbnyKoHa30I1y He PeKOMEHIY€EThCs (OUB. Po3Min «B3aemopmist 3 iHIIMMY JTiKapCbKUMU 3aco0aMu Ta
iHII BUOM B3aEMOIin»).

Llepmamonoziuni peakuii. ITig 9ac 3acTocyBaHHS (HIIyKOHA30Iy PiAKO MOBIJOMIISANIOCS IIPO PO3BUTOK



TaKWX eKC(oJiaTUBHUX IKIpHUX peakIill K curapoM CTiBeHca - [I2KOHCOHA Ta TOKCUYHUU
enigepManbHUl HeKponi3. [ToBimoMsanu npo MegUKaMeHTO3HY Peaklliio 3 e03UHOGIIiE0 i
cuctemuumu nposiBamu (DRESS). IMauientu, xBopi Ha CHIII, GinbI CXUTbHI OO0 PO3BUTKY TSIKKHUX
MIKiPpHUX peakiliil Ipu 3aCTOCyBaHHi 6araThox JTiKapchKux 3aco0iB. FAKIIO y MallieHTa 3 IT0OBEPXHEBOIO
rpubKOoBOIO iH(DEKIi€t0 3’ IBMII0TLCS BUCHIIAHHS, 1110 MOXKHA IT0B’I3aTH i3 3aCTOCYBAHHSIM
(bIyKOHa30I1y, IOJasble 3aCTOCYBaHHS NpernapaTy Tpeba NpUIUHUTH. fAKINOo y MaljieHTa 3
iHBa3MBHOI0/CUCTEMHOIO I'PHUOKOBOIO iH(DEKIIi€I0 3’ IBIAI0THCSA BUCUIIaHHS Ha IIKipi, 3@ KOr0 CTaHOM
noTpPiOHO pPeTeNbHO CIOCTEPIraTu, a y pasi po3BUTKY OyIb03HUX BUCUIIAHb a00 MyNTbTUGHOPMHOI
€pUTEMH 3aCTOCYBaHHS (HIYKOHA30J1y MOTPIOHO NPUITUHUTH.

I'inepuymaugicmy. YV pigKiCHUX BUIIafKaX IMOBIJOMIISNIY IIPO PO3BUTOK aHA(ITaKTUYHUX peaKIiil
(muB. po3min «[IpoTUIOKAa3aHHSI»).

ITumoxpom P450. ®nykona3on € momipauM inribitopom pepmenTtis CYP2C9 ta CYP3A4. Takox
bnykoHa3on € noMipauM inribitopom dpepmenty CYP2C19. Tpeba criocTepiratu 3a CTAaHOM IAIli€HTIB,
SKi OTHOYaCHO 3aCTOCOBYIOTh (PIyKOHA30JI Ta IIpernapaTy 3 By3bKUM TepaleBTUYHUM BiKHOM, II10
MeTabomizyoTbcs 3 yuacTtio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3nin «B3aeMofia 3 iHIIUME
JiKapChKUMHU 3acob6aMu Ta iHIIi BUAKU B3aEMOiN»).

TeppeHaduH. [ToTpiOHO peTeNbHO CIOCTEPIraTH 3a CTAHOM IallieHTa IIPX 0OJHOYAaCHOMY 3aCTOCYBaHHI
Tepenaguny Ta ¢paykoHa301y B no3i MeHe 400 mr Ha fo0y (muB. po3pinu «IIpoTunokasaHHA» Ta
«Bzaemogis 3 iHIIUMY JTiIKapCHKUMHU 3aco0aMu Ta iHIIM BUIU B3aEMOIIN»).

KaHoudo3. [JocniaxeHHS IT0Ka3alyd 3pOCTaHHS MOMKPeHOCTi iHdekii Buny Candida, BigMiHHUX

Bim C. albicans. BoHY 4acTo € IpUPOIHO pe3ucTeHTHUMHU (Hanpuknaf, C. krusei ma C. auris) a6o
NEMOHCTPYIOTh 3HUKEHY YyTNUBICTh [0 dhiykoHa3ony (C. glabrata). Taki iHdekIIil MOXYThb
noTpebyBaTu anbTEPHATUBHOI IPOTUTPUOKOBOI Tepartlii yepe3 HeeeKTHUBHICTh NTiKyBaHHS. ToMy
PEKOMEHAYEThCS BpaX0BYBaTU IOLIKMPEHICTh PE3UCTEHTHOCTI pidHUX BUAIB Candida 0o ¢pnyKoHa3o07y.

IonomidxcHI peuyosuHu.

[IpemapaT MiCTUTH J1aKTO3y. fAKIIO Y NallieHTa BCTAHOBJIEHA HEIIePEHOCUMICTh JeIKUX
IIyKpiB, Tpeba MPOKOHCYIbTYBAaTUCS 3 JIiKapeM, MepIll HiXK MpuiMaTu el TiKapchKui 3acio.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00t0.
BazimHicmo

3a manuMu 06cepBallifHOTO NOCTiAKeHHS, iCHY€ MigBUIIEHNY PU3UK CIIOHTAHHOT'0 abopTy y XKiHOK,
SKi OTpUMYyBau (pIyKOHA30JI IPOTArOM IIePIIOr0 TPUMECTPY BariTHOCTI.

[ToBimoMIsiNIOCS TIPO YHCENbHI BPOAXKEHi ImaTooril y HoBOHapooKeHuX (BKItoyaoun Opaxinedartiio,
[MCIIIa3iio BYIIHOI paKOBUHU, HaAMipHe 30i/bIIIeHHS ITepefHbOr0 TiM'sTYKa, BUKPUBIIEHHS CTETHA,
IIJIeYOIIPOMEHEBUM CUHOCTO3), MaTepi IKUX IIpHuiMany BUCOKi fo3u ¢ykoHa3omy (400-800 mMr/goly)
IPOTSATOM IIPUHANMHI TPhOX a00 OinbIle MiCSALIB A7 JTiKYBaHHS KOKIMAI01M03y. 3B’ 130K MiXk
3aCTOCYBaHHSM (IYKOHA30Jly Ta IMMU BUNIaJKaMHU He BU3HAYEHUH.

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

He cnip 3acTocoByBaTH 3BU4aiiHi 1031 (PIIyKOHA30/Ty Ta KOPOTKOTPUBAJ KYPCH JTiIKyBaHHS
(bITyKOHA30JI0M Y Mepiof BariTHOCTI, 3a BUHSITKOM KpalHbOI HeOOXigHOCT.



He cnip 3acTocoByBaTH BUCOKI 103U (hITyKOHA301y Ta/abo TpuBasli KypcH JIiKyBaHHS (IyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIiIKyBaHHS iH(EKIIi}, 110 MOXKYThb 3arp0KyBaTH XKUTTIO.

T'odyeaHHA 2pydoo.

®nyKoHa30J1 TPOHUKAE ¥ TPyOHE MOJIOKO Ta [AOocATra€ KOHIEHTpallii mofi0Hol g0 piBHA Yy Myia3Mi KPOBi
(Ous. po3pin «®apMakoKiHeTHKa»). ['ofyBaHHSA I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCIIg PA30BOr0
3aCTOCYBaHHS 3BUYaAKHOI 703U (IyKOHA30IIy, [0 CTaHOBUTE 150 Mr.

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

Crip OUiHUTY KOPUCTh FONYyBaHHS IPYAMI0 AJIS PO3BUTKY i 3M0POB’S JUTUHY, & TAKOXK KIIiHIUHY
norpeGy MaTepi y npemnaparti ®ymuc® i 6yas-aKi moTeHiliH no6iuni edexTu npenapaty Oyuuc® aGo
OCHOBHOT'O 3aXBOPIOBaHHS MaTepi OJis QUTUHY, 1Ka OTPUMYyE IPyIHE BUTONOBYBaHHS.

depmusbHicMb.

®nyKoHA30J He BIJIMBaB Ha (DEPTUIIBbHICTL CaMIliB Ta CaMOK IIyPiB.

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

HocmimxeHb BINIUBY (IIYKOHA30Jy Ha 3MATHICTh KEPYBAaTH aBTOTPAHCIOPTOM ab0 IpaIfoBaTH 3
IHIIMMU MexXaHi3MaMU He IIPOBOOUIIU.

[TarienTiB moTpi6HO MoiH(GOPMYBaTH PO MOXKJIUBICTL PO3BUTKY 3allaMOpOodYeHHs abo cymoM (OuB.
po3min «ITo6iuHi peakiiii») mig 4ac 3aCTOCOBYBaHHS NpenapaTty. [Ipy po3BUTKY TaKUX CUMIITOMIB He
PEKOMEH[YEThCS KepyBaTH aBTOTPAHCIIOPTOM abo IpalnoBaTH 3 iHIMMU MeXaHi3MaMHu.

Cnocid 3acmocyeaHHsi ma do3u.

[IpenapaT 3acTOCOBYBaTH IepopasnbHo. [IpuitoM npemnapaTy He 3aeKUTh Biff IPUUOMY 1XKi.
Lopocai.

[Ipenapat 3acTocoByBaT# B 103i 150 MI 0HHOPA30BO.

IauieHmu AimHb020 BiKY.

[Tpu BigCyTHOCTI 03HAK MOPYLIeHHS (PYHKIIM HUPOK [Jg JTiKyBaHHS 1€l KaTeropil nalieHTiB
3aCTOCOBYBaTH 3BUYaUHY 003V [JIS LOPOCIIUX.

ITopyweHHA pYHKUiIT HUPOK.

®yKOHA30JI BUBOAUTHCA [IEPEeBaXKHO 3 Ceyel0 y He3MiHeHoMY BUriIaai. [Ipu ogHopa3oBoMy
3aCTOCyBaHHI (pJIyKOHA30/1y KOPUATYBaTH O3V Iill KaTeropili maiieHTiB He MOTPiOHO.

ITopyweHHA GYHKUIU NeYiHKU.



®nykKoHa307 IOTPiOHO 3aCTOCOBYBATU 3 00EPEKHICTIO NallieHTaM i3 OopymeHHAMHU QYHKIIN TeYiHKY,
OCKiJIbKM iH(popMaIlil mOoJo0 3aCTOCyBaHHS (IIyKOHA30JIy IIil KaTeropil nari€eHTiB HeLOCTaTHBO (IUB.
po3minu «OcobmuBOCTi 3acToCyBaHHSI» Ta «I100iuHi peakirii»).

Himu.

EdekTuBHiCTh Ta 6e3meKa 3aCTOCYyBaHHS IIpenaparTy Ojis JIiKyBaHHS T'eHiTallbHUX KaHAUAO03IB ¥ OiTen
He BCTaHOBJIEHI, He3BaXkKal0Yy Ha BUYEPIIHI JaHi 00 3aCTOCYBaHHSA (PIIyKOHA30JTy HiTAM. AKII0
icHye HaranbHa moTpeba 3acTOCyBaHHS NpenapaTy miamiTkaM (BikoM Big 12 mo 17 pokiB), moTpi6HO
3aCTOCOBYBaTU 3BUYalHI 03U [AJIS HJOPOCTIUX.

Ilepedo3yeanHns.
CuMnToMu: rajroyHallil Ta mapaHoifaabHa IOBETiHKA.

JlikyBaHHS: CUMIITOMaTA4YHE (Y TOMY YUCJIi IPOMUBAHHS NUIyHKA U DiATPUMYyO4da Teparis).
®nyKoHA307 BUBOOUTHCS IIEPEBAXKHO 3 cedyero, ToMy (PopcoBaHUM [iype3 MOXKe IPUCKOPUTH
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUXKYE PiBEHb (PIYKOHA30ITY Y
na3Mi KpoBi npubnu3Ho Ha 50 %.

ITo6iuni peakuii.

[ToBigomisiny po MeOUKaMeHTO3HY Peakliifo 3 eo3nHoPinieo i cucteMHuMu npossamu (DRESS),
acoIrifioBaHy 3i 3aCcTOCyBaHHSAM GIyKOHA301y (OuB. po3min «OcoOGIUBOCTI 3aCTOCYBAHHS»).

Haituacrime (Big =1/100 go <1/10) moBimomsiiiocs mpo Taki mobiuHi peakirii: ronoBuui 6inmb, 6inb y
JKWBOTI, miapesi, HymoTa, O/M0BaHHS, IiIBUINEHHS PiBHS anaHiHamMiHoTpaHchepasu (AJIT),
acnaptataMiHoTpaHcdepasu (ACT), nyxkHol pocdaTa3u KpoBi Ta BUCUTIAHHS

II7s1 OLiHKY YaCTOTU BUHUKHEHHS MOGIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikariiio: myxe
yacTto (=1/10), gyacro (Bim =1/100 mo <1/10), HeuacTo (Big =1/1000 mo <1/100), pigko (Bim =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, HEeUTPOIeHiss, TPOMOOIUTOIEHis.
3 6oky imyHHOI cucmemu.

Pigko: aHadinakcis.

3 6oky memaboaizaMy ma xap4ye8aHHs.

HeugacTo: 3HMXKEHHSI AlleTUTy.



Pigko: rineprpurmniuepuaeMis, rinepxojaecTepruHeMis, TinoKaiemis.
3 boky ncuxiku.

HeuacTto: 6e3COHHS, COHJIUBICTS.

3 6oky Hepsogoi cucmemu.

YacTo: ronoBHUM 6ifb.

HeuacTo: cygomu, 3anamMopo4YeHHs, ITapecTesii, MOPyIIeHHsS CMaKy.
Pigko: Tpemop.

3 boky opaaHis cayxy ma pisHosazu.

Heuacro: BepTuro.

3 6oky cepus.

Pigko: mapokcu3MasbHa NUIYHOYKOBA TaXiKappisa TUILY «IipyeT», momoBxkeHHd iHTepBany QT (mus.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

3 60Ky WAYHKOBO-KUWKOBO20 MPAKMY.

YacTo: 6inb y yepeBHil TOPOXKHUHI, miapes, HyHOTa, OI0BAHHS.
HeuacTo: 3amop, AuCIencis, MeTeopu3M, CyXiCTh ¥ POTi.

3 6oky 2enamobiniapHoi cucmemu.

Yacro: nigeuieHHs piBHiB AJIT, ACT, nyxkHol ¢pocdaTa3u B KpoBi (AuB. po3nin «OcobauBoCTi
3aCTOCYBaHHS»).

HeuacTo: xomecTa3, JKOBTSIHUIA, MiABUILIEHHS piBHS 0inipyOiny (muB. po3min «OcobnuBoCTi
3aCTOCYBaHHS»).

Pigko: mediHKoBa HEIOCTATHICTh, TeNaTOLENIONAPHUAN HEKPO3, TeNaTUTH, TenaToLeoIsIpHe
ypaxeHHs (OuB. po3min «OcobIUBOCTi 3aCTOCYBaHHS»).

3 60Ky wkipu ma nidwKipHOi KAiMKOBUHU.
YacTo: Bucunanus (ouB. po3ain «OcoONMMBOCTI 3aCTOCYBaHHS»).

HeuacTo: cBepOixk, MEIUKaMEeHTO3HUN JepMaTHUT (BK/II0Yaruu HiKCOBaHUY MeOUKaMeHTO3HUN
IepMaTUT), KPOIIUB'THKA, MiBUIIIeHe TIOTOBUONIEHHS (OUB. po3hin «OcoBIMBOCTI 3aCTOCYBaHHS»).

Pigko: TOKCMYHUY emimepManbHUM HEKPOi3, cuHapoM CTiBeHca-[I;)KOHCOHA, TOCTPUM
reHepasi3oBaHUW eK3aHTeMaTO3HUM IMyCTYIb03, eKCPOiaTUBHUYN NEPMaTUT, aHTiOHEBPOTUYHUMN
HaOpsK, HaOpsK 06Uy Ys, ajmonenis (quB. po3misn «OcoBIUBOCTI 3aCTOCYBAHHS»).

YacToTa HEBiloMa: MeIMKaMeHTO3Ha peakilisi 3 eo3uHodimieto i cuctemuumu nposieamu (DRESS).

3 60Ky 0NOpHO-PYX08020 anapamy ma CnoAy4Hoi MKAHUHU.



HeuacTo: mianris.

3azanvHi nopyweHHA ma peakuii y Micli 8e0eHHA.

Heuacrto: mifBuiieHa BTOMJIIOBaHICTh, HE3yKaHHS, aCTeHis, rapsg4ka.
itm

YacToTa Ta XxapakTep Mob6iYHUX pPeaklii Ta BimxuiieHb TaO0PATOPHUX ITOKA3HUKIB Yy miTel, sKi
GbikcyBanucs mif 9ac KJIiHIYHUX JOCTiAXKeHb, KPiM reHiTalIbHOT0 KaHAUA03Y, € IOPiBHAHHUMU 3
TaKUMHU y JOPOCIIUX.

[ToBigoMIIeHHS PO Mimo3pIoBaHi m0o6ivHi peakirii

[ToBimomeHHS PO Migo3pioBaHi MOGiYHI peakii micyis peecTpaliil 1iKapchbKoro 3aco0y € BaxKIUBOIO
npouenyporo. Lle mae 3Mory nNpogoBXKyBaTH KOHTPOJIIOBATH CIIIBBIAHOIIEHHS KOPUCTD/PU3UK IIPU
3aCTOCyBaHHI LIbOTO JTiKapchKOro 3aco0y. MennyHi mpalliBHUKY [TOBUHHI ITOBIIOMIIATH PO BCi
nimo3pioBaHi MoOiuHi peakilil Yepe3 HaIliOHaIbHY CUCTEMY 3BiTHOCTI Ta 3aIBHUKY dyepe3 GopMy
3BOPOTHOTO 3B’s13KY Ha BebcaiiTi: https://kusum.ua/pharmacovigilance/

Tepmin npudamHocmi. 3 POKHU.

YmMmoBH 30epiranns.
36epiraTu npu TemnepaTypi He Buie 25 °C

30epiratu y HegOCTYIIHOMY OJISl JiTe# MicCIi.

VnaxoBka.

[To 1 tabmnetui y 6micTepi; mo 1 6icTepy B KapTOHHIN yIAaKOBIIi.

Kareropis Bignycky.

bes penernra.

BupoOHUK.

KYCYM XEJITXKEP I1IBT JITN/

KUSUM HEALTHCARE PVT LTD.

Micue3HaxoaKeHHs1 BHPOOHHKA Ta ajipeca MicIisi IPoBadKeHHsI HOro TisiIbHOCTI.


https://kusum.ua/pharmacovigilance/

CII-289 (A), PIIKO Iupmactpian apea, Yonanki, bxiBapi, [lict. AnBap (PagxacTa#n), Inmis/

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



