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 (E€BponerchbKOTro KOMITETY 3 HOCIiIKeHb 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 ¢pyKoHa3070M (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 30epiranssi.
30epiraTu npu Temnepartypi He Bute 25 °C.

36epiraté y HEOOCTYIIHOMY IJIST OiTe# MicCIi.

Ynakoska.

Tabmetku 1mo 50 Mr Ne 4 a60 Ne 10 y GrricTepi B KAPTOHHIHN yIIaKOBIIi.
Tabnetku o 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 mo 200 mMr Ne 4 a6o Ne 10 y GmicTepi B KapTOHHIN yIIaKOBIIi.

Kareropis Bigmycky.

3a perenTom.

BupoOHHUK.



KYCYM XEJITXKEP I1IBT JITH/

KUSUM HEALTHCARE PVT LTD.

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca Micls MpoBaIXKeHHs HOTro Tis/IbHOCTI.
CII-289 (A), PIIKO Iapmactpian apea, Yonanki, bxiBapi, [lict. AnBap (Pagxacta#n), Inmis/

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



THCTPYKIIA

IJIsI MEJUYHOT 0 3aCTOCYBaHHs JIiKapChKOI'0 3aco0y



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

00ONOMIdiCHI peyoBUHU: TAaKTO3KW MOHOTIAPAT, Ie/TI0103a MiKpoKpucTaniyHa, moBigoH K30, Tanbk,
MarHil cTeaparT, HaTPil0 KPOXMaIbIIKOIAT (TUI A), HATPil0 KPOCKapMeo3a.

JIikapcbka ¢opma. TabmeTku.

OcHosHi (pi3uko-xiMiuHi 81acmusocmi: Oimi, KpyTJi 3i CKOIIEHUMY KpasiMu TaOJIeTKH 3 JIiHi€0
po31aMy 3 OLHOTO OOKY.

dapMmakoTepaneBTHYHA rpyna. [IpoturpuOKoBi 3aco0u [i7is CUCTEMHOTO 3acToCyBaHHS. [ToxigHi
tpuasony. Kog ATX JO2A CO1.

dPapmakon02iuHi e1acmusocmi.

dapmakoOuHamika.

MexaHi3M mii.

®nyKoHa307 € TPOTUTPUOKOBHAM 3aCO00M KJlacy Tpra3oiiB. [IlepBUHHUM MexXaHi3MOM HOro fil €
IPUTHIYeHHS rpubKoBOro 14 anbda-1aHOCTEPOTI-IeMETUIIOBAHHS, OTI0CEPEeIKOBAHOI0 IIUTOXPOMOM
P450, mo € HeBin'eMHUM eTanoM 6i0CUHTE3y IPUOKOBOT0 eprocTepoiy. Akymynsuis 14 anbda-MeTusn-
CTEPOJIiB KOPEJIIOE 3 MTOMAIbIIO BTPATO eprocTepoy MeMOpaHoio rpubKOBOI KITITUHY Ta MOXKe
BifimoBigaTH 3a MPOTUTPUOKOBY aKTUBHICTh (Pr1yKoHa30/y. ®IyKoHa30J € OiNIbIl CEIEKTUBHUM M0
rpubkKoBux hepMeHTiB uToxpoMmy P450, HixXK [0 pi3HUX cucTeM GpepMeHTiB nuToxpoMy P450 ccasis.

3acrocyBaHHs QIyKOHa307y B f03i 50 Mr Ha go0y npoTAroM 28 [HIB He BIIJIMBA€E Ha PiBEHb
TECTOCTEPOHY B IJIa3Mi KPOBi y 40JI0BiKiB ab0 Ha piBeHb €HAOTeHHUX CTEPOIiB y KiHOK
penponyKTuBHOTO Biky. ®nykoHa3on y fo3i 200-400 Mr Ha moOy He MpPOSIBIS€E KIIHIYHO 3HAYYL[OTO
BIUINBY Ha PiBeHb €HAOTE€HHUX CTEPOifiB a00 Ha BiANOBiAb Ha CTUMYJISIIIO aipPEHOKOPTUKOTPOITHOTO
ropmony (AKTT') y 3mopoBux moOPOBOJIBIIiB YOI0BiUOl CTATI.

HocmigXeHHsT B3aEMO{Iil 3 aHTUIIIPUHOM IIPOAEMOHCTPYBAJO, 110 3aCTOCyBaHHS 50 Mr QIyKOHa30/1y
pa3oBo abo 6araTopa3oBo He BIJIMBAE Ha MeTabo0Ii3M aHTUITIPUHY.

YyTnusicTs in vitro.

®nykoHa307 in Vitro eMOHCTPYE MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO KITiIHIYHO MOIIMPEHUX BUMIB
Candida, (Bkmouatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata neMOHCTPy€E 3HUKEHY
YyTHUBICTh [0 GyKoHa3o1y, a C. krusei ta C. auris € CTidKuMH A0 GrykKoHa3o1y. MiHiManbHi



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

ITpomuepu-6xosuti KonmpoavHi mouku, nog’si3aHi 3 negHum 8udom S </ KOHMpPOabHi
3acib R >y me/n MOYKU, He
noe’A3aHi 3
nesHum
gudom"
S</R>y
me/n
Candida Candida Candida Candida Candida Candida
albicans dubliniensisglabrata krusei  parapsilosis tropicals

®nykoHa3051 2/4 2/4 0,001*/16 -- 2/4 2/4 2/4
S uyTnusuii;
R pe3ucTenTHUY;

a - KOHTPOJIbHI TOYKH, 1110 He OB S3aHi 3 IeBHUM BUAOM, gKi OiNbII00 Mipoio BU3HAYaAIKUCS Ha OCHOBI
(bapmakokiHeTHYHOI/PpapMaKogruHaMiuHOI iH(popMaliil i He 3ayiexkaTh Bifl pO3MOLiLy Ha NEeBHi BUOYU 3a
MiHiManbHOIO iHTiI0YI040I0 KOHIIEHTPalli€0. BoHM mocimKyBamuce nuile y MiKkpoopraHi3mis, y IKuUX
He icHye crenudiyHOol KOHTPOIbHOI TOUKH;

- OCIiI>KeHHS YYTIMBOCTI He PEKOMEHIOBaHi, OCKiIbKM IIeX BUM HE € METOIO JIiIKapChKOl Tepartii;

* Yci nokasuuku C. glabrata B kateropil I. MIK npotu C. glabrata cnif oniHIOBaTH IK PE3UCTEHTHI,
KOJIM BOHM IepeBuIlyioTh 16 mr/n. Kateropis gwytnusocTi (< 0,001 Mr/mn) BUKOPHCTOBYETHCS JIUIIIE
nuist 3anofiraHHs TOMUIKOBOL Knacudikariii mrtamis I gk mtamiB S. [ - 9yTnuBuil 3a yMOBU
IiABHUINEHOI eKCII03KIii: MiKpoOpraHi3M HaJleXkHTh 00 KaTeropii «4yTIuBHAY 3a YMOBU IiiBUIIEHO]
€KCITO3UIlil» y pa3i, KOlM iCHy€e BUCOKa UMOBIpHICTh TEePANeBTUYHOTO YCIIiXy, OCKiJIbKM €KCIIO3UIIis
npernapary Oysa 36ibIIeHa 3a PaXyHOK KOPEKIIil pexkuMy Ho3yBaHHS ab0 #0oro KOHIIEHTpalii y
BOTHHUILI iH(eKil.

dapmakokiHemuka.

dapMaKoKiHETHYHI BIaCTUBOCTI (PIyKOHA30JTy € MOAIOHUMY IPU BHYTPIITHLOBEHHOMY i
IIepopajIbHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3051 mobpe BCMOKTYETLCS IIPHU IIepOpaIbHOMY 3aCTOCYBaHHI, a piBeHb IIpenapary B I1a3Mi
KPOBi ¥ cucTeMHa OiogocTynHicTh mepeBulyioTh 90 % piBHSA GIyKOHA3011y B I7Ta3Mi KPOBI, 1110
NOCSITAETHCS MIPU BHYTPIITHLOBEHHOMY BBeleHH]I npenapaTy. OgHOYacHe BXKHBaHHS 1XKi He BIIJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy IIpU M0ro IepopajbHOMY 3aCTOCyBaHHI. [IikoBa KOHIIEHTpalis y mia3mi
KpPOBi focaraeTtscsd dyepes 0,5-1,5 roguHu micng npuioMy npenapaTy HaTilecepue. KoHIeHTpanis
mpenaparty B IIJIa3Mi KpPOBi mpomnopiidHa fo3i. PiBHOBaxkHa 90 % KOHLIEHTpallid JOCATaeThCa Ha 4-5-11
neHb Ipu 6araTopa3oBOMY 3aCTOCYBaHHiI OIMH pa3 Ha 000y abo Ha APYTuil AeHb JTiKyBaHHS NIpU
3aCTOCYBaHHI y IepIIui JeHb HaBaHTaXKyBaIbHOI JO3H, 110 BABiUi TePeBHUIIy€e 3BUYANHy 1060BY HO3Y.

Po3moomin.

00’eM po3nopiny npubIU3HO OOPIBHIOE 3arajlbHOMY BMICTy PiIMHU B OpraHi3Mi. 3B’s3yBaHHS 3
6inkamu mma3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3om mobpe IPOHUKAE B YCi AOCTiAXKyBaHi pifuHu opraHi3my. PiBeHb QiyKoHa307y B CIMHI Ta
MOKPOTHHHI € OAi0OHMM [0 KOHILIEHTpallil IpenapaTy B IIa3Mi 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»):

- KPUIITOKOKOBUM MEHIHTIT (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»);

- KOKIMIioimo3 (ouB. po3min «Oco0MuBOCTi 3aCTOCYBaHHS »);



- iHBa3MBHI KaHIUIO3H;

- KaH[U03M CIM30BUX 000JI0OHOK, BKJII0OUAI0YM KaHOUA03 POTOTJIOTKY Ta KaHAUI03 CTPABOXOMY;
KaHOUOYPis, XpPOHIYHUN KaHOUO03 WKIPH i CTU30BUX 000IOHOK;

- XpOHiYHUY aTpodiuHNM KaHAUI03 POTOBOI MOPOXKHUHY (KaHAUA03, CIPUYNHEHNN BUKOPUCTaHHIM
3yOHUX IIPOTE3iB) TP HEee(peKTHUBHOCTI TirieHN POTOBOI MOPOKHMHYU ab0 MiCIIeBO1 Teparii;

- BariHaJIbHUM KaHOUO03, TOCTPUM UM PEIMOVMBHUM, KOIM MiCIleBa Tepallis He € OOILiIbHOIO;
- KaHOuOOo3HuY 0aslaHiT, KOJIU MiclleBa Tepallis He € HOLiTbHOIO;

- IepMaTOMiKO03H, BKJII0Yal04u MiK03 CTOII, MiK03 I'JTafieHbKOl MIKipH, ITaX0OBUM OepPMaTOMiKO03;
pisHOOapBHMN NHIlIal Ta KAHAWOO3HI iHPEKIIil IIKipK, KoMK IT0Ka3aHO 3aCTOCOBYBATU CUCTEMHY
Tepartiio;

- mepMaTO(iTHUYN OHIXOMiK03, KOJIM 3aCTOCYBaHHS iHIIKX JIiIKAPCHKUX 3aC00iB HE € JOLITbHUM.
<Dyu1z1c® IIOKa3aHUU 71 NPoQiTakKTUKN TaKUX 3aXBOPIOBaHb Y JOPOCIIHX SK:
- PELUAUB KPUIITOKOKOBOTO MEHIHTITY y IAI[i€HTIB i3 BUCOKUM PU3UKOM MOT0 PO3BUTKY;

- PeIuauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOAy y malieHTiB 3 BIJI 3 BUCOKMM PHU3UKOM HOT0
PO3BUTKY;

- IJIs1 3HUKEHHS YaCTOTH PelUUBIB BariHaabHOr0 KaHAUI03Y (4 abo Ginbllle BUMaIKU Ha PikK);

- mpodinakTUKa KaHAWOO3HUX iH(EKIIiN y MaI[ieHTiB i3 TPUBaIOH HEUTPOIEHI€I0 (HanpuKiaf,
NaLieHTH 3i 37T0SIKICHUMY 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTeparito, abo malieHT npu
TPaHCIUIaHTallill TeMOIIOETUYHUX CTOBOYPOBUX KIiTHH) (OUB. Po3main «®apMaKoIoTiyHi BIaCTUBOCT.
dapmakoguHaAMiKa»).

iTH.

d)yunc@ MOKa3aHUM OiTIM IJIS JTiKyBaHHS KaHOUI03iB CIIM30BUX 000JI0HOK (KAHAUI03 POTOTTIOTKH,
KaHU03 CTPaBOXOMY), iHBA3UBHUX KaHAXW031iB, KPUIITOKOKOBOTO MEHIHTITY Ta A NPOodiTaKTUKU
KaHOUO03HUX iH(QEKIiN ¥ MallieHTiB 31 3HUKEHUM iMyHiTeTOM. [IpenapaT MoXKHa 3aCTOCOBYBATH SIK
NigTPUMyBa/IbHY Tepaliio Ajis IonepenkeHHs PeIuIuBY KpUIITOKOKOBOTO MEHIHTITY y AiTel i3
BHCOKUM PU3UKOM HOTO PO3BUTKY (OUB. po3Tin «Oco0IMBOCTI 3aCTOCYBaHHI»).

3acToCOBYBAaTH JIiKapChKuii 3acib y ¢popMi TabIeToK I1iit KaTeropii maiieHTiB MOXKHa TOAi, KOIU [iTH
3maTHi 6e3MeYHO MIPOKOBTHYTH TaOleTKYy, 10 3a3BU4all € MOXKJIMBUM Y Billi Biff 5 POKiB.

Tepamito npenapaToM ®ynuc® MoXHa PO3NOYMHATH [0 OTPUMAHHS Pe3y/bTaTiB KylIbTypaabHUX Ta

iHmux nabopaTopHUX OOCTiAXKeHb; OOHAK ITiC/Ig OTPUMaHHS Pe3y/bTaTiB IPOTUIHEKIINHY Tepalliio
NIOTPiOHO CKOPUTYBATH BiAMOBITHUM YUHOM.

IIpomunoka3aHHs.

- T'inepuyTnuBicTh M0 GIyKOHA30JTy, iHIINX a30IbHUX CIIONIYK a00 00 OyOb-SKOI 3 OTIOMiXKHUX
PEYOBHH IIpenapary.



- OpHOYacHe 3aCTOCyBaHHS (PIYKOHA30JIy Ta TepdheHaguHy MalfieHTaMm, sIKi 3aCTOCOBYIOTh
bnykoHa301 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rimHO 3 pe3ybTaTaMy JOCTiIXKEeHHS
B3aeMoiii 6araTopa3oBoOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (GIYKOHA30JTy Ta iHIIMX JTIKapChKUX 3aC006iB, IO MOIOBKYIOThH iHTEpPBA
QT ta meTabomizyoTbcs 3a gonoMoroio hepmenty CYP3A4 (HampuKiaf, IU3anpuay, acTeMi3omny,
niMO3uy, XiHIIUHY Ta ePUTPOMILIMHY), OUB. po3ainu «Oco6IUBOCTI 3aCTOCyBaHHS» Ta «B3aemois 3
iHITMMY JTiKapChbKUMM 3aco0aM¥ Ta iHIIN BUIY B3AEMOIii».

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

ITpomunoka3aHe cymicHe 3acmocyB8aHHA GAYKOHA304yY MA HUMXCYE3d3HAYeHUX AiKapcbkux 3acobia.

[Muzanpu0: OBiKOMJISIIM IIPO PO3BUTOK MOOGIYHUX peakiliii 3 60Ky ceplld, Y TOMY YHUCJIi IIPo
[IapOKCU3MaJIbHy IIUIYHOUYKOBY TaxiKappilo TUIY «IIipyeT» Yy Malli€HTiB, 9Ki OGHOYACHO 3aCTOCOBYBAJIU
bnykoHa3o0n Ta nu3anpug. OgHodacHe 3actocyBaHHS 200 Mr ¢priykoHasony 1 pa3 Ha foby Ta 20 mMr
nu3anpuny 4 pa3u Ha fo0y MPU3BOAMIIO 40 3HAYHOTO MiBUIIEHHS PiBHSA LU3aNpUAy Yy MjIa3Mi KpoBi
Ta 00 nopoBxkeHHS iHTepBany QT. OgHOYacHe 3aCTOCYBaHHS (IYKOHA30Iy Ta HU3alPULy
IIPOTUIIOKAa3aHe (OuB. po3min «IIpoTUIOKa3aHHSI»).

TeppeHaduH: yepe3 BUMIAAKKU PO3BUTKY TSAKKHUX CEPLIEBUX apUTMil, CHPUUYMHEHUX ITOOOBKEHHIM
inTepBany QTc, y namieHTiB, siKi 3aCTOCOBYIOTh a30JIbHi TPOTUTPUOKOBI JTiKapChKi 3ac06M OMHOYACHO
3 TepheHaguHOM, Oy/u MPOBEEeH] MOCTiIKeHH B3aeMO/il IIuX npemnapari. [Ipu 3acTocyBaHHi
bnykonazony y no3i 200 Mr Ha mo6y He Oyy10 BUSIBIIEHO NOAOBXKeHHS iHTepBany QTc. [Ipu
3acToCcyBaHHi QykoHa30iy B mo3ax 400 Mr Ha moOy abo Bullle 3HAYHO IiIBUINYE PiBEHb
TepdeHaguHy B II1a3Mi KPOBi IIpK OHHOYACHOMY 3aCTOCYBaHHI ITuX mpemnaparis. CyMmicHe
3acTocyBaHHS (HTyKoHa301y B fo3ax 400 Mr ab6o Buille 3 TepheHaaNHOM IIPOTUIIOKAa3aHe (IUB. PO3Min
«IIpoTunoka3anHs»). [Ipu 3acTocyBaHHi QrykoHa30my B go3ax Huxk4e 400 Mr Ha 106y ogHOYACHO 3
TeppeHaguHOM CIIif] IPOBOAUTHU PETENIbHUN MOHITOPUHT CTaHy Ialli€HTa.

Acmemi30: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta aCTeMi30JIy MOXKe 3MEHIIUTHU KIIipeHC
acteMizony. Cipu4ynHeHe UM IiABUINEHHS KOHI[EHTPAllil acTeMi30JTy B IJIa3Mi KpOBi MoXke
IPU3BECTH [0 Oof0BXKeHHA iHTepBany QT Ta y pigKiCHUX BUIagKax - IO IapOKCU3MaJIbHOI
IIJTyHOYKOBOI Taxikappil Tumy «mipyeT». OgHOYacHe 3aCTOCYBaHHS (IyKOHA30Jly Ta aCTEMi30Iy
IpoTUNIOKa3aHe (ouB. po3pin «IIpoTunokasaHHg»).

ITimo3u0d: omHOYACHE 3aCTOCYBaHHS (DIIYKOHA30/IY 3 MiMO3UIOM MOXKe IMPU3BECTH [0 iHTiOyBaHHS
MeTabomi3My MiMO3uAy, X04a BiITIOBITHUX HOCIigXKeHs in vitro Ta in vivo He mpoBopuiy. [ligBureHa
KOHIIeHTpallis MMO3UAY Yy IJa3Mi KpOBi MOXKe IIPU3BECTU [0 NOJ0BXKeHHS iHTepBany QT Ta B
PifKicHUX BUIAAKax [0 MapOKCH3MalbHOI IUTYHOYKOBOI Taxikaphil Tumy «mipyet». OgHO4acHe
3acTocyBaHHS (HITYKOHA30I1y 3 IMiMO3UIOM IIPOTUIIOKa3aHe (IUB. po3ain «[IpoTUoKa3aHHg»).

XiHiOuH: omHOYACHe 3aCTOCyBaHHS (HIIyKOHA30IIy Ta XiHiIWHY MOXKe IIPHU3BOAUTH [0 iHTiOyBaHHS
MeTabomi3My XiHiqUHY, X04a BiANOBIAHMX AOCTiAXKEHb in Vitro Ta in vivo He IPOBOTUIIH.
3acTocyBaHHS XiHimuHY OyJ10 OB’ sI3aHe 3 MoHgoBXkeHHIM iHTepBany QT Ta B pigkicHUX BHUITafKax
- IapOKCU3MaJIbHOI0 IITYHOYKOBOIO TaXiKapAi€ewo Tumy «mipyer». OmHO4YacHe 3aCTOCYBaHHS
(byKOHa301y 3 XiHiIMHOM IPOTUIIOKa3aHe (OuB. po3min «[IpoTUIoKa3aHHS»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYyBaHHS (IyKOHA30Jly 3 EpPUTPOMIIIMHOM MOXK€e IIPU3BOTUTH [I0
MigBUIIEHHS PU3UKY KapAIOTOKCUYHOCTI (mogoBxkeHHS iHTepBany QT Ta mapokcu3ManbHOl
IIJTYHOYKOBOI TaxXikKappil TUIY «IipyeT») Ta, SIK HACMiIOK, 70 palTOBOi KOPOHAPHOI CMEPTI.



OmHOYacHe 3aCTOCYBaHHS (QIIyKOHA301y Ta €PUTPOMILIUHY IIPOTUIIOKA3aHe (IUB. PO3Mi
«[TpOTHIIOKA3aHHSI»).

He pexomeHnOyemubcs 00HOYACHe 3aCMOCYBAHHA (QAYKOHA304Y MAd HUMCYE3A3HAYeHUX AiKAPCbKUX
3acobis.

T'anopaHmpuH: GIyKOHA30] MOXKe CIPUYMHUTH MiIBUIIEHHS KOHIIEHTpallil rano@aHTpuHy B I1a3Mi
KpOBi 3a paxyHOK npurHiuenHuss CYP3A4. OpHo4YacHe 3aCTOCYBaHHS LIKX JIiIKAPCHKUX 3aC00iB
MOTEHIIINHO MOXKe IIPU3BOOUTHU [0 IiABUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (TOAOBXKEHHS
inTepBany QT, napokcu3MasbHa IUIYHOYKOBA TaxiKaphis TUIY «IipyeT») Ta, K HaCJigoK, OO0
pamnToBoi ceplieBoi cMepTi. Tpeba yHUKATH 3aCTOCYBaHHS KOMOiHaIlil IIMX JiKapchKux 3acobiB (OUB.
po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

CyMmicHe 3acmocCy8aHHA (QAYKOHA304Y Md HUMCYe3d3HAYEeHUX AiKAPCbKUX 3dcobis sumazae
obepescHocmi.

AmioOapoH: ogHOYACHE 3aCTOCYBaHHS (HJIyKOHA30J1y 3 aMioflapOHOM MOXKe IIPU3BECTHU [0
nmomoBxkeHHs iHTepBany QT. ITpu HeoOXigHOCTI CyMiCHOT'0 3aCTOCYBaHHS (DIIYKOHA30/1y Ta aMiogapoHy
HeoOXiHO KOTPUMYyBaTUCS 00ePeKHOCTI, 0COONIUBO IIPU 3aCTOCYBaHHI GIyKOHA30JTy Y BUCOKUX [03aX
(800 mr).

C;ZMiCHe 3dCMOCYBAHHA _d)/l)}KIOHdSOﬂ}Z ma Huxc4ye3d3Ha4eHux ﬂiKGQCbKUX 3acobie sumazae
O6€QQOfCHOCTni ma Kopue2yeaHHA do3u.

Bnaue iHwux aikapcbkux 3acobie Ha ¢p1yKoHA3041.

KniniyHO 3Ha4yIIoro BIIuBY Ha abcopbuito ¢hyKoHa30Iy Mpy HOT0 epopaabHOMY 3aCTOCYBaHHI He
MalTh OOHOYAaCHUY NIPUUOM 1XKi, IUMETUANH, aHTallU[IX, a TaKOXK IIPOMeHeBa Teparis yCi€l OiTIHKT
Tiza (pu mepecapli KiCTKOBOT'O MO3KY).

PugamniyuH: ogHOYACHE 3aCTOCYBaHHS (IYKOHA30Ily Ta puMaMIiluHy NPU3BOAUIO A0 3HUXKEHHS
AUC Ha 25 % Ta CKOpo4yBaJo Iepiof HaliBBUBeAeHHS (nyKoHa3omy Ha 20 %. ToMy [ mallieHTiB,
SIKi 3aCTOCOBYIOTh PUGaMITIIIVH, TOTPiOHO PO3TISHYTH AOLIIbHICTS MiABUILIEHHS 003U (PIYKOHA30JTy.

I'idpoxsopomia3ud: y mochifxeHHi papMaKOKiHeTUYHOI B3a€MOIil omHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TiIPOXJIOPOTia3uay y 3[0POBUX MOOPOBOJIBILB, SKi OTPUMYBaIu GIyKOHA307I,
IiABUINYBAJIO KOHIIEHTPAIliio (pIyKoHa30iy B Mm1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3aeMofil He
BMMaraloTh 3MiH Y peXHMi 03yBaHHS (IYKOHA30JTy [JIS MAlli€HTiB, SKi OQHOYACHO OTPUMYIOTh
CeYOorTiHHi 3aco0mu.

Bnjaue ¢ayKoHA304y HA iIHWI AiKApPCbKI 3acobu.

®nykoHa3on € noMmipauM iHriditopom muroxpomy P450 (CYP) isodepmenty 2C9 ta 3A4. dnyKoHa301
€ TIOTyKHUM iHTi6iTopoM i30odepmenty CYP2C19. Ha nogaTok o CIoCTepexkyBaHUX/IOKYMEHTAIBHO
migTBepAXKEeHUX B3a€MOiH, 110 ONMKUCaHi HUXK4Ye, IPU OJHOYACHOMY 3aCTOCYyBaHHi 3 (HJIyKOHA30/I0M
icHye pU3uK MigBUINEHHS Y MJIa3Mi KPOBi KOHIIEHTPAIIiM iHIIIKMX CIIONYK, 110 MeTaboTi3yI0ThCs,
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH Taki KoMOiHallil mpemnapaTiB mOTpPiOHO 3
00epexkHiCTIO; IpX LIbOMY HeoOXiTHO PeTeIbHO CIIOCTepiraT 3a CTaHOM Malli€eHTiB. [IpurHiyyBaibHa
mist ryKoHa30/1y Ha pepMeHTH 30epira€Tbcs IpoTsaroM 4-5 fid micis Woro 3aCTOCYyBaHHS y 3B'S3KY 3
J10TO TPUBAJIUM [1epiofoM HaliBBUBENEHHS (OUB. po3min «IIpoTUIIOKa3aHHSI»).

AbpouumuHib: hrykonason (iuribitop CYP2C19, 2C9, 3A4) migBuiilyBaB €KCIIO3UI[iI0 aKTUBHOI
yacTuHYU abpouuTuHiOy Ha 155%. [Tpu ogHOYACHOMY 3aCTOCYBaHHI i3 QIyKoHA30710M CITif



BiIKOPHUTYBATH 03y abponuUTHHIOY 3TigHO 3 HOro iHCTPYKIIi€I0 00 MPU3HAYECHHS.

Anb(peHmaHin: ogHOYACHE 3aCTOCyBaHHS (hIyKOHa30i1y B 7031 400 Mr Ta anbheHTaHiny B 031
20 MKT/KT BHYTPIiIIHHOBEHHO CYIPOBOAXKYETHCS HBOKPATHUM 30i/bIIEHHSAM TOKa3HUKA

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

Amimpunmusin, HopmpunmuJiH: GIYKOHA30J IIOCUJIIOE Iif0 aMiTPUNTUIIIHY Ta HOPTPUNITUIIIHY .
PekoMeHIy€eThCSI BUMIpIOBAaTH KOHIIEHTpallil 5-HOPTPUNITUIIHY Ta/a00 S-aMiTPUNITHIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Teparrii Ta yepe3 1 TUXOEHb micyd 1l mo4yaTKy. Y pa3i HeoOXigHOCTI Tpeba
BiIKOPUTYBaTU 003y aMITPUNTUIIHY YU HOPTPULITUIIIHY.

Am¢pomepuuuH B: ogHOYaCHe 3aCTOCYBaHHS (HIIYKOHA30/1y Ta ampoTepulinHy B iHpikoBaHUM MUIlam
i3 HOpMa/IbHUM iMYyHITETOM Ta iH(}IKOBaHUM MUIIAM 3i 3HUKEHUM iMyHITETOM NIPU3BEJIO OO TaKUX
pe3yIbTaTiB: HEBENTUKUY afUTUBHUYN MIPOTUTPpUOKOBUiL edeKT mpu cucTeMHin iHdektii C. albicans,
BiICyTHICTh B3a€MO{Iil IpU BHYTPiIHbOUEPeNHil iHdeKIil Cryptococcus neoformans Ta aHTaroHi3M
[IBOX TIperapaTiB Ipu cUCTeMHil iHdexkil Aspergillus fumigatus. KiiHiuHe 3Ha4YeHHS ITUX
pe3yJbTaTiB HEBILOME.

AHmMuKoaz2yaaHmu: SK i Ipu 3aCTOCYBaHHi iHIINX a30/IbHUX IIPOTUTPHOKOBHX 3ac00iB, Ipu
OJHOYaCHOMY 3aCTOCYyBaHHi (IyKOHa30Jly Ta Bap(paprHy MOBIJOMIISIIIU IIPO BUIAOKN PO3BUTKY
KPOBOTeY (remMaToMa, HOCOBa KPOBOTEYa, IIIJIYHKOBO-KUINKOBA KPOBOTeYa, reMaTypid Ta MeJjieHa) Ha
TJIi TOOOBXKEHHS MPOTPOMOiHOBOTO Yacy. [Ipy1 OMHOYACHOMY 3aCTOCYBaHHiI (ITyKOHA30Iy Ta
BapdapuHy crocrepiranocs ABOKpaTHE MiABUINEHHS ITPOTPOMOIHOBOTO Yacy, iMOBipHO, BHACITIIOK
npurHidveHHs MeTabosniaMy Baphapuny yepe3 CYP2C9. IToTpi6HO peTenbHO KOHTPOIIOBATH
IPOTPoMOiIHOBHMI YacC y MAalli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYISIHTUA abo
inmaugioH. Moxe O6yTy HeOOXiTHOIO KOPEKIiS 03U aHTUKOATyJITHTY.

Ben3odiazeniHu kopomkoi 0ii, Hanpuk.aad, mMida3zoaam, mpuasoaam: Tpu3HadeHHs GIyYKOHA30Iy
iCJIsT TepOPaIbHOT0 3aCTOCYBAHHS Miga3ojamMy MPU3BOAKUIIO OO0 3HAYHOTO IMigBUIIEHHS KOHIIEHTpaIllil
Miga3ojiaMy Ta 0O MMOCUIEHHS IICUXOMOTOPHUX edeKTiB. OfHOYaCHe 3aCTOCYBaHHS (PIIYKOHA30y B
no3i 200 Mr Ta mMigasosaMy B f03i 7,5 MI nmepopasibHO Ipu3Boauio no miasuilesHs AUC Ta nepiogy
HaliBBUBeMeHHS V 3,7 Ta 2,2 pa3y BiamoBigHo. 3acTocyBaHHS (rryKoHa30my B fo3i 200 mMr/moby Ta
0,25 Mr TpuasojgaMy nepopanbHO Npu3BoAuiio Ao niapuineHHs AUC Ta nepiogy

HaliBBUBEe[eHHS Tprua3onaMy y 4,4 ta 2,3 pa3y BianosigHo. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI
(bITyKOHA30I1y Ta TpHa3ojlaMy CIOCTepiraaocs MOTEHIIIOBaHHS Ta MIPOJIOHTallis edeKTiB TpHa3olaMy.

SK110 MalieHTy, IKUM MPOXOOUTh KypC IiKyBaHHS (PIyKoHA300M, Tpeba OOHOYACHO TPU3HAYUTH
Tepariio 6eH30ia3eniHaMu, 103y OCTAHHIX MOTPIOHO 3MEHIIUTH Ta BCTAHOBUTH HAJIEXKHUU HATIISAM 3a
CTAaHOM IIallieHTa.

Kapbama3zeniu: pmyKoHa301 IpUrHiuye MeTabos1i3M KapOaMa3elliny Ta CIPUYUHSIE MigBUIIEHHS
piBHS KapOaMasemniny B cupoBaTili KpoBi Ha 30 %. IcHye pu3uK PO3BUTKY IIPOSIBIB TOKCUYHOCTI 3 GOKY
kKap6aMaseniny. Moxke OyTu HeoOXiIHUM KOPUTYBaHHS 03U KapbaMaseniHy 3a7ekHO Bifl piBHS #0ro
KOHIIEHTPallil Ta Oil mpemapary.

bokamopu Kaavuiesux KaHanie: mesKi aHTaroHiCTH Kalbllito (HipemumiH, icpagumiy,
aMJIOUIIiIH, BepamnaMin Ta penogumin) metabonizyioTecs depmerTom CYP3A4. ®nykoHa30mn
IIOTEHI[INHO MOXKe MiABUIINYBATU CUCTEMHY €KCIIO3UIlil0 6JI0KaTOPiB KaJbIlieBUX KaHAaJIiB.
PekoMeHI0BaHUY PETETbHUN MOHITOPUHT IIOJ0 PO3BUTKY MOOIYHUX Peakiriii.

Ilenekokcub: mpu OMHOYACHOMY 3aCTOCYBaHHi (hykoHa3o0imy (200 Mr Ha go0y) Ta 1e/TeKOKCHOy



(200 mr) C,,, Ta AUC nenekokcuby migBuiiyBanucs Ha 68 % ta 134 % BigmosigHo. ITpu omHOYaCHOMY
3aCTOCyBaHHI 1leieKoKcuOy Ta QriykoHa30i1y Moxke OyTH HeOOXigHUM 3MeHIIeHHS 03U IeJIeKOKCHOY
BABiui.

Huxknaogpocpamio: ogHOYACHE 3aCTOCYBaHHA LUKI0pochaminy Ta GIyKOHa30Ily IPU3BOTUTH 0
nigBUIIeHHS PiBHS OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, BPaxOBYIOUM MOXK/IMBUYM PU3UK MiIBUILIEHHS KOHIIeHTpalil 6inipybiny Ta
KpeaTHHIHY B CUPOBATLi KPOBI.

®eHmaHi: TOBIHOMIISINIM TPO OOUH JIeTAIbHUYM BUIIAOK BHACIIIMOK iHTOKCUKAIlil (eHTaHiIoM uepes
MOXKJIMBY B3a€EMO[iI0 MiX (peHTaHiNOM Ta ¢payKoHa3o0yi0M. OTyKOHA30/1 3HAYHO YIIOBIIBHIOE
eniMiHanioo ¢eHTaHiny. [TigBUIeHHSA KOHLIEHTpalll (GeHTaHiIy MOXe IPU3BOAUTH [0 MPUTHIYEeHHS
IUXaHHS, TOMY Tpeba peTebHO KOHTPOJIIOBATH CTAH MallieHTa. Moxe 0yTH HeoOXimHO KOPEeKIlis
no3u (peHTaHiny.

IH2i6imopu 'MI-KoA-pedykmasu cymicHe 3acTocyBaHHS (QryKoHa3o0iy Ta iHribitopis I'MI-KoA-
penykTasH, 1mo Metabonizyiotbcs CYP3A4 (aTopBacTaTHH Ta CUMBacTaTHH), abo iHribiTopis M-
KoA-penykTa3sy, mo Mmetabomnizyiotecsas CYP2C9 (drmyBacTaTiH), [0303a/I€3KHO IiABUINYE PU3UK
PO3BUTKY MiomaTii Ta pabmomionidy (3a paxyHOK 3HUKEHHS MeTab0Ji3My CTaTUHY B mediHii). Y pasi
HeoOXiTHOCTi OMHOYACHOI'0 3aCTOCYBAHHS LIUX ITPelapaTiB MOTPiOHO peTenbHO CIoCTepiraTy 3a
TIalliEHTOM IIIO0 BUHMKHEHHS CHMIITOMIB Miomartii Ta pabmomiostidy i MpoBOOUTH MOHITOPUHT PiBHS
KpeaTHHKIHA3u. Y pa3i 3Ha4HOTO MMiABUINEHHSA PiBHA KpeaTUHKIHA3H, a TAKOXK MIPHU Iigo3pi 4u
BUSIBJIEHHI MiomaTii/pabmomionidy 3acTocyBanHs iHTi0iTOpiB [MI-K0A-penykTa3u noTpioHO
IPUNIMHUTHA. MOXKIIUBO, 3HaL00IIThCS MeHIII no3u iHribitopis 'MI-KoA-penyKkTa3u BiglOBigHO 10
IHCTPYKILiN O MEOUYHOTO 3aCTOCYBaHHS CTaTHHIB.

I6pumuHni6: momipHi inribiTopu CYP3A4, Taki gk GpryKoHa3071, MigBUINYIOTh KOHIIEHTPALIil0
i6puTHHIOy B 1y1a3Mi Ta MOXKYTb IiIBULIYBATH PU3UK TOKCUYHOCTI. IKIII0 HEMOXKIIUBO YHUKHYTH
KoMOiHalii mpemaparis, moTpiOHO 3HU3UTH H03Y i6puTHHIOY mo 280 Mr oguH pa3 Ha [00y 3 METOI0
IIPOJIOBXKEHHS 3aCTOCYBaHHA iHTibiTopa Ta 3a6e3meynTy MOCTIMHUM KITiIHIYHWYM MOHITOPHHT.

Isaxkapmop (okpemo abo 8 kKombiHauii 3 npenapamamu mo20 camoz20 mepanesmuiHo20

K/acy): ogHO4YacHe 3aCTOCYBaHHS iBakadTopy, perynsitopa TpaHcMeMOpaHHOI IIPOBITHOCTI IpH
mykoBiciunosi (CFTR), 3 rinpokcuMeTtuniBakadTopom (M1) 36imbImio eKCIo3ulliio iBakapTopy B
3 pa3u Ta eKCIO3ullilo rinpokcuMeTuniBakapTopy (M1) y 1,9 pasy.

Heo06xigHo 3MeHIIUTH 003y iBakadTopa (okpeMmo abo y KoMbiHallil) 3rigHo 3 #0ro iHCTPYKIi€o A
MeIMYHOTO 3aCTOCYyBaHHs (0KpeMo abo y KoMOiHatii).

Osanapub: nomipHi inribitopu CYP3A4, Taki sk GpryKoHa3071, MigBUINYIOTh KOHIIEHTPALIiI0 0Jlarnapudy
y TJa3Mi KpoBi; 0qHOYACHE 3aCTOCYBAHHS He PEKOMEHIYETHCS. AKIN0 HEMOXKITMBO YHUKHYTU
3aCTOCyBaHHS IIiei KoMmOiHatii, mo3y onamapudy HeobxigHo 3MeHIuTH Ko 200 Mr gBivi Ha HO0Y.

ImyHocynpecopu (Hanpukaad, YuK/JA0CNOPUH, e8epoiMyc, CUPOAIMYC i MAKpoaiMycC).

LukaocnopuH: GpIykKoHa30JI 3HAUHO MiABUINyE KoHLeHTpalilo Ta AUC nukmocnopuny. [1pu
OIHOYACHOMY 3aCTOCYBaHHI pnykoHa3omy y no3i 200 Mr/moby Ta HUKIOCIOPUHY Y [03i

2,7 mr/kr/mo6y cmoctepiranmocs 36inpimenHs AUC mukinocmopuny B 1,8 pady. Lli mpemapatu MOxkHa
3aCTOCOBYBATH OOHOYACHO 3a YMOBH 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe’KHO Bifl OO0
KOHIIEHTpAIIlil.

Esepoaimyc: prnykoHa301 MOXKe IiABUITYBaTU KOHILIEHTPAIIiI0 eBEPOIIMYCY B CHPOBATILi KPOBi Yepes



npurHidvenus CYP3A4.

Cupoaimyc: GpIyKOHa30J1 MiABUINYE KOHILIEHTPALiI0 CUPOIIMYCY B I1JIa3Mi KPOBi, iIMOBIpHO, IIJIIXOM
npurHidveHHs MeTtaboniaMy cuponimycy depmerToM CYP3A4 ta P-rnikonporeinoM. Li mpenapatu
MOXKHA 3aCTOCOBYBATU OOHOYACHO 3@ YMOBU KOPUT'YBaHHS NO3U CUPOJIIMYCY 3a71€XKHO Bifi PiBHSI
KOHIIEHTpallil Ta e(eKTiB Bifl MpuiioMy IIpemnapary.

Takpoaimyc: pnyKoHA30 MOXKe IMigBUAITYBAaTH KOHIIEHTpPAIlil TAKPOIIiMyCy B CUPOBATIIi KPOBi IO
5 pasiB mpu #oro nepopaybHOMY 3aCTOCYBaHHI Yyepe3 MPUTHiUeHHS MeTaboIi3My TaKpomiMycy
dbepmenTom CYP3A4 y kumieysuKy. [1pu BHyTPIITHEOBEHHOMY 3aCTOCYBaHHI TAKpPOIIMYCY He
CIlocTepiranocs 3HaYHUX 3MiH (papMaKoKiHeTUKH. [lifiBUIEH] PiBHI TAKPOIIMYCY aCOLiI0IOTECS 3
HePOTOKCUYHICTIO. [|03y TaKpOIiMyCy [s IePOPabHOT0 3aCTOCYBaHHS IOTPiOHO 3HUXKYBATH
3aJIeKHO Bifl KOHIIEHTpAIlil TaKPOIiMyCy.

Jlozapmat: GpnyKoHa30J MPUTHIUYE TEPETBOPEHHS JI03apTaHy [0 MOr0 aKTUBHOTO MeTabomity (E-31
74), 1110 3yMOBJTIOE OiTbINly YaCTUHY aHTAroHi3My [0 pelenTopiB aHriotTen3uny Il mig yac
3aCTOCYBaHHS J103apTaHy. PEKOMEHI0BaHO 3[iliCHIOBATU IIOCTIMHUY MOHITOPUHT apTepiarbHOTO
TUCKY B IIAI[i€HTIB.

JIypasudoH: nomipHi inri6iTopu CYP3A4, Taki fK (hIyKoHA30J, MOXKYTh IiIBULITyBaTU KOHLIEHTPALIil0
JIypa3sufoHy B IIJIa3Mi KPOBi. AKI0 HEMOXKJIUBO YHUKHYTHA OJHOYACHOTO 3aCTOCYBaHHS, CIIif
3MEHIIUTH 003y IyPas3ufoHy, K 3a3HaueHO B Oro iHCTPYKIii A1 MeIUYHOT0 3aCTOCYBaHHS.

MemadoH: GpnyKoHa30J MOXKe MifBUINyBaTH KOHIIEHTPALlil0 METafIOHY B CUPOBaTLi KpoBi. [Tpu
OJHOYaCHOMY 3aCTOCYBaHHi MeTafioHy Ta (GIIyKOHa30/1y Moxke OyTH HeoOXimHMM KOPUTYBaHHS 03U
MeTafoHy.

HecmepoidHi npomu3anaavHi npenapamu (HII3I1): mpu ogHOYaCHOMY 3aCTOCYBaHHi 3 (PIIyKOHA30JI0M
C,.x Ta AUC dnypbinpodeny migsuiryBanucs Ha 23 % Ta 81 % BiAMoBigHO MOPIBHSIHO 3 BiOMOBIqHUMMU
IIOKa3HUKaMH MPU 3aCTOCYBaHHi Tinbku Qypbinmpodeny. AHaNIOTiYHO IPU OOHOYACHOMY
3acTocyBaHHi prykKoHa3omny 3 pauemigauM ibynpodenom (400 mr) C,,, Ta AUC apmakoiorivao
aKTUBHOTO i30Mepy S-( )-ibynpodeny migBumryBanucs Ha 15 % Ta 82 % BiANoOBiIHO MOPIBHSHO 3
BiATIOBigHMMMU MMOKAa3HWKAMHU IIPU 3aCTOCYBaHHI TiJIbKYM palleMidHoro ibymnpodeny.

®1yKOHA30JI OTEHIIINHO 30aTHUY MiABULIYBATU CUCTEMHY ekcrno3ulito inmux HII3TII, mo
MeTabomnizyoTbess CYP2C9 (Hanmpukiiaf, HallpOKCEHY, IOPHOKCUKAMy, MEJIOKCUKaMy, TUKIIOPEHAKY).
PekxoMeHIOBaHO MEPiogUYHO 3[iMCHIOBATA MOHITOPHUHT MOOIYHUX PeakKIliii Ta TOKCUYHUX IIPOSIBIB,
noB’si3anux i3 HII3I1. Moxe 3HamobuTucs KopuryBauus go3u HIT3TI.

®eHimoiH: GIyKoHA30I MPUTHiUye MeTaboi3M (GeHiToiny B nevinii. OqHoyacHe 6araTopa3oBe
3actocyBaHHS 200 Mr driykoHa3omy Ta 250 Mr ¢eHiTOIHy BHYTPIIIHHOBEHHO NIPHU3BOAUTE 10
nigsunlerHs AUC,, denitoiny Ha 75 % Ta C,,, Ha 128 %. [Tpu omHOYaCHOMY 3aCTOCYBaHHI IUX
JiKapchbKuX 3aco0iB MOTPiOHO MPOBOOUTH MOHITOPUHT KOHIIEHTpallii GeHiTOIHy B CUPOBATII KPOBi AJIS
YHUKHEHHS PO3BUTKY TOKCHYHOI [iii HeHiToIHy.

ITpedHi30H: IOBIMOMIISANN TIPO BUIIQMIOK, KOJIM V TallieHTa IIicyIs TpaHCIJIaHTallil e4YiHKY Ha Tl
3aCTOCYBaHHS IPEOHI30HY PO3BUHYJIacCd rocTpa HEOOCTAaTHICTh KOPY HaJHUPKOBUX 347103, 110
BUHUKIIA ITiCIISI MPUIMHEHHS TPUMICSIYHOTr0 Kypcy Tepatnii hpiykKoHa30moM. [IpunuHeHHsS
3aCTOCyBaHHS (DITYyKOHA30Jy, UMOBIPHO, CIIPUYUHUIIO OCHIeHHS akTUBHOCTI CYP3A4, 1o npussesno
[0 IPUCKOpPeHHs MeTabomi3aMy npegHi3ony. Cuil peTelbHO CTEXUTH 3a NalliEHTaMH, SKi IPOTSIToM
TPUBAJIOTO YacCy OOHOYACHO 3aCTOCOBYIOTh (DIIYKOHA30J1 Ta MPEgHi30H, 3 METOI0 IOIepeakKeHHs
PO3BUTKY HEIOCTAaTHOCTI KOPY HaJHMUPKOBUX 34103 MMiC/IS IPUIKHEHHS 3aCTOCYBaHHS (DJIYKOHA30IIy.



PugabymuH: GnykoHa30 migBUINYE KOHIIEHTPAIil0 prudadyTUHY B CHPOBATIII KPOBI, III0 TPHU3BOAUTH
no 36inbmenHs AUC pudabytuny mo 80 %. ITpu ogHOYaCcHOMY 3aCTOCYBaHHI QIyKOHA305y Ta
pudabyTHHY TOBiMOMJISIIOCS IIPO BUIIAOKKM PO3BUTOK yBeiTy. IIpu 3acTocyBaHHi Takol KoMOiHaIril
niKapchbKuX 3aco0iB moTpiOHO OpaTH OO yBaru CUMIITOMHU TOKCUYHOI Oil 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-rnikonporeiny. Blaemogil Mixk (hIyKoHa30/I0M Ta CaKBiHaBipOM/pUTOHABIPOM He OOCIigKYyBay,
TOMY BOHU MOXKYTh OyTH OinbIl BUpaxkeHuMu. Moxke 6yTu HeoOXigHUM KOPUTYBaHHS 03U
CakKBiHaBIpy.

IToxiOHi cynbhoHiNce 0B8UHU: OTHOYACHE 3aCTOCYBaHHS (PIYKOHA30/Ty 3 IEPOPaTbHUMU MOXiTHUMU
cynbdoHiNICeYOBHUHY (XIOPIIPOIaMif], TMi0eHKIaMifl, Timi3ug Ta ToI0yTaMif) TPU3BOIUIIO [0
IIPOJIOHTYBaHHS Tepiofy ix HamiBBUBeeHHS. PeKOMEHIY€EThCS MMPOBOAUTH YaCTHW KOHTPOJb IIYKPY B
KPOBi Ta BiiMIOBIAHUM YMHOM 3HUKYBATU 03y IMOXIAHUX CYIbGOHIIICEYOBUHY IIPH OTHOYACHOMY
3aCTOCYBaHHi 3 (IyKOHA30JIOM.

TeoginiH: 3acTocyBaHHS (iyKoHa30my o 200 mr npotsaroM 14 HiB IPU3BETIO [0 3HUKEHHS
CcepenHbOro KilipeHcy Teodininy y mma3Mi KpoBi Ha 18 %. 3a malieHTamMu, SKi 3aCTOCOBYIOTh TeodiniH
y BUCOKUX [03ax abo sIKi MaloTh MigBUINEHUH PU3KUK PO3BUTKY TOKCUUYHUX MIPOSIBIB TeOdiNiHy 3 iHIIMX
npu4YnH, Tpeba BCTAaHOBUTY HATJISAL II0J0 BUSIBIEHHS 03HAK PO3BUTKY TOKCUYHOI AIii Teodininy.
Teparmito noTpiOHO 3MIHUTH MPY MOSIBi 03HAK TOKCUYHOCTI.

Togpauumuni6: BruB ToPaluTHHIOY 3pOCTa€ MpX OMHOYACHOMY 3aCTOCYBaHHI 3 JTiKapChKUMU
3acobaMu, IKi MpU3BOOATH 0 oMipHoro inribyBanHs CYP3A4 Ta moTyxkHoro iHrioyBanuas CYP2C19
(Hanmpuknap gnykoHa3oi). ToMy peKOMeHI0BaHO 3HU3UTH 03y TOPaluuTHHIOY 70 5 MI OOMH pa3 Ha
no0y B KoMOiHaIlisxX i3 1[uMu mpernapaTaMi.

Tonsanman: excno3utlig TonBanTtany (cyoctpaty CYP3A4) 3uayno 30inbmyeTses (200% AUC; 80%
C,.x) TIPY OTO OMHOYACHOMY 3aCTOCYBaHHi 3 ¢iyKoHa3oioM (momipuuii iHribitop CYP3A4), Ta,
BifITIOBigHO, 3pOCTa€ PU3UK BUHMKHEHHS TaKWX MOOIYHUX peakilii SK MOCUIIeHHS [iypesy,
3HEBOJHEHHS 1 TOCTpa HUPKOBA HEJOCTATHICTE. Y pa3i OMHOYACHOT0 3aCTOCYBaHH, 103a TOJIBAIITAHY
IOBMHHA OyTH 3MeHIIIeHa BiTIOBIMHO M0 MOT0 iHCTPYKIIil, a 3a MallieHTOM MOTPiOHO CIIoCcTepiraTu
IIOMI0 ITOSIBY TTOOIYHUX PeaKITii.

Askanoiou 6apeiHky: GpnykoHa3oJ, iMoBipHO, yepes iHrioyBanus CYP3A4 Moxke CIPUYUHSTH
IiBUIIIEHHS KOHIEHTPAallil ankasoingiB 6apBiHKY B I1a3Mi KPOoBi (HapuKJyIaz, BIHKPUCTUHY Ta
BiHOTAaCTHHY), 110 TPHU3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX e(EeKTiB.

BimamiH A: TIOBiZOMJISINIM, 110 V MAlli€HTa, SKUKA OQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIIOTY
(kucmoTHa opMa BiTaminy A) Ta GIIyKOHA301, criocTepiranucs nobiuni peaxuii 3 6oky LIHC y dopmi
TICEBIOTYMOPY I'OJIOBHOTO MO3KY, 1[0 3HUK MicJig BigMiHu ¢dnykoHa3ony. Lli mikapchbki 3acobu MoxkHa
3aCTOCOBYBaTH OHOYACHO, ajie Tpeba aMm’siTaTy PO pU3UWK BUHUKHEHHS M00iYHUX peakiiil 3 60Ky
LHC.

BopukoHa3so (iH2ibimop CYP2C9, CYP2C19 ma CYP3A4): ogHOYaCHe 3aCTOCYBaHHS BOPUKOHA30ITy
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotarom 1 gus, notiMm 1mo 200 Mr KoxHi 12 rogun
mpoTAToM 2,5 OHS Ta GIyKOHa301y mepopanbHo (400 Mr y nepuruii geHs, moTiM 1mo 200 Mr KoxXHi

24 roguHu npoTsaroM 4 gHiB) npu3Beso go migsuuleHHd C,,, Ta AUC, BOpHKOHA30JTy B CEPEeAHbOMY IO
57 % (90 % IOI: 20 %, 107 %) ta 79 % (90 % OI: 40 %, 128 %) BignoBigHo. HeBimoMo, Y TpU3BOAUTH
3HUXKEHHS 0034 Ta/ab0 YaCTOTH 3aCTOCYBaHHS BOPUKOHA30/1y ab0 QIIyKOHA30/1y 00 YCYHEHHS TaKoro
edekTy. [Tpu 3acTOCyBaHHI BOPUKOHA30JTY Micist (IIyKOHA30/Iy MOTPiOHO MMPOBOAUTH CIIOCTEPEIKEHHS



00 PO3BUTKY MOOiYHUX e(eKTiB, acolifioBaHUX i3 BOPUKOHA30JIOM.

3udosyouH: ¢pnykonaszon nigsuiye C, .. Ta AUC 3umoBynuny Ha 84 % Tta 74 % BigmoBigHO, 1110
3YMOBJIEHO 3HUKEHHSIM KITipeHCYy 3U0BYOUHY MpuOIN3HO0 Ha 45 % IIpu HOT0 IepopaabHOMY
3acTocyBaHHi. [Iepion HamiBBUBENeHHS 3UNOBYAUHY OYB TaK0XK MTOOBXKeHUM MpruOnu3Ho Ha 128 %
micys 3acToCcyBaHHS KoMOiHallil (GIyKoHa30Iy Ta 3UJOBYAUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
Taky KoMOiHaIlilo TiKapChKUxX 3ac00iB, MOTPIOHO CIIOCTEPIraTH OO0 PO3BUTKY MOGIYHUX peakilil,
II0B’A3aHUX 13 3aCTOCYBaHHAM 3UOOBYIUHY. MOXKHa PO3TJISHYTU OOUUIBHICTS 3HUKEHHS N03U
3UOBYOUHY.

A3umpoMilyuH: TpYA OOGHOYACHOMY IIePOpPaIbHOMY Pa30BOMY 3aCTOCYBaHHI a3UTPOMIIIUHY Ta
dbmykoHazony B go3ax 1200 mr ta 800 Mr BigmoBigHO, XKOOHUX 3HAUYIINX (hapMaKOKiHETUYHUX
B3a€EMO[il BUSBIEHO He OyI0.

ITepopanvHi KOHMpayenmueu: Ipyu 3aCTOCYyBaHHI (GIyKoHa307y B f03i 50 Mr BIIMBY Ha PiBEHb
TOpMOHiB He 0yJ10, TOMI SIK ITPX 3aCTOCYBaHHI GrykoHa3omy B 703i 200 Mr Ha go0y criocTepiranocs
36inbimenHs AUC etuHinectpagiony Ha 40 % Ta meBoHOprecTtpeny - Ha 24 %. Lle cBiguuTh IIpo Te, 1110
OaraTopa30Be 3aCTOCYBaHHS (DJIyKOHA30/1y B 3a3HaUeHUX A03aX HaBPSA UM MOXKe BIIJIUBATH Ha
e(eKTHBHICTE KOMOIHOBAHOTO ITEPOPaIbHOI0 KOHTPALIETITHBA.

Oco06.1ueocmi 3acmocyeaHHs1.

Hepmamocgimia. BimoMo, 1110 Ipu 3acTOCyBaHHI (IyKOHA30Iy AJg IiKyBaHHS OepMaTo(diTil y miTen
OCTaHHI! He IepeBUIYE IPu3e0(]yIbBiH 3a €(PEKTUBHICTIO i 3aTrabHUY MOKA3HUK €(PEKTUBHOCTI
ctanoButh MeHIe 20 %. Tomy ¢hIyKoHa30/I He MOXKHA 3aCTOCOBYBATH IS JIIKyBaHHS AepMaToQiTil.

Kpunmoxkoko3s. [loka3iB e(eKTUBHOCTI (HIIyKOHA30JIy AJIS JTiKyBaHHS KPUITOKOKO3Y iHIIKX
JI0Kasi3aniil (HanpuKiiaf, JIeTeHeBOro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTATHBO, TOMY
PeKoMeHpalii 00 4O30BOT0 PeXUMY [JId JIIKyBaHHS TaKUX 3aXBOPIOBaHb HEMAE.

I'nuboki eHOemiuHi miko3u. [loka3iB eheKTUBHOCTI (DITyKOHA301y AJId JTiKyBaHHS iHIIUX HopM
eHIEeMIiYHMX MiKO3iB, TaKUX 5K MapaKOKIIAIi0iMOMiK03, TiCTOMIa3M03 Ta IKipHO-TTiMbaTUYHUN
CIIOPOTPUX03, HEJOCTAaTHHO, TOMY PEKOMEHAI! 00 J030BOT0 PeXKUMY OJ1S TIKyBaHHS TaKUX
3aXBOpIOBaHb HEMaAE.

Hupxkosa cucmema. T1anieHTaM i3 mopyiieHHIM QYHKIIIM HAPOK MpernapaT IMOTPiOHO 3aCTOCOBYBATHU 3
o0epexHicTio (OuB. po3ain «Crocib 3aCcTOCyBaHHS Ta [TO3U»).

Hedocmamuicmb HaOHUpPKoBuX 3a103. KeTOKOHA301I, SIK BifOMO, CIIPUYHMHSE HEOOCTATHICTh
HATHUPKOBUX 3aJI03, i Ile TAK0XK MOXKe CTOCYBAaTUCS (IYKOHA30Jy, X04a CIIOCTEPITaETHCS PigKo.
HepocTaTHiCTh HAMHUPKOBUX 3aJI03, ITOB’si3aHa 3 OQHOYACHUM JIiKyBaHHSAM IIPEeIHI30HOM, ONKCaHa y
nigpo3mini Bnaue ¢paykoHaszoay Ha iHWi aikapcbKi 3acobu po3miny «B3aemogmis 3 iHIIuMu
JiKapChKUMH 3aco0aMu Ta iHIIi BUIKW B3aEMOIIN».

I'enamobiaiapHa cucmema. IlamienTam i3 mopyureHHSIM QYHKITM MeYiHKY mpenapar moTpibHo
3aCTOCOBYBaTH 3 00€pexkHiCTI0. 3aCTOCyBaHHS (HITYKOHA30JIy acoIliloBalocs 3 BAHUKHEHHSIM
PiAKiCHUX BUIAMKIB PO3BUTKY TSAXKKOI I€lTaTOTOKCUYHOCTI, BKJII0OUAIOYH JeTalbHi BUTIAgKY, TOJIOBHUM
YUHOM Y Ialli€eHTiB i3 TAXKKUMU OCHOBHUMY 3aXBOPIOBAHHSIMMU. Y BHIaiKaX, KOIM PO3BUTOK
remnaToTOKCUYHOCTI acoIlifoBaBCs i3 3aCToCyBaHHSAM (IIyKOHa30:1y, He OyII0 Bif3HAYeHO il IBHOI
3aJIeKHOCTI Bifl 3aranbHoi H060BOI N03U IIpenapary, TPUBaoCTi Tepamii, cTaTi abo BiKy marllieHTa.
3a3BuYaill TenaToTOKCUYHICTD, CIpuYrHeHa (BIyKoHa3010M, 060pPOTHA, a il TPOosiBY 3HUKAIOTH MiCIIs



IPUIMHEHHS Teparril.

3a malieHTaMy, y SKUX [IPYU 3aCTOCYBaHHI (PJIyKOHA30J1y CIIOCTEPIral0ThCS BiIXUIEHHS pe3yibTaTiB
GyHKLiOHATBHUX P00 MeYiHKY, MOTPiOHO BCTAHOBUTY PETEIbHUM HATJIAL OO0 PO3BUTKY OiNbII
TSKKOI'0 ypaXKeHHs IIe4iHKU.

[NTauieHnTiB Tpeba npoiHpOpPMyBaTH PO CUMITOMH, 110 MOXKYTh CBITYUTHU NP0 CEPHO3HUY BIIJIUB Ha
NeviHKy (BUpaXKeHa acTeHis, aHOPEKCis, MOCTiliHa HynoTa, 6JTI0BAHHS Ta XKOBTSHUIIS). Y TaKOMY pasi
3aCTOCyBaHHS (DITYKOHA30/1y MOTPiOHO HEraHO MPUIIMHUTH Ta MTPOKOHCYIBTYBATHUCS 3 JIiKapeM.

Cepuego-cyouHHa cucmema. [lesiki a307u, 30KpeMa i pIyKOHa30JI, aCOLiI0I0TLCS 3 TOAOBKEHHIM
inTepBany QT Ha enekTpokapgiorpami. ®1yKOHA30J1 CIPUYMHSE TOA0BXKEHHA iHTepBany QT migxoM
inribyBaHHS CTPyMY iOHIB Yepes KaslieBi KaHaau BHYTPilIHbOTO BunpsamiaeHHs (Ikr). [TogoBxkeHHS
inTepBany QT, cnpu4ynHeHe iHIKUMU TiKapChKUMU 3aco0b6aMy (TaKMMU K aMioflapoH), MOXKe
IIOCUJTIOBATHCS BHACHINOK iHTi0OyBaHHS dhepMmenTy CYP3A4 mutoxpomy P450. [ToBimomnsinu mpo gyxe
pimKicHi BUnmagku nogoBxkeHHS iHTepBany QT Ta mapokcru3ManbHOL IUTYHOYKOBOI TaxXiKaphil TUILY
«TipyeT» IPU 3aCTOCyBaHHI (IyKoHa301y. Taki MOBIIOMIEHHS CTOCYBAIUCS IALi€HTIB i3 TIXKKUMU
3aXBOPIOBaHHSIMHU IIPU NOeOHAHHI 6araThox (HakTopiB PU3UKY, TAKUMHU SIK CTPYKTYPHi 3aXBOPIOBaHHS
ceplis, IOpyIIeHHs eeKTPOJIiTHOro 00MiHy Ta OfHOYACHE 3aCTOCYBaHHS iHIIMX JiKapChKUX 3ac00iB,
110 BI/IUBaioTh Ha iHTepBan QT. [TallieHTH 3 TimoKalieMi€lo Ta TSIXKKOI0 CeplieBOI0 HEOOCTATHICTIO
MaloTh MiJBULIEHUN PU3UK BUHMKHEHHS XUTTEBO HEOE3NeUHNX MITYHOYKOBUX apUTMill Ta
IapOKCU3MaJIbHOI IITyHOYKOBOL TaxiKapmil TUIY «IipyeT».

®nykoHa30m1 Tpeba 3 00epexKHICTIO 3aCTOCOBYBATH MallieHTaM i3 pU3UKOM PO3BUTKY apUTMill.
OpHOYaCHe 3aCTOCYBaHHS Pa3oM i3 TiKapChKUME 3acobaMu, 1110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabommi3yoThes 3a gonomoroi hepmenty CYP3A4 nutoxpomy P450, mpoTumioka3aHe (quB. po3inu
«IIpoTunoka3aHHs» Ta «B3aemofis 3 iHIIMMY JTiKapChbKUMH 3aco0aMu Ta iHIT BUOU B3a€MOMIN»).

I'anopanmpun. T'anodanTtpun € cydctpatom pepmenty CYP3A4 i mponourye intepsan QTc mpu
3aCTOCYBaHHI Y PeKOMEeHI0BaHUX TepalleBTUUYHUX fo3ax. OgHOYacHe 3aCTOCYBaHHA ranohaHTPUHY Ta
GbnyKoHa30I1y He peKOMEHAY€EThCs (OUB. Po3min «B3aemopmist 3 iHIIMMU JIiKapCbKUMU 3aco0aMu Ta
igmI BUOM B3aEMOMin»).

Lepmamosoeiuni peakuii. ITig yac 3acTocyBaHHS (IyKOHA30Jy PigKO MOBiAOMIISIOCS IIPO PO3BUTOK
TaKWX eKC(oJiaTUBHUX IIKIpHUX peakIiil K cuHapoM CTiBeHca - [I2KOHCOHA Ta TOKCUYHUU
enigepManbHUl HeKponi3. [ToBimoMsanu Npo MegUKaMeHTO3HY Peaklliio 3 e03uHOGImiE0 i
cucrteMHuMy mposiBamu (DRESS). IMarmienTy, xBopi Ha CHIII, 6inbIn CXUIBHI 10 PO3BUTKY TSIKKUX
MIKiPHUX peakiliil Ipy 3aCTOCyBaHHi 6araThox JTiKapchKux 3aco6iB. FAKIIO y MallieHTa 3 IT0OBEPXHEBOIO
rpubKOoBOIO0 iH(DEKITi€t0 3’ IBNII0TLCS BUCHIIAHHS, 1110 MOXKHA II0B’I3aTH i3 3aCTOCYBAHHSIM
(byKOoHa3011y, Iofasblle 3aCTOCYBaHHS IpenapaTy Tpeba NpUNUHUTH. fAKINo y MaljieHTa 3
iHBa3MBHOI/CUCTEMHOIO I'PUOKOBOIO iH(DEKIIi€0 3’ IBIAI0THCSA BUCUIIaHHS Ha IMIKipi, 3@ KOT0 CTaHOM
NOoTPiOHO pPeTeNbHO CIOCTEPiraTu, a y pasi po3BUTKY OyIb03HUX BUCUIIAHb a00 MyTbTUGHOPMHOI
€PUTEMH 3aCTOCYBaHHS (HIYKOHA30Iy MOTPIOHO NMPUIIUHUTH.

I'inepuymaugicmy. YV pigKiCHUX BUIIafKaX IOBIJOMIISNIU IIPO PO3BUTOK aHA(ITaKTUYHUX peaKIiil
(muB. po3min «IIpoTUIOKAa3aHHSI»).

ITumoxpom P450. ®nykona3on € momipauM inriditopom pepmenTtis CYP2C9 tTa CYP3A4. Takox
bnykoHa3o1 € noMipauM inribitopom pepmenty CYP2C19. Tpeba criocTepiratu 3a CTAaHOM IAIli€HTIB,
sIKi OTHOYaCHO 3aCTOCOBYIOTh (pIyKOHA30JI Ta IIpernapaTé 3 By3bKUM TepPaleBTUYHUM BiKHOM, III0
MeTabomizyoTbcs 3 yuacTtio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3nin «B3aeMofia 3 iHIUME
JiKapChKUMHU 3acob0aMu Ta iHIIi BUAKM B3aEMOiN»).



TepgperaduH. TToTpiOHO peTeNnbHO CIOCTEPIraTy 3a CTAHOM ITalliEHTa IIPX OMHOYAaCHOMY 3aCTOCYBaHHI
TepbeHanuHy Ta GryKoHa30my B fo3i Mentte 400 mMr Ha go0y (quB. po3pinu «IIpoTunoka3aHHS» Ta
«B3aeMopmis 3 iHIIMMH JTiIKapChbKUMHK 3aC00aMHM Ta iHIII BUOYM B3aEMOIii»).

KaHoudo3. JocniaxeHHS T0Ka3aay 3pOCTaHHS MOMKPeHOCTi iHdeknii Buny Candida, BigMiHHUX

Big C. albicans. BoHu 4acTo € MpUPOIHO pe3ucTeHTHUMHU (Hanpukiap, C. krusei Ta C. auris) abo
NEMOHCTPYIOTh 3HUXKEHY YyTIHUBICTh [0 dhiykoHa3ony (C. glabrata). Taki iHbeKIil MOXYThb
noTpebyBaTu anbTEPHATUBHOI IPOTUTPUOKOBOI Tepatlii yepe3 HeepeKTHUBHICTh NTiKyBaHHS. ToMy
PEKOMEHIYEThCS BpaXOByBaTH IOLUIMPEHICTh PEe3UCTEHTHOCTI pi3HUX BUMiB Candida mo ¢piayKoHa301y.

JonomidxcHI peyosuHu.

[TpemapaT MiCTUTH JTaKTO3Y. AKIIO y MallieHTa BCTAHOBJIEHA HETIIEPEHOCHUMICTh fIesIKUX LIYKpiB, Tpeba
IIPOKOHCYJIbTYBaTHCS 3 JIiKapeM, MepIll HiK NMpuiiMaTy Lel TiKapchKuii 3acio.

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

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHsA 2py00H0.
XKiHKu penpoOyKmueHo020 8iK)Y.
[Tepen moyaTkoOM JiKyBaHHS MaLliEHTKY CIIif MpoiH(OpMyBaTH PO NOTEHIIMHNY PU3UK [AJIS IJIOAA.

[Ticns 3acTocyBaHHS OOHOPa30BOl 03U MOTPiIOHO BUTpPUMATH Nepiof BUBEAeHHS QPIyKOHA30JTy, SKUAN
CTaHOBUTH NMpubIM3HO 1 TUXKOEHH (10 BifMOBimae 5-6 mepiogaM HamiBBUBEOEHHS), 0O HAaCTaHHS
BariTHOCTI (ouB. po3min «PapMaKOKiHETUKAE»).

Y pasi TpuBanux KypciB lIiKyBaHHS XKiHKaM penpPOAYKTHBHOIO BiKY CJIifi PO3TJISHYTH MOXKJIUBICTh
3aCTOCyBaHHS KOHTPAIEIIii IPOTSATOM YChOTO Iepiofy MiKyBaHHS Ta IPOTIroM 1 THXKHS Micns
IPUHOMY OCTaHHbBOI IO3H.

BazimHicmey.

OOGcepBalliliii mocigKeHHS CBiYaTh PO MigBUINEHUN PU3UK CIIOHTAHHOTO abopTy y XKiHOK, SKi
OoTpuMyBaiu PIIyKOHA30JI IPOTSITOM IIEPIIOro Ta/abo APyroro TPUMECTPY, IIOPIBHSIHO 3 TaKUM Y
JXKIHOK, §IKi He mpuiiManu (GIyKoHa301 abo OTpUMyBaii MiCIeBi a30/11 ¥ TOM caMuil mepiof.

IlaHi 110710 KiTbKOX THCAY BaTriTHUX XKIiHOK, SKi OTPUMYBaJI JIiKyBaHHS (PJIyKOHA30JIOM y
KyMYJISATHBHIN 1031 < 150 Mr y nepiioMy TpUMeCTpi, BEMOHCTPYIOTH BiICyTHICTh 3POCTaHHS
3arajibHOTO PU3KKY BaJ PO3BUTKY IJI0AY. B 0MHOMY BEIMKOMY CIIOCTEPEXKHOMY KOTOPTHOMY
IOCTiMKeHH]i mepopaibHe 3aCTOCYBaHHS (DITYKOHA301y B IIePIIOMY TpuMecTpi 6yI1o moB’si3aHe 3
HEeBEJIMKUM IIiABUILIEHNM PU3UKOM BaJ PO3BUTKY CKEJIETHO-M I30BOl CUCTEMH, 110 BiAMOBifaE
npubnu3Ho 1 momaTkoBoMy Bumagky Ha 1000 XiHOK, SKi oTpuMyBau KyMyISTUBHI 03U < 450 Mmr,
IIOPiBHSHO 3 XKiHKaMM, SIKi OTpUMYyBaid a30JId MiclieBol fil, i mpubau3Ho 4 JOJaTKOBMM BUIIaKaM Ha
1000 xiHOK, gKi OTpUMyBaIu KyMyJISTHBHI 7031 Oinbiie 450 Mr. CKOpUroBaHUY BiTHOCHUYN PU3UK
ctanoBuB 1,29 (95 % [I: 1,05-1,58) pnst go3u dhmykoHalony 150 mr nepopanbHo Ta 1,98 (95 % [I:
1,23-3,17) ons go3 pnykonasomny Oinbiie 450 mr.

HasiBHi emifmeMionoriuni gocmigKeHHS 1010 PO3BUTKY Baj CEePIls IPU 3aCTOCYBaHHI (GIyKOHA30My Y
1epiofl BariTHOCTI mai0Th cymepedn nBi pe3ynbraTu. OgHAK MeTaaHasi3 5 o0cepBaliitHUX NOCITiAKEHb,



IIPOBEMIEHUX 3a Y4acCTIO KiTbKOX TUCSY BaTriTHUX XiHOK, SIKi OTPHMYyBalIu (HIIYyKOHA30J IIPOTSATOM
IIePIIOTr0 TPUMECTPY, BUSIBUB IiABUIIIEHHS PU3UKY PO3BUTKY BaJl CepLd Y HEMOBIIAT B 1,8-2 pa3u
TIOPiBHSTHO 3 TAKMUM Y HEMOBJISIT, MaTepi IKHX He 3aCTOCOBYBasX (HIIyKOHA30 Ta/abo
BAKOPUCTOBYBAJIX a30JIU I MiCLIeBOTO 3aCTOCYBaHHS.

Y moBimOMIEHHAX OMKCAHO BPOAKEHI Bafiy PO3BUTKY Y HEMOBIISIT, MaTepi SKUX OTPUMYBaJid BUCOKI
no3u (Big 400 mo 800 Mr/mo0y) dbnykKoHa301y y Iepiof BariTHOCTI mpoTsaroM 3 MicsiiB abo Oinblire mpu
JIiIKyBaHHI KOKIIUAi01I0MiK03y. Cepeq BpOAKEHUX Bal, AKi CIIOCTePiraaucs y nux giTe, -
Opaxinedanis, gucnaasis ByIIHWX PaKOBKH, HafiMipHe 30ibIIeHHS IIepeIHbOT0 TiM I4Ka,
BUKPUBIIEHHST CTETHOBOI KiCTKM Ta MMPOMEHEBO-IIJIeY0BUM CHHOCTO3. [[pUYMHHO-HACTiZKOBUY 3B’ SI30K
MiXK 3aCTOCYBaHHSIM (pIyKOHA30Jy Ta BPOIXKEHUMU BaflaMUi HE BCTAHOBIIEHUH.

He cnip 3acTocoByBaT 3BU4aiHi 1031 (PIIyKOHA30/1y Ta KOPOTKOTPUBAJIi KYpCH JTIKyBaHHS
(bITyKOHA30JI0M Y Mepiof BariTHOCTI, 3a BUHSITKOM KpalHbOi HeOOXigHOCT.

He cnip 3acTocoByBaTH BUCOKI 103U (hITyKOHA30/y Ta/abo TpuBasi KypcH JIiKyBaHHS (IyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIiIKyBaHHS iH(EKIIi}, 110 MOXKYTh 3arp0KyBaTH XKUTTIO.

T'odyesaHHA 2pydoo.

®nyKoHa30J1 IPOHUKAE ¥ TPyOHE MOJIOKO Ta AocArae KOHIEHTpalii mofi0Hol Jo piBHA y Mla3Mi KPOBi
(Ous. po3pin «®apmMakoKiHeTHKa»). ['omyBaHHS I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIICIII PA30BOr0
3aCTOCYBaHHS 3BUYaNHOI 103U (PIYKOHA30JTy, 110 CTaHOBUTDL 150 M.

TomyBaTH TPYAIIO HE PEKOMEHAYEThCS pU 6araTopa3oBOMy 3aCTOCYBaHHi (GIyKOHa301y abo mpu
3aCTOCYBaHHI BUCOKUX 03 (QIIyKOHA3OITY.

Crip OUiHUTY KOPUCTh FONYBaHHS IPYAOI0 AJIS PO3BUTKY 1 3M0POB’S JUTUHY, a TAKOXK KIIiHIUHY
norpeGy MaTepi y npemnaparti ®ynuc® i 6yap-aKi moTeHmiliHi mobiuni edpextu npemnapaty Oyuuc® a6o
OCHOBHOT'O 3aXBOPIOBaHHS MaTepi O QUTUHY, 1Ka OTPUMYyE I'PyIHE BUTOLOBYBaHHS.

depmubHicmb.

®nykKoHA30J He BIJIMBaB Ha (DEPTUIIBHICTL CaMIliB Ta CaMOK IIyPiB.

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

HocnifxeHb BINIUBY (IYKOHA30Jy Ha 3MATHICTh KEpPyBaTH aBTOTPAHCIIOPTOM abo IpalfioBaTH 3
IHIIMMY MeXaHi3MaMu He MPOBOIUIIH.

[TauieHTiB MOTPiGHO MOiHGOPMYBaTH PO MOKJIUBICTh PO3BUTKY 3allaMOpPOYeHHs abo CyaoM (OuB.
po3min «ITo6iuHi peakiiii») mif yac 3aCTOCOBYBaHHS Ipenaparty. [Ipu po3BUTKY TaKUX CUMIITOMIB He
PEKOMEHIYEThCST KePyBaTH aBTOTPAHCIIOPTOM ab0 IpaloBaTH 3 iHIIMMY MeXaHi3MaMH.

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

To6oBa mo3a GhIyKOHA30Iy 3ajIeXKUTh Bifl BUAY Ta TSIXKKOCTI rpubKoBoi indekmii. [Tpu HeobxigHOCTI



OaraTopa30BOTr0 3aCTOCYBaHHA IpelapaTy JiKyBaHHS iHGEKIIi! TOTPiOHO MTPOAOBXKYBaTH [0
3HUKHEHHS KJTiHIYHUX Ta TabopaToOpPHUX IPOsIBiB akTUBHOCTI rpubKoBoi iHdekii. HemocTaTHs
TPHUBAJIICTh JIIKyBaHHS MOXKe IIPU3BECTH [I0 BiTHOBJIEHHS aKTUBHOTO iHQEKIIINHOTO IIPOLIECY.

Llopocai.

Kpunmokokos.

- JIikyBaHHS KPUIITOKOKOBOTO MEHIHTITYy: HaBaHTaXyBaJibHa f03a CTaHOBUTH 400 mr y 1-i1 IeHb.
[MigTpumytoua go3a - 200-400 Mr oguH pa3 Ha goOy. TpuBasicTh JTiKyBaHHS 3a3BUYall CTAaHOBUTH
moHauMeHIe 6-8 TuxkHiB. [Ipu iHPeKUigX, 1110 3arPOXKYIOTH KUTTIO, JOOOBY 003y MOXKHA 30i/TbIIUTH
oo 800 mr.

- IlinTpuMyoya Tepamis OJis nolnepenXXeHHsl peluauBy KPUIITOKOKOBOTO MEHIHTITY B MAII€HTIB i3
BUCOKMM PU3UKOM MOTO PO3BUTKY: PEKOMEHI0BaHa [103a IIpemnapaTy cTaHOBUTh 200 MI ofuH pa3 Ha
o0y mpoTsiroM HeoOMeKeHOro0 Jacy.

Kokuyuodioidomiko3. PekomeHnoBaHa go3a ctaHoBUTh 200-400 Mr ogus pa3 Ha mo0y. TpuBamicTb
JiKyBaHHS cTaHOBUTD 11-24 micsili abo moBiie 3aiexkHO Bifi CTaHy malfieHTa. [ TiKyBaHHS [IeIKUX
dopM iHdexkrii, a 0coONKBO AN NTiKyBaHHS MEHIHTITY, MOXKe OyTH HOLINbHUM 3aCTOCYBaHHS NO3U
800 Mr oguH pa3 Ha m00y.

IHea3usHi kaHOuOdo3u. HaBaHTaxyBanbHa fo3a cTaHOBUTL 800 Mr y 1-i1 meHs. I[ligTpuMyioda fo3a -
400 Mr omuH pa3 Ha 0o0y. 3a3BU4ail peKOMEH0BaHa TPUBAJIICTh JTiKyBaHHS KaHAUAEMil CTAaHOBUTh
2 TUKHI IiCJg mepluuX HeraTUBHUX Pe3yJIbTaTiB I0CIBY KPOBI Ta 3HUKHEHHS 03HaK i CUMIITOMIB
KaHOUuOeMil.

KaHOoudo3 causzosux 06010HOK.

- KaHIMI03 POTOTJIOTKYU: HaBaHTaxXyBaibHa f03a cTaHOBUTH 200-400 Mr y 1-1 geHs, DifTpuMyo4a
mo3a - 100-200 mMr omuH pa3 Ha go0y. TpuBamicTh MiKyBaHHS CTaHOBUTH 7-21 meHb (OO0 JOCATHEHHS
pemicii), arme mMozxke O6yTu 306inbINeHa [AJg HaLi€HTIB i3 TIXKKUM iMyHOOEeQIiITUTOM.

- Kangumos cTpaBoxofy: HaBaHTaxKyBajbHa f03a cTaHOBUTH 200-400 Mr y 1-11 geHs, migTpuMyoda
no3a - 100-200 mMr onuH pa3 Ha go0y. TpuBamicTh MiKyBaHHS cTaHOBUTHL 14-30 OHIB (IO MOCATHEHHS
peMicii), arme Mozxke O6yTu 306inblleHa g MaLi€HTIB i3 TIXKKUM iMyHOAeQiIIUTOM.

- Kangunypisi: pekoMeHpoBaHa mo3a cTaHOBUTE 200-400 Mr omuH pa3 Ha goOy mpoTsaroMm 7-21 mHs.
II71g nalieHTiB i3 TAXKKUM iMyHOmeiIIMTOM TPUBAJIICTh JTiKyBaHHS MoxKe OyTH 306ibIIeHa.

- XpoHiuHMM aTpOodiyHUN KaHOUA03: peKOMEHJ0BaHa f103a CTaHOBUThL 50 MT OfivH pa3 [00y IPOoTIroM
14 nHiB.

- XpoHiYHMYM KaHOWIO03 IIKipK Ta CIM30BUX 000JI0HOK: peKOMEHI0BaHa N03a CTAHOBUTH
50-100 Mr oguH pa3 Ha mo0y. TpuBasicTh JIiKyBaHHS CTAHOBUTH 1O 28 [HIB, ane Moxe OyTH
30inbInieHa 3aeKHO Bif TAKKOCTI Ta BUAY iH(deK1il abo Npu 3HNKEHH] IMyHITeTY.

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

- Kauaumos poTornoTky, KaHAUA03 CTPABOXOAY: PEKOMEHI0BaHa J03a CTAHOBUTD
100-200 mr oguH pa3 Ha #o0y ab6o 200 Mr 3 pa3u Ha TUXKOEeHb. TpUBaIiCTh TiKyBaHHS HeoOMeXKeHa
[J1s TAI[i€HTIB i3 TPUTHIYeHUM IMyHITETOM.



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

I'enimanvHi KaHOUOO3U.

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

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

Hepmamomikosu.

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

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

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

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

IlauieHmu 3 HUpPK0BO Hedocmamuicmio.

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

Tabnug 1

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

< 50 (6e3 remopiamisy) 50 %

['emomiamnmi3 100 % micrnst KOXKHOTro reMofiani3y

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



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

IlauieHmu i3 nopyweHHAMU QYHKUIi neviHku.

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

imu.
He cnip nepesulifyBaTu MakcuManbHy f000BYy fo3y 400 Mmr.

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

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

Ilimu g8ikom 8i0 12 pokis.

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

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

Ilimu e8ixom 8i0 5 0o 11 pokis.

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

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

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

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

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

Himu.

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



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

Ilepedo3yeanHs.
CuMIITOMU: TaTIONMHAII] Ta ITapaHolifaibHa IIOBemiHKa.

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

ITo6iuni peakuii.

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

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

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

3 6oky cucmemu Kposi ma aimgpamuyHoi cucmemu.

HeuacTo: aHewmis.

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

Pigko: anadinakcis.

3 6oky memaboaizaMy ma Xap4yB8aHHA.

HeuacTo: 3HMXKEHHS alIETUTY.

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

HeuacTo: 0€3COHHS, COHJIUBICTE.

3 boky Hepeogoi cucmemu.

YacTo: rosoBHUY Oifb.

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



Pigxo: Tpemop.

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

3 6oky cepus.

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

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

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

3 6oky 2enamobiniapHoi cucmemu.

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

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

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

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

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

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

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

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



[ToBigoMIIeHHS PO Mim03pioBaHi mo6iuHi peakirii

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

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

Tepmin npudamuocmi. 3 POKH.

YMmoBH 30epiranssi.
30epiratu npu TeMieparTypi He Buine 25 °C.

30epiratu y HEJOCTYIIHOMY OJISI OiTeM MicIi.

VYnakoBka.

Tabmetku 1o 50 mMr Ne 4 a60 Ne 10 y GmicTepi B KApTOHHIHN yIIaKOBIIi.
Tabmetku mo 100 mMr Ne 4 a6o Ne 10 y GmicTepi B KapTOHHIM yIIaKOBIIi.
TabmeTku 1mo 150 Mr Ne2 a6o Ne 4 y GrricTepi B KAPTOHHIM yIIaKOBIIj.

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

Kareropis Bigmycky.

3a pelemnToM.

BupoOHHK.
KYCYM XEJITXKEP IIBT JITO/

KUSUM HEALTHCARE PVT LTD.

Micue3HaxoaKeHHs1 BHPOOHHKA Ta ajjpeca Miclsl MPOBagKeHHsI HOT0 Tis/IbHOCTI.

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

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



454774, India.



