IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

IU®IIOKAH®

(DIFLUCAN®)

Cknao:
ditoua pevosuHa: ¢pnykoHaszon / fluconazole;
1 kancyna mictutek 150 Mr GIyKOHa301y;

0onomidCHI peyosuHU: TaKT03a, MOHOTiIpaT; KpoxXMaslb KyKypyA3sSHUYN; HATPilo Taypuicyibdart;
MarHilo cTeapaT; KPeMHil0 OiOKCHU[ KOMOIIHUYN O€3BOOHUM.

JIlikapcbka ¢popma. Kamncynmu.

OCHOBHI (pi3uKko-XimMiuHI 8/1acMuUBOCMI: TBEPAl HEMIPO30Pi KeaTHHOBI KaIlCyu (PO3Mip KalcCyau
Ne 1), 10 MicTATh Ginuii TOPOIIOK, 3i CBiTI0-0ipI030B0O-67TaKUTHOIO KPUIIEYKOIO Ta KOPIIyCOM, 3
HaHEeCEeHUMU YOPHUM 4OpHUIOoM noroturnoM Pfizer ta nagnucom FLU-150.

dapMakoTepaneBTHYHA rpyna. [IpoTurpubkoBi 3acobu [JIsi CHCTEMHOT'O 3aCTOCyBaHHS. [ToxinHi
Tpuasony. Kog ATX JO2A CO1.

®apMaKoI0riyHi B1aCTHBOCTI.
®apmakoduHamika.

MexaHi3M mii.

®nyKoHa30J1 € MpOTUTrpuOKOBUM 3ac000M KJ1acy Tpua3osiB. [IepBUHHUM MeXaHi3MOM HOTO [il €
IpUrHiYeHHs rpubKoBOro 14-anbda-1aHoCTePOsI-IeMeTUIIOBAHHS, OTI0CEPENKOBAHOT0 IUTOXPOMOM
P450, 110 € HeBix'eMHUM eTanmoM 6ioCHHTE3y IpUuOKOBOT0 eprocrepony. Akymynsiisa 14-anbda-MeTun-
CTEPOJIiB KOPEJIIOE 3 MOMIa/IbIlIO0 BTPATOI0 eprocTeposy MeMOpaHoio rpuOKOBOL KITITUHU Ta MOXKe
BifimoBigaTu 3a IPOTUTPUOKOBY aKTUBHICTh (PriyKOHa305y. ®IyKOHa30JI € OiNIbII CEIEKTUBHUM 10
rpubkoBux ¢hepMeHTiB nuToxpomy P450, Hixk mo pisHux cucteMm pepmenTiB nutoxpomy P450 ccasiiis.

3actocyBaHHS (HITyKoHa30my y mo3i 50 Mr Ha mo0y mpoTsarom 28 [HIB He BIIMBAE Ha PiBeHb
TECTOCTEPOHY V IIJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb EHOOTEHHUX CTEPOIMiB ¥ KiHOK
pemnponyKTuBHOro Biky. ®mykoHa3on y 1o3i 200-400 mr Ha moby He MPOSIBIISE KITIHIYHO 3HAYYLIOTO
BIIJIUBY Ha PiBeHb €HAOT€HHUX CTEPOifiiB a0 Ha BigMOBib Ha CTUMYJISIIII0 aqPEHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3mopoBux f0OPOBOJIBLIIB YOI0BIUOl CTATI.



IocmimkeHHsT B3a€MO{Iii 3 aHTUIIIPHHOM ITPOIEMOHCTPYBAIH, 110 3acToCyBaHHsA 50 MT (GhIyKOHA301y
pa30Bo yu 6araTopa3oBo He BIIMBAE Ha MeTab0Ii3M aHTUTIPUHY.

YyTauBicTsh in vitro.

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

Takox (hykKOHa3011 in vitro IeMOHCTPY€E aKTUBHICTH K npotu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i mpoTu eHAeMiuHUX MIicHIBUX rpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’130K dhapMaKOKiHETUYHUX i dapMakKOOUHAMIUHUX BIACTUBOCTEH.

BiamoBigHO 00 pe3ysbTaTiB OOCIIAXKEHDb Ha TBapUHaX, ICHYE KOPEJALisi MiXK MiHiMalIbHOIO
inribyrouoio KoHIIeHTpalli€lo Ta eeKTUBHICTIO IPOTH eKCIIEPUMeHTabHUX MOZesel MiK03iB,
cupuyrHeHux Bugamu Candida. BifimoBigHO 0o pe3ynbTaTiB KIIiHIYHUX OOCIigXKeHb, iCHye TiHiliHa
3anexHicTh Mik AUC Ta 103010 ¢iaykoHazony (mpubnusno 1:1). Takox icHye mpsiMui, ane
HenocTaTHi 3B’930K Mixk AUC a60 703010 Ta TO3UTUBHOIO KITiHIYHOO BiTIOBIA/II0 Ha JTiKyBaHHSA
OpaJIbHOT0 KaHAMA03y Ta MEHIIIOK MipOI0 - KaHOUOeMil. AHAIOTiYHO JTiKyBaHHS iH(QEKIin,
CIIPUYMHEHUX IITaMaMu, [0 SKUX QIYKOHA30Jl AEMOHCTPYE BUCOKY MiHiMaIbHY iHTiOyI04Y
KOHIIEHTPAIIil0, € MEHIII 3aI0BiIbHUM.

MexaHi3M pe3uCTEHTHOCTI.

Mikpoopraniamu pogy Candida [eMOHCTPYIOTh YMCIEHHI MeXaHi3MU Pe3UCTEHTHOCTI 10 a30JIbHUX
npoTUrpuOKOBUX 3ac006iB. PIIYKOHA30JI AEMOHCTPYE BUCOKY MiHiMaIbHY iHTiOyI04y KOHIIEHTpAIlil0
IPOTHU 1ITaMiB rpuliB, AKi MaioTh oguH abo Oinbille MexaHi3MiB PE3UCTEHTHOCTI, 1110 HETAaTUBHO
BIIJIUBA€E Ha e(peKTUBHICTH in Vivo Ta B KIIiHIYHIN IPaKTUIIL.

Y 3a3Buvan yyTnuBUX BUAIB Candida HaldacCTilIUM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B SKOMY
3a[IisiHi 1inboBi PepMeHTH a30iB, BiANOBigambHi 3a 6i0CMHTE3 epProcTeposy. Pe3uCTeHTHICTh MOXKe
OyTu 00yMOBJIEHA MYTAIlisSIMH, TIOCUJIEHHSIM IIPOAYKILl (GepMeHTY, MexaHi3MaMu e(IIoKCy IpenapaTy
a00 PO3BUTKOM KOMIIEHCATOPHUX IIIISXIB.

[Mosigomnsnocs npo cynepindexuil Candida spp., cnpudnHeHi iHmmMu Hix C. albicans Bugamu, mo
4YacTo MalOTh 3HUXKeHY uyTnuBicTh (C. glabrata) abo € crilikumu (Hanpukinag, C. krusei, C. auris) 0o
bnykonasony. [ niKyBaHHS TaKuUX iHQEKIIiH CIil 3aCTOCOBYBaTH albTEPHATUBHI IPOTUTPHUOKOBI
3acobu. MexaHi3MHU Pe3UCTEHTHOCTI Ile He [0 KiHIIS BUBYEHI B MesIKUX MPUPOIHO cTitikux (C. krusei)
a60 HoBux (C. auris) Bunis Candida.

KouTponsHi Toukr EUCAST (E€BponericbKOT0 KOMITETY 3 HOCTiAKeHb YYTAUBOCTI 10 aHTUMIKPOOHUX
3aco00iB).

Basyoounch Ha gocligKeHHi ¢papMakoKiHeTUUHOI/papMaKogrHaMigHOI iHpopMaliii, YyTIUBOCTi

in vitro Ta KJiHi4HOI BifmoBimi, 0y/0 BU3HAUYEHO KOHTPOJIbHI TOUKHM A7 (DIIYKOHA30MY OIS
Mikpooprani3wmis pony Candida (Cynposigauii po3’sicHioBanbHuU oKyMeHT EUCAST gnsa
dbmykoHazony (2020) - Bepcist 3; €EBponerChKUN KOMITET i3 HOCTigXKEeHb YyTIUBOCTI 10
aHTUMIKPOOHUX 3ac006iB, [IpoTurpubkosi 3acobu, TaOmuIli KOHTPOJILHUX TOYOK [JIs iHTepIpeTailii
MIK, Bepcis 10.0, HabyB yunHOCTI 04.02.2020 p.). BoHu 6ynu po3nofineHi Ha KOHTPOJIbHI TOYKH, 1110


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

He TI0B’g3aHi i3 MeBHUM BHUIOM, SIKi OiJIbIIOI0 MipOi0 BU3HAYaIUCS Ha OCHOBI
(bapMakoKiHeTHUHOI/papMaKoIrHaMiYHOI iH(pOopMaliil i He 3aexKaTh Bif PO3NOAiNTy Ha IIeBHI BUAM 3a
MiHiMaJIbHOIO iHTi6yI040I0 KOHIIEHTPAIIi€l0, Ta Ha KOHTPOJIbHI TOYKY, TIOB’sI3aHi 3 IEBHUM BHUIOM, IIIO
HalyvacTilne acoIilo0ThCA i3 iHpeKUiaMu y moauHu. 11i KOHTPONIbHI TOYKY HaBeeHi HuXKyue.

[Tpomuepubxosull [ KOHMPOabHI MOYKU, NO8’3aHi i3 nesHuUM 8uU0OM, [KOHMpPOAbHI
3acib S </R>ywme/n mouKu, He
noe’s3aHi 3

nesHum suoom,’
S </R >y me/n

Candida [Candida Candida |Candida|Candida Candida
albicans |dubliniensis|glabrata |krusei |parapsilosis |tropicals
dykoHa3071 2/4 2/4 0,001*/16}- 2/4 2/4 2/4

S = 4yTnuBuY;
R = pe3ucTeHTHUL;

a - KOHTPOJIbHI TOYKH, 1110 He TOB’sI3aHi i3 IeBHUM BUAOM, SKi GinbI0o0 Mipoio BU3HAYANIKUCS Ha
OCHOBI (hapMaKOKiHeTHYHOl/(papMaKogrHaMiuHOl iH(popMallil i He 3aexkaTh Bifl pO3MOAITY Ha IIeBHi
BUOY 3a MiHiMa/lbHOIO iHTiOYyI049010 KOHIIEHTpallie0. BOoHM [oCTifXKyBaIuch nuille y MiKpoOpraHi3mis,
y IKUX He iCHye cneluGidyHOol KOHTPOIbHOL TOYKY;

-- OCTimKeHHS YyTIUBOCTI He peKOMEH0BaHi, OCKiJIbKY aHUM BUJ HE € METOI0 JIiKapChKOI Teparii;

* Vci nokasuuku C. glabrata B xkateropii I. MIK npotu C. glabrata cnif o1iHIOBaTH SIK Pe3UCTEHTHI,
KOJIX BOHM IepeBuIlyioTh 16 mr/in. Kateropia gwytnusocTi (< 0,001 Mr/i) BUKOPHUCTOBYETHCS JIUILIE
[ 3ano0iraHHs OMIIKOBOI Kiacudikanil mramis | gk mramis S. | - 4yTnuBui 3a yMOBH
MigBUIIEHOI eKCITO3UIlii: MiKpOOPraHi3M HaJIeXKUTh N0 KaTeropil «4yTIUBUYM 3a YMOBH ITiIBUIIIEHO1
€KCIIO3UIIil» y pa3i, KoM iCHy€e BUCOKa UMOBIPHICTh TEPAEeBTUYHOTO YCIiXy, OCKIIBKY €KCIO3UIis
npernapary Oysa 36inbIeHa 3a paXyHOK KOPEKIIil pekuMy Ho3yBaHHS ab0 #oro KOHIIEHTpalii y
BOTHHUII iHDeKITil.

dapmaxkoKiHemuxka.

dapMaKOKiHEeTHYHI BIacTUBOCTI GJIYKOHA30Iy € MONiOHUMHU IIPY BHYTPIITHLOBEHHOMY i
IIepopaibHOMY 3aCTOCYBaHHI.

AGcopOiis.

®yKoHa301 m06pe BCMOKTYEThCS IIPH IIEPOPATIbHOMY 3aCTOCYBaHHi, a piBeHb Ipemaparty y mia3Mmi
KpOBi i cuctemMHa 6iogocTymHicTh mepeBulyoTh 90 % piBHS HIYKOHA30y Y M1a3Mi KPOBi, 1110
[OCSATAETHCS NIPYU BHYTPIIIHEOBEHHOMY BBe[leHH]I nIpenapaTy. OgHOYacHe BXKHBaHHS 1XKi He BIIJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy IIpHU M0T0 IlepopaabHOMY 3acToCcyBaHHi. [1ikoBa KOHLIEHTpallisl y IIy1a3Mi
KpPOBi focaraeTtscsd 4yepes 0,5-1,5 roguHu micng npuioMy npenapaTy HaTilecepue. KoHIeHTpauis
mperapary y I1a3Mi KpoBi mpomnopiiiHa go3i. PiBHoBaxkHa 90 % KOHIIeHTpallid JOCATa€EThCS Ha

4-5 no6y miKyBaHHS ITperapaToM IIpy 0araTopa3oBOMY 3aCTOCYBaHHI ofuH pa3 Ha H00y. PiBHOBaXKHa
KOHIIeHTpalis Ha piBHI 90 % mocsaraeTsCd Ha OPYTUY JEeHb JIiIKyBaHHA IIPU 3aCTOCYBaHHI Y NepLIUI
IeHb HaBaHTaKyBaJIbHOI /103U, 110 BABiUi epeBUlllye 3BU4alHy T0O0BY H03Y.

Po3nomin.

00’em po3smnopiny mpubIu3HO OOPIBHIOE 3aralbHOMY BMICTYy PiIMHU B OpraHi3Mi. 3B’si3yBaHHS 3



Oinkamu mma3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3om mobpe MPOHUKAE B YCi HOCTiAKyBaHi pifuHM opraHiaMy. PiBeHb QriykoHa305y y CIUHI Ta
MOKPOTHHHI € MOi0OHMM [0 KOHIIEHTpallil Ipenapary y Ija3Mi KpoBi. Y nallieHTiB, XBOpUX Ha
rpubKOBUY MEHIHTIT, piBeHb DIIYKOHA30/1y ¥ CIMHHOMO3KOBIM piguni focsirae 80 % KoHIeHTpalil y
IIJIa3Mi KPOB.

Bucoki koHLeHTpallil ¢GIyKoHa301y y WIKipi, 10 TePeBUINYIOTh CUPOBATKOBI, HOCATAIOTHCS Y
pOroBoMy I1api, emifepMici, gepmi Ta noti. ®JIyKOHa30JI HAKOIIUYYETHCA ¥ POroBoMy wmapi. [Tpu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha go0y KOHIIeHTpalis GIyKoHa30:y micis 12 gHiB niKyBaHHS
CTaHOBUJIA 73 MKT/T, a Yepe3 7 OHIB MiC/Is 3aBepIIeHHs JIiIKyBaHHS KOHIIEHTpAIlid BCe Ille CTaHOBUJIa
5,8 MKr/r. [Ipu 3acTocyBanHi fo3u 150 Mr 1 pa3 Ha TUXKAEHb KOHIIEHTPaLigd (GIyKoHa30Jy Ha 7 IeHb
JIiKyBaHHS CTaHOBUNA 23,4 MKT/T; Yepe3 7 [OHIB MiC/Is 3aCTOCYBAHHS HACTYMHOI 03U KOHIIEHTpAallisd
BCe ITle CTaHOBHUIaA 7,1 MKI/T.

KonmenTpanisi GpnykoHa3omy B HIrTax micns 4 micsniB 3acTocyBanHs 150 Mr 1 pa3 Ha TUXIeHb
craHoBuia 4,05 MKI/T y 3M0poBUX 10OPOBOJIBIIB Ta 1,8 MKI/T Ipu 3aXBOPIOBAHHSX HITTiB;
(bTyKOHa301 BU3HA4YaBCs Y 3pa3Kax HirTiB yepes3 6 MIiCAIIB IMicIis 3aBepIleHHs Teparlil.

BioTpancdopmarris.

®yKoHAa30/1 MeTab0mi3yeEThCS HE3HAYHOI Miporo. ITpy BBeOeHHI 103K, Mi4eHO0l palioaKTUBHUMH
izoTonmamu, nuie 11 % ¢GpnayKoHa307Ty EKCKPETYETHCA 3 Cedelo Y 3MiHeHOMY BUTIAAL. OITyKOHA30I1 €
noMmipHuM iHri6itopom izodpepmenTtis CYP2C9 ta CYP3A4, a TakK0XK IMOTYKHUM iHTiGiTOPpOM
iopepmenty CYP2C19.

BuBeneHHs.

[Tepion HaniBBHUBemeHHS GIYKOHA30ITY i3 MMJ1a3Mu KPOBi CTaHOBUTH 61u3bK0 30 romguH. Binbina
YacTHHa IIpernapaTy BUBOAUTHCS HUPKaMu, mpudomy 80 % BBefieHOI J03U BUSIBIISIETHCS Y CEUi B
He3MiHeHOMY cTaHi. KimipeHc (GiyKoHa30/y IpOonopLUiiHuy 40 KJipeHCy KpeaTuHiHy. LIupKynoongux
MeTa0oJIiTiB He BUSIBIIEHO.

Tpusanuii nepion HamiBBUBEOEHHS IIpenapaTy 3 IJ1a3MH KPOBi Jla€ MOXKJIUBICTH pa30BOr0
3aCTOCYBaHHS IIpeliapaTy [IpU BariHaJbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpenapaTty 1 pa3 Ha
TUXK[EHb [IPU IHIUX T0Ka3aHHSAX.

HupKkoBa HEJOCTATHICTE.

Y mali€eHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOT0 CTyIeHs (IIBUAKICTh KIyOO4YKOBOI (inbTpariil

< 20 mn/xB) nepiox HamiBBUBemeHHs 30inbinyeThes 3 30 roguH go 98 rogus. Tomy I1ifi KaTeropii
nalieHTiB HeoOXiMHO 3MEeHIUTH 103y (hayKoHa3omy. ®IyKoHa30/1 BUAANIETHCS MIIIX0M reMOofiai3y,
Ta MEHIIO MipoI0 - IIJITXOM IHTpalnepuTOHealbHOoTo fdianidy. CeaHnc reMofiani3y TpuBasiCTO

3 romuHM 3HUXKYE PiBeHb HIIYKOHA30Iy Y Iy1a3Mi KpoBi mpubnusHo Ha 50 %.

JlakTalris.

KonnenTpauii ¢pIyKoHa30i1y y II71a3Mi i MaTepUHCHKOMY MOJIOLI BIPOXOBXK 48 roguH Mics IPUAOMY
opmHOpa3oBol go3u 150 mr npenapaty [HudiokaH OIiHIOBaIU y X0fi (papMaKOKiHETUYHOTO
IOCTiAKEHHS 3a YYacTIO IecATH KIiHOK y Iepiofii TaKTallii, SKi THM4YacoBo a0 MOCTINHO IPUITNHUIIN
TOgyBaTH CBOIX HEMOBJIAT I'PYAMI0. Y MaTePUHCHKOMY MOJIOL (DJTyKOHA30/1 BUSBUIHN ¥ CepenHil
KOHIIeHTpallii mpubau3Ho 98 % Bifg Toi, 1m0 Big3Havanu y mna3Mi MaTepi. Yepes 5,2 TOOuH Mmicis
IIPUUOMY 03U CepefHs IMiKoBa KOHIIEHTPallid y MaTEPUHCHKOMY MOJIOLL CTaHOBUIIA 2,61 Mr/m.



Io6oBa mo3a (prykKoHa30/1y, OTPEMaHa HEMOBIISIM 3 MAaTEPUHCHKOTO MOJIOKA (SIKIIO TPUUHSTH
CepenHe CIOXKUBAHHS MOjoKa 3a 150 Mi/kr/mo6y), po3paxoBaHa Ha OCHOBI cepeaHbOi MKOBOI
KOHIIeHTPallil y Mosnoiti, 1o popiBaioe 0,39 Mr/kr/mo06y, ctaHoBUTh npubnu3Ho 40 % Bim gos3u,
PEKOMEHI0BaHOI HOBOHAPOIXKEHUM (BikoM < 2 TuXKHiB), ab6o 13 % Bifm m031, peKOMEHI0BaHOI
HEMOBJIITaM [JIs JTIKyBaHHS KaHOUO03y CIM30BUX 000JIOHOK.

iTH.

Hani 3 hbapmakoxineTuku 6ynu ouineni y 113 mite#t mig yac 5 gocifzKeHb: 2 OOCTiAXKEHHS Pa30BOT0
3aCTOCYBaHHS, 2 MOCHiIXKeHHSI 0araTopa3oBOr0 3aCTOCYBaHHS Ta 1 HOCIimXKeHHS HEJOHOIIeHUX
HOBOHAPOMXKEHUX.

[Ticna BBegeHHs 2-8 Mr/Kr (priyKOHa30/1y OiTSM BikKoM Bif 9 MicsamiB mo 15 pokiB AUC cTaHOBUTa
6mu3bko 38 Mkr*rom/mit Ha 1 Mr/kr mo3u. [licis 6araTopa3oBoro 3aCTOCYyBaHHS CEpPefHil mepion
HalliBBUBeNeHHS (HIyKOHA30I1y i3 1a3Mu KpoBi BapitoBaBca Mix 15 Ta 18 ronunamu; 06’'eM
po3nopniny ctanoBuB 880 Myi/Kr. BinbIn TpuBaIuy Mepiof HaliBBUBENEHHS 3 I1JIa3MU KPOBI, 110
CTAHOBUB MPu6IN3HO 24 roguHu, OYB MiC/Is Pa30BOT0 3aCTOCYBaHHS (IYKOHA301y. Llei MoOKa3HUK €
CIIiBCTABHUM 3 II€PiOAOM HalliBBUBEOEHHS (IYKOHA30J1y 3 IIJIa3MHU KPOBI IIiCJIs pa30BOro
3aCTOCYBaHHS 003U 3 MI/KT BHYTPIIlTHbOBEHHO HiTSIM BikoM Bif 11 mHiB go 11 micsiiB. O6’em
PO3MOAiny y malfieHTiB I1i€l BiKOBOI rpymu CTAHOBUB 0/113bK0 950 MII/KT.

Iocsin 3acTocyBaHHS (GIYKOHA30Jly HOBOHAPOAXKEHUM 00MeXKYEThCS hapMaKOKiHEeTUYHUMU
OOCIIXKeHHAMY 12 HeIOHOIIEHUX iTe i3 TepMiHOM recTaliil npubnu3uo 28 TuxkHiB. CepenHii BiK
OUTHHY IIPU BBEIEHHI IepIIol o031 CTaHOBUB 24 roguuu (Bim 9 mo 36 roguH); cepemqHs Bara Ipu
HapomxeHHi ctanoBuna 900 r (Big 750 mo 1100 r). [Iis 7 maIfieHTiB IPOTOKOJI HOCTiAKEHHS 0YI10
BMKOHAHO. MakCHMyM 5 BHYTpPIITHbOBEHHUX iH €KIIiN (DITyKOHA30J1y ¥ 4031 6 MI/KT BBOOWUIN KOXKHI
72 rogunu. CepenHii mepion HaMiBBUBEIEHHS CTaHOBUB 74 rogunu (44-185) B mepmiuii 1eHb, MOTIM
3uu3uBca 0o 53 roguH (30-131) Ha 7-1 meHb Ta 0o 47 (27-68) Ha 13- meHs. [1noia mig KpUBOIO
(Mxr*rom/mn) cranoBuia 271 (173-385) B nepuuit meHs, 30inbmmuinacs go 490 (292-734) Ha 7-# neHsb,
moTiM 3Hu3unacs mo 360 (167-566) Ha 13- gerb. O6’eM po3mominy (M/KT) CTaHOBUB

1183 (1070-1470) y nepuuit fensb, 36inmpimyBaBcs o 1184 (510-2130) Ha 7-# meHb Ta 1o

1328 (1040-1680) Ha 13-i1 meHb.

[TalieHTH MITHLOTO BIiKY.

dapmakOoKiHETUYHE OOCTIIXKEeHHS MPOBOAUIM 3a y4acTio 22 TallieHTiB (BiKOM Bif 65 pPoOKiB), SKi
3actocoByBanu 50 Mr ¢rnykoHa301y repopanabHo. 10 mamieHTiB 0qfHOYAaCHO 3aCTOCOBYBAJIM [iyPETUKH.
C,.x CTaHOBHUJA 1,54 MKI/MI Ta gocAranacs IpoTAroM 1,3 TOOMHY MiCIs 3aCTOCYBaHHS (HIIyKOHA30Iy.
Cepepns AUC cranoBuna 76,4+20,3 mxr*rog/min. CepenHiii mepioq HamiBBUBeAeHHS - 46,2 TOOUHU.
LIi hpapMakoKiHETUYHI TOKA3HUKHY € BUIIUMHU MTOPIBHSHO i3 aHAIOTIYHUMH Y 300POBUX HOOPOBOJIBIIIB
MoJ104II0ro Biky. OgHO4YacHe 3aCTOCYBaHHS [iypeTUKIB He MaJio 3HayHoro BmiuBy Ha C,,. Ta AUC.
Takox KiipeHC KpeaTuHiHY (74 MII/XB), BifCOTOK (IyKOHA3011y, 1[0 €KCKPETYBaBCH i3 ceueio y
He3MiHeHOMY Buriapni (0-24 roguny, 22 %), Ta HUPKOBUM KilipeHC guykoHa3omy (0,124 Mi/XB/KT) y
TaLliEHTIB aHOl BiKOBOI rpymny Oy/Iy HUKYKMMU, HiXK aHAJIOTi4Hi MOKA3HUKHU Y MOJIOMIINX
noOpoBosbiiiB. ToMy 3MiHM papMaKOKiHETHKY Y MAI[iEHTIB JTITHHOTO BiKy OUeBUIHO 3a/ieKaTh Bif
IapaMeTpiB QPYHKIIi HUPOK.

KiiniyHi XxapaKTepHUCTHKH.



IToxka3auns.

Iudnokan” MOKa3aHWi AJIs JTiKyBaHHS TaKUX IPUOKOBUX iHMEKIH y JOPOCIHX (IUB. PO3MiN
«DapMakoguHaAMIKa»):

- l'ocTpuii BariHanbHUM KaHOUI03, KOJIX MiClieBa Tepallisl He € OOLIbHOIO.
- Kangupno3uuit OanaHiT, KoMK MiclieBa Tepallis He € [OIiIbHOIO.

Tepamito npenapaToMm Judmokan® MoXHa PO3NOYMHATH §0 OTPEMAHHS Pe3yNbTaTiB KyJIbTypalbHUX
Ta iHIIMX 1a00paTOPHUX HOCiKEeHb; OfHAK IIiC/IsI OTPUMaHHS pe3yIbTaTiB JOCIigKeHb
IPOTUIH(EKIINHY Tepalilo CJIii CKOPUTYBaTH BiAIOBiHHUM YHUHOM.

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

IIpomunoka3aHHsi.

- T'inepuyTnuBicTh 70 QIyKOHA30JTy, iHIINX a30IbHUX CIIONIYK a00 00 OyAb-SKOI 3 IOTIOMiXKHUX
PEYOBHH IIpenaparty, 3a3HadyeHux B po3aini «Cknamg».

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

- OpHOYacHe 3aCTOCyBaHHS (PIIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC00iB, II0 TOIOBKYIOThH iHTEpPBA
QT Ta meTabommi3yioThcs 3a mornoMoroo ¢epmenty CYP3A4 (Hanmpuknam HM3alpUay, aCTEMi30ITy,
nimMo3uny, XiHiguHy Ta epuTpoMiuuHy) (quB. po3pinu «OcoO6nuBOCTI 3acTOCyBaHHS» Ta «B3aemopnis 3
iHITIMM JTiIKapChKUMHM 3aC00aMM Ta iHIIN BUOYM B3aEMOIii»).

B3aemodisa 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

[TpoTHmoKa3aHo CyMicHe 3aCTOCYBaHHS (GIYKOHA30Jy Ta HUKYe3a3HAYeHHUX JTiKapChKUX 3aC00iB.

Luzanpud: mMoBiKOMIISNIOCS PO PO3BUTOK MOOIYHUX peakliit 3 60Ky ceplis, Y TOMY YUCJIi IIPO
[IapOKCU3MaJIbHY LUIYHOUYKOBY TaxiKaphiio TUIY «IIipyeT» y Ialli€HTiB, AKi ODHOYACHO 3aCTOCOBYBAJIU
bnykoHa301 Ta nu3anpun. KoHTponboBaHe JOCHIIXEHHS IPOOEeMOHCTPYBAo, [0 ONHOYaCHe
3actocyBaHHS 200 MT drykoHazomny 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha 00y ITPU3BOIUIIO
[0 3HAYHOI'0 MiABUIIEHHS PiBHA LIU3anpuay y Ij1a3Mi KpPoBi Ta 00 NogoBXKeHHS iHTepBany QT.
OpHoYacHe 3aCcTOCyBaHHS (hITyKOHA30Jly Ta LUA3alPHUAY IPOTUNIOKa3aHe (IUB. PO3MiN
«[IpoTUnIOKa3aHH»).

TepeHaOuH: Yepe3 BUMAKU PO3BUTKY TAKKUX CEPLEBUX apUTMil, CHPUYNHEHNX OJOBKEHHIM
inTepBany QTc, y mallieHTiB, SKi 3aCTOCOBYBaIy a30JIbHi TPOTUTPUOKOBI JTiKapChKi 3aco6u OIHOYACHO
3 TepdeHaguHOM, OyIu MPOBEEH] MOCTiIKEeHHS B3a€MO/Iil ITUX IIperaparTiB. Y X0fi 0qHOTO
IOCTiIKEeHHS IIPU 3aCTOCYBaHHI ¢iyKoHa3ony y no3i 200 Mr Ha o6y He Oys10 BUSIBIIEHO ITONOBXKEHHS
inTepBany QTc. [HI1e goCHiAXKeHH IPU 3aCTOCyBaHHI ¢IyKoHa3o01y y go3ax 400 mr ta 800 Mr Ha
o0y MpoeMOHCTPYBAJIO, II0 3aCTOCYBaHHA GIyKoHa301y y fo3ax 400 mr Ha go0y abo Bullle 3HaYHO
IiABUINY€E PiBeHb TeppeHafuHy y IJla3Mi KpOBi IIPU OGHOYACHOMY 3aCTOCYBaHHI IIUX IpelaparTis.



Cywmicue 3acTocyBaHHS prnykoHa3omny y mo3ax 400 mr ab6o Buille 3 TepdheHafrHOM IPOTUIIOKA3aHe
(muB. po3min «IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHi QrykoHa3omy y mo3ax Huxde 400 Mr Ha moOy
OJIHOYaCHO 3 TepheHaguHOM CIIifl IPOBOAUTH PETENIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmemi30: CyMiCHe 3aCTOCyBaHHS (DJIyKOHA30J/1y Ta aCTeMi30JIy MOXKe 3MEeHIINTH KITipeHC
actemizony. CnpuunHeHe MM IiABUIIEHHS KOHILIEHTpAllil aCTeMi30JTy y IIJla3Mi KPOBi MOXKe
IIPU3BECTH [0 ITOA0BKeHHd iHTepBany QT Ta y pigKiCHUX BUIIafiKaX - A0 TapOKCU3MaIbHOL
IIJTYHOYKOBOI Taxikappil Tumy «mipyet». OgHOo4YacHe 3aCTOCYyBaHHS (IYKOHA30Jy Ta aCTEMi30Iy
IIPOTUIIOKa3aHe (OuB. po3nin «IIpoTunoka3aHHS»).

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCyBaHHS (PIIyKOHA30/y Ta mimMo3ugy abo XiHiguHy MoxkKe
IPU3BONUTHU [0 IPUTHIUEHHS MeTaboi3My niMo3uay ado XiHifKWHYy, X04a BiATIOBIGHUX OOCIIgXKEHS in
vitro Ta in vivo He mpoBom¥IH. ITimBUIIIeHHS KOHIIEHTpALii miMo3umy a0o XiHiguHy y mIa3Mi KpoBi
MOXKe CIIpUYUHATU NONoBXKeHHS iHTepBany QT Ta y pigKiCHUX BUNIaAKaxX IPU3BOAUTHU 0O PO3BUTKY
IIapoOKCHU3MaJIbHOI LITYHOYKOBOI Taxikaphil TUy «mipyeTr». OgHOYacHe 3aCTOCYBaHHS (DIIYKOHA30IIY
Ta MiMo3uny abo XiHifWHY ITpoTUlioKasaHe (IUB. po3ain «IIpoTUIIOKa3aHHI»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHSI €PUTPOMILIMHY Ta (HIIYyKOHA30JIy MOXKe IIPU3BOJUTH 10
MigBUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCHUYHOCTI (mogoBxKeHHd iHTepBany QT, mapokcu3ManbHa
IIJTyHOYKOBA TaXiKappis TUIY «IipyeT») Ta, SIK HACMigOK, 4O PalTOBOl CEPIIEBOI CMEPTi.
3acTtocyBaHHS KoMOiHallil ITUX JTiKapCchbKUX 3aCc00iB MpOTUIIOKa3aHe (OuB. po3din «IIpoTumnoka3aHHsg»).

He PEKOMEHIOYETHECA OOHOYACHE 3aCTOCYBAHHA QhﬂyKOHa3OJ'Iy Td HUKYE3da3Ha9YEHUX HiKaQCbKI/IX

3aco0iB.

I'anoppanmpuH: GryKoHa307I MOXKe CIPUUNHUTY MiABUIIEHHS KOHI[EHTpallil rajodaHTpuHy y mi1a3Mi
KpOBi 3a paxyHOK npurHiyenus CYP3A4. OgHoyacHe 3aCTOCYyBaHHS LIKX JIiIKapChKUX 3aC06iB MOXKe
IPU3BONUTHU [0 MiBUILIEHHS PU3UKY PO3BUTKY KapHiOTOKCUYHOCTI (momoBxkKeHHS iHTepBany QT,
IapoKcu3MalibHa IITYHOYKOBA TaxikKapAis TUIY «IIipyeT») Ta, K HaCJigoK, [0 PamnToBOl CepleBol
cMepri. Crtig yHHKATH 3aCTOCYyBaHHS KOMOiHaIlil 11X TiKapchKux 3aco6iB (muB. po3min «OcobnuBocTi
3aCTOCYBAHHS»).

CyMicHe 3acToCcyBaHHS (DIIYKOHA30/IY Ta HUKYe3a3HaYeHHUX JIIKapChbKHX 3ac00iB BUMarae
00epeKHOCTI.

AmioOapoH: ogHOYACHE 3aCTOCYyBaHHS (HIIyKOHA30J1y 3 aMioflapOHOM MOXKe IIPU3BECTHU [0
nofoBxKeHHs iHTepBany QT. ®nyKoHa307 Ciif 3 060epeKHICTIO 3aCTOCOBYBATH Pa3oM 3 aMiOflapOHOM,
0C06IMBO y pa3i mpu3HayeHHsS BUCOKOI 7o3u diykoHa3omny (800 mr).

CyMicHe 3acToCcyBaHHS QIVKOHA30JY Ta HUXKYe3a3HaUYeHUX JIiKapChKUX 3aCc00iB BUMarae
00epeKHOCTi Ta KOPUTYBAHHS HO3M.

- Bnaue iHwux aikapcvkKux 3acobie Ha ¢payKoHA301.

HocmimKeHHS B3aEMO/Iii TPOIEMOHCTPYBAJIH, III0 ITlepopajibHe 3aCTOCYBaHHS (IyKOHA30ITy
OJHOYACHO i3 BXKMBaHHAM 1XKi, IPUAOMOM IUMETHOUHY, aHTalUiB ab0 MOAasIbIINM ONIPOMiHEHHSIM
yChOTO TiNla [y1sl Tepecafky KiCTKOBOT'O MO3KY He Ma€ KJIiHiYHO 3HAYyL[Oro BIJIUBY Ha abcopOitito
bmyKoHa301y.

PugpamniyuH: omHOYaCHE 3aCTOCYBaHHS (PIIYKOHA30Jy Ta pU(aMITiIIuHy IPHU3BOAUIIO [0 3HUXKEHHSI
AUC =a 25 % Ta ckOopouyBaJio nepion HamiBBUBeneHHs GiyKoHa3oiy Ha 20 %. Tomy njis malji€eHTis,
SIKi 3aCTOCOBYIOTh pU(aMIIIUH, CIIifl PO3TIAHYTH HOLIIBHICTh MiABUIIEHHS N03U (PIyKOHA30IY.



I'idpoxs1opomia3ud: y HocHifxeHHi hapMaKOKiHEeTUYHOI B3aEMOfIil ofHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TipOXJIOPOTia3uay 300POBUM JOOPOBOJIBISM, SIKi OTPUMYBaIU (GIyKOHA30]I,
IiABUINYBAJIO KOHI[EHTPALi0 (IyKOHa305y v mia3Mi Kposi Ha 40 %. Taki mapameTpu B3a€eMofil He
BAMararoTh 3MiH y peXHMi J03yBaHHS (IyKOHA30J1y [AJIS MAIli€HTiB, IKi OHOYACHO OTPUMYIOTh
cedorinHi 3acobu.

- Bnaue ¢aykoHasony Ha iHwi aikapcvki 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
icCHye pU3UK MigBUIEHHS Yy MJIa3Mi KPOBi KOHLIEHTPAI[il iHIINX CIIOJYK, 1[0 MeTaboIi3yI0ThCs
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH TaKi KoMOiHaIlii mpenapatiB cif 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 3aCTOCYyBaHHi 3 (PIIyKOHA30I0M CITif
BiIKOpUTYyBaTH [03y abponuTHHIOY BiAMOBIAHO J0 IHCTPYKIIl A1 MEOUYHOTO 3aCTOCYBaHHS
abponuTuHiOy.

Asb(peHmania: Tig 9ac OMHOYACHOTO 3aCTOCYBaHHS anbdeHTaHiny y mo3i 20 MKT/KT Ta GIyKoHa301y
y mo3i 400 Mr 3mopoBUM JOOPOBOJIBIIM CIIOCTEpiramocs: gBokpaTHe 30inbienns AUC,,, MOXKITHUBO
yepe3 inridbysanus CYP3A4. Moxe 6yTu HeoOXiqHMM KOPUTYBaHHS 003U alnbpeHTaHiny.

Amimpunmusin, HopmpunmuiH: GJIYKOHA30J IIOCUJIIOE Tif0 aMiTPUNTUIIIHY Ta HOPTPUNITUIIIHY .
PekoMeHy€eThCSI BUMIPIOBAaTH KOHIIEHTpAllil 5-HOPTPUNITUIIIHY Ta/a00 S-aMiTPpUNITHIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Teparii Ta 4epe3 1 TUXKOeHb. Y pa3i HeoOXigHOCTI CIlif BiAKOPUTYBATH 03y
aMITPUITUIiHY/HOPTPULITUIIIHY .

AmpomepuuuH B: ogHOYaCHe 3aCTOCyBaHHS (IyKOHa30/y Ta aMboTepuiuHy B iHdiKoBaHUM MUILIaM
i3 HOpMa/IbHUM iMYyHITETOM Ta iH(}iKOBaHUM MUIIAM 3i 3HUKEHUM iMyHITETOM [asio Taki pe3yibTaTu:
HEBEJIMKUYN aguTUBHUM NPOTUTPUOKOBUM edeKT npu cucteMHii indexuii C. albicans, BiiCyTHICTb
B3a€EMOi] IpY BHYTPIIIHbOYEPenHil iHekil Cryptococcus neoformans Ta aHTaroHi3M ABOX
IpernapariB pu cUCTeMHi iHekIIii Aspergillus fumigatus. Kniniune 3HaYeHHS pe3yybTaTiB,
OTPUMAaHUX y XO[l LKX AOCIIiAXKEHb, HEBIOME.

AHmMukoaz2yaaHmMu: SK i Ipu 3aCTOCYBaHHi iHIINX a30/IbHUX ITPOTUTPHOKOBHX 3ac00iB, Ipu
OIHOYaCHOMY 3aCTOCYBaHHI (PIIyKOHA30/1y Ta BaphapuHy MOBIIOMIISLIOCSA IPO BUIIaAKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYI, IITYHKOBO-KUIIIKOBUX KPOBOTEY, TeMaTypii Ta MeNeHu) y
TIOEIHAHHI 3 TOJOBXKEHHSIM ITPOTPOMOiIHOBOTO Yacy. IIpu ogHOYACHOMY 3aCTOCYyBaHHI (PIyKoHA30/Iy
Ta BaphapuHy CIoCTepiraaocs: JBOKpaTHE MigBUIEHHS MPOTPOMOIHOBOI0 Yacy, HMOBIPHO, BHACIIIOK
npurHiyeHHs MeTtaboniaMy Bapdapuny yepe3 CYP2C9. Crig peTenbHO KOHTPOIOBATH
IpoTpoMOiHOBHMI YacC y MAIli€HTIB, SAKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYISIHTA ab0
inmaHenmioH. Moxe OyTu He0OXigHOI0 KOPEKIis 03K aHTUKOAryIsHTa.

Bben3odiazeniHu kopomkoi 0ii, Hanpuk.aad Mida3onam, mpuasonam: Ipu3HadeHHs GIyKOHa30Iy
IiCJI IepopaIbHOr0 3aCTOCYBaHHS Mifla30JlaMy IIPH3BOAWIIO A0 3HAYHOTO MMiIBUIIIEHHS KOHIIEHTpallil
Miga3ojiaMy Ta 4o MMOCUIEHHS IICUXOMOTOPHUX edekTiB. OmHOYaCHe 3aCTOCYBaHHS (PIIYKOHA30IY V
no3i 200 Mr Ta mMigasonaMy y [o3i 7,5 Mr mepopaibHO pu3Boauso ao nigsuineHHs AUC Ta mepiony
HalliBBUBEeJeHHS Miga3oaMy y 3,7 Ta 2,2 pa3a BifNOBiIHO. 3aCTOCYBaHHS (PIYKOHA30y y HO3i



200 mr/mo0y Ta 0,25 Mr TpuasonaMy IepopaibHO mIpu3Boauio po nigsuimerHs AUC Ta nepiogy
HalliBBUBEJeHHS Tpua3onamy y 4,4 ta 2,3 pasa BifnosigHo. [1pu 0gHOYaCHOMY 3aCTOCYyBaHHI
(bTyKOHa30I1y Ta TpHasojlaMy CIOCTepiraaocs MOTEHIIIOBaHHS Ta IIPOJIOHTallis edeKTiB TpHa3oaMy.
AK110 maLieHTy, IKA TPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3eniHaMu, 03y OCTaHHIX CJIifi 3SMEHIIUTH Ta BCTAHOBUTH HaJIe3KHUM HaTJIAL 3a
CTAHOM IIallieHTa.

KapbamaseniH: GinyKoHa30I IPUTHIUYyEe MeTa0o01i3M KapOaMaseriny Ta CIPUYUHSIE MiIBUIEHHS
piBHA KapbaMaseniny B cupoBaTii KpoBi Ha 30 %. [cHye pu3uK pO3BUTKY IMIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6ama3zeniny. Moxe 6yTu He0OXiTHMM KOPUTYBAHHS 03K KapOaMaseliHy 3a7eKHO Bif PiBHS HOTO
KOHIIEHTpAllil Ta [il mpemapary.

Biaoxamopu kKanvuiegux KaHasie: OesiKi aHTarOHICTH Kasblilo (HipegumiH, icpaduniH, aMJIOOUIIIH Ta
denonumin) MmetabomnizyoThcst pepmernToMm CYP3A4. ®nyKoHaA30I1 MOTEHIIHHO MOXKe MiIBUILITYBATH
CHUCTEMHY eKCII03HIIit0 OI0KaTOPiB Ka/IbIliEBUX KaHalliB. PEKOMEHIOBaHUYN PETEbHUN MOHITOPUHT
III0I0 PO3BUTKY IOOIYHUX peakIlii.

Llenekokcub: mpu OMHOYACHOMY 3aCTOCyBaHHi (ykoHa3oimy (200 Mr Ha 0o0y) Ta Ie/IeKOKCuby

(200 mr) C,,,Ta AUC nenexokcuby mippuiityBanucs Ha 68 % ta 134 % BigmosigHo. [Ipu ogHOYacHOMY
3aCTOCYBaHHI 11eieKoKcu0y Ta GrryKoHa301y Moxke OyTH HEOOXigHUM 3MeHIIeHHS 103U I1eJIeKOKCHOY
BOBiUi.

Huxkaogpocpamio: ogHOIACHE 3aCTOCYyBaHHS IuKIodochaminy Ta GIyKOHA30/Iy IPU3BOLUTH JO
migBUIeHHS PiBHS OinipyOiHy Ta KpeaTHHIiHY B cupoBaTiii KpoBi. Ili mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, 3BaXKalouM Ha PU3UK IiIBUILIEHHS KOHIeHTpallil 6inipybiny Ta
KpeaTUHIHY B CUPOBATL KPOBI.

deHmaHi: TOBiOMIISIIIOCS IIPO OJWH JIeTaIbHUM BUIIAMOK iHTOKCHKaAIlil (heHTaHiIOM BHACTIIOK
MOKJIMBOI B3aeMopii peHTaHiny Ta ¢hayKoHa30my. [Jo TOT0 XK ¥ OOCTiAXKeHHi 3a y4acTio 300POBUX
noOpPOBOIBLIIB GyJI0 MPOAEMOHCTPOBAHO, 110 (PIIYKOHA30JI 3HAaYHO YIIOBi/IbHIOBAB eJliMiHallil0
benTaHiny. [ligBulleHHS KOHLEHTPALil (eHTaHiTy MOXe IPU3BECTU [0 IPUTHIUEHHS OIUXaHHS, TOMY
CJIif peTebHO KOHTPOJIIOBATH CTaH IallieHTa. Moxe 0yTy HeoOXigHOI0 KOPeKIIis 103U (peHTaHiy.

IH2i6imopu I'MI-KoA-pedykmasu: cymicHe 3acTOCyBaHHS ¢IyKoHa301y Ta inribitropis I'MI-KoA-
penykTasH, 1mo Metabonizyiorecss CYP3A4 (aTopBacTaTUH Ta CUMBAcTaTHH), abo iHriGiTopiB [MTI-
KoA-penykTa3sy, mo Mmetabomnizyiotbcs CYP2C9 (drnyBacTaTuH (3HUKEHHS IIEYiHKOBOTO MeTab0Ii3My
CTaTHUHY)), MigBHUIIY€E PU3UK PO3BUTKY MiomaTil Ta pabmoMioni3y (mo303asexkHo). Y pa3i HeoOXimHOCTI
OIHOYACHOT'0 3aCTOCYBaHHS IIUX IIPeIapaTiB CJIif PETEIbHO CIIOCTePIiraTu 3a MallieHTOM II0I0
BUHUKHEHHSI CUMIITOMIB Miomnarii Ta pa6momMiosni3y i mpoBOAUTY MOHITOPUHT pPiBHS KpeaTUHKiHA3u. Y
pasi 3HAYHOTO MifBUINEeHHS PiBHS KpeaTUHKIHA3M, a TAKOXK IIPH AiarHOCTYBaHHI abo mimo3pi Ha
MiomaTito/pabmoMioni3 3acTocyBaHHs iHTibiTopiB 'MI'-KoA-penyKTa3u ciif NpunuHuT. Moxe
BUHUKHYTH HEOOXimHiCTh 3HUXKEHHS 103 iHribiTopiB [MI-KoA-penyKTa3y, K 3a3HauyeHO B iHCTPYKIIil
[JIsT MEIMYHOT0 3aCTOCYBaHHS CTaTHHIB.

I6pumuHni6: momipHi inribitopu CYP3A4, Taki sk GryKoHa3071, MigBUIIYIOTh KOHIIEHTPALIiI0
iOpuTHHIOy B I171a3Mi Ta MOXKYTh IiIBULIyBaTU PU3UK TOKCUYHOCTI. fIKII[0 HEMOXKIINBO YHUKHYTH
KoMOiHalii mpemaparis, MOTPiOHO 3HU3UTH 003y i6puTHHIOY Ho 280 Mr omguH pa3 Ha m00y (2 Kamcyiu)
3 METOI0 ITPONOBXKEHHS 3aCTOCYyBaHHS iHTi6iTOPY Ta 3abe3MeYnTy NOCTINHUN KITiHIYHUN MOHITOPHUHT.

Isaxagpmop (six MoHOMepanis abo 8 kombiHayii 3 npenapamamu Mako20 camo20 mepanegmuyHo20
K/acy): ogHOYacHe 3aCTOCYBaHHS iBakahTOpy, peryasaTopa TpaHCMeMOpaHHOI TPOBITHOCTI IPH
mykoBiciumosi (CFTR), 36inbuuimo ekcro3utito iBakahTopy B 3 pa3u Ta eKCIIO3HUIIi0



rinpokcumetuniBakadtopy (M1) y 1,9 pasa. HeobOxigHe 3HMKEHHS 0034 iBaKadTOPy (K MOHOTEpaIil
abo B koMmbiHalii), IK 3a3HaY€HO B iHCTPYKIIl 3 MEIUYHOTO 3aCTOCYyBaHHS iBaKadTOpy (K
MOHOTeparii abo B KombiHairii).

Osanapu6: nomipHi inribitopu CYP3A4, Taki gk ¢rmykoHa3o71, 30ibLUIyIOTE 11J1a3MOBi KOHIIEHTPaIlil
onanapu0y; iX OHOYAaCHe 3aCTOCYBAHHS He PEKOMEHAYETHCS. AKI0 Takol KoMOiHaIlil He MOXKHa
YHUKHYTH, IPUHOM oJlanmapuly o0MexyioTh go3aMu 200 Mr gBiui Ha m00y.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaiMycC, CUPOAIMYC I MAKPOAIMYC).

IuxkaocnopuH: GpnyKoHa30J 3HAUHO HigBumye KoHueHTpalito Ta AUC nuknocnopusny. [lpu
OHOYAaCHOMY 3aCTOCYBaHHi ¢iyKoHa301my y mo3i 200 Mr/mo0y Ta IIUKIIOCIOPUHY Y H03i

2,7 mr/kr/moby cnoctepiranmocs 30inpmenns AUC muknocnopuny y 1,8 pasa. Lli mpemapatu MoxkHa
3aCTOCOBYBaTH OQHOYACHO 3@ YMOBU 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe’KHO Bifl 0T0
KOHIIEHTpAIlil.

Egepoaimyc: X04a OOCTIgXKEHb in Vitro Ta in vivo He IPOBOAUIIH, BiIOMO, IO (PIIyKOHA30JI MOXKE
MigBUIIYBAaTU KOHLIEHTPAL[iI0 €BEePOIIMYyCY B CUPOBATLi KpOBi yepe3 npurHivenss CYP3A4.

Cuposimyc: GbIyKoHA30 MiABUIY€E KOHIIEHTPAIlil0 CUPOIIMYCY V IIJIla3Mi KPOBi, IMOBIpHO, IIJITXOM
npurHideHHs MeTaboniaMy cuponimycy depmerToM CYP3A4 ta P-rnikonporeinoM. Lli mpemnapatu
MOXKHAa 3aCTOCOBYBATU OOHOYACHO 3@ YMOBU KOPUT'YBaHHS NO3U CUPOJIIMYCY 3a71€XKHO Bifi PiBHSA
KOHIIEHTpallil Ta eeKTiB Ipemapary.

Takpoaimyc: pnyKoHA30 MOXKe MigBUAITYBAaTH KOHIIEHTpPAIlil TAKPOIIiMyCy B CUPOBATIIi KPOBi IO

5 pasiB mpu #oro nepopaybHOMY 3aCTOCYBaHHI Yyepe3 MPUTHiUeHHsS MeTaboIi3My TaKpomiMycy
dbepmenTom CYP3A4 y kumieyHuKy. [Ipu BHyTPIIIHEOBEHHOMY 3aCTOCYBaHHI TAKpPOIIMYCY He
CIiocTepiranocs 3HaYyHUX 3MiH (papMaKOKiHeTHUKH. [TiiBUIIEH]I piBHI TAKPOIIMYCY aCOLiI0I0TLCA i3
He(POTOKCUYHICTIO. [103y TAaKpOJIiMyCy OJisl IepOpaibHOr0 3aCTOCYBaHHS CIIif 3HUKYBaTH 3aJIeKHO
BiJl KOHIIEHTpAIlil TaKPOJIIMyCy.

Jlozapmat: GpnykKoHa30/ IpUTHiuye MeTabo1i3aM 103apTaHy [0 HOro aKTHBHOTO MeTabomity (E-31 74),
1110 06yMOBJTIOE GilbIIly YACTUHY aHTArOHI3My [0 PELEeNnTopiB aHrioTeH3uny Il mim yac 3acTocyBaHHSA
Jo3apTaHy. PeKoMeHI0BaHO 31MCHIOBATU IIOCTIMHUAN MOHITOPUHT apTepiabHOr0 TUCKY Y Ialll€HTIB.

JIypasudoH: nomipHi inri6iTopu CYP3A4, Taki fK GhIyKoHA30, MOXKYTh IiIBULITyBaTU KOHLIEHTPALIil0
JIypa3upoHy y Ijla3Mi KpoBi. fAKINO He MOXKHA YHUKHYTU ONHOYACHOI'0 3aCTOCYBaHHS, CJIil] 3MEHIIUTH
103y JTypa3ufioHy, K 3a3Ha4€HO B IHCTPYKIil AJIsT MEAUYHOI0 3aCTOCYBaHHS JIypPa3uoHY.

MemadoH: GnyKoHa30J MOXKe MifBUIyBaTH KOHIIEHTPALlil0 METalOHY ¥ CUPOBaTLi KpoBi. [1pu
OJHOYaCHOMY 3aCTOCYBaHHi MeTaioHy Ta (GIIYKOHA30/1y Moxke 0yTH HeoOXimHMUM KOPUTYBaHHS 03U
MeTafoHy.

HecmepoidHi npomu3anaavHi npenapamu (HII3I1): mpu ogHOYaCHOMY 3aCTOCYBaHHi 3 QIIyKOHA30J10M
Cax Ta AUC drypOinpodeny migsuiiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIiBHSIHO 3 BiANOBIAHUME
IIOKa3HUKaMHU MPU 3aCTOCYBaHHi Tinbku ypbinmpodeny. AHANIOTIYHO ITPU OGHOYACHOMY
3acTocyBaHHi (prykKoHa3omny 3 pauemignuM ibynpodenom (400 mr) C,,, Ta AUC apmakoiorivao
aKTUBHOTO i30Mepy S-( )-ibynpodeny migBuiryBanucs Ha 15 % Ta 82 % BifmoBifHO, MOPiBHSIHO 3
TAKMMHU ITOKAa3HUKAMU IIPU 3aCTOCYBaHHI TiTbKYM palleMiuHoro ibympodeHy.

Xoua crenianbHUX JOCTiIXKEeHb He TPOBOAUIIH, (hIYKOHA30JT MOXKE IMiJBUIIyBATH CUCTEMHY
ekcno3utito inmmx HIT3I1, mo MeTtabonisyiotscss CYP2C9 (Hanpukian HalPpOKCEHY, IOPHOKCHKaMY,
MeJIOKCUKaMy, TuKiodeHaky). PeKOMEHI0BaHO MEPIOJUYHO 3[iCHIOBATH MOHITOPUHT IMOOIYHUX



peaxiiii Ta TOKCUYHUX IPOsBiB, OB A3anHux i3 HII3I1. Moxe OyTu noTpibHEe KOPUTYBaHHS 03U
HITI3II.

®eHimoiH: HIyKOHA30/ IPUTHIUYyEe MeTaboi3M (eHiToiHy B nedinli. OqHo4acHe GaraTopa3oBe
3actocyBaHHS 200 MTr riykoHa30my Ta 250 Mr GeHiTOIHY BHYTPIIIHHOBEHHO IPU3BOAUTE IO
nigsuiierHs AUC,, deniToiny Ha 75 % Ta C,;, Ha 128 %. [Ipu omgHOYaCHOMY 3aCTOCYBaHHI IIUX
JIiKapChKUX 3aco0iB CITifl IPOBOOUTH MOHITOPUHT KOHIIEHTpalii GeHiTOIHY Yy CHpOBaTLi KPOBi A
YHUKHEHHS PO3BUTKY TOKCHYHOI il HeHiTOIHY.

ITpeOHi30H: TIOBiOOMIISIIIOCS TIPO BUMAMOK, KOIY Y MallieHTa ITic/s TpaHCIJIaHTallil MeviHKy Ha T
3aCTOCYBaHHS MIPEOHI30HY PO3BUHYJACS rOCTPa HedocmamHicms KOpu HagHUPKOBUX 3aJ103, III0
BMHUKIIA MiC/IS MPUIKHEHHS TPUMICIYHOTr0 Kypcy Tepatil hbaykKoHa30m10M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, UMOBIPHO, CIPUUYMHUIIO TOCUIeHHS akKTUBHOCTI CYP3A4, 1m0 npu3sseno
[0 IpUCKOpeHHs MeTabomi3My npegHi3ony. Ciifl peTenbHO CTEXUTH 3a NalliEeHTaMH, SIKi IPOTIToM
TPUBAJIOTO Yacy OMHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta NMPefHi30H, 3 METOI0 IoTepenKeHHS
PO3BUTKY HEOOCMAamMHOCMi KOpu HagHUPKOBUX 3aJ103 IIiCIIsI IPUNTMHEHHS 3aCTOCYBaHHS
bmykoHa3o01y.

PugabymuH: GrykoHa30 MiABUIIYE KOHIIEHTPaIi0 prdabyTUHY B CUPOBATII KPOBi, II0 IIPU3BOAUTD
no 36inbmenHss AUC pudabytuny mo 80 %. [Tpu ogHOYacHOMY 3aCTOCYyBaHHI QIyKoHA305y Ta
pudabyTUHY MTOBiMOMIISIOCS IIPO BUIIAOKKM PO3BUTKY yBeiTy. IIpu 3acTocyBaHHi Takoi KoMOiHaIlil
JiKapchbKuX 3aco0iB cif 6paTé OO0 yBaru CUMIITOMHK TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip: dnykonason migsuinye AUC ta C,,,, cakBiHaBipy nmpu6mu3Ho Ha 50 % Ta 55 % BigmoBigHO
yepe3 NPUTHiUeHHS MeTabomi3My cakBiHaBipy y nedinui ¢pepmerToM CYP3A4 Ta yepes iHriOyBaHHSA
P-rnikonporeiny. Baemogmil Mix (hIyKOHA30/I0M Ta CaKBiHaBipOM/PUTOHABIPOM He JOCTiIXKyBauCH,
TOMY BOHU MOXKYTh OyTH OinbIl BUpaxkeHuMU. Moxke 6yTu HeoOXigHUM KOPUTYBaHHS [O3U
CakKBiHaBIpy.

IToxiOHI cynb(hOHICEHUOBUHU: TIPU OGHOYACHOMY 3aCTOCYBaHHI (DJTyKOHA30J1 IIPOJIOHTYE IIE€Piof
HalliBBUBEJIEHHS TTePOPabHUX MOXIMHUX CYIbGOHIIICEYOBUHY (XJI0pIponaMiny, rnibeHKIaminy,
rimi3upy Ta TonbyTaMify) IpH IX 3aCTOCYyBaHHI 3TOPOBUM HOOPOBOBLSM. PeKOMEHIYETHCA
IIPOBOIUTY YaCTHM KOHTPOJB IYKPY B KPOBi Ta BiAMOBITHUM YHHOM 3HUKYBATHU OO3Y MOXiTHUX
CynbGhOHINICEUOBUHY ITPU OOHOYACHOMY 3aCTOCYBaHHi i3 HITyKOHA30/I0M.

TeoginiH: y mnaied0-KOHTPOJILOBAHOMY HOCTiAXKEeHHI B3a€MOJIil ITpernapaTiB 3aCTOCYBaHHS
bnykonazony no 200 mr npotaroMm 14 pHIB IpU3BeJIO 00 3HUKEHHS CEPETHLOTO KITipeHCY Teodinminy
B Iy1a3Mi KpoBi Ha 18 %. 3a marfieHTaMu, siKi 3aCTOCOBYIOTh Teo(isliH y BUCOKUX H03ax abo sKi MaloTh
MiOBUILIEHNY PU3UK PO3BUTKY TOKCHYHUX IIPOSABIB TEOQiNiHY 3 iHIINX IPUYUH, CJIifi BCTAHOBUTHU
HarJIsgy I[0f0 BUSBIEHHS 03HAK PO3BUTKY TOKCUYHOI fil Teodininy. Tepamito ciif 3MiHUTH TPU TOSBi
03HaK TOKCAYHOCTI.

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 KoMOiHAIlifX 3 UMY IIpenapaTaMi.

Tosnsanmaw: eKCIO3uLis TONMBaNTaHy 3HayHO 3pocTana (200 % AUC, 80 % C,,.,), KON TOIBAITaH,
cyoctpatr CYP3A4, 3acTocoByBaiu OgHOYACHO 3 QIyKOHa30j10M, moMipHuM iHTi6iTopoMm CYP3A4, npu
IITbOMY 3HAYHO 3POCTaB PU3UK BUHUKHEHHS NMOOIYHUX peakilii, 30KpeMa 3Ha4HOTro 30iIbIIeHHS
miype3y, 3HEBOMHEHHS Ta TOCTPOI HUPKOBOI HEJOCTATHOCTI. Y pa3i 0MHOYAaCHOTO IPHU3HAYEHHS CIIif
3MEHIIUTH J03Y TOJBANTaHy 3TigHO 3 BKa3iBKaMM B iHCTPYKIIil 3 MEIUYHOT0 3aCTOCYBaHHA Ta



PETyJISIPHO MEePEeBipSITH CTaH HallieHTa Ha HasSBHICTb OyOb-IKUX MOOIYHUX Peakxilii, OB I3aHUX i3
TOJIBAIITAHOM.

Askanoiou 6apeiHky: Xo4a BifMOBIHHUX HOCITiAKEHb He MTPOBOOUIH, GIYKOHA30JI, KMOBIPHO, Yepe3
inribyBanus CYP3A4, Moxe COIPUYMHSTH MigBUINEHHS KOHIIEHTPAIlil aKasoigiB 0apBiHKY y mIa3Mi
KpPOBi (HampuKiaj BiHKPUCTUHY Ta BiHOMACTHHY), III0 TPHU3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX
e(eKTiB.

Bimamin A: IOBIZOMJISINIOCS, 10 y NALlieHTa, SKUU OOHOYaCHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHCJOTY (KucoTHa ¢hopma BitTaminy A) Ta GIyKoHaA30, criocTepiranucs nobiynHi peaxiiii 3 60Ky
1eHTpanbHOI HepBoBol cucteMu (LJTHC) y dhopmi mceBmoTyMOpy TOJIOBHOTO MO3KY; HaHui eheKT 3HUK
nicns BigMiHu QrnykoHa3omy. Li mikapckki 3aco6u MOXKHa 3aCTOCOBYBaTH OJHOYACHO, ajie CIIif
naM’siTaTé PO PU3UK BUHUKHEHHS Mo0iuHuX peakuit 3 6oky [THC.

Bopukoxa3zo (iHeibimop CYP2C9, CYP2C19 ta CYP3A4): omHOYaCHe 3aCTOCYBaHHS BOPUKOHA30TY
nepopanbHo (mo 400 Mr KoxHi 12 rogus npotarom 1 gus, notiMm 1mo 200 mMr kKoxHi 12 rogun
npoTAroM 2,5 gHiB) Ta GIyKoHa301y mepopanbHo (400 Mr B mepiui geHs, oTiM mo 200 Mr KoxkHi
24 roguHu MPOTAToM 4 OHiB) 8 3MOPOBHUM JOOPOBOJIBIIIM YOIOBIYOI CTATI MPU3BEJIO M0 HiABUINEHHS
C,ex Ta AUCt BopuKoHa30iy B cepegaboMy 10 57 % (90 % OI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %,
128 %) BigmoBigHO. HeBimoMo, U Mpu3BOOUTDL 3HUKEHHS 003U Ta/ab0 4aCTOTH 3aCTOCYBaHHS
BOPUKOHA30/1y ab0 QIyKoHa30Jy 00 YCyHeHHs Takoro edekTy. [Ipu 3acTOCyBaHHI BOPUKOHA30ITY
micnsa QIyKOHa30Ty CIlif IPOBOAUTY CIIOCTEPEXKEHHS M0N0 PO3BUTKY MOOIYHUX e(eKTiB,
acoLi¥0BaHUX 13 BODUKOHA30JI0M.

3udosyouH: pnykonaszon nigpuye C, .. Ta AUC 3umoBynuny Ha 84 % Ta 74 % BimmoBigHO, 1110
3yMOBJIEHO 3HUKEHHSIM KJIipEHCY 3UNOBYAUHY NpUONU3HO Ha 45 % IIpu HOT0 IepopaIbHOMY
3actocyBaHHi. [Iepion HamiBBUBeNeHHS 3UNOBYAUHY OYB TaK0XK ITOOBXKEeHUMU MpruOu3Ho Ha 128 %
micys 3aCToCyBaHHS KOMOiHalil (IyKOHa30Iy Ta 3UJOBYAUHY. 3a MallieHTaMH, sIKi 3aCTOCOBYIOTh
TaKy KoMOiHalrio mikapchkux 3aco06iB, Clif criocTepiraTy 00 PO3BUTKY MOOIYHUX peakiil,
II0B’A3aHUX 13 3aCTOCYBaHHAM 3UOOBYIUHY. MOXHaA PO3TJISHYTU OOUUIBHICTE 3HUKEHHS 03U
3UIOBYIUHY.

A3umpoMilyuH: y XO4l BIIKPUTOTO PaHIOMi30BaHOTO TPUCTOPOHHBOI'0 IIEPEXPECHOTO JOCIiAXKEHHS, B
SIKOMY B3$1JIM y4acTh 18 3M0poBuX HOOPOBOIIBLIIB, OIiHIOBAJK BIIJIUB a3UTPOMILIMHY Ta (PIIyKOHA30ITY
Ha (papMaKoOKiHETHKY OMH OMHOTO IIPU iX OMHOYACHOMY IIepopajbHOMY Pa30BOMY 3aCTOCYBaHHi y
no3ax 1200 mr ta 800 mr BigmoBimHO. 2KOogHUX 3HAUYLIIUX PapMaKOKiHETUYHUX B3aEMOIill BUSBIIEHO
He OyI10.

ITepopasavHi KoHMpayenmueu: TPOBOAMIOCT 2 (papMaKOKIHETUUHUX [OCTiI2KEeHHSI 0araTopa3oBoro
3aCTOCyBaHHS (GIYKOHA30Jy Ta KOMOGiHOBAHOTO ITepOpaIbHOI0 KOHTpalenTuBa. [Ipu 3acTocyBaHHi
bnykoHa301y y go3i 50 Mr BIIMBY Ha piBeHb TOPMOHIB He 0YJ10, TOMI SIK IIPU 3aCTOCYBaHHi
dbnykonazony y no3i 200 Mr Ha mo6y cnocTepiranmocs 36inpmenas AUC etuninectpamiony Ha 40 % Ta
neBoHOprecTpeny - Ha 24 %. Ile cBiguuTh IIpo Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (GIYKOHA30Iy Y
3a3HaY€eHUX [[03axX HaBPAJM YU MOXKe BIJIMBATH Ha e(peKTHUBHICTh KOMOIHOBAHOT'O IEPOPAIbHOTO
KOHTpAallenTHBa.

Oco6.1ueocmi 3acmocyeaHHsi.

Hepmamocgimis. BigmoBigHO [0 pe3ysbTaTiB HOCHIAXKEHHS (HIYKOHA30JIy AJS JIiKyBaHHS JepMaTodiTil
y mitel, GpIyKoHa30/1 He MepeBUIye rpu3eodynbBiH 3a e(PeKTHUBHICTIO i 3arabHUM ITOKa3HUK



edexTuBHOCTI cTaHOBUTEL MeHIe 20 %. Tomy Oudokan® He CIIif 3aCTOCOBYBATH IS JIIKyBaHHS
nepMaTodiTil.

Kpunmokoko3. [Joxa3iB epeKTUBHOCTI GIyKOHA301y [ JIIKyBaHHS KPUIITOKOKO3Y iHIINX
JI0Kasi3alii (HanpuKiaf JiereHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJJOCTaTHbO, TOMY
PEeKOMeHalii 00 JO030BOI0 PEXUMY 1A JIIKYBaHHS TaKUX 3aXBOPIOBAHb HEMaE.

I'nuboki eHOemiuHi Miko3u. [loka3iB eheKTUBHOCTI (HDITyKOHA301y AN JiKyBaHHS iHIIUX Hopm
eHIeMiYHUX MIKO3iB, TaKUX K TapaKOKIMAi0IA0MIKO03, TiCTOIIa3M03 Ta MKiIpHO-TiMbaTUIHNN
CIIOPOTPHUX03, HELOCTAaTHLO, TOMY PEKOMEHallil M0N0 JO30BOr0 PeKUMY [T JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. IaniedTam i3 mopyuieHHIM QYHKIIM HUPOK IIpenapar CJlif 3aCTOCOBYBaTHU 3
obepexHicTio (muB. po3xin «Crocib 3acTOCyBaHHS Ta IO3U»).

Hedocmamuicmb HaOHUpPKoBuX 3a103. KeTOKOHA30JI, SIK BifOMO, CIIPUYMHSIE HETOCTATHICTh
Ha[JHUPKOBUX 3aJ103, i Ile TAKOXK MOXKe CTOCYBaTUCS (PIyKOHA30J1y, X04a CIIOCTEPIraeThCS PigKo.
HepocTaTHiCTh HAAHUPKOBUX 3aJ103, [I0B'I3aHa 3 OMHOYACHUM JIIKYBaHHSM IIPEJHI30HOM, ONMCaHa B
po3mini «B3aemopis 3 iHIIMMY TiKapChbKUME 3aco0aMu Ta iHII BUAYM B3aEMOAil. Brius ¢dnykoHa3omy
Ha iHmi miKapchKi 3aco0m».

I'enamobiaiapHa cucmema. TlanieHTaMm i3 mopyueHHIM GYHKITIM Me4iHKK mpenapar Cilif
3aCTOCOBYBaTH 3 00epexkHicTI0. 3acTOCyBaHHS (HIYKOHA30JIy acOllil0BaoCs 3 BUHUKHEHHSIM
PiOKICHUX BUIIafKiB PO3BUTKY TSXKKOI rellaTOTOKCAYHOCTI, BK/II0Yal04y JieTajlbHi BUMIa[KU, TOJIOBHUM
YWHOM Y TAL[iE€HTIB i3 TAXKKUMUA OCHOBHUMU 3aXBOPIOBAaHHAMU. Y BUIIaKaX, KOJIU PO3BUTOK
relaTOTOKCUYHOCTI acollifoBaBCs i3 3aCToCyBaHHAM (IIyKOHAa30:1y, He OyJio Bif3HAUeHO 11 IBHOI
3aJ1eKHOCTI Biff 3aranbHOI J00O0BOI [O3Y IIpenapaTty, TPUBAJIOCTI Teparii, cTaTi abo BiKy mallieHTa.
3a3BUyall TeNaTOTOKCUYHICTh, CIpuYMHeHa (GrryKoHa30710M, 000POTHA, a ii MPOsIBY 3HUKAIOTH MiCTIs
IpUNMHEHHS Teparil.

3a malfieHTaMH, V SKUX IIPU 3aCTOCYBaHHi (PIIyKOHA30/1y CIIOCTEPIraloThCS BiTXUIEHHS pe3ybTaTiB
GYHKIIOHATBHUX P00 MeYiHKY, CITil BCTAHOBUTYU PETENIbHUM HATJISA[ 000 PO3BUTKY OiNIbII TSIKKOTO
ypaXeHHS IIeYiHKU.

[TamieHnTiB i npoiH@OpPMyBaTH PO CUMIITOMH, 1[0 MOXKYTh CBiTYUTH IIPO CEPHO3HUM BIIJIUB Ha
NeviHKy (BUpaXeHa acTeHis, aHOPeKCis, MOoCTiliHa HyoTa, 6/1I0BaHHS Ta JKOBTSHHUILIS). Y TaKOMY
BUMAOKY 3aCTOCYyBaHHA (IyKOHA30J1y CJIifi HeTalHO IPUNUHUTY Ta IPOKOHCY/IbTYBATUCS 3 JIiIKapeM.

Cepuego-cyouHHa cucmema. [lesiki a301u, y TOMy YHCJIIi ¥ (PIIyKOHA30J1, aCOLi0I0ThCSA 3
nopoBxeHHAM iHTepBany QT Ha enekTpokappiorpami. ®nykoHa301 nofoBxkye iHTepBan QT musixoM
IPUTHIYEHHS BUNIPSIMIIAI0YOTo KanieBoro kaHany (I,,). [logosxenns intepsany QT BHacmigox mil
iHmMX MiKapchKUxX 3ac00iB (HaNpUKiIag aMiofapoHy) MOKe IIOCUTIOBATHCS Y pe3yibTaTi MIpUrHiYeHHS
depmenty CYP3A4 mutoxpomy P450. TloBigoMisnocs Ipo gyKe PifKiCHI BUIIaAKU IIOJOBXKEHHS
inTepBany QT Ta mapoKcu3MaabHOL IIJTYHOUYKOBOL TaxiKappAil TUIy «IIipyeT» IpU 3aCTOCYBaHHI
npenapaty Judokas®. Taki HOBiTOMIEHHS CTOCYBAIKCS MAIE€HTIB i3 TAXKMUMH 3aXBOPIOBAHHAMH
IIPU TTOENHAHHI 6araTbox GaKTOPiB PU3UKY, TAKUMU K CTPYKTYPHI 3aXBOPIOBAHHS CEPIIS,
TIOPYIIEeHHS eJIeKTPOJIITHOr0 06MiHY Ta OHOYACHE 3aCTOCYBAHHS iHIIUX JiKapChKUX 3aco0iB, 110
BIIMBaIOTh Ha iHTepBas QT. IlamieHTH 3 rinokanieMi€ro Ta MIPOrpeCcyrdo0 CepleBO0 HefOCTaTHICTIO
MaloTh MiBULIEHUN PU3UK BUHUKHEHHS 3arPO3NIUBUX [AJI XUTTSA LUIYHOYKOBUX apUTMIu Ta
IIapOKCU3MaJIbHOI IIJTyHOYKOBOI TaxiKapfii TUIY «IipyeT».

Iudmokan® ciifl 3 06epeXRHiCTIO 3aCTOCOBYBATH HAIlicHTaM i3 PU3MKOM PO3BUTKY apUTMIil.



OpHOYacHe 3aCTOCYBaHHS pa30M i3 TiKapChbKUMU 3acobaMu, II0 MPOJIOHTYIOTh iHTepBan QTc Ta
MeTaboi3yoThcs 3a gonomoro hepmerTy CYP3A4 mutoxpomy P450, mpoTunoka3ase (AUB. po3dinu
«IIpoTunoka3aHHs» Ta «B3aemofis 3 iHIIMMHY JTiIKapCHKUMH 3aco0aMu Ta iHI BUOU B3a€MOMIN»).

I'anopaumpun. l'anodanTpus € cy6ctpatom pepmenty CYP3A4 i mponourye inTepsan QTc mpu
3aCTOCYBaHHi Y peKOMeHI0BaHUX TepalleBTUYHUX J03ax. OgHOYacHe 3aCTOCyBaHHS ranohaHTPUHY Ta
bnyKoHa30I1y He peKOMEHAY€EThCs (OUB. Po3Min «B3aemopmist 3 iHIIMMU JTiKapChbKUMU 3aco0aMu Ta
iHIT BUOM B3aEMOMin»).

Lepmamonoziuni peakuii. ITig 9ac 3acTocyBaHHS (HIIyKOHA30J1Iy PiAKO MOBIJOMIIANIOCS IPO PO3BUTOK
TaKuX eKCOomaTuBHUX MIKipHUX peakilii, Sk cuHapoM CTiBeHca-[[:KOHCOHA Ta TOKCUYHUUI
emnigepManbHul HeKpoi3. [ToBimoMsanoca Ipo MefuKaMeHTO3HY peaklliio 3 eo3uHodisiero i
cucrteMHuMy mposiBamu (DRESS-cunppom). ITamienTu 3i CHIToM 6inbIn CXUITBHI 10 PO3BUTKY TSIKKUX
IIKiPHUX peakKliil TP 3aCTOCYyBaHHiI 6araThoXx JTiKapCchKux 3aco0iB. SKIO y malieHTa i3 MOBEPXHEBOIO
rpubKOBOIO iH(DEKITi€I0 3’ IBNIII0THCS BUCUIIH, 1[0 MOXKHA IIOB’SI3aTH i3 3aCTOCYBaHHSIM (DITYKOHA30Y,
IIofasibllle 3aCTOCYBaHHA IIpenaparTy CJIif NPUIUHUTH. fKIo y IallieHTa 3 IHBa3UBHOK/CUCTEMHOI0
rpuOKOBOIO iHQEKIIi€I0 3’ IBISIOTHCS BUCUIY Ha IIKipi, 3a MOr0 CTAHOM IOTPiOHO PeTeIbHO
CIIOCTEpIraTH, a Y BUMAAKy PO3BUTKY OyJIbO3HUX BUCHUIIIB a00 My/IbTU(POPMHOI EPUTEMHU
3aCTOCyBaHHS (DITyKOHA30Y CJIii IPUINHUTH.

I'inepuymaugicmy. Y pigKiCHUX BUIIafKaX IOBIJOMIISAIOCS IPO PO3BUTOK aHa(iNaKTUYHUX peakIlii
(muB. po3min «IIpoTunoka3aHHsI»).

LTumoxpom P450. ®nykonaszon € momipauM inribitopom pepmenTtis CYP2C9 ta CYP3A4. Takox
bnyKoHa3011 € nmoTykHuM iHribitopom pepmenty CYP2C19. Crnig criocTepiraTtu 3a CTaHOM IAIli€HTIB,
SIKi OJHOYACHO 3aCTOCOBYIOTh Ju(oKan" Ta IpemnapaTy 3 By3bKUM TepPaneBTUYHUAM BiKHOM, IO
MeTabomizyoTbes 3a yyactio CYP2C9, CYP2C19 ta CYP3A4 (guB. po3min «B3aemogmis 3 iHIIuMu
JiKapChKUMHU 3aco0aMu Ta iHIIi BUIKM B3aEMOIiN»).

Tepgperadun. Crig peTeIbHO CIIOCTEPIraT 3a CTAHOM MallieHTa IPU OJHOYAaCHOMY 3aCTOCYBaHHI
tepdenaguny Ta hayKoHa3omy y go3si Menie 400 mMr Ha fo0y (ouB. po3ninu «[IpoTunoka3aHHSI» Ta
«B3aeMopmis 3 iHMMMY NTiKapChbKUMHU 3ac00aMu Ta iHIII BUAM B3aEMOIiii»).

Kanou0oa. JocnigKeHHS NIPOOEeMOHCTPYBaJIX 3pOCTaHHS MOMINPEHOCTI iHDEKIiH, CIpUINHEHUX
inmuMu Bugamu Candida, kpim C. albicans. BoHU 4acTo € IpUPOAHO CTiikuMu (Hampukiapm, C. krusei
ta C. auris) abo HEMOHCTPYIOTh 3HUKEHY YyTIUBICTh 70 dhiykoHasony (C. glabrata). Taki indexiril
MOXKYTh TIOTPeOyBaTH abTePHATUBHOI IPOTUTPUOKOBOI Teparii micas HeBHanoro nikyBaHHSI. OTxe,
niKapsM, SIKi Mpru3HavaloTh 3acif, peKOMEHOYEThCSI BpaXOBYBATH IOMINPEHICTh CTIMKOCTI Pi3HUX
BupiB Candida no ¢hIyKoHa301y.

LlonomidcHi pevoguHu. ITpenapat MiCTUTh 1akTO3y. [lallieHTaM 3 PiIKiCHUMU CIIafKOBUMU
3aXBOPIOBAHHSIMH, TAKUMHU SIK HEIIEPEHOCUMICTh rajakTO3H, 3arajibHa He[JOCTaTHICTh JJaKTa3u Ta
MasibabcopO1lia TII0K03U-TajlakTo3H, He CJIifi 3aCTOCOBYBaTH 1€l Ipermapar.

OpHa Karncyna npenapaTy Judmokad”® MicTHTL MeHIIe 1 MMOJIb HaTpilo (23 MT), a 0TXKe, IIpenapar
MOXKHa BBaXaTH TaKUM, 1110 He MiCTATh HaTPIi0.

3acmocyeanns y nepiod eazimnocmi abo 200yeanHsi 2pydoio.

KiHKY PenponyKTUBHOIO BiKy



[Tepen moyaTKoM JIiKyBaHHS MAI[iEHTKY CIIif MPOiH(GOPMYyBaTH PO MOTEHI[IHIE PU3UK [JIS IJI0AA.

[Ticns 3acTocyBaHHS OOHOPA30BOl AO3U CJIil BATPUMATHU T1epiof] BUBeeHHs (IyKOHA30Iy, IKUU
CTaHOBUTH NMPUONMKU3HO 1 THXKEHS (1110 BigmoBigae 5-6 mepiogam HamliBBUBEOEHHS), 10 HAaCTaHHS
BariTHOCTI (ouB. po3min «PapMaKOKiHETUKE»).

Y pasi TpuBanux KypciB JIiKyBaHHS XKiHKaM PENPOAYKTUBHOTO BiKy CIIi[ PO3TJISHYTH BUKOPUCTaHHS
KOHTpAaIeNIlil IPOTSIrOM YChOTO IePiofy JTiKyBaHHS Ta NPOTATOM 1 THKHS MiC/Ig IPUHOMY OCTAHHbBOL
[O3H.

BazimHicmb

O6cepBalliliHi mOCTimKEHHS CBiTYaTh PO MigBUINEHUN PU3UK CIIOHTAHHOTO ab0OpTY Y XKiHOK, SKi
OoTpuMyBaix GJIYKOHA30JI IPOTSATOM IIEPIIOro Ta/abo OPyroro TPUMECTPY, IOPiBHSHO 3 TAKUM Y
XKIHOK, 5IKi He mpuiimManu GIyKoHa30/1 abo OTpUMYyBaX MicIeBi @30/ ¥ TOM caMuit mepiof.

IlaHi 110710 KiTbKOX THCSY BaTriTHUX XKiHOK, IKi OTPUMYBaJIU JIiKyBaHHS (PJIYyKOHA30JIOM y
KYMYJIATUBHIN 0031 < 150 Mr y nepuomMy TpuMecTpi, JEMOHCTPYIOTh BiICYTHICTh 3pOCTAHHS
3arajbHOTO PU3MKY Bafl PO3BUTKY IJIOAY. B OMHOMY BEeIMKOMY CIIOCTEPEKHOMY KOTOPTHOMY
IOCTiIKeHHi IepopaibHe 3aCTOCYBaHHS (DITyKOHA301y B IIePIIOMY TpuMecTpi 0yJio moB’si3aHe 3
HEBEJIMKNM IiIBUIIEeHNM PU3UKOM Bafl PO3BUTKY CKeJIETHO-M 130BO1 CUCTEMH, 110 BifIOBifaE
npubnu3no 1 gomatkoBomy Bumagky Ha 1000 XKiHOK, SIKi OTpUMYyBaiu KyMyJIATUBHI 03U < 450 M,
TIOPiBHSIHO 3 XKiHKaMM, SIKi OTpUMYyBaIX a30JId MiclieBoi fil, i mpubau3Ho 4 JOJaTKOBMM BUIIaAKaM Ha
1000 xiHOK, gKi OTpUMYyBaIu KyMyJISTHBHI 7031 Oinbie 450 Mr. CKOPpUTOBaHUY BiTHOCHUMN PU3UK
ctaHoBuB 1,29 (95 % [I: 1,05-1,58) mns go3u ¢piaykoHalony 150 mr nepopansHo Ta 1,98 (95 % [l:
1,23-3,17) gns gos ¢pnykonazomny Oinbire 450 mr.

HasiBHi enifeMionoriyui JOCTigXKeHHS 100 PO3BUTKY Baf Ceplis IIPU 3aCTOCYBaHHI (IyKOHA30J1y Y
mepion BariTHOCTI Hal0Th CymnepednuBi pe3ynbratu. OgHAK MeTaaHasi3 5 06cepBalliiHUX HOCITiIXKEHb,
IIPOBEMIEHUX 3a Y4aCTIO KiTbKOX THCSY BaTiTHUX XKiHOK, SKi OTpUMYyBaIu (IYKOHA30/ IPOTATOM
IIePIIOTr0 TPUMECTPY, BUSIBUB IiABUIIIEHHS PU3UKY PO3BUTKY Baj cepls y HEMOBIAT B 1,8-2 pa3u
TIOPiBHSIHO 3 TAKMM y HEMOBJISIT, MaTepi SKUX He OTpUMYBau GIYKOHa30J Ta/abo BUKOPUCTOBYBAIH
a30JI4 JJId MiCLIeBOTO 3aCTOCyBaHHS.

Y noBimoMIIEHHAX IIPO BUIIAOKU ONIKCAHO BPOLXKEHI Bafil PO3BUTKY Y HEMOBJIAT, MaTepPi SKUX
oTpuMyBanu Bucoki no3u (Big 400 mo 800 Mr/go0y) ¢bnyKoHa301y y Iepiof BariTHOCTI MPOTAToM 3
Mics1iB abo Oinblile pu JTiKyBaHHI KOKIMAioinoMiko3y. Cepeq BpOIXKEHUX Bafl, SIKi CriocTepiramucs y
IIUX OiTew, - Opaxinedartis, mUCIIIa3is BYIIHUX PAKOBUH, HagMipHe 30iIbIlIeHHS TePeIHbOTO
TiM'T9Ka, BUKPUBJIEHHS CTETHOBOI KiCTKY Ta IPOMEHEBO-IIJIEUOBAY CUHOCTO3. [IpHYnHHO-
HAaCJIiIKOBUM 3B’I30K MiXK 3aCTOCYyBaHHAM (JIyKOHA30JIy Ta BPOAXKEHUMHU BaJaMyi He BCTaHOBJIEHUM.

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

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

I'ooysaHHs 2pydoro

OTyKOHA30JI IPOHUKAE Y TPYIHE MOJIOKO Ta JOCSATAE KOHIIeHTPaIlil mogiOHoil mo piBHS Y IIa3Mi KpoBi
(ouB. po3min «®PapMakoKiHeTHKa»). ['ogyBaHHS IPynoi0 MOXKHa IPOAOBXKYBATH IiCIS Pa30BOTr0
3aCTOCYBaHHS 3BUYalHOl 103U (PIyKOHA30y, 10 cTaHOBUTh 150 Mr. ['omyBaTu rpyamio He
PEKOMEHY€EThCS Ipu 0araTopa3oBOMY 3aCTOCYBaHHI (IyKoHa307y ab0o IIpy 3aCTOCYyBaHHI BUCOKHUX



no3 ¢aykoHa3oiy. Crif OiHUTY KOPUCTh TOOYBaHHS T'PYAMI0 OIS PO3BUTKY i 3MOPOB’SI AUTHHY, a
TaKOX KJIiHiuHy moTpely MaTepi y npenapaTi Judmokan” i 6yab-aKi MOTeHLilHI 106iuHi edhexTn
npenapaty Judokad® abo 0CHOBHOrO 3aXBOPIOBAHHS MaTepi [ OUTHHH, sKa OTPHUMYE TPyHHe
BUTOOBYBaHHS.

depmuabHicMb

®nyKoHA301 He BIJIMBAB Ha (PEPTUIBHICTb CaMIliB Ta CaMOK IIypiB.

30amuicmb enaueamu Ha weudkKicmov peakuii npu KepyeaHHi asmompaHcnopmom a6o
iHwumMu mexaHizmamu.

TocrigXkeHs BIUIMBY npenapary Oudiokan” Ha 30aTHICTE KepyBaTH aBTOTPAHCIOPTOM abo
[IpalioBaTy 3 IHIIUMUA MeXaHi3MaMy He IIPOBOOUIIN.

[TanieHTiB cnig mpoiHGOpMyBaTH PO MOKJIMBICTE PO3BUTKY 3allaMOpPOYEeHHS abo cymoM (IUB. PO3Mis
«ITo6iuHi peakmii») mif 9ac 3aCTOCOByBaHHs Npenapaty Judmokas”. IIpa po3BUTKY TaKHUX
CHMIITOMIB He PeKOMEHIYETLCS KePyBaTH aBTOTPAHCIIOPTOM abo MpaljfoBaTH 3 iHIIMMU MeXaHi3MaMH.

Cnoci6 3acmocyeaHHss ma do3u.

Kamncynu cnig koBTatu uinuMu. [IpuiioM npenapaTy He 3a/IeXKUThb Biff IPUHOMY 1XKi.
Hopocai.

[IpemapaT 3aCTOCOBYIOTH IIEPOPaAIbHO Y H03i 150 Mr omHOPa30Bo.

ITayieHmu AiMHbO20 BIKY.

[Tpu BigCyTHOCTI O3HaK MOPYLIeHHS (PYHKITM HUPOK [Jd JIiKyBaHHS 1€l KaTeropil nalieHTiB
3aCTOCOBYIOTh 3BUYAUHY 103y AJISA HOPOCIIHX.

ITopyweHHA PYHKUiIT HUPOK.

®1yKOHA30JI BUBOOUTHCSI B OCHOBHOMY 3 CeUYel0 y He3MiHeHOMY BUTIAAl. [Ipu pa3oBoMy 3aCTOCYBaHHI
IpernapaTty KOpUryBaTH 03y Lii KaTeropii nauieHTiB He nOTPiOHO.

IMopyweHHA pyHKUIU neviHKU.

®nyKoHAa3071 CIifl 3aCTOCOBYBaTH 3 00€PEKHICTIO MallieHTaM i3 MOPYyLUIeHHSIMU QYHKIIiH IeYiHKH,
OCKinbKM iH(popMalii om0 3acToCyBaHHS (IyKOHA30y I1ili KaTeropil maiieHTiB HeIOCTaTHLO (IUB.
po3ginu «Ocob6nauBoCTi 3acToCyBaHHI» Ta «[100iuHi peakii»).

Himu.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYBaHHS IIpenaparTy Ojis JIiKyBaHHS T'eHiTalbHUX KaHAUNO03IB y OiTen
He BcTaHOB/eHi. HasiBHa Ha chorogHi indopmallis HaBemeHa y po3aini «I[1obiyni peaxiii». Akio icHye
HarajbHa ImoTpeba 3aCTOCYBaHHS Ipemnapary migtiTkaM (BikoM Big 12 mo 17 pokiB), cimin



3aCTOCOBYBATH 3BUYalHi 1034 OIS JOPOCIIHUX.

Ilepedo3yeanHs.

OTpuMaHO MOBiIOMIIEHHS PO ITepeno3yBaHHS (PIIYKOHA3010M; OMHOYACHO ITOBIAOMIISNIOCS IIPO
rajronuHalil Ta napaHoifalabHy IOBEHIHKY.

[Tpu nepeno3yBaHHi HEOOXiMHO ITPOBECTH CHMIITOMATUYHY MigTPUMYBaJIbHY Tepallilo Ta y pasi
He0oOXiTHOCTi TPOMUTH IITYHOK.

®nyKOoHA30J 3HAYHOIO MipOI0 EKCKPETYETHLCS 3 cedelo; (GOpPCOBaHUM Aiype3 MOXKe IIPHCKOPUTH
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUXKYE PiBeHb (PIYKOHA30ITY Y
na3Mi KpoBi npubnu3Ho Ha 50 %.

Io6iuni peakuii.

Pesiome npodinio 6e3meyHoCTi

Y 3B’g3Ky 3 NiKyBaHHAM (DJIyKOHA30JI0M IOBIIOMIISIIOCS IIPO MEOUKAaMEHTO3HY peakliiio 3
eo3uHo(inmiero i cucremuumu nposiBamu (DRESS-curmpom) (muB. po3min «Ocob6auBOCTi
3aCTOCYBaHHS»).

Haiiuacrie moBifoMisnocs Ipo Taki mobiuHi peakilii: rojoBHUM Ginb, 6ifb ¥ YepeBHiN TOPOXKHUHI,
miapes, HygoTa, O6/1i0BaHHS, MiABUILIEHHS PiBHS alaHiHaMiHoTpaHcdepasu (AJIT), migBUIleHHS PiBHS

acnaprataMiHoTpaHcdepasu (ACT), nmigBuieHHS piBHA NyXkHOI ochaTa3u KPOBi, BUCUIIAHHS.

Il OIIiIHKY YaCTOTH BUHUKHEHHS MOOIYHUX peaklliii BUKOPUCTOBYIOTh TaKy Kiacudikalliio: myxe
yacTo (= 1/10), gacto (Big = 1/100 mo < 1/10), HewacTo (Bim = 1/1000 mo < 1/100), pigko

(Bim = 1/10000 mo < 1/1000), my=xe pigko (< 1/10000), wacToTa HeBifoMa (HEMOXKJIMBO OLIHUTH Ha
IIifACTaBi HASIBHUX HAHUX).

3 6oky cucmemu Kkposi ma aimpamuyHoi cucmemu.

HeuacTo: aHewmis.

Pinko: arpanynonuTos, 1eiKomneHis, TPOMOOLUTONEHisT, HEUTPOTIEHis.
3 6oky imyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaiuHi ma asimeHmapHi po3aadu.

HeuacTo: 3HMKEHHS alleTUTYy.

Pigko: rinepxonectepuHeMis, TinepTpUriinepuaemis, rinokamsiemis.
ITcuxiuHi nopyweHHA.

HeuacTo: 6e3COHHS, COH/IUBICTE.



3 60Ky Hepsosoi cucmemu.

YacTo: ronoBHuM Oinb.

Heuacto: cymoMu, napecTesis, 3al1aMOpPO4Y€eHHsI, IOPYIIEHHS CMaKy.
Pigko: Tpemop.

3 60Ky opaaHis cayxy ma eecmubya5pHO20 anapamy.

HeuacTo: BepTHUro.

3 6oky cepus.

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

3 60Ky WAYHKOBO-KUWKOBO20 MPAKMY.

YacTo: 0inb y YepeBHill TOPOXKHUHI, HY[OTa, giapes, O1I0BaHHS.

HeuacTo: 3anop, gucrerncis, MeTeopusM, CyXiCTh ¥ POTi.

I'enamobiaiapHi po3aadu.

YacrTo: migBullleHHs PiBHS anaHiHaMiHOTpaHCdepa3u (AJIT), mipBuIeHHS piBHSA
acnaptataMiHoTpaHcdepasu (ACT), mipBuIeHHS piBHSA TyKHOI PpocdaTa3u (OUB. pO3AiN

«Oc00IMBOCTI 3aCTOCYBaHHS»).

HeuacTo: x0oecTas, JKOBTSHUIS, MiBUILIEHHS piBHS Oinipy6iny (muB. po3min «Ocob6nuBoCTi
3aCTOCYBaHHS»).

Pigko: me4yiHKOBa HEIOCTATHICTh, TeNATOENIONAPHUM HEKPO3, TEIaTUTH, TelaToLe0IsIpHe
ypaxeHHs (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

3 60Ky wkipu ma nidwKipHOi MKAHUHU.
YacTo: Bucunanus (ouB. po3main «OcoO0nMMBOCTi 3aCTOCYBAHHS»).

HeuacTo: MeguKaMeHTO3HUYN OepMaTUT (BKII04Yaouu (iKCOBaHUY MeOUKaMEHTO3HUYU OepPMaTHUT),
KPOIKB’sTHKA, CBepOixK, MmiiBUIlleHe TIOTOBUIiIEHHS (IUB. po3min «OCco6IMBOCTI 3aCTOCYBAHHSI»).

Pigko: TOKCMYHUM emigepMalIbHUN HEKPOIi3, cCHHAPOoM CTiBeHCa-/I2KOHCOHA, TOCTPUH
reHepai3oBaHUM €K3aHTeMaTO3HUU MyCTYIb03, eKC(HOTiaTUBHUM IePMaTUT, aHTi0OHEBPOTUYHUN
HaOpsK, HabpsgK oO6nuyuds, anomnenis (AuB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

HeBimoMo: MemrKaMeHTO3Ha peakilisd 3 eo3uHodinieo i cuctemuuMu nposiBaMu (DRESS-cunmpom).
3 60Ky 0nopHO-pyx08020 anapamy ma cnoay4Hoi MKaHuHuU.

HeuacTo: mianris.

3azanvHi po3aadu ma peakuii y micui e8e0eHHA.

Heuacro: mifBuiieHa BTOMJIIOBaHICTh, HE3OYKaHHS, aCTeHis, rapsadka.



Himu.

YacToTa Ta xapakTep Mo6iYHUX peakiliii i BigxuneHb Bif HOpMU pe3yybTaTiB labopaTOPHUX aHaMli3iB y
XOMi KJTiHIYHUX OOCTIAXKEHb 3a Y4acCTIO OiTed MOPiBHSHI 3 TAKUMU Y JOPOCIIHX.

3gimyeaHHs npo nido3prosaHi nobiuHi peakui.

3BiTyBaHHS IIPO Mimo3pioBaHi MobiuHi peakilil micns peecTpatiii TikapchKoro 3aco0y Ma€ BaXKJIuBe
3HaudeHH4d. Lle nae 3Mory mpoBoauTy 6e3mepepBHUN MOHITOPUHT CIIiBBiIHOIIEHHS MiXK KOPHUCTIO i
pU3UKaMH, IOB’I3aHUMHU i3 3aCTOCYBaHHAM I[OT0 JTIKapChKOT0 3aco0y. MeIUuHUX IPaliBHUKIB
IIPOCSATH 3BiTyBaTH PO Oyab-gKi mimo3pioBaHi mo6iuHi peakilil BifmoBigHO 40 BUMOT MiCIIEBOTO
3aKOHOMIaBCTBa.

Tepmin npudamHocmi. 5 POKiB.

YmMmoBH 30epirannsi. 30epiratu npu Temnepartypi He Buille 30 °C y HeJOCTYIIHOMY [JIs [iTel MicIii.

YnakoBka. [1o 1 kancysi y 6mictepi; o 1 6/icTepy y KapTOHHIN yIaKOBIIi.

Kareropis Bignmycky. bes peuenra.

Bupoonuk. ®apesa AmOya3s / Fareva Amboise.

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaKeHHsI Tis/IbHOCTI.

3one IHpmactpiane, 29 poyt gec Iagactpic, 37530 IToce-cop-Cic, paniis /

Zone Industrielle, 29 route des Industries, 37530 Poce-sur-Cisse, France.



