IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

®YIIUC® OT

(FUSYS® DT)

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

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

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

Jlikapcbka ¢popma. TabneTky qucleproBaHi.

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

®dapMakKoTepaneBTHYHA Ipyna.

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

dPapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

MexaHi3M mii.

®nykKoHa3071 € TPOTUTPHOKOBUM 3aCO00M KJlacy Tpra3oiB. [IepBUHHUM MexXaHi3MOM Horo fil €
IPUTHiIYeHHS rpubKoBoro 14 anbda-1aHOCTEPO-IeMeTUII0BaHHS, OII0CEPEeIKOBAaHOT0 IIUTOXPOMOM
P450, 110 € HeBifg'eMHUM eTanoM 6iocMHTe3y IPUOKOBOr0 eprocrepony. AKymynsiia 14 anbda-MeTun-
CTEPOJIiB KOPEJTIIOE 3 IOMIaIbII00 BTPATOI0 eProcTeposy MeMOpaHoo rpuOKOBOL KITITUHU Ta MOXKEe
BiiMOBiaTy 3a MPOTUTPUOKOBY aKTUBHICTEL QriyKoHa307y. ®IyKOHA30J € GinbIll CEIEKTUBHUM [0
rpubkoBux ¢hepMeHTiB uToxpomy P450, Hixk mo pisHux cucteM pepmenTiB nuToxpomy P450 ccasiis.

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



TECTOCTEPOHY B IIJTa3Mi KPOBi ¥ 40JIOBiKiB a00 Ha piBeHb €HOOTEHHUX CTEPOIIiB y XKiHOK
pemnponyKTuBHOro Biky. ®mykoHa3on y mo3i 200-400 Mr Ha mo6y He MPOSIBIISIE KITIHIYHO 3HAYYLIOTO
BIIJIUBY Ha PiBeHb €HAOT€HHUX CTEPOiNiB a0 Ha BigMOBibh Ha CTUMYIISIII0 aAPEHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3mopoBux moOPOBOJIBIIiB YOI0BiUOl CTATI.

HocnmigXeHHsT B3a€MO{Iil 3 aHTUIMIIPUHOM IIPOAEMOHCTPYBaJIO, 10 3aCTOCyBaHHS 50 Mr QIyKOHA30/1y
pa3oBo abo 6araTopa3oBo He BIJIMBA€E Ha MeTabo01i3M aHTUIIIPUHY.

YyTnusicTs in vitro.

®nykoHa307 in Vitro geMOHCTPYE MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO KJTIHIYHO NMOIIUPEHUX BUMIB
Candida, (Bkmouatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata neMOHCTPy€E 3HUKEHY
YyTHUBICTh [0 GykKoHa3o1y, a C. krusei ta C. auris € CTiUKAMU [0 GryKoHa301y. MiHiManbHi
inribyroui KoHIIeHTpallil Ta emigeMionoriyne noporose 3HayeHHs 3rinHo EUCAST (ECOFF) gna
dbmykoHa3ony ctocoBHO C. guilliermondii Bumii, HixK cTocoBHO C. albicans.

Takox (ykKoHa3011 in vitro IeMOHCTPYE aKTUBHICTH K potu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i IPOTH eHAEeMiYHUX ITiCHABUX IpubiB Blastomices
dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’30K (hapMaKOKIHETUUHUX i hhapMaKOOUHAMIUHUX BJIaCTUBOCTEH.

BigmoBigHO 10 pe3ysbTaTiB OOCIIIXKEHD Ha TBAapUHAaX, ICHYE KOPEJIALia MiX MIHIMalIbHOK
inribyrouoio KoHueHTpali€eo (MIK) Ta eheKTUBHICTIO IPOTU €KCIIEpUMEHTaIbHUX MOAesiel MiKO03iB,
cupuyrHeHux Bugamu Candida. BiinmoBigHO 00 pe3ynbTaTiB KIiHIYHUX OOCIIOXKEHb, iCHy€ JiHiHa
3anexHicTh Mixk AUC Ta no3oto ¢iaykoHasony (mpubnusuo 1:1). Takox icHye npsiMui, ajne
HeJ0CTaTHiit 3B’5130K Mixk AUC a60 103010 Ta MO3UTUBHOIO K/TiHIYHOIO BiIIIOBIAIO Ha JIiKyBaHHS
Opa/IbHOT0 KaHAKU03Y Ta MEHIIIO0 Mipoio - KaHAuAeMil. AHaJIOTiYHO NiKyBaHHS iH(DeKIIii,
CIIpUYMHEHUX MITaMaMy, 10 SKUX (PIyYKOHa30Jl AeEMOHCTPYE BUCOKY MIK, € MeHII 3ai0BiIbHUM.

MexaHi3M pe3uCTEeHTHOCTI.

Mikpoopraniamu pogy Candida [eMOHCTPYIOTh YUCEJIbHI MeXaHi3MU PE3UCTEHTHOCTI OO a30JIbHUX
npoTUurpuOKoBUx 3aco0iB. ®ykoHa307 feMoHCTPYe BucoKy MIK mpoTu mramiB rpubiB, SKi MaloTh
onuH abo OibIlle MeXaHi3MiB PE3UCTEHTHOCTI, III0 HETAaTUBHO BIIJINBA€E Ha e(h)eKTUBHICTE in vivo Ta B
KJIIHIYHIA TPaKTHULI.

Y 3a3Buuan uyTnuBux BuAiB Candida Hal4acTilllUM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B IKOMY
3amisiHi 1inboBi pepMeHTH a3071iB, BifmoBifanbHi 3a 6i0CMHTE3 €ProcTepoy. Pe3uCTEHTHICTL MOXKe
Oyt 00yMOBJIeHa MyTallisiMHU, TIOCUJIEHHSIM IIPOAYKLii hepMeHTy, MeXaHi3MaMu e(IIIOKCY IIpenapary
a00 PO3BUTKOM KOMIIEHCATOPHUX IIJISXIB.

[ToBimomnsinu npo cynepindextil Candida spp., cnpudrHeHi iHmuMy, HiX C. albicans Bugamu, 1o
4acTo MaloTh 3HUKeHY uyTnuBicTs (C. glabrata) abo € criiikumu (Hanpukiap, C. krusei, C. auris) go
bnykoHa3ony. [ NiKyBaHHS TaKWUX iHQEKIIiH CIifl 3aCTOCOBYBaTH albTEPHATUBHI TPOTUTPHUOKOBI
3acobu. MexaHi3MH PE3UCTEHTHOCTI IIle He [0 KiHIIS BUBYEHi B MesIKUX MPUPOHIHO cTiikux (C. krusei)
a6o HoBUX (C. auris) BumiB Candida.

KonTponsHi Touku EUCAST (€BponeicbKOro KOMITETY 3 HOCHIIKEHb YYTIUBOCTI I0 aHTUMIKPOOHUX
3ac00iB).

Basyrounck Ha focigXKeHHi papMaKOKiHeTUUHNX/(hapMaKOOgUHaMIYHUX OaHUX, YYTIUBOCTI in vitro Ta
KJIiHiYHOI BifmoBizi, 6yn0 BU3HAYEHO KOHTPOJIbHI TOUKY AJIs GIYKOHA30Iy [/ MiKpOOpraHi3MiB


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

poxy Candida. (CynpoBiguuii po3’sicHioBanbHui fokyMeHT EUCAST mnsa ¢nykonasomy (2020) -

Bepcis 3; EBpONeNChKUN KOMITET i3 HOCTiIKeHb YYTANBOCTI 10 aHTUMIKPOOHUX 3ac00iB,

[Tpoturpu6KoBi 3acobu, Tabnuili KOHTPOILHUX TOYOK s iHTepnperTarrii MIK, Bepcis 10.0, HaOyB
yuHHOCTI 04.02.2020 p.). Boru 6ynu po3nofineHi Ha KOHTPOJIbHI TOYKH, 1110 HE MTOB’sI3aHi 3 IEBHUM

BUJIOM, SIKi GiNTbIIIOI0 MipO¥0 BU3HAYAINCS Ha OCHOBI (hapMaKOKiHETHYHMX/(hapMaKOOUHAMIYHUX
MaHUX i He 3a7exKaTh Bif PO3MOMiNy Ha IIeBHI BUAM 3a MiHIMaIbHOIO iHTi0yI040I0 KOHIIEHTPALIi€lo, Ta
Ha KOHTPOJIbHI TOYKH, 1TOB’sI3aHi 3 TEBHUM BU[OM, III0 HalYaCTillle aCOIlil0I0ThCS 3 iHGEKLIisIMU Y
moauHYU. L KOHTPOIbHI TOYKM HaBeOeHO HUXKYe.

ITpomuepubxosul KoHmpoabHi mouKu, nog’a3ari 3 neaHuM  KOHMpPOabHi
3acib guoom S < /R >y m2/n MOYKU, He
noe’A3aHi 3
nesHum
sudom"
S</R>y
Me/n
Candida Candida  Candida Candida Candida Candida
albicans dubliniensisglabrata krusei  parapsilosis tropicals

®nykKoHa3051 2/4 2/4 0,001*/16 -- 2/4 2/4 2/4
S = yyTnuBuy;
R = pe3ucTtenTHUY;

a - KOHTPOJIbHI TOYKH, 1110 He OB s3aHi 3 IeBHUM BUAOM, SKi OilbII0OI0 Mipoio BU3HAYaIKMCS Ha OCHOBI
(bapmakokiHeTHYHOI/papMaKkogruHaMiuHOI iH(popMaliil i He 3ayiexkaTh Bifl pO3MOLiLy Ha IeBHi BUOYU 3a
MiHiMaIbHOIO iHTiI0YI040I0 KOHIIEHTPalli€0. BOHM HOCTimXKyBamuCh nuille y MiKpoopraHi3miB, y IKUX
He icHye crenudiyHOol KOHTPOIbHOI TOUKY;

- DOCTIiAKEHHS YyTINBOCTI He PEKOMEHI0BaHi, OCKIJIbKY I1el BUJ He € MEeTOI0 JIIKapChKOl Tepail;

* Vci noka3uuku C. glabrata B kateropii I. MIK npotu C. glabrata cnif oniHIOBaTH SIK PE3UCTEHTHI,
KOJI BOHU nepeBumytoTh 16 Mr/mn. Kateropia gytnusocTi (< 0,001 Mr/m) BUKOPUCTOBYETHCS JIULIE
nuist 3anofiraHHs TOMUIKOBOL Knacudikariii mtamiB I gk mtamiB S. [ - 9yTnuBuil 3a yMOBU
IiABHUINEHOI eKCII03KIIii: MiKpoOpraHi3M HaJleXkUTh 00 KaTeropii «4yTIuBHAY 3a YMOBU IiABUIIEHO]
€KCITO3UIlil» y pa3i, Kolu iCHye BUCOKa UMOBIpHICTh TePaNeBTUYHOTO YCIIiXy, OCKiJIbKM €KCIIO3UIIis
npenaparty Oyna 30inbIeHa 3a paXyHOK KOPEKIIii pexkuMy 0o3yBaHHS ab0 M0ro KOHIeHTpalil y
BOTHHUIII iHDeKIil.

dapmakokiHemuka.

dapMaKOKiHEeTHYHi BNacTUBOCTI GJIYKOHA301y € MOAI0OHNMU NIPY BHYTPIITHOBEHHOMY 1
IIepOPaJIbHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3051 mobpe BCMOKTYETLCS IIPH IIepOPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary B I1a3Mi
KPOBi ¥ cucTeMHa OiogocTynHicTh nepeBuiyioTh 90 % piBHS GIyKOHA3011y B IIJTa3Mi KPOBI, 1110
NOCSITAETHCS MIPU BHYTPIITHLOBEHHOMY BBeleHHI npemnapaTy. OgHOYacHe BXKHBaHHS 1XKi He BIIJIUBaE
Ha BCMOKTYBaHHS IIpenapaTy IIpU M0ro IepopajbHOMY 3aCTOCyBaHHI. [IikoBa KOHIIEHTpalis y mia3mi
KpoOBi gocaraetbcs yepes 0,5-1,5 rogunu micig npuroMy mpenaparty HaTilecepie. KoHiesTparis



Ipernapary B IIJIa3Mi KpOBi mpormopiiiHa go3i. PiBHoBaxkHa 90 % KOHIIeHTpallid JoCcAraeThCcs Ha 4-5-1
IeHb npu 6GaraTopa3oBOMY 3aCTOCYBaHHI OIUH pa3 Ha f00y abo Ha OPyrui JeHb JiKyBaHHS IIPU
3aCTOCYBaHHI y IepIIuii leHb HaBaHTaXKyBaJIbHOI 03K, 1110 BOBIYi epeBuInye 3sudaiiny n1o60By m03y.

Poznmomin.

0O0’eM posmnopiny npubIU3HO JOPIBHIOE 3araJlbHOMY BMICTY PifWHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oinkamu mra3mMu KpoBi Hu3bke (11-12 %).

®nykoHa301 fobpe IPOHUKAE B YCi AOCTiAXKYyBaHi piguHu opraHi3my. PiBeHb (iyKoHa307y B CIMHI Ta
MOKPOTHHHI € TOAiOHUM 10 KOHIIEHTPAllii IpenapaTy B Ia3Mi KpoBi. Y mallieHTiB, XBOpUX Ha
rpuOKOBUYM MEHIHTIT, piBeHb QIIYKOHA30JTy B CIMHHOMO3KOBI# piguHi gocsrae 80 % KoHIeHTpallil y
I1J1a3Mi KPOB.

Bucoki koHLeHTpaIril ¢GIyKoHa30/1y B IIKipi, 110 IEPEBUILIYIOTh CHPOBATKOBI, [OCATAal0TLCSI B
porosoMy I1api, emigepMici, aepmi Ta 1moti. ®JIyKOHAa30JI HAKONIUYYETHCA B POrOBOMY IIIapi.

[Tpu 3actocyBanHi o3u 50 Mr 1 pa3 Ha go0y KOHIEHTpalis GIyKoHa30:y micis 12 gHiB miKyBaHHS
CTaHOBHUJIa 73 MKT/T, a Yepe3 7 OHIB IiC/Is 3aBepIIeHHs JIiKyBaHHS KOHIIEHTpAIlid BCe Ille CTaHOBUJIa
5,8 MKr/r. TIpu 3acTocyBanHi fo3u 150 Mr 1 pa3 Ha TUXKAEHb KOHLIEHTpPalid GIyKoHa301y Ha 7-

1l IeHb JTiKyBaHHS CTaHOBUNA 23,4 MKI/T; Yepe3 7 OHIB Mic/ig 3aCTOCYBaHHS HACTYIIHOL JO3U
KOHIIEHTpallid BCe I1e cTaHoBuia 7,1 MKr/T.

KonmenTpanisi pnykoHasomy B HIrTax micns 4 MmicsiniB 3acTocyBanHs 150 Mr 1 pa3 Ha TUXIeHb
craHoBuia 4,05 MKI/T y 3M0poBUX H0OPOBOJIBIIB Ta 1,8 MKT/T Ipu 3aXBOPIOBAHHSX HIrTiB;
(byKOHa30J1 BU3HA4YaBCs Y 3pa3Kax HirTiB yepes3 6 MICAIIB Iics 3aBepIlleHHs Teparlil.

BiorpaHcdopmatiis.

®nykoHazon MeTaboi3yeThCs He3HAYHO0 Mipoto. [1py BBe[IeHHI N03U, MiueHOi pagioaKTUBHUMU
izoronamu, nuiie 11 % ¢ryKoHa307ly €eKCKPETYEThCS 3 Cedelo y 3MiHeHOMY BUTIAAL. ®IyKoHa307
€ momipHuM iHri6itopom izodpepmenTtiB CYP2C9 ta CYP3A4, a TakK0XK MOTYKHUM iHTiGiTOpOM
izopepmenty CYP2C19.

BuBeneHHs.

[Nepion HamiBBUBemeHHs GIYKOHA30ITY i3 MMJIa3MU KPOBi CTaHOBUTH 61u3bK0 30 romguH. Binbina
YacTHHa IIpenapaTy BUBOOUTHCS HUPKaMu, TpudoMy 80 % 3aCTOCOBaHOI [O3U BUSIBIISETLCS y CeUi B
He3MiHeHOMY cTaHi. KimipeHc (piyKoHa305y IponopLUivHuy 40 KJlipeHCy KpeaTuHiHy. LIupKynoongux
MeTabOTiTiB He BUSBIIEHO.

TpuBanuii nepion HamiBBUBEOEHHS IIpenapaTy 3 IJ1a3MH KPOBi Jla€ MOXKJIUBICTH pa30BOT0
3aCTOCYBaHHS IIpeliapaTy [IpU BariHaJIbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaTy 1 pa3 Ha
TUXKOEHb [IPY iHIINX [TOKa3aHHIX.

dapMakoKiHeTHKa IPU HOPVIIEHH] QVHKIII HUPOK.

Y malieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOT0 CTYyIEeHs (IIBUAKICTh KIyO04YKOBOl (inbTpariil

< 20 M1/xB) nepion HamiBBUBeneHHs 30inbiryeThes Bim 30 o 98 romun. Tomy 1t KaTeropii maiieHTiB
HeoOXiTHO 3MEHIIUTH 003y GIyKoHa30my. ®IyKoHA30JT BUJAISETHCS IIUITXOM IreMofiani3y, Ta
MEHILIOK MipOI0 - IIJITXOM IIePUTOHEeaIbHOr0 Aianidy. CeaHC remMofianidy TPUBaIICTIO 3 TOOUHU
3HUKYE piBeHb PIIyKOHA30Y Yy M1a3Mi KpoBi mpubnusHo Ha 50 %.



dapMaKOKiHETHKA P JIaKTallii.

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

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

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

dapMakKOKiHETHKA YV TiTEH.

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

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

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

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

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

dapmMakKOKiHETHKA Y Malli€HTiB JITHbOTO BIKY.

dapMaKOKiHETUYHE JOCIiAKEeHHs IIPOBOAWIM 3a YYacTIo 22 MalieHTiB (BiKOM Bifl 65 pOKiB), sKi
3actocoByBanu 50 Mr ¢rykoHa301y nepopanbHo. 10 mamieHTiB 0qHOYAaCHO 3aCTOCOBYBAJIM [iyPETUKH.
C.,.x CTaHOBHUJIA 1,54 MKI/MI Ta gocsAranacs IpoTAroM 1,3 TOOMHY MiC/Is 3aCTOCYBaHHS (HIIyKOHA30IY.
Cepepns AUC cranoBuna 76,4+20,3 mrr*roa/min. CepenHiii mepiop HamiBBuBefeHHS 46,2 rogunu. Li
bapMakoKiHETUYHI TOKA3HUKY € BUILIUMU MOPIiBHSHO i3 aHAJIOTIYHUMU Y 30OPOBUX NOOPOBOJIBIIIB
MoJiofIIoro Biky. OgHO4acHe 3aCTOCYBaHHS [iypeTUKIB He MaJio 3HayHoro BiiuBy Ha C,,. Ta AUC.
Takox KiipeHC KpeaTuHiny (74 Mi/xB), BincoToK (pIyKOHaA30:y, 110 eKCKPETYBABCS i3 ceuelo y
He3MiHeHOMY Buriafi (0-24 roguny, 22 %), Ta HUPKOBUM KJlipeHC gykoHa3omy (0,124 Mi/XB/KT) y
Tali€HTIB [aHOl BiKOBOI Ipymny Oy/Iy HUKYKMMU, HiXK aHAJIOTi4HI TOKA3HUKHU Y MOJIOMIINX
no6poBobiliB. ToMy 3MiHM papMaKOKiHETHKY Y MAI[iEHTIB JTITHHOTO BiKy OUeBUOHO 3a/ieXKaTh Bif
IapaMeTpiB QPyHKIi HUPOK.



KrinigHi XxapaKTepHCTHKH.
Iloka3zanus.

Oyuuc® 0T mokasaHWi [ TiKyBaHHS TaKUX IPUOKOBUX iH(EKIi# y HOPOCIUX (OUB. PO3MiN
«®apMaKoouHaAMiKa»):

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

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

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

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

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

- mepMaTO(iTHUYN OHIXOMiK03, KOJIM 3aCTOCYBaHHS iHIIKX JIiIKAPCHKUX 3aC00iB € HEJOPEYHUM.
Oymuc® [T nokasanuii [ IPoQiNakKTUKK TAaKAX 3aXBOPIOBAHb Y JOPOCIIHX SK:
- PELUAUB KPUIITOKOKOBOTO MEHIHTITY y IAL[i€HTIB i3 BUCOKUM PU3UKOM MOT0 PO3BUTKY;

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

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

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

iTH.

d)yunc@ OT moka3aHuil OiTSIM OJIs JTiIKyBaHHS KaHOUMO3iB CIM30BUX 000JIOHOK (KaHAMI03 POTOTJIOTKH,
KaHJIU03 CTPaBOXOMY), iHBA3UBHUX KaHAXW031B, KPUIITOKOKOBOTO MEHIHTITY Ta AJis NPO(diTaKTUKU
KaHOUO03HUX iH(QEKIiN ¥ MallieHTiB 31 3HUKEHUM iMyHiTeTOM. [IpenmapaT MoXKHa 3aCTOCOBYBATH SIK
NigTPUMyBa/IbHY Tepaliio Ajis IonepenXKeHHs PeIUIuBY KpUIITOKOKOBOT'O MEHIHTITY y AiTel i3
BHCOKUM PU3UKOM HOTO PO3BUTKY (OUB. po3Tin «OcoOIMBOCTI 3aCTOCYBaHHT»).

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



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

Tepamito npenapaTom ®yruc® IT MoXHa PO3MOYMHATH [0 OTPUMAHHS Pe3yybTaTiB KyIbTypPaabHUX
Ta iHIIMX 1a00paTOPHUX JOCiXKEeHb; OfHAK IIiC/ISl OTPUMAaHHS pe3ybTaTiB NPOTHiHDEKLIINHY
TEepariio NoTPibHO CKOPUTYBATH BiAMOBITHUM YUHOM.

IIpomunoka3aHHs.

- T'inepuyTnuBicTh 70 QIyKOHA30JTy, iHIINX a30IbHUX CIIOIYK a00 00 OyOb-SKO1 3 OTIOMiXKHUX
PEYOBHH IIpenapary.

- OgHOYacHe 3aCTOCyBaHHS (HIIyKOHA30/Iy Ta TeppeHaguHy Nali€eHTaM, IKi 3aCTOCOBYIOTh
¢bnykoHa3on 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3ybTaTaMy JOCIiIXKEHHS
B3aemMofil 6araTopa3oBOro 3aCTOCYBaHHS).

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

B3aemodin 3 inwumu nikapcbkumu 3acodamu ma iHwi eudu e3aemoditi.

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

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

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

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

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



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

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

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

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

3acobis.

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

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

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

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

Bnaug iHwux aikapcbkux 3acobig Ha ¢p1ykoHa304.

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

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

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



Bnsus ¢AVKOHA304y HA iIHWI AiKApCbKI 3acobu.

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

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

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

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

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

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

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

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

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

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



CTAQHOM IIallieHTa.

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

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

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

(200 mr) C,,, Ta AUC uenekokcu0y migBuinyBanucs Ha 68 % ta 134 % BigmoBigHo. [Tpu ogHOYaCHOMY
3acTocyBaHHI Ilenekokcuby Ta ¢hiaykoHa3omy Moxe OyTy HeoOXifHUM 3MeHIIeHHS N03U LeJIeKOKCUOy
BAOBIUi.

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

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

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

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

Isakagpmop (okpemo abo 8 kombiHauii 3 npenapamamu Mmo20 camo20 mepanesmuyHo20

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

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



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

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

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

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

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

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

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

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

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

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

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

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

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



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

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

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

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

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

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

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

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

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



BimamiH A: IOBiZOMIISINM, 110 V TAllieHTa, SKUKA OOQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIIOTY
(kucnortHa ¢hopma BiTaminy A) Ta prykoHazon, cnoctepiranucs mobiyni peakuii 3 6oky ITHC y dhopmi
TIICEBOOTYMOPY T'OJIOBHOTO MO3KY, 1110 3HUK Iicya BigMinu diykonasony. Lli mikapchki 3aco0u MoxkHa
3aCTOCOBYBATH OJTHOYACHO, ajie Tpeba aMm’siTaTu PO PU3UK BUHUKHEHHS M00iYHUX peakIliit 3 60Ky
LTHC.

Bopukona3zoa (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): ogHO4YacHe 3aCTOCYBaHHS BOPUKOHA30Iy
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotsarom 1 gus, nmotim 1mo 200 Mr kKoxHi 12 rogun
npoTtsaroMm 2,5 gHA Ta GayKoHa30iy nepopanbHo (400 Mr y nepmmit geHs, noTiM 1o 200 Mr KoxHi

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

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

A3umpoMilyuH: TP OGHOYaCHOMY IepOopaIbHOMY pa30BOMY 3aCTOCYBaHHI a3UTPOMILMHY Ta
dbrykoHa3ony B go3ax 1200 mr ta 800 Mr BigmoBigHO, KOAHUX 3HAUYIINX (hapMaKOKiHETUYHUX
B3a€EMOJil BUSIBJIEHO He OyJI0.

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

Oco06.1ue8ocmi 3acmocyeaHHsi.

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

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

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

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



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

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

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

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

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

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

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

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



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

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

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

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

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

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

JonomidxcHI peuyosuHu.

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

OpHna TabneTka mikapchkoro 3acoby ®ymuc® OT micTuTh MeHIIe 1 MMOmb HaTpiio (23 Mr), To6TO
IpernapaT MPaKTUYHO BiIbHUU Bif HATpIi0.

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

[Ticmst 3acTOCyBaHHST OHOPA30BOi MO3K MOTPiIOHO BUTPUMATH MEPiof BUBEOEHHS HIYKOHA30/IY, AKHHA
CTaHOBHTH NpuOIM3HO 1 THXKIEHS (110 BiAmoBimae 5-6 mepiogam HamiBBUBEOEHHS), O HACTAHHS
BariTHOCTI (muB. po3min «PapMaKOKiHETUKA»).

Y pasi TpuBanux KypcCiB JiKyBaHHS XKIHKaM PEIPOAYKTUBHOTO BiKY CJIifi PO3T/ISHYTHA MOXKJIUBICTh
3aCTOCYBaHHS KOHTPAIEIIii MPOTSATOM YChOTO Iepiofy MiKyBaHHS Ta IPOTIroM 1 TUXKHS Micns
IPUHOMY OCTaHHbBOI O3H.

BazimHicmpy.

OOGcepBalliliii mocigKeHHS CBiYaTh PO MigBUINEHWY PU3UK CIIOHTAHHOTO abopTy y XKiHOK, SKi
OTpUMyBaiu PIIyKOHA30JI IPOTSITOM IIEPIIOTro Ta/abo APyroro TPUMECTPY, IOPIBHSIHO 3 TaKUM Y
JXKIHOK, §IKi He mpuiimManu (GIyKoHa301 abo 0TpUMyBaiu MiCIeBi a30/1 ¥ TOM caMuil mepiof.



IaHi om0 KiTbKOX TUCSY BariTHUX XKIiHOK, IKi OTPUMYBaJIU JIiKyBaHHS (QPIYKOHA30JI0M Y
KyMyJIATUBHIN 1031 < 150 Mr y nepiioMy TpUMeCTpi, IEMOHCTPYIOTh BiICYTHICTh 3POCTAHHS
3arajgbHOIO PU3MUKY Baj PO3BUTKY IJIOAY. B OMHOMY BEJIMKOMY CIIOCTEPEKHOMY KOTOPTHOMY
MOCTiIKEeHH]i TepopabHe 3aCTOCYBaHHS (DITyKOHA30I1y B IIePIIOMY TPpUMecTpi 0yI1o moB’si3aHe 3
HEBEJIMKUM IIiIBUIIeHUM PU3UKOM Bafl PO3BUTKY CKeJIeTHO-M 5S130BOI CUCTEMH, 110 BifIIOBifae
npubnu3so 1 gogatkoBomy Bunagky Ha 1000 KiHOK, SKi OTpUMyBaiy KyMyJIATHBHI o34 < 450 M,
IIOPiBHSHO 3 XiHKaMH, SIKi OTpUMYyBaIl a30JId MicueBol fil, i npubau3Ho 4 JOJaTKOBUM BUIIafKaM Ha
1000 xiHOK, fIKi OTpUMYyBaIy KyMyIsTUBHI 1o3u Ginbie 450 mr. CKOpUToBaHUM BiTHOCHUM PU3UK
ctanoBuB 1,29 (95 % [I: 1,05-1,58) mns go3u dhaykoHalony 150 mr nepopansHo Ta 1,98 (95 % [l:
1,23-3,17) ons go3 ¢pnykonaszomny Oinbiie 450 mr.

HasiBHi emifeMionoriyni JoCIigKeHHS 1I[0I0 PO3BUTKY Baj CepIls IPU 3aCTOCYBaHHI (GIyKOHA30Iy Y
1epiof BariTHOCTI Jai0Th cynmepednuBi pe3ynbraTu. OgHaK MeTaaHasi3 5 o0cepBalliitHUX NOCTiAKEHb,
NpPoOBeJEeHHUX 3a Y4acCTI0 KiIbKOX THCSY BariTHUX XKiHOK, IKi OTpUMYyBaiu (HIyKOHA30J IPOTSATOM
IIePILOro TPUMECTPY, BUSBUB MiABUILIEHHS PU3UKY PO3BUTKY Baf Ceplid y HEMOBJAT B 1,8-2 pa3u
IIOPiBHSIHO 3 TAKMM Y HEMOBJISIT, MaTepi IKUX He 3aCTOCOBYBaIu GIyKOoHa3011 Ta/abo
BUKOPHCTOBYBA/IM a30JIU OIS MiCLIeBOTO 3aCTOCYBaHHS.

Y noBimoOMIIEHHAX ONKCAHO BPOAKEHI Bafu PO3BUTKY Y HEMOBIIAAT, MaTepPl SKUX OTPUMYBaJId BUCOKI
no3u (Big 400 mo 800 Mr/mo0y) dbnykKoHa301y y Iepiof BariTHOCTI mpoTaroM 3 MicsiiB abo Oinblile mpu
JiKyBaHHI KOKIUioimoMiko3y. Cepeq BpPOOKeHUX Bafl, AKi CIIOCTepirajucs y ux miTeu, -
Opaxinedarnisi, mUCIIa3is BYIIHUX PAKOBUH, HafMipHe 30ibIIIeHHS IIEPENHbOTO TiM'STUKa,
BUKPUBIIEHHS CTETHOBOI KiCTKM Ta MIPOMEHEBO-IIJIeY0BUM CHHOCTO3. [[pUYMHHO-HACTiZKOBUM 3B’ SI30K
MiXK 3aCTOCYBaHHSM (pIyKOHA30Jly Ta BPOOXKEHUMU BaflaMU He BCTAHOBIIEHUH.

He cnig 3acTocoByBaTH 3BMYaiiHi 1031 (HIyKOHA30Jly Ta KOPOTKOTPUBAI KyPCH JTiKyBaHHS
(bIyKOHA30JI0M Y Mepiof BariTHOCTI, 3a BUHSITKOM KpalHboi He0OXigHOCTI.

He cnig 3acTocoByBaTH BUCOKi 0031 (GIyKOHA30 Ty Ta/abo TpuBai KypcH MiKyBaHHS (DITYKOHA30JI0M Y
Iepion BariTHOCTI, 3a BUHSATKOM JIiIKYBaHHS iH(EKIIid, 1[0 MOXKYTh 3arPOKyBaTH XKUTTIO.

T'odyeaHHA 2pydoio.

®nyKoHA3071 IPOHUKAE ¥ IPYOHE MOJIOKO Ta [OCSTa€ KOHIEHTpalii momidHol o piBHS y Mm1a3Mi KpoBi
(Ous. po3pmin «®apMakoKiHeTHKa»). 'ogyBaHHSA TPynO0 MOXKHA IPOAOBXKYBATH IIiCIS pa30BOr0
3aCTOCYBaHHS 3BUYalHOl 103U (PIyKOHA30Jy, 110 CTAaHOBUTDL 150 M.

l'omyBaTH TPyAII0 HE PEKOMEHAYETHCS IpU 6araTopa3oBOMy 3aCTOCYBaHHi GIIyKOHa301y abo mpu
3aCTOCYBaHHI BUCOKUX 03 (IYKOHA30ITY.

Crig OLIHUTH KOPUCTh TOOYBaHHS IPYAAI0 AJid PO3BUTKY i 3MOPOB’SI IUTHUHY, a TaKOXK KIIIHIYHY
norpeby MaTepi y npenaparti ®ymuc® [T i Oyap-aKi moTeHmiHi no6ivni edektu npenapary dymmc®
T abo 0OCHOBHOT'O 3aXBOPIOBAHHS MaTepi Mg AUTUHHY, SIKa OTPUMYE T'PYyAHE BUTOOBYBaHHS.

depmuabHiCMb.

®nykKoHa301 He BIJIMBaB Ha (DEPTUIIbHICTL CaMIIiB Ta CaMOK IIyPiB.

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



IocmigxeHb BIIUBY (GIYKOHA30Jy Ha 3[aTHICTh KEPYBATH aBTOTPAHCIOPTOM abo IpalfioBaTH 3
IHIIMMU MexXaHi3MaMU He IIPOBOOUIIU.

[TauieHTiB mOTPiOHO MOiHGOPMYBaTH IPO MOKJIMBICTh PO3BUTKY 3allaMOpO4YeHHS abo CymoM (OuB.
po3min «ITo6iuHi peakiiii») mig 4ac 3aCTOCOBYBaHHS mpenapaTty. [Ipu po3BUTKY TaKUX CUMIITOMIB He
PEKOMEH[YEThCS KePyBaTH aBTOTPAHCIOPTOM abo IpaloBaTH 3 iHIIMMU MeXaHi3MaMHU.

Cnoci6 3acmocyeaHHss ma do3u.
[TpemapaT 3aCTOCOBYBaTH IlepopasibHO. [IpuiioM npemnapaTy He 3aJeXUTh Bifl IpuiioMy 1xi.

o6oBa mo3a GhIyKOHA30I1y 3ajIeXKUTh Bifl BUAY Ta TSIXKKOCTI rpubkoBoi iHdexii. [Tpu HeobxigHOCTI
OaraTopa30BOTr0 3aCTOCYBaHHA IIpelapaTy JiKyBaHHS iHGEKIIi! MOTPiOHO TPOAOBXKYBaTH [0
3HUKHEHHS KJTIiHIYHUX Ta 1a00paTOPHUX MPOSIBiB aKTUBHOCTI rpuOKoBOI iHdekKIril. HemocTaTHs
TPHUBAJIICTh JIIKyBaHHS MOXKe IIPU3BECTH [I0 BiTHOBJIEHHS aKTUBHOTO iHQEKIIIMHOTO IIPOLIECY.

Llopocai.

Kpunmokokos.

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

- IlinTpuMyoya Tepamnis OJis nonepenKeHHs peIUaUBYy KPUIITOKOKOBOTO MEHIHTITY B MAIli€HTIB i3
BACOKUM PU3UKOM HOT0O PO3BUTKY: PEKOMeH[I0BaHa [03a IIpenapaTy cTaHoBUTh 200 MI oOUH pa3 Ha
no0y mpoTsiroM HeoOMeKeHOT0 Jacy.

Koxkuuodioidomixo3. PekoMeHnpoBaHa no3a craHoBuTh 200-400 Mr onuH pa3 Ha no0Oy. TpuBanicTs
TiKyBaHHS cTaHOBUTD 11-24 micsiri abo moBime 3aiexXHO Bifi CTaHy malieHTa. s MTiKyBaHHS IesSKUX
dbop™m iHdeKIIi], a 0co6MUBO OIS JTiKyBaHHS MEHIHTITy, MOXKe OyTH [OLIiNMbHUM 3aCTOCYBaHHS HO3HU
800 Mr oguH pa3s Ha [00y.

IneasueHi kaHOuOdo3u. HaBaHTaxXyBanbHa [03a cTaHOBUTH 800 Mr y 1-i1 meHsb. [linTpumyoda gosa -
400 Mr opuH pa3 Ha Jo0y. 3a3BU4ai peKOMeH0BaHa TPUBAJIICTh JIiIKyBaHHS KaHAUAEeMil CTaHOBUTD
2 TUXKHI IiCJg meplIuX HeraTUBHUX pe3yJIbTaTiB I0CiBY KPOBI Ta 3HUKHEHHS 03HaK i CUMIITOMIB
KaHOumeMil.

KaHOoudo3 causzosux 06010HOK.

- KaHIM03 POTOTrJIOTKY (II0JIOCKATU Ta TPUMATHU y POTi IPOTATOM 2 XB, MiCJISL YOTO IPOKOBTHYTH):
HaBaHTaxXyBajibHa A03a cTaHOBUThL 200-400 Mr y 1-i1 meHs, nigTpuMmytoda go3a - 100-200 mr ogun
pa3 Ha mo0y. TpuBasicTh JIiKyBaHHS CTAHOBUTH 7-21 meHb (M0 MOCATHEHHS peMicii), ame Moxke 6yTu
30inbIneHa [ Malli€HTiB i3 TIXKUM iMyHOmeQiIuTOM.

- KaHumo3 cTpaBoxony: HaBaHTaxyBasibHa 003a CTaHOBUTE 200-400 Mr y 1-i geHs, NifTpuMyo4a
no3a - 100-200 mMr onuH pa3 Ha go0y. TpuBamicTh MiKyBaHHS cTaHOBUTHL 14-30 OHIB (IO MOCATHEHHS
peMicii), anme mMozxke O6yTu 306inblleHa A MALi€HTIB i3 TIXKKUM iMyHOOeQilIuTOM.

- Kangunypisi: pekoMeHpoBaHa mo3a cTaHOBUTE 200-400 Mr omuH pa3 Ha go0y mpoTsaroMm 7-21 mHs.



[I71g alieHTiB i3 TIXKKUM iMyHOIepIilIMTOM TPUBAJIICTh JTiKyBaHHS MOxKe OyTH 30inbIIeHa.

- XpoHiuHUM aTpoQiyHM KaHOUA03: peKOMEeH0BaHa [103a CTaHOBUTEL 50 MT OfivH pa3 [o0y IPOTIroM
14 pHiB.

- XpoHiuyHMYM KaHOWIO03 IIKipK Ta CIM30BUX 000JI0HOK: peKOMEHI0BaHa N03a CTAHOBUTH
50-100 Mr omuH pa3 Ha 0o0y. TpuBamicTh JTiKyBaHHS CTAHOBUTH [0 28 OHIB, ale Moxke OyTH
36inbIIeHa 3aI€3KHO Bif TSXKKOCTI Ta BUAY iH(ekuii abo npu 3HUXKEHH] iMyHITETY.

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

- Kauaumo3 poTorioTKy, KaHAU03 CTPABOXOMAY: PeKOMEHIOBaHA [103a CTAHOBUTh
100-200 mr opuH pas Ha go0y a6o 200 Mr 3 pa3u Ha TUXKAeHb. TPUBAJICTH JTiIKyBaHHS HeoOMexKeHa
[J1s Tali€HTIB i3 IPUTHIYeHUM IMYHITETOM.

ITpoginakmuka kaHOUOO3HUX IH(peKYil y nauieHmia i3 mpusaioi HelumponeHielo. PekoMeHOOBaHa
no3a craHoBuTh 200-400 Mr omuH pa3 Ha goO0y. JIikyBaHHS MOTPiIOHO PO3MOYMHATH 3a KilbKa [IHIB [0
O4iKyBaHOTO PO3BUTKY HEUTPOIEHII Ta TPOOOBXKYBATH MIPOTATOM 7 [HIB MiCIIs MigBUIEHHS KiIbKOCTI
HelTpodinis moxan 1000/mMm”°.

I'enimaavHi KaHOUuOoO3U.

- TocTpuii BariHampbHUY KaHOUA03, KaHOUAO3HUY OalaHiT: peKOMEeHI0BaHa q03a CTaHOBUTH 150 Mr
pasoBo.

- JIikyBaHHS Ta ImMpodinakTHKa peluaUBYIOUNX BariHaIbHUX KaHOUA03iB (4 abo OinbIie peuuauBiB
3axBOPIOBAHHS Ha PiK): peKoOMeH0oBaHa fio3a cTaHOBUTL 150 Mr 1 pa3 y 3 aHi. Ycboro moTpibHO
3actocyBatu 3 no3u (1-i meHs, 4-i neHb Ta 7-4 geHb). I[licns uboro Tpeba 3acTOCOBYBaTH
nigTpuMyrody no3y 150 mr 1 pa3 Ha TUXKAEHb IPOTATOM 6 MiCALIB.

Hepmamomikosu.

- Miko3 cTom, MiK03 IJlafileHbKOI IIKipH, TaX0BUH AEePMaTOMIK03, KaHOUOO03Hi iH(DeKITil mKipu:
peKoMeHJoBaHa fio3a cTaHoBUTHL 150 Mr 1 pa3 Ha TuxkaeHb 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 TUXKOEHb IPOTATOM
1-3 tuxHiB a6o 50 Mr oguH pa3 Ha KOOy NMPOTATOM 2-4 THUKHIB.

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

Ocobaugi 2pynu nauieHmia.

IlauieHmu AiMHbO20 BIKY.

o3y HeoOximHO minOupaTy 3a1eXkHO Bifl cTaHy QYHKIIiH HUPOK (OUB. HUXKYE).



IlauieHmu 3 HUPK0BO HedoCcmamuicmio.

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

Tabnug 1

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

< 50 (6e3 remopiamisy) 50 %

['eMopiari3 100 % micrst KOXKHOTro reMofiani3y

[MauieHTu, siKi nepeOyBaloTh Ha pPeryasIpHOMY remopianisi, moBuHHi orpuMyBaT 100 %
PEKOMEeH0BaHOI 103U IIiC/Is KOKHOT0 reMofiani3dy. Y meHb, KO reMofialii3 He ITPOBOAUTHCS,
IAIli€HT IOBUHEH OTPUMYBATHU 03y, BIIKOPUTOBAHY 3aJIe2KHO Bifi KJIIpEHCY KpeaTUHIHY.

IlauieHmu i3 nopyweHHAMU QYHKUIi neviHku.

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

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

4K i npu aHanoriyHuX iHPEKIiAX y JOPOCIUX, TPUBAICTh TiKyBaHHS 3a/Ie’KUTh Bifl KIiHiYHOI Ta
MiKoJIoTi4HOI BifmoBsigi. [IpenapaT 3acTocoByBaTu 1 pa3 Ha go0y.

Io3yBaHHA IIpelapaTy [iTAM i3 mopyleHHAME QYHKIII HUPOK HaBeneHo Buille. ®apMaKkoKiHeTHKa
(bIIyKOHAa30J1y He [OCTigXKyBanacs y AiTell i3 HUPKOBOI HEOOCTaTHICTIO.

Iimu e8ixom 8i0 12 pokis.

3a/iezkHO Biff MacHu Tisla Ta my6epTaTHOTO PO3BUTKY JIiKapio CIIif OLIHUTH, sIKa J03a Ipenapary (s
INOPOCTIUX 4M AJIS OiTel) € ONTHMAaJIbHOIO [J1s nalieHTa. KimiHiyHi gasi cBigyaTs Ipo Te, 1[0 Y AiTel
KJTipeHC GIyKOHA30Jly BUIIUM MOPIBHAHO 3 JopociauMu. 3actocyBaHHS fo3 100, 200 Ta 400 mr
OopocauM Ta 0o3 3, 6 Ta 12 Mr/KT ofuH pa3 Ha 0o0y [iTSM MPU3BOAUTD OO JOCSATHEHHS CITiBCTaBHOI
CHCTEMHOI eKCII03uIIil.

EdekTuBHICTh Ta 6e31eKa 3aCTOCyBaHHs (IYKOHA30ITy [JIs JTiKyBaHHS I'eHiTaIbHUX KaHTUOO3iB y
miTey He BcTaHOBJeHi. HasiBHa Ha ChOTOOHIIHIM meHb iHbopMallis HaBeeHa y po3ainti «ITo6iuni
peaktii». dKimo icHye HaranbHa notpeba 3aCTOCYBaHHS IIpelaparty migniTkaM (BikoM Big 12 oo
17 pokiB), cnif 3aCTOCOBYBaTU 3BUYalHI 03U AJIS JOPOCIIHX.

Iimu e8ixom 8i0 5 0o 11 pokis.

Kanaumo3u cnu3oBux 000JI0HOK: TIOYATKOBA [103a CTAHOBUTE 6 MT/Kr/mo0y, migTpuMyoyda [103a -
3 Mr/kr/mo0y. [TouaTKOBY 103y MOXKHA 3aCTOCOBYBaTH ¥ 1-i meHb 3 METOIO IIIBUAIIOTO NOCATHEHHS
PiBHOBaXXHOI KOHIIEHTPAIIii.



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

[ligTpuMyro4a Tepalid Ajis nonepenXkeHHs PeLUaUBY KPUIITOKOKOBOI'0 MEHIHTITY V AiTed i3 BUCOKUM
PU3HUKOM MO0 PO3BUTKY: H03a IpeapaTy CTaHOBUTEL 6 MTI/Kr/mo0y omuH pa3 Ha go0y 3a/ie’kHO Bif
CTyIeHsI TAKKOCTI 3aXBOPIOBaHHS.

[TpodinakTKa KaHAUZO3IB Y MAIi€HTIB 3 iMyHOmeIIMTOM: [03a IpenapaTy CTaHOBUTH
3-12 Mr/KT ofiMH pa3 Ha Ho0y 3ajie’kKHO Bifl BUPAXKEHOCTi Ta TPUBAJIOCTI iHAYKOBaHOI HEHUTPOIEHil
(muB. MO3U OIS MOPOCIIHUX).

Himu.

3aCTOCOBYBaTH IIpernapaT MOXKHA OiTIM BiKOM Bifl 5 POKiB.

Ilepedo3yeanHns.
CuMIITOMU: TaTIONMHAIT] Ta ITapaHolfaibHa IIOBeiHKa.

JlikyBaHHS: CHMIITOMaTA4YHE (Y TOMY YUCJIi IPOMUBAHHS NUIyHKA U DiATPUMYyO4da Tepamis).
®nyKOHA307 BUBOLUTHCS IIEPEBAXKHO 3 CeYelo, TOMy ()OpCOBaHUM [iype3 MOXKe IPUCKOPUTHI
BUBeIeHHS npenapaTy. CeaHc remMofianily TpUBaJIiCTIO 3 TOOUHU 3HUXKYE PiBEHb (QPIYKOHA30IY Y
na3Mi KpoBi npubnu3Ho Ha 50 %.

ITo6iuni peakuii.

[ToBigomisinu po MeOUKaMeHTO3HY Peakliio 3 eo3uHodinieo i cucteMHuMu npossamu (DRESS),
acoIrifioBany 3i 3aCcToCyBaHHSAM GIyKOHA301y (OuUB. po3ain «OcoO0IMBOCTI 3aCTOCYBAHHS»).

Haituacrime (Big =1/100 go <1/10) moBimomnsnocs mpo Taki mobiuHi peakirii: ronoBuu 6inb, 6inb y
JKUMBOTI, miapesi, HymoTa, O/Mt0BaHHS, IiIBUINEHHS PiBHS anaHiHamiHoTpaHchepasu (AJIT),
acnaprataminoTpancdepasu (ACT), myxHoi pochaTasu KpoBi Ta BUCUIIAHHS.

II7s OLiHKY YaCTOTU BUHUKHEHHS MOGIYHUX peakilili BUKOPHUCTOBYIOTh TaKy Knacudikariito: gyxe
yacTto (=1/10), gyacro (Bim =1/100 mo <1/10), HeuacTo (Big =1/1000 mo <1/100), pigko (Big =1/10000
no <1/1000), myxe pigko (<1/10000), yacToTa HeBigoMa (HEMOXKJIMBO OL[IHUTH Ha MifCTaBi HasiBHUX
OaHUX).

3 boky cucmemu Kposi ma AimMpamuyHoi cucmemu.

HeuacTo: aneMmid.

Pigko: arpaHynouuTo3s, TeHKoIeHis, HEeUTPOIeHiss, TPOMOOLUTOMEHIs.

3 6oky imyHHOI cucmemu.

Pigko: anadinakcis.



3 6oky memaboaizaMy ma Xap4ye8aHHs.

HeuacTo: 3HMXEHHA alleTUTy.

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

HeuacTo: 6e3COHHS, COHJIUBICTb.

3 6oky Hepeogoi cucmemu.

YacTo: ronoBHu Oinb.

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

3 60Ky opaaHis cayxy ma pisHosazau.

Heuacro: BepTHuro.

3 6oky cepus.

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

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

Yacro: 6inb y uepeBHill TOPOXKHYHI, fiapes, HynoTa, 6/1I0BaHHS.
HeuacrTo: 3amop, pucrenciss, MeTeopusM, CyXiCTh y POTI.

3 6oky 2enamobisiapHoi cucmemu.

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

HeuacTo: X0ecTa3s, XKOBTSIHUIA, MiIBUILIEHHS piBHS Oinipy06iny (muB. po3min «OcobnuBoCTi
3aCTOCYBaHHS»).

Pigko: mediHKOBa HEIOCTATHICTh, TeNaTOENIONSAPHAM HEKPO3, TeaTUTH, TeaToLe0IsIpHe
ypaxeHHs (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

3 6oky wkipu ma niOwKipHoi KAiMKOBUHU.
YacTo: BucunaHHs (ouB. po3ain «OcoO0NMMBOCTi 3aCTOCYBAHHS»).

HeuacTo: cBepOixk, MeqUKaMEeHTO3HUM AepMaTUT (BKIo4Yaouu GpikCcoBaHUN MeIuKaMeHTO3HUMN
IepMaTUT), KPOIIUB'THKA, MiBUIIIeHe TIOTOBUOiNeHHS (IUB. po3Min «Oco6IUBOCTI 3aCTOCYBaHHSI»).

Pimko: TOKCMYHUM emigjepMalIbHUN HEKPOIi3, cCHHAPoM CTiBeHca-II2KOHCOHA, TOCTPUM
reHepai3oBaHUM €K3aHTeMaTO3HUU MyCTY/Ib03, eKC(HOTIaTUBHUM IePMaTUT, aHTi0HEBPOTUYHUN
HaOpsK, HaOpsgK oO6nuyuds, anomnenis (AuB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).



YacToTa HeBiloMa: MeIMKaMeHTO3Ha peakilis 3 eo3uHodimieto i cuctemuumu nposieamu (DRESS).
3 60Ky ONnopHO-pPyXx08020 anapamy ma CnOAY4YHOi MKAHUHU.
Heuacrto: mianris.
3azanbHi nopyweHHA ma peakuii y Micui 88e0eHHA.
HeuacTo: mifBuIlieHa BTOMJIIOBaHICTh, He3OyKaHH, aCTeHis, raps4ka.
itm

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

[ToBimomMIeHHs PO Migo3pioBaHi M06GiYHI peakiiii.

[ToBimoMnenHs npo mobiuHi peakiiil micns peecTpariii 1ikapchKoro 3aco0y Ma€e BaXKIMBe 3HAYEHHS.
Lle mae 3MOry NpOBOOUTHA MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCThH/PU3UK IIPU 3aCTOCYBAHHI LIbOT'O
nmiKapchbKOro 3aco0y. MeguuyHuM Ta ¢hapMalleBTUUHUM IIpalliBHUKAM, a TaKOX IalfieHTaMm abo ix
3aKOHHUM IIpefCTaBHUKAM CJIiT] IIOBiOMJISITH TIPO YCi BUMIAAKHU Iif03PI0OBaHUX IMOOIYHMX Peakllii Ta
BificCyTHOCTI e(peKTHUBHOCTI TiKapCchKOro 3aco0y dyepe3 ABTOMaTH30BaHy iHGOpMalliliHy CUCTEMY 3

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

Tepmin npudamuocmi. 4 Poxu.

YmoBH 30epiranns.
30epiraTu npu Temnepartypi He Bute 25 °C.

30epiraTv y HeIOCTYITHOMY [JIST OiTeH MicCIii.

VYnaxoBka.

[To 4 Tabnetku y cTputi abo 6mictepi; mo 1 ctpumy abo 61icTepy B KAPTOHHIN YITaKOBIIi.

Kareropis Bignycky.

3a pelemnToM.

BupoOHHUK.

TOB «['JIEODO®APM JIT».



Micue3Haxo/KeHHsI BHPOOHHMKA Ta aJgpeca MicCIllsi IPOBaXKeHHsS HOro Jis/IbHOCTI.

40020, Ykpaina, Cymceka o06mactb, M. Cymu, Bys. [JaBumoBChKOTO I'puropis, 54.

IHCTPYKIIA

IJISI MeTUIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y

®YIIMC® OT

(FUSYS® DT)

Cknao:
Oitoua pevosuHa: fluconazole;
1 TabneTka MicTuTh GyKoHa3oiy 50 Mr;

0ONOMIdCHI peuoBUHU: TTAaKTO3W MOHOTIPAT, Ie/TI0103a MiKpoKpucTaniyHa, moBimoH K30, Tanbk,
MarHilo cTeaparT, HaTpPilo KpocKapMeso3a, KpeMHilo TioKCH[ KOnIoigHui 6e3BOMHUM, apoMaTU3aTopP
«AmepukaHcbKe Mopo3uBo DC 129»*, HaTpito caxapuH.

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

Jlikapcbka ¢popma. TabneTky qucleproBaHi.

OcHosHi (pi3uko-xiMiuHi 81acmusocmi: Kpyrii TabneTku 0i0oro KOMbOPY 3i CKOLIEHUMU KpasiMH, 10
MaTh PO3NOIiIbYYy PHUCKY 3 OMHOTr0 OOKY Ta PiBHI 3 iHIIOTO, i3 3allaX0M MOPO3UBa.

®dapMakoTepaneBTHYHA I'pyna.

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

®Papmako102iuHi 8 1acmueocmi.
®apmakoduHamika.

MexaHi3M mil.



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

3acTocyBaHHS QIyKOHa305y B f03i 50 Mr Ha go0y npoTAroM 28 [HiB He BIJIMBA€E Ha PiBEHb
TECTOCTEPOHY B IJIa3Mi KPOBi y 40JI0BiKiB a00 Ha piBeHb €HAOTeHHUX CTEPOIMiB y KiHOK
pempoayKTuBHOTO Biky. ®mykona3on y mo3i 200-400 Mr Ha moby He MPOSIBIISE KITiHIYHO 3HAYYILIOTO
BIIJIUBY Ha PiBeHb €HNOT€HHMX CTEPOiNiB a0 Ha BigmOBib Ha CTUMYIISIII0 aAPEHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3mopoBux moOPOBOJIBIIB YOI0BiUOl CTATI.

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

YyTnusBicTs in vitro.

®nykoHa30: in Vitro eMOHCTPYE MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO KJTIHIYHO MOIIMPEHUX BUMIB
Candida, (Bkmouatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata neMOHCTPy€E 3HUKEHY
YyTNUBICTh [0 GyKoHa3o1y, a C. krusei ta C. auris € CTiiKuMH A0 GrnykKoHa3ony. MiHiManbHi
inribyroui KoHIIeHTpallil Ta emigeMionoriyHe nmoporose 3HaueHHs 3rinHo EUCAST (ECOFF) gns
¢bnykonasoiny ctocoBHO C. guilliermondii Buti, Hix cTocoBHO C. albicans.

Takox (ykKoHa3011 in vitro IeMOHCTPYE aKTUBHICTH SIK potu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i IpOTU eHOeMiUHUX ITiCHABUX IpubiB Blastomices
dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’g30K (hapMaKOKIHETUUHUX i hhapMaKOONHAMIUHUX BJIaCTUBOCTEH.

BiamoBigHO 10 pe3ysbTaTiB OOCIIIIXKEHD Ha TBAapUHAaX, ICHYE KOPEJIALia MiX MiHIMalIbHO
inribyrouoio KoHueHTpalieo (MIK) Ta eheKTUBHICTIO IPOTU €KCIIepHMEHTaIbHUX MOoAesiell MiKO03iB,
cupuyrHeHux Bugamu Candida. BiinmoBigHO 00 pe3ynbTaTiB KIiHIYHUX OOCIIOXEHb, iCHyE JiHiliHa
3anmexHicTh Mizk AUC Ta go3oro ¢pinykoHaszony (mpubnusno 1:1). Takox icHye npsMuii, ane
HeJoCcTaTHii 3B’5130K Mixk AUC a60 103010 Ta MO3UTUBHOIO K/TiHIYHOIO BiIIIOBIAIO0 Ha JIiKyBaHHS
OpayIbHOT0 KaHAU03Y Ta MEHIIIO Mipoio - KaHAuAeMil. AHaJIOTiYHO ITiKyBaHHS iH(DeKIIiii,
CIIPUYMHEHUX IITaMaMHy, [0 SKUX (PIyKOHa30Jl AeEMOHCTPYE BUCOKY MIK, € MeHII 3ai0BiTbHUM.

MexaHi3M pe3uCTEeHTHOCTI.

Mikpoopraniamu poxy Candida [eMOHCTPYIOTh YUCEIIbHI MeXaHi3MHM PE3UCTEHTHOCTI OO0 a30JIbHUX
npoTUrpruOKoBUX 3ac00iB. ykoHa305 feMoHCTpYe BucoKy MIK mpoTu mramiB rpubiB, SKi MaloTh
onuH abo OinbIlle MeXaHi3MiB PE3UCTEHTHOCTI, III0 HETAaTUBHO BIIJINBA€E Ha e(h)eKTUBHICTE in vivo Ta B
KJIiHIYHIA TPaKTHULIi.

Y 3a3Buuant yyTnuBux BuAiB Candida Hal4acTillluM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B SKOMY
3amisiHi 1inboBi pepMeHTH a3071iB, BifmoBifanbHi 3a 6i0CUHTE3 €ProcTepoy. Pe3UCTEHTHICTL MOXKe
Oyt 00yMOBJIeHa MyTallisiMU, TIOCUJIEHHSIM IIPOAYKLii hepMeHTy, MeXaHi3MaMu e(IIIOKCy IIpenapary
a00 PO3BUTKOM KOMIIEHCATOPHUX IIJISXIB.

[ToBimomnsinu npo cynepindexknil Candida spp., cnpudrHeHi iHmuMy, HixK C. albicans Bugamu, 1o
YacTo MaloTh 3HUKeHY uyTnuBicTs (C. glabrata) abo € criiikumu (Hanpukinap, C. krusei, C. auris) go
bnykoHasony. [ NiKyBaHHS TaKWUX iHQEKIIiH CIifl 3aCTOCOBYBaTH albTE€PHATUBHI IPOTUTPHOKOBI



3acobu. MexaHi3MH PE3UCTEHTHOCTI IIle He [0 KiHIIS BUBYEHi B MesIKUX MPUPOHIHO cTiikux (C. krusei)
a6o HoBUX (C. auris) BumiB Candida.

KonTponsHi Touku EUCAST (€BponeicbKOTro KOMITETY 3 HOCHIIXKEHb YYTIUBOCTI 00 aHTUMIKPOOHUX
3ac00iB).

Basyrounck Ha goCTigKeHHi papMaKOKiHeTUUHNUX/(hapMaKOOgUHaMIYHUX OAaHUX, YYTIUBOCTI in vitro Ta
KJIiHiYHOI BifmoBizi, 6yn0 BU3HAYEHO KOHTPOJIbHI TOUKY AJIs GJIYKOHA30Iy [/ MiKpOOpTraHi3MiB
pony Candida. (Cynposigaui po3’sicHioBanbHUY JoKyMeHT EUCAST mng dbaykoHasony (2020) -
Bepcisa 3; EBponeliCcbKUY KOMITET i3 [OCHigKeHb YYTIUBOCTI 10 aHTUMIKPOOHUX 3aCc0biB,

[Tpoturpu6koBi 3aco6u, TabmuIli KOHTPONBHUX TOYOK 14 iHTepnperanii MIK, Bepcig 10.0, HaOyB
yuHHOCTI 04.02.2020 p.). Boru 6ynu po3nofineHi Ha KOHTPOJIbHI TOYKH, 110 HE OB SA3aHi 3 IEBHUM

BUMIOM, SIKi GinbIIOI0 Mipoi0 BU3HAYaIKMCS Ha OCHOBI hapMaKOoKiHEeTHYHUX/hapMaKOAUHAMIUHUX
MaHUX i He 3a7exKaTh Bif PO3MOMiNy Ha IeBHI BUAM 3a MiHiMaJIbHOIO iHTi0yI040I0 KOHIIEHTPAIII€l0, Ta
Ha KOHTPOJIbHI TOYKH, IIOB’sI3aHi 3 IEBHUM BU[OM, III0 Hal4YacCTillle aCOI[iI0I0ThCS 3 iHPEeKIiIMH Y
moauHu. 1l KOHTPOIbHI TOUYKY HaBeIeHO HUXKYE.

ITpomuepubxosull KoHmpoabHi moyKu, no8’a3aHi 3 neeBHUM  KOHMpPOAbHI
3acib gudom S < /R >y me/n mouku, He
nose’a3aHi 3
nesHuM
sudom*
S</R>y
Me/n
Candida Candida Candida Candida Candida Candida
albicans dubliniensisglabrata krusei  parapsilosis tropicals

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

a - KOHTPOJIbHI TOYKHY, 1110 He TI0B’sI3aHi 3 TeBHUM BUOM, SKi Oi/IbII0I0 Mipoi0 BU3HaYaIuCs Ha OCHOBI
(dhapmakoKiHeTHYHOI/(papMaKogrHaMidyHOl iHpopMallil ¥ He 3a/iexkaTh Bifl pO3MOAiNLY Ha IIeBHi BUX 3a
MiHiMabHOIO iHTi6yI040I0 KOHIIeHTpallielo. BoHU JOCHifXKyBanuch JIKille y MiKpOOpraHi3MiB, y SKUX
He iCHy€ crenu(pigyHol KOHTPOILHOI TOYKHY;

- DOCTIiMKEHHS YyTINBOCTI HE pEKOMEH0BaHi, OCKIJIbKY I1el BUJ] He € MEeTOI0 JIiIKapChKOl Teparlii;

* Vci noka3uuku C. glabrata B xkateropii I. MIK npotu C. glabrata cnif o1iHIOBaTH SIK Pe3UCTEHTHI,
KOJIX BOHM IepeBuIlyioTh 16 mr/n. Kateropia gwytnusocTi (< 0,001 Mr/in) BUKOPHUCTOBYETHCS JIUILIE
[ 3ano0iraHHs MOMIIKOBOI Kiacudikanil mramis | gk mramis S. | - 4yTnuBui 3a yMOBH
MigBUIIIEHOI eKCITO3UIlii: MiKpOOPTaHi3M HalleXKUTh [0 KaTeropil «4yTIUBUYN 3@ YMOBH ITiIBUIIIEHO]
€KCIIO3UIIil» y pa3i, KoM iCHy€e BUCOKa UMOBIPHICTh TEPANeBTUYHOTO YCIiXy, OCKIIbBKM €KCIIO3UIis
npernapary Oysa 36inbIleHa 3a paXyHOK KOPEKIIil pekuMy no3yBaHHS ab0 #oro KOHIIEHTpalii y
BOTHHUII iHDeKITil.

dapmaxkoKiHemuxka.

dapMaKOKiHEeTHYHI BIacTUBOCTI GJIYKOHA30Iy € MONIOHUMU IIPY BHYTPIITHLOBEHHOMY i
IIepopasibHOMY 3aCTOCYBaHHI.


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

AGcopOiis.

®nykoHa3051 mobpe BCMOKTYETLCS IIPHU IIepOpaIbHOMY 3aCTOCYBaHHI, a piBeHb IIpenapary B I1a3Mi
KPOBi i cucTeMHa 0iofoCTynHICT nepeBuillyioTh 90 % piBHS QIyKOHA30Iy B IJ1a3Mi KPOBI, 110
[OCATAEThCS NIPY BHYTPIIIHLOBEHHOMY BBe[eHHI IpenapaTy. OMHOYaCHE BXXUBAHHS 1Ki He BIIIUBAE
Ha BCMOKTYBaHHS IIpenapaTy IIpU M0ro IepopajbHOMY 3aCTOCyBaHHI. [likoBa KOHIIEHTpalis y mia3Mi
KpPOBi focaraeTtsca 4yepes 0,5-1,5 roguHu micng npuioMy npenapaTy HaTileceple. KoHIeHTpanis
mpenaparty B IIJIa3Mi KpPOBi mpomnopiidHa fo3i. PiBHOBaxkHa 90 % KOHLIEHTpallid JOCATaeThCSa Ha 4-5-1
neHb Ipu 6araTopa3oBOMY 3aCTOCYBaHHI OMH pa3 Ha 0o0y abo Ha APYTuil AeHb JTiKyBaHHS NIpU
3aCTOCYBaHHI y MepIiIuil leHb HaBaHTaXKyBaJIbHOI M03H, 1[0 BABIYi epeBuIlye 3Budaiiny no60By mH03y.

Pozmoomin.

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

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

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

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

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

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

BioTpaHcdopmariis.

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

BuBenenns.

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

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

dapMakoKiHeTHKA IIPY MOPYIIeHHI QYHKIIII HUPOK.



Y malieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSAXKKOT0 CTyIeHs (IIBUAKICTh KIyOO4YKOBOI (inbTpaliil

< 20 mn/xB) nepion HamiBBUBeneHHS 30inbiyeThest Big 30 mo 98 rogun. Tomy 11it KaTeropii mauieHTiB
HeoOXiTHO 3MEHIIUTH 003y GIyKoHa3omy. ®IyKoHA30J1 BUJAISETHCS IIUITXOM IreMofiani3y, Ta
MEHILIOK MipoI0 - LIJITXOM IIePUTOHeaIbHOr0 Aianidy. CeaHC remMofiai3y TPUBaIICTIO 3 TOOUHU
3HUKYE pPiBeHb PIIyKOHA30Y Yy MI1a3Mi KpoBi mpubnusHo Ha 50 %.

dapmMakoKiHETHKA IPU JIaKTallil.

KonnenTpaunii ¢prykoHa30iy B I1a3Mi 1 MaTEPUHCBKOMY MOJIOI BIPOAOBXK 48 TOOUH IiCsA IPUAoMy
O0fHOpa30Bol 7o3u 150 Mr ouiHIOBaNM mif 9ac papMaKOKiHETUYHOTO OOCHIKEHHS 3a Y4acTIO OeCATH
JXKIHOK y Iepiopi nmakTariil, SKi TUM4YacoBo a0 IMOCTiMHO IPUIKUHUIIN TONYyBaTH CBOiX HEMOBIIST
TpyOno0. Y MaTepruHCEKOMY MOJIOI (JIyKOHA30JI BUSIBUIIN Y CepenHill KOHLeHTpallil npubausHo 98 %
Bif Ti€l, 110 Bif3Havasu y mua3mi Matepi. Yepes 5,2 roOUHY IiCs IPUMOMY [03U CEpelHS MiKoBa
KOHIIEHTpallis B MaTePUHCHKOMY MOJIOLi cTaHOBUIa 2,61 mr/n. [Jo6oBa o3a ¢GIyKoHA301y, OTpUMaHa
HEMOBIISIM i3 MAaTEPUHCHKOT'0 MOJIOKA (SIKIIO IPUUHSITH CepeHE CII0KMUBAHHS MOJIOKA 3a

150 mn/kr/go0y), po3paxoBaHa Ha OCHOBi CepeHbOI IMiKOBOI KOHIIEHTPAIIil B MOJIOIIi, 1[0 JOPiBHIOE
0,39 mr/kr/moby, ctaHoBUTh MpuOnu3Ho 40 % Bifg m03U, pEKOMEHI0BaHOI HOBOHAPOMXKEHUM (BiKOM

< 2 TuXkHiB), ab6o 13 % Bif m03U, peKOMEHO0BAHOI HEMOBJISITAM [JIS JTiIKyBaHHS KaHOUO03Y CIIM30BUX
000JIOHOK.

dapMakOKiHeTHKA V OiTeH.

dapMakoKiHEeTHYHI TapaMeTpHu y AiTel OyIu OLiHeHi y 5 HOCHiIXKeHHIX: 2 DOCTiAKeHHS pa30BOro
3aCTOCYBaHHS, 2 MOCTiIXKeHHS 0araTopa3oBOro 3aCTOCYBaHHS Ta 1 HOCIimKeHHS HEOOHOIIeHUX
HOBOHapomxXeHux. [licns BBegeHHs 2-8 Mr/Kr GIyKOHa30Jy OiTIM BiKOM Bif 9 micaAris fo 15 pokis
OyB BusBneHui nokasHuk AUC 61u3bko 38 mkr*rog/mn Ha 1 Mr/Kr mo3u. ITicist 6araTopa3oBoro
3aCTOCYBaHHS CepefHill mepion HamiBBUBeOeHHS (HIyKOHa30I1y 3 IIJla3MU KOIMBaBCA MixX 15 Ta

18 roguHamu, a 00’eM po3mnopiny ctaHoBUB npubau3Ho 880 Mn/Kr. Binbil TpruBanuil nepioxn
HaniBBUBeIeHHS (HITYKOHA30Iy 3 IIJTa3MU KPOBi CTAaHOBUB MPUONMU3HO 24 TOOUHU Ta OYB BUSBIEHUN
icIIst BBEIEeHHS Pa30Bol f0o3u. Llel MoKa3HUK € MOPIBHIHHUM i3 MePiofloM HalliBBUBEIEHHS
(byKOHa3011y 3 IIJTa3MHU KPOBI IiCJIsT pa30BOr0 3aCTOCYBaHHS J03U 3 MI/KT BHYTPIITHBOBEHHO HiTSIM
BikoM Bix 11 mHiB go 11 micsiiB. O0’eM po3moniny B it BiKOBi# rpyIi cTaHOBUB 67113bK0 950 MII/KT.

Iocsin 3acTocyBaHHs (GIYKOHA30Jy HOBOHAPOMXKEHUM 00MEeXKYEThCSI HapMaKOKiHETHYHUMU
OOCIIXKeHHIMHU 12 HeIOHOIIeHUX [iTed i3 TepMiHOM recTaiiil npu0nu3no 28 TuxkHiB. CepenHii BiK
OUTHHY IIPU BBEIEHHI IepIol 031 CTAaHOBUB 24 roguHM (mianma3oH 9-36 ToguH), cepemHs Maca Tina
npu HapopxkeHHi ctaHoBuma 0,9 kr (miamason 0,75-1,10 kr). MakcumyMm 5 BHYTPIIIHBOBEHHUX
in’ekuin GprIyKoHa30/y B H03i 6 MI/KT BBOOUIU KOXKHIi 72 rogunu. CepenHiil mepion HaliBBUBEOEHHS
cTaHOBUB 74 ropunu (44-185) y nepmuii feHsb, moTiM 3MeHImMBCS 0o 53 roguH (30-131) Ha 7-i meHb
Ta 1o 47 (27-68) Ha 13-11 meHsb. [Inoma nig KkpuBoio (MKr*roa/mi) ctanosuna 271 (173-385) y nepmmi
neHsb, 36inmbinyBanacs mo 490 (292-734) Ha 7-# geHb, moTiM 3MeHmuaacs go 360 (167-566) Ha 13-

i nenb. O0’eM po3nopiny (mi/kr) ctaHoBuB 1183 (1070-1470) y nepinuii neHs, 36inbinyBascs mo 1184
(510-2130) Ha 7-11 menb Ta mo 1328 (1040-1680) Ha 13-11 meHb BigMIOBITHO.

dapmMakoKiHEeTHKA Y [ALi€HTIB JITHHOI'O BIKY.

dapMaKOKiHETUYHE JOCIiAKEeHHS IIPOBOAWIN 3a YYacTIo 22 MallieHTiB (BiKOM Biff 65 poOKiB), sKi
3actocoByBanu 50 Mr ¢GIyKoHa30/1y mepopaibHo. 10 mamieHTiB 0qHOYaCHO 3aCTOCOBYBa/IM AiypPETUKH.
C,.x CTaHOBHUJA 1,54 MKIr/MN Ta gocsAranacs IpoTaroMm 1,3 TOOWHY IiCIs 3aCTOCYBaHHS (HITYKOHA30MY.
Cepenns AUC cranoBuna 76,4+20,3 mrr*rog/min. CepenHiii mepion HamiBBuBeneHHs 46,2 rogunu. Li
(dbapMaKOKiHEeTUYHI TOKa3HUKU € BUIIMMHU TTOPIiBHSHO i3 aHAJIOTIYHUMU Y 300POBUX NOOPOBOJIBIIIB
MOJI0AIIOro BiKy. OgHOYACHE 3aCTOCYBaHHS [iypeTUKIB He MaJio 3HayHoro BmiuBy Ha C,,, Ta AUC.



Takox KiipeHC KpeaTuHiny (74 mi/xB), BifcoToK (IyKOHaA30:/y, 110 eKCKPETYBABCS i3 ceuelo y
He3MiHeHOMY Buriafi (0-24 roguny, 22 %), Ta HUPKOBUM KJlipeHC gykoHa3omy (0,124 Mi/XB/KT) y
TaliE€HTIB aHOl BiKOBOI rpymny Oy/Iy HUKYKMMU, HiXK aHAJIOTi4HI TOKA3HUKHU Y MOJIOMIINX
no6poBosblliB. ToMy 3MiHM papMaKOKiHETHKY Y MAIliEHTIB JTITHHOTO BiKy OUeBUIHO 3a/ieXKaTh Bif
IapaMeTpiB QPYHKIi HUPOK.

KitiniyHi XapaKTepHUCTHKH.
Iloka3aHnHus.

@yuuc® I T moka3aHui [Jig TiKyBaHHS TaKUX T'PUOKOBUX iHQEKIIN ¥ HOPOCIUX (OUB. PO3Min
«®apMaKoOAMHaMiKa»):

- KPUIITOKOKOBUM MEHIHTIT (AUB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»);
- KOKLIMAioino3 (ouB. po3min «Oco0nMMBOCTi 3aCTOCYBaHHI»);
- iHBa3UBHI KAHOUOO3U;

- KQHU03M CIM30BUX 000JI0OHOK, BKJIIOUAI0YU KaHOUI03 POTOTJIOTKY Ta KaHAUI03 CTPABOXOMY;
KaHOUAYPis, XpOHIYHMY KaHOKUO03 LIKIpH i CTU30BUX 000JI0OHOK;

- XPOHIYHUM aTPOPiYHUN KaHIHUI03 POTOBOI MMOPOKHUHY (KAaHAU03, CIIPUYNHEHUM BUKOPUCTAHHSIM
3yOHUX IIPOTE3iB) TP Hee(eKTHUBHOCTI TirieHu POTOBOI MOPOKHUHU ab0 MicIIeBOI Teparii;

- BariHaJIbHUM KaHOUI03, TOCTPUH ab0 PeluauBHUN, KON MiClieBa Tepallis He € [OLiTbHOIO;
- KaHOuOO3HuM 0alaHiT, KOJIU MiClieBa Tepallis He € HOLIIbHOIO;

- IepMaTOMiKO3H, BKJII0Yal04¥ MiK03 CTOI, MiKO3 TJIafleHbKOI IIKipH, TaX0BUN AePMaTOMIKO3;
pisHOGapBHUY NHIIal Ta KAHAUOO3HI iHPEKIIi] MIKipy, KoMK IM0Ka3aHO 3aCTOCOBYBATH CUCTEMHY
Tepalriio;

- mepMaTO(iTHUHN OHIXOMiK03, KOJIM 3aCTOCYBAHHS iHIIKX JTIKAPCHKUX 3aC00iB € HEJOPEYHUM.
Oyuuc® 0T nokasasuit Ay IpodilaKTUKK TaKKMX 3aXBOPIOBAHb Y JOPOCIIHUX SIK:
- peluAuB KPUIITOKOKOBOTO MEHIHTITY y IAI[i€HTIB i3 BUCOKUM PU3UKOM MOTO PO3BUTKY;

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

- 71 3HUKEHHS YaCTOTH PEeLMANBIB BariHaIbHOT0 KaHAUA03Y (4 abo Ginble BUMaKX Ha Pik);
- nmpodinakTvKa KaHOUOO3HUX iH(EKIiN y Mal[ieHTiB i3 TPHUBaIO HEUTPOIIEHi€l0 (HalpUKiaf,
TallieHTH 3i 37I0KiCHUMH 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTepariio, abo nalieHT Ipu

TPaHCIIJIaHTallil TEMOMOETUYHUX CTOBOYPOBUX KITiTUH) (OUB. po3min «®apMaKoNIOTiuyHi BIaCTUBOCTI.
dapMakoguHaMiKa»).

iTH.

@yuuc® IT moka3aHui AiTIM 015 JTiKyBaHHS KaHAUA03iB CIM30BUX 000JIOHOK (KaHAMI03 POTOTJIOTKH,



KaHOUA03 CTPaBOXOAY), iHBa3UBHUX KaHANU03iB, KPUIITOKOKOBOTO MEHIHTITY Ta [AJIS IPOPiTaKTUKU
KaHOUOO3HUX iHQEKIN y IalieHTiB 31 3HMKeHUM iMyHiTeToM. [IpenapaT MOHa 3aCTOCOBYBATHU SIK
MigTPUMYyBaJIbHY Tepalito AJid MoNepeqXXeHHs PeluauBy KPUIITOKOKOBOTO MEHIHTITY y HAiTel i3
BHCOKMM PU3UKOM HOTO PO3BUTKY (OUB. po3Min «OcoOIMBOCTI 3aCTOCYBaHHSI»).

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

Teparmito npenapaTom ®yruc® OIT MoXHa PO3MOYMHATH [0 OTPUMAHHS Pe3yJbTaTiB KYIbTyPaabHUX
Ta iHIIMX 1a00PaTOPHUX JOCIIIIZKEHb; OIHAK ITiC/ISI OTPUMAHHS pPe3ybTaTiB MPOTHiHDEKLIiNHY
Tepariio oTpiOHO CKOPUTYBATH BiAMOBIAHUM YHUHOM.

IIpomunoka3aHHA.

- limepuyTnuBicTh KO GIyKOHA301y, iHIIKUX a30IbHUX CIOIYK ab0 [0 OyOb-SKOi 3 JOIOMiXKHUX
PEYOBUH IIpermapary.

- OgHoYacHe 3acToCcyBaHHS (HITYKOHA30/Iy Ta TeppeHaguHy Nali€HTaM, SKi 3aCTOCOBYIOTh
bnykoHa301 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rimHO 3 pe3ybTaTaMM JOCTiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (IYKOHA30JTy Ta iHIIMX JTIKapChKUX 3aC006iB, IO TOIOBKYIOThH iHTEpBA
QT ta meTabomnizyoTbcs 3a gonoMoroio hepmenty CYP3A4 (Hampukiaf, IU3anpuy, acTeMi3ony,
miMO3uy, XiHiIUHY Ta ePUTPOMILIMHY), OUB. po3ainu «OcoOIMBOCTI 3aCTOCYyBaHHS» Ta «B3aemofis 3
iHITMMY NTiKapChbKUMM 3aco0aMu Ta iHII BUOY B3AEMOIii».

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemodiii.

ITpomunoka3aHe cymicHe 3aCmMocCcyB8aHHS (AYKOHA30Y Md HUNCYe3d3HAYeHUX AiKapcbKux 3dcobis.

IMuzanpu0: OBiKOMJISIM IIPO PO3BUTOK MOOIYHKX peakiliii 3 60Ky cepllsd, Y TOMY YHUCJIi IIPo
[IapOKCU3MaJIbHy IUIYHOYKOBY TaxiKapmilo TUIY «IIipyeT» Yy MAlli€HTiB, IKi OGHOYACHO 3aCTOCOBYBAJIU
bnykoHa3on Ta nu3anpupn. OgHodacHe 3actocyBaHHS 200 Mr ¢priykoHasony 1 pa3 Ha o6y Ta 20 MT
nu3anpuny 4 pasu Ha fo0y MPU3BOAKIIO 40 3HAYHOTO MiIBUIIIEHHS PiBHSA IM3aNpUAy y Ija3Mi KpoBi
Ta [0 momoBxkeHHd iHTepBany QT. OmHoYacHe 3aCTOCYBaHHS (PIIYKOHA30JIy Ta LHA3AMPULY
IIPOTUIIOKa3aHe (OuB. po3min «IIpoTUOKa3aHHSI»).

TepteHaduH: yepe3 BUMIAAKHU PO3BUTKY TAKKHUX CEPLIEBUX apUTMil, CHPUUYMHEHUX ITOOOBKEHHIM
intepBany QTc, y nauieHTiB, siKi 3aCTOCOBYIOTh a30JIbHi TPOTUTPUOKOBI JTiKapChKi 3ac061 OMHOYACHO
3 TepdeHaguHoM, OyNu MPOBEeH] MOCTiIKEeHH B3aeMO/il IIUX npemnapariB. [Ipu 3acTocyBaHHi
dbrykoHazony y mo3i 200 mr Ha mo0y He Oy10 BUSBIEHO MogoBxKeHHs iHTepBany QTc. ITpu
3acTocyBaHHi prykoHa3ony B go3ax 400 Mr Ha o6y abo BuIle 3HAYHO IMigBHUIIYE PiBEHb
TepdeHaguHy B I1a3Mi KPOBi IIpK OHHOYACHOMY 3aCTOCYBaHHI X Impemnaparis. CymicHe
3acTocyBaHHS (TyKoHa301y B fo3ax 400 Mr ab6o Buille 3 TepheHaANHOM IIPOTUIIOKa3aHe (IUB. PO3Mis
«IIpoTunoka3auHs»). [Ipu 3acTocyBaHHI QrykoHa30my B go3ax Huxk4e 400 Mr Ha 106y ogHOYACHO 3
TepeHaguHOM CIIifl TPOBOJUTH PEeTEIbHUN MOHITOPUHT CTaHY Ialli€HTa.

Acmemi30.: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta aCTeMi30/Iy MOXKe 3MEHIIUTHU KIIipeHC
acteMizony. Cipu4ynHeHe UM IiABUIIEHHS KOHI[EHTPAIlil acTeMi30JTy B IJla3Mi KpPOBi MoXe



IPU3BECTH [0 Oo0BXKeHH iHTepBany QT Ta y pigKiCHUX BUIAgKax - IO IapOKCU3MaJIbHOI
IIJTyHOYKOBOI Taxikappil Tumy «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IPOTHUIIOKa3aHe (OuB. po3min «IIpoTUIIOKa3aHHI»).

ITimo3u0d: omHOYACHE 3aCTOCYBaHHS (DIIYKOHA30/IY 3 MiMO3UIOM MOXKe IIPU3BECTH 10 iHTiOyBaHHS
MeTabomi3My miMo3uAy, X04a BiATIOBITHUX OOCIiIXKeHs in vitro Ta in vivo He mpoBopuiy. [ligBureHa
KOHIIeHTpallid MiMO3UAy Yy IJla3Mi KpOBi MOXKe IIPU3BECTU [0 OJ0BXKeHHS iHTepBany QT Ta B
PifKicHUX BUIAAKax [0 MapOKCH3MalbHOI IUTYHOYKOBOI Taxikaphil Tumy «mipyet». OgHO4acHe
3acTocyBaHHS (HITYKOHA30I1y 3 IMiMO3UAOM IIPOTUIIOKa3aHe (IUB. po3ain «[IpoTUloKa3aHHA»).

XiHiOuH: omHOYAaCHe 3aCTOCyBaHHS (HIIyKOHA30IIy Ta XiHiTHHY M0OXKe IIPHU3BOAUTH [0 iHTiOyBaHHS
MeTabomi3My XiHiquHY, X04a BiANOBIAHMX AOCTiAXKEHb in Vitro Ta in vivo He IPOBOTUIIH.
3acTocyBaHHS XiHiguHY OyI0 OB’ A3aHe 3 MofoBxkeHHAM iHTepBany QT Ta B pigKiCHUX BUIIagKax
- IAPOKCU3MAaJIbHOI0 IUIYHOYKOBOO Taxikapai€erw TUmy «uipyer». OgHOYacHe 3aCTOCYBaHHS
(byKOHa3011y 3 XiHiIMHOM IpOoTUIIOKa3aHe (OuB. po3min «[IpoTUIIOKa3aHHS»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYyBaHHS (IyKOHA30Jly 3 EpPUTPOMIIIMHOM MOXKe IIPU3BOTUTH [I0
MigBUIIEHHS PU3UKY KapAIOTOKCUYHOCTI (mogoBxKeHHs iHTepBany QT Ta mapokcu3MaibHOl
IIJTYHOYKOBOI TaXikKappil TUIY «IipyeT») Ta, SIK HACMiI0K, 40 palTOBOi KOPOHAPHOI CMEPTI.
OpHoYacHe 3aCTOCyBaHHS (DITyKOHA30JIy Ta €PUTPOMILIMHY IIPOTUIIOKa3aHe (IUB. PO3AiN
«IIpoTUIOKa3aHHI»).

He pexomeHnOyemubcs 00HOYACHE 3dCMOCYBAHHSA (PAYKOHA304Y Md HUMCYE3A3HAYeHUX AIKAPCbKUX
3acobis.

I'anoppanmpuH: pIyKoHa30JI MOXKe CIPUUNHUTH MiABUIIEHHS KOHIEHTPAIlil ranoaHTpUHY B I1a3Mi
KpOBi 3a paxyHOK npurHiuenHss CYP3A4. OpmHo4yacHe 3aCTOCYBAHHS IIUX JIiIKAPCHKUX 3aC00iB
IOTEHIIVNHO MOXKe IPU3BONUTH [0 IiIBUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (IOOOBXEHHS
inTepBany QT, napokcu3masbHa IUIYHOYKOBA TaxiKaphis TUIy «IipyeT») Ta, K HaACJigoK, OO0
parnToBoi cepiieBoi cMepTi. Tpeba yHHKATU 3aCTOCYBaHHS KOMOiHaIlil ITMX JiKapchKux 3acobiB (OUB.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

C)ZMiCHe 3dCmMoOCyYBAHHA Qb/l)[KOHClSO/I)[ ma Huxc4e3d3Hda4eHux /liKCIQCbKUX 3acobis sumaaae

obepescHocmi.

AmioOapoH: ogHOYACHE 3aCTOCYyBaHHS (HIIyKOHA30J1y 3 aMioflapOHOM MOXKe IIPU3BECTHU [0
nopoBxKeHHs iHTepBany QT. [Ipu HeoOXimHOCTI CyMiCHOTO 3acTOCyBaHHS (IIYKOHA30Jy Ta aMiogapoHy
He0OXiHO HOTPUMYyBaTHCS 00€PEeKHOCTI, 0COONIMBO IIPU 3aCTOCYBaHHI GIIyKOHA30JTy Y BUCOKUX [03aX
(800 mr).

CymicHe 3acmocyeaHHs GayKOHA304Y MA HUHCYE3d3HAYeHUX AIKAPCbKUX 3dcobie sumazae
O69Qei)fCHOcmi ma Kopue2yeaHHA do3u.

Bnaue iHwux aikapcbkux 3acobie Ha ¢p1yKoHA3041.

Kniniyno 3Hauym[oro BBy Ha abcopOIIiio (pyIyKOHa30/Ty IpU MOT0 epopasbHOMY 3aCTOCYBaHHI He
MalOTh OMHOYACHUM MPUMOM 1XKi, IMMETUINH, aHTAIlUOH, a TAKOXK ITPOMEHEeBa Tepallis yCiel milsaHKH
Tisa (pu mepecapli KiCTKOBOTO MO3KY).

PugpamniyuH: omHOYaCHE 3aCTOCYBaHHS (PIIYKOHA30Jy Ta pU(aMITiIIuHy IPHU3BOAUIIO [0 3HUXKEHHSI
AUC =a 25 % Ta ckOopouyBaJio nepion HamiBBUBeneHHs GiyKoHa3oiy Ha 20 %. Tomy njis malji€eHTis,
SKi 3aCTOCOBYIOTh PUGaMITIIIVH, TOTPIOHO PO3TISHYTH AOILIIbHICTh MiBUILIEHHS 003U (IIYKOHA30JTy.



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

Bnaue ¢aykoHaszony Ha iHWi Aikapceki 3acobu.

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

AbpouumuHib: drmykonason (iuribitop CYP2C19, 2C9, 3A4) migBuiilyBaB €KCIIO3UI[iI0 aKTUBHOI
yacTuHU abpouuTuHiOy Ha 155%. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI i3 QrIyKoOHa30710M CITif
BiIKOPUTYBaTH [03y abpouuTHHIOy 3TigHO 3 00 iHCTPYKIIi€0 00 MPU3HaYeHHS.

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

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

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

AmpomepuuuH B: ogHOYaCHe 3aCTOCyBaHHS (IyKOHA30/1y Ta aMboTepuiuHy B iHdikoBaHUM MUIlIaM
i3 HopMa/IbHUM iMyHITETOM Ta iH(}IKOBaHUM MUIIAM 3i 3HUKEHUM iMyHITETOM NIPU3BEJIO OO0 TaKUX
pe3yJbTaTiB: HEBEIMKUY aguTUBHUN TPOTUTPUOKOBUY eeKT mpu cucTeMHil indekuii C. albicans,
BiICyTHICTh B3a€MO{Iil IpU BHYTPiMIHbOUEPenHil iHdeKIil Cryptococcus neoformans Ta aHTaroHi3M
[BOX TIperapaTiB Ipu CUCTeMHil iHdekil Aspergillus fumigatus. KiiHiuHe 3HaUYeHHS ITUX
pe3yJbTaTiB HEBILOME.

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

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



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

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

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

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

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

(200 mr) C,,, Ta AUC uenekokcu0y migBuryBanucs Ha 68 % ta 134 % BigmoBigHo. [Tpu ogHOYaCHOMY
3aCTOCyBaHHI LleIeKOKCuOy Ta QrryKoHa305y MoxKe OyTu HeoOXigHUM 3MeHIIeHHS 103U IeJIEKOKCUOy
BOBiui.

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

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

IHeibimopu I'MTI-KoA-pedykma3su cyMiCHe 3aCTOCyBaHHS (IyKOHa307y Ta iHribitopis 'MTI-KoA-
penykTasH, 1mo MetabomizyioTecss CYP3A4 (aTopBacTaTUH Ta CUMBACTaTHH), a0o iHriGiTopiB ['MI-
KoA-pemykTasu, mo metabomizyotscss CYP2C9 (dmyBacTaTuH), M0303a/I€2KHO IiABUINYE PUIUK
PO3BUTKY MiomarTii Ta pabgomioni3y (3a paxyHOK 3HUXKEHHS MeTa0oJi3My CTaTHHY B IediHii). Y pasi
HeoOXiTHOCTi OJHOYACHOI'0 3aCTOCYBaHHS LIUX IIPelapaTiB MOTPIOHO peTeNbHO CIOCTEPIraTy 3a
NallieHTOM IIO0 BUHMKHEHHS CHMIITOMIB Miomartii Ta pabgomiostidy i MpoBOOUTH MOHITOPUHT PiBHS
KpeaTHHKIHA3HU. Y pa3i 3Ha4HOr0 MigBUIIeHHS PiBHA KpeaTUHKiIHA3M, @ TaKOXK IIPHU Mif0o3pi uu
BUSIBJIEHHI MiomaTii/pabmomionidy 3acTocyBanHs iHTiOiTOpiB MI'-KOA-penykTa3u moTpioHo
IPUIUHUTH. MOXKINBO, 3HamoOIIThCS MeHIi no3u iuribitopiB 'MI-KoA-pegykTa3u BifmoBigHO 00
IHCTPYKLIN [Jig MEOUYHOTO 3aCTOCYBaHHS CTATUHIB.

I6pumuHi6: momiphi inriéitopu CYP3A4, Taki K GprykKoHa30J1, TiABUIIYIOTh KOHIIEHTPAIIiI0
i6puTUHiOy B My1a3Mi Ta MOXKYTh IiIBUIIYBaTHA PU3UK TOKCUYHOCTI. AKII0 HEMOXKINBO YHUKHYTH
KoMOiHallii mpemnaparis, MOTPiOHO 3HU3UTH H03y i6puTHHIOY Ho 280 Mr ofguH pa3 Ha [00y 3 METOI0
IIPOJOBXKEHHS 3aCTOCYyBaHH4 iHTi0iTopa Ta 3a6e3neYnTy MOCTIMHUM KITiIHIYHWY MOHITOPUHT.

Isakagpmop (okpemo abo 8 kombiHauii 3 npenapamamu Mmo20 CamMo20 mepanesmuiHo20
K/acy): ogHO4YacHe 3aCTOCyBaHHS iBaKaToOpy, perynsatopa TpaHCMeMOpPaHHOI IIPOBITHOCTI IPH



mykoBiciumosi (CFTR), 3 rimpokcuMeTuniBakadgTopoM (M1) 36inbmuniio eKCo3uilito iBakadgTopy B
3 pa3u Ta eKCIO3uIlilo rifpokcuMeTuniBakapTopy (M1) y 1,9 pasy.

Heo0OxigHo 3MeHImMTY 003y iBakadTopa (0Kpemo abo y KomOiHarlii) 3rigHo 3 #0T0 iHCTPYKIIi€0 A7
MEeIHUYHOI'0 3aCTOCYBaHHS (0KpeMo abo y komOiHarrii).

Osanapub6: nomipHi inribitopu CYP3A4, Taki sk GryKoHa3071, MigBUIIYIOTh KOHIIEHTPALIil0 oJlarnapudy
y IJIa3Mi KPOBi; OMHOYACHE 3aCTOCYBaHHS He PEKOMEHAYETHCS. AKI0 HEMOXKIINBO YHUKHYTU
3acTocyBaHHS 11iel KoMOiHartlil, 7o3y onanapuby HeoOxinHO 3MeHmUTH 1o 200 Mr gBivi Ha mOOY.

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

IuxsaocnopuH: GIyKOHA30J 3HAYHO MigBUINyE KoHIleHTPalio Ta AUC nuknocnopuny. [Ipu
OJHOYAaCHOMY 3aCTOCYBaHHi ¢yKoHa301y y mo3i 200 Mr/moly Ta IIMKIIOCIOPUHY Y H03i

2,7 mr/kr/mo6y croctepiranmocs 36inpmenHs AUC nuknocnopuny B 1,8 pady. Lli mpemapatu MoxkHa
3aCTOCOBYBaTH OOHOYACHO 3@ YMOBH 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe’KHO Bifl 0T0
KOHIIEHTpAIIil.

Esepoaimyc: prnykoHa301 MOXKe IiABUITYBaTU KOHILIEHTPAIIil0 eBEPOIIMYCY B CUPOBATLi KPOBi Yepe3
npurHiyvenus CYP3A4.

Cupoaimyc: GIyKOHa30J1 MiABUINYE KOHLIEHTPALiI0 CHPOIIMYCY B IJIa3Mi KPOBi, iMOBIpHO, IIJIIXOM
npurHideHHs MeTaboniaMy cuposimycy depmerToM CYP3A4 ta P-rnikonporeinoM. Li mpemnapatu
MOXKHAa 3aCTOCOBYBATU OOHOYACHO 3@ YMOBU KOPUT'YBaHHS NO3U CUPOJIIMYCY 3a71€XKHO Bifi PiBHSA
KOHIIEHTpallil Ta e(eKTiB Bifl MpuiioMy Ipemnapary.

Takpoaimyc: pnyKoHA30 MOXKe IMigBUAITYBAaTH KOHIIEHTpPAIlil TAKPOIIMyCy B CUPOBATIII KPOBi 10
5 pasiB Ipu #0ro nepopasbHOMY 3aCTOCYBaHHI Yepe3 NPUTHiYeHHST MeTab0i3My TaKpoJiMycy
dbepmenTom CYP3A4 y kumieyHuky. [Ipu BHyTPIITHEOBEHHOMY 3aCTOCYBaHHI TAKpPOIIMYCYy He
CIIOCTepiranocs 3HaYHUX 3MiH (papMaKOKiHeTHKH. [liiBUINEH] PiBHI TAKPOIIMYCY aCOLiI0I0TECS 3
HepPOTOKCUYHICTIO. [[03y TAaKpOIiMyCy [Js IIepOopabHOT0 3aCTOCYBaHHS IOTPiOHO 3HUXKYBATH
3aJIeKHO Bifl KOHIIEHTpAIlil TaKpOoIiMycy.

Jlozapman: priyKOHA30/1 IPUTHIUYE ITePeTBOPEHHS J103apTaHy [0 H0ro akTUBHOTO MeTabomity (E-31
74), 110 3yMOBITIO€ OiNbIlly YaCTUHY aHTaroHi3My 10 PellenTopiB aHrioTeH3uny Il mig gac
3aCTOCYBaHHA JI03apTaHy. PeKoMeH0BaHO 3[0i¥CHIOBATH [IOCTIMHUY MOHITOPUHT apTepiarbHOro
TUCKY B ITAl[i€HTIB.

JIypasudoH: nomipHi inri6iTopu CYP3A4, Taki fK GhIyKoHA30J, MOXKYTh IiIBULITyBaTU KOHLIEHTPALIil0
Jlypa3sugoHy B IIJIa3Mi KPOBi. AKII0 HEMOXKJIUBO YHUKHYTHA OQHOYACHOTO 3aCTOCYBaHHS, CIIif
3MEHIIUTU 03y JTypa3sufoHy, SK 3a3Ha4€HO B MOro iHCTPYKUii AJIT MEOUYHOT0 3aCTOCYBaHHS.

MemadoH: GnyKoHa30J MOXKe MifBUINyBaTH KOHIIEHTPallil0 METaflOHY B CUPOBaTIi KpoBi. [Tpu
OJHOYaCHOMY 3aCTOCYBaHHi MeTaloHy Ta (GIyKOHa30/1y Moxke OyTH HeoOXimHUM KOPUTYBaHHS 03U
MeTafoHy.

HecmepoidHi npomu3anaavHi npenapamu (HII3I1): mpu ogHOYaCHOMY 3aCTOCYBaHHi 3 (PIIyKOHA30JI0M
Cax Ta AUC drypOinpodeny migsuiiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIBHSIHO 3 BiANOBIAHUMU
IIOKa3HUKaMH MPU 3aCTOCYBaHHi Tinbku Qypbinmpodery. AHaIOTiYHO IPU OOGHOYACHOMY
3acTocyBaHHi prykKoHa3omny 3 pauemignuM ibynpodenom (400 mr) C,,, Ta AUC papmakonorivao
aKTUBHOTO i30Mepy S-( )-ibynpodeny migBuirysanucs Ha 15 % Ta 82 % BiAMmoOBiIHO MOPIBHSHO 3
BiATIOBiTHMMM MMOKAa3HWKAMHU IIPU 3aCTOCYBaHHI TiJIbKM palleMivHOro ibymnpodeny.



®nyKOHa30JI MOTEHIINHO 3JaTHUY MiABUIyBaTH CUCTEMHY eKcno3uito inmux HIT3II, mo
MeTabomnizyoTbess CYP2C9 (HampuKiiag, HallPOKCEeHY, TIOPHOKCUKAMy, MEJIOKCUKaMy, TUKIIOPEHaKY).
PekoMeH0BaHO MEPiOOUYHO 3MifCHIOBATY MOHITOPHHT MOOIYHUX peaklliil Ta TOKCUYHUX ITPOSBIB,
noB’si3aHux i3 HII3I1. Moxe 3HamobuTucs KopuryBanus mo3u HIT3TII.

®eHimoiH: GpIyKoHA30I MPUTHIUYye MeTaboi3M GeHiToiny B nevinii. OqHoyacHe 6araTopa3oBe
3acrocyBaHHS 200 Mr ykoHazomny Ta 250 Mr (heHiTOIHY BHYTPIIIHBOBEHHO IIPU3BOOUTH 10
nigsuienHs AUC,, denitoiny Ha 75 % Ta C,;, Ha 128 %. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI X
niKapchKkux 3ac06iB NOTPiOHO TPOBOOUTY MOHITOPUHT KOHIIEHTpaIlil GpeHiTOiHy B CHPOBATIi KPOBi A7
YHUKHEHHS PO3BUTKY TOKCUYHOI [iil peHiTOIHY.

ITpeOHi30H: TIOBIDOMIISIIM IIPO BUIIAOK, KOJIM V MAIliEHTa IiCIIs TPaHCIIaHTAllil TeYiHKU Ha TJIi
3aCTOCYBaHHS IPEOHi30HY PO3BUHYJIAcd rocTpa HEOOCTATHICTh KOPY HafHUPKOBHUX 3a/103, 110
BMHUKJIA IiCJISI MPUIIMHEHHS TPUMICIYHOTO KypCy Teparil ¢piaykoHa30moM. [IpunuHeHHS
3acToCyBaHHS (HITYyKOHA30I1y, UMOBIPHO, CIIPHYMHNIIIO ITocHIeHHsS akThBHOCTI CYP3A4, 1110 mpu3Beso
[0 TMIPUCKOPEHHS MeTabomidaMy npenHizony. Crif peTenbHO CTEXKUTH 3a MalliEHTaMH, SIKi IPOTSITOM
TPUBAJIOTO Yacy OHHOYACHO 3aCTOCOBYIOTH (PIIYKOHA30JI Ta NPEeNHI30H, 3 METOI0 IONepPenKeHHS
PO3BUTKY HEIOCTAaTHOCTI KOPY HaJHUPKOBUX 3a/103 IiC/IS IPUIUHEHHS 3aCTOCYBaHHS (DIIyKOHA307y.

PugabymuH: GprykoHa30 MiABUIIYE KOHIIEHTPaIi0 prdabyTUHY B CUPOBATII KPOBi, 110 TPU3BOAUTD
no 36inbmenHst AUC pudabytuny mo 80 %. [Ipu ogHOYacHOMY 3acTOCyBaHHI QIyKoHA305y Ta
pudabyTUHY MTOBiIOMIISIOCS IIPO BUIIAOKKU PO3BUTOK yBeiTy. [Ipu 3acTocyBaHHi Takol KoMbiHaIlil
JiKapchbKuX 3aco0iB MoTpiOHO OpaTH OO yBaru CUMIITOMHK TOKCUYHOI Iil pudabyTuHy.

CaxkeiHagip: dnykonason migsutiye AUC ta C,,,, cakBiHaBipy npu6au3uo Ha 50 % Ta 55 % BifmoBigHO
yepe3 NpUrHiveHHs: MeTaboniaMy cakBiHaBipy B nedinni ¢epmentom CYP3A4 Ta uepe3 iHriOyBaHHS
P-rrmikonpoTeiny. B3aemogii Mix (hTyKOHa30JI0M Ta CaKBiHaBipOM/PUTOHABIPOM He [OCIiAKyBaH,
TOMY BOHUM MOXKYTb OyTH Oinbll BupaxkeHuMu. Moxe 0yTH HeoOXimHMM KOPUTYBaHHS 03U
CakKBiHaBIpy.

IToxiOHi cynbhoHiNCe 08UHU: OTHOYACHE 3aCTOCYBaHHS (PIIYKOHA30JIy 3 IEPOPaJbHUMU MOXiTHUMU
CynbdOoHiNICeYOBUHH (XIOPIIpOIaMif], TMibeHKIaMifl, TiMi3ug Ta ToJI0yTaMifl) ITPU3BOIUIIO [0
IIPOJIOHTYBaHHS Iepiony Ix HamiBBUBEOeHHS. PEKOMEHOYEThCS IPOBOIUTH YACTUM KOHTPOIIb IIYKPY B
KPOBi Ta BiiMTOBiTHUM YMHOM 3HMKYBaTHU 03y MOXiAHUX CYIb(OHITICEYOBUHY IPU OMHOYACHOMY
3aCTOCYBaHHI 3 (JIyKOHA30JIOM.

TeoginiH: 3acTocyBaHHS PprnykKoHa3omy 1mo 200 Mr npoTtsarom 14 [HIB IPU3BETIO 10 3HUKEHHS
CepenHbOro KilipeHcy Teodininy y mna3Mi KpoBi Ha 18 %. 3a mauieHTamMu, gKi 3aCTOCOBYIOTh TeO(iniH
y BUCOKHUX [03aX a0 sIKi MaloTh MigBUINEHWH PU3UK PO3BUTKY TOKCUYHUX IIPOSIBiB Teodininy 3 iHIINX
npuYuH, Tpeba BCTAHOBUTH HATJISM 100 BUSBIEHHS 03HAK PO3BUTKY TOKCHYHOI il Teodiminy.
Teparmito nOTPiOHO 3MiHUTY IIPY IOSIBi 03HAK TOKCUYHOCTI.

Topayumuni6: BumuB TodarmTHHIOY 3pOCTae MPU OJHOYACHOMY 3aCTOCYBaHHi 3 TiKapChKUMHU
3aco0aMy, gKi IpU3BOAATH 00 ToMipHOTO iHriOyBaHHS CYP3A4 Ta noTtyxHoro inrioysanas CYP2C19
(nampuknan ¢iaykoHa3omn). ToMy peKOMeHI0BaHO 3HU3UTH 03y TodauutuHiOy 1o 5 Mr ofuH pa3 Ha
noby B KoMOiHAIifX i3 UMY IIperapaTaMu.

Toneanman: excrno3utlisg TonBanTtany (cyoctpaty CYP3A4) 3uauno 36inbmyeTses (200% AUC; 80%
Conay) TIPY HOTO OMHOYACHOMY 3aCTOCYBaHHI 3 GIyKoHa3010M (rmomipHui inribitop CYP3A4), Ta,
BiAITIOBigHO, 3pOCTa€ PU3UK BUHUKHEHHS TaKWX MOOIYHUX peakllii IK MOCUIeHHS HAiypesy,
3HEBOJHEHHS 1 rOCTpa HUPKOBA HEJOCTATHICTh. Y pa3i 0qHOYACHOTO 3aCTOCYBaHHS, 103a TOJIBALITAHY
TIOBUHHA OyTH 3MeHIIIeHa BiTIOBIAHO [0 #Oro iHCTPYKIii, a 3a malieHToM noTPibHO criocTepiraTu



OO0 TTOSIBY IMOOIYHUX PeaKIlin.

Askanoiou bapeiHky: GnyKoHa3071, iMOBipHO, yepe3 inridyBanus CYP3A4 Moxke CIPUYUHSITH
MigBUIIIEHHS KOHIIEHTpAIlil aikanoigiB 0apBiHKY B IJ1a3Mi KPOBi (HalmpuKial, BiIHKPUCTUHY Ta
BiHOJIACTUHY), 1110 TPU3BOAUTE 0 PO3BUTKY HEMPOTOKCUYHUX €(EKTiB.

Bimamin A: IOBiZOMIISINIH, 110 V TallieHTa, SKUKA OQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIIOTY
(kucnortHa ¢hopma BiTaminy A) Ta prykoHa3on, croctepiranucs mobiyni peakuii 3 6oky ITHC y dhopmi
IICEBIOTYMOPY I'OJIOBHOTO MO3KY, 110 3HUK Micig BigMiHu dnykoHasony. Lli mikapchbki 3acobu MoxkHa
3aCTOCOBYBaTH OJHOYACHO, ajie Tpeba aMm’siTaTy PO PU3UK BUHUKHEHHS M00iYHUX peakIliit 3 60Ky
HHC.

Bopukona3zoa (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): ogHO4YacHe 3aCTOCYBaHHS BOPHKOHA30Iy
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotsarom 1 gus, nmotim 1mo 200 Mr KoxHi 12 rogun
mpoTAToM 2,5 THS Ta (GIyKOHa301y mepopanbHo (400 Mr y nepuuii meHs, moTiM 1mo 200 MI KoxXHi

24 ropguHu npoTAaroM 4 gHiB) mpu3Beno go migsuinenHd C,,, Ta AUC, BODUKOHA30I1y B CEPEIHBOMY [0
57 % (90 % IOI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %, 128 %) BignoBigHo. HeBimoMo, Y IpU3BOAUTH
3HUKEHHS 103U Ta/abo YacTOTHU 3aCTOCYBaHHSA BOPHKOHA30Jy a0o (GIyKOHA30/Iy A0 YCYHEHHS TaKOT0
edekTy. [Tpu 3acTOCyBaHHI BOPUKOHA30JTY Micist HIIyKOHA30/Iy IOTPIOHO MMPOBOAUTH CIIOCTEPEIKEHHS
II0[I0 PO3BUTKY NM0GiYHUX e(DeKTiB, acoIliifoBaHUX i3 BOPUKOHA30JIOM.

3udosyouH: pnykonaszon nigsuye C,,. Ta AUC 3umoBynuny Ha 84 % Ta 74 % BimmoBigHO, 1110
3yMOBJIEHO 3HUKEHHSIM KJIipEHCY 3UNOBYAUHY NpUOIU3HO Ha 45 % IIpu M0T0 IepopalbHOMY
3actocyBaHHi. [Iepion HamiBBUBeNeHHS 3UNOBYAUHY OYB TaK0XK ITOOBXKEeHUY MpruOu3Ho Ha 128 %
micys 3acToCyBaHHS KOMOiHalil (IyKOHa30Iy Ta 3UJOBYAUHY. 3a MallieHTaMH, SIKi 3aCTOCOBYIOTh
Taky KoMOiHallio mikapchkux 3aco6iB, TOTPiOHO crocTepiraTy 00 PO3BUTKY MOGIYHUX peakilil,
II0B’A3aHUX 13 3aCTOCYBaHHAM 3UOOBYIUHY. MOXKHA PO3TJISHYTU OOUUIBHICTE 3HUKEHHS 03U
3UOBYIUHY.

A3umpoMilyuH: TP OGHOYaCHOMY I1epOopaIbHOMY pa30BOMY 3aCTOCYBaHHI a3UTPOMIIMHY Ta
dbmykoHa3omy B go3ax 1200 mr ta 800 Mr BigmoBigHO, KOAHUX 3HAYYIINX (hapMaKOKIiHETUYHUX
B3a€EMO[il BUSIBIEHO He OyJI0.

ITepopasvHi KOHMpayenmueu: Ipu 3aCTOCYBaHHI (pIyKOHa30Jy B 1031 50 Mr BIJIMBY Ha PiBEHb
TOpMOHiB He 0yJ10, TOZi SIK IIPX 3aCTOCYBaHHI QykKoHa30iy B 703i 200 Mr Ha go0y criocTepiranocs
30inpmenHss AUC etuninectpamiony Ha 40 % Ta neBoHoprectpeny - Ha 24 %. Lle cBimuuTh IIpo Te, 110
HaraTopa3oBe 3aCTOCYBaHHS (GUIYKOHA30Jly B 3a3HaYEHUX N03aX HaBPS UM MOXKe BIIJIMBATH Ha
eekTUBHICTH KOMOIHOBAHOT'O ITIEPOPAILHOT0 KOHTPAIIEIITURA.

Oco06.1u8ocmi 3acmocyeaHHsi.

Llepmamodpimia. Bimomo, 110 mpu 3aCTOCyBaHHiI GIIyKOHA30/Iy OIS TiKyBaHHS AepMaTodiTil y miTen
OCTaHHIN He IIepeBUIllyEe Ipru3e0(]yIbBiH 3a e(PeKTUBHICTIO i 3aralbHUY MOKa3HUK e(PEKTUBHOCTI
crtaHoBuTh MeHIIe 20 %. Tomy ¢hIyKoHa30/1I He MOXKHA 3aCTOCOBYBATH [JIs JIIKyBaHHS AepMaToQiTii.

Kpunmoxkoko3. [1oka3iB eeKTUBHOCTI pIyKOHA30JTy A7 JIIKyBaHHS KPUIITOKOKO3Y iHIINX
JIOKani3anii (HaIpuKiafg, JIeTeHeBOro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTATHBO, TOMY
PEeKOMeHfaliil MoA0 JO30BOr0 PeXKUMY [JId JIIKyBaHHS TaKUX 3aXBOPIOBAHb HEMAE.

I'nuboki eHOemiuHi Miko3u. [Toka3iB eheKTUBHOCTI (DITyKOHA30IY AT JTiKyBaHHS iHIUX Gopm
eHJeMiUHUX MiK03iB, TaKUX 5K [TapaKOKIMAi0iAOMiK03, TiCTOIIa3M03 Ta IIKipHO-TiMbaTuIHN!



CIIOPOTPHX03, HEOOCTATHLO, TOMY PEKOMEH/AIIi# 11010 T030BOr'0 PeXKUMY [JIs JTIKyBaHHS TaKUX
3aXBOPIOBaHb HEMaAE.

Hupkosa cucmema. TanienTaM i3 mopyimeHHIM QYHKIINM HAPOK IpenapaT MOTPiOHO 3aCTOCOBYBATH 3
obepexHicTiO (muB. po3min «Croci6 3aCTOCYBAHHS Ta IO3U»).

Hedocmamuicmb HaOHUpkKosux 3as103. KeTOKOHa30, SIK BiloMO, CIIPUYMHSIE HEAOCTATHICTD
HaJHUPKOBUX 3aJ103, i Ile TAK0XK MOXKe CTOCYBaTUCS (IYKOHA30Jy, X04a CIIOCTEPITaETHCS PigKO.
HepocTraTHiCTh HAOHUPKOBUX 3aJ103, 0B’ A3aHa 3 OMHOYACHUM JIIKyBaHHSM IIPEAHI30HOM, OlKcaHa y
nigpo3nini Bnaue ¢paykoHaszoay Ha iHWi aikapcbKi 3acobu po3piny «B3aemogmis 3 iHIIuMU
JiKapChKUMHU 3aco0aMu Ta iHIIi BUIKW B3aEMOIiN».

I'enamobiaiapHa cucmema. IlarieHTaMm i3 nopyuieHHSAM QYHKIIM MeYiHKY mpenapar moTpibHo
3aCTOCOBYBaTH 3 00epeXkHiCTI0. 3aCTOCyBaHHS (HITYyKOHA30JIy acoIlil0Baliocs 3 BUHUKHEHHSIM
pigKicHUX BUIIa[KiB PO3BUTKY TSXKKOI rellaTOTOKCUYHOCTI, BK/II0YAl04H JIeTallbHi BUMIQIKU, TOJTIOBHUM
YHMHOM Y TAIli€HTIB i3 TAKKAMM OCHOBHMMHU 3aXBOPIOBAaHHSIMU. Y BUIIaAKaX, KOIU PO3BUTOK
rernaToTOKCUYHOCTI acollifoBaBCs i3 3acToCyBaHHAM (IIyKOHa30:1y, He OyJi0 Bif3HAYeHO il IBHOI
3aJ1eXKHOCTI Bifl 3aranbHOI J0OOBOI MO3H Mpernaparty, TPUBAJIOCTI Tepartii, cTaTi abo BiKy mallieHTa.
3a3BUYaill TenaToTOKCUYHICTh, CIpuYrHeHa (pIyKoHa3010M, 060pPOTHA, a il TPOsiBY 3HUKAIOTH MiC/s
IPUNIMHEHHS Teparii.

3a malieHTaMu, y SKUX IIPU 3aCTOCYBaHHI (PJIyKOHA30J1y CIIOCTEPIral0ThCS BiIXUIEHHS pe3y/ibTaTiB
GyHKLioOHATBHUX P00 MeYiHKY, MOTPiOHO BCTAaHOBUTY PETEIbHUM HATJIA[ 000 PO3BUTKY OiNbIIl
TSKKOT'0 YpaXKeHHs IIe4iHKU.

[TauieHnTiB Tpeba npoiHpOpPMyBaTH IIPO CUMITOMH, 1110 MOXKYThb CBITYUTH NP0 CEPHO3HUY BIIJIUB Ha
NeviHKy (BUpaXKeHa acTeHis, aHOPEKCisl, MOCTiiiHa Hy#oTa, 6/TI0BAHHS Ta KOBTSHUIIS). Y TaKOMY pasi
3aCTOCYyBaHHS (GIYKOHA30Jy MOTPiOHO HeralHO IPUIMHUTY Ta IIPOKOHCYJILTYBATUCS 3 JTIKapeM.

Cepuesgo-cyouHHa cucmema. [lesiki a307u, 30KpeMa i (pIyKOoHa30JI, aCOLiI0I0TLCS 3 MTOAOBKEHHIM
inTepBany QT Ha enekTpokapgiorpami. ®1yKOHA30J1 CIPUYMHSE TOA0BXKEHHSA iHTepBany QT mmgxoM
inribyBaHHS CTPyMY iOHIiB Yepes KaslieBi KaHamu BHYTPiHbOTO BunpsiMiaeHHs (Ikr). [loqoBxkeHHS
intepBany QT, cupu4yuHeHe iHIIUMU TiKapChKUMM 3aco06aMy (TaKMMU K aMioflapoH), MOXKe
IIOCUJTIOBATHCS BHACHINOK iHTiOyBaHHS dhepmenTy CYP3A4 mutoxpomy P450. [ToBimomnsinu mpo gyxe
pimKicHi Bunagku nopgosxkeHHs iHTepBany QT Ta mapokcru3ManbHOL IUTYHOYKOBOI TaxXiKaphil TUILY
«TipyeT» IPH 3aCTOCyBaHHI (IyKoHa301y. Taki MOBIIOMIEHHS CTOCYBAIUCS ALi€HTIB i3 TIXKKUMU
3aXBOPIOBaHHSIMHU IIPU NOegHAHHI 6araThox (HakToOpiB PU3UKY, TAKUMHU SIK CTPYKTYPHi 3aXBOPIOBaHHS
ceplis, IOpyIIeHHs eeKTPOJIiTHOro 00MiHy Ta OfHOYACHe 3aCTOCYBaHHS iHIIMX JiKapChKUX 3aco0iB,
110 BINUBaioTh Ha iHTepBan QT. [TallieHTH 3 TiOKalieEMi€lo Ta TSXKKOI0 CEepIieBOI0 HEOOCTATHICTIO
MaloTh MiBULIeHUN PU3UK BUHMKHEHHS XXKUTTEBO HEOE3NMeUHNX IITYHOYKOBUX apUTMill Ta
IIapOKCU3MaJIbHOI IITyHOYKOBOI TaxiKappil TUIY «IipyeT».

®nykoHa3on Tpeba 3 00epekKHiCTI0O 3aCTOCOBYBATH IAIliEHTaM i3 pU3UKOM PO3BUTKY apUTMIH.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 TiKapChKUMU 3acobaMu, 110 IPOJIOHTYIOTE iHTepBan QTc Ta
MeTabommi3yoThcs 3a gonomoroio hepmenty CYP3A4 nutoxpomy P450, mpoTumoka3aHe (quB. pO3inu
«IIpoTunoka3aHHs» Ta «B3aemofis 3 iHIIUMHY JTiIKapChbKUMH 3aco0aMu Ta iHIT BUOU B3a€MOMIN»).

I'anopanmpun. T'anodanTtpun € cydctpatom pepmenty CYP3A4 i mponourye intepsan QTc mpu
3aCTOCYBaHHi y peKOMeHI0BaHUX TepalleBTUUYHUX J03ax. OgHOYacHe 3aCTOCYBaHHA ranohaHTPUHY Ta
byKoHa3011y He peKOMEHAY€EThCs (OUB. Po3min «B3aemopmis 3 iHIIMMU JIiKapChbKUMU 3aco0aMu Ta
igm BUOM B3aEMOMin»).



ITepmamonoziuri peakuii. ITig 9ac 3acTocyBaHHS (HIIYKOHA30IY PiAKO MOBIMOMIISIOCS PO PO3BUTOK
TaKUX eKC(oJiaTUBHUX MKIPHUX peakiiil K cuHapoM CTiBeHca - [IKOHCOHA Ta TOKCUYHUU
elifilepManbHUX HEKPOITi3. [ToBimOMIISIM PO MeIUKaMEeHTO3HY pPeakxiliio 3 e03uHO(imiero i
cuctemuuMu nposiBamu (DRESS). IManientu, xBopi Ha CHIII, GinbIl CXUITbHI 00 PO3BUTKY TSIKKHUX
IKiPpHUX peakiliil Tpy 3aCTOCyBaHHi 6araThox JiKapchKux 3acobiB. FAKIO y MallieHTa 3 T0OBEPXHEBOIO
rpubKOBOIO iH(EKIi€t0 3’ IBII0TLCS BUCHIIaHHS, 1110 MOXKHA II0B’3aTH i3 3aCTOCYBAHHSIM
(byKOHa3011y, Ioabllle 3aCTOCYBAaHHS IIpenapaTy Tpeda MPUIUHUTH. JKIIO V MallieHTa 3
iHBa3MBHOI0/CUCTEMHOI0 I'PUOKOBOIO iHGEKITIE€I0 3’ ABMSIOTHCSA BUCUIIAHHS Ha IIKipi, 3a #OT0 CTaHOM
OTPiOHO peTesbHO CIOCTEpPIraTH, a y padi po3BUTKY OyIb03HUX BUCHUIIAHb a0 MyITbTH(HOPMHOI
epUTEeMU 3aCTOCYyBaHHS (DITYyKOHA30/1y MOTPIOHO IPUIIUHUTH.

I'inepuymausgicmby. Y pigKiCHUX BUIIaAKaX IMOBITOMJISIN IIPO PO3BUTOK aHa(hiTaKTUYHUX PeaKIlii
(muB. po3min «IIpoTUOKa3aHHI»).

ITumoxpom P450. ®nykona3on € nomipauM inriditopom dhepmentis CYP2C9 ta CYP3A4. Takox
bnykoHa3o1 € noMipauM inribitopom pepmenty CYP2C19. Tpeba crocTepirati 3a CTaHOM IaAIli€HTIB,
SIKi OHHOYaCHO 3aCTOCOBYIOThH (JIYKOHA30JI Ta IIpelapaTy 3 By3bKHUM TepalleBTUYHUM BiKHOM, IO
MeTabomi3yoThcs 3 yuyacTio CYP2C9, CYP2C19 ta CYP3A4 (ouB. po3nin «B3aeMopist 3 iHIMMMu
JMiKapChbKUMU 3aco0aMy Ta iHIII BUOU B3AEMOII»).

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

Kanoudo3. JocniaxeHHs TOKa3any 3pOCTaHHS MOMKPeHOCTi iHdeknin Buny Candida, BigMiHHUX

Big C. albicans. BoHM 4acTO € IPUPOMHO pe3ucTeHTHUMH (Hampukiapm, C. krusei ta C. auris) abo
IEMOHCTPYIOTh 3HUXKEHY YyTIUBICTh 0o prykonazony (C. glabrata). Taki iHdek1ii MOXyTh
noTpebyBaTu anbTEPHATUBHOI IPOTUTPUOKOBOI Teparlii yepe3 Hee(peKTHUBHICTh NTiKyBaHHS. ToMy
PEKOMEHIYEThCS BPaX0OByBaTH IOUIMPEHICTh PEe3UCTEHTHOCTI pi3HUX BUiB Candida mo ¢piayKoHa301y.

JlonomidxcHI peuosuHu.

[TpemapaT MiCTUTH JTaKTO3Y. FAKIIO y MallieHTa BCTAHOBJIEHA HETIEPEHOCHMICTh [IesIKUX LIYKpiB, Tpeba
IIPOKOHCYJIbTYBaTHCS 3 JIiKapeM, MepIll HiXK NMpuiiMaTy Liel TiKapchKuii 3acio.

Opna TabneTka mikapchkoro 3acoby ®ymuc® OT micTuTh MeHme 1 MMOmb HaTpiio (23 Mr), To6TO
npenapar IPaKTUYHO BiIbHUY Bif HATPilo.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.
XKiHku penpodyKmueHo20 8iKy.
[Tepen moyaTkOM JiKyBaHHS IALiEHTKY CIIif MPoiH(OpPMyBaTH PO NOTEHIIMHNY PU3UK [AJIS IJIOAA.

[Ticms 3acTOCyBaHHST OHOPA30BOi MO3K MOTPiIOHO BUTPUMATH MEPiof BUBEOEHHS HIYKOHA30/Iy, AKHH
CTaHOBHTH NpuOIM3HO 1 THXKIEHS (110 BigmoBimae 5-6 mepiogam HamiBBUBEOEHHS), 10 HACTAHHS
BariTHOCTI (muB. po3min «PapMaKOKiHETHUKA»).

Y pasi TpuBanux KypcCiB JIiKyBaHHS XKIHKaM PEIPOOYKTUBHOTO BiKY CJIifi PO3T/IAHYTUA MOXKJIUBICTh
3aCTOCyBaHHS KOHTPAIEIIii MPOTSATOM YChOTO IIepiofy JiKyBaHHS Ta IPOTIToM 1 THXKHS Micns
IPUHOMY OCTaHHbBOI TO3H.



BaeimHicme.

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

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

HasiBHi emifeMionoriyui JoCmigKeHHS 1I[0I0 PO3BUTKY Baj Ceplis IPU 3aCTOCYBaHHI (GIyKOHA30Jy Y
1epiof BariTHOCTI Jai0Th cynmepednuBi pe3ynbraTi. OgHaK MeTaaHasi3 5 o0cepBalliitHUX NOCITiAKEHb,
NpoBeJeHHX 3a Y4acCTI0 KiIbKOX THCSY BariTHUX XKiHOK, IKi OTpEMYyBaiu (HIyKOHA30J IPOTSATOM
IIePILOro TPUMECTPY, BUSBUB MiBUILIEHHS PU3UKY PO3BUTKY BaJ Ceplid y HEMOBJAT B 1,8-2 pa3u
TIOPiBHSIHO 3 TAKMM Y HEMOBJISIT, MaTepi IKUX He 3aCTOCOBYBalIu ¢GIyKoHa301 Ta/abo
BUKOPHUCTOBYBA/IM a30JIU OIS MiCLIeBOTO 3aCTOCYBaHHS.

Y noBimOMIIEHHAX ONKCAHO BPOAKEHI Bafu PO3BUTKY Y HEMOBIIAT, MaTepl SIKUX OTPUMYBaJId BUCOKI
no3u (Big 400 mo 800 Mr/mo0y) dbnyKoHa301y y Iepiof BariTHOCTI nmpoTaroM 3 MmicsiiB abo Oinblile mpu
JiKyBaHHI KOKIMioimoMiko3y. Cepeq BPOOKeHMUX Bafl, AKi CIIOCTepiraaucs y nux AiTeu, -
Opaxinedarisi, gUCIIA3isg BYIIHUX PAaKOBUH, HafMipHe 30ibIIeHHS IePeIHbOr0 TiM S4Ka,
BUKPUBJIEHHS] CTETHOBOI KiCTKHU Ta IPOMEHEBO-IJIEY0BUM CUHOCTO3. [IpUYNHHO-HACTIIKOBUY 3B’ 130K
MiXK 3aCTOCYBaHHSM (pIyKOHA30Jy Ta BPOOXKEHUMU BaflaMU He BCTAHOBIIEHUH.

He cnig 3acTocoByBaTH 3BMYaiiHi 103U (IYKOHA30Jly Ta KOPOTKOTPUBAI KyPCH JTiIKyBaHHS
(bIyKOHA30JI0M Y Mepiof BariTHOCTI, 3a BUHSITKOM KpalHbol HEOOXigHOCTI.

He cnig 3acTocoByBaTH BUCOKi 0031 PIyKOHA30 Ty Ta/abo TpuBai KypcH MiKyBaHHS (DITYKOHA30JI0M Y
Iepio BariTHOCTI, 3a BUHSATKOM JIIKyBaHHS iH(EKIIid, 110 MOXKYTh 3arPOKyBaTHU XKUTTIO.

T'odyeaHHA 2pydoio.

®TyKOHA30J IPOHUKAE Y TPYIHE MOJIOKO Ta JOCSATAE KOHIIeHTPaIlil mogiOHoil mo piBHS Y mIa3Mi KpoBi
(duB. po3min «PapmMakoKiHeTHKa»). ['omyBaHHSA I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCJIs PA30BOT0
3aCTOCYBaHHS 3BUYalHOl 103U (PIyKOHA30JTy, 110 CTAaHOBUThL 150 M.

['omyBaTH TPyAII0 HE PEKOMEHAYETHCS IIpU 6araTopa3oBOMYy 3aCTOCYBaHHi GIIyKOHa301y abo mpu
3aCTOCYBaHHI BUCOKUX 03 (IIyKOHA30ITY.

Crig OLIHUTH KOPUCTh TOAYBaHHS IPYAAI0 AJ1d PO3BUTKY i 3MOPOB’Sl DUTHUHY, a TaKOXK KIIIHIYHY
norpe6y MaTepi y npenaparti ®yruc® OT i 6yab-aKi moTeHniliHi Ho6iuHi edexTu nmpenapaTy ®ymuc®
T abo 0OCHOBHOT'O 3aXBOPIOBaHHS MaTepi Mg AUTUHHY, SKa OTPUMYE TPYAHE BUTOOBYBaHHS.

depmuabHiCMb.

®nyKoHaA307 He BIJIMBaB Ha (PePTUIIbHICTE CaMIliB Ta CaMOK IIyPiB.



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

HocnimxeHb BINIKUBY (IYKOHA30Jly Ha 30AaTHICTh KepyBaTH aBTOTPAHCIOPTOM abo ImpalioBaTy 3
IHIMMMU MexXaHi3MaM¥ He IPOBOOUIIH.

[TanieHTiB MOTPiOHO MOiHGOPMYyBaTH IPO MOKJIMBICTh PO3BUTKY 3allaMOpOo4YeHHs abo CcygoM (OuB.
po3min «ITo6iuHi peakiiii») mif 4ac 3aCTOCOBYBaHHS Ipenaparty. [Ipyu po3BUTKY TaKUX CUMIITOMIB He
PEKOMEH[IYEThCSI KePyBaTH aBTOTPAHCIOPTOM abo mpaloBaTH 3 iHIIMMY MeXaHi3MaMHu.

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

To6oBa mo3a GhIyKOHA30Iy 3ajIeXKUTh Bifl BUAY Ta TSIXKKOCTI rpubkoBoi iHdexii. [Tpu HeobxigHOCTI
OaraTopa30BOr0 3aCTOCYBaHHA IIpelapaTy JiKyBaHHS iHGEKIIi! MOTPiOHO ITPOAOBXKYBaTH [0
3HMKHEHHS KJIiHIYHUX Ta TabopaTopHUX IMPOSBiB aKTUBHOCTI I'pubKoBOI iHdexkIil. HegocTaTHS
TPUBAJIICTh JIIKyBaHHS MOXKe IIPHU3BECTH [I0 BiTHOBJIEHHS aKTUBHOTO iHQEKIIIMHOTO ITPOLIECY.

Hopocai.

Kpunmokoxos.

- JIikyBaHHS KPUIITOKOKOBOTO MEHIHTITYy: HaBaHTaXyBaJibHa f03a CTaHOBUTHL 400 Mr y 1-ii eHb.
[TigTpumytoya mo3a - 200-400 Mr oguH pa3 Ha moOy. TpuBasicTh JiKyBaHHS 3a3BUYall CTaHOBUTH
moHalMeHIe 6-8 TuxkHiB. [Ipu iHQeKIisax, 10 3arpoXKyI0Th KUTTIO, HOOOBY 103y MOXKHA 30iTbIIUTH
mo 800 mr.

- IligTpuMytoya Teparis Ajis nolepenkeHHa PeIUAUBY KPUIITOKOKOBOI'O MEHIHTITY B ITAI[I€HTIB i3
BUCOKUM PU3UKOM MOTO PO3BUTKY: PEKOMEeH[I0BaHa [03a IpenapaTy cTaHoBUTh 200 Mr ofUH pa3 Ha
o0y IPOTAroM HeoOMeKeHOT0 Yacy.

Kokuuodioidomiko3. PekoMeHnpoBaHa no3a craHoBuTh 200-400 Mr onuH pa3 Ha no0Oy. TpuBanmicTh
niKyBaHHS CTaHOBUTH 11-24 Micsii abo [oBIIe 3a/1eKHO Bifi CTaHy nauieHTa. [[1g TiKyBaHHS OesIKUX
dbopm iHdeKIIil, a 0co6MKUBO OIS JIIKyBaHHS MEHIHTITy, MOXKe OyTH [OIiNbHUM 3aCTOCYBaHHS NO3U
800 Mr oguH pa3s Ha [00y.

IneasusHi kaHOuOdo3u. HaBaHTaxyBanbHa f03a cTaHOBUTH 800 Mr y 1-i1 meHsb. [linTpumyooda gosa -
400 Mr opmuH pa3 Ha go0y. 3a3BuYai peKOMeH0BaHa TPUBAJIICTh JIiIKyBaHHS KaHAUAEeMil CTaHOBUTD
2 TUXKHI IiCJg mepliuX HeraTUBHUX pe3yJIbTaTiB IOCIBY KPOBi Ta 3HUKHEHHS 03HaK i CUMIITOMIB
KaHIHUIeMil.

KaHOoudo3 causzosux 06010HOK.

- KaHu03 poTOryIOTKY (IOJIOCKATH Ta TPUMATHU y POTi IPOTATOM 2 XB, MiCJIS YOTO IPOKOBTHYTH):
HaBaHTaxXyBa/lbHa A03a cTaHoBUThL 200-400 Mr y 1-i1 meHs, migTpumytoda go3a - 100-200 mr ogun
pa3 Ha moOy. TpuBasicTh JTIiKyBaHHS CTAHOBUTH 7-21 meHb (M0 MOCATHEHHS peMicii), ame Moxke OyTu
30inbIneHa [ Malli€HTIB i3 TIXKUM iMyHOmeQiIuTOM.



- Kangumo3 cTpaBoxofy: HaBaHTaxKyBajibHa J03a cTaHOBUTDH 200-400 Mr y 1-11 geHs, mMiATpuMyOda
mo3a - 100-200 mr omuH pa3 Ha go0y. TpuBamicTh MiKyBaHHS CTaHOBUTHL 14-30 OHIB (IO HOCATHEHHS
peMicii), ame Mozxke OyTu 306inmbIneHa AJg HALi€HTIB i3 TIXKKUM iMyHOOeQiITuTOM.

- Kaugunypisi: pekoMeHpoBaHa no3a craHoBuTh 200-400 Mr oguH pa3 Ha fo0y npoTsarom 7-21 mHs.
I mauieHTiB i3 TIXKKUM iMyHOmebIIIMTOM TPUBAJIICTD JTiKyBaHHS MoxKe OyTH 306ibIIeHa.

- Xponiunui aTpodiyHui KaHAUO03: PEKOMEHJ0BaHa 103a CTaHOBUTEL 50 MI ofuH pa3 go0y IPOTAToM
14 gHis.

- XpoHiYHMY KaHAUI03 IIKiPU Ta CIM30BUX 000I0HOK: PeKOMEHI0BaHA 03a CTAHOBUTH
50-100 Mr oguH pa3 Ha moOy. TpuBasicTh NTiKyBaHHS CTAHOBUTD 10 28 MHIB, ane Moxe OyTH
306inbInieHa 3aj1eKHO Bif TAKKOCTI Ta BuUAYy iH(deKii abo mpu 3HNKEHH] iMyHITeTY.

ITonepedaceHHs peyudusy KaHOudo3y cau3ogux 06010HOK y nauieHmia 3 BIJI, aki maromb gucokutl
PU3UK 1020 PO3BUMKY).

- Kanaumos poTornoTky, KaHAUI03 CTPABOXOMY: PEKOMEHIOBaHa 03a CTAHOBUTD
100-200 mr omuH pa3 Ha f0o06y ab6o 200 Mr 3 pa3u Ha TUXKOEHb. TpUBaiCTh TiKyBaHHS HeoOMeXKeHa
[J1s TAli€HTIB 13 IPUTHIYeHUM IMYHITETOM.

ITpoginakmuka kaHOUOO3HUX IH(peKYil y nauieHmia i3 mpusaaow HeumponeHiel. PekoMeHOOBaHa
no3a craHoBuTh 200-400 Mr onuH pa3 Ha goOy. JIikyBaHHS MOTPiIOHO PO3MOYMHATH 3a KilbKa [HIB [0
OU4iKyBaHOTO PO3BUTKY HEUTPOIEHIl Ta TPOOOBXKYBATH IIPOTATOM 7 [OHIB MiCNIS MiABUIEHHS KiTbKOCTI
HeliTpodinis moxan 1000/mm’.

T'eHimanvHi KaHOUO03U.

- TocTpuit BarinanpHUY KaHOUO03, KaHOUOO3HUY 0aaHiT: peKOMEeHI0BaHa q03a CTaHOBUThL 150 Mr
pas3oBo.

- JIikyBaHHA Ta ImpodinakTKa peUUOUBYIOUNX BariHaIbHUX KaHAUA03iB (4 abo Ginblle peluauBiB
3aXBOPIOBAHHS Ha PiK): peKOMeHO0BaHa qo3a cTaHoBUTh 150 Mr 1 pa3 y 3 mHi. Ycboro notpibHO
3actocyBatu 3 fo3u (1-i mens, 4-1 neHb Ta 7-i gens). [licns uporo Tpeba 3aCTOCOBYBaTH
nigTpuMyroudy go3y 150 Mr 1 pa3 Ha TUXKOEHb IPOTArOM 6 MICSLIB.

Ilepmamomiko3su.

- Miko3 cTomn, MiK03 IllafileHbKOIl IIKipH, Tax0BUM AEPMATOMIKO03, KaHOUOO03Hi iH(deKIIil mKipu:
peKoMeH0BaHa fno3a cTaHoBUTh 150 Mr 1 pa3 Ha TuxkaeHb abo 50 Mr 1 pa3 Ha f00y. TpuBasicTh
JIIKyBaHHS CTAHOBUTH 2-4 TUXKHI. JIiKyBaHHSA MIKO3y CTOIl MOXK€E TPUBATHU [0 6 TUXKHIB.

- PisnoOapBHUY nuIaii: peKoMeHmoBaHa go3a cTaHoBUTh 300-400 Mr 1 pa3 Ha TUXKOEHDb IPOTATOM
1-3 TuxHiB a60 50 Mr ovH pa3 Ha fo0y MPOTATroM 2-4 THUKHIB.

- DIepMmaTodiTHUI OHIXOMIKO3: peKOMEHIOBaHa 03a CTaHOBUTL 150 Mr 1 pa3 Ha TUXKIEHb.
JlikyBaHHST Tpeba MPOOOBXKYBaTH ITOKK Ha MicCIli iH(hiKoBaHOTO HIT'TS He BUPOCTE 3MOPOBUM. [is
BipoCTaHHS 3[[0POBUX HITTiB Ha PyKax Ta Ha BeJIMKUX MaJbIIX HIir 3a3BUYall He0OXimHO 3-6 MicsIliB
Ta 6-12 MicsuiB BignoBigHO. OgHAK MIBUAKICTH POCTY HIrTiB y MAI[iEHTiB MOXKe OyTH Pi3HOIO Ta
3ayexkartu Bif Biky. [licig ycminrHOTo NMiKyBaHHS TPHBa/IMX XPOHIUHUX iHGEKIIiN hopMa HIirTs iHOAi
3a/IUIIAETHCSA 3MiHEHOIO.

Ocob.uei epynu nayieHmis.



IHauieHmu snimHb0o20 8IKYV.

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

ITauieHmu 3 HUPK0BOI HEAOCMAmMHicmio.

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

Tabmuns 1

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

< 50 (6e3 remopiamisy) 50 %

'emomianmi3 100 % micns KOKHOro reMopiani3y

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

IMauieHmu i3 nopyweHHAMU PYHKUII NeYiHKU.

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

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

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

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

Iimu eixom 8i0 12 pokis.

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

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

Iimu sixom 8i0 5 do 11 poxkis.



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

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

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

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

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

Himu.

3acToCOBYBaTH IpenapaT MOXKHAa JiTAM BiKOM Bifi 5 POKiB.

ITepedo3yeaHHus.
CuMnToMu: rajioIMHAalll Ta MapaHoifaabHa IOBETiHKa.

JIikyBaHHS: CUMIITOMaTA4HE (y TOMY YKCJIi IPOMHUBaHHS IUIyHKA U MiTPHMYyIO4da Teparis).
®n1yKOHA30J1 BUBOLUTHCS [TIEPEBAaXKHO 3 Cevyelo, TOMy (GOpCOBaHUM [iype3 MOXKe IPUCKOPUTHI
BUBe[leHHA npemnapaTy. CeaHC reMofiai3y TpUBaliCTIO 3 TONUHY 3HUXKYE PiBeHb (DIIYKOHA30IY Y
na3Mi KpoBi mpubnu3uo Ha 50 %.

ITo6iuni peakuii.

[ToBimoMunsinu Mpo MeOUKaMEeHTO3HY peaklIlifo 3 eo3uHodinmiero i cucremauMu nposisamu (DRESS),
acoIrifioBaHy 3i 3aCcToCyBaHHAM (GIyKOHa301y (OuB. po3ain «Oco0IMBOCTI 3aCTOCYBaHHSI »).

Haituacrime (Big =1/100 go <1/10) moBimomnsnocs npo Taki mobiuHi peakitii: ronoBHui 6inb, 6inb y
JKUBOTI, miapesi, HyoTa, O/i0BaHHS, IiIBUIIEHHS PiBHS anaHiHamiHoTpaHchepasu (AJIT),
acnaprataMinoTpaHcdepasu (ACT), myxHol pochaTasu KpoBi Ta BUCUIIAHHS.

II71s OLiHKY YaCTOTU BUHUKHEHHS MOGIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikariito: myxe
yacTo (=1/10), gacro (Big =1/100 mo <1/10), HewacTo (Bim =1/1000 go <1/100), pigko (Big =1/10000
0o <1/1000), myxe pigko (<1/10000), yacToTa HEBifOMa (HEMOXKJIMBO OLIIHUTH Ha IIigCTaBl HAABHUX
OAHUX).

3 6oky cucmemu Kposi ma aimpamuyHoi cucmemu.

HeuacTo: aHeMmis.

Pigko: arpaHynouuTo3, TeHKoIeHis, HEUTPOTeHis, TPOMOOLUTOIEHIs.



3 6oky imyHHOI cucmemu.

Pigko: anadinakcis.

3 boxy memaboaiamy ma Xapuy8aHHs.

HewacTo: 3HMKEHHS alleTUTy.

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

HeuacTo: 663COHHS, COHIUBICTB.

3 boky Hepeogoi cucmemu.

YacTo: ronoBHuM Oinb.

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

3 60Ky opaaHis cayxy ma pigHosazau.

Heuacto: BepTuro.

3 6oky cepus.

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

3 60Ky WAYHKOBO-KUWKOBO20 MPAKMY.

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

3 6oky eenamobiniapHoi cucmemu.

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

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

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

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

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



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

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

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

[ToBimoMIIEHHS PO Mim03PIOBaHi m06iYHi peakxirii.

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

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

Tepmin npudamHocmi. 4 poku.

YMoBu 30epiranHsi.
30epiratu nmpu TeMiepartypi He Buite 25 °C.

36epiraté y HEOOCTYIIHOMY OJIST OiTe# MicCIIi.

VYnaxoBka.

[To 4 Tabnetku y cTpumi abo 6micTepi; mo 1 crpumy a6o 6ricTepy B KapTOHHIH yIIaKOBII.

Kareropis Bigmycky.

3a perenTom.



BupoOHHK.
KYCYM XEJITXKEP I1BT JITH/

KUSUM HEALTHCARE PVT LTD.

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

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

IHCTPYKIIA

IJIsI MEJUYHOT 0 3aCTOCYBaHHs JIiKapChKOI'0o 3aco0y

®YIIMC® OT

(FUSYS® DT)

Cknao:
Oitoua pevosuHa: fluconazole;
1 TabneTka MicTuTh GykKoHa3oimy 50 Mr;

0ONOMIdCHI peuoBUHU: TAKTO3W MOHOTIPAT, IeJII0103a MiKpOoKpHucTaniyHa, moBimoH K30, Tanbk,
MarHilo cTeaparT, HaTPil0 KpoCKapMeso3a, KPeMHilo TioKCH[I KONIOoImHUY 0e3BOMHUM, apOMaTH3aToOpP
«AmepukaHcbke Mopo3uBo DC 129»*, HaTpito caxapuH.

*apoMaTH3aTop «AMepHuKaHChKe Mopo3uBo DC 129» - makTo3u MOHOTipaT, akalisg (rymiapabik)
E 414, apomaTtu3aTop iqeHTUYHUYN HaTypaabHOMY.



JIikapcbka ¢popma. TabneTky qucreproBaHi.

OcHosHi (pi3uko-xiMiuHi 81acmusocmi: Kpyrii TabneTku 0i710T0 KOMbOPY 3i CKOLIEHUMU KpasiMH, 10
MalOTh PO3MOiNbYY PUCKY 3 ogHOTr0 OOKY Ta PiBHI 3 iHIIOTrO0, i3 3amaxomM MOPO3UBa.

®dapMakKkoTepaneBTUYHa I'pyna.

[TpoTturpuOKOBi 3aco0u [Ig CUCTEMHOTr0 3acTocyBaHHs. [ToxigHi Tpuasony. Kog ATX JO2A CO1.

dPapmako102iuHi 8 1acmueocmi.

®apmakoOuHamika.

MexaHi3M mil.

®nykKoHa3071 € TPOTUTPHOKOBHAM 3aCO00M KJlacy Tpua3osiB. [IepBUHHUM MexXaHi3MOM HOro fil €
npurHideHHs rpubKoBoro 14 anbda-1aHOCTEPOSI-IeMETUIIOBAHHS, 0TI0CEPENKOBAaHOT0 IUTOXPOMOM
P450, 10 € HeBifg'eMHUM eTanoM 6i0CHHTE3y IPUOKOBOT0 eprocTepony. AKyMmynsiia 14 anbda-MeTun-
CTEPOJIiB KOPEJTIOE 3 MTOMAJIbIIO BTPATO €ProcTepory MeMOpaHoio rpubKOBOI KITITUHU Ta MOXKe
BifTIOBigaTH 3a MPOTUTPUOKOBY aKTUBHICTh (Pr1yKoHa305y. ®yKoHa30J € OiNIbIl CeIEKTUBHUM 10
rpubkoBux hepMeHTiB 1uToxpomy P450, HixXK 10 pi3HUX cucTeM GpepMeHTiB 1uToxpoMy P450 ccaBiiis.

3acTocyBaHHs QIyKOHa305y B 1031 50 Mr Ha go0y MpoTsAroM 28 [HIB He BIIJIUBAE Ha PiBEHb
TECTOCTEPOHY B IJIa3Mi KPOBi y 40/I0BiKiB ab0 Ha piBeHb €HAOTeHHUX CTEPOIfIiB Y KiHOK
pernponyKTuBHOTO Biky. ®nykoHa3on y no3i 200-400 Mr Ha mo6y He MPOSsIBIIsS€E KITiHIYHO 3HAYYI[OTO
BIIJIUBY Ha PiBeHb €HAOTEeHHUX CTEPOifiB abo Ha BigMOBiIb Ha CTUMYJIALII0 aqPEeHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3mopoBux moOPOBOJIBIIiB YOI0BiUOl CTATI.

TJocminKeHHs B3a€MOZii 3 aHTUIIIPUHOM ITPOLEMOHCTPYBAJIO, 1[0 3acToCyBaHHS 50 Mr (hIyKoHA301Ty
pa3oBo abo 6araTopa3oBo He BIUIMBAE Ha MeTa00Ii3M aHTUIIPUHY.

YyTauBicTsh in vitro.

®nykoHa307 in vitro EMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO KJTiIHIYHO MOMKWPEHUX BULIB
Candida, (Bkmiouatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata neMOHCTPY€E 3HUKEHY
YyTNUBICTh [0 GhykKoHa3ony, a C. krusei ta C. auris € cTiikumu g0 GrnykoHa3ony. MiniManbHi
inribyroui KoHIIEHTpalii Ta emigeMionoriyne nmoporose 3HaueHHs 3rinHo EUCAST (ECOFF) mns
dbmykoHa3o0mmy ctocoBHO C. guilliermondii Bumii, HiXK cTocoBHO C. albicans.

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

B3aeM03B’130K dhapMaKOKiHETUYHUX i hapMaKOOUHAMIUHUX BIACTUBOCTEH.

BigmoBigHO 10 pe3yJbTaTiB OOCIIIXKEHDb Ha TBapUHaX, iICHYE KOPEJALisi MiX MiHiMalIbHOI
inribyrouoio KoHueHTpauieo (MIK) Ta eheKTUBHICTIO IPOTHU eKCIIepHMEHTaIbHUX Mofesieil MiKO03iB,



cripuuuHeHux BugamMu Candida. BifnmoBimHO 0o pe3ynbTaTiB KIIIHIYHUX JOCTiAXKEHb, iCHYE TiHiltHa
3anmexHicTh Mizk AUC Ta go3or0 ¢pinykoHasony (mpubnusno 1:1). TakoxK icHye nmpsMuii, ane
HenocTaTHi 3B’930K MixkK AUC a60 703010 Ta TO3UTUBHOO KITiIHIYHOIO BiTIOBIAII0 Ha JTiKyBaHHS
OpaJIbHOT0 KaHAMA03Y Ta MEHIIIOK MipOI0 - KaHOUOeMil. AHAIOTiYHO JIiKyBaHHS iH(QEKIin,
CIIpUYMHEHUX LITaMaMH, 00 KX (IyKOHA30Jl 0eMOHCTPYe BUCOKY MIK, € MeHIII 3aJOBIIbHUM.

MexaHi3M pe3uCTEHTHOCTI.

Mikpoopraniamu poxgy Candida [eMOHCTPYIOTb YHCEIIbHI MeXaHi3MU PE3UCTEHTHOCTI OO a30IbHUX
npoTurpubKoBUx 3aco6iB. ®ykKoHa307 feMoHCTPpYe BucoKy MIK mpoTu mramiB rpubis, SKi MaloTh
onuH abo OinbIlle MexaHi3MiB PE3UCTEHTHOCTI, III0 HETAaTUBHO BIIJIMBA€E Ha e(heKTUBHICTE in vivo Ta B
K/IIHIYHIYA TPaKTHUL.

Y 3a3Buuan yyTnuBUX BUAIB Candida HaldyaCTilIUM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B SKOMY
3a[IisiHi 1inboBi PepMeHTH a30iB, BiANOBigambHi 3a 6i0CMHTE3 eProcTeposy. Pe3uCTeHTHICTh MOXKe
Oyt 00yMOBJIEHA MYTAllisIMH, IIOCUTIEHHSM IIPOAYKILl (pepMeHTY, MexaHiaMaMu e(IIoKCy mpenapaTy
a00 PO3BUTKOM KOMIIEHCATOPHUX IIISXIB.

[Mosigomnsanu npo cynepindekil Candida spp., cipuunuHeHi inmmmy, Hix C. albicans Bugamu, 1o
YacTo MaloTh 3HUXKeHY uyTnuBicTh (C. glabrata) abo € critikumu (Hanpuknag, C. krusei, C. auris) 0o
bnykoHasony. [ niKyBaHHS TaKuxX iHQEKIIi# CIifl 3aCTOCOBYBaTH albTEPHATUBHI IPOTUTPHUOKOBI
3acobu. MexaHi3MH Pe3UCTEHTHOCTI Ile He [0 KiHIIS BUBYEHI B MesIKUX MPUPOMIHO cTitikux (C. krusei)
a60 HoBUX (C. auris) Bunis Candida.

KonTponsHi Toukr EUCAST (€BponercbKOT0 KOMITETY 3 HOCTiIKeHb YYTANBOCTI 10 aHTUMIKPOOHUX
3ac00iB).

Basyrouuce Ha JoCIigKeHHI (papMaKOKiHETUUHUX/PapMaKOOUHAMIYHUX JaHUX, YYTJIUBOCTI in vitro Ta
KJTiHi4HOI BifmoBigi, 6yi10 BU3HaY€HO KOHTPOJIbHI TOYKM 71 (IYKOHA30Iy [AJ1S MiKpOOpraHi3miB

pony Candida. (CynpoBigau# po3’sicHioBanbHuY qoKyMeHT EUCAST mnsa dbaykoHasony (2020) -
Bepcis 3; EBPONEeNChKUY KOMITET i3 MOCTiIKeHb YYTANBOCTI 10 aHTUMIKPOOHUX 3ac00iB,

[Tpoturpru6KoBi 3acobu, Tabnuili KOHTPOILHUX TOYOK s iHTepnpertartii MIK, Bepcis 10.0, HaOyB
yuHHOCTI 04.02.2020 p.). Boru 6ynu po3nofineHi Ha KOHTPOJIbHI TOYKH, 1110 HE OB S3aHi 3 IEBHUM

BUIOM, SIKi GiIbIIOI0 MipOi0 BU3HAYaAINUCS Ha OCHOBI (hapMaKOKiHeTHYHUX/(PapMaKogUHaAMiYHUX
OaHUX i He 3ajiexkaTh BiJ PO3MOIiNTy Ha MEBHI BUAY 3a MiHiMaIbHOIO iHTi0YI040I0 KOHI[EHTpPAlIi€lo, Ta
Ha KOHTPOJIbHI TOUKH, [T0B’A3aHi 3 IeBHUM BUIOM, 1[0 HaYaCTillle aCOLi0I0ThCS 3 iHDeKIiIMu y
moguHY. 11i KOHTPOIbHI TOUYKY HaBeIeHO HUXKYE.

ITpomuepubxosut KoHmpoabHi moyKu, nog8’A3aHi 3 ne8HUM KoHmpoavHi
3acib sudom S </R >y me/n mouku, He
noe’s3ati 3
nesHuMm
guoom"
S<s/R>y
me/n
Candida Candida  Candida Candida Candida Candida
albicans dubliniensisglabrata  krusei parapsilosis tropicals
®nykKoHA307 2/4 2/4 0,001*/16 -- 2/4 2/4 2/4

S = yyTnusuy;


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

R = pe3ucTenTHUY;

a - KOHTPOJIbHI TOYKH, 1110 He TOB’sI3aHi 3 IEBHUM BUIOM, SIKi Oi/TbIII0I0 MipOI0 BU3HAYAIKCS Ha OCHOBI
(bapmakokiHeTH4YHOI/PpapMaKkogruHaMidHOI iH(popMallil i He 3ayiexkaTh Bifl pO3MOLiIy Ha IEeBHi BUOYU 3a
MiHiManbHOIO iHTiI0YI040I0 KOHIIEHTPalli€0. BoHM HOCTimXKyBamuCh nuille y MiKpoopraHi3mis, y IKUX
He icHye crenudiyHOol KOHTPOIbHOI TOUKH;

- DOCTIiAKEHHS YyTINBOCTI He PEKOMEH0BaHi, OCKIJIbKY I1el BUJ He € MEeTOI0 JIIKapChKOl Teparil;

* Yci noka3uuku C. glabrata B kateropii I. MIK npotu C. glabrata cnif oniHIOBaTH IK Pe3UCTEHTHI,
KOJIM BOHU nepeBuIyioTs 16 mr/mn. Kateropia gytnusocTi (< 0,001 Mr/m) BUKOPUCTOBYETHCS JIULIE
muist 3anofiraHHs TOMUIKOBOL Knacudikariii mramis I gk mtamiB S. [ - 9yTnuBuil 3a yMOBU
IiABHUINEHOI eKCII03KIlii: MiKpOOpraHi3M HaJleXkKHUTh 00 KaTeropii «4yTIuBHAN 3a YMOBH IiBUIIEHO]
€KCITO3UIlil» y pa3i, Konu icCHye BUCOKa UMOBIpHICTh TEePaNeBTUYHOTO YCIIiXy, OCKiJIbKM €KCIIO3UIIis
mpenaparty Oyna 30inbileHa 3a paXyHOK KOPEKIIii pexkuMy 0o3yBaHHS abo M0oro KOHIeHTpalil y
BOTHHUII iHDeKIIil.

dapmakokiHemuxka.

®apMaKOKiHEeTHYHi BNacTUBOCTI (GJIYKOHA30Iy € MOAI0OHUMY NIPY BHYTPIITHLOBEHHOMY i
IIepOpaJIbHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa30m mobpe BCMOKTYETLCS IIPY IIepOpPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary B I1a3Mi
KPOBi i cucTeMHa 0ioffoCTyIHICTh nepeBuillyioTh 90 % piBHS QIyKOHA30y B IJIa3Mi KPOBI, 110
[OCATA€EThCS NIPY BHYTPIIIHLOBEHHOMY BBe[eHHI IpenapaTy. OmMHOYaCHe BXXUBAHHS 1Ki He BIJIUBAE
Ha BCMOKTYBaAHHS IIpenapaTy [IpU M0ro llepopalbHOMy 3acToCcyBaHHi. [IikoBa KOHLIEHTpallisl y Iy1a3Mi
KpOBi gocaraetbcs yepes 0,5-1,5 rogunu micig npuroMy IpenaparTy HaTiecepie. KoHieHTpalis
mpernapary B IIJIa3Mi KpoBi mpomnopiidHa go3i. PiBHOBaxkHa 90 % KOHILIEHTpallid JOCATaeThCS Ha 4-5-1
neHb Ipu 6araTopa3oBOMY 3aCTOCYBaHHI OIMH pa3 Ha Ho0y abo Ha APYTruil AeHb TiKyBaHHS NIpU
3aCTOCyBaHHI y epImii feHb HaBaHTaXyBaIbHOI J03H, 1[0 BABiUi IepeBHUIIly€e 3BUUalHy 1000BY 4O3Y.

Po3noomin.

0O06’eM posmnopiny npubIu3HO NOPiBHIOE 3aralbHOMY BMICTY pifMHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oinkamu mira3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3on mobpe IPOHUKAE B YCi HOCTiAKyBaHi pifuHu opraHi3my. PiBeHb QiyKoHa307y B CIMHI Ta
MOKPOTHUHHI € OAiOHMM [0 KOHIIEHTpallil IpenapaTy B I1a3Mi KpPOBi. Y MallieHTiB, XBOPUX Ha
rpubKOBUY MEHIHTIT, piBeHb DIIYKOHA30/Iy B CIMHHOMO3KOBI#H piguHi gocsrae 80 % KoHIEHTpallii y
IJTa3Mi KPOB.

Bucoki KoHLIeHTpallil (IyKOHA30Jy B IIKipi, 1[0 IEPEBUILYIOTh CUPOBATKOBI, JOCATAIOTHCS B
poroBsoMy 1api, emifgepMici, mepmi Ta noTi. ®IyKOHa30JI HAKOIIUUYYETHCS B POrOBOMY LIapi.

[Tpu 3acTocyBanHi fo3u 50 Mr 1 pa3 Ha K00y KOHLIEHTpallis GhiayKoHa30:my micnis 12 gHiB miKyBaHHS
CTaHOBUJIA 73 MKTI/T, a Yepe3 7 OHIB IiC/Is 3aBepIIeHH JIIKyBaHHs KOHILIEHTpALlid BCe Ille CTaHOBUJIA
5,8 Mkr/r. [Ipu 3actocyBanHi go3u 150 mMr 1 pa3 Ha TUXKAEHb KOHIIEHTpalisa QpIyKoHa30y Ha 7-

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

KonnenTpauis ¢prnykoHa3omy B HIrTax micns 4 micsaniB 3acTocyBaHHS 150 Mr 1 pa3 Ha TUXOEeHb



ctanoBuma 4,05 MKT/T y 300poBUX T0OPOBOJIBIIB Ta 1,8 MKI/T Ipy 3aXBOPIOBaHHSX HIrTiB;
(byKOHa30J1 BU3HA4YaBCs Y 3pa3Kax HirTiB uepes3 6 MiCAIIB IMicIis 3aBepIlIeHHS Tepairil.

BioTrpaHcdopmarris.

®nykoHa3o1 MeTabomi3yeThCsl He3HaYHOIO Mipoo. [Ipy BBefieHHi 103U, MideHOl pagioaKTUBHUMHU
izoromamu, nuiie 11 % ¢pryKoHa307Ty eKCKPETYEThCS 3 cedelo y 3MiHeHOMY BUTIAAL. ®IyKoHa307
€ oMipHuM iHri6iTopom izodpepmenTtis CYP2C9 ta CYP3A4, a TaKOXK MOTYKHUM iHTiGiTOpOM
izopepmenty CYP2C19.

BuBengeHHs.

[lepion HaniBBUBeneHHS (GIyKOHA301Ty i3 Ia3Mu KpOBi cTaHOBUTH O11u3bK0 30 rogus. Binmbina
YacTHHa IIpenapaTy BUBOOUTHCS HUPKaMu, mpudoMy 80 % 3aCTOCOBaHOI 103U BUSIBISETLCS y CeUi B
He3MiHeHOMY cTaHi. KimipeHc ¢piyKoHa305y IPOnopLUiiHuy 00 KJlipeHCy KpeaTuHiHy. LIupKymondux
MeTaboIiTiB He BUSIBIIEHO.

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

dapMakoKiHeTHKA IIPY MOPYIIeHHI QYHKIIII HUPOK.

Y narieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOT'O CTYIeHs (IIBUAKICTb KIyO04YKOBOI GinbTparttii

< 20 mn/xB) nepion HamiBBUBeneHHS 30inbimyeThes Bif 30 mo 98 romun. ToMy 1iit KaTeropii mamieHTiB
HeoOXiTHO 3MEHIINTH 003y (QIyKoHa30iy. ®IyKoHA30JI BUAAISIEThCS UITXOM reMofiani3y, Ta
MEHIIIO0 MipOo - IIIIXOM IepUTOHeaNIbHOr 0 Aianidy. CeaHc remofiani3y TpUBaJiCTIO 3 TOOQUHU
3HUXKYE piBeHb (HIYKOHA30I1y Y IIa3Mi KpoBi mpubnu3uo Ha 50 %.

®apMakKOKiHEeTHKA TP JIAKTallii.

KonnenTpaunii ¢pyKoHa30/1y B IIJIa3Mi i MaTePUHCHKOMY MOJIOLI BIIPOROBXK 48 roguH Miciisg IPUHOMY
OJHOpa30Boi 7o3u 150 Mr oliHIOBaNM Mif 9ac papMaKOKiHETUYHOTO OOCHiIXKEeHHS 3a Y4acCTIO OeCATH
XKiHOK y mmepiopi makTartii, SIKi TUM4YacoBo ab0 IMOCTiHHO IPUIUHUIIY TOTYyBAaTH CBOIX HEMOBIISIT
rpynnoo. Y MaTepruHCbKOMY MOJIOI GIyKOHA30J 1 BUSBUIIN y CepenHill KoHIleHTpallil mpubnusHo 98 %
Bif Ti€l, 1110 Bim3Havasu y mua3mi matepi. Yepes 5,2 ToguHY Micis MpUoMy 103U CepefHs MiKoBa
KOHIIEHTPAIlis B MaTePUHCHKOMY MOJIOIi cTaHOBUAa 2,61 Mr/n. [Jo6oBa mo3a (hIyKoHA30/1y, OTpUMaHa
HEMOBJISIM i3 MaTEPUHCHKOTO MOJIOKA (SIKII0 MPUUHSITYH CEPENHE CIIOXKUBAHHS MOJIOKa 3a

150 my/kr/go0y), po3paxoBaHa Ha OCHOBI CepeHbO]1 MiKOBOI KOHIIEHTPAIll B MOJIOLL, 110 OPiBHIOE
0,39 mr/kr/moby, ctaHoBUTh mpubnu3Ho 40 % Big m03u, pEKOMEHI0BaHOI HOBOHAPOMXKEHUM (BiKOM

< 2 TuXkHiB), a6o 13 % Bif 003U, peKOMEHI0BAHOI HEMOBJIATAM [J151 JIIKyBaHHS KaHOUM03Y CIIM30BUX
000JIOHOK.

dapMaKOKiHETHKa Y HiTeH.

dapMakoKiHETHYHI ITapaMeTpH y AiTel OyIu OliHeHi v 5 HOCHiIXKeHHSIX: 2 DOCTigKeHHs pa30BOro
3aCTOCYBaHHS, 2 [OCHiIKeHHSI 0araTopa3oBOr0 3aCTOCYBaHHS Ta 1 HOCIigKeHHs HEJOHOIIeHUX
HOBOHapomXkeHux. [licnsa BBemeHHS 2-8 MI/KT (IyKOHA30Jy AiTAM BiKOM Bif 9 micauiB 7o 15 pokis
0yB BusiBneHuy mokasHuK AUC 6i1u3bko 38 Mkr*rom/mn Ha 1 Mr/kr mo3u. [licist 6araTopa3oBOro
3aCTOCYBaHHS CepefHill mepiof HamiBBUBeIeHHS (IyKOHa30JTy 3 IJIa3MU KOJIUBaBCA Mixk 15 Ta

18 roguHam#u, a 06’eM po3mominy ctaHoBUB nmpubau3Ho 880 Mn/Kr. Binbin TpuBanuil nepion
HalliBBUBEMEeHHS (QIYKOHA30JTy 3 IJIa3MU KPOBi CTAHOBUB NMPUOIU3HO 24 roguHu Ta OyB BUSBIEHUN
micJIst BBEIEHHS Pa30Boil Mo3u. Llel MoKa3HUK € MOPIBHIHHUM i3 MepioloM HalliBBUBEIEHHS



(bTyKOHa3011y 3 IIJTa3MU KPOBI IiCJIsT pa30BOT0 3aCTOCYBAHHS M03U 3 MT/KT BHYTPIIITHEOBEHHO TiTSIM
BikoM Bif 11 gHiB mo 11 micsiuiB. O6’em po3mopiny B 1Mt BiKOBii rpymi ctaHOBUB 6113bK0 950 MII/KT.

IocBinm 3acTocyBaHHS (IIYKOHA30Jy HOBOHAPOOKEHUM 00MeXKYEThCS (PapMaKOKiHETUUHUMHU
mociimKeHHs MU 12 HeOHOIIEHUX [IiTel i3 TepMiHoM recranii mpubausno 28 TuxHis. CepenHii Bik
OUTWHYU IIPU BBEMIEHHI IepImoi 1031 CTaHOBUB 24 rogunu (miama3oH 9-36 roguH), cepegHs Maca Tina
Ipy HapopxkeHHi craHoBuma 0,9 kr (miama3zon 0,75-1,10 kr). MakcumMyM 5 BHYTPIIIHBOBEHHUX
iH'eKUi¥ QIyKOHA30/y B H03i 6 MI/KT BBOOWIK KOXKHIi 72 ropunu. CepefHil nepiof HaliBBUBENEHHS
CcTaHOBUB 74 ropunu (44-185) y nepmuu feHsb, N0TiM 3MeHIMUBCA 0o 53 roguH (30-131) Ha 7-i meHb
Ta 10 47 (27-68) Ha 13-1 gens. [1noma mig KpuBoio (MKr*roa/mn) ctaHoBuna 271 (173-385) y nepmui
menb, 306inmbimyBanacs mo 490 (292-734) Ha 7-# geHb, moTiM 3MeHmuaacs 0o 360 (167-566) Ha 13-

i nenb. O6’eM posnominy (mi/kr) ctaHoBuB 1183 (1070-1470) y nepiuii neHs, 36inbinyBascs mo 1184
(510-2130) ma 7-11 meub Ta mo 1328 (1040-1680) Ha 13-# meHb BiAmOBiAHO.

dapmMakoOKiHETHKA Y Malli€HTIiB JITHbOT'O BIKY.

dapMaKOKiHETUYHE JOCTiAKEeHHS IIPOBOANIMN 3a Y4YacTIO 22 MallieHTiB (BiKOM Biff 65 pOKiB), SKi
3actocoByBanu 50 Mr ¢GrykKoHa301y epopaabHo. 10 namieHTiB 0gHOYAaCHO 3aCTOCOBYBAJIM [iyPETUKH.
C,.x CTaHOBHUIIA 1,54 MKIr/MII Ta gocAranacs IpoTAaroM 1,3 TOOWHY MiC/Is 3aCTOCYBaHHS (HIIyKOHA30IIy.
Cepenusa AUC cranosuna 76,4+20,3 mxr*ron/mn. Cepenniu nepion HamniBBuBeneHHs 46,2 rogunau. i
(dbapMaKOKiHETUYHI ITOKA3HUKU € BUIIMMHU ITOPIBHSHO i3 aHAIOTIYHUMU Y 300POBUX HOOPOBOJIBIIIB
MOJIOAIIOrOo BiKy. OgHOYacCHe 3aCTOCYBaHHS AlypPETUKIB HE MaJjio 3Ha4yHOro BiiuBy Ha C,,. Ta AUC.
TakoxX KiipeHC KpeaTuHiny (74 Mi/xB), BifCOTOK (pIIyKOHaA301/y, 110 eKCKPETYBABCS i3 Ccevelo y
He3MiHeHOMY Burnsafi (0-24 ropunu, 22 %), Ta HUPKOBUM KitipeHC prnykoHazomy (0,124 mn/XB/KT) y
NallieHTiB 1aHOl BiKOBOI rpymy OyIM HUXKYMMU, Hi’K aHAJIOTiuHi MOKA3HUKHU Y MOJIOJIINX
no6poBosbLliB. ToMy 3MiHM apMaKOKiHETHKY Y MAI[iEHTIB JTITHHOTO BiKy OUeBUAHO 3a/ieKaTh Bif
napaMeTpiB QyHKIIi HUPOK.

KriniyHi xapaKTepHCTHKH.
IToka3zanHus.

Oyuuc® T nokasaHuii [1s TiKyBaHHS TaKUX TPUOKOBYX iH(EKIIiH Y JOPOCIHX (JUB. PO3LIIIT
«QapmakoguHaMika»):

- KPUIITOKOKOBUY MEHIHTIT (IuB. po3min «OcoOIUBOCTI 3aCTOCYBAHHSI»);
- KOKIXAi01no3 (ouB. po3min «Oco0IMBOCTi 3aCTOCYBaHHI»);
- iHBa3UBHI KaHOUIO3U;

- KaHIU03M CIM30BUX 000JI0OHOK, BKJII0OUAI0YM KaHOU03 POTOTJIOTKY Ta KaHAUI03 CTPABOXOMY;
KaHOUAYPis, XpOHIYHKY KaHAXWO03 LIKIpU i CTM30BUX 000JI0HOK;

- XpOHiIUHUM aTpodiyHUI KaHIUI03 POTOBOI MOPOKHUHY (KaHIUI03, CIPUUYNHEHUN BUKOPHUCTAHHSIM
3yOHUX IPOTE3iB) TP HEe(eKTHUBHOCTI TirieHN POTOBOI MOPOKHMHYU ab0 MicIIeBOI Teparii;

- BariHaJIbHUM KaHOUI03, TOCTPUH ab0 PeluauBHUM, KON MiclleBa Tepallis He € [OLiTbHOIO;

- KaHOUOO3HUM 0aJlaHiT, KOJIU MiclieBa Tepallis He € HOILiTbHOIO;



- IepMaTOMiKO03H, BK/II0Ual04Yu MiKO3 CTOII, MiKO3 I'JIafeHbKO] IIKipH, TaX0BUN AE€PMaTOMiKO3;
pizHOOapBHUI NHITal Ta KaHAUAO3HI iHGEKI] IKipy, KoMK MoKa3aHO 3aCTOCOBYBATH CUCTEMHY
Tepalriio;

- nepMaTodiTHUH OHIXOMIK03, KOIM 3aCTOCYBaHHS iHIIKUX JTIKAPCHKUX 3ac00iB € HETOPEUHUM.
Oyumuc® T nokasaHui [ IpoQilakTUKK TAKUX 3aXBOPIOBAHL Y JOPOCIIHX SK:
- PeLUOUB KPUIITOKOKOBOTO MEHIHTITY y MAI[i€HTIB i3 BUCOKUM PU3UKOM HOT0 PO3BUTKY;

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

- 1 3HUKEHHS YaCTOTHU PELMANBIB BariHanbHOTO KaHAUI03Y (4 abo Ginmbllle BUMaIKX Ha Pik);

- mpodinakThKa KaHOUOO03HUX iH(PEKIIiN y MallieHTiB i3 TPHUBaI0I0 HEUTPOIIEHi€l0 (HalpUKiaf,
TAllieHTH 3i 37I0KiCHUMH 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTepariio, abo nalieHTu npu
TPaHCIIaHTallil TeMOMIOEeTUYHUX CTOBOYPOBUX KIiTHH) (OUB. Po3in «®apMaKoIoTiyHi BIaCTUBOCTI.
dapmakoguHaMika»).

iTH.

d)yunc@ IOT moka3aHuil AiTSIM 015 JTiKyBaHHS KaHOUM03iB CIM30BUX 000JIOHOK (KaHAMI03 POTOTJIOTKH,
KaHJNU03 CTPaBOXOMY), iHBA3UBHUX KaHAU031B, KPUIITOKOKOBOT'O MEHIHTITY Ta AJis NPO(diTaKTUKU
KaHOUAO3HUX iHQEKIN y nalieHTiB 31 3HUKEeHUM iMyHiTeToM. [IpenapaT MOKHa 3aCTOCOBYBAaTHU SIK
NiATPUMYyBa/IbHYy Tepamito Ajis IonepenkeHHs pelUuIuBy KpUIITOKOKOBOI'O MEHIHTITY y AiTeu i3
BUCOKUM PU3UKOM MOT0 PO3BUTKY (OUB. po3min «OcobIUBOCTI 3aCTOCYBaHHS»).

3aCcTOCOBYBATH JIiKapChKU 3aci® y ¢popMi TabeToK Iiit KaTeropii marieHTiB MOXKHa TOMi, KOIH OiTH
3maTHi 6e3MeYHO IPOKOBTHYTHU Ta0/eTKy, 110 3a3BUYail € MOXKJIMBUM Y Billi Bif 5 pOKiB.

Tepamito npenapatoM Oynuc® T MoXHa pO3NOYMHATH [0 OTPUMAHHS Pe3yIbTaTiB KyIbTypalIbHAX
Ta iHIIUX 1a00PaTOPHUX JOCIIIIKEHb; OfHAK ITiC/IST OTPUMAHHS pPe3ybTaTiB MPOTHiHDEKLIiHHY
Tepariio IoTpiOHO CKOPUTYBATH BiiMOBIHHUM YHUHOM.

IIpomunoka3aHHA.

- lnepuyTnuBicTh KO GIYKOHA301Ty, IHIIKUX a30IbHUX CIOIYK ab0 [0 OyOb-SKOl 3 JOIIOMiXXKHUX
PEYOBHH IIpenapary.

- OpHOYacHe 3aCTOCyBaHHS (PIyKOHA30JIy Ta TepdheHaguHy MalfieHTaM, sIKi 3aCTOCOBYIOTh
bnykoHa301 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rimHO 3 pe3yIbTaTaMM JOCTiIXKEHHS
B3aeMofiii 6araTopa3oBoro 3aCTOCYBaHHS).

- OmHOYacHe 3aCTOCYBaHHS (GIYKOHA30 Ty Ta iHIIMX JTIKapChKUX 3aC006iB, IO MOJOBKYIOThH iHTEpBA
QT ta meTabomizyoTbcs 3a gonoMoroio hepmenty CYP3A4 (Hampukiaf, IU3anpuay, acTeMi3omny,
niMO3uy, XiHiIUHY Ta ePUTPOMILIMHY), OUB. po3ainu «Oco6IUBOCTI 3aCTOCyBaHHS» Ta «B3aemofis 3
iHITIMY JTiKapChbKUMM 3aco0aM¥ Ta iHIIN BUOY B3AEMOIii».



B3aemodina 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

IIpomunoka3aHe cymicHe 3acCmocyB8aHHs (GAyKOHA304y Md HUNCYe3d3HAYeHUX AiKapcbKux 3acobis.

Lusanpuo: mMOBiMOMIISIIM IIPO PO3BUTOK MOGIYHMX peakiiiii 3 60Ky ceplisd, Y TOMY YHUCIIi PO
[IapOKCU3MaJIbHY LIUIYHOYKOBY TaxikKaphiio TUIY «IIipyeT» y HMalli€HTiB, Ki ODHOYACHO 3aCTOCOBYBaJIU
bnykoHa3on Ta nu3anpup. OgHovyacHe 3actocyBanHs 200 Mr ¢prykoHasony 1 pa3 Ha moby Ta 20 mMr
u3anpupny 4 pasu Ha fo0y IPU3BOAUIIO 10 3HAYHOTO MiBUIIEHHS PiBHS I[U3aNpPUy V Ia3Mi KPoBi
Ta 00 noposxkeHHd iHTepBany QT. OgHouacHe 3aCTOCYBaHHA (GIIYKOHA30Iy Ta MU3alpULy
IIPOTUIIOKa3aHe (OuB. po3nin «IIpoTunoka3aHHg»).

TeppeHaduH: yepe3 BUMAKU PO3BUTKY TAKKUX CEPLIEBUX apUTMil, CHPUYNHEHUX IIOJOBKEHHAM
inTepBany QTc, y nauieHTiB, sIKi 3aCTOCOBYIOTh a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3ac001 OMHOYACHO
3 TepdenaguHoM, OyIM MPOBENeH] JOCTigKeHHS B3aeMOIil 11X npemnapariB. [Ipu 3acTocyBaHHi
bnykonazony y no3i 200 Mr Ha mo6y He Oyy10 BUSIBIIeHO MTOAOBXKeHHS inTepBany QTc. [Tpu
3acTocyBaHHi prykoHa3ony B go3ax 400 Mr Ha o6y abo BuIlle 3HAYHO IMigBHUIIYE PiBEHb
TeppeHaguHy B IIJIa3Mi KPOBi IIPKX OMHOYACHOMY 3aCTOCYBaHHI IUX IpenapartiB. CyMicHe
3acTocyBaHHS (yKoHa301y B fo3ax 400 mMr abo Buille 3 TepheHaAMHOM NIPOTUIIOKa3aHe (OUB. PO3Min
«[Tporunoka3anHs»). [Ipu 3acTocyBaHHi GykKoHa30my B go3ax Huxk4e 400 Mr Ha mo6y omHOYACHO 3
TepeHagUHOM CIIif IPOBOOUTH PETEIbHUY MOHITOPUHT CTaHY MAalli€HTa.

Acmemi30.: CyMiCHe 3aCTOCyBaHHS (DJIyKOHA30/1y Ta aCTeMi30JIy MOXKe 3MEHIINTHU KITipeHC
actemizony. CupuunHeHe MM IiABUINEHHS KOHILIEHTpAallil aCTEMi30JTy B IIJ1a3Mi KPOBi MOXKe
IIPU3BECTH 10 ITOAoBKeHHd iHTepBany QT Ta y pigKiCHUX BUIIafiKaX - [0 TapOKCU3MaIbHOL
IIJTYHOYKOBOI TaxikKappii Tumy «mipyer». OgHO4YacHe 3aCTOCYyBaHHS (IYKOHA30Jy Ta aCTEMi30Iy
IIPOTUIIOKa3aHe (OuB. po3hin «IIpoTunoka3aHHg»).

ITimo3u0: omHOYACHE 3aCTOCYyBaHHS (DIIyKOHA30/Iy 3 MiMO3UIOM MOXKe IIPU3BECTH 10 iHTiOyBaHHS
MeTabomi3My MiMO3uAYy, X04a BiTIOBITHUX OOCIigXKeHb in vitro Ta in vivo He ipoBopuny. [ligBuiieHa
KOHIIEHTpAllid MiMO3Uy y IIJla3Mi KpOBi MOXKe MPU3BECTHU [0 NO0N0BXKeHHS iHTepBany QT Ta B
pigKiCcHUX BUIlafiKaX OO MapOKCH3MaJbHOI IIIYHOYKOBOI TaxXiKappil Tuny «mipyet». OgHO4YacHe
3aCTOCYBaHHS (PIyKOHA30JTy 3 MIMO3UAOM IPOTUIIOKa3aHe (OuB. po3min «IIpoTunoka3aHHsg»).

XiHiOUH: OMHOYaCHE 3aCTOCYBaHHS (HIIYKOHA30J1y Ta XiHiIMHY MOXKe NMPU3BOAUTH [0 iHTiOyBaHHS
MeTabomi3My XiHiquHY, X04a BifMOBIAHUX AOCTiAXKEHb in Vitro Ta in vivo He TPOBOIUIIH.
3acTocyBaHHS XiHimuHY Oy710 OB A3aHe 3 MOAoBXKeHHSIM iHTepBany QT Ta B pigKicHUX BHIMIafKax
- TAPOKCH3MaJIbHOI0 IIYHOYKOBOK TaxikKapAi€w Tumy «mipyer». OgHOYacHe 3aCTOCYBaHHS
(bIyKoHa3011y 3 XiHIAMHOM MPOTUIIOKa3aHe (OuB. po3hin «I[IpoTUIoKa3aHHS»).

EpumpomilyuH: ogHOYaCHe 3aCTOCYyBaHHS (IYKOHA30Jly 3 ePUTPOMILIMHOM MOXKe IIPU3BOTUTH [0
HiABUIIEHHS PU3UKY KapAiOTOKCUYHOCTI (mofoBXKeHH iHTepBany QT Ta napokcu3MasnbHOl
IIJTyHOYKOBOI TaXikKappil TUIY «IipyeT») Ta, K HACIiIOK, O PalTOBOl KOPOHAPHOI CMEPTI.
OpHOYacHe 3aCTOCyBaHHS (DIIYKOHA30JIy Ta €ePUTPOMILMHY IIPOTUANIOKA3aHe (IUB. PO3MLNT
«ITpoTUIOKa3aHHS»).

He lZQKOMeHa)ZembCﬂ 00HOYdcHe 3dCMOCYBAHHA gbjl)ZKOH(130ﬂ§2 ma Huxc4ye3d3Hd4eHux ﬂiK(lQCbKUX

3acobis.

I'anopaHmpuH: GIyKOHA30JI MOXKe CIPUYMHUTH MifBUIIEHHS KOHIeHTpallil rano@aHTpUHY B I1a3Mi
KpOBi 3a paxyHOK npurHiuenus CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIKX JIiIKapChKUX 3ac00iB
IIOTEHIIINHO MOXKe IIPU3BOAUTH [0 HiABUIIEHHSA PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (IOAOBKEHHS
inTepBany QT, napokcu3masbHa MUIYHOYKOBA Taxikaphisd TUIY «IipyeT») Ta, K HaCJifgoK, OO



panToBoi cepieBoi cMepTi. Tpeba YHUKATH 3aCTOCYBaHHS KOMOiHAIlil ITUX JTiKapCchKuX 3ac00iB (OUB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

CyMmicHe 3acmocy8aHHA (QAYKOHA304Y Md HUMCYe3d3HAYEeHUX AiKAPCbKUX 3acobie sumazae
obepedicHOCMI.

AMmiodapoH: ogHO4YaCHE 3aCTOCYBaHHS (JIyKOHa30Jy 3 aMiofapOHOM MOXKe IIPU3BECTH 0
nomoBxkeHHs iHTepBany QT. [Ipu HeoOXimHOCTI CyMicHOTO 3acTOCyBaHHS (HIIYKOHA30Iy Ta aMiogapoHY
He0OXiHO TOTPUMYyBaTUCS 00ePeKHOCTi, 0COOIMBO IPU 3aCTOCYBaHHI QIIyKOHA30JTy Y BUCOKUX [J03aX
(800 mr).

CymicHe 3acmocyeaHHA GAYyKOHA304yY MA HUHCYE3a3HAYeHUX AiKaPCbKuX 3acobis aumazae
obepedicHOCMi Ma Kopu2y8aHHs 003U.

Bnaue iHwux aikapcvbkux 3acobig Ha payKoHa304.

KniniyHo 3HauyuIoro BauBy Ha abcopOirito ¢pIyKoHa30/Ty IIpu #Oro mepopaybHOMY 3aCTOCYBaHHI He
MalOTh OMHOYACHUM IPUUOM 1XKi, IUMETHOMH, aHTAllUOU, a TAKOXK IIPOMEHeBa Tepallis yCi€l AisTHKA
Tisa (Ipu nepecapi KiCTKOBOTO0 MO3KY).

PugamniyuH: ogHOYaCHE 3aCTOCYBaHHS (IYKOHA30Iy Ta pudaMIiluHy NPU3BOAUIO A0 3HUXKEHHS
AUC Ha 25 % Ta cKOpo4yBaJo Iepiof HamiBBUBeAeHHS (uyKoHa3omy Ha 20 %. ToMy [Ang malfieHTis,
SKi 3aCTOCOBYIOTh PUGaMITIIINH, TOTPiOHO PO3TASHYTH AOLIIbHICTh MiABUIIEHHS 003U (PIYKOHA30JTy.

I'idpoxs1opomia3ud: y mochifxkeHHi papMaKOKiHeTUYHOI B3aEMOfIil ofmHOYacHe OaraToKpaTHe
3aCTOCyBaHHS TiIPOXJIOPOTia3uay y 3MOPOBUX JOOPOBOJIBILB, SKi OTPUMYBaIH (GIyKOHA3O07,
IiABUINYBAJIO KOHI[EHTPAIil0 (pIIyKoHa30 Ty B m1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3aeMOfil He
BMMaralTh 3MiH y pekuMi 003yBaHHS (DPIIyKOHA30/Iy AJIS Malli€HTiB, SKi ODHOYACHO OTPUMYIOTh
CevoTiHHi 3aco0u.

Bnaue ¢aykoHaszoay Ha iHWi Aikapceki 3acobu.

®nykoHazon € nomipHuM iHribitopom mutoxpomy P450 (CYP) izodpepmenTy 2C9 ta 3A4. dnykoHasomn
€ IOTYKHUM iHri6iTopoM i3odpepmenTty CYP2C19. Ha momaTok o0 CIOCTepeKYyBaHUX/OOKYMEHTAIbHO
MigTBepAXKeHUX B3a€MOiH, 1[0 ONKUCaHi HUXK4Ye, IPU OJHOYACHOMY 3aCTOCyBaHHI 3 (HJIyKOHA30JI0M
icHye pU3UK MigBUIEHHS Y MJIa3Mi KPOBi KOHLIEHTPAI[iM iHIIIKMX CIIOJNYK, 1[0 MeTaboIi3yI0ThCs,
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH Taki KoMOiHallil mpemnapaTiB IOTPiOHO 3
00epexKHICTIO; TPU IIbOMY HEOOXIHO PEeTENbHO CIIOCTEPIraTH 3a CTAHOM Nalli€eHTiB. [IpurHiyyBanbHa
nist bykKoHa301y Ha ¢pepMeHTH 306epiraeTbCsi IPOTATOM 4-5 mib micys 10oTro 3aCTOCYBaHHS Y 3B'SI3KY 3
10r0 TPHUBAJIMM IIEPiOOOM HalliBBUBEMEHHS (IUB. Po3din «[IpoTUIIOKAa3aHHSI»).

AbpouumuHib: drykonason (iuribitop CYP2C19, 2C9, 3A4) migBuillyBaB €KCITO3UIIiI0 aKTUBHOI
yacTuHYU abpouuTuHiOy Ha 155%. [Ipu ogHOYACHOMY 3aCTOCYBaHHI i3 QryKoHa3010M CItif
BiIKOpUTyBaTH 03y abpouuTHHIOY 3TigHO 3 #0ro iHCTPYKIIi€to 00 MpU3HaYeHHS.

Anv(peHmatin: ogHOYaCcHe 3acToCcyBaHHS (HyKoHa301y B 7031 400 mMr Ta anbheHTaHiny B f03i
20 MKT/KT BHYTPIiIlIHbOBEHHO CYIIPOBOAXKYETHCS BOKPATHUM 30i/IbIIIEHHSM ITOKa3HUKA

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

AmimpunmusiH, HopmpunmuJiH: GpIYKOHA30JI IOCUTIIOE Oil0 aMiTPUIITUIIIHY Ta HOPTPUITUIIIHY.
PekoMeHy€eThCST BUMIPIOBATH KOHIIEHTpAllil 5-HOPTPUNITUIIHY Ta/a00 S-aMiTPUITUIIIHY Ha ITOYATKY
KoMOiHOBaHOI Teparii Ta yepe3 1 THXKOeHb micns ii moyaTky. Y pasi HeoOximHOCTI Tpeba



BiIKOPUTYBaTH 03y aMiTPUIITUIIIHY Y HOPTPUITUIIIHY.

Am¢pomepuuuH B: ogHOYaCHe 3aCTOCYBaHHS (HJIyKOHA30J1y Ta aM(poTepuluHy B iHpikoBaHUM MUIllam
i3 HopMa/IbHUM iMyHITETOM Ta iH(}iKOBaHUM MUIIAM 3i 3HUKEHUM iMyHITETOM NPU3BEJIO OO0 TaKUX
pe3yJbTaTiB: HEBEIMKUY agUTUBHUYN TPOTUTPUOKOBUY eeKT mpu cucTeMHil indekuii C. albicans,
BiICYyTHICTh B3a€MO{Iil TpU BHYTPiIHbOUEPeNHil iHdeKIil Cryptococcus neoformans Ta aHTaroHi3M
[BOX IIperaparTiB IIpU CUCTeMHi iHpekil Aspergillus fumigatus. KniHiuHe 3HaYeHHS LIUX
pe3yJibTaTiB HEBIIOME.

AHMuKoaz2yaaHmMu: SK i Ipu 3aCTOCYBaHHi iHIIMX a30/IbHUX ITPOTUTPHOKOBUX 3ac00iB, Ipu
OJIHOYaCHOMY 3aCTOCYBaHHI (PIyKOHA30/Iy Ta BaphapuHy MOBiIOMIISIIN IPO BUNIAJKU PO3BUTKY
KPOBOTeY (reMaToMa, HOCOBa KpOBOTeYa, IIIJIYHKOBO-KUINIKOBA KPOBOTeYa, reMaTypid Ta MeJieHa) Ha
TJIi TOOBXKEHHS TPOTPOMOiHOBOTO Yacy. [Ipu omHOYaCHOMY 3aCTOCYyBaHHi GIyKOHA301y Ta
BapGaprHy crocTepiranaocs ABOKpaTHe MMigBUIIeHHS MPOTPOMOIHOBOTO Yacy, iMOBipHO, BHACTigOK
npurHiyeHHs MeTtabosiamy Baphapuny yepe3 CYP2C9. IToTpi6HO peTebHO KOHTPOTIOBATH
IpoTpoMOiHOBHMI YacC y MAalli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYISIHTA ab0
inmaugioH. Moxe O6yTy He0OXiMHOIO KOPEKIiS 03U aHTUKOATyJITHTY.

Fen3odiazeniHu kopomkoi 0ii, Hanpuk.aad, mMida3zoaam, mpuasoaam: Tpu3HadeHHs GIyYKOHA30Iy
IIiCJIs IepopaIbHOr0 3aCTOCYBaHHS Mifla30JlaMy IIPH3BOAWIIO A0 3HAYHOTO MiIBUILIEHHS KOHIIEHTpallil
Miga3ojiaMy Ta 0O MMOCUJIEHHS IICUXOMOTOPHUX edeKTiB. OfHOYaCHe 3aCTOCYBaHHS (PIIYKOHA30y B
no3i 200 Mr Ta mMifgasoaMy B f03i 7,5 MI mmepopasbHO Ipu3BoAuiIo a0 miasuileHHs AUC Ta nepiogy
HaliBBUBeMeHHS V 3,7 Ta 2,2 pa3y BiAmoBigHo. 3acTocyBaHHS (rryKoHa3omy B fo3i 200 mr/moby Ta
0,25 Mr Tpua3zonaMy nepopaiabHO Ipu3Boguiio fo migsuinernsas AUC Ta nepiogy

HaliBBUBEJEeHHS Tpralonamy y 4,4 Ta 2,3 pa3y BianosigHo. [Ipu ogHOYacHOMY 3aCTOCYBaHHI
(bITyKOHA30I1y Ta Tpra3ojlaMy CIOCTepiraaocs MOTEHIIOBaHHS Ta MIPOJIOHTallis eheKTiB Tpra3oiaMy.

AKII0 mamienTy, SKui IPOXOAUTH KypC JIiKyBaHHS (IyKOHA30JI0M, Tpeba 0OIHOYAaCHO MIPHU3HAYUTH
Teparniio 6eH30aia3eniHaMu, J03y OCTaHHIX MOTPIOHO 3MEHIIUTH Ta BCTAHOBUTH HaJIeXKHUU HarJAa[ 3a
CTaHOM IIalfi€eHTa.

Kapbama3zeniu: hpryKoHa30/1 IpUTrHiuye MeTabos1i3M KapOaMa3eliny Ta CIPUYUHSE MigBUIIEHHS
piBHs KapOaMa3zemniny B cupoBaTiii KpoBi Ha 30 %. [CHye pU3UK PO3BUTKY IPOSBIB TOKCUYHOCTI 3 OOKY
kKapbaMaseniny. Moxke OyTy HeoOXimIHUM KOPUTYBaHHS 03U KapOaMaseIliHny 3a7ekKHO Bifl piBHS #0ro
KOHIIEHTpAIlil Ta [il mpemapary.

bokamopu Kaavliesux KaHanie: mesiKi aHTaroHiCTH Kalblliio (HipemumiH, icpagumiy,
aMJIOUIIiIH, BepanaMin Ta penogumnin) Metabonizyiotscs depmenToMm CYP3A4. ®dnykoHa3omn
IIOTEHI[INHO MOXKe ITiABUINYBATH CUCTEMHY €KCIT03UIi0 6JI0KaTOpiB KasbIlieBUX KaHAaJIiB.
PekxoMeHOoBaHUY peTETbHUN MOHITOPHUHT IIIO0 PO3BUTKY MOOIYHUX peakilii.

Llesnexokcub: mpu OMHOYACHOMY 3aCTOCYBaHHi ¢iykoHasony (200 mMr Ha moby) Ta 1emeKokcudy

(200 mr) C,,,, Ta AUC uenexkokcu0y migsuiiryBanucs Ha 68 % ta 134 % BignosigHo. [Ipyr ogHOYaCHOMY
3aCTOCyBaHHI 1leieKoKcuOy Ta QriyKoHa3051y Moxke OyTH HeOOXigHUM 3MeHIIeHHS 03U 1eJIeKOKCHOY
BABiui.

Huxknaogpocpamio: ogHOYACHE 3aCTOCYBaHHA IUKI0pochaminy Ta GIyKOHa30Iy IPU3BOTUTH [0
nigBHUIIeHHS piBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, BPAXxOBYIOUM MOXKJIMBUYM PU3UK MiIBUILIEHHS KOHIIeHTpalil 6inipybiny Ta
KpeaTHHIHYy B CUPOBATLi KPOBI.

deHmaHi: TOBIHOMIISINIM TPO OOUH JIeTAIbHUYM BUIIAOK BHACIIIMOK iHTOKCUKAIlil (eHTaHiIoM uepes3



MOXKJIMBY B3a€EMO[IiI0 MiXK (peHTaHiNOM Ta ¢piayKoHa3o0i0M. OTyKOHA30/1 3HAYHO YIIOBIIHHIOE
efniMiHanioo GeHTaHiny. [lifBulieHHS KOHIIEHTpalil (peHTaHiTy MOXKe IPU3BOOUTH [0 IPUTHIYEHHST
OUXaHHS, TOMY Tpeba peTeIbHO KOHTPOJIIOBATH CTAH MallieHTa. Moxe 0yTH HeoOXimHOI KOPEeKIlis
no3u (peHTaHiny.

IH2i6imopu 'MI-KoA-pedykmasu cymicHe 3acTocyBaHHS (QyKoHa30iy Ta iHribiTopis I'MI-KoA-
penykTasH, 1mo Metabonisyiorecs CYP3A4 (aTopBacTaTHH Ta CUMBAcTaTHH), abo iHribiTopis M-
KoA-penykTa3sy, mo Metabomnizyiotbcsas CYP2C9 (drmyBacTaTuH), [0303a/I€3KHO IiABUINYE PU3UK
PO3BUTKY MiomarTii Ta pabgoMioni3y (3a paxyHOK 3HUXKEHHS MeTa0oJi3aMy CTaTHHY B IediHIi). Y pasi
HeoOXimHOCTi OMHOYACHOTO 3aCTOCYBAHHS IMX IIperaparTiB MOTPiOHO PeTeIbHO CIIOCTEPiraT 3a
Nalli€HTOM IIIOf0 BUHUKHEHHSI CUMIITOMIB Mionartii Ta pa6oMiosi3y i MpoBOAUTY MOHITOPUHT pPiBHA
KpeaTHHKIHA3u. Y pa3i 3Ha4HOTO MMiABUINIEHHSA PiBHA KpeaTUHKIHA3H, a TAKOXK IPHU IMigo3pi 4u
BUSIBJIEHHI MiomaTii/pabmomionidy 3acTocyBanHs iHTiOiTOpiB [MI-K0A-penykTa3u noTpioHO
IPUIUHUTH. MOXKINBO, 3Hamo06/19ThCa MeHIi no3u inribitopis 'MI-KoA-pengykTa3u BifmoBigHO 0O
IHCTPYKIiN o9 MEOUYHOTO 3aCTOCYBaHHS CTaTHHIB.

I6pumuHni6: momipHi inribitopu CYP3A4, Taki sk GryKoHa3071, MigBUINYIOTh KOHIIEHTPALIiI0
iOpuTuHiOy B My1a3Mi Ta MOXYTh HiABUIIYBaTHA PU3UK TOKCUYHOCTI. AKII0 HEMOXK/INBO YHUKHYTH
kKoMOiHalii mpemapartis, MOTPiOHO 3HU3UTH 03y i6puTHHIOY Ko 280 Mr oguH pa3 Ha f00y 3 METOI0
IIPOJOBKEHHS 3aCTOCYBaHHS iHTibiTopa Ta 3a6e3meynTy MOCTIMHUM KITIHIYHWYM MOHITOPHHT.

Isakagpmop (okpemo abo 8 kombiHauii 3 npenapamamu Mmo20 camo20 mepanesmuyHo20

K/acy): omHO4YacHe 3aCTOCYBaHHS iBakadTopy, perynstopa TpaHCcMeMOpaHHOI IIPOBITHOCTI IpH
mykoBiciunosi (CFTR), 3 rinpokcumMetuniBakadgTopom (M1) 36imbImmio eKCIIo3ulliio iBakapTopy B
3 pa3u Ta eKCIO3uIil0 rifpokcuMeTuniBakapTopy (M1) y 1,9 pasy.

Heo6xigHo 3MeHIUTH 003y iBakadTopa (okpeMo abo y KoMbiHallil) 3rigHo 3 #0To iHCTPYKIIi€o s
MeJUYHOI0 3aCTOCYBaHHS (0KpeMo abo y KoMOiHarlil).

Osanapub: momipHi inribitopu CYP3A4, Taki sk GpryKoHa3071, MigBUINYIOTh KOHIIEHTPAIIiI0 OJlarmapudy
y IJIa3Mi KpOBi; OfHOYACHE 3aCTOCYBaHHS He PEKOMEHAYETHCS. AKII0 HEMOXKIIUBO YHUKHYTH
3aCTOCYBaHHS 11iel KoMOiHallil, mo3y onmanapuby HeoOxigHo 3MeHIMTH 00 200 Mr gBidi Ha gOOY.

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

HuxaocnopuH: GIyKOHa30J 3HAYHO MifBuinye KoHneHTpauio Ta AUC nuknocnopuny. [Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHi ¢pnyKoHa3o01my y 1o3i 200 Mr/go0y Ta IUKJIOCIIOPUHY Y OO03i

2,7 mr/kr/mo6y cmocTepiranmocs 36inpierHs AUC muknocmopuny B 1,8 pady. Lli mpemapatu MoxkHa
3aCTOCOBYBATU OJHOYACHO 3a YMOBY 3MEHIIIEHHS A03U LUKJIOCIIOPUHY 3aJIe3KHO Biff 10T0
KOHITIeHTpallil.

Esepoaimyc: prnykoHa301 MOXKe IiABUITYBaTU KOHILIEHTPAIIiI0 EBEPOIIMYCY B CUPOBATIi KPOBi Yepe3
npurHivenas CYP3A4.

Cupoaimyc: GIyKOHaA30] MiABUINYE KOHLIEHTPAIIiI0 CHPOIIMYCY B IJIa3Mi KPOBi, iMOBIipHO, IIJIIXOM
npurHiyeHHs Metaboniamy cuposimycy depmentom CYP3A4 ta P-rmikonporeinoM. Lli mpemapatu
MOXKHa 3aCTOCOBYBaTU OOHOYACHO 3a YMOBY KOPUT'YBaHHS OO3U CHUPOJIMYCY 3a71€KHO Biff PiBHA
KOHIIeHTpaIllil Ta e(eKTiB Bif mpuiioMy Ipemnapary.

Taxposimyc: GIyKoHA30/ MOXKe IMiABUIIYBATH KOHI[EHTPAIlil TaKPOJIiMyCy B CHpPOBATIIi KPOBi 0
5 pasiB mpu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NPUTHIUeHHS MeTaboIi3My TaKpomiMycy
dbepmenTom CYP3A4 y kuineyHuKy. [Ipyu BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIiMyCy He
CIIOCTEpIranocs 3HaYHUX 3MiH (papMakKoKiHeTUKU. [lifBUIeH] piBHI TAaKPOJIIMYCy aCOII0I0TECS 3



He(POTOKCUYHICTIO. [103y TaKPOJIiMyCy AJIsI IEPOPAIbHOT0 3aCTOCYBAHHS MOTPiIOHO 3HUKYBATH
3aJIeKHO Bifl KOHIIEHTpAIlil TaKpOIiMycCy.

Jlozapmat: GpnyKoHa30J IPUTHIUYE TEPETBOPEHHS JI03apTaHy A0 MOT0 aKTUBHOTO MeTabomiTy (E-31
74), 1110 3yMOBJIIOE OiTbIly YaCTUHY aHTAroHi3My [0 pelenTopiB aHriotren3uny Il mig yac
3aCTOCYBaHHS J103apTaHy. PEKOMEHI0BaHO 3[iliCHIOBATH IOCTIMHUY MOHITOPHHT apTepiaJbHOTO
TUCKY B IIAI[l€HTIB.

JIypasudoH: nomipHi inribiTopu CYP3A4, Taki fK GhIyKoHA30, MOXKYTh IiIBULITyBaTU KOHLIEHTPALIil0
JIypa3sufoHy B IIJIa3Mi KPOBi. AKII0 HEMOXKJIUBO YHUKHYTHA OJHOYACHOTO 3aCTOCYBaHHS, CIIif
3MEHIIUTH 003y IypPas3ufoHy, K 3a3HaueHO B MOro iHCTPYKIii A1 MeIUYHOT0 3aCTOCYBaHHS.

MemadoH: ¢pnyKoHa30J1 MOXKe MifBUINyBaTH KOHIIEHTPALlil0 METafIOHY B CUPOBaTLi KpoBi. [Tpu
OJHOYaCHOMY 3aCTOCYBaHHi MeTaioHy Ta (IIyKOHa30/1y Moxke O0yTH HeoOXifHMM KOPUTYBaHHS 03U
MeTafloHY.

HecmepoidHi npomu3anaavHi npenapamu (HII3I1): mpu ogHOYaCHOMY 3aCTOCYBaHHi 3 (PIIyKOHa30JI0M
C,.x Ta AUC dnypbinpodeny migsuiryBanucst Ha 23 % Ta 81 % BiAMoOBiZHO MOPIBHSIHO 3 BigMOBiqHUMMU
IIOKa3HUKaMHU IIPU 3aCTOCYBaHHi Tinbku ypbinmpodery. AHaNIOTiYHO IPU OOHOYACHOMY
3acTocyBaHHi rykKoHa3omy 3 pauemignuM ibynpodenom (400 mr) C,,, Ta AUC apmakoiorivao
aKTUBHOTO i30Mepy S-( )-ibynpodeny migBumtysanucs Ha 15 % Ta 82 % BifNoOBiIHO MOPIBHSHO 3
BiATIOBigHMMM MMOKAa3HWKAMHU IIPU 3aCTOCYBaHHI TiJIbKYM palleMiuHoro ibymnpodeny.

®1yKOHA30JI MOTEHIIINHO 30aTHUY MiABULIYBATU CUCTEMHY ekcrno3ulito inmux HII3TII, mo
MeTabomnizytoTbess CYP2C9 (HanmpuKiiaf, HallpOKCEHY, TIOPHOKCUKaMy, MeJIOKCUKaMy, TUKIIOPEHaKY).
PekxoMeHIOBaHO MEePiogUYHO 3[iMCHIOBATA MOHITOPHUHT MOOIYHUX PeakKIliii Ta TOKCUYHUX ITPOSIBIB,
noB’si3aHux i3 HII3I1. Moxe 3HamobuTucs KopuryBauus go3u HIT3TI.

®eHimoiH: HIyKoHA30I MPUTHiUye MeTaboi3M GeHiToiny B nedinii. OqHoyacHe 6araTopa3oBe
3actocyBaHHS 200 Mr driykoHa3omy Ta 250 Mr ¢GeHiTOIHy BHYTPIIIHHOBEHHO NIPHU3BOAUTE 10
nigsuierHs AUC,, denitoiny Ha 75 % Ta C,;, Ha 128 %. [Ipu ogHOYACHOMY 3aCTOCYBaHHi IIUX
JiKapChbKUX 3aco0iB MOTPiOHO MTPOBOJUTH MOHITOPUHT KOHIIEHTpallii GeHiTOIHy B CUPOBATII KPOBi AJIS
YHUKHEHHS PO3BUTKY TOKCHYHOI [iii HeHiTOoIHy.

ITpedHi30H: IOBIMOMIISANN TIPO BUIIAQMOK, KOJIK V TallieHTa IIicyIg TpaHCIJIaHTallil me4yiHKu Ha Tl
3aCTOCYBaHHS IPEOHI30HY PO3BUHYJIacCd rocTpa HEOOCTAaTHICTh KOPY HaJHUPKOBHUX 3a/103, 110
BUHUKIIA ITiCJISI MPUIMHEHHS TPUMICSIYHOT0 Kypcy Tepatii hpiykoHa30m0M. [IpunuHeHHsS
3aCTOCyBaHHS (DITyKOHA30Jy, UMOBIPHO, CIIPUYMHIIIO IOCHIeHHS akTuBHOCTI CYP3A4, 1o npussesno
[0 IPUCKOpPeHHs MeTabomi3My npegHidony. Cuifl peTelbHO CTEXUTH 3a NalliEHTaMH, SIKi IPOTSIToM
TPUBAJIOTO YacCy OOHOYACHO 3aCTOCOBYIOTh (DIIYKOHA301 Ta MPEgHi30H, 3 METOI0 IOIepeakKeHH
PO3BUTKY HEIOCTAaTHOCTI KOPY HaJHMUPKOBUX 34103 MiC/IS IPUIIMHEHHS 3aCTOCYBaHHS (DJIYKOHA30IIy.

PugabymuH: ¢nykoHa30J migBUINYE KOHLIEHTPaIlilo prudadyTUHY B CHPOBATIIi KPOBI, III0 TPHU3BOAUTH
no 30inpueHHsa AUC pudabytuny mo 80 %. [Ipu omHOYaCHOMY 3aCTOCYBaHHI (JIyKOHA301y Ta
pucdabyTUHY TOBiIOMIISIOCS IIPO BUMIAOKKU PO3BUTOK yBeiTy. [Ipu 3acTocyBaHHi Takol KoMOiHaIlil
nmikapchKkux 3aco6iB noTpibHO GpaTH MO yBaru CUMITOMM TOKCUYHOI fil pudabyTuny.

CakseiHaegip: bmykona3son mippuinye AUC Tta C,,,, cakBiHaBipy mpubnu3Ho Ha 50 % Ta 55 % BigmoBigHO
yepes NpUrHiueHHs MeTabomni3mMy cakBiHaBipy B neuinili ¢epmentom CYP3A4 Ta uyepe3s inribyBaHHS
P-rnikomporeiny. B3aemopil Mixk (hyKoHa3010M Ta CaKBiHaBipOM/pHUTOHABIpOM He OOCIigKYyBallH,
TOMY BOHUM MOXKYTb OyTH Oifbll BUpaxkeHUMU. Moxe 0yTi HeoOXifHMM KOPUTYBaHHS 03U
CakBiHaBIPY.



IToxiOHi cynb(hoHIACEHOBUHU: OTHOYACHE 3aCTOCYBaHHS (PIIYKOHA30JTy 3 TePOpaJbHUMU MOXigHUMU
CynbdoHiICeYOBHHY (XTIOPIIPOIaMif], TMiOeHKIAMIfl, TIimi3ug Ta ToI0yTaMi) TPU3BOIUIIO 0
IIPOJIOHTYBaHHS Iepiofy IX HamiBBUBEOeHHA. PEKOMEHOY€EThCA IPOBOAUTH YaCTUW KOHTPOJIb IIYKPY B
KPOBI Ta BiiMIOBITHUM YHMHOM 3HMKYBaTH 03y IMOXiAHUX CYJIb(OHIICEYOBUHU IIPU OTHOYACHOMY
3aCTOCYBaHHI 3 (pJIyKOHA30JIOM.

Teoginin: 3acTocyBaHHS (PrnyKoHa3omy mo 200 Mr npoTtsarom 14 [HIB IPHU3BEJIO N0 3HUKEHHS
CepengHbLOro KIIipeHCy Teodininy y m1a3Mi KpoBi Ha 18 %. 3a nmauieHTamMu, gKi 3aCTOCOBYIOTh TeO(iIiH
y BUCOKHUX H03aX a0o sIKi MaloTh MigBUIIEHNWN PU3UK PO3BUTKY TOKCUYHUX IIPOSIBIiB Teo(DisTiHy 3 iHIINX
IpUYKH, Tpeba BCTAHOBUTH HATJISAL IOJ0 BUSBIEHHS 03HAK PO3BUTKY TOKCUYHOI AIii Teodiminy.
Teparmito mOTPi6HO 3MiHUTYU IIPHU MOSIBi 03HAK TOKCUYHOCTI.

Togpayumuni6: BrauB ToPalUTHHIOY 3pOCTa€ MPU OMHOYACHOMY 3aCTOCYBaHHI 3 TiKapChbKUMU
3acobaMu, IKi MpU3BOAATH 0o moMipHOTo iHribyBanHsa CYP3A4 Ta nortyxHoro inrioysanus CYP2C19
(Hampuknan gnykoHason). ToMy peKOMeHI0BaHO 3HU3UTH 03y TOPalUTHHIOY 70 5 MI OMH pa3 Ha
noOy B KoMOiHalligX i3 I[UMU IpernapaTaMu.

Toneanman: excno3utlis TonBanTtany (cyoctpaty CYP3A4) 3nauno 36inbmyeTses (200% AUC; 80%
C.ay) TIPH OTO OTHOYACHOMY 3aCTOCYBaHHI 3 ¢yKoHa3070M (moMipuu inribitop CYP3A4), Ta,
BiATIOBigHO, 3pOCTa€ PU3NK BUHMKHEHHS TAKWX MOOIYHMX Peakllifl SK MOCUIIeHHS Oiypesy,
3HEBOOHEHHS 1 rOCTpa HUPKOBA HEJOCTATHICTh. Y pa3i OMHOYAaCHOT0 3aCTOCYBaHHS, 103a TOJIBAIITaHY
OBUHHA OyTU 3MeHIIIeHa BiIIOBIAHO 0O MOT0 iHCTPYKIIii, a 3a MallieHToM IOTPiOHO crocTepiraTu
OO0 TIOSIBY IOOIYHUX PeaKIlil.

Askanoiou 6apeiHky: GyKoHa3071, iMOBipHO, Yepe3 inridyBanus CYP3A4 Moxke CIPUYUHSITH
IiABUIIEeHHS KOHI[EHTPAIlil anKanoifgiB 6apBiHKY B IJIa3Mi KPOBi (HalmpUKIIaf, BIHKPUCTUHY Ta
BiHO/TaCTHHY), III0 IPHU3BOAUTH 0 PO3BUTKY HEMPOTOKCUYHUX €(EKTIB.

BimamiH A: IOBIIOMJISITIY, 110 Y MAI[iEHTa, SKUU OMHOYACHO 3aCTOCOBYBAB TPAHCPETUHOEBY KUCIIOTY
(xkucmoTHa opMa BiTaMmiHy A) Ta HIyKOHA30], ciocTepiranucs nobivyni peaxuii 3 60oky LITHC y dhopmi
TICEBIOTYMOPY T'OJIOBHOTO MO3KY, 1[0 3HUK ITicys BigMinu dnykonasony. Li mikapchki 3aco0u MoxkHa
3aCTOCOBYBATH OJHOYACHO, ajie Tpeba maM’siTaTy PO PU3UK BUHUKHEHHS M00iYHUX peakIliit 3 60Ky
LIHC.

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

24 rogunu npoTaroM 4 gHiB) mpu3Beno go migsuiienHsd C,,, Ta AUC, BODUKOHA30Iy B CEPETHBOMY [0
57 % (90 % IOI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %, 128 %) BimnoBigHo. HeBimoMo, Ui IpU3BOOUTH
3HUKEHHS 03U Ta/abo YacTOTU 3aCTOCYBaHHS BOPHKOHa301y abo GIyKoHA30/Iy N0 YCYHEeHHS TaKOTO0
edekTy. [Tpu 3acTOCyBaHHI BOPUKOHA30JTy Micis (GIIyKOHA30/Iy IOTPiOHO IPOBOAUTH CIIOCTEPEKEHHS
II0[I0 PO3BUTKY MM0GiYyHUX e(DeKTiB, acoIliiioBaHUX i3 BOPUKOHA30JIOM.

3udosyduH: pnykorazon nigsummye C,.. Ta AUC 3ugoBynuny Ha 84 % Tta 74 % BiAmoBifHO, 10
3YMOBJIEHO 3HUKEHHSIM KITipeHCYy 3U0BYOUHY MpuOIn3H0 Ha 45 % IIpu HOT0 IepopaabHOMY
3acTocyBaHHi. [Iepion HamiBBUBeNeHHS 3UNOBYAUHY OYB TaK0XK ITOOBXKeHUM MpruOnu3Ho Ha 128 %
micysa 3acTocyBaHHS KoMOiHalil (hIyKoHa30Iy Ta 3WJOBYAUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
TakKy KoMOiHaIlilo TiKapChKUX 3ac00iB, MOTPIOHO CIOCTEpPIraTH 040 PO3BUTKY MOGIYHUX peakilil,
II0B’SI3aHUX i3 3aCTOCYBAHHSAM 3UOOBYOUHY. MOXHA PO3TNISHYTH OOLIbHICTh 3HUKEHHS JO3U
3UOBYIUHY.

A3umpoMmilyuH: IpU ONHOYACHOMY IIepOpaIbHOMY Pa30BOMY 3aCTOCYBaHHI a3UTPOMIIMHY Ta



dbrykoHa3ony B go3ax 1200 mr ta 800 Mr BigmoBigHO, XKOMHUX 3HAUYIINX (hapMaKOKiHETUYHUX
B3AEMO[il BUSIBIEHO He OyII10.

ITepopanvHi KOHMpayenmueu: IpPu 3aCTOCYBaHHi (GIyKoHa301y B 003i 50 MTr BIIMBY Ha PiBEHb
TOPMOHIB He 0yJ10, TOi SIK IPU 3acTOCyBaHHi QykKoHa301y B 0o3i 200 Mr Ha 00y criocTepiranocs
36inbimenHs AUC etuHinectpaniony Ha 40 % Ta meBoHOprecTpeny - Ha 24 %. Lle cBiguuTh mIpo Te, 1110
OaraTopa30Be 3aCTOCyBaHHS (DIIyKOHA30/1y B 3a3HaUYEeHUX N03aX HaBPSA UM MOXKe BIIJIUBATH Ha
eekTUBHICTH KOMOIHOBAHOTO ITIEPOPAIbHOT0 KOHTPAIENITHRA.

Oco6 1ueocmi 3acmocye8aHHs1.

epmamocgpimis. BimoMmo, 1110 pu 3acTOCyBaHHi (IyKOHA301y [AJg TiKyBaHHS gepMaTodirii y miTe
OCTaHHI{ He TIepeBUINY€E TPU3e0PyIbBiH 3a e(peKTHUBHICTIO i 3arajbHUN TOKa3HUK e(DeKTUBHOCTI
ctanoButh MeHIIe 20 %. Tomy ¢hIyKoHa30/1 He MOXKHA 3aCTOCOBYBATH IS JIIKyBaHHS AepMaToQiTil.

Kpunmoxkoko3s. [1oka3iB eheKTUBHOCTI (HIIyKOHA30Iy AJId JIIKyBaHHS KPUIITOKOKO3Y IHIIUX
JI0Kaui3alii (HanpuKiafg, JIeTeHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTATHbO, TOMY
PEeKOMeHalii 00 JO30BOI0 PEXUMY 1A JIIKYBaHHS TaKUX 3aXBOPIOBAHb HEMaE.

I'nuboki eHOemiuHi miko3u. [loka3iB eheKTUBHOCTI (DITyKOHA30Iy AT JTiKyBaHHS iHIIUX Hopm
eHIeMiYHUX MiK03iB, TaKUX K TapaKOKIMAi0IA0MIKO03, TiCTOIIa3M03 Ta MIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEOOCTaTHHO, TOMY PEKOMEHALlIX 1I0A0 JO30BOr0 PeXUMY AJIS JIIKYBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. T1anienTaM i3 mopyiieHHSIM GYHKIIIM HUPOK MperapaT IOTPiOHO 3aCTOCOBYBATH 3
obepexHicTio (muB. po3ain «Crocib 3aCTOCyBaHHS Ta IO3U»).

Hedocmamuicmb HaOHUpPKoBuX 3a103. KeTOKOHA30JI, SIK BifOMO, CIIPUYMHSIE HETOCTATHICTh
Ha[JHUPKOBUX 3aJ103, i Ile TAK0XK MOXKe CTOCYBaTUCS (PIyKOHA30Jy, X04a CIIOCTEPIraEThC PigKo.
HepocraTHiCT, HAQHUPKOBUX 3aJ103, [10B'A3aHa 3 ONHOYACHUM JIIKyBaHHAM IIPEHI30HOM, ONKCaHa y
migpo3mini Bnaue ¢paykoHasoay Ha iHWi aikapcwKi 3acobu po3miny «B3aemogmis 3 iHIuMu
nmiKapchbKUMU 3aco0aMu Ta iHI BUAY B3a€MOMIIN».

I'enamobiaiapHa cucmema. TlanienTam i3 mopyueHHIM GYHKIIIM Me4iHKY ITpenapat noTpidHo
3aCTOCOBYBATH 3 00€peXkKHiCTI0. 3aCTOCYBaHHS (HDITYKOHA30JIY ACOIiI0BAIOCS 3 BUHUKHEHHSIM
PiOKICHUX BUIIafKiB PO3BUTKY TSXKKOI rellaTOTOKCAYHOCTI, BK/II0Yal04H JIeTallbHi BUMIaAKU, TOJTIOBHUM
YWHOM Y TAIiE€HTIB i3 TAXKKUMUA OCHOBHUMU 3aXBOPIOBAaHHAMU. Y BUIIagKaX, KOJIU PO3BUTOK
rernaTOTOKCUYHOCTI acoIliloBaBCs i3 3aCTOCYBaHHAM (QIyKOHa307y, He Oy0 Big3HaueHo ii SBHOI
3aJ1eXKHOCTI Biff 3aranbHOI J000BOI AO3Y IIpemnaparty, TPUBAJIOCTI Teparii, cTaTi abo BiKy mallieHTa.
3a3BUYal TenaToTOKCUYHICTD, CIpuYrHeHa (BIyKoHa30710M, 000POTHA, a il TPOsiBY 3HUKAIOTH MiCIIs
IPUIUHEHHS Tepamil.

3a malfieHTaMH, V SKUX IIPU 3aCTOCYBaHHi (PIIYyKOHA30/1y CIIOCTEPIraloThCS BiTXUIEHHS pe3ybTaTiB
GbyHKIi0HATEHUX P00 MediHKY, TOTPiOHO BCTAHOBUTU PETENIbHUM HATJIAL 00 PO3BUTKY OibIil
TSKKOT0 YpaXkeHHs IediHKHU.

[TamieHnTiB Tpeba mpoiHGopMyBaTH IIPO CUMIITOMH, III0 MOXKYTb CBITYUTH PO CEPHO3HUY BIIJIUB HA
NeYviHKy (BUpaXkKeHa acTeHis, aHOPeKCis, MOoCTiliHa HygoTa, 6/1I0BaHHS Ta KOBTSHHUIIL). Y TaKOMYy pasi
3aCTOoCyBaHHS (DITYyKOHA30/1y MOTPiOHO HETalHO MPUIIMHUTH Ta TPOKOHCYJIBTYBATUCS 3 JIiKapeM.

Cepuego-cyOuHHa cucmema. Jlesiki a3omu, 30KpeMa i (pIyKoHa30JI, aCOLiI0ITLCS 3 TOA0BKEHHIM



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

®nykonazon Tpeba 3 00epekHiCTI0O 3aCTOCOBYBATH IAI[iEHTaM i3 pU3UKOM PO3BUTKY apUTMiH.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 lMiKapchKUMM 3acobaMu, 1110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yloThcs 3a gonoMoroio hepmenTy CYP3A4 uutoxpomy P450, mpoTunoka3laHe (QUB. po3minu
«IIpoTuUnoKa3aHHsI» Ta «B3aeMofia 3 iHIMMMY JTiKapChKUMK 3ac06aMu Ta iHIII BUOY B3a€EMOMii»).

I'anopanmpun. F'anodanTtpun € cyoctpatoM pepmenTy CYP3A4 i mponourye intepsan QTc npu
3aCTOCYBaHHI y pEKOMEHI0BaHUX TepalneBTUYHUX f03aX. OgHOYACHE 3aCTOCYBaHHS raylohaHTPUHY Ta
GbIyKOHaA30I1y He PeKOMEHIY€EThCs (OUB. Po3Mdin «B3aemomist 3 iHIIMMY JTiKapChbKUMU 3aco0aMu Ta
iHIIT BUOM B3a€EMOIiN»).

Llepmamonoeziuni peakuii. ITig 9ac 3acTocyBaHHS (HIIyKOHA30Iy PiAKO MOBIJOMIISANIOCS IIPO PO3BUTOK
TaKuX eKC(OoMaTUBHUX MIKiPHUX peakilii Sk cuHapoM CTiBeHca - [I?)KOHCOHA Ta TOKCUYHUM
elifepManbHUY HEKPOIi3. [1oBioMIISIM PO MeIUKaMeHTO3HY pPeakiliio 3 e03UHO(isier0 i
cuctemauMu nposiBamu (DRESS). IMauientu, xBopi Ha CHIII, Gifbll CXUIbHI O PO3BUTKY TIKKUX
IIKiPDHUX peakKllif IPY 3aCTOCYyBaHHiI 6araThoX JiKapChKuX 3aco0iB. fAKIO y mallieHTa 3 MOBEPXHEBOIO
rpubKOBOIO iH(DeKITier0 3’ IBNIII0TLCS BUCHUIIAHHS, 1110 MOXKHA IT0B'SI3aTH i3 3aCTOCYBAHHSIM
GbyKOoHa30I1y, IIoHasbllle 3aCTOCYBAaHHS IpenapaTy Tpeba MpUNUHUTHU. fAKINOo Yy MallieHTa 3
iHBa3MBHOI/CUCTEMHOIO I'PUOKOBOI0 iH(EKIII€I0 3’ IBIAIOTHCS BUCUIIAHHS Ha INKipi, 3a 10T0 CTaHOM
OTPiOHO peTesbHO CIOCTEPIraTH, a y pa3i po3BUTKY Oy/Ib03HUX BUCHUIIAHb a60 MyITbTH(HOPMHOI
€pUTEeMU 3aCTOCYyBaHHS (DIIyKOHA30/Iy MOTPIOHO IPUIIUHUTH.

I'inepuymaugicmy. Y pigKiCHUX BUIIaIKaX IOBIJOMIISIK IIPO PO3BUTOK aHA(IMTaKTUYHUX peakKIliil
(muB. po3min «IIpoTunokasaHHI»).

ITumoxpom P450. ®nykoHa3on € nomipauM iHriditopom ¢epmentis CYP2C9 ta CYP3A4. Takox
bnykoHa3011 € moMipauM iHribiTopom pepmenty CYP2C19. Tpeba crocTepirat 3a CTAHOM IAIli€HTIB,
SIKi OTHOYaCHO 3aCTOCOBYIOTh (pIYKOHA30JI Ta IIpernapaTy 3 By3bKUM TEPANeBTUYHUM BiKHOM, III0
MeTabomizyoTbes 3 yuyactio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3nin «B3aeMopis 3 iHIMUMU
JiKapChKUMH 3aco0aMu Ta iHIIi BUOKM B3aEMOIiN»).

TeppeHaduH. [ToTpiOHO peTeNIbHO CIIOCTEPIraTH 3a CTAHOM IallieHTa IIPU OJHOYACHOMY 3aCTOCYBaHHI
tTepdeHaguny Ta GayKoHa3omy B no3i Menie 400 mr Ha 0oOy (muB. po3ninu «IIpoTUlloKa3aHHA» Ta
«B3aeMopmist 3 iHIMMMY JTiKapChbKUMHU 3aC00aMM Ta iHIII BUOM B3AEMOIiii»).

Kanou0doa. JocnigKeHHS NOKa3aiyd 3pOCTaHHS NOMKpPeHoCTi iHdeknin 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 iH}ekil MOXKYTh
notpeOyBaTu albTepHAaTUBHOI TPOTUTPUOKOBOI Teparii yepe3 HeeheKTUBHICTE NiKyBaHHS. ToMy
PEKOMEHOYEThCS BpaX0BYBaTH MOLIMPEHICTh Pe3UCTEHTHOCTI PidHUX BUAIB Candida mo ¢pnykKoHa3o0my.



JonomidxcHI peuosuHu.

[TpemapaT MiCTUTH JTaKTO3Y. AKIO y MallieHTa BCTAaHOBJIEHA HETIEPEHOCHMICTh [IesIKUX LIYKpiB, Tpeba
IIPOKOHCYJIbTYBaTHCS 3 JIiKapeM, MepIll HiXK NpuiiMaTy Liel TiKapCchKuil 3acib.

Opna TabneTka miKapchkoro 3acoby ®ymuc® OT mMicTuTh MeHme 1 MMOmb HaTpiio (23 Mr), To6TO
npenapar IPaKTUYHO BIIbHUY Bif HATPilo.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00H0.
XKiHKu penpodyKmueHo20 8iKy.
[Tepen nmoyaTkoOM JiKyBaHHS MaLieHTKY CIIif IpoiH(OpMyBaTH PO NOTEHIIMHUY PU3UK [AJIA IJIOAA.

[Ticyst 3aCTOCYBAHHS OJHOPA30BOI MO3H MOTPIOHO BUTPUMATH IePiofl BUBEEHHS (JIYKOHA30Iy, AKHH
CTaHOBHTH NpuOMU3HO 1 THXKIEHS (110 BigmoBimae 5-6 mepiogam HamiBBUBEOEHHS), 10 HACTAHHS
BariTHOCTI (OuB. po3min «PapMaKOKiHETUKA»).

Y pasi TpuBanux KypciB JIiKyBaHHS XKIHKaM PEIPOLYKTUBHOIO BIKY CJIifi PO3IJIAHYTUA MOXKJIUBICTh
3aCTOCYBaHHS KOHTpAIEIIil IPOTATOM YChOT0 IIepiofy JiKyBaHHS Ta IPOTATOM 1 THXKHS HiCns
IPUHOMY OCTAaHHBOI TO3H.

BaeimHicme.

OOcepBalliliHi mocigKeHHS CBifYaTh PO MigBUIEHNY PU3UK CIIOHTAHHOTO abopTy y XKiHOK, gKi
OTpUMYyBau (PIyKOHA30JI IPOTSITOM IEPIIOTro Ta/abo OPyroro TPUMECTPY, IOPIBHSIHO 3 TaKUM Y
XKIiHOK, fKi He mpuiManu GIyKoHa30s abo OTPUMYBaJIU MiCIeBi a30Ju ¥ TOM caMuii epiof.

IaHi M0m0 KiTbKOX TUCSY BariTHUX XKIiHOK, IKi OTPUMYBaJIU JTiKyBaHHS (QPIYKOHA30JI0M Y
KyMyJIATUBHIN 1031 < 150 Mr y nepiioMy TpUMeCTpi, ZEMOHCTPYIOTh BiICYTHICTh 3POCTAHHS
3arajgbHOIO PU3HUKY Baj PO3BUTKY IJIOAY. B OMHOMY BeJIMKOMY CIIOCTEPEKHOMY KOTOPTHOMY
IOCTIiMKEeHH] TepopaibHe 3aCTOCYBaHHS (DITyKOHA30I1y B IIePIIOMY TPpUMecTpi OyI1o moB’si3aHe 3
HEBEJIMKUM IIiIBUIIeHUM PU3UKOM Bafl PO3BUTKY CKeJIeTHO-M 5130BOI CUCTEMH, 110 BifIIOBifae
npubnu3so 1 gogatkoBomy Bunagky Ha 1000 KiHOK, SKi OTpUMyBaiyd KyMyJIATHBHI 7034 < 450 M,
IIOPiBHSHO 3 XiHKaMH, SIKi OTpUMYyBaid a30JId MiclieBol fil, i mpubau3Ho 4 JOJaTKOBUM BUIIafiKaM Ha
1000 xiHOK, fKi OTpUMyBaIu KyMynsTUBHI 1o3u Ginbiie 450 mr. CKOpUroBaHUM BiTHOCHUM PU3UK
ctanoBuB 1,29 (95 % [I: 1,05-1,58) gns go3u daykoHalony 150 mr nepopanbHo Ta 1,98 (95 % [I:
1,23-3,17) ons go3 ¢pnykonasomny Oinbiie 450 mr.

HasiBHi emifeMionoriyni JoCmigKeHHS I[0I0 PO3BUTKY Baj CepIls IPHU 3aCTOCYBaHHI (GIyKOHA30Iy Y
1epiof BariTHOCTI Jai0Th cynmepednuBi pe3ynbraTu. OgHaK MeTaaHasi3 5 o0cepBaliitHUX NOCITiAKEHb,
NpoBeJeHHUX 3a Y4acCTIO0 KiIbKOX THCSY BariTHUX XKiHOK, IKi OTpUMYyBaiIu (GIyKOHA30J IPOTSATOM
IIePILIOro TPUMECTPY, BUSBUB MiIBUILIEHHS PU3UKY PO3BUTKY Baf Ceplid y HEMOBJIAT B 1,8-2 pa3u
IIOPiBHSIHO 3 TAKMM Y HEMOBJISIT, MaTepi IKUX He 3aCTOCOBYBaIu GIyKoHa301 Ta/abo
BUKOPHCTOBYBA/IM a30JIU OIS MiCLIeBOTO 3aCTOCYyBaHHS.

Y noBimoOMIIEHHAX ONKCAHO BPOAKEHI Bafu PO3BUTKY Y HEMOBIIAT, MaTepl SKUX OTPUMYBaJId BUCOKI
no3u (Big 400 mo 800 Mr/mo0y) dbnykKoHa301y y Iepiof BariTHOCTI nmpoTaroM 3 micsiiB abo Oinblile mpu
JiKyBaHHI KOKIMioimoMiko3y. Cepeq BpOOKeHUX Bafl, AKi CIIOCTepiranucs y ux AiTeu, -
Opaxinedarnisi, mUCIIa3is BYIIHUX PAKOBUH, HafMipHe 30ibIIIeHHS IEPENHLOTO TiM'STUKa,
BUKPUBIIEHHST CTETHOBOI KiCTKM Ta MPOMEHEBO-TIJIeY0BUM CHHOCTO3. [[pUYMHHO-HACTiZKOBUH 3B’ SI30K



MixX 3dCTOCYBAHHSAM (l)J'IYKOHaISOJ'Iy Ta BPOO2KE€HUMHU BalaMHU He BCTAHOBJIEHHUI.

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

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

I'odysaHHA 2pydoio.

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

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

Crip OUiHUTY KOPUCTh FOMYyBaHHS IPYANIO AJIS PO3BUTKY i 3M0POB’SI JUTUHY, a TAKOXK KIIiHIUHY
norpeGy MaTepi y npemnaparti ®ymuc® 0T i Oyab-aKi moTeHmiliHi mo6iuni edpextu npenapaty Oymuc”
T abo 0CHOBHOTO 3aXBOPIOBAHHS MaTepi AJig IUTHUHYU, SKa OTPUMYE I'PyIHE BUTOOBYBAHHS.

depmusbHicmb.

®ykoHa3071 He BIUIMBAB Ha GepPTUIILHICT CaMIliB Ta CaMOK IIypiB.

30amHicmb 8niueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

HocnimKeHb BINIUBY (IYKOHA30Jly Ha 30aTHICTh KepPyBaTH aBTOTPAHCIOPTOM abo ImpaliioBaTH 3
IHIIMMY MeXaHi3MaM# He MPOBOIUIIN.

[TauieHTiB MOTPiGHO MOiHGOPMYBaTH IIPO MOXKJIUBICTh PO3BUTKY 3allaMOpOoYeHHs abo CyaoM (OuB.
po3min «ITo6iuHi peakiiii») mif Yac 3aCTOCOBYBaHHS Ipemnapary. [Ipu po3BUTKY TaKUX CUMIITOMIB He
PEKOMEHOYEThCSI KEPYBATH aBTOTPAHCIOPTOM a00 MpaIlioBaTH 3 iHIIMMHU MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHss ma do3u.
[IpenapaT 3acTOCOBYBaTH nepopasnbHo. [IpuitoM npemnapaTy He 3aeKUTh Biff IPUUOMY 1XKi.

To6oBa mo3a (hIyKOHA30Iy 3ajIeXKUTh Bifl BUAY Ta TSIXKKOCTI rpubkoBoi indekmii. [Tpu HeobxigHOCTI
6araTopa30BOr0 3aCTOCYBaHHS IIpelaparTy JTiKyBaHHS iHGEKIIiN mOTPiOHO TPOAOBXKYBATH [0
3HMKHEHHS KJTIiHiYHUX Ta 1a00paTOPHUX IMPOSIBiB aKTUBHOCTI IpuOKoBOi indekiril. HemocTaTHs
TPUBAJIICTh JIIKyBaHHSA MOKe IIPU3BECTH [0 BiJHOBJIEHHS aKTUBHOTO iH(QEKIIMHOT0 IPOLECY.

[Topocai.
Kpunmokoxkos.

- JIikyBaHHS KPUIITOKOKOBOI'O MEHIHTITY: HaBaHTaXyBaJlbHa f03a CTaHOBUTH 400 Mr y 1-i meHs.
[MinTpumytoya mo3a - 200-400 Mr oguH pa3 Ha moOy. TpUBasicTh JTiKyBaHHS 3a3BUYall CTAHOBUTH



IoHaMMeHIIe 6-8 TuxkHiB. [Tpu iHeKIIigX, 110 3arPOKYIOTh XKUTTIO, JOOOBY 103y MOXKHa 30i/TbIIUTH
mo 800 mr.

- IlinTpuMyoya Tepamnis O nolepenXKeHHs pelUaUBy KPUIITOKOKOBOTO MEHIHTITY B MAIli€HTIB i3
BUCOKUM PU3UKOM MOT0O PO3BUTKY: peKOMEH[I0BaHa [03a IpenapaTy cTaHoBUTh 200 Mr ofUH pa3 Ha
o0y IpOTAroM HeoOMeKeHOT0 4acy.

Koxkuuodioidomiko3. PekoMeHnpmoBaHa no3a craHoBuTh 200-400 Mr onuH pa3 Ha nobOy. TpuBanicTs
JiKyBaHHS CTaHOBUTD 11-24 micsiri abo moBime 3aiexXHO Bifl CTaHy malieHTa. s MTiKyBaHHS IesSKUX
dbop™m iHdeKIIil, a 0co6MUBO IS JTiKyBaHHS MEHIHTITY, MOXKe OyTH [OIiNMbHUM 3aCTOCYBaHHS HO3U
800 Mr oguH pa3s Ha [00y.

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

KaHOoudo3 causzosux 06010HOK.

- KaHIM03 pOTOrIOTKY (II0JIOCKATH Ta TPUMATHU y POTi IPOTATOM 2 XB, MiCJIS YOTO IPOKOBTHYTH):
HaBaHTaXyBajibHa A03a cTaHOBUThL 200-400 Mr y 1-i1 meHs, migTpuMytoda go3a - 100-200 mr ogun
pa3 Ha moOy. TpuBasicTh JTIiKyBaHHS CTAHOBUTH 7-21 meHb (IO MOCATHEHHS peMicii), ame Moxke OyTu
30inbInieHa Q71 Malli€HTIB i3 TIXKKUM iMyHOOeQiITuTOM.

- KaHupmo3 cTpaBoxony: HaBaHTaxyBasibHa 003a CTaHOBUTH 200-400 Mr y 1-i meHs, NifTpuMyo4a
mo3a - 100-200 mr onun pa3 Ha go0y. TpuBamicTh MiKyBaHHS CTaHOBUTHL 14-30 OHIB (IO HOCATHEHHS
peMicii), arme mMozxke O6yTu 36inblleHa g HAlLi€HTIB i3 TIXKKUM iMyHOOeQiIIUTOM.

- Kangunypisi: pekoMeHpoBaHa mo3a cTaHOBUTE 200-400 Mr omuH pa3 Ha go0y mpoTsarom 7-21 mHs.
I TmalieHTiB i3 TIXKKUM iMyHOIeIIIMTOM TPUBAJIICTD JTiKyBaHHS MOxKe OyTH 306ibIIeHa.

- XpoHiuHMM aTpOodiyHNN KaHOUO03: PeKOMEHJ0BaHa [103a CTaHOBUTHL 50 MT OfiMH pa3 [00y IPOTIroM
14 nHisB.

- XpoHiYHMYM KaHOWI03 IIKipK Ta CIM30BUX 000JI0HOK: PEKOMEHI0BaHa q03a CTAHOBUTH
50-100 Mr oguH pa3 Ha moOy. TpuBasicTh JiKyBaHHS CTAHOBUTD 10 28 [HIB, ane Moxe OyTH
30inbIIeHa 3aeKHO Bif TSXKKOCTI Ta BUAY iH(ek1il abo Ipyu 3HUXKEHH] iMyHITETY.

ITonepedceHHs peuudusy KaHOudo3y cau3osux 06040HOK y nauieHmia 3 BIJI, siki maromb sucokuli
pU3uk 1i020 pO38UMKY).

- Kauaunos poTornoTky, KaHAUA03 CTPABOXOMY: PEKOMEHI0BaHa [03a CTaHOBUTH
100-200 mr opuH pa3 Ha #o0y ab6o 200 Mr 3 pa3u Ha TUXKOEeHb. TpUBaIiCTh TiKyBaHHS HeoOMeXKeHa
[J15 TALli€HTIB i3 IPUTHIYEHUM IMYHITETOM.

ITpoginakmuka kaHOUOO3HUX IH(peKYill y nauieHmia i3 mpusa.oi HelimponeHielo. PekoMeHnOBaHa
no3a ctaHoBuTh 200-400 Mr oguH pa3 Ha fo06y. JIiKyBaHHS MOTPIOHO PO3MOYMHATH 3a KiJlbKa AHIB 10
OYiKyBaHOTO PO3BUTKY HEUTPOIEHII Ta MPOAOBKYBAaTH IPOTATOM 7 OHIB IiC/A HMiABUIIEHHS KiTbKOCTI
HeiTpodinis moxag 1000/mm’.

TI'enimasvHi KaHOUOO3U.

- TocTpuit BariHambHUY KAHOWOO03, KAHOAUOO3HUH OaaHiT: peKOMEHI0BaHa [103a CTaHOBUTHL 150 Mr



Pa3oBo.

- JIikyBaHHA Ta ImMpodinakTKa peluOUBYIOUNX BariHalbHUX KaHAUA03iB (4 abo GinbIie peluauBiB
3aXBOPIOBAHHS Ha PiK): peKOMeHO0BaHa no3a cTaHoBUTh 150 Mr 1 pa3 y 3 mHi. Ycboro motpibHO
3actocyBatu 3 fo3u (1-i mens, 4-1 neHb Ta 7-i gens). [licns uporo Tpeba 3aCTOCOBYBaTH
nigTpuMytoudy no3y 150 mr 1 pa3 Ha TUXKAEHb IPOTATOM 6 MiCALIB.

Ilepmamomiko3su.

- Miko3 cTom, MiK03 IllafileHbKOIl IIKipH, Tax0BUM AEPMaTOMiIKO03, KaHOUOO03Hi iH(deKITil mKipu:
peKoMeH[i0BaHa fo3a cTaHoBUTh 150 Mr 1 pa3 Ha TuxkaeHb abo 50 mMr 1 pa3 Ha f00y. TpuBamicTh
JIIKyBaHHS CTAHOBUTH 2-4 TUXKHI. JIiKyBaHHSA MIKO3y CTOIl MOXK€E TPUBATHU [0 6 TUXKHIB.

- PisnoOapBHUY nuIaii: peKoMeHmoBaHa go03a cTaHoBUTh 300-400 Mr 1 pa3 Ha TUXOEHDb IPOTATOM
1-3 tTuxHiB a60 50 Mr oguH pa3 Ha fO0y MIPOTATroM 2-4 THUKHIB.

- HepmaTodiTHUY OHIXOMIK03: peKOMeHA0BaHa f03a CTaHOBUTh 150 Mr 1 pa3 Ha TUXK[EHb.
JlikyBaHHST Tpeba MPOOOBXKYBaTH ITOKK Ha MicCIli iH(hiKOBaHOTO HIT'TS HE BUPOCTE 3MOPOBUM. [7s
BiIpoCTaHHS 3[0POBUX HITTiB Ha PyKax Ta Ha BeJIMKUX MaJbIIX HIir 3a3BUYall He0OXifHO 3-6 MicsIiB
Ta 6-12 MicsuiB BignoBigHO. OgHAK IIBUAKICTH POCTY HIrTiB y MAI[iEHTiB MOXKe OyTH Pi3HOIO Ta
3ayiexkatH Bif Biky. [licyg ycminrHOTo NTiKyBaHHS TPHMBa/IMX XPOHIUHUX iHGEKIIiN ¢hopMa HIirTs iHoAi
3a/IUILIAETHCA 3MiHEHOIO.

Ocob.uei epynu nayieHmis.

IHauieHmu nimHb0o20 8IKYV.

o3y HeoOxifmHO minGupaTy 3aIeXkHO Bifl cTaHy QYHKIIiM HUPOK (OUB. HAXKYE).

IlauieHmu 3 HUPK0BOI HEAOCMAMHICmIo.

®nyKOHa30JI BUBOAUTHCA IIepeBaxHO i3 ceyelo y He3MiHeHOMY cTaHi. [Ipu pa3oBoMy 3aCTOCyBaHHI
KOPHUTYBaTHU N03y QIyKOHa30Jy He oTpiOHO. [TamieHTaM (BK/II04al04H AiTel) i3 MOpyIIeHHIMU
GYHKIIII HUPOK NIpX HeoOXimHOCTi 6araTopa3oBOro 3aCTOCYBaHHS Ipenapary y 1-i feHb TiKyBaHHS
CJTil 3aCTOCOBYBaTH MO4aTKOBY 403y 50-400 Mr 3aiexKHO Bifi TepalleBTUYHUX MOKa3aHb. [1icisa boro
mo0oBY 03y (3a71e2KHO Bif TOKa3aHHS) CJIifl pO3pax0ByBaTH BiAMOBigHO {0 Tabmui 1.

Tabmuis 1

KrtipeHCc KpeaTHHiHY (MJI/XB) BigcoToK Big peKOMeHIOBaHOl J03H
> 50 100 %

< 50 (6e3 remogmiarnisy) 50 %

['emomianmi3 100 % micns KOXKHOro reMopiani3y

[MarmienTy, siki mepebyBaloTh Ha PETyIsIPHOMY reMofiani3i, moBuHHI oTpuMyBaTu 100 %
PEKOMEHI0BaHOl HO3M MiCJIg KOXKHOI0 reMofiianidy. Y neHb, KOJIU reMofiani3 He IPOBOOUTHCH,
IIallleHT [I0BUHEH OTPUMYBATH 03y, BIIKOPUTOBaHY 3aJIeXKHO Bifl KJIipEHCY KpeaTHUHIHY.

IMauieHmu i3 nopyweHHAMU PYHKUII NeYiHKU.

®nykoHa3on Tpeba 3aCTOCOBYBATH 3 00€PeKHICTIO MAIliEHTaM i3 MOPYIIeHHIMU (PYHKITI MedyinKy,
OCKiNTbKHM iH(pOpMalil IoA0 3aCTOCyBaHHA (IIYKOHA30J1y IIili KaTeropil nauieHTiB HeOCTaTHbO
(ouB. po3minu «Oco6aMBOCTI 3acTOCyBaHHSI» Ta «I100i4uHi peakiiii»).



imu.
He cnip nepesuiifyBatu MakcuManbHy f000BYy 703y 400 Mmr.

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

Io3yBaHHA IIpelapaTy HiTIM i3 mopyleHHAME QYHKIII HUPOK HaBeneHo Buile. ®apMakoKiHeTHKa
GbIyKOoHa30Iy He OOCIigXKyBajacs y AiTel i3 HUPKOBOIO HENOCTATHICTIO.

Ilimu e8ixom 8i0 12 pokis.

3ajIezkHO Biff Macu Tisla Ta my6epTaTHOTO PO3BUTKY JIiKapio CIIif OLIHUTH, sIKa J03a Ipenapary (s
NOPOCTIUX 4M AJIS OiTel) € ONTUMAaJIbHOIO AJ1s nalieHTa. KimiHiyHi gaHi cBigyaTs Ipo Te, 1[0 Y AiTel
KJIipeHC ¢IyKOHA30Jy BUIIUYU MTOPIBHSAHO 3 JopocnuMu. 3acTocyBanHs mo3 100, 200 ta 400 mr
mopociuM Ta o3 3, 6 Ta 12 Mr/Kr oguH pa3 Ha Koy OiTAM NPU3BOOUTE [0 HOCATHEHHS CIiBCTABHOI
CHCTEMHOI eKCITO3UIIil.

EdekTuBHICTh Ta 6e31eKa 3aCTOCyBaHHs (IYKOHA30ITy [JIs TiKyBaHHS IeHiTaabHUX KaHOUOO03iB y
miTey He BCcTaHOBJEeHi. HasiBHa Ha ChOTOXHIIHIM IeHb iHbopMallis HaBefeHa y po3aini «ITo6iuni
peaxtii». dKimo icHye HaranmbHa notpeba 3aCTOCYBaHHS IIpelapary migiaiTkaM (BikoM Big 12 o
17 pokiB), cnif 3aCTOCOBYBaTU 3BUYAlHI 03U AJIS HOPOCIIHX.

Iimu sixom 8i0 5 0o 11 pokis.

Kanaumosu cnu3oBux 0007I0HOK: TI0OYATKOBA [103a CTAHOBUTHL 6 MT/KTr/mo0y, migTpuMyoyda 103a -
3 Mr/kr/mo0y. [TouaTKOBY 103y MOXKHAa 3aCTOCOBYBaTH ¥ 1-i meHb 3 METOIO IIBUAIIOTO NOCATHEHHS
PiBHOBaXXHOI KOHIIEHTpAIIii.

[HBa3WBHI KaHAU03H, KPUIITOKOKOBUYM MEHIHTIT: 03a IIpenapaTy CTaHOBUTDH 6-12 Mr/Kr/moby
3aJ1eXKHO Bifi CTyIIeHs TAXKKOCTi 3aXBOPIOBAHHS.

[TigTpuMytoda Teparis Ajis nonepenXxeHHs PeLIUAUBY KPUIITOKOKOBOI'O MEHIHTITY y AiTed i3 BUCOKUM
PU3KUKOM HOT0 PO3BUTKY: 403a IIpelapaTy CTaHOBUTEL 6 MT/Kr/go0y ofuH pa3 Ha 0o0y 3a/ie’kHO Bif
CTYIIEHS TAKKOCTI 3aXBOPIOBaHHS.

[TpodinakTuka KaHOAUOO3IB y NALi€HTIB 3 iMyHOAeIIUTOM: f03a IIpenapaTy CTaHOBUTh

3-12 Mr/KT ofiMH pa3 Ha A00y 3aJie’kKHO Bifl BUPaKeHOCTi Ta TPUBAJIOCTi iHAYKOBaHOI HEUTPOIIEHil
(ouB. §O3U OJIS1 HOPOCTIUX).

Himu.

3aCcTOCOBYBaTH IIpernapaT MOXKHA OiTIM BiKOM Biff 5 POKiB.

Ilepedo3yeanHsi.
CuMnTomu: ramrolyHallil Ta MapaHoifaabHa IOBETiHKa.

JIikyBaHHS: CUMIITOMaTAYHe (Y TOMY YMCIIi TPOMUBAHHS IIUTYHKA ¥ MigTPUMYyIOda Tepalris).
®nyKOHAa30J1 BUBOOUTHCS MEPEBAXKHO 3 ceuelo, ToMy (GOpCOBaHUM Miype3 MoxkKe MPUCKOPUTHU



BUBeNEeHHS npenapaTy. CeaHc remMofiani3y TpUBaiCTIO 3 TOOUHU 3HUKYE PiBEHb QPIYKOHA30JTY V
na3Mi KpoBi mpubnu3uo Ha 50 %.

ITo6iuni peakuii.

[ToBimoMunsinu mpo MeOUKaMeHTO3HY peaklIlifo 3 eo3uHodimiero i cuctemaumu nposisamu (DRESS),
acoIrifioBaHy 3i 3aCcToCyBaHHAM (GIyKOHa301y (OuB. po3min «OcoO0IMBOCTI 3aCTOCYBaHHSI»).

Haituacrime (Big =1/100 go <1/10) moBimomnsnocs npo Taki mobiuHi peakitii: ronoBHui 6inb, 6inb y
JKUBOTI, miapesi, HyfoTa, O/i0BaHHS, IiIBUIIEeHHS PiBHS anaHiHamMiHoTpaHchepasu (AJIT),
acnaprataMinoTpaHcdepasu (ACT), myxHol pochaTasu KpoBi Ta BUCUTIAHHS.

II71s OLiHKY YaCTOTU BUHUKHEHHS MOOIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikariito: myxe
yacTo (=1/10), gacto (Big =1/100 mo <1/10), mHeuacTo (Big =1/1000 mo <1/100), pigko (Big =1/10000
0o <1/1000), myxe pigko (<1/10000), yacToTa HEBifOMa (HEMOXKJIMBO OLIIHUTH Ha IigCTaBl HAABHUX
OAHUX).

3 6oky cucmemu Kposi ma aimgpamuyHoi cucmemu.

HeuacTo: anemid.

Pigko: arpaHynouuTo3, TeHKOIeHis, HEUTPOIeHis, TPOMOOLUTOIEHI.

3 boky imyHHOI cucmemu.

Pigko: anadinakcis.

3 6oxy memaboai3my ma Xapuy8aHHA.

HeuyacTo: 3HUKEHHS alleTUTy.

Pigko: rineprpurmninepuaeMis, rinepxojaecTepruHeMis, TinoKaiemis.

3 60Ky ncuxiku.

HeuacTo: 6€3COHHS, COHJIUBICTE.

3 boky Hepeoegoi cucmemu.

YacTo: TonoBHUIM Oifb.

HeuacTo: cygomu, 3anamMopo4YeHHs, ITapecTesii, MOPylIeHHsS CMaKy.

Pigko: Tpemop.

3 60Ky opaaHis cayxy ma pisHosazu.

Heuacro: BepTuro.

3 boky cepus.

Pigko: mapokcu3MasnbHa IUIYHOYKOBA TaxXiKappisd TUILY «IipyeT», momoBxkeHHd iHTepBany QT (mus.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).



3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

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

3 6oky eenamobiniapHoi cucmemu.

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

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

Pigko: me4iHKOBa HEOCTATHICTh, FeaTONEMIONIPHAN HEKPO3, TeIaTUTH, TeaTOIeTI0NIIPHE
ypaxeHHs (OuB. po3in «Oco0IMBOCTI 3aCTOCYBaHHS»).

3 60Ky wkipu ma nidwKipHOi KAIMKOBUHU.
YacTto: BucuUnaHHA (OUB. po3nin «OcobIUBOCTi 3aCTOCYBaHHS»).

HeuyacTo: cBepbixk, MeTuKaMEHTO3HUH epMaTUT (BKIItoYaiouu (HikcoBaHUM MeIUKaMEeHTO3HUMN
IepMaTUT), KPOIIUB'THKA, MigBUIIIEHe TIOTOBUOINEHHS (IUB. po3min «Oco6IUBOCTI 3aCTOCYBAaHHS»).

Pigko: TOKCUYHUY emigepMalbHUM HEKPOIi3, cuHapoM CTiBeHCca-[[;)KOHCOHA, TOCTPUM
reHepai3oBaHUM €K3aHTEeMaTO3HUU MyCTY/Ib03, eKC(HOTiaTUBHUM IePMaTUT, aHTiOHEBPOTUYHUN
HaOpsK, HabpsK oOnuyuds, anomenis (AuB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

YacToTa HeBimoMa: MefMKaMeHTO3Ha peakilis 3 eo3uHodimnieo i cucremaumu npossamu (DRESS).
3 60Ky 0nopHO-pyx08020 anapamy ma cnoay4Hoi MKAHUHU.
HeuacTo: mianris.
3azanvHi nopyweHHA ma peakuii y Micui 8e0eHHA.
Heuacrto: mifBuiieHa BTOMJIIOBaHICTh, HE3MyKaHHS, aCTeHis, rapsg4ka.
itm

YacToTa Ta xapakTep Mob6iyHUX peakilii Ta BimxuiieHb 1aO0PATOPHUX ITOKA3HUKIB Yy miTel, sKi
GbikcyBanucs mif 4ac KJIiHIYHUX JOCTiAKeHb, KPiM reHiTalIbHOT0 KaHAUA03Y, € IOPIBHAHHUMU 3
TaKUMHU y TOPOCIIUX.

[ToBimoMIIeHHS PO Mimo3pIoBaHi mo6ivHi peakxirii.

[ToBimomneHHs mpo mob6iuHi peakiril micis peecTpaltiii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HaAYEHHS.
Lle nae 3MOry IPOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaK0oX IallieHTaMm abo ix
3aKOHHUM IIPeCTaBHUKAM CJIi[] IOBiTOMJISITH IIPO YCi BUITAAKHK MMiI03PI0BAaHUX MOOIYHUX Peakiliid Ta
BificyTHOCTi e(heKTHUBHOCTI JIikapchKOT0 3aco0y yepe3 ABTOMaTH30BaHy iHpopMalliiiHy cucteMy 3

(dbapMakoHarisAagy 3a MocuiaHHAM: https://aisf.dec.gov.ua



Tepmin npudamHocmi. 4 poku.

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

36epiraté y HEOOCTYIIHOMY IJIST OiTe# MicCIIi.

YnakosBka.

[To 4 tabneTku y cTpumi abo 6mictepi; mo 1 ctpumy abo 611icTepy B KAPTOHHIN YIIaKOBIIi.

Kareropis Bigmycky.

3a pelLemnToM.

BupoOHUK.
KYCYM XEJITXKEP I1BT JITH/

KUSUM HEALTHCARE PVT LTD.

Micue3HaxoIKeHHsI BUPOOHHKA Ta afipeca Micls MpoBaIKeHHS HOTr0 Tis/TbHOCTI.

[TmoT Ne M-3, [apnop Cnemren Ikoromik 3oy, ®ens-1l, ITitamnyp, Hict. [Ixap, Manxes [Tpagem, [Tin
454774, Tapgis/

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



