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.

®nyKoHa3071 € TPOTUTPHOKOBHAM 3aCO00M KJlacy Tpra3osiB. [IlepBUHHUM MexaHi3MOM 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
BIUIMBY Ha PiBEHb €HOOTE€HHUX CTEPOifiB a00 Ha BiANOBiAb Ha CTUMYJISIIIO aipPEeHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3mopoBux moOPOBOJIBIIB YOI0BiUOl 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.

®nykoHa307 in vitro EMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO KJTiHIUHO MOMIKWPEHUX BUIIB
Candida, (Bkmouatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata neMOHCTPY€ 3HUXKEHY
YyTHUBICTh [0 GhyKoHa3ony, a C. krusei ta C. auris € cTiikumu f0 GrnykoHa3ony. MiniManbHi
inribyroui KoHIeHTpallii Ta emigemionoriune noporose 3HaueHHs 3rigHo EUCAST (ECOFF) mns
dbmykoHa3o01my ctocoBHO C. guilliermondii Bumii, HiXK cTocoBHO C. albicans.

Takox (hyKoHa3011 in vitro IeMOHCTPY€E aKTUBHICTH SIK mpotu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i MpoTU eHAeMiYHUX ITicHIBUX rpubiB Blastomices
dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’s130K (hapMaKOKiHETUYHHUX i hapMaKOONHAMIUYHUX BJIACTUBOCTEMN.

BinnoBigHO 0o pe3ynbTaTiB HOCIIOXKEHb Ha TBAPUHAX, ICHY€E KOpeaLisd MiX MiHiMaIbHOK
inribyrouoro KoHueHTpauieo (MIK) Ta eheKTUBHICTIO IPOTH eKCIIepHMEHTAIbHUX Mofesiel MiKo3iB,
cripuuynHeHuX BupgaMu Candida. BifnoBifHO 00 pe3ynbTaTiB KIIIHIYHUX JOCTIAKEHb, iCHy€E JliHiliHa
3anexHicTh MixkK AUC Ta go3oio ¢pnykoHa3zony (nmpubnusno 1:1). Takox icHye npsaMui, ane
He[loCTaTHii 3B’130K Mixk AUC ab0 103010 Ta MO3UTUBHOIO KJIiHIYHOIO BilTOBIAOI0 Ha TiKyBaHHS
OpaIbHOT0 KaHANU03Y Ta MEHIIO Mipoio - KaHAUAeMil. AHAJIOTiYHO JIiKyBaHHS iH(eKii,
CIIpPUYMHEHUX IITaMaMH, 0O KX (IyYKOHAa30Jl 0eMOHCTPY€E BUCOKY MIK, € MeHIII 3agOBiIIbHUM.

MexaHi3M pe3UCTEeHTHOCTI.

Mikpooprauiamu pony Candida neMOHCTPYIOTh YHCEIbHI MeXaHi3MU PE3UCTEHTHOCTI 0 a30IbHUX
npoTUrpubkoBux 3aco6iB. OykoHa301 geMoHCTPye BucoKy MIK npoTu mtamiB rpubis, SiKi MalOTh
onuH abo GiybIle MexaHi3MiB PE3UCTEHTHOCTI, 1[0 HEraTUBHO BIIMBAE Ha e()eKTUBHICTE in vivo Ta B
KITiHIYHIA TPaKTHUIIi.

Y 3a3Buyant yyTnuBUX BUOiB Candida HaW4aCTilIUM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B SKOMY
3afisHi HinboBi hepMeHTH a30iB, BifmoBiganbHi 3a 6i0CUHTE3 eprocTepony. Pe3uCTEHTHICTh MOXKe
Oyt 00yMOBJI€Ha MyTallifiMU, IOCUJIEHHSAM IPOAYKIIl (pepMeHTY, MexaHi3MaMu e(IIIOKCy IIpenapaTy
ab0 pO3BUTKOM KOMIIEHCATOPHUX IIJIIXIB.

[MoBimomunsnu npo cynepingexkiii Candida spp., cipuunHeHi inmmmy, Hix C. albicans Bugamu, 1o
YacTO MalTh 3HUXKEeHY uyTnuBicTs (C. glabrata) abo € criikumu (Hanpuknag, C. krusei, C. auris) no
dbnykonasony. [ miKyBaHHS TakKux iH(EKIiN clifg 3aCTOCOBYBaTH albTePHATUBHI TPOTUTPUOKOBI
3aco0u. MexaHi3MU pPe3UCTEHTHOCTI IIle He [0 KiHIlg BUBYEHi B IesIKUX MPUPORHO cTikux (C. krusei)
a6o sHOBUX (C. auris) BumiB Candida.

KonTponsHi Toukr EUCAST (E€BponerchbKOTro KOMITETY 3 HOCIiIKeHb YYTIUBOCTI 10 aHTUMIKPOOHUX
3ac00iB).

Basyrouunce Ha gocigKeHHI papMaKoKiHeTHUHNX/(PapMaKOJUHaMIUHUX JaHUX, YTIUBOCTI in Vitro Ta
KJTiHi4HOI Bifgmosifmi, 6yn0 BU3HaYeHO KOHTPOJIbHI TOYKY IS (GIIYKOHA30I1y [AJIS MiKpoOpraHi3MiB pomy
Candida. (CynpoBigauit po3’scHioBanbani fokyMeHT EUCAST nnsa daykonasony (2020) - Bepcid 3;
€BpONENChLKUM KOMITET i3 HOCHiIXKeHb YYTIMBOCTI 0 aHTUMIKPOOHUX 3ac00iB, [TpOTUTrpHUOKOBI

3aco6u, Tabnuili KOHTPOILHUX TOYOK s iHnTepnpertanii MIK, Bepcis 10.0, HaGyB YUHHOCTI
04.02.2020 p.). Bouu 6ynu po3mnofineHi Ha KOHTPOJIbHI TOYKH, 1110 He IOB’sI3aHi 3 IEBHUM BUAOM, SKi

Oi/1BIII0I0 MipOIO BU3HAYAIUCS Ha OCHOBI (hapMaKOKiHeTHYHUX/HapMaKOOgUHAMIYHUX HAaHUX i He
3asiexaTh Bifl PO3MOMiNy Ha MeBHi BUOW 3a MiHiManbHOIO iHTiOy0490i0 KOHIIEHTpalli€lo, Ta Ha



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

KOHTPOJIbHI TOUKH, TIOB’sI3aHi 3 IEBHUM BU[IOM, II[0 HaW4aCTillle acolilol0ThCs 3 iHeKIiaMu y
moauHU. Ll KOHTPOIbHI TOYKY HaBeOeHO HUXKYe.

ITpomuepubxosuii KoHmpoabHi mouKu, nos’a3aHi 3 KonmpoabvHi
3acib negHum sudom S < /R >y me/n MOYKU, He
noe’s3ami 3

nesHum suoom’
S</R>ywme/n
Candida Candida  Candida Candida Candida  Candida
albicans dubliniensisglabrata krusei  parapsilosistropicals

®nyKoHa3071 2/4 2/4 0,001*/16-- 2/4 2/4 2/4
S = yyTnuBuy;
R pe3ucTenTHUY;

a - KOHTPOJIbHI TOYKH, 1110 He IOB’sI3aHi 3 IEBHUM BUIOM, SIKi Oi/TbIII0I0 MipOI0 BU3HAYAIKCS Ha OCHOBI
(bapmakokiHeTH4YHOI/PpapMaKogruHaMiuHOI iH(popMallil i He 3ayiexkaTh Bifl pO3MOLiILY Ha MEeBHi BUOYU 3a
MiHiManbHOIO iHTiIOYI040I0 KOHIIEHTPalli€0. BoHM HOCTimXKyBamuCh nuille y MiKpoopraHi3mis, y SIKuUX
He icHye crenudiyHol KOHTPOIbHOI TOUKY;

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

* Vci nokas3uuku C. glabrata B kateropil I. MIK npotu C. glabrata cnif oniHIOBaTH IK PE3UCTEHTHI,
KOJIM BOHU nepeBumyioTs 16 mr/mn. Kateropia gytnusocTi (< 0,001 Mr/m) BUKOPUCTOBYETHCS JIUIIE
o 3anobiraHHs MoMmIKoBol Kimacudikanii mramis I sk mrtamis S. | - 9yTIuBUM 3a YMOBH
IiABUINEHOI eKCII03KIii: MiKpOoOpraHi3M HaJleXkHUTh 00 KaTeropii «4yTIuBUAY 3a YMOBU IiIBUIIEHO]
€KCITO3UIlil» y pa3i, KOlK iCHy€e BUCOKAa UMOBIpHICTh TePANeBTUYHOTO YCIIiXy, OCKiJIbKM €KCIIO3UIIis
nmpenaparty Oyna 30inbieHa 3a paXyHOK KOPEKIIii pexkuMy 0o3yBaHHS abo M0ro KOHIeHTpalil y
BOTHHUII iHDeKIil.

dapmakokiHemuka.

®apMaKOKiHEeTHYHi BNacTUBOCTI (GJIYKOHA301y € MOAI0OHUMY NIPY BHYTPIITHLOBEHHOMY i
[IepOPaIbHOMY 3aCTOCYBAHHI.

AGcopOiis.

®nykoHa3051 mobpe BCMOKTYETLCS IIPY IIepOPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary B I1a3Mi
KPOBi i crcTeMHa 0ioffoCTyIHICTh nepeBuillyioTh 90 % piBHS QIyKOHA30y B IJa3Mi KPOBi, 1110
[OCATA€EThCS NIPY BHYTPIIIHLOBEHHOMY BBe[eHHI penapaTy. OfHOYaCHe BXKUBAHHS 1Ki He BILJIUBAE
Ha BCMOKTYBAHHS IIpenapaTy [IpU U0ro llepopalbHOMy 3acToCcyBaHHi. [IikoBa KOHLIEHTpallisl y IIy1a3Mi
KpOBi gocaraetbcs yepes 0,5-1,5 rogunu micig npuroMy npenaparTy HaTiecepie. KoHieHTpalis
mpenapary B IIJIa3Mi KpPOBi mpomnopiidHa fo3i. PiBHOBaxkHa 90 % KOHLIEHTpallid JOCATaeThCA Ha 4-5-11
neHb Ipu 6araTopa3oBOMY 3aCTOCYBaHHI OIMH pa3 Ha 0o0y abo Ha APYTuil AeHb JTiKyBaHHS NIpU
3aCTOCyBaHHI y epImii [eHb HaBaHTaXyBaIbHOI J03H, 10 BABiUi IepeBHUIIly€e 3BUUalHy 1000BY 4O3Y.

Po3noomin.

006’eM posmnopiny npubIU3HO NOPIBHIOE 3aralbHOMY BMICTY pifMHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oinkamu mma3Mu KpoBi Hu3bKe (11-12 %).



®nykoHa3051 fobpe IPOHUKAE B YCi AOCiAXKyBaHi pifuHu opraHi3my. PiBeHb (iyKoHa307y B CIMHI Ta
MOKPOTHHHI € TOAIOHUM 10 KOHIIEHTPAllii penapaTy B Ia3Mi KpoBi. Y mallieHTiB, XBOpUX Ha
rpuOKOBUYM MEHIHTIT, piBeHb QIIYKOHA30JTy B CIMHHOMO3KOBI# piguHi gocsrae 80 % KoHIeHTpallil y
IIJIa3Mi KPOBI.

Bucoki koHLeHTpalril ¢hIyKoHa30/1y B IIKipi, 110 IEePEBUILIYIOThH CHPOBATKOBI, IOCATAal0TLCSI B
porosoMy 11api, enigepMici, aepmi Ta moTi. ®JIyKoHAa30J1 HAKONUYYETHCA B POrOBOMY IIapi.

[Tpu 3actocyBanHi go3u 50 Mr 1 pa3 Ha go0y KOHIIeHTpalis GIyKoHa30:y micis 12 gHiB miKyBaHHS
CTaHOBUJIA 73 MKI/T, a 4epe3 7 OHIB MICJA 3aBepIIEHHS JIiIKyBaHHSA KOHI[EHTpALlid BCe 1le CTaHOBUJIa
5,8 Mkr/r. [Ipu 3actocyBanHi fo3u 150 mr 1 pa3 Ha TUXKAEHb KOHILIEHTpaLisa QpIyKoHA30y Ha 7-

Il IeHb JiKyBaHHS CTaHOBUNA 23,4 MKT/T; Yepe3 7 OHIB Iicig 3aCTOCYBaHHS HACTYIIHOI JO3U
KOHIIeHTpallis BCe Ile cTaHoBuia 7,1 MKrI/T.

KonrenTpanisi pnykoHa3omy B HirTsax micinst 4 micsiniB 3acTocyBanHs 150 Mr 1 pa3 Ha TUXIEeHb
craHoBmIa 4,05 MKT/T y 3MOPOBUX H0OPOBOJBLIB Ta 1,8 MKT/T IpU 3aXBOPIOBAHHSX HITTiB;
(byKOHa301 BU3HA4YaBCs Y 3pa3Kax HirTiB yepes3 6 MiCAIIB IicIis 3aBepIleHHs Tepailil.

BiorpaHcdopmatiis.

®nykoHa301 MeTabomi3yeThCS He3HAYHOIO Mipoto. [Ipy BBefleHHi 103U, MideHOl PagioaKTUBHUMU
izoronamu, nuiie 11 % ¢prykoHa307Ty eKCKPETYETHCS 3 cedelo y 3MiHeHOMY BUTIAfl. ®IyKoHa307
€ momipHuM iHri6itopom izodpepmenTtiB CYP2C9 ta CYP3A4, a TakK0OXK MOTYXKHUM iHTiGiTOpOM
izopepmenty CYP2C19.

BuBenenus.

[lepion HaniBBUBeneHHS (GIyKOHA30JTy i3 Ia3Mu KpoBi cTaHOBUTH 611M3bK0 30 rogus. Binbina
YacTHHa IIpenapaTy BUBOOUTHCS HUPKaMu, TpudoMy 80 % 3aCTOCOBaHOI [O3U BUSBISETLCS y CeUi B
He3MiHeHOMY cTaHi. KimipeHc GpiyKoHa305y IponopLUiiHuy 00 KJlipeHCy KpeaTuHiHy. LIupKynongux
MeTabOTiTiB He BUSBIIEHO.

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

dapMakoKiHeTHKa IPU HOPVIIeHH]I QVHKIINI HUPOK.

Y nmarieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOT0 CTYIeHs (IIBUAKICTb KIy004YKOoBOI GinbTpatiil

< 20 mn/xB) nepion HamiBBUBeeHHS 30inbmyeThcs Bif 30 mo 98 romun. ToMy 1iii KaTeropii mamieHTiB
HeoOXiTHO 3MEHIIUTH H03Yy GIyKoHa30my. ®IyKoHA30JT BUAAISIETHCS IIUITXOM IreMofiani3y, Ta
MEHIILIOK MipOI0 - IIJITXOM IIePUTOHEeaIbHOr0 Aianidy. CeaHC remMofiani3y TPUBaIICTIO 3 TOOUHU
3HUKYE piBeHb PIIyKOHA30y Y Mm1a3Mi KpoBi mpubnusno Ha 50 %.

dapMaKOKiHETHKA P JTaKTallil.

KonnenTpauii (pIyKoHa30/1y B IIJ1a3Mi i MaTePUHCHKOMY MOJIOLL BIPOROBXK 48 roguH Micsa IPUINOMY
OfHOpa3oBoi 7o3u 150 Mr ouiHIOBaNM mif 4ac papMaKOKiHETUYHOTO OOCHIXKEHHS 3a Y4acTIO OeCATH
JXKIiHOK y Immepiopi makTartii, SiKi TUM4YacoBo a0 IMOCTiNHO IPUIHUHUIIY TOIyBAaTH CBOIX HEMOBIISIT
rpynnioo. Y MaTepuHCbKOMY MOJIOI (GJIyKOHA30 I BUSBUIIN Y CepenHill KoHLleHTpallil npubnusHo 98 %
Bif Ti€l, 110 Bim3Havasu y mua3mi matepi. Yepes 5,2 TOOUHY Tics MPUIOMY 103U CEpeHs MiKoBa
KOHIIEHTPAIli B MaTePUHCHKOMY MOJIOIi cTaHoBuUAa 2,61 Mr/n. [Jo6oBa fo3a (hIyKoHA30/1y, OTpUMaHa
HEMOBJISIM i3 MaTEPUHCHKOTO MOJIOKA (SKII0 MPUUHSATHA CEPENHE CIIOXKMUBAHHS MOJIOKa 3a



150 mn/kr/mo0y), po3paxoBaHa Ha OCHOBI CEpemHbOI MTiKOBOI KOHIIEHTPAIlii B MOJIOII, 1110 OPiBHIOE
0,39 mr/kr/moby, cranoBuTh pubnu3no 40 % Big 1031, peKOMEHI0BaHOI HOBOHAPOMXKEHUM (BiKOM
< 2 TuXHiB), a6o 13 % Bim m03u, peKOMEHI0BAHOI HEMOBJIITAM 15 JIIKyBaHHS KaHOUMO3Y CIIM30BUX
000JI0HOK.

dapMakKOKiHETHKA YV TiTEH.

dapMaKkOKiHeTHYHI MTapaMeTpu y AiTedt Oy oliHeHi y 5 HOCTigXKeHHSX: 2 TOCTigXKEeHHS Pa30BOTr0
3aCTOCYBaHHS, 2 MOCTiIXKeHHSI 0araTopa3oBOr0 3aCTOCYBaHHS Ta 1 HOCIimXKeHHs HEJOHOIIeHUX
HOBOHapomXkeHux. [licnsa BBemeHHS 2-8 MI/KT (JIyKOHA30Iy AiTAM BiKOM Bif 9 micsiB go 15 pokis
6yB BusgBneHui nokasHuk AUC 6n1u3bko 38 mrr*rog/mn Ha 1 Mr/Kr go3u. Ilicnis 6araTopa3oBoro
3aCTOCyBaHHS CepefHill mepiof HamiBBUBeIeHHS (PIyKOHA30JTy 3 IJIa3MHU KOJIMBaBCA Mixk 15 Ta

18 roguHam#u, a 06’eM po3mominy ctaHoBuUB mpubau3Ho 880 My/Kr. Binbln TpuBamuil mepioxn
HalliBBMBeMeHHS (IYKOHA30Jy 3 IJIa3MU KPOBi CTAHOBUB NPUOIU3HO 24 roguHu Ta O6yB BUSBIEHUN
TIiC/IsI BBEOEHHS pPa30Bol mo3u. Llei MOKa3HUK € MOPIiBHIHHUM i3 MepiogoM HalliBBUBEIEHHS
(byKOHa3011y 3 IIJla3MHU KPOBI IMiCJIs pa30BOr0 3aCTOCYBaHHS J03U 3 MI/KI BHYTPIIIHBOBEHHO HiTSIM
BikoM Bif 11 gHiB go 11 MmicsiB. O0’eM po3mopiny B il BiKOBil IpyIi cTaHOBUB 01M3bK0 950 MII/KT.

Iocsin 3acTocyBaHHS (IYKOHA30Jly HOBOHAPOAXKEHUM 00MeXKYETHCS hapMaKOKiHETUYHUMHU
OOCIiIXKeHHAMY 12 HeIOHOIIEHUX [iTeH i3 TepMiHOM recTaliil npubnu3uo 28 TuxkHiB. CepenHii BiK
OUTHHY IIPU BBEIEHHI IepIIol 031U CTaHOBUB 24 roguHu (miana3oH 9-36 roguH), cepegHs Maca Tina
npu HapopaxeHHi ctaHoBuna 0,9 kr (giana3ox 0,75-1,10 kr). MakcuMyM 5 BHYTPIIIHbOBEHHUX
iH’eKUiy QIyKOHA30/y B [03i 6 MI/KT BBOOUIU KOXKHIi 72 roguHu. CepenHil mepiof HaliBBUBEAEHHS
CTaHOBUB 74 ropunu (44-185) y nepmui feHsb, noTiM 3MeHImuBCA 0o 53 roguH (30-131) Ha 7-i IeHb
Ta 10 47 (27-68) Ha 13-1 meHsb. [1noma nig KkpuBor (MKr*roa/mi) ctanosuna 271 (173-385) y nepmmu
neHsb, 30inmbinyBasnacs mo 490 (292-734) Ha 7-i meHs, moTiM 3MeHmuacs mo 360 (167-566) Ha 13-

i menb. O6’eM po3nominy (mi/kr) ctanoBuB 1183 (1070-1470) y nepiuii ness, 30inbimyBascs mo 1184
(510-2130) Ha 7-% mens Ta mo 1328 (1040-1680) Ha 13-i1 meHb BimIOBimHO.

dapmMakKOKiHETHKA YV Malli€HTiB JITHbOTO BiKY.

dapmakOoKiHETUYHE OOCTIIXKEeHHS MPOBOAUIMN 3a y4acTio 22 MallieHTiB (BiKOM Bif 65 pPoKiB), sSKi
3actocoByBanu 50 Mr ¢GrykoHa301y repopaibHo. 10 nalmieHTiB 0qHOYAaCHO 3aCTOCOBYBAJIM [iyPETUKH.
C.,.x CTaHOBHUJIA 1,54 MKI/MI Ta gocAranacs IpoTAroM 1,3 TOOMHY MiCIs 3aCTOCYBaHHS (HIIYKOHA30IY.
Cepepns AUC ctranoBuna 76,4+20,3 mxr*rog/min. CepenHiii mepion HamiBBuBefeHHs 46,2 rogunau. Li
bapMakoKiHETUYHI TOKA3HUKY € BUILIUMU MOPIiBHSHO i3 aHAJIOTIYHUMU Y 3MOPOBUX NOOPOBOJIBIIIB
MoJ104IIoro Biky. OgHO4YacHe 3aCTOCYBaHHS [iypeTUKIB He MaJio 3HayHoro BiiuBy Ha C,,. Ta AUC.
Takox KiipeHC KpeaTuHiHY (74 MII/XB), BifCOTOK (IyKOHA30I11y, 1[0 eKCKPEeTYyBaBCH i3 ceueio y
He3MiHeHOMY BUriafmi (0-24 roguny, 22 %), Ta HUPKOBUM KJlipeHC guykoHa3omy (0,124 Mi/XB/KT) y
TALiEHTIB aHOl BiKOBOI rpymny Oy HUKYKMMU, HiXK aHAJIOTi4Hi TOKA3HUKHU Y MOJIOMIINX
no6poBonbliB. ToMy 3MiHU (hapMaKOKiHETHKY Yy Malli€eHTiB JIITHHOTO BiKy OUYE€BUIHO 3ajieXkaTh Bif
IapaMeTpiB QPYHKIi HUPOK.

Kniniuni xapakKTepuCTHKH.
Iloka3zaHHA.

<Dyu1z1c® IMOKa3aHUM [JId TiKyBaHHS TaKUX TPUOKOBUX iHQEKIIN ¥ HOpoCnux (OuUB. PO3Min
«®apMaKoOAMHaMiKa»):



- KPUIITOKOKOBUY MEHIHTIT (OuB. po3min «OcobIMBOCTI 3aCTOCYBaHHS»);
- KOKLIKAi0ino3 (ouB. po3min «Oco0MMBOCTi 3aCTOCYBaHHA»);
- iHBa3UBHI KaHOUOO03U;

- KaHIU03M CIM30BUX 000JI0OHOK, BKJIIOUAI0YX KaHOUI03 POTOTJIOTKY Ta KaHAUI03 CTPABOXOMY;
KaHOUAYPis, XpOHIYHKY KaHAXWO03 LIKIpH i CTM30BUX 000JI0OHOK;

- XPOHIUHUM aTPOPiYHUN KaHOHUI03 POTOBOI MMOPOKHUHY (KAaHAUO03, CIIPUYNHEHNM BUKOPUCTAHHSIM
3yOHUX IPOTE3iB) TPU Hee(eKTHUBHOCTI ririeHu POTOBOI MOPOKHUHYU ab0 MicIIeBOI Teparii;

- BariHalIbHUM KaHOUI03, TOCTPUM UM PEIMOUBHUM, KOJIM MiCcIleBa Tepallisl He € OOIiIbHOIO;
- KaHOUOO3HUM 0aJlaHiT, KOJIU MiClieBa Tepallis He € HOILITbHOIO;

- IepMaTOMiKO3H, BK/II0Yal04¥ MiKO3 CTOI, MiKO3 TJIafleHbKOI IKipH, TaXOBUN AePMaTOMIKO3;
pisHOoGapBHUY NUIIalk Ta KAHAUOO3HI iHPEKII] MKipy, KoMK IMoKa3aHo 3aCTOCOBYBATH CUCTEMHY
Teparriio;

- mepMaTO(iTHUYN OHIXOMiK03, KOJIM 3aCTOCYBAHHS iHIIKX JTiIKAPCHKUX 3aC00iB HE € JOLITbHUM.
Oyuuc® mokasaHui Ay TpodiTakKTUKY TaKKUX 3aXBOPIOBAHb Y MOPOCIIUX SIK:
- PeLUOUB KPUIITOKOKOBOTO MEHIHTITY y IaI[l€HTiB i3 BUCOKUM PU3UKOM HOT0 PO3BUTKY;

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

- 711 3HUKEHHS YaCTOTH PEIUAUBIB BariHaIbHOTO KaHAUI03Y (4 abo OinmbIie BUMAOKX Ha PiK);

- npodinakTvKa KaHOUOO3HUX iH(EKIiN y MallieHTiB i3 TPUBaI00 HEUTPOIIEHi€l (HalpUKiaf,
NalieHTH 3i 37I0KiCHUMH 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTepariio, abo nauieHT Ipu
TPaHCIIaHTAallil FeMOIIOeTUYHUX CTOBOYPOBUX KITITUH) (OUB. Po3nin «®apMaKoJIOTiyHi BlTaCTUBOCTI.
dapmakoguHaAMiKa»).

iTH.

Oyuuc® moKasaHWi JiTAM [JIs TiKyBaHHS KaHIUN03iB CIM30BUX 000JI0HOK (KaHOU03 POTOITIOTKH,
KaHIKU03 CTPABOXOMY), iHBA3WBHUX KaHAWI03iB, KPUIITOKOKOBOT'O MEHIHTITY Ta AJIs MPOodilaKTUKU
KaHOUOO3HUX iHQEKIN y IalieHTiB 31 3HUKEeHUM iMyHiTeToM. [IpenapaT MOXHa 3aCTOCOBYBATHU IK
MiATPUMYyBaJIbHY Tepalito AJId MOoNepeaXXeHHs PelUuaUBy KPUIITOKOKOBOTO MEHIHTITY y OiTew i3
BHCOKUM PU3UKOM HMOTO PO3BUTKY (OUB. po37in «Oco0IMBOCTI 3aCTOCYBaHHSI»).

3acTOCOBYBATH JIiKapChKUi 3acib y ¢popMi TabIeToK I1iit KaTeropii maiieHTiB MOXKHa TOMi, KONMK [iTH
3maTHi 6e3meYHO MPOKOBTHYTH TaONeTKYy, 110 3a3BU4al € MOXKJIMBUM Y Billi Bifl 5 POKiB.

Tepamiro npenapatoM Oynuc® MoKXHa PO3NOYMHATH [0 OTPUMAHHS Pe3yIbTaTiB KyIbTypaJbHUX Ta

iHmux nabopaTopHUX OOCTiAKeHb; OOHAK ITiC/I OTPUMaHHS Pe3ybTaTiB MPOTUIHGEKIINHY Teparliio
IOTPiOHO CKOPUTYBATH BiANOBIZHUM YHHOM.

IIpomunoka3aHHs.



- l'imepuyTnuBicTh KO GIyKOHA301Ty, iHIIUX a30IbHUX CIOIYK ab0 [0 OyOb-SKOI 3 JOIOMiXKHUX
PEYOBUH IIpermapary.

- OpHOYacHe 3aCTOCYBaHHS (PIyKOHA30Jy Ta TepdheHaguHy MalfieHTaM, sIKi 3aCTOCOBYIOTh
bnykoHa301 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rimHO 3 pe3yIbTaTaMy JOCTIIXKEHHS
B3aeMoiii 6araTopa3oBoOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (IYKOHA30 Ty Ta iHIIMX JTIKapChKUX 3aC006iB, IO MTOJOBKYIOThH iHTEpPBA
QT ta meTabomnizyoTbes 3a gonoMoroio hepmenty CYP3A4 (Hampukiaf, IU3anpuy, acTeMi3omny,
niMO3uay, XiHIIUHY Ta ePUTPOMILIMHY), OUB. po3ainu «Oco0IUBOCTI 3aCTOCYyBaHHS» Ta «B3aemofis 3
iHIMMMY NTiKapChbKUMM 3aco0aMu Ta iHII BUAM B3aEMOIii».

B3aemodisa 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

ITpomunoka3aHe cymicHe 3acmocyB8aHHA (GAYKOHA304Y MA HUMCYe3d3HAYeHUX AiKapcbkux 3acobia.

IMuzanpu0: OBiKOMIISIM IIPO PO3BUTOK MOOIYHMX peakiliii 3 60Ky ceplld, Y TOMY YHUCJIi IIPo
[IapOKCU3MaJIbHYy IUIYHOUYKOBY 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 MPU3BOAKIIO 40 3HAYHOTO MiBUIIEHHS PiBHSA LMU3aNpPUAY Yy Mj1a3Mi KpoBi
Ta 0o nopoBxkeHHS iHTepBany QT. OgHOYacHe 3aCTOCYyBaHHS (IYKOHA30Iy Ta HU3alPULY
IIPOTUIIOKAa3aHe (OuB. po3min «IIpoTUMIOKa3aHHS»).

TeppeHaOuH: yepe3 BUMIAAKHU PO3BUTKY TAKKHUX CEPLIEBUX apUTMil, CHPUUYNHEHUX ITOOOBKEHHIM
inTepBany QTc, y nmauieHTiB, siKi 3aCTOCOBYIOTb a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3ac06u OMHOYACHO
3 TepheHaguHOM, OyNu IPOBEEeH] MOCTiIKeHH B3aeMO/il IIux npemnapariB. [Ipu 3acTocyBaHHi
bnykonasony y no3i 200 Mr Ha mo6y He 0ys10 BUSIBIIEHO NOAOBXKeHHS iHTepBany QTc. [Ipu
3acToCcyBaHHi QykoHa3omy B mo3ax 400 Mr Ha mo0y abo Bullle 3HAYHO IiIBUINYE PiBEeHb
TepdeHaguHy B I1a3Mi KpPOBi IIpK OHHOYACHOMY 3aCTOCYBaHHI X mpemnaparis. CymicHe
3acTocyBaHHS (HTyKoHa301y B fo3ax 400 mMr ab6o Buille 3 TepheHagNHOM IIPOTUIIOKAa3aHe (IUB. PO3Min
«IIpoTunoka3anHs»). [Ipu 3acTocyBaHHi QrykoHa30my B o3ax Huxk4e 400 Mr Ha 106y ogHOYACHO 3
TeppeHaguHOM CIIif] IPOBOAUTHU PETEIbHUN MOHITOPUHT CTaHy Ialli€HTa.

Acmemi30: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta aCTeMi30/Iy MOXKe 3MEHIIUTHU KIIipeHC
acteMizony. Cipu4ynHeHe UM IiABUIIEHHS KOHI[EHTPAllil acTeMi30JTy B IJla3Mi KpOBi MOXke
IPU3BECTH [0 Oof0BXKeHH iHTepBany QT Ta y pigKiCHUX BUIAgKax - IO IapOKCU3MaJIbHOI
IIJTyHOYKOBOI Taxikappil Tumy «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IPOTHUIIOKa3aHe (OuB. po3min «IIpoTUIOKa3aHHS»).

ITimo3u0d: omHOYACHE 3aCTOCYBaHHS (DIIYKOHA30/IY 3 MiMO3UIOM MOXKe IMPU3BECTH 10 iHTiOyBaHHS
MeTabomi3My miMo3uAy, X04a BiITIOBITHUX OOCIigXKeHs in vitro Ta in vivo He npoBopuiny. [ligBureHa
KOHIIeHTpallis MIMO3UAY Yy IJla3Mi KpOBi MOXKe IIPU3BECTU [0 NOJ0BXKeHHS iHTepBany QT Ta B
pifKicHUX BUIAAKax [0 MapOKCH3MalbHOI IUTYHOYKOBOI Taxikaphil Tumy «mipyet». OgHO4acHe
3acToCyBaHHS (HIIYKOHA30J1y 3 MiMO3UIOM IPOTUIIOKa3aHe (IUB. po3ain «[IpoTumnokasaHHg»).

XiHiOuH: omHOYACHe 3aCTOCyBaHHS (HIIyKOHA30IIy Ta XiHiTHHY M0OXKe IIPHU3BOAUTH [0 iHTiOyBaHHS
MeTabomi3My XiHigMHY, X04a BillTOBIgHUX [OCTIIXEHb in Vitro Ta in vivo He TPOBOIUIIH.
3acTocyBaHHS XiHiguHY 6yI10 OB’ 3aHe 3 ofoBxKeHHAM iHTepBany QT Ta B PigKiCHUX BUIIagKax
- IAPOKCU3MAaJIbHOI0 IIYHOYKOBOO Taxikapai€er Tumy «uipyer». OgHOYacHe 3aCTOCYBaHHS
(byKOHa301y 3 XiHiIMHOM IPOTHUIIOKa3aHe (OuB. po3min «I[IpoTHUIIOKa3aHHSI»).



EpumpomiyuH: omHOYaCHE 3aCTOCYBaHHS (IYKOHA30Jy 3 EPUTPOMIIIMHOM MOXKEe IIPHU3BOIUTH [I0
HiABUIIEHHS PU3UKY KapAiOTOKCUYHOCTI (momoBXeHHA iHTepBany QT Ta napokCcu3ManbHOl
IIUTYHOYKOBOI TaXiKap[il TUMY «IipyeT») Ta, K HaCJigoK, 4O PalTOBOl KOPOHAPHOI CMEPTi.
OpHOYacCHe 3aCTOCYBaHHS (PIyKOHA30Jy Ta ePUTPOMILMHY IIPOTUIIOKa3aHe (OUB. PO3MIin
«IIpoTUIOKa3aHHS»).

He QQKOMQH@)ZGmbCﬂ 00HOYdCHe 3dCMOCYBAHHA gb.ﬂyKOHCBO/l)Z ma Huxc4e3d3Ha4eHux ﬂiKGQCbKUX

3acobis.

I'anopaHmpuH: GIyKOHA30JI MOXKe CIPUYMHUTH MifBUIIEHHS KOHIeHTPallil rafo@aHTpUHYy B I11a3Mi
KpOBi 3a paxyHOK npurHiuenHs CYP3A4. OpHoyacHe 3aCTOCYBaHHS LIUX JIiIKAPCHKUX 3ac00iB
IIOTEHI[INHO MOXKe IIPHU3BOAUTH [0 MiIBUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (IOOOBXKEHHS
inTepBany QT, napokcu3MasibHa MUIYHOYKOBA Taxikaphis TUIY «IipyeT») Ta, K HaCJigoK, OO
parnToBoi cepleBoi cMepTi. Tpeba yHUKATH 3aCTOCYBaHHS KOMOiHAIIil ITMX JiKapchKuX 3aco0iB (OUB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

CymicHe 3acmocyeaHHsA GaYyKOHA304yY MA HUHCYE3a3HAYeHUX AiKAPCbKUX 3acobis aumazae
obepesicHoCmi.

AmioOapoH: ogHOYaCHE 3aCTOCyBaHHS (HITYKOHA30J1y 3 aMioflapOHOM MOXKe IIPU3BECTHU J0
nopoBxkeHHs iHTepBany QT. [Ipu HeoOXimHOCTI cyMicHOTO 3acTOCyBaHHS (HIIYKOHA30Iy Ta aMiogapoHy
He0OXiHO TOTPUMYyBaTHCS 00epPeKHOCTi, 0COOIKUBO IIPU 3aCTOCYBaHHI (PIIyKOHA30Jy Y BUCOKUX J03aX
(800 mr).

C)ZMiCHe 3dCmMoOCyYyBAHHA Qb/l)ZKOHCISO/l)z ma Huxc4e3d3Hd4eHux /liKCIQCbKUX 3acobig sumaaae

obepedicHOCMi Ma Kopu2y8aHHs 003U.

Bnaue iHwux snikapcbkux 3acobie Ha hayKoHa3041.

Kniniyno 3Hauym[oro BIuBy Ha abcopOiIlio ¢pyKoHa30/Ty IpU #0ro nepopajbHOMY 3aCTOCYBaHHI He
MalTh OOHOYACHUY MIPUUAOM 1XKi, IUMETUANH, aHTallU[IX, a TaKOXK IIPOMeHeBa Teparis yciel mingHKu
Tina (Ipu nepecaplli KiCTKOBOTO MO3KY).

PugpamniyuH: ogHOYaCHE 3aCTOCYBaHHS (PIyKOHA30JIy Ta pAU(PaMIiluHy IPU3BOAUIIO 0 3HUXKEHHSI
AUC =a 25 % Ta ckopouyBaJio Iepiof HamiBBUBe#eHHS ¢iayKoHa3oiy Ha 20 %. ToMy O malji€eHTis,
SIKi 3aCTOCOBYIOTh puGaMIIilluH, TOTPIOHO PO3TIAHYTHU HOLIBHICTE MiABUIIEHHS 003U (HIYKOHA3O0IMY.

I'idpoxs1opomia3ud: y DoCHifXeHHi (hapMaKOKiHEeTUYHOI B3a€EMOfIil omHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TiIPOXIOPOTia3uay y 3MOPOBUX HOOPOBOIBIIIB, SKi OTPUMYBaIU GIYKOHA30II,
MigBUIYBaJIO KOHIIEHTPAIio (IyKOHa30/1y B m1a3Mi KpoBi Ha 40 %. Taki mapamMeTpu B3aEMOfil He
BAMaraioTh 3MiH y peXHUMi [03yBaHHS (IyKOHA30J1y [AJIS MAIli€HTiB, IKi OJHOYACHO OTPUMYIOTh
CeyoriHHi 3acobu.

Bnaue ¢aykoHazony Ha iHWi nikapcuki 3acobu.

®nykonaszon € nomipauM iHribitopom muroxpomy P450 (CYP) isodepmenTy 2C9 Ta 3A4. dnykKoHa301
€ IOTYKHUM iHribiTopoM i3odpepmenTy CYP2C19. Ha momaTok [0 CIIOCTepeKYyBaHUX/HOKYMEHTaIbHO
MigTBepAXKEeHUX B3a€MOLIH, 1[0 ONKUCAaH] HUX4Ye, IPU OJHOYACHOMY 3aCTOCYyBaHHI 3 (DJIyKOHA30JI0M
iCHye pU3UK MigBUIEHHS Yy MJIa3Mi KPOBi KOHLIEHTPAI[il iHINX CIOJYK, 110 MeTaboIi3yI0ThCs,
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH TaKi KoMOiHallil mpemnaparTiB noTpibHO 3
00epexkHiCTIO; TPU IbOMY HeoOXiTHO PeTebHO CIIOCTepiraTv 3a CTAHOM MallieHTiB. [IpurHiuyBagbHa
mist rykoHas3ony Ha pepMeHTH 36epiraeTbcs IpoTsaroM 4-5 fi0 micis Woro 3aCTOCYBaHHS y 3B'S3KY 3
10r0 TPHUBAJIMM IIEPiOOOM HalliBBUBEOEHHS (AUB. po3min «[IpoTUnoKa3aHHI»).



AbpouumuHib: pmykonason (iuribitop CYP2C19, 2C9, 3A4) migBuiilyBaB €KCIIO3UI[iI0 aKTHBHOI
yacTuHYU abpouuTuHiOy Ha 155%. ITpu ogHOYACHOMY 3aCTOCYBaHHI i3 Gr1yKoHA30710M CITif
BiIKOPUTYBaTH 03y abponuTHHIOy 3TrigHO 3 #Oro iHCTPYKIi€0 00 MPU3HAYEeHHS.

Anv(heHmaHin: ogHOYACcHe 3acToCcyBaHHS (HyKoHa30my B 703i 400 mMr Ta anbheHTaHiny B m03i
20 MKT/KT BHYTPIiITHLOBEHHO CYIIPOBOMXKYETHCS JBOKPATHUM 30iTbIIIeHHSIM ITOKa3HUKA

AUC,, (moxnuBo, yepe3 inrioyBauus CYP3A4). Lle 3ymMoBIioe HeOOXiIHICTh ¥ KOPUTYBaHHi HO3HU
anbQpeHTaHiny.

AmimpunmusiH, HopmpunmuJiH: GIyKOHA30JI IIOCUJIIOE Ail0 aMiTPUIITUIIIHY Ta HOPTPUITUIIIHY.
PekoMeHIyeThCsT BUMIPIOBATH KOHIIEHTPAI] 5-HOPTPUNITUIIHY Ta/ab0 S-aMiTpUNITUIIIHY Ha TOYATKY
KoMOiHOBaHOI Teparii Ta 4yepe3 1 THXKOeHb micns ii movyaTky. Y pasi HeoOximHOCTI Tpeba
BiIKOPUTYBaTHU [03Y aMITPUITUIIHY YX HOPTPUIITUIIIHY.

Am¢pomepuuuH B: ogHOYacHe 3aCTOCyBaHHS (HIIyKOHA30/1y Ta aMpoTepulnHy B iHpikoBaHUM MUIIaM
i3 HOpMa/lbHUM IMYHITETOM Ta iH(pIKOBAHMM MHUILIaM 3i 3HUKEHUM IMYHITETOM IIPU3BEJIO A0 TaKUX
pe3yIbTaTiB: HEBEJIMKUY afUTUBHUYN MIPOTUTPUOKOBUIL edeKT npu cucTeMHi iHdektii C. albicans,
BiICYTHICTh B3a€EMO[Iil IIpX BHYTPiMIHbOYEpenHil iHdekil Cryptococcus neoformans Ta aHTaroHi3mM
[BOX IIpemaparTiB IpH CUCTeMHil iHbekil Aspergillus fumigatus. KiniHiuHe 3HaUYeHHS IUX
pe3ybTaTiB HEBiTOME.

AHmukoazyasaHmu: siK i Ipy 3aCTOCYBaHHi iHIIMX a30IbHUX IIPOTUTPUOKOBUX 3aC00iB, Ipu
OOHOYACHOMY 3aCTOCYyBaHHI (GIyKOHA30Jly Ta Bap(papuHy MOBIJOMIISIIIN IPO BUIAOKU PO3BUTKY
KPOBOTeY (reMaToMa, HOCOBa KpOBOTeda, MIIyHKOBO-KUIIKOBA KPOBOTEYa, reMaTypis Ta MeJleHa) Ha
TJIi TOOOBKEHHS MPOTPOoMOiHOBOTO Yacy. [Ipy 0IHOYACHOMY 3aCTOCyBaHHi (HITyKOHA30IIy Ta
BapdapuHy crnocTepiranocs ABOKpaTHe IifBUIIEHHS IPOTPOMOIHOBOTO Yacy, iMOBipHO, BHACIIIOK
npurHideHHs MeTabonizaMy Baphapuny depe3 CYP2C9. IToTpi6HO peTenbHO KOHTPOIIOBATH
TPOTPOMOIHOBUY Yac y MallieHTiB, AKi 0MHOYACHO 3aCTOCOBYIOTh KyMapHUHOBI aHTUKOATYIAHTH ab0
inmaugion. Moxe O6yTu He0OXiMHOIO KOPEKIIis 03M aHTUKOATyJISHTY.

BeH3o0iazeniHu Kopomkoi 0ii, Hanpukaad, mMi0a3oaam, mpuasonam: Ipu3HadeHHs HIYKOHA30Iy
IiCJIs TepopaIbHOT0 3aCTOCYBaHHS Mifa3ojaMy MPU3BOAUIO OO0 3HAYHOTO IMigBUIIEHHS KOHIIEHTpAIlil
Mifga3ojaMy Ta 4O MOCUJIEHHS IICUXOMOTOPHUX edeKTiB. OfHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30y B
no3i 200 Mr Ta Miga3osaMmy B [03i 7,5 MT IlepopaibHO Ipu3Bouio fo migsuileHHs AUC Ta nepiony
HamiBBUBeMeHHS v 3,7 Ta 2,2 pa3y BiAnoigHo. 3acTocyBaHHS (riyKoHa30my B 1o3i 200 mr/moby Ta
0,25 Mr Tpuasoamy nepopasabHO Npu3Boauiio ao niasuineHHs AUC Ta nepiogy

HaliBBUBe[eHHs Tpra3onaMy y 4,4 Ta 2,3 pa3y BignosigHo. [Ipu ogHOYacHOMY 3aCTOCYBaHHI
(bTyKOHa30I1y Ta Tpra3ojlaMy CIOCTepiraaocs MOTEHIIOBaHHS Ta MIPOJIOHTalis edeKTiB TpHa3oiaMy.

SIKII0 MmalieHTy, SKUi MPOXOAUTh KYpC JIiKyBaHHS (IYKOHA30JI0M, TpeOa OIHOYACHO MPHU3HAYUTHU
Tepariio 6eH3oia3eniHaMu, 103y OCTaHHIX MOTPIOHO 3MEHIIIUTH Ta BCTAHOBUTH HaJIeXKHUU HATTISM 3a
CTaHOM IIallieHTa.

Kapbama3zeniH: prmyKoHa30/1 IpurHiuye Mmetabosi3aM KapOaMa3zeliny Ta CIIPUYKUHSIE MigBUALIIEHHS
piBHS KapbaMaseniny B cupoBaTiii KpoBi Ha 30 %. IcHye pu3uK pO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
Kapb6aMaseniny. Moxe OyTy HeoOXiIHUM KOPUTYBaHHS 03U KapbaMaseniHy 3aekHO Bifl piBHS 10OT0
KOHIIEHTpAIlil Ta il mpemapary.

Biokamopu kaavuiesux KaHaaie: mesiki aHTaroHiCTY Kanbliio (Hipegumix, icpaguris,
aMJIOMUITIH, BepamaMin Ta penogumin) MetabomizyoTecs hepmentom CYP3A4. dnykoHa3on
TIOTEHIIMNHO MOXKe MigBUIIYBAaTU CUCTEMHY €KCII03UIlii0 6JI0KaTOPiB KasbI[ieBUX KaHAaJIiB.
PekoMeH0OBaHUM peTEIbHUY MOHITOPUHT LIO0 PO3BUTKY MOOIYHUX PeaKiliil.



Ilenekokcub: mpu OMHOYACHOMY 3aCTOCYBaHHi (ykoHa30iy (200 Mr Ha go0y) Ta 1e/TeKOKCHOy

(200 mr) C,,, Ta AUC nenekokcu®y migputryBanucs Ha 68 % ta 134 % BigmosigHo. IIpu omHOYacHOMY
3aCTOCyBaHHI 1leleKoKcuOy Ta QrrykKoHa3051y MoxKe OyTH HeOOXigHUM 3MeHIIeHHS 103U IeJIEKOKCHOy
BOBiui.

Huxkaogpocpamio: ogHOYACHE 3aCTOCYBaHHA LUKI0pochaminy Ta GIyKOHa30Ily IPU3BOOUTH 0
nigBUIIeHHS PiBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxHa
3aCTOCOBYBATH OJHOYACHO, BPaXOBYIOUM MOXKJIMBUE PU3UK IiBUIIEHHS KOHLIeHTpalii 6imipy6iny Ta
KpeaTHHIHY B CUPOBATLi KPOBI.

deHmaHi: TOBIHOMIISNIM TPO OOUH JIeTalIbHUYM BUMIAJOK BHACIIOK iHTOKCUKAIlil (eHTaHiIOM Yyepes
MOXKJIUBY B3a€MOTi0 MiX (eHTaHinoM Ta GprykoHa3omoM. OIyKoHA30/1 3HAaYHO YIIOBITbHIOE
eNiMiHaLioo ¢eHTaHiny. [TigBUIeHHSA KOHLIEHTpallil (eHTaHiIy MOXe IPU3BOAUTH [0 NPUTHIYEHHS
IUXaHHS, TOMY Tpeba peTebHO KOHTPOJIIOBATH CTaH IMallieHTa. Moxe 0yTH HeoOXiIHOI0 KOPEeKIlis
no3u dheHTaHimy.

IH2ibimopu I'MTI-KoA-pedykma3su CyMiCHe 3aCTOCyBaHHS (IyKOHa301y Ta iHribiTopiB ['MI-KoA-
penykTas#, 1mo Metabonizyiotbcs CYP3A4 (aTopBacTaTHH Ta CUMBacTaTHH), abo iHribiTopis M-
KoA-pemykTasu, mo metabomizyotscss CYP2C9 (dbrmyBacTaTuH), M0303a/I€3KHO HiABUINYE PUIUK
PO3BUTKY MiomaTii Ta pabmomionidy (3a paxyHOK 3HUKEHHS MeTab0J1i3My CTaTUHY B meyinni). Y pasi
HeoOXiTHOCTi OMHOYAaCHOI'0 3aCTOCYBAHHS UX IIPelapaTiB MOTPIOHO peTeNbHO CIoCcTepiraTy 3a
TallieHTOM IIIO0 BUHMKHEHHS CHMIITOMIB Miomartii Ta pabmomiostidy i MpoBOOUTH MOHITOPUHT PiBHS
KpeaTUHKIHA3U. Y pa3i 3HAYHOrO IMiABUII[eHH PIBHA KpeaTUHKIHA3M, a TaKOXK IIPH IIif03pl 4u
BUSIBIIEHHI MiomaTii/pabmomionidy 3acTtocyBanHs iHribiTopiB I'MI-KoA-pemykTa3u noTpibHO
IPUIUHUTH. MOXKIUBO, 3HaH00IsAThCA MeHIIi 103U iHribiTopis I'MI-KoA-penyKTa3u BignoBigHO 00
IHCTPYKLIN Ojigd MEOUYHOTO 3aCTOCYBaHHS CTATHHIB.

I6pumuHni6: momipHi inribitopu CYP3A4, Taki gk prykoHa3071, MigBUIIYIOTh KOHLIEHTPALIil0
i6puTHHIOy B 1y1a3Mi Ta MOXKYTb IiIBULIYBaTU PU3UK TOKCUUHOCTI. SIKIII0 HEMOXKJIUBO YHUKHYTH
kKoMOiHallii mpemaparis, MoTpibHO 3HU3UTH H03Yy i6puTHHIOY Ho 280 Mr oguH pa3 Ha [00y 3 METOI0
IIPOJIOBXKEHHS 3aCTOCYyBaHH4 iHTi0iTopa Ta 3a6e3MeynTy MOCTIMHUM KITiIHIYHWYM MOHITOPUHT.

Isaxkagpmop (okpemo abo 8 kKombiHauii 3 npenapamamu mo20 camoz20 mepanesmuiHo20

K/acy): ogHO4YacHe 3aCTOCyBaHHS iBakadTopy, perynsitopa TpaHCcMeMOpaHHOI IIPOBITHOCTI IPH
mykoBiciumosi (CFTR), 3 rimpokcuMeTumniBakadgTopoM (M1) 36inbmuniio eKCo3uiiito iBakadgTopy B
3 pa3u Ta €KCIO3uIlilo rifpokcuMeTuniBakadropy (M1) y 1,9 pasy.

HeoOxigHo 3MeHImMTY 003y iBakadTopa (0kKpemo abo y KomOiHarlii) 3rigHo 3 #0T0 iHCTPYKIIi€o A
MEOUYHOI0 3aCTOCyBaHHS (0KpeMo abo y KoMOiHaltii).

Osanapub6: nomipHi inribitopu CYP3A4, Taki sk GpryKoHa3071, MigBUIIYIOTh KOHLIEHTPALIil0 oJlarnapudy
y I1a3Mi KpOBi; O0HOYACHE 3aCTOCYBaHHS He PEKOMEHIYETHCA. AKIN0 HeMOXKIIUBO YHUKHYTU
3aCTOCyBaHHS IIiei KoMmOiHalii, mo3y onamapudy HeobxigHo 3MeHIUTH K0 200 Mr oBivi Ha HO0Y.

ImyHocynpecopu (Hanpukaad, YUuK/A0CNOPUH, e8epoaimMyc, CUPOAIMYC I MaKpoaimyc).

IukaocnopuH: GprnykKoHa30JI 3HAUHO HifgBuIIye KoHIeHTpalito Ta AUC nuknocnopuny. [lpu
OJHOYACHOMY 3aCTOCYBaHHi GiyKoHa301y y mo3i 200 Mr/moly Ta IUKIIOCIOPUHY Y H03i

2,7 mr/kr/mo6y croctepiranmocs 36inpmenHs AUC nuknocnopuny B 1,8 pady. Lli mpemapatu MoxkHa
3aCTOCOBYBaTH OOHOYACHO 3@ YMOBH 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe’KHO Bifl OT0
KOHIIEHTpaIIlil.



Esepoaimyc: prnykoHa301 MOXKe IigBUITYBaTH KOHIIEHTPAIlil0 EBEPOIIMYCY B CUPOBATIIi KPOBi Yepe3
npurHidvenHs CYP3A4.

Cupoaimyc: GIyKOHA30 MiABUIIYE KOHIIEHTPAIIiI0 CUPOIIMYCY B IJIa3Mi KPOBi, iMOBipHO, IIJISTXOM
IpPUTHiYeHHS MeTaboniamy cuponimycy pepmentom CYP3A4 ta P-ruikonpoTeinom. i npenapatu
MOXKHa 3aCTOCOBYBaTU OJHOYACHO 3a YMOBY KOPUT'YBaHHS [O3U CHUPOJIIMYCY 3aJIe’KHO Bifj PiBHSA
KOHIIEHTpallil Ta e(eKTiB Biff MpuioMy IIpelapary.

Takpoaimyc: GpIyKoHA307 MOXKe IMigBUAITYBaTH KOHIIEHTpPAIlil TAKPOJIIiMyCy B CHPOBATIII KPOBi IO
5 pasiB 1pu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NMPUTHiUeHHS MeTaboIi3My TaKpomimMycy
dbepmenTom CYP3A4 y kumieyHuky. IIpu BHyTPIIIHEOBEHHOMY 3aCTOCYBaHHI TAaKpPOIIMYCYy He
CIIOCTEpiranocs 3HaYHUX 3MiH papMakKoKiHeTUKH. [TifBullleHi piBHI TaKPOJIiMyCy acoIlilol0ThCS 3
HepOTOKCUUHICTIO. [[03y TaKpOIiMyCy AJis TIEPOPAIbHOTO 3aCTOCYyBaHHS MOTPIOHO 3HUKYBATH
3aJIe’KHO Bifl KOHIIEHTpallil TaKPOIiMyCy.

Jlozapman: GpyKoHA30/1 IPUTHIYYE ITePeTBOPEHHS J103apTaHy [0 Horo akTUBHOTO MeTabosmity (E-31
74), 1110 3yMOBJIIOE OibIly YaCTUHY aHTAroHi3My [0 pelenTopiB aHrioten3uny Il mig gac
3aCTOCYBaHHS J103apTaHy. PeKOMEeHI0BaHO 3[iliCHIOBATU IIOCTIMHUY MOHITOPUHT apTepiarbHOTO
TUCKY B IIAI[l€HTIB.

JIypa3udoH: momipHi iHri6iTopu CYP3A4, Taki sk QryKoHa305, MOXKYTb MigBUIIYBATH KOHIIEHTPAIIiI0
JIypa3ufoHy B IIJIa3Mi KPOBi. {KI0 HEMOXKJIUBO YHUKHYTU OLHOYACHOTO 3aCTOCYBaHHS, CIIi[
3MEHIIUTH 003y IyPas3ufoHy, K 3a3HaueHO B MOro iHCTPYKLil A1 MEeIUYHOT0 3aCTOCYBaHHS.

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

HecmepoidHi npomu3anaavHi npenapamu (HIT3I1): pu 0gHOYACHOMY 3aCTOCYBaHHi 3 (QJIyKOHA30JI0M
C,.x Ta AUC ¢dnyp6inpodeny migBuiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIBHSIHO 3 BiAMOBIHHUMU
IIOKa3HMKaMHU IIPU 3aCTOCYBaHHi Tinbku (ypbinpodeny. AHanIOTiYHO IPU OOGHOYACHOMY
3acTocyBaHHI (prryKoHa3omy 3 pauemigauM ibynpodenom (400 mr) C,,, Ta AUC papmMakoiorivao
aKTHUBHOTrO i3oMepy S-( )-ibynpodeny migBuiyBanucs Ha 15 % Ta 82 % BiAmoBigHO MOPIBHSHO 3
BiATIOBigHMMMU MMOKa3HWKAMU IIPU 3aCTOCYBaHHI TiJIbKM palleMidHoro ibymnpodeHny.

®nyKOHA30JI OTEHLINHO 30aTHUY MiABUIyBaTU CUCTEMHY eKcno3ulito inmux HII3II, mo
MeTabomnizytoTbecss CYP2C9 (HanmpuKiiaf, HallpOKCEHY, IOPHOKCUKaMy, MeJIOKCHKaMy, TUKIIOPEHaKY).
PekxoMeHIOBaHO MEPiOAUYHO 3[iMCHIOBATA MOHITOPUHT MOOIYHUX PeakKIliii Ta TOKCUYHUX IIPOSIBIB,
moB’ss3anux i3 HII3TI. Moxe 3HamobuTucs KopuryBauus mo3u HIT3II.

®eHimoiH: HITyKOHA30I MPUTHiUye MeTaboi3M (GeHiToiny B nedinii. OqHo4acHe 6araTopa3oBe
3actocyBaHHS 200 MTr driykoHa30my Ta 250 Mr ¢GeHiTOIHY BHYTPIIIHHOBEHHO NIPU3BOAUTE 10
niguiierHs AUC,, denitoiny Ha 75 % Ta C,;,Ha 128 %. [Tpu omHOYaCHOMY 3aCTOCYBaHHI IIUX
JiKapChbKuX 3aco0iB MOTPiOHO MPOBOJUTH MOHITOPUHT KOHIIEHTpalii (eHiTOIHy B CUPOBATIIi KPOBi AJIS
YHUKHEHHS PO3BUTKY TOKCHYHOI il HeHiToiHy.

ITpedHi30H: IOBIIOMIISANN TIPO BUIIQMIOK, KOJIM V TallieHTa IIicyIa TpaHCIJIaHTallil e4YiHKY Ha Tii
3aCTOCYBaHHS IIPeHi30HY PO3BUHYIACS TOCTPa HEHOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 1110
BUHUKIIA ITiC/ISI MPUIIMHEHHS TPUMICSIYHOT0 Kypcy Tepatil hprykKoHa30m10M. [IpunuHeHHsS
3aCTOCYBaHHS (PIIyKOHA30JTy, UMOBIPHO, CIPUYMHUIIO TOCUIeHHS aKTUBHOCTI CYP3A4, 110 npu3seno
[0 IpUCKOpeHHs MeTabomi3aMy npegHi3ony. Cuifl peTenbHO CTEXUTH 3a NalliEeHTaMH, SKi IPOTIToM
TPUBAJIOTO YaCy OOHOYACHO 3aCTOCOBYIOTH (DIIYKOHA30J1 Ta MPEOHi30H, 3 METOI0 IOTepeakKeHHS



PO3BUTKY HEJOCTAaTHOCTI KOPY HAMHUPKOBUX 3aJ103 MiCJIS MPUNUHEHHS 3aCTOCYBaHHS (QIIYKOHA30IMy.

PugabymuH: GprykoHa301 MiABUIIYE KOHIIEHTPaIii0 prdabyTHHY B CUPOBATII KPOBI, IO IIPU3BOAUTD
no 36inbmeHHs AUC pudabytuny mo 80 %. [Ipu ogHOYaCcHOMY 3aCTOCYyBaHHI (PIyKOHA30JTy Ta
pudabyTuHY MOBiMOMIISANIOCS IIPO BUIIAAKK PO3BUTOK yBeiTy. [Ipu 3acTocyBaHHi Takol KoMOiHaIlil
niKapchbKuX 3aco0iB moTpiOHO OpaTH OO yBaru CUMIITOMHU TOKCUYHOI mil pudabyTuny.

CaxkeiHasip: dnykonason migsuiye AUC ta C,,,, cakBiHaBipy mpu6mu3Ho Ha 50 % Ta 55 % BigmoBigHO
yepes NMpUTHiYeHHS MeTaboni3My cakBiHaBipy B neuinili ¢epmenTom CYP3A4 Ta depe3s inribyBaHHS
P-rnikompoteiny. Blaemogil Mixk (hIyKoHa30/I0M Ta CaKBiHaBipOM/pUTOHABIpOM He OOCIigKYyBay,
TOMY BOHU MOXKYTh OyTH OifbIll BUpaxkeHuMu. Moxke 6yTu HeoOXigHUM KOPUTYBaHHS 03U
CakBiHaBIpY.

IToxiOHi cynbhoHice o8UHU: OTHOYACHE 3aCTOCYBaHHS (PIYKOHA30/Ty 3 IEPOPAIbHUMU MOXiTHUMU
cynbhoHinCeYOBHHY (XTIOPIIPOIaMif], TTiOeHKIaMifl, TIimi3u Ta ToI0yTaMi) ITPU3BOIUIIO [0
IIPOJIOHTYBaHHSA IIepiofy 1X HamiBBUBEOeHHA. PEKOMEHAY€EThCA IPOBOAUTH YaCTUX KOHTPOJIb IIYKPY B
KPOBI Ta BiIMIOBITHUM YMHOM 3HMKYBaTH 403y MOXiAHUX CYJIb(OHIICEYOBUHU IPU OTHOYACHOMY
3aCTOCyBaHHI 3 (PIyKOHA30JI0M.

Teoginin: 3acTocyBaHHS (PryKoHa301y o 200 Mr npotsarom 14 [HIB IPU3BEJIO N0 3HUKEHHS
CeperHbOro KiipeHcy Teodininy y mma3mi KpoBi Ha 18 %. 3a marienTamu, 5iKi 3aCTOCOBYIOTh Teo(isiH
y BUCOKUX [03ax abo sIKi MalOTh MigBUINEHUH PU3UK PO3BUTKY TOKCUYHUX MIPOSIBIB TeodiniHy 3 iHIIMX
npuYKH, Tpeba BCTAaHOBUTH HATJISAL II0J0 BUSBIEHHS 03HAK PO3BUTKY TOKCUYHOI Aii Teodininy.
Teparmiro noTpiOHO 3MIHUTH MIPY MOSBi 03HAK TOKCUYHOCTI.

Toppayumuni6: BunuB TopanuTUHIOY 3pocTae Npy OGHOUYACHOMY 3aCTOCYBaHHI 3 JIiKapChKUMU
3acobaMu, SKi MpuU3BOOATH [0 moMipHoro inribyBanus CYP3A4 Ta moTyxkHoro iHrioyBanuas CYP2C19
(Hanpuknan gnykoHa3oi). ToMy peKOMeHI0BaHO 3HU3UTHU 03y TOPalUTHHIOY 70 5 M OMH pa3 Ha
no0y B KoMOiHalligX i3 I[MMU IIperapaTaMu.

Toneanman: excno3utlig TonBanTtany (cyoctpaty CYP3A4) 3uauno 36inbmyeTses (200% AUC; 80%
Cinay) TIPH OTO OMHOYACHOMY 3aCTOCYBaHHI 3 (IyKoHa30710M (moMipHuu inribitop CYP3A4), Ta,
BifITIOBigHO, 3pOCTa€ PU3UK BUHMKHEHHS TAKWX MOOIYHUX Peakllifl SK MOCUIIeHHS [iypesy,
3HEBOJHEHHS 1 rOCTpa HUPKOBA HEJOCTATHICTE. Y pa3i OMHOYAaCHOI0 3aCTOCYBaHH, 103a TOJIBAIITAHY
NOBUHHA OyTU 3MeHIIIeHa BiiIOBIAHO 00 MOT0 iHCTPYKIIii, a 3a MallieHToOM IIOTPiOHO crocTepiraTu
II0I0 TTOSIBY MOOIYHUX PeaKIlin.

Askanoiou bapeiHky: GnyKoHa3071, iMOBipHO, Yepe3 inridyBanus CYP3A4 Moxke CIIPUYUHSITH
MigBUIIIEHHS KOHIIEHTpAIlil aliKanoigiB 0apBiHKY B IJ1a3Mi KPOBi (HallpuKIal, BiIHKPUCTUHY Ta
BiHOJIACTUHY), 1110 TPU3BOAUTE 0 PO3BUTKY HEMPOTOKCUYHUX e(EKTiB.

Bimamin A: IOBiZOMIISINIM, 110 V MallieHTa, SKUKA OOQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIIOTY
(kucnortHa ¢hopma BiTaminy A) Ta prykoHazon, cnoctepiranucs mobiyni peakuii 3 6oky ITHC y dhopmi
IICEBOOTYMOPY T'OJIOBHOTO MO3KY, 1[0 3HUK IIicyig BigMiHu ¢nykoHasony. Li mikapchki 3aco0u MoxkHa
3aCTOCOBYBaTH ONHOYACHO, ajie Tpeba maM’'siTaT PO PU3UK BUHUKHEHHS [T00iYHUX peakiiiil 3 60Ky
LTHC.

Bopukona3zoa (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): ogHO4YacHe 3aCTOCYBaHHS BOPHKOHA30Iy
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotsarom 1 gus, motim 1mo 200 Mr kKoxHi 12 rogun
mpoTsAroM 2,5 gHS Ta GIyKOHa301y mepopanbHo (400 Mr y nepuruii meHs, moTiM 1mo 200 Mr KoxHi

24 rogunHu npoTAaroM 4 gHiB) mpu3sBeno o migsuinenHs C,,, Ta AUC, BODUKOHA30I1y B CEPETHBOMY [0
57 % (90 % HOI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %, 128 %) BignoBigHo. HeBimoMo, Y IpU3BOAUTH



3HUKEHHS 103U Ta/abo YacTOTU 3aCTOCYBaHHS BOPHKOHA30Jy a00 (pIyKOHA30/Iy IO YCYHEHHS TaKOT0
edexrTy. [Ipu 3acTOCyBaHHI BOPUKOHA30IY Ticis GIyKOHA30Iy MOTPiOHO MTPOBOAUTH CIIOCTEPEKEHHS
IIIOI0 PO3BUTKY MOOiYHUX e(peKTiB, acOIiiOBaHUX i3 BOPUKOHA30JIOM.

3udosyouH: pnykonaszon nigsumye C,,. Ta AUC 3umoBynuny Ha 84 % Ta 74 % BimmoBigHO, 1110
3yMOBJIEHO 3HUKEHHSIM KJIipEHCY 3UNOBYAUHY pUONU3HO Ha 45 % IIpu 10T0 IepopaibHOMY
3actocyBaHHi. [Iepion HamiBBUBeNeHHS 3UAOBYAUHY OYB TaK0XK MONOBXKeHUY MpruOu3Ho Ha 128 %
micis 3acTocyBaHHS KoMOiHallii GyKoHa30/1y Ta 3UOBYOUHY. 3a MallieHTaMu, SIKi 3aCTOCOBYIOTh
Taky KoMOiHallio mikapchkux 3aco6iB, TOTPiOHO croCTepiraTy 00 PO3BUTKY MOGIYHUX peakilil,
II0B’sI3aHMX 13 3aCTOCYBaHHAM 3UO0BYAVHY. MOXKHa PO3IIISHYTH OOLIIBHICTh 3HUXKEHHS NO3U
3UOBYIUHY.

A3umpoMilyuH: TPU OOGHOYACHOMY I1epOopabHOMY pa30BOMY 3aCTOCYBaHHI a3UTPOMILMHY Ta
(dbrykoHa3ony B go3ax 1200 mr ta 800 Mr BigmoBigHO, XKOAHUX 3HAUYIINX (hapMaKOKiHETUYHUX
B3a€EMO[il BUSIBIEHO He OyJI0.

ITepopasvHi KOHMpayenmueu: Ipu 3aCTOCYBaHHI (IyKOHa3051y B 1031 50 Mr BIJIMBY Ha PiBEHb
TOpMOHiB He 0yJ10, TOAI SIK IIPX 3aCTOCYBaHHI QykKoHa30iy B 703i 200 Mr Ha go0y crocTepiranocs
36inbimenss AUC etuHinectpamiony Ha 40 % Ta meBoHOprectpeny - Ha 24 %. Lle cBiguuTh mpo Te, 1110
faraTopa3oBe 3aCTOCYBaHHS (GIYKOHA30Jly B 3a3HaYEHUX N03aX HaBPSA UM MOXKe BIIJIUBATH Ha
eekTUBHICTH KOMOIHOBAHOT'O ITIEPOPAILHOT0 KOHTPAIIEIITURA.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Hepmamogimia. BigoMo, 1o npu 3acToCyBaHHI (GIyKOHA30Iy AN JIiKyBaHHS OepMaTodirtil y miTen
OCTaHHIN He IepeBUIllyEe IPpru3e0(]ybBiH 3a €(PEKTUBHICTIO i 3aralbHUY MOKa3HUK €(PEKTUBHOCTI
crtaHoBuTh MeHIIe 20 %. Tomy ¢hIyKoHa30/1I He MOXKHA 3aCTOCOBYBATH [JIs JIiKyBaHHS AepMaToQiTii.

Kpunmoxkoko3. [1oka3iB eheKTUBHOCTI (pIyKOHA30JTy A7 JTiKyBaHHS KPUIITOKOKO3Y iHIIUX
JI0Kani3anii (HanpuKiaf, IeTeHeBoro KPUIITOKOKO3y Ta KPUIITOKOKO3Y LIKipK) HeJOCTATHBO, TOMY
PeKOMeHfalliii oA0 JO30BOr0 PeXKUMY [JId JIIKyBaHHS TaKUX 3aXBOPIOBAHb HEMAE.

I'nuboki eHOemiuHi Miko3u. [Toka3iB eheKTUBHOCTI (DITyKOHA30Iy AT JTiKyBaHHS iHIIUX Gopm
eHJeMiUHNX MiK03iB, TaKUX 5K TapaKOKIMAi0iA0MiKO03, TiCTOIIa3M03 Ta IIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEJOCTaTHbO, TOMY PEKOMEHAIN 000 J030BOT0 PeXKUMY AJIS JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMaAE.

Hupkoea cucmema. TlauienTam i3 mopyueHHIM GYHKIIM HUPOK IIpenapaT MoTpidHO 3aCTOCOBYBATH 3
obepexHicTiO (muB. po3min «Crocib 3aCTOCYBAHHS Ta IO3U»).

Hedocmamuicme HaOHUpKo8ux 3aa103. KeTOKOHAa3071, K BifOMO, CIIpAYMUHSIE HEAOCTaTHICTh
HaJHUPKOBUX 3aJ103, i Ile TAKOXK MOXKe CTOCYBaTUCS (IyKOHA30Jy, X04a CIIOCTEPITaEThCS PigKO.
HepocraTHiCTh HAOHUPKOBUX 3aJ103, I0B'A3aHa 3 OMHOYACHUM JIIKyBaHHSM IIPEAHI30HOM, OlKCaHa y
mifpo3mini Bnaue ¢aykoHasony Ha iHwi aikapceKi 3acobu po3miny «B3aemopmist 3 iHImuMu
JMiKapChKUMH 3acobaMu Ta iHIIi BUIKM B3aEMOIIN».

I'enamobiaiapHa cucmema. TlanieHTaMm i3 mopyuieHHIM GYHKITIH Te4YiHKY ITpemnapaTt noTpidHo
3aCTOCOBYBaTH 3 00epeXkKHiCTI0. 3aCTOCyBaHHS (HDITYyKOHA30JIy acoIiloBasiocs 3 BAHUKHEHHSIM
PigKiCHUX BUIIaAKiB PO3BUTKY TSIXKKOI rellaTOTOKCUYHOCTI, BK/II0Yal04H JIeTallbHi BUMIQKU, TOJTIOBHUM
YUHOM Y TAIiE€HTIB i3 TAXKKUMUA OCHOBHUMH 3aXBOPIOBaHHAMU. Y BUIMagKaX, KO PO3BUTOK
rernaTOTOKCUYHOCTI acoIliloBaBCs i3 3aCTOCYBaHHSAM (IyKOHa307y, He Oy10 Big3HaueHo ii SBHOI



3aJ1eKHOCTI Biff 3aranbHOI J000BOI A03Y IIpemnapaTty, TPUBAJIOCTI Teparii, cTaTi abo BiKy mallieHTa.
3a3Buyall TeNaTOTOKCUYHICTh, CIpUYMHEeHa (BrryKoHa30710M, 000POTHA, a ii MPOSIBY 3HUKAIOTH MiCIIs
IPUNMHEHHS Teparil.

3a malfieHTaMH, V SKUX IIPU 3aCTOCYBaHHi (PIIyKOHA30/1y CIIOCTEPIraloThCS BiTXUIEHHS pe3ybTaTiB
GYHKILIOHATBHUX P00 MeYiHKY, MOTPiOHO BCTAHOBUTYU PETENIbHUM HATJISA[ 000 PO3BUTKY OiNlbIIl
TSKKOT0 YpaXkeHHs IeYiHKHU.

[MTamieHnTiB Tpeba npoiHGopMyBaTH PO CUMIITOMH, 110 MOXKYTb CBITYUTH ITPO CEPHO3HUM BIIJIUB Ha
NeYviHKy (BUpaXkKeHa acTeHis, aHOPeKCis, MOoCTiliHa Hy0Ta, 6/1I0BaHHS Ta KOBTSHHUILIL). Y TaKOMYy pasi
3acToCyBaHHS (DITYyKOHA30/y MOTPiOHO HETaHO MPUIMHUTH Ta IPOKOHCYJIBTYBATUCS 3 JIiKapeM.

Cepuego-cyOuHHa cucmema. Jlesiki a307u, 30KpeMa i (pIyKoHa30JI, aCOLiI0ITLCS 3 TOA0BKEHHIM
intepBany QT Ha enekTpokapmiorpami. ®1yKOHa30/1 CIPpUUKUHSE TOA0BKeHHS iHTepBany QT muisixom
inribyBaHHS CTPyMY iOHIB 4epes KaslieBi KaHaau BHYTPilIHbOTO BunipsamMiaeHHs (Ikr). [TogoBxkeHHS
inTepBany QT, cipuyuHEeHe iHIIUMU JTiKapChbKUMU 3aco0aMu (TaKMMHU SK aMioflapoH), MOXe
TIOCUJTIOBATHCS BHACHTINOK iHTiOyBanHs dhepmenTy CYP3A4 mmutoxpomy P450. [ToBimomnsinu mpo gyxe
pigkicHi Bunagku nogoxkeHHs iHTepBany QT Ta mapoKcH3MasbHOI IUTYHOYKOBOI TaxiKapmil THUITY
«IipyeT» IPH 3aCTOCYBaHHI (IyKoHa30iy. Taki OBiqOMIEHHS CTOCYBAJIACS MALi€HTIB i3 TIXKKUMU
3aXBOPIOBAHHSAMMU IIPU NO€AHaHHI 6araThox (GakTOPiB PU3UKY, TAKUMHU SIK CTPYKTYPHI 3aXBOPIOBaHHS
CepIIs, IOPYIIEHHS eleKTPOIITHOTO 00MiHYy Ta OMHOYAaCHE 3aCTOCYBaHHS iHIIMX JiKapChKUX 3aC00iB,
110 BIyiuBatoTh Ha iHTepBaa QT. [TallieHTH 3 TiOKalieEMi€l0 Ta TSIXKKOI0 CepPLIeBOI0 HEOOCTATHICTIO
MalOTh MiJBULIEHUM PU3UK BUHUKHEHHS XXUTTEBO HEOE3NeUHUX IITYHOYKOBUX apUTMil Ta
IIapOKCU3MaJIbHOI IIJTYHOYKOBOI TaxiKapfii TUIY «IipyeT».

®nykonazon Tpeba 3 00epeKHICTIO 3aCTOCOBYBATH IalliEeHTaM i3 PU3UKOM PO3BUTKY apUTMil.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 miKapchKUMM 3acobaMu, 1110 IPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yioThcs 3a gonoMoroio hepmenty CYP3A4 uutoxpomy P450, mpoTunoka3aHe (OUB. pO3inu
«IIpoTunoka3aHHs» Ta «B3aemoiis 3 iHIIUMY TiKapCHKUMU 3aco0aMu Ta iHII BUOU B3aEMOMIN»).

I'anopanmpun. F'anodanTtpun € cyoctparom pepmenty CYP3A4 i mponourye intepsan QTc npu
3aCTOCyBaHHI y peKOMEH[I0BaHUX TepaleBTUYHUX fo3ax. OmHOYacHe 3aCTOCYBaHHS rajodaHTPUHY Ta
GbIyKOHA30I1y HE PEeKOMEHIYEThCs (OUB. PO3Min «B3aemopmist 3 iHIIMMY JTiKapCbKUMHU 3aco0aMu Ta
iHII BUOM B3aEMOMin»).

IlepmamonoeziuHi peakuii. ITig 9ac 3acTocyBaHHS (HIIyKOHA30/Iy PiAKO MOBIMOMIISIOCS PO PO3BUTOK
TaKUX eKC(oJiaTUBHUX MKIPHUX peakiiil K cuHapoM CTiBeHca - [I2KOHCOHA Ta TOKCUYHUU
elifiepManbHUX HEKPOITi3. [10BiOMIISIM PO MeIUKaMeHTO3HY Peakiliio 3 e03uHO(ii€er0 i
cuctemuuMu nposiBamu (DRESS). IMauienTu, xBopi Ha CHIII, GinbIi CXUITbHI 00 PO3BUTKY TSIKKHUX
IMIKiPpHUX peaklliil Ipu 3aCTOCyBaHHi 6araThox JiKapchKux 3acobiB. AKIO y MallieHTa 3 TOBEPXHEBOIO
rpubKOBOIO0 iH(EKIi€w0 3’ IBNII0TLCS BUCUIIaHHS, 1110 MOXKHA II0B'3aTH i3 3aCTOCYBAHHSIM
GbykKoHa3011y, MOfablle 3aCTOCYBAHHS IIpenaparty Tpeba NpUIUHUTHU. AKINO y MallieHTa 3
iHBa3MBHOI0/CUCTEMHOIO I'PHOKOBOIO iH(DEKIIi€l0 3’ IBITI0OTHCS BUCUIIAHHS Ha IIKipi, 3@ HOr0 CTaHOM
OTPiOHO peTebHO CIOCTEPIraTH, a y pa3i po3BUTKY Oy/Ib03HUX BUCHUIIAHb 260 MyTbTH(HOPMHOI
epUTEeMU 3aCTOCYyBaHHS (DITYyKOHA30/1Y MOTPIOHO IPUIINHUTH.

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

ITumoxpom P450. ®nykoHa3zon € nomipauM inridiropom dhepmentis CYP2C9 ta CYP3A4. Takox
bnykoHa3o1 € noMipauM iHribiTopom pepmenty CYP2C19. Tpeba crocTepiratu 3a CTAHOM IAIli€HTIB,
SIKi OTHOYACHO 3aCTOCOBYIOTh (PJIYKOHA30JI Ta IIPernapaTy 3 By3bKUM TEPANEBTUYHUM BiKHOM, III0



MeTabomi3zyoThcs 3 yuyacTio CYP2C9, CYP2C19 ta CYP3A4 (guB. po3nin «B3aemMopist 3 iHIMMMu
JMiKapChKUMU 3aco0aMu Ta iHIII BUOU B3AEMOTIH»).

TepgperaduH. TToTpiOHO peTenbHO CIOCTEPIraTH 3a CTAHOM ITAlliEHTa TP OMHOYAaCHOMY 3aCTOCYBaHHI
TepbeHanuHy Ta GpryKoHa30iy B fo3i MenIe 400 Mr Ha go0y (quB. po3pinu «IIpoTunoka3aHHS» Ta
«B3aeMopmis 3 iHIIMMH JTiIKapChbKUMHK 3aC00aMM Ta iHIIII BUOY B3aEMOIii»).

KaHoudo3. JocniaxeHHs T0OKa3aay 3pOCTaHHS MOMKPeHOCTi iHdeknii Buny Candida, BigMiHHUX

Big C. albicans. BoHu 4acTo € MpHUPOIHO pe3ucTeHTHUMHU (Hanpukiap, C. krusei Ta C. auris) abo
NEMOHCTPYIOTh 3HUKEHY YyTIUBICTh [0 dhiykoHa3ony (C. glabrata). Taki iHbeKIil MOXYThb
noTpebyBaTu anbTEPHATUBHOI IPOTUTPUOKOBOI Tepatlii yepe3 HeepeKTHUBHICTh JTiKyBaHHS. ToMy
PEKOMEH[IYEThCSI BPaXOBYBATH MOUIMPEHICTh PE3UCTEHTHOCTI pi3HuUX BUAiB Candida mo prmykoHa3omy.

JlonomidxcHI peuyosuHu.

[TpemapaT MiCTUTH JTaKTO3Y. FAKIIO y MallieHTa BCTAHOBJIEHa HEIIEPEHOCHMICTh fIesIKUX LIYKpiB, Tpeba
IIPOKOHCYJIbTYBaTHCS 3 JIiKapeM, MepIll HiK NMpuiiMaTy Liel TiKapchKuii 3aciob.

Opna TabneTka IiKapchkoro 3acoby ®ymuc® MicTuTh MeHme 1 MMOb HaTpito (23 Mr), TO6TO
IpernapaT MPakKTUYHO BiIbHUU Bif HATpIi0.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHsA 2py00to.
Bazimuicme.

3a manuMu 06cepBallifHOTO NOCTioXKeHHS, iCHY€ MigBUIIEHNY PU3UK CIIOHTAHHOT'0 abopTy y XKiHOK,
K1 OTpUMYyBasu (pIyKOHA30JI IPOTArOM IIePIIOr0 TPUMECTPY BariTHOCTI.

IlaHi 110710 KiTbKOX THCAY BariTHUX XKiHOK, SKi OTPUMYBaJIH JIiKyBaHHS (PJIyKOHA30JIOM y
KyMYyJIATHBHIN 1031 < 150 Mr y nepiioMy TpUMeCTPi, JeMOHCTPYIOTh BiICYTHICTh 3POCTAaHHSA
3arajibHOTO PU3KKY BaJ PO3BUTKY II0AY. B 0MHOMY BEeIMKOMY CIIOCTEPEKHOMY KOTOPTHOMY
MOCITiKeHH] TepopaibHe 3aCTOCYBaHHS GIYKOHA30Iy B ITEePLIOMYy TpUMecTpi OyJi0 OB’ g3aHe 3
HEBEJIMKUM IIigBUIIEHNM PU3UKOM BaJ PO3BUTKY CKEJIETHO-M I30BOl CUCTEMH, III0 BiAMOBifaE
npubnusHo 1 momaTkoBoMy Bumagky Ha 1000 XiHOK, SKi OTpuMyBajIu KyMyISTUBHI 103U < 450 Mmr,
TIOPiBHSHO 3 XKiHKaMH, SIKi OTpUMYyBaii a30JId MiclieBoi fil, i mpubau3Ho 4 JOJaTKOBMM BUIIaKaM Ha
1000 xiHOK, gKi OTpUMyBaIu KyMyJISTHBHI 7031 Oinbiie 450 Mr. CKOpUroBaHUY BiTHOCHUMN PU3UK
ctanoBuB 1,29 (95 % [I: 1,05-1,58) gnst go3u dhimykorHalony 150 mr nepopansHo Ta 1,98 (95 % [I:
1,23-3,17) ons go3 pnykonasomny Oinbiie 450 mr.

[ToBimoMIIsinOCS PO YHCENbHI BPOAKEHi MTaTOIOril Y HOBOHAPOMXKEHUX (BKI0oYaouu Opaxinedartito,
[UCIINIa3iio BYLUIHOI PaKOBUHY, HagMipHe 30ilblIeHHS TePeqHbOr0 TiM TuKa, BUKPUBJIEHHS CTETHA,
IIJIeYOIIPOMEHEBUM CUHOCTO3), MaTepi IKUX MpHUiMany BUCOKi no3u ¢ykorHazomny (400-800 Mr/moly)
IIPOTSTOM IIPUHAWMHI TpbhoX abo OifbIlle MicsLiB s JTiKyBaHHS KOKIMAiI0im03y. 3B’I30K Mixk
3aCTOCYBaHHAM (hIyKOHA30Jly Ta UMMM BUNaJKaMU He BU3HAYEHUU.

HocnigkKeHHs Ha TBapUHAX IIPOAEMOHCTPYBAJIA PENPONYKTUBHY TOKCUYHICTE.

[Ticns 3acToCyBaHHS OOHOPA30BOl 03U a00 MPUNMHEHHS KYPCY JTiKyBaHHS ITepefl HaCTaHHSAM
BariTHOCTi PEKOMEHOYEThCS Nepion BUBEeHHS TPUBAJIICTIO O13bK0 1 TUXKHS (110 BigmoBimae 5-6
mepiomaM HamiBBUBEOEHHS).



He cnipm 3acTocoByBaT 3BU4akHi 1031 (PIIyKOHA30/1y Ta KOPOTKOTPUBAJI KYPCH JTIKyBaHHS
(bITyKOHA30JI0M Y Mepiof BariTHOCTI, 3a BUHSITKOM KpaliHbOi HeOOXigHOCT.

He cnip 3acTocoByBaTH BUCOKI 03U (hITyKOHA30/y Ta/abo TpuBasi KypcH JIiKyBaHHS (IyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIiIKyBaHHS iH(EKIIiH, 110 MOXKYTh 3arp0KyBaTH XKUTTIO.

T'o0yeaHHA 2pydoo.

®nyKoHa30J1 IPOHUKAE ¥ TPyOHE MOJIOKO Ta [AocATra€ KOHIIEHTpallii mofi0Hol 70 piBHA y Mia3Mi KPOBi
(Ous. po3pin «®apMakoKiHeTHKa»). ['ogyBaHHS IPYAAI0 MOXXHA IPOAOBKYBATH IIiCIISI Pa30BOT0
3aCTOCYBaHHS 3BUYalHOI 103U (PIyKOHA30JTy, 110 CTaHOBUTDL 150 M.

TomyBaTH TPYAIIO HE PEKOMEHAYEThCS IpU 6araTopa3oBOMYy 3aCTOCYBaHHi GIyKOoHa301y abo mpu
3aCTOCYBaHHI BUCOKHX 03 (QIIyKOHA30ITY.

Crip OUiHUTY KOPUCTh FONYBaHHS IPYAMI0 AJ1S PO3BUTKY i 3M0POB’S JUTUHY, & TAKOXK KIIiHIUHY
norpeGy MaTepi y npemnaparti ®ynuc® i 6yab-aKi moTeHmiliHi mo6iuni edpextu npemnapaty Oyuuc® a6o
OCHOBHOT'O 3aXBOPIOBaHHS MaTepi O QUTUHY, 1Ka OTPUMYyE I'PyIHE BUTONOBYBaHHS.

depmubHicmb.

®nyKoHA30J He BIJIMBaB Ha (DEPTUIIbHICTL CaMIIiB Ta CaMOK IIyPiB.

30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

HocnimxeHb BINIUBY (IYKOHA30Jy Ha 3MaTHICTh KEpyBaTH aBTOTPAHCIOPTOM abo IpalfioBaTH 3
IHIIMMY MeXaHi3MaMu He MPOBOIUIIH.

[TauieHTiB MOTPiGHO MOiHGOPMYBaTH IIPO MOXKJIUBICTh PO3BUTKY 3allaMOpo4YeHHs abo CymoM (OuB.
po3min «ITo6iuHi peakiiii») mif yac 3aCTOCOBYBaHHS Ipenaparty. [Ipyu po3BUTKY TaKUX CUMIITOMIB He
PEKOMEHIYEThCST KePyBaTH aBTOTPAHCIIOPTOM ab0 IpalloBaTH 3 iHIIMMY MeXaHi3MaMH.

Cnocid 3acmocyeaHHsi ma do3u.
[IpenapaTt 3acTOCOBYBaTH NepopasnbHo. [IpuitoM mpenapaTy He 3a/eKUTh Biff IPUMOMY 1XKi.

To6oBa mo3a GIyKOHA30Iy 3ajIeXKUTh Bifl BUAY Ta TSIXKKOCTI rpubkoBoi indekii. [Tpu HeobxigHOCTI
6araTopa30BOr0 3aCTOCYBaHHA IIpelapaTy JTiKyBaHHS iHGEKIIiN mOTPiOHO TPOAOBXKYBATH [0
3HUKHEHHS KJTIiHIYHUX Ta 1a00paTOPHUX IMPOSIBiB aKTUBHOCTI IpuOKoBoi indekiril. HemocTaTHs
TPUBAJIICTH JIiIKyBaHHS MOXKe IIPHU3BECTH OO0 BiTHOBIEHHS aKTHBHOIO iH(EKIHOTO MPOIIEeCY .

[Topocai.

Kpunmokoxos.

- JIikyBaHHS KPUIITOKOKOBOI'O MEHIHTITy: HaBaHTaXyBaJlbHa A03a CTaHOBUThL 400 Mr y 1-i1 neHb.
[MigpTpumytoya mo3a - 200-400 Mr oguH pa3 Ha moOy. TpUBasicTh JTiKyBaHHS 3a3BUYall CTaHOBUTH
moHalmeHIe 6-8 TuxkHiB. [Ipu iHQeKIisax, 10 3arpoXKyI0Th KHUTTIO, HOOOBY 103y MOXKHA 30iTbIIUTH
mo 800 mr.



- [ligTpuMytoda Tepamis gjis MonepeXKeHHs PelUAUBY KPUIITOKOKOBOTO MEHIHTITYy B MaIli€HTiB i3
BUCOKUM PU3UKOM HOT0 PO3BUTKY: PEKOMEHIOBaHa [03a IIpenaparty cTaHoBuTh 200 Mr oguH pa3 Ha
no6y mpoTsiroM HeoOMekKeHOTOo dacy.

Koxkuuodioidomixo3. PekoMeHnpmoBaHa no3a ctraHoBuTh 200-400 Mr onuH pa3 Ha no0y. TpuBamicTh
nmiKyBaHHS CTaHOBUTH 11-24 Micsii abo [oBIIe 3a/1eKHO Bifi CTaHy nauieHTa. [I1g TiKyBaHHS OesIKUX
dbopm iHdeKIIil, a 0coO6nMuUBO OIS JTiKyBaHHS MEHIHTITY, MOXe OyTH HOIIiNbHUM 3aCTOCYBaHHS HO3HU
800 Mr oguH pa3s Ha mo0y.

IneasueHi kaHOuOdo3u. HaBaHTaxXyBanbHa f03a cTaHOBUTH 800 Mr y 1-i1 meHsb. [linTpumyooda go3a -
400 Mr omuH pa3 Ha go0y. 3a3BUYail peKOMeH0BaHa TPUBAJIICTh JIiIKyBaHHS KaHAUAEeMil CTaHOBUTD
2 TUKHI IiCJg mepIiuX HeraTUBHUX pe3yJIbTaTiB IOCIBY KPOBi Ta 3HUKHEHHS 03HaK i CUMIITOMIB
KaHOumeMil.

KaHOoudo3 caus3osux 06010HOK.

- KaHIU[I03 POTOTJIOTKYU: HaBaHTaXyBaibHa f03a cTaHOBUTHL 200-400 Mr y 1-1 meHs, NiATpUMy04a
no3a - 100-200 Mr omuH pa3 Ha 0o0y. TpuBamicTh JTiKyBaHHS CTAHOBUTEL 7-21 meHb (10 HOCSATHEHHS
pewmicii), ame Mozxke OyTu 30inmbINeHa A7 HALi€HTIB i3 TIXKUM iMyHOmeQIiITUTOM.

- Kangumo3 cTpaBoxofy: HaBaHTaxKyBajlbHa J03a cTaHOBUTDH 200-400 Mr y 1-11 geHs, MiATpuMyOda
mo3a - 100-200 mr omuH pa3 Ha go0y. TpuBamicTh MiKyBaHHS CTaHOBUTHL 14-30 OHIB (IO MOCSATHEHHS
pewmicii), ame Mozxke OyTu 306inmbIneHa A7 MAli€HTIB i3 TIXKUM iMyHOOEeQIiITUTOM.

- Kaupgunypisi: pekoMeHoBaHa no3a ctraHoBuTh 200-400 Mr ofuH pa3 Ha fo0y npoTsarom 7-21 mHs.
I mauieHTiB i3 TIXKKUM iMyHOmeIIIMTOM TPUBAJIICTD TiKyBaHHS MoxKe OyTH 306inmbIIeHa.

- Xponiunui aTpodiyHui KaHAUO03: PEKOMEH0BaHa 103a CTaHOBUTEL 50 MI ofuH pa3 go0y IPOTAToM
14 nuis.

- XpoHiuHMM KaHOUA03 WKIipK Ta CIU30BUX 000I0HOK: PEKOMEH0BaHa 103a CTAHOBUTh
50-100 Mr oguH pa3 Ha moOy. TpuBasicTh JTiKyBaHHS CTAHOBUTD 10 28 MHIB, ane Moxe OyTH
30inbInieHa 3a1eKHO Bif TAXKKOCTI Ta BUAY iH(deKIii abo mpu 3HUKEHH] iIMyHITeTY.

ITonepedaceHHs peyudusy KaHOudo3y cau3osux 06010HOK y nauieHmia 3 BIJI, aki maromb sucokull
PU3UK 1020 PO3BUMKY).

- Kanaumos poTornoTky, KaHAUI03 CTPABOXOMY: PEKOMEHIOBaHa [j03a CTAHOBUTD
100-200 mr omuH pa3 Ha Ho6y ab6o 200 Mr 3 pa3u Ha TUXKOEHb. TpUBaiCTh TiKyBaHHS HeoOMeXKeHa
[J1s TAl[i€HTIB 13 IPUTHIYeHUM IMYHITETOM.

ITpoginakmuka kaHOUOO3HUX IH(peKYil y nauieHmia i3 mpusaaow HeumponeHiel. PekoMeHnOBaHa
no3a craHoBuTh 200-400 Mr onuH pa3 Ha goOy. JIlikyBaHHS MOTPiIOHO PO3MOYMHATH 3a KillbKa [HIB [0
O4iKyBaHOTO PO3BUTKY HEUTPOIEHIl Ta TPOOOBXKYBATH IIPOTATOM 7 [OHIB MiCNIS MiABUIEHHS KiIbKOCTI
HeiiTpodinis moxan 1000/mm’.

TI'enimaavHi KaHOUOO3U.

- T'ocTpuit BariHambHUN KAHOWOO03, KAHAUIO3HUE OalaHiT: peKOMEHJ0BaHa [103a CTaHOBUTHL 150 Mr
pas3oBo.

- JIikyBaHHS Ta IMpodiNakTHKa pPeLUOUBYIOUNX BariHaIbHUX KaHAUA03iB (4 abo Ginble peluauBiB
3aXBOPIOBAHHS Ha PiK): peKOMeHJ0BaHa f03a cTaHOBUThL 150 Mr 1 pa3 y 3 mHi. Ycboro moTpi6HO



3actocyBaTtu 3 mo3u (1-i meHb, 4-1 meHb Ta 7-1 OeHb). ITicns mporo Tpeba 3aCTOCOBYBATHU
nigTpuMyrody no3y 150 mr 1 pa3 Ha TUXKAEHb IPOTATOM 6 MiCALIB.

Ilepmamomiko3u.

- Miko3 cTom, MiK03 I'lafieHbKOI IIKipH, TaX0BUH IepMaToOMiK03, KaHOUA03Hi iHdekil mKipu:
peKoMeHJoBaHa fo3a cTaHOBUTHL 150 Mr 1 pa3 Ha TuxkpaeHb abo 50 Mr 1 pa3 Ha go0y. TpuBamicTh
JIIKYBaHHSI CTAHOBUTH 2-4 TuXKHI. JIiKyBaHHSA MiK03y CTOII MOXKe TPUBATU A0 6 TUXKHIB.

- PisHoOapBHUi Nuiaid: peKoMeHa0oBaHa fo3a cTaHoBUTh 300-400 Mr 1 pa3 Ha TUXKOEHb IPOTATOM
1-3 tuxHiB abo 50 Mr oguH pa3 Ha K00y NPOTATOM 2-4 THUXKHIB.

- DepmaTodiTHUY OHIXOMiK03: peKOMeHAOBaHa f03a CTaHOBUTh 150 Mr 1 pa3 Ha TUK[IEHb.
JlikyBaHH$ Tpeba MPOOOBXKYBATH MOKU Ha MicIli iHpiKOBaHOTO HIr'TS He BUPOCTE 3MOPOBUH. [
BiIpOCTaHHS 3[0POBUX HITTiB Ha PyKax Ta Ha BEJIMKMX MaJbIIX HIir 3a3BUYall He0OXimHO 3-6 MicsIriB
Ta 6-12 MicsuiB BigmoBigHO. OgHAK MIBUAKICTh POCTY HIrTiB y MAaIlieHTiB MOXkKe OyTH Pi3HOIO Ta
3anexarty Bif BiKy. [licng ycmimmHoro jgikyBaHHS TPUBA/INX XPOHIYHUX iH(DEKIiN HopMa HIrTs iHOAi
3a/IMIIAETHCS 3MIHEHOH.

Ocobaugi epynu nauieHmia.

IlauieHmu AiMHbO20 BIKY.

o3y HeoOximHO minGupaTy 3a1eXKHO Bifl cTaHy QYHKIIIH HUPOK (OUB. HUXKYE).

ITauieHmu 3 HUPK0BOI HEAOCMAMHiCmio.

®1yKOHA30J1 BUBOOUTHCS [1I€peBaXkHO i3 ceyero y He3MiHeHOMY cTaHi. [Ipu pa30oBoMy 3aCTOCyBaHHI
KOPHUTYBaTHU N03y QIIyKoHa30Jy He oTpiOHO. [TamieHTaM (BK/II04al04H AiTel) i3 mopyluIeHHIMY
GyHKIIII HUPOK NpX HeoOXimHOCTi 6araTopa3oBOro 3aCTOCYBaHHS Ipemnapary y 1-i meHb JTiKyBaHHS
CJIifi 3aCTOCOBYBaTH 104YaTKOBY 003y 50-400 Mr 3aieKHO Bif TepaleBTUYHUX IT0Ka3aHb. [liciad 1poro
no0OoBY m03y (3aJIe’XHO Bifl MOKa3aHHS) CITiJ PO3Pax0ByBaTH BigmoOBigHO [0 Tabmui 1.

Tabmuis 1

KnipeHc KpeaTuHiHYy (MJI/XB) BincoToK Big peKOMeHI0BaHOI 103U
> 50 100 %

< 50 (6e3 remopianisy) 50 %

['eMmomiani3 100 % micyst KOXXHOro reMogiani3y

[MauienTy, siki nepeOyBalOTh Ha PeTyAsIPHOMY remogianisi, mosuHHi orpuMmyBaTt 100 %
PEKOMEHI0BaHOl HO3M MiCJIs KOXKHOI0 reMofiianidy. Y neHb, KOIU remMofiani3 He IPOBOOUTHCSH,
IallleHT [IOBUHEH OTPUMYBATH 03y, BIIKOPUTOBaHY 3a/IeXKHO Bifl KJIipEHCY KpeaTUHIHY.

IMauieHmu i3 nopyweHHAMU PYHKUII NeYiHKU.

®nykoHa301 Tpeba 3aCTOCOBYBaTH 3 00EPEKHICTIO MallieHTaM i3 mopyleHHaMu QyHKIIl TeYinky,
OCKINIbKY iH(pOpMaIiil MOKo 3aCTOCyBaHHS (IIYKOHA30I1y IIill KaTeropil narieHTiB HeJOCTaTHbO
(muB. po3minu «Oco6uBOCTI 3acTOCyBaHHSI» Ta «I100i4Hi peakirii»).

imu.

He cnipg nepeBuiiryBat MakCuManbHy f000BYy 703y 400 Mmr.



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

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

Ilimu sixom 8i0 12 pokis.

3ajie’kHO Biff Macu Tijla Ta my0epTaTHOTO PO3BUTKY JIiKapio CIIiJ OLIHWTH, sIKa J03a Ipenaparty (s
OOPOCIUX YM OJId AiTel) € ONTUMAaJbHOIO [JIs nalieHTa. KniHiuHi faHi cBig4yaTs Ipo Te, 0 V OiTer
KJIipeHC (IyKOHA30Jy BUIIUYU MTOPIBHSAHO 3 gopocnuMu. 3actocyBanHs 703 100, 200 ta 400 mr
IOpOoCIuM Ta [o3 3, 6 Ta 12 MI/KT oguH pa3 Ha Ko0y AiTSM MPU3BOOUTE [0 NOCSITHEHHS CIIiBCTaBHOI
CHUCTEMHOI eKCIIO3MUIIl.

EdekTuBHiCTh Ta 6e31eKa 3aCcTOCyBaHHS (GIYKOHA30ITy M7 TiKyBaHHS IeHiTalbHUX KaHOUOO03iB y
IiTel He BcTaHOBJEeHi. HasiBHa Ha ChOTOAHIIIHIM IeHb iHbopMallis HaBefieHa y po3aini «I1o6iuni
peaxtii». dKimo icHye HaranbHa moTpeba 3aCTOCYyBaHHSA Ipelapary mifgiaiTkaM (BikoM Big 12 o
17 pokiB), crif 3aCTOCOBYBaTH 3BHYaWHI JO3U IJIS JOPOCIHUX.

Ilimu gikom 8i0 5 0o 11 pokis.

Kanpanmosu cnu3oBux 0007I0HOK: TI0YATKOBA [103a CTAHOBUTEL 6 MT/Kr/mo0y, migTpuMyoda [03a -
3 Mr/kr/mo0y. [TouaTKOBY 03y MOXKHa 3aCTOCOBYBaTH ¥ 1-U eHb 3 METOI0 IIBUAIIOTO AOCATHEHHS
PiBHOBaXXHOI KOHIIEHTpALIil.

[HBa3WBHI KaHAU03H, KPUIITOKOKOBUYM MEHIHTIT: f03a IIpenapaTy CTaHOBUTD 6-12 Mr/Kr/moby
3aJIeKHO Bifl CTYNEHS TSIXKKOCT1 3aXBOPIOBAHHS.

[TigTpuMyro4a Teparia Ajis nonepenXkeHHs PeLIUaUBY KPUIITOKOKOBOI'0 MEHIHTITY y AiTed i3 BUCOKUM
PU3HUKOM MO0 PO3BUTKY: H03a IperapaTy CTAaHOBUTEL 6 MI/Kr/mo0y omuH pa3 Ha go0y 3aJIe’kKHO Bif
CTyIeHsI TAKKOCTI 3aXBOPIOBaHHS.

[TpodinakTKa KaHAUKO3IB Y MAIi€HTIB 3 iMyHOmeIIMTOM: [03a IIpenapaTy CTaHOBUTH

3-12 Mr/KT ofiMH pa3 Ha Ho0y 3ajie’kHO Bifl BUPAXKEHOCTi Ta TPUBAJIOCTI iHAYKOBaHOI HEHUTPOIIeHil
(muB. mO3U OIS MOPOCIIHUX).

Himu.

3acToCOBYBAaTH JIiKapChKuii 3acib y ¢popMi TabIeToK Iiit KaTeropii marieHTiB MOXKHa TOMi, KOMK OiTH
3maTHi 6e3mevHO IPOKOBTHYTH TaOleTKY, 10 3a3BU4ai MOXKJIMBO ¥ Billi Biff 5 poKiB.

Ilepedo3yeanHsi.
CuMnTomu: ramiolMHallil Ta mapaHoifaabHa IOBETiHKa.

JlikyBaHHSA: CUMIITOMATAYHE (Y TOMY YUCJI IPOMUBAHHS IIJIYHKA U NiATPUMYyO4Ya Tepamris).
®nyKOoHa307 BUBOOUTHCS [IePeBakHO 3 cedelo, ToMy (GOpCOBaHUY Aiype3 MOXKe NPUCKOPUTH
BUBeIeHHA npenapaTy. CeaHc reMofianily TPUBaJiCTIO 3 TOOUHU 3HUXKYE PiBeHb PIYKOHA30JTY V
m1a3Mi KpoBi mpuOnmu3Ho Ha 50 %.



ITo6iuni peakuii.

[ToBimomIsiny PO MeOUKaMeHTO3HY Peakliifo 3 eo3nHoPinieio i cucteMHumu npossamu (DRESS),
acoIrifioBaHy 3i 3aCcToCyBaHHSM GIyKOHA301y (OuB. po3min «OcoOGIUBOCTI 3aCTOCYBAHHS»).

Haituacrime (Big =1/100 go <1/10) moBimoMsiiocs Ipo Taki mobiuHi peakirii: ronoBuu 6inb, 6inb y
JKWBOTI, miapesi, HymoTa, O/M0BaHHS, IiIBUINEHHS PiBHS alaHiHamiHOoTpaHchepasu (AJIT),
acnaptataMinoTpaHcdepasu (ACT), nyxkHol pocdaTa3u KpoBi Ta BUCUTIAHHS

II71s1 OLiHKY YaCTOTU BUHUKHEHHS MOGIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikarriio: 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 aiMpamuyHoi cucmemu.

HeuacTo: aHeMid.

Pigko: arpaHynouuTo3s, NTeHKoIeHis, HeUTPOIeHis, TPOMOOIUTOIEHis.
3 6oky imyHHOI cucmemu.

Pigko: aHadinmakcis.

3 6oky memaboaizMy ma Xap4ye8aHHA.

HeuacTo: 3HMXEHHS alleTUTy.

Pigxo: rinepTpurnitepumeMis, rinepxojecTepruHeMis, TiIoKamieMis.
3 60Ky ncuxiku.

HeuacTto: 6e3COHHS, COHJIUBICTb.

3 6oky Hepeogoi cucmemu.

YacTo: ronoBHu Oink.

HeuacrTo: cynoMu, 3aiaMOpoYeHHs, TapecTesii, IopylieHHs CMaKy.
Pigxo: Tpemop.

3 60Ky opaaHis cayxy ma pigHosazau.

Heuacro: BepTHuro.

3 boky cepus.

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

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.



Yacro: 06inb y UepeBHill TOPOXKHUHI, fiapes, HyooTa, OIMIOBaHHS.
Heuacrto: 3amnop, gucrerncis, MeTeopusM, CyXiCTb ¥ POTI.
3 6oky 2enamobisiapHoi cucmemu.

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

HeuacTo: x0ecTas, JKOBTSIHUIIA, MiBUILIEHHS piBHS Oinipy6iny (muB. po3min «Ocob6nuBoCTi
3aCTOCYBaHHS»).

Pigko: me4yiHKOBa HEIOCTATHICTh, TeNATOIENMIONSAPHUM HEKPO3, TEIaTUTH, TeIaTOLe0IsIpPHE
ypaxeHHs (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

3 60Ky wkipu ma nidwKipHOi KAIMKOBUHU.
YacTo: Bucunanus (ouB. po3min «OcoO0nMMBOCTi 3aCTOCYBAHHS»).

HeuacTo: cBepbixk, MeIuKaMeHTO3HUM JepMaTUT (BKItoYaiouu (HikcoBaHUM MeIUKaMEeHTO3HUMN
IepMaTUT), KPOIIUB'THKA, MigBUIIIEHe TIOTOBUOINEHHS (IUB. po3in «OcoBIUBOCTI 3aCTOCYBAHHS»).

Pimko: TOKCMYHUM emifjepMalIbHUN HEKPOIi3, ciHAPoM CTiBeHca-[I2KOHCOHA, TOCTPUM
reHepai3oBaHUM €K3aHTeMaTO3HUU MyCTY/Ib03, eKC(HOTIiaTUBHUM IePMaTUT, aHTiOHEBPOTUYHUN
HaOpsK, HabpsgK oO6nuyuds, anomenis (AuB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

YacToTa HEBifoMa: MefMKaMeHTO3Ha peakilis 3 eo3uHodinieo i cucremaumu npossamu (DRESS).
3 60Ky onopHO-pyx08020 anapamy ma cnoay4Hoi MKaHuHU.
HeuacTo: mianris.
3azanvbHi nopyweHHA ma peakuii y micui 88e0eHH.
Heuacro: mifBuiieHa BTOMJIIOBaHICTh, HE3MYKaHHS, aCTeHis, rapsadka.
iTm

YacToTa Ta xapakTep Mob6iyHUX peakiliii Ta BiixuieHb 1ab0OPaTOPHUX ITOKA3HHUKIB Yy HiTel, sKi
(dikcyBanucd mif 4ac KIiHIYHUX JOCTiAXKeHb, KPiM reHiTalIbHOr0 KaHAUA03Y, € IOPIBHAHHUMU 3
TaKUMHU Yy TOPOCIIHUX.

[ToBigoMIIeHHS MIPO Mimo3pioBaHi mo6iuHi peakirii

[ToBimomneHHs mpo 1mob6iuHi peakilil micis peecTpallii TikapchKoro 3aco0y Ma€ BaXK/IuBe 3HaYEHHS.
Lle nae 3MOry IPOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JIiKapCchKOro 3aco0y. MeguuHuM Ta (hapMalleBTUYHUM IIpalliBHUKAM, a TaKOX IallieHTaM abo ix
3aKOHHUM ITpeCTaBHUKAM CJIi[] IOBiTOMJISITH IIPO YCi BUMTAAKHK Mi03PI0BAaHUX MOOIYHUX Peaklii Ta
BiicyTHOCTI e(heKTHUBHOCTI JIiKapchKOTO 3aco0y Yyepe3 ABTOMaTH30BaHy iHpopMalliiiHy cucteMy 3

(dapMakoHarisAgy 3a nocuiaHHAM: https://aisf.dec.gov.ua

Tepmin npudamHocmi. 3 POKH.



YMoBu 30epiranHsi.
30epiratu npu TeMieparTypi He Buite 25 °C

30epiratu y HeJOCTYIIHOMY IJIST OiTe# MicIi.

VnakoBka.

Tabmetku 1o 50 mMr Ne 4 a60 Ne 10 y GmicTepi B KApTOHHIHN yIIaKOBIIi.
Tabmetku mo 100 mMr Ne 4 a6o Ne 10 y GrmicTepi B KapTOHHIM yITaKOBIIi.
Tabmetku 1mo 150 Mr Ne2 a6o Ne 4 y GrricTepi B KAPTOHHIHN yIIaKOBIIi.

Tabnetku o 200 mr Ne 4 a6o Ne 10 y 6ricTepi B KapTOHHIM yIakoBIIi.

Kareropis Bignycky.

3a pelemnToM.

BupoOHUK.
KYCYM XEJITXKEP I1BT JITH/

KUSUM HEALTHCARE PVT LTD.

Micue3HaxoaKeHHsI BUPOOHHKA Ta afipeca Micis MpoBaIXKeHHS HOT0 Tis/TbHOCTI.
CII-289 (A), PIIKO Iupmactpian apea, Yonanki, bxiapi, [lict. AnBap (PagxacTan), Inmis/

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






THCTPYKIIA

IJISI MeTUIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y

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

0ONOMIdiCHI peyoBuUHU: TTaKTO3KW MOHOTIAPAT, Ie/lI0103a MiKpoKpucTaniyHa, moBimoH K30, Tanbk,
MarHil cTeapaT, HaTPil0 KPOXMaIbIIKOIAT (TUI A), HATPil0 KPOCKapMeosa.

JIlikapcbKa ¢popma. TabneTku.

OcHosHi (pizuko-xiMiyHi 8aacmueocmi: Gimi, KpyTJi 3i CKOIIEeHUMY KpasiMu TaOJIeTKH 3 JliHi€0
po37aMy 3 OHOTO OOKYy.

dapMakoTepaneBTHYHA rpyna. [Ipoturpu6OKoBi 3aco0u [7iss CUCTEMHOTO 3acToCyBaHHS. [ToxigHi
tpuasoiny. Kog ATX JO2A CO1.

dapmakon02iuHi e1acmusocmi.

dapmakoOuHamika.

MexaHi3M mil.

®nyKoHa3071 € TPOTUTPHOKOBKAM 3aCO00M KJlacy Tpra3osiB. [IlepBUHHUM MexaHi3MOM HOro fil €
IpUrHideHHs rpubKoBoro 14 anbda-1aHOCTePOsI-IeMEeTUIIOBAHHS, 0TI0CEPEOKOBAaHOT0 IUTOXPOMOM
P450, mo € HeBin'eMHUM eTanoM 6i0CUHTE3y IPUOKOBOT0 eprocTepoiy. Akymynsuis 14 anbda-MeTusn-
CTEPOJIiB KOPEJTIOE 3 TIOMasIbIIO0 BTPATOI0 eprocTeposly MeMOpaHoo IpubKOBOL KIIiTHHY Ta MOXKe
BifmoBigaTH 3a MPOTUTPUOKOBY aKTUBHICTh (Pr1yKoHa305y. ®nyKoHa30J € OiNIbIl CEIEKTUBHUM 10



rpubkKoBux (hepMeHTiB iuToxpoMmy P450, HixK [0 pi3HUX cucTeM pepMeHTiB nuToxpoMy P450 ccasis.

3acTocyBaHHS (QIyKOHa305y B f03i 50 Mr Ha go0y npoTAroM 28 [HiB He BIJIMBA€E Ha PiBEHb
TECTOCTEPOHY B IIJTa3Mi KPOBi ¥ 40JIOBiKiB a00 Ha piBeHb €HOOTEHHUX CTEPOIIiB y XKiHOK
pemnpoayKTuBHOro Biky. ®mykoHa3on y 1o3i 200-400 mr Ha moby He MPOSIBISIE KITiHIYHO 3HAYYILIOTO
BIIJIUBY Ha PiBeHb €HAOT€HHUX CTEPOiNiB a0 Ha BigMOBib Ha CTUMYIISIII0 aAPEHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3mopoBux moOPOBOJIBLIiB YOI0BiUOl CTATI.

HocmigXeHHsT B3aEMO{Iil 3 aHTUIMIIPUHOM IIPOAEMOHCTPYBAJO, 110 3aCTOCyBaHHS 50 Mr QyIyKOHa30/1y
pa3oBo abo 6araTopa3oBo He BIJIMBA€E Ha MeTabo0Ii3M aHTUIIIPUHY.

YyTnusicTs in vitro.

®nykoHa30: in Vitro eMOHCTPYE MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO KJTIHIYHO MOIIMPEHUX BUMIB
Candida, (Bkmouatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata neMOHCTPy€ 3HUXKEHY
YyTHUBICTh [0 GyKoHa3omy, a C. krusei ta C. auris € CTiUKAMU [0 GryKoHa301y. MiHiManbHi
inribyroui KoHIIEHTpallil Ta emigeMionoriyne nmoporose 3HayeHHs 3rinHo EUCAST (ECOFF) gna
dbmykoHa3ony ctocoBHO C. guilliermondii Bumii, HixK cTocoBHO C. albicans.

Takox (rykoHa30:7 in vitro HEMOHCTPY€E aKTUBHICTD IK IPOTU Cryptococcus
neoformans ta Cryptococcus gattii, Tak i IpOTH eHAEeMiYHUX ITiCHABUX IpubiB Blastomices
dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’s130K (hapMaKOKIiHETUUHUX i hapMaKOOUHAMIUHUX BJIaCTUBOCTEH.

BigmoBigHO [0 pe3ysbTaTiB OOCIIIIXKEHD Ha TBapUHaX, ICHYE KOPeJIALia MiX MIHIMalIbHOK
inribyrouoto KouuenTpauieio (MIK) Ta ebeKTUBHICTIO MPOTH eKCIIePUMEHTAIbHUX MOMEeeN MiK03iB,
cupuyrHeHux Bugamu Candida. BiinmoBigHO 00 pe3ynbTaTiB KIiHIYHUX OOCIIOXKEHb, iCHyE TiHiHa
3anexHicTh Mizk AUC Ta go3oro ¢piaykoHasdony (mpubnusno 1:1). Takox icHye npsMui, ane
HeJ0CTaTHiii 3B’5130K Mixk AUC ab0 103010 Ta MO3UTHBHOIO K/TiHIYHOIO BiIIIOBIANIO Ha JIiKyBaHHS
Opa/IbHOT0 KaHAKU03y Ta MEHIIO0 Mipoio - KaHAuAeMil. AHAJIOTiYHO NiKyBaHHS iH(DeKIIiii,
CIpUYMHEHUX IMITaMaMy, 10 SKUX (PIyKOHa30J AeEMOHCTPYE BUCOKy MIK, € MeHII 3af0BiTbHUM.

MexaHi3M pe3uCTEeHTHOCTI.

Mikpoopraniamu pony Candida [eMOHCTPYIOTh YUCEJIbHI MeXaHi3MU PE3UCTEHTHOCTI OO a30JIbHUX
npoTUurpruOKoBux 3acobiB. ®ykoHa307 feMoHCTPYe BucoKy MIK mpoTu mramiB rpubiB, SKi MaloTh
onuH abo Oibllle MeXaHi3MiB PE3UCTEHTHOCTI, IIJ0 HETaTUBHO BIIJINBA€E Ha e(h)eKTUBHICTE in vivo Ta B
KJIIHIYHIA TPaKTHULI.

Y 3a3Buuan uyTnuBux BupiB Candida Hal4acTilllUM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B IKOMY
3amisiHi 1inboBi pepMeHTH a3071iB, BifnoBifanbHi 3a 6i0CMHTE3 €ProcTepoy. Pe3uCTEHTHICTL MOXKe
Oyt 00yMOBJIeHA MyTallisiMU, IIOCUJIEHHIM IIPOAYKLii hepMeHTy, MeXaHi3MaMu e(IIIOKCy IIpenapary
a00 PO3BUTKOM KOMIIEHCATOPHUX IIJISXIB.

[ToBimomnsanu npo cynepindexnil Candida spp., cnpudrHeHi iHmuMy, HiX C. albicans Bugamu, 1o
4YacTo MaloTh 3HUKeHY uyTnuBicTs (C. glabrata) abo € criiikumu (Hanpukiap, C. krusei, C. auris) mo
bnykoHa3ony. [ NiKyBaHHS TaKWUX iHQEKIIiH CIifl 3aCTOCOBYBaTH albTEPHATUBHI IPOTUTPHOKOBI
3acobu. MexaHi3MHM Pe3UCTEHTHOCTI IIle He [0 KiHIIS BUBYEHi B MesIKUX MPUPOHIHO cTiikux (C. krusei)
a6o HoBUX (C. auris) BumaiB Candida.

KonTponsHi Touku EUCAST (E€BponeicbKOro KOMITETY 3 HOCHIIXKEHb YYTIUBOCTI 00 aHTUMIKPOOHUX
3aco0iB).


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

Basyounck Ha fOCTigXKeHHi hapMaKoKiHeTUUHNX/(hapMaKOgUHaMIYHUX OaHUX, YYTIUBOCTI in vitro Ta
KJTiHiYHOI BifgmoBifmi, 6y0 BU3HaYeHO KOHTPOJIbHI TOYKY IS HIIYKOHA30Iy [AJIs MiKPOOpraHi3MiB pomy

Candida. (Cynposigau# po3’sicHioBanbHuM foKyMeHT EUCAST mna daykoHasony (2020) - Bepcis 3;
€BpoMNeNChKUY KOMITET i3 IOCTiIKeHb YYTINBOCTI 10 aHTUMiIKPOOHUX 3ac00iB, [TpoTUTPpHUOKOBI

3aco6u, Tabnuili KOHTPOILHUX TOYOK s iHnTepnperanii MIK, Bepcis 10.0, HaByB YUHHOCTI
04.02.2020 p.). Bouu Oynu po3mnofineHi Ha KOHTPOJIbHI TOYKH, 1[0 He IIOB’sI3aHi 3 IIEBHUM BUAOM, TKi

0iNbI1I0I0 MipOI0 BU3HAYAIUCS Ha OCHOBI (hapMaKOKiHeTUYHUX/HDapMaKOOUHAMIYHUX OAaHUX i He
3ajexaTh Biff PO3MOMily Ha IIE€BHI BUAM 3a MiHiMalbHOIO iHTiOyI040I0 KOHIIEHTPAlli€l0, Ta Ha
KOHTPOJIbHI TOUKH, TIOB’SI3aHi 3 IEBHUM BHU[IOM, 1[0 Ha4acCTillle aCOLi0I0ThCA 3 iHDEKIiAMHU y
moauHy. 11i KOHTPOIbHI TOUYKY HaBeIeHO HUXKYE.

ITpomuepubxosull KoHmpoabHI mo4Ku, nog’A3aHi 3 KoHmpoavHi
3acib nesHum gudom S < /R > y me/n mouku, He
noe’s13ami 3

nesHum suoom’
S</R>ywme/n
Candida Candida  Candida Candida Candida Candida
albicans dubliniensisglabrata krusei  parapsilosistropicals

®nykoHazon 2/4 2/4 0,001*/16-- 2/4 2/4 2/4
S = 4yTnuBuY;
R = pe3ucTeHTHUL;

a - KOHTPOJIbHI TOYKH, 1110 He TI0B’sI3aHi 3 TeBHUM BUOM, SKi Gi/IbII0I0 Mipoio BU3HaYaIuCs Ha OCHOBI
(dhapmakoKiHeTHYHOI/(papMaKoguHaMidHOl iHpopMallil ¥ He 3a/lexaTh Bifl pO3MOAiNLY Ha IIeBHi BUAU 3a
MiHiMabHOIO iHTi6yI040I0 KOHIIeHTpallielo. BoHU JOCTifXKyBanuch IKile y MiKpOOpraHi3MiB, y SKUX
He iCHy€ crenu(pigHol KOHTPOILHOI TOYKHY;

- DOCTIiAKEHHS YyTINBOCTI HE PEKOMEH0BaHi, OCKIJIbKY I1el BUJ] He € METOI0 JIiKapChKOl Teparrii;

* Vci noka3uuku C. glabrata B xkateropii I. MIK npotu C. glabrata cnif o1iHIOBaTH SIK Pe3UCTEHTHI,
KOJIM BOHM IepeBuIlyioTh 16 mr/n. Kateropia gwytnusocTi (< 0,001 Mr/in) BUKOPHUCTOBYETHCS JIUILIE
[ 3ano0iraHHs MOMIIKOBOI Kiacudikarnil mramis | gk mramis S. | - 4yTIuBui 3a yMOBH
IiABUINEHOI eKCIO3K1il: MiIKpOOpTraHi3M HaJIeXKUTh 00 KaTeropili «4yTIUBUAY 3a YMOBU IiABUIEHO]
€KCIIO3UIIil» y pa3i, KoM iCHy€e BUCOKa UMOBIPHICTh TE€PAeBTUYHOTO YCIiXy, OCKIJIBKM €KCIO3UIis
npernapary Oysa 36inmbIleHa 3a paXyHOK KOPEKIIil pexkuMy Ho3yBaHHS abo #oro KOHIeHTpalii y
BOTHUIII iHDEKIIil.

dapmaxkoKiHemuxka.

dapMaKOKiHEeTHYHI BIacTUBOCTI GJIYKOHA30Iy € MONIOHUMHU IIPY BHYTPIITHLOBEHHOMY i
IIepopaJibHOMY 3aCTOCYBaHHI.

AGcopOrris.

®nykoHa3on fo6pe BCMOKTYEThCS IIPU ITepopabHOMY 3aCTOCYBaHHi, a piBeHb IpenapaTy B IIa3Mi
KPOBi ¥ cucTeMHa 6iomocTynHicTh nepeBuinyioTh 90 % piBHSA (QIyKOHA30Ty B M1a3Mi KPOBi, 1110
[OCSATAETHCS NIPYU BHYTPIITHEOBEHHOMY BBe[leHH]I nIpenapaTy. OgHO4YacHe BXKHMBaHHS 1XKi He BIIJIUBa€
Ha BCMOKTYBaHHS IIpenapaTy P M0To IlepopalbHOMY 3acToCyBaHHi. [1ikoBa KOHLIEHTpallis y Iy1a3Mi



KpOBi gocaraetbcs yepes 0,5-1,5 rogunu micas npurioMy IpenaparTy HaTiecepile. KoHIeHTpallis
Ipernapary B IIJIa3Mi KpOBi mpornopiiiHa Ao3i. PiBHoBaxkHa 90 % KOHIIeHTpallid 4oCcAraeThCs Ha 4-5-1
meHb mpu 6araTopa3oBOMY 3aCTOCYBaHHI OIMH pa3 Ha no0y abo Ha APYTruil IeHb TiKyBaHHS MIpU
3aCTOCYBaHHI y IepIui [eHb HaBaHTaXyBaIbHOI J03H, 10 BABiUi TepeBHUIIy€e 3BUUalHy 060BY 0O3Y.

Posmomin.

00’em posmnopiny mpubIu3HO OOPIBHIOE 3aralbHOMY BMICTY pifMHU B OpraHi3Mi. 3B’si3yBaHHS 3
Oinkamu mra3Mu KpoBi Hu3bKe (11-12 %).

®nykona3on mobpe MIPOHUKAE B YCi HOCIiAKyBaHi piguHu opraHi3my. PiBeHb QIyKOHA307y B C/IMHI Ta
MOKPOTHHHI € MOiOHMM [0 KOHIIEHTpallil IperapaTy B IJ1a3Mi KPoBi. Y mallieHTiB, XBOPUX Ha
rpubKOBUYM MEHIHTIT, piBeHb QIIYKOHA30Jy B CIMHHOMO3KOBI# piguHi gocsirae 80 % KoHIeHTpallil y
I1J1a3Mi KPOB.

Bucoki KoHIleHTpallil (hIyKoHa301y B IIKipi, 1110 TePeBUIYI0Th CUPOBATKOBI, IOCATAIOTHCS B
porosoMy Iapi, emnigepMici, epmi Ta 1moTi. ®JIyKOHAa30JI HAKONIUYYETHCA B POrOBOMY IIIapi.

[Tpu 3actocyBaHnHi go3u 50 Mr 1 pa3 Ha goOy KOHIeHTpalis GIyKoHa30iy micisa 12 gHiB niKyBaHHS
CTaHOBUJIa 73 MKT/T, a Yepe3 7 OHIB MiC/Is 3aBepIIeHHS JIiIKyBaHHS KOHIIEHTpAIlid BCe Ille CTaHOBUJIa
5,8 Mkr/r. TIpu 3acTocyBanHi fo3u 150 Mr 1 pa3 Ha TUXKAEHb KOHLIEHTPalid GIyKoHa301y Ha 7-

!l IeHb JTiKyBaHHS CTaHOBUNA 23,4 MKT/T; Yepe3 7 OHIB MiC/Ig 3aCTOCYBaHHS HACTYIIHOL JO3U
KOHIIEHTpPAIlisl BCe Ie CTaHOoBuia 7,1 MKT/T.

KonmenTpanis GpnykoHa3omy B HIrTax micns 4 MmicsniB 3acTocyBaHHs 150 Mr 1 pa3 Ha TUXIOEeHb
craHoBuia 4,05 MKI/T y 3M0poBUx H0OpPOBOJIBIIB Ta 1,8 MKT/T Ipu 3aXBOPIOBAHHSX HITTiB;
GbnyKoHa30J1 BU3HaYaBCs Y 3pa3Kax HirtiB uepes 6 MicAIliB micis 3aBeplleHHS Teparil.

BbioTpancdopmarris.

®nykoHa3om MeTabomi3yeThCsl He3HAYHOI0 Mipoto. [Ipu BBeieHHi 103U, MiueHOl pagioaKTUBHUMHU
izoTonmamu, nuie 11 % ¢GpnayKoHa307y eKCKPETYEThCA 3 Cedelo y 3MiHeHOMY BUTIAmi. OIyKoHa301
€ momipHuM iHri6itopom izopepmenTiB CYP2C9 ta CYP3A4, a TaK0XK MOTYKHUM iHTiGiTOpOM
i3opepmenty CYP2C19.

BuBeneHHs.

[Nepion HamiBBHUBemeHHS GIYKOHA30Ty i3 MMJIa3MU KPOBi CTaHOBUTH 61u3bK0 30 roguH. binbina
YyaCTHHAa NpenapaTy BUBOAUTLCA HUPKaMu, mpudoMy 80 % 3acTOCOBaHOL [O3U BUSABISIETHCS y Cedi B
He3MiHeHOMY cTaHi. KiipeHc ¢yKoHa30y IpONoOpLIiiHuY 10 KIipeHcy KpeaTuHiHy. LIUpKymo0dux
MeTaboJTiTiB HE BUSBIIEHO.

TpuBanuii nepion HamiBBUBEOEeHHS IIpenapaTy 3 IJla3MHU KPOBi Jla€ MOXKJIUBICTH pa30BOr0
3aCTOCYBaHHS IIpeliapaTy [IpU BariHaJbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaty 1 pa3 Ha
TUXK[EHb [IPU IHIUX [TI0Ka3aHHAX.

dapMakoKiHeTHKa IPU HOPVIIeHH] QVHKIII HUPOK.

Y mali€eHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOT0 CTyIeHs (IIBUAKICTh KIyOO4YKOBO1 (inbTpartiil

< 20 mn/xB) nepion HamiBBUBeneHHS 30inbiyeThest Big 30 mo 98 rogun. Tomy 11it KaTeropii mauieHTiB
HeoOXiTHO 3MEHIIUTH 003y GIyKoHa3omy. ®IyKoHA30J1 BUAAISETHCS IIUITXOM IreMofiani3y, Ta
MEHILIOK MipOI0 - LIJITXOM IIePUTOHeaIbHOr0 Aianidy. CeaHC remMofiai3y TPUBaIICTIO 3 TOOUHU
3HUKYE PiBeHb PIIyKOHA30Y Yy M1a3Mi KpoBi mpubnusHo Ha 50 %.



dapMaKOKiHETHKA P JIaKTallii.

KonnenTpaunii ¢pyKoHa30/1y B IJIa3Mi i MaTePUHCHKOMY MOJIOLIi BIIPOOBK 48 roguH MMicisg IPUHOMY
O[IHOPa30Boi 7o3u 150 Mr oliHIOBaNM Iif Yac papMaKOKiHETUYHOTO OOCHiIXKEHHS 3a YYacTIO OeCATH
XKIHOK Yy mepiofii nakTarllii, sKi TUM4acoBo ab0 MOCTIHO MPUNIUHUIN TOTYBaTH CBOIX HEMOBJISAT
rpynnoo. Y MaTepruHCbKOMY MOJIOI (GIyKOHA30 1 BUSBUIIN Y CepenHill KoHIeHTpallil mpubnu3Ho 98 %
Bif Ti€l, 110 BiA3HA4YasM y mia3Mi MaTepi. Yepes 5,2 roAuHY MiC/IsA NPUNOMY J03U CepefqHs MiKoBa
KOHIIEHTPaIlis B MaTePUHCHKOMY MOJIOIi cTaHOBUAa 2,61 Mr/n. [Jo6oBa fo3a (HIyKOHA30Iy, OTpUMaHa
HEMOBJISIM i3 MaTEPUHCHKOTO MOJIOKA (SIKII0 MPUUHSITH CEPENHE CIIOXKUBAHHS MOJIOKa 3a

150 mn/kr/mo6y), po3paxoBaHa Ha OCHOBi CepemHbOI IMiKOBOI KOHIIEHTPAIIl B MOJIOII, 1110 JOPiBHIOE
0,39 mr/kr/mo0y, cranoBuTh pubnu3Ho 40 % Big 1031, peKOMEHI0BaHOI HOBOHAPOXKEHUM (BiKOM

< 2 TuxHiB), a6o 13 % Bim g03u, peKOMEHI0OBAHOI HEMOBJIATAM 15 JIIKyBaHHS KaHOUM03Y CIIM30BUX
000JIOHOK.

dapMakKOKiHETHKA YV TiTEH.

dapMaKOKiHeTHYHI TapaMeTpu y AiTed Oyiu oLiHeHi y 5 HOCTigXKeHHSIX: 2 HOCTigXKeHHS Pa30BOTro
3aCTOCYBaHHS, 2 [OCHiIXKeHHSI 0araTopa3oBOT0 3aCTOCYBaHHS Ta 1 HOCIigKeHHS HEJOHOIIeHUX
HOBOHapomXkeHuX. [licnsa BBemeHHS 2-8 MI/KT (JIyKOHA30Jy AiTAM BiKOM Bif 9 micsiB 7o 15 pokis
6yB BugBneHui nokasHuk AUC 6n1u3bko 38 mrr*rog/mn Ha 1 Mr/Kr go3u. Ilicis 6araTopa3oBoro
3aCTOCYBaHHS CepefHill mepiof HamiBBUBeIeHHS (PIyKOHA30JTy 3 IJIa3MU KOJIMBaBCA MixX 15 Ta

18 roguHam#u, a 06’eM po3mominy ctaHoBUB mpubau3Ho 880 My/Kr. Binbln TpuBamuil mepioxn
HalliBBMBeeHHS (HIyKOHA30J1y 3 IJIa3MU KPOBi CTAHOBUB NPUONIU3HO 24 roguHu Ta OyB BUSBIEHUN
icJIsT BBEIEHHS Pa30Boil Mo3u. Llel MoKa3HUK € MOPIiBHIHHUM i3 IePioloM HalliBBUBEIEHHS
(bITyKOHa3011y 3 IIJla3MHU KPOBI IiCJIs pa30BOr0 3aCTOCYBaHHSA J03U 3 MI/KI BHYTPIITHBOBEHHO HiTSAM
BikoM Bif 11 mHiB mo 11 micsiiB. O6’eM po3MOMiny B 1iX BiKOBiif rpyIi cTaHOBUB 6/113bK0 950 MII/KT.

Iocgin 3acTocyBaHHS (IyKOHA30Jly HOBOHAPOAXKEHUM 00MeXKYETHCS hapMaKOKiHETHYHUMU
OOCIiIXKeHHAMY 12 HeIOHOIIEHUX [iTeH i3 TepMiHOM recTailil npubnu3uo 28 TuxkHiB. CepenHii BiK
OUTHHY IIPU BBEIEHHI IepIol 03U CTaHOBUB 24 roguHu (miana3oH 9-36 roguH), cepegHs Maca Tina
Ipy HapopxkeHHi ctraHoBuma 0,9 kr (miama3on 0,75-1,10 kr). MakcumMyM 5 BHYTPIIIHBOBEHHUX

iH’ €KUY QIyKOHA30/y B [03i 6 MI/KT BBOOUIU KOXKHIi 72 roguHu. CepenHil nepiof HaliBBUBEAEHHS
CTaHOBUB 74 ropunu (44-185) y nepmuy geHsb, noTiM 3MeHmuBCA 0o 53 rogus (30-131) Ha 7-i meHb
Ta 10 47 (27-68) Ha 13-1 meHs. [1noma nig kpusor (MKr*roa/mi) ctanosuna 271 (173-385) y nepmmu
mensb, 30inmbimyBanacs mo 490 (292-734) Ha 7-i geHb, moTiM 3MeHmuaacs go 360 (167-566) Ha 13-

i nenb. O6’eM po3nominy (mi/kr) ctanoBuB 1183 (1070-1470) y nepiuii ness, 36inbimyBaBcs mo 1184
(510-2130) Ha 7- meub Ta mo 1328 (1040-1680) Ha 13- meHb BigIOBITHO.

dapmMakKOKiHETHKA Y Malli€HTiB JITHbOTO BIKY.

dapMaKOKiHETUYHE JOCIiAKEeHHs IIPOBOAWIM 3a YYacTIo 22 MalieHTiB (BiKOM Bifl 65 pOKiB), sKi
3actocoByBanu 50 Mr ¢rykoHa301y nepopanbHo. 10 mamieHTiB 0qHOYAaCHO 3aCTOCOBYBAJIM [iyPETUKH.
C.,.x CTaHOBHUJIA 1,54 MKI/MI Ta gocsAranacs IpoTAroM 1,3 TOOMHY MiC/Is 3aCTOCYBaHHS (HIIyKOHA30IY.
Cepepns AUC cranoBuna 76,4+20,3 mrr*roa/min. CepenHiii mepiop HamiBBuBefeHHS 46,2 rogunu. Li
bapMakoKiHETUYHI TOKA3HUKY € BUILIUMU MOPIiBHSHO i3 aHAJIOTIYHUMU Y 30OPOBUX NOOPOBOJIBIIIB
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 Buriafi (0-24 roguny, 22 %), Ta HUPKOBUM KJlipeHC gykoHa3omy (0,124 Mi/XB/KT) y
Tali€HTIB [aHOl BiKOBOI Ipymny Oy/Iy HUKYKMMU, HiXK aHAJIOTi4HI TOKA3HUKHU Y MOJIOMIINX
no6poBobiliB. ToMy 3MiHM papMaKOKiHETHKY Y MAI[iEHTIB JTITHHOTO BiKy OUeBUOHO 3a/ieXKaTh Bif
IapaMeTpiB QPyHKIi HUPOK.



KrinigHi XxapaKTepHCTHKH.
Iloka3zanus.

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

- KPUIITOKOKOBUY MEHIHTIT (OUB. po3min «OcobIUBOCTi 3aCTOCYBaHHS»);
- KOKIMIioimo3 (ouB. po3min «Oco0MuBOCTi 3aCTOCYBaHHS »);
- iHBa3UBHi KaHIUI03H;

- KaH[U03M CIU30BUX 000JI0OHOK, BKJII0OUAI0YM KaHOUA03 POTOTJIOTKY Ta KaHAU03 CTPABOXOMY;
KaHOUOYPisl, XpPOHIYHUN KaHAUO03 IKIiPHU i CTU30BUX 000IOHOK;

- XpOHIYHUY aTpo(iuHNM KaHAUI03 POTOBOI MOPOXKHUHY (KaHAUA03, CIPUYNHEHNN BUKOPUCTaHHIM
3yOHUX IIPOTE3iB) IPU HEe(EeKTHUBHOCTI IirieHN POTOBOI MOPOXKHMHYU ab0 MiCIleBOl Teparii;

- BariHaJIbHUM KaHOUO03, TOCTPUM UM PEIMOVMBHUM, KOIM MiCIleBa Tepallis He € OOILiIbHOIO;
- KaHOUOO3HUY 0aslaHiT, KOIU MiclieBa Tepallis He € HOLiTbHOIO;

- IepMaTOMiKO3H, BKIII0Yal04y MiK03 CTOII, MiK03 I'JIafieHbKOl MIKipH, ITaXOBUHM OepMaTOMiKO03;
pisHOOapBHUY NHIlIall Ta KAHAKWOO3HI iHQEKIIi] IKipy, KoMK IT0Ka3aHO 3aCTOCOBYBATU CUCTEMHY
Tepartiio;

- mepMaTO(iTHUYN OHIXOMiK03, KOJIM 3aCTOCYBaHHS iHIIKX JIIKAPCHKUX 3aC00iB HE € JOLITbHUM.
<Dyu1/1c® IIOKa3aHU 71 NPoQiTakKTUKN TaKUX 3aXBOPIOBAHb Y JOPOCIIHX SK:
- PELUAUB KPUIITOKOKOBOTO MEHIHTITY y IAL[i€HTIB i3 BUCOKUM PU3UKOM MOT0 PO3BUTKY;

- PeluauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOAy y MalieHTiB 3 BIJI 3 BUCOKMM PU3UKOM MOT0
PO3BUTKY;

- IJIs1 3HUKEHHS YaCTOTH PelUOUBIB BariHaabHOT0 KaHAUI03Y (4 abo Ginbllle BUMTaIKU Ha PikK);

- npodinakTUKa KaHAUOO3HUX iH(EKIIiN y MaI[i€HTiB i3 TPUBaIO HEUTPOIEHI€I0 (HanpuKiaf,
NaLieHTH 3i 37T0SIKICHUMY 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTeparito, abo malieHT npu
TPaHCIUIaHTallill TeMOMIOEeTUYHUX CTOBOYPOBUX KIiTHH) (OUB. po3min «®apMaKoiIoTiyHi BIaCTUBOCT.
dapmakoguHaMiKa»).

iTH.

d)yunc@ MOKa3aHUM OiTIM IJIS JIiKyBaHHS KaHOAUI03iB CIIM30BUX 000JI0HOK (KAHOUI03 POTOTTIOTKH,
KaHJIU03 CTPaBOXOMY), iHBA3UBHUX KaHAXW031B, KPUIITOKOKOBOTO MEHIHTITY Ta AJis NPO(diTaKTUKU
KaHOUO03HUX iH(QEKIiN ¥ MallieHTiB 31 3HUKEHUM iMyHiTeTOM. [IpenmapaT MoXKHa 3aCTOCOBYBATH SIK
NigTPUMyBa/IbHY Tepaliio Ajis IonepenXKeHHs PeIUIuBY KpUIITOKOKOBOT'O MEHIHTITY y AiTel i3
BHCOKUM PU3UKOM HOTO PO3BUTKY (OUB. po3Tin «OcoOIMBOCTI 3aCTOCYBaHHT»).

3acToCOBYBaTH JIiKapChKuii 3acib y ¢popMi TabIeToK I1iit KaTeropii maiieHTiB MOXKHa TOAi, KOMU [iTH



3maTHi 6€3MeYHO MPOKOBTHYTH TAa0NeTKy, 110 3a3BUYall € MOXK/IMBUM Y Billi Big 5 POKiB.

Tepamito npenapaToM ®yruc® MoXKHa PO3NOYMHATH [0 OTPUMAHHS Pe3y/bTaTiB KylIbTypaabHUX Ta
iHmux nabopaTopHUX OOCTiAKeHb; OOHAK ITiC/Ig OTPUMaHHS Pe3y/bTaTiB MPOTUIHPEKIIINHY Tepalliio
NIOTPiOHO CKOPUTYBATH BiAMOBITHUM YUHOM.

IIpomunoka3aHHs.

- T'inepuyTnuBicTh 70 QIyKOHA30JTy, iHIINX a30IbHUX CIIOIYK a00 00 OyOb-SKO1 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 pe3ybTaTaMy JOCIiIXKEHHS
B3aemMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (QIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3ac00iB, II10 MTOIOBKYIOThH iHTEpPBA
QT ta meTabomnizyoTbcs 3a gonoMoroio ¢hepmenty CYP3A4 (Hanpukiap, U3anpumy, acTeMi3omny,
niMo3uAy, XiHiTUHY Ta epPUTPOMILMHY), AUB. po3ainu «Oco6IMBOCTI 3aCTOCYBaHHI» Ta «B3aeMofis 3
iHIMU TiKapChbKUMU 3aco0aMy Ta iHIIT BUOW B3aEMOMIIN».

B3aemodin 3 inwumu nikapcbkumu 3acodamu ma iHwi eudu e3aemoditi.

HpomunonasaHe C}ZMiCHe 3dCMOCyBAdHHA _d)JI)ZKOHGSOfl Yy mad Huic4Yye3d3HayeHux ﬂiKGQCbKUX 3acobis.

Lusanpuo: mMOBiMOMIISIIM IIPO PO3BUTOK MOOIYHMX peakiiiii 3 60Ky ceplisd, y TOMY YHUCII IIpo
IIapOKCU3MaJIbHY LIUIYHOUYKOBY TaxiKaphiio TUIY «IIipyeT» y Ialli€HTiB, AKi ODHOYaCHO 3aCTOCOBYBAJIU
bnykoHa3o0n Ta nu3anpup. OgHodyacHe 3actocyBanHsS 200 Mr ¢prykoHasony 1 pa3 Ha moby Ta 20 mMr
u3anpupny 4 pasu Ha fo0y IPHU3BOAUIIO 10 3HAYHOTO MiBUIIEHHS PiBHS IIU3ANpPUy V IIa3Mi KPoBi
Ta 00 noposxkeHHd iHTepBany QT. OgHouacHe 3aCTOCYBaHHS (IIYKOHA30Iy Ta HU3alpULy
IIPOTUIIOKa3aHe (OuB. po3nin «IIpoTunoka3aHHg»).

TepgeHaOuH: yepe3 BUMIaAKU PO3BUTKY TAXKKUX CEPLIEBUX apUTMill, CHPUUYNHEHUX [T040BXKEHHIM
intepBany QTc, y nauieHTiB, sIKi 3aCTOCOBYIOTh a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3ac001 OMHOYACHO
3 TepdenaguHoM, OyIu MPOBENeH] JOCTioXKeHHS B3aeMOIil 11X npemnapariB. [Ipu 3acTocyBaHHi
bnykonazony y no3i 200 Mr Ha mo6y He Oyy10 BUSIBIIEHO MTOAOBXKeHHS inTepBany QTc. ITpu
3acTocyBaHHi prrykoHa3omny B go3ax 400 Mr Ha mo6y abo BuIlle 3HAYHO IMigBHUIIYE PiBEHb
TeppeHaguHy B IIJIa3Mi KPOBi IIPK OMHOYACHOMY 3aCTOCYBaHHI IIUX npenapartiB. CyMicHe
3acTocyBaHHS (rIyKoHa301y B fo3ax 400 Mr abo Buille 3 TepheHaAHOM NIPOTUIIOKAa3aHe (OUB. PO3Min
«[Iporunoka3anHs»). [Ipu 3acTocyBanHi GykKoHa30my B go3ax Huxk4e 400 Mr Ha mo6y OmHOYACHO 3
TepeHaguHOM CIif IPOBOJUTH PETEIbHUY MOHITOPUHT CTaHY Malli€HTa.

Acmemi30.: CyMiCHe 3aCTOCyBaHHS (DJIyKOHA30/1y Ta aCTeMi30JIy MOXKe 3MEHIINTH KITipeHC
acteMizony. Cupu4ynHeHe UM IiABUIIEHHS KOHI[EHTPAIll aCTeMi30Ty B IJIa3Mi KPOBi MOXe
IIPHU3BECTH 10 NTOAoBKeHHd iHTepBany QT Ta y pigKiCHUX BUIIafiKaX - A0 TapOKCU3MaIbHOL
IIJTYHOYKOBOI Taxikappil Tumy «mipyet». OgHO4YacHe 3aCTOCYyBaHHS (IYKOHA30Jy Ta aCTEMi30Iy
IIPOTUIIOKa3aHe (OuB. po3min «IIpoTunoka3aHHI»).

ITimo3u0: omHOYACHE 3aCTOCYyBaHHS (DIIyKOHA30/Iy 3 MiMO3UIOM MOXKe IIPU3BECTH [0 iHTiOyBaHHS
MeTabomi3My MiMO3uAYy, X04a BiATIOBITHUX OOCIigXKeHb in vitro Ta in vivo He ipoBopuiny. [ligBuiieHa



KOHIIeHTpAallis MMO3HUY Yy MIa3Mi KpoBi MOXKe IIPU3BECTH A0 NOJ0BKeHHS iHTepBany QT Ta B
pigKicHUX BUIlafKaX OO MapOKCH3MaJIbHOI IMIIYHOYKOBOI TaxXikappil Tuny «mipyet». OgHO4YacHe
3aCTOCyBaHHS (DIIYKOHA30JIy 3 MIMO3UIOM IPOTUIIOKAa3aHe (IUB. po3pin «IIpoTunoka3aHHg»).

XiHIOUH: OmHOYaCHE 3aCTOCYBaHHS (HIIYKOHA30Jy Ta XiHiIMHY MOXKe MPU3BOAUTH [0 iHTiOyBaHHS
MeTabomi3My XiHiquHY, X04a BifMOBIHHUX HOCTiAXKEHb in Vitro Ta in vivo He IPOBOIUIIH.
3acTocyBaHHS XiHimuHY Oy710 OB A3aHe 3 MOAoBXKeHHSIM iHTepBany QT Ta B pigKicHUX BHIMIafKax
- TAPOKCH3MaJIbHOIO IIYHOYKOBOI TaxiKapAi€w TUly «mipyer». OfgHOYacHe 3aCTOCYBaHHSA
GbIyKoHa3011y 3 XiHIAMHOM MPOTUIIOKa3aHe (OuB. po3hin «I[IpoTUIOKa3aHHSI»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYyBaHHS (PIyKOHA30Jly 3 EpUTPOMILIMHOM MOXKe IIPU3BOTUTHU [0
IiABUINIEHHS PU3UKY KapAiOTOKCUYHOCTI (mofoBKeHH iHTepBany QT Ta mapokcu3MasnbHOI
IIJTyHOYKOBOI TaXikKappil TUIY «IipyeT») Ta, K HACHi0K, O PalTOBOl KOPOHAPHOI CMEPTI.
OpHOYacHe 3aCTOCYBaHHS (PIIYKOHA30Jy Ta €ePUTPOMIIIMHY IIPOTUIIOKa3aHe (IUB. PO3MIin
«ITpoTUTIOKa3aHHS»).

He QQKOMQH@)ZGmbCﬂ 00HOYdCHe 3dCMOCYyBAdHHA _d)/l)ZKOHGSOJZy Ma HUMCYe3d3HAYeHUX AIKAPCbKUX

3acobis.

T'anopaHmpuH: GIyKOHA30JI MOXKe CIPUYMHUTH MiBUIIEHHS KOHIeHTpallil rano@aHTpuHy B I1a3Mi
KpOBi 3a paxyHOK npurHiuenus CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIUX JIiIKapChKUX 3ac00iB
IOTEHIIINHO MOXKe IIPU3BOAUTH [0 IiABUIIEHHSA PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (IOAOBKEHHS
inTepsany QT, nmapokcu3ManbHa MUIYHOYKOBa TaxXiKapAis TUILY «IIipyeT») Ta, K HACIINOK, 10
pamnToBoi cepiieBoi cMepTi. Tpeba yHUKATH 3aCTOCYBaHHS KOMOiHAIIil ITMX JTiKapchKuX 3aco0iB (OUB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

CyMmicHe 3acmocy8aHHA (QAYKOHA304Y Md HUMCYe3d3HAYeHUX NiKAPCbKUX 3dcobie sumazae
obepedicHOCMI.

AMiodapoH: ogHOYaCHE 3aCTOCYBaHHS (JIyKOHA30Jy 3 aMiofapOHOM MOXKe IIPU3BECTH 0
nopoBxkeHHs iHTepBany QT. [Ipu HeoOXimHOCTI CymMicHOTO 3acTOCyBaHHS (HIIYKOHA30IIy Ta aMiogapoHy
HeoOXiTHO MoTpUMYyBaTHCS 00epPeKHOCTI, 0COOIMBO MTPH 3aCTOCYBAaHHI (IYKOHA30JTy V BUCOKUX [103aX
(800 mr).

CymicHe 3acmocyeaHHA GaAYyKOHA304yY MA HUHCYe3a3HAYeHUX AiKapCbKux 3acobis aumazae
obepedcHocmi ma Kopu2yeaHHsA 003u.

Bnaug iHwux aikapcbkux 3acobig Ha ¢p1ykoHa304.

KniniyHo 3HauymIoro BuBy Ha abcopOirito ¢pIyKoHa30/Ty Ipu #0ro nepopajbHOMY 3aCTOCYBaHHI He
MalTh OOHOYACHUY MIPUUOM 1XKi, IUMETUANH, aHTAIlUX, a TaKOXK IIPOMeHeBa Teparis yciel minsgHKu
Tiza (Ipu nepecapli KiCTKOBOTO0 MO3KY).

PugpamniyuH: opHOYaCHe 3aCTOCYBaHHS (HhIyKOHA30/y Ta prudaMIinuHy NPU3BOAKIIO N0 3HUKEHHS
AUC =a 25 % Ta ckopouyBaso nepion HamiBBuBeneHHs GiyKoHa3omny Ha 20 %. Tomy nis nalieHTis,
SIKi 3aCTOCOBYIOTH pr(aMIilliH, IOTPIOHO PO3TIAHYTH HOLINBHICTD MifBUIIEHHS 003U (HIyKOHA30Iy.

I'idpoxs1opomia3ud: y mochifxeHHi hapMaKOKiHeTUYHOI B3aEMOfIil omHOYacHe OaraToKpaTHe
3aCTOCyBaHHS TiAPOXJIOPOTia3uay y 3MOPOBUX JOOPOBOJIBILB, SKi OTPUMYBaIu (GIyKOHA307,
IiABUINYBAJIO KOHI[EHTPAIi0 (PIyKOHa301y B m1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3a€MOfil He
BHMaralTh 3MiH y pekuMi 003yBaHHS (DIIyKOHA30Iy AJ1S Malli€HTiB, SKi ODHOYAaCHO OTPUMYOTh
CevoTiHHi 3aco0u.



Bnsus ¢AVKOHA304y HA iIHWI AiKApCbKI 3acobu.

®nykoHa3on € noMmipauM iHriditopom muroxpomy P450 (CYP) isodepmenTy 2C9 Ta 3A4. dnyKoHa301
€ IOTYyXKHUM iHribiTopoM i3odpepmenTy CYP2C19. Ha momaTok J0 CIOCTepeKyBaHUX/HOKYMEHTaIbHO
MigTBepAKEeHUX B3a€MOIiH, 1[0 ONMKUCAaHi HUXKYe, IPU OOJHOYACHOMY 3aCTOCYyBaHHi 3 (GIIyKOHA30JI0M
icHye pU3UK MigBUINEHHS Y MJIa3Mi KPOBi KOHIIEHTPAIIiM iHIIKMX CIIOJNYXK, 110 MeTaboTi3yI0ThCs,
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH Taki KoMOGiHallii mpemnapaTiB moTpidHO 3
00epexkHiCTIO; IpX LIbOMY HeoOXiTHO PeTebHO CIIOCTEpiraT 3a CTAaHOM MallieHTiB. [IpurHiyyBaibHa
mist hryKoHa3omy Ha pepMeHTH 36epiraeTbcs IPoTsaroM 4-5 {id micis Woro 3aCcTOCyBaHHS y 3B'S3KY 3
10r0 TPHBAJIUM MEPiOgOM HalliBBUBEOEHHS (AUB. po3min «[IpoTunokasaHHI»).

AbpouumuHib: hmykonason (iuribitop CYP2C19, 2C9, 3A4) migBuiilyBaB €KCIIO3UIIiI0 aKTHBHOI
yacTuHYU abpouuTuHiOy Ha 155%. ITpu ogHOYACHOMY 3aCTOCYBaHHI i3 GIyKoHA30710M CITif
BiiKOpHUTyBaTH 003y abpouuTHHIOy 3TigHO 3 0ro iHCTPYKIi€lo MO0 TPU3HaYeHHS.

Anb(eHmaHin: ogHOYACHE 3acToCcyBaHHS (yKoHa30my B 703i 400 mr Ta anbheHTaHiny B m03i
20 MKT/KT BHYTPilITHLOBEHHO CYIIPOBOMXKYETHCS JBOKPATHUM 30iTbIIIeHHSIM ITOKa3HUKA

AUC,, (moxnuBo, yepe3 iHrioyBanus CYP3A4). Lle 3ymMoBIioe HeOOXiIHICTh ¥ KOPUTYBaHHi HO3HU
anbQpeHTaHiny.

AmimpunmuiH, HopmpunmuJiH: GpIYKOHA30JI IIOCUJIIOE Ail0 aMiTPUIITUIIIHY Ta HOPTPUIITUIIIHY.
PekoMeHyeThCST BUMIPIOBATH KOHIIEHTPAI] 5-HOPTPUITUIIHY Ta/ab0 S-aMiTpUNTUIIIHY Ha TOYATKY
kKoMOiHOBaHOI Teparii Ta yepe3 1 THXKOeHb micnis ii moyaTky. Y pasi HeoOximHOCTI Tpeba
BIIKOPUTYBaTHU [03Y aMITPUITUIIHY YX HOPTPUIITUIIIHY.

AmpomepuuuH B: ogHOYACHE 3aCTOCYyBaHHS (IIyKOHA30/y Ta aMboTepuiuHy B iHdikoBaHUM MUIIaM
i3 HOpMa/lbHUM IMYHITETOM Ta iH(pIKOBAHMM MHUILIaM 3i 3HUKEHUM iIMYHITETOM IIPU3BEJIO A0 TaKUX
pe3ybTaTiB: HEBENIMKUY afUTUBHUYN MIPOTUTPUOKOBUIL edeKT Npu cucTeMHi iHdektii C. albicans,
BiICYTHICTh B3a€EMO[Iii IpX BHYTPilIHbOYEpenHil iHdekil Cryptococcus neoformans Ta aHTaroHi3mM
[BOX IIpemapaTiB IpU CUCTeMHiN iHbeKIil Aspergillus fumigatus. KiniHiuHe 3HaUYeHHS ITUX
pe3yibTaTiB HEBiTOME.

AHmukoazcyaaHmMu: SK i Ipu 3aCTOCYBaHHI iHINX a30/IbHUX IPOTUTPUOKOBUX 3aC00iB, Ipu
OJHOYACHOMY 3aCTOCYyBaHHI (GIyKOHA30Jly Ta Bap(papuHy IMOBIJOMIISIN IIPO BUIAOKU PO3BUTKY
KPOBOTeY (reMaToMa, HOCOBa KpOBOTeda, MIIyHKOBO-KUIIKOBA KPOBOTEYa, reMaTypis Ta MeJleHa) Ha
TJIi TOOOBKEHHS MPOTPOoMOiHOBOTO Yacy. [Ipy 0IHOYACHOMY 3aCTOCYBaHHi (QIIyKOHA30IIy Ta
Bap(dapuHy crocTepiranocs ABOKpaTHEe IifABUIIEHHS IPOTPOMOIHOBOTO Yacy, iMOBipHO, BHACIILOK
npurHidveHHs MeTabosiaMy Baphapuny depe3 CYP2C9. IToTpi6HO peTenbHO KOHTPOIIOBATH
TPOTPOMOIHOBUY Yac y MallieHTiB, AKi 0MHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYIAHTH ab0
inmaugion. Moxe O6yTu He0OXiTHOIO KOPEKIIiS 03U aHTUKOATYJISHTY.

BeH3o0iaseniHu Kopomkoi 0ii, Hanpukaad, mi0a3oaam, mpuasonam: Ipu3HadyeHHs HIYKOHA30Iy
IiCJIs TepopaIbHOT0 3aCTOCYBaHHS Miga3ojaMy MPU3BOAWIO OO0 3HAYHOTO IMigBUIIEHHS KOHIIEHTpAIlil
Mifga3ojiaMy Ta 4O MOCUJIEHHS IICUXOMOTOPHUX edekTiB. OfMHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30y B
no3i 200 Mr Ta Miga3osamy B [03i 7,5 MI IlepopaibHO Ipu3Bouio fo migsuiieHHs AUC Ta nepiomy
HamiBBUBeMeHHS y 3,7 Ta 2,2 pa3y BiAmoigHo. 3acTocyBaHHS (riyKoHa30my B fo3i 200 mr/moby Ta
0,25 Mr Tpuazonamy nepopanbHO MPu3BoAUIo Ao migsuineHHs AUC Ta nepiogy

HaliBBUBeIeHHs Tpra3onaMy y 4,4 Ta 2,3 pa3y BignosigHo. [Ipu ogHOYacHOMY 3aCTOCYBaHHI
(bTyKOHa30I1y Ta Tpra3ojlaMy CIIOCTepiranaocs MOTEHIIIOBaHHS Ta MIPOJIOHTalis edeKTiB TpHa3oiaMy.

SIKIIO malieHTy, SKUi MPOXOAUTH KYpPC JTiKyBaHHS (IYKOHA30JI0M, TpeOa OIHOYACHO MPHU3HAYUTHU
Teparniio 6eH30ia3eniHaMu, 103y OCTaHHIX MOTPIOHO 3MEHIIUTH Ta BCTAHOBUTH HaJIeXKHUYU HATTISAM 3a



CTAQHOM IIallieHTa.

KapbamaseniH: GnykKoHa30I IPUTHiYye MeTa0o0i3M KapOaMaseliny Ta CIPUYUHSIE MiIBUIIEHHS
piBHa KapbaMaseniny B cupoBaTii KpoBi Ha 30 %. [cHye pu3uK po3BUTKY IIPOSIBiB TOKCUYHOCTI 3 OOKY
kap6ama3zeniny. Moxe 6yTu He0OXiTHMM KOPUTYBAHHS 03K KapOaMaseliHy 3a7eXHO Bif PiBHS KOTO
KOHIIEHTpAllil Ta [il mpemapary.

Biaoxamopu kanvuiegux KaHasie: OesiKi aHTaroOHICTH Kabliio (HibegumiH, icpagumiH,
aMJIONUIIiH, BepamnaMin Ta penogumin) metabomizyoTecs depmenTom CYP3A4. ®nykoHa3on
TIOTEHI[INHO MOXKe ITiABUIINYBATH CUCTEMHY €KCIT03UIli0 6JI0KaTOPiB KasbIlieBUX KaHAaJIiB.
PexoMeH0BaHWI peTeIbHAY MOHITOPUHT LIOJ0 PO3BUTKY MOGIYHUX pPeakiili.

Llenekokcub: mpu OIHOYACHOMY 3aCTOCyBaHHi (iykoHa3oimy (200 Mr Ha Ho0y) Ta IeJIeKOKCHOy

(200 mr) C,,,Ta AUC nenexokcuby mippuiityBanucs Ha 68 % ta 134 % BigmosigHo. [Ipu ogHOYacHOMY
3acTocyBaHHI Ilenekokcuby Ta ¢hiaykoHa3omy Moxe OyTy HeoOXifHUM 3MeHIIeHHS N03U LeJIeKOKCUOy
BAOBIUi.

Lukaogpocpamio: ogHOYACHE 3aCTOCYBaHHA IUKI0pochaminy Ta GIyKOHa30Iy IPU3BOOUTH 0
nigBUIIeHHs piBHS OinipyOiHy Ta KpeaTHHiHY B cupoBaTiii KpoBi. Lli mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, BPaxOBYIOUM MOXKJIMBUYM PU3UK IMiIBUILIEHHS KOHIIEHTpalii 6inipy6iny Ta
KpeaTUHIHY B CUPOBATL KPOBI.

deHmaHi: TOBIHOMIISINIM TTPO OOUH JIeTAIbHUYM BUIIAOK BHACIIIOK iHTOKCHKAIlil (GeHTaHilIoM yepes
MOXKJIMBY B3a€EMO[Iil0 MiXK (peHTaHiNOM Ta ¢piayKoHa3o0sioM. OTyKOHA30/1 3HAYHO YIIOBiIIHHIOE
efniMiHanioo geHTaniny. [lifBuneHHs KOHIIEHTpalil (peHTaHiTy MOXKe IPU3BONUTH [0 IPUTHIYEHHS
IuxaHHS, TOMy Tpeba peTeIbHO KOHTPOIIOBATH CTaH nauieHTa. Moxe OyTy He0O0XiIHOI0 KOPEeKIis
no3u (peHTaHiny.

IH2i6imopu I'MI-KoA-pedykmasu cymicHe 3acTocyBaHHS (QyKoHa30iy Ta iHribiTopis I'MI-KoA-
penykTasH, 1o Metabonizyiorecss CYP3A4 (aTopBacTaTHH Ta CUMBAcTaTHH), abo iHriGiTopiB [MI-
KoA-penykTa3sy, mo Metabomnizyiotbcsas CYP2C9 (drmyBacTaTiH), [0303a/I€3KHO IiABUINYE PU3UK
PO3BUTKY MiomarTii Ta pabgoMioni3y (3a paxyHOK 3HUXKEHHS MeTa0o0JIi3My CTaTHHY B IediHIi). Y pasi
HeOoOXiIHOCTI OMHOYAaCHOT'0 3aCTOCYBaHHS LIUX IIpenapaTiB IOTPiOHO peTeNIbHO CIOCTEPIraTh 3a
Nali€HTOM II00 BUHUKHEHHSI CUMIITOMIB Mionartii Ta pa6oMiosi3y i MpoBOAUTY MOHITOPUHT pPiBHA
KpeaTHHKIHA3M. Y pa3i 3Ha4HOTO MMiABUINIEHHSA PiBHA KpeaTUHKIHA3H, a TAKOXK IPHU IMigo3pi 4u
BUSIBJIEHHI MiomaTii/pabmomionidy 3acTocyBanHs iHTiOiTOpiB [MI-K0OA-penykra3u noTpioHO
IPUIUHUTH. MOXKINBO, 3Hamo0M9ThCS MeHIi 1o3u inribitopis 'MI-KoA-pegykTa3u BifmoBigHO 0O
IHCTPYKIiN O MEOUYHOTO 3aCTOCYBaHHS CTaTHHIB.

I6pumuHni6: momipHi inribitopu CYP3A4, Taki sk GryKoHa3071, MigBUINYIOTh KOHIIEHTPALIiI0
iOpuTuHiOy B My1a3Mi Ta MOXYTh MiABUIIYBaTHA PU3UK TOKCUYHOCTI. AKII0 HEMOXK/INBO YHUKHYTH
koMOiHalii mpemapartis, MOTPiOHO 3HU3UTH 03y i6puTHHIOY Ko 280 Mr oguH pa3 Ha J00y 3 METOI0
IIPOJIOBKEHHS 3aCTOCYBaHHS iHTibiTopa Ta 3a6e3meynTy MOCTIMHUM KITIHIYHWYM MOHITOPHHT.

Isakagpmop (okpemo abo 8 kombiHauii 3 npenapamamu Mmo20 camo20 mepanesmuyHo20

K/acy): omHO4YacHe 3aCTOCYBaHHS iBakadTopy, perynsitopa TpaHcMeMOpaHHOI ITPOBITHOCTI IpH
mykoBiciunosi (CFTR), 3 rinpokcumetuniBakadpTopom (M1) 36imbImmio eKCIIo3uiliio iBakapTopy B
3 pa3u Ta eKCIO3UIil0 rifpokcuMeTuniBakapTopy (M1) y 1,9 pasy.

Heo06xigHo 3MeHIUTH 003y iBakadTopa (okpeMmo abo y KoMOiHallil) 3rigHo 3 #0T0 iHCTPYKIIi€o s
MeJUYHOI0 3aCTOCYBaHHS (0KpeMo abo y KoMOiHaIlil).



Osanapub6: nomipHi inribitopu CYP3A4, Taki sk GryKoHa30J1, MigBUINYIOTh KOHIIEHTPALIil0 oJlarnapudy
y I1a3Mi KpOBi; O0HOYACHE 3aCTOCYBaHHS He PEKOMEHIYETHCA. AKIN0 HeMOXKIIUBO YHUKHYTU
3aCTOCyBaHHS IIiei KoMmOiHatii, mo3y onamapudy HeobxigHo 3MeHIuTH K0 200 Mr oBivi Ha HO0Y.

ImyHocynpecopu (Hanpukaad, YUuK/A0CNOPUH, e8epoaimyc, CUPOAIMYC I MaKpoaimyc).

IuxksaocnopuH: GIyKOHA30I 3HAYHO MigBUINye KoHIeHTpalio Ta AUC nuknocnopuny. [Ipu
OIHOYACHOMY 3aCTOCYBaHHi ¢yKoHa301my y mo3i 200 Mr/moby Ta IMKIIOCIOPUHY Y H03i

2,7 mr/kr/mo6y croctepiranocst 36inpimenHs AUC nuknocnopuny B 1,8 pady. Lli mpemapatu MoxHa
3aCTOCOBYBAaTH OOHOYACHO 3a YMOBH 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe’KHO Bifl 0T
KOHIIEHTpaIIlil.

Esepoaimyc: prnykoHa301 MOXKe IiABUIIYBaTU KOHLIEHTPAIIiI0 €BEPOIIMYCY B CHPOBATIL KPOBi Yepe3
npurHiyveHHss CYP3A4.

Cupoaimyc: GIyKOHa30I MiABUINYE KOHLIEHTPALiI0 CUPOIIMYCY B IJIa3Mi KPOBi, iIMOBIpHO, IIJIIXOM
npurHidveHHs MeTaboniaMy cuposimycy depmerTom CYP3A4 ta P-rnikonporeinoM. Li mpemnapatu
MOXKHAa 3aCTOCOBYBATU OOHOYACHO 3a YMOBU KOPUT'YBaHHS NO3U CUPOIIMYCY 3a71€XKHO Bifi PiBHSI
KOHIIEHTpallil Ta e(eKTiB Bifl MpuiioMy Ipemnapary.

Takpoaimyc: GnyKoHA30 MOXKe MigBUITYBaTH KOHIIEHTpPAIlil TAKPOIiMyCy B CUPOBATIIi KPOBi 10
5 pa3iB npu #oro nepopasbHOMY 3aCTOCYBaHHI Yepe3 MPUTHiYeHHST MeTab0Ii3My TaKpoJiMycy
dbepmenTom CYP3A4 y kuimeyHuKy. [Ipy BHyTPIIIHBOBEHHOMY 3aCTOCYBaHHI TaKPOIIMyCy HE
CIIOCTepiranocs 3HaYHUX 3MiH (papMaKOKiHeTHUKH. [lifBUIEHI PiBHI TAKPOIIMYCY acOLiI0IOTECS 3
HepPOTOKCUYHICTIO. [[03y TAaKpOIiMyCy [Js IIepOopabHOT0 3aCTOCYBaHHS IOTPiOHO 3HUXKYBATH
3aJ1eXKHO Bifl KOHIIEHTpallil TAKPOIiMYCy.

Jlozapman: priyKoOHa30/1 IPUTHIUYE ITePeTBOPEHHS 103apTaHy [I0 H0r0 aKTUBHOTO MeTabomiTy (E-31
74), 110 3yMOBITIO€ OilbIlly YaCTUHY aHTAroOHi3My 10 PellenTopiB aHrioTeH3uny Il mig gac
3aCTOCYBaHHA JI03apTaHy. PeKoMeH0BaHO 3[i¥CHIOBATH [IOCTIMHUY MOHITOPUHT apTepiarbHOro
TUCKY B ITAl[i€HTIB.

JIypasudoH: nomipHi inri6iTopu CYP3A4, Taki fK (hIyKoHA30/, MOXKYTh IiIBULITYBaTU KOHLIEHTPALIil0
JIypa3uoHy B Ij1a3Mi KPOBi. fKI0 HEMOXKJIUBO YHUKHYTH ONHOYACHOI'0 3aCTOCYBaHHS, CIIifT
3MEHIIUTHY 003y JIypas3uoHy, K 3a3Ha4eHO B UOr0 iIHCTPYKUIl AJI MEIUYHOT0 3aCTOCYBaHHS.

MemadoH: GpnyKoHa30J MOXKe MifBUINyBaTH KOHIIEHTPaLlil0 METafIOHY B CUPOBaTIi KpoBi. [Tpu
OJHOYaCHOMY 3aCTOCYBaHHi MeTaioHy Ta (GIIYKOHA30/1y Moxke OyTH HeoOXimHUM KOPUTYBaHHS 103U
MeTafoHy.

HecmepoidHi npomu3danaavHi npenapamu (HI13I1): ipu 0gHOYaCHOMY 3aCTOCYyBaHHI 3 (OJIyKOHA30JI0M
C,x Ta AUC drypOinpodeny migeuiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIiBHSIHO 3 BiANOBIAHUME
IIOKa3HUKAMH MPU 3aCTOCYBaHHi Tinbku ypbinmpodeny. AHANIOTIYHO IPU OGHOYACHOMY
3acTocyBaHHi prryKoHa3omny 3 pauemignuM ibynpodenom (400 mr) C,., Ta AUC papmakoiorivao
aKTUBHOTO i30Mepy S-( )-ibynpodeny migBumysanucs Ha 15 % Ta 82 % BifmoBiIHO MOPIBHSHO 3
BiATIOBiTHMMM MMOKAa3HWKAMHU IIPU 3aCTOCYBaHHI TiJIbKHM palleMiuHoro ibympodeny.

®nyKOHA30JI MOTEHIINHO 3JaTHUY MiABUIyBaTU CUCTEMHY eKcno3ulito inmux HIT3II, mo
MeTabomnizyoTbcss CYP2C9 (Hampukiia, HallPOKCEHY, TIOPHOKCUKAMy, MEJIOKCUKaMy, TUKITOPEHaKY).
PekxoMeHIOBAaHO MEPiOgUYHO 3[iMCHIOBATH MOHITOPHMHT MOOIYHUX PEaKIliil Ta TOKCUYHUX IIPOSIBIB,
noB’si3aHux i3 HII3I1. Moxe 3HamobuTucs KopuryBanus mo3u HIT3TI.

®eHimoiH: GIyKoHa30 MPUrHiuye MeTaboi3M GeHiToiny B nevinii. OqHoyacHe 6araTopa3oBe



3actocyBaHHS 200 MTr driykoHa3o0my Ta 250 Mr ¢GeHiTOIHy BHYTPIIIHHOBEHHO NIPHU3BOAUTE 10
nigsuiterHs AUC,, denitoiny Ha 75 % Ta C,;, Ha 128 %. [Ipu ogHOYACHOMY 3aCTOCYBaHHi IIUX
JiKapCchbKUX 3aco0iB MOTPiOHO MTPOBOOUTH MOHITOPUHT KOHIIEHTpallii (heHiTOIHy B CUPOBATIIi KPOBi AJIS
YHUKHEHHS PO3BUTKY TOKCHYHOI [iii HeHiTOoIHy.

ITpedHi30H: IOBIMOMIISANIN TIPO BUIIQMIOK, KOJIM V NallieHTa IIicyIsd TpaHCIJIaHTallil Me4YiHKY Ha Tl
3aCTOCYBaHHS IPEOHI30HY PO3BUHYJIacCd roCTpa HeOOCTAaTHICTh KOPY HaJHUPKOBUX 34103, 110
BMHUKIIA ITiCJISI IPUIIMHEHHS TPUMICSIYHOT0 Kypcy Tepatil hprykoHa30moM. [IpunuHeHHsS
3aCTOCyBaHHS (DITyKOHA30JIy, UMOBIPHO, CIIPUYUHUIIO OCHIeHHS akTUBHOCTI CYP3A4, mo npussesno
[0 IPUCKOpPeHHs MeTabomi3My npegHi3ony. Cuifl peTebHO CTEXUTH 3a NalliEHTaMH, SKi IPOTIToM
TPUBAJIOTO YacCy OOHOYACHO 3aCTOCOBYIOTh (DIIYKOHA30J1 Ta MPEOHi30H, 3 METOI0 IoIepeakKeHH
PO3BUTKY HEIOCTAaTHOCTI KOPY HaJHMUPKOBUX 34103 MiC/ISl IPUIIMHEHHS 3aCTOCYBaHHS (DJIYKOHA30IIY.

PugabymuH: GprykoHa301 MiABUIIYE KOHIIEHTPAIii0 prudabyTUHY B CHPOBATII KPOBI, IO IIPU3BOAUTD
no 30inbuieHHs AUC pudabytuny mo 80 %. [Ipu omfHOYaCHOMY 3aCTOCYBaHHI (JIyKOHA301y Ta
pudabyTuHY TOBIZOMIISIOCS IIPO BUIAOKKU PO3BUTOK yBeiTy. [Ipu 3acTocyBaHHi Takol KoMOiHaIlil
nikapchKkux 3aco6iB noTpi6HO GpaTH IO yBaru CUMIITOMM TOKCUYHOI fil pudabyTuny.

CaxksiHasip: dnykonason migsuinye AUC ta C,,, cakBiHaBipy mpubau3uo Ha 50 % Ta 55 % BigmoBigHO
yepes NMpUTHiUeHHS MeTaboni3My cakBiHaBipy B neuinili ¢epmenTom CYP3A4 Ta uepe3s inribyBaHHS
P-rnikompoteiny. B3aemopii Mixk (hyKoHa30/10M Ta CaKBiHaBipOM/pHUTOHABIpOM He OOCIigKYyBay,
TOMY BOHUM MOXKYTb OyTH OiNblll BUpaxKeHUMU. Moxe 0yTH He0OXiZHMM KOPUTYBaHHS 03U
CakBiHaBIpY.

IToxiOHi cynbhoHiCeH0B8UHU: OTHOYACHE 3aCTOCYBaHHS (PIYKOHA30/Ty 3 IIEPOPAIbHUMU MOXiTHUMU
CynbdoHiICeYOBHHY (XTTOPIIPOIaMif], TTiOeHKIAMIfl, TIimi3u Ta ToJI0yTaMi) IPU3BOIUIIO 0
IIPOJIOHTYBaHHSA Iepiofy IX HamiBBUBEOeHHA. PEKOMEHAYEThCA IPOBOAUTH YaCTUW KOHTPOIb IIYKPY B
KPOBI Ta BifiMIOBITHUM YMHOM 3HMKYBaTH 403y MOXiAHUX CYJIb(OHIICEYOBUHY IPU OTHOYACHOMY
3aCTOCYBaHHI 3 (pJIyKOHA30JIOM.

Teoginin: 3acTocyBaHHS (PryKoHa30my o 200 Mr npoTtsarom 14 [HIB IPU3BEJIO N0 3HUKEHHS
CepengHbOro KilipeHcy Teodininy y ma3Mi KpoBi Ha 18 %. 3a nmauieHTamMy, gKi 3aCTOCOBYIOTh TeO(iIiH
y BUCOKHUX 003aX a0o sIKi MaloTh MigBUIIEHNN PU3UK PO3BUTKY TOKCUYHUX IIPOSIBIiB Teo(DiTiHy 3 iHIINX
IpuYKH, Tpeba BCTAHOBUTH HATJISAL IOJ0 BUSBIEHHS 03HAK PO3BUTKY TOKCUYHOI Aiii Teodininy.
Teparmiro noTpiOHO 3MiHKTH MIPH MOSBi 03HAK TOKCHUYHOCTI.

Topayumuni6: BumuB ToQauTHHIOY 3pocTae Npy OJHOYACHOMY 3aCTOCYBaHHI 3 JTiIKapChKUMU
3acobaMu, IKi MpU3BOAATH 0o moMipHOTO iHriOyBanHsa CYP3A4 Ta nortyxHoro inrioysanus CYP2C19
(Hanmpuknan gnykoHason). ToMy peKOMeHI0BaHO 3HU3UTH 03y TOPaluuTHHIOY 70 5 MI OMH pa3 Ha
no0y B KoMOiHalligX i3 I[UMU IIpernapaTaMu.

Toneanman: excno3utlig TonBanTtany (cyoctpaty CYP3A4) 3uauyno 36inbmyeTses (200% AUC; 80%
Conay) TIPH OTO OTHOYACHOMY 3aCTOCYBaHHI 3 GiyKoHa3070M (moMipHu inribitop CYP3A4), Ta,
BiAITIOBigHO, 3pOCTAa€ PU3MK BUHMKHEHHS TAKWX MOOIYHMX Peakllifl SK MOCUIIeHHS Oiypesy,
3HEBOOHEHHS 1 TOCTpa HUPKOBA HEJOCTATHICTh. Y pa3i 0MHOYAaCHOT0 3aCTOCYBaHHS, [03a TOJIBAIlITAHY
NOBUHHA OyTU 3MeHIIIeHa BifiTOBIAHO 0O MOT0 iHCTPYKIIii, a 3a MallieHToM IIOTPiOHO crocTepiraTu
OO0 TIOSIBY MOOIYHUX PeaKIlil.

Askanoiou 6apeiHky: GnyKoHa307, iMOBipHO, Yepe3 inridyBanus CYP3A4 Moxke CIPUYUHSITH
IiABUIIEHHS KOHI[EHTPAllil ankanoifgiB 6apBiHKY B IIJla3Mi KPOBi (HalpUKIIaf, BIHKPUCTUHY Ta
BiHO/TaCTHHY), 110 IPU3BONUTH 0 PO3BUTKY HEMPOTOKCUYHUX e(EKTIB.



BimamiH A: IOBiZOMIISINM, 110 V TAllieHTa, SKUKA OOQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIIOTY
(kucnortHa ¢hopma BiTaminy A) Ta prykoHazon, cnoctepiranucs mobiyni peakuii 3 6oky ITHC y dhopmi
TIICEBOOTYMOPY T'OJIOBHOTO MO3KY, 1110 3HUK Iicya BigMinu diykonasony. Lli mikapchki 3aco0u MoxkHa
3aCTOCOBYBATH OJTHOYACHO, ajie Tpeba aMm’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, nmotim 1mo 200 Mr kKoxHi 12 rogun
npoTtsaroMm 2,5 gHA Ta GayKoHa30iy nepopanbHo (400 Mr y nepmmit geHs, noTiM 1o 200 Mr KoxHi

24 ropgunHu npoTAaroM 4 gHiB) mpu3Beno go migsuiienHsd C,,, Ta AUC, BODUKOHA30Iy B CEPETHBOMY [0
57 % (90 % IOI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %, 128 %) BinnoBigHo. HeBimoMo, Y IpU3BOOUTH
3HUKEHHS 03U Ta/abo YacTOTHU 3aCTOCYBaHHSA BOPHKOHa30Iy abo GIyKOHA30/Iy N0 YCYHEHHS TaKOTOo
edekrTy. [Tpu 3acTOCyBaHHI BOPUKOHA30IY Iics (PIyKOHA30/1y MOTPiOHO IPOBOIUTH CIIOCTEPEXKEHHS
II0[I0 PO3BUTKY NM0GiYHMX e(eKTiB, acoIiifioBaHUX i3 BOPUKOHA30JIOM.

3udosyouH: pnykonason nigsuye C, .. Ta AUC 3umoBynuny Ha 84 % Ta 74 % BimmoBigHO, 1110
3YMOBJIEHO 3HUKEHHSIM KITipeHCYy 3U0BYOUHY MpuOIu3HO0 Ha 45 % IIpu HOT0 IepopaabHOMY
3actocyBaHHi. [Iepion HamiBBUBeNeHHS 3UNOBYAUHY OYB TaK0XK ITOOBXKEeHUM MpruOnu3Ho Ha 128 %
micysa 3acToCyBaHHS KOMOiHalil (IyKOHa30Iy Ta 3UJOBYAUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
Taky KoMOiHallito mikapchkux 3aco6iB, TOTPiOHO cIOCTepiraTy 100 PO3BUTKY MOGIYHUX peakilil,
II0B’A3aHUX 13 3aCTOCYBaHHAM 3UNOBYIUHY. MOXKHaA PO3rJISHYTU OOUUIBHICTE 3HUKEHHS N03U
3UOBYOUHY.

A3umpoMiyuH: TPU OOGHOYACHOMY IIepOpaIbHOMY pa30BOMY 3aCTOCYBaHHI a3UTPOMIIMHY Ta
dbrykoHa3ony B go3ax 1200 mr ta 800 Mr BigmoBigHO, KOAHUX 3HAUYIINX (hapMaKOKiHETUYHUX
B3a€EMOJil BUSIBJIEHO He OyJI0.

ITepopasvHi KOHMpayenmueu: Ipu 3aCTOCYBaHHI (IyKOHa307y B 4031 50 Mr BIJIMBY Ha PiBEHb
TOpMOHiB He 0yJI0, TOHI SIK ITPX 3aCTOCYBaHHI QykKoHa30my B 703i 200 Mr Ha go0y criocTepiranocs
36inbmenHs AUC etuHinectpagiony Ha 40 % Ta meBoHoprecTtpeny - Ha 24 %. Lle cBiguuTh IIpo Te, 110
faraTopa3oBe 3aCTOCYBaHHS (GIYKOHA30Jly B 3a3HAYEHUX N03aX HABPSA UM MOXKe BIIJIUBATH Ha
e(heKTHUBHICTL KOMOIHOBAHOTO IT€POPaIbHOI0 KOHTPALIETITUBA.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Ilepmamocpimia. Bimomo, 1110 IIpu 3aCTOCyBaHHiI GIIyKOHA30/Iy OIS TiKyBaHHS AepMaTodiTil y miTen
OCTaHHIN He IepeBUIllyE IPru3e0(]yIbBiH 3a €(PEKTUBHICTIO i 3aralbHUY MOKa3HUK €e(PEKTUBHOCTI
cTaHOBUTH MeHIIe 20 %. ToMy ¢yKOHa30/1 He MOXKHA 3aCTOCOBYBATH [JId JIiKyBaHHS gepMaTodiTil.

Kpunmoxkoko3s. [1oka3iB eeKTUBHOCTI (HDIIyKOHA30JIy AJIS JIiKyBaHHS KPUITOKOKO3Y 1HIIUX
JoKaJi3aliil (HanpuKian, IereHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y IIKipH) HeJOCTaTHLO, TOMY
PEKOMeH[alli oMo 030BOT0 PEeXKUMY [Jid JIiKyBaHHS TaKUX 3aXBOPIOBaHbL HEMaAE.

I'1uboki eHOemivHi Miko3u. [Joka3iB eeKTUBHOCTI (IyKOHA307y [JIs JTiKyBaHHS iHIINX (HOpM
eHIeMiYHMX MiK03iB, TaKMX K IapaKOKIMIi0iqoMiK03, TricTomma3Mo3 Ta MKipHO-TiMpaTuIHuM
CIIOPOTPUX03, HEOOCTAaTHLO, TOMY PEKOMEHAIliX 100 J030BOr0 PEXUMY A/ TiKyBaHHS TaKUX
3aXBOpPIOBaHb HEMaAE.

Hupxkosa cucmema. TanieHTaM i3 mopyieHHIM QYHKIIN HUPOK IpenapaT MOTPiOHO 3aCTOCOBYBATH 3
obepexHicTIO (mUB. po3min «Croci6 3aCTOCYBAHHS Ta IO3U»).



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

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

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

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

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

®nykoHa3on Tpeba 3 00epekKHiCTI0O 3aCTOCOBYBATH IAIliEHTaM i3 pU3UKOM PO3BUTKY apUTMIH.
OnHovacHe 3aCTOCYBaHHS Pa3oM i3 JliKapCchKUMM 3aco0aMu, 10 MTPOJIOHTYIOTH iHTepBan QTc ta
MeTaboi3yoThcs 3a gonomoroo pepmenTy CYP3A4 mutoxpomy P450, mpoTunoka3ase (IUB. po3Oinu
«IIpoTunoka3aHHs» Ta «B3aemofis 3 iHIIUMHY JTiKapCHKUMH 3aco0aMu Ta iHIT BUOU B3a€EMOMIN»).

I'anoppanmpun. T'anodanTtpun € cydctpatom pepmenty CYP3A4 i mponourye intepsan QTc mpu
3aCTOCYBaHHi y peKOMeHI0OBaHUX TepaleBTUUYHUX fo3ax. OgHOYacHe 3aCTOCyBaHHA ranohaHTPUHY Ta
bnyKoHa301y He peKOMEHIY€EThCs (OUB. Po3min «B3aemopmist 3 iHIIMMU JTiKapChbKUMU 3aco0aMu Ta
igII BUOM B3aEMOMi»).

Lepmamosoeiuni peakuii. ITig yac 3acTocyBaHHS (IyKOHA30Jy PigKO MOBiAOMIISIOCS IIPO PO3BUTOK
TaKWX eKC(osiaTUBHUX IIKIpHUX peakiill K cuHapoM CTiBeHca - [[2KOHCOHA Ta TOKCUYHUU
emnigepManbHUl HeKpoi3. [ToBimoMsanu npo MeguKaMeHTO3HY peaklliio 3 e03uHOGimi€e0 i
cucrteMuuMy mposiBamu (DRESS). IMamienTu, xBopi Ha CHIII, 6inbIn CXUITBHI 10 PO3BUTKY TSIKKUX
IMKiPHUX peakiliil mpy 3aCTOCyBaHHi 6araThox JTiKapchKuUX 3aco6iB. FAKIIO y MallieHTa 3 IT0BEPXHEBOIO
rpubKOoBOIO0 iH(DEKITi€t0 3’ IBNIII0TLCS BUCHIIAHHS, 1110 MOXKHA II0B’I3aTH i3 3aCTOCYBAHHSIM



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

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

ITumoxpom P450. ®nykoHa3zon € nomipauM inribitopom dhepmentis CYP2C9 ta CYP3A4. Takox
bnykoHa3o1 € noMipauM inribitopom gpepmenty CYP2C19. Tpeba crocTepiratu 3a CTAaHOM Ialli€HTIB,
SKi OTHOYaCHO 3aCTOCOBYIOTh (PIyKOHA30JI Ta IIpernapaTé 3 By3bKUM TepaleBTUYHUM BiKHOM, II10
MeTabomi3yoThcs 3 yuyacTtio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3pin «B3aeMofia 3 iHIMUME
JMiKapChbKUMU 3aco0aMy Ta iHIIi BUOU B3AEMOTIl»).

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

KaHoudo3. [JocniaxeHHS T0Ka3aau 3pOCTaHHS MOMKPeHOCTi iHdeknii Buny Candida, BigMiHHUX

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

JonomidxcHI peuyosuHu.

[TpemapaT MiCTUTH JTaKTO3Y. AKIIO y MallieHTa BCTAHOBJIEHA HEIIEPEHOCHMICTh fIesIKUX LIyKpiB, Tpeba
IIPOKOHCYJIbTYBaTHCS 3 JIiKapeM, NepIll HiK MpuiiMaTy Liel TiKapchKuii 3aciob.

Opna TabneTKa JIiKapchkoro 3acoby ®ymuc® MicTuTh MeHme 1 MMOb HaTpito (23 MT), TO6TO
IpernapaT MPaKTUYHO BiIbHUU Bif HATpIi0.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHsA 2py00H0.
Bazimuicmo.

3a manuMu o6cepBallifHOTO NOCTioKeHHS, iCHY€ MigBUIEHNY PU3UK CIIOHTAHHOT'0 abopTy y XKiHOK,
K1 OTpUMYyBasu (pIyKOHA30JI IPOTArOM IIePIIOT0 TPUMECTPY BariTHOCTI.

IlaHi 110710 KiTbKOX THCAY BaTriTHUX XKiHOK, SKi OTPUMYBaJIH JIiKyBaHHS (PIIyKOHA30JIOM y
KyMYyJIATHBHIN 1031 < 150 Mr y nepioMy TpUMECTPi, JeMOHCTPYIOTh BiICYTHICTh 3POCTAHHS
3arajgbHOTO PU3MKY Baf PO3BUTKY IJIOAY. B OMHOMY BEIMKOMY CIIOCTEPEKHOMY KOTOPTHOMY
IOCITi>)KeHH] TepopaibHe 3aCTOCYBaHHS GIYKOHA30Iy B ITEPLUIOMYy TpUMecCTpi OyJi0 OB’ g3aHe 3
HEBEJIMKUM IIigBUILIEHNM PU3UKOM BaJ PO3BUTKY CKEJIETHO-M I30BO1 CUCTEMH, III0 BiAMOBimae
npubnu3no 1 momaTkoBoMy Bumagky Ha 1000 XiHOK, SKi OTpuMyBajIu KyMyISTUBHI 103U < 450 Mmr,
TIOPiBHSHO 3 XKiHKaMH, SIKi OTpUMYyBaii a30JId MiclieBoi fil, i mpubau3Ho 4 JOJaTKOBMM BUIIaKaM Ha
1000 xiHOK, Ki OTpUMyBaIu KyMyJISTHBHI 7031 Oinbiie 450 Mr. CKOpUToBaHUY BiTHOCHUYN PU3UK
ctanoBuB 1,29 (95 % [I: 1,05-1,58) onst go3u dhimykoHalony 150 mr nepopanbHo Ta 1,98 (95 % [II:
1,23-3,17) ons go3 pnykonasomny Oinbiie 450 mr.

[ToBimoMIIsinOCS PO YMCENIbHI BPOAKEHi MTaTONOril y HOBOHAPOMAXKEHUX (BKI0Yaouu Opaxinedartito,



OUCIINTa3iio BYIIHOI paKOBUHU, HaAMipHe 30iNblIeHHS IePeqHbOT0 TiM'STUKa, BUKPUBIIEHHS CTETHA,
IIJIeYOIIPOMEHEBUHM CHHOCTO3), MaTepi IKUX MpUUMaIl BUCOKi no3u ¢ykoHazomy (400-800 mr/moby)
IIPOTSITOM IIPUHAWMHI TpbhoX ab0 OifbIlle MicSAIiB s JTiKyBaHHS KOKITUAi0iM03Yy. 3B’I30K Mixk
3aCTOCyBaHHSIM (DJIyKOHA30/1y Ta IUMU BUIIaJIKaM¥ He BU3HAYEHUH.

HocrnigXeHHs Ha TBapUHAX IPOAEMOHCTPYBAJIA PEIIPONYKTUBHY TOKCUYHICTE.

[Ticns 3acTOCyBaHHS OOHOPA30BOl M03u a00 MPUNMHEHHS KYPCY JIIKyBaHHS ITepel HaCTaHHSIM
BariTHOCTi PEKOMEHOYEThCS Mepion BUBEIeHHS TPUBAJIICTIO OM3bK0 1 TUXKHSA (1110 BimmoBimae 5-6
mepiomaM HaliBBUBEOEHHS).

He cnip 3acTocoByBaTH 3BM4airHi 103U (PIIyKOHA30/Iy Ta KOPOTKOTPHBAJIi KYPCH JTiKyBaHHS
(bIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSTKOM KpaliHbol He0OXigHOCTI.

He cnig 3acTocoByBaTH BUCOKi 003U (PIyKOHA30 Ty Ta/abo TpuBaii KypcH NiKyBaHHS (DITYyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIIKYBaHHS iH(EKIid, [0 MOXKYTh 3arpPOKyBaTHU XKUTTIO.

I'odyeaHHA 2pydoio.

®yKoHA30J1 TPOHUKAE ¥ IPYOHE MOJIOKO Ta [OCATa€ KOHIIEHTpalii momidHol o piBHS y Mm1a3Mi KpoBi
(duB. po3pin «PapmMakoKiHeTHKa»). ['omyBaHHSA I'PYOAI0 MOXKHA IPOAOBKYBATH IIiCJI PA30BOT0
3aCTOCyBaHHS 3BUYANHOI 03U (IYKOHA30JTy, 1[0 CTaHOBUTE 150 Mr.

TogyBatu rpynnio He peKOMEHIY€EThCS Ipu 0araTropa3oBOMy 3aCTOCYBaHHI (IyKoHa301y abo mpu
3aCTOCYBaHHI BUCOKUX 103 GJIYKOHA30ITY.

Crig OL[IHUTY KOPUCTH TOAYBaHHS I'PYAAI0 AJId PO3BUTKY i 3MOPOB’Sl OUTHUHY, a TAaKOXK KIIIHIYHY
norpe6y MaTepi y npenaparti ®ynuc® i 6yas-aKi moTeHmiliHI 1o6iuHi edpexTn npenapaTy Oyuuc® a6o
OCHOBHOT'O 3aXBOPIOBaHHS MaTepi AJid IUTUHHY, SKa OTPUMY€E TPyIHE BUTOJOBYBaHHS.

depmuabHicmMb.

®nyKoHA301 He BIJIUBAB Ha (ePTUIIbHICTE CaMIliB Ta CaMOK IIyPiB.

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

HocnigxkeHb BIUBY (QIYKOHA30/Iy Ha 3MaTHICTh KEPyBaTH aBTOTPAHCIIOPTOM abo ImpalloBaTh 3
IHIMMMY MeXaHi3MaM¥ He TPOBOIUIIH.

[TarienTiB moTpi6HO MoiH(GOPMYBaTH PO MOKJIUBICTL PO3BUTKY 3allaMOpodYeHHs abo cymoM (OuB.
po3min «ITo6iuni peakirii») mig yac 3aCTOCOBYBaHHS Ipenapary. [Ipu po3BUTKY TaKUX CUMIITOMIB He
PEKOMEHIYEThCSI KEPyBaTU aBTOTPAHCIIOPTOM abo IpalfoBaTH 3 iHIIMMU MeXaHi3MaMH.

Cnoci6 3acmocyeaHHss ma do3u.
[TpenapaT 3aCTOCOBYBaTHU IepopasnbHo. [IpuitoM mpenapaTy He 3aleKUTh Bifl IPUHOMY 1xKi.

o6oBa mo3a (hIyKOHaA30Iy 3a/leXKUTh Bifl BUAY Ta TSIKKOCTI rpubKoBoi iHdexil. [Tpu HeobxigHOCTI
OaraTopa30BOr0 3aCTOCYBaHHA IpelapaTy JIiKyBaHHA iH(eKIIil TOTPiOHO ITPOAOBXKYBaTH [0



3HUKHEHHS KJTIiHIYHUX Ta 1ab0paTOPHUX MPOSIBiB aKTUBHOCTI rpuOKoBoI iHdekiril. HemocTaTHs
TPHUBAJIICTh JIIKyBaHHS MOXKe IIPU3BECTH [I0 BiTHOBJIEHHS aKTUBHOTO iHQEKIIIMHOTO ITPOLIECY.

Llopocai.

Kpunmokokos.

- JIikyBaHHSA KPUIITOKOKOBOTO MEHIHTITYy: HaBaHTaXyBaJibHa f03a CTaHOBUTH 400 Mr y 1-ii eHb.
[MinTpumytoya go3a - 200-400 Mr oguH pa3 Ha mo0y. TpuBasicTh JTiKyBaHHS 3a3BUYall CTaHOBUTH
moHalMeHIe 6-8 TuxkHiB. [Ipu iHQeKisax, 10 3arpoXKyI0Th KUTTIO, HOOOBY T03Y MOXKHA 30iTbIIUTH
ro 800 mr.

- IlinTpuMyoya Tepamnis OJis nolnepenXKeHHsl peIUaUBY KPUIITOKOKOBOTO MEHIHTITY B MAIli€HTIB i3
BACOKUM PU3UKOM MOTO PO3BUTKY: PEKOMEeH[I0BaHa [03a IIpenapaTy cTaHoBUTh 200 MI ofUH pa3 Ha
no0y mpoTsiroM HeoOMeKeHOro Jacy.

Kokuuodioidomixo3. PekoMeHnpoBaHa no3a craHoBuTh 200-400 Mr onuH pa3 Ha noly. TpuBanicTs
TiKyBaHHS cTaHOBUTD 11-24 micsiri abo moBime 3aiexXHO Bifi CTaHy malieHTa. s MTiKyBaHHS IesSKUX
dbop™m iHdeKIIi], a 0co6MKUBO OIS JTiKyBaHHS MEHIHTITy, MOXKe OyTH [OLIiNbHUM 3aCTOCYBaHHS NO3HU
800 Mr oguH pa3s Ha [00y.

IneasueHi kaHOuOdo3u. HaBaHTaxXyBanbHa f03a cTaHOBUTH 800 Mr y 1-i meHsb. [linTpumyoda gosa -
400 Mr opuH pa3 Ha go0y. 3a3BU4ai peKoOMeH0BaHa TPUBAJIICTh JIiIKyBaHHS KaHAUAEMil CTaHOBUTD
2 TUXKHI IiCJg mepliuX HeraTUBHUX pe3yJIbTaTiB I0CIBY KPOBI Ta 3HUKHEHHS 03HaK i CUMIITOMIB
KaHaumeMil.

KaHoudo3 causzosux 06010HOK.

- KaHIUI03 POTOTJIOTKYU: HaBaHTaXyBaibHa f03a cTaHOBUTHL 200-400 Mr y 1-11 meHs, DifTpuUMyHO4a
mo3a - 100-200 mr omus pa3 Ha go0y. TpuBamicTh MiKyBaHHS CTAaHOBUTH 7-21 meHb (OO0 JOCSTHEHHS
pemicii), ame Mozxke OyTu 306inbIneHa A7 HALi€HTIB i3 TIXKUM iMyHOOeQiITuTOM.

- KaHnumo3 cTpaBoxony: HaBaHTaxyBasibHa 003a CTaHOBUTH 200-400 Mr y 1-i meHs, DifTpuMyH4a
mo3a - 100-200 mr onuH pa3 Ha go0y. TpuBamicTh MiKyBaHHS CTaHOBUTHL 14-30 OHIB (IO MOCATHEHHS
peMicii), arme mMozxke OyTu 306inbllieHa [AJg Malli€HTIB i3 TIXKKUM iMyHOmeQiITuTOM.

- Kangunypisi: pekoMeHoBaHa mo3a cTaHOBUTE 200-400 Mr omuH pa3 Ha go0y mpoTsaroMm 7-21 mHs.
II71s malieHTiB i3 TIXKKUM iMyHOmeIIIUNTOM TPUBAJIICTD TiKyBaHHS MoxKe OyTH 306ibIIeHa.

- XpoHiuHMM aTpOodiyHUN KaHOUO03: PeKOMEeHJ0BaHa [103a CTaHOBUThL 50 MT OfiMH pa3 [0o0y IPOoTIroM
14 nHis.

- XpoHiYHMY KaHOWI03 IIKipK Ta CIM30BUX 000JI0HOK: PEKOMEHI0BaHa q03a CTAHOBUTD
50-100 Mr oguH pa3 Ha moOy. TpuBaicTh JTiKyBaHHS CTAHOBUTD 10 28 [HIB, ane Moxe OyTH
30inbInieHa 3a1eKHO Bif TAXKKOCTI Ta BUAY iH(deKii abo Mpu 3HNKEHH] iIMyHITeTY.

ITonepedaiceHHs peyudusy KaHOudo3y cau3osux 06010HOK y nayieHmia 3 BIJI, aki maomb sucokutl
PU3UK U020 pO3BUMKY).

- KaHIMI03 pOTOrTIOTKY, KAaHAU03 CTPAaBOXOAY: PEKOMeHA0BaHa 03a CTAaHOBUTH
100-200 mr opuH pa3 Ha #o0y ab6o 200 Mr 3 pa3u Ha TUXKOEHb. TpUBaiCTh TiKyBaHHS HeoOMeXKeHa
[ TaI[i€HTIB i3 TPUTHIYeHUM IMyHITETOM.



ITpoginakmuka kaHOUOO3HUX IH(peKYill y nauieHmia i3 mpusaow HelimponeHielo. PekoMeHOOBaHa
no3a ctaHoBuTh 200-400 Mr oguH pa3 Ha fo6y. JIiKyBaHHS MOTPIOHO PO3MOYMHATH 3a KiJlbKa AHIB 10
OYiKyBaHOTO PO3BUTKY HEUTPOIEHII Ta MPOAOBXKYBATH IPOTATOM 7 OHIB IiC/A HMiABUIIEHHS KiIbKOCTI
HelTpodinis moxan 1000/mMm°.

I'enimanvHi KaHOUOO3U.

- T'ocTpuii BariHanbHUY KaHOWI03, KAHOUIO3HMM OaaHiT: peKOMeHI0BaHa 403a CTaHOBUThL 150 Mr
pasoBso.

- JIikyBaHH# Ta mpodinakTuKa peluouBYIOYNX BariHaabHUX KaHAKUO03iB (4 abo Oinbllle penuauBiB
3aXBOPIOBAHHS Ha PiK): peKOMeHJ0BaHa f103a cTaHOBUTL 150 Mr 1 pa3 y 3 mHi. Ycboro moTpi6HO
3actocyBatu 3 no3u (1-i meHs, 4-# meHb Ta 7-# OeHb). [Ticns uboro Tpeba 3aCTOCOBYBATH
nigTpuMytody o3y 150 mr 1 pa3 Ha TUXAEHb IPOTATOM 6 MiCSALiB.

Hepmamomikosu.

- Miko3 crom, MiKO3 I/lafileHbKOIl IIKipH, Tax0BUM AEPMaTOMIKO03, KaHOUOO03Hi iH(DEeKIIi] MKipu:
peKoMeHoBaHa fio3a cTaHOBUThL 150 Mr 1 pa3 Ha TuxkpaeHb abo 50 Mr 1 pa3 Ha H00y. TpuBamicTh
JIIKyBaHHSI CTAHOBUTH 2-4 THXKHi. JIiKyBaHHS MiK03y CTOIl MOXKe TPUBaTHU A0 6 TUXKHIB.

- PiznoOapBHMI nuIai: peKoMeHaoBaHa mo03a cTaHoBuTh 300-400 Mr 1 pa3 Ha TUXK[EHb IPOTITOM
1-3 TuxHiB a60 50 Mr ofiH pa3 Ha fO0y MIPOTATroM 2-4 THUKHIB.

- IepMmaTodiTHUYN OHIXOMIKO3: peKOMEeHI0BaHa 103a CTaHOBUTH 150 Mr 1 pa3 Ha TUXKIEHb.
JlikyBaHHS Tpeba MTPOAOBXKYBaTH ITOKK Ha MicCIli iH(piKoBaHOTO HIT'TS He BUPOCTE 3MOPOBUM. [7is
BiIpOCTaHHS 3[MOPOBUX HIT'TiB Ha PyKax Ta Ha BEJIMKUX MaJbLSX HIT 3a3BU4ail HeoOximHO 3-6 Mics1IiB
Ta 6-12 micsuiB BigmoBigHo. OfHAK MBUAKICTH POCTY HIrTiB y MalieHTiB Moxke OyTH pi3HOM0 Ta
3anexartu Bif BiKy. [Ticns ycmilmHOTo JiKyBaHHSI TPUBAINX XPOHIYHUX iH(DEKIiN hopMa HIrTs iHomi
3a/IMIIAETHCS 3MiHEHOIO.

Ocob.uei epynu nayieHmis.
ITauieHmu AiMHb020 BIKY.
o3y HeoOxigHO mimbupaTy 3a7eXKHO Bif CTaHy PYHKIIiIM HUPOK (OUB. HUXKYE).

IlauieHmu 3 HUpPK0BO Hedocmamuicmio.

®yKOHA30JI BUBOAUTHCA IIePeBaXkHO i3 ceyelo y He3MiHEeHOMY cTaHi. [Ipu pa3oBoMy 3aCTOCyBaHHI
KOpPUTYBaTHU 003y HIIyKOHA30/1y He moTpibHo. [TalieHTaM (BKITIOYaloYy qiTel) i3 mopyIIeHHSIMHI
GbyHKIII HUpOK pu HeoOXimHOCTiI 6araTopa3oBOr0 3aCTOCYBaHHS MpenapaTy y 1-i neHb JiKyBaHHS
CJIiff 3aCTOCOBYBaTH I04aTKOBY 403y 50-400 Mr 3a7eXkHO Bifl TepalleBTUYHUX MOKa3aHb. [1icisa uporo
no00BY 103y (3a1e2KHO Bif ITOKa3aHHS) CIIifl pO3pax0ByBaTH BiAmoOBigHO M0 Tabmumi 1.

Tabnug 1

KnipeHc KpeaTuHiHy (MJI/XB) BincoToK Big peKOMeHI0BaHOI T03H
> 50 100 %

< 50 (6e3 remopiamisy) 50 %

['emomiamnmi3 100 % micrnst KOXKHOTro reMofiani3y

[MTauienTu, siki nepeOyBalOTh Ha pPeryasIpHOMY remopianisi, moBuHHi orpuMmyBat 100 %



PEKOMEHI0BaHOI MO3M MiCJIs KOXKHOI0 reMofiianidy. Y neHb, KOIu remMofiani3 He TPOBOOUTHCS,
Malli€eHT TOBUHEH OTPUMYBATH H03y, BiIKOPUTOBaHY 3aleXKHO Bifl KITipEHCY KpeaTUHIHY.

IlauieHmu i3 nopyweHHAMU QYHKUIi neviHku.

®nykoHa3on Tpeba 3aCTOCOBYBATH 3 00€pekKHiCTIO MallieHTaM i3 MOPYIIeHHIMU (PYHKIIII ediHKy,
OCKiNIbKM iH(popMallil moxo 3aCTOCyBaHHS (IYKOHA30J1y IIili KaTeropii mari€eHTiB HeJOCTaTHHO
(muB. po3minu «Oco6auBOCTI 3acTOCyBaHHSI» Ta «I100iuHi peakirii»).

imu.
He cnip nepesulifyBaTu MakcuManbHy f000BYy fo3y 400 Mmr.

4K i npu aHanoriyHuX iHPEKIiAX y JOPOCIUX, TPUBAICTh TiKyBaHHS 3a/Ie’KUTh Bifl KIiHI4HOI Ta
MiKoJIoTiuHOI Bifgmosigi. [IpenapaT 3actocoByBaTu 1 pa3 Ha go0y.

Io3yBaHHA IIpellapaTy HiTAM i3 IopyleHHAME QYHKIIl HUPOK HaBefeHo Buile. PapMakoKiHeTHKa
GbIyKoHa301y He NOCHigXKyBanacs y AiTed i3 HUPKOBOI HELOCTaTHICTIO.

Ilimu g8ikom 8i0 12 pokis.

3ajIe’kHO Biff MacHu Tisla Ta my0epTaTHOTO PO3BUTKY JIiKapio CIIiJ OLIHUTH, sIKa J03a Ipenapary (s
OOPOCTIUX YM AJIS OiTel) € ONTUMAaJIbHOI [J1s nauieHTa. KimiHiyHi gaHi cBigyaTs Ipo Te, 1[0 Y AiTel
KJIipeHC ¢IyKOHA30Jy BUIIUY MTOPIBHSAHO 3 JopocnuMu. 3acTocyBanHs o3 100, 200 ta 400 mr
mopociuM Ta o3 3, 6 Ta 12 Mr/Kr oguH pa3 Ha K00y HiTAM MPU3BOOUTE [0 HOCATHEHHS CIiBCTABHOI
CHACTEMHOI eKCITO3HIIil.

EdekTuBHiCTh Ta 6e31eKa 3aCcTOCyBaHHs (GIYKOHA30ITy [JIs JTiKyBaHHS IeHiTaabHUX KaHOUOO03iB y
miTey He BcTaHOBJeHi. HasiBHa Ha ChOTOXHIIHIM IeHb iHbopMallis HaBefieHa y po3aini «ITo6iuni
peaxtii». fdKimo icHye HaranmbHa notpeba 3aCTOCYBaHHS IIpemapary miginiTkaM (BikoM Big 12 o
17 pokiB), cnif 3aCTOCOBYBaTU 3BUYalHI 03U AJIS HOPOCIIHX.

Ilimu e8ixom 8i0 5 0o 11 pokis.

Kangumo3u cnu3oBux 000JI0HOK: TI0YATKOBA [103a CTAHOBUTEL 6 MT/Kr/mo0y, migTpuMyoda [103a -
3 Mr/kr/mo0y. [TouaTKOBY 103y MOXKHa 3aCTOCOBYBaTH ¥ 1-i meHb 3 METOI0 IIBUAIIOTO NOCATHEHHS
PiBHOBaXXHOI KOHIIEHTpAIIii.

[HBa3WBHI KaHAU03H, KPUIITOKOKOBUYM MEHIHTIT: J03a IIpenapaTy CTaHOBUTDH 6-12 Mr/Kr/moby
3aJIeXKHO Bifi CTYyIIeHs TAXKKOCTi 3aXBOPIOBAHHS.

[TigTpuMytoda Tepalis Ajis nonepenXeHHs PeLIUANBY KPUIITOKOKOBOI'O MEHIHTITY y AiTe i3 BUCOKUM
PU3KUKOM MOT0 PO3BUTKY: 403a IIpelapaTy CTaHOBUTEL 6 MT/Kr/go0y ofuH pa3 Ha 0o0y 3a/ie’kKHO Bif
CTYIIEHS TAKKOCTI 3aXBOPIOBaHHS.

[TpodinakTKa KaHAUIO3IB Yy MaIli€HTIB 3 iMyHOmeIIMTOM: [03a IIpenapaTy CTaHOBUTH

3-12 mr/kr oguH pa3 Ha Ho0y 3a/e3KHO Bif BUPaXKEeHOCTi Ta TPUBAJIOCTI iHAYKOBAHOI HEUTPONEeHil
(muB. mO3U OIS HOPOCIHX).

Himu.

3acTOCOBYBATH JIiKapChKUi 3aci6 y ¢popMi TabeToK Iiit KaTeropii maieHTiB MOXHa TOMi, KOMH OiTH



3maTHI 6€3MeYHO MPOKOBTHYTH TAaONIeTKy, 110 3a3BUYall MOXKJIUBO Y Billi Bifl 5 POKiB.

Ilepedo3yeanHs.
CuMIITOMU: TaTIONMHAII] Ta ITapaHolifaibHa IIOBemiHKa.

JlikyBaHHS: CUMITOMaTA4YHe (y TOMY YUCJIi IPOMUBAHHS NUIyHKA U DiATPUMYyO4da Teparis).
®nyKoHA3071 BUBOOUTHCS IIEPEBAXKHO 3 cedyelo, ToMy (POpCOBaHUM [iype3 MOXKe MPUCKOPUTH
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBAJICTIO 3 TOOUHU 3HUXKYE PiBeHb (PIYKOHA30IY Y
m1a3Mi KpoBi mpubnmu3Ho Ha 50 %.

ITo6iuni peakuii.

[ToBigoMunsinu mpo MeOUKaMEeHTO3HY peaklIlifo 3 eo3unodiniero i cuctemaumu nposisamu (DRESS),
acoIifioBaHy 3i 3aCTOCyBaHHAM (GIyKOoHa301y (OuB. po3gin «Oco0IMBOCTI 3aCTOCYBaHHSI»).

Haituacrime (Big =1/100 go <1/10) moBimomnsnocs npo Taki mobiuHi peakiiii: ronoBHu 6inb, 6inb y
JKUBOTI, miapesi, Hy#oTa, O/0BaHHS, IiIBUIEHHS PiBHS alaHiHamMiHoTpaHchepasu (AJIT),
acnaprataMiHoTpaHcdepasu (ACT), myxHol pochaTasu KpoBi Ta BUCUIIAaHHSI

II71s1 OLIHKK YaCTOTH BUHUKHEHHS MOOIYHMUX peakiliii BUKOPHUCTOBYIOTh TaKy Kiacudikariito: myxe
yacTo (=1/10), wacto (Big =1/100 mo <1/10), HeuacTo (Bim =1/1000 mo <1/100), pimko (Bim =1/10000
no <1/1000), myxe pigko (<1/10000), yacToTa HeBigoMa (HEMOXKJIMBO OL[IHATH Ha IIiICTaBi HasiBHUX
OAHUX).

3 6oky cucmemu Kposi ma aimgpamuyHoi cucmemu.

HeuacTo: aHewmis.

Pigko: arpaHynouuTo3, TeMKONeHis, HEUTPOIeHis, TPDOMOOLUUTOIEHIs.
3 boky imyHHOI cucmemu.

Pigko: anadinakcis.

3 6oky memaboaizaMy ma Xap4yB8aHHA.

HeuacTo: 3HMXKEHHS alIETUTY.

Pigko: rineprpurmninepuaeMis, rinepxojaecTepruHeMis, rinoKaiemis.
3 6oky ncuxiku.

HeuacTo: 0€3COHHS, COHJIUBICTE.

3 boky Hepeogoi cucmemu.

YacTo: rosoBHUY Oifb.

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



Pigxo: Tpemop.

3 6oky opaaHie cayxy ma pisHosazau.
Heuacro: BepTuro.

3 6oky cepus.

Pigko: mapokcu3MasbHa IUIYHOYKOBA TaXiKappis TUILY «IipyeT», momoBxkeHHd iHnTepBany QT (mus.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

YacTo: 6inb y YepeBHill TOPOXKHUHI, miapes, HymOoTa, OII0BAHHS.
HeuacTo: 3amop, gucmenciss, MeTeopusM, CyXiCThb y POTI.

3 6oky 2enamobiniapHoi cucmemu.

Yacro: nigeuieHHs piHiB AJIT, ACT, nyxkHol ¢pocdaTasu B KpoBi (AuB. po3min «OcobmuBoCTi
3aCTOCYBaHHS»).

HeuacTo: x0mecTas, JKOBTSIHUIA, MiABUILIEHHS piBHS 0inipyOiny (muB. po3min «OcobnuBoCTi
3aCTOCYBaHHS»).

Pigko: mediHKoBa HEIOCTATHICTh, TeNaTOLENIONAPHAN HEKPO3, TeaTUTH, TenaToUeoIsIpHe
ypaXxeHHs (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHI»).

3 6oky wkipu ma niOwKipHoi KAiMKOBUHU.
YacTo: Bucunanus (ouB. po3ain «OcoONMMBOCTI 3aCTOCYBaHHS»).

HeuacTo: cBepOixk, MeIUKaMeHTO3HUY JepPMaTHUT (BK/II0Yaruu HiKCOBaHUN MeIUKaMeHTO3HUN
IepMaTUT), KPOIIUB'THKA, MiBUIIleHe TIOTOBUONEHHS (1B, po3ain «OcoBIUBOCTI 3aCTOCYBaHHS»).

Pigko: TOKCMYHUY emimepManbHUM HEKPOi3, cuHapoM CTiBeHca-[I:)KOHCOHA, TOCTPUM
reHepasi3oBaHUM €K3aHTeMaTO3HUU MIyCTY/Ib03, eKC(HOTIaTUBHUN IePMaTUT, aHTI0HEBPOTUYHUN
HaOpsK, HaOpsK 06muyuys, amonenis (DuB. po3misn «OcoBIUBOCTI 3aCTOCYBAHHS»).

YacToTa HeBifoMa: MefuKaMeHTO3Ha peakilis 3 eo3uHodinieio i cucremaumu npossamu (DRESS).
3 60Ky ONOpPHO-PYX08020 anapamy ma CnoAYy4YHOi MKAHUHU.
Heuacrto: mianris.
3azanbHi nopyweHHA ma peakuii y Micui 88e0eHHA.
HeuacrTo: mifgBuilleHa BTOMJTIOBaHICTh, HE3y>KaHHS, aCTeHis, rapsgdka.
itm

YacToTa Ta xapakTep Mo6iuHUX peakliii Ta BifxuieHb 1aO0PaTOPHUX TOKA3HUKIB y OiTel, IKi
GdikcyBanucs mig 9ac KIiHIYHUX JOCTigXKeHb, KPiM reHiTalbHOTO KaHAU03Y, € TIOPIBHIHHUMU 3
TaKUMHU Y JOPOCIIUX.



[ToBigoMIIeHHS PO Mim03pioBaHi mo6iuHi peakirii

[ToBimomneHHS mpo Mo6iuHi peakiril micis peecTpallii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HaAYEHHS.
Lle nae 3Mory IpOBOOUTH MOHITOPUHT CIiBBiIHOIIEHHS KOPUCTL/PU3UK IIPU 3aCTOCYBaHHI LIbOTO
niKkapchKkoro 3acofy. Megu4yHuM Ta papMalleBTUYHUM IIpalliBHUKAM, a TAaKOXK IMallieHTaM abo ix
3aKOHHUM ITpeCTaBHUKAM CJIiT TIOBiTOMJISITH TIPO YCi BUTTAAKHM IiI03PI0OBaHUX MOOIYHUX Peakilii Ta
BificyTHOCTI e(peKTHUBHOCTI TiKapchKoro 3aco0y yepe3 ABTOMaTH30BaHY iHGOpPMaIliliHy cucTeMy 3

(dapMakoHarisAgy 3a nocuiaHHAM: https://aisf.dec.gov.ua

Tepmin npudamuocmi. 3 POKH.

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

30epiratu y HEJOCTYIIHOMY OJISI OiTeM MicIi.

VYnakoBka.

Tabmetku 1o 50 mMr Ne 4 a60 Ne 10 y GmicTepi B KApTOHHIHN yIIaKOBIIi.
Tabmetku mo 100 mMr Ne 4 a6o Ne 10 y GmicTepi B KapTOHHIM yIIaKOBIIi.
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.

BupoOHHK.
KYCYM XEJITXKEP IIBT JITO/

KUSUM HEALTHCARE PVT LTD.

Micue3HaxoaKeHHs1 BHPOOHHKA Ta ajjpeca Miclsl MPOBagKeHHsI HOT0 Tis/IbHOCTI.

[Trnot Ne M-3, Inmop Cnemwen Ikonomik 3oyH, ®eus-1I, ITitammnyp, [lict. [Ixap, Maaxses I1pagern, [Tin
454774, Tupgisa/

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



454774, India.



