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
OyTu 00yMOBJIeHa MyTalliSIMH, TIOCUJIEHHSAM IIPOAYKIIl (epMeHTY, MexaHi3MaMu e(IIIOKCy IpenapaTy
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 (€BponerchbKOTro KOMITETY 3 HOCITiIKeHb YYTIUBOCTI 10 aHTUMIKPOOHUX
3ac00iB).

Bbasyrouunce Ha mocigKeHHI papMaKOKiHETUUHUX/PapMaKOAUHAMIYHUX JaHUX, YYTJIUBOCTI 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.

ITpomuepubko-suti KoHmpoavHi mouKu, nos’si3ami 3 neeHUM KonmpoavHi
3acib gudom S < /R >y me/n moyuKu, He
nos’s3awi 3
nesHum
suoom"
S</R>y
me/n
Candida Candida  Candida Candida Candida Candida
albicans dubliniensisglabrata krusei  parapsilosis tropicals

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

a - KOHTPOJIbHI TOYKH, 1110 He IOB’sI3aHi 3 IEBHUM BUIOM, SIKi Oi/TbIII0I0 MipOI0 BU3HAYAJIKCS Ha OCHOBI
(bapmakokiHeTH4YHOI/papMaKofruHaMiuHOI iH(popMallil i He 3ayiexkaTh Bifl pO3MOLiIy Ha MEeBHi BUOYU 3a
MiHiManbHOIO iHTiI0YI040I0 KOHIIEHTPalli€0. BoHU HOCTimXKyBamuCh nuille y MiKpoopraHi3mis, y IKUX
He icHye crenudiyHOol KOHTPOIbHOI TOUKY;

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

* Yci nokasuuku C. glabrata B kateropil I. MIK npotu C. glabrata cnif oniHIOBaTH IK PE3UCTEHTHI,
KOJIM BOHU nepeBuIytoTs 16 mr/mn. Kateropia gytnusocTi (< 0,001 Mr/m) BUKOPUCTOBYETHCS JIULIE
o 3ano0iraHHs MoMmIKoBol Kimacudikanii mramis I sk mramis S. [ - 9yTIuBUM 3a yMOBH
IiABUINEHOI eKCI03KIlii: MiKpOOpraHi3M HaJleXkUTh 00 KaTeropii «4yTIuBUAY 3a YMOBU IiIBUIIEHO]
eKCITO3UIlil» y pa3i, Kolu iCHye BUCOKa UMOBIpHIiCTh TePaleBTUYHOTO YCIIiXy, OCKiJIbKM €KCIIO3UIIis
mpenaparty Oyna 30inbieHa 3a paXyHOK KOPEKIIii pexkuMy 0o3yBaHHS abo M0oro KOHIeHTpalil y
BOTHHUII iHDeKIil.

dapmakokiHemuka.

dapMaKOKiHEeTHYHi BNacTUBOCTI GJIYKOHA30Iy € MOAI0OHUMY NIPY BHYTPIITHLOBEHHOMY i
[IepOPaIbHOMY 3aCTOCYBAHHI.

AGcopOiis.

®nykoHa3051 mobpe BCMOKTYETLCS IIPHU IIepOPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary B I1a3Mi
KPOBi i crcTeMHa 0ioffoCTyIHICTh nepeBuillyioTh 90 % piBHS QIyKOHA30y B IJIa3Mi KPOBI, 1110
[OCATA€EThCS NIPY BHYTPIIIHLOBEHHOMY BBe[eHHI penapaTy. OmMHOYaCHe BXXUBAHHS 1Ki He BILJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy [IpU U0ro llepopalbHOMy 3aCcToCyBaHHI. [[iKkoBa KOHLIEHTpallisl y Iy1a3Mi
KpOBi gocaraetbcs yepes 0,5-1,5 rogunu micig npuroMy IpenaparTy HaTiecepie. KoHieHTparis
Ipenapary B IIJIa3Mi KpPOBi mpomnopiidHa fo3i. PiBHOBaxkHa 90 % KOHLIEHTpallid JOCATaeThCA Ha 4-5-1
neHb Ipu 6araTopa3oBOMY 3aCTOCYBaHHI OIMH pa3 Ha 0o0y abo Ha APYTuil AeHb JTiKyBaHHS NIpU
3aCTOCyBaHHI y epImii [eHb HaBaHTaXyBaIbHOI J03H, 10 BABiUi TepeBHUIIly€e 3BUYalHy 1000BY 4O3Y.

Po3noomin.



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

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

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

[Tpu 3actocyBanHi o3u 50 Mr 1 pa3 Ha go0y KOHIeHTpalis GIyKoHa30:y micis 12 gHiB miKyBaHHS
CTaHOBUJIA 73 MKI/T, a 4epe3 7 OHIB MICJIA 3aBepIIEHHS JIiIKyBaHHSA KOHI[EHTpAllid BCe 1le CTaHOBUJIa
5,8 Mxr/r. [Ipu 3actocyBanHi fo3u 150 mr 1 pa3 Ha TUXKAEHb KOHILIEHTpaLisa QIyKOHA30Jy Ha 7-

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

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

BioTrpaHcdopmatiis.

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

BuBenenns.

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

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

dapMakoKiHeTHKa IPU HOPVIIeHH]I QVHKIINI HUPOK.

Y malieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOT'0 CTyIeHs (IIBUAKICTb KIyO04YKOoBOI (inbTpatiil

< 20 mn/xB) nepion HanmiBBUBeneHHS 30inbmyeThcs Bif 30 mo 98 romun. ToMy wmiii KaTeropii mamieHTiB
HeOoOXiIHO 3MEHUIUTH N03Yy GIyKoHa305y. ®IyKOoHA30JT BUJAISETHCS IIUITXOM IreMofiani3y, Ta
MEHILIOK MipOI0 - IIJITXOM IIePUTOHEeaIbHOr0 Aianidy. CeaHC reMofianidy TPUBaIICTIO 3 TOOUHU
3HUKYE piBeHb PIIyKOHA30Y y M1a3Mi KpoBi mpubnusno Ha 50 %.

dapMaKOKiHETHKA P JTaKTallil.

KonnenTpauii (pIyKoHa30/1y B IIJ1a3Mi i MaTePUHCHKOMY MOJIOLL BIPONOBXK 48 roguH Micsa IPUIOMY
0fHOpa30Boi 7o3u 150 Mr ouiHIOBaNM mif 4ac papMaKOKiHETUYHOTO OOCHIIXKEeHHS 3a Y4acTIO OeCATH
JXKIHOK y Iepiopi nmakTartii, SIKi TUM4YacoBo a0 IMOCTiMHO IPUMHUHUIIY TOIYyBaTH CBOiX HEMOBIISIT

rpynnioo. Y MaTepuHCbKOMY MOJIOI (GJIyKOHA30J 1 BUSBUIIN Y CepenHill KoHLeHTpallil npubnusHo 98 %



Bif Ti€l, 1110 Bim3Hauvamu y nna3mi MaTepi. Yepes 5,2 roguHY IicIs MPUNOMY 03U CEepeHs MMiKoBa
KOHIIEHTpALlisl B MaTEPUHCHKOMY MOJIOLi cTaHoBUIa 2,61 mr/n. [Jo6oBa mo3a ¢GIyKoHA301y, OTpUMaHa
HEMOBJISIM i3 MAaTEPUHCHKOT'0 MOJIOKA (SIKIIO IPUUHSITH CepPeHE CII0KKUBAHHS MOJIOKA 3a

150 mn/kr/oo0y), po3paxoBaHa Ha OCHOBi CepelHbOi MMiKOBOI KOHIIEHTPAIIil B MOJIOIIi, 1[0 OPiBHIOE
0,39 mr/kr/moby, craHoBuTh MpuOnu3Ho 40 % Bifg m03u, pEKOMEHI0BaHOI HOBOHAPOMXKEHUM (BiKOM

< 2 TuxkHiB), abo 13 % Bim 003U, peKOMEH0BAHOI HEMOBJIATAM [JIs JIiKyBaHHS KaHOUA03Y CIIM30BUX
000JIOHOK.

dapMakOKiHEeTHKA V OiTeH.

dapMakoKiHeTHYHI TapaMeTpHu y AiTel OyiIu OlLiHeHi y 5 HOCHiXKeHHSIX: 2 DOCTiAKeHHs pa30BOro
3aCTOCYBaHHS, 2 JOCHTimXKeHHs 0araTopa30BOT0 3aCTOCYBaHHS Ta 1 MOCHimXKeHHS HeIOHOIIEHUX
HOBOHapomxXeHuX. [licns BBegeHHS 2-8 Mr/Kr GIyKOoHa30Jy HiTIM BiKoM Bif 9 micaris 1o 15 pokis
OyB BusiBeHuil mokasHuk AUC 61u3bko 38 MKr*rom/mi Ha 1 Mr/kr mo3u. Ilicis 6araTopa3oBoro
3aCTOCYBaHHS CepefHil nepion HamiBBUBeAeHHS (HIIyKOHA30I1y 3 IIJla3MU KOIUBaBCI MixX 15 Ta

18 roguHamu, a 06’eM po3Mmopiny ctaHoBUB nMpubau3Ho 880 Mn/Kr. Binbil TpruBanuil nepioxn
HalliBBUBEJEeHHS (PIYKOHA30JIy 3 IJIa3MHU KPOBi CTAHOBUB NMPUOIN3HO 24 roguHu Ta OyB BUSBIEHUN
micIIst BBEIEeHHS Pa30Bol N0o3u. el MoKa3HUK € MOPIBHSIHHUM i3 MePioloM HalliBBUBEIEHHS
(byKOHAa3011y 3 IIJTa3MHU KPOBI IiCJIsT pa30BOr0 3aCTOCYBaHHS J03U 3 MT/KT BHYTPIIITHBOBEHHO HiTSIM
BikoM Big 11 mHiB go 11 micsiiB. O6’eM po3moniny B it BiKOBi# rpyIi cTaHOBUB 6113bK0 950 MII/KT.

IocBim 3acTocyBaHHS (GIYKOHA30Jy HOBOHAPOMKEHUM 00MEKYEThCSI hapMaKOKiHETHYHUMHU
OOCIIXKeHHIMHU 12 HeIOHOIIeHUX [iTel i3 TepMiHOM recTaiiil npu0nmu3Ho 28 TuxHiB. CepenHi BiK
OUTWHY NIPY BBEMIEHHI IepImol 1031 CTaHOBUB 24 roguHu (miama3oH 9-36 roguH), cepegHs Maca Tina
npu HapopxkeHHi craHoBuia 0,9 kr (miamason 0,75-1,10 kr). MakcumyMm 5 BHYTPIIIHBOBEHHUX
in’exuin GpryKoHa30/y B 103i 6 MI/KT BBOOUIY KOXKHIi 72 rogunu. CepenHiii mepion HamiBBUBEOEHHS
cTaHOBUB 74 rogunu (44-185) y nepiuuii feHsb, IOTiM 3MeHIIUBCA 00 53 rogul (30-131) Ha 7-1 OeHb
Ta [0 47 (27-68) na 13-1 meHsb. [Inoma nig kpuBoio (MKr*roa/mi) ctanosuna 271 (173-385) y nepmmi
nenb, 36inmbinyBanacs mo 490 (292-734) Ha 7-# geHb, moTiM 3MeHmuIacs 0o 360 (167-566) Ha 13-

i nenb. O6’eM posmnopiny (mi/kr) ctaHoBuB 1183 (1070-1470) y nepinuii neHs, 36inbinyBascs mo 1184
(510-2130) Ha 7-1 menb Ta mo 1328 (1040-1680) Ha 13-i1 meHb BigIOBiTHO.

dapmMakoKiHEeTHKA Y Mali€HTIiB JITHHOI'O BIKY.

dapMaKOKiHETUYHE JOCiAKEeHHS IPOBOAMIMN 3a Y4YacTIo 22 MallieHTiB (BiKOM Biff 65 pOKiB), SKi
3acrocoByBanu 50 Mr ¢rykoHa301y nepopanbHo. 10 namieHTiB 04HOYAaCHO 3aCTOCOBYBAJIM [iyPETUKH.
C..ax CTaHOBUNA 1,54 MKT/MJI Ta focsAranacs nIpotsarom 1,3 TOOUHYU Mic/Is 3aCTOCYBaHHS (PIIyKOHA30MY.
Cepenus AUC craHoBumna 76,4+20,3 mrr*rog/mn. CepenHiv nepion HamiBBUBedeHHS 46,2 rogunu. Li
(dbapMaKOKiHETUYHI TOKa3HUKU € BUIIMMHU TTOPIBHSHO i3 @HAIOTIYHUMU Y 300POBUX NOOPOBOJIBIIIB
MOJIOAWIOTro BiKy. OgHOYAaCHe 3aCTOCYBaHHS [iypeTUKIB He Majlo 3HayHOro BunuBy Ha C,.. Ta AUC.
Takox KiripeHC KpeaTuHiHy (74 MI1/XB), BifCOTOK (pJIyKOHaA30Iy, 110 eKCKPETYBaBCH i3 ceyelo y
He3MiHeHOMY BuUrnafi (0-24 ropuny, 22 %), Ta HUPKOBUM KilipeHC prnykorasomy (0,124 mn/XB/KT) y
TIallieHTiB laHOl BiKOBOI Ipymny OyIM HUXKYMMHU, Hi’K aHAJIOTiuHi MOKA3HUKH y MOJIOJIINX
no6poBosbLiB. ToMy 3MiHM (papMaKOKiHETHKY Y MAI[iEHTIB JTITHLOTO BiKy OUEBUAHO 3ajieKaTh Bif
napaMeTpiB (QpyHKIi HUPOK.

KrinigHi XxapaKTepHCTHKH.

IToxka3auns.



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

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

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

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

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

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

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

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

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

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

iTH.

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

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

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



IIpomunoka3aHHs.

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

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

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

B3aemodisa 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

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

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

TeppeHalduH: Yepe3 BUMAKU PO3BUTKY TAKKUX CEPLIEBUX apUTMil, CIPUYNHEHNX IIOJOBKEHHAM
inTepBany QTc, y nauieHTiB, sIKi 3aCTOCOBYIOTh a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3ac001 OMHOYACHO
3 TepdenaguHoM, OyIM MPOBEeH] JOCTigKeHHS B3aeMOIil 11X npemnapariB. [Ipu 3acTocyBaHHi
bnykonaszony y no3i 200 Mr Ha no6y He 6yi0 BUSIBIIEHO TOROBXKeHHS inTepBany QTc. IIpu
3acTocyBaHHi rykoHa3ony B o3ax 400 Mr Ha o6y abo BuIlle 3HAYHO IMigBHUIIYE PiBEHb
TeppeHaguHy B IIJIa3Mi KPOBi IIPK OMHOYACHOMY 3aCTOCYBaHHI IUX IpenapartiB. CyMicHe
3acTocyBaHHS (IyKoHa301y B fo3ax 400 mMr abo Buille 3 TepheHaAHOM NIPOTUIIOKa3aHe (OUB. PO3Tin
«[Tporumnoka3anHs»). [Ipu 3acTocyBanHi GykKoHa30my B go3ax Huk4e 400 Mr Ha 106y OmHOYACHO 3
TepdeHaguHOM CIIif] IPOBOAUTHU PETENTbHUIN MOHITOPUHT CTaHy Ialli€HTa.

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

ITimo3u0: omHOYACHE 3aCTOCYyBaHHS (DIIyKOHA30/1y 3 MiMO3UIOM MOXKe IIPU3BECTH [0 iHTiOyBaHHS
MeTabomi3My MiMO3uAYy, X04a BiATIOBITHUX OOCIigXKeHb in vitro Ta in vivo He ipoBopuny. [ligBurieHa
KOHIIEHTpAllid MiMO3Uy y IIJla3Mi KPOBi MOXKe IPU3BECTHU [0 NON0BXKeHHS iHTepBany QT Ta B
pigKicHUX BUIlafKaX OO MapOKCH3MasbHOI ITYHOYKOBOI TaxXiKappil Tuny «mipyet». OgHO4YacHe
3aCTOCYBaHHS (PIyKOHA30JIy 3 MIMO3UAOM IPOTUIIOKa3aHe (OuB. po3min «IIpoTunoka3aHHsg»).

XiHiOUH: OMHOYaCHE 3aCTOCYBaHHS (HIIYKOHA30Jy Ta XiHiIWHY MOXKe NMPU3BOAUTH [0 iHTiOyBaHHS
MeTabomi3My XiHiqUHY, X04a BifMOBIHHUX AOCTiAXKEHb in Vitro Ta in vivo He IPOBOIUIIH.



3acTocyBaHHS XiHimUHY OyJ10 OB’sI3aHe 3 momoBxkeHHIM iHTepBany QT Ta B pigKicHUX BUIlafKax
- TapOKCU3MaJIbHOIO IITYHOYKOBOIO TaXiKapAi€wo Tumy «mipyeT». OmHO4YacHe 3aCTOCYBaHHS
bykoHa301y 3 XiHiTMHOM IPOTUIIOKa3aHe (OuB. po3min «I[IpoTUIIOKa3aHHSI»).

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

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

3acobis.

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

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

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

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

Bnius iHwux sikapcvkux 3dcobis Ha GayKOHA301.

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

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

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

Bnjug ¢aVKoHA304y HA IHWI AiKapcuKi 3acobu.

®nykoHa3on € noMmipHuM iHribitopom muroxpomy P450 (CYP) isodepmenTy 2C9 Ta 3A4. dnyKoHa301
€ IOTYyKHUM iHribiTopoM i3odpepmenTy CYP2C19. Ha momaTok [0 CIOCTepeKyBaHUX/HOKYMEHTaIbHO
migTBEpAKEeHUX B3a€MO/IiH, 1[0 ONMKUCAHI HUXKYe, TPU OOHOYACHOMY 3aCTOCYBaHHi 3 (HITyKOHA30/I0M
icHy€e pU3UK MigBUILEHHS Y IJa3Mi KpOBi KOHLIEHTPAlliX iHIIKUX CIIONYK, 10 MeTa00Ii3yI0ThCs,



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

AbpouumuHib: drykonason (iuribitop CYP2C19, 2C9, 3A4) migBuiilyBaB €KCIIO3UIIiI0 aKTUBHOI
yacTuHYU abpouuTuHiOy Ha 155%. [Tpu ogHOYaCHOMY 3aCTOCYBaHHI i3 Pr1yKoHa30710M CITif
BiIKOpUTyBaTH 03y abpouuTHHIOy 3TigHO 3 0o iHCTPYKIIi€o 100 NpU3HaYeHHS.

Anv(peHmatin: ogHOYACHe 3aCcToCyBaHHS (HIyKoHa30y B 7031 400 Mr Ta anbheHTaHiny B f03i
20 MKT/KT BHYTPIiITHLOBEHHO CYIIPOBOMXKYETHCS JBOKPATHUM 30iNbIIeHHSIM [TOKa3HUKA

AUC,, (moxnuBo, yepe3 inrioyBanusa CYP3A4). Lle 3ymMoBIi0e HEOOXiIHICTh Y KOPUTYBaHHi HO3U
anbQpeHTaHiny.

Amimpunmusin, HopmpunmuiH: GJIYKOHA30J IOCUJIIOE Tif0 aMiTPUNTUIIHY Ta HOPTPUNITUIIIHY .
PekoMeHIy€eThCSI BUMIpPIOBAaTH KOHIIEHTpAllil 5-HOPTPUNITUIIHY Ta/a00 S-aMiTPpUIITHIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Teparii Ta yepe3 1 THXKOeHb micns 11 moyaTky. Y pasi HeoOxifmHOCTI Tpeba
BIIKOPUTYBaTHU [0O3Y aMITPUITUIIHY YU HOPTPUIITUIIIHY.

Am¢pomepuuuH B: ogHOYaCHE 3aCTOCYBaHHS (HJIyKOHA30JIy Ta aMpoTepuluHy B iHpiKOBaHUM MUIIaMm
i3 HOpManbHUM iIMyHITETOM Ta iH(}iKOBaHMM MUILIAM 3i 3HMKEHUM IMyHITETOM IIPU3BEJIO 10 TAaKUX
pe3yJIbTaTiB: HEBEIMKUY agUTUBHUYN TPOTUTPUOKOBUY edeKT mpu cucTeMHil indekuii C. albicans,
BiICYTHICTh B3a€MO[il IpY BHYTPiMIHbOYEPENHiN iHbeKil Cryptococcus neoformans Ta aHTAaroHiI3M
[BOX IIperapariB IIpU CUCTeMHil iHpekil Aspergillus fumigatus. KiiHiuHe 3HaYeHHS LIUX
pe3ybTaTiB HEBIlOME.

AHMuKoaz2yasaHmMu: SiK i Ipu 3aCTOCYBaHHi iHIIMX a30/IbHUX IPOTUTPHOKOBUX 3aC00iB, IIpu
OJHOYACHOMY 3aCTOCyBaHHI (IyKOHA301y Ta BappapruHy NOBIJOMIISAIN IPO BUIIAOKU PO3BUTKY
KPOBOTeY (reMaToMa, HOCOBa KpOBOTEYa, IIIJIYyHKOBO-KUIIKOBA KPOBOTeYa, reMaTypid Ta MejieHa) Ha
TJIi TOOOBKEHHS NMPOTPOoMOiHOBOTO Yacy. [Ipyu 0mHOYACHOMY 3aCTOCYBaHHi (hITyKOHA30/Iy Ta
BapdapuHy crocTepiranaocs ABOKpaTHe MigBUIEHHS MPOTPOMOIHOBOTO Yacy, iMOBipHO, BHACTigOK
npurHiyeHHs MeTtabosniamy Baphapuny yepe3 CYP2C9. IToTpi6HO peTenbHO KOHTPOIIOBATH
IpoTpoMOiHOBHMIA YaC y MAlliEeHTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTHKOATYISIHTA abo
inmaupioH. Moxe O6yTy He0OXiIHOIO KOPEKIiS 03U aHTUKOATyJITHTY.

Fen3odiazeniHu kopomkoi 0ii, Hanpuk.aad, mMida3zoaam, mpuasonam: Tpu3HaueHHs GIyYKOHA30Iy
IicJIs IepopabHOT0 3aCTOCYBaHHS Mifla30J/laMy IIPH3BOAWIIO A0 3HAYHOTO MiIBUILIEHHS KOHIIEHTpallil
Miga3ojiaMy Ta 0o MMOCUJIEHHS IICUXOMOTOPHUX edeKTiB. OmHOYaCHe 3aCTOCYBaHHS (PIIYKOHA30y B
no3i 200 Mr Ta MigasoaMy B f03i 7,5 MT mepopaibHO IpU3BOAuIO a0 miasuileHHs AUC Ta nepiogy
HamiBBUBeHeHHS y 3,7 Ta 2,2 pa3y BiamoBigHo. 3acTocyBaHHS (GryKoHa3omy B fo3i 200 mMr/moby Ta
0,25 Mr Tpuazonamy nepopaiabHO Ipu3Boguiio fo migsuinensas AUC Ta nepiogy

HalliBBUBEeJeHHS Tpralonamy y 4,4 ta 2,3 pa3y BianosigHo. [Ipu ogHOYaCHOMY 3aCTOCYyBaHHI
(bIyKOHa30Jy Ta TpHa30jlaMy CIIOCTepiraaocs MOTeHIliIoBaHHS Ta MIPOJIOHTalis e(QeKTiB Tpua3onamy.

SKII0 malienTy, SKui MIPOXOAUTh KypC JIiKyBaHHS (IyKOHA30JI0M, Tpeba 0OHOYACHO IPHU3HAYUTH
Teparniio 6eH3ogia3eniHaMu, 03y OCTaHHIX MOTPIOHO 3MEHIIUTH Ta BCTAHOBUTH HaJleXKHUU HarJda[ 3a
CTaHOM IIallieHTa.

KapbamaseniH: GnykKoHa30J IPUTrHiYye MeTabomi3M KapOaMaseliny Ta CIPUYUHSIE MiIBUIIEHHS
piBHs KapOaMa3semniny B cupoBaTili KpoBi Ha 30 %. [CHye pPU3UK PO3BUTKY IIPOSBIB TOKCUYHOCTI 3 OOKY
kKapbaMa3zeniny. Moxe 6yTu He0OXiIHUM KOPUTYBAaHHS 03K KapOaMaseliHy 3aleXHO Bif PiBHS HOTO
KOHIIEHTpAIlil Ta [il mpemapary.



biokamopu Kaavuiesux KaHaaie: mesiki aHTaroHiCTY Kalbliio (Hipegumix, icpaguris,
aMJIOMMIIIH, BepamnaMin Ta penogumin) MetabomizyoTecs depmenTom CYP3A4. ®nykoHa3on
TIOTEHIINHO MOXKe ITigBUINYBATH CUCTEMHY €KCITO3UIIiI0 67I0KaTOPiB KasbIlieBUX KaHAJIiB.
PekoMeH0BaHU peTEIbHAY MOHITOPUHT LIO0 PO3BUTKY MOOIYHUX pPeakilili.

Llenekokcub: mpu OMHOYACHOMY 3aCTOCyBaHHi (iykoHa3oimy (200 Mr Ha go0y) Ta 1e/IeKOKCHOy

(200 mr) C,,,Ta AUC nenekokcu6y mippuiiryBanucs Ha 68 % ta 134 % BigmosigHo. [Ipu ogHOYacHOMY
3aCTOCYBaHHI 1e1eKoKcuOy Ta GryKoHa3051y Moxke OyTH HeOOXigHUM 3MEHIIeHHS 103U IeJIeKOKCHOY
BABiui.

Huxkaogpocpamio: ogHOIACHE 3aCTOCYyBaHHS IuKIodochaminy Ta GIyKoOHA30/Iy IPU3BOLUTH O
migBUIeHHS PiBHS OinipyOiHy Ta KpeaTUHIHY B cupoBaTii KpoBi. 1li mpenapaTu MoxHa
3aCTOCOBYBATH OJHOYACHO, BPAXOBYIOUM MOXK/IMBUYM PU3UK MiIBUILIEHHS KOHIIEHTpalii 6inipy6iny Ta
KpeaTUHIHY B CUPOBATILi KPOBI.

®eHmaHi: OBiIOMIISININ IIPO ONMH JIeTaTIbHUYM BUIIANOK BHACIIIOK iHTOKCHKAIIil (heHTaHiIoOM 4epes3
MOXKJIUBY B3a€MOLiI0 MiX (eHTaHinoM Ta GprykoHa3omoM. OIyKOHA30/I 3HaYHO YIIOBIIBHIOE
efniMiHanio genTaniny. [TifpuilleHHS KOHIIEHTpalil peHTaHiTly MOXKe IPU3BOAUTH 10 IPUTHIYEHHS
IUxXaHHS, TOMy Tpeba peTebHO KOHTPOIIOBATH CTaH nauieHTa. Moxe 0yTy HeoOXiIHOI0 KOPEeKIis
no3u peHTaHiny.

IHz2i6imopu I'MI-KoA-pedykmasu cymicHe 3acTocyBaHHS (GykKoHa30iy Ta iHribitopis I'MI-KoA-
penykTasH, 1mo Metabonizyiotecss CYP3A4 (aTopBacTaTUH Ta CUMBACcTaTHH), abo iHTriGiTopiB ['MTI-
KoA-pemykTa3sy, mo metabomnizyiotbcss CYP2C9 (drmyBacTaTuH), 10303a/I€3KHO HiABUINYE PU3UK
PO3BUTKY MiomarTii Ta pabgomioni3y (3a paxyHOK 3HUXKEHHS MeTa0oJ1i3My CTaTHHY B IediHIli). Y pasi
HeoOXiTHOCTi 0MHOYAaCHOT'0 3aCTOCYBaHHS LIUX IIpelapaTiB MOTPiOHO peTeNbHO CIOoCTEPIraTy 3a
NallieHTOM IO00 BUHMKHEHHS CHMIITOMIB Miomartii Ta pabgomiosiidy i MpOBOOUTH MOHITOPUHT PiBHS
KpeaTUHKIHA3U. Y pa3i 3Ha4HOT0 MigBUIIIeHHS PiBHA KpeaTUHKiIHA3M, @ TaKOXK IIPY Mifo3pi uu
BUSIBJIEHHI MiomaTii/pabmomionidy 3acTocyBanHs iHTiOiTOpiB [MI-KOA-penykTa3u noTpioHo
IPUIUHUTYA. MOXKINBO, 3Ha00/IIThCS MeHIi no3u iuribitopiB 'MI-KoA-pegykTa3u BifmoBigHO 00
IHCTPYKIN /11 MEOQUYHOTO 3aCTOCYBaHHS CTATUHIB.

I6pumuHi6: momipui inriéitopu CYP3A4, Taki gk GpnykoHa30J1, TiABUIIYIOTH KOHIIEHTPAIIiI0
iOpruTUHIOy B MyIa3Mi Ta MOXKYTh MiIBUIIyBaTHA PU3UK TOKCUYHOCTI. AKII0 HEMOXKINBO YHUKHYTH
KoMOiHallii mpemnaparis, MOTPiOHO 3HU3UTH 003y i6puTHHIOY 7o 280 Mr oguH pa3 Ha [o0y 3 METOI0
TIPOOBKEHHS 3aCTOCYBaHHS iHTibiTopa Ta 3a6e3MeYnTH MOCTINHUYN KITiHIYHUN MOHITOPUHT.

Isakagpmop (okpemo abo 8 kombiHauii 3 npenapamamu Mmo20 camo20 mepanesmuyHo20

K/acy): ogHOYacCHe 3aCTOCYBaHHS iBakadTOpY, pEryasaTopa TpaHCMeMOpPaHHOI TPOBITHOCTI IPH
mykoBiciunosi (CFTR), 3 rinpokcumeTtuniBakadgTopom (M1) 36imbImmio eKCIIo3ulliio iBakapTopy B
3 pa3u Ta eKCIO3UIil0 rifpokcuMeTuiiBakagpTopy (M1) y 1,9 pasy.

HeobxigHo 3MeHIMTH 003y iBakadTopa (okpemo abo y KomOiHaIlril) 3rigHo 3 #0T0 iHCTPYKIIiEo oIt
MEeIHUYHOI0 3aCTOCYBaHHS (0KpeMo abo y koMOiHarril).

Osanapub6: nomipHi inribitopu CYP3A4, Taki gk QrykoHa30J1, MigBUIIYIOTh KOHLIEHTPAllil0 oJlarnapudy
y IJ1a3Mi KpOBi; OMHOYACHE 3aCTOCYBaHHS He PEKOMEHOYETHCS. SKIIO HEMOXKIIMBO YHUKHYTH
3acToCyBaHHS Iliei KoMOiHalii, mo3y onamnapuby HeobxigHO 3MeHIUTH K0 200 Mr oBivi Ha gO0Y.

ImyHocynpecopu (Hanpukaad, YUuK/A0CNOPUH, e8epoaimMyc, CUpPOAiMYC I MAKPOAimMYyC).

LuksaocnopuH: GIyKOHA30J 3HAYHO MigBuinye KoHIeHTpalio Ta AUC nuknocnopuny. [Ipu



OIHOYACHOMY 3aCTOCYyBaHHI (prykoHa30my y mo3i 200 Mr/moby Ta HUKIOCIIOPUHY Y [03i

2,7 mr/kr/mo6y cmocTepiranmocst 36inbpierHs AUC muknocmopuny B 1,8 pady. Lli mpemapatu MoxkHa
3aCTOCOBYBATH OOHOYACHO 3a YMOBH 3MEHIIIEHHS 103U LIKUKJIOCIIOPUHY 3aJIe3KHO Bifl 1OT0
KOHIIeHTpallil.

Esepoaimyc: prnykoHa301 MOXKe IiABUITYBaTU KOHILIEHTPAIIiI0 eBEPOIIMYCY B CUPOBATILi KPOBi Yepes
npurHivenas CYP3A4.

Cupoaimyc: GIyKOHaA30 MiABUINYE KOHLIEHTPAIIiI0 CHPOIIMYCY B IJIa3Mi KPOBi, iMOBIpHO, IIJIIXOM
npurHidyeHHs MeTtaboniaMmy cuposimycy depmentom CYP3A4 ta P-rnikonporeinoM. Li mpemnapartu
MOXKHAa 3aCTOCOBYBaTU OOHOYACHO 3a YMOBU KOPUT'YBaHHS OO3U CHUPOJIMYCY 3a71€KHO Bifl PiBHSI
KOHIIeHTpaIlil Ta e(eKTiB Bif mpuiioMy npemnapary.

Taxposimyc: GIyKoHA30/ MOXKe MiABUIIYBaTH KOHI[EHTPAllil TaKPOJIiMyCy B CHPOBATIIi KPOBi 0
5 pasiB pu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NPUTHIUeHHS MeTaboIi3My TaKpomIiMycy
dbepmenTom CYP3A4 y kuineyHuKy. [Ipy BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIIoCTepiranocs 3HaYyHUX 3MiH (papMaKOKiHeTHUKH. [TifiBUIEHiI PiBHI TAKPOIIMYCY acOILi0I0TLCS 3
HeppOTOKCUYHICTIO. [[03y TAaKpOIiMyCy [Jsi IIEPOPaIbHOT0 3aCTOCYBaHHS IOTPiOHO 3HUXKYBATH
3aJ1eXKHO Bifl KOHIIEHTpallii TaKPOIiMyCy.

Jlo3apman: pryKoHA30/1 IPUTHIUYE ITePeTBOPEHHS 103apTaHy 10 Horo akTUBHOTO MeTabomity (E-31
74), 1110 3yMOBITIO€ OiNbIlly YaCTUHY aHTArOHiI3MY [I0 PellenTopiB aHrioTeH3uny II mig gac
3aCTOCYBaHHA JI03apTaHy. PeKoMeH0BaHO 3[i¥CHIOBATH [IOCTIMHUY MOHITOPUHT apTepiaJbHOro
TUCKY B IAli€HTIB.

JIypa3udoH: momipHi iHridiTopu CYP3A4, Taki K QyKoHa305, MOXKYTh MigBUIITYBaTH KOHI[EHTPAIIiI0
JIypa3ufoHy B Ij1a3Mi KpOBi. fKII0 HEMOXKJIUBO YHUKHYTH OOHOYACHOI'0 3aCTOCYBaHHS, CIIif
3MEHIIUTHY 003y JIypas3ufoHy, K 3a3Ha4eHO B UOr0 iHCTPYKUil A/I MEIUYHOT0 3aCTOCYBaHHS.

MemadoH: GpnyKoHa30J71 MOXKe MiABUIYBaTH KOHIIEHTPALil0 MeTafOHy B CUPOBATIIi KPOBi. [Ipu
OHOYAaCHOMY 3aCTOCYBaHHiI MeTafloHy Ta (GIIYKOHA30/1y MoXke 0yTH HeoOXimHMM KOPUTYBaHHS 103U
MeTafloHy.

Hecmepoidni npomudanaavHi npenapamu (HI13I1): nipu 0gHOYaCHOMY 3aCTOCYyBaHHi 3 (JIyKOHA30JI0M
C,..x Ta AUC dnyp6inpodeny migBuiryBanucs Ha 23 % Ta 81 % BigmoBigHO MOPIiBHSIHO 3 BiAMOBIAHUMU
TIOKa3HWKaMU [P 3aCTOCYBaHHi Tinbku ¢Gypbinpodeny. AHaNOTiYHO IPU OMHOYACHOMY
3aCTOCyBaHHI (yKoHa30iy 3 pauemiuaum ibynpodenom (400 mr) C,,, Ta AUC dpapmakosorigHo
aKTUBHOTO i30Mepy S-( )-ibynpoderny migsumniyBanucs Ha 15 % Ta 82 % BifNoOBiIHO NOPIBHSHO 3
BiIIIOBiMHMMM OKa3HWKaMU IIPU 3aCTOCYBaHHI TiIbKK palleMiyHoro i0ymnpodeny.

®1yKOHA30JI MOTEHIINHO 30aTHUM MigBULIYBAaTH CUCTEMHY eKcrno3uito inmmux HII3TI, mo
MeTabomnizyoTrecss CYP2C9 (Hanpuknaj, HallpOKCEHY, TOPHOKCUKAMY, MEJIOKCUKaMy, TIUKIT0heHaKY).
PekoMeH[I0BaHO MepiofUYHO 3AiiCHIOBATH MOHITOPUHT MOOIYHMX peaklIliii Ta TOKCUYHUX MIPOSIBIB,
nos’sg3anux i3 HII3I1. Moxe 3Hamobutrcs KkopuryBanus go3u HIT3II.

deHimoiH: GyKoHa301 npurHiyye Metaboni3M ¢eHiToiny B nevinni. OgHoyacHe 6araTopa3oBe
3acrocyBaHHS 200 Mr ¢rykoHazomny Ta 250 Mr (heHiTOIHY BHYTPIlIHBOBEHHO IIPU3BOOUTH 10
nigsuimenHs AUC,, denitoiny Ha 75 % Ta C,;,Ha 128 %. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI IIUX
nikapchKux 3ac06iB NOTPiOHO TPOBOOUTY MOHITOPUHT KOHIIEHTpPaIil GpeHiTOiHy B CHpPOBATIi KPOBi s
YHUKHEHHS PO3BUTKY TOKCHYHOI [il HeHITOIHY.

ITpedHi30H: OBIIOMIISANIM NIPO BUIIANOK, KOJIM Y NallieHTa IiCJa TpaHCIJIaHTallil eYiHKY Ha Tl



3aCTOCYBaHHS IIPeNHI30HY PO3BUHYIACS TOCTPa HEHOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BUHUKIIA ITiC/IST MPUIIMHEHHS TPUMICSIYHOTr0 Kypcy Tepanil hprykoHa30m1oM. [IpunuHeHHS
3aCTOCYBaHHS (PIIYKOHA30JTy, UMOBIPHO, CIPUYMHUIIO TOCUIeHHS aKTUBHOCTI CYP3A4, 110 npu3seno
[0 IpUCKOpeHHs MeTabomi3My npegHi3ony. Cuifl peTelbHO CTEXUTH 3a NallieHTaMH, SKi IPOTIToM
TPUBAJIOTO YaCy OOGHOYACHO 3aCTOCOBYIOTh (DIIYKOHA30J1 Ta MPEOHi30H, 3 METOI0 IOTepeakKeHHS
PO3BUTKY HEJOCTATHOCTi KOPX HaJlHUPKOBUX 3aJ103 MiC/Is MPUNUHEHHS 3aCTOCYBAHHS (PIIyKOHA30IY.

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

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

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

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

Toppayumuni6: BuuB ToQanuTUHIOY 3pocTae Npy OJHOYACHOMY 3aCTOCYBaHHI 3 JTiIKapChKUMU
3acobaMu, IKi MpU3BOAATH 00 moMipHOTO iHriOyBanHga CYP3A4 Ta nortyxHoro inrioysanus CYP2C19
(Hanmpuknan gnykoHasos). ToMy peKOMeHI0BaHO 3HU3UTH 03y TOPalUuTHHIOY 70 5 MI OUH pa3 Ha
no0y B KoMOiHalligX i3 I[UMU IIperapaTaMu.

Toneanman: excno3utig TonBanTtany (cyoctpaty CYP3A4) 3uauno 36inbmyeTses (200% AUC; 80%
C.nay) TIPH HOTO OTHOYACHOMY 3aCTOCYBaHHI 3 GpyKoHa3070M (moMipHu inribitop CYP3A4), Ta,
BiAITIOBigHO, 3pOCTa€ PU3NK BUHMKHEHHS TAKWX MOOIYHMX Peakllifl SK MOCUIIeHHS HOiypesy,
3HEBOJHEHHS 1 TOCTpa HUPKOBA HEJOCTATHICTh. Y pa3i 0MHOYAaCHOT0 3aCTOCYBaHH, 103a TOJIBAIITAHY
NOBUHHA OyTU 3MeHIIIeHa BiiOBIAHO 0O MOT0 iHCTPYKIIii, a 3a MallieHToM IIOTPiOHO crocTepiraTu
OO0 TIOSIBY MOOIYHUX PeaKIlil.

Askanoiou bapeiHky: GyKoHa3071, iMOBipHO, Yepe3 inridyBanus CYP3A4 Moxke CIIPUYUHSITH
IiABUIEHHS KOHI[EHTPAIlil ankanoifiB 6apBiHKY B IIJIa3Mi KPOBi (HalmpUKIIaf, BIHKPUCTUHY Ta
BiHOJIACTUHY), 1110 MPHU3BOAUTE 10 PO3BUTKY HEMPOTOKCUYHUX €(DEKTIB.

Bimamin A: IOBiZOMIISINM, 110 V TAllieHTa, SKMKA OQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIIOTY
(kucnoTtHa hopma BiTaminy A) Ta prykoHa3on, croctepiranucs mobiyni peakuii 3 6oky ITHC y dhopmi
TIICEBIOTYMOPY T'OJIOBHOTO MO3KY, 1[0 3HUK Iicyg BigMinu ¢nykonasony. Li mikapchki 3aco0u MoxkHa
3aCTOCOBYBATH OJHOYACHO, ajie Tpeba maM’siTaTu PO PU3UK BUHUKHEHHS M00iYHUX peakIliit 3 60Ky
LTHC.



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

24 roguHu npoTSaroM 4 gHiB) npu3Beso Ao migsuuleHHd C,,, Ta AUC, BOpHKOHA30JTy B CEPeqHbOMY IO
57 % (90 % IOI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %, 128 %) BignoBigHo. HeBimoMoO, Y IpU3BOAUTH
3HUKEHHS 103U Ta/a00 YacTOTH 3aCTOCYBaHHS BOPUKOHA30Iy a00 (GIyKOHA30/Iy OO0 YCYHEHHS TaKOTO
edekTy. [Tpu 3acTOCyBaHHI BOPUKOHA30JTY Micist GIIyKOHA30/Iy IOTPiOHO IMPOBOAUTH CIIOCTEPEKEHHS
II0ZI0 PO3BUTKY IOOIiYHUX e(peKTiB, acoIliiOBaHUX i3 BOPUKOHA30JIOM.

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

A3umpoMilyuH: TIpU OOHOYACHOMY IIepopabHOMY Pa30BOMY 3aCTOCYBaHHI a3UTPOMILIMHY Ta
dbmykoHa3ony B go3ax 1200 mr ta 800 Mr BigmoBigHO, XKOMHUX 3HAUYIINX (hapMaKOKiHETUYHUX
B3AEMO[il BUSIBIEHO He 0yII0.

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

Oco6 1ueocmi 3acmocy8aHHs1.

Lepmamocgpimis. BimoMmo, 1110 pu 3acTOCyBaHHi (IyKOHA30Iy [AJg TiKyBaHHS gepMaTodirii y miTen
OCTaHHI{ He TIepeBUINY€E TPU3e0PyIbBiH 3a e(PeKTHUBHICTIO i 3arajbHUMN TOKa3HUK e(DeKTUBHOCTI
ctanoButh MeHIe 20 %. Tomy ¢hyKoHa30/1I He MOXKHA 3aCTOCOBYBATH IS JIIKyBaHHS AepMaToQiTil.

Kpunmoxkoko3s. [loka3iB eheKTUBHOCTI (HIIyKOHA30Iy AJId JIIKyBaHHS KPUIITOKOKO3Y IHIIUX
JI0Kai3alii (HanpuKiaf, JIerTeHeBoro KpUIITOKOKO3Y Ta KPUIITOKOKO3Y ILIKipK) HeJOCTATHbO, TOMY
PEeKOMeHalii 00 JO030BOI0 PEXUMY [ JIIKyBaHHS TaKUX 3aXBOPIOBAHb HEMaE.

I'nuboki eHOemiuHi miko3u. [Toka3iB eheKTUBHOCTI (DITyKOHA30/1y AT JTiKyBaHHS iHIIUX Hopm
eHIeMiYHUX MiK03iB, TaKUX K TapaKOKIMAi0IA0MiKO03, TiCTOIIa3M03 Ta MIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEOOCTAaTHHO, TOMY PEKOMEHMaIliX 1I0A0 JO030BOr0 PeXUMY AJIS JIIKYBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupxkosa cucmema. T1anienTaM i3 mopyineHHSIM GYHKIIIM HUPOK MpernapaT IOoTPiOHO 3aCTOCOBYBATH 3
obepexHicTio (muB. po3ain «Crocib 3acTOCyBaHHS Ta I03U»).

Hedocmamuicmb HaOHUpPKoBuX 3a103. KeTOKOHA30JI, SIK BifOMO, CIIPUYMHSIE HETOCTATHICTh
Ha[JHUPKOBUX 3aJ103, i Ile TAK0XK MOXKe CTOCYBaTUCS (IyKOHA30Jy, X04a CIIOCTEPIraeThCS PigKo.
HepocraTHiCT, HAQHUPKOBUX 3aJ103, [10B'A3aHa 3 ONHOYACHUM JIIKyBaHHAM IIPEHI30HOM, ONlKCaHa y
migpo3mini Bnaue ¢paykoHasoay Ha iHWi aikapcbKi 3acobu po3miny «B3aemogmis 3 iHIIuMu
nmiKapchbKUMU 3aco0aMu Ta iHII BUAU B3a€MOMIIN».



I'enamobiaiapHa cucmema. TlanienTam i3 mopyueHHIM GYHKIIIM Me4iHKY ITpenapat noTpidHo
3aCTOCOBYBATH 3 00€peXkKHiCTI0. 3aCTOCYBaHHS (DITYKOHA30JIY aCOIiI0BAIOCS 3 BUHUKHEHHSIM
PiOKiCHUX BUIIafKiB PO3BUTKY TSXKKOI rellaTOTOKCAYHOCTI, BK/II0Yal04y JieTajlbHi BUMIaiKU, TOJIOBHUM
YUHOM Y TALE€HTIB i3 TAXKKUMUA OCHOBHUMU 3aXBOPIOBAaHHAMU. Y BUIIAgKaX, KOJIU PO3BUTOK
rernaTOTOKCUYHOCTI acoIliloBaBCs i3 3aCTOCYBaHHAM (QIyKOHa307y, He Oy0 Big3HaueHo ii SBHOI
3aJ1eKHOCTI Biff 3aranbHOI J00OBOI AO3H IIpemnapaTty, TPUBAJIOCTI Teparii, cTaTi abo BiKy mallieHTa.
3a3BUYail TeaTOTOKCUYHICTh, CIpUYMHEHa (HITYKOHA3010M, 000POTHA, a 1 MposiBY 3HUKAIOTH IIiCTIs
NPUIMHEHHS Tepamil.

3a malfieHTaMH, V SKUX IIPU 3aCTOCYBaHHi (PIIyKOHA30/1y CIIOCTEPIraloThCS BiTXUIEHHS pe3yJbTaTiB
GbyHKITiOHaTPHUX P00 MediHKY, TOTPiOHO BCTAHOBUTU PETENIbHUM HATJIA[ 00 PO3BUTKY OibIil
TSKKOT'0 YpaXkeHHs IediHKHU.

[TarmienTiB Tpeba npoindopMyBaTH PO CUMIITOMH, 110 MOXKYTh CBIIUKUTH IIPO CEPUO3HUIM BIIJIUB Ha
NeYiHKy (BUpaXkKeHa acTeHis, aHOPeKCis, MOoCTiiHa HyqoTa, 6/1I0BaHHS Ta KOBTSHUIIL). Y TaKOMYy pasi
3acToCyBaHHS (HITYyKOHA30/1y MOTPiOHO HETaHO MPUIIMHUTH Ta MIPOKOHCYJIBTYBATUCS 3 JIiKapeM.

Cepuego-cyOuHHa cucmema. Jlesiki a307u, 30KpeMa i (pIyKOoHa30JI, aCOLiI0ITLCS 3 TOAOBKEHHIM
intepBany QT Ha enmekTpokapmiorpami. ®IyKOHa30/1 CIPUUUHSAE TOA0BKeHHS iHTepBany QT misixom
iHribyBaHHS CTPyMY i0HIB Yepe3 KaslieBi KaHanu BHyTpimHLOro BunpamieHHs (Ikr). ITomoBxeHHS
inTepBany QT, cupu4ynHeHe iHIMKUMU TiKapChKUMU 3ac00aMu (TaKUMU K aMiofapoH), MOXe
TIOCUJTIOBATHCS BHACTINOK iHTiOyBauHsa GpepmenTy CYP3A4 mutoxpomy P450. IToBimomisinu mpo gyxe
pigkicHi Bunagku nopgoxkeHHs iHTepBany QT Ta mapoKcH3MasbHOI IUTYHOYKOBOI TaxikKapail THUITY
«IipyeT» IIPH 3aCTOCYBaHHI QyKoHa30iy. Taki MOBiqOMIEHHS CTOCYBAJIACS MALi€HTIB i3 TIXKKUMU
3aXBOPIOBAHHSAMU IIPU NO€NHaHHI 6araTbox ¢GakTOPiB PU3UKY, TAKUMHU SIK CTPYKTYPHI 3aXBOPIOBaHHS
CepIIsi, TOPYIIEHHS eleKTPOIITHOTO 00MiHYy Ta OMHOYACHE 3aCTOCYBaHHS iHIIMX JiKapChKUX 3ac00iB,
110 BIyiuBatoTh Ha iHTepBan QT. [TallieHTH 3 TiOKalieEMi€l0 Ta TSIXKKOI0 CepLieBOI0 HEOOCTATHICTIO
MalOTh MiJBULIEHUM PU3UK BUHUKHEHHS XXUTTEBO HEeOEe3NeUHUX IITYHOYKOBUX apUTMil Ta
IIapOKCHU3MaJIbHOI LITYHOYKOBOI TaxiKapAil TUIY «IIipyeT».

®nykoHazon Tpeba 3 00epeKHICTIO 3aCTOCOBYBATH TAIliEHTaM i3 PU3UKOM PO3BUTKY apUTMil.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 MiKapchKUMM 3acobamu, 1110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoThes 3a gonoMoroio hepmenty CYP3A4 nutoxpomy P450, mpoTumnoka3aHe (UB. pO3inu
«IIpoTunoka3aHHs» Ta «B3aemois 3 iHIIUMY TiKapCHbKUMU 3aco0aMu Ta iHII BUOU B3a€EMOMIN»).

I'anopanmpun. F'anodanTtpun € cydctpatoM pepmenty CYP3A4 i mponourye intepsan QTc npu
3aCTOCyBaHHI y peKOMEH[I0BaHUX TepaleBTUUHUX fo3ax. OmHoYacHe 3aCTOCYyBaHHSA raodaHTPUHY Ta
(bITyKOHa30I1y He PEKOMEHMYEThCS (OUB. po3min «B3aeMopmist 3 iHIMMMU JTiKapChKUMHU 3acobaMu Ta
iHII BUOM B3aEMOMi»).

ITepmamonoziuri peakuii. ITig 9ac 3acTocyBaHHS HIIYKOHA30/IY PiAKO MOBIMOMIISIOCS PO PO3BUTOK
TaKUX eKC(oJiaTUBHUX MKIpHUX peakiiil K cuHapoM CTiBeHca - [I2KOHCOHA Ta TOKCUYHUU
elifiepManbHUX HEKPOIi3. [ToBiOMIISIM PO MeIMKaMeHTO3HY Peakiliio 3 e03uHO(Dii€e0 i
cuctemuuMu nposieamu (DRESS). IMauientu, xBopi Ha CHIII, GinbIi CXUITbHI 00 PO3BUTKY TSIKKUX
IIKipHUX peakllill Tpu 3aCTOCyBaHHi 6araThox JTiKapchKux 3acobiB. FAKIIO y MallieHTa 3 TOBEPXHEBOIO
rpubKOBOIO iH(EKITi€t0 3’ IBNII0TLCS BUCHIIaHHS, 1110 MOXKHA II0B’3aTH i3 3aCTOCYBAHHSIM
GbykKoHa3011y, Mofablle 3aCTOCYBAHHS ITpenaparty Tpeba MpUMUHUTHU. AKIIO y mallieHTa 3
iHBa3MBHOI0/CUCTEMHOI0 I'PUOKOBOIO iHGEKITIE€I0 3’ ABISAIOTLCSA BUCUIIAHHS Ha IIKipi, 3a 100 CTaHOM
OTPiOHO peTesybHO CIOCTEpPIraTH, a y padi po3BUTKY Oy/Ib03HUX BUCHUIIAHb a60 MyTbTH(HOPMHOI
epUTEeMU 3aCTOCYBaHHS (DITYKOHA30/Y MOTPIOHO IPUIIUHUTH.

I'inepuymausicmby. Y pigKiCHUX BUIIaAKaX IMOBITOMJISIN IIPO PO3BUTOK aHahiTaKTUYHUX PeaKIii



(muB. po3min «IIpoTunokasaHHI»).

ITumoxpom P450. ®nykoHa3on € nomipauM inridiropom depmentis CYP2C9 ta CYP3A4. Takox
dbrykoHa3o01n € nomipHuM iHribiTopoMm dhepmenTy CYP2C19. Tpeba crocTepiraTu 3a CTaHOM ITAIliEHTIB,
SIKi OTHOYACHO 3aCTOCOBYIOTh (PIYKOHA30JI Ta IIpernapaTy 3 By3bKUM TEPANEeBTUYHUM BiKHOM, III0
MeTabomizyoTbes 3 yuyacTtio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3nin «B3aeMofis 3 iHIMUME
JiKapChKUMH 3aco0aMu Ta iHIIi BUAKM B3aEMOIiN»).

TeppeHaduH. [ToTpiOHO peTeIbHO CIOCTEPIraTH 3a CTAHOM IallieHTa IIPU OMHOYACHOMY 3aCTOCYBaHHI
tTepdenaguny Ta GhykoHa3omy B no3i Menie 400 mr Ha 0o0y (muB. po3pinu «IIpoTUllOKa3aHHI» Ta
«B3aeMopis 3 iHMMMY JTiKapChbKUMHK 3aco00aMM Ta iHIII BUAM B3aEMOIiii»).

Kanouodo3. JocnigKeHHS OKa3aiyd 3pOCTaHHS NMOMUpPeHoCTi indeknin Buny Candida, BigMiHHUX

Big C. albicans. BoHM 4acTo € IPUPONHO pe3ucTeHTHUMHU (Hampukiap, C. krusei ta C. auris) abo
IEMOHCTPYIOTh 3HUXKEHY YyTIUBICTh 0o prykoHazony (C. glabrata). Taxi iHdek1il MOXKYTh
noTpeOyBaTH albTEPHATUBHOI MPOTUTPUOKOBOI Teparrii yepe3 HeeeKTHUBHICTh JTiKyBaHHS. ToMy
PEKOMEHOYEThCS BpaXOBYBaTH MOLIMPEHICTh PE3UCTEHTHOCTI pPidHUX BUAiB Candida mo ¢pnykKoHa3omy.

LlonomidcHI pe4o8uHuU.

[TpemapaT MiCTUTH JTAaKTO3Y. KO y HallieHTa BCTaHOBJIEHA HETIEPEHOCUMICTh esIKUX LyKpiB, Tpeba
IIPOKOHCYJIbTYBATHUCS 3 JIiKapeM, Mepul Hixk mpuiimMaTy 1el nikapcbKuit 3acio.

Opna TabneTKa JiKapchKoro 3acofy ®@ynuc® MicTuTh MeHIe 1 MMOJb HaTpio (23 Mr), TO6TO
npenapar IPaKTUYHO BIIBHUY Bif HATPIIO.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
XKiHku penpodyKmueHo20 8iKy.
[Tepen moyaTKOM JiKyBaHHS MalLliEHTKY CIIif MpoiH(OpMyBaTH PO NOTEHIIMHNY PU3UK [AJIS MJIOAA.

[Ticns 3acTocyBaHHS OOHOPA30BOl 03U MOTPiIOHO BUTpPUMATH Iiepiof BUBEeHHS QPIYKOHA30JTy, SKUAM
CTaHOBUTH IMpubIKU3HO 1 TUXKOEHH (110 BifmoBimae 5-6 mepiogaM HamiBBUBEOEHHS), 0O HAaCTaHHS
BariTHOCTI (ouB. po3min «PapMaKOKiHETUKA»).

Y pasi TpuBanux KypciB IiKyBaHHS XKiHKaM penpPOAYKTHBHOIO BiKY CJIifi PO3TISHYTH MOXKJIUBICTh
3aCTOCYBaHHSI KOHTpAIEMNIIil IPOTATOM yChOTO IIePiofly MiKyBaHHS Ta IPOTATOM 1 THXKHS MiCHA
IPUHOMY OCTaHHbBOI I03H.

BazimHicmey.

O6cepBalliliii moCigKeHHS CBiTYaTh PO MigBUINEHUN PU3UK CIIOHTAHHOTO ab0OpTY y XKIiHOK, SKi
oTpuMyBau PIyKOHA30JI IPOTSITOM IIEPIIOro Ta/abo APyroro TPUMECTPY, IOPIBHSIHO 3 TaKUM Y
XKIHOK, SIKi He mpuiimManu GIyKoHa301 abo OTpUMyBau MiCIeBi @301 ¥ TOM caMuil mepiof.

IlaHi 110710 KiTbKOX THCSY BariTHUX XKiHOK, SKi OTPUMYBaJIH JIiKyBaHHS (PJIyKOHA30JI0M y
KyMYyJIATHBHIN 1031 < 150 Mr y nepioMy TpUMECTPi, JeMOHCTPYIOTh BiICYTHICTh 3POCTAHHSA
3arajbHOIO PU3MKY Baf PO3BUTKY IJIOAY. B OMHOMY BEIMKOMY CIIOCTEPEKHOMY KOTOPTHOMY
IOCIIiIZKeHH] ITepopajibHe 3aCTOCYBaHHS (DIIyKOHA30J1y B IIepiIIoMy TpuMecTpi Oyio moB’si3aHe 3
HEBEJIUKNM MiIBUIIEeHNM PU3UKOM Bafl PO3BUTKY CKEJIeTHO-M S130BO1 CUCTEMH, 110 BifIOBifae



npubnu3Ho 1 momaTtkoBoMy Bunagky Ha 1000 XKiHOK, IKi OTpuMyBaau KyMyIsSTUBHI 103U < 450 mr,
TIOPiBHSAHO 3 XKiHKaMHU, SIKi OTPUMYBaJIA a30JIM MiCIeBOI [il, i mpubnu3HOo 4 HOMaTKOBUM BUIaAKaM Ha
1000 xiHOK, SKi OTpUMYyBaIu KyMyJISTHBHI 7031 Ginbite 450 Mr. CKOPUTOBaHUY BiTHOCHUYN PU3UK
ctanoBuB 1,29 (95 % [I: 1,05-1,58) mns go3u diaykoHalony 150 mr nepopanbHo Ta 1,98 (95 % [I:
1,23-3,17) ons go3 ¢pnykoHazomny Oinbiie 450 mr.

HasiBHi emifeMionoriyxi JOCTigKeHHS I[0I0 PO3BUTKY Baf CepIs IIPU 3aCTOCYBaHHI (GIyKOHA30Jy Y
1epiof BariTHOCTI Jai0Th cynmepednuBi pe3ynbraTu. OgHaK MeTaaHasi3 5 oOcepBaliitHUX AOCITiAKEHb,
IIPOBEeNeHUX 3a y4YacTIO KiJIbKOX THCSY BaTiTHUX XKIiHOK, SIKi OTpUMyBaiud (GIIyKOHA30J IPOTITOM
IIePIIOr0 TPUMECTPY, BUSIBUB IiIBUIIIEHHS PU3UKY PO3BUTKY Baj CEpLsl Y HEMOBIAT B 1,8-2 pa3u
TIOPiBHSTHO 3 TAKUM Y HEMOBJISIT, MaTepi SIKHX He 3aCTOCOBYBasu (HIIyKOHA301 Ta/abo
BUKOPUCTOBYBAJIX a30JI4 [AJIs MIiCLIeBOr0 3aCTOCYBaHHS.

Y moBifOMIIEHHSAX OMKCAHO BPOAKEHI Bafiy PO3BUTKY Y HEMOBIIAT, MaTepi SKUX OTPUMYBaJid BUCOKI
mo3u (Bim 400 mo 800 Mr/mo0y) dbiaykKoHa301y y Iepiof BariTHOCTI mpoTsaroM 3 MicsiiB a0o Oinblie mpu
JIiIKyBaHHI KOKIIUAi01T0MiK03y. Cepeq BpOAKEHUX Bal, AKi CIIOCTepiraaucs y nux giTe, -
Opaxinedanis, gucmnasis ByIIHWX PaKOBKH, HafiMipHe 30ibIIeHHS IIepeIHbOT0 TiM I4Ka,
BUKPUBIIEHHS CTETHOBOI KiCTKM Ta MMPOMEHEBO-TIJIeY0BUM CHHOCTO3. [[pUYMHHO-HACTiZKOBUY 3B’ SI30K
MiXK 3aCTOCYBaHHSIM (pIyKOHA30Jy Ta BPOIXKEHUMU BaflaMU HE BCTAHOBIIEHUH.

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

He crig 3acTocoByBaTH BHCOKi 003U (PIyKOHA30 Ty Ta/abo TprBai KypcH MiKyBaHHS (DITyKOHA30JI0M y
1epiof BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(EKIIi}, 110 MOXKYTh 3arp0KyBaTH XKUTTIO.

T'odysaHHA 2py0do1o.

®nykKoHa30J1 TPOHUKAE ¥ TPyOHE MOJIOKO Ta ocATrae KOHIeHTpallii mofi0Hol Jo piBHA y Myia3Mi KPOBi
(Ous. po3pin «PapmMakoKiHeTHKa»). ['ofyBaHHA I'PYAAI0 MOXKHA [IPOAOBXKYBATH IIiCIIS PA30BOr0
3aCTOCYBaHHS 3BUYalHOI 703U (HIyKOHA30IIy, [0 CTaHOBUTE 150 Mr.

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

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

depmusbHicmb.

®nyKoHA301 He BIJIMBAB Ha (PEPTUIBHICTh CaMIliB Ta CaMOK IITypiB.

30amuicmb 8niusamu Ha weudKicmb peakuyii npu KepyeaHHi aeBmompaHcnopmom abo iHwumu
MexaHiamamu.

HocnimkeHb BINIUBY (IYKOHA30Jy Ha 3MATHICTh KEPyBaTH aBTOTPAHCIOPTOM abo IpalfioBaTH 3
IHIIMMY MeXaHi3MaM¥ He TPOBOIUIIH.

[TauieHTiB MOTPiGHO MOiHGOPMYBaTH PO MOXKJIUBICTh PO3BUTKY 3allaMOpoYeHHs abo CymoM (OuB.
po3min «ITo6iuHi peakiiii») mif Yac 3aCTOCOBYBaHHS Ipemnapary. [Ipyu po3BUTKY TaKUX CUMIITOMIB He



PEKOMEHOYETHCA KEPYBATH aBTOTPAHCIIOPTOM abo IIpanooBaTA 3 iHIMMMY MeXaHi3MaMH.

Cnoci6 3acmocyeaHHss ma do3u.
[IpenapaT 3acTOCOBYBaTH IepopasnbHo. [IpuitoM mpemnapaTy He 3al1eKUTh Bifl IPUUOMY 1XKi.

To6oBa mo3a GIyKOHA30Iy 3ajIeXKUTh Bifl BUAY Ta TSIXKKOCTI rpubkoBoi iHdekii. [Tpu HeobxigHOCTI
f6araTopa30BOr0 3aCTOCYBaHHS IIpelaparTy JTiKyBaHHS iHGEKIIiN MOTPiOHO MPOAOBXKYBATH [0
3HMKHEHHS KJTIiHIYHUX Ta 1a00paTOPHUX MPOSIBiB aKTUBHOCTI rpuOKoBOi iHdekiril. HemocTaTHs
TPUBAJIICTh JIIKyBaHHSA MOKe IIPU3BECTH 10 BiJHOBJIEHHS aKTUBHOTO iH(QEKIIMHOT0 IPOLECy.

[Topocai.

Kpunmokoxos.

- JIikyBaHHS KPUIITOKOKOBOTO MEHIHTITY: HaBaHTaXyBaJlbHa f03a CTaHOBUTH 400 Mr y 1-i [eHs.
[MinTpumytoua mo3a - 200-400 Mr oguH pa3 Ha moOy. TpUBasicTh JTiKyBaHHS 3a3BUYall CTAHOBUTH
moHalmeHIne 6-8 TuxkHiB. [Ipu iHQeKIisax, 110 3arpoKyI0Th KHUTTIO, HOOOBY 103y MOXKHA 306iTbIIUTH
mo 800 mr.

- IligTpuMytoya Teparis A nolepenkeHH s PeLIUIUBY KPUIITOKOKOBOI'O MEHIHTITY B IIAI[l€HTIB i3
BHCOKHM PU3UKOM MOTO PO3BUTKY: PEKOMEHI0BaHa [03a IIpenapaTy cTaHoBuTh 200 Mr ofivH pa3 Ha
no0y MpoTSIroM HeoOMeKeHOTO Yacy.

Kokuyuodioidomiko3. PekomeHnoBaHa go3a ctaHoBUTh 200-400 Mr oguH pa3 Ha fo0y. TpusamicTb
JiKyBaHHS CTaHOBUTD 11-24 micsiri abo moBime 3aiexkHO Bifl CTaHy MallieHTa. s MTiKyBaHHS IesTKUX
dbopwm iHdeKIrii, a 0co6MuUBO IS JTIKYBaHHS MEHIHTITy, MOXKe OyTH HOIiTbHIM 3aCTOCYBaHHS HO3U
800 Mr oguH pa3s Ha mo0y.

Inea3ueHi kaHOuOdo3u. HaBaHTaxyBanbHa f03a cTaHOBUTH 800 Mr y 1-i meHsb. [linTpumyooda go3a -
400 Mr omuH pa3 Ha g00y. 3a3BUYal peKOMeH0BaHa TPUBAJIICTh JIIKYBaHHS KaHAUAEeMil CTaHOBUTD
2 THAXKHI MiCJId NeplInX HeraTUBHUX Pe3yJIbTaTiB II0CIBY KPOBi Ta 3HUKHEHHS 03HAK 1 CUMIITOMIB
KaHIUmeMil.

KaHOudo3 cau3osux 06010HOK.

- KaHIM03 pOTOrTIOTKY: HaBaHTaxKyBaibHa g03a cTaHOBUTEL 200-400 Mr y 1-11 meHb, MiATPUMYyHOYa
no3a - 100-200 mMr opuH pa3 Ha goOy. TprBalicTh MiKyBaHHS CTaHOBUTH 7-21 IeHb (OO JOCATHEHHS
peMicii), arme Mozxke O6yTu 306inblleHa [AJg HalLi€HTIB i3 TIXKKUM iMyHOAePiITUTOM.

- KaHupmo3 ctpaBoxony: HaBaHTaxXyBasibHa g03a cTaHOBUTH 200-400 Mr y 1-11 meHb, NiATpUMy04a
no3a - 100-200 mr onuH pa3 Ha goOy. TpuBamicTs nMiKyBaHHS cTaHOBUTHL 14-30 OHIB (IO OCATHEHHS
pemicii), ame Mozxke OyTu 30inbINeHa A7 HAIi€HTIB i3 TIXKKUM iMyHOOeQiIIuTOM.

- Kaupupypisi: pekoMeHmoBaHa fo3a ctaHoBuTh 200-400 Mr oguH pa3 Ha mo0y mpoTsarom 7-21 gHs.
Ins malfieHTiB i3 TAXKKUM iMyHOmEehIIUTOM TPUBATICTh JIIKyBaHHS MOxXKe OyTH 30ibIIeHa.

- XpoHiuHUM aTpOopivHNN KaHOUA03: peKOMeH0BaHa [103a CTaHOBUTEL 50 MT OfiMH pa3 fo0y IpPOoTAroM
14 gHis.

- XpoHiYHMUYM KaHOKUIO03 IIKipKU Ta CIM30BUX 000JI0HOK: peKOMEHI0BaHa q03a CTAHOBUTH



50-100 mr omuH pa3 Ha HoOy. TpuBamicTh JTiKyBaHHS CTAHOBUTH [0 28 OHIB, ane Moxke OyTH
36inbIIeHa 3a7€KHO Bif TSAXKKOCTI Ta BUAY iHdeKii abo mpyu 3HUXKEHH] iMyHITETY.

ITonepedcenHs peyudusy KaHOudo3y cau3osux 06010HOK y nauieHmis 3 BIJI, aki maromb gucokull
PU3UK U020 PO38UMK)).

- Kaugunos poTornoTky, KaHAUA03 CTPABOXOAY: PeKOMEH0BaHa [03a CTAHOBUTh
100-200 mr opuH pa3 Ha go0y a6o 200 Mr 3 pa3u Ha TUXKAeHb. TPUBAJIICTH JTiIKyBaHHS HeoOMexKeHa
[JIS TTALli€HTIB i3 IPUTHIYeHUM IMYHITETOM.

ITpoginakmuka kaHOUOO3HUX IH(peKYill y nauieHmia i3 mpusaioi HelmponeHiel. PekoMeHOOBaHa
no3a cranoBuTh 200-400 Mr omuH pa3 Ha go0y. JIikyBaHHS MOTPiIOHO PO3MOYMHATH 3a KilbKa [IHIB [0
O4YiKyBaHOTO PO3BUTKY HEUTPOIEHII Ta TPOOOBXKYBATH MIPOTATOM 7 [HIB MiCIIS MigBUIEHHS KiIbKOCTI
HelTpodinis moxax 1000/mMm°.

I'enimaavHi KaHOUOoO3U.

- TocTpu#t BariHambHUY KaHOWOO03, KAHAUOO3HUM OalaHiT: peKOMeHJoBaHa [103a CTaHOBUThL 150 Mr
pas3oBo.

- JIikyBaHHS Ta MpodinakTKa peluaUBYIOUNX BariHaIbHUX KaHOUM03iB (4 abo Ginble peuuauBiB
3axXBOPIOBAHHS Ha PiK): peKoMeH0oBaHa fio3a cTaHOBUThL 150 Mr 1 pa3 y 3 gHi. Ycboro moTpi6HO
3actocyBatu 3 no3u (1-# meHs, 4-i neHb Ta 7-4 geHb). [licns uboro Tpeba 3acTOCOBYBaTH
nigTpuMytody no3y 150 mr 1 pa3 Ha TUXKAEHb IPOTATOM 6 MiCALIB.

Hepmamomikosu.

- Miko3 cTom, MiK03 IJlafileHbKOI IIKipH, ITaX0BUH AepMaTOMIK03, KaHOUO03Hi iHdeKITil mKipu:
peKoMeHJoBaHa fio3a cTaHOBUTHL 150 Mr 1 pa3 Ha TuxkpaeHb abo 50 Mr 1 pa3 Ha go0y. TpuBamicTh
JIIKYBaHHSI CTAHOBUTH 2-4 TUXKHI. JIiKyBaHHS MiK03y CTOIl MOXKe TPUBATU A0 6 TUXKHIB.

- PisHoOapBHU Nuiaii: peKoMeHoBaHa fo3a cTaHoBUTh 300-400 Mr 1 pa3 Ha TUXOEHb IPOTATOM
1-3 TuxHiB abo 50 Mr ofuH pa3 Ha f00y IPOTATroM 2-4 THUKHIB.

- DepmaTodiTHUY OHIXOMiK03: peKOMeHIOBaHa f03a CTaHOBUTh 150 Mr 1 pa3 Ha TUK[IEHb.
JlixyBaHHS Tpeba IPOAOBXKYBaTH ITOKU Ha MicCIli iH(piKOBaHOTO HIT'TS He BUPOCTE 3MOPOBUM. [7is
BiIpOCTaHHS 3[OPOBUX HITTiB Ha PyKax Ta Ha BeJIMKMX MAJbIIX HIir 3a3BUYall He0OXimHO 3-6 MicsIriB
Ta 6-12 MicsuiB BignoBigHo. OgHAK MIBUAKICTh POCTY HIrTiB y MaIlieHTiB MOXKe OyTH Pi3HOIO Ta
3anexarty Bif BiKy. [licns ycmimmHOro jgiKyBaHHSI TPUBA/INX XPOHIYHUX iH(MEKIiN hopMa HIrT iHomi
3aNMUIIaEThCSI 3MIiHEHOIO.

Ocobauei 2pynu nauieHmia.

IlauieHmu AiMHbO20 BIKY.

o3y HeoOximHO migOupaTy 3aeXKHO Bifl cTaHy QYHKIIH HUPOK (OUB. HUXKYE).

IMauieHmu 3 HUPKOBOI HeA0CMAMHicmi.

®1yKOHA30JI BUBOOUTHCS IIEPEBaXkKHO 13 cevyero y He3MiHeHOMY cTaHi. [Ipu pa3oBoMy 3aCTOCyBaHHI
KOPHUTYBaTHU H03y GIyKoHa305y He moTpiOHO. [TamieHTaM (BK/II04A0YH OiTel) i3 mopyIIeHHIMU
GbyHKIII HUPOK pu HeoOXimHOCTI 6araTopa3oBOro 3aCTOCYyBaHHS Npenapary y 1-i meHb JIiKyBaHHS
CJIiZ 3aCTOCOBYBATH I104aTKOBY 103y 50-400 Mr 3ajiekHO Bifl TepalleBTUYHUX 10Ka3aHb. [licisa uporo



no0O0BY m03Yy (3aJIe’KHO Bifl TOKa3aHHS) CITiJ PO3Pax0oByBaTH BigMOBigHO [0 Tabmui 1.

Tabmuis 1

KnipeHC KpeaTuHiHYy (MJI/XB) BigcoTOK Big peKOMeHI0BaHOI 103U
> 50 100 %

< 50 (6e3 remopianisy) 50 %

['eMmomiani3 100 % micyist KOXXHOro reMogiani3y

[MamienTy, siki mepebyBaloTh Ha PETYISIPHOMY reMofianisi, moBuHHi oTpuMyBaTu 100 %
PEKOMEHI0BaHOI HO3M IiCJI KOXKHOI0 reMofiianidy. Y neHb, KOIU reMofiani3 He TPOBOOUTHCS,
IallleHT [IOBUHEH OTPUMYBATH 03y, BIIKOPUTOBaHY 3a/IeXKHO Bifl KJIipEHCY KpeaTUHIHY.

IauieHmu i3 nopyweHHAMU PYHKUII NeYiHKU.

®nykoHa301 Tpeba 3aCTOCOBYBaTH 3 00EPEKHICTIO MallieHTaM i3 mopyieHHaMu QyHKIIl Tevinky,
OCKiNnbKHM iH(pOpMalil moAo 3acToCyBaHHSA (IIYKOHA301y IIill KaTeropil nauieHTiB HeAOCTaTHbO
(muB. po3minu «Oco6IUBOCTI 3acTOCyBaHHS» Ta «I100iuHi peakirii»).

imu.
He cnipg nepeBuiiryBat MakCuManbHy 7000BYy 103y 400 Mmr.

4K i npu aHanoriyHUX iHPEKIiAX y TOPOCIUX, TPUBAIICTh JIiKyBaHHS 3a/IeKUTh Bifl K/IiHI4HOI Ta
MiKoJIoTiuHOI BifgmoBigi. [TpemapaT 3acTocoByBaTu 1 pa3 Ha m00y.

Ilo3yBaHHA IIpenapary HOiTsSM i3 mopyIeHHsIMHU GYHKIII HUPOK HaBeneHo Buille. apMaKoKiHeTHKa
(bTyKOHa301y He [OCTigXKyBanacs y AiTel i3 HUPKOBOIO HEJOCTaTHICTIO.

Ilimu sixom 8i0 12 pokis.

3aexkHO Bif Macu Tifla Ta My0OepTaTHOT'O PO3BUTKY JIiKapIO CIIif OIiHUTH, SKa H03a Ipemnapary (ams
OOPOCIUX YM OJjId AiTel) € ONTUMAaJbHOIO [JIs nalieHTa. KimiHiuHi gaHi cBig4yaTs Ipo Te, 0 V OiTer
KJIipeHC (IyKOHA30Jy BUIIUY MMOPIBHSAHO 3 JopocnuMu. 3actocyBanHs 703 100, 200 ta 400 mr
IOpOCIIUM Ta [o3 3, 6 Ta 12 MI/Kr ouH pa3 Ha K00y AiTSAM MPU3BOOUTE [0 NOCSITHEHHS CIIiBCTAaBHOI
CHUCTEMHOI eKCIIO3MUIIil.

EdekTuBHICTh Ta 6e31eKa 3acToCyBaHHs (GIYKOHA30ITy [ TiKyBaHHS IeHiTanbHUX KaHOUOO03iB y
IiTel He BCcTaHOBJEeHi. HasiBHa Ha ChOTOXHIIIHIM IeHb iHbopMallis HaBefieHa y po3aini «I[1obiuni
peaxtii». dKImo icHye HaranbHa noTpeba 3aCTOCYyBaHHSA Ipelaparty mifgiaiTkaM (BikoM Big 12 mo
17 pokiB), crif 3aCTOCOBYBaTH 3BHYaWHI O3 IJIS JOPOCIHUX.

Ilimu sixom 8id0 5 do 11 pokis.

Kanarmosu cnu3oBrUx 0007I0HOK: TI0YATKOBA [103a CTAHOBUTE 6 MT/Kr/mo0y, migTpuMyoda [03a -
3 mr/kr/mo0y. [ToyaTKOBY 003y MOXKHa 3aCTOCOBYBATH Y 1-i IeHb 3 METOIO IIBUAIIOTO JOCITHEHHS
PiBHOBaXKHOI KOHIIEHTpALil.

[HBa3MBHI KaHAUO03K, KPUIITOKOKOBUY MEHIHTIT: l03a IpenapaTy CTaHOBUTh 6-12 Mr/Kr/moby
3a/71eKHO Bifi CTyIIeHs TSKKOCTi 3aXBOPIOBaHHS.

[ligTpuMyro4a Tepalis Ajis nonepenXkeHHs PeLIUIUBY KPUIITOKOKOBOI'O MEHIHTITY V [iTed i3 BUCOKUM
PU3HUKOM MO0 PO3BUTKY: H03a IpelapaTy CTaHOBUTEL 6 MI/Kr/mo0y omuH pa3 Ha go0y 3a/ie’kKHO Bif



CTyIIeHsA TSIKKOCTI 3aXBOPIOBAHHAI.

[TpodinakTuka KaHAUOO3iB y NAIi€HTIB 3 iIMyHOAeIiIUTOM: f03a IIpenapaTy CTaHOBUTh
3-12 Mr/KT ofiMH pa3 Ha A00Y 3aJie’kKHO Bifi BUPaKEeHOCTi Ta TPUBAJIOCTi iHAYKOBaHOI HEUTPOIIEHil
(ouB. §O3U OJIS1 HOPOCTIUX).

Himu.

3aCcTOCOBYBATH JIiKapChKUM 3aci6 y ¢popMi TabmeToK Iii KaTeropii marieHTiB MOXKHa TOMi, KOMH OiTH
3paTHi 6e3MeYHO IPOKOBTHYTH TalIeTKy, 110 3a3BUYail MOXKJIMBO Y Billi Bifl 5 pOKIB.

ITepedo3yeaHHs.
CuMnToMu: rajioIMHAalIll Ta MapaHoifaabHa IOBETiHKa.

JIikyBaHHS: CUMIITOMaTU4HE (y TOMY YKCJIi IPOMHUBaHHS IUIyHKa U MiTPHMYyIO4da Teparis).
®n1yKOHA3071 BUBOLUTHCS [TIEPEBAXKHO 3 CedYelo, TOMy (OpCOBaHUM [iype3 MOXKe IPUCKOPUTHI
BUBe[leHH npemapaTy. CeaHC reMofiai3y TpUBaliCTIO 3 TONUHY 3HUXKYE PiBEHb (HIIYKOHA30IY Y
na3Mi KpoBi mpubnu3uo Ha 50 %.

ITo6iuni peakuii.

[ToBimomIsiny PO MeOUKaMeHTO3HY Peakliifo 3 eo3nHoPinieio i cucteMHuMu npossamu (DRESS),
acoIrifioBaHy 3i 3acTocyBaHHSM GIyKOHA301y (OUB. po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

Haituacrime (Big =1/100 go <1/10) moBimomsiiiocs Ipo Taki mo6ivHi peakirii: ronoBuu 6inb, 6inb y
JKWBOTi, miapesi, HymoTa, O/Mt0BaHHS, iIBUINEHHS PiBHS alaHiHamMiHOTpaHchepasu (AJIT),
acnaptataMinoTpancdepasu (ACT), nyxkHol pocdaTa3u KpoBi Ta BUCUTIAHHS

II7s OLiHKY YaCTOTU BUHUKHEHHS MOGIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikarriio: gyxe
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 MifiCTaBi HasiBHUX
OaHUX).

3 boky cucmemu Kposi ma AiMpamuyHoi cucmemu.

HeuacTo: aHeMid.

Pigko: arpaHynouuTo3, NTeHKoIeHis, HEeUTPOIeHiss, TPOMOOLUTOIEHis.
3 6oky iMmyHHOI cucmemu.

Pigko: aHadinmaxkcis.

3 6oxy memaboaizmy ma Xapuy8aHHs.

HeuacTo: 3HMXEHHA alleTUTy.



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

HeuacTto: 6e3COHHS, COHJIUBICTS.

3 6oky Hepsogoi cucmemu.

YacTo: ronoBHUM 6ifb.

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

3 boky opaaHis cayxy ma pisHosazu.

Heuacro: BepTuro.

3 6oky cepus.

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

3 60Ky WAYHKOBO-KUWKOBO20 MPAKMY.

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

3 6oky 2enamobiniapHoi cucmemu.

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

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

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

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

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

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

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

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



HeuacTo: mianris.

3azanvHi nopyweHHA ma peakuii y Micli 8e0eHHA.

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

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

[ToBigoMIIeHHS PO Mimo3pIoBaHi m0o6ivHi peakirii

[ToBimomneHHs mpo mobiuHi peakiril micis peecTpatlii TikapchbKoro 3aco0y Ma€ BaXKIuBe 3HAYEHHS.
Lle nae 3MOry IpOBOAUTYU MOHITOPUHT CIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAM, a TaK0oX IaljieHTaMm abo ix
3aKOHHUM IIpe[CTaBHUKAM CJIif IOBiJOMJISITH TIPO YCi BUMTAAKU Mif03PI0OBaHUX MOOIYHMX Peakllii Ta
BificyTHOCTi e(heKTHUBHOCTI JTiKapchKOTO 3aco0y yepe3 ABTOMaTH30BaHy iH(popMalliiiHy cucteMy 3

(dbapMakoHarnsAagy 3a MocunaHHAM: https://aisf.dec.gov.ua

Tepmin npudamHocmi. 3 POKH.

YMoBu 30epiranHsi.
30epiratu npu TeMiepartypi He Buie 25 °C.

36epiratu y HEgOCTYIIHOMY IJISI OiTe# MicIi.

VYnakoBka.

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



BupoOHHK.
KYCYM XEJITXKEP I1BT JITH/

KUSUM HEALTHCARE PVT LTD.

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

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



THCTPYKIIA

IJIsI MEJUYHOTr 0 3aCTOCYBaHHS JIiKapChKOr0 3aco0y

OYIIHUC®
(FUSYS®)
Cknao:
ditoua pevosuHa: ¢pnykoHnason (fluconazole);
1 TabneTtka mictuth paykoHazony 50 mr a6o 100 mr abo 150 mr a6o 200 mr;

00NOMIdiCHI peyoBUHU: TAaKTO3KW MOHOTIAPAT, Ie/lI0103a MiKpoKpucTaniyHa, moBimoH K30, Tanbk,
MarHil cTeaparT, HaTPil0 KPOXMaIbIIKOIAT (TUI A), HATPil0 KPOCKapMeso3a.

JIikapcbka ¢opma. TabmeTku.

OcHosHi (pizuko-xiMiyHi 8aacmusocmi: Oifi, KpyTJi 3i CKOLIEHUMY KpasiMu TaOJIeTKH 3 JIiHi€0



po371aMy 3 OTHOTO OOKY.

dapMakoTepaneBTHYHA rpyna. [Ipoturpu6KoBi 3aco0u [7iss CUCTEMHOTO 3acToCyBaHHS. [ToxigHi
tTpuasony. Kog ATX JO2A CO1.

dPapmako102iuHi 8 1acmueocmi.

dapmakoOuHamika.

MexaHi3M mil.

®nyKoHa3071 € TPOTUTPHOKOBHAM 3aCO00M KJlacy Tpra3osiB. [IlepBUHHUM MexXaHi3MOM HOro fil €
npurHideHHs rpubKoBoro 14 anbda-1aHOCTePOsI-IeMETUIIOBAHHS, 0TI0OCEPEOKOBAaHOT0 IUTOXPOMOM
P450, 1m0 € HeBin' eMHUM eTanoM 6i0CUHTE3Yy IPUOKOBOT0 eprocTepoiy. Akymynsuis 14 anbda-MeTusn-
CTEPOJIiB KOPEJIIOE 3 MTOMAJbIIOI BTPATO0 €procTepoy MeMOpaHoio rpubKOBOI KITITUHU Ta MOXKe
BifimOBigaTH 3a MPOTUTPUOKOBY aKTUBHICTh Pr1yKoHa305y. ®IyKoHa30J € OiNIbIl CEIEKTUBHUM [0
rpubkoBux hepMeHTiB 1uToxpomy P450, HixXK [0 pi3HUX cucTeM GpepMeHTiB nuToxpoMy P450 ccaBiis.

3acTocyBaHHs QIyKOHa307y B f03i 50 Mr Ha go0y mpoTsAroM 28 [HIB He BIJIUBA€E Ha PiBEHb
TECTOCTEPOHY B IJIa3Mi KPOBi y 40/I0BiKiB a00 Ha piBeHb €HAOTeHHUX CTEPOIiB y KiHOK
pernponyKTuBHOTO Biky. ®mykoHa3on y fo3i 200-400 Mr Ha no0y He IPOSIBIILE KIIiHIYHO 3HAUYIIOTO
BIUIMBY Ha PiBEHb €HOOTEHHUX CTEPOifiB a00 Ha BiATOBiAb Ha CTUMYJISIIIO aipEHOKOPTUKOTPOIIHOTO
ropmony (AKTT) y 3mopoBux moOPOBOJIBIIiB YOI0BiUOl CTATI.

HocnimKeHHS B3a€EMOIil 3 aHTUIIIPUHOM IIPOEMOHCTPYBAJIO, 110 3aCTOCyBaHHS 50 MT QIyKOHa305y
pa30Bo abo 6araTopa3oBo He BIIJIMBA€E Ha MeTabo0Ii3M aHTUIIIPUHY.

YyTnusBicTs in vitro.

®nykoHa3071 in vitro EMOHCTPYE MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO KJTIHIYHO MOIIMPEHUX BUMIIB
Candida, (Bkmtouarouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata neMOHCTPY€E 3HUKEHY
YyTNUBICTh [0 GyKoHa3omy, a C. krusei ta C. auris € cTiikuMu g0 GrnykoHa3ony. MiHiManbHi
inribyroui KoHIIEHTpallii Ta emigeMionoriyne nmoporose 3HaueHHs 3rinHo EUCAST (ECOFF) gns
(brykoHa3o01y cTocoBHO C. guilliermondii Bumii, HiXK cTocoBHO C. albicans.

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

B3aeM03B’s130K dhapMaKOKiHETHYHNX i hapMakKOOUHAMIUYHUX BIACTUBOCTEH.

BiamoBigHO 10 pe3ysbTaTiB OOCIIIXKEHDb Ha TBapUHaX, iICHYE KOPEJIALisa MiX MiHiMalIbHOI
inribyrouoio KoHueHTpatlieo (MIK) Ta eheKTUBHICTIO IPOTHU eKCIIepHMEHTaIbHUX Mofesieil MiKO03iB,
cripuuuHeHux BugamMu Candida. BifmoBimHO 0o pe3ynibTaTiB KIIIHIYHUX JOCTiAXKEHb, iCHYE TTiHiltHa
3anmexHicTh Mizk AUC Ta go3or0 ¢pnykonazony (mpubnusno 1:1). Takoxk icHye npsMuii, ane
HenocTaTHii 3B’930K MixK AUC a60 703010 Ta TO3UTUBHOIO KITiIHIYHOIO BiTIOBIAII0 Ha JTiKyBaHHS
OpaJbHOT0 KaHAMA03Y Ta MEHIIOK MipOI0 - KaHOUOeMil. AHAIOTiYHO JIiKyBaHHS iH(QEKIin,
CIIpUYMHEHUX LITaMaMH, 00 KX (IyKOHA30Jl 0eMOHCTPYe BUCOKY MIK, € MeHIII 3aJOBIIbHUM.



MexaHi3M pe3UCTEHTHOCTI.

Mikpoopraniamu pony Candida [eMOHCTPYIOTh YUCEJIbHI MeXaHi3MU PE3UCTEHTHOCTIL IO a30IbHUX
npoTUurpuOKoBUx 3aco0iB. ®ykoHa307 feMoHCTPYe BucoKy MIK mpoTu mitamiB rpubis, gKi MaloTh
oguH abo GinbIlle MexaHi3MiB pe3UCTEHTHOCTI, 1110 HETaTUBHO BIIJIUBA€E Ha e(EKTUBHICTS in Vivo Ta B
KJTIHIYHIA TPaKTHII.

Y 3a3Buuan uytnuBux BupiB Candida Hal4acTillIUM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B IKOMY
3afisHi MinboBi hepMeHTH a30iB, BifmoBiganbHi 3a 6i0CMHTE3 eprocTepony. Pe3uCTeHTHICTh MOXKe
OyTu 06yMOBIeHa MyTalliiM{, TOCUJIEHHSIM IIPOAYKIii GhepMeHTy, MexaHi3MaMu e(IIIOKCY IIpenapaTy
a00 PO3BUTKOM KOMIIEHCATOPHUX IIJISXIB.

[MoBimommnsinu npo cymepindexkiii Candida spp., cipuunHeHi inmmmy, Hix C. albicans Bugamu, 110
4YacTo MaloTh 3HUKeHY uyTnuBicTs (C. glabrata) abo € criiikumu (Hanpukiap, C. krusei, C. auris) go
dbrykoHa3omy. [Ins MiKyBaHHS TaKuUX iHGEKIIi# CJIif 3aCTOCOBYBATH albTEPHATHUBHI TPOTUTPUOKOBI
3acobu. MexaHi3MM pe3UCTEHTHOCTI 11le He [0 KiHIISl BUBYEHI B OeIKUX MPUPOOHO CTikKux (C. krusei)
abo HoBux (C. auris) BuniB Candida.

KonTponsHi Toukn EUCAST (€BponeicbKOro KOMITETY 3 JOCHIIKEHb YYTIUBOCTI 0 aHTUMIKDPOOHUX
3ac00iB).

Basyrounce Ha focnigXKeHHi papMaKOKiHeTUUHNX/(hapMaKOOUHaMIYHUX OAaHUX, YYTIUBOCTI in Vitro Ta
KJTiHi4YHOI Bigmosifmi, 6y0 BU3HaYeHO KOHTPOJIbHI TOYKY IS GIIYKOHA30I1y [AJIsI MiKpoOpraHi3MiB pomy
Candida. (Cynposigaui po3’sicHioBanbHuY foKyMeHT EUCAST pgng daykoHasony (2020) - Bepcis 3;
€BpoMNeNCLKUY KOMITET i3 HOCHiIKeHb YYTANBOCTI 10 aHTUMIKPOOHUX 3ac00iB, [TpOTUTPHOKOBI

3aco6u, Tabnuili KOHTPOILHUX TOYOK I iHnTepnperanii MIK, Bepcis 10.0, HaOyB YUHHOCTI
04.02.2020 p.). Bouu 6ynu po3mofizeHi Ha KOHTPOJIbHI TOYKH, 1110 He IOB’sI3aHi 3 IEBHUM BUAOM, SKi

6inbI1I0I0 MipOI0 BU3HAYAIUCS HA OCHOBI hapMaKoKiHeTUYHUX/(papMaKOAUHAMIUHUX JaHUX i He
3aJ1eXaTh Bifl PO3MOMiNy Ha MeBHi BUOW 3a MiHiMaIbHOMW iHTiOyI0490i0 KOHIIEHTpalli€l0, Ta Ha
KOHTPOJIbHI TOUKH, TIOB’SI3aHi 3 IEBHUM BUIOM, 1[0 Ha4acCTillle aCOLi0IThCA 3 iHQEKIiAMU y
moauHu. i KOHTPOIbHI TOUYKY HaBeIeHO HUXKYE.

ITpomuezpu-6xo8utl KoHmpoavHi mouku, nog’s3aHi 3 nesHum 8udom S </ KoHmMpoavHi
3acib R >y me/n MoyYKu, He
noe’s13ami 3
nesHuMm
guoom"
S</R>y
me/n
Candida Candida Candida Candida Candida Candida
albicans dubliniensisglabrata krusei  parapsilosis tropicals

®yKOHAa3071 2/4 2/4 0,001*/16 -- 2/4 2/4 2/4
S wyTnuBuY;
R pesucTenTHU;

a - KOHTPOJIbHI TOYKH, III0 He II0B’SI3aHi 3 IeBHUM BHUIOM, SIKi Oi/IbIIIOI0 MipOI0 BU3HAYAIKCS Ha OCHOBI
bapmakokineTn4yHOI/PapMaKofgrHaMiuHOI iHpopMallil i He 3asiexkaTh Bifl pO3MOiNy Ha IeBHi BUOU 3a
MiHiMaIbHOIO iHTi0yI040I0 KOHIIEHTpalli€l0. BOHU HOCTiAXKyBaIuCh IUllle Y MiKDOOPraHi3MiB, y SKUX
He icHye crelnudiyHOl KOHTPOIbHOI TOUKH;


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

- DOCTiMKEHHST YyTIUBOCTI HE PEKOMEHIOOBaHi, OCKIJIbKY 16l BU[] He € MEeTO0 JIIKapChKOI Teparrii;

* Yci noka3uuku C. glabrata B kateropii I. MIK nmpoTu C. glabrata cnif oLiHIOBaTH SK Pe3UCTEHTHI,
KOJIX BOHU IepeBuIllytoTh 16 Mr/n. Kateropis gwytnusocTi (< 0,001 Mr/in) BUKOPUCTOBYETHCS JIUILIE
n7ns 3ano0iraHHs moMuIKoBol Kimacudikanii mramis I sk mramis S. I - 4yTIuBui 3a YMOBH
MigBUIIEHOI eKCIIO3UIIil: MiKpOOPraHi3M HaJIeXKUTh A0 KaTeropil «4yTIXBUYM 3a YMOBHU IiIBUIIEHO]
€KCIIO3HUIIi1» y pa3i, KoM iCHy€e BUCOKa MMOBIpHICTh TePalleBTUYHOTO YCIIiXy, OCKIJIbKY eKCIIO3ULlis
npemnapary Oysa 306inbIleHa 3a paXyHOK KOPEKIIil pekuMy fo3yBaHHS a00 #0oro KOHIIeHTpalii y
BOTHUII iHDeKIil.

dapmMaxoKiHemuxka.

®apMaKoKiHEeTHYHI BTaCTUBOCTi (PJIyKOHA30JTy € MOAiOHUMY IIPU BHYTPIITHLOBEHHOMY i
[IepopaibHOMY 3aCTOCYBaHHI.

AGcopOiris.

®nykoHa3on mobpe BCMOKTYETHCS IIPHU IIEpOPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary B I1a3Mi
KPOBi ¥ crcTeMHa 0iofoCTynHICTh epeBuillyioTh 90 % piBHS QrIyKOHA30y B MJIa3Mi KPOBI, 1110
[OCATa€EThCS NIPY BHYTPIIIHLOBEHHOMY BBe[eHHI npenapaTy. OfHOYacHe BXKUBAHHS 1Ki He BIIJIMBAE
Ha BCMOKTYBaHHS IIperapaTy IIpu M0To IIepopaabHOMY 3aCTOCyBaHHi. [TikoBa KOHIIEHTpAllis y I1a3Mi
KpPOBi focaraeTtscsd yepes 0,5-1,5 roguHu micng npuiioMy npenapaTy HaTileceple. KoHleHTpauis
Iperapary B IIJIa3Mi KpOBi IpornopuiiHa ao3i. PiBHoBaxkHa 90 % KOHIIeHTpallid 4ocAraeThCcs Ha 4-5-1
neHb mpu 6araTopa3oBOMY 3aCTOCYBaHHiI OIMH pa3 Ha Ho0y abo Ha APYTrull IeHb TiKyBaHHS MIpU
3aCTOCyBaHHI y epIini feHb HaBaHTaXyBaIbHOI J03H, 10 BABiUi TepeBHUIIy€e 3BUUalHy 060BY 403y .

Po3nopmin.

06’eM po3srmopiny TpubIu3HO NOPIBHIOE 3aralbHOMY BMICTY piguHU B OpraHi3mi. 3B’s1I3yBaHHS 3
Oinkamu mira3Mu KpoBi Hu3bKe (11-12 %).

®nykona3on mobpe IPOHUKAE B YCi MOCTiAXKyBaHi pinuHu opraHi3my. PiBeHb QIyKOHa307y B CIMHI Ta
MOKPOTHUHHI € OAi0OHMM [0 KOHIIeHTpallil IpenapaTy B IJ1a3Mi KpPOBi. Y MallieHTiB, XBOPUX Ha
rpubKOBUYM MEHIHTIT, piBeHb (IyKOHa30Jly B CIMHHOMO3KOBI# piguHi gocsrae 80 % KOHIeHTpallil y
I71a3Mi KPOBI.

Bucoki KoHLIeHTpallil (GIyKoHa30Jy B IIKipi, 1[0 TEePEBUILYI0OTh CUPOBATKOBI, JOCATAIOTHCS B
poroBoMy miapi, emifgepMici, gepmi ta noTi. ®IyKOHa30JI HAKOIIUUYETHCS B POrOBOMY LIapi.

I[Tpu 3acTocyBanHi fo3u 50 Mr 1 pa3 Ha fo0y KOHLIEHTpalis GhiIyKoHa30y nicng 12 oHiB niKyBaHHS
CTaHOBUJIa 73 MKT/T, @ Yepe3 7 OHIB MiCJig 3aBepIIeHHS JTiKyBaHHS KOHIIEHTpALlid BCe Ife CTaHOBUIa
5,8 Mkr/r. IIpu 3actocyBanHi fo3u 150 Mr 1 pa3 Ha TUXKAEHb KOHLIEHTpalid GIyKOHA301y Ha 7-

1 IeHb JTiKyBaHHS CTaHOBHUIA 23,4 MKT/T; 4epe3 7 OHIB IiCIs 3aCTOCYBaHHS HACTYIIHOL fO3U
KOHIIEHTpAIlisl BCe IIe CTaHOBuia 7,1 MKrI/T.

KonnenTpauis ¢pnykoHa3omy B HIrTax micns 4 micsaniB 3acTocyBaHHS 150 Mr 1 pa3 Ha TUXIeHb
craHoBuia 4,05 MKI/T y 3M0poBUX [0OPOBOJIBIIB Ta 1,8 MKTI/T IIpu 3aXBOPIOBAaHHSX HIrTiB;
(byKOoHa30J1 BU3HAYaBCsA Y 3pa3Kax HirTiB uepes 6 MicAIliB micis 3aBeplleHHS Teparil.

BioTpancdopmarris.

®nykoHa3on MeTabomi3yeThCst He3HaYHOI0 Mipoto. [Ipu BBefieHHi 103U, MideHOl pagioaKTUBHUMHU
izoTonamu, nuie 11 % ¢pnaykoHa305ly eKCKPETYEThCA 3 Ce4elo y 3MiHeHOMY BUTIAfi. OIyKoHa30711



€ momipHuM iHriditopoM i3odpepmenTiB CYP2C9 ta CYP3A4, a Tak0XK MOTYKHUM iHTiOiTOpOM
izopepmenty CYP2C19.

BuBenmeHH4.

[Nepion HamiBBUBemeHHS (IYKOHA30Ty i3 MJIa3MU KPOBi cTaHOBUTH 0113bK0 30 roguH. binbina
YacTHUHA IIpemnapaTy BUBOOUTHCS HUPKamu, mpudoMmy 80 % 3acTOCOBaHOI HO3U BUSBISIETLCI Y Cedi B
He3MiHeHOMY cTaHi. KimipeHc (hyKoHa30/1y IPONOPLiMHUY 10 KIipeHCy KpeaTuHiHy. LIUpKymo0dnx
MeTaboliTiB He BUSBIIEHO.

TpuBanuii nepion HamiBBUBEeOeHH IIpernapaTy 3 IJIa3MU KPOBi Ja€ MOXKJIUBICTH pa30BOr0
3aCTOCYBaHHS IIpenaparty Ipy BariHaJlbHOMY KaHAMIO031, @ TaK0XK 3aCTOCYBaHHS IpenapaTty 1 pa3 Ha
TUX[EHb IPY IHIINX TOKa3aHHSAX.

dapMakoKiHeTHKa IPU HOPVIIeHH]I QVHKIINI HUPOK.

Y mailieHTiB i3 HUPKOBOIO HEJOCTATHICTIO TSAKKOTO CTYIeHs (IBUAKICTh KIIyO60uKOBOI dinbTparii

< 20 mn/xB) nepion HamiBBUBeneHHS 30inbiyeThes Big 30 mo 98 romun. ToMy 1iit KaTeropii mamieHTiB
HeoOXiTHO 3MEHIIUTH 003y QIyKoHa3omy. ®IyKoHa30JI BUAAISEThCS IUISTXOM IreMofianisy, Ta
MEHIILIOI0 MipOI0 - IUIAXOM [IePUTOHeasIbHOTr 0 Aianidy. Ceanc reMopiani3y TpUBaiCTIO 3 TOOUHU
3HUXKYE PiBeHb PIIyKOHA30y y M1a3Mi KpoBi mpubnu3Ho Ha 50 %.

d®apMaKOKiHETHKA IPY JIaKTallii.

KonnenTpatii ¢pyKoHa30/1y B IJIa3Mi il MaTePUHCHKOMY MOJIOLII BIIPOMIOBXK 48 roguH MMiciisg IPUHOMY
ofmHOPa30Boi fo3u 150 Mr oIfiHIOBaNU Mif Yac (apMaKOKiHETUYHOTO JOCIigKEHHS 3a y4acTIO OeCITH
XKIHOK y mepiofii nakTallii, sKi TUM4acoBo ab0 MOCTIHO MPUIUHUIM TOTYBATH CBOIX HEMOBJIST
T'PyAnio. Y MaTeprHCHKOMY MOJIOLI GIIyKOHA30 1 BUSABUIN Y CePefHil KoHIleHTpalil mpubnu3no 98 %
Bif Ti€l, 110 Bii3HA4YasH y Iia3Mi MaTepi. Yepes 5,2 roOAuHY MiC/IsA NPUNOMY J03U CepefqHs MiKoBa
KOHIIEHTPaIlisg B MaTePUHCHKOMY MOJIOIi cTaHOBuAa 2,61 Mr/n. [Jo6oBa mo3a (HIyKoHA30/1y, OTpUMaHa
HEMOBJISIM i3 MaTEPUHCHKOTO MOJIOKA (SIKIIO MPUUHSITH CEPENHE CIIOXKUBAHHS MOJIOKa 3a

150 mn/kr/go0y), po3paxoBaHa Ha OCHOBI CEpemHBOI ITiKOBOI KOHIIEHTPAIlil B MOJIOIIi, 1110 HOPiBHIOE
0,39 mr/kr/moby, cranoBuTh npubnu3no 40 % Big 1031, peKOMEHI0BaHOI HOBOHAPOMXKEHUM (BiKOM

< 2 TuXHiB), a60 13 % Bim 031, peKOMEHI0BAHOI HEMOBJIITAM [JIs JIIKyBaHHS KaHOUMO3Y CIIM30BUX
000JIOHOK.

dapMakKOoKiHETHKA YV TiTEH.

dapMaKOKiHeTHYHI MTapaMeTpH y AiTedt Oy olLiHeHi Y 5 HOCTigXKeHHSX: 2 HOCTigXKEeHHS Pa30BOTr0
3aCTOCYBaHHS, 2 [OCTiIXKeHHS 0araTopa3oBOT0 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 6n1u3pko 38 mrr*rog/mn Ha 1 Mr/Kr go3u. Ilicis 6araTopa3oBoro
3aCTOCyBaHHS CepefHill mepiof HamiBBUBeIeHHS (PIyKOHA30JTy 3 IJIa3MHU KOJIMBaBCA Mixk 15 Ta

18 roguHam#u, a 06’eM po3mominy ctaHoBUB mpubau3Ho 880 My/Kr. Binbln TpuBaIuil mepiosn
HaliBBUBeEeHHS (HIYKOHA30J1y 3 IJIa3MU KPOBi CTAHOBUB NPUONIU3HO 24 roguHu Ta OyB BUSBIEHUN
TIiC/IsI BBEOEeHHS pPa30Bol no3u. Lleil MOKa3HUK € MOPiBHAHHUM i3 MepiogoM HalliBBUBEIEHHS
(bTyKOHa3011y 3 IIJTa3MHU KPOBI IMiCJIs pa30BOr0 3aCTOCYBaHHS J03U 3 MI/KI BHYTPIIIHBOBEHHO HiTSIM
BikoM Bif 11 gHiB go 11 Mmicaris. O0’eM po3mopiny B il BiKOBil rpyIi cTaHOBUB 01M3bK0 950 MII/KT.

Iocsin 3acTocyBaHHS (IYKOHA30Jly HOBOHAPOAXKEHUM 00MeXKYETHCS hapMaKOKiHETHYHUMHU
OOCIiIXKeHHAMY 12 HeIOHOIIEHUX [iTeH i3 TepMiHOM recrTaliil npubnu3uo 28 TuxkHiB. CepenHii BiK
OUTHHY IIPU BBEIEHHI IepIIol 03U CTaHOBUB 24 roguHu (miana3oH 9-36 roguH), cepegHs Maca Tina
Ipy HapomxkeHHi cTraHoBuma 0,9 kr (miama3on 0,75-1,10 kr). MakcumMyM 5 BHYTPIlIHBOBEHHUX



in’exuin GpryKoHa30/y B 103i 6 MI/KT BBOOUIU KOXKHIi 72 rogunu. CepenHiil mepion HaliBBUBEOEHHS
cTaHOBUB 74 rogunu (44-185) y nepiuuii feHsb, IOTiM 3MeHIuBCA 0o 53 rogul (30-131) Ha 7-1 geHb
Ta 10 47 (27-68) na 13-1 meHsb. [Inoma mig kpuBoio (MKr*roa/mi) ctanosuna 271 (173-385) y nepmmi
nenb, 36inmbimyBanacs mo 490 (292-734) Ha 7-# geHb, moTiM 3MeHmuIacs go 360 (167-566) Ha 13-

i nenb. O6’eM po3mnopiny (mi/kr) ctaHoBuB 1183 (1070-1470) y nepinuii neHs, 36inbinyBascs mo 1184
(510-2130) Ha 7-1 menb Ta mo 1328 (1040-1680) Ha 13-#1 meHb BigMIOBITHO.

dapmMakoKiHEeTHKA Y [ali€HTIiB JITHbOI'O BIKY.

dapMaKOKiHETUYHE JOCTiAKEeHHS IPOBOANIM 3a Y4acTIo 22 MallieHTiB (BiKOM Biff 65 pOKiB), SIKi
3acrtocoByBanu 50 Mr ¢rykKoHa301y nepopanbHo. 10 namieHTiB 0fHOYAaCHO 3aCTOCOBYBAJIU AiyPETUKH.
Cx CTaHOBUNA 1,54 MKT/MJI Ta focsAranacs nIpotsarom 1,3 TOOUHYU Mic/Is 3aCTOCYBaHHS (PITyKOHA30MY.
Cepenust AUC craHoBuna 76,4+20,3 Mmrr*rog/mn. CepenHiv nepion HamiBBUBedeHHS 46,2 rogunu. Li
(dbapMaKOKiHETUYHI TOKa3HUKU € BUIIMMHU TTOPIiBHSHO i3 aHAIOTIYHUMU § 300POBUX NOOPOBOJIBIIIB
MOJIOAWIOro BiKy. OgHOYACHe 3aCTOCYBaHHA [iypeTUKIB He Majlo 3HayHOro BunuBy Ha C.. Ta AUC.
Takox KiripeHC KpeaTuHiHy (74 MI1/XB), BifCOTOK (pJIyKOHA30I1y, 110 eKCKPETYBaBCH i3 cevelo y
He3MiHeHOMY BuUriafi (0-24 ropuny, 22 %), Ta HUPKOBUM KilipeHC prnykorasomny (0,124 mn/XB/KT) y
NAIli€HTIB [aHOl BiKOBOI Ipyny Oy/Iy HUKXYKUMU, HiXK aHAJIOTi4HI TOKA3HUKYU Y MOJIOAIINX
no6poBobLiB. ToMy 3MiHM (papMaKOKiHETHKY Y MAI[i€HTIB JTITHLOTO BiKy OUEBUAHO 3ajieKaTh Bif
napaMeTpiB QyHKIi HUPOK.

KrinigHi XapaKTepHCTHKH.
Iloka3zanus.

Oyuuc® moKa3aHWi [JIs TiKyBaHHS TaKUX TPUOKOBUX iH(EKI[# y HOPOCIUX (IUB. PO3MiN
«®apMaKoOuHaAMiKa»):

- KPUIITOKOKOBUM MEHIHTIT (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»);
- KOKIMIioimo3 (ouB. po3min «Oco0IuBOCTi 3aCTOCYBaHHS »);
- iHBa3uBHIi KaHIUI03H;

- KaHAUJ03M CIM30BUX 000JIOHOK, BKJII0OUAI0YM KaHOUA03 POTOTJIOTKY Ta KaHAU03 CTPABOXOMY;
KaHOUOYPis, XPOHIYHUN KaHOUO03 WIKIPHU i CTU30BUX 000IOHOK;

- XpOHIYHUY aTpo(iuHNM KaHAUI03 POTOBOI MOPOXKHUHY (KaHAUN03, CIPUYNHEHNN BUKOPUCTaHHIM
3yOHUX MPOTE3iB) Mpu HeeeKTUBHOCTI TirieHu POTOBOI MOPOXKHUHK ab0 MiCIleBOl Tepartii;

- BariHaJIbHUM KaHOUO03, TOCTPUM UM PEIMOVWBHUM, KOIM MiCIleBa Tepallis He € OOIiIbHOIO;
- KaHOUOo3HUY 0aslaHiT, KOIU MiclieBa Tepallis He € HOLiNTbHOIO;

- IepMaTOMiKO3H, BKJIIOYal0UY¥ MiK03 CTOI, MiK03 TJIafleHbKOI IITKipH, ITaX0BUHN NepMaTOMIKO3;
pisHOOapBHUM NHIlal Ta KAHAKWOO3HI iHQEKIIi] KipK, KoMK IT0Ka3aHo 3aCTOCOBYBATU CUCTEMHY
Tepartiio;

- mepMaTO(iTHUYN OHIXOMiK03, KOJIM 3aCTOCYBaHHS iHIIKX JIIKAPCHKUX 3aC00iB HE € JOLITbHUM.

Oyuuc® nokasaHui 14 TpodinaKTHKY TaKKMX 3aXBOPIOBAHb Y NOPOCIHUX SIK:



- PELUANB KPUIITOKOKOBOT'O MEHIHTITY ¥ HALIEHTIB i3 BUCOKMM PHU3UKOM HOTO PO3BUTKY;

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

- 71 3HUKEHHS YaCTOTHU PELMANBIB BariHanbHOT0 KaHAUA03Y (4 abo GinbIe BUMIaKX Ha Pik);

- nmpodinakTvKa KaHOUOO3HUX iH(EKIiN y Mal[ieHTiB i3 TPUBaJIO0 HEUTPOIIEHi€l0 (HalpUKiaf,
TallieHTH 3i 37I0SKiCHUMH 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTepariio, abo nalieHT Ipu
TPaHCIIJTaHTallil TEMOMIOETUYHUX CTOBOYPOBUX KITiTUH) (OUB. po3ain «®apMaKoNIOTiuyHi BIaCTUBOCTI.
dapmakoguHaMiKa»).

iTH.

@yuuc® MOKa3aHUM OiTAM AJIS JIiKyBaHHS KaHAUA03iB CIM30BUX 000JI0OHOK (KaHAKW03 POTOTTIOTKH,
KaHIUI03 CTPABOXOMY), iHBA3UBHUX KaHAWI03iB, KPUIITOKOKOBOT'O MEHIHTITY Ta AJIsi MPodiTlaKTUKU
KaHOUOO3HUX iHQEKIN y IalieHTiB 31 3HUKEeHUM iMyHiTeToM. [IpenapaT MokKHa 3aCTOCOBYBATHU SIK
MigTPUMYyBaJIbHY Tepalito AJid MOoNepeaXXeHHs PeluaUBy KPUIITOKOKOBOTO MEHIHTITY y HOiTel i3
BHCOKMM PU3UKOM HOTO PO3BUTKY (OUB. po37in «OcoOIMBOCTI 3aCTOCYBaHHSI»).

3acTOCOBYBATH JIiKapChKuii 3aci6 y ¢popMi TabeToK Iiit KaTeropii maiieHTiB MOXKHa TOMi, KONMK OiTH
3maTHi 6e3meYHO MPOKOBTHYTH TaONeTKY, 110 3a3BU4all € MOXKJIMBUM Y Billi Bifl 5 POKiB.

Tepamiro npenapatoM Oynuc® MoXHa PO3NOYMHATH [0 OTPUMAHHS Pe3yIbTaTiB KyIbTypaJbHUX Ta
iHmux nabopaTopHUX OOCTiAXKeHb; OOHAK ITiC/I OTPUMaHHS Pe3ybTaTiB MPOTHiHGEKININHY Teparliio
OTPiOHO CKOPHUTYBATH BifMIOBIZHUM YHUHOM.

IIpomunoka3zaHnus.

- limepuyTnuBicTh KO GIyKOHA301Ty, iHIIKUX a30IbHUX CIOIYK ab0 [0 OyOb-SKOI 3 JOIOMiXKHUX
PEYOBUH IIpernapary.

- OgHOYacHe 3acToCyBaHHS (HITYKOHA30/Iy Ta TeppeHaguHy Nali€HTaM, SKi 3aCTOCOBYIOTh
bnykoHa301 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rimHO 3 pe3yIbTaTaMy JOCTiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (IYKOHA30JTy Ta iHIIMX JTIKapChKUX 3aC006iB, IO MTOIOBKYIOThH iHTEpBA
QT ta meTabomnizyoTbes 3a gornoMoroio hepmenty CYP3A4 (Hampukiaf, IU3anpuy, acTeMi3ony,
niMO3UAYy, XiHiIUHY Ta ePUTPOMILIMHY), OUB. Po3ainu «Oco0IUBOCTI 3aCTOCyBaHHS» Ta «B3aemois 3
iHITUMY NTiKapChbKUMM 3aCo0aMu Ta iHII BUOX B3AEMOii».

B3aemodisa 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemoditi.

ITpomunoka3aHe cymicHe 3aCmMoCcyB8aHHS (AYKOHA301Y Md HUNCYE3d3HAYeHUX AiKapcbKux 3dcobis.

ITuzanpu0: OBiKOMJISIM IIPO PO3BUTOK MOOIYHKX peakilili 3 60Ky ceplld, Y TOMY YHUCJIi IIpo
[IapOKCU3MaJIbHy IUIYHOYKOBY TaxiKapmilo TUIY «IIipyeT» Yy MALi€HTiB, IKi OGHOYACHO 3aCTOCOBYBAJIU
bnykona3on Ta nusanpupn. OgHodacHe 3actocyBaHHS 200 Mr ¢priykoHasony 1 pa3 Ha o6y Ta 20 Mr
nu3anpuny 4 pa3u Ha foOy MPU3BOAKIIO 00 3HAYHOTO MiIBUIIIEHHS PiBHSA IM3alpUy y Maa3Mi KpoBi



Ta [0 nomoBxkeHHs iHTepBany QT. OgHOYaCcHEe 3aCTOCYBaHHS (IIYKOHA30Jy Ta IU3AMPULY
IPOTHUIIOKa3aHe (OUB. PO3Min «[IpOTUITOKA3AHHS»).

TeppeHaluH: yepe3 BUMAKU PO3BUTKY TAKKUX CEPLIEBUX apUTMil, CHPUYNHEHNX IIOJOBXKEHHIM
inTepBany QTc, y malfieHTiB, sKi 3aCTOCOBYIOTh a30/IbHI MPOTUTPUOKOBI JTikapCchKi 3ac00M 0OHOYACHO
3 TepheHaguHOM, Oy/IM MPOBEIeH] MOCTiIKeHHs B3a€MOIil ITX ImpemnapartiB. [Ipu 3acTocyBaHHi
bnykonasony y no3i 200 Mr Ha mo6y He Oyy10 BUSIBIIEHO MTOAOBXKeHHS inTepBany QTc. [Tpu
3acTocyBaHHi rriykoHa3omny B go3ax 400 Mr Ha o6y abo BuIlle 3HAYHO IMigBHUIIYE PiBEHb
TepdeHaguHy B M1a3Mi KPOBi IIpK OMHOYACHOMY 3aCTOCYBaHHI I[uX mpemnaparis. CymicHe
3acTocyBaHHS GIyKoHa301y B go3ax 400 mr ab6o Buire 3 TepdeHaguHOM IPOTUTIOKa3aHe (IUB. PO3Mi
«[Iporumnoka3anHs»). [Ipu 3acTocyBaHHi GykKoHa30my B go3ax Huxk4Ye 400 Mr Ha 106y omHOYACHO 3
TepheHaguHOM CIIif] IPOBOAUTHU PETENIbHUN MOHITOPUHT CTaHy Ialli€HTa.

Acmemi30: cyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta aCTeMi30JIy MOXKe 3MEHIIUTH KITipeHC
actemizony. CupuunHeHe MM MIiABUINEHHS KOHILIEHTpallil aCTeMi30JTy B I1J1a3Mi KPOBi MOXKe
IIPU3BECTH [0 Oof0BXKeHH iHTepBany QT Ta y pigKiCHUX BUIAgKax - 10 IapOKCU3MaJIbHOI
IIJTyHOYKOBOI TaxikKappil Tumy «mipyeT». OgHO4YacHe 3aCTOCYBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IIpOTUIIOKa3aHe (OuB. po3min «IIpoTunoKa3aHHI»).

ITimo3u0: omHOYACHE 3aCTOCYyBaHHS (DIIyKOHA30/Iy 3 MiMO3UA0OM MOXKe IPU3BECTH [0 iHTiOyBaHHSA
MeTaboMmi3My MmiMOo3uay, X04a BiAIOBIIHUX OOCHIXKEHS in vitro Ta in vivo He npoBogumu. [ligBuilieHa
KOHIIEHTpAllid IiMO3Uy y IIjla3Mi KpOBi MOXKe IPU3BECTHU [0 NONOBXKeHHS iHTepBany QT Ta B
pigKicHUX BUIlafKaxX OO MapOKCH3MaJbHOI IUIYHOYKOBOI TaxiKappil Tuny «mipyetr». OgHO4YacHe
3aCTOCYBaHHS (PIyKOHA30JIy 3 MIMO3UAOM IPOTUIIOKa3aHe (OuB. po3ain «IIpoTunoka3aHHsg»).

XiHiOuH: omHOYACHe 3aCTOCYyBaHHS (HIIYKOHA30Iy Ta XiHiTWHY MOXKe IIPHU3BOAUTH [0 iHTi0yBaHHS
MeTabomi3My XiHiquHY, X04a BiMOBIAHUX AOCTiAkKEHb in Vitro Ta in vivo He IPOBOIUIIH.
3acTocyBaHHS XiHimuHY Oy70 OB A3aHe 3 MOAOBXKeHHSIM iHTepBany QT Ta B pigKicHUX BHIMIafiKax
- IAPOKCU3MaJIbHOI0 IYHOYKOBOK TaxikKapAi€w Tumy «muipyer». OgHOYacHe 3aCTOCYBaHHS
(bIyKOHA301y 3 XiHIIMHOM NIPOTUIIOKa3aHe (OuB. po3hin «I[IpoTunoKa3aHHSI»).

EpumpomiyuH: omHOYaCHE 3aCTOCYBaHHS (hIYKOHA30Jy 3 EPUTPOMIIIMHOM MOXKEe IIPHU3BOTUTH [I0
IiABUIIEHHS PU3UKY KapAiOTOKCUYHOCTI (mofoBXKeHHA iHTepBany QT Ta napokcu3ManbHOl
IIUTYHOYKOBOI TaXiKap[il TNy «IipyeT») Ta, K HaCJigoK, 4O PalTOBOl KOPOHAPHOI CMEPTi.
OpHOYacHe 3aCTOCYBaHHS (PIyKOHA30Jy Ta €ePUTPOMILMHY IIPOTUIIOKa3aHe (OUB. PO3Iin
«IIpoTUIOKa3aHHS»).

He lzeKOMeHa)ZGmbCﬂ 00HOYdCHe 3dCMOCYBAHHA gbﬂ)lKOHGSO/I)Z ma Huxc4e3d3Ha4yeHux ﬂinQCbKUX

3acobis.

T'anoppanmpuH: GrIyKoHa30JI MOXKe CIPUUMHUTH MiABUIIEHHS KOHIIEHTPaIlil ranoaHTpUHy B I1a3Mi
KpOBi 3a paxyHOK npurHiuenHs CYP3A4. OnHo4yacHe 3aCTOCYBaHHS LIUX JIiIKAPCHKUX 3ac00iB
MOTEHLIMHO MOXKe MPU3BOAUTH [0 MiABUIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (TOOOBXKEHHSI
inTepBany QT, napokcu3masbHa MUIYHOYKOBA Taxikaphis TUIY «IipyeT») Ta, K HaCJIgoK, OO
parnToBoi cepleBoi cMepTi. Tpeba yHHKATH 3aCTOCYBaHHS KOMOiHaIIil ITMX JiKapchKux 3acobiB (OuB.
po3min «Oco6IUBOCTI 3aCTOCYBaHHS»).

CymicHe 3acmocyeaHHsA GaAYyKOHA304y MA HUHCYE3a3HAYeHUX AiKAPCbKuX 3acobis aumazae
obepesicHoCMi.

AmioOapoH: ogHOYACHE 3aCTOCyBaHHS (HITyKOHA30JIy 3 aMioflapOHOM MOXKe IIPU3BECTHU J0
nopnoBxKeHHs iHTepBany QT. [Ipu HeoOXimHOCTI cyMicHOTO 3acTOCyBaHHS (HIIYKOHA30Iy Ta aMiogapoHy



HeoOXiIHO TOTPUMYBaTUCS 00€PEKHOCTI, 0COOIMBO IIPK 3aCTOCYBaHHI (HIyKOHA30/Iy V¥ BUCOKUX [03aX
(800 mr).

CymicHe 3acmocyeaHHs GayKOHA304yY Ma HUMCYE3d3HAYeHUX AiKAPCbKUX 3dcobie sumazae
O69Q€OfCHOcmi mad KOpu2y8dHHA do3u.

Bnuus iHWux sikapcvkux 3acobis Ha GpaAyKOHA301.

KniniyHo 3Hauym[oro BBy Ha abcopOIIiio (pIyKOoHa30/Ty IIpU H0To epopasbHOMY 3aCTOCYBaHHI He
MalOTh OMHOYACHUM IMPUMOM 1XKi, IMMETUINH, aHTAIlMOH, a TAKOXK ITPOMEHEBa Tepallis yCiel minsaHKH
Tina (Ipu mepecapli KiCTKOBOTO MO3KY).

PugpamniyuH: omHOYaCHe 3aCTOCYBaHHS (PIIYKOHA30 Ty Ta pu(aMITilIuHy ITPU3BOAUIIO [0 3HUKEHHS
AUC =a 25 % Ta ckOopoudyBaJo Iepiof HamiBBUBe#eHHs GiyKoHa3oiy Ha 20 %. Tomy Ojis marji€eHTis,
SIKi 3aCTOCOBYIOTH PUGAMITIIIVH, TOTPIOHO PO3TISHYTH AOIIIbHICTS MiIBUIIEHHS M03U (QIIYKOHA30JTY.

I'idpoxsaopomiasud: y mocnigxkeHHi apMaKOKiHETUYHOI B3a€MOIil omHOYACHe OaraTokpaTHe
3aCTOCYBaHHS TiIPOXIOPOTia3uy y 3M0POBUX HOOPOBOIBIIB, SKi OTPpUMYBaIu GIyKOHA30II,
IiABHUINYBaAJI0O KOHIIEHTPAIlil0 (pyKoHa30 Ty B m1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3aeMofIil He
BUMAaraoTh 3MiH y pexXuMi f03yBaHHS (IyKOHA30I1y s NallieHTiB, Ki 0HOYaCHO OTPUMYIOTh
CeyYoriHHi 3acobu.

Bnjus ¢aVKoHA304y HA IHWI AiKapcbKi 3acobu.

®nykoHa3zon € noMmipHuM iHribitopom muroxpomy P450 (CYP) isodepmenTy 2C9 Ta 3A4. dnyKoHa301
€ IOTYKHUM iHribiTopoM i3odpepmenTy CYP2C19. Ha momaTok {0 CIOCTepeKyBaHUX/HOKYMEHTaIbHO
migTBepAXKEeHUX B3a€EMO/IiH, 110 ONMKUCAHI HUXKYe, TPU OOJHOYACHOMY 3aCTOCYBaHHi 3 (HITyKOHA30/I0M
icHy€e pU3uK MiABUILEHHS Y IJa3Mi KpOBi KOHIIEHTPAllill iHIIKUX CIIONYK, 10 MeTaboIi3yI0ThCs,
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH Taki KoMmOGiHaIlii mpemnapaTiB moTpidHO 3
00epexkHiCTIO; TpX IbOMY HeoOXiIHO PeTebHO CIIOCTEpiraTv 3a CTAaHOM MallieHTiB. [IpurHiuyBaibHa
mist hrykoHa3ony Ha pepMeHTH 36epiraeTbcs IpoTsaroM 4-5 {ib micis oro 3aCTOCyBaHHS y 3B'S3KY 3
J0TO TPUBAJIUM I1€PiofoM HamiBBUBEeOeHHA (HUB. Po3hin «[IpoTUOKa3aHH»).

AbpouyumuHib: dpnykonason (iuribitop CYP2C19, 2C9, 3A4) migBuimnyBaB eKCIO3HUIIiI0 aKTUBHOI
yacTUHU abpouuTuHiOy Ha 155%. [Tpu omHOYaCHOMY 3aCTOCYBaHHI i3 (IyKOHA30JI0M CITif,
BiIKOpUTYBaTH 003y abpouuTHHIOY 3TigHO 3 Oro iHCTPYKIi€lo 00 TPU3HaYeHHS.

Anv(penmanin: omHOYACHE 3aCTOCyBaHHS (priyKoHa30my B fo3i 400 Mr Ta anbdeHTaHiny B 1031
20 MKT/KT BHYTPIiIlTHbOBEHHO CYIPOBOMXKYETHCS MBOKPATHUM 30i/bIIEHHSM ITOKAa3HUKA

AUC,, (moxnuBo, yepe3 iHrioyBanus CYP3A4). Lle 3ymMoBITioe HeOOXiIHICTh ¥ KOPUTYBaHHI HO3HU
anbpeHTaHiny.

Amimpunmusin, HopmpunmuJiH: GpJIYKOHA30J IIOCUJIIOE [if0 aMITPUNTUIIHY Ta HOPTPUNTUIIIHY .
PexomMeHOy€eThCSI BUMIpIOBATH KOHIIEHTpAallil 5-HOPTPUNTUIIHY Ta/ab0o S-aMiTPUNTUIIIHY Ha TOYaTKY
kKoMOiHOBaHOI Teparii Ta yepe3 1 THXKOeHb micis ii movyaTky. Y pasi HeoOximHOCTI Tpeba
BIIKOPUTYBaTHU [03y aMITPUITUIIHY Y HOPTPUITUIIIHY.

AmpomepuuuH B: ogHOYaCHE 3aCTOCYyBaHHS (IIyKOHA30/1y Ta aMboTepuluHy B indikoBaHUM MUlIaM
i3 HOpMaJ/IbHUM IMYyHITETOM Ta iH(}IKOBaHUM MUIIAM 3i 3HUKEHUM IMyHITETOM IPU3BEJIO OO TaKUX
pe3ybTaTiB: HEBENIMKUY afUTUBHUYN MIPOTUTPpUOKOBUIL edeKT npu cucTeMHi iHdektii C. albicans,
BiICYTHICTh B3a€EMO[Iii IpX BHYTPilIHbOYEpenHil iHdekil Cryptococcus neoformans Ta aHTaroHi3m
[IBOX IIpeTaparTiB IpH CUCTeMHil iHbexkIil Aspergillus fumigatus. KiniHiuHe 3Ha4YeHHS ITUX
pe3ybTaTiB HEBITOME.



AHmMukoaz2yaaHmMu: SIK i Ipu 3aCTOCYBaHHI iHINX a30/IbHUX IPOTUTPHUOKOBUX 3ac00iB, Ipu
OJHOYACHOMY 3aCTOCYyBaHHI (IyKOHA30Jly Ta Bap(papuHy MOBIJOMIISIIIU IPO BUIAOKU PO3BUTKY
KPOBOTEY (reMaToMa, HOCOBa KpOBOTeda, NIyHKOBO-KUIIKOBA KPOBOTEYa, reMaTypis Ta MeJleHa) Ha
TJIi TOOOBXKEHHS MPOTPOoMOiHOBOTO Yacy. [Ipy 0MHOYACHOMY 3aCTOCYBaHHi (HITyKOHA30IIy Ta
BapdapuHy crocTepiranocs ABOKpaTHe IifBUIIEHHS IPOTPOMOIHOBOTO Yacy, iMOBipHO, BHACIIIOK
npurHidveHHs MeTaboniaMy Baphapuny depe3 CYP2C9. TToTpi6HO peTenbHO KOHTPOIIOBATH
IPOTPOMOIHOBUY YacC y MAalli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATyIsIHTUA abo
inmaumion. Moxe OyTu HeOOXiTHOIO KOPEKIIis 03M aHTUKOATyJISHTY.

BeH3o0iazeniHu Kopomkoi 0ii, Hanpukaad, mMi0a3oaam, mpua3onam: Tpu3HadeHHs HIYKOHA30Iy
IiCJIs TIepopPaIbHOT0 3aCTOCYBaHHS Miga3ojaMy MPU3BOAUIIO OO0 3HAYHOTO IMigBUIIEHHS KOHIIEHTpAIlil
Mifga3ojaMy Ta 4O MOCUJIEHHS IICUXOMOTOPHUX edeKTiB. OfHOYacCHe 3aCTOCYBaHHS (PIIyKOHA30y B
no3i 200 Mr Ta MifasosaMy B 1031 7,5 Mr nepopa’sibHO Ipu3Boauio fo nifsuiiesHsa AUC Ta nepiony
HaliBBUBeMeHHS V 3,7 Ta 2,2 pa3y BiamoigHo. 3acTocyBaHHS (riyKoHa30my B fo3i 200 mr/moby Ta
0,25 Mr Tpuazonamy nepopanbHO MPU3BoAUIIo Ao migsuinerHHs AUC Ta nepiogy

HaliBBUBeIeHHS Tpra3onaMy y 4,4 Ta 2,3 pa3y BignosigHo. [Ipu ogHOYacHOMY 3aCTOCYBaHHI
(bTyKOHa30I1y Ta TpHasojiaMy CIOCTepiraaocs MOTEHIIIOBaHHS Ta IIPOJIOHTallis edeKTiB TpHa3oiaMy.

SIKIIO MmalieHTy, SKUi MPOXOAUTh KYpC JIiKyBaHHS (IYKOHA30JI0M, TpeOa OMHOYACHO MPHU3HAYUTH
Tepariio 6eH30ia3eniHaMu, 103y OCTaHHIX MOTPIOHO 3MEHIIUTH Ta BCTAHOBUTH HaJIeXKHUYU HATTISAM 3a
CTAaHOM IIallieHTa.

Kapbama3zeniu: pmyKoHa301 npurHiuye Mmetabos1i3aM KapOaMa3zelliny Ta CIPUYUHSIE MigBUIIIEHHS
piBHS Kap6aMaseniny B cupoBaTiii KpoBi Ha 30 %. IcHye pu3uK pPO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6aMaseniny. Moxe OyTy HeoOXiIHUM KOPUTYBaHHS 103U KapbaMaseniHy 3aekKHO Bifl piBHS #0r0
KOHIIEHTpAIlil Ta il mpemapary.

baokamopu Kaavuiesux KaHanig: mesKi aHTaroHICTH Kalbllito (Hipenumid, icpagumis,
aMJIOIUITiH, BepamaMin Ta ¢enonumin) Mmetabonizyotscs hepmernTom CYP3A4. ®nykoHa3on
TIOTEHIIMHO MOXKe MigBUIIYBaTU CUCTEMHY €KCIIO3UIIil0 6JI0KaTOPiB KasbI[ieBUX KaHaJIiB.
PekoMeHOBaHUM pPeTEIbHUY MOHITOPUHT LIO0 PO3BUTKY MOOIYHUX PeaKIlii.

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

(200 mr) C,,,Ta AUC nenekokcuby migpuiiryBanucs Ha 68 % ta 134 % BigmosigHo. IIpu omHOYacHOMY
3aCTOCYBaHHI 1eJ1eKOKCHUO0Y Ta GITyKOHA30/Iy MoxKe OyTH HeOOXimHUM 3MeHIIeHHS N03U eIeKOKCU0y
BABiui.

LTuxkaogocpamio: ogHOYaCHE 3aCTOCYBaHHSA IUKI0Gochaminy Ta GhIyKoHa30Iy IPU3BOOUTH 10
nifBuIeHHs piBHA Ginipy6iny Ta KpeaTuHiHy B cupoBaTili Kposi. LIi mpenmapatu MoxHa
3aCTOCOBYBATH OJHOYACHO, BPAXOBYIOUM MOXK/IMBUYM PU3UK MiIBUILIEHHS KOHIIEHTpalii 6inipy6iny Ta
KpeaTUHIHY B CUPOBATLi KPOBI.

®eHmai: MOBiIOMIISIIIN IIPO ONMH JIeTAaTIbHUN BUIIALOK BHACIIIOK iHTOKCHKAIlil (heHTaHiIoM yepes3
MOXKJIMBY B3a€MOZi0 MiX (eHTaHinoM Ta GprykoHa3omoM. OIyKOHA305I 3HaYHO YIIOBIIBHIOE
efniMiHanio genrtaniny. [TinpuilleHHS KOHIIEHTpalil peHTaHiy MoXKe IPU3BOAUTH 10 IIPUTHIUEHHS
IUXaHHS, TOMY Tpe0a peTebHO KOHTPOJIIOBaTH CTaH MallieHTa. Moxe 0yTH HeoOXiIHOI0 KOPEeKIis
no3u peHTaHiny.

IHeibimopu I'MTI"-KoA-pedykma3su cyMicHe 3acTocyBaHHS (GIyKOHa30:y Ta iHribitopis I'MI-KoA-
penykTasH, 1mo MetabonizyioTecss CYP3A4 (aTopBacTaTHUH Ta CUMBACTaTHH), abo iHriGiTopiB ['MI-
KoA-pemykTasy, mo Mmetabomizyotscss CYP2C9 (dmyBacTaTuH), 10303a/I€3KHO IiABUINYE PUIUK
PO3BUTKY MiomarTii Ta pabgomioni3y (3a paxyHOK 3HUXKEHHS MeTa0o0J1i3aMy CTaTHHY B IediHii). Y pasi



HeoOXiIHOCTi 0MHOYAaCHOT0 3aCTOCYBaHHS LIUX IIpenapaTiB MOTPiOHO peTebHO CIOCTEPIraTh 3a
Nalli€EHTOM IIIO0 BUHUKHEHHSI CUMIITOMIB Mionartii Ta paGmoMiosi3y i MpoBOAUTY MOHITOPUHT pPiBHSA
KpeaTHHKiHa34. Y pa3i 3HaYHOrO MMiABUIIeHHS PiBHI KpeaTUHKiIHA3M, a TaKOXK IIPH Iif03pi 4u
BUSIBJIEHHI MiomaTii/pabmomionidy 3acTocyBanHs iHTiOiTOpiB [MI-K0OA-penykra3u noTpioHo
IPUIUHUTYA. MOXKINBO, 3Hamo0IaThCS MeHIi no3u iuribitopis 'MI-KoA-pegykTa3u BifoBigHO 0O
IHCTPYKIIN A1l MEOQUYHOT0 3aCTOCYBaHHS CTATUHIB.

I6pumuHni6: momipHi inribitopu CYP3A4, Taki sk GryKoHa3071, MigBUINYIOTh KOHIIEHTPALIil0
i0puTHHIOy B Iy1a3Mi Ta MOXKYTh IiIBULIyBaTU PU3UK TOKCUYHOCTI. fIKII[0 HEMOXKIINBO YHUKHYTH
koMOiHalii mpemapartis, MOTPiOHO 3HU3UTH 03y i6puTHHIOY Ko 280 Mr oguH pa3 Ha J00y 3 METOI0
IIPOOBKEHHS 3aCTOCYBaHHS iHTibiTopa Ta 3a6e3MeYnT MOCTINHUN KITiIHIYHUN MOHITOPHHT.

Isakagpmop (okpemo abo 8 kombiHauii 3 npenapamamu Mmo20 camo20 mepanesmuyHo20

K/acy): ogHOYacHe 3aCTOCYBaHHA iBakahTOpy, pEryasaTopa TpaHCMeMOpaHHOI TPOBITHOCTI IPH
mykoBiciunosi (CFTR), 3 rinpokcumetuniBakadpTopom (M1) 36imbImio eKCIIo3uIliio iBakapTopy B
3 pa3u Ta eKCIO3UIil0 rifpokcuMeTuiiBakapTopy (M1) y 1,9 pasy.

Heo06xigHo 3MeHIUTH 003y iBakadTopa (okpemo abo y KoMOiHalril) 3rigHo 3 #0ro iHCTPYKIIieo s
MEeJUYHOI0 3aCTOCYBaHHS (0KpeMo abo y KoMOiHarlil).

Osanapub: nomipHi inribitopu CYP3A4, Taki gk GprykKoHa30J, TiABUINYIOTh KOHIIEHTPAIII0 oj1arnapuoy
y IJIa3Mi KpOBi; OfHOYACHE 3aCTOCYBaHHS He PEKOMEHAYEThCS. AKII0 HEMOXKIIMBO YHUKHYTH
3acToCyBaHHS Ili€ei KoMOiHalii, ;o3y onamnapuby HeobxigHO 3MeHIUTH 10 200 Mr oBigi Ha gO0y.

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

IuxkaocnopuH: GIyKOHA30J 3HAYHO MigBuiye KoHneHTpauio Ta AUC nuknocnopuny. [Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHi ¢pnyKoHa3o01my y no3i 200 Mr/go0y Ta IUKIIOCIIOPUHY Y H03i

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

Esepoaimyc: prnykoHa301 MOXKe IiABUITYBaTU KOHIIEHTPAIIiI0 EBEPOIIMYCY B CUPOBATIIi KPOBi Yepes3
npurHideHHs CYP3A4.

Cupoaimyc: GIyKOHa30] MiABUINYE KOHLIEHTPAIIiI0 CUPOIIMYCY B IJIa3Mi KPOBi, iMOBIipHO, IIJISIXOM
npurHiyeHHs MeTaboniamy cuposimycy dbepmentom CYP3A4 ta P-rnikonporeinoM. Lli mpemapartu
MOXKHa 3aCTOCOBYBAaTU OOHOYACHO 3a YMOBY KOPUT'YBaHHS JO3U CHPOJIMYCY 3a71€KHO Bif PiBHS
KOHIIeHTPaIllil Ta e(eKTiB Bif mpuiioMy mpemnapary.

Taxposimyc: GIyKoHA30/ MOXKe MigBUIIYBATH KOHIEHTPAIlil TaKPOJIiMyCy B CHPOBATIIi KPOBi 0
5 pasiB 1pu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 MPUTHiUeHHS MeTaboIi3My TaKpomiMycy
depmenTom CYP3A4 y kuineyHuKy. [Ipyu BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIIOCTEpIranocs 3HaYHUX 3MiH (papMaKoKiHeTUKH. [IifBuIleH] piBHI TAaKPOJIIMyCy aCOIiI0I0TECS 3
HeppPOTOKCUYHICTIO. [[03y TAKpOIiMYyCy [st IIEPOPaIbHOT0 3aCTOCYBaHHS MOTPiOHO 3HUXKYBATH
3aJIe’XHO Bifi KOHIIEHTpallil TaKPOIiMyCy.

JIo3apman: pryKoHA30/1 IPUTHIUYE ITePeTBOPEHHS J103apTaHy [0 Horo akTUBHOTO MeTabomity (E-31
74), 1110 3yMOBITIO€ OinbIlly YaCTUHY aHTArOHiI3MYy [I0 PellenTopiB aHrioTeH3uny II mig gac
3aCTOCYBaHHA JI03apTaHy. PeKoMeHg0BaHO 3[iMCHIOBATH [IOCTIMHUY MOHITOPUHT apTepiaJbHOro
TUCKY B IAI[i€HTIB.

JIypa3udoH: nomipHi iHridiTopu CYP3A4, Taki sk QrryKoHa305, MOXKYTh MigBUIIYBaTH KOHIIEHTPAIIiI0



JIYPa3UOOHY B mIa3mi KpOBi. AKI110 HEMOKIIUBO YHUKHYTH OOHOYACHOI'O 3aCTOCYBaHHSI, crinm
SMEHIINUTHU 003y JIYPA3UOOHY, SIK 3d3HAYEHO B 1oro IHCTPYKI_III oJid MEOUYHOI'O 3aCTOCYBAHHSA.

MemadoH: GpnyKoHa30J1 MOXKe MiBUIyBaTH KOHIIEHTPALIil0 MeTaZlOHy B CUPOBATIIi KPOBi. [Ipu
OOHOYACHOMY 3aCTOCYBaHHI MeTafloHy Ta (GryKoHa305y Moxe 6yTH HeOOXiIHUM KOPUTYBAHHS 03U
MeTafloOHy.

HecmepoidHi npomu3anaavHi npenapamu (HIT3I1): ipu 0gHOYACHOMY 3aCTOCYyBaHHi 3 (QJIyKOHA30JI0M
C,.x Ta AUC dnyp6inpodeny migBuiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIiBHSIHO 3 BiAMOBIAHUMU
IIOKa3HMKaMH IIPY 3aCTOCYBaHHI Tinbku (rypOinpodery. AHaNIOTiYHO IPU OGHOYACHOMY
3acTocyBaHHi prykKoHa3ony 3 pauemiynuM ibynpodernom (400 mr) C,,, Ta AUC hapmMakoiorivao
aKTHBHOTrO i3oMepy S-( )-ibynpodeny migsuiiryBanucs Ha 15 % Ta 82 % BiAmoBigHO MOPIiBHSHO 3
BiATIOBigHMMMU MMOKa3HWKaMU IIPU 3aCTOCYBaHHI TiJIbKM palleMidHoro i0ynpodeHy.

®yKOHA30JI MOTEHIIINHO 30aTHUM MigBUILIYBAaTH CUCTEMHY eKcrno3uito inmux HII3TI, mo
MeTabomnizyoTbcs CYP2C9 (Hanpukiiaz, HallpOKCEHY, TIOPHOKCUKaMy, MeJIOKCHKaMy, IUKIIOpEeHaKY).
PekoMeHI0BaHO MEPiOAUYHO 3MiMCHIOBATH MOHITOPUHT MOOIYHUX peakllii Ta TOKCUYHUX ITPOSIBIB,
noB’s13aHux i3 HII3I1. Moxe 3HamoOuTHCS KOPUTryBaHHs mo3u HIT3TI.

deHimoiH: hmyKoHa30 npurHiyye MetaboniaM ¢eHiToiHy B nevinmi. OgHoyacHe 6araTopa3oBe
3actocyBaHHS 200 MTr priykoHa30my Ta 250 Mr GeHITOIHY BHYTPIIIHLOBEHHO IPU3BOAUTE IO
nigsumierHs AUC,, deniToiny Ha 75 % Ta C,;,Ha 128 %. [Ipu omgHOYaCHOMY 3aCTOCYBaHHI X
JiKapChKUX 3ac00iB MOTPiOHO MPOBOOUTH MOHITOPUHT KOHIIEHTpalii (heHITOIHYy B CUPOBATI[i KPOBi AJIS
YHUKHEHHS PO3BUTKY TOKCHYHOI [il HeHITOIHY.

ITpeOHi30H: TIOBIMOMIISIIM IIPO BUIIQOK, KOJIM V MAIliEHTa IiCIIst TPAHCIIAaHTAllil TeYiHKX Ha T
3aCTOCYBaHHS IIPEeAHI30HY PO3BUHYJIACS TOCTPa HEHOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BMHUKIIA IiC/ISl MPUIKHEHHS TPUMICIYHOr0 Kypcy Tepatil hpiykKoHa30/10M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, UMOBIPHO, CIPUUYMHUIIO TOCUIeHHS akKTUBHOCTI CYP3A4, mo npu3sseno
[0 IpUCKOpeHHs MeTabomi3My npegHi3ony. Cuifl peTenbHO CTEXUTH 3a NallieHTaMH, SIKi IPOTITOM
TPHBAJIOTO YacCy OOHOYACHO 3aCTOCOBYIOTh (DIIYKOHA30 Ta MPEOHi30H, 3 METOI0 IOTIEPeNKEeHH ST
PO3BUTKY HEIOCTATHOCTI KOPY HaJHUPKOBUX 3a/103 IiC/Is MPUIIMHEHHS 3aCTOCYBaHHS (DIIYKOHA307Y.

PugabymuH: GrykoHa30 MiABUIIYE KOHIIEHTPaIi0 prdabyTUHY B CUPOBATII KPOBi, 110 IIPU3BOAUTD
no 36inpuenHs AUC pudabytuny mo 80 %. [Tpu ogHOYaCHOMY 3aCTOCYBaHHi (IyKOHA30Iy Ta
pudabyTHHY ITOBiMOMJISIIIOCS IIPO BUIIAOKKM PO3BUTOK yBeiTy. IIpu 3acTocyBaHHi Takol KoMbiHaIril
nikapchbKuX 3aco0iB moTpiOHO OpaTH OO yBaru CUMIITOMHU TOKCUYHOI Iil pudabyTuny.

CaxkeiHasip: dnykonason migsuinye AUC ta C,,,, cakBiHaBipy mpu6mu3Ho Ha 50 % Ta 55 % BigmoBigHO
yepe3 NPUTHiUeHHS MeTabomi3My cakBiHaBipy B neuinili ¢epmentom CYP3A4 Tta uyepe3s inribyBaHHS
P-rnikomporeiny. B3aemogil Mixk (hIyKoHa30/I0M Ta CaKBiHaBipOM/PUTOHABIPOM He OOCIigKYyBay,
TOMY BOHHM MOXKYTb OyTH OiNblll BupaxkeHUMHU. Moxe 0yTH HeoOXimHMM KOPUTYBaHHS 03U
CaKBiHaBIpy.

IToxiOHi cynbhoHiNCe 0B8UHU: OTHOYACHE 3aCTOCYBaHHS (PIYKOHA30/Ty 3 IEPOPAJbHUMU MOXiTHUMU
CynbdoHiNICeYOBHUHYU (XTIOPIIPOIaMif], TMi0eHKIaMifl, TiMi3ug Ta ToI0yTaMif) ITPU3BOIUIIO [0
IIPOJIOHTYBaHHS Tepiofy ix HamiBBUBeNeHHS. PeKOMEHY€EThCS MPOBOJUTH YaCTHW KOHTPOJIb IIYKPY B
KPOBi Ta BiiTIOBIAHUM YMHOM 3HUKYBATU 03y IMOXIAHUX CYIbGOHIIICEYOBUHY IIPK OOHOYACHOMY
3aCTOCYBaHHi 3 (JIyKOHA30JIOM.

TeoginiH: 3acTocyBaHHS (myKoHa30y o 200 mr npotaroM 14 HiB IPU3BENIO [0 3HUKEHHS
CepenHbOro KilipeHcy Teodininy y mma3Mi KpoBi Ha 18 %. 3a malieHTamMu, SKi 3aCTOCOBYIOTh TeodiniH



y BUCOKUX H03ax a0o siKi MaloTh MigBUIIEHUY PU3UK PO3BUTKY TOKCUYHUX ITPOSIBIB TEO(iNTiHy 3 iHIINX
npuYuH, Tpeba BCTAHOBUTHU HATJISM MO0 BUSBIEHHS 03HAK PO3BUTKY TOKCHYHOI [ii Teodiminy.
Teparmiro noTpPiOHO 3MIHKTH MIPH MOSBi 03HAK TOKCHUYHOCTI.

Topayumuni6: BumuB ToaruTHHIOY 3poCcTae Npy OJHOYACHOMY 3aCTOCYBaHHI 3 JTiKapChKUMU
3acobaMu, IKi MpuU3BOAATH 00 moMipHOTo iHribyBanHsa CYP3A4 Ta nortyxHoro inrioysanus CYP2C19
(Hanmpuknan gnykoHasos). ToMy peKOMeHI0BaHO 3HU3UTH 03y TOPaluTHHIOY 70 5 MI OMH pa3 Ha
no0y B KoMOiHalligX i3 I[UMU ITperapaTaMu.

Toneanman: excno3utig TonBanTtany (cyoctpaty CYP3A4) 3nauno 36inbmyeThes (200% AUC; 80%
C.nay) TIPH IOTO OTHOYACHOMY 3aCTOCYBaHHI 3 GpyKoHa3070M (moMipHu inribitop CYP3A4), Ta,
BifITIOBigHO, 3pOCTAa€ PU3NK BUHMKHEHHS TAKWX MOOIYHMX Peakllifl SK MOCUTIeHHS Oiypesy,
3HEBOJHEHHS 1 TOCTpa HUPKOBA HEJOCTATHICTh. Y pa3i 0HOYAaCHOT0 3aCTOCYBaHH, 103a TOJIBAIITaHY
NoBMHHA OyTU 3MeHIIIeHa BiiIOBIAHO 0O MOT0 iHCTPYKIIii, a 3a MallieHToM IIOTPiOHO crocTepiraTu
OO0 TIOSIBY MOOIYHUX PeaKIlil.

Askanoiou bapeiHky: GyKoHa3071, iMOBipHO, Yepe3 inridyBanus CYP3A4 Moxke CIPUYUHSITH
IiABUIIEHHS KOHI[EHTPAIlil ankaoifiB 6apBiHKY B IIJla3Mi KPOBi (HalpuKiIaf, BIHKPUCTUHY Ta
BiHOJIACTUHY), 1110 IPHU3BOAUTE 0 PO3BUTKY HEMPOTOKCUYHUX €(EKTiB.

Bimamin A: IOBIIOMJISITIY, 110 Y MAl[i€eHTa, SKUU OMHOYACHO 3aCTOCOBYBAB TPAHCPETUHOEBY KUCIIOTY
(kucnoTtHa hopma BiTaminy A) Ta prykoHa3on, croctepiranucs mobiyni peakuii 3 6oky ITHC y dhopmi
TICEBOOTYMOPY T'OJIOBHOTO MO3KY, 1[0 3HUK ITicysg BigMinu ¢nykonasony. Li mikapchki 3aco0u MoxkHa
3aCTOCOBYBATH OJHOYACHO, ajie Tpeba maMm’siTaTy PO PU3UK BUHUKHEHHS M00iYHUX peakIliit 3 60Ky
HHC.

Bopukona3zoa (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): ogHO4YacHe 3aCTOCYBaHHS BOPUKOHA30Iy
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotsarom 1 gus, nmotiMm 1mo 200 Mr KoxHi 12 rogun
npoTsaroMm 2,5 gHA Ta GyKoHa30i1y nepopanbHo (400 Mr y nepmmit feHs, noTiM 1o 200 Mr KoxHi

24 ropguHu npoTaroM 4 gHiB) mpu3sBeno go migsuiienHs C,,, Ta AUC, BODUKOHA301y B CEPETHBOMY [0
57 % (90 % IOI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %, 128 %) BignoBigHo. HeBimoMo, Y IpU3BOOUTH
3HUKEHHS 03U Ta/abo YacTOTHU 3aCTOCYBaHHSA BOPHKOHA30Iy abo (GIyKOHA30/Iy N0 YCYHEHHS TaKOTo
edekTy. [Tpu 3acTOCyBaHHI BOPUKOHA30IY IicIs (PIyKOHA30/1y MOTPiOHO IPOBOIUTH CIIOCTEPEXKEHHS
II0[I0 PO3BUTKY M0GiyHUX e(heKTiB, acoIliifioBaHUX i3 BOPUKOHA30JIOM.

3udosyouH: pnykoHnaszon nigsuiye C, .. Ta AUC 3umoBynuny Ha 84 % Ta 74 % BimmoBigHO, 1110
3YMOBJIEHO 3HUKEHHSIM KITipeHCYy 3U0BYOUHY NMpuOIu3HO0 Ha 45 % IIpu HOT0 IepopaabHOMY
3acTocyBaHHi. [Iepion HamiBBUBeNeHHS 3UNOBYAUHY OYB TaK0XK MOOBXKeHUM MpruOnmu3Ho Ha 128 %
micys 3acToCcyBaHHS KOMOiHalil (IyKoHa30Iy Ta 3UJOBYAUHY. 3a MallieHTaMH, sIKi 3aCTOCOBYIOTh
Taky KoMOiHaIrito mikapchkux 3aco6iB, TOTPiOHO CroCTepiraTy 100 PO3BUTKY MOGIYHUX PeaKIil,
II0B’A3aHUX 13 3aCTOCYBaHHAM 3UNOBYIUHY. MOXKHa PO3rJISHYTU OOUUIBHICTS 3HUKEHHS NO3U
3UOBYIUHY.

A3umpoMiyuH: TPU OGHOYACHOMY IIepOopaIbHOMY pa30BOMY 3aCTOCYBaHHI a3UTPOMIIIMHY Ta
dbmykoHa3ony B go3ax 1200 mr ta 800 Mr BigmoBigHO, KOAHUX 3HAUYIINX (hapMaKOKiHETUYHUX
B3a€EMO[il BUSBIEHO He OyJI0.

ITepopasvHi KOHMpayenmueu: Ipu 3aCTOCYyBaHHI (pIyKOHa307y B 4031 50 Mr BIJIMBY Ha PiBEHb
TOpMOHiIB He 0yJ10, TOAI SIK ITPX 3aCTOCYBaHHI QrykoHa3omy B 703i 200 Mr Ha go0y criocTepiranocs
36inbimenHs AUC etuHinectpagiony Ha 40 % Ta meBoHOprectpeny - Ha 24 %. Lle cBiguuTh IIpo Te, 10
OaraTopa30Be 3aCTOCYBaHHS (DJIyKOHA30/1y B 3a3HaUeHUX A03aX HaBPSAM UM MOXKe BIIJIUBATH Ha
e(eKTHBHICTL KOMOIHOBAHOTO ITEPOPaIbHOI0 KOHTPALIETITUBA.



Oco6 1ueocmi 3acmocyeaHHsi.

Hepmamocgimia. BimoMo, 1110 pu 3acTOCyBaHHI (IyKOHA30Iy AJg IiKyBaHHS OepMaTodiril y miTen
OCTaHHI! He IepeBUIyE IPru3e0(]yIbBiH 3a €(PEKTUBHICTIO i 3araTbHUY MOKA3HUK €(PEKTUBHOCTI
cTaHoBUTH MeHIe 20 %. ToMy ¢GyKOHa3051 He MOXKHA 3aCTOCOBYBATH [JId JIiKyBaHHS gepMaTodiTil.

Kpunmoxkoko3s. [1oka3iB e(eKTUBHOCTI (HhIIyKOHA30Jy AJIS JTiKyBaHHS KPUITOKOKO3Y iHIIUX
JI0Kai3aniil (HanpuKiaf, JIeTeHeBOro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTATHBO, TOMY
PEeKOMeHaliy Iog0 JO30BOT0 PEeXUMY IJIs JTIKyBaHHS TaKUX 3aXBOPIOBAHb HEMaAE.

I'1uboki eHOemiuHi Miko3u. [Joka3iB eeKTUBHOCTI (IyKOHA301y [JIs TiKyBaHHS iHIINX GOpM
eHIeMiYHNX MiK03iB, TaKUX SK IapaKOKIHUIi0iqoMiK03, TiCTOmIa3M03 Ta MKipHO-TiMpaTUIHIN
CIIOPOTPUX03, HEJOCTaTHBO, TOMY PEKOMEHAI! 040 J030BOT0 PeXKUMY AJ1S TiIKyBaHHS TaKUX
3aXBOpPIOBaHb HEMaAE.

Hupxkosa cucmema. IanienTaM i3 mopyiieHHIM QYHKIIN HUPOK IpernapaT MOTPiOHO 3aCTOCOBYBATH 3
obepexkHicTIO (DuB. po3min «Cmocib 3aCcTOCyBaHHS Ta MO3U»).

Hedocmamuicmb HaOHUpPKoBuX 3a103. KeTOKOHA301I, SIK BifOMO, CIIPUYHMHSAE HEOOCTATHICTh
HaTHUPKOBUX 3aJ103, i Ile TAK0XK MOXKe CTOCYBaTHUCS (IYKOHA30Jy, X04a CIIOCTEPITAETHCS PigKO.
HepocTaTHiCTh HAMHUPKOBUX 3aJI03, ITOB’si3aHa 3 OQHOYACHUM JIiKyBaHHSAM IIPEHI30HOM, ONKCaHa y
nigpo3nini Bnaue ¢paykoHaszoay Ha iHWi aikapcbKi 3acobu po3piny «B3aemogmis 3 iHIIuMu
JiKapChKUMH 3aco0aMu Ta iHIIi BUIKM B3aEMOIIN».

I'enamobiaiapHa cucmema. IlamieHTam i3 nmopyuieHHSAIM QYHKIIM MeYiHKy mpenapar noTpibHo
3aCTOCOBYBaTH 3 00epeXkHiCTI0. 3aCTOCyBaHHS (HITYKOHA30JIy acoIliloBasoCcs 3 BAHUKHEHHSIM
PiAKiCHUX BUIAAKIB PO3BUTKY TSAXKKOI r€lTaTOTOKCUYHOCTI, BKJII0UAIO4YH JeTalbHi BUTIAgKH, TOJIOBHUM
YUHOM Y TAI€HTIB i3 TAKKUMYU OCHOBHUMHU 3aXBOPIOBAHHSIMU. Y BUIIafKaX, KOJIU PO3BUTOK
remaToTOKCUYHOCTI acollifoBaBCs i3 3acToCyBaHHSAM (IIyKOHa30:y, He OyII0 Bif3HAYEHO il IBHOI
3aJIeKHOCTI Bif 3aranbHoi f060BOI f03U Ipenapary, TPUBasoCTi Tepamil, cTaTi abo BiKy marllieHTa.
3a3BUYaill TenaToTOKCUYHICTh, cupuyrHeHa (G1yKoHa3010M, 060pPOTHA, a il TPOosiBY 3HUKAIOTH MiCs
IPUNIMHEeHHS Teparrii.

3a malfieHTaMH, y IKUX IIPU 3aCTOCYBaHHI (PIIyKOHA30/1y CIIOCTEPIraloThCS BiIXUIEHHS pe3yJbTaTiB
GyHKILiOHATBEHUX P00 MeYiHKM, MOTPiOHO BCTAHOBUTY PETENIbHUM HATJIAL 000 PO3BUTKY OiNbIIl
TSKKOT'0 ypaXKeHHs IIeYiHKU.

[TauieHTiB Tpeba npoiHopMyBaTH PO CUMIITOMH, 1110 MOXKYTb CBiTYUTH NP0 CEPHO3HUY BIIJIUB Ha
Ie4iHKy (BUpaXkeHa acTeHis, aHOPeKCis, oCTiiHa HyfoTa, 6/1I0BaHHS Ta KOBTSIHHUILIA). Y TaKOMYy pasi
3aCTOCYBaHHS (GIYKOHA30Jy MOTPiOHO HeralHO IPUIMHUTY Ta IIPOKOHCYJILTYBATUCS 3 JTIKapeM.

Cepueso-cyOuHHa cucmema. [esiki a301u, 30KpeMa ¥ (pIyKOoHa30J1, aCOII0ITLECA 3 TIOHOBKEHHSIM
inTepBany QT Ha enekTpokapniorpami. ®IyKOHa30J1 CIPpUUUHSE TON0BXKeHHd iHTepBany QT muisixom
iHribyBaHHS CTPyMY iOHIB Uepe3 KaslieBi kaHamu BHyTpimHbOro BunpsamiesHs (Ikr). ITomoBxkeHHsS
intepBany QT, cupuuynHeHe iHIKUMHY JTiIKapChKUMM 3ac06aMu (TaKUMU SK aMioflapoH), MOXKe
IIOCUJTIOBATHCS BHACHINOK iHTiOyBaHHS dhepmenTy CYP3A4 mmutoxpomy P450. [ToBimomMnsinu mpo gyxe
pimKicHi Bunmagku nogoBxkeHHs iHTepBany QT Ta mapokcr3ManbHOI IUTYHOYKOBOI TaxXiKapmil TUIY
«TipyeT» IPU 3aCTOCyBaHHi (IyKoHa301y. Taki MOBiIOMIEHHS CTOCYBaIUCS TALi€HTIB i3 TIXKKUMU
3aXBOPIOBaHHSIMHU IIPU NO€OHAHHI 6araThoxX (HakTOpiB PU3UKY, TAKUMHU SK CTPYKTYPHI 3aXBOPIOBAaHHS
ceplis, IOpPYIIeHHs eJeKTPOJIiTHOro 00MiHy Ta OMHOYACHE 3aCTOCYBaHHS iHIIHMX JTiKapChKUX 3ac00iB,



110 BI/IuBaloTh Ha iHTepBan QT. [TallieHTH 3 TiOKalieEMi€l0 Ta TSIXKKOI0 CepPLieBOI0 HEOOCTATHICTIO
MalOTh MIBULIEHUH PU3NK BUHUKHEHHS XUTTEBO HEOe3MeUHUX IITYHOYKOBUX apUTMil Ta
IIapOKCU3MaJIbHOI IITyHOYKOBO! TaxikKapmil TUIY «IipyeT».

®nykoHazon Tpeba 3 00epeKHICTIO 3aCTOCOBYBATH TAI[iEHTAM i3 PU3UKOM PO3BUTKY apUTMiH.
OnHovacHe 3aCTOCYBaHHS Pa30M i3 iKapCchKUMU 3aco0aMu, 1110 MIPOJIOHTYI0Th iHTepBan QTc ta
MeTabommi3yoThcs 3a gonomoroio hepmenty CYP3A4 nutoxpomy P450, mpoTumnoka3aHe (IuUB. pO3inu
«IIpoTunoka3aHHs» Ta «B3aemois 3 iHIIUMY TiKapCHKUMH 3aco0aMu Ta iHI BUOU B3a€MOMIN»).

I'anopanmpun. T'anodanTtpun € cydctpaTom pepmenty CYP3A4 i mponourye intepsan QTc mpu
3aCTOCYBaHHI y peKOMEeHI0BaHUX TepalleBTUYHUX f03ax. OgHOYacHe 3aCTOCYBaHHA rajohaHTpUHY Ta
GbyKoHa301y He peKOMEHAY€EThCS (OUB. Po3min «B3aeMopmis 3 iHIIMMU JIiKapChbKUMU 3aco0aMu Ta
igm BuOM B3aeEMOMii»).

Lepmamosoziuni peakuii. ITig yac 3acTocyBaHHS (IyKOHA30Jy PigKO MOBiAOMIISIOCS IIPO PO3BUTOK
TaKWX eKC(osiaTUBHUX MIKIpHUX peakiiil K cuHapoM CTiBeHca - [I2KOHCOHA Ta TOKCUYHUU
enigepManbHU HeKponi3. [IoBimoMsanu Npo MegUKaMeHTO3HY Peaklliio 3 e03UHOGITIE0 i
cuctemuumu nposiBamu (DRESS). IMauientu, xBopi Ha CHIII, GinbIi CXUTbHI 00 PO3BUTKY TSIKKUX
IMIKiPHUX peakiliil mpu 3aCTOCyBaHHi 6araThox JiKapchKux 3acobiB. FAKIIO y MallieHTa 3 T0OBEPXHEBOIO
rpubKOoBOIO iH(DEKITi€t0 3’ IBNMII0TLCS BUCHIIaHHS, 1110 MOXKHA II0B’I3aTH i3 3aCTOCYBAHHSIM
(bIyKoHa30I1y, IOJasblle 3aCTOCYBaHHS IpernapaTy Tpeba NpUNUHUTH. fAKINOo y malji€eHTa 3
iHBa3MBHOI0/CUCTEMHOI0 I'PUOKOBOIO iHGEKITIE€I0 3’ ABMSIOTHCS BUCUIIAHHS Ha IIKipi, 3a #OT0 CTaHOM
OTPiOHO peTeNbHO CIOCTEPIraTH, a y padi po3BUTKY Oy/Ib03HUX BUCHIIAHb a00 MyTbTH(HOPMHOI
€pUTEMH 3aCTOCYBaHHS (HIYKOHA301y NOTPiOHO NPUITUHUTH.

I'inepuymausicmby. Y pigKiCHUX BUIIaAKaX IMOBITOMJISIN IIPO PO3BUTOK aHahiTaKTUYHUX PeaKIlii
(muB. po3min «IIpoTUOKa3aHHSI»).

ITumoxpom P450. ®nykoHa3zon € momipauM inribitopom dhepmentis CYP2C9 ta CYP3A4. Takox
bnykoHa3on € noMipauM inribitopom pepmenty CYP2C19. Tpeba criocTepiratu 3a CTaHOM IAIli€HTIB,
sKi OTHOYaCHO 3aCTOCOBYIOTH (PIyKOHA30JI Ta IIpernapaTé 3 By3bKUM TepPaleBTUYHUM BiKHOM, IO
MeTabomi3yoThcs 3 yuacTtio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3pin «B3aeMofia 3 iHIMUME
JMiKapChKUMU 3aco0aMy Ta iHIIi BUOU B3AEMOIIN»).

TepgpeHaduH. TToTpiOHO peTeNnbHO CIOCTEPIiraTy 3a CTAHOM ITAlliEHTa TP OMHOYAaCHOMY 3aCTOCYBaHHI
TepbeHanuHy Ta GpyKoHa30my B fo3i MenIte 400 Mr Ha 700y (quB. po3ninu «IIpoTUioKa3aHHS» Ta
«Bzaemogis 3 iHIIUMY JTiIKapCbKUMHU 3aco0aMu Ta iHIIM BUIU B3aEMOIIN»).

KaHoudo3. [JocniaxeHHS TOKa3aly 3pOCTaHHS MOMKPeHOCTi iHdeknii Buny Candida, BigMiHHUX

Big C. albicans. BoHu 4acTo € MpUPOIHO pe3ucTeHTHUMHU (Hanpukiap, C. krusei Ta C. auris) abo
NEMOHCTPYIOTh 3HUKEHY YyTIUBICTh [0 dhiykoHa3ony (C. glabrata). Taki iHbeKIIil MOXYThb
noTpebyBaTu anbTEPHATUBHOI IPOTUTPUOKOBOI Teparlii yepe3 Hee(peKTHUBHICTh NTiKyBaHHS. ToMy
PEKOMEHIYEThCS BPaXOByBaTH IOLUIMPEHICTh Pe3UCTEHTHOCTI pi3HUX BUMiB Candida mo ¢hnayKoHa301y.

IonomidxcHI peuosuHu.

[TpemapaT MiCTUTH JTaKTO3Y. FAKIIO y MallieHTa BCTAHOBJIEHA HEIIEPEHOCHUMICTh IesIKUX LIYKpiB, Tpeba
IIPOKOHCYJIbTYBaTHCS 3 JIiKapeM, MepIll HiK MpuiiMaTy Lel TiKapchKuii 3acio.

Opna TabneTKa IiKapchkoro 3acoby ®ymuc® MicTuTh MeHme 1 MMOb HaTpito (23 Mr), TO6TO
mpernaparT MPaKTUYHO BiIbHUU Bif HATpIi0.



3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
XKiHKu penpoOyKmueHo020 8IK)Y.
[Tepen nmoyaTKOM JIiKyBaHHS MALiEHTKY CIIif IPoiH(OpPMyBaTH PO NOTEHIIMHUY PU3UK [AJIS MJIOAA.

[Ticns 3acTocyBaHHS OOHOPa30BOl 03U MOTPiIOHO BUTpUMATH Nepio BUBEAEeHHS (PIyKOHA30ITy, SKAN
CTAHOBUTH MpuONMM3HO 1 TUKIEHB (IO BigmoBimae 5-6 mepiomaM HamiBBUBEOEHHS), IO HACTAHHS
BariTHOCTI (muB. po3min «dapMaKOKiHETHKa»).

Y pasi TpuBanux KypciB JiKyBaHHS XKiHKaM penpPOgyKTHBHOIO BiKY CJIii PO3TISHYTH MOXKJIUBICTh
3aCTOCyBaHHS KOHTPAIEIIii MPOTSATOM YChOTO Iepiofy MiKyBaHHS Ta IPOTIroM 1 THXKHS Micns
IPUHOMY OCTaHHbBOI TO3H.

BaeimHicme.

OOcepBalliliHi mocigKeHHS CBiiYaTh PO MigBUINEHNY PU3UK CIIOHTAHHOTO abopTy y XKiHOK, gKi
OTpUMYyBau PIyKOHA30JI IPOTSATOM IIEPIIOTro Ta/abo APyroro TPUMECTPY, IOPIBHSIHO 3 TaKUM Y
XKIHOK, 5IKi He TpuiManu GIyKoHa301 abo OTpUMyBaM MiCIeBi a30/11 ¥ TOM caMuil epiof.

IaHi 00 KiIbKOX TUCSY BariTHUX XKiHOK, IKi OTPUMYBaJIU JTiKyBaHHS (QPIYKOHA30JI0M Y
KyMyJIATUBHIN 1031 < 150 Mr y nepiioMy TpUMeCTpi, IeMOHCTPYIOTh BiICYTHICTh 3POCTAHHS
3arajibHOTO PU3KKY BaJ PO3BUTKY IJIOAY. B 0MHOMY BEIMKOMY CIIOCTEPEXKHOMY KOTOPTHOMY
IOCTiIKeHH]i TepopabHe 3aCTOCYBaHHS (DITYyKOHA301y B IIePIIOMY TPpUMecTpi OyI1o moB’si3aHe 3
HEBEJIMKUM IIiABUILIEHNM PU3UKOM BaJ PO3BUTKY CKEJIETHO-M I30BOl CUCTEMH, 110 BiANOBifaE
npubnu3Ho 1 momaTkoBoMy Bumagky Ha 1000 XiHOK, SKi OTpuMyBau KyMy/ISTUBHI 03U < 450 Mmr,
IIOPiBHSHO 3 XiHKaMH, SIKi OTpUMYyBaii a30JId MiclieBol fil, i mpubau3Ho 4 JOJaTKOBUM BUIIafKaM Ha
1000 xiHOK, fKi OTpUMYyBaIK KyMyIsTUBHI 1o3u Ginbuie 450 mr. CKOpUToBaHUM BiTHOCHUM PU3UK
ctanoBuB 1,29 (95 % [I: 1,05-1,58) gns go3u dhaykoHalony 150 mr nepopansHo Ta 1,98 (95 % [I:
1,23-3,17) ons go3 pnykonasomny Oinbire 450 mr.

HasiBHi emifeMionoriyni gocmigKeHHS 1I[0I0 PO3BUTKY Baj CepIls IPU 3aCTOCYBaHHI (GIyKOHA301y Y
1epiofl BariTHOCTI Jai0Th cynmepednnBi pe3ynbraTu. OgHaK MeTaaHasi3 5 o0cepBalliitHUX NOCTiAXKEHb,
IIPOBEIEHUX 3a Y4acCTIO KiIbKOX TUCSY BariTHUX XKIiHOK, SKi OTPUMyBaId (HIIyKOHA30JI IPOTATOM
IIePIIOTr0 TPUMECTPY, BUSBUB IiABUIIEHHS PU3UKY PO3BUTKY Baj Ceplsl Y HEMOBIAT B 1,8-2 pa3u
MIOPiBHSHO 3 TAKUM Y HEMOBJISAT, MaTePi SIKHX He 3aCTOCOBYyBanu (HIIyKOHA301 Ta/abo
BUKOPUCTOBYBAJIX a30JI4 [JIS MiCLIeBOT0 3aCTOCYBaHHS.

Y noBigOMJIEHHSX ONKCAHO BPOAKEHI Bail PO3BUTKY Y HEMOBJIAT, MaTepi IKUX OTPUMYBaJIX BUCOKI
mo3u (Bim 400 mo 800 Mr/mo0y) dbiaykKoHa301y Y Iepiof BariTHOCTI mpoTsroM 3 MicsiiiB a0o Oinbiie mpu
JiKyBaHHI KOKIMAi01HoMiK03y. Cepeq BPOOKEHUX Bafl, AKi CIIOCTePirajnucs y oux miteu, -
Opaxinedarnis, gucnIasis ByIIHUX PAaKOBHH, HafiMipHe 30ibIIeHHS IePeIHbOT0 TiM S4Ka,
BUKPHUBIIEHHS CTETHOBOI KiCTKHM Ta MMPOMEHEBO-TIJIeY0BUHM CHHOCTO3. [I[pMYMHHO-HACTiZKOBUH 3B’ SI30K
MiX 3aCTOCYBaHHSM (PIyKOHA30Jly Ta BPOOXKEHUMU BaflaMU He BCTAHOBJIEHUH.

He cnip 3acTocoByBaTH 3BUYarHi 103U (PIIyKOHA30/Iy Ta KOPOTKOTPUBAJIi KYpCU JTiKyBaHHS
(bIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSATKOM KpaliHbol He0OXigHOCTI.

He crig 3acTocoByBaTH BUCOKi 003U (PIyKOHA30JTy Ta/abo TprBai KypcH NiKyBaHHS (DITyKOHA30JI0M y
nepion BariTHOCTI, 3a BUHSATKOM JIiKyBaHHS iHGEKIIi, 110 MOXYTh 3aTPOKYyBaTH KUTTIO.

I'odysaHHA 2pydoio.



®yKoHA30/1 TPOHUKAE ¥ TPYOHE MOJIOKO Ta [OCSITa€ KOHIEHTpalii momi0Hoi 40 piBHS y MIa3Mi KpoBi
(OuB. po3min «®apMakoKiHeTHKa»). 'ogyBaHHS TPYOI0 MOXKHA IIPOMOBXKYBATH IIiCIIs pa30BOT0
3aCTOCYBaHHS 3BUYalHOI 103U (PIyKOHA30Jy, 110 CTaHOBUThL 150 M.

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

Crip OUiHUTY KOPUCTb FONYBaHHS IPYLMI0 OJ1S PO3BUTKY 1 3M0POB’S JUTUHY, & TAKOXK KIIIHIUHY
norpeGy MaTepi y npemnaparti ®ynuc® i 6yap-aKi moTeHmiliHi mobiuni edpextu npemnapaty Oyuuc® a6o
OCHOBHOT'O 3aXBOPIOBaHHA MaTepi A IUTHHY, IKa OTPUMY€E TPYyIHE BUTOJOBYBaHHS.

depmuabHiCMb.

®nyKoHa30/1 He BIIMBaB Ha (ePTUIbHICTh CAMIIiB Ta CAMOK IIypiB.

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

HocnimxeHb BINIKUBY (IYKOHA30Jy Ha 3MATHICTh KEpyBaTH aBTOTPAHCIIOPTOM abo IpalfioBaTH 3
IHIMMMU MexaHi3MaM# He TPOBOOUIIH.

[TauieHTiB MOTPiOHO MOiHGOPMYBaTH IPO MOKJIUBICTh PO3BUTKY 3allaMOpo4YeHHs abo CymoM (OuB.
po3min «ITo6iuHi peakiiii») mif 4ac 3aCTOCOBYBaHHS Ipenaparty. [Ipyu po3BUTKY TaKUX CUMIITOMIB He
PEKOMEH[IYEThCSI KePYBaTH aBTOTPAHCIOPTOM abo IpalioBaTy 3 iHIIMMY MeXaHi3MaMHU.

Cnocid 3acmocyeaHHsi ma do3u.
[TpemapaT 3aCTOCOBYBaTH IlepopasbHo. [IpuiioM mpemnapaTy He 3aJeKUTh Bifl TpuitoMy 1xi.

To6oBa mo3a GhIyKOHA30Iy 3ajIeXKUTh Bifl BUAY Ta TSIXKKOCTI rpubKoBoi iHdexmii. [Tpu HeobxigHOCTI
OaraTopa30BOr0 3aCTOCYBaHH IIpelaparTy JiKyBaHHS iHGEKIIiN mOTPiOHO TPOAOBXKYBaTH [0
3HMKHEHHS KJIiHIYHUX Ta TabopaTopHUX MPOSBiB aKTUBHOCTI I'pubKoBOIl iHdekil. HegocTaTHS
TPUBAJIICTh JIIKyBaHHS MOXKe IIPHU3BECTH [I0 BiTHOBJIEHHS aKTUBHOTO iHQEKIIIMHOTO ITPOLIECY.

Hopocai.

Kpunmokoxkos.

- JIikyBaHHS KPUIITOKOKOBOI'O MEHIHTITY: HaBaHTaXyBaJlbHa A03a cTaHOBUThL 400 Mr y 1-i1 neHsb.
[MipTpumytoya mo3a - 200-400 Mr oguH pa3 Ha moOy. TpuBasicTh JiKyBaHHS 3a3BUYall CTaHOBUTH
moHalMeHIe 6-8 TuxkHiB. [Ipu iHQeKIisax, 10 3arpoKyI0Th KUTTIO, HOOOBY 103y MOXKHA 30iTbIIUTH
mo 800 mr.

- IligTpuMytoya Teparis Ajisd molepenkeHHs peIUIUBY KPUIITOKOKOBOI'O MEHIHTITY B IIAI[l€HTIB i3
BUCOKUM PU3UKOM MOTO PO3BUTKY: PEKOMEH[I0BaHa [03a IIpenapaTy cTaHoBuTh 200 MI OfUH pa3 Ha
o0y IpOTAroM HeoOMekKeHOT0 4acy.

Koxkuuodioidomixo3. PekoMeHpoBaHa no3a craHoBuUTh 200-400 Mr onuH pa3 Ha no0Oy. TpuBaicTh
nmiKyBaHHS CTaHOBUTH 11-24 Micsii abo [oBIIe 3a/1eKHO Bifi CTaHy nauieHTa. [I1d TiKyBaHHS OeIKUX
dopm iHdeKIil, a 0co6nMuUBO IS JTIKyBaHHS MEHIHTITY, MOXKe OyTH HOIIBbHUM 3aCTOCYBaHHS HO3U



800 Mr oguH pa3 Ha m00y.

IneasueHi kaHOuOdo3u. HaBaHTaxXyBanbHa [03a cTaHOBUTH 800 Mr y 1-i meHsb. [linTpumyroda gosa -
400 Mr omuH pa3 Ha 0o0y. 3a3BU4ail peKOMEHI0BaHa TPUBAJICTh TiKyBaHHS KaHOUIEMil CTAaHOBUTh
2 TUXKHI MiCJg mepliuX HeraTUBHUX pe3yJIbTaTiB I0CIBY KPOBI Ta 3HUKHEHHS 03HaK i CUMIITOMIB
KaHOumeMil.

KaHOoudo3 cau3osux 06010HOK.

- KaHIUI03 POTOrJIOTKYU: HaBaHTaxXyBalbHa f03a cTaHOBUTH 200-400 Mr y 1-1 meHs, DifTpuMyo4a
mo3a - 100-200 mMr opuH pa3 Ha go0y. TpuBamicTh MiKyBaHHS CTAaHOBUTH 7-21 meHb (OO JOCATHEHHS
peMicii), arme mMozxke O6yTu 306inbIneHa [AJg HalLi€HTIB i3 TIXKKUM iMyHOmEeQIiITUTOM.

- KaHumo3 cTpaBoxony: HaBaHTaxyBasibHa 003a CTaHOBUTE 200-400 Mr y 1-i meHs, NifTpuMyo4a
mo3a - 100-200 mr omun pa3 Ha go0y. TpuBamicTh MiKyBaHHS cTaHOBUTHL 14-30 OHIB (IO MOCATHEHHS
peMicii), arme mMozxke O6yTu 306inblleHa g Malli€HTIB i3 TIXKKUM iMyHOOeQilIuTOM.

- Kangunypisi: pekoMeHpoBaHa mo3a cTaHoBUTE 200-400 Mr omuH pa3 Ha go0y mpoTsarom 7-21 mHs.
I71s nalienTiB i3 TIXKKUM iMyHOmeIiIIMTOM TPUBAJIICTD JTiKyBaHHS MoxKe OyTH 306iNbIIeHa.

- XpoHiuHM# aTpodiyHNN KaHOUO03: peKOMEHJ0BaHa [103a CTaHOBUTHL 50 MT OfivH pa3 [00y IPOTIroM
14 nHisB.

- XpoHiYHMYM KaHOWIO03 IIKipK Ta CIM30BUX 000JI0HOK: PEKOMEHI0BaHa q03a CTAHOBUTH
50-100 Mr oguH pa3 Ha mo0y. TpuBasicTh JiKyBaHHS CTAHOBUTH 10 28 [HIB, ane Moxe OyTH
30inbIIeHa 3aeKHO Bif TSXKKOCTI Ta BUAY iH(eKuil abo Ipyu 3HUXKEHH] iIMyHITETY.

ITonepediceHHs peuudusy KaHOudo3y cau3osux 06040HOK y nauieHmia 3 BIJI, siki maromb sucokuli
pu3uk 11020 po38UMKY).

- Kauaunos poTornoTky, KaHAUA03 CTPABOXOAY: PEKOMEHI0BaHa [03a CTaHOBUTH
100-200 mr oguH pa3 Ha #o0y ab6o 200 Mr 3 pa3u Ha TUXOEeHb. TpUBaIiCTh TiKyBaHHS HeoOMeXKeHa
[J1s TAl[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 MPOAOBKYBAaTH IPOTATOM 7 OHIB MiC/A HMiABUIIEHHS KiIbKOCTI
HelTpodinis moxan 1000/Mm°.

I'enimaavHi KaHOUOO3U.

- T'ocTpuii BariHanbHUM KaHAUI03, KAHOUIO3HMM OaaHiT: peKOMeHI0BaHa 003a CTaHOBUThL 150 Mr
pasoBso.

- JIikyBaHH# Ta podinakTuKa peluauBYIOYNX BariHaabHUX KaHAU03iB (4 abo GinbIle penuguBiB
3aXBOPIOBAHHS Ha PiK): peKOMeH0BaHa f103a cTaHOBUTL 150 Mr 1 pa3 y 3 mHi. Ycboro moTpi6HO
3actocyBatu 3 no3u (1-# meHs, 4-# meHb Ta 7-# OeHb). I[Ticns uporo Tpeba 3aCTOCOBYBATH
nigTpuMytody o3y 150 mr 1 pa3 Ha TUXAEHb IPOTATOM 6 MiCSALiB.

Hepmamomikosu.

- Miko3 cTom, MiKO3 I/lafileHbKOIl IIKipH, TaX0BUM AEPMaTOMIKO03, KaHOUOO03Hi iH(DeKIIil MKipu:
peKoMeHoBaHa fio3a cTaHOBUThL 150 Mr 1 pa3 Ha TuxknaeHb abo 50 Mr 1 pa3 Ha g00y. TpuBamicTh



JIIKYBaHHSI CTAHOBUTH 2-4 TuXKHi. JIiKyBaHHS MiK03y CTOIl MOXKe TPUBaTHU A0 6 TUXKHIB.

- PisHoOapBHUi Nuiaii: peKoMeHoBaHa fo3a cTaHoBUTh 300-400 Mr 1 pa3 Ha TUXOEHb IPOTATOM
1-3 TuxHiB a6o 50 Mr of¥H pa3 Ha f00y IPOTATroM 2-4 THUKHIB.

- DepmaTodiTHUY OHIXOMIK03: peKOMeHIOBaHa f03a CTaHOBUTh 150 Mr 1 pa3 Ha TUK[IEHb.
JlikyBaHH$ Tpeba MPOAOBXKYBaTH ITOKU Ha MicCIi iH(piKOBaHOTO HIT'TS He BUPOCTE 3MOPOBUM. [7is
BiIpOCTaHHS 3[IOPOBUX HITTiB Ha PyKax Ta Ha BEJIMKMX MAJbIIX HIir 3a3BUYall HE0OXimHO 3-6 MicsIriB
Ta 6-12 MicsuiB BigmoBigHOo. OgHAK IIBUAKICTh POCTY HIrTiB y MAIlieHTiB MOXKe OyTH Pi3HOIO Ta
3anexartu Bif BiKy. [licns ycmimmHOro giKyBaHHSI TPUBA/INX XPOHIYHUX iH(DEKIiN hopMa HIrts iHopmi
3aNuIIaEThCSI 3MiHEHOIO.

Ocob.uei epynu nayieHmis.

ITauieHmu AiMHbO20 BIKY.

o3y HeoOXxinHO migbupaTy 3aexkHo Bif cTaHy QYHKIIM HUPOK (IUB. HUXKYE).

IMauieHmMu 3 HUPKOBOI HeA0CMAamMHicmi.

®1yKOHA30JI BUBOOUTHCS IIEPEBaXKHO 13 ceyero y He3MiHeHOMY cTaHi. [Ipu pa3oBoMy 3acTOCyBaHHI
KOPHUT'YBaTH H03y QIIyKOHA305y He moTpiOHO. [TamieHTaM (BK/II04A0O4YHU OiTel) i3 mopyIIeHHIMU
GyHKIIT HUPOK IpX HeoOXimHOCTi 6araTopa3oBOro 3aCTOCYBaHHS Ipernapary y 1-i meHb JiKyBaHHS
CJIiT 3aCTOCOBYBaTH I104aTKOBY 103y 50-400 Mr 3ajieKHO Bifl TepalleBTUYHUX [10Ka3aHb. [licisa uporo
no00By 103y (3a1e2KHO Biff ITOKa3aHHS) CIIi[l p0O3pax0ByBaTH BiAmOBigHO M0 Tabmumi 1.

Tabmug 1

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

< 50 (6e3 remopianisy) 50 %

['emopiarni3 100 % micrst KOXKHOTo reMofiani3y

[MTauieHTu, siki nepeOyBalOTh Ha PeTryasIpHOMY remopianisi, mosuHHi orpuMmyBaTt 100 %
PEKOMEH0BaHOI MO3M MiCJIsI KOXKHOI0 reMofiianidy. Y meHb, KOJIu remMofiani3 He TPOBOOUTHCS,
MallieHT TIOBUHEH OTPUMYBATHU 03y, BiIKOPUTOBaHY 3aleXKHO Bifl KITipEHCY KpeaTUHIHY.

IlauieHmu i3 nopyweHHAMU QYHKUIl neviHku.

®nykoHa3on Tpeba 3aCTOCOBYBATH 3 00€pekKHICTIO MalliEeHTaM i3 MOPYIIeHHIMU (PYHKIII TeYiHKy,
OCKiJIbKY iH(opMaliil moa0 3aCTOCyBaHHS (IYKOHA30J1y IIil KaTeropil narji€eHTiB HeJJOCTaTHHO
(ouB. po3minu «Ocob6muBOCTi 3acToCcyBaHHA» Ta «I106iuHi peakIii»).

imu.
He crig mepeBuilyBaT MaKCcuMasbHy 1060By 703y 400 Mmr.

4k i npu aHanoriyHuX iHQEKIiIX y JOPOCNUX, TPUBAICTh TiKyBaHHS 3a/Ie’KUTh Bifl KIiHIYHOI Ta
MiKoJIoTiuHOI BifmoBsigi. [Ipenapat 3actocoByBaTu 1 pa3 Ha go0y.

Io3yBaHHA IIpelapaTy HiTAM i3 IopyleHHAME QYHKIll HUPOK HaBeneHo Buille. PapMaKkoKiHeTHKa
(bITyKOHA30I1y He [OCTigXKyBanacs y OiTel i3 HUPKOBOI HEOOCTATHICTIO.



Ilimu sixom 8i0 12 pokis.

3ajle’kHO Biff Macu Tijla Ta my0epTaTHOTO PO3BUTKY JIiKapio CIIiJ OLIHWTH, sIKa J03a Ipenapary (s
OOPOCHUX YM OJId AiTel) € ONTUMAaJIbHOIO [Js nalieHTa. KmiHiuHi gaHi cBig4yaTts 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/Kr oguH pa3 Ha fo0y AiTSM MPU3BOOUTE [0 NOCSITHEHHS CIIiBCTAaBHOI
CHUCTEMHOI €KCITO3HUIIi].

EdekTuBHicTh Ta 6e3meka 3acToCyBaHHS (HIIYKOHA30JIy A7 JIiIKyBaHHS IeHiTaJTbHUX KaHAUO03iB Y
IiTel He BCcTaHOBJEeHi. HasiBHa Ha ChOTOAHIIIHIM IeHb iHbopMallis HaBefieHa y po3aini «I1o6iuni
peaxtii». dKimo icHye HaranbHa moTpeba 3aCTOCYyBaHHSA IIpelapary mifgiaiTkaM (BikoM Big 12 mo
17 pokiB), cnif 3aCTOCOBYBaTU 3BUYAlHI 03U AJIS HOPOCIIHX.

Ilimu 8ikom 8i0 5 0o 11 pokis.

Kananmo3u cnu3oBux 0007I0HOK: TI0YATKOBA [103a CTAHOBUTEL 6 MT/Kr/mo0y, migTpuMyoda [03a -
3 Mr/kr/mo0y. [TouaTKOBY 103y MOXKHa 3aCTOCOBYBaTH ¥ 1-i meHb 3 METOIO0 IIBUANIOTO AOCATHEHHS
PiBHOBaXXHOI KOHIIEHTpPALIil.

[HBa3WBHI KaHANU03M, KPUIITOKOKOBUYM MEHIHTIT: f03a IIpenapaTy CTaHOBUTDH 6-12 Mr/Kr/moby
3aJIeKHO Bifl CTYIIEHS TSIXKKOCT1 3aXBOPIOBAHHS.

[TigTpuMyroda Tepalia Ajis nonepenXxeHHs PeLIUAUBY KPUIITOKOKOBOI'O MEHIHTITY V AiTeX i3 BUCOKUM
PU3UKOM MOT0 PO3BUTKY: 103a IIpelapaTy CTaHOBUTh 6 MI/KT/mo0y omuH pa3 Ha go0y 3aJie’kHO Bifl
CTyIeHsI TAKKOCTI 3aXBOPIOBaHHS.

[TpodinakTKa KaHAULO3IB y MaIli€HTIB 3 iMyHOmeIIMTOM: [03a IIpenapaTy CTaHOBUTH

3-12 Mr/kr oguH pa3 Ha fo0y 3a7eXHO Bif BUPaKeHOCTi Ta TPUBAJIOCTi iHAYKOBAHOI HEUTPONEeHil
(muB. MO3u OIS MOPOCIIHUX).

Himu.

3acTOCOBYBATH JIiKapChKuil 3aci6 y ¢popMi TabeToK Iiit KaTeropii maieHTiB MoXKHa TOMi, KONMK OiTH
3maTHi 6e3mevHO MPOKOBTHYTH TaOleTKY, 110 3a3BUYai MOXKJIMBO ¥ Billi Bif 5 poKiB.

Ilepedo3yeanHsi.
CuMIITOMH: TasIOIKMHAIll Ta IapaHoigasbHa IOBeMiHKa.

JlikyBaHHSA: CUMIITOMATAYHE (Y TOMY YUCJI IPOMUBAHHS IIIyHKA U NiATPUMYyO4a Tepamnis).
®nyKoHa3071 BUBOIUTHCS ITEPEBAXKHO 3 CeYelo, TOMy (pOpCOBaHUM [iype3 MoXKe PUCKOPUTHI
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUKYE PiBEHb PIYKOHA30JTY V
na3Mi KpoBi nmpu6nau3Ho Ha 50 %.

ITobiuni peaxkuii.

[ToBigoMunsinu mpo MeOUKaMeHTO3HY peaklliio 3 eo3uHodiniero i cucremaumu nposiamu (DRESS),
acoIlrifioBaHy 3i 3acTocyBaHHAM GIyKOHa301y (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).



Harttuacrime (Big =1/100 mo <1/10) moBigomsinocs mMpo Taki mobivHi peakiiii: ronoBHUM Oinb, 6inb y
JKUBOTI, miapesi, HynoTa, 6/1I0BaHHS, MiBUIIEHHS PiBHA anaHiHaMmiHoTpaHcdepasu (AJIT),
acnaptataMinoTpaHcdepasu (ACT), nyxkHol pocdaTa3u KpoBi Ta BUCUIIAHHS.

I7ns OIiHKY YaCTOTH BUHUKHEHHS MOOIYHMX peaklliii BUKOPUCTOBYIOTh TaKy Kiacudikarlito: 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[IHATH Ha IMiICTaBi HasiBHUX
OaHUX).

3 60Ky cucmemu Kposi ma aimgpamuyHoi cucmemu.

HeuacTo: aHeMisd.

Pinko: arpaHynonuTos, 1eiKomneHis, HeUTPOIeHis, TPOMOOLUTOTIEHIS.
3 6oky imyHHOI cucmemu.

Pigko: anadinmaxkcis.

3 6oky memaboaizmy ma Xapuy8aHHs.

HeuacTo: 3HMKEHHS alleTUTy.

Pigko: rinepTpurninepugemMis, rinepxojieCcTepuHEMis, TiIOKaIieMis.
3 60Ky ncuxiku.

HeuacTo: 6€3COHHS, COHIUBICTE.

3 60Ky Hepsosoi cucmemu.

YacTo: ronoBHUM Oifb.

Heuacro: cynoMu, 3aniaMOpoydeHHs, ITapecTesii, mopylieHHs CMaKy.
Pigko: Tpemop.

3 60Ky opaaHis cayxy ma pigHosazau.

Heuacto: BepTuro.

3 6oky cepus.

Pigko: mapokcu3MasnbHa IITYHOYKOBA TaxiKap[is TUIY «IIipyeT», MomoBxkeHHs inTepsany QT (gus.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

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

3 6oky eenamobiniapHoi cucmemu.

Yacto: migsuiienus piHiB AJIT, ACT, nyxkHoi ¢ocdaTasu B KpoBi (auB. po3min «OcobmuBoCTi



3aCTOCYBaHHS»).

Heuacro: x0ecTas, JKOBTSIHUIA, MiABUILIEHHS piBHS OinipyOiny (muB. po3min «OcobnuBoCTi
3aCTOCYBaHHS»).

Pigko: mediHKoBa HEIOCTATHICTh, TeNaTOLENIONAPHAN HEKPO3, TeaTUTH, TenaToUeoIsIpHe
ypaxeHHs (OuB. po3min «OcobnMuBOCTI 3aCTOCYBaHHSI»).

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

HewacTo: cBepOixk, MEIUKaMEeHTO3HUY JepPMaTHUT (BK/II0Yaruu HiKCOBaHUN MeOUKaMEeHTO3HUN
IepMaTUT), KPOIIUB'THKA, MiBUIIIeHe TIOTOBUONEHHS (1B, po3in «OcoBIUBOCTI 3aCTOCYBaHHS»).

Pigko: TOKCMYHUY emimepManbHUM HEKPOi3, cuHapoM CTiBeHca-[I2)KOHCOHA, TOCTPUM
reHepai30BaHUM €K3aHTeMaTO3HUU MIyCTY/Ib03, eKC(HOTIaTUBHUN IePMaTUT, aHTI0HEBPOTUYHUN
HaOpsK, HaOpsK 06Uy Ys, amonenis (quB. po3min «OcoBIUBOCTI 3aCTOCYBAHHS»).

YacToTa HEBifoMa: MefKaMeHTO3Ha peakilis 3 eo3uHodinmieio i cucremaumu npossamu (DRESS).
3 60Ky ONOpPHO-PYX08020 anapamy ma CnOAY4YHOi MKAHUHU.
Heuacrto: mianris.
3azanvbHi nopyweHHA ma peakuii y Micui 88e0eHHA.
HeuacrTo: mifgBuilleHa BTOMJIIOBaHICTh, HE3[y2KaHHS, aCTeHis, rapsgdka.
iTm

YacToTa Ta xapakTep Mo6iyHUX peaklii Ta BifxuieHb 1ab0paTOPHUX TOKA3HUKIB y HiTel, IKi
GdikcyBanucs mig 9ac KIHIYHUX JOCTioXKeHb, KPiM reHiTalIbHOTO KaHAUI03Y, € IOPIBHIHHUMU 3
TaKUMH Y JOPOCTIUX.

[ToBimomIeHHS IPO Mimo3pioBaHi mMobiYHi peakirii

[ToBimomneHHs mpo mo6iuHi peakiril micis peecTpallii TikapchbKoro 3aco0y Ma€ BaXK/IMBe 3HAYEHHS.
Lle mae 3MOry IPOBOAUTHA MOHITOPUHT CIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBAHHI LIbOT'O
niKapchKOro 3acoby. MeguyHuM Ta ¢apMalleBTUYHUM IIpalliBHUKAM, a TAKOXK IalieHTaMm abo ix
3aKOHHUM IIpeCTaBHUKAM CJIif] IOBiOMJISITH TIPO YCi BUTTAAKHU IiI03PI0OBaHUX IMOOIYHUX Peakllii Ta
BifiCcyTHOCTI e(peKTHUBHOCTI iKapchKOro 3aco0y yepe3 ABTOMaTH30BaHy iHGOpPMaIliliHy CUCTEMY 3

(dapMaKoHarnsaay 3a nocuiaHHaM: https://aisf.dec.gov.ua

Tepmin npudamHocmi. 3 POKH.

YMmoBH 30epiranssi.

30epiratu npu TeMieparTypi He Buine 25 °C.



30epiraTv y HeIOCTYITHOMY [JISI OiTeH MicCIii.

Ynakoska.

Tabmetku 1o 50 mMr Ne 4 a6o Ne 10 y GicTepi B KApTOHHIHN yIIaKOBIIi.
Ta6nerku mo 100 mr Ne 4 a6o Ne 10 y GricTepi B KapTOHHIM ynakoBi.
Tabnetku mo 150 Mr Ne2 a6o Ne 4 y 6ricTepi B KapTOHHIN yIaKOBIIi.

Tabnerku o 200 mr Ne 4 a6o Ne 10 y 6ricTepi B KapTOHHIN yIaKOBIIi.

Kareropis Bigmycky.

3a peLemnToM.

BupoOHHUK.
KYCYM XEJITXKEP I1BT JITL/

KUSUM HEALTHCARE PVT LTD.

Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca Micusi MpoBaIXKeHHs HOro Tis/IbHOCTI.

[Inot Ne M-3, Iemop Cnewen Ikoromik 3oyH, ®eus-1I, ITitamnyp, [ict. Ixap, Maaxes I1pagen, [1in
454774, Tagisa/

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






IHCTPYKIIA

IJIsI METUYHOT 0 3aCTOCYBaHHs JIIKapChKOI'0 3aCo0y

oyIuc®
(FUSYS®)
Cknao:
Oitoua pevosuHa: ¢pnykonason (fluconazole);
1 tabnetka mMicTuTh dnykonasdony 50 mr abo 100 mr a6o 150 mr a6o 200 mr;

0ONOMIdCHI peuoBUHU: TAKTO3KW MOHOTIPAT, IeJII0/103a MiKpoKpucTaniyHa, moBimoH K30, Tanbk,
MarHilo cTeapar, HaTPilo KPOXMaNbITiKONAT (TUI A), HATPil0 KPOCKapMeso3a.

JIikapcbKka ¢popma. TabneTku.

OcHosHi pisuko-xiMiyHi 8aacmusocmi: Gimi, KpyTi 3i CKollIeHUMY KpasiMu TaOJIeTKH 3 JliHie0
po3y1aMy 3 OHOT0 OOKY.

dapMakoTepaneBTHYHA rpyma. [Ipoturpu6KoBi 3aco0u /IS CUCTEMHOTO 3acToCyBaHHs. [ToxigHi
Tpuasony. Kog ATX JO2A CO1.

®Papmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

MexaHi3M mil.

®nykoHa3051 € TPOTUTPHOKOBUM 3aCO00M KJlacy Tpua3osiB. [IepBUHHUM MexXaHi3MOM Horo fil €
npurHideHHs rpubKoBoro 14 anbda-1aHOCTEPOJI-IeMEeTUIIOBAHHS, 0TI0CEPENKOBAaHOT0 IUTOXPOMOM



P450, 110 € HeBif'eMHUM eTanoM 6ioCMHTe3y IPUOKOBOT0 eprocTepony. AKyMmynsiia 14 anbda-MeTun-
CTEPOJIiB KOPEJTIOE 3 MOMAJIbIIOI BTPATO €procTepoy MeMOpaHoio rpubKOBOI KITITUHU Ta MOXKe
BifTIOBimaTH 3a MPOTUTPUOKOBY aKTUBHICTh (Pr1yKoHa305y. ®yKoHa307 € OiNIbIl CeIEKTUBHUM 10
rpubkoBux hepMeHTiB 1uToxpoMmy P450, HiXK [0 pi3HUX cucTeM ¢pepMeHTiB 1uToxpoMy P450 ccasiiis.

3acTocyBaHHS QIyKOHa307y B 1031 50 Mr Ha go0y MpoTsAroM 28 [HiB He BIJIUBAE Ha PiBEHb
TECTOCTEPOHY B IJIa3Mi KPOBi y 40/I0BiKiB a00 Ha piBeHb €HAOTeHHUX CTEPOIIiB Y KiHOK
pernponyKTuBHOTO Biky. ®nykoHa3on y go3si 200-400 Mr Ha mo0y He MPOSBIS€E KITiHIYHO 3HAYYIIOTO
BIIJIUBY Ha PiBeHb €HAOTEeHHUX CTEPOifiB ab0 Ha BigMOBiIb Ha CTUMYJISLII0 aqPEeHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3mopoBux moOPOBOJIBIIiB YOI0BiUOl CTATI.

HocmimKeHHS B3a€EMOIil 3 aHTUIIIPUHOM IIPOIEMOHCTPYBAIO, 110 3aCTOCyBaHHS 50 MT QIyKOHA30Ty
pa30Bo abo 6araTopa3oBo He BIIJIUBAE Ha MeTaboIi3M aHTUIIIPUHY.

YyTHIUBICTSE in Vitro.

®nyKoHa3071 in vitro EMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO KJTiHIYHO MOMIKWPEHNX BUIIB
Candida, (Bkmiouatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata neMOHCTPY€E 3HUKEHY
YyTHUBICTh [0 (ykKoHa3omy, a C. krusei ta C. auris € cTiikuMmu g0 GrnykoHa3ony. MiHiManbHi
inribyroui KoHIIEHTpaIlii Ta emigemionoriyne nmoporose 3HaueHHs 3rinHo EUCAST (ECOFF) mns
dbmykoHa3o0my ctocoBHO C. guilliermondii Bumii, HiXK cTocoBHO C. albicans.

Takox (hykKoHa301 in vitro IeMOHCTPY€E aKTUBHICTH SIK mpotu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i MpoTH eHAeMiUHUX ITicHIBUX rpubiB Blastomices
dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’g30K dhapMaKOKiHETUYHUX i hapMaKOOUHAMIUHUX BIACTUBOCTEH.

BiamoBigHO 10 pe3ysbTaTiB OOCIIAXKEHDb Ha TBapUHaX, iICHYE KOPEJALisi MiX MiHiMalIbHOIO
inribyrouoio KoHueHTpalieo (MIK) Ta eheKTUBHICTIO IPOTHU eKCIIepHMEHTAIbHUX Moesiell MiKO03iB,
cripuuynHeHux BupgaMu Candida. BifnoBifHO 00 pe3ynbTaTiB KIIIHIYHUX JOCTIAKEHb, iCHyE JliHiliHa
3anexHicTh Mik AUC Ta 103010 ¢iaykoHasony (mpubnusno 1:1). Takox icHye mpsiMui, ane
HenocTaTHi 3B’930K MixK AUC a60 103010 Ta ITO3UTUBHOO KITiIHIYHOO BiTIOBIA/II0 Ha JTiKyBaHHS
OpaJIbHOT0 KaHAMA03Y Ta MEHIIIOK MipOI0 - KaHOUOeMil. AHAIOTiYHO JTiKyBaHHS iHQEKIin,
CIIPUYMHEHUX IITaMaMH, 00 KX (IyKOHA30Jl 0eMOHCTPYe BUCOKY MIK, € MeHIII 3aJOBiIIbHUM.

MexaHi3M pe3nuCTEHTHOCTI.

Mikpooprauizmu pony Candida BeMOHCTPYIOTh YACEIbHI MeXaHi3MU PE3UCTEHTHOCTI A0 a30IbHUX
npoTurpubKoBUX 3ac06iB. ®1yKoHa3071 feMoHCTPYe BucoKy MIK mpoTu mramiB rpubis, SKi MaloTh
onuH abo GinbIle MexaHi3MiB PE3UCTEHTHOCTI, 10 HEraTUBHO BINIMBAE Ha e(h)eKTUBHICTE in vivo Ta B
KITiHIYHIA TPaKTHUIIL.

Y 3a3Buyan yyTnuBUX BUAiB Candida Hal4aCTilIUM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B SKOMY
3apisHi HinboBi hepMeHTH a30iB, BifnoBiganbHi 3a 0i0CUHTE3 eprocTepony. Pe3uCTEHTHICTh MOXKe
OyTu 00yMOBJIeHa MyTalliIMH, IOCUJIEHHSAM IPOAYKII1 (pepMeHTY, MexaHi3MaMu e(IIIOKCy IpenapaTy
a00 PO3BUTKOM KOMIEHCATOPHUX IIJISAXIB.

[MoBigomunsnu npo cynepingekiii Candida spp., cipuunHeHi iHmmmy, Hix C. albicans Bugamu, 1o
YaCcTO MalOTh 3HUXKeHY uyTnuBicTh (C. glabrata) abo € crilikumu (Hanpuknag, C. krusei, C. auris) 0o
bnykoHazony. [Is MiKyBaHHS TaKuUX iHQEKII# CIil 3aCTOCOBYBaTH albTE€PHATUBHI TPOTUTPHUOKOBI
3acobu. MexaHi3MH Pe3UCTEHTHOCTI IIle He [0 KiHIIS BUBYEHi B OesIKUX MPUPOIHO cTiikux (C. krusei)
a60 HoBuX (C. auris) sunis Candida.



KonTponsHi Touku EUCAST (E€BponeicbKOTro KOMITETY 3 HOCHIIXKEHb YYTIUBOCTI I0 aHTUMIKPOOHUX
3ac006iB).

Basyiouunck Ha mociigKeHHi papMaKoKiHETUUHUX/PapMaKOOUHAMIYHUX JaHUX, YYTIUBOCTI in vitro Ta
KJTiHi4YHOI BifgmoBifmi, 6y0 BU3HaYeHO KOHTPOJIbHI TOYKH IS (HIIYKOHA30Iy [AJIS MiKPOOpraHi3MiB pomy

Candida. (Cynposigaui po3’sicHioBanbHuM JoKyMeHT EUCAST mnsa daykoHasony (2020) - Bepcis 3;
€BpOMNEeNCLKUY KOMITET i3 HOoCHiIKeHb YYTANBOCTI 10 aHTUMiIKPOOHUX 3ac00iB, [TpoTUTpHUOKOBI

3aco6u, Tabnuili KOHTPOILHUX TOYOK s iHnTepnperanii MIK, Bepcis 10.0, HaGyB YUHHOCTI
04.02.2020 p.). Bouu Oynu po3mnofineHi Ha KOHTPOJIbHI TOYKH, 10 He IOB’sI3aHi 3 IIEBHUM BUAOM, TKi

OinTbIII0I0 MipOI0 BU3HAYAJIKMCS Ha OCHOBI (hapMaKOKiHEeTUYHUX/(PapMaKOOMHAMIYHUX JaHUX i He
3ajexaTh Biff PO3MOMily Ha II€BHI BUAM 3a MiHiMa/IbHOIO iHTiOyI040I0 KOHIIEHTPAlli€l0, Ta Ha
KOHTPOJIbHI TOUKH, TIOB’SI3aHi 3 IEBHUM BHUIOM, 1[0 Ha4aCTillle aCOLi0I0ThCA 3 iHQEeKIiAMHU y
moauHu. 11i KOHTPOIbHI TOUYKY HaBeIeHO HUXKYE.

ITpomuepu-6xo8uli KonmpoavHi mouku, nog8’si3aHi 3 negHuM 8udom S </ KOHMpoOabHi
3acib R >y me/n mouku, He
noe’a3aHi 3
nesHuM
guoom"
S</R>y
me/n
Candida Candida  Candida Candida Candida Candida
albicans dubliniensisglabrata krusei  parapsilosis tropicals

®nykoHazon 2/4 2/4 0,001*/16 -- 2/4 2/4 2/4
S wyTnuBuY;
R pesuctenTHUY;

a - KOHTPOJIbHI TOYKHY, 1110 He TI0B’sI3aHi 3 TeBHUM BUIOM, SKi Gi/IbII0I0 Mipoi0 BU3HaYaIuCs Ha OCHOBI
dhapmakoKiHeTHYHOI/(papMaKoguHaMiuHOl iHpopMallil ¥ He 3aiexkaTh Bifl pO3IMOAiNLY Ha IIeBHi BUAU 3a
MiHiMabHOIO iHTi0yI040I0 KOHIIeHTpallielo. BoHU JOCTiXKyBaluCh JIKIe Y MiKpOOpTraHi3MiB, y SKUX
He iCHy€ crenu(pigyHol KOHTPOILHOI TOYKHY;

- DOCTiAKEHHS YyTINBOCTI He pEKOMEH0BaHi, OCKIJIbKY I1e¥ BU[] He € MEeTOI0 JIiKapChKOl Teparrii;

* Vci nokasuuku C. glabrata B xkateropii [. MIK npotu C. glabrata cnif o1iHIOBaTH SIK Pe3UCTEHTHI,
KOJIM BOHM IepeBuIlyioTh 16 mr/n. Kateropia gwytnusocTi (< 0,001 Mr/i) BUKOPHUCTOBYETHCS JIUILIE
[ 3ano0iraHHs MOMIIKOBOI Kiacudikanil mramis | gk mramis S. | - 4yTIuBul 3a YMOBH
MigBUIIIEHOI eKCITO3UIIii: MiKpOOpPraHi3M HaJIeXKUTh [0 KaTeropil «4yTIUBUYM 3@ YMOBH ITiIBUIIIEHO1
€KCIIO3UIIil» y pa3i, KoM iCHy€e BUCOKa UMOBIPHICTh TEPANEeBTUYHOTO YCIiXy, OCKIJIBKM €KCIO3UIis
npernapary Oysa 36inbIleHa 3a paXyHOK KOPEKIIil pexkuMy no3yBaHHS abo #oro KOHIeHTpalii y
BOTHHUII iHDEeKITil.

dapmakxkoKiHemuxka.

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

AGcopOiis.


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

®nykoHa3051 fo6pe BCMOKTYETLCS IIPYU IIepOPaIbHOMY 3aCTOCYBaHHI, a piBeHb IIpenapary B I1a3Mi
KPOBi i cucTeMHa 6iomocTynHicTh mepeBuInyioTh 90 % piBHS (GIyKOHA30/Ty B M1a3Mi KPOBI, 1110
NOCSTAETHCS NIPYU BHYTPIITHEOBEHHOMY BBeleHH]I npenapaTy. OgHOYacHe BXKHBaHHS 1XKi He BIIJIUBA€
Ha BCMOKTYBaHHS IIpenapaTy IIpU UOro IepopajbHOMY 3acTOCyBaHHI. [IikoBa KOHIIEHTpalis y mia3mi
KpPOBi focaraeTtecd dyepes 0,5-1,5 roguHu micng npuioMy npenapaTty HaTileceple. KoHIeHTpauis
Impenaparty B IIJIa3Mi KpPoBi npomnopilidHa fo3i. PiBHOBaxkHa 90 % KOHLIEHTpallid JOCATaeThCsa Ha 4-5-1
IeHb Ipu OaraTopa3oBOMY 3aCTOCYBaHHI OfMH pa3 Ha fo0y abo Ha APYTruil IeHb JIiKyBaHHS NIpU
3aCTOCYBaHHI y IepiInii leHb HaBaHTaXKyBaJIbHOI 03K, 1[0 BABiYi epeBuInye 3sudaiiny o608y m03y.

Poznmomin.

O0’eM posmnopiny TpubIU3HO NOPIBHIOE 3araJlbHOMY BMICTY pifyHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oinkamu mra3Mu KpoBi Hu3bke (11-12 %).

®nykoHa3051 fobpe IPOHUKAE B YCi AOCTiAXKyBaHi pifuHu opraHi3my. PiBeHb iyKoHa307y B CIMHI Ta
MOKPOTHHHI € TOAiOHUM 10 KOHIIEHTPAllii mpenapaTy B I1a3Mi KpoBi. Y mallieHTiB, XBOpUX Ha
rpuOKOBUYM MEHIHTIT, piBeHb QIIYKOHA30JTy B CIMHHOMO3KOBI# piguHi gocsrae 80 % KoHIeHTpallil y
IIJIa3Mi KPOBI.

Bucoki koHLeHTpalril ¢GIyKoHa307y B IIKipi, 110 IEPEBUILIYIOThH CHPOBATKOBI, IOCATAal0TLCSI B
porosoMy Iapi, emigepMici, aepmi Ta moti. ®JIyKOHAa30J1 HAKONUYYETHCS B POrOBOMY IIIapi.

[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 3aBepIIEeHHS JIiIKyBaHHSA KOHI[EHTpallid BCe 1le CTaHOBUJIa
5,8 Mxr/r. [Ipu 3actocyBanHi fo3u 150 mMr 1 pa3 Ha TUXKAEHb KOHILIEHTpaLisa QpIyKoHA30y Ha 7-

Il IeHb JTiKyBaHHS CTaHOBUNA 23,4 MKI/T; Yepe3 7 OHIB IiC/Ig 3aCTOCYBaHHS HACTYIIHOI JO3U
KOHI[eHTpallis Bce Ie cTaHoBuma 7,1 MKr/T.

KonenTpanist pnykoHa3omy B HirTsax micins 4 micsiniB 3acTocyBanHs 150 Mr 1 pa3 Ha TUXIeHb
craHoBuia 4,05 MKI/T y 3M0poBUX T0OPOBOJIBIIB Ta 1,8 MKTI/T Ipu 3aXBOPIOBAHHSX HIrTiB;
(byKOHa30J1 BU3Ha4YaBCs Y 3pa3Kax HirTiB yepes3 6 MiCAIIB IMicIs 3aBepIlleHHs Teparlil.

BioTrpaHcdopmatiis.

dnykoHa30m1 MeTabomi3y€eThCs He3HAYHOIO Mipoio. [Ipy BBeleHHi 103U, MideHOl PagioaKTUBHUMU
izoronamu, nuiie 11 % ¢payKoHa307Ty eKCKPETYETHCS 3 cedelo y 3MiHeHOMY BUTIAAL. ®IyKoHa307
€ momipHuM iHri6itopom izodpepmenTtiB CYP2C9 ta CYP3A4, a TaK0XK MOTYXKHUM iHTiGiTOpOM
izopepmenty CYP2C19.

BuBenenns.

[lepion HaniBBUBeneHHS (GIyKOHA301Ty i3 Ia3Mu KpoBi cTaHOBUTH 611u3bK0 30 rogus. Binbina
YacTHHa IIpenapaTy BUBOOUTHCS HUPKaMu, TpudoMy 80 % 3aCTOCOBaHOI [O3U BUSBISETLCS y CeUi B
He3MiHeHOMY cTaHi. KimipeHc ¢piyKoHa305y IponopLiiHuy 00 KJlipeHCy KpeaTuHiHy. LIupKynongux
MeTabOTiTiB He BUSBIIEHO.

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

dapMakOKiHeTHKa IPU HOPVIIeHH]I QVHKIINI HUPOK.

Y nmali€eHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOT'0 CTyIEeHs (IIBUAKICTh KIy004YKOoBOI GinbTpatiil



< 20 M1/xB) nepion HamiBBUBeOeHHs 30inbiryeThes Bim 30 o 98 romun. Tomy 1t KaTeropii maiieHTiB
HeoOXiTHO 3MEHIIUTH 003y GIyKoHa30my. ®IyKoHA30JT BUAAISETHCS IIUITXOM IreMofiani3y, Ta
MEHIILIOK MipOI0 - IIJITXOM IIePUTOHEeaIbHOr0 Aianidy. CeaHC reMofiaidy TPUBaIICTIO 3 TOOUHU
3HUKYE pPiBeHb PIIyKOHA30Y Yy M1a3Mi KpoBi mpubnusno Ha 50 %.

d®apMakKOKiHETHKA IPU JIAKTallil,

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

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

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

dapMaKOKiHETHKa YV IiTeH.

dapMakoKiHEeTHYHI TapaMeTpHu y AiTel Oyiu OlLiHeHi y 5 HOCHiXKeHHSIX: 2 OOCTigKeHHS pa30BOro
3aCTOCyBaHHS, 2 NOCTiIKeHHS 0araTopa3oBOr0 3aCTOCYBaHHS Ta 1 HOCigKeHHS HeJOHOIIEeHUX
HOBOHapomxXeHux. [licns BBegeHHS 2-8 MI/KT GIyKoHa30Jy HiTIM BiKoM Bif 9 mica1is o 15 pokis
OyB BusiBneHuit mokasHuk AUC 61u3bpko 38 MKr*rop/mi Ha 1 Mr/kr mo3u. Ilicis 6araTtopa3oBoro
3aCTOCYBaHHS CepefHill nepion HamiBBUBeAeHHS (HIyKOHA30Iy 3 IIJla3MHU KOIMBaBCI MixX 15 Ta

18 roguHamu, a 06’eM po3Mmominy ctaHoBUB pubau3Ho 880 Mn/Kr. Binbill TpruBanuil nepioxn
HalliBBUBEJEeHHS (PIIYKOHA30JTy 3 IIJIa3MU KPOBi CTAHOBUB NMPUOIN3HO 24 roguHu Ta OyB BUSBIEHUN
micIIst BBEIEHHS Pa30Boil No3u. el MoKa3HUK € MOPIBHIHHUM i3 MePioloM HalliBBUBEIEHHS
(byKOHa3011y 3 IIJTa3MHU KPOBI IicJIsT pa30BOr0 3aCTOCYBAHHS J03U 3 MT/KT BHYTPIIITHEOBEHHO HiTSIM
BikoM Big 11 mHiB go 11 micsiiB. O6’eM po3moniny B it BiKOBi# rpyii cTaHOBUB 67113bK0 950 MII/KT.

IocBim 3acTocyBaHHS (GIYKOHA30Jy HOBOHAPOMKEHUM 00MEeKYETHCSI (hapMaKOKiHETHYHUMU
mocTimKeHHsIMM 12 HeIOHOILIEHUX [iTel i3 TepMiHOM recramii mpubnu3Ho 28 TuxkHiB. CepenHill Bik
OUTWHY IPY BBEMIEHHI IepImol 1031 CTaHOBUB 24 roguHu (miama3oH 9-36 roguH), cepegHs Maca Tina
npu HapopxkeHHi craHoBuma 0,9 kr (miamason 0,75-1,10 kr). MakcumyMm 5 BHYTPIIIHBOBEHHUX
€K1l QIyKOHa305Ty B 031 6 MI/Kr BBOOUIIY KOXKHi 72 ropgunau. CepenHill nepiof HalliBBUBeIeHHS
cTaHOBUB 74 rogunu (44-185) y nepiiuii feHsb, IOTiM 3MeHIUBCA 0o 53 roaul (30-131) Ha 7-1 geHb
Ta 10 47 (27-68) Ha 13-1 meHsb. [1noma mig kpuBoio (MKr*rog/mi) ctanosuna 271 (173-385) y nepmmi
neHsb, 36inbimyBanacs mo 490 (292-734) Ha 7-# geHb, moTiM 3MeHmuaacs go 360 (167-566) Ha 13-

i nenb. O6’eM po3mnopiny (mi/kr) ctaHoBuB 1183 (1070-1470) y nepinuii neHs, 36inbinyBascs mo 1184
(510-2130) Ha 7-1 menb Ta mo 1328 (1040-1680) Ha 13-11 meHb BigIOBITHO.

dapmakoKiHEeTHKA Y [Aali€HTIiB JITHbOI'O BiKY.

dapMaKOKiHETUYHE JOCiAKEeHHS IIPOBOAWIMN 3a Y4YacTIo 22 MallieHTiB (BiKOM Biff 65 pOKiB), SKi
3acrtocoByBanu 50 Mr ¢rykoHa301y nepopanbHo. 10 namieHTiB 04HOYAaCHO 3aCTOCOBYBAJIM AiyPETUKH.
C.ax CTaHOBHNA 1,54 MKT/MJI Ta focsATanacs nIpotsarom 1,3 TOOUHYU Mics 3aCTOCYBaHHS (PITyKOHA30MY.
Cepenus AUC craHoBuna 76,4+20,3 mrr*rog/mn. CepenHiy nepion HamiBBUBedeHHST 46,2 rogunu. Li
(dbapMaKOKiHETUYHI TOKA3HUKU € BUIIMMHU TTOPIBHSHO i3 aHAJIOTIYHUMU Y 300POBUX NOOPOBOJIBIIIB
MOJIOAWIOTro BiKy. OgHOYAaCHe 3aCTOCYBaHHS [iypeTUKIB He Majlo 3HayHOro Bunusy Ha C,.. Ta AUC.
Takox KiipeHC KpeaTuHiHy (74 MI1/XB), BifCOTOK (pJIyKOHA30I/y, 110 eKCKPETYBaBCH i3 cevelo y



He3MiHeHoMY BUrAfi (0-24 roguny, 22 %), Ta HUPKOBUM KilipeHC gnykoHa3omy (0,124 Mi/XB/KT) y
TaLiEHTIB aHOl BiKOBOI Ipymnu Oy/TKM HUXKYKMMU, HiXK aHAJIOTiuHI MOKA3HUKHU Y MOJIOMIINX
noOpoBosbiliB. ToMy 3MiHM papMaKOKiHETHKY Y MAI[iEHTIB JTITHHOTO BiKy OUeBUOHO 3a/ieKaTh Bif
IapaMeTpiB QPYHKIIi HUPOK.

Kniniuni xapakKTepuCTHKH.
Iloka3zaHHA.

d)yunc@ ITOKa3aHUM [JId NiKyBaHHS TaKUX TPUOKOBUX iHQEKIHM ¥ HOpoCnux (OuUB. PO3Min
«®apMaKoOOMHaAMiKa»):

- KPUIITOKOKOBUM MEHIHTIT (IuB. po3min «OcobIUBOCTI 3aCTOCYBaHHS»);
- KOKIMAioino3 (auB. po3min «Oco0nMuBOCTi 3aCTOCYBaHHSI »);
- iHBa3UBHI KaHOUOO3Y;

- KQHOUI03M CIM30BUX 000JIOHOK, BKIIIOUAIOYX KaHOU03 POTOTJIOTKY Ta KAaHAUI03 CTPABOXOMY;
KaHOUAYPis, XpOHIYHMUY KaHOUO03 LIKipH i CTU30BUX 000JIOHOK;

- XpOHIYHUY aTPo(iyHNM KaHAUI03 POTOBOL IOPOXKHUHY (KaHAUL03, CIPUYUHEHNN BUKOPUCTAHHIM
3yOHUX IIPOTE3iB) IPU Hee(eKTHUBHOCTI IirieHu POTOBOI MOPOKHUHU ab0 MicIIeBOI Teparii;

- BariHaJbHUN KAQHOUO03, TOCTPUY YU PELUOUBHUY, KOJIU MicClieBa Tepalis He € OOLIIBHOIO;
- KAHOUIO3HMM OasaHiT, KoMK MiclleBa Tepallis He € JOLiIbHOIO;

- IepMaTOMiKO3H, BKJII0Yal0u¥ MiK03 CTOI, MiK03 TJIafleHbKOI IIKipH, ITaX0BUM OePMaTOMIKO3;
pizHOOapBHUI NUITal Ta KaHAUAO3HI iHGEKI] IKipy, KoMK MoKa3aHO 3aCTOCOBYBATH CUCTEMHY
Tepalriio;

- mepMaTO(iTHUN OHIXOMiK03, KOJIM 3aCTOCYBAHHS iHIIKX JTiIKAPCHKUX 3aC00iB HE € JOLITbHUM.
Oyuuc® nokasaHuil A1 IpoQiTaKTUKK TaKUX 3aXBOPIOBAHb Y JOPOCIIHUX SIK:
- PeLUgUB KPUIITOKOKOBOTO MEHIHTITY Y MAI[i€HTIB i3 BUCOKUM PU3UKOM HOT0 PO3BUTKY;

- peluauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOAy y mallieHTiB 3 BIJI 3 BUCOKMM PU3UKOM HOT0
PO3BUTKY;

- 1 3HUKEHHS YaCTOTHU PELMANBIB BariHanbHOTO KaHAU03Y (4 abo Ginmbllle BUMAIKX Ha Pik);
- mpodinakTvKa KaHOUOO03HUX iH(EKIIiN y Mal[iEHTiB i3 TPUBaIO0I HEUTPOIIEHi€l0 (HalprKiaf,
TIAllieHTH 3i 37I0KiCHUMH 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTepariio, abo nalieHTu Ipu

TPaHCIIaHTallil TeMOIIOEeTUYHUX CTOBOYPOBUX KIiTHH) (OUB. po3in «®apMaKoIoTiyHi BIaCTUBOCTI.
dapmakoguHaMiKa»).

iTH.

d)yunc@ MMOKa3aHUM MiTIM AJIS JIiKyBaHHS KaHAUI03iB CIIM30BUX 000JI0HOK (KaHAKW03 POTOTTIOTKH,
KaHOUI03 CTPaABOXOAY), iHBa3UBHUX KaHAU03iB, KPUIITOKOKOBOTO MEHIHTITY Ta [AJiS IPOQiTaKTUKU



KaHOUOO3HUX iHQEKIN y nalieHTiB 31 3HMKEeHUM iMyHiTeToM. [IpenapaT MOKHa 3aCTOCOBYBAaTH SIK
HNiATPUMYyBa/IbHYy Tepalmito Ajisl IonepenkeHHs pelUaIuBY KpUIITOKOKOBOI'O MEHIHTITY y AiTeu i3
BHCOKHMM PU3UKOM HMOT0 PO3BUTKY (OuB. po31in «OcoOGIMBOCTI 3aCTOCYBaHHS»).

3aCcTOCOBYBATH JIiKapChKU 3aci® y ¢popMi TabmeToK Iiit KaTeropii marieHTiB MoXHa TOMi, KOIH OiTH
3maTHi 6e3MeYHO IPOKOBTHYTHU Ta0/IeTKy, 110 3a3BAYail € MOXKJIMBUM Y Billi Bif 5 POKiB.

Teparmito npenapaToM ®yruc® MOXKHa PO3MOYUHATH [0 OTPUMAHHS Pe3y/bTaTiB KyIbTypaabHUX Ta
iHmuX 1aGopaTOPHUX NOCTIXKEHb; OOHAK IiC/IT OTPUMaHHS pe3yIbTaTiB NIPOTUiH(GEKIINHY Tepariio
OTPiOHO CKOPHUTYBATH BiMIOBiZHUM YHHOM.

IIpomunoka3aHHA.

- lnepuyTnuBicTh KO GIYKOHA301TY, iHIIKUX a30IbHUX CIONIYK ab0 [0 OyOb-SKOl 3 JOIIOMiXKHUX
PEYOBHH IIpenapary.

- OpHOYacHe 3aCTOCyBaHHS (PIyKOHa30Jy Ta TepdheHaguHy MalfieHTaM, siKi 3aCTOCOBYIOTh
bnykoHa301 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rimHO 3 pe3ybTaTaMy JOCHiIXKEHHS
B3aeMofiii 6araTopa3oBoOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (IYKOHA30JTy Ta iHIIMX JTIKapChKUX 3aC006iB, IO MOJOBKYIOThH iHTEPBA
QT ta meTabomizyoTbcs 3a gonoMoroio hepmenty CYP3A4 (Hampukiaf, IU3anpuay, acTeMi3omny,
miMO3uy, XiHIIUHY Ta ePUTPOMILIMHY), OUB. po3ainu «Oco0IUBOCTI 3aCTOCyBaHHS» Ta «B3aemofis 3
iHIITIMY JTiKapChbKUMM 3aco0aM¥ Ta iHIN BUIX B3aEMOIii».

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

IIpomunoka3aHe cymicHe 3aCmMoCYB8AHHA (GAYKOHA304Y MAd HUNCYe3d3HAYeHUX AiKapcbKux 3acobis.

ITuzanpu0: MOBiHOMIISIIM IIPO PO3BUTOK MOOGIYHMX peakiliii 3 60Ky cepllsd, Y TOMY YHUCJIi IIPo
[IapOKCU3MaJIbHy IIUIYHOUYKOBY TaxiKapfilo TUIY «IIipyeT» Yy Malli€HTiB, dKi OGHOYACHO 3aCTOCOBYBAJIU
bnykoHa3on Ta nu3anpup. OgHodacHe 3actocyBaHHS 200 Mr ¢priykoHasony 1 pa3 Ha fo6y Ta 20 MT
u3anpupny 4 pasu Ha fo0y IPU3BOAUIIO N0 3HAYHOTO MiJBUIIEHHS PiBHS IIU3aNpUAy y Iaa3Mi KPoBi
Ta 00 noposxkeHHS iHTepBany QT. OgHOUacHe 3aCTOCYyBaHHS (IYKOHA30Iy Ta HU3alPULy
IIPOTHUIIOKa3aHe (OuB. po3min «IIpoTUIIOKa3aHHI»).

TepeHalOuH: Yepe3 BUMAIKU PO3BUTKY TAKKUX CEPLEBUX apUTMil, CHPUYNHEHNX IOJ0BXKEHHAM
inTepBany QTc, y namieHTiB, siKi 3aCTOCOBYIOTh a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3ac061 OMHOYACHO
3 TepheHaguHoOM, Oyu MPOBEeH] MOCTiIKeHHS B3aeMO/Iil ITuX npemnapariB. [Ipu 3acTocyBaHHi
bnykoHazony y no3i 200 Mr Ha mo6y He Oys10 BUSBIIEHO MOAOBXKeHHS iHTepBany QTc. [Ipu
3acToCcyBaHHi QykoHa3oiy B mo3ax 400 Mr Ha mo0y abo Bullle 3HAUHO IiIBUINYE PiBEeHb
TepdeHaguHy B mIa3Mi KpPOBi IIpK OHHOYACHOMY 3aCTOCYBaHHI ITuX mpemnaparis. CymicHe
3acTocyBaHHS GIyKoHa301y B go3ax 400 mr abo Buire 3 TepdeHaguHOM IIPOTUIIOKa3aHe (IKUB. PO3Min
«IIpoTunoka3anHs»). [Ipu 3acTocyBaHHi QrykoHa30my B o3ax Huxk4e 400 Mr Ha 106y ogHOYACHO 3
TeppeHaguHOM CIIif] IPOBOAUTHU PETENIbHUN MOHITOPUHT CTaHy Ialli€HTa.

Acmemi30.: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JTy Ta aCTeMi30/Iy MOXKe 3MEHIIUTH KITIipeHC
acreMizony. Cipu4ynHeHe UM IIiIBUINIEHHS KOHI[EHTPAllil acTeMi30Ty B IJIa3Mi KpOBi MoXke
IIPU3BECTH [0 Oof0BXKeHH iHTepBany QT Ta y piAKiCHUX BUIagKax - IO IapOKCU3MaJIbHOI



IIJTyHOYKOBOI Taxikappil Tumy «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IPOTUIIOKa3aHe (OuB. po3nin «IIpoTunokasaHHs»).

ITimo3u0: omHOYaCHE 3aCTOCYBaHHS (PIIYKOHA30JTy 3 IiMO3UO0M MOXKe IIPU3BECTH [0 iHTiOyBaHHS
MeTabomi3My miMO3uAy, X04a BiITIOBITHUX OOCIigXKeHs in vitro Ta in vivo He mpoBomuiny. [ligBuIeHa
KOHIIeHTpallis MMO3UAy Yy Ma3Mi KpOBi MOXKe IIPU3BECTU A0 NOJ0BKeHHS iHTepBany QT Ta B
pigKiCcHUX BUIlafiKaxX OO MapOKCH3MaJIbHOI IUTYHOYKOBOI TaxiKappil Tuny «mipyetr». OgHO4YacHe
3aCTOCYBaHHS (PJIyKOHA30JIy 3 MIMO3UAOM IPOTUIIOKa3aHe (OuB. po3ain «IIpoTunoka3anasg»).

XiHiOuH: omHOYACHe 3aCTOCyBaHHS (HIIYKOHA30IIy Ta XiHiTWHY MOXKe MIPHU3BOAUTH [0 iHTiOyBaHHS
MeTabomi3My XiHiquHY, X04a BifMOBIAHMX AOCTiAkKEHb in Vitro Ta in vivo He IPOBOIUIIH.
3acTocyBaHHS XiHimuHY Oy710 OB A3aHe 3 MOAOBXKeHHAM iHTepBany QT Ta B pigKicHUX BHMIafKax
- IAPOKCU3MaJIbHOI0 IYHOYKOBO Taxikapai€e Tumy «uipyer». OgHOYacHe 3aCTOCYBaHHS
GbIyKOHA301y 3 XiHIIMHOM NIPOTUIIOKa3aHe (OuB. po3hin «I[IpoTunoka3aHHI»).

EpumpomiyuH: omHOYaCHE 3aCTOCYBaHHS (IYKOHA30Jy 3 EpPUTPOMIIIMHOM MOXKEe IIPU3BOOUTH [I0
MiOBUIIEHHS PU3UKY KapAIOTOKCUYHOCTI (mogoBxkeHHs iHTepBany QT Ta mapokcu3MabHOl
IUTYHOYKOBOI TaxXiKappil TNy «IIipyeT») Ta, K HaCJifoK, 4O PalTOBOl KOPOHAPHOI CMEPTi.
OpHOYacHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta ePUTPOMIIMHY IPOTUIIOKa3aHe (OUB. PO3Iin
«IIpoTunoka3aHHusa»).

He QGKOMQH@)ZGmbCﬂ 00HOYdCHe 3dCmMoOCyBAdHHA g;bjl)ZKOHCISO/l)Z ma Huxc4e3d3Ha4eHux /liKCIQCbKUX

3acobis.

T'anoppanmpuH: GIyKoHa30JI MOXKe CIPUUMHUTH MiABUIIEHHS KOHIIEHTPaIlil ranoaHTpUHY B I1a3Mi
KpOBi 3a paxyHOK npurHiueHHs CYP3A4. OpgHoYacHe 3aCTOCYBaHHS LIUX JIIKAPCHKUX 3ac00iB
MOTEHLIMHO MOXKe MPU3BOAUTH [0 MiABUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (TOAOBXKEHHS
inTepBany QT, mapokcu3ManbHa IUIYHOYKOBa TaxXiKaphisl TUILY «IIipyeT») Ta, K HACIiNOK, H0
parnToBoi ceplieBoi cMepTi. Tpeba yHHKATH 3aCTOCYBaHHS KOMOiHaIIil ITMX JiKapchKux 3acobiB (OUB.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

CymicHe 3acmocyeaHHA GaAYyKOHA304yY MA HUHCYE3a3HAYeHUX AiKapCbKux 3acobis aumazae
obepedicHOCMi.

AmioOapoH: ogHOYACHE 3aCTOCyBaHHS (HITyKOHA30Jy 3 aMioflapOHOM MOXKe IIPU3BECTHU H0
nopoBxKeHHs iHTepBany QT. [Ipu HeoOXimHOCTI cyMicHOTO 3acTOCyBaHHS (IYKOHA30Jy Ta aMiogapoHy
HeoOXiIHO TOTpuUMyBaTHCS 00epeKHOCTI, 0COOIMBO IIPX 3aCTOCYBaHHI (PIyKOHA30JTy V BUCOKUX [103aX
(800 mr).

CymicHe 3acmocyeaHHs GAYyKOHA304Y MA HUHCYE3d3HAYeHUX AIKAPCbKUX 3dcobie sumazae
obepedicHOCMi Ma Kopu2y8aHHs 003U.

Bnius iHwux sikapcvkux 3dcobis Ha GayKOHA301.

Kniniyno 3Hauym[oro BIIMBy Ha abcopOiIlifo (pIyKoHa30/Ty IIpU #0ro epopasbHOMY 3aCTOCYBaHHI He
MalTh OOHOYACHUY MIPUKAOM 1XKi, IUMETUANH, aHTallU[X, a TAaKOXK IIPOMeHeBa Teparis yCiel OigHKT
Tina (Ipu nepecapui KiCTKOBOI'O MO3KY).

PugamniyuH: ogHOYACHEe 3aCTOCYyBaHHS (IYKOHA30Iy Ta pudaMIiluHy NPU3BOAUIO 00 3HUXKEHHS
AUC =a 25 % Ta cKkOopouyBaJio Iepiof HamiBBUBeneHHS GiyKoHa3oiy Ha 20 %. Tomy Ojis marji€eHTis,
SIKi 3aCTOCOBYIOTH PUGAMITIIIVH, TOTPIOHO PO3TNISHYTH HOILIIbHICTS MiABUIIEHHS M031 (IIYKOHA30JTy.

I'idpoxsopomiasud: y mocnigxkeHHi papMaKOKiHETUYHOI B3a€MOIil OMHOYAaCHe 6araTokpaTHe



3aCTOCyBaHHS TiIPOXJIOPOTia3uay y 3M0POBUX JOOPOBOJIBIIB, SKi OTPUMYBaIu (GIyKOHA307,
IiABUITYBAJIO KOHI[EHTPALi0 (IyKOHa30iy B m1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3aeMOfil He
BHMaralTh 3MiH y pekuMi 003yBaHHSA (DIIyKOHA30Iy AJIS Malli€HTiB, SKi ODHOYACHO OTPUMYIOTh
CevoTiHHi 3aco0u.

Bnaue ¢aykoHaszoay Ha iHWi Aikapceki 3acobu.

®nykoHa3o € noMipauM inribiropom uutoxpomy P450 (CYP) izodepmenty 2C9 Ta 3A4. ®nyKoHA301
€ MOTYKHUM iHri6iTopoM i3odpepmenTy CYP2C19. Ha momaTok [0 CIIOCTEPeKYyBaHUX/MOKYMEHTAIbHO
igTBepAXKEeHUX B3a€MOiH, 10 ONKUCaHi HUXK4Ye, IPU OJHOYACHOMY 3aCTOCYyBaHHI 3 (hJIyKOHA30JI0M
icHye pU3UK MigBUINEHHS Y IJIa3Mi KPOBi KOHIIEHTPAIlil iHIINX CIIOJYK, 110 MeTaboIi3yI0ThCs,
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH Taki KoMOiHallil mpemnapaTiB IOTPiOHO 3
00epexXHiCTIO; TPU IbOMY HeOOXiTHO PeTeIbHO CIIOCTepiraTv 3a CTAHOM MallieHTiB. [IpurHiyyBambHa
nist GbIykKoHa301y Ha ¢pepMeHTH 30epiraeTbCsi TPOTATOM 4-5 mib micys 10oTro 3aCTOCYBaHHS Y 3B'SI3KY 3
10r0 TPHUBAJIMM IIEPiOOOM HalliBBUBEMEHHS (IUB. po3min «[IpoTUIIOKAa3aHHS»).

AbpouumuHib: drykonason (iuribitop CYP2C19, 2C9, 3A4) migBuiilyBaB €KCITO3UI[iI0 aKTUBHOI
yacTuHYU abpouuTuHiOy Ha 155%. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI i3 QrIyKoHA30710M CITif
BiIKOpUTyBaTH 03y abpouuTHHIOy 3TigHO 3 0ro iHCTPYKIIi€lo 00 NpU3HaYeHHS.

Anv(peHmatin: ogHOYACHe 3acToCyBaHHS (IyKoHa30y B 7031 400 mMr Ta anbheHTaHiny B f03i
20 MKT/KT BHYTDIIIHBOBEHHO CYNIPOBOMXXY€ETHCS ABOKPATHUM 30iblIeHHSAM II0Ka3HUKA

AUC,, (moxnuBo, uepe3 inridbysanasa CYP3A4). Lle 3yMoBioe He0OXiAHICTh y KOPUTYBaHHI J03U
anbpeHTaHiny.

AmimpunmusiH, HopmpunmuJiH: GpIYKOHA30JI IOCUTIIOE Ail0 aMiTPUIITUIIIHY Ta HOPTPUITUIIIHY.
PekoMeHIy€eThCSI BUMIPIOBATH KOHIIEHTpAllil 5-HOPTPUNTUIIHY Ta/a00 S-aMiTPUNITHIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Tepariii Ta 4epe3 1 THXKAeHb micns 11 moyaTky. Y pasi HeoOxifmHOCTI Tpeba
BIIKOPUT'YBaTHU [O3Y aMITPUITUIIHY YX HOPTPUIITUIIIHY.

Am¢pomepuuuH B: ogHOYaCHe 3aCTOCyBaHHS (HJIyKOHA30/1y Ta aMpoTepuluHy B iHpiKkOBaHUM MUIIaM
i3 HOpManbHUM iMyHITETOM Ta iH(}iKOBaHMM MUILIAM 3i 3HMKEHUM IMyHITETOM IIPU3BEJIO 10 TaKUX
pe3yIbTaTiB: HEBENIMKUY afUTUBHUYN IPOTUTPUOKOBUI edeKT Ipu cucTeMHiu iHdekil C. albicans,
BiICYTHICTh B3a€MOil IpX BHYTPIMIHbOYEpeNHiN iHbeKil Cryptococcus neoformans Ta aHTaroHi3M
[BOX IIperaparTiB IIpU CUCTeMHi iHpekil Aspergillus fumigatus. KniHiuHe 3HaYeHHS LIUX
pe3ybTaTiB HEBIOME.

AHMuKoaz2yasaHmMu: SiK i Ipyu 3aCTOCYBaHHi iHIIMX a30/IbHUX ITPOTUTPHUOKOBUX 3aC00iB, Ipu
OJHOYACHOMY 3aCTOCyBaHHI (IyKOHA301y Ta BappapuHy NOBIJOMIISAIU IPO BUIIAOKU PO3BUTKY
KPOBOTeY (reMaToMa, HOCOBa KpOBOTeYa, IIIJIYHKOBO-KUILIKOBA KPOBOTeYa, reMaTypid Ta MejieHa) Ha
TJIi TOOOBKEHHS NMPOTPOMOiHOBOTO Yacy. [Ipyr 0mHOYACHOMY 3aCTOCYBaHHi (DITyKOHA30IIy Ta
BapGapuHy crocTepiranaocs ABOKpaTHe MMigBUIIEHHS MPOTPOMOIHOBOTO Yacy, iMOBipHO, BHACTigOK
npurHiyeHHs MeTtabosniamy Baphapuny yepe3 CYP2C9. IToTpi6HO peTenbHO KOHTPOTIOBATH
IpoTpoMOiHOBHUI YacC y MAlli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHWHOBI aHTHKOATYISIHTA ab0
inmaupioH. Moxe O6yTy He0OXiIHOIO KOPEKIiS 03U aHTUKOATyJITHTY.

BeH3o0iazeniHu Kopomkoi 0ii, Hanpukaad, mi0a3oaam, mpua3onam: Ipu3HadyeHHs HIyKOHA30Iy
IiCJIs IepOpaIbHOT0 3aCTOCYBaHHS Mifla30J/laMy IIPH3BOAMIIO A0 3HAYHOTO IiIBUILIEHHS KOHIIEHTpallil
Mifla30/1aMy Ta [I0 IIOCUJIEHHS IICUXOMOTOPHUX e(eKTiB. OmgHOYacHe 3aCTOCyBaHHS (HIIYyKOHA30Iy B
no3i 200 Mr Ta mMigasoaMy B f03i 7,5 MT mmepopalibHO IpuU3BOAuIO Ao miasuileHHs AUC Ta nepiogy
HaliBBUBeHeHHsS y 3,7 Ta 2,2 pa3y BiamoigHo. 3acTocyBaHHS (GryKoHa3omy B fo3i 200 mMr/moby Ta
0,25 Mr TpuazonaMmy nepopanabHO Npu3Boguiio go migsuinernsas AUC ta nepiogy



HaliBBUBE[EeHHS Tpra3onamy y 4,4 ta 2,3 pa3y BianosigHo. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI
GbIIyKoHa301y Ta TpUa3ojaMy CIIOCTepiraiaocs NOTEHLII0BAHHS Ta IPOJIOHTalis edeKTiB Tpua3oaaMmy.

AKI10 MalieHTy, IKUM MTPOXOOUTh KypC IMiKyBaHHS (PIyKOoHA3070M, Tpeba OOQHOYACHO MTPU3HAYUTH
Tepariio 6eH30ia3eniHaMu, 103y OCTaHHIX MOTPIOHO 3MEHIIUTH Ta BCTAHOBUTH HaJIEXKHUYU HATJISAM 3a
CTAaHOM IIallieHTa.

Kapbama3zeniu: pmyKoHa30/1 IpUTrHiuye MeTa0os1i3M KapOaMa3eliny Ta CIPUYUHSIE MigBULIIEHHS
piBHS KapOaMasemniny B cupoBaTili KpoBi Ha 30 %. IcHye pu3uK PO3BUTKY IIPOSIBIB TOKCUYHOCTI 3 GOKY
kKap6aMmaseniny. Moxke OyTy HeoOXiIHUM KOPUTYBaHHS 03U KapbaMa3eniny 3a7ekHO Bifl piBHS #0ro
KOHIIEeHTpaIllil Ta Oil mpemapary.

bokamopu Kaavuiesux KaHanie: mesKi aHTaroHiCTH Kalblliio (Hipenumid, icpagumiy,
aMJIOUIIiH, BepanaMin Ta penogumnin) MetabonizyioTecs depmerTom CYP3A4. OnykoHa30mn
MOTEHIINHO MOXe IiABUIIYBaTU CUCTEMHY €KCIIO3UIIiI0 6JI0KATOPiB KalbI[iEBUX KaHAIiB.
PekoMeHI0BaHUY PETETbHUM MOHITOPUHT IIOJ0 PO3BUTKY MOOIYHUX peakiliii.

Ilenekokcub: mpu OMHOYACHOMY 3aCTOCYBaHHi (hykoHa30imy (200 Mr Ha go0y) Ta 1e/TeKOKCHOy

(200 mr) C,,, Ta AUC nenekokcuby migpuiryBanucs Ha 68 % ta 134 % BigmosigHo. IIpu omHOYacHOMY
3aCTOCyBaHHI 1leieKOKcu0y Ta PprryKoHa305y MoxKe OyTH HeOOXigHUM 3MeHIIeHHS 03U IeJIeKOKCHOy
BOBiUi.

Huxkaogpocpamio: ogHOYACHE 3aCTOCYBaHHA LUKI0pochaminy Ta GIyKOHa30Iy IPU3BOOUTH 0
nigBUIIeHHS PiBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxkHa
3aCTOCOBYBAaTH OQHOYACHO, BPaXOBYIOUM MOXKJIMBUM PU3UK IiBUIIEHHS KOHLIeHTpalii 6inmipy6iny Ta
KpeaTUHIHY B CUPOBATLi KPOBI.

deHmaHi: TOBIHOMIISINIA TPO OOUH JIeTallbHUYM BUMIAAOK BHACIMOK iHTOKCUKAIlil (eHTaHiIOM uepes
MOXKJIUBY B3a€MOTi0 MiX (heHTaHinoM Ta GprykoHa3oaoM. OIyKoHA3051 3HaYHO YIIOBITBHIOE
eniMiHawioo ¢eHTaHiny. [TigBUIeHHSA KOHLIEHTpallil (eHTaHiIy MOXe IPU3BOAUTH [0 NPUTHIYEHHS
IUXaHHS, TOMY Tpeba peTebHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe 0yTH HeoOXiIHOI0 KOPEeKIlis
no3u GheHTaHiy.

IH2ibimopu I'MTI-KoA-pedykma3su CyMiCHe 3aCTOCyBaHHS (IyKOHa301y Ta iHribiTopiB ['MI-KoA-
penykTasH, 1mo Metabonizyiotecas CYP3A4 (aTopBacTaTHH Ta CUMBacTaTHH), abo iHribiTopis M-
KoA-pemykTasu, mo metabomizyotscss CYP2C9 (dbrmyBacTaTuH), M0303a/I€3KHO HiABUINYE PUIUK
PO3BUTKY MiomarTii Ta pabmomionidy (3a paxyHOK 3HUKEHHS MeTab0J1i3My CTaTUHY B Nedinii). Y pasi
HeoOXiITHOCTI OMHOYAaCHOI'0 3aCTOCYBAHHS IUX IIPeNapaTiB MOTPIOHO peTeNbHO CIoCTePiraTy 3a
TallieHTOM II[O0 BUHMKHEHHS CHMIITOMIB Miomartii Ta pabmomiostidy i MpoBOOUTH MOHITOPUHT PiBHS
KpeaTUHKIHA3U. Y pa3i 3HQUHOrO IMiABUIIeHH PIBHA KpeaTUHKIHA3M, a TaKOXK IIPH IIif03pl 4u
BUSIBIIEHHI MiomaTii/pabmoMionidy 3acTtocyBanHs iHribiTopiB I'MI-KoA-pemykTa3u noTpibHO
IPUIUHUTH. MOXKJIUBO, 3Haf00IsThCA MeHIi 103U iHribiTopis I'MI-KoA-penyKTa3u BignoBigHO 00
IHCTPYKLiN Ojid MEOUYHOTO 3aCTOCYBaHHS CTaTHHIB.

I6pumuHni6: momipHi inri6itopu CYP3A4, Taki gk GrykoHa3071, MigBUIIYIOTh KOHLIEHTPALIil0
i6puTHHIOy B 1y1a3Mi Ta MOXKYTb IiIBULIYBaTU PU3UK TOKCUUHOCTI. SIKIII0 HEMOXKJIUBO YHUKHYTH
KoMOiHalii mpemaparis, MoTpi6HO 3HU3UTH H03Yy i6puTHHIOY Ho 280 Mr oguH pa3 Ha [00y 3 METOI0
IIPOJOBKEHHS 3aCTOCYyBaHH4 iHTi0iTopa Ta 3a6e3MeYnTH MOCTIMHUM KITiIHIYHWYM MOHITOPHHT.

Isaxkagpmop (okpemo abo 8 kKombiHauii 3 npenapamamu mo20 camoz20 mepanesmuiHo20
K/acy): ogHO4YacHe 3aCTOCyBaHHS iBakadTopy, perynsatopa TpaHCMeMOpaHHOI IIPOBITHOCTI IpH
mykoBiciumosi (CFTR), 3 rimpokcuMeTumniBakadgTopoM (M1) 36inbmniio eKCo3uilito iBakadgTopy B



3 pa3u Ta eKCIO3ullilo rinpokcuMeTuniBakapTopy (M1) y 1,9 pasy.

Heo06xigHo 3MeHIIUTH 103y iBakadTopa (okpeMo abo y KoMbiHaIllil) 3rigHo 3 #0ro iHCTPYKIi€o A
MeIMYHOTO 3aCTOCyBaHHs (0KpeMo abo y KoMOiHartrii).

Osanapub: nomipHi inribitopu CYP3A4, Taki sk GryKoHa3071, MigBUINYIOTh KOHIIEHTPALIiI0 oJlanapudy
y MJ1a3Mi KpOBi; OMHOYACHE 3aCTOCYBAHHS He PEKOMEHOYETHCS. AKIO HEMOXKIIMBO YHUKHYTH
3aCTOCyBaHHS IIiei KoMOiHatii, mo3y onamapudy HeobxigHo 3MeHIuTH 10 200 Mr gBivi Ha HO0Y.

ImyHocynpecopu (Hanpukaad, YUuK/A0CNOPUH, e8epoaimyc, CUPOAiMYC i MaKkpoaimyc).

IuxkaocnopuH: GprnykKoHa30J 3HAUHO MiABUIIye KoHLIeHTpalilo Ta AUC nukmocnopuny. [1pu
OIHOYACHOMY 3aCTOCYBaHHi GyKoHa301y y mo3i 200 Mr/moly Ta IIMKIIOCIOPUHY Y H03i

2,7 mr/kr/mo6y croctepiranocs 36inspimenHs AUC muknocmopuny B 1,8 pady. Lli mpemapatu MoxHa
3aCTOCOBYBAaTH OOHOYACHO 3a YMOBH 3MEHIIIEHHS 03U LKUKJIOCIIOPUHY 3aJIe’KHO Bifl OT0
KOHIIEHTpAIIil.

Esepoaimyc: prnykoHa301 MOXKe IiABUITYBaTU KOHILIEHTPAIIiI0 eBEPOIIMYCY B CUPOBATIL KPOBi Yepes
npurHiyenHs CYP3A4.

Cupoaimyc: GIyKOHaA30I MiABUINYE KOHLIEHTPAIII0 CHPOIIMYCY B IJIa3Mi KPOBi, iIMOBIpHO, IIJIIXOM
npurHidveHHs MeTtaboniamy cuposimycy depmenToM CYP3A4 ta P-rnikonporeinoM. Lli mpemnapartu
MO2KHa 3aCTOCOBYBATH OQHOYACHO 3a YMOBH KOPUTYBaHHS NO3W CUPOIIMYCY 3ajIeKHO Bif PiBHA
KOHIIEHTpallil Ta e(eKTiB Bifl MpuiioMy Ipemnapary.

Taxposimyc: GIyKoHA30/ MOXKe MiABUINYBaTH KOHI[EHTPAllil TaKPOJIiMyCy B CHPOBATIIi KPOBi O
5 pa3iB npu #oro nepopasbHOMY 3aCTOCYBaHHI Yepe3 MPUTHiYeHHST MeTab0i3My TaKpoJiMycy
dbepmenTom CYP3A4 y kuimeyHuKy. [Ipy BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy HE
CIIOCTepiranocs 3HaYHUX 3MiH (papMaKOKiHeTHUKH. [liiBUIEHI PiBHI TAKPOIIMYCY acOILiI0I0TLECS 3
HeppPOTOKCUYHICTIO. [[03y TAKpOIiMyCy A5 IIEPOPaIbHOT0 3aCTOCYBaHHS IOTPiOHO 3HUXKYBATH
3aJ1eXKHO Bifl KOHIIEHTpallii TAKPOIiMYCy.

Jlozapman: pryKoHA30/1 IPUTHIUYE ITePeTBOPEHHS J103apTaHy [I0 Horo akTUBHOTO MeTabomity (E-31
74), mo 3yMOBIIIO€ OiNbIlly YaCTUHY aHTaroHi3My [0 pelenTopiB aHrioteH3uny I mig yac
3aCTOCYBaHHA JI03apTaHy. PeKoMeH0BaHO 3[i¥CHIOBATH [IOCTIMHUY MOHITOPUHT apTepiaabHOro
TUCKY B IAl[i€HTIB.

JIypa3udoH: nomipHi iHriditopu CYP3A4, Taki sk QprryKoHa305, MOXKYTh MiABUITYBaTH KOHI[EHTPAIIiI0
JIypa3ufoHy B Ij1a3Mi KPOBi. fKI0 HEMOXKJIUBO YHUKHYTH ONHOYACHOT'0 3aCTOCYBaHHS, CIIif
3MEHIIUTHY 003y JIypas3ufoHy, K 3a3Ha4eHO B UOr0 iHCTPYKUIl AJI MEIUYHOT0 3aCTOCYBaHHS.

MemadoH: GpnyKoHa3071 MOXKe MiABUITYBaTH KOHIEHTPALI0 MeTafOHY B CUPOBATII KPOBi. [1pu
OOHOYACHOMY 3aCTOCYBaHHI MeTafoHy Ta (GryKoHa30Jy Moxe OyTH He0OXiIHUM KOPUTYBAHHS 03U
MeTafioHy.

HecmepoidHi npomu3danaavHi npenapamu (HI13I1): nipu 0gHOYaCHOMY 3aCTOCYyBaHHi 3 (DJIyKOHA30JI0M
C,.x Ta AUC dnyp0Oinpodeny migsuiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIiBHSIHO 3 BiANOBIAHUMU
TIOKa3HWKaMU IIPU 3aCTOCYBaHHi Tinbku ¢Gypbinpodeny. AHaNOTiYHO IPU OMHOYACHOMY
3acTocyBaHHi prryKoHa3omny 3 pauemignuM ibynpodenom (400 mr) C,,, Ta AUC apmakonorivao
aKTHBHOTrO i3oMepy S-( )-ibynpodeny migeuiyBanucs Ha 15 % Ta 82 % BiAmoBigHO MOPIBHSHO 3
BiATIOBiTHMMM MMOKAa3HWKAMHU IIPH 3aCTOCYBaHHI TiJIbKHM palleMidHOro i0ympodeny.

®nyKOHA30JI MOTEHIINHO 3JaTHUY MiABUIYBaTH CUCTEMHY eKcno3uito inmux HIT3II, mo



MeTabomizyoTrecst CYP2C9 (Hanmpukiaj, HallpOKCEHY, TOPHOKCUKAMY, MeJIOKCUKaMy, TUKII0(heHaKY).
PekoMeH[I0BaHO MepiofuYHO 37iliCHIOBATH MOHITOPUHT MOOIYHMX peakIliil Ta TOKCUUYHUX MPOSIBIB,
noB’s3anux i3 HII3I1. Moxe 3Hamobutrcs kopuryBauus go3u HIT3II.

deHimoiH: pmyKoHa30 npurHiyye Metaboni3M ¢eHiToiHy B nevinni. OgHoyacHe 6araTopasoBe
3acrocyBaHHS 200 Mr grykoHa3omny Ta 250 Mr ¢heHiTOIHY BHYTPIlIHLOBEHHO IIPU3BOOUTH 10
nigsuiierHs AUC,, deniToiny Ha 75 % Ta C,;,Ha 128 %. [Ipu omgHOYaCHOMY 3aCTOCYBaHHI IIUX
niKapchKuX 3ac06iB NOTPiOHO ITPOBOOUTY MOHITOPUHT KOHIIEHTPaIlil GeHiTOiHy B CHPOBATIi KPOBi s
YHUKHEHHS PO3BUTKY TOKCHYHOI Jil HeHITOIHY.

ITpedHi30H: IOBIIOMISANIN NIPO BUIIAOK, KOJIM Y NallieHTa IiCJa TpaHCIJIaHTallil MeYiHKY Ha Tl
3aCTOCYBaHHS NIPENHI30HY PO3BUHYJIACA rOCTpa HEOOCTAaTHICTh KOPU HaJHUPKOBUX 3aJ103, 110
BMHUKIIA ITiC/ISl IPUIIMHEHHS TPUMICIYHOIr0 Kypcy Tepaiil hpaykKoHa3010M. [IpunuHeHHS
3aCTOCYBaHHS (PIyKOHA30JTy, UMOBIPHO, CIPUUYMHUIIO TOCUIeHHS aKTUBHOCTI CYP3A4, 1m0 npu3sseno
[0 IpUCKOpeHHs MeTabomi3My npegHi3ony. CIifl peTelbHO CTEXUTH 3a NallieHTaMH, SIKi IPOTATOM
TPUBAJIOTO Yacy OHHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta MPEeNHI30H, 3 METOI0 IoNepPenKeHHS
PO3BUTKY HEJOCTATHOCTI KOPY HaJHUPKOBUX 3aJ103 MiC/IS IPUNUHEHHS 3aCTOCYBaHHS (PIIyKOHA30IYy.

PugabymuH: GrykoHa30 MiABUIIYE KOHIIEHTPaIi0 prdabyTUHY B CUPOBATII KPOBi, II0 IIPU3BOAUTD
no 36inbmenHss AUC pudabytuny mo 80 %. [Tpu ogHOYacHOMY 3aCTOCYyBaHHI QIyKoHA305y Ta
pudabyTUHY MTOBiMOMIISIOCS IIPO BUIIAOKKU PO3BUTOK yBeiTy. [Ipu 3acTocyBaHHi Takol KoMOiHaIril
niKapchbKuX 3aco0iB moTpiOHO OpaTH OO yBaru CUMIITOMHK TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip: dnykonason migsuinye AUC ta C,,,, cakBiHaBipy nmpu6mu3Ho Ha 50 % Ta 55 % BigmoBigHO
yepe3 NPUTHiUeHHS MeTabo1i3My cakBiHaBipy B nedinili ¢epmenTom CYP3A4 Tta uyepe3s inribyBaHHS
P-rnikonporeiny. B3aemogil Mixk (hIyKoHa30/I0M Ta CaKBiHaBipOM/PUTOHABIPOM He LOCIIOKYBay,
TOMY BOHU MOXKYTh OyTH OinbIl BUpaxkeHuMU. Moxke 6yTu HeoOXigHUM KOPUTYBaHHS [O3U
CakKBiHaBIpy.

IToxiOHI cynb(hoHIACEHUOBUHU: ODHOYACHE 3aCTOCYBaHHS (PIIYKOHA30JIy 3 IePOPaIbHUMU NOXiTHUMU
cynbdoHiNICeYOBHUHY (XIOPIIPOIIaMif], TMi0eHKIaMifl, TiMi3ug Ta ToI0yTaMifl) ITPU3BOIUIIO [0
IIPOJIOHTYBaHHS Tepiofy ix HamiBBUBeNeHHS. PeKOMEHIY€EThCS MMPOBOJUTH YaCTHX KOHTPOJIb IIYKPY B
KPOBi Ta BiiMTOBiTHUM YMHOM 3HMKYBATHU 03y MOXiOAHUX CYIb(OHITICEYOBUHY IPU OMHOYACHOMY
3aCTOCYBaHHi 3 (JIyKOHA30JIOM.

TeoginiH: 3acTocyBanHS PprnykoHa3omy 1mo 200 Mr npoTtsarom 14 mHIB IPU3BETIO 10 3HUKEHHS
CepenHbOro KilipeHcy Teodininy y mma3Mi KpoBi Ha 18 %. 3a mauieHTamMu, gKi 3aCTOCOBYIOTh TeOdiniH
y BUCOKHUX 003aX a0 sIKi MalOTh MigBUINEHUM PU3UK PO3BUTKY TOKCUYHUX IPOSIBiB Teodininy 3 iHIIMX
npu4uH, Tpeba BCTAHOBUTH HATJISM 100 BUSBIEHHS 03HAK PO3BUTKY TOKCHYHOI [iii Teodiminy.
Teparmito noTpiOHO 3MIHUTH MIPU MOSIBi 03HAK TOKCUYHOCTI.

TogauumuHi6: BrnuB ToPaluTHHIOY 3pOoCcTa€ MpX OMHOYACHOMY 3aCTOCYBaHHI 3 TiKapChbKUMU
3acobaMu, IKi MpU3BOOATH [0 oMipHoro inribyBanus CYP3A4 Ta moTyxkHoro iHridyBanuas CYP2C19
(Hanpuknap gnykoHa3oi). ToMy peKOMeHI0OBaHO 3HU3UTU 03y TOPaluuTHHIOy 70 5 MI OfUH pa3 Ha
no0y B KoMOiHalligX i3 I[UMU IIpernapaTaMu.

Toasanmatu: ekcmo3utlisg TonBanTany (cyocrpaty CYP3A4) 3xauno 36inbimyetses (200% AUC; 80%
Conay) TIPY HOTO OMHOYACHOMY 3aCTOCYBaHHI 3 GIyKoHa3010M (momipuuit inribitop CYP3A4), Ta,
BiAITIOBigHO, 3pOCTa€ PU3UK BUHMKHEHHS TaKWX NMOOIYHUX peaklliil SK MOCUNIeHHS Hiypesy,
3HEBOJHEHHS 1 rOCTpa HUPKOBA HEJOCTATHICTh. Y pa3i 0qHOYACHOTO 3aCTOCYBaHHS, 103a TOJIBAlITAHY
IIOBMHHA OyTH 3MeHIIIeHa BiTIOBIIHO M0 MOT0 iHCTPYKIIil, a 3a MalliEHTOM MOTPiOHO CIIOCTepiraTu
IIOMI0 TIOSIBY TTOGIYHUX peakKIill.



Ankanoiou 6apeiHky: GpnykoHa3oJ, iMoBipHO, yepes iHridyBanus CYP3A4 Moxke CIPUYUHSTH
TiBUIIIEHHS KOHIIEHTPAllil ankasoingiB 6apBiHKY B I1a3Mi KPOBi (HapUKJiIaf, BIHKPUCTUHY Ta
BiHOJTACTHHY), II0 MIPHU3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX e(EeKTiB.

BimamiH A: IOBiZOMJISINIH, 110 V MallieHTa, SKUKA OOQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIIOTY
(kucmoTHa popMa BiTaminy A) Ta GIIyKOHA301, criocTepiranucs nobiuni peaxii 3 6oky LIHC y dopmi
TICEBIOTYMOPY I'OJIOBHOTO MO3KY, 1[0 3HUK Mic/g BigMiHu ¢dnykoHa3ony. Lli mikapchbki 3acobu MoxkHa
3aCTOCOBYBaTH OHOYACHO, ajie Tpeba aMm’siTaT¥ PO PU3UK BUHUKHEHHS M00iYHUX peakiiil 3 60Ky
HC.

BopukoHa3so (iH2ibimop CYP2C9, CYP2C19 ma CYP3A4): ogHOYaCHe 3aCTOCYBaHHS BOPUKOHA30ITY
nepopanbHo (mo 400 Mr KoxHi 12 rogus npotarom 1 gus, nmotiM 1mo 200 Mr KoxHi 12 rogun
mpoTATroM 2,5 gHS Ta GIyKoHa301y mepopanbHo (400 Mr y nepuruii geHs, moTiM 1mo 200 Mr KoxHi

24 roguHu npoTsaroM 4 gHiB) npu3Beso fo migsuuleHHd C,,, Ta AUC, BOpHKOHA30JTy B CEPEeAHLOMY H0
57 % (90 % IOI: 20 %, 107 %) ta 79 % (90 % [OI: 40 %, 128 %) BignoBigHo. HeBimoMo, Y IpU3BOAUTH
3HUXKEHHS 0034 Ta/ab0 YaCTOTH 3aCTOCYBaHHS BOPUKOHA30/1y a0 QIIyKOHA30/1y 00 YCYHEHHS TaKoro
edekTy. [Tpu 3acTOCyBaHHI BOPUKOHA30JTY Micist (IIyKOHA30/Iy MOTPiOHO MMPOBOIUTH CIIOCTEPEIKEHHS
III0I0 PO3BUTKY M0OiYHUX edeKTiB, acOIii0OBaHUX i3 BOPUKOHA30JIOM.

3udosyouH: pnykonaszon nigsumye C,,. Ta AUC 3umoBynuny Ha 84 % Ta 74 % BigmoBigHO, 110
3YMOBJIEHO 3HUKEHHSM KITipeHCYy 3U0BYOUHY NpuOIu3HOo Ha 45 % IIpHu H0T0 IepopaabHOMY
3actocyBaHHi. [Iepion HamiBBUBENEeHHS 3UNOBYAUHY OYB TaK0XK MONOBXEHUYU MpruOIn3Ho Ha 128 %
micis 3acTocyBaHHS KoMOiHallii (GyKoHa30/1y Ta 3UOBYOUHY. 3a MallieHTaMu, 5IKi 3aCTOCOBYIOTh
TakKy KoMOiHaIliio TikapchKux 3ac00iB, MOTPIOHO CIIOCTEpiraTy 00 PO3BUTKY MOOIYHUX peakKIlii,
II0B’sI3aHUX 13 3aCTOCYBaHHAM 3UI0BYAVHY. MOXKHa PO3INISAHYTU OOLIIBHICTh 3HUXKEHHS NO3U
3UOBYIUHY.

A3umpoMilyuH: TPU OOGHOYACHOMY [1epOopabHOMY pa30BOMY 3aCTOCYBaHHI a3UTPOMIIMHY Ta
(dbrykoHa3oiy B go3ax 1200 mr ta 800 Mr BigmoBigHO, KOOHUX 3HAUYIIUX (hapMaKOKIHETUYHUX
B3a€EMO[il BUSIBIEHO He OyJI0.

ITepopasvHi KOHMpayenmueu: Ipu 3aCTOCYBaHHI (pIyKOHa3071y B 4031 50 Mr BIJIMBY Ha piBEHb
TOpMOHiB He 0yJI0, TOAi SIK IIpX 3aCTOCYBaHHI QykKoHa30iy B 703i 200 Mr Ha go0y crocTepiranocs
36inbimenHs AUC etuHinectpamiony Ha 40 % Ta meBoHOprectpeny - Ha 24 %. Lle cBiguuTh mpo Te, 1110
HaraTopa3oBe 3aCTOCYBaHHS (GIYKOHA30Jly B 3a3HaYEHUX N03aX HaBPS UM MOXKe BIIJIUBATH Ha
eekTUBHICTH KOMOIHOBAHOT'O ITEPOPAIbHOT0 KOHTPAIENITHRA.

Oco06.1ue8ocmi 3acmocyeaHHsi.

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

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

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



3aXBOPIOBAHb HEMaAE.

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

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

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

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

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

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

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

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

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



TaKWX eKC(oJiaTUBHUX IKIpHUX peakIill K curapoM CTiBeHca - [I2KOHCOHA Ta TOKCUYHUU
enigepManbHU HeKponi3. [ToBimoMsanu npo MegUKaMeHTO3HY Peakliio 3 e03uHOGIIIE0 i
cuctemuumu nposiBamu (DRESS). IMauientu, xBopi Ha CHIII, GinbI CXUTbHI 00 PO3BUTKY TSIKKHUX
MIKiPpHUX peakiliil Ipu 3aCTOCyBaHHi 6araThox JTiKapchKux 3aco0iB. FAKIIO y MallieHTa 3 IT0OBEPXHEBOIO
rpubKOoBOIO iH(DEKIi€t0 3’ IBMII0TLCS BUCHIIAHHS, 1110 MOXKHA IT0B’I3aTH i3 3aCTOCYBAHHSIM
(bIyKOHa30I1y, IOJasble 3aCTOCYBaHHS NpernapaTy Tpeba NpUIUHUTH. fAKINOo y MaljieHTa 3
iHBa3MBHOI0/CUCTEMHOIO I'PHUOKOBOIO iH(DEKIIi€I0 3’ IBIAI0THCSA BUCUIIaHHS Ha IIKipi, 3@ KOr0 CTaHOM
noTpPiOHO pPeTeNbHO CIOCTEPIraTu, a y pasi po3BUTKY OyIb03HUX BUCUIIAHb a00 MyNTbTUGHOPMHOI
€pUTEMH 3aCTOCYBaHHS (HIYKOHA30J1y MOTPIOHO NPUITUHUTH.

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

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

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

KaHoudo3. [JocniaxeHHS IT0Ka3aayd 3pOCTaHHS MOMKPeHOCTi iHdekii Buny Candida, BigMiHHUX

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

IonomidxcHI peuyosuHu.

[TpemapaT MiCTUTH JTAaKTO3Y. FAKIIO y MallieHTa BCTAHOB/IEHA HEIIEPEHOCHUMICTh fIesIKUX LIYKpiB, Tpeba
IIPOKOHCYJIbTYBATHCS 3 JIiKapeM, MepIll Hi MpuiiMaTy Lel TiKapchKuii 3aciob.

Opna TabneTka JIiKapchKoro 3acofy @yuuc® MicTHTh MeHIIe 1 MMOJb HaTpiwo (23 Mr), To6TO
IpernapaT MPakKTUYHO BiIbHUM Bif HATpIi0.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00H0.
2KiHKu penpodyKmueHo20 8iKy.
[Tepen moyaTKOM JIiKyBaHHS MALiEHTKY CJIif MpoiHGOpMyBaTH PO MOTEHIINHNAN PU3UK OJIS MJI0fa.

[Ticns 3acTOCyBaHHS OOHOPA30BOl 03U MOTPiIOHO BUTPUMATH Mepion BUBEIEeHHS GIIYKOHA30ITy, SKUH
CTaHOBUTH mpuONMu3HO 1 TUKOEHS (110 BigmoBimae 5-6 mepiomaM HamiBBUBEOEHHS), IO HACTAHHS
BariTHOCTI (muB. po3min «PapMaKOKiHETUKA»).

Y pasi TpuBanux KypciB JIiKyBaHHS XXiHKaM penpOayKTHBHOIO BiKYy CJIifi PO3TISHYTH MOXKJIUBICTh
3aCTOCYyBaHHS KOHTpAIEIIii IPOTATOM YChOTO IIepiofy JiKyBaHHS Ta IPOTAToM 1 TUXKHSA Micns
IPUIOMY OCTAaHHbBOI TO3H.



BaeimHicme.

OOcepBalliliHi mocigKeHHS CBifYaTh PO MigBUIEHNY PU3UK CIIOHTAHHOTO abopTy y XKiHOK, gKi
OTPUMYBaK (IYKOHA30JI MIPOTITOM IePIIOTro Ta/abo APyroro TPUMECTPY, IMTOPIBHSIHO 3 TaKUM y
XKIHOK, fKi He mpuiManu GayKoHa30/1 abo OTPUMYBaJIU MiCIeBi a30Ju Y TOM caMuil epiof.

IlaHi 1I10[10 KiMhbKOX THCSY BaTiTHUX XKiHOK, SKi OTPUMYBAJIU JIiKyBaHHS (PJIYKOHA30JIOM y
KyMYJIATUBHIN 1031 < 150 Mr y nepiioMy TpUMeCTpi, IEMOHCTPYIOTh BiICYTHICTh 3POCTAHHS
3arajgbHOIO PU3MUKY Baj PO3BUTKY IIOAY. B OMHOMY BEJIMKOMY CIIOCTEPEKHOMY KOTOPTHOMY
IOCTiIKEeHHi TepopaibHe 3aCTOCYBaHHS (DITyKOHA30I1y B IIePIIOMY TPpUMecTpi Oy71o moB’si3aHe 3
HEBEJIMKHM IIiIBUIIeHNM PU3UKOM Bafl PO3BUTKY CKeJIeTHO-M 130BO1 CUCTEMH, 1[0 BifIIOBifae
npu6nu3Ho 1 momaTtkoBoMy Bunagky Ha 1000 XKiHOK, IKi OTpuMyBaIu KyMyIsSTUBHI 103U < 450 mr,
TIOPiBHSHO 3 XKiHKaMHU, SIKi OTPUMYBAJIA a30JIM MiCIeBOI [il, i mpubnu3HOo 4 mOMaTKOBUM BUIIaAKaM Ha
1000 xiHOK, fKi OTpUMyBaIu KyMyIsaTUBHI 1o3u Oinbuie 450 mr. CKOpUToBaHUHM BiTHOCHUM PU3UK
ctaHoBuB 1,29 (95 % [I: 1,05-1,58) mns go3u diaykoHalony 150 mr nepopansHo Ta 1,98 (95 % [I:
1,23-3,17) ons go3 ¢pnykoHazomny Oinbiie 450 mr.

HasiBHi emifeMionoriyui JoCmigKeHHS 1I[0I0 PO3BUTKY Baj Ceplis IPU 3aCTOCYBaHHI (GIyKOHA30Jy Y
1epiof BariTHOCTI Jai0Th cynmepednuBi pe3ynbraTi. OgHaK MeTaaHasi3 5 o0cepBalliitHUX NOCITiAKEHb,
IIPOBEeeHUX 3a y4YacTIO KiJIbKOX THCSY BaTiTHUX XKiHOK, SIKi OTpUMyBaiu (PIIyKOHA30J IIPOTITOM
IIePIIOTr0 TPUMECTPY, BUSIBUB IiABUIIIEeHHS PU3UKY PO3BUTKY Baj Ceplisl Y HEMOBIAT B 1,8-2 pa3u
TIOPiBHSTHO 3 TAKUM Y HEMOBJISIT, MaTepi SIKHX He 3aCTOCOBYBasX (HIIyKOHA30 Ta/abo
BUKOPUCTOBYBAJIX a30JI4 [AJIs MIiCLIEBOr0 3aCTOCYBaHHS.

Y noBimOMIIEHHSAX OMKCAHO BPOAKEHI Bafiyl PO3BUTKY Y HEMOBIISIT, MaTepPi SKUX OTPUMYBaJid BUCOKI
no3u (Big 400 mo 800 Mr/mo0y) dbiaykKoHa301y y Iepiof BariTHOCTI mpoTsroM 3 micsiiB a0o Oinbiie mpu
JIiIKyBaHHI KOKIIUAi01MoMiK03y. Cepef BpOAKEHUX Bal, AKi CIIOCTePiraaucs y nux giTeH, -
Opaxinedarnis, gucmnasis ByIIHWX PaKOBKH, HafiMipHe 30ibIIeHHS IIepeIHbOT0 TiM IYKa,
BUKPUBJIEHHS CTETHOBOI KiCTKHU Ta IPOMEHEBO-TIJIEY0BUM CUHOCTO3. [I[pHYMHHO-HACTIIKOBUY 3B’ 130K
MiXK 3aCTOCYBaHHSIM (pJIYyKOHA30Jy Ta BPOIXKEHUMU BaflaMUi HE BCTAHOBIIEHUH.

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

He crig 3acTocoByBaTH BUCOKi 003U (PIIyKOHA30 Ty Ta/abo TprBai KypcH MiKyBaHHS (DITyKOHA30JI0M y
1epiof BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(EKIIiH, 110 MOXKYTh 3arp0KyBaTH XKUTTIO.

I'odysaHHA 2pydoro.

®nyKoHa30J1 IPOHUKAE ¥ TPyOHE MOJIOKO Ta ocATrae KOHIIEHTpallii mofi0Hol Jo piBHA Y Myia3Mi KPOBi
(Ous. po3pin «®apmMakoKiHeTHKa»). ['ofyBaHHSA I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCIIT PA30BOr0
3aCTOCYBaHHS 3BUYANHOI J03U (PIyKOHA30JTy, 1[0 CTaHOBUTE 150 Mmr.

TomyBaTH TPYAII0 He PEKOMEHAYEThCS Ipu 6araTopa3oBOMYy 3aCTOCYBaHHi (GIyKOHa301y abo mpu
3aCTOCYBaHHI BUCOKUX 03 (QIIyKOHA3OITY.

Crip OLiHUTY KOPUCTh FONYBaHHS IPYAMIO AJIS PO3BUTKY i 3MOPOB’SI JUTUHY, a TAKOXK KIIiHIUHY
norpeGy MaTepi y npemaparti ®ynuc® i 6yap-aKi moTeHmiliHi mo6iuni edpexTu npenapaty Oyuuc® a6o
OCHOBHOT'O 3aXBOPIOBaHHS MaTepi OJis QUTUHY, 1Ka OTPUMYyE I'PyIHE BUTONOBYBaHHS.

depmubHicmb.

®yKoHA301 He BIJIMBAB Ha (PEPTUIIBHICTb CaMIliB Ta CaMOK IITypiB.



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

HocnimKeHb BINIKUBY (IYKOHA30Jy Ha 3MATHICTh KEpyBaTH aBTOTPAHCIIOPTOM abo IpalfioBaTH 3
IHIIMMY MeXaHi3MaMu He MPOBOIUIIH.

[MTauieHTiB MOTPiOHO MOiHGOPMYBaTH IIPO MOKJIMBICTh PO3BUTKY 3allaMOpPOYeHHs abo CymoM (OuB.
po3min «ITo6iuHi peakiiii») mif yac 3aCTOCOBYBaHHS Ipenapary. [Ipyu po3BUTKY TaKUX CUMIITOMIB He
PEKOMEH[IYEThCSI KePyBaTH aBTOTPAHCIOPTOM abo MpalioBaTH 3 iHITMMY MeXaHi3MaMHU.

Cnocid 3acmocyeaHHsi ma do3u.
[Ipenapat 3acToCOBYBaTH epopasnbHo. [IpuitoM npenapaTy He 3aeKUTh Biff IPUMOMY 1XKi.

To6oBa mo3a GIyKOHA30I1y 3ajIeXKUTh Bifl BUAY Ta TSIXKKOCTI rpubKoBoi iHdexii. [Tpu HeobxigHOCTI
6araTopa30BOr0 3aCTOCYBaHHA IIpelapaTy JiKyBaHHS iHGEKIIi! mOTPiOHO ITPOAOBXKYBATH [0
3HUKHEHHS KJTIiHIYHUX Ta 1a00paTOPHUX IIPOSIBiB aKTUBHOCTI rpuOKoBoi iHdekiril. HemocTaTHs
TPUBAJIICTH JIIKyBaHHS MOXKe IIPHU3BECTH OO0 BiTHOBIEHHS aKTUBHOTO iH(EKIIMHOTO0 MPOIIEeCy .

[Topocai.

Kpunmokoxos.

- JIikyBaHHS KPUIITOKOKOBOI'O MEHIHTITY: HaBaHTaXyBaJlbHa A03a CTaHOBUTh 400 Mr y 1-i1 neHb.
[MinTpumytoya mo3a - 200-400 Mr oguH pa3 Ha mo0y. TpuBasicTh JTiKyBaHHS 3a3BUYall CTAaHOBUTH
moHalMeHIe 6-8 TuxkHiB. [Ipu iHQeKIisax, 10 3arpoKyI0Th KUTTIO, HOOOBY 03y MOXKHA 30iTbIIUTH
mo 800 mr.

- IligTpuMytoya Teparis Ajis IolepenkeHHa PeIUIUBY KPUIITOKOKOBOI'O MEHIHTITY B IIAI[l€HTIB i3
BUCOKUM PU3UKOM MOTO PO3BUTKY: PEKOMEH[I0BaHa [03a IIpenapaTy cTaHoBuTh 200 Mr ofvH pa3 Ha
o0y IPOTAroM HeoOMeKeHOT0 4acy.

Kokuuodioidomiko3. PekoMmeHpmoBaHa no3a craHoBuTh 200-400 Mr omuH pa3 Ha no0Oy. TpuBamicTh
nmiKyBaHHS CTaHOBUTH 11-24 Micsii abo [oBIIe 3a/1eKHO Bifi CTaHy nauieHTa. [[71g TiKyBaHHS OeIKUX
dopwm iHdeKIril, a 0co6MUBO IS JIIKyBaHHS MEHIHTITy, MOXKe OyTH HOIIIbHUM 3aCTOCYBaHHS HO3U
800 Mr oguH pa3s Ha mo0y.

IneasusHi kaHOuOdo3u. HaBaHTaxyBanbHa f03a cTaHOBUTH 800 Mr y 1-i1 meHsb. [linTpumyooda go3a -
400 Mr omuH pa3 Ha go0y. 3a3BU4ail peKOMeH0BaHa TPUBAJIICTh JIiIKyBaHHS KaHAUAEeMil CTaHOBUTD
2 TUXKHI TiCJg MepIIuX HeraTUBHUX pe3yJIbTaTiB IOCiBY KPOBi Ta 3HUKHEHHS 03HaK i CUMIITOMIB
KaHIHUIeMil.

KaHOoudo3 cau3osux 06010HOK.

- KaHIM03 pOTOTTIOTKY: HaBaHTaXyBabHa f03a cTaHOBUTH 200-400 Mr y 1-11 meHb, DiATpUMy04a
no3a - 100-200 Mr opuH pa3 Ha goOy. TprBaliCTh MiKyBaHHS CTaHOBUTH 7-21 HeHb (OO0 JOCATHEHHS
pewmicii), arme moxke OyTu 30inbIleHa [JIS MAIli€HTIB i3 TAXKUM iMyHOOehilIUTOM.

- KaHnumos cTpaBoxony: HaBaHTaxyBasibHa g03a cTaHOBUTE 200-400 Mr y 1-i1 meHs, DiATpUMyHO4a



no3a - 100-200 mMr omuH pa3 Ha 0o0y. TpuBamicTh JMiKyBaHHS cCTaHOBUTEL 14-30 OHIB (OO MOCSATHEHHS
pewmicii), ame Mozxke OyTu 30inmbINeHa A7 HALi€HTIB i3 TIXKUM iMyHOmeQiIIuTOM.

- Kaupupypisi: pekoMeHmoBaHa fo3a cTaHoBUTh 200-400 Mr oguH pa3 Ha mo0y mpoTsarom 7-21 gHs.
[ns malfienTiB i3 TAXKKUM iMyHOmehIMTOM TPUBAIICTh JIIKyBaHHS MOXKe OyTH 306iblIeHa.

- XpoHiuHNM aTpOo(ivHNN KaHOUA03: peKOMEeH0BaHa 103a CTaHOBUTEL 50 MT OfMH pa3 K00y IpPOoTAroM
14 gHis.

- XpoHiYyHMUYM KaHOKUIO03 IIKipKU Ta CIU30BUX 000JI0HOK: peKOMEHI0BaHa q03a CTAHOBUTH
50-100 Mr oguH pa3 Ha moOy. TpuBaiCTh JTiKyBaHHS CTAHOBUTD OO0 28 MHIB, ane Moxe OyTH
30inmbInieHa 3a1eKHO Bif TSAKKOCTI Ta BuAy iHdeKii abo mpu 3HUKEHH] iMyHIiTeTY.

ITonepedaceHHs peyudusy KaHOudo3y cau3osux 06010HOK y nauieHmia 3 BIJI, aki maromb gucokull
PU3UK 11020 PO3BUMKY).

- KaHuUm03 poTOryIOTKY, KaHAU03 CTPAaBOXOMY: PEKOMeHIOBaHa 03a CTAaHOBUTh
100-200 mr ommH pa3 Ha {06y a6o 200 Mr 3 pa3u Ha TUXKOEHb. TpUBaIiCTh TiKyBaHHS HeoOMeXKeHa
[J1s TAlieHTIB i3 IPUTHIYeHUM IMYHITETOM.

ITpoginakmuka kaHOUOO3HUX IH(peKYil y nauieHmia i3 mpusaaoiw HeumponeHiel. PekoMeHOOBaHa
no3a cranoBuTh 200-400 Mr omuH pa3 Ha goOy. JIikyBaHHS MOTPiIOHO PO3MOYMHATH 3a KilbKa [IHIB [0
OUiKyBaHOTO PO3BUTKY HEUTPOIEHII Ta TPOOOBXKYBATH IIPOTATOM 7 [HIB MiCI/IS MiABUINEHHS KiIbKOCTi
HeiTpodinis moxag 1000/mm’.

I'enimaavHi KaHOuOo3U.

- TocTpuit BarinanpHUY KaHOUA03, KaHOUOO3HUY OaaHiT: peKOMeHI0BaHa q03a CTaHOBUTH 150 Mr
pa3oBo.

- JIikyBaHHS Ta IpodinakTKa peluOUBYIOUMX BariHalbHUX KaHOUA03iB (4 abo GinbIille peluauBiB
3axBOPIOBaHHS Ha PiK): peKoMeHoBaHa fio3a cTaHoBUTL 150 Mr 1 pa3 y 3 aHi. Ycboro moTpibHO
3actocyBaTtu 3 mo3u (1-i1 meHb, 4-1 meHb Ta 7-U OeHb). Ilicns nporo Tpeba 3aCTOCOBYBATU
nigTpuMyroudy no3y 150 mr 1 pa3 Ha TUXKAEHb IPOTATOM 6 MiCALIB.

Ilepmamomiko3u.

- Miko3 cTom, MiK03 I'lafieHbKOI1 IIKipH, TaX0BUH IepMaTOMiK03, KaHOUA03Hi iHdeKil mKipu:
peKoMeH[I0BaHa fno03a cTaHoBUTh 150 Mr 1 pa3 Ha TuxkaeHb abo 50 Mr 1 pa3 Ha mo0y. TpuBamicTh
JIIKYBaHHSI CTAHOBUTH 2-4 TUXKHI. JIiKyBaHHSA MiK03y CTOII MOXe TPUBATU A0 6 TUXKHIB.

- PisnoOapBHUY NuIlaii: peKoMeHmoBaHa fo03a cTaHoBUTh 300-400 Mr 1 pa3 Ha TUXKOEHDb ITPOTATOM
1-3 tuxHiB abo 50 Mr oguH pa3 Ha KOOy NPOTATOM 2-4 THUKHIB.

- HepmaTo(diTHUY OHIXOMiK03: peKOMeHAOBaHa A03a CTaHOBUTh 150 Mr 1 pa3 Ha TUXK[IEHb.
JlikyBaHHST Tpeba MPOOOBXKYBATH ITOKK Ha MiCIli iH(piKOBaHOTO HIr'TS He BUPOCTE 3MOPOBUH. [7is
BipoCTaHHs 3[0POBUX HITTiB Ha PyKax Ta Ha BeJIMKUX MaJbIIX HIir 3a3BUYall HeoOXimHO 3-6 MicsIliB
Ta 6-12 MicsuiB BignoBigHO. OgHAK MIBUAKICTh POCTY HIrTiB y MAIlieHTiB MOXKe OyTH Pi3HOIO Ta
3ayexkartH Bif Biky. [licyg yCHminIHOTO MiKyBaHHS TPHUBaINX XPOHIUHUX iHGEKIIiN hopMa HIirTs iHomi
3aIUIIAETHCA 3MiHEHOIO.

Ocobaugi epynu nauieHmia.



IHauieHmu snimHb0o20 8IKYV.

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

ITauieHmu 3 HUPK0BOI HEAOCMAmMHicmio.

®nyKOHa30JI BUBOAUTHCA IIePeBaxHO i3 ceyelo y He3MiHeHOMY cTaHi. [Ipu pa3oBoMy 3aCTOCyBaHHI
KOPHUTYBaTHU 003y QIyKoHa30Jy He oTpiOHO. [TamieHTaM (BK/II04al04H AiTel) i3 MOpyIIeHHAMU
GYHKIIII HUPOK IIpX HeoOXimHOCTi 6araTopa3oBOro 3aCTOCYyBaHHS Ipenapary y 1-i meHb TiKyBaHHS
CJIifl 3aCTOCOBYBaTH MO4YaTKOBY 003y 50-400 Mr 3aiexkKHO Bifi TepalleBTUYHUX MOKa3aHb. [1icisa boro
no6oBy mo3y (3ayiexkHO Bif ITOKa3aHHS) CJIil pO3paxoByBaTH BiAMOBigHO g0 Tabmui 1.

Tabmuns 1

KnipeHc KpeaTuHiHy (MJI/XB) BigcoToK Big peKOMeHI0BaHOl 103U
> 50 100 %

< 50 (6e3 remopiamisy) 50 %

'emomianmi3 100 % micns KOKHOro reMopiani3y

[MauienTu, siKi nepebyBalOTh Ha PeryasIpHOMY remopianisi, moBuHHi orpumyBat 100 %
PEKOMEH0BaHOl fO3M IiCJIg KOXKHOI0 reMofiianidy. Y neHb, KOJIU reMofiani3 He IPOBOOUTHCSH,
IallleHT [I0BUHEH OTPUMYBATH 103y, BIIKOPUTOBaHY 3aJIeXKHO Bifl KJIIpEHCY KpeaTUHIHY.

IMauieHmu i3 nopyweHHAMU PYHKUII NeYiHKU.

®nykoHa3on Tpeba 3aCcTOCOBYBaTU 3 00€PEKHICTIO MallieHTaM i3 MOPyLUIeHHIMH QYHKIIII TeYiHKY,
OCKiNIbKY iH(opMallil o0 3acToCcyBaHHS (IYKOHA30Iy I1ill KaTeropii maifieHTiB HeJOCTaTHHO
(ouB. po3minu «Oco6IMBOCTI 3acTOCyBaHHSI» Ta «I100i4Hi peakiiii»).

imu.
He cnig mepeBuiyBaT MaKCuMalbHy 1060BYy m03y 400 Mmr.

4K i 1py aHaNOriYHUX iHQEKIiAX y TOPOCIUX, TPUBAIICTh JIiKyBaHHS 3a/IeKUTh Bifl K/IiHIYHOL Ta
MikoJioriuHol BifmoBsigi. [IpenapaT 3acTocoByBaTu 1 pa3 Ha q00y.

Io3yBaHHA IIpenaparty [iTSM i3 mopymeHHsAMY GQYHKII HUPOK HaBefeHo Buille. PapMaKoKiHeTHKa
(byKOHa30I1y He [OCTigXKyBanacs y AiTel i3 HUPKOBOIO HEJOCTaTHICTIO.

Iimu eixom 8i0 12 pokis.

3asiexHO Biff Macu Tia Ta my0epTaTHOTO PO3BUTKY JIiKapio CJIifl OLIHUTH, SKa [J03a Ipenaparty (mms
OOPOCIUX YM OJId AiTeH) € ONTUMaJbHOM [OJId nalieHTa. KiiHiuHi faHi cBigyaTs Ipo Te, 0 y OiTer
KJIipeHC (IyKOHA30Jy BUIIUYU MIOPIBHAHO 3 gopocnuMu. 3actocyBaHHs 703 100, 200 ta 400 mr
IOopoCIuM Ta [o3 3, 6 Ta 12 MI/KT ofuH pa3 Ha fo0y AiTAM MPU3BOOUTE A0 AOCATHEHHS CIIiBCTAaBHOI
CHCTEMHOI eKCIIO3MIIil.

EdexTuBHicTh Ta Oe3neka 3acTocyBaHHSA (HIIYKOHA30IIy A7 JIiKyBaHHS IeHiTaTbHUX KaHAUIO03iB Yy
miTei He BCcTaHOBIeHi. HassBHa Ha ChOTOMHIIIHIN NeHb iHGopMallis HaBefeHa y po3mini «ITobiuni
peakiii». dKio icHye HaranbHa noTpeba 3aCTOCYBaHHS Ipemnapary migniTkam (Bikom Bim 12 go
17 pokiB), crnig 3aCTOCOBYBaTH 3BUYalHI JO3U AJISI HOPOCIIHX.

Iimu sixom 8i0 5 do 11 poxkis.



Kanaumgosu cnu3oBux 000JI0HOK: TT0YATKOBA [[03a CTAHOBUTE 6 MT/Kr/go0y, migTpuMyoda [03a -
3 mr/kr/mo0y. [TouaTKOBY 03y MOXKHA 3aCTOCOBYBATH ¥ 1-i HeHb 3 METOIO IIIBUAIIOTO HOCSITHEHHS
PiBHOBaXXHOI KOHIIEHTpAIIil.

[HBa3WBHI KaHAUI03M, KPUIITOKOKOBUYM MEHIHTIT: 03a ImpenapaTy CTaHOBUThH 6-12 Mr/Kr/moby
3a/1eKHO Bifi CTyIIeHs TSAXKKOCTi 3aXBOPIOBaHHS.

[ligTpuMyro4a Teparlid Ajis NonepenkeHHs PelUIUBY KPUIITOKOKOBOI'0 MEHIHTITY V [iTed i3 BUCOKUM
PU3KUKOM MO0 PO3BUTKY: 403a IIpelapaTy CTaHOBUTEL 6 MTI/Kr/mo0y ofmuH pa3 Ha 0o0y 3a/ie’kHO Bif
CTyTIEHS TAKKOCTI 3aXBOPIOBAHHS.

[TpodinakTrka KaHAUAO3iB y NAIi€HTIB 3 iMyHOAeIiUTOM: f03a IIpenapaTy CTaHOBUTh

3-12 Mr/KT OfivH pa3 Ha Ho0y 3ajie’kKHO Bifl BUPaXKEeHOCTi Ta TPUBAJIOCTI iHAYKOBaHOI HEMTPOIIEHil
(muB. MO3U OIS MOPOCIIHUX).

Himu.

3acTOCOBYBATH JIiKapChKuii 3acib y ¢popMi TabIeToK IIiit KaTeropii maiieHTiB MOXKHa TOMi, KOIH [iTH
3maTHi 6e3meYHO MPOKOBTHYTH TaOleTKY, 10 3a3BUYai MOXKJIMBO ¥ Billi Biff 5 pOKiB.

Ilepedo3yeanHs.
CuMIITOMU: TaTIOUMHAII] Ta ITapaHoifaibHa IOBeMiHKa.

JlikyBaHHS: CUMITOMaTA4YHE (y TOMY YUCJIi IPOMUBAHHS NUIyHKA U DiATPUMYyO4da Tepais).
®nyKOHA3071 BUBOLUTHCS IIEPEBAaXKHO 3 CeYel0, TOMy (pOpCOBaHUM iype3 MOXKe MPUCKOPUTHI
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBAJiCTIO 3 TOOUHU 3HUXKYE PiBeHb (PIYKOHA30ITY Y
m1a3Mi KpoBi mpu6nmu3Ho Ha 50 %.

ITo6iuni peakuii.

[ToBigoMnsinu mpo MeOUKaMEeHTO3HY peaklIifo 3 eo3uHodiniero i cuctemaumu nposisamu (DRESS),
acoIrifioBaHy 3i 3aCcTOCyBaHHAM (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, IiABUILEHHS PiBHSA alaHiHamiHoTpaHchepasu (AJIT),
acnaprataMinoTpaHcdepasu (ACT), myxHol pochaTasu KpoBi Ta BUCUIIAHHS.

[I71g OLiHKY YacTOTU BUHMKHEHHS MOOIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Kiacudikariiio: gyxe
yacTo (=1/10), gacro (Big =1/100 mo <1/10), HewacTo (Bim =1/1000 go <1/100), pigko (Big =1/10000
no <1/1000), myxe pigko (<1/10000), yacToTa HeBigoMa (HEMOXKJIMBO OL[IHATH Ha IIiICTaBi HasIBHUX
OAHUX).

3 6oky cucmemu Kposi ma aimpamuyHoi cucmemu.
HeuacTo: aHeMis.

Pigko: arpaHynouuTo3, TeUKOIeHis, HEUTPOIeHiss, TPDOMOOLUTOIEHIs.



3 6oky imyHHOI cucmemu.

Pigko: anadinakcis.

3 boxy memaboaiamy ma Xapuy8aHHs.

HewacTo: 3HMKEHHS alleTUTy.

Pigxo: rinepTpuriinepumeMis, rinepxojecTepuHEMIis, TiIOKaIieMis.
3 60Ky ncuxiku.

HeuacTo: 663COHHS, COHIUBICTB.

3 boky Hepeogoi cucmemu.

YacTo: ronoBHuM Oinb.

Heuacro: cynoMu, 3anlaMOpOYeHHs, ITapecTesii, mopylIeHHs CMaKy.
Pigxo: Tpemop.

3 60Ky opaaHis cayxy ma pigHosazau.

Heuacto: BepTuro.

3 6oky cepus.

Pigko: mapokcu3MasbHa NUIyHOYKOBA TaxXiKappisd TUILY «IipyeT», momoBkeHHd iHTepBany QT (mus.
po3min «OcobMMBOCTI 3aCTOCYBAHHS»).

3 60Ky WAYHKOBO-KUWKOBO20 MPAKMY.

YacTo: 0inb y YepeBHill IOPOXKHUHI, fiapesi, Hy#oTa, OJI0BaHHS.
HeuacTo: 3anop, gucrerncis, MeTeopusM, CyXiCTb Y POTi.

3 6oky eenamobiniapHoi cucmemu.

Yacro: migBuienHs pisuiB AJIT, ACT, myxHoi dochaTa3u B KpoBi (guB. po3gin «Oco6auBOCTi
3aCTOCYBaHHS»).

HeuacTo: xonecTtas, JKOBTSHUIIS, MiBUIIEeHHS piBHA 6inipy6iny (muB. po3ain «Ocob6nuBocTi
3aCTOCYBaHHS»).

Pigko: me4iHKOBa HEIOCTATHICTh, FelIaTOLENMIONIPHAN HEKPO3, TeIaTUTH, TeaTOIeTI0NIIPHE
ypaxeHHs (OuB. po3min «OcoO6IMBOCTI 3aCTOCYBaHHS»).

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

HeuacTo: cBepOixk, MEIUKaMEHTO3HUY JepMaTUT (BK/II0Yaruu HiKCOBaHUN MeOUKaMEHTO3HUN
[lepMaTUT), KDOIUB'IHKA, MTiABUILEHE TOTOBUNEHHS (IUB. po3in «Oco6IMBOCTI 3aCTOCYBAHHS»).



Pigko: TOKCUYHUY emifepMabHUN HEKPOJIi3, cuHAPoM CTiBeHCa-[[:KOHCOHA, TOCTPUMI
reHepasi3oBaHUY eK3aHTeMaTO3HUM IyCTYIb03, €KCQOIiaTUBHUYN AEePMaTUT, aHTIOHEBPOTUYHUN
HaOpsK, HaOpsK oOnuyuyst, anomenis (IuB. po3min «Ocob6IUBOCTI 3aCTOCYBAHHS» ).

YacToTa HeBifoMa: MeiluKaMeHTO3Ha peakilis 3 eo3uHodimieto i cuctemuumu nposieamu (DRESS).
3 60Ky 0nopHO-pyx08020 anapamy ma cnoay4Hoi MKaHUHU.
Heuacrto: mianris.
3azanvHi nopyweHHA ma peakuii y Micui 8e0eHHA.
HeuacrTo: mifgBuilieHa BTOMJIIOBaHICTh, HE3yKaHHS, aCTEHis, rapsg4ka.
itm

YacToTa Ta XxapakTep nobiyHuX peakiiiii Ta BiixuieHb 1a00paTOPHUX MTOKA3HUKIB Y OiTeH, sKi
GbikcyBanucs mif 9ac KJIHIYHUX JOCTiAKeHb, KPiM reHiTalIbHOT0 KaHAUA03Y, € IOPiBHAHHUMU 3
TaKUMHU y TOPOCIIHUX.

[ToBigoMIIEHHS PO Him03pPIoBaHi mo6ivHi peakirii

[ToBimomnenHs mpo mobiuHi peakiril micis peecTpatiii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HAYEHHS.
Lle nae 3MOry IpOBOAUTYU MOHITOPUHT CHIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoOro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAM, a TaKOX IallieHTaMm abo ix
3aKOHHUM IIpefCTaBHUKAM CJIif] TOBiJOMJISITH TIPO YCi BUMTAAKHU Mif03PI0OBaHUX MOOIYHNX Peakllii Ta
BifICYTHOCTI e(peKTUBHOCTI TiKapChKOro 3aco0y dyepe3 ABTOMaTH30BaHy iHGOpPMAIliliHy CUCTEMY 3

(dbapMakoHarnsAgy 3a MocunaHHsAM: https://aisf.dec.gov.ua

Tepmin npudamHocmi. 3 POKH.

YMmoBH 30epiraHHsi.
36epiraTu npu Temnepartypi He Bute 25 °C.

30epiraTv y HeIOCTYITHOMY [JISI OiTeH MiCIii.

YnakosBka.

Tabnerku o 50 Mr Ne 4 a6o Ne 10 y G1icTepi B KApTOHHIN yIIaKOBLIi.
Tabnerku mo 100 mr Ne 4 a6o Ne 10 y GricTepi B KapTOHHIM yIakoBIIi.
Tabmetku mo 150 Mr Ne2 a6o Ne 4 y GricTepi B KAPTOHHIHN yIIAKOBIIi.

Tabmetku o 200 mMr Ne 4 a6o Ne 10 y GmicTepi B KapTOHHIN yIIaKOBIIi.



Kareropis Bigmycky.

3a peLemnToM.

BupoOHHUK.

TOB «I'JIEDOAPM JITI».

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca MicIsi IpoBaIKeHHs HOro Tis/IbHOCTI.

40020, Ykpaina, Cymcrka ob6nactb, M. Cymu, Bys1. [JaBumoBchKoro I'puropis, 54.






IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

03117 (oM

(FUSYS?)

CKn1ao:
Oitoua pevosuHa: ¢pnykonason (fluconazole);
1 TabneTka MicTuTh GykoHazony 150 mr;

0ONOMIdCHI peuoBUHU: TTAKTO3KW MOHOTIPAT, IeII0103a MiKpOoKpucTaniyHa, moBimoH K30, Tanbk,
MarHilo cTeapar, HaTPilo KPOXMaNbIIiKONAT (TUI A), HATPil0O KPOCKapMeso3a.

JlikapcbKa ¢popma. TabneTku.

OcHosHi (pisuko-xiMiyHi 8aacmusocmi: Gimi, KpyTi 3i CKOLIEHUMY KpasiMu TaOJIeTKH 3 JliHi€0
po351aMy 3 OHOT0 0OKY.

dapMmakoTepaneBTHYHA rpymna. [Ipoturpu6KoBi 3aco0u 71T CUCTEMHOTO 3aCcToCyBaHHs. [ToxigHi
Tpuasony. Kog ATX JO2A CO1.

®Papmako102iuHi 8 1acmueocmi.

dapmakoOuHamika.

MexaHi3M mil.

®nykoHa3051 € TPOTUTPHOKOBMM 3aC000M KJlacy TprasosiB. [IlepBUHHUM MexaHi3MOM Horo fil €
IpurHideHHs rpubKoBoro 14 anbda-1aHOCTEPOJI-IeMETUIIOBAHHS, 0TI0CEPENKOBAaHOT0 IUTOXPOMOM
P450, 10 € HeBifg'eMHUM eTanoM 6ioCMHTE3y IPUOKOBOT0 eprocTepony. AKyMmynsiia 14 anbda-MeTun-
CTEPOJIiB KOPEJTIOE 3 MOMAJIbIIOI BTPATO €ProcTepoy MeMOpaHoio rpubKOBOI KITITUHU Ta MOXKe
BifTIOBigaTH 3a MPOTUTPUOKOBY aKTUBHICTh (Pr1yKoHa305y. ®IyKoHa307 € OiNIbIl CeTEKTUBHUM 10
rpubkoBux hepMeHTiB 1uToxpoMmy P450, HixK [0 pi3HUX cucTeM GpepMeHTiB 1uToxpoMy P450 ccasiiis.

3acTocyBaHHs QIyKOHa305y B 1031 50 Mr Ha mo0y MpoTsAroM 28 [HIB He BIJIUBAE Ha PiBEHb
TECTOCTEPOHY B IJIa3Mi KPOBi y 40/I0BiKiB ab0 Ha piBeHb €HAOT€HHUX CTEPOIIiB Y KiHOK
penponyKTuBHOTO Biky. ®nykoHazon y no3i 200-400 Mr Ha mo6y He MPOSsIBIIsS€E KITiHIYHO 3HAYYI[OTO
BIIJIUBY Ha PiBeHb €HAOTEeHHUX CTEPOifiB ab0 Ha BigmOBiAb Ha CTUMYJISLII0 aqPEeHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3mopoBux moOPOBOJIBLIIB YOI0BiUOl CTATI.



HocnifKeHHS B3a€EMOIil 3 aHTUIIIPUHOM IIPOEMOHCTPYBAJIO, 110 3aCTOCyBaHHS 50 MT QIyKOHA30Ty
pa3oBo abo 6araTopa3oBo He BIJIUBAE HA MeTa00/Ii3M aHTUIIIPUHY.

YyTauBicTsh in vitro.

®nykoHa3071 in vitro EMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO KJTiHIUHO MOMIKWPEHNX BULIB
Candida, (Bkmtouatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata neMOHCTPY€E 3HUKEHY
YyTNUBICTh [0 GhyKoHa3ony, a C. krusei ta C. auris € cTiikuMmu g0 GrnykoHa3ony. MiniManbHi
inribyroui KoHIEHTpalii Ta emigemionoriyte nmoporose 3HaueHHs 3rinHo EUCAST (ECOFF) mns
dbmykoHa3omy ctocoBHO C. guilliermondii Bumii, HiXK cTocoBHO C. albicans.

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

B3aeM03B’130K dhapMaKOKiHETUYHUX i dapMakKOOUHAMIUHUX BIACTUBOCTEH.

BiamoBigHO 00 pe3ysbTaTiB OOCIIAXKEHDb Ha TBapUHaX, ICHYE KOPEJALisi MiXK MiHiMalIbHOIO
inribyrouoio KoHueHTpalieo (MIK) Ta eheKTUBHICTIO IPOTHU eKCIIepHMEHTaIbHUX Mofesieil MiKO03iB,
cupuyrHeHux Bugamu Candida. BifimoBigHO 0o pe3ynbTaTiB KIIiHIYHUX OOCIigXKeHb, iCHye TiHiliHa
3anexHicTh Mik AUC Ta 103010 ¢iaykoHazony (mpubnusno 1:1). Takox icHye mpsiMui, ane
HenocTaTHi 3B’930K Mixk AUC a60 703010 Ta TO3UTUBHOIO KITiHIYHOO BiTIOBIA/II0 Ha JTiKyBaHHSA
OpaJIbHOT0 KaHAMA03y Ta MEHIIIOK MipOI0 - KaHOUOeMil. AHAIOTiYHO JTiKyBaHHS iH(QEKIin,
CIIPUYMHEHUX IITaMaMH, 00 KX (IyKOHA30Jl 0eMOHCTPYe BUCOKY MIK, € MeHIII 3aJOBiIIbHUM.

MexaHi3M pe3nuCTEHTHOCTI.

Mikpoopranizmu pony Candida peMOHCTPYIOTh YACEIbHI MeXaHi3MU PE3UCTEHTHOCTI [0 a30JIbHUX
npoTUrpubKoBUX 3ac06iB. ®1yKoHa3071 feMoHCTPYe BucoKy MIK mpoTu mramiB rpubiB, SKi MaloTh
onuH abo OinbIle MexaHi3MiB PE3UCTEHTHOCTI, 10 HETaTUBHO BIJIMBAE Ha e()eKTUBHICTE in vivo Ta B
K/TiHIYHIY TPaKTHUIIi.

Y 3a3Buyan yyTnuBUX BUAiB Candida Hal4yacCTilIUM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B SKOMY
3apisHi minboBi hepMeHTH a30iB, BifnoBiganbHi 3a 0i0CUHTE3 eprocTepony. Pe3uCTEHTHICTh MOXKe
Oyt 00yMOBJIEeHa MyTallifiMU, IOCUJIEHHSM IPOAYKIIl (pepMeHTY, MexaHi3MaMu e(IIIOKCy IpenapaTy
a00 PO3BUTKOM KOMIIEHCATOPHUX IIJISAXIB.

[MoBigomunsinu npo cynepingekil Candida spp., cipuunHeHi inmmmy, Hix C. albicans Bugamu, 1o
YacTO MalOTh 3HUXKeHY uyTnuBicTh (C. glabrata) abo € critikumu (Hanpuknag, C. krusei, C. auris) 0o
bnykoHazony. [ niKyBaHHS TaKuUX iHQEKII# CIil 3aCTOCOBYBaTH albTePHATUBHI TPOTUTPHUOKOBI
3acobu. MexaHi3MH Pe3UCTEHTHOCTI IIfe He [0 KiHIIS BUBYEHi B OesIKUX MPUPOMIHO cTiikux (C. krusei)
a60 HoBuUX (C. auris) Bunis Candida.

KonTponsHi Toukr EUCAST (€BponeichbKOTro KOMITETY 3 HOCTiIKeHb YYTAUBOCTI 10 aHTUMIKPOOHUX
3ac006iB).

Basyouuce Ha JoCIigKeHHI papMaKOKiHETUUHUX/(PapMaKOOUHAMIYHUX JaHUX, YYTJIUBOCTI in vitro Ta
KJTiHi4HOI Bifmosigi, 6yi0 BU3HaYeHO KOHTPOJIbHI TOYKY 7S (HIIYKOHA30I1y AJIs MiKpOOpraHi3MiB pomy
Candida. (CynpoBigaui po3’sacHioBanbanl fokyMeHT EUCAST nnsa daykonasony (2020) - Bepcid 3;
€BpONeNCLKUY KOMITET i3 HOCTiIKeHb YYTINBOCTI 10 aHTUMiIKPOOHUX 3ac006iB, [TpoTUTrprOKOBi

3aco6u, Tabnuili KOHTPOILHUX TOYOK s inTepnpertanii MIK, Bepcist 10.0, HaGyB YUHHOCTI
04.02.2020 p.). Bouu Gynu po3mnofineHi Ha KOHTPOJIbHI TOYKH, 1110 He IIOB’sI3aHi 3 IIEBHUM BUOM, SKi

0i/1BI1I0I0 MipOI0 BU3HAYAIUCS Ha OCHOBI (hapMaKOKiHeTUYHUX/HapMaKOOUHAMIYHUX HAaHUX i He



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

3aJiexkaTh Bifl pO3MOMiNy Ha IeBHi BUOM 3a MiHiMaIbHOIO iHTi0yI04010 KOHIIEHTpPAIIi€l0, Ta Ha
KOHTPOJIbHI TOYKY, TI0B’513aHi 3 IEBHUM BHUIOM, II0 HAl4aCTillle acOLilTLCA 3 iHGEeKIiaMu y
moauHYU. L KOHTPOIBHI TOYKY HaBeOeHO HUXKYe.

ITpomuepu-6xosuti KoHmpoabHi mouKu, nos’a3aHi 3 negHuUM Koumpoavhi
3acib gudom S </R >y me/a MoYKu, He
noe’Aa3aHi 3
nesHuMm
sudom’
S</R>y
Me/n
Candida Candida Candida Candida Candida Candida
albicans dubliniensisglabrata  krusei parapsilosistropicals
®nykoHaA3051 2/4 2/4 0,001*/16 -- 2/4 2/4 2/4

S uyTnusuii;
R pe3ucTenTHUY;

a - KOHTPOJIbHI TOYKH, 110 He OB SI3aHi 3 IeBHUM BUAOM, gKi OilbII0I0 Mipoio BU3HAYaAJIKMCS Ha OCHOBI
bapMakokiHeTHYHOI/PpapMaKogrHaMiuHOI iH(popMarlil i He 3ayiexkaTh Bifl pO3MOLiLy Ha NIeBHi BUOY 3a
MiHiManbHOIO iHTiOYI040I0 KOHIIEHTPalli€0. BoHU moCimKyBamuce nuiile y MiKpoopraHi3mis, y IKuUX
He icHye crenudiyHOl KOHTPOIbHOI TOUKH;

- OCIiI>KeHHS YYTIMBOCTI He PEKOMEHI0BaHi, OCKi/IbKY 1€/ BUM HE € METOIO JIIKapChKOl Tepartii;

* Vci nokasuuku C. glabrata B kateropil I. MIK npotu C. glabrata cnif oniHIOBaTH IK PE3UCTEHTHI,
KOJIM BOHM IepeBUIlyioTh 16 mr/n. Kateropis gytnusocTi (< 0,001 Mr/in) BUKOPHCTOBYETHCS JIUILIE
nuist 3anofiraHHs TOMUIKOBOL Knacudikariii mtamis I gk mtamiB S. [ - 4yTnuBuil 3a yMOBU
IiABHUINEHOI eKCI03KIlii: MiKpoopraHi3M HaJIeXkHTh 00 KaTeropii «4yTIuBHAY 3a YMOBH IiIBUIIEHO]
€KCIIO3UIlil» y pa3i, KOIM iCHy€e BUCOKa UMOBIpHICTh TE€PANeBTUYHOTO YCIIiXy, OCKiJIbKM €KCIIO3UIIis
npemnapary Oysa 36inmbIleHa 3a PaXyHOK KOPEKIIil pexxuMy Ho3yBaHHS ab0 #oro KOHIIEHTpalii y
BOTHHUIII iHDeKIIil.

dapmakokiHemuxka.

dapMaKOKiHEeTHYHI BIaCTUBOCTI GIYKOHA30Iy € MOMiOHUMHU IIPU BHYTPIITHLOBEHHOMY i
TIepOpasibHOMY 3aCTOCYBaHHi.

AGcopOiis.

®nykoHa3051 mob6pe BCMOKTYETLCS IIPH IIepOPaIbHOMY 3aCTOCYBaHHI, a piBeHb IIpenapary B I1a3Mi
KPOBi ¥ cucTeMHa OiogocTynHicTh mepeBuiyioTh 90 % piBHSA GIyKOHA301y B II7Ta3Mi KPOBI, 1110
[OCATA€EThCS NIPY BHYTPIIIHLOBEHHOMY BBe[eHHI TpenapaTy. OMHOYaCHE BXXUBAHHS 1Ki He BIIUBAE
Ha BCMOKTYBaHHS IIpenapaTy IIpU M0ro IepopajbHOMY 3aCTOCyBaHHI. [IikoBa KOHIIEHTpallis y mia3mi
KpPOBi focaraeTtecsd dyepes 0,5-1,5 roguHu micng npuioMy npenapaTty HaTilecepue. KoHIeHTpanis
Impenaparty B IIJIa3Mi KpPOBi mpomnopiidHa fo3i. PiBHOBaxkHa 90 % KOHLIEHTpallid JOCATaeThCS Ha 4-5-1
neHb Ipu 6araTopa3oBOMY 3aCTOCYBaHHI OIMH pa3 Ha 000y abo Ha APYTuil IeHb JTiKyBaHHS NIpU
3aCTOCYBaHHI y IeplIuii leHb HaBaHTaXKyBaJIbHOI 03K, 1[0 BABiYi epeBuInye 3Budaiiny no60By m03y.

Posnopin.



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

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

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

[Tpu 3actocyBanHi o3u 50 Mr 1 pa3 Ha go0y KOHIeHTpalis GIyKoHa30:y micis 12 gHiB miKyBaHHS
CTaHOBUJIA 73 MKI/T, a 4epe3 7 OHIB MICJIA 3aBepIIEHHS JIiIKyBaHHSA KOHI[EHTpAllid BCe 1le CTaHOBUJIa
5,8 Mxr/r. [Ipu 3actocyBanHi fo3u 150 mr 1 pa3 Ha TUXKAEHb KOHILIEHTpaLisa QIyKOHA30Jy Ha 7-

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

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

BioTrpaHcdopmatiis.

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

BuBenenns.

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

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

dapMakoKiHeTHKa IPU HOPVIIeHH]I QVHKIINI HUPOK.

Y malieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOT'0 CTyIeHs (IIBUAKICTb KIyO04YKOoBOI (inbTpatiil

< 20 mn/xB) nepion HanmiBBUBeneHHS 30inbmyeThcs Bif 30 mo 98 romun. ToMy wmiii KaTeropii mamieHTiB
HeOoOXiIHO 3MEHUIUTH N03Yy GIyKoHa305y. ®IyKOoHA30JT BUJAISETHCS IIUITXOM IreMofiani3y, Ta
MEHILIOK MipOI0 - IIJITXOM IIePUTOHEeaIbHOr0 Aianidy. CeaHC reMofianidy TPUBaIICTIO 3 TOOUHU
3HUKYE piBeHb PIIyKOHA30Y y M1a3Mi KpoBi mpubnusno Ha 50 %.

dapMaKOKiHETHKA P JTaKTallil.

KonnenTpauii (pIyKoHa30/1y B IIJ1a3Mi i MaTePUHCHKOMY MOJIOLL BIPONOBXK 48 roguH Micsa IPUIOMY
0fHOpa30Boi 7o3u 150 Mr ouiHIOBaNM mif 4ac papMaKOKiHETUYHOTO OOCHIIXKEeHHS 3a Y4acTIO OeCATH
JXKIHOK y Iepiopi nmakTartii, SIKi TUM4YacoBo a0 IMOCTiMHO IPUMHUHUIIY TOIYyBaTH CBOiX HEMOBIISIT

rpynnioo. Y MaTepuHCbKOMY MOJIOI (GJIyKOHA30J 1 BUSBUIIN Y CepenHill KoHLeHTpallil npubnusHo 98 %



Bif Ti€l, 1110 Bim3Hauvamu y nna3mi MaTepi. Yepes 5,2 roguHY IicIs MPUNOMY 03U CEepeHs MMiKoBa
KOHIIEHTpALlisl B MaTEPUHCHKOMY MOJIOLi cTaHoBUIa 2,61 mr/n. [Jo6oBa mo3a ¢GIyKoHA301y, OTpUMaHa
HEMOBJISIM i3 MAaTEPUHCHKOT'0 MOJIOKA (SIKIIO IPUUHSITH CepPeHE CII0KKUBAHHS MOJIOKA 3a

150 mn/kr/oo0y), po3paxoBaHa Ha OCHOBi CepelHbOi MMiKOBOI KOHIIEHTPAIIil B MOJIOIIi, 1[0 OPiBHIOE
0,39 mr/kr/moby, craHoBuTh MpuOnu3Ho 40 % Bifg m03u, pEKOMEHI0BaHOI HOBOHAPOMXKEHUM (BiKOM

< 2 TuxkHiB), abo 13 % Bim 003U, peKOMEH0BAHOI HEMOBJIATAM [JIs JIiKyBaHHS KaHOUA03Y CIIM30BUX
000JIOHOK.

dapMakOKiHEeTHKA V OiTeH.

dapMakoKiHeTHYHI TapaMeTpHu y AiTel OyiIu OlLiHeHi y 5 HOCHiXKeHHSIX: 2 DOCTiAKeHHs pa30BOro
3aCTOCYBaHHS, 2 JOCHTimXKeHHs 0araTopa30BOT0 3aCTOCYBaHHS Ta 1 MOCHimXKeHHS HeIOHOIIEHUX
HOBOHapomxXeHuX. [licns BBegeHHS 2-8 Mr/Kr GIyKOoHa30Jy HiTIM BiKoM Bif 9 micaris 1o 15 pokis
OyB BusiBeHuil mokasHuk AUC 61u3bko 38 MKr*rom/mi Ha 1 Mr/kr mo3u. Ilicis 6araTopa3oBoro
3aCTOCYBaHHS CepefHil nepion HamiBBUBeAeHHS (HIIyKOHA30I1y 3 IIJla3MU KOIUBaBCI MixX 15 Ta

18 roguHamu, a 06’eM po3Mmopiny ctaHoBUB nMpubau3Ho 880 Mn/Kr. Binbil TpruBanuil nepioxn
HalliBBUBEJEeHHS (PIYKOHA30JIy 3 IJIa3MHU KPOBi CTAHOBUB NMPUOIN3HO 24 roguHu Ta OyB BUSBIEHUN
micIIst BBEIEeHHS Pa30Bol N0o3u. el MoKa3HUK € MOPIBHSIHHUM i3 MePioloM HalliBBUBEIEHHS
(byKOHAa3011y 3 IIJTa3MHU KPOBI IiCJIsT pa30BOr0 3aCTOCYBaHHS J03U 3 MT/KT BHYTPIIITHBOBEHHO HiTSIM
BikoM Big 11 mHiB go 11 micsiiB. O6’eM po3moniny B it BiKOBi# rpyIi cTaHOBUB 6113bK0 950 MII/KT.

IocBim 3acTocyBaHHS (GIYKOHA30Jy HOBOHAPOMKEHUM 00MEKYEThCSI hapMaKOKiHETHYHUMHU
OOCIIXKeHHIMHU 12 HeIOHOIIeHUX [iTel i3 TepMiHOM recTaiiil npu0nmu3Ho 28 TuxHiB. CepenHi BiK
OUTWHY NIPY BBEMIEHHI IepImol 1031 CTaHOBUB 24 roguHu (miama3oH 9-36 roguH), cepegHs Maca Tina
npu HapopxkeHHi craHoBuia 0,9 kr (miamason 0,75-1,10 kr). MakcumyMm 5 BHYTPIIIHBOBEHHUX
in’exuin GpryKoHa30/y B 103i 6 MI/KT BBOOUIY KOXKHIi 72 rogunu. CepenHiii mepion HamiBBUBEOEHHS
cTaHOBUB 74 rogunu (44-185) y nepiuuii feHsb, IOTiM 3MeHIIUBCA 00 53 rogul (30-131) Ha 7-1 OeHb
Ta [0 47 (27-68) na 13-1 meHsb. [Inoma nig kpuBoio (MKr*roa/mi) ctanosuna 271 (173-385) y nepmmi
nenb, 36inmbinyBanacs mo 490 (292-734) Ha 7-# geHb, moTiM 3MeHmuIacs 0o 360 (167-566) Ha 13-

i nenb. O6’eM posmnopiny (mi/kr) ctaHoBuB 1183 (1070-1470) y nepinuii neHs, 36inbinyBascs mo 1184
(510-2130) Ha 7-1 menb Ta mo 1328 (1040-1680) Ha 13-i1 meHb BigIOBiTHO.

dapmMakoKiHEeTHKA Y Mali€HTIiB JITHHOI'O BIKY.

dapMaKOKiHETUYHE JOCiAKEeHHS IPOBOAMIMN 3a Y4YacTIo 22 MallieHTiB (BiKOM Biff 65 pOKiB), SKi
3acrocoByBanu 50 Mr ¢rykoHa301y nepopanbHo. 10 namieHTiB 04HOYAaCHO 3aCTOCOBYBAJIM [iyPETUKH.
C..ax CTaHOBUNA 1,54 MKT/MJI Ta focsAranacs nIpotsarom 1,3 TOOUHYU Mic/Is 3aCTOCYBaHHS (PIIyKOHA30MY.
Cepenus AUC craHoBumna 76,4+20,3 mrr*rog/mn. CepenHiv nepion HamiBBUBedeHHS 46,2 rogunu. Li
(dbapMaKOKiHETUYHI TOKa3HUKU € BUIIMMHU TTOPIBHSHO i3 @HAIOTIYHUMU Y 300POBUX NOOPOBOJIBIIIB
MOJIOAWIOTro BiKy. OgHOYAaCHe 3aCTOCYBaHHS [iypeTUKIB He Majlo 3HayHOro BunuBy Ha C,.. Ta AUC.
Takox KiripeHC KpeaTuHiHy (74 MI1/XB), BifCOTOK (pJIyKOHaA30Iy, 110 eKCKPETYBaBCH i3 ceyelo y
He3MiHeHOMY BuUrnafi (0-24 ropuny, 22 %), Ta HUPKOBUM KilipeHC prnykorasomy (0,124 mn/XB/KT) y
TIallieHTiB laHOl BiKOBOI Ipymny OyIM HUXKYMMHU, Hi’K aHAJIOTiuHi MOKA3HUKH y MOJIOJIINX
no6poBosbLiB. ToMy 3MiHM (papMaKOKiHETHKY Y MAI[iEHTIB JTITHLOTO BiKy OUEBUAHO 3ajieKaTh Bif
napaMeTpiB (QpyHKIi HUPOK.

KrinigHi XxapaKTepHCTHKH.

IToxka3auns.



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

- TOCTPUY BariHalbHUN KaHOAWA03, KOJIK MiCIleBa Tepallis He € AOLiIbHOIO;
- KAHOIUIO03HUM OanaHiT, KO MiclleBa Tepallisi He € JOIliIbHOIO.

Tepamnio npenaparoM Oynuc® MOXHA PO3MOYMHATH [0 OTPYMAHHS Pe3yJIbTaTiB KyIbTypalbHUX Ta
iHmux nabopaTopHUX OOCTiAKeHb; OOHAK ITiC/Ig OTPUMaHHS Pe3yNbTaTiB AOCTiAXKEHb
IPOTUIH(EKIIINHY Tepallilo MOTPiOHO CKOPUTYBaTH BiATIOBITHUM YHHOM.

Heo06xigHo O6paTu o yBaru odimiliHi peKoMeHzallii o0 BigIOBiIHOTO 3aCTOCYBaHHS
IPOTUTPUOKOBUX 3aC00iB.

IIpomunoka3aHHs.

- limepuyTnuBicTh KO GIYKOHA301Ty, iHIIKUX a30IbHUX CIOIYK ab0 [0 OyOb-SKOI 3 JOIOMIiXKHUX
PEYOBUH IIpenapary.

- OgHOYacHe 3aCToCyBaHHS (HITyKOHA30/Iy Ta TeppeHaguHy nali€HTaM, SKi 3aCTOCOBYIOTh
bnykoHa3o01n 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rimHO 3 pe3yibTaTaMM JOCTiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS QIYKOHA30JTy Ta iHIIKX JTiKapChKUX 3aC006iB, IIT0 ITOIOBKYIOThH iHTEpBA
QT ta meTabomnizyioTbcs 3a gonoMoroio hepmenty CYP3A4 (Hanpukiaf, IU3anpuy, acTeMi3ony,
miMO3UAy, XiHIIUHY Ta ePUTPOMILIMHY), OUB. Po3hinu «Oco0IMBOCTI 3aCTOCYBaHHS» Ta «B3aemofis 3
iHIIMMY TiKapChKUMU 3ac00aMu Ta iHII BUOW B3aEMOMil».

B3aemodisn 3 iHwumu nikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

ITpomunoka3aHe cymicHe 3aCmocyB8aHHs (AYKOHA301y Md HUNCYe3d3HAYeHUX AiKapcbKux 3dcobis.

Iuzanpuo: mOBiKOMIISIN IPO PO3BUTOK NOOIYHUX peakiiiii 3 00Ky ceplisd, Y TOMY YUCJIi IPO
[TapOKCH3MabHy IIUIYHOUYKOBY TaxiKapfilo TUIY «IIipyeT» y Malli€HTiB, IKi OHHOYACHO 3aCTOCOBYBalU
dnykonason Ta uusanpupn. OgHovyacHe 3acTocyBaHHs 200 Mr dhnykoHasony 1 pa3 Ha goOy Ta 20 mMr
u3anpuny 4 pasu Ha fo0y MPU3BOAUIIO 10 3HAYHOTO MiIBUIIEHHS PiBHS I[U3ANPUy V Ia3Mi KPoBi
Ta [0 nmomoBxkeHHd iHTepBany QT. OpgHOYacHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta LKA3AIpULY
IIpOTUIIOKa3aHe (OuB. po3ain «IIpoTunoka3aHHI»).

TepgeHaOuH: yepe3 BUMIaAKHU PO3BUTKY TSAXKKHUX CEPLIEBUX apUTMill, CHPUUYNHEHUX [TOA0BKEHHIM
inTepBany QTc, y nallieHTiB, gKi 3aCTOCOBYIOTh a30JIbHI IPOTUTPUOKOBI JTikapChKi 3aC00M 0OOGHOYACHO
3 TepbeHaguHOM, Oy TPOBENEH] HOCTiIXKEHHS B3a€MO/Iil ITUX MpemaparTiB. [Ipu 3acTocyBaHHI
bnykonasony y no3i 200 Mr Ha moOy He Oys10 BUSIBIIEHO MTOMOBXKeHHS inTepBany QTc. ITpu
3acTocyBaHHi prykKoHa3ony B o3ax 400 Mr Ha mo6y abo BuIle 3HAYHO IigBHUIIYE PiBEHb
TepdeHaguHy B IJIa3Mi KPOBi IIPKX OMHOYAaCHOMY 3aCTOCYBaHHI IIUX IpenapartiB. CyMicHe
3acTocyBaHHS (yKoHa301y B fo3ax 400 Mr abo Buille 3 TepheHagHOM IIPOTUIIOKa3aHe (IUB. PO3Mi
«IIpoTunoka3auHs»). [Ipu 3acTocyBaHHi QriykoHa30my B fo3ax Huxk4e 400 Mr Ha 106y ogHOYACHO 3
TepheHaguHOM CIIiJl IPOBOAUTHU PETENTbHUIN MOHITOPUHT CTaHy Ialli€HTa.



Acmemi30.: CyMiCHe 3aCTOCyBaHHS (DJIyKOHA30J1y Ta aCTEMi30JTy MOXKe 3MEHIINTHU KITipeHC
acteMizony. Cupu4ynHeHe UM IiABUIIEHHS KOHI[EHTPAIlil acTeMi30Ty B IJIa3Mi KPOBi MOXe
IIPU3BECTH 10 NToAoBKeHHd iHTepBany QT Ta y pigKiCHUX BUIIaiKaX - [0 TapOKCU3MaIbHOL
IIUTyHOYKOBOI TaxXiKappil Tuny «mipyet». OgHO4YaCHe 3aCTOCYyBaHHS (IYKOHA30Jly Ta aCTeMi30y
IIPOTUIIOKa3aHe (OuB. po3min «IIpoTUoKa3aHHI»).

ITimo3u0: omHOYACHE 3aCTOCYyBaHHS (DIIyKOHA30/1y 3 MiMO3UIOM MOXKe IIPU3BECTH 10 iHTiOyBaHHS
MeTabomi3My MiMO3uAYy, X04a BiTIOBITHUX JOCIigXKeHb in vitro Ta in vivo He ipoBopuiu. [ligBuiieHa
KOHIIEHTpAllid MiMO3Uy y IIJla3Mi KpOBi MOXKe IPU3BECTHU [0 NO0J0BXKeHHS iHTepBany QT Ta B
pigKicHUX BUIlafiKaX OO MapOKCH3MaJbHOI IIIYHOYKOBOI TaxXikappil Tuny «mipyet». OgHO4YacHe
3aCTOCYBaHHS (IYKOHA30JTy 3 MIMO3UAOM IPOTUIIOKa3aHe (OuB. po3min «IIpoTumnoka3aHHsg»).

XiHiOUH: OmHOYAaCHE 3aCTOCYBaHHS (HIIYKOHA30Jy Ta XiHiIMHY MOXKe MPU3BOAUTH [0 iHTiOyBaHHS
MeTabomi3My XiHiquHY, X04a BifMOBIHHUX HOCITiAXKEeHb in Vitro Ta in vivo He TPOBOIUIIH.
3acTocyBaHHS XiHimuHY Oy710 OB’ sI3aHe 3 MOAoBXKeHHSIM iHTepBany QT Ta B pigkKicHUX BHITafKax
- TAPOKCH3MaJIbHOIO IIYHOYKOBOI TaxiKapAi€w Ty «mipyer». OfHOYacHe 3aCTOCYBaHHS
GbIyKoHa3011y 3 XiHiAMHOM MIpOTUIIOKa3aHe (OuB. po3min «I[IpoTUIOKa3aHHSI»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYyBaHHS (hIyKOHA30Jly 3 EpUTPOMIIIMHOM MOXKe IIPU3BOTUTH 10
MiABUIIEHHS PU3UKY KapAiOTOKCUYHOCTI (mofoBKeHH iHTepBany QT Ta mapokcu3MasabHOI
IIJTyHOYKOBOI TaXikKappil TUIY «IipyeT») Ta, K HACHi0K, OO palTOBOl KOPOHAPHOI CMEPTI.
OpHOoYacHe 3aCTOCYBaHHS (PIIYKOHA30Jy Ta €ePUTPOMIIIMHY IIPOTUIIOKa3aHe (IUB. PO3MIi
«ITpoTUTIOKa3aHHS»).

He QQKOMQH@)ZGmbCﬂ 00HOYdCHe 3dCMOCYBAHHA _d)/l)ZKOH(BOﬂy ma HuxMc4ye3d3Ha4yeHux /liKGQCbKUX

3acobis.

T'anopaHmpuH: GIyKOHA30I MOXKe CIPUYMHUTH MiBUIIEHHS KOHIeHTPallil rano@aHTpuHy B I1a3Mi
KpOBi 3a paxyHOK npurtiuenus CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIKX JIiIKapChKUX 3ac00iB
MOTEHIIINHO MOXKe IIPU3BOOUTH [0 IiABUILIEHHSA PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (IOAOBKEHHS
inTepsany QT, mapokcu3ManbHa HIUIYHOYKOBaA TaxXiKapAis TUILY «IIipyeT») Ta, K HACIINOK, 10
panToBoi cepieBoi cMepTi. Tpeba YHUKATH 3aCTOCYBaHHS KOMOiHaIlil ITUX JTiKapCchKuX 3ac00iB (OUB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

CymicHe 3acmocCy8aHHA (QAYKOHA304Y Md HUMCYe3d3HAYeHUX AiKAPCbKUX 3dcobie sumazae
obepedicHoCMi.

AMmiodapoH: ogHO4YaCHE 3aCTOCYBaHHS (JIyKOHA30Jy 3 aMiofapOHOM MOXKe IIPU3BECTH 0
nomoBxkeHHs iHTepBany QT. [Ipu HeoOXimHOCTI CyMiCHOTO 3acTOCyBaHHS (HITYKOHA30Iy Ta aMiogapoHy
HeoOXiTHO moTpuUMyBaTHCS 00epeKHOCTI, 0COONMMBO MTPH 3aCTOCYBAaHHI (IIYKOHA30JTy V BUCOKUX [103aX
(800 mr).

CymicHe 3acmocyeaHHA GAYyKOHA304yY MA HUHCYE3a3HAYeHUX AiKaPCbKuX 3acobis aumazae
obepedcHocmi ma KopuzyeaHHsA 003u.

Bnaue iHwux aikapcbkux 3acobig Ha ¢pykoHa304.

KniniyHo 3Hauyuoro BauBy Ha abcopOirito ¢pIyKoHa30/Ty IIpu HOro mepopaybHOMY 3aCTOCYBaHHI He
MalOTh OMHOYACHUM IPUUOM 1XKi, IUMETHOMH, aHTAllUOU, a TAKOXK IIPOMEHeBa Tepallisd yCi€l AiITHKA
Tisa (Ipu nepecapli KiCTKOBOTO MO3KY).

PugamniyuH: ogHOYaCHe 3aCTOCYBaHHS (IYKOHA30Iy Ta pudaMIiluHy MPU3BOAUIO 00 3HUXKEHHS
AUC Ha 25 % Ta cKOpo4dyBaJo Iepiof HamiBBUBeAeHHS (uyKoHa3omy Ha 20 %. ToMy [Ad malfieHTis,



SIKi 3aCTOCOBYIOTh pHUGAMITILIUH, TIOTPIOHO PO3TIISHYTH HOLITBHICTE MiABUIIEHHS 003U (HIYKOHA3O0IMY.

I'idpoxs1opomia3ud: y mochifxeHHi apMaKOKiHEeTUYHOI B3aEMOfIil omHOYacHe OaraToKpaTHe
3aCTOCyBaHHS TiIPOXJIOPOTia3uay y 3MOPOBUX HOOPOBOJIBILB, SKi OTPUMYBaIu (GIyKOHA307,
IiABUINYBAJIO KOHI[EHTPAIi0 (PIyKOHa301y B m1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3a€MOfil He
BUMaralTh 3MiH y pekuMi 003yBaHHS (IIyKOHA30/Iy AJIS Malli€HTiB, SKi ODHOYAaCHO OTPUMYIOTh
CevoTiHHi 3aco0u.

Bnaue ¢aykoHa3zoay Ha iHWi Aikapceki 3acobu.

®nykoHazon € nomipHuM iHribitopom mutoxpomy P450 (CYP) izodpepmenty 2C9 ta 3A4. dnykoHason
€ OTYKHUM iHTibiTopoM i3odpepmenTy CYP2C19. Ha momaTok [0 CIIOCTEpeKYyBaHUX/NOKYMEHTAIbHO
igTBepAXKEeHUX B3a€MOiH, 10 ONKUCaHi HUXK4Ye, IPU OJHOYACHOMY 3aCTOCyBaHHI 3 (hJIyKOHA30JI0M
icHye pU3UK MigBUINEHHS Y MJIa3Mi KPOBi KOHIIEHTPAI[ill iHIINX CIIOJNYK, III0 MeTaboIi3yI0ThCs,
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH Taki KoMOiHallil npemnapaTiB IOTPiOHO 3
00epexkHiCTIO; TPU ILOMY HeoOXiTHO PeTeIbHO CIIOCTepiraTv 3a CTAHOM MallieHTiB. [IpurHiyyBambpHa
mist ryKoHas3omy Ha pepMeHTH 36epiraeTbcs mpoTsarom 4-5 mib micis Woro 3aCTOCYBaHHS V 3B'SI3KY 3
10r0 TPHUBAJIMM IIEPiOOOM HalliBBUBEMEHHS (IUB. po3min «[IpoTUIIOKa3aHHSI»).

AbpouumuHib: hrmykonason (iuribitop CYP2C19, 2C9, 3A4) migBuiilyBaB €KCITO3UIIiI0 aKTUBHOI
yacTuHYU abpouuTuHiOy Ha 155%. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI i3 Qr1yKoHA30710M CITif
BiIKOpUTYyBaTH 03y abponuTHHIOY 3TigHO 3 #0ro iHCTPYKIIi€lo 00 NpU3HaYeHHS.

Anv(peHmatin: ogHOYACHe 3acToCyBaHHS (IyKoHa30y B 7031 400 mMr Ta anbheHTaHiny B f03i
20 MKT/KT BHYTDIIIHBOBEHHO CYNIPOBOMXXY€ETHCS ABOKPATHUM 30iblIeHHAM II0Ka3HUKA

AUC,, (moxnuBo, uepe3 inridbysanasa CYP3A4). Lle 3yMoBitoe He0OXiAHICTh y KOPUTYBaHHI J03U
anbQpeHTaHiny.

Amimpunmusin, HopmpunmuiH: GJIYKOHA30J IOCUJIIOE Iif0 aMiTPUNTUIIHY Ta HOPTPUNITUIIIHY.
PekoMeHy€eThCSI BUMIpPIOBATH KOHIIEHTpAllil 5-HOPTPUNITUIIHY Ta/a00 S-aMiTPUNITUIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Tepariii Ta 4yepe3 1 THXKAeHb micns i1 moyaTky. Y pasi HeoOximHOCTI Tpeba
BIIKOPUT'YBaTHU [0O3Y aMITPUITUIIHY Y¥ HOPTPUIITUIIIHY.

Am¢pomepuuuH B: ogHOYaCHe 3aCTOCyBaHHS (HJIyKOHA30Iy Ta aM(poTepuluHy B iHpiKOBaHUM MUIIaM
i3 HOpManbHUM iMyHITETOM Ta iH(iKOBaHMM MUILIAM 3i 3HMKEHUM IMyHITETOM IIPU3BEJIO 10 TAKUX
pe3yIbTaTiB: HEBEIMKUY agUTUBHUYN TPOTUTPUOKOBUY eeKT mpu cucTeMHil indekuii C. albicans,
BiICYTHICTh B3a€MOil IpX BHYTPiIHbOYEPENHiN iHbeKil Cryptococcus neoformans Ta aHTaroHi3M
[BOX IIperaparTiB IIpU CUCTeMHil iHpekil Aspergillus fumigatus. KniHiuHe 3HaYeHHS LIUX
pe3ybTaTiB HEBIOME.

AHMuKoaz2yaaHmMu: SiK i Ipu 3aCTOCYBaHHi iHIIMX a30/TbHUX TPOTUTPHUOKOBUX 3ac00iB, Ipu
OJHOYACHOMY 3aCTOCyBaHHI (QIyKOHA301y Ta BappapuHy NOBIJOMIISAIY IPO BUIIAOKU PO3BUTKY
KPOBOTeY (reMaToMa, HOCOBa KPpOBOTEYa, IIIJIYHKOBO-KUIIKOBA KPOBOTeYa, reMaTypid Ta MejieHa) Ha
TJIi TOOOBKEHHS NMPOTPOoMOiHOBOTO Yacy. [Ipyi 0fHOYACHOMY 3aCTOCYBaHHi (hITyKOHA30IIy Ta
BapGapuHy crocTepiranaocs ABOKpaTHe MMigBUIEHHS MPOTPOMOIHOBOTO Yacy, iMOBipHO, BHACTigOK
npurHiyeHHs MeTabosniamy Baphapuny yepe3 CYP2C9. IToTpi6HO peTenbHO KOHTPOIIOBATH
IpoTpoMOiHOBHMI YacC y Malli€eHTiB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTHKOATYISIHTA abo
inmaupioH. Moxke O6yTy He0OXiMHOIO KOPEKIiS 03U aHTUKOATyJISIHTY.

Fen3odiazeniHu kopomkoi 0ii, Hanpuk.aad, mMida3zoaam, mpuasoaam: Ipu3HavueHHs GIyYKOHA30Iy
IIicJIs IepopaIbHOT0 3aCTOCYBaHHS Mifla30JlaMy IIPH3BOANIIO A0 3HAYHOTO IiIBUILIEHHS KOHIIEHTpallil
Miga3ojiaMy Ta 0o MMOCUIEHHS IICUXOMOTOPHUX edeKTiB. OmHOYaCcHe 3aCTOCYBaHHS (PIIYKOHA30y B



no3i 200 Mr Ta mMigasonaMy B f03i 7,5 MT mmepopainbHO Ipu3BoauiIo Ao miasuileHHss AUC Ta nepiogy
HamiBBUBeOeHHs y 3,7 Ta 2,2 pa3y BiamoBigHo. 3acTocyBaHHS GryKoHa30my B fo3i 200 mr/moby Ta
0,25 Mr TpuazonaMmy nepopanabHO Npu3BoguiIo fo migsuinenHs AUC Ta nepiogy

HalliBBUBEe[eHHS Tpua3onamy y 4,4 ta 2,3 pa3y BignosigHo. [Tpy ogHOYaCHOMY 3aCTOCYBaHHI
(bIIyKOHa30Jly Ta Tpra3ojiaMy CIOCTepiranaocs NOTEHLiI0BaHHS Ta IPOJIOHTalis epeKTiB TpHa3oiaMy.

AKII0 malienTy, SKui IPOXOAUTh KypC JIiKyBaHHS (IyKOHA30JI0M, Tpeba 0OHOYACHO MIPU3HAYUTHU
Tepariio 6eH3oia3eniHaMu, 03y OCTaHHIX MOTPIOHO 3MEHIIUTH Ta BCTAHOBUTH HaJleXKHUU HATJIAM 3a
CTAQHOM IIallieHTa.

KapbamaseniH: GnyKoHa30I IPUTHiYye MeTaboi3M KapOaMaseliny Ta CIPUYUHSIE MiIBUIEHHS
piBHa KapbaMaseniny B cupoBaTiii KpoBi Ha 30 %. [cHye pu3uK pO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6ama3zeniny. Moxe 6yTu He0OXiTHMM KOPUTYBaHHS 03K KapOaMaseliHy 3a7eXHO Bif PiBHS HOTO
KOHIIEHTpAIlil Ta [il mpemapary.

Biaoxamopu kanvuiegux KaHasie: OesiKi aHTaroOHICTH Kabliio (HibegumiH, icpaguiH,
aMJIONUIIiIH, BepamnaMin Ta penogumin) metabomizyoTecs depmenToMm CYP3A4. ®dnykoHa30mn
TIOTEHIINHO MOXKe ITiABUIINYBATH CUCTEMHY €KCIT03UIli0 6JI0KaTOpiB KasbIlieBUX KaHAaJIiB.
PexoMeH0BaHUI peTEIbHUY MOHITOPUHT LIIOJ0 PO3BUTKY MOOIYHUX pPeakilili.

Llenekokcub: mpu OMHOYACHOMY 3aCTOCyBaHHi (iykoHa3oimy (200 Mr Ha fo0y) Ta Ie/IeKOKCHOy

(200 mr) C,,,Ta AUC nenexokcuby mippuiiryBanucs Ha 68 % ta 134 % BigmosigHo. [Ipu ogHOYacHOMY
3aCTOCyBaHHI 1enieKoKcuOy Ta GprryKoHa301y Moxke O6yTH HeOOXigHUM 3MeHIIeHHS 103U I1eJIeKOKCHOY
BOBiYi.

Huxkaogpocpamio: ogHOIACHE 3aCTOCYyBaHHS IuKIodochaminy Ta GIyKOHA30/Iy IPU3BOLUTH JO
nigBUIeHHs piBHS OinipyOiHy Ta KpeaTHHIHY B cupoBaTiii KpoBi. Ili mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, BPaxOBYIOUM MOXKJIMBUYM PU3UK MiIBUILIEHHS KOHIIeHTpalil 6inipy6iny Ta
KpeaTUHIHY B CUPOBATLi KPOBI.

deHmaHia: TOBIHOMIISIIIM ITPO OOUH JIeTAIbHUYM BUIIAOK BHACIIIMOK iHTOKCHKATIlil (eHTaHiIoM uepes
MOXKJIMBY B3a€EMO[Iil0 MiXK (peHTaHinOM Ta ¢piayKoHa3o0sioM. OTyKOHA30/1 3HAYHO YIIOBiIHHIOE
eniMiHanioo geHTaniny. [lifBuneHHs KOHIIEHTpalil (peHTaHiTy MOXKe IPU3BOAUTH [0 IPUTHIUEHHS
IuxaHHS, TOMy Tpeba peTebHO KOHTPOIIOBATH CTaH nauieHTa. Moxe 0yTy He0O0XiIHOI0 KOPeKIis
no3u (peHTaHiny.

IH2i6imopu I'MI-KoA-pedykmasu cymicHe 3acToCcyBaHHS (yKoHa30iy Ta iHribiTopis I'MI-KoA-
penykTasH, 1mo Metabonizyiorecs CYP3A4 (aTopBacTaTUH Ta CUMBAcTaTHH), abo iHriGiTopiB M-
KoA-penykTa3sy, mo Metabomnizyiotscss CYP2C9 (drmyBacTaTiH), [0303a/I€3KHO IiABUINYE PU3UK
PO3BUTKY MiomaTii Ta pabgoMioni3y (3a paxyHOK 3HWXKEHHS MeTa0o0Ji3My CTaTHHY B IediHIi). Y pasi
HeoOXiIHOCTI 0MHOYAaCHOT0 3aCTOCYBaHHS LIUX IIpenapaTiB MOTPiOHO peTeIbHO CIOCTEPIraTy 3a
Nali€HTOM IIOf0 BUHUKHEHHSI CUMIITOMIB Mionartii Ta pa6omMiosi3y i MpoBOAUTY MOHITOPUHT pPiBHA
KpeaTHHKiHa34. Y pa3i 3HaYHOrO MMiABUIIEeHHS PiBHA KpeaTUHKiIHA3M, a TaKOXK IIPH Iif03pi 4u
BUSIBJIEHHI MiomaTii/pabmomionidy 3acTocyBanHs iHTiOiTOpiB [MI-K0A-penykra3u noTpioHo
IPUIUHUTYA. MOXKINBO, 3Ham0o0IIThCS MeHIi no3u iuribitopis 'MI-KoA-pegykTa3u BifMoBigHO 0O
iHCTPYKIIiX /1T MEIUYHOT0 3aCTOCYBaHHS CTATUHIB.

I6pumuHni6: momipHi inribitopu CYP3A4, Taki sk GryKoHa3071, MigBUINYIOTh KOHIIEHTPALIil0
iOpuTuHiOy B My1a3Mi Ta MOXKYTh MiIBUIIyBaTHA PU3UK TOKCUYHOCTI. AKII0 HEMOXK/INBO YHUKHYTH
koMOiHanii mpemapartis, MOTPiOHO 3HU3UTH 03y i6puTHHIOY Ho 280 Mr oguH pa3 Ha J00y 3 METOI0
IIPOOBKEHHS 3aCTOCYBaHHS iHTibiTopa Ta 3a6e3MeYnT MOCTINHUYN KITiIHIYHUN MOHITOPHHT.



Isakagpmop (okpemo abo 8 kombiHauii 3 npenapamamu Mmo20 camo20 mepanesmuyHo20

K/acy): ogHOYacHe 3aCTOCYBaHHS iBakahTOpY, pETYIaTOpa TpaHCMeMOpPaHHOI TPOBITHOCTI IPH
mykoBiciunosi (CFTR), 3 rimpokcumeTtuniBakadpTopom (M1) 36imbImmio eKCIIo3uIliio iBakapTopy B
3 pa3u Ta eKCIO3UIIil0 rifpokcuMeTuiiBakagpTopy (M1) y 1,9 pasy.

Heo06xigHo 3MeHIUTH 003y iBakadTopa (okpemo abo y KomOiHaIlril) 3rigHo 3 #0T0 iHCTPYKIIiEo I
MEeIHUYHOI0 3aCTOCYBaHHS (0KpeMo abo y KoMOiHarril).

Osanapub6: nomipHi inribitopu CYP3A4, Taki gk QrykoHa30J1, MigBUIIYIOTh KOHIIEHTPAllilo oJlarnapudy
y IJ1a3Mi KpPOBi; OMHOYACHE 3aCTOCYBaHHS He PEKOMEHOYETHCS. SKII0 HEMOXKIIMBO YHUKHYTH
3acToCyBaHHS Iliei KoMOiHalii, ;o3y onamnapuby HeobxigHO 3MeHIUTH K0 200 Mr oBivi Ha gO0Y.

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

IuksaocnopuH: GIyKOHA30J 3HAYHO MigBuiye KoHIeHTpalio Ta AUC nuknocnopuny. [Ipu
OHOYaCHOMY 3aCTOCYyBaHHi ¢iyKoHa301my y 1o3i 200 Mr/go0y Ta IMKIIOCIIOPUHY Y H03i

2,7 mr/kr/mo6y cnocTepiranocs 30inpmenHs AUC nuknocnopuny B 1,8 pady. Lli mpemnapatu MoxkHa
3aCTOCOBYBaTH OQHOYACHO 3@ YMOBU 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe’KHO Bifl U0OT0
KOHIIEHTpAIlil.

Esepoaimyc: prykoHa301 MOXKe IigBUITYBaTH KOHIIEHTPAIlil0 EBEPOIIMYCY B CUPOBATIIi KPOBi Yepes3
npurHidvenus CYP3A4.

Cupoaimyc: GIyKOHaA30 MiABUIIYE KOHILIEHTPAIIiI0 CUPOIIMYCY B IJIa3Mi KPOBi, iMOBipHO, IIJISTXOM
IpPUTHiYeHHS MeTaboni3amy cuponimycy pepmentom CYP3A4 ta P-riikonpoTeinom. Lli npenapatu
MOXHa 3aCTOCOBYBaTH OQHOYACHO 3@ YMOBU KOPUTYBAHHS NO3U CUPOJIIMYCY 3a71€XKHO Bif PiBHA
KOHIIeHTPaIllil Ta eeKTiB Bif mpuiioMy mpemapary.

Takpoaimyc: GpIyKoHA307 MOXKe IMigBUAITYBaTH KOHIIEHTpAIlil TAKPOJIiMyCy B CHPOBATIIi KPOBi 70
5 pasiB 1pu #oro nepopajbHOMY 3aCTOCYBaHHi Yepe3 NMPUTHIUeHHS MeTaboIi3My TaKpomimMycy
depmenTom CYP3A4 y kumeyHuKy. [Ipy BHyTPIIIHBOBEHHOMY 3a2CTOCYBaHHI TaKPOIIMyCy HE
CIIOCTEpiranocs 3HaYHUX 3MiH papMaKoKiHeTHKH. [IifBullleHi piBHI TaKPOJIiMyCy acoIil0I0ThCS 3
HedpOTOKCUUHICTIO. [[03y TaKpOIiMyCy AJIis IEPOPAIbHOTO 3aCTOCYBaHHS MOTPIOHO 3HUKYBATH
3aJIe’KHO Bifl KOHIIEHTpallil TaKPOIiMyCy.

Jlozapman: GpryKoHA30/1 IPUTHIUYE ITePeTBOPEHHS 103apTaHy [0 Horo akTUBHOTO MeTabomity (E-31
74), 1110 3yMOBJIIOE OiNbIly YaCTUHY aHTaroHi3My [0 pelenTopiB aHrioTen3uny Il mig yac
3aCTOCYBaHHS JI03apTaHy. PeKoMeHg0BaHO 3[iMCHIOBATH ITOCTIMHNY MOHITOPHUHT apTepiaJbHOTO0
TUACKY B IIAI[l€HTIB.

JIypa3udoH: momipHi iHribiTopu CYP3A4, Taki K QryKoHa305, MOXKYTh MigBUIITYBATH KOHIIEHTPAIIiI0
JIypa3ufoHy B IJIa3Mi KPOBi. {KI0 HEMOXKJIUBO YHUKHYTU OJHOYACHOTO 3aCTOCYBAaHHS, CIIi[
3MEHIIUTH J03Y JTyPa3uioHy, sIK 3a3Ha4€HO B HOT0 iHCTPYKIIil /1T MEOUYHOT'O0 3aCTOCYBaHHS.

MemadoH: ¢pnyKoHa30J MOXKe MifBUINYyBaTH KOHIIEHTPALlil0 MEeTaflOHy B CUPOBaTLi KpoBi. [Tpu
OJHOYAaCHOMY 3aCTOCYBaHHiI MeTafioHy Ta (IyKOHa30/ly MoXke 0yTH HeoOXifHMM KOPUTYBaHHS 03U
METafoHy.

HecmepoidHi npomu3anaavHi npenapamu (HIT3I1): npu 0gHOYACHOMY 3aCTOCYBaHHi 3 (QJIyKOHA30JI0M
C,.x Ta AUC ¢dnyp6inpodeny migumryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIBHSIHO 3 BiAMOBIZHUMU
IIOKa3HMKaMHU MIPU 3aCTOCYBaHHi Tinbku (rypbinpodery. AHanOTiYHO IPU OOHOYACHOMY
3acTocyBaHHI (priyKoHa3o0my 3 pauemigauM ibynpodenom (400 mr) C,., Ta AUC hapmMakoiorivao
aKTHBHOTrO i3oMepy S-( )-ibynpodeny migBuiryBanucs Ha 15 % Ta 82 % BiAmoBigHO MOPIBHSHO 3



BiATIOBigHMMM MMOKA3HWKAMHU IIPH 3aCTOCYBaHHI TiJIbKYM palleMivHOro i0ympodeHy.

®yKOHA30JI MOTEHIIINHO 30aTHUM MigBUILIyBAaTU CUCTEMHY eKcrno3uiito inmux HII3TI, mo
MeTabomizyoTrecss CYP2C9 (Hanmpukiaj, HallpOKCEHY, TOPHOKCUKAMY, MeJIOKCUKaMy, TUKIT0(heHaKy).
PekoMeH[I0BaHO MepiofuyYHO 37iliCHIOBATH MOHITOPUHT MOOIYHMX peaklIliil Ta TOKCUUHUX MPOSIBIB,
nos’s3anux i3 HII3I1. Moxe 3Hamobutrcs KkopuryBauus go3u HIT3II.

deHimoiH: hmyKoHa301 npurHiyye Metaboni3M ¢eHiToiHy B nevinni. OgHoyacHe 6araTopasoBe
3acrocyBaHHS 200 Mr rykoHasomny Ta 250 Mr (heHiTOIHY BHYTPIIIHBOBEHHO IIPU3BOOUTH 10
nigsuiierHs AUC,, deniToiny Ha 75 % Ta C,;,Ha 128 %. [Ipu omgHOYaCHOMY 3aCTOCYBaHHI X
nmiKapchKux 3ac06iB NOTPiOHO TPOBOOUTY MOHITOPUHT KOHIIEHTpaIlil GpeHiTOiHy B CHPOBATIi KPOBi s
YHUKHEHHS PO3BUTKY TOKCUYHOI fiil peHiTOIHY.

ITpedHi30H: OBIIOMIISNIN NIPO BUIIANOK, KOJIM Y NallieHTa IiCJsa TpaHCIJIaHTallil MeYiHKY Ha Tl
3aCTOCYBaHHS NIPENHI30HY PO3BUHYJIACS rOCTpa HEOOCTATHICTh KOPU HaJHUPKOBUX 3aJ103, 110
BHMHUKJIA MTiC/IS IPUIMHEHHS TPUMICIYHOI0 KypcCy Tepaiil hpaykKoHa30/10M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, UMOBIPHO, CIPUYMHUIIO TOCUIeHHS aKTUBHOCTI CYP3A4, mo npu3sseno
[0 IPUCKOpPeHHs MeTabomi3My npegHi3ony. CIifl peTelbHO CTEXUTH 3a NalliEeHTaMH, SIKi IPOTATOM
TPUBAJIOTO Yacy OHHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta MPEeNHI30H, 3 METOI0 IONepenKeHHS
PO3BUTKY HEJOCTATHOCTI KOPY HaJHUPKOBUX 3aJ103 MiC/Isl IPUNUHEHHS 3aCTOCYBaHHSA (DIIyKOHA30IMYy.

PugabymuH: GrykoHa30J MiBUIIYE KOHIIEHTPaIi0 prudabyTUHY B CUPOBATII KPOBi, II0 ITPU3BOAUTD
no 36inbmenHss AUC pudabytuny mo 80 %. [Tpu ogHOYacHOMY 3acTOCyBaHHI QIyKoHA305y Ta
pudabyTHHY TOBiIOMIISIOCS IIPO BUIIAOKKM PO3BUTOK yBeiTy. [Ipu 3acTocyBaHHi Takol KoMOiHaIril
JiKapchbKuX 3aco0iB moTpiOHO OpaTH OO yBaru CUMIITOMHU TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip: dnykonason migsuinye AUC ta C,,,, cakBiHaBipy mpu6mu3Ho Ha 50 % Ta 55 % BiAmoBigHO
yepe3 NPUTHiUeHHS MeTabo1i3My cakBiHaBipy B neuinili ¢epmerTom CYP3A4 Tta uepe3s inribyBaHHS
P-rnikonporeiny. B3aemogil Mixk (hIyKoHa30/I10M Ta CaKBiHaBipOM/PUTOHABIPOM He OOCIIOXKYBay,
TOMY BOHU MOXKYTh OyTH OibIll BUpaxkeHuMU. Moxe 6yTu HeoOXigHUM KOPUTYBaHHS 03U
CaKBiHaBIpy.

IToxiOHi cynbhoHince o8UHU: OTHOYACHE 3aCTOCYBaHHS (PIYKOHA30JIy 3 IEPOPAJbHUMU MOXiTHUMHI
cynbdoHiNICeYOBHUHY (XIOPIIPOIaMif], TMibeHKIaMifl, Timi3ug Ta ToI0yTaMifl) ITPU3BOIUIIO [0
IIPOJIOHTYBaHHS Nepiofy ix HamiBBUBeNeHHS. PeKOMEHY€EThCS MMPOBOAUTH YaCTHW KOHTPOJIb IIYKPY B
KPOBi Ta BiiMTOBiTHUM YMHOM 3HMKYBATHU 03y MOXiAHUX CYIb(OHITICEYOBUHY IPU OMHOYACHOMY
3aCTOCYBaHHi 3 (JIyKOHA30JIOM.

TeoginiH: 3acTocyBauHS PprnykoHa3omy 1mo 200 Mr npoTsarom 14 mHIB IPU3BETIO 0 3HUKEHHS
CepenHbOro KilipeHcy Teodininy y mma3Mi KpoBi Ha 18 %. 3a malieHTamMu, gKi 3aCTOCOBYIOTh TeOdiniH
y BUCOKHUX 003aX a0 sIKi MaloTh MigBUINEHNWM PU3UK PO3BUTKY TOKCUYHUX IIPOSIBiB Teodinminy 3 iHIINX
npuYuH, Tpeba BCTAHOBUTH HATJISA 100 BUSBIEHHS 03HAK PO3BUTKY TOKCHYHOI [iii Teodiminy.
Teparmito noTpiOHO 3MIHUTH MPU MOSIBi 03HAK TOKCUYHOCTI.

TogpauumuHi6: BruB ToPaluTHHIOY 3pOCTa€ MpX OMHOYACHOMY 3aCTOCYBaHHI 3 JTiKapChKUMU
3acobaMu, IKi MpU3BOOATH 0 oMipHoro iuribyBanus CYP3A4 Ta moTyxkHoro iHridysanuas CYP2C19
(Hanpuknan gnykoHa3oi). ToMy peKOMeHIOBaHO 3HU3UTH 03y TOPaluuTHHIOy 70 5 MI OOUH pa3 Ha
no6y B KOMOiHAISAX i3 UMY IIperapaTaMu.

Toasanmau: ekcmo3utlisg TonBanTany (cyocrpaty CYP3A4) 3xauno 36inbeimyetses (200% AUC; 80%
C,..y) TIPH 1OTO OTHOYACHOMY 3aCTOCYBaHHi 3 GykKoHa30soM (momipuuit inribitop CYP3A4), Ta,
BifITIOBigHO, 3pOCTa€ PU3UK BUHMKHEHHS TaKWX NMOOIYHUX peaklliil SK MOCUNIeHHS [iypesy,



3HEBOOHEHHS 1 TOCTpa HUPKOBA HEJOCTATHICTh. Y pa3i OMHOYAaCHOT0 3aCTOCYBaHHS, 03a TOIBAITaHY
TIOBUHHa OyTH 3MEHIIeHa BilTIOBIAHO [0 #Oro iHCTPYKIii, a 3a MalieHToM MoTPi6HO criocTepiraTu
IIIOMI0 ITOSIBY MTOOIYHUX PeaKITiii.

Askanoiou 6apeiHky: GprnykoHa3oJ, iMoBipHO, yepes iHridyBanus CYP3A4 Moxke CIPUYUHSTH
TiABUINEHHS KOHIIEHTPAIlil anKanoigiB 6apBiHKY B IIJ1a3Mi KPOBi (HalpHKIIaM, BIHKPUCTUHY Ta
BiHO/TAaCTHHY), III0 MPHU3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX e(EKTIB.

BimamiH A: IOBiDOMJISINIY, 1110 V IAlli€HTa, SKUKA OQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIIOTY
(kucmoTHa popMa BiTaminy A) Ta GIyKoHA301], criocTepiranucs nobiuni peaxuii 3 6oky LIHC y dopmi
IICEBIOTYMOPY I'OJIOBHOTO MO3KY, 1[0 3HUK MicJig BigMiHu ¢nyKoHa3ony. Lli mikapchbki 3acobu MoxkHa
3aCTOCOBYBaTH OJHOYACHO, ajie Tpeba naM’siTaT¥ PO pHU3UK BUHUKHEHHS M00iYHUX peaktiil 3 00Ky
HHC.

BopukoHa3zos (iH2ibimop CYP2C9, CYP2C19 ma CYP3A4): ogHOYacCHEe 3aCTOCYBaHHS BOPUKOHA30IY
nepopanbHo (mo 400 Mr KoxHi 12 rogus npotarom 1 gus, notiMm 1mo 200 mMr kKoxHi 12 rogun
npoTAroM 2,5 gHS Ta GIyKoHa301y mepopanbHo (400 Mr y nepuiuii geHs, moTiM 1mo 200 Mr KoxHi

24 roguHu npoTaroM 4 gHiB) npu3Beso fo migsumleHHd C,,, Ta AUC, BOpEKOHA30JTy B CEPeqHbOMY H0
57 % (90 % IOI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %, 128 %) BignoBigHo. HeBimoMO, Y IPpU3BOAUTH
3HUKEHHS 03U Ta/a00 YacTOTH 3aCTOCYBaHHS BOPUKOHA30Iy a00 (IyKOHA30/IY OO0 YCYHEHHS TaKOT0
edekTy. [Tpu 3acTOCyBaHHI BOPUKOHA30JTY Miciist GIIyKOHA30/Iy MOTPiOHO MMPOBOJUTH CIIOCTEPEKEHHS
II0/I0 PO3BUTKY MOOIiYHUX epeKTiB, acoIliiOBaHUX i3 BOPUKOHA30JIOM.

3udosyouH: ¢pnykona3zon nigsuiye C, .. Ta AUC 3upmoBynuny Ha 84 % Tta 74 % BigmoBigHO, 110
3YMOBJIEHO 3HUXKEHHSIM KIIiPEHCY 3UI0BYIUHY MPUOIM3HO Ha 45 % mpu #oro nepopaibHOMY
3actocyBaHHi. [lepion HaniBBUBeneHHS 3UOBYAUHY OYB TaK0X IMOHOBXKeHUM npubnusno Ha 128 %
micys 3acTocyBaHHS KoMOiHalil (GyKOHa30Iy Ta 3UJOBYOUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
TakKy Kom0iHalliio TiKapchKux 3ac00iB, MOTPIOHO CIIOCTEPIraTH 040 PO3BUTKY MOGIYHUX peakilil,
II0B’sI3aHUX 13 3aCTOCYBaHHAM 3UIOBYAVHY. MOXKHA PO3ITIAHYTH OOLILHICTS 3HUXKEHHS [O3U
3UOBYIUHY.

A3umpoMilyuH: TPU OGHOYACHOMY [1epopabHOMY pa30BOMY 3aCTOCYBaHHI a3UTPOMIIMHY Ta
dbmykoHa3ony B go3ax 1200 mr ta 800 Mr BigmoBigHO, XKOMHUX 3HAUYIINX (hapMaKOKiHETUYHUX
B3AEMO[il BUSIBIEHO He OyII10.

ITepopanvHi KOHMpayenmueu: ITpu 3aCTOCYyBaHHi GyKoHa301y B fo3i 50 Mr BIIUBY Ha PiBEHb
TOpMOHIB He 0y710, TOi SIK IPU 3acTOCyBaHHi GykKoHa301y B 0o3i 200 Mr Ha 00y crocTepiranocs
36inbimenHs AUC etuHinectpanmiony Ha 40 % Ta meBoHOprecTpeny - Ha 24 %. Lle cBiguuTh mpo Te, 110
HaraTopa30Be 3aCTOCyBaHHS (DIIyKOHA30/1y B 3a3HaUeHUX A03aX HaBPSA UM MOXKe BIIJIUBATH Ha
eekTUBHICTH KOMOIHOBAHOTO ITIEPOPAIbHOT0 KOHTPAIENITHRA.

Oco06.1ueocmi 3acmocye8aHHs1.

epmamodgpimis. BimoMmo, 1110 pu 3acTOCyBaHHi (IyKOHA30Iy [AJg TiKyBaHHS gepMaTodirii y miTen
OCTaHHI{ He TepeBUINy€E IPU3e0PyIbBiH 3a e(peKTHUBHICTIO i 3arajbHUMN TOKa3HUK e(DeKTUBHOCTI
ctanoButh MeHIIe 20 %. Tomy ¢hyKoHa30/1I He MOXKHA 3aCTOCOBYBATH IS JIIKyBaHHS AepMaToQiTil.

Kpunmoxkoko3s. [loka3iB eheKTUBHOCTI (HIIyKOHA30Iy AJId JIIKyBaHHS KPUIITOKOKO3Y IHIIUX
JI0Kaui3alii (HanpuKiafg, JIeTeHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y ILIKipK) HeJOCTATHbO, TOMY
PEeKOMeHaliy 00 JO30BOI0 PEXUMY 1A JIIKyBaHHS TaKUX 3aXBOPIOBAHb HEMaE.



I'nuboki eHOemiuHi Miko3u. [Toka3iB edeKTUBHOCTI (DITyKOHA30Iy AT JTiKyBaHHS iHIIKUX HopM
eHIeMiYHUX MiK03iB, TaKUX K TapaKOKIMAi0IA0MiKO03, TiCTOIIa3M03 Ta MIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEOOCTaTHHO, TOMY PEKOMEHMAIliX 1I0A0 JO30BOr0 PeXUMY AJIS JIIKYBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. T1anienTaM i3 mopyiieHHSIM GYHKIIM HUPOK MperapaT IOoTPiOHO 3aCTOCOBYBATH 3
obepexHicTio (muB. po3ain «Crocib 3acTOCyBaHHS Ta O3U»).

Hedocmamuicmb HaOHUpKosux 3as103. KeTOKOHa3071, SIK BifOMO, CIIPUYMHSIE HEAOCTAaTHICTh
Ha[JHUPKOBUX 3aJ103, i Ile TAK0XK MOXKe CTOCYBaTUCS (IyKOHA30Jy, X04a CIIOCTEPIraEThCS PigKO.
HepocTraTHiCT, HAGHUPKOBUX 3aJ103, [10B'A3aHa 3 ONHOYACHUM JIIKyBaHHAM IIPEHI30HOM, ONKCaHa y
nifpo3mini Bnaue ¢aykoHasony Ha iHwi aikapcobKi 3acobu po3piny «B3aemopmist 3 iHIIuMu
nmiKapchbKUMU 3aco0aMu Ta iHII BUAU B3a€MOMIIN».

I'enamobiaiapHa cucmema. TlanienTam i3 mopyueHHIM GYHKIIIM Me4iHKY ITpenapat noTpidHo
3aCTOCOBYBATH 3 00€peXkKHiCTI0. 3aCTOCYBaHHS (DITYKOHA30JIY ACOIiI0BAIOCS 3 BUHUKHEHHSIM
PiOKiCHUX BUIIafKiB PO3BUTKY TSXKKOI rellaTOTOKCUYHOCTI, BK/II0Yal04y JieTajlbHi BUMIaAKU, TOJIOBHUM
YWHOM Y TAIL[iE€HTIB i3 TAXKKUMUA OCHOBHUMU 3aXBOPIOBAaHHAMU. Y BUIIagKaX, KOJIU PO3BUTOK
rernaTOTOKCUYHOCTI acoIliloBaBCs i3 3aCTOCYBaHHAM (IyKOHa307y, He Oy0 Big3HaueHo ii SBHOI
3aJ1eXKHOCTI Biff 3aranbHOI J00OBOI NO3H IIpemnapaTty, TPUBAJIOCTI Teparii, cTaTi abo BiKy mallieHTa.
3a3BUYail TeaTOTOKCUYHICTh, CIpUYMHEHa (DITYKOHA30710M, 000POTHA, a 1l MpOosiBY 3HUKAIOTH IIiCIIs
IPUNIMHEHHS Teparil.

3a malfieHTaMH, V SKUX IIPU 3aCTOCYBaHHi (PIIYKOHA30/1y CIIOCTEPIraloThCS BiTXUIEHHS pe3ybTaTiB
GbyHKITi0HaTEHUX P00 MediHKY, TOTPiOHO BCTAHOBUTU PETENIbHUM HATJIAL 00 PO3BUTKY OibIIl
TSKKOT'0 YpaXkeHHs IeYiHKHU.

[TarmienTiB Tpeba npoindopMyBaTy PO CUMIITOMH, 110 MOXKYTh CBIIUKUTH IIPO CEPUO3HUIM BIJIUB Ha
NeYviHKy (BUpaXKeHa acTeHis, aHOPeKCis, MOoCTiiHa HyqoTa, 6/1I0BaHHS Ta KOBTSHUILIL). Y TaKOMYy pasi
3aCTOCyBaHHS (DITYyKOHA30/1y MOTPiOHO HETalHO MPUIIMHUTH Ta MIPOKOHCYJIBTYBATUCS 3 JIiKapeM.

Cepuego-cyOuHHa cucmema. Jlesiki a307u, 30KpeMa i (pIyKoHa30JI, aCOLiI0ITLCS 3 TOAOBKEHHIM
inTepBany QT Ha enmekTpokapmiorpami. ®IyKOHa30/1 CIPUUUHSE TOA0BKeHHS iHTepBany QT msixom
iHribyBaHHS CTPyMY i0OHIB Yepe3 KaslieBi KaHanu BHYTpimHLOro BunpamieHHs (Ikr). ITomoBxeHHS
inTepBany QT, cupu4ynHeHe iHIMKUME TiKapChKUMU 3ac00aMu (TaKUMU K aMiofapoH), MOXe
TIOCUJTIOBATHCS BHACTINOK iHTiOyBanHsa GpepmenTy CYP3A4 mutoxpomy P450. IToBimomisinu mpo gyxe
pigkicHi Bunagku nogoBxkeHHs iHTepBany QT Ta mapoKcH3MasbHOI IUTYHOYKOBOI TaxiKapmil THUITY
«IipyeT» IIPH 3aCTOCYBaHHI QyKoHa30iy. Taki MOBiqOMIEHHS CTOCYBAJIACS MALli€HTIB i3 TIXKKUMU
3aXBOPIOBAHHSAMU IIPU NO€HaHHI 6araTbox ¢GakTOPiB PU3UKY, TAKUMHU SIK CTPYKTYPHI 3aXBOPIOBaHHS
CepIIsi, TTIOPYIIEHHS eleKTPOIITHOTO 00MiHYy Ta OMHOYACHE 3aCTOCYBaHHS iHIIMX JiKapChKUX 3aC00iB,
110 BIyiuBatoTh Ha iHTepBan QT. [TallieHTH 3 TiOKalieMi€lo Ta TSIXKKOI0 CepLieBOI0 HEOOCTATHICTIO
MalOTh MiJBULIEHUM PU3UK BUHUKHEHHS XUTTEBO HEOEe3NMeUHUX IITYHOYKOBUX apUTMil Ta
IIapOKCHU3MaJIbHOI LITYHOYKOBOI TaxiKapAil TUIY «IIipyeT».

®nykoHa3on Tpeba 3 00epeKHICTIO 3aCTOCOBYBATH TAIliEHTaM i3 PU3UKOM PO3BUTKY apUTMIiH.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 TiKapchKUMM 3acobaMu, 1110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoThcs 3a gonoMoroio hepmenty CYP3A4 nutoxpomy P450, mpoTumnoka3aHe (qUB. pO3inu
«IIpoTunoka3aHHs» Ta «B3aemoiis 3 iHIIUMY TiKapChbKUMU 3aco0aMu Ta iHII BUOU B3a€EMOMIN»).

I'anopanmput. F'anodanTtpun € cyoctpatom pepmenty CYP3A4 i mponourye intepsan QTc npu
3aCTOCYBaHHI y peKOMEHI0BaHUX TepalleBTUUYHUX f03ax. OgHOYacHe 3aCTOCYBaHHA rajoaHTpUHY Ta
(bIyKOHa3011y He PEKOMEHMYEThCS (OUB. po3min «B3aeMopmist 3 iHIMMMU JTiKapChKUMHU 3acobaMu Ta



igmI BUOM B3aEMOMi»).

Lepmamosoeziuni peakuii. ITig yac 3acTocyBaHHS (IyKOHA30Jy PigKO MOBiAOMIISAIOCS IIPO PO3BUTOK
TaKWX eKC(osiaTUBHUX MIKIpHUX peakill K cuaapoM CTiBeHca - [I2KOHCOHA Ta TOKCUYHUU
emnigepManbHU HeKponi3. [ToBimoMsanu Npo MegUKaMeHTO3HY Peakliio 3 e03UHOGITIE0 i
cuctemuuMmu nposiBamu (DRESS). IManientu, xBopi Ha CHIII, GinbI CXUITbHI 00 PO3BUTKY TSIKKHUX
IIKiPpHUX peakiliil mpu 3aCcTOCyBaHHi 6araThox JiKapchKux 3acobiB. FAKIIO y MallieHTa 3 T0OBEPXHEBOIO
rpubKOoBOIO iH(DEKITi€t0 3’ IBNII0TLCS BUCHIIaHHS, 1110 MOXKHA II0B’I3aTH i3 3aCTOCYBAHHSIM
(bIyKOoHa30I1y, IOHasblle 3aCTOCYBaHHS MpernapaTy Tpebda NpUNUHUTH. fKINOo y MallieHTa 3
iHBa3MBHOI0/CUCTEMHOI0 I'PUOKOBOIO iHGEKITIE€I0 3’ IBMSIOTHCS BUCUIIAHHS Ha IIKipi, 3a #OT0 CTaHOM
noTpiOHO pPeTenbHO CIOCTEPIraTu, a y pasi po3BUTKY OyIb03HUX BUCUIIAHb a00 MyNTbTUGHOPMHOI
€PUTEMH 3aCTOCYBaHHS (HIYKOHA30JIy NOTPIOHO NPUITUHUTH.

I'inepuymaugicmy. YV pigKiCHUX BUIIafKaX IOBIJOMJISNIY IIPO PO3BUTOK aHA(ITaKTUYHUX peaKIiil
(muB. po3min «IIpoTUOKa3aHHI»).

ITumoxpom P450. ®nykoHa3zon € momipauM iHribitopom dhepmentis CYP2C9 ta CYP3A4. Takox
bnykoHa3o1 € noMipauM inribiTopom pepmenty CYP2C19. Tpeba crocTepirati 3a CTaHOM IAIli€HTIB,
SKi OTHOYaCHO 3aCTOCOBYIOTH (PIyKOHA30JI Ta IIpernapaTé 3 By3bKUM TepaneBTUYHUM BiKHOM, III0
MeTabomizyoTbcs 3 yuyacTtio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3pin «B3aeMofia 3 iHIMUME
JiKapChKUMHU 3acob6aMu Ta iHIIi BUAKU B3aEMOiN»).

TeppeHaduH. [ToTpiOHO peTeNbHO CIOCTEPIraTH 3a CTAHOM IallieHTa IIPX 0OJHOYACHOMY 3aCTOCYBaHHI
TepbeHanuHy Ta GryKoHa30iy B 0o3i MenIre 400 mMr Ha go0y (quB. po3ninu «IIpoTunoka3aHHS» Ta
«Bzaemogis 3 iHIIUMY JTiIKapCLKUMHU 3aco0aMu Ta iHIIM BUIU B3aEMOIIN»).

KaHou0o3. JocniaxeHHS IT0Ka3alyd 3pOCTaHHS MOMUPeHOCTi iHdekii Buny Candida, BigMiHHUX

Bi C. albicans. BoHY 4acTo € IpUPOIHO pe3uCTeHTHUMHU (Hanpuknan, C. krusei ta C. auris) abo
NEMOHCTPYIOTh 3HUKEHY YyTNUBICTh [0 dhiykoHa3ony (C. glabrata). Taki iHbeKIIil MOXYTh
noTpebyBaTu anbTEPHATUBHOI IPOTUTPUOKOBOI Tepartlii yepe3 HeeeKTHUBHICTh NTiKyBaHHS. ToMy
PEKOMEHYEThCS BpaX0BYBaTU IOLIKMPEHICTh PE3UCTEHTHOCTI pi3HUX BUAIB Candida 0o ¢pnyKoHa3o07y.

IonomixcHI peuyosuHu.

[TpemapaT MiCTUTH JTaKTO3Y. AKIIO y MallieHTa BCTAHOBJIEHA HEIIEPEHOCHUMICTh [IesIKUX LIyKpiB, Tpeba
IIPOKOHCYJIbTYBaTHCS 3 JIikapeM, MepIll HiX MpuiitMaTy Lel TiKapchKuii 3aciob.

Opna TabreTka JIiKapCceKoro 3acofy @yuuc® MicTHTh MeHIe 1 MMOJb HaTpiwo (23 Mr), To6TO
IpernapaT MPaKTUYHO BiIbHUU Bif HATpIi0.

3acmocysaHHa y nepiod sazimHocmi abo 200y8aHHs 2py00H0.
2KiHKu penpoOyKmueHO020 8iK)Y.
[Tepen moyaTKOM JIiKyBaHHS MaLiEHTKY CIIif MpoiH(OpMyBaTH PO NOTEHIIMHNY PU3UK [AJIS MJIOAA.

[Ticns 3acTocyBaHHS OOHOPA30BOl 03U MOTPiIOHO BUTpPUMATH Iepiof BUBeeHHS QIyKOHA30ITy, SKUAH
CTaHOBUTH NMpubIM3HO 1 TUXKOEHH (10 BifmoOBimae 5-6 mepiogaM HamiBBUBEOEHHS), 0O HaCTaHHS
BariTHOCTI (AuB. po3min «PapMaKOKiHETUKA»).

Y pasi TpuBanux KypciB NiKyBaHHS XiHKaM PeNpPOIYKTHBHOI'O BiKYy CIIi[l PO3TNISHYTH MOXIIUBICTh



3aCTOCYBaHHS KOHTPAUEIIil IPOTSATOM YChOT'0 MEPiofy JiKyBaHHS Ta IPOTATOM 1 THKHS MiCs
IPUIOMY OCTAHHBOI TO3H.

BazimHicmp.

OOcepBalliliHi mocigKeHHS CBifYaTh PO MigBUIEHNY PU3UK CIIOHTAHHOTO abopTy y XKiHOK, gKi
OTPUMYBaK (IYKOHA30JI MIPOTITOM IEPIIOTro Ta/abo APyroro TPUMECTPY, IMTOPIBHSIHO 3 TaKUM y
XKIHOK, fKi He mpuiManu GayKoHa30/1 abo OTPUMYBAJIU MiCIleBi a30Ju Y TOM camuil epiof.

IlaHi 1I10[10 KiMbKOX THCSY BaTiTHUX XKiHOK, SKi OTPUMYBAJIU JIiKyBaHHS (PJIYKOHA30JIOM y
KyMyJIATUBHIN 1031 < 150 Mr y nepiioMy TpUMeCTpi, IeMOHCTPYIOTh BiICYTHICTh 3POCTAHHS
3arajbHOTO PU3MKY Bafl PO3BUTKY IJIOAY. B OMHOMY BETMKOMY CIIOCTEPEKHOMY KOTOPTHOMY
IOCTiIKEeHH]i IepopaibHe 3aCTOCYBaHHS (DITyKOHA30I1y B IIePIIOMY TPpUMecTpi 0710 moB’si3aHe 3
HEBEJIMKUM IIiIBUIIeHNM PU3UKOM Bafl PO3BUTKY CKeJIeTHO-M S130BOI CUCTEMH, 110 BifIIOBifae
npu6nu3Ho 1 momatkoBoMy Bunagky Ha 1000 XKiHOK, IKi OTpuMyBaau KyMyIsSTUBHI 103U < 450 mr,
TIOPiBHSAHO 3 XKiHKaMHU, SIKi OTPUMYBaJIA a30JIM MiCIeBOI fil, i mpubnu3HO 4 MOMaTKOBUM BUIIaKaM Ha
1000 xiHOK, SKi OTpUMYyBaIu KyMyJISTHBHI 1031 Ginbire 450 Mr. CKOPUTOBaHUY BiTHOCHUYN PU3UK
ctanoBuB 1,29 (95 % [I: 1,05-1,58) pns go3u diaykoHalony 150 mr nepopansHo Ta 1,98 (95 % [I:
1,23-3,17) ons go3 ¢pnykoHazomny Oinbiie 450 mr.

HasiBHi emifeMionoriyxi JOCTigKeHHS 1I[0I0 PO3BUTKY Baj Ceplis IIPU 3aCTOCYBaHHI (GIyKOHA30Jy Y
1epiof BariTHOCTI Jai0Th cynmepednBi pe3ynbraTu. OgHaK MeTaaHasi3 5 oOcepBaliitHUX AOCITiAKEHb,
IIPOBEeEeHUX 3a y4YacTIO KiJIbKOX THCSY BaTiTHUX XKiHOK, SIKi OTpUMyBaid (PJIyKOHA30J IIPOTITOM
IIePIIOTr0 TPUMECTPY, BUSIBUB IiIBUIIIEeHHS PU3UKY PO3BUTKY Bajl CeplLsl Y HEMOBIAT B 1,8-2 pa3u
TIOPiBHSTHO 3 TAKMM Y HEMOBJISIT, MaTepi SIKHX He 3aCTOCOBYBasu (HIIyKOHA301 Ta/abo
BUKOPUCTOBYBAJIX a30JI4 [AJIs MiCLIEBOr0 3aCTOCYBaHHS.

Y moBimOMIIEHHSAX OMKCAHO BPOAKEHI Bafiyl PO3BUTKY Y HEMOBIIAT, MaTepi SKUX OTPUMYBaJid BUCOKI
mo3u (Big 400 mo 800 Mr/mo0y) dbnaykKoHa301y y mepiof BariTHOCTI mpoTsroM 3 micsiiB abo Oinbiie mpu
JIiIKyBaHHI KOKIIUAi01I0MiK03y. Cepef BpOAKEHUX Bal, AKi CIIOCTePiraaucs y nux giTed, -
Opaxinedarnis, gucnasis ByIIHUX PaKOBKH, HafiMipHe 30ibIIeHHS IIepeIHbOT0 TiM I4Ka,
BUKPUBJIEHHS CTETHOBOI KiCTKHU Ta IPOMEHEBO-TJIEY0BUM CUHOCTO3. [I[pHYMHHO-HACTIIKOBUY 3B’ 130K
MiXK 3aCTOCYBaHHSIM (pJIYKOHA30Jy Ta BPOIXKEHUMU BaflaMU HE BCTAHOBIIEHUH.

He crig 3acTocoByBaTH 3BMYaiiHi 1031 (IyKOHA30Jly Ta KOPOTKOTPHBAI KypCH JTiKyBaHHS
(bITyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSITKOM KpPalHbOI HEOOXigHOCT.

He crig 3acTocoByBaTH BUCOKi 003U (PIyYKOHA30 Ty Ta/abo TprBai KypcH MiKyBaHHS (DITyKOHA30JI0M y
1epiof BariTHOCTI, 3a BUHATKOM JIiIKyBaHHS iH(EKIIi}, 110 MOXKYTh 3arp0KyBaTH XKUTTIO.

I'odysaHHA 2pydoro.

®nyKoHa30J1 TPOHUKAE ¥ TPyOHE MOJIOKO Ta AocATrae KOHIEHTpallii mofi0Hol 7o piBHA Yy Myla3Mi KPOBi
(OuB. po3pin «PapmMakoKiHeTHKa»). ['ofyBaHHA I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCIII PA30BOTr0
3aCTOCYBaHHS 3BUYalHOI 703U (HIyKOHA30I1y, [0 CTaHOBUTE 150 Mr.

TomyBaTH TPYAII0 HE PEKOMEHAYEThCS Ipu 6araTopa3oBOMy 3aCTOCYBaHHi (GIyKOHa301y 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 moTeHiliHi mo6iuni edpextu npenapaty Oyuuc® a6o
OCHOBHOT'O 3aXBOPIOBaHHS MaTepi AJis QUTUHY, 1Ka OTPUMYyE I'PyIHE BUTONOBYBaHHS.



depmuabHiCMb.

®yKOoHA301 He BIJIUBAB Ha (PEPTUIIBHICTL CaMIliB Ta CaMOK LIyPiB.

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

HocnimkeHb BINIUBY (IYKOHA30Jy Ha 3MATHICTh KEPyBaTH aBTOTPAHCIIOPTOM ab0 IpaIioBaTH 3
IHIMMMY MexaHi3MaM¥ He TPOBOIUIIH.

[MTanieHTiB moTPiOHO MOiHGOPMYBaTH PO MOKJIUBICTh PO3BUTKY 3allaMOPOYeHHs abo CyaoM (OuB.
po3min «ITob6iuHi peakiiii») mif Yac 3aCTOCOBYBaHHS Ipemnapary. [Ipu po3BUTKY TaKUX CUMIITOMIB He
PEKOMEHIYEThCS KepyBaTU aBTOTPAHCIIOPTOM ab0 IpalfoBaTH 3 iHIIKMU MeXaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.

[IpenapaT 3aCTOCOBYBaTHU IepopasnbHo. [IpuitoM mpenapaTy He 3a/eKUTh Bifl IPUHOMY 1XKi.

Llopocai.

[Ipenapat 3acTocoByBaTu B 103i 150 MI 0BHOPa30BoO.

IauieHmu AiMHbO20 BIKY.

[Tpu BimCcyTHOCTI 03HAK MOPYLIeHHS (PYHKIIM HUPOK [JIg JTiKyBaHHS 1€l KaTeropil naiieHTiB
3aCTOCOBYBaTHU 3BUYaUHY 03y [AJII JOPOCIIUX.

ITopyweHHA GYHKUII HUDOK.

®nyKOHa30J1 BUBOAUTHCA IIePeBaxKHO 3 ceyelo y He3MiHeHoMY BUriIgai. [Ipu omHopa3oBoMy
3aCTOCyBaHHI (pJIyKOHA30/1y KOPUTYBATH O3V IIill KaTeropii maiieHTiB He MOTPiOHO.

IopyweHHA GYHKUIU NeYiHKU.

®nykoHa3051 IOTPiOHO 3aCTOCOBYBATH 3 00€PEKHICTIO MallieHTaM i3 opyIIeHHAMHU GQYHKIIIN TeYiHKH,
OCKiNTbKHM iH(pOpMalil oA0 3aCTOCyBaHHSA (IyKOHA30J1y IIill KaTeropil nauieHTiB HefOCTaTHLO (IUB.
po3minu «Ocob6auBOCTI 3acTOCyBaHHSI» Ta «I100iuHi peakirii»).

Himu.

EdekTuBHicTh Ta 6e3meKa 3aCTOCYyBaHHS IIpenapaTy AJid JTiKyBaHHS IeHiTaJTbHUX KaHAUO03IB y OiTeln
He BCTaHOBJIEHI, He3BaXKal04y Ha BUUYEPIIHI JaHi I0A0 3aCTOCyBaHHSA (QIIyKOHA301y AiTAM. AKII0
icHye HaranmbHa notpeba 3aCTOCYBaHHA IIpelaparTy mifgmiTkaM (BikoM Big 12 mo 17 pokiB), moTpi6HO
3aCTOCOBYBaTHU 3BUYalHi 003U AJIS JOPOCIIUX.

Ilepedo3yeanHsi.



CuMIITOMH: TasIOIKMHAIl] Ta IapaHoigasbHa IOBEeMiHKa.

JIikyBaHHSA: CUMIITOMATAYHE (Y TOMY YUCJIi IPOMUBAHHS IIJIYHKA U NiATPUMYyO4a Tepamnis).
®nyKoHa30J1 BUBOIUTHCS ITIEPEBAXKHO 3 Ceuelo, TOMy (popCOBaHUM [iype3 MoXKe MPUCKOPUTHI
BUBeIeHH npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUKYE PiBEHb PIYKOHA30JTYy V
na3Mi KpoBi mpu6nau3Ho Ha 50 %.

ITobiuni peakuii.

[ToBigoMunsinu mpo MeOUKaMEeHTO3HY peaklliio 3 eo3uHodiniero i cucremaumu nposiamu (DRESS),
acoIrifioBaHy 3i 3aCcToCyBaHHAM GIyKOHa301y (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

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

II7s OLiHKY YaCTOTU BUHUKHEHHS MOGIYHUX peakilili BUKOPHUCTOBYIOTh TaKy Knacudikariiio: myxe
yacTto (=1/10), gyacro (Bim =1/100 mo <1/10), HeuacTto (Big =1/1000 mo <1/100), pigko (Big =1/10000
no <1/1000), myxe pigko (<1/10000), yacToTa HeBigoMa (HEMOXKJIMBO OL[IHUTH Ha MiCTaBi HasiBHUX
OaHUX).

3 6oky cucmemu Kposi ma aimpamuyHoi cucmemu.

HeuacTo: aHemis.

Pigko: arpaHynouuTo3, TeHKoIeHis, HEUTPOIeHiss, TPOMOOLIUTOIEHIs.

3 6oky imyHHOI cucmemu.

Pigko: anadinakcis.

3 6oky memaboaizaMy ma Xap4ye8aHHA.

HeuacTo: 3HUXKEHHS alleTUTY.

Pigko: rineprpurminepunemis, rinepxojiecTepuHeMis, TinoKagieMisa.

3 boky ncuxiku.

HeugacTo: 663COHHS, COHIUBICTB.

3 6oky Hepsogoi cucmemu.

YacTo: ronoBHUM Oifb.

HeuacTo: cygomu, 3anaMopo4YeHHs, ITapecTesii, MOpylIeHHsS CMaKy.

Pigko: Tpemop.

3 6oky opaaHis cayxy ma pisHosazu.

Heuacro: BepTuro.



3 6oky cepus.

Pigko: mapokcu3MasbHa IUIYHOYKOBA TaxXiKappisd TUILY «IipyeT», momoBkeHHd iHTepBany QT (mus.
po3min «OcobMMBOCTI 3aCTOCYBAHHS»).

3 60Ky WAYHKOBO-KUWKOBO20 MPAKMY.

YacTo: 0inb y YepeBHill IOPOXKHUHI, fiapesi, Hy#oTa, OJI0BaHHS.
HeuacTo: 3anop, gucrerncis, MeTeopusM, CyXiCTb Y POTi.

3 6oky eenamobiniapHoi cucmemu.

Yacro: migsumienHs pisuiB AJIT, ACT, myxHoi dochaTa3u B KpoBi (guB. po3ain «Oco6auBOCTi
3aCTOCYBaHHS»).

HeuacTo: xonecTas, JKOBTSHUIIS, MiBUIIeHHS piBHA 6inipy06iny (muB. po3ain «OcobnuBocTi
3aCTOCYBaHHS»).

Pigko: mediHKoBa HEIOCTATHICTh, FeNaTOLEIOISPHUAN HEKPO3, TeIaTUTH, TeNaToLeoIIsIpHe
ypaxeHHs (OuB. po3min «OcoO0IMBOCTI 3aCTOCYBaHHS»).

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

HeuacTo: cBepOixk, MeEIUKaMEeHTO3HUY JepMaTUT (BK/II04Yaruu HiKCOBaHUY MeOUKaMEeHTO3HUN
[epMaTUT), KPOIUB IHKA, MiABUILEHE TOTOBUNEHHS (IUB. po3xin «Oco6IMBOCTI 3aCTOCYBAHHS»).

Pigko: TOKCUYHUY emligepMalbHUM HEKPOi3, cuHapoM CTiBeHCa-[[;)KOHCOHA, TOCTPUM
reHepasi30BaHUY eK3aHTeMaTO3HUM IyCTYyIb03, €KCQOIiaTUBHUYN AEePMaTUT, aHTIOHEBPOTUYHUYN
HaOpsK, HabpsK oOnuyuds, anomenis (AuB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

YacToTa HeBifoMa: MeilMKaMeHTO3Ha peakilis 3 eo3uHodimieto i cuctemuumu nposieamu (DRESS).
3 60Ky 0nopHO-pyx08020 anapamy ma cnoay4Hoi MKAHUHU.
Heuacrto: mianris.
3azanvHi nopyweHHA ma peakuii y Micui 8e0eHHA.
Heuacrto: mifBsuilieHa BTOMJIIOBaHICTh, HE3yKaHHS, aCTeHis, rapsg4ka.
itm

YacToTa Ta xapakTep MoO6iYHUX pPeakllii Ta BigxuiieHb TaO0PATOPHUX ITOKA3HUKIB y miTel, sSKi
GbikcyBanucs mmif 9ac KJIiHIYHUX JOCTiAKeHb, KPiM reHiTalIbHOT0 KaHAUA03Y, € IOPiBHAHHUMU 3
TaKUMHU y JOPOCIIUX.

[ToBigoMIIeHHS PO Mimo3pIoBaHi m0o6ivHi peakirii

[ToBimomneHnHs mpo mobiuHi peakiril micis peecTpatlii TikapchbKoro 3aco0y Ma€ BaXKIuBe 3HAYEHHS.
LTe nae 3MOry IpOBOAUTYU MOHITOPUHT CIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaKOoX IallieHTaMm abo ix



3aKOHHUM ITpeICTaBHUKAM CJIifl ITOBiIOMIISITH IIPO yCi BUMTAOKM IMig03pI0BaHUX MOOIYHUX peakiliit Ta
BifICYTHOCTI e(peKTUBHOCTI TiKapchKOro 3aco0y yepe3 ABTOMATH30BaHY iHGOPMAIliliHy CUCTEMY 3

(dbapMakoHarnsAgy 3a MocunaHHsAM: https://aisf.dec.gov.ua

Tepmin npudamHocmi. 3 POKH.

YMoBu 30epiranHsi.
30epiraTu npu Temnepartypi He Bute 25 °C.

36epiraté y HEOOCTYIIHOMY OJIST OiTe# MicCIIi.

YnaxoBka.

[To 1 Tabmetui y GmicTepi; mo 1 6icTepy B KapTOHHIN yIaKOBIIi.

Kareropis Bigmycky.

bes penernra.

BupoOHHK.
KYCYM XEJITXKEP I1BT JITH/

KUSUM HEALTHCARE PVT LTD.

Micue3HaxoKeHHsI BUPOOHHKA Ta ajipeca MicCIsi MPOBaIXKeHHsI HOro Tis/IbHOCTI.

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

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

IHCTPYKIIA



IJIsI METHYIHOT 0 3aCTOCYBaHHS JIiIKapChKOI'0 3aC00y

®YIIUC®

(FUSYS?)

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

0onoMidCHI pe4oB8UHU: TAKTO3W MOHOTIPAT, Ie/I0/103a MiKpOKpUCTaiyHa, noBigoH K30, Tansk,
MarHilo cTeapaT, HaTPil0 KPOXMaIbIMKOIAT (TUI A), HATPil0 KPOCKapMeo3a.

Jlikapcbka ¢popma. TabneTku.

OcHosHi (pizuko-xiMiyHi 8aacmusocmi: Gimi, KpyTi 3i CKOIIeHUMY KpasiMu TaOJIeTKH 3 JliHi€0
po31aMy 3 OfHOT0 OOKY.

dapmMakoTepaneBTHYHA rpymna. [IpoturpubkoBi 3aco0u 1T CUCTEMHOTO 3acTOCyBaHHs. [ToxigHi
Tpua3soiy. Kog ATX JO2A CO1.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

MexaHi3M mii.

®nykKoHa3071 € TPOTUTPUOKOBUM 3aCO00M KJ1acy Tpra3oiiB. [IlepBUHHUM MexXaHi3MOM Horo fii €
npurHiyeHHs rpubKoBoro 14 anbda-1aHOCTEPOI-IeMEeTUIIOBAHHS, 0TI0CEPENKOBAHOT0 IUTOXPOMOM
P450, 110 € HeBifg'eMHUM eTanoM 6ioCcuHTe3y IPUOKOBOT0 eprocrepony. AKymynsiia 14 anbda-MeTun-
CTEPOJIiB KOPEJTIIOE 3 MOMIaIbIIO0 BTPATOI0 eprocTeposy MeMOpaHoio rpuOKOBOL KITITUHU Ta MOXKe
BifiTIOBigaTH 3a IPOTUTPUOKOBY aKTUBHICTh (PriyKOHa3051y. ®IyKOHa307 € OiNIbII CEIEKTUBHUM 10
rpubkoBux GhepMeHTiB nuToxpomy P450, Hixk mo pisHux cucteMm pepmenTiB nutoxpomy P450 ccasiiis.

3acTocyBaHHS GIyKOHa307y B 1031 50 Mr Ha mo0y mpoTsaroM 28 OHIB He BIJIUBAE Ha PiBEHb
TECTOCTEPOHY B IJTa3Mi KPOBi y 40/I0BiKiB a60 Ha piBeHb €HIOT€HHUX CTEPOIiB Y KiHOK
PenponyKTUBHOTO Biky. ®nykoHazon y no3i 200-400 Mr Ha moOy He MPOSIBIISE KITiHIYHO 3HAYYIIOTO
BIIJIUBY Ha PiBeHb €HAOTE€HHUX CTEPOifiiB a0 Ha BigMOBiIb Ha CTUMYJISIII0 aqPEHOKOPTHKOTPOIIHOTO
ropmoHy (AKTT') y 3mopoBux f0OPOBOJIBLIIB YOI0BIUOl CTATI.

HocmimKeHHS B3aEMOIii 3 aHTUITIPUHOM ITPOIEMOHCTPYBAJIO, 1110 3acToCyBaHHS 50 MT QrIyKoHa30y
pa3oBo abo 6araTopa3oBo He BIJIMBA€E Ha MeTabo0Ii3M aHTUIIIPUHY.



YyTIuBiCcTh in Vitro.

®nykoHa3071 in vitro 0EMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO KJTiIHIYHO MOMKWPEHUX BULIB
Candida, (Bkmiouatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata neMOHCTPY€E 3HUKEHY
YyTHUBICTh [0 (yKoHa3ony, a C. krusei ta C. auris € cTiikuMmu g0 GrnykoHa3ony. MiniManbHi
inribyroui KoHIIEHTpaIlii Ta emigemionoriyne nmoporose 3HaueHHs 3rinHo EUCAST (ECOFF) mns
dbmykoHa3omy ctocoBHO C. guilliermondii Bumii, HiXK cTocoBHO C. albicans.

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

B3aeM03B’130K dhapMaKOKiHETUYHUX i hapMaKOOUHAMIUHAX BIACTUBOCTEH.

BigmoBigHO 00 pe3ysbTaTiB OOCIIAXKEHDb Ha TBAapUHaX, iICHYE KOPEJALisi MiXK MiHiMalIbHOI
inribyrouoio KoHueHTpalieo (MIK) Ta eheKTUBHICTIO IPOTU eKCIIepHMEHTAIbHUX Mofesiell MiKO03iB,
cripuuynHeHux BupaMu Candida. BifnoBifHO 00 pe3ynbTaTiB KIIHIYHUX JOCTIAKEHb, iCHy€E JliHiliHa
3anexHicTh Mik AUC Ta 103010 ¢hiaykoHazony (mpubnusno 1:1). Takox icHye mpsiMui, ane
HenocTaTHi 3B’930K MixK AUC a60 103010 Ta IMO3UTUBHOIO KITiIHIYHOO BiTIOBIA/II0 Ha JTiKyBaHHSA
OpaJIbHOT0 KaHAMA03Y Ta MEHIIIOK MipOI0 - KaHOUOeMil. AHAIOTiYHO JTiKyBaHHS iH(QEKIin,
CIIpPUYMHEHUX LITaMaMH, 00 KX (IyKOHA30Jl 0eMOHCTPY€E BUCOKY MIK, € MeHIII 3aJOBiIIbHUM.

MexaHi3M pe3nuCTEHTHOCTI.

Mikpooprauiamu pony Candida BeMOHCTPYIOTh YACEIbHI MeXaHi3MU PE3UCTEHTHOCTI 0 a30JIbHUX
npoTurpubKoBUX 3ac006iB. ®1yKoHa307 feMoHCTPYe BucoKy MIK mpoTu mramiB rpubiB, SKi MaloTh
onuH abo GinbIle MexaHi3MiB PE3UCTEHTHOCTI, I1I0 HEraTUBHO BINIMBAE Ha e(h)eKTUBHICTE in vivo Ta B
KITiHIYHIA TPaKTHUIIL.

Y 3a3Buyan yyTnuBUX BUAIB Candida HaldyaCTilIUM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B SKOMY
3apisHi HinboBi hepMeHTH a30iB, BifnoBiganbHi 3a 0i0CUHTE3 eprocTepony. Pe3uCTEHTHICTh MOXKe
Oyt 00yMOBJIE€Ha MyTallifiMU, IOCUJIEHHSAM IPOAYKIIl (pepMeHTY, MexaHi3MaMu e(IIIOKCy IIpenapaTy
a00 PO3BUTKOM KOMIIEHCATOPHUX IIJISAXIB.

[MoBigomnsnu npo cynepingexkiii Candida spp., cipuunuHeHi inmmmy, Hix C. albicans Bugamu, 1o
YacTO MalOTh 3HUXKeHY uyTnuBicTh (C. glabrata) abo € crilikumu (Hanpuknag, C. krusei, C. auris) 0o
bnykoHazony. [Is niKyBaHHS TaKuUX iHQEKIIH CIil 3aCTOCOBYBaTH albT€PHATUBHI TPOTUTPHUOKOBI
3acobu. MexaHi3MH Pe3UCTEHTHOCTI IIfe He [0 KiHIIS BUBYEHi B OesIKUX MPUPOIHO cTiikux (C. krusei)
a060 HoBuX (C. auris) Bunis Candida.

KonTponsHi Toukr EUCAST (E€BponercbKOTro KOMITETY 3 HOCiIKeHb YYTAUBOCTI 10 aHTUMIKPOOHUX
3aco00iB).

Basyrouunce Ha mocaigKeHHI papMaKOKiHETUUHUX/PapMaKOOUHAMIYHUX JaHUX, YYTJIUBOCTI in vitro Ta
KJTiHi4HOI Bifmosigi, 6y0 BU3HaYeHO KOHTPOJIbHI TOYKY s (HIIyKOHA30I1y AJIs MiKpoOpraHi3MiB pomy
Candida. (Cynposigaui po3’sacHioBanbani fokyMeHT EUCAST nnsa daykonasony (2020) - Bepcid 3;

€BpONeNCLKUN KOMITET i3 HOCTiIKeHb YYTINBOCTI 10 aHTUMiIKPOOHUX 3ac006iB, [TpoTUTpHOKOBI

3aco6u, Tabnuili KOHTPOILHUX TOYOK s inTepnperanii MIK, Bepcist 10.0, HaGyB YUHHOCTI
04.02.2020 p.). Bouu Oynu po3mnofineHi Ha KOHTPOJIbHI TOYKH, 1110 He IIOB’sI3aHi 3 IEBHUM BUOM, SKi

0i/1BI1I0I0 MipOI0 BU3HAYAIUCS Ha OCHOBI (hapMaKOKiHeTUYHUX/HapMaKOOgUHAMIYHUX HAaHUX i He
3asexXkarTh Bifl PO3MOMiNy Ha MeBHi BUOW 3a MiHiManbHOIO iHTiOy0490i0 KOHIIEHTpalli€lo, Ta Ha
KOHTPOJIbHI TOUKH, TIOB’sI3aHi 3 IEBHUM BU[IOM, II[0 Ha4aCTillle acolilol0ThCsa 3 iHeKIiaMu y
moauHU. Ll KOHTPOIbHI TOYKY HaBeOeHO HUXKYE.
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S yyTnuBuii;
R pe3ucTenTHUY;

a - KOHTPOJIbHI TOYKH, 1110 He II0B’sI3aHi 3 IEBHUM BHUIOM, SIKi Oi/TbIII0I0 MipOI0 BU3HAYAIKCS Ha OCHOBI
(bapmakokiHeTH4YHOI/PapMaKofrHaMiuHOI iH(popMaliil i He 3ayiexkaTh Bifl pO3MOLiTy Ha IeBHi BUOYU 3a
MiHiManbHOIO iHTiIOYI040I0 KOHIIEHTPalli€0. BoHM HOCTiXKyBamUCh Nullle Y MiKpOOpraHi3MiB, y IKUX
He icHye crenudiyHOol KOHTPOIbHOI TOUKH;

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

* Yci noka3uuku C. glabrata B kateropii I. MIK npotu C. glabrata cnif oniHIOBaTH IK PE3UCTEHTHI,
KOJIM BOHU nepeBumyioTs 16 mr/mn. Kateropia gytnusocTi (< 0,001 Mr/m) BUKOPUCTOBYETHCS JIUIIE
o 3ano0iraHHs MoMmIKoBoI Kiacudikanii mramis I sk mrtamis S. | - 9yTIuBui 3a yMOBH
MigBUIEHOl eKCIIO3KIIil: MiKpOOPraHi3M HaJIeXKUTh A0 KaTeropil «4yTAUBUYM 3a YMOBHU MiABUIIEHO]
€KCITO3UIIil» y pa3i, Kolu iCHye BUCOKa UMOBIpHICTh TePaleBTUYHOTO YCIIiXy, OCKiJIbKM €KCIIO3UIIis
npemnapaty Oysa 30inbIeHa 3a paXyHOK KOPEKIil pekuMy fo3yBaHHS a00 #0oro KOHIEHTpalil y
BOTHHUII iHDeKIil.

dapmakoKiHemuxka.

dapMaKOKiHEeTHYHi BNacTUBOCTI GJIYKOHA30Iy € MOAI0HUMY NIPY BHYTPIITHLOBEHHOMY i
[IepOpPaIbHOMY 3aCTOCYBAHHI.

AGcopOiis.

®nykoHa3051 mobpe BCMOKTYETLCS IIPH IIepOPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary B I1a3Mi
KPOBi i crcTeMHa 0ioffoCTyNHICTh nepeBuillyioTh 90 % piBHS QIyKOHA30y B IJIa3Mi KPOBi, 110
IOCSITAETHCS MIPU BHYTPIITHLOBEHHOMY BBeleHHI npemnapaTy. OgHOYacHe BXKHBaHHS 1XKi He BIIJIUBaE
Ha BCMOKTYBaHHS IIpenapaTy IIpU M0ro IepopajbHOMY 3aCTOCyBaHHI. [IikoBa KOHIIEHTpAallis y mia3Mi
KpOBi gocaraetbcs yepes 0,5-1,5 rogunu micig npuroMy IpenaparTy HaTiecepie. KoHieHTparis
mpenaparty B IIJIa3Mi KpPOBi mpomnopiidHa fo3i. PiBHOBaxkHa 90 % KOHLIEHTpallid JOCATaeThCS Ha 4-5-11
neHb Ipu 6araTopa3oBOMY 3aCTOCYBaHHiI OIMH pa3 Ha 0o0y abo Ha APYTuil AeHb JTiKyBaHHS NIpH
3aCTOCYBaHHi y mepiiui IeHb HaBaHTaXXyBa/IbHOI [I03H, 1[0 BABiIYi IepeBUIllye 3BU4aHy 0OOOBY I03Y.

Po3moopmin.

0O06’eM po3smnopiny npubIu3HO NOPiBHIOE 3aralbHOMY BMICTY pifyHU 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 HamiBBUBeHeHHS 30inbmyeThcs Bif 30 mo 98 romun. ToMy w1iii KaTeropii mamieHTiB
HeoOXiTHO 3MEHIIUTH H03Yy GIyKoHa30my. ®IyKoHA30JT BUAAISEThCS 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 HEJOHOIIEeHUX
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»):



- TOCTPUY BariHalbHUN KaHOAWA03, KOJIK MiCIleBa Tepallisi He € AOLiIbHOIO;
- KAHOUIOo3HUM O6anaHiT, KoM MiclleBa Tepallisi He € JOIliIbHOIO.

Tepamito npenapaTom ®yruc® MoXKHa PO3MOYMHATH 10 OTPUMaHHS Pe3yIbTaTiB KyIbTyPaIbHUX Ta
iHmux nabopaTopHUX OOCTiAKeHb; OOHAK ITiC/Ig OTPUMaHHS Pe3yNbTaTiB AOCITiAKEeHb
IPOTUIH(EKIIINHY Tepallilo MOTPiOHO CKOPUTYBATH BiATIOBITHUM YHWHOM.

Heob6xigHo GpaTu o yBaru odimiliHi peKoMeHzallii o0 BigTOBiIHOTO 3aCTOCYBAHHS
IPOTUTPHUOKOBUX 3aC00iB.

IIpomunoka3aHHs.

- T'imepuyTnuBicTh M0 GIyKOHA30TY, iHIINX a30IbHUX CIIOIYK a00 H0 OyOb-SKOI 3 MOTIOMiXKHUX
PEYOBHH IIpenapary.

- OgHOYacHe 3aCToCyBaHHS (HITyKOHA30/Iy Ta TeppeHaguHy Nali€eHTaM, IKi 3aCTOCOBYIOTh
bnykona3on 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3ybTaTaMy JOCTiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (QIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC00iB, III0 MTOIOBKYIOThH iHTEpPBA
QT ta meTabomnizyoTbcs 3a gornoMoroio hepmenty CYP3A4 (Hanpukiap, IU3anpumy, acTeMi3omny,
niMO3Uy, XiHIIUHY Ta ePUTPOMILIMHY), OUB. Po3hinu «Oco0IMBOCTI 3aCTOCYyBaHHS» Ta «B3aemomis 3
iHIMU TiKapChbKUMU 3aco0aMy Ta iHIIT BUOU B3aEMOIIN».

B3aemodia 3 inwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

ITpomunoka3aHe cymicHe 3aCmMocyB8aHHs (AyKOHA301y Md HUNCYe3d3HAYeHUX AiKapcbKux 3dcobis.

Iuzanpu0: OBiKOMIISIN IIPO PO3BUTOK MOOIYHUX peakiliii 3 00Ky ceplid, Y TOMY YHUCJIi IIPO
IIapOKCU3MaJIbHY LIIIYHOUYKOBY TaxiKaphiio TUIY «IIipyeT» y Halli€HTiB, SKi ODHOYaCHO 3aCTOCOBYBaJIU
bnykoHa301 Ta nu3anpun. OgHovyacHe 3actocyBanHs 200 Mr ¢prykoHasony 1 pa3 Ha moby Ta 20 mMr
1u3anpuny 4 pasu Ha fo0y IPU3BOAUIIO 10 3HAYHOTO MiBUIIEHHS PiBHS I[U3ANpPUy V IIa3Mi KPoBi
Ta [0 nmomoBxkeHHd iHTepBany QT. OgHOYacHe 3aCTOCYyBaHHS (PIIyKOHA30JIy Ta LKA3AIpULy
IIpOTUIIOKa3aHe (OuB. po3min «IIpoTunoka3aHHI»).

TepgeHaOuH: yepe3 BUMIaAKU PO3BUTKY TAXKKUX CEPLIEBUX apUTMill, CHPUUYNHEHUX [TOA0BXKEHHIM
inTepBany QTc, y nallieHTiB, gKi 3aCTOCOBYIOTh a30/IbHI IPOTUTPUOKOBI JTiKapChKi 3ac00M 0OGHOYACHO
3 TepbeHaguHOM, Oy TPOBENEH] HOCTiOXKEHHS B3a€MO/Iil ITUX MpemaparTiB. [Ipu 3acTocyBaHHI
bnykoHnasony y no3i 200 Mr Ha mo6y He Oys10 BUSIBIIEHO MMOAOBXKeHHS inTepBany QTc. ITpu
3acTocyBaHHi prykoHa3ony B go3ax 400 Mr Ha mo6y abo BuIle 3HAYHO IMigBHUIIYE PiBEHb
TepdeHaguHy B IIJIa3Mi KPOBi IIPKM OMHOYACHOMY 3aCTOCYBaHHI IIUX npenapartiB. CyMmicHe
3acTtocyBaHHS (yKoHa301y B fo3ax 400 Mr abo Buille 3 TepheHaAMHOM IIPOTUIIOKa3aHe (IUB. PO3Mi
«IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHI PriyKoHa30m1y B o3ax Huxk4e 400 Mr Ha fo6y ogHOYACHO 3
TepeHaguHOM CIIifl TPOBOJUTH PETEIbHUY MOHITOPUHT CTaHY Malli€HTa.

Acmemi30.: CyMiCHe 3aCTOCyBaHHS (DJIyKOHA30J1y Ta aCTeMi30JIy MOXKe 3MEHIINTHU KITipeHC
acteMizony. Cupu4nHeHe UM IiIBUIIEHHS KOHI[EHTPAIlil acTeMi30Ty B IJIa3Mi KPOBi MOXe
IIPHU3BECTH 10 NTOAOoBKeHHd iHTepBany QT Ta y pigKiCHUX BUIIafiKaX - A0 TapOKCU3MaIbHOL



IIJTyHOYKOBOI Taxikappil Tumy «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IPOTUIIOKa3aHe (OuB. po3nin «IIpoTunokasaHHs»).

ITimo3u0: omHOYaCHE 3aCTOCYBaHHS (PIIYKOHA30JTy 3 IiMO3UO0M MOXKe IIPU3BECTH [0 iHTiOyBaHHS
MeTabomi3My miMO3uAy, X04a BiITIOBITHUX OOCIigXKeHs in vitro Ta in vivo He mpoBomuiny. [ligBuIeHa
KOHIIeHTpallis MMO3UAy Yy Ma3Mi KpOBi MOXKe IIPU3BECTU A0 NOJ0BKeHHS iHTepBany QT Ta B
pigKiCcHUX BUIlafiKaxX OO MapOKCH3MaJIbHOI IUTYHOYKOBOI TaxiKappil Tuny «mipyetr». OgHO4YacHe
3aCTOCYBaHHS (PJIyKOHA30JIy 3 MIMO3UAOM IPOTUIIOKa3aHe (OuB. po3ain «IIpoTunoka3anasg»).

XiHiOuH: omHOYACHe 3aCTOCyBaHHS (HIIYKOHA30IIy Ta XiHiTWHY MOXKe MIPHU3BOAUTH [0 iHTiOyBaHHS
MeTabomi3My XiHiquHY, X04a BifMOBIAHMX AOCTiAkKEHb in Vitro Ta in vivo He IPOBOIUIIH.
3acTocyBaHHS XiHimuHY Oy710 OB A3aHe 3 MOAOBXKeHHAM iHTepBany QT Ta B pigKicHUX BHMIafKax
- IAPOKCU3MaJIbHOI0 IYHOYKOBO Taxikapai€e Tumy «uipyer». OgHOYacHe 3aCTOCYBaHHS
GbIyKOHA301y 3 XiHIIMHOM NIPOTUIIOKa3aHe (OuB. po3hin «I[IpoTunoka3aHHI»).

EpumpomiyuH: omHOYaCHE 3aCTOCYBaHHS (IYKOHA30Jy 3 EpPUTPOMIIIMHOM MOXKEe IIPU3BOOUTH [I0
MiOBUIIEHHS PU3UKY KapAIOTOKCUYHOCTI (mogoBxkeHHs iHTepBany QT Ta mapokcu3MabHOl
IUTYHOYKOBOI TaxXiKappil TNy «IIipyeT») Ta, K HaCJifoK, 4O PalTOBOl KOPOHAPHOI CMEPTi.
OpHOYacHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta ePUTPOMIIMHY IPOTUIIOKa3aHe (OUB. PO3Iin
«IIpoTunoka3aHHusa»).

He QGKOMQH@)ZGmbCﬂ 00HOYdCHe 3dCmMoOCyBAdHHA g;bjl)ZKOHCISO/l)Z ma Huxc4e3d3Ha4eHux /liKCIQCbKUX

3acobis.

T'anoppanmpuH: GIyKoHa30JI MOXKe CIPUUMHUTH MiABUIIEHHS KOHIIEHTPaIlil ranoaHTpUHY B I1a3Mi
KpOBi 3a paxyHOK npurHiueHHs CYP3A4. OpgHoYacHe 3aCTOCYBaHHS LIUX JIIKAPCHKUX 3ac00iB
MOTEHLIMHO MOXKe MPU3BOAUTH [0 MiABUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (TOAOBXKEHHS
inTepBany QT, mapokcu3ManbHa IUIYHOYKOBa TaxXiKaphisl TUILY «IIipyeT») Ta, K HACIiNOK, H0
parnToBoi ceplieBoi cMepTi. Tpeba yHHKATH 3aCTOCYBaHHS KOMOiHaIIil ITMX JiKapchKux 3acobiB (OUB.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

CymicHe 3acmocyeaHHA GaAYyKOHA304yY MA HUHCYE3a3HAYeHUX AiKapCbKux 3acobis aumazae
obepedicHOCMi.

AmioOapoH: ogHOYACHE 3aCTOCyBaHHS (HITyKOHA30Jy 3 aMioflapOHOM MOXKe IIPU3BECTHU H0
nopoBxKeHHs iHTepBany QT. [Ipu HeoOXimHOCTI cyMicHOTO 3acTOCyBaHHS (IYKOHA30Jy Ta aMiogapoHy
HeoOXiIHO TOTpuUMyBaTHCS 00epeKHOCTI, 0COOIMBO IIPX 3aCTOCYBaHHI (PIyKOHA30JTy V BUCOKUX [103aX
(800 mr).

CymicHe 3acmocyeaHHs GAYyKOHA304Y MA HUHCYE3d3HAYeHUX AIKAPCbKUX 3dcobie sumazae
obepedicHOCMi Ma Kopu2y8aHHs 003U.

Bnius iHwux sikapcvkux 3dcobis Ha GayKOHA301.

Kniniyno 3Hauym[oro BIIMBy Ha abcopOiIlifo (pIyKoHa30/Ty IIpU #0ro epopasbHOMY 3aCTOCYBaHHI He
MalTh OOHOYACHUY MIPUKAOM 1XKi, IUMETUANH, aHTallU[X, a TAaKOXK IIPOMeHeBa Teparis yCiel OigHKT
Tina (Ipu nepecapui KiCTKOBOI'O MO3KY).

PugamniyuH: ogHOYACHEe 3aCTOCYyBaHHS (IYKOHA30Iy Ta pudaMIiluHy NPU3BOAUIO 00 3HUXKEHHS
AUC =a 25 % Ta cKkOopouyBaJio Iepiof HamiBBUBeneHHS GiyKoHa3oiy Ha 20 %. Tomy Ojis marji€eHTis,
SIKi 3aCTOCOBYIOTH PUGAMITIIIVH, TOTPIOHO PO3TNISHYTH HOILIIbHICTS MiABUIIEHHS M031 (IIYKOHA30JTy.

I'idpoxsopomiasud: y mocnigxkeHHi papMaKOKiHETUYHOI B3a€MOIil OMHOYAaCHe 6araTokpaTHe



3aCTOCyBaHHS TiIPOXJIOPOTia3uay y 3M0POBUX JOOPOBOJIBIIB, SKi OTPUMYBaIu (GIyKOHA307,
IiABUITYBAJIO KOHI[EHTPALi0 (IyKOHa30iy B m1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3aeMOfil He
BHMaralTh 3MiH y pekuMi 003yBaHHSA (DIIyKOHA30Iy AJIS Malli€HTiB, SKi ODHOYACHO OTPUMYIOTh
CevoTiHHi 3aco0u.

Bnaue ¢aykoHaszoay Ha iHWi Aikapceki 3acobu.

®nykoHa3o € noMipauM inribiropom uutoxpomy P450 (CYP) izodepmenty 2C9 Ta 3A4. ®nyKoHA301
€ MOTYKHUM iHri6iTopoM i3odpepmenTy CYP2C19. Ha momaTok [0 CIIOCTEPeKYyBaHUX/MOKYMEHTAIbHO
igTBepAXKEeHUX B3a€MOiH, 10 ONKUCaHi HUXK4Ye, IPU OJHOYACHOMY 3aCTOCYyBaHHI 3 (hJIyKOHA30JI0M
icHye pU3UK MigBUINEHHS Y IJIa3Mi KPOBi KOHIIEHTPAIlil iHIINX CIIOJYK, 110 MeTaboIi3yI0ThCs,
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH Taki KoMOiHallil mpemnapaTiB IOTPiOHO 3
00epexXHiCTIO; TPU IbOMY HeOOXiTHO PeTeIbHO CIIOCTepiraTv 3a CTAHOM MallieHTiB. [IpurHiyyBambHa
nist GbIykKoHa301y Ha ¢pepMeHTH 30epiraeTbCsi TPOTATOM 4-5 mib micys 10oTro 3aCTOCYBaHHS Y 3B'SI3KY 3
10r0 TPHUBAJIMM IIEPiOOOM HalliBBUBEMEHHS (IUB. po3min «[IpoTUIIOKAa3aHHS»).

AbpouumuHib: drykonason (iuribitop CYP2C19, 2C9, 3A4) migBuiilyBaB €KCITO3UI[iI0 aKTUBHOI
yacTuHYU abpouuTuHiOy Ha 155%. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI i3 QrIyKoHA30710M CITif
BiIKOpUTyBaTH 03y abpouuTHHIOy 3TigHO 3 0ro iHCTPYKIIi€lo 00 NpU3HaYeHHS.

Anv(peHmatin: ogHOYACHe 3acToCyBaHHS (IyKoHa30y B 7031 400 mMr Ta anbheHTaHiny B f03i
20 MKT/KT BHYTDIIIHBOBEHHO CYNIPOBOMXXY€ETHCS ABOKPATHUM 30iblIeHHSAM II0Ka3HUKA

AUC,, (moxnuBo, uepe3 inridbysanasa CYP3A4). Lle 3yMoBioe He0OXiAHICTh y KOPUTYBaHHI J03U
anbpeHTaHiny.

AmimpunmusiH, HopmpunmuJiH: GpIYKOHA30JI IOCUTIIOE Ail0 aMiTPUIITUIIIHY Ta HOPTPUITUIIIHY.
PekoMeHIy€eThCSI BUMIPIOBATH KOHIIEHTpAllil 5-HOPTPUNTUIIHY Ta/a00 S-aMiTPUNITHIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Tepariii Ta 4epe3 1 THXKAeHb micns 11 moyaTky. Y pasi HeoOxifmHOCTI Tpeba
BIIKOPUT'YBaTHU [O3Y aMITPUITUIIHY YX HOPTPUIITUIIIHY.

Am¢pomepuuuH B: ogHOYaCHe 3aCTOCyBaHHS (HJIyKOHA30/1y Ta aMpoTepuluHy B iHpiKkOBaHUM MUIIaM
i3 HOpManbHUM iMyHITETOM Ta iH(}iKOBaHMM MUILIAM 3i 3HMKEHUM IMyHITETOM IIPU3BEJIO 10 TaKUX
pe3yIbTaTiB: HEBENIMKUY afUTUBHUYN IPOTUTPUOKOBUI edeKT Ipu cucTeMHiu iHdekil C. albicans,
BiICYTHICTh B3a€MOil IpX BHYTPIMIHbOYEpeNHiN iHbeKil Cryptococcus neoformans Ta aHTaroHi3M
[BOX IIperaparTiB IIpU CUCTeMHi iHpekil Aspergillus fumigatus. KniHiuHe 3HaYeHHS LIUX
pe3ybTaTiB HEBIOME.

AHMuKoaz2yasaHmMu: SiK i Ipyu 3aCTOCYBaHHi iHIIMX a30/IbHUX ITPOTUTPHUOKOBUX 3aC00iB, Ipu
OJHOYACHOMY 3aCTOCyBaHHI (IyKOHA301y Ta BappapuHy NOBIJOMIISAIU IPO BUIIAOKU PO3BUTKY
KPOBOTeY (reMaToMa, HOCOBa KpOBOTeYa, IIIJIYHKOBO-KUILIKOBA KPOBOTeYa, reMaTypid Ta MejieHa) Ha
TJIi TOOOBKEHHS NMPOTPOMOiHOBOTO Yacy. [Ipyr 0mHOYACHOMY 3aCTOCYBaHHi (DITyKOHA30IIy Ta
BapGapuHy crocTepiranaocs ABOKpaTHe MMigBUIIEHHS MPOTPOMOIHOBOTO Yacy, iMOBipHO, BHACTigOK
npurHiyeHHs MeTtabosniamy Baphapuny yepe3 CYP2C9. IToTpi6HO peTenbHO KOHTPOTIOBATH
IpoTpoMOiHOBHUI YacC y MAlli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHWHOBI aHTHKOATYISIHTA ab0
inmaupioH. Moxe O6yTy He0OXiIHOIO KOPEKIiS 03U aHTUKOATyJITHTY.

BeH3o0iazeniHu Kopomkoi 0ii, Hanpukaad, mi0a3oaam, mpua3onam: Ipu3HadyeHHs HIyKOHA30Iy
IiCJIs IepOpaIbHOT0 3aCTOCYBaHHS Mifla30J/laMy IIPH3BOAMIIO A0 3HAYHOTO IiIBUILIEHHS KOHIIEHTpallil
Mifla30/1aMy Ta [I0 IIOCUJIEHHS IICUXOMOTOPHUX e(eKTiB. OmgHOYacHe 3aCTOCyBaHHS (HIIYyKOHA30Iy B
no3i 200 Mr Ta mMigasoaMy B f03i 7,5 MT mmepopalibHO IpuU3BOAuIO Ao miasuileHHs AUC Ta nepiogy
HaliBBUBeHeHHsS y 3,7 Ta 2,2 pa3y BiamoigHo. 3acTocyBaHHS (GryKoHa3omy B fo3i 200 mMr/moby Ta
0,25 Mr TpuazonaMmy nepopanabHO Npu3Boguiio go migsuinernsas AUC ta nepiogy



HaliBBUBE[EeHHS Tpra3onamy y 4,4 ta 2,3 pa3y BianosigHo. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI
GbIIyKoHa301y Ta TpUa3ojaMy CIIOCTepiraiaocs NOTEHLII0BAHHS Ta IPOJIOHTalis edeKTiB Tpua3oaaMmy.

AKI10 MalieHTy, IKUM MTPOXOOUTh KypC IMiKyBaHHS (PIyKOoHA3070M, Tpeba OOQHOYACHO MTPU3HAYUTH
Tepariio 6eH30ia3eniHaMu, 103y OCTaHHIX MOTPIOHO 3MEHIIUTH Ta BCTAHOBUTH HaJIEXKHUYU HATJISAM 3a
CTAaHOM IIallieHTa.

Kapbama3zeniu: pmyKoHa30/1 IpUTrHiuye MeTa0os1i3M KapOaMa3eliny Ta CIPUYUHSIE MigBULIIEHHS
piBHS KapOaMasemniny B cupoBaTili KpoBi Ha 30 %. IcHye pu3uK PO3BUTKY IIPOSIBIB TOKCUYHOCTI 3 GOKY
kKap6aMmaseniny. Moxke OyTy HeoOXiIHUM KOPUTYBaHHS 03U KapbaMa3eniny 3a7ekHO Bifl piBHS #0ro
KOHIIEeHTpaIllil Ta Oil mpemapary.

bokamopu Kaavuiesux KaHanie: mesKi aHTaroHiCTH Kalblliio (Hipenumid, icpagumiy,
aMJIOUIIiH, BepanaMin Ta penogumnin) MetabonizyioTecs depmerTom CYP3A4. OnykoHa30mn
MOTEHIINHO MOXe IiABUIIYBaTU CUCTEMHY €KCIIO3UIIiI0 6JI0KATOPiB KalbI[iEBUX KaHAIiB.
PekoMeHI0BaHUY PETETbHUM MOHITOPUHT IIOJ0 PO3BUTKY MOOIYHUX peakiliii.

Ilenekokcub: mpu OMHOYACHOMY 3aCTOCYBaHHi (hykoHa30imy (200 Mr Ha go0y) Ta 1e/TeKOKCHOy

(200 mr) C,,, Ta AUC nenekokcuby migpuiryBanucs Ha 68 % ta 134 % BigmosigHo. IIpu omHOYacHOMY
3aCTOCyBaHHI 1leieKOKcu0y Ta PprryKoHa305y MoxKe OyTH HeOOXigHUM 3MeHIIeHHS 03U IeJIeKOKCHOy
BOBiUi.

Huxkaogpocpamio: ogHOYACHE 3aCTOCYBaHHA LUKI0pochaminy Ta GIyKOHa30Iy IPU3BOOUTH 0
nigBUIIeHHS PiBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxkHa
3aCTOCOBYBAaTH OQHOYACHO, BPaXOBYIOUM MOXKJIMBUM PU3UK IiBUIIEHHS KOHLIeHTpalii 6inmipy6iny Ta
KpeaTUHIHY B CUPOBATLi KPOBI.

deHmaHi: TOBIHOMIISINIA TPO OOUH JIeTallbHUYM BUMIAAOK BHACIMOK iHTOKCUKAIlil (eHTaHiIOM uepes
MOXKJIUBY B3a€MOTi0 MiX (heHTaHinoM Ta GprykoHa3oaoM. OIyKoHA3051 3HaYHO YIIOBITBHIOE
eniMiHawioo ¢eHTaHiny. [TigBUIeHHSA KOHLIEHTpallil (eHTaHiIy MOXe IPU3BOAUTH [0 NPUTHIYEHHS
IUXaHHS, TOMY Tpeba peTebHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe 0yTH HeoOXiIHOI0 KOPEeKIlis
no3u GheHTaHiy.

IH2ibimopu I'MTI-KoA-pedykma3su CyMiCHe 3aCTOCyBaHHS (IyKOHa301y Ta iHribiTopiB ['MI-KoA-
penykTasH, 1mo Metabonizyiotecas CYP3A4 (aTopBacTaTHH Ta CUMBacTaTHH), abo iHribiTopis M-
KoA-pemykTasu, mo metabomizyotscss CYP2C9 (dbrmyBacTaTuH), M0303a/I€3KHO HiABUINYE PUIUK
PO3BUTKY MiomarTii Ta pabmomionidy (3a paxyHOK 3HUKEHHS MeTab0J1i3My CTaTUHY B Nedinii). Y pasi
HeoOXiITHOCTI OMHOYAaCHOI'0 3aCTOCYBAHHS IUX IIPeNapaTiB MOTPIOHO peTeNbHO CIoCTePiraTy 3a
TallieHTOM II[O0 BUHMKHEHHS CHMIITOMIB Miomartii Ta pabmomiostidy i MpoBOOUTH MOHITOPUHT PiBHS
KpeaTUHKIHA3U. Y pa3i 3HQUHOrO IMiABUIIeHH PIBHA KpeaTUHKIHA3M, a TaKOXK IIPH IIif03pl 4u
BUSIBIIEHHI MiomaTii/pabmoMionidy 3acTtocyBanHs iHribiTopiB I'MI-KoA-pemykTa3u noTpibHO
IPUIUHUTH. MOXKJIUBO, 3Haf00IsThCA MeHIi 103U iHribiTopis I'MI-KoA-penyKTa3u BignoBigHO 00
IHCTPYKLiN Ojid MEOUYHOTO 3aCTOCYBaHHS CTaTHHIB.

I6pumuHni6: momipHi inri6itopu CYP3A4, Taki gk GrykoHa3071, MigBUIIYIOTh KOHLIEHTPALIil0
i6puTHHIOy B 1y1a3Mi Ta MOXKYTb IiIBULIYBaTU PU3UK TOKCUUHOCTI. SIKIII0 HEMOXKJIUBO YHUKHYTH
KoMOiHalii mpemaparis, MoTpi6HO 3HU3UTH H03Yy i6puTHHIOY Ho 280 Mr oguH pa3 Ha [00y 3 METOI0
IIPOJOBKEHHS 3aCTOCYyBaHH4 iHTi0iTopa Ta 3a6e3MeYnTH MOCTIMHUM KITiIHIYHWYM MOHITOPHHT.

Isaxkagpmop (okpemo abo 8 kKombiHauii 3 npenapamamu mo20 camoz20 mepanesmuiHo20
K/acy): ogHO4YacHe 3aCTOCyBaHHS iBakadTopy, perynsatopa TpaHCMeMOpaHHOI IIPOBITHOCTI IpH
mykoBiciumosi (CFTR), 3 rimpokcuMeTumniBakadgTopoM (M1) 36inbmniio eKCo3uilito iBakadgTopy B



3 pa3u Ta eKCIO3ullilo rinpokcuMeTuniBakapTopy (M1) y 1,9 pasy.

Heo06xigHo 3MeHIIUTH 103y iBakadTopa (okpeMo abo y KoMbiHaIllil) 3rigHo 3 #0ro iHCTPYKIi€o A
MeIMYHOTO 3aCTOCyBaHHs (0KpeMo abo y KoMOiHartrii).

Osanapub: nomipHi inribitopu CYP3A4, Taki sk GryKoHa3071, MigBUINYIOTh KOHIIEHTPALIiI0 oJlanapudy
y MJ1a3Mi KpOBi; OMHOYACHE 3aCTOCYBAHHS He PEKOMEHOYETHCS. AKIO HEMOXKIIMBO YHUKHYTH
3aCTOCyBaHHS IIiei KoMOiHatii, mo3y onamapudy HeobxigHo 3MeHIuTH 10 200 Mr gBivi Ha HO0Y.

ImyHocynpecopu (Hanpukaad, YUuK/A0CNOPUH, e8epoaimyc, CUPOAiMYC i MaKkpoaimyc).

IuxkaocnopuH: GprnykKoHa30J 3HAUHO MiABUIIye KoHLIeHTpalilo Ta AUC nukmocnopuny. [1pu
OIHOYACHOMY 3aCTOCYBaHHi GyKoHa301y y mo3i 200 Mr/moly Ta IIMKIIOCIOPUHY Y H03i

2,7 mr/kr/mo6y croctepiranocs 36inspimenHs AUC muknocmopuny B 1,8 pady. Lli mpemapatu MoxHa
3aCTOCOBYBAaTH OOHOYACHO 3a YMOBH 3MEHIIIEHHS 03U LKUKJIOCIIOPUHY 3aJIe’KHO Bifl OT0
KOHIIEHTpAIIil.

Esepoaimyc: prnykoHa301 MOXKe IiABUITYBaTU KOHILIEHTPAIIiI0 eBEPOIIMYCY B CUPOBATIL KPOBi Yepes
npurHiyenHs CYP3A4.

Cupoaimyc: GIyKOHaA30I MiABUINYE KOHLIEHTPAIII0 CHPOIIMYCY B IJIa3Mi KPOBi, iIMOBIpHO, IIJIIXOM
npurHidveHHs MeTtaboniamy cuposimycy depmenToM CYP3A4 ta P-rnikonporeinoM. Lli mpemnapartu
MO2KHa 3aCTOCOBYBATH OQHOYACHO 3a YMOBH KOPUTYBaHHS NO3W CUPOIIMYCY 3ajIeKHO Bif PiBHA
KOHIIEHTpallil Ta e(eKTiB Bifl MpuiioMy Ipemnapary.

Taxposimyc: GIyKoHA30/ MOXKe MiABUINYBaTH KOHI[EHTPAllil TaKPOJIiMyCy B CHPOBATIIi KPOBi O
5 pa3iB npu #oro nepopasbHOMY 3aCTOCYBaHHI Yepe3 MPUTHiYeHHST MeTab0i3My TaKpoJiMycy
dbepmenTom CYP3A4 y kuimeyHuKy. [Ipy BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy HE
CIIOCTepiranocs 3HaYHUX 3MiH (papMaKOKiHeTHUKH. [liiBUIEHI PiBHI TAKPOIIMYCY acOILiI0I0TLECS 3
HeppPOTOKCUYHICTIO. [[03y TAKpOIiMyCy A5 IIEPOPaIbHOT0 3aCTOCYBaHHS IOTPiOHO 3HUXKYBATH
3aJ1eXKHO Bifl KOHIIEHTpallii TAKPOIiMYCy.

Jlozapman: pryKoHA30/1 IPUTHIUYE ITePeTBOPEHHS J103apTaHy [I0 Horo akTUBHOTO MeTabomity (E-31
74), mo 3yMOBIIIO€ OiNbIlly YaCTUHY aHTaroHi3My [0 pelenTopiB aHrioteH3uny I mig yac
3aCTOCYBaHHA JI03apTaHy. PeKoMeH0BaHO 3[i¥CHIOBATH [IOCTIMHUY MOHITOPUHT apTepiaabHOro
TUCKY B IAl[i€HTIB.

JIypa3udoH: nomipHi iHriditopu CYP3A4, Taki sk QprryKoHa305, MOXKYTh MiABUITYBaTH KOHI[EHTPAIIiI0
JIypa3ufoHy B Ij1a3Mi KPOBi. fKI0 HEMOXKJIUBO YHUKHYTH ONHOYACHOT'0 3aCTOCYBaHHS, CIIif
3MEHIIUTHY 003y JIypas3ufoHy, K 3a3Ha4eHO B UOr0 iHCTPYKUIl AJI MEIUYHOT0 3aCTOCYBaHHS.

MemadoH: GpnyKoHa3071 MOXKe MiABUITYBaTH KOHIEHTPALI0 MeTafOHY B CUPOBATII KPOBi. [1pu
OOHOYACHOMY 3aCTOCYBaHHI MeTafoHy Ta (GryKoHa30Jy Moxe OyTH He0OXiIHUM KOPUTYBAHHS 03U
MeTafioHy.

HecmepoidHi npomu3danaavHi npenapamu (HI13I1): nipu 0gHOYaCHOMY 3aCTOCYyBaHHi 3 (DJIyKOHA30JI0M
C,.x Ta AUC dnyp0Oinpodeny migsuiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIiBHSIHO 3 BiANOBIAHUMU
TIOKa3HWKaMU IIPU 3aCTOCYBaHHi Tinbku ¢Gypbinpodeny. AHaNOTiYHO IPU OMHOYACHOMY
3acTocyBaHHi prryKoHa3omny 3 pauemignuM ibynpodenom (400 mr) C,,, Ta AUC apmakonorivao
aKTHBHOTrO i3oMepy S-( )-ibynpodeny migeuiyBanucs Ha 15 % Ta 82 % BiAmoBigHO MOPIBHSHO 3
BiATIOBiTHMMM MMOKAa3HWKAMHU IIPH 3aCTOCYBaHHI TiJIbKHM palleMidHOro i0ympodeny.

®nyKOHA30JI MOTEHIINHO 3JaTHUY MiABUIYBaTH CUCTEMHY eKcno3uito inmux HIT3II, mo



MeTabomizyoTrecst CYP2C9 (Hanmpukiaj, HallpOKCEHY, TOPHOKCUKAMY, MeJIOKCUKaMy, TUKII0(heHaKY).
PekoMeH[I0BaHO MepiofuYHO 37iliCHIOBATH MOHITOPUHT MOOIYHMX peakIliil Ta TOKCUUYHUX MPOSIBIB,
noB’s3anux i3 HII3I1. Moxe 3Hamobutrcs kopuryBauus go3u HIT3II.

deHimoiH: pmyKoHa30 npurHiyye Metaboni3M ¢eHiToiHy B nevinni. OgHoyacHe 6araTopasoBe
3acrocyBaHHS 200 Mr grykoHa3omny Ta 250 Mr ¢heHiTOIHY BHYTPIlIHLOBEHHO IIPU3BOOUTH 10
nigsuiierHs AUC,, deniToiny Ha 75 % Ta C,;,Ha 128 %. [Ipu omgHOYaCHOMY 3aCTOCYBaHHI IIUX
niKapchKuX 3ac06iB NOTPiOHO ITPOBOOUTY MOHITOPUHT KOHIIEHTPaIlil GeHiTOiHy B CHPOBATIi KPOBi s
YHUKHEHHS PO3BUTKY TOKCHYHOI Jil HeHITOIHY.

ITpedHi30H: IOBIIOMISANIN NIPO BUIIAOK, KOJIM Y NallieHTa IiCJa TpaHCIJIaHTallil MeYiHKY Ha Tl
3aCTOCYBaHHS NIPENHI30HY PO3BUHYJIACA rOCTpa HEOOCTAaTHICTh KOPU HaJHUPKOBUX 3aJ103, 110
BMHUKIIA ITiC/ISl IPUIIMHEHHS TPUMICIYHOIr0 Kypcy Tepaiil hpaykKoHa3010M. [IpunuHeHHS
3aCTOCYBaHHS (PIyKOHA30JTy, UMOBIPHO, CIPUUYMHUIIO TOCUIeHHS aKTUBHOCTI CYP3A4, 1m0 npu3sseno
[0 IpUCKOpeHHs MeTabomi3My npegHi3ony. CIifl peTelbHO CTEXUTH 3a NallieHTaMH, SIKi IPOTATOM
TPUBAJIOTO Yacy OHHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta MPEeNHI30H, 3 METOI0 IoNepPenKeHHS
PO3BUTKY HEJOCTATHOCTI KOPY HaJHUPKOBUX 3aJ103 MiC/IS IPUNUHEHHS 3aCTOCYBaHHS (PIIyKOHA30IYy.

PugabymuH: GrykoHa30 MiABUIIYE KOHIIEHTPaIi0 prdabyTUHY B CUPOBATII KPOBi, II0 IIPU3BOAUTD
no 36inbmenHss AUC pudabytuny mo 80 %. [Tpu ogHOYacHOMY 3aCTOCYyBaHHI QIyKoHA305y Ta
pudabyTUHY MTOBiMOMIISIOCS IIPO BUIIAOKKU PO3BUTOK yBeiTy. [Ipu 3acTocyBaHHi Takol KoMOiHaIril
niKapchbKuX 3aco0iB moTpiOHO OpaTH OO yBaru CUMIITOMHK TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip: dnykonason migsuinye AUC ta C,,,, cakBiHaBipy nmpu6mu3Ho Ha 50 % Ta 55 % BigmoBigHO
yepe3 NPUTHiUeHHS MeTabo1i3My cakBiHaBipy B nedinili ¢epmenTom CYP3A4 Tta uyepe3s inribyBaHHS
P-rnikonporeiny. B3aemogil Mixk (hIyKoHa30/I0M Ta CaKBiHaBipOM/PUTOHABIPOM He LOCIIOKYBay,
TOMY BOHU MOXKYTh OyTH OinbIl BUpaxkeHuMU. Moxke 6yTu HeoOXigHUM KOPUTYBaHHS [O3U
CakKBiHaBIpy.

IToxiOHI cynb(hoHIACEHUOBUHU: ODHOYACHE 3aCTOCYBaHHS (PIIYKOHA30JIy 3 IePOPaIbHUMU NOXiTHUMU
cynbdoHiNICeYOBHUHY (XIOPIIPOIIaMif], TMi0eHKIaMifl, TiMi3ug Ta ToI0yTaMifl) ITPU3BOIUIIO [0
IIPOJIOHTYBaHHS Tepiofy ix HamiBBUBeNeHHS. PeKOMEHIY€EThCS MMPOBOJUTH YaCTHX KOHTPOJIb IIYKPY B
KPOBi Ta BiiMTOBiTHUM YMHOM 3HMKYBATHU 03y MOXiOAHUX CYIb(OHITICEYOBUHY IPU OMHOYACHOMY
3aCTOCYBaHHi 3 (JIyKOHA30JIOM.

TeoginiH: 3acTocyBanHS PprnykoHa3omy 1mo 200 Mr npoTtsarom 14 mHIB IPU3BETIO 10 3HUKEHHS
CepenHbOro KilipeHcy Teodininy y mma3Mi KpoBi Ha 18 %. 3a mauieHTamMu, gKi 3aCTOCOBYIOTh TeOdiniH
y BUCOKHUX 003aX a0 sIKi MalOTh MigBUINEHUM PU3UK PO3BUTKY TOKCUYHUX IPOSIBiB Teodininy 3 iHIIMX
npu4uH, Tpeba BCTAHOBUTH HATJISM 100 BUSBIEHHS 03HAK PO3BUTKY TOKCHYHOI [iii Teodiminy.
Teparmito noTpiOHO 3MIHUTH MIPU MOSIBi 03HAK TOKCUYHOCTI.

TogauumuHi6: BrnuB ToPaluTHHIOY 3pOoCcTa€ MpX OMHOYACHOMY 3aCTOCYBaHHI 3 TiKapChbKUMU
3acobaMu, IKi MpU3BOOATH [0 oMipHoro inribyBanus CYP3A4 Ta moTyxkHoro iHridyBanuas CYP2C19
(Hanpuknap gnykoHa3oi). ToMy peKOMeHI0OBaHO 3HU3UTU 03y TOPaluuTHHIOy 70 5 MI OfUH pa3 Ha
no0y B KoMOiHalligX i3 I[UMU IIpernapaTaMu.

Toasanmatu: ekcmo3utlisg TonBanTany (cyocrpaty CYP3A4) 3xauno 36inbimyetses (200% AUC; 80%
Conay) TIPY HOTO OMHOYACHOMY 3aCTOCYBaHHI 3 GIyKoHa3010M (momipuuit inribitop CYP3A4), Ta,
BiAITIOBigHO, 3pOCTa€ PU3UK BUHMKHEHHS TaKWX NMOOIYHUX peaklliil SK MOCUNIeHHS Hiypesy,
3HEBOJHEHHS 1 rOCTpa HUPKOBA HEJOCTATHICTh. Y pa3i 0qHOYACHOTO 3aCTOCYBaHHS, 103a TOJIBAlITAHY
IIOBMHHA OyTH 3MeHIIIeHa BiTIOBIIHO M0 MOT0 iHCTPYKIIil, a 3a MalliEHTOM MOTPiOHO CIIOCTepiraTu
IIOMI0 TIOSIBY TTOGIYHUX peakKIill.



Ankanoiou 6apeiHky: GpnykoHa3oJ, iMoBipHO, yepes iHridyBanus CYP3A4 Moxke CIPUYUHSTH
TiBUIIIEHHS KOHIIEHTPAllil ankasoingiB 6apBiHKY B I1a3Mi KPOBi (HapUKJiIaf, BIHKPUCTUHY Ta
BiHOJTACTHHY), II0 MIPHU3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX e(EeKTiB.

BimamiH A: IOBiZOMJISINIH, 110 V MallieHTa, SKUKA OOQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIIOTY
(kucmoTHa popMa BiTaminy A) Ta GIIyKOHA301, criocTepiranucs nobiuni peaxii 3 6oky LIHC y dopmi
TICEBIOTYMOPY I'OJIOBHOTO MO3KY, 1[0 3HUK Mic/g BigMiHu ¢dnykoHa3ony. Lli mikapchbki 3acobu MoxkHa
3aCTOCOBYBaTH OHOYACHO, ajie Tpeba aMm’siTaT¥ PO PU3UK BUHUKHEHHS M00iYHUX peakiiil 3 60Ky
HC.

BopukoHa3so (iH2ibimop CYP2C9, CYP2C19 ma CYP3A4): ogHOYaCHe 3aCTOCYBaHHS BOPUKOHA30ITY
nepopanbHo (mo 400 Mr KoxHi 12 rogus npotarom 1 gus, nmotiM 1mo 200 Mr KoxHi 12 rogun
mpoTATroM 2,5 gHS Ta GIyKoHa301y mepopanbHo (400 Mr y nepuruii geHs, moTiM 1mo 200 Mr KoxHi

24 roguHu npoTsaroM 4 gHiB) npu3Beso fo migsuuleHHd C,,, Ta AUC, BOpHKOHA30JTy B CEPEeAHLOMY H0
57 % (90 % IOI: 20 %, 107 %) ta 79 % (90 % [OI: 40 %, 128 %) BignoBigHo. HeBimoMo, Y IpU3BOAUTH
3HUXKEHHS 0034 Ta/ab0 YaCTOTH 3aCTOCYBaHHS BOPUKOHA30/1y a0 QIIyKOHA30/1y 00 YCYHEHHS TaKoro
edekTy. [Tpu 3acTOCyBaHHI BOPUKOHA30JTY Micist (IIyKOHA30/Iy MOTPiOHO MMPOBOIUTH CIIOCTEPEIKEHHS
III0I0 PO3BUTKY M0OiYHUX edeKTiB, acOIii0OBaHUX i3 BOPUKOHA30JIOM.

3udosyouH: pnykonaszon nigsumye C,,. Ta AUC 3umoBynuny Ha 84 % Ta 74 % BigmoBigHO, 110
3YMOBJIEHO 3HUKEHHSM KITipeHCYy 3U0BYOUHY NpuOIu3HOo Ha 45 % IIpHu H0T0 IepopaabHOMY
3actocyBaHHi. [Iepion HamiBBUBENEeHHS 3UNOBYAUHY OYB TaK0XK MONOBXEHUYU MpruOIn3Ho Ha 128 %
micis 3acTocyBaHHS KoMOiHallii (GyKoHa30/1y Ta 3UOBYOUHY. 3a MallieHTaMu, 5IKi 3aCTOCOBYIOTh
TakKy KoMOiHaIliio TikapchKux 3ac00iB, MOTPIOHO CIIOCTEpiraTy 00 PO3BUTKY MOOIYHUX peakKIlii,
II0B’sI3aHUX 13 3aCTOCYBaHHAM 3UI0BYAVHY. MOXKHa PO3INISAHYTU OOLIIBHICTh 3HUXKEHHS NO3U
3UOBYIUHY.

A3umpoMilyuH: TPU OOGHOYACHOMY [1epOopabHOMY pa30BOMY 3aCTOCYBaHHI a3UTPOMIIMHY Ta
(dbrykoHa3oiy B go3ax 1200 mr ta 800 Mr BigmoBigHO, KOOHUX 3HAUYIIUX (hapMaKOKIHETUYHUX
B3a€EMO[il BUSIBIEHO He OyJI0.

ITepopasvHi KOHMpayenmueu: Ipu 3aCTOCYBaHHI (pIyKOHa3071y B 4031 50 Mr BIJIMBY Ha piBEHb
TOpMOHiB He 0yJI0, TOAi SIK IIpX 3aCTOCYBaHHI QykKoHa30iy B 703i 200 Mr Ha go0y crocTepiranocs
36inbimenHs AUC etuHinectpamiony Ha 40 % Ta meBoHOprectpeny - Ha 24 %. Lle cBiguuTh mpo Te, 1110
HaraTopa3oBe 3aCTOCYBaHHS (GIYKOHA30Jly B 3a3HaYEHUX N03aX HaBPS UM MOXKe BIIJIUBATH Ha
eekTUBHICTH KOMOIHOBAHOT'O ITEPOPAIbHOT0 KOHTPAIENITHRA.

Oco06.1ue8ocmi 3acmocyeaHHsi.

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

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

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



3aXBOPIOBAHb HEMaAE.

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

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

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

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

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

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

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

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

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



TaKWX eKC(oJiaTUBHUX IKIpHUX peakIill K curapoM CTiBeHca - [I2KOHCOHA Ta TOKCUYHUU
enigepManbHU HeKponi3. [ToBimoMsanu npo MegUKaMeHTO3HY Peakliio 3 e03uHOGIIIE0 i
cuctemuumu nposiBamu (DRESS). IMauientu, xBopi Ha CHIII, GinbI CXUTbHI 00 PO3BUTKY TSIKKHUX
MIKiPpHUX peakiliil Ipu 3aCTOCyBaHHi 6araThox JTiKapchKux 3aco0iB. FAKIIO y MallieHTa 3 IT0OBEPXHEBOIO
rpubKOoBOIO iH(DEKIi€t0 3’ IBMII0TLCS BUCHIIAHHS, 1110 MOXKHA IT0B’I3aTH i3 3aCTOCYBAHHSIM
(bIyKOHa30I1y, IOJasble 3aCTOCYBaHHS NpernapaTy Tpeba NpUIUHUTH. fAKINOo y MaljieHTa 3
iHBa3MBHOI0/CUCTEMHOIO I'PHUOKOBOIO iH(DEKIIi€I0 3’ IBIAI0THCSA BUCUIIaHHS Ha IIKipi, 3@ KOr0 CTaHOM
noTpPiOHO pPeTeNbHO CIOCTEPIraTu, a y pasi po3BUTKY OyIb03HUX BUCUIIAHb a00 MyNTbTUGHOPMHOI
€pUTEMH 3aCTOCYBaHHS (HIYKOHA30J1y MOTPIOHO NPUITUHUTH.

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

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

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

KaHoudo3. [JocniaxeHHS IT0Ka3aayd 3pOCTaHHS MOMKPeHOCTi iHdekii Buny Candida, BigMiHHUX

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

IonomidxcHI peuyosuHu.

[TpemapaT MiCTUTH JTAaKTO3Y. FAKIIO y MallieHTa BCTAHOB/IEHA HEIIEPEHOCHUMICTh fIesIKUX LIYKpiB, Tpeba
IIPOKOHCYJIbTYBATHCS 3 JIiKapeM, MepIll Hi MpuiiMaTy Lel TiKapchKuii 3aciob.

Opna TabneTka JIiKapchKoro 3acofy @yuuc® MicTHTh MeHIIe 1 MMOJb HaTpiwo (23 Mr), To6TO
IpernapaT MPakKTUYHO BiIbHUM Bif HATpIi0.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00H0.
2KiHKu penpodyKmueHo20 8iKy.
[Tepen moyaTKOM JIiKyBaHHS MALiEHTKY CJIif MpoiHGOpMyBaTH PO MOTEHIINHNAN PU3UK OJIS MJI0fa.

[Ticns 3acTOCyBaHHS OOHOPA30BOl 03U MOTPiIOHO BUTPUMATH Mepion BUBEIEeHHS GIIYKOHA30ITy, SKUH
CTaHOBUTH mpuONMu3HO 1 TUKOEHS (110 BigmoBimae 5-6 mepiomaM HamiBBUBEOEHHS), IO HACTAHHS
BariTHOCTI (muB. po3min «PapMaKOKiHETUKA»).

Y pasi TpuBanux KypciB JIiKyBaHHS XXiHKaM penpOayKTHBHOIO BiKYy CJIifi PO3TISHYTH MOXKJIUBICTh
3aCTOCYyBaHHS KOHTpAIEIIii IPOTATOM YChOTO IIepiofy JiKyBaHHS Ta IPOTAToM 1 TUXKHSA Micns
IPUIOMY OCTAaHHbBOI TO3H.



BaeimHicme.

OOcepBalliliHi mocigKeHHS CBifYaTh PO MigBUIEHNY PU3UK CIIOHTAHHOTO abopTy y XKiHOK, gKi
OTPUMYBaK (IYKOHA30JI MIPOTITOM IePIIOTro Ta/abo APyroro TPUMECTPY, IMTOPIBHSIHO 3 TaKUM y
XKIHOK, fKi He mpuiManu GayKoHa30/1 abo OTPUMYBaJIU MiCIeBi a30Ju Y TOM caMuil epiof.

IlaHi 1I10[10 KiMhbKOX THCSY BaTiTHUX XKiHOK, SKi OTPUMYBAJIU JIiKyBaHHS (PJIYKOHA30JIOM y
KyMYJIATUBHIN 1031 < 150 Mr y nepiioMy TpUMeCTpi, IEMOHCTPYIOTh BiICYTHICTh 3POCTAHHS
3arajgbHOIO PU3MUKY Baj PO3BUTKY IIOAY. B OMHOMY BEJIMKOMY CIIOCTEPEKHOMY KOTOPTHOMY
IOCTiIKEeHHi TepopaibHe 3aCTOCYBaHHS (DITyKOHA30I1y B IIePIIOMY TPpUMecTpi Oy71o moB’si3aHe 3
HEBEJIMKHM IIiIBUIIeHNM PU3UKOM Bafl PO3BUTKY CKeJIeTHO-M 130BO1 CUCTEMH, 1[0 BifIIOBifae
npu6nu3Ho 1 momaTtkoBoMy Bunagky Ha 1000 XKiHOK, IKi OTpuMyBaIu KyMyIsSTUBHI 103U < 450 mr,
TIOPiBHSHO 3 XKiHKaMHU, SIKi OTPUMYBAJIA a30JIM MiCIeBOI [il, i mpubnu3HOo 4 mOMaTKOBUM BUIIaAKaM Ha
1000 xiHOK, fKi OTpUMyBaIu KyMyIsaTUBHI 1o3u Oinbuie 450 mr. CKOpUToBaHUHM BiTHOCHUM PU3UK
ctaHoBuB 1,29 (95 % [I: 1,05-1,58) mns go3u diaykoHalony 150 mr nepopansHo Ta 1,98 (95 % [I:
1,23-3,17) ons go3 ¢pnykoHazomny Oinbiie 450 mr.

HasiBHi emifeMionoriyui JoCmigKeHHS 1I[0I0 PO3BUTKY Baj Ceplis IPU 3aCTOCYBaHHI (GIyKOHA30Jy Y
1epiof BariTHOCTI Jai0Th cynmepednuBi pe3ynbraTi. OgHaK MeTaaHasi3 5 o0cepBalliitHUX NOCITiAKEHb,
IIPOBEeeHUX 3a y4YacTIO KiJIbKOX THCSY BaTiTHUX XKiHOK, SIKi OTpUMyBaiu (PIIyKOHA30J IIPOTITOM
IIePIIOTr0 TPUMECTPY, BUSIBUB IiABUIIIEeHHS PU3UKY PO3BUTKY Baj Ceplisl Y HEMOBIAT B 1,8-2 pa3u
TIOPiBHSTHO 3 TAKUM Y HEMOBJISIT, MaTepi SIKHX He 3aCTOCOBYBasX (HIIyKOHA30 Ta/abo
BUKOPUCTOBYBAJIX a30JI4 [AJIs MIiCLIEBOr0 3aCTOCYBaHHS.

Y noBimOMIIEHHSAX OMKCAHO BPOAKEHI Bafiyl PO3BUTKY Y HEMOBIISIT, MaTepPi SKUX OTPUMYBaJid BUCOKI
no3u (Big 400 mo 800 Mr/mo0y) dbiaykKoHa301y y Iepiof BariTHOCTI mpoTsroM 3 micsiiB a0o Oinbiie mpu
JIiIKyBaHHI KOKIIUAi01MoMiK03y. Cepef BpOAKEHUX Bal, AKi CIIOCTePiraaucs y nux giTeH, -
Opaxinedarnis, gucmnasis ByIIHWX PaKOBKH, HafiMipHe 30ibIIeHHS IIepeIHbOT0 TiM IYKa,
BUKPUBJIEHHS CTETHOBOI KiCTKHU Ta IPOMEHEBO-TIJIEY0BUM CUHOCTO3. [I[pHYMHHO-HACTIIKOBUY 3B’ 130K
MiXK 3aCTOCYBaHHSIM (pJIYyKOHA30Jy Ta BPOIXKEHUMU BaflaMUi HE BCTAHOBIIEHUH.

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

He crig 3acTocoByBaTH BUCOKi 003U (PIIyKOHA30 Ty Ta/abo TprBai KypcH MiKyBaHHS (DITyKOHA30JI0M y
1epiof BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(EKIIiH, 110 MOXKYTh 3arp0KyBaTH XKUTTIO.

I'odysaHHA 2pydoro.

®nyKoHa30J1 IPOHUKAE ¥ TPyOHE MOJIOKO Ta ocATrae KOHIIEHTpallii mofi0Hol Jo piBHA Y Myia3Mi KPOBi
(Ous. po3pin «®apmMakoKiHeTHKa»). ['ofyBaHHSA I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCIIT PA30BOr0
3aCTOCYBaHHS 3BUYANHOI J03U (PIyKOHA30JTy, 1[0 CTaHOBUTE 150 Mmr.

TomyBaTH TPYAII0 He PEKOMEHAYEThCS Ipu 6araTopa3oBOMYy 3aCTOCYBaHHi (GIyKOHa301y abo mpu
3aCTOCYBaHHI BUCOKUX 03 (QIIyKOHA3OITY.

Crip OLiHUTY KOPUCTh FONYBaHHS IPYAMIO AJIS PO3BUTKY i 3MOPOB’SI JUTUHY, a TAKOXK KIIiHIUHY
norpeGy MaTepi y npemaparti ®ynuc® i 6yap-aKi moTeHmiliHi mo6iuni edpexTu npenapaty Oyuuc® a6o
OCHOBHOT'O 3aXBOPIOBaHHS MaTepi OJis QUTUHY, 1Ka OTPUMYyE I'PyIHE BUTONOBYBaHHS.

depmubHicmb.

®yKoHA301 He BIJIMBAB Ha (PEPTUIIBHICTb CaMIliB Ta CaMOK IITypiB.



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

HocnimKeHb BINIKUBY (IYKOHA30Jy Ha 3MATHICTh KEpyBaTH aBTOTPAHCIIOPTOM abo IpalfioBaTH 3
IHIIMMY MeXaHi3MaMu He MPOBOIUIIH.

[MTauieHTiB MOTPiOHO MOiHGOPMYBaTH IIPO MOKJIMBICTh PO3BUTKY 3allaMOpPOYeHHs abo CymoM (OuB.
po3min «ITo6iuHi peakiiii») mif yac 3aCTOCOBYBaHHS Ipenapary. [Ipyu po3BUTKY TaKUX CUMIITOMIB He
PEKOMEH[IYEThCSI KePyBaTH aBTOTPAHCIOPTOM abo MpalioBaTH 3 iHITMMY MeXaHi3MaMHU.

Cnocid 3acmocyeaHHsi ma do3u.

[Ipenapat 3acTOCOBYBaTH epopasnbHo. [IpuitoM npemnapaTy He 3aeKUTh Biff IPUMOMY 1XKi.
Lopocai.

[Ipenapat 3acTocoByBaTu B 1031 150 MI 0HHOPa30BO.

IauieHmu AimHb020 BiKY.

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

ITopyweHHA pYHKUiT HUPOK.

®yKOHA30JI BUBOAUTHCA [IEPEBaXKHO 3 Ceyelo y He3MiHeHoMY BUriIaai. [Ipu omHOpa3oBoMy
3aCTOCYBaHHI (IyKOHA30JTy KOPUTYBATH [O3Y IIili KATeropii naiieHTiB He MOTPiOHO.

ITopyweHHA QYHKUIU neyviHKu.

®nykoHa3051 IOTPiOHO 3aCTOCOBYBATU 3 00€PEKHICTIO TallieHTaM i3 IopyIIeHHAMY QYHKIIN TeYiHKH,
OCKiNIbKY iH(popMaliil o0 3aCTOCyBaHHS (HIIyKOHA30J1y IIii KaTeropii naiieHTiB HeJOCTATHLO ([IUB.
po3minu «OcobauBOCTI 3acTOCyBaHHI» Ta «I100iuHi peakirii»).

Himu.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYBaHHS IIpPenapaTy O JIiKyBaHHS T'eHiTalbHUX KaHAUIO03IB y OiTen
He BCTaHOBJIEHI, He3BaXKal4y Ha BUUYEPIIHI JaHi II0A0 3aCTOCyBaHHA (JIyKOHA30Iy AiTAM. AKIIO0
icHye HaranmbHa oTpeba 3aCTOCYBaHHA IIpellapaTy mifgmiTkaM (BikoM Big 12 mo 17 pokiB), moTpibHO
3aCTOCOBYBAaTH 3BUYalHi 03U [JIS JOPOCIIUX.

Ilepedo3yeanns.
CuMIITOMU: TaTIOIMHAII] Ta ITapaHolifaibHa IIOBemiHKa.

JlikyBaHHS: CHMITOMaTA4YHE (y TOMY YUCJIi IPOMUBAHHS NUIyHKA U DiATPUMYyO4da Tepamis).



®nyKOoHA30J1 BUBOOUTHCS IIEPEBAXKHO 3 ceuero, ToMy (PopcoBaHuUi [iype3 MOxKe MPUCKOPUTH
BUBeIeHH npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUKYE PiBEHb PIYKOHA30JTY V
na3Mi KpoBi mpu6nu3Ho Ha 50 %.

ITobiuni peakuii.

[ToBigomsinu po MeOUKaMeHTO3HY Peakliio 3 eo3uHodinieo i cucteMHuMu npossamu (DRESS),
acoIrifioBaHy 3i 3aCTOCyBaHHSAM (GIyKOHa301y (OuB. po3min «OcoO0IMBOCTI 3aCTOCYBaHHS»).

Haituacrime (Big =1/100 go <1/10) moBimomnsiiocs mpo Taki mobiuHi peakirii: ronoBHui 6inb, 6inb y
JKUMBOTI, miapesi, HymoTa, O/Mi0BaHHS, IiIBUINEHHS PiBHS anaHiHamiHoTpaHchepasu (AJIT),
acnaprataMinoTpaHcdepasu (ACT), myxHoi pochaTasu KpoBi Ta BUCUTIaHHS

II7s OLiHKY YaCTOTU BUHUKHEHHS MOGIYHUX peakilili BUKOPHUCTOBYIOTh TaKy Knacudikariito: myxe
yacTto (=1/10), gyacro (Bim =1/100 mo <1/10), HeuacTo (Big =1/1000 mo <1/100), pigko (Big =1/10000
no <1/1000), myxe pigko (<1/10000), yacToTa HeBigoMa (HEMOXKJIMBO OL[IHUTH Ha MifCTaBi HasiBHUX
OaHUX).

3 boky cucmemu Kposi ma aiMpamuyHoi cucmemu.

HeuacTo: aHemis.

Pigko: arpaHynouuTo3, TeHKoIeHis, HEUTPOIeHiss, TPOMOOLUTOIEHis.

3 6oky imyHHOI cucmemu.

Pigko: anadinakcis.

3 6oky memaboaizaMy ma Xxap4yeaHHA.

HeuacTo: 3HUXKEHHS alleTUTY.

Pigko: rineprpurnitepunemis, rinepxojiecTepuHeMis, TinoKagieMisa.

3 boky ncuxiku.

HeugacTo: 6€3COHHS, COHIUBICTB.

3 6oky Hepsogoi cucmemu.

YacTo: ronoBHUM Oifb.

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

Pigxo: Tpemop.

3 boky opaaHis cayxy ma pisHosazau.

Heuacro: BepTuro.

3 6oky cepus.

Pigko: mapokcu3MasbHa IUIYHOYKOBA TaXiKapfis TUIY «IipyeT», momoBxkeHHd iHnTepBany QT (mus.



po3min «OcobMMBOCTI 3aCTOCYBAHHSI»).

3 60Ky WAYHKOBO-KUWKOBO20 MPAKMY.

YacTo: 0inb y YepeBHil IOPOXKHUHI, fiapesi, Hy#oTa, OJII0BaHHS.
Heuacrto: 3anop, gucrercis, MeTeopusM, CyXiCTb ¥ POTi.

3 6oky eenamobiniapHoi cucmemu.

Yacro: migsumienns pisuiB AJIT, ACT, nyxHoi dochaTa3u B KpoBi (muB. po3gain «Oco6auBOCTi
3aCTOCYBaHHS»).

HeuacTo: xonecTtas, JKOBTSHUIIS, MiBUIIeHHS piBHA 6inipy6iny (muB. po3ain «Ocob6nuBocTi
3aCTOCYBaHHS»).

Pigko: me4yiHKoBa HEIOCTATHICTh, TeNaTOLEIOISPHUAN HEKPO3, TeaTUTH, TenaToLeoIIspHe
ypaxeHHs (OuB. po3min «OcoO0IMBOCTI 3aCTOCYBaHHS»).

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

HeuacTo: cBepOixk, MEIUKaMEHTO3HUY JepMaTUT (BK/II0Yaruu HiKCOBaHUN MeOUKaMEHTO3HUN
[IepMaTUT), KPOIIUB IHKA, MTiABUILEHE TOTOBUiNEHHS (IUB. po3xin «Oco6IMBOCTI 3aCTOCYBAHHS»).

Pigko: TOKCUYHUY enifepMabHUN HEKPOJIi3, cuHApoM CTriBeHCa-[[:KOHCOHA, TOCTPUMI
reHepasi30BaHUY eK3aHTeMaTO3HUM IyCTYyIb03, €KCQOIiaTUBHIYN AEePMaTUT, aHTIOHEBPOTUYHUYI
HaOpsK, HaOpsK oOnuyuys, anomenis (IuB. po3min «Ocob6IUBOCTI 3aCTOCYBAHHS» ).

YacToTa HeBifoMa: MeIlMKaMeHTO3Ha peakilis 3 eo3uHodimi€eto i cuctemuumu nposieamu (DRESS).
3 60Ky 0nopHO-pyx08020 anapamy ma cnoay4Hoi MKAHUHU.
Heuacrto: mianris.
3azanvHi nopyweHHA ma peakuii y Micli 8e0eHHA.
HeuacrTo: mifBuilieHa BTOMJIIOBaHICTh, HE3yKaHHS, aCTeHis, rapsg4ka.
itm

YacToTa Ta xapakTep Mob6iYHUX pPeakllii Ta BigxuiieHb TaO0PATOPHUX ITOKA3HUKIB y miTel, sKi
GbikcyBanucs mmif 9ac KJIiHIYHUX JOCTiAKeHb, KPiM reHiTalIbHOT0 KaHAUA03Y, € IOPiBHAHHUMU 3
TaKUMHU y JOPOCIIHUX.

[ToBigoMIIeHHS PO Iimo3pIoBaHi m0o6ivHi peakirii

[ToBimomneHHs mpo mobiuHi peakiril micis peecTpatiii TikapchbKoro 3aco0y Ma€ BaXKIuBe 3HAYEHHS.
LTe nae 3MOry IpPOBOAUTYU MOHITOPUHT CIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAM, a TaK0oX IallieHTaMm abo ix
3aKOHHMM IIpeICTaBHUKAM CJIifl ITOBiIOMIISITH IIPO yCi BUMTAOKM IMig03PI0OBaHUX MOOIYHUX peakiiit Ta
BifICyTHOCTi e(heKTHUBHOCTI JTiKapchKOTO 3aco0y Yyepe3 ABTOMaTH30BaHy iHpopMalliiiHy cucteMy 3

(dbapMakoHarasAay 3a MocunaHHsAM: https://aisf.dec.gov.ua



Tepmin npudamHocmi. 3 POKU.

YmoBH 30epiranns.
30epiratu npu TeMiepartypi He Buine 25 °C.

30epiratu y HegOCTYIIHOMY OJIS1 OiTeU MiCIi.

VYnaxoBka.

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

Kareropis Bignycky.

bes penernra.

BupoOHUK.
KYCYM XEJITXKEP I1BT JITH/

KUSUM HEALTHCARE PVT LTD.

Micue3HaxoaKeHHsI BUPOOHHKA Ta afipeca MicIisi IPOBaIKeHHsI HOro misyIbHOCTI.

[TmoT Ne M-3, [apop Cnemren Ikonomik 3oyn, ®eus-1l, ITitamnyp, Hict. [Ixap, Manxes [Ipagem, [Tin
454774, Tapgis/

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

IHCTPYKIIA

IJIsI METUYHOT 0 3aCTOCYBaHHs JIiIKapCHKOI'0 3aC00y

®YIIUC®



(FUSYS?)

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

0onoMidCHI pe4oB8UHU: TaKTO3W MOHOTIPAT, IIe/I0/103a MiKpOKpUCTasiyHa, noBigoH K30, Tansk,
MarHilo cTeapaT, HaTPil0 KPOXMaIbIKOIAT (TUI A), HATPilo KPOCKapMeno3a.

Jlikapcbka ¢popma. TabneTku.

OcHosHi (izuko-xiMiyHi 8aacmusocmi: Gimi, KpyTi 3i CKOIeHUMY KpasiMu TaOJIeTKH 3 JIiHi€0
po31aMy 3 OIHOT0 OOKY.

dapmMakoTepaneBTHYHA rpymna. [IpoturpubKoBi 3aco0u 71T CUCTEMHOTO 3acToCyBaHHSs. [ToxigHi
Tpua3soiy. Kog ATX JO2A CO1.

dapmakonoziuHi e1acmueocmi.
®apmakoduHamika.

MexaHi3M mii.

®nyKoHa3071 € TPOTUTPUOKOBUM 3aCO00M KJ1acy Tpua3oiiB. [IepBUHHUM MexXaHi3MOM Horo fii €
npurHideHHs rpubKoBoro 14 anbda-1aHOCTEPOSI-IeMEeTUIIOBAHHS, OTI0CEPENKOBAaHOT0 IUTOXPOMOM
P450, 110 € HeBifg'eMHUM eTanoM 6ioCcUHTe3y IPUOKOBOT0 eprocrepony. AkKymynsiia 14 anbda-MeTun-
CTEPOJIiB KOPEJIIOE 3 MOMaIbIIO0 BTPATOI eprocTeposy MeMOpaHoo rpuOKOBOL KITITUHU Ta MOXKe
BifTIOBimaTH 3a MPOTUTPUOKOBY aKTUBHICTh (Pr1yKOHA3051y. ®IyKOHA30J € OiNIbII CeIEKTUBHUM M0
rpubkoBux ¢hepMeHTiB uToxpomy P450, Hixk mo pisHuX cucteM pepmenTiB nuToxpomy P450 ccasiiis.

3acTocyBaHHs GIyKOHa307y B 031 50 Mr Ha mo0y mpoTsroM 28 OHiB He BIIJTUBAE Ha PiBEHb
TECTOCTEPOHY B IJTa3Mi KPOBi y 40/I0BiKiB a60 Ha piBeHb €HAOT€HHUX CTEPOIiB Y KiHOK
penponyKTUBHOTO Biky. ®nykoHazon y no3i 200-400 Mr Ha moOy He MPOSIBIISE KITiHIYHO 3HAYYIIOTO
BIIJIUBY Ha PiBeHb €HAOTeHHUX CTEPOifiiB a0 Ha BigMOBib Ha CTUMYIISIII0 aqPEHOKOPTAKOTPOIIHOTO
ropmony (AKTT) y 3mopoBux f0OPOBOJIBLIIB YOI0BIUOl CTATI.

HocmimKeHHS B3aEMO{Iii 3 aHTUITIPUHOM ITPOIEMOHCTPYBAIO, 1110 3acToCyBaHHS 50 MT QrIyKoHa30y
pa30Bo abo GaraTopa3oBo He BIJIMBA€E Ha MeTabo0Ii3M aHTUIIIPUHY.

YyTnusicTs in vitro.

®nykoHa3071 in vitro eMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO KJTiIHIYHO MOMKUPEHUX BUIIB
Candida, (Bkmtouarouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata neMOHCTpy€ 3HUKEHY
YYTNIUBICTh [0 QyKoHa3omy, a C. krusei Ta C. auris € CTidKuMu 100 QrykoHa3oiy. MiniManbHi



inriOyroui KoHIIeHTpallii Ta enigeMionoriune nmoporose 3HaueHHd 3rinHo EUCAST (ECOFF) mns
dbmykoHa3ony ctocoBHO C. guilliermondii Bumii, HixK cTocoBHO C. albicans.

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

B3aeM03B’s130K (hapMaKOKIHETUYHUX i hapMaKOOUHAMIUHUX BJIACTUBOCTEH.

BifgmoBigHO 00 pe3ynbTaTiB HOCIOXKEHb Ha TBAPUHAX, ICHY€E KOpealisd MiX MiHiMaIbHOK
inribyrouoio Kounentpatuieio (MIK) Ta ebeKTUBHICTIO TPOTH eKCIIePUMEHTAIbHUX MOZeel MiK03iB,
cripuuynHeHuX BugaMu Candida. BifmoBifHO 00 pe3ynbTaTiB KIIIHIYHUX JOCTiAKEHb, iCHY€E JliHiliHa
3anexHicTh Mizk AUC Ta go3oio ¢pinykoHa3zony (mpubnusno 1:1). Takox icHye npsMui, ane
HeJoCTaTHiii 3B’5130K Mixk AUC ab0 03010 Ta MO3UTHUBHOIO K/TiHIYHOIO BiIIOBIANIO0 Ha JIiIKyBaHHS
OpabHOT'0 KaHOUO03Y Ta MEHIIIO MipoI0 - KaHOuOeMil. AHAIOTiYHO JTiKyBaHHS iHQEKIIiH,
CIPUYMHEHUX IMTaMaMy, 10 SKUX (PIyKOHa30Jl AeEMOHCTPYE BUCOKY MIK, € MeHII 3a0BiTbHUM.

MexaHi3M pe3UCTEHTHOCTI.

Mikpooprauiamu pony Candida neMOHCTPYIOTh YHCEIbHI MeXaHi3MU PE3UCTEHTHOCTI 0 a30IbHUX
npoTurpuOKoBUx 3aco0iB. ®ykoHa307 feMoHCTPYe BucoKy MIK mpoTu mramiB rpubiB, gKi MaloTh
oguH abo GinbIlle MexaHi3MiB pe3UCTEHTHOCTI, 1110 HETaTUBHO BIIJIUBA€E Ha e(EeKTUBHICTS in Vivo Ta B
KJTIHIYHIA TPaKTHII.

Y 3a3Buuan uytnuBux BupiB Candida Hal4acTillIUM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B IKOMY
3afisHi MinboBi hepMeHTH a30iB, BifmoBiganbHi 3a 6i0CMHTE3 eprocTepony. Pe3uCTEeHTHICTh MOXKe
OyTu 06yMOBIeHa MyTalliIM{, TOCUJIEHHSIM IIPOAYKIil hepMeHTy, MexaHi3MaMu e(IIIOKCY IIpenapaTy
a00 PO3BUTKOM KOMIIEHCATOPHUX IIJISXIB.

[MoBimomnsinu npo cymnepingexkiii Candida spp., cipuunHeHi inmmmy, Hix C. albicans Bugamu, 110
4YacTo MaloTh 3HUKeHY uyTnuBicTs (C. glabrata) abo € criiikumu (Hanpukiap, C. krusei, C. auris) go
dbrykoHa3omy. [In1s MiKyBaHHS TaKWUX iHGEKIIi# CJIif 3aCTOCOBYBAaTHU albTEPHATHUBHI IPOTUTPUOKOBI
3acobu. MexaHi3Mu pe3UCTEHTHOCTI 1lle He [0 KiHIISl BUBYEHI B OeIKUX MPUPOOHO CTikkux (C. krusei)
abo HoBux (C. auris) BuniB Candida.

KonTponsHi Toukn EUCAST (€BponeicbKOro KOMITETY 3 OCHIIKEHb YYTIUBOCTI 0 aHTUMIKDPOOHUX
3ac00iB).

Basyrounuce Ha focigXKeHHi papMaKOKiHeTUUHNX/(hapMaKOOUHaMIYHUX OAaHUX, YYTIUBOCTI in Vitro Ta
KJTiHi4YHOI Bigmosifmi, 6y0 BU3HaYeHO KOHTPOJIbHI TOYKY IS GIIYKOHA30I1y [AJIsT MiKPOOpraHi3MiB pomy

Candida. (Cynposigaui po3’sicHioBanbHuY foKyMeHT EUCAST pgng dbaykoHasony (2020) - Bepcia 3;
€BpOMeNCLKUY KOMITET i3 HOCHiIKeHb YYTANBOCTI 10 aHTUMIKPOOHKX 3ac00iB, [TpOTUTPHOKOBI

3acobu, Tabnuili KOHTPOJILHUX TOYOK myd iHTepnpeTatii MIK, Bepcis 10.0, HabyB YMHHOCTI
04.02.2020 p.). Boru 6ynu po3mofineHi Ha KOHTPOJIbHI TOYKH, 1110 He MOB’sI3aHi 3 IEBHUM BUAOM, SKi

6inbII0r0 MipOI0 BU3HAYAIUCS HA OCHOBI hapMaKoKiHeTUYHUX/(papMaKOAUHaMIUHUX JaHUX i He
3ajiexaTh Bifl PO3IOMiNy Ha MeBHi BUOW 3a MiHiManbHOMW iHTiOy0490i0 KOHIIEHTpalli€lo, Ta Ha
KOHTPOJIbHI TOUKH, TIOB’SI3aHi 3 IEBHUM BUIOM, 1[0 Ha4aCTillle aCOLi0IThCA 3 iHQEeKIiaAMHU y
moauHu. L KOHTPOIbHI TOUYKY HaBeIeHO HUXKYE.


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

ITpomuzpu-b6Kosuti KonmpoavHi
3acib mouKu, He
noe’A3aHi 3
KoHmposabHi mouku, nos’a3aHi 3 neeHum 8udom S < /R >y M2/n  nesHum
gudom"
S</R>y
me/n
Candida Candida  Candida Candida Candida Candida
albicans dubliniensisglabrata krusei parapsilosis tropicals

®nykoHa3on 2/4 2/4 0,001*/16 -- 2/4 2/4 2/4
S uyTnusuii;
R pe3ucTenTHUY;

a - KOHTPOJIbHI TOYKH, 1110 He MOB’S3aHi 3 IeBHUM BUAOM, gKi OiNbII00 Mipoio BU3HAYaIKUCS Ha OCHOBI
(bapMakoKiHeTHYHOI/papMaKogrHaMiYHO1 iH(popMallil i He 3ayiexkaTh Bifl pO3MOLiTY Ha NEeBHi BUOYU 3a
MiHiManbHOIO iHTiI0YI040I0 KOHIIEHTPalli€0. BoHU mocimKyBamuce nuiile y MiKpoopraHi3mis, y IKuUX
He icHye crenudiyHOol KOHTPOIbHOI TOUKH;

- OCIifI>KeHHS YYTIUBOCTI He PEKOMEHI0BaHi, OCKiIbKM IIeX BUM HE € METOIO JIiIKapChKOl Tepartii;

* Vci noka3uuku C. glabrata B kateropil I. MIK npotu C. glabrata cnif oniHIOBaTH SK PE3UCTEHTHI,
KOJIM BOHM IepeBUIlyioTh 16 mr/n. Kateropis wytnusocTi (< 0,001 Mr/mn) BUKOPHCTOBYETHCS JIHUIIIE
nuist 3anobiraHHs TOMUIKOBOL Knacudikariii mtamis I gk mtamiB S. [ - 9yTnuBuil 3a yMOBU
IiABHUINEHOI eKCI03KIii: MiKpoOpraHi3M HaJleXkKHTh 00 KaTeropii «4yTIuBHAY 3a YMOBU IifiBUIIEHO]
€KCIIO3UIIil» y pa3i, KOlu iCHy€e BUCOKa UMOBIpHICTh TE€PaANeBTUYHOTO YCIIiXy, OCKiJIbKM €KCIIO3UIIis
npemnapary Oysa 36ibIeHa 3a PaXyHOK KOPEKIIil pexkuMy Ho3yBaHHS ab0 #0oro KOHIIEHTpalii y
BOTHHUILI iH(eKil.

dapmakokiHemuka.

dapMaKoKiHEeTHYHI BIaCTUBOCTI (PIyKOHA30JTy € MOAiOHUMY IPU BHYTPIITHLOBEHHOMY i
IIepopajIbHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3051 mobpe BCMOKTYETLCS IIPH IIepOpaIbHOMY 3aCTOCYBaHHI, a piBeHb IIpenapary B I1a3Mi
KPOBi ¥ cucTeMHa OiogocTynHicTh nepeBulyioTh 90 % piBHSA GIyKOHA3011y B IJTa3Mi KPOBI, 1110
IOCSITAETHCS MIPYU BHYTPIITHEOBEHHOMY BBeleHH]I npemnapaTy. OgHOYacHe BXKHBaHHS 1XKi He BIIJIUBaE
Ha BCMOKTYBaHHS IIpenapaTy IIpU MOro IepopajbHOMY 3aCTOCyBaHHI. [IikoBa KOHIIEHTpallis y mia3mi
KpPOBi focaraeTtsca dyepes 0,5-1,5 roguHu micng npuioMy npenapaTy HaTilecepue. KoHIeHTpanis
mpenaparty B IIJIa3Mi KpPOBi mpomnopiidHa fo3i. PiBHOBaxkHa 90 % KOHLIEHTpallid JOCAraeThCsa Ha 4-5-1
neHb Ipu 6araTopa3oBOMY 3aCTOCYBaHHI OIMH pa3 Ha 000y abo Ha APYTuil AeHb JTiKyBaHHS NIpU
3aCTOCYBaHHI y IepIui JeHb HaBaHTaXKyBaIbHOI JO3M, 10 BABiUi TepPeBHUIIy€e 3BUYANHY 10O0BY HO3Y.

Po3moomin.

00’eM po3nopiny npubIU3HO OOPIBHIOE 3arajlbHOMY BMICTy PiIMHU B OpraHi3Mi. 3B’s3yBaHHS 3
Oinkamu mma3Mu KpoBi HU3bKe (11-12 %).

®nykoHa3on mobpe IPOHUKAE B YCi AOCTiAXKyBaHi pifuHu opraHi3my. PiBeHb QiyKoHa307y B CIMHI Ta
MOKPOTHHHI € OAiOHMM [0 KOHILIEHTpallil IpenapaTy B I1a3Mi KpPOBi. Y Malli€HTiB, XBOPUX Ha



rpuOKOBUYM MEHIHTIT, piBeHb (PJIyKOHA30Jly B CHMHHOMO3KOBI# piguHi gocsrae 80 % KOHI[eHTpallil y
IJ1a3Mi KPOB.

Bucoki KoHLIeHTpallil (GIyKOoHAa30Jy B IIKipi, [0 TEPEBUILYI0OTh CUPOBATKOBI, JOCATAIOTHCS B
poroBoMy I1iapi, emifgepMici, mepmi Ta noTi. ®IyKOHa30JI HAKOIIUUYYETHCS B POrOBOMY LIapi.

[Tpu 3actocyBaHnHi fo3u 50 Mr 1 pa3 Ha o0y KOHIeHTpauis GIyKoHa30iy micnsa 12 oHiB miKyBaHHS
CTaHOBHUJIA 73 MKT/T, a Yepe3 7 OHIB IiC/Is 3aBePIIEHHS JIiIKyBaHHS KOHIIEHTpAIlid BCe Ille CTaHOBHUJIa
5,8 Mkr/r. [Ipu 3actocyBanHi go3u 150 mMr 1 pa3 Ha TUXKAEHb KOHIIEHTpaLisa QpIyKoHA30y Ha 7-

1 IeHb JIIKyBaHHS CTaHOBHUIA 23,4 MKT/T; 4epe3 7 OHIB IiCNIs 3aCTOCYBaHHS HACTYIIHOL fO3U
KOHIIeHTpallid Bce Iie cTaHoBuma 7,1 MKr/r.

KonnenTpanis ¢pnykoHa3omy B HIrTax micns 4 micsaniB 3acTocyBaHHS 150 Mr 1 pa3 Ha TUXIEeHb
craHoBuia 4,05 MKI/T y 300poBUx H0OpOBOJIBIIB Ta 1,8 MKI/T Ipu 3aXBOPIOBaHHSX HITTiB;
(byKOHa30J1 BU3HAYABCS Y 3pa3Kax HirTiB uepes3 6 MicCAIlB mmiciis 3aBepIIeHHS Teparrii.

BioTpancdopmariris.

®nykoHa3on MeTabomi3yeThCsl He3HaYHOIO0 Mipoio. [Ipy BBefieHHi 103K, MideHOl pagioaKTUBHUMHU
izoronmamu, nuiie 11 % ¢GpryKoHa307Ty eKCKPETYEThCS 3 Cedelo y 3MiHeHOMY BUTTIAML. ®IyKoHa307
€ momipHuM iHriditopoM izodpepmenTiB CYP2C9 ta CYP3A4, a Tak0oXK IMOTYKHUM iHTiOiTOpOM
izopepmenty CYP2C19.

BuBemeHH4.

[Tepion HamiBBUBemeHHS (IyKOHA3011y i3 MJIa3MU KPOBi cTaHOBUTH 0113bK0 30 roguH. Binbina
YacTHHAa [IpenapaTy BUBOOUTHCS HUPKaMmu, npudoMmy 80 % 3aCTOCOBaHOI HO3U BUSBISIETLCI Y Cedi B
He3MiHeHOMY cTaHi. KimipeHc (hyKoHa30/1y IPONOPLiMHNY 10 KIipeHCy KpeaTuHiHy. LIUpKymo0dux
MeTaboJIiTiB He BUSBIIEHO.

TpuBanuii nepion HamiBBUBeOeHHS IIpernapaTy 3 IJIa3MU KPOBi Ja€ MOXKJIUBICTH pa30BOr0
3aCTOCyBaHHS IIpenapaTty Ipy BariHaJlbHOMY KaHAMIO031, @ TaK0XK 3aCTOCYBaHHS IpenapaTty 1 pa3 Ha
TUX[EHb IIPY IHIIUX TOKa3aHHSAX.

dapMakoKiHeTHKa IPU HOPVIIeHH] QVHKIII HUPOK.

Y maitieHTiB i3 HUPKOBOIO HEJOCTATHICTIO TSIKKOTO CTyNeHs (IBUAKICTh KIIyO0uKOBOI dinbTparii

< 20 mn/xB) nepion HamiBBUBemeHHS 30inbiyeThes Bim 30 mo 98 romun. ToMy 1iit KaTeropii mamieHTiB
HeoOXiTHO 3MEHIIUTH 003y QIyKoHa3o0my. ®IyKoHa30JI BUNAISEThCS IIUITXOM IreMofiani3y, Ta
MEHIIIOI0 MipOol0 - MUIXOM [IePUTOHeasIbHOTr 0 fianidy. Ceanc reMopiani3y TpUBaiCcTiO 3 TOOUHU
3HUXKYE piBeHb HIIYKOHA30IIy Y IIa3Mi KpoBi mpubnu3uo Ha 50 %.

d®apMaKOKiHETHKA P JIaKTallii.

KonnenTpatii ¢pyKoHa30/y B IIJIa3Mi i MaTePUHCHKOMY MOJIOLIi BIIPOMIOBK 48 roguH Miciisd IPUHOMY
omHOPa30Boi 703U 150 Mr oIfiHIOBaNU Mif Yac (papMaKOKiHETUYHOTO OOCIigKEeHHS 3a y4acTIO AeCITH
XKIHOK Yy mepiofii nakTallii, sKi TUM4acoBo ab0 MOCTIHO MPUIUHUIM TOTYBaTH CBOIX HEMOBJIST
T'PYAOIo. Y MaTeprHCHKOMY MOJIOLI GIyKOHA30JI BUSABUIN Y CepPefHil KoHIleHTpalil mpubnu3uo 98 %
Bif Ti€l, 110 Bii3HAYAsH y Ia3Mi MaTepi. Yepes 5,2 roAuHY MiC/Isa NPUNOMY J03U CepefgHs MiKoBa
KOHIIEHTPaIlisg B MaTePUHCHKOMY MOJIOIi cTaHOBUAa 2,61 Mr/n. [Jo6oBa mo3a (HIyKoHA30Iy, OTpUMaHa
HEMOBJISIM i3 MaTepPUHCHKOT0 MOJIOKA (SIKILIO IPUMHATY CepeHE CIIOXKUBAHHS MOJIOKA 3a

150 mn/kr/mo0y), po3paxoBaHa Ha OCHOBI CEpeHbOI MiKOBOI KOHIIEHTPallii B MOJIOIIi, 110 JOPiBHIOE
0,39 mr/kr/mo0y, cranoBuTh pubnu3Ho 40 % Big 1031, peKOMEHI0BaHOI HOBOHAPOIXKEHUM (BiKOM



< 2 TuxkHiB), ab6o 13 % Bim m03u, peKOMEHO0BAHOI HEMOBJISITAM [JIS JTIKyBaHHS KaHOUO03Y CIIM30BUX
000JIOHOK.

dapMakOKiHEeTHKA V OiTeH.

dapMakoKiHEeTHYHI TapaMeTpHu y AiTel OyIu OLiHeHi y 5 HOCHifXKeHHIX: 2 DOCTiAKeHHS pa30BOro
3aCTOCYBaHHS, 2 JOCTimXKeHHs 0araTopa30BOr0 3aCTOCYBaHHS Ta 1 MOCHiIKeHHS HeIOHOIIEHUX
HOBOHapoaxkeHux. [licns BBegeHHS 2-8 Mr/Kr GIyKoHa30Jy OiTIM BiKoM Bif 9 micaris 1o 15 pokis
OyB BusiBnieHui mokasHuk AUC 61u3pko 38 MKr*rom/mi Ha 1 Mr/kr mo3u. Ilicias 6araTtopa3oBoro
3aCTOCYBaHHS CepefHill nepion HamiBBUBeOeHHS (HIyKOHA30I1y 3 IIJla3MHU KOIMBaBCI MixX 15 Ta

18 roguHamu, a 00’eM po3mopiny ctaHoBUB pubau3Ho 880 Mn/Kr. Binbil TpruBanuil nepioxn
HalliBBUBEMEeHHS (PIIYKOHA30JIy 3 IIJIa3MU KPOBi CTAHOBUB NPUOIN3HO 24 roguHu Ta OyB BUSBIEHUN
icIIst BBEOEeHHS Pa30Bol N0o3u. el MoKa3HUK € MOPIBHIHHUM i3 MePiofloM HalliBBUBEIEHHS
(byKOHa3011y 3 IIJTa3MHU KPOBI IiCJIsi pa30BOr0 3aCTOCYBaHHS J03U 3 MI/KT BHYTPIIITHEOBEHHO HiTSIM
BikoM Bix 11 mHiB go 11 micsiiB. O0’eM po3mopiny B Iii BiKOBi# rpyIi cTaHOBUB 67113bK0 950 MII/KT.

Iocsim 3acTocyBaHHs GIYKOHA30Jy HOBOHAPOAXKEHUM 00MEXKYETHCSI HhapMaKOKiHETHYHUMU
OOCIIXKeHHIMHU 12 HeIOHOIIeHUX [iTel i3 TepMiHOM recTariil npu0nu3no 28 TuxkHiB. CepenHi BiK
OUTHHY IIPU BBEIEHHI IepIol 031 CTaHOBUB 24 ToguHM (mianma3oH 9-36 ToguH), cepegHs Maca Tina
npu HapopxkeHHi ctaHoBuia 0,9 kr (miamason 0,75-1,10 kr). MakcumyMm 5 BHYTPIIIHBOBEHHUX
in’ekuin GpnyKoHa30my B H03i 6 MI/KT BBOOUIU KOXKHIi 72 rogunu. CepenHiil mepion HaliBBUBEOEHHS
cTaHOBUB 74 ropunu (44-185) y nepmuii geHsb, moTiM 3MeHImUBCS 0o 53 roguH (30-131) Ha 7-i meHb
Ta 1o 47 (27-68) Ha 13-11 meHsb. [1noma nig KkpuBoio (MKr*roa/mi) ctanosuna 271 (173-385) y nepmmi
neHb, 36inbinyBanacs mo 490 (292-734) Ha 7-# geHb, moTiM 3MeHmuIacs go 360 (167-566) Ha 13-

i nenb. O0’eM posmnopiny (mi/kr) ctaHoBuB 1183 (1070-1470) y nepinuii neHs, 36inbinyBascs mo 1184
(510-2130) Ha 7-11 menb Ta mo 1328 (1040-1680) Ha 13-#1 meHb BigMOBITHO.

dapMakoKiHEeTHKA Y [Ali€HTIB JITHHOI'O BiKY.

dapMaKOKiHETUYHE JOCTiAKEeHHS IIPOBOAWIN 3a Y4acTIo 22 MallieHTiB (BiKOM Bif 65 poOKiB), sKi
3acrtocoByBanu 50 Mr (ryKoHa301y nepopanbHo. 10 namieHTiB 04HOYAaCHO 3aCTOCOBYBAJIU AiyPETUKH.
C,.x CTaHOBHUJA 1,54 MKI/MN Ta gocsAranacs IpoTaroM 1,3 TOOWHY IiC/s 3aCTOCYBaHHS (QITYKOHA307Y.
Cepenns AUC cranoBuna 76,4+20,3 mrr*rog/min. CepenHiii mepion HamiBBuBeneHHs 46,2 rogunu. Li
(dbapMaKOKiHeTUYHI TOKa3HUKHU € BUIIMMHU TTOPIiBHSHO i3 aHAIOTIYHUMU ¥ 300POBUX NOOPOBOJIBIIIB
MOJI0AIIOro BiKy. OgHOYACHe 3aCTOCYBaHHS [iypeTUKIB He MaJio 3HayHoro BmiuBy Ha C,,, Ta AUC.
Takox KiipeHC KpeaTuHiHy (74 MI1/XB), BifCOTOK (pJIyKOHA30I1y, 110 eKCKPETYBaBCH i3 ceyelo y
He3MiHeHOMY Burnafi (0-24 ropuny, 22 %), Ta HUPKOBUM KilipeHC prnykonasomny (0,124 mn/XB/KT) y
NAIli€HTIB [aHOl BiKOBOI Ipyny Oy/Iy HUKYKMMU, HiXK aHAJIOTi4Hi TOKA3HUKYU Y MOJIOAIINX
no6poBosbLiB. ToMy 3MiHM (papMaKOKiHETHKY Y MAI[i€HTIiB JTITHLOTO BiKy OUEBUAHO 3ajieKaTh Bif
napaMeTpiB (pyHKI HUPOK.

KniniyHi xapaKTepHCTHKH.
Iloka3aHnHs.

Oyuuc® moKa3aHWi [JIs TiKyBaHHS TaKUX TPUOKOBUX iH(EKI[# Y HOPOCIUX (IUB. PO3MiN
«®apMakKoouHaMiKa»):

- TOCTPUY BariHaJIbHUY KaHOUA03, KOJIU MiClieBa Tepallisi He € AOLIbHOIO;

- KaHOUOO3HUM OaaHiT, KoMK MiciieBa Teparisi He € [OIiIbHOIO.



Teparito npenapaTom @yunc® MOXKHAa PO3MOYMHATHU OO0 OTPUMaHHS Pe3y/IbTaTiB KyJIbTypabHUX Ta
iHmmx mabopaTOPHUX AOCIIAXKEHB; OJHAK IIiCII OTPUMaHHS Pe3yJIbTaTiB JOCIiIXKeHb
npoTUiHGEKIHY Teparilo MoTPi6HO CKOPUTYBAaTH BifIOBITHUM YHHOM.

Heo6xigHo 6paTu mo yBaru odimifiHi peKoMeHaallii Iofo BigmoBiIHOT0 3aCTOCYBAHHS
IPOTUTPUOKOBUX 3aCO0iB.

IIpomunoka3aHHs.

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

- OgHOYaCHe 3aCTOCyBaHHA (DJIyKOHA30JIy Ta TeppeHaguHy Nali€eHTaM, IKi 3aCTOCOBYIOTh
¢bnykoHa3on 6araTopa3oBo y po3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3ybTaTaMu AOCHiAXKEHHS
B3a€eMofil 6araTopa3oBoro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (PIIyKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC00iB, II0 MTOOBKYIOThH iHTEPBA
QT ta meTabomizyoThcs 3a gonmoMoroi ¢hepmenty CYP3A4 (HampuKiaf, IU3anpuay, acTeMi3omy,
niMo3uAy, XiHiTUHY Ta ePUTPOMILMHY), AUB. po3ninu «Oco6IMBOCTI 3aCTOCYBaHHI» Ta «B3aeMofis 3
iHITIMM JTiIKapChKUMHM 3aC00aM¥ Ta iHIIN BUOY B3AEMOIiH».

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

IIpomunoka3aHe cymicHe 3aCmMoCYB8AHHA (GAYKOHA30Y Md HUNCYE3d3HAYeHUX AiKapcbKux 3acobis.

Iusanpud: mMOBiKOMJISIIM TIPO PO3BUTOK NMOGIYHMX peakiiiii 3 60Ky ceplisd, Y TOMY YHUCII PO
[IapOKCH3MaJIbHy IUIYHOUYKOBY TaxiKapfilo TUIY «IIipyeT» Yy Malli€HTiB, SKi 00HOYACHO 3aCTOCOBYBaJIU
bnykoHa3o0n Ta nu3anpup. OgHodyacHe 3actocyBaHHS 200 Mr priykoHasony 1 pa3 Ha moby Ta 20 Mr
u3anpupny 4 pasu Ha fo0y IPHU3BOAUIIO 10 3HAYHOTO MigBUIIEHHS PiBHS IIU3aNpUay v Iaa3Mi KpoBi
Ta 00 nopoBxkeHHS iHTepBany QT. OgHodacHe 3aCTOCyBaHHS (IYKOHA30Iy Ta IU3aIpULy
IIPOTUIIOKa3aHe (OuB. po3nin «IIpoTunoka3aHHs»).

TeppeHaduH: Yepe3 BUMAKU PO3BUTKY TAKKUX CEPLIEBUX apUTMil, CHPUYNHEHNX IIOJ0BKEHHAM
inTepBany QTc, y malfieHTiB, sKi 3aCTOCOBYIOTh a30/IbHI MPOTUTPUOKOBI JTiKapchKi 3ac00M 0OHOYACHO
3 TepdeHaguHOM, Oy/IK MPOBEeH] MOCTiIKeHHs B3a€MOIil ITuX mpemnapartiB. [Ipu 3acTocyBaHHi
bnykonasony y no3i 200 Mr Ha mo6y He Oys10 BUSIBIIEHO MTOAOBXKeHHS inTepBany QTc. [Tpu
3acTocyBaHHi rriykoHa3ony B o3ax 400 Mr Ha o6y abo Bullle 3HAYHO IigBHUIIYE PiBEHb
TepdeHaguHy B m1a3Mi KpPOBi IIpK OMHOYACHOMY 3aCTOCYBaHHI I[uX mpemnaparis. CymicHe
3acTocyBaHHS GIyKoHa301y B go3ax 400 mr abo Buile 3 TepdeHaguHOM IPOTUTIOKa3aHe (IUB. PO3Mi
«[Iporunoka3anHs»). [Ipu 3acTocyBaHHi GykoHa30my B go3ax Huxk4e 400 Mr Ha 106y omHOYACHO 3
TepheHaguHOM CIIif] IPOBOAUTHU PETENIbHUIN MOHITOPUHT CTaHy Ialli€HTa.

Acmemi30: cyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JTy Ta aCTeMi30JIy MOXKe 3MEHIIUTH KITipeHC
actemizony. CupuunHeHe IKMM MIiABUINEHHS KOHLIEHTpallil aCTeMi30JTy B I1J1a3Mi KPOBi MOXKe
IIPU3BECTH [0 of0BXKeHHs iHTepBany QT Ta y pigKiCHUX BUIAgKax - 10 IapOKCU3MaJIbHOI
IIJTyHOYKOBOI Taxikappil Tumy «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IIpOoTUIIOKa3aHe (OuB. po3ain «IIpoTunoKa3aHHSI»).

ITimo3u0: omHOYACHE 3aCTOCYyBaHHS (DIIyKOHA30/Iy 3 MiMO3UA0OM MOXKe IIPU3BECTH [0 iHTiOyBaHHSA



MeTabo0mi3My MmiMo3umy, X04a BiATIOBIIHUX OOCHIXKEHS in vitro Ta in vivo He npoBogumu. [ligpuieHa
KOHIIEHTpallid IiMO3Uy y IIjla3Mi KpOBi MOXKe IIPU3BECTHU [0 NONOBXKeHHS iHTepBany QT Ta B
pigKicHUX BUIlafKaXxX OO MapOKCH3MaJbHOI IUIYHOYKOBOI TaxXiKappil Tuny «mipyetr». OgHO4YacHe
3aCTOCYBaHHS (PIyKOHA30JIy 3 MIMO3UAOM IPOTUIIOKa3aHe (OuB. po3ain «IIpoTunoka3anasg»).

XiHiOUH: OMHOYAaCHE 3aCTOCYBaHHS (HIIYKOHA30J1y Ta XiHiIWHY MOXKe NMPU3BOAUTH [0 iHTiOyBaHHS
MeTabomi3My XiHiquHY, X04a BifMOBIAHUX AOCTiAXKEHb in Vitro Ta in vivo He IPOBOIUIIH.
3acTocyBaHHS XiHifmuHY Oy70 OB sI3aHe 3 MOAoBXKeHHSIM iHTepBany QT Ta B pigkKicHUX BHIMIafKax
- IAPOKCH3MaJIbHOI IIIYHOYKOBOK TaxikKapAi€w TUly «mipyer». OgHOYacHe 3aCTOCYBaHHS
GbIyKoHa3011y 3 XiHIIMHOM MPOTUIIOKa3aHe (OuB. po3hin «I[IpoTUnoKa3aHHSI»).

EpumpomilyuH: ogHOYaCHe 3aCTOCYyBaHHS (IYKOHA30Jly 3 EPUTPOMILIMHOM MOXKe IIPU3BOOUTHU [0
HiABUIIEHHS PU3UKY KapAi0TOKCUYHOCTI (mofoBXKeHH iHTepBany QT Ta napokCcu3MasnbHOl
IIJTyHOYKOBO! TaXiKappil TUIY «IipyeT») Ta, SIK HAClifOK, O PalTOBOl KOPOHAPHOI CMEPTI.
OpHOYacCHe 3aCTOCYBaHHS (PIIyKOHA30Jy Ta ePUTPOMIIMHY IPOTUIIOKa3aHe (JUB. PO3MIin
«ITpoTUIOKa3aHHS»).

He lzel{OMeHa)ZGmbCﬂ 00HOYdcHe 3dCMOCYBAHHA gbﬂ)lKOHdSO/l)Z ma Hux;c4ye3d3Ha4yeHux ﬂiKGQCbKUX

3acobis.

I'anopaHmpuH: GIyKOHA30JI MOXKe CIPUYMHUTH MifBUIIEHHS KOHIeHTPalil rafo@aHTpuHy B I1a3Mi
KpOBi 3a paxyHOK npurHiuenHs CYP3A4. OpHoyacHe 3aCTOCYBaHHS LIKX JIiIKapChKUX 3ac00iB
IIOTEHI[INHO MOXKe IIPHU3BOAUTH [0 IiABUIIEeHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (IIOOOBXKEHHS
inTepBany QT, napokcu3MasbHa IUIYHOYKOBA Taxikaphis TUIY «IIipyeT») Ta, K HaCJifoK, OO0
parnToBoi cepleBoi cMepTi. Tpeba yHUKATH 3aCTOCYBaHHS KOMOiHaIIil ITMX JiKapchKuX 3aco0iB (OUB.
po3min «Ocob6IUBOCTI 3aCTOCYBaHHS»).

CymicHe 3acmocyeaHHsA GAYKOHA304yY MA HUHCYE3a3HAYeHUX AiKAPCbKUX 3acobis aumazae
obepesicHoCMi.

AmioOapoH: ogHOYACHE 3aCTOCyBaHHS (HITyKOHA30J1y 3 aMioflapOHOM MOXKe IIPU3BECTHU J0
nomoBxkeHHs iHTepBany QT. [Ipu HeoOXimHOCTI cyMicHOTO 3acTOCyBaHHS (HIIYKOHA30Iy Ta aMiogapoHy
He0OXiHO TOTPUMYyBaTHCS 00epeKHOCTi, 0COOIKUBO IPU 3aCTOCYBaHHI GPIIyKOHA30Jy Y BUCOKUX J03aX
(800 mr).

C)ZMiCHe 3dCmMoOCyBAdHHA Qb/l)ZKOHCISO/l)z ma Huxc4e3d3Hd4eHux /liKCIQCbKUX 3acobie sumaaae

obepedicHOCMi Ma Kopu2y8aHHs 003U.

Bnsue iHwux snikapcvkux 3acobie Ha ha1yKoHa3041.

Kniniyno 3Hauym[oro BIIMBYy Ha abcopOilito ¢pyKoHa307Ty Ipu #0ro nepopajbHOMY 3aCTOCYBaHHI He
MalTh OOHOYACHUY MIPUUOM 1XKi, IUMEeTUANH, aHTallU[IX, a TaKOXK IIPOMeHeBa Teparis yciel misgHKu
Tifa (Ipu nepecaplli KiCTKOBOTO MO3KY).

PugpamniyuH: ogHOYaCHE 3aCTOCYBaHHS (PIIyKOHA30JIy Ta pAU(PaMIiuHy IPU3BOAUIIO 0 3HUXKEHHSI
AUC =a 25 % Ta ckOopouyBaJio Iepiof HamiBBUBe#eHHS GiyKoHa3oiy Ha 20 %. ToMmy 01 malji€eHTis,
SIKi 3aCTOCOBYIOTh puGaMITilluH, TOTPIOHO PO3TIAHYTHU HOLIBHICTh MiABUIIEHHS 003U (HIYKOHA3O0IMY.

I'idpoxs1opomia3ud: y HocHifXxeHHi (hapMaKOKiHEeTUYHOI B3a€MOfIil omHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TiPOXJIOPOTia3uay y 3MOPOBUX HOOPOBOJIBLIB, SIKi OTpuMYyBanu (HIyKoHa307,
IiABUINYBAJIO KOHI[EHTPALi0 (IyKoHa30iy B m1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3aEMOfil He
BAMaraloTh 3MiH y peXHMi J03yBaHHS (IyKOHA30J1y [AJIS MAIli€HTiB, IKi OHOYACHO OTPUMYIOTh
cedorinHi 3acobu.



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
niguiierHs AUC,, denitoiny Ha 75 % Ta C,,, Ha 128 %. [Tpu omHOYaCHOMY 3aCTOCYBaHHI LIUX
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 migsuiye AUC ta C,,, cakBiHaBipy mpubmu3Ho 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».

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

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

Llepmamonoeiuni peakuii. ITig yac 3acTocyBaHHs (IyYKOHA30Jy PigKO MOBiMOMIISIOCS IIPO PO3BUTOK
TaKUX €KC(QOJliaTUBHUX LIKIPHUX peakliil K cuHapoM CTiBeHCca - [[2KOHCOHA Ta TOKCUYHUU
emnigepManbHul HeKpoi3. [ToBimoMsanu npo MeguKaMeHTO3HY peaklliio 3 e03uHOGimi€el0 i
cucrteMHuMy mposiBamu (DRESS). IMarmienTu, xBopi Ha CHIII, 6inbIn CXUITBHI 10 PO3BUTKY TSIKKUX
IMIKiPHUX peakIliil mpy 3aCTOCyBaHHi 6araThox JiKapchKuX 3aco0iB. FAKIIO y MallieHTa 3 TOBEPXHEBOIO
rpubKoBOIO iH(DeKIiet0 3’ IBNII0TLCS BUCHIIAHHS, 1110 MOXKHA IT0B’3aTH i3 3aCTOCYBAHHSIM



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

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

ITumoxpom P450. ®nykoHa3zon € nomipauM inribitopom dhepmentis CYP2C9 ta CYP3A4. Takox
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.
2KiHKu penpodyKmueHo20 8iK).
[Tepen moyaTKOM JIiKyBaHHS MAliEHTKY CIif MpoiHGOpMyBaTi PO NOTEHLINHNN PU3UK OJIS MJI0fa.

[Ticns 3acTOCyBaHHSI ODHOPA30BOi 03U MOTPIOHO BUTPUMATH Nepion BUBENEHHS QIIyKOHA30JTy, SKUN
CTAHOBUTH MpuOIHM3HO 1 THXKOEHH (10 BifmoBimae 5-6 mepiogaM HamiBBHBEHOEHHS), 0O HACTAHHS
BariTHOCTI (muB. po3min «PapMaKOKiHETUKA»).

Y pasi TpuBanux KypciB lTiKyBaHHS XiHKaM peNmpOaYKTHBHOTIO BiKY CIIi[l pO3TJISHYTU MOXKJIUBICTh
3aCTOCyBaHHS KOHTpAIEIIlii IPOTATOM YChOT0 IIepiofy JiKyBaHHS Ta IPOTAroM 1 TUXKHSA micis
IPUIOMY OCTAHHBOI TO3H.

BazimHicme.

OOcepBarliliHi mocigKeHHS CBiIYaTh PO MigBUIEHUY PU3UK CIIOHTAHHOTO abopTy y XKiHOK, IKi
oTpuMyBaiX GIIYKOHA30JI IPOTSITOM IIEPIIOro Ta/abo OPyroro TPUMECTPY, MOPIBHSIHO 3 TAKUM Y
XKIHOK, fKi He mpuiManu GhayKoHa301 abo OTPUMYBAJIU MiCIleBi a30JU ¥ TOM caMuil epiof.



IaHi om0 KiTbKOX TUCSY BariTHUX XKIiHOK, IKi OTPUMYBaJIU JIiKyBaHHS (QPIYKOHA30JI0M Y
KyMyJIATUBHIN 1031 < 150 Mr y nepiioMy TpUMeCTpi, IEMOHCTPYIOTh BiICYTHICTh 3POCTAHHS
3arajgbHOIO PU3MUKY Baj PO3BUTKY IJIOAY. B OMHOMY BEJIMKOMY CIIOCTEPEKHOMY KOTOPTHOMY
MOCTiIKEeHH]i TepopabHe 3aCTOCYBaHHS (DITyKOHA30I1y B IIePIIOMY TPpUMecTpi 0yI1o moB’si3aHe 3
HEBEJIMKUM IIiIBUIIeHUM PU3UKOM Bafl PO3BUTKY CKeJIeTHO-M 5S130BOI CUCTEMH, 110 BifIIOBifae
npubnu3so 1 gogatkoBomy Bunagky Ha 1000 KiHOK, SKi OTpUMyBaiy KyMyJIATHBHI o34 < 450 M,
IIOPiBHSHO 3 XiHKaMH, SIKi OTpUMYyBaIl a30JId MicueBol fil, i npubau3Ho 4 JOJaTKOBUM BUIIafKaM Ha
1000 xiHOK, fIKi OTpUMYyBaIy KyMyIsTUBHI 1o3u Ginbie 450 mr. CKOpUToBaHUM BiTHOCHUM PU3UK
ctanoBuB 1,29 (95 % [I: 1,05-1,58) mns go3u dhaykoHalony 150 mr nepopansHo Ta 1,98 (95 % [l:
1,23-3,17) ons go3 ¢pnykonaszomny Oinbiie 450 mr.

HasiBHi emifeMionoriyni JoCIigKeHHS 1I[0I0 PO3BUTKY Baj CepIls IPU 3aCTOCYBaHHI (GIyKOHA30Iy Y
1epiof BariTHOCTI Jai0Th cynmepednuBi pe3ynbraTu. OgHaK MeTaaHasi3 5 o0cepBalliitHUX NOCTiAKEHb,
IIPOBEEHUX 3a Y4acTIO KiJIbKOX TUCSY BariTHUX XKIiHOK, Ki OTPUMYyBaIu (HJIyKOHA30JI IPOTATOM
IIePIIOTr0 TPUMECTPY, BUSBUB MiABUIIEHHS PU3UKY PO3BUTKY Baj CepLsl Y HEMOBIAT B 1,8-2 pa3u
MIOPiBHSHO 3 TAKUM Y HEMOBJISAT, MaTePi SIKHUX He 3aCTOCOBYyBanu (HIIyKoHa301 Ta/abo
BUKOPUCTOBYBAJIX a30JI4 [JIs MiCLIEBOT'0 3aCTOCYBaHHS.

Y noBiOMIEHHSAX OMKCAHO BPOAKEHI Bafiy PO3BUTKY Y HEMOBIIAT, MaTepPi SKUX OTPUMYBaJid BUCOKI
mo3u (Bim 400 mo 800 Mr/mo0y) dbiayKoHa301y Y Iepiof BariTHOCTI mpoTsaroM 3 MicsiiiB a0o Oinbiie mpu
JIiIKyBaHHI KOKIIUAi01M0MiK03y. Cepef BpOAKEHUX Bal, AKi CIIOCTepiraaucs y nux giTed, -
Opaxinedarnis, gucnasis ByIIHUX PaKOBKH, HafiMipHe 30ibIIeHHS IIepeIHbOT0 TiM S4Ka,
BUKPUBIIEHHST CTETHOBOI KiCTKM Ta MPOMEHEBO-IIJIeY0BUM CHHOCTO3. [I[pUYMHHO-HACTiZKOBUH 3B’ SI30K
MiXK 3aCTOCYBaHHSIM (pJIYKOHA30Jy Ta BPOIXKEHUMU BaflaMi He BCTAHOBIIEHUH.

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

He crig 3acTocoByBaTH BUCOKi 003U (PIIyKOHA30JTy Ta/abo TprBai KypcH MiKyBaHHS (DITyKOHA30JI0M y
1epiof BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(EKIIiH, 110 MOXKYTb 3arp0KyBaTH XKUTTIO.

I'o0ysaHHA 2pydoio.

®nyKoHAa30J1 TPOHUKAE ¥ IPyOHE MOJIOKO Ta [ocATra€ KOHIEHTpallii moibHol 70 piBHA y Myia3Mi KpOBi
(Ous. po3pin «®apmMakoKiHeTHKa»). ['ofyBaHHSA I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCIS PA30BOT0
3aCTOCYBaHHS 3BUYaNHOI 103U (PIYKOHA30JTy, 1110 CTaHOBUTDL 150 M.

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

Crip OUiHUTY KOPUCTh FOAYyBaHHS IPYANIO AJIS PO3BUTKY i 3M0POB’SI JUTUHY, a TAKOXK KIIiHIUHY
norpeGy MaTepi y npemnaparti ®ynuc® i 6yas-aKi moTeHmiliHi mo6iuni edpexTu npenapaty Oyuuc® a6o
OCHOBHOT'O 3aXBOPIOBaHHS MaTepi OJis QUTUHY, 1Ka OTPUMYyE IPyIHE BUTOLOBYBaHHS.

depmusbHicmb.

®ykoHa3071 He BIUIMBAB Ha GEePTUIILHICT CaMIliB Ta CaMOK IIypiB.

30amHicmb enaueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.



HocnimxeHb BINKUBY (IYKOHA30Jly Ha 3MaTHICTh KEpyBaTH aBTOTPAHCIOPTOM abo0 IMpalfioBaTH 3
IHIIMMU MexaHi3MaMU He IIPOBOOUIIU.

[TauieHTiB MOTPiOHO MOiHGOPMYBaTH IPO MOKJIMBICTh PO3BUTKY 3allaMOpO4YeHHs abo CymoM (OuB.
po3min «ITo6iuHi peakirii») mig 4ac 3aCTOCOBYBaHHS mpenapaTty. [Ipu po3BUTKY TaKUX CUMIITOMIB He
PEKOMEH[IYEThCS KepPyBaTH aBTOTPAHCIOPTOM abo IpaloBaTH 3 iHITMMY MeXaHi3MaMHU.

Cnocib 3acmocyeaHHsi ma do3u.
[TpemapaT 3aCTOCOBYBaTH IlepopasibHO. [IpuiioM mpemnapaTy He 3aJeXKUTh Bifl puitoMy 1xi.

[Topocai.

[Ipemapat 3acTocoByBaT# B 7031 150 MI 0IHOPa30BoO.

ITauieHmu AiMHb020 BIKY.

[Tpu BigCyTHOCTI 03HaK MOPYLIeHHS (PYHKIIM HUPOK [Jg JIiKyBaHHS 1€l KaTeropil nalieHTiB
3aCTOCOBYBaTH 3BUYAUHY 003V [JIS LOPOCIIUX.

ITopyweHHA pYHKUiT HUPOK.

®1yKOHA30JI BUBOOUTHCS IIEPEBaXKHO 3 cevyelo Y He3aMiHeHOMy Burisani. Ilpu ogHopasoBoMy
3aCTOCYBaHHi (PJIyKOHA30/Iy KOPUTYBATH O3V IIill KaTeropii maIieHTiB He MOTPiOHO.

ITopyweHHA QYHKUIU neyviHkKu.

®nykoHa3071 IOTPiOHO 3aCTOCOBYBATU 3 00EPEKHICTIO NallieHTaM i3 TopymeHHAMY QYHKIIN TeYiHKH,
OCKinbKM iH(popMalii momo 3acTocyBaHHs (IYKOHA301y I1ili KaTeropil maiieHTiB HeIOCTaTHRO (IUB.
po3ginu «Ocob6nuBoCTi 3acToCyBaHHI» Ta «[100iuHi peakiii»).

Himu.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYBaHHS IIpenaparTy Ojis JIiKyBaHHS T'eHiTallbHUX KaHAUIO03IB ¥ OiTen
He BCTaHOBJIEHI, He3BaXkKal0Yy Ha BUYEPIIHI JaHi 00 3aCTOCYBaHHSA (PIyYKOHA30Jy HiTAM. fAKIIO
icHye maranbHa moTpeba 3acTOCyBaHHS MpenapaTy miamiTkaM (BikoM Big 12 mo 17 pokiB), moTpi6HO
3aCTOCOBYBaTU 3BUYalHI 103U [JIS JOPOCTIUX.

Ilepedo3yeanns.
CuMnToMu: rajioIUHAalIll Ta MapaHoifaabHa IOBeTiHKa.

JIikyBaHHS: CUMIITOMaTA4He (Y TOMY YKCJIi IPOMHUBaHHS IUIyHKA U MiATPUMYyIO4Ya Teparis).
®nyKOHA30J BUBOLUTHCS ITIEPEBAXKXHO 3 CedYelo, TOMy (OpCOBaHUM [iype3 MOXKe IPUCKOPUTHI
BUBeMleHHA pemnapaTy. CeaHC reMofiai3y TpHBaliCTIO 3 TONUHY 3HUXKYE PiBeHb HIIYKOHA30Y Y
na3Mi Kposi npubnu3Ho Ha 50 %.



ITobiuni peakuii.

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

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

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

3 boky cucmemu Kposi ma AiMpamuyHoi cucmemu.

HeuacTo: aHeMid.

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

Pigko: aHadinmakcis.

3 6oky memaboaizaMy ma Xap4ye8aHHA.

HeuacTo: 3HUKEHHS alleTUTY.

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

HeuyacTo: 6@3COHHS, COHIUBICTE.

3 6oky Hepeogoi cucmemu.

YacTo: ronoBHUM Oifb.

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

3 boky opaaHis cayxy ma pisHosazau.

Heuacro: BepTuro.

3 6oky cepus.

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

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

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



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

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

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

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

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

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

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

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

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

[ToBigoMIIeHHS PO Mim03pioBaHi mo6ivHi peakiii

[ToBimomneHHs mpo mMo6iuHi peakilil micis peecTpaliii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HaAYEHHS.
Lle nae 3Mory MpOBOOUTH MOHITOPUHT CIiBBiIHOIIEHHS KOPUCTL/PU3UK IIPU 3aCTOCYBaHHI LIbOTO
nikapchkoro 3acofy. MeguuHuM Ta papMalleBTUYHUM IIpalliBHUKAM, a TAaKOXK IMallieHTaM abo ix
3aKOHHUM ITpe[CTaBHUKAM CJIif TIOBiTOMJISITH TIPO YCi BUTTAAKHY IiI03PI0OBaHUX IMOOIYHUX peakilii Ta
BificyTHOCTI epeKTHUBHOCTI TiKapchKoro 3aco0y yepe3 ABTOMaTH30BaHY iHGOpPMaIliliHy cucTeMy 3

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

Tepmin npudamHocmi. 3 POKH.



YMoBu 30epiranssi.
30epiraTu npu Temnepartypi He Bute 25 °C.

36epiraté y HEOOCTYIIHOMY IJIST OiTeH MiCIIi.

YnaxoBka.

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

Kareropis Bigmycky.

bes penernra.

BupoOHHK.

TOB «['JIEODOAPM JITI».

Micue3HaxoaKeHHsI BHPOOHHKA Ta afjpeca MicCusi IPOBaIKeHHs MOro JisIbHOCTI.

40020, Ykpaina, Cymceka o6macts, M. Cymu, Bys. [JaBumoBChKOTO I'puropis, 54.



