[HCTPYKIIIA

71T MEAWYHOTO 3aCTOCYBAHHS JTiKapCHKOT'0 3acoby

IU®ITIOKAH®

(DIFLUCAN®)

Cknao:
ditoua pevosuHa: ¢pnykoHa3zon / fluconazole;
1 M7 po34YuHy MICTUTH 2 MT (IYKOHA30IY;

0ONoMIdiICHI peyo8UHU: HATPil0 XJIOPUM, Bo#a OIS iH EKITN.

JlikapcbKka popmMa. Po3uuH ansa iHdy3iu.

OcHogHi ¢i3uko-ximiuHi 81acmusocmi: mpo3opuit 6e30apBHUM PO3UNH 0€3 BUAUMUX YaCTUHOK, 0
BiIIOBijae BUMOTraM CTaHMAAPTIB [Jid TapeHTepalbHUX PO3YKHIB, ¥ MP0O30puxX (PprakoHax i3
HEWTPaIbHOT0 CKIIa.

dapMakoTepaneBTHYHA rpyna. [IpoTurpubkoBi 3aco0u AJIsi CHCTEMHOT'O 3acTOoCyBaHHS. [IoxinHi
tpuasony. Kog ATX JO2A CO1.

dPapmako102iuHi e1acmusocmi.

dapmakoOuHamika.

MexaHi3M mil.

®nyKoHa307 € TPOTUTPHOKOBKAM 3aCO00M KJlacy Tpra3oiiB. [IlepBUHHUM MexXaHi3MOM HOro fil €
IPUTHIYEeHHS rpubKoBOro 14-ambda-I1aHoCTEPOSI-IEMETHITIOBAHHS, 0II0CEPEIKOBAHOT0 IUTOXPOMOM
P450, mo € HeBin'eMHUM eTanoM 6i0CUHTE3Yy IPUOKOBOTO eprocTepoiy. Akymynsuis 14-anbha-MeTun-
CTEPOJIiB KOPEJIIOE 3 MTOMAIbIIO BTPATO eprocTepoly MeMOpaHoio rpubKOBOI KITiITUHY Ta MOXKe
BifimoBigaTH 3a MPOTUTPUOKOBY aKTUBHICTh (Pr1yKoHa305y. ®IyKoHa30J € OiNIbIl CEIEKTUBHUM JI0
rpubkoBux hepMeHTiB uToxpoMy P450, HixK [0 pi3HUX cucTeM ¢pepMeHTiB nuToxpoMy P450 ccasiiis.

3acrocyBaHHs QyKoHa307y v mo3i 50 Mr Ha o6y mpoTsaroMm 28 [HIiB He BIIJIMBAE Ha PiBeHb
TECTOCTEPOHY y IJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb eHOOTeHHUX CTEPOIMiB ¥ KiHOK
penponyKTuBHOTO Biky. ®nykoHa3on y no3i 200-400 Mr Ha moOy He MPOSIBIIS€E KIiHIYHO 3HAYYL[OTO
BIUIMBY Ha PiBeHb €HAOTEHHUX CTEPOifiB ab0 Ha BiANOBiAb Ha CTUMYJISIIIO aipEeHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3mopoBux moOPOBOJIBIIiB 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’sicHioBanbHuY [OKyMeHT EUCAST pgnsa
dnykonazomy (2020) - Bepcis 3; €EBpONENChbKUY KOMITET i3 HOCHiAKeHb YYTANBOCTI 10
aHTUMiKpoOHUX 3ac06iB, [IpoTUrpubOKOBi 3aco06u, TaOAUIli KOHTPOILHUX TOYOK IS iHTEepIpeTalrii
MIK, Bepcis 10.0, HabyB ynHHOCTI 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.

ITpomuepubxosull [KOHMPO/bHI MOYKU, N08’A13aHi i3 NneeHUM 8u0oM, [KOHMpObHI
3acib S </R>ywme/n moyuKu, He
noe’A3aHi 3

nesHum suoom,’
S </R>yme/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 wyTnuBuY;
R pe3ucTtenTHUY;

a - KOHTPOJIbHI TOYKH, 1110 He MOB’sI3aHi i3 IeBHUM BUAOM, SKi GinbIIo0 Mipoio BU3HAYANIKUCS Ha
OCHOBI (hapMaKoOKiHeTHYHOl/(papMaKogrHaMiuHOl iH(popMallil i He 3aexkaTh Bifi pO3MOAiILY Ha IIeBHi
BHOY 3a MiHiMa/lbHOIO iHTiOYyI049010 KOHIIEHTpallie0. BoHM [oCTifXKyBaIuch nuille ¥ MiKpoopraHi3Mis,
y IKUX He icHye cnelu(idyHOol KOHTPOIbHOL TOYKY;

-- DOCTimKEeHHS YyTIUBOCTI He peKOMEeH0BaHi, OCKiJIbKY IaHUM BUJ HE € METOI0 JIiIKapChKOI Teparii;

* Vci nokasuuku C. glabrata B xkateropii I. MIK npotu C. glabrata cnif omiHIOBaTH SIK Pe3UCTEHTHI,
KOJIM BOHM IepeBuIlyioTh 16 mr/n. Karteropia gwytnusocTi (< 0,001 Mr/in) BUKOPHUCTOBYETHCS JIUILIE
[ 3ano0iraHHs MOMIIKOBOI Kiacudikanil mramis | gk mramis S. | - 4yTnuBuM 3a yMOBH
MigBUIIEHOI eKCITO3UIlii: MiKpOOpPraHi3M HaJIeXKUTh N0 KaTeropil «4yTIUBUYM 3a YMOBH ITiIBUIIIEHO1
€KCIIO3UIIil» y pa3i, KoM iCHy€e BUCOKa UMOBIPHICTh TEPAEeBTUYHOTO YCIiXy, OCKIIbBKY €KCIO3UIis
npernapary Oysa 36inbIleHa 3a paXyHOK KOPEKIIil pekuMy Ho3yBaHHS ab0 #oro KOHIIEHTpalii y
BOTHHUII iHDeKITil.

dapmaxkoKiHemuxka.

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

AGcopOiis.

®yKoHa301 m06pe BCMOKTYEThCS IIPH IIEPOPATIbHOMY 3aCTOCYBaHHi, a piBeHb Ipemaparty y mia3Mi
KpOBi i cuctemMHa GiogocTymHicTh mepeBulyioTh 90 % piBHS HITYKOHA30y Y M1a3Mi KPOBi, 1110
[OCSATAETHCS TP BHYTPIIIHEOBEHHOMY BBeleHHI nIpenapaTy. OgHOYacHe BXKHBaHHS 1XKi He BIIJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy IIpHU M0T0 IlepopalbHOMY 3acToCcyBaHHi. [1iKkoBa KOHLIEHTpallisl y IIy1a3Mi
KpPOBi focaraeTtscsd 4yepes 0,5-1,5 roguHu micng npuioMy npenapaTy HaTilecepue. KoHIeHTpanis
mperapary y I1a3Mi KpoBi mpomnopiiiHa go3i. PiBHoBaxkHa 90 % KOHIIeHTpallid JOCATaEThCS Ha

4-5 no6y miKyBaHHS IIperapaToM IIpu 0araTopa3oBOMY 3aCTOCYBaHHI ofuH pa3 Ha Jo00y. PiBHOBaXKHa
KOHIIeHTpalis Ha piBHI 90 % mocsaraeTsCd Ha OPYTUY JEeHb JIiIKyBaHHA IIPU 3aCTOCYBaHHI Y NepLIUI
IeHb HaBaHTaKyBaJIbHOI 103U, 110 BABiUi MepeBUlllye 3BU4alHy T0O0BY H03Y.

Po3nomin.



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

®nykoHa30m1 fobpe IPOHUKAE B YCi AOCTiAXKYyBaHi pifuHM opraHiaMy. PiBeHb QiyKoHa305y y CIUHI Ta
MOKPOTHHHI € TOAIOHUM 10 KOHIIEHTPAllii penapaTy y mjaa3Mi KpoBi. Y marieHTiB, XBopux Ha
rpuOKOBUYM MEHIHTIT, piBeHb QIIYKOHA30Jy V CIHHHOMO3KOBIH pimuHi mocsirae 80 % KoHIeHTpalil y
IIJ1a3Mi KPOB.

Bucoki koHLeHTpallil ¢GIyKOHa301y y WIKipi, 10 TePeBUINYIOTh CHPOBATKOBI, HOCATAIOTHCS Y
porosoMy 11api, emigepMici, aepmi Ta 1moTi. ®IyKOHAa30J1 HAKONUYYETHCA y POroBoMy api. [Ipu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha go0y KOHIIeHTpalis GIyKoHa30iy micisa 12 gHiB niKyBaHHS
CcTaHOBUA 73 MKT/T, a 4epe3 7 OHIB MiCIs 3aBepIIeHHS JTiKyBaHHSA KOHI[EHTpPAIlis BCe Ille CTaHOBUIIa
5,8 Mkr/r. IIpu 3actocyBanHi fo3u 150 Mr 1 pa3 Ha TUXKAEHb KOHLIEHTPalid (GIyKOHAa30Jly Ha 7 TeHb
JIiKyBaHHSI CTaHOBUNA 23,4 MKT/T; Yepe3 7 OHIB MiCNIs 3aCTOCYBAHHS HACTYMHOL 03U KOHIIEHTpalisd
BCe Ile cTaHoBua 7,1 MKTI/T.

KonnenTpanis GpnykoHa3omy B HIrTax micns 4 MmicsniB 3acTocyBaHHS 150 Mr 1 pa3 Ha TUXIeHb
craHoBuia 4,05 MKI/T y 3M0poBUX 10OPOBOJIBIIB Ta 1,8 MKI/T IIpu 3aXBOPIOBAHHSX HITTiB;
(byKoHa30J1 BU3HAYaBCs Y 3pa3Kax HirTiB uepes 6 MicAIliB micis 3aBeplIeHHS Teparil.

BioTpancdopmarris.

®nykoHa3on1 MeTabomi3yeThCsl He3HAYHOI0 Mipoto. [Ipu BBefleHHi 103U, MideHOl pagioaKTUBHUMHU
izoTonmamu, nmuie 11 % ¢GpnayKoHa307ly eKCKPEeTYEThCA 3 Cedero y 3MiHeHOMY BUTIAAL. OIIyKOHA3071 €
noMmipHuM iHriditopom izodpepmenTtiB CYP2C9 ta CYP3A4, a TaK0XK IMOTYKHUM iHTiGiTOpOM
izopepmenty CYP2C19.

BuBeneHHd.

[Tepion HamiBBUBemeHHS GIYKOHA30Ty i3 MJIa3MU KPOBi cTaHOBUTH 01u3bK0 30 roguH. Binbina
YacTHHA IipenapaTy BUBOAUTHCS HUPKaMu, mpudoMmy 80 % BBefeHOI 003U BUSIBIISIETHCS Y CEUi B
He3MiHeHOMY cTaHi. KiipeHc ¢hykoHa30/1y IPONOPLIiHUYN 10 KIipeHCy KpeaTuHiHy. LIUpKymo0dux
MeTaboJIiTiB HE BUSBIIEHO.

TpuBanuii nepion HamiBBUBEOEeHH IIpenapaTy 3 IJ1a3MHU KPOBi Ja€ MOXKJIUBICTH pa30BOr0
3aCTOCYBaHHA IIpellapaTy [IpU BariHaJIbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS Ipenapaty 1 pa3 Ha
TUXK[EHb [IPY IHIUX [T0Ka3aHHAX.

Hu PKOBad HEeIOCTaTHICTh.

Y mairieHTiB i3 HUPKOBOIO HEJOCTATHICTIO TSIKKOT'0 CTYIeHs (IBUAKICTh KIy60uKOBOI dinbTparii

< 20 mn/xB) nepion HamiBBUBe#eHHS 30inbiyeThes 3 30 rogus mo 98 rogun. Tomy 11iit KaTeropii
nalieHTiB HeoOXigHO 3MEeHIUTHU 103y (GrykoHa3omy. ®IyKoHa30J1 BUAANSETHCS IISTXOM I'eMOofIiai3y,
Ta MEHIIO MipoI0 - LIJITXOM IHTpalnepuTOHealbHOTO fiani3dy. CeaHc reMofiai3y TpUBaIiCTIO

3 roguHY 3HUXKYE piBeHb (IyKOHA30Iy Y I1a3Mi Kposi mpubnusso Ha 50 %.

JIakTalrig.

KonnenTpanil ¢prykoHa30my y maa3Mi i MaTepuHCHKOMY MOJIOI BIIPOAOBXK 48 rofuH MiCs IpUUOMY
omHOPa30Boi fo3u 150 mr npenapaty [udnaiokaH oOlLiHIOBaIU ¥ X0Ai papMaKOKiHETUYHOTO
IOCTiAKEHHS 3a YYacTIO [eCATH XKIiHOK y Iepiofii TaKTallii, SKi THMYacoBO a00 MOCTINHO IPUINHUIIN
rOogyBaTH CBOIX HEMOBJIAT I'PYALI0. Y MaTePUHCHKOMY MOJIOL (DJTyKOHA30/1 BUSBUIMN ¥ CEePEeNHil
KOHIeHTpalil npubnusno 98 % Big Toi, 1m0 Big3Hayanu y mna3Mmi matepi. Yepes 5,2 rogux micnis



IIPUUOMY [O3U CepefHs MiKoBa KOHIIEHTPallid y MaTePUHCHKOMY MOJIOLL CTaHOBUIA 2,61 Mr/I.
Iob6oBa mo3a (hIyKOHA30Iy, OTPHMaHa HEMOBJISIM 3 MaTEPUHCHKOTO MOJIOKA (SIKIIO MPUAHSITH

CepenHe CIOXKUBAHHS MojoKa 3a 150 Mi/kr/mo6y), po3paxoBaHa Ha OCHOBI CepeaHbOI MKOBOI

KOHIIeHTPallil ¥y Mosnoiti, 1o popiBHioe 0,39 Mr/kr/mo6y, ctaHoBUTh npubnu3Ho 40 % Bim gosu,

PEeKOMeHI0BaHOI HOBOHAPOIXKEHUM (BikoM < 2 TuXKHiB), abo 13 % Bifm m03u, peKOMEHO0BaHOI

HEMOBJIITaM [JIs1 JTiIKyBaHHS KaHOUA03y CIU30BUX 000JIOHOK.

iTH.

Hani 3 papmakokineTuku Oynu ouineHi y 113 miTeit mig yac 5 gocnmigkeHs: 2 HOCTiIXKEHHS Pa30BOTO
3aCTOCyBaHHS, 2 [OCIiIKeHHS 0araTopa3oBOT0 3aCTOCYBaHHS Ta 1 HOCIigKeHHs HEJOHOIIEeHUX
HOBOHAPOOXKEHUX.

[Ticna BBegeHHA 2-8 MI/KT (PrIiyKOHA30/1y OiTIM BiKOM Bif 9 Micsanis go 15 pokiB AUC cTaHOBUIa
6mu3bpko 38 MKr*romg/mit Ha 1 Mr/kr go3u. ITicis 6araTopa3oBoro 3aCTOCYBaHHS CEpPeNHil mepion
HaliBBMBeeHHS (HIYKOHA30Iy i3 MIa3Mu KpoBi BapitoBaBcsa Mix 15 Ta 18 romunamu; 06’em
poamnoginy ctaHoBuB 880 mi/Kr. Binbll TpuBaIui epiof HalliBBUBENEHHSA 3 IIJIa3MU KPOBI, 110
CTaAHOBUB NpubIN3HO 24 roguHu, OYB IMic/Is Pa30BOT0 3aCTOCYBaHHS (IyKOHa301y. Llel MoKa3HUK €
CIIiBCTABHUM 3 I1€PiOA0M HalliBBUBEAEHHS (IYKOHA30J1y 3 IIJTa3MU KPOBI IIiCJIg Pa30BOro
3aCTOCyBaHHS 003U 3 MI/KT BHYTPIITHbOBEHHO HiTIM BikoM Bif 11 gHiB go 11 micarmis. O6’em
PO3MOIiNy y MallieHTiB ITi€l BIKOBOI TPy CTaHOBUB O6/11M3bK0 950 MII/KT.

IocBin 3acTocyBaHHS (IyKOHA30Jly HOBOHAPOAXKEHUM 00MeXKYEThCS hapMaKOKiHETHYHUMU
HoCTimKeHHsIMY 12 HeIOHOLIEHUX [iTel i3 TepMiHOM recrarii mpubnu3Ho 28 TuxkHiB. CepenHii Bik
OUTHHY IIPU BBEIEHHI IepIIol 03U CTaHOBUB 24 roguuu (Bim 9 mo 36 roguH); cepeqHs Bara Ipu
HapomxkeHHi ctaHoBuna 900 r (Big 750 mo 1100 r). [Ins 7 maIieHTiB TPOTOKOJI AOCTiAXKEHHS 0YI10
BAKOHAHO. MakKCUMyM 5 BHYTPIIIHbOBEHHUX iH €KLIil (IyKOHA30Jy ¥ 4031 6 MI/KT BBOOUIN KOXKHI
72 rogunu. CepenHiv nepion HaMiBBUBEEHHS CTaHOBUB 74 rogunu (44-185) B mepmui 1eHb, MOTIM
3uu3uBca 0o 53 roguH (30-131) Ha 7-u meHb Ta 0o 47 (27-68) Ha 13- gens. [1noia mig KpUBOIO
(Mxr*rom/mi) ctaroBuia 271 (173-385) B nepimnuii nens, 36inbimnacs mo 490 (292-734) Ha 7-i geHb,
notiMm 3Hu3uUnacs 7o 360 (167-566) Ha 13-# geHb. O6’eM po3nopiny (M/I/KT) CTaHOBUB

1183 (1070-1470) y mepuu#i neHb, 30inbiryBaBcs mo 1184 (510-2130) Ha 7-1 meHb Ta [0

1328 (1040-1680) Ha 13- meHb.

[TalieHTH JTITHLOIO BiKY.

dapMaKOKiHETUYHE JOCTiAKEeHHS IPOBOANIMN 3a Y4YacTIo 22 MallieHTiB (BiKOM Bifl 65 pOKiB), SKi
3acrtocoByBanu 50 Mr (rykoHa301y nepopaabHo. 10 namieHTiB 04HOYAaCHO 3aCTOCOBYBAJIM [iyPETUKH.
C,.x CTaHOBHUIA 1,54 MKI/MII Ta gocAranacs IpoTAaroM 1,3 TOOWHY MiC/s 3aCTOCYBaHHS (HIIyKOHA30IIy.
Cepepnsa AUC cranoBuna 76,4+20,3 Mmxr*roa/min. CepenHiii mepion HamiBBuBeAeHHS - 46,2 TOOVHU.
LIi bapMakoKiHETUYH] TOKA3HUKHU € BUIIMMHU TTOPIBHSHO i3 aHAJIOTIYHUMU Y 300POBUX HOOPOBOJIBIIIB
MoIoAIIoro Biky. OgHO4YacHe 3aCTOCyBaHHSA AiypeTHKIB He MaJio 3HayHoro BiiuBy Ha C,,, Ta AUC.
Takox KiipeHC KpeaTuHiHy (74 MI1/XB), BifCOTOK (pJIyKOHA30/y, 110 eKCKPETYBABCS i3 cevelo y
He3MiHeHOMY BUrAfi (0-24 ropuny, 22 %), Ta HUPKOBUM KilipeHC prnykonasomy (0,124 mn/XB/KT) y
IallieHTiB 1aHOl BiKOBOI Ipymny Oy HUXKYMMU, Hi’K aHAJIOTiuHi MOKA3HUKH Y MOJIOJIINX
no6poBobLiB. ToMy 3MiHM papMaKOKiHETHKY Y MAI[iEHTIB JTITHOTO BiKy OUeBUAHO 3a/iekaTh Bif
napamMeTpiB QyHKIIi HUPOK.

Kniniuni xapakKTepuCTHKH.



IToxka3auns.

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

- KPUIITOKOKOBUH MEHIHTIT (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»);
- KOKIuAioimo3 (muB. po3min «Oco0IuBOCTI 3aCTOCYBAHHSI»);
- iHBA3MBHI KaHOUOO3H;

- KaHIUJ03M CIM30BUX 000JI0OHOK, BKIII0OUYAI0YM KaHOUA03 POTOTJIOTKY Ta KaHAU03 CTPaBOXOMY,
KaHOUAYPis, XpOHIYHKY KaHAXWO03 LIKIpU i CTU30BUX 000JI0HOK;

- XpOHiYHUM aTpodiyHUN KaHIUI03 POTOBOI MOPOXKHUHY (KaHIUI03, CIPUUYNHEHUN BUKOPHUCTAHHSIM
3yOHUX IIPOTE3iB) TP HEe(PEKTUBHOCTI TirieHN POTOBOIL TOPOXKHUHYU ab0 MiclieBol Teparrii.

Iudmokan”® moKa3aHWi A TPoQiTaKTHKK TaKKMX 3aXBOPIOBAHb y NOPOCIHUX, IK:
- PELUOUB KPUIITOKOKOBOTO MEHIHTITY Y MAI[iEHTIB 3 BUCOKMM PU3UKOM MOTO PO3BUTKY;

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

- mpodinakTvKa KaHOAOO03HUX iHGEKIiN y MallieHTIB i3 TPHUBaI00 HEUTPOIIEHi€l0 (HalpUKIaf,
TIAIiEHTIB 3i 37T0KiCHUMH 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTeparito, abo naiieHTiB npu
TPaHCIIaHTallil TeMOIIOETUYHUX CTOBOYPOBUX KIiTHH) (OUB. po3min «®apMaKoIoTiyHi BIaCTUBOCTI.
dapmakoguHaMiKa»).

,]:[I/I(bJIIOKaH® NIOKa3aHUi JiTIM Bifi HAPOMXKEeHHS AJIS JiKyBaHHS KaHOU03iB CIM30BUX 000JI0HOK
(KaHAMAO03 POTOTJIOTKY, KaHAWA03 CTPABOXOAY), iHBa3UBHUX KaHAUA031B, KDUIITOKOKOBOTO MEHIHTITY
Ta A7 MpodinaKTUKY KaHAUI03HUX iH(DEKIN y MallieHTiB 3i 3HUKeHUM iMyHiTeTOM. [IpenapaTt
MOXKHa 3aCTOCOBYBATHU SIK HMiATPUMYBa/IbHYy Tepalilo Oy MoNepeaKeHHs PeUANBY KPUIITOKOKOBOTO
MEHIHTITY y miTel i3 BUCOKMM PU3UKOM HMOT0 PO3BUTKY (OUB. po3Min «OcOGIMUBOCTI 3aCTOCYBAHHS»).

Tepamnito npenapatoM Judmokan” MoKXHA PO3NOYMHATH [0 OTPUMAHHS Pe3yIIbTaTiB KyIbTyPalIbHAX
Ta iHIIMX 1a00PaTOPHUX JOCIIIIKEeHb; OfHAK ITiC/IST OTPUMAHHS Pe3ybTaTiB MPOTUiHDEeKLIiHHY
Tepariio CJIil CKOPUT'yBaTHU BiIIIOBIAHUM YUHOM.

IIpomunoka3aHHA.

linepuyTnuBicTh K0 GIYKOHA30/Iy, iHIIKUX a30JIbHUX CIOJYK ab0 [0 Oymb-IKOl 3 JOTIOMiXKHUX PEYOBUH
npenapary, 3a3HaueHux B po3nini «Ckiang».

OpHoYacHe 3aCTOCyBaHHS (DITyKOHA30/y Ta TepheHafAuHy MalieHTaM, IKi 3aCTOCOBYIOTh (IyKOHA30J1
6araTopa3oBo y mo3ax 400 mr/moby Ta Bulle (3rigHO 3 pe3yIbTaTaMU OOCITiIKEeHHS B3a€MOil
6araTopa3oBoro 3aCTOCYBaHHSI).

OpHOYacHe 3aCTOCyBaHHS (HITYKOHA30JIy Ta iHIIUX JIiIKapChKUX 3aco0iB, 110 MOOOBXKYOTh iHTepBanm QT
Ta MeTaboITi3yI0ThCs 3a mormomorow ¢epmenTy CYP3A4 (HanmpukiIag OU3alpUay, aCTEMi30y,
niMo3uay, XiHiIUHY Ta epUTPOMILIMHY) (AUB. po3ain «Ocob6NMUBOCTI 3aCTOCYyBaHHA» Ta «B3aemopmis 3



iHITMMY NTiKapCbKUMM 3aco0aMu Ta iHIII BUOYM B3aEMOiii»).

B3aemodisn 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

HQOTI/IHOKEBBHO CyMiCHe 3aCTOCYBaHHA ﬂ)J’IyKOHa3OHy Ta HUXKYE3a3HaYEeHUX HiKaQCBKI/IX 3aco0iB.

Iuzanpuo: moOBiKOMIIANIOCS IPO PO3BUTOK IMOOIUHUX peakllii 3 60Ky ceplis, Y TOMY YKCIIi IIPO
ITapOKCH3MalbHy IIIYHOUYKOBY TaxiKapfilo TUIY «IIipyeT» y Malli€HTiB, SKi 0MHOYACHO 3aCTOCOBYBalA
GbnayKoHa301 Ta nu3anpun. KoHTponboBaHe JOCTIgXKEHHS IPOgeMOHCTPYBAJIo, 1[0 OMHOYaCcHe
3actocyBaHHS 200 Mr dnykoHazomny 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha 100y ITPU3BOIUIIO
[0 3HAYHOI'0 IigBUIIIEHHS PiBHA LU3aNpUAY V IIJIa3Mi KpoBi Ta 40 nomoBXKeHHS iHTepBany QT.
OpHOYacCHe 3aCTOCYBaHHS (PIyKOHA30JIy Ta LX3alpUAy IPOTUIIOKa3aHe (OUB. PO3MOin
«IIpoTunoka3aHHsg»).

TepeHalOuH: yepe3 BUMIAIKU PO3BUTKY TAKKUX CEPLIEBUX apUTMil, CIPUYNHEHNX I0J0BXEHHAM
inTepBany QTc, y nalieHTiB, gKi 3aCTOCOBYBaIy a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3ac00U 0LHOYACHO
3 TepdheHaguHOM, Oy/IK MPOBEEH] MOCTiIXKeHHs B3a€MO/Iil ITUX IperapaTiB. Y X0fi 0qHOTO
MOCTimKEeHHS IPU 3aCTOCYBaHHi GiyKoHa3ony y mo3i 200 Mr Ha mo6y He Oy710 BUSIBIIEHO ITOMOBXKEHHS
inTepBany QTc. [HIIe gocHifXKeHHS IPU 3aCTOCYyBaHHI ¢yKoHa3o1y y go3ax 400 mr ta 800 Mr Ha
no0y IpoeMOHCTPYBAJIo, 1[0 3aCTOCYBaHHS (QIyKoHa305y v mo3ax 400 Mr Ha goOy abo BHllle 3HAYHO
IigBUIY€E PiBeHb TepPeHaAuHy y IIJIa3Mi KPOBi IIPK OMHOYACHOMY 3aCTOCYBaHHI IIUX IIpenaparib.
CywmicHe 3acTocyBaHHS (HIyKoHa301y y go3ax 400 mr abo Buile 3 TepheHaguHOM IIPOTUIIOKa3aHe
(muB. po3min «IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHi QykoHa3omy y mo3ax Hux4e 400 Mr Ha mo0y
OJHOYaCHO 3 TepheHaguHOM CIIifl TPOBOAUTH PETENIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmemi30: CyMiCHe 3aCTOCyBaHHS (DJIyKOHA30/1y Ta aCTEMi30JIy MOXKe 3MEHIINTH KITipeHC
actemizony. CupuunHeHe KM IiABUINEHHS KOHLIEHTpAallil aCTeMi30JTy y IIJla3Mi KPOBi MoXKe
IIPU3BECTH [0 NTOA0BKeHHd iHTepBany QT Ta y pigKiCHUX BUIIafiKaX - A0 TapOKCU3MaIbHOL
IIJTYHOYKOBOI TaxikKappil Tumy «mipyer». OgHO4YacHe 3aCTOCYyBaHHS (IYKOHA30JIy Ta aCTEMi30Iy
IIpOTUIIOKa3aHe (OuB. po3nin «IIpoTunoka3aHHSD»).

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCyBaHHS (PIIyKOHA30y Ta mimMo3ugy abo XiHiguHy MoxkKe
IPU3BOOUTH [I0 IPUTHIYEHHST MeTa0oi3My miMo3uay a0o XiHiguHYy, Xo4a BiIIIOBIgHUX [OCTiOXKEHb in
vitro Ta in vivo He mpoBom¥IH. ITimBUIIIEHHS KOHIIEHTpalii miMo3umy a0o XiHiguHy y mIa3Mi KpoBi
MOXKe CIpUYUHATU NONoBXKeHHd iHTepBany QT Ta y pigKiCHUX BUNIAAKaxX IPU3BOAUTHU OO PO3BUTKY
IIapoOKCHU3MaJlbHOI LITYHOYKOBOI Taxikaphil TUMy «mipyeT». OgqHO4YacHe 3aCTOCYBaHHS (DIIYKOHA30IIY
Ta MiMo3uny abo XiHifWHY ITpoTUlioKasaHe (IUB. po3ain «[IpoTHUIIOKa3aHHI»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHS €PUTPOMILIMHY Ta (HIIYyKOHA30JIy MOXKe IIPU3BOJUTH 10
MigBUIIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (mogoBxKeHHd iHTepBany QT, mapokcu3ManbHa
IIJTyHOYKOBA TaXiKappis TUIY «IipyeT») Ta, sIK HACMigoK, 4O PalToBOl CEPIIEBOI CMEPTi.
3acTtocyBaHHS KoMOiHallil ITUX JTiKapCchKUX 3aCc00iB IpOTUIIOKa3aHe (OuB. po3mdin «IIpoTumnoka3aHHsg»).

He PEKOMEHIOYETHECA OOHOYACHE 3aCTOCYBAHHA QhﬂyKOHa3OJ'Iy Td HUXKYE3da3Ha49YEeHUX HiKaQCbKI/IX

3aco0iB.

T'anoppanmpuH: GryKoHa307I MOXKe CIPUUNHUTY IiABUIIEHHS KOHI[EHTpallil ranodaHTPuHy y mi1a3Mi
KpOBi 3a paxyHOK npurHiyenuss CYP3A4. OgHoyacHe 3aCTOCYBaHHS KX JIiIKapChKUX 3aC06iB MOXKe
IPU3BONUTHU [0 MiBUILIEHHS PU3UKY PO3BUTKY KapHiOTOKCUYHOCTI (momoBxkeHHS iHTepBany QT,
IapoKcHu3MalibHa IITYHOYKOBA TaxikKapAis TUIY «IIipyeT») Ta, K HaCJigoK, [0 PalnToBOl CepleBol
cMepri. Crtig yHUKATH 3aCTOCYyBaHHS KOMOiHaIlil X TiKapchkux 3acobiB (auB. po3min «Ocob6nuBocTi



3aCTOCYBaHHS»)

CywMicHe 3acTocyBaHHS QIYKOHA30/Iy Ta HUXKYe3a3HAYEHUX JIIKaPChKUX 3ac06iB BUMarae
00epeKHOCTI.

AMiodapoH: ogHOYacCHEe 3aCTOCYBaHHS (JIyKOHA30Jy 3 aMiofapoOHOM MOXKe IIPU3BECTH 10
nogoBxkeHHs iHTepBany QT. ®mykoHa3on ciig 3 06epeXkHiCTIO 3aCTOCOBYBATH Pa30M 3 aMiogapoHOM,
0co0/IMBO Y pa3i mpu3HauYeHHs BUCOKOI 03u ¢yKoHasoiy (800 mr).

CyMicHe 3acTocyBaHHA (OIVKOHA30IY Ta HUXKYe3a3HaUeHUX JIiIKapChbKUX 3ac00iB BUMarae
00epeKHOCTi Ta KOPUTYBAHHS HO3H.

- Bnaue iHwux snikapcvKux 3acobis Ha ¢pa1yKoHA30.1.

HocnigXKeHHs B3aeMOIil IPOAEMOHCTPYBaH, 10 IepopasibHe 3aCTOCYBaHHA (BIYKOHA30Iy
OOHOYACHO i3 BXKUBAHHAM 1XKi, IPUIOMOM IIUMETHUANHY, aHTAUKAIB ab0 3 MOJaIbIINM OIPOMiHEHHIM
yChOTO TiNla [j1sl lepecafkKy KiCTKOBOT'O MO3KY He Ma€ KJIiHiYHO 3HAYyL[Oro BIJIUBY Ha abcopOiiiio
bmyKoHa301y.

PugpamniyuH: omHOYaCHe 3aCTOCYBaHHS (PIYKOHA30Jy Ta pU(aMITiuHy IPU3BOAUIIO [0 3HUXKEHHSI
AUC Ha 25 % Ta CKOpo4yBaJo Iepiof HaliBBUBeAeHHS GuyKoHa3omy Ha 20 %. ToMy A7 mallieHTiB,
SIKi 3aCTOCOBYIOTh pU(aMIIiIKH, CIIiJ PO3TISHYTH HOLIIBHICTh NiABUIIEHHS T03U (PIyKOHA30IY.

I'idpoxs1opomia3ud: y mochifxkeHHi papMaKOKiHeTUYHOI B3a€MOIil omHOYacHe OaraToKpaTHe
3aCTOCYBaHHA TiAPOXJIOPOTia3uAy 340POBUM L0OPOBOIBLAM, IKi OTPUMyBaln (BIyKoHA3017,
IIiIBUIIyBaJI0 KOHLEHTPalio $hayKoHa3o0iy y mw1a3Mi Kposi Ha 40 %. Taki mapaMeTpy B3aeMOfil He
BUMAaraoTh 3MiH y pexXuMi f03yBaHHS (IyKOHA30I1y [AJIs NallieHTiB, IKi 0IHOYaCHO OTPUMYIOTh
cedoriHHi 3aco0u.

- Bnaue ¢paykoHaszony Ha iHwi aikapcvki 3acobu.

®nykoHa3on € noMmipauM iHriditopom muroxpomy P450 (CYP) isodepmenty 2C9 Ta 3A4. ®nyKoHa301
€ IOTykHUM iHTi6iTOopoM i30depmenty CYP2C19. Ha mogaTok [0 CIoCTepexkyBaHUX/TOKYMEHTATBHO
MigTBepPAXKEeHUX B3a€EMOiH, 10 ONMKUCaHi HUXK4Ye, IPU OJHOYACHOMY 3aCTOCYyBaHHi 3 (HJIyKOHA30/I0M
icHye pU3UK MigBUINEHHS Y MJIa3Mi KPOBi KOHIIEHTPAIliM iHIIKMX CIIOJNYK, 110 MeTaboTi3yI0ThCs
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH TakKi KoMOiHallii mpenapaTiB ciif 3
00epexkHiCTIO; IpX LIbOMY HeoOXiTHO PeTebHO CIIOCTepiraT 3a CTaHOM MallieHTiB. [IpurHiyyBaibHa
mist prryKoHa30/1y Ha pepMeHTH 30epiraerbcs IpoTsaroM 4-5 fid micis Woro 3aCTOCYBaHHS Y 3B'S3KY 3
J10TO TPUBAJIUM [1epPiofoM HaliBBUBEAEHHS (OUB. po3min «IIpoTUIIOKa3aHHSI»).

Ab(hbeHmawia: mig 4ac 0OGHOYACHOTO 3aCTOCYBaHHS anbheHTaHiny y mo3i 20 MKT/KT Ta (pIyKoHAa30JTy
y mo3i 400 Mr 3mopoBUM J0GPOBOJIBISIM CIIOCTEpiramocs: BokpaTHe 30inbiuenuss AUC,,, MOXKIHUBO,
yepe3 inrioyBanasa CYP3A4. Moxe OyTu HeoOXigHUM KOPUTYBaHHS 03U anbheHTaHiny.

Amimpunmusin, HopmpunmuJiH: GJIYKOHA30J IIOCUJIIOE [if0 aMIiTPUNTUIIHY Ta HOPTPUNITUIIIHY .
PexoMeHOy€eThCSI BUMIPIOBATH KOHIIEHTpAllil 5-HOPTPUNITUIIIHY Ta/a00 S-aMiTPUITHIIIHY Ha TOYaTKY
KOoMOiHOBaHOI Teparrii Ta yepe3 1 TuXOeHb. Y pa3i HeoOXigHOCTI CITif BiTKOPUTYBATH HO3Y
aMITPUIITUIiHY/HOPTPULITUIIIHY .

AmpomepuuuH B: ogHOYaCHe 3aCTOCYyBaHHS (IIyKOHA30Iy Ta ampomepuuuHy B iHnpikoBaHUM
MUIIIaM i3 HOpMaJIbHUM IMyHITETOM Ta iH()iKOBaHUM MUIIaM 3i 3HUKEHUM iMyHITETOM JaJio Taki
pe3ynbTaTh: HEBENIUKUY afUTUBHUYN IPOTUTPpUOKOBUiL edeKT rpu cucTeMHi iHdektii C. albicans,
BifICYTHICTh B3a€EMO[Iii IpX BHYTPilIHbOYEPeNHil iHbekil Cryptococcus neoformans Ta aHTaroHi3m



[IBOX IIpemaparTiB Ipu CUCTeMHil iHbekIil Aspergillus fumigatus. KiiHiuHe 3HaUYeHHS pe3yJIbTaTiB,
OTPUMAaHUX V XO[i IMUX AOCIIiXKeHb, HEBiTOME.

AHmMukoazcyaaHmMu: SK i Ipu 3aCTOCYBaHHI iHINX a30/IbHUX IPOTUTPHUOKOBUX 3aC00iB, Ipu
OTHOYACHOMY 3aCTOCYyBaHHI (IyKOHA30Jly Ta Bap(papruHy MOBIJOMIISAIOCS PO BUMAIKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOL KPOBOTEUi, MIYHKOBO-KUIIKOBUX KPOBOTEY, FreMaTypil Ta MEJeHHU) y
NIOEIHAHHI 3 TOJJOBXKEHHSAM ITPOTPOMOiIHOBOTO Yacy. IIpu ogHOYacHOMY 3aCTOCyBaHHI (PIyKoHA30Iy
Ta BapdapuHy CrocTepiraaocs: JBOKpaTHe MigBUIIEHHS MPOTPOMOiHOBOI0 Yacy, UMOBIPHO, BHACIIIIOK
npurHideHHs MeTabosiaMy Baphapuny depe3 CYP2C9. Crig peTenbHO KOHTPOTIOBATH
TPOTPOMOIHOBUY Yac y MallieHTiB, SKi 0MHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYIAHTH ab0
inmamemioHn. Moxe OyTu HeOOXiTHOI KOPEKIIis 03K aHTUKOATyISHTA.

BbeH3o0iaseniHu Kopomkoi 0ii, Hanpukaad mMida3osam, mpual3onam: Tpu3HauyeHHs PIIYKOHA30/Iy
IiCJIs TepopaIbHOT0 3aCTOCYBaHHS Mifa3ojamMy MPU3BOAUIO OO0 3HAYHOTO IMigBUIIEHHS KOHIIEHTpAIlil
Miga3ojaMy Ta 4O MOCUJIEHHS IICUXOMOTOPHUX edeKTiB. OfMHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30Iy Y
no3i 200 Mr Ta Miga3onamy y [o3i 7,5 Mr nepopaiabHO Ipu3Boguio po nigsuiieHHs AUC Ta nepiomy
HalliBBUBEJeHHS Mifa3onaMmy y 3,7 Ta 2,2 pa3a BigmoBifHO. 3acTocyBaHHS (IyKOHA30Jy y H03i

200 Mr/mo0y Ta 0,25 Mr TpuasonaMy epopaibHO Ipu3Boauo po nigsumerHs AUC Ta nepiogy
HalliBBUBEJEeHHS Tpua3onamy y 4,4 ta 2,3 pa3a BignosigHo. [Ipu 0gHOYaCHOMY 3aCTOCYyBaHHI
(bTyKOHa30I1y Ta Tpra3ojlaMy CIOCTepiraaocs MOTEHIIOBaHHS Ta MIPOJIOHTalis edeKTiB TpHa3oiaMy.
K110 mauieHTy, IKAU TPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OQHOYACHO IPU3HAYUTH
Tepariio 6eH30ia3eniHaMu, 403y OCTaHHIX CJIifi 3SMEHIIIUTH Ta BCTAHOBUTH HaJleKHUM HaTJIAL 3a
CTAQHOM IIallieHTa.

KapbamaseniH: GinykKoHa30I IPUTHiYye MeTa0o01i3M KapOaMaseriny Ta CIPUYUHSIE MiIBUIIEHHS
piBHa KapOaMaseniny B cupoBaTii KpoBi Ha 30 %. [cHye pu3uK pO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6ama3zeniny. Moxe 6yTu He0OXiTHMM KOPUTYBaHHS 03K KapOaMaseliHy 3a7eXHO Bif PiBHS KOTO
KOHIIEHTpAllil Ta [il mpemapary.

Biaoxamopu kanvuiegux KaHasie: OesiKi aHTaroOHICTU Kanblilo (HihpegumiH, icpagumid, aMJIOOUIIH Ta
dbenonumin) MmetabomnizyoThcst pepmernToMm CYP3A4. ®nyKoHA30IT MOTEHIIHHO MOXKe IiIBUILITYBATH
CHCTEMHY eKCII03HIIit0 OI0KaTOPiB KaIbIlieBUX KaHalliB. PeKOMeHIOBaHUY PeTEeNbHUN MOHITOPUHT
010 PO3BUTKY IOOIYHUX peakIliii.

Llenekokcub: mpu OMHOYACHOMY 3aCTOCyBaHHi (ykoHa3omy (200 mr Ha fo0y) Ta 1e/IeKOKCuby

(200 mr) C,,,Ta AUC nenexokcuby mippuiityBanucs Ha 68 % ta 134 % BigmosigHo. [Ipu ogHOYacHOMY
3aCTOCYBaHHI 1eieKoKcuOy Ta GrryKoHa301y Moxke OyTH HeOOXigHUM 3MeHIIeHHS 03U I1eJIeKOKCHOY
BOBIYi.

Lukaogocpamio: ogHOYaCHE 3aCTOCYBaHHA IUKI0pochaminy Ta GIyKOHa30Iy IPU3BOOUTH 0
nigBUINeHHs piBHS OinipyOiHy Ta KpeaTUHIHY B cupoBaTiii KpoBi. 1li mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, 3BaXKalouu Ha PU3UK IiIBUILIEHHS KOHIeHTpallil 6inipybiny Ta
KpeaTUHIHY B CUPOBATLi KPOBI.

®eHmaHi: OBIOMIISIIIOCS TIPO OWH JIeTaIbHUM BUIIAMOK iHTOKCHKaAIlil (heHTaHiIOM BHACIIIOK
MOKJIMBOI B3aeMofil peHTaHiny Ta ¢hayKoHa3omy. [Jo TOTo XK ¥ OOCTiAXKeHHi 3a y4acTio 300POBUX
moOpOBOIIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (GPJIYKOHA30JI 3HAYHO YIIOBiIbHIOBAB €JIiMiHalli0
benTaHinmy. [ligBuleHHS KOHLEHTPaLil GeHTaHiTy MOXe IPU3BECTH [0 IPUTHIYEHHS OIUXaHHS, TOMY
CJIifl peTeIbHO KOHTPOJIIOBATH CTAH MallieHTa. Moxe OyTH HeoOXimHOI KOpPeKIlis mo3u GeHTaHiy.

IH2i6imopu I'MI-KoA-pedykmasu: cymicHe 3acTOCyBaHHS ¢IyKoHa305y Ta iuribitropis I'MI-KoA-
penykTas#, 1mo Metabonizyiorecs CYP3A4 (aTopBacTaTUH Ta CUMBAcTaTHH), abo iHriGiTopiB M-



KoA-penyxkra3sy, mo Metabonizyioteca CYP2C9 (drmyBacTaTuH), MiABUIyE PU3UK PO3BUTKY MiomaTil
Ta pabgomionisy. ¥ pa3i HeoOXigHOCTI OQHOYACHOTO 3aCTOCYBAHHS LIUX MPeIapaTiB CHIifl peTeabHO
CIIOCTEpiraTu 3a NalliEHTOM IIIO0 BUHMKHEHHS CUMIITOMIB Miomartii Ta pabmomioidy i mpoBoguTH
MOHITOPHHT PiBHSA KpeaTHHKIHA3MU. Y pa3i 3HAaYHOTO MMABUINEHHS PiBHA KpeaTUHKIHA3H, a TAKOXK IPHU
miarHocTyBaHHi abo migo3pi Ha MiomaTiio/pabmomiosnti3 3acTocyBaHHs iHribiTopiB MI-K0oA-penykTasu
CITil IPUTIUHUTH.

I6pumuHni6: momipHi inribitopu CYP3A4, Taki sk GryKoHa3071, MigBUINYIOTh KOHIIEHTPALIil0
i0puTHHIOy B Iy1a3Mi Ta MOXKYTh IiIBULIyBaTU PU3UK TOKCUYHOCTI. fIKII[0 HEMOXKIINBO YHUKHYTH
kKoMOiHalii mpemaparis, MoTpiOHO 3HU3UTH 003y i6puTHHIOY mo 280 Mr omuH pa3 Ha m00y (2 Kamcyiu)
3 METOI0 ITPOIOBXKEHHS 3aCTOCYyBaHHS iHTi6iTOPY Ta 3abe3MeYuTy NOCTINHUN KITiIHIYHUN MOHITOPHUHT.

Isaxagpmop: ogHOYACHE 3aCTOCYBaHHS iBakadTOpY, PETYIATOpa TpaHCMeMOPaHHOI TPOBITHOCTI IPH
mykoBiciumosi (CFTR), 36inbmuimo ekcro3utito iBakahTopy B 3 pa3u Ta eKCIIO3HUIIi0
rigpokcumeTtuniBakadTopy (M1) y 1,9 paza. I[lauienTam, SKi 0OgHOYACHO IPUMNMaIOTh TOMipHi
inri6itopu CYP3A, Taki 9K ¢IyKOHa30J Ta ePUTPOMILIMH, PeKOMEHI0BAHO 3HU3UTHU 03y iBakapTOpy
no 150 mMr opuH pa3 Ha go0y.

Osanapub: nomipHi inribitopu CYP3A4, Taki sk pmykoHa3071, 36iMbLUIYIOTE 11a3MOBi KOHIIEHTPAIIil
ornanapu0y; iX omHOYacHe 3aCTOCYBaHHS He PEKOMEHAYEThCS. AKI0 Takol KoMOiHaIlil He MOXKHa
YHUKHYTH, IPUKOM oJlannapu0y o0MexkyioTh go3amu 200 Mr gBiui Ha f00y.

ImyHocynpecopu (Hanpukaad YuK/A0CNOPUH, e8epoaiMyc, CupoaiMycC i makpoaimyc).

HuxkaocnopuH: GIyKOHA30J 3HAYHO MifgBuIlye KoHIeHTpauio Ta AUC nuknocnopuny. [Ipu
OJHOYACHOMY 3aCTOCyBaHHI ¢nyKoHa3omny y 1o3i 200 Mr/go0y Ta IUKIIOCIOPUHY Y HO03i

2,7 mr/kr/moby cnoctepiramocs 30inpments AUC muknocnopuny y 1,8 pasa. Lli mpemapatu MOxkHa
3aCTOCOBYBATU OJHOYACHO 3a YMOBY 3MEHIIIEHHS 403U LUKJIOCIIOPUHY 3aJIeKHO Biff 10T0
KOHIIeHTpallil.

Esepoaimyc: X04a [OCTIOXKEHb in Vitro Ta in vivo He IPOBOAUIIH, BiTOMO, I10 (PIIyKOHA30JI MOXKe
MigBUIYBAaTU KOHIIEHTPALIi0 €BEPOJIIMyCy B CUPOBaTLi KpoBi yepe3 npurHiyvenss CYP3A4.

Cupoaimyc: GIyKOoHa30I IMiABUIIYE KOHLIEHTPAIII0 CUPOIIMYCY y IJ1a3Mi KPOBi, UMOBIpPHO, IIJITXOM
npurHiyeHHs Metaboniamy cuposimycy depmentom CYP3A4 ta P-rmikonporeinoM. Lli mpemapatu
MOXKHa 3aCTOCOBYBaTU OOHOYACHO 3a YMOBU KOPUT'YBaHHS NO3U CHUPOJIIMYCY 3a71€KHO Bifl PiBHSA
KOHIIeHTpallil Ta e(eKTiB Ipemapary.

Taxposimyc: GIyKoHA30/ MOXKe IMigBUIYBaTH KOHI[EHTPAllil TaKpPOJIiMyCy B CHPOBATIIi KPOBi 0

5 pasiB pu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NPUTHIUeHHS MeTabo0Ii3My TaKpomiMycy
dbepmenTom CYP3A4 y kuineyHuKy. [Ipy BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIIOCTEpIranocsl 3HaYHUX 3MiH (papMakKoKiHeTUKU. [TifBuIlleH] piBHI TaKPOJIIMyCy aCOIiI0I0TLCSA i3
He(pPOTOKCUYHICTIO. [103y TaKPOJIiMyCy AJIS IEPOPAIbHOT0 3aCTOCYBaHHS CIIif 3HUKYBATH 3aJIe’KHO
Bifl KOHIIEHTpAIlil TaKpoiMycy.

JIozapman: pryKoHa30/1 IpPUTHiYye MeTabo1i3M J103apTaHy [0 Moro akTuBHOTr0 MeTabosity (E-31 74),
1110 00yMOBJTIOE OiNbINY YaCTUHY aHTaroHi3My 4o pelenTopiB aHrioTeH3uny Il mifg yac 3acTocyBaHHS
JI03apTaHy. PeKOMeH0BaHO 3iMICHIOBATH IIOCTIMHUI MOHITOPUHT apTepiabHOTO TUCKY Yy MAlli€HTiB.

MemadoH: ¢pnyKoHa30J1 MOXKe MifBUIyBaTH KOHIIEHTPALlil0 METalOHY Y CUPOBaTLi KpoBi. [1pu
OJHOYaCHOMY 3aCTOCYBaHHiI MeTafioHy Ta (IyKOHa30/1y Moxke 0yTH HeoOXifHMM KOPUTYBaHHS 03U
MeTafloHY.



HecmepoidHi npomu3anaavHi npenapamu (HIT3I1): pu 0qHOYACHOMY 3aCTOCYBaHHi 3 (QJIyKOHA30JI0M
C,.x Ta AUC ¢dnypb6inpodeny migBuiryBanucs Ha 23 % Ta 81 % BiAmOBigHO MOPIiBHSIHO 3 BiAMOBIZHUMU
IIOKa3HUKaMHU IIPU 3aCTOCYBaHHi Tinbku (ypbinmpodeny. AHanIOTiYHO IPU OOGHOYACHOMY
3acTocyBaHHI (prriyKoHa30my 3 pauemigauM ibynpodenom (400 mr) C,., Ta AUC papmMakoiorivao
aKTHUBHOTrO i3oMepy S-( )-ibynpodeny migBuiyBanucs Ha 15 % Ta 82 % BifmoBigHO, MOPiBHSHO 3
TaKMMHU ITOKa3HUKaMU IIPU 3aCTOCYBaHHI TiJIbKM palleMidHoro i0ympodeHy.

Xoya creniaabHUX JOCTiAKEeHb He IPOBOANUIIH, (hIIYKOHA30JI MOXKE IMiJBUIIyBaTH CUCTEMHY
ekcro3utito inmux HII3II, mo metabonizyiotbecss CYP2C9 (Hanpukiag HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, OuKiodeHaKy). PeKoMeHO0BaHO MEPiOJUYHO 3[iiCHIOBATA MOHITOPUHT IMOOIYHUX
peaxtiiii Ta TOKCUYHUX IPOsBiB, 0B a3aHux i3 HII3I1. Moxe OyTu noTpibHEe KOPpUTYBaHHS 03U
HITI3II.

®eHimoiH: HIyKOHA30/I IPUTHIUYyE MeTaboi3M (eHiToiHy B nedinli. OgHo4acHe GaraTopa3oBe
3actocyBaHHS 200 MTr priykoHa30my Ta 250 Mr GeHITOIHY BHYTPIITHBOBEHHO IPU3BOAUTE 10
nigsumierHs AUC,, deniToiny Ha 75 % Ta C,;,Ha 128 %. [Ipu omgHOYaCHOMY 3aCTOCYBaHHI IIUX
JIiKapChKUX 3ac00iB CIIifl IPOBOOUTH MOHITOPUHT KOHIIEHTpalii (eHiTOIHY Yy CHpOBaTLi KPOBi s
YHUKHEHHS PO3BUTKY TOKCHYHOI [il HeHITOIHY.

ITpeOHi30H: TIOBiOOMIISIIIOCS TIPO BUMAMOK, KOY Y MallieHTa IIic/s TpaHCIJIaHTallil MeviHKK Ha T
3aCTOCYBaHHS IIPEOHI30HY PO3BUHYJACS rOCTpa HedocmamHicmy KOpu HagHUPKOBUX 3aJ103, III0
BHMHUKIIA IiC/IS MPUIKHEHHS TPUMICIYHOr0 Kypcy Tepail hbaykKoHa3010M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, UMOBIPHO, CIPUYMHUIIO TOCUIeHHS akKTUBHOCTI CYP3A4, 1mo npu3sseno
[0 IpUCKOpeHHs MeTabomi3My npegHi3ony. Ciifl peTenbHO CTEXUTH 3a NallieHTaMH, SIKi IPOTIToM
TPUBAJIOTO Yacy OIHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta MPefHi30H, 3 METOI0 IoNepenKeHHS
PO3BUTKY HEIOCTATHOCTI KOPY HaJHUPKOBUX 3a/103 IiC/Is IPUIIMHEHHS 3aCTOCYBaHHS (DIIYKOHA307Y.

PugabymuH: GrykoHa30J MiABUIIYE KOHIIEHTPaIi0 prdabyTUHY B CUPOBATII KPOBi, II0 IIPU3BOAUTD
no 36inpuenHs AUC pudabytuny mo 80 %. [Tpu ogHOYaCHOMY 3aCTOCYBaHHi (IyKOHA30Iy Ta
pudabyTuHy OBIHOMIISIIOCS IIPO BUIIAAKX PO3BUTKY yBeiTy. IIpu 3acTocyBaHHI Takoil KoMOiHaIil
JiKapchbKuX 3aco0iB ciifg 6paTé OO yBaru CUMIITOMK TOKCUYHOI Oil pudalbyTuHy.

CaxkeiHasip: dnykonason migsurtye AUC ta C,,,, cakBiHaBipy mpu6mu3Ho Ha 50 % Ta 55 % BigmoBigHO
yepe3 NIpUTrHideHHS MeTabo0ni3My cakBiHaBipy y neuinni ¢pepmerntom CYP3A4 Ta yepes iHriOyBaHHSA
P-rnikonmporeiny. B3aemogil Mix (IyKoHA30/10M Ta CaKBiHaBipOM/pUTOHABIPOM He JOCIiIXKyBalUuCH,
TOMY BOHU MOXKYTh OyTH OifbIll BUpaxkeHuMuU. Moxke 6yTu He0OXigHUM KOPUTYBaHHS 03U
CaKBiHaBIpy.

IToxiOHi cynbhoHiNCeH0B8UHU: TIPA OOGHOYACHOMY 3aCTOCYBaHHI (TyKOHA30JI IPOJIOHTYE TIEPioN
HalliBBUBEJIEHHS ITePOPabHUX MOXITHUX CYIbGOHIIICEYOBUHY (XJI0pIponaMiny, rnibeHKIaminy,
raimi3umy Ta TonbyTaMify) IpH iX 3aCTOCYyBaHHI 3MOPOBUM HOOPOBOBLSM. PeKOMEHIYETHCS
IIPOBOJUTY YaCTUU KOHTPOJIb I[yKPY B KPOBI Ta BiANOBITHUM YHMHOM 3HUKYBaTHU 003y MOXIGHUX
CyNb(OHINICEYOBUHY NIPYU ONHOYACHOMY 3aCTOCYBaHHI i3 (hITyKOHA30/I0M.

TeoginiH: y inane60-KOHTPOIHOBAaHOMY [OCTiIXKEHH] B3a€MOil ITpernapaTiB 3aCTOCYBaHHS
¢bnykonasony no 200 mr npotaroM 14 nHiB IpU3BeJIO OO0 3HUKEHHS CEPETHLOTO KITipeHCY Teodinminy
B my1a3Mi KpoBi Ha 18 %. 3a marfieHTaM#, siKi 3aCTOCOBYIOTh Teo(isliH y BUCOKUX Ho3ax abo sKi MaTh
MiOBUILIEHNY PU3UK PO3BUTKY TOKCUYHUX IIPOSABIB TEOQiNiHY 3 iHIINX IPUYKH, CJIifi BCTAHOBUTHU
HarJIsgy I[0J0 BUSBIEHHS 03HAK PO3BUTKY TOKCUYHOI fil Teodininy. Tepamito ciif 3MiHUTH TPU OSBi
03HaK TOKCAYHOCTI.

Togauumuni6: BrIuB ToPallUTHHIOY 3pOoCcTae NPy OMHOYACHOMY 3aCTOCYBaHHI 3 JiKapChKUMU



3acobaMu, IKi MIpU3BOAATH A0 noMipHoro inribyBanus CYP3A4 Ta moTyxkHoro inrioysanuas CYP2C19
(manpuknan GrykoHason). ToMy peKOMEHIOBAHO 3HU3UTH 03y TodaluTUHIOy 70 5 MT OfMH pa3 Ha
no0y B KoMOiHaIliIX 3 IMMU ITperapaTaMu.

Tonsanmau: eKCIO3ullis TonBanTany 3HavyHo 3pocTana (200 % AUC, 80 % C,,.,), KOnu TONIBAIITaH,
cyoctpatr CYP3A4, 3acTocoByBaiu OOHOYACHO 3 QIyKOHa30j10M, moMipHUM iHTi6iTopoM CYP3A4, pu
ITbOMY 3HAYHO 3POCTaB PU3UK BUHUKHEHHS MOOIYHUX peakliiif, 30KpeMa 3Ha4YHOTO 30i/IbIIeHHS
miype3y, 3HEBOMHEHHS Ta TOCTPOI HUPKOBOI HEJOCTATHOCTI. Y pa3i 0MHOYAaCHOTO IPHU3HAYEHHS CIIif
3MEHIIUTH J03Y TOJBAITaHy 3TifHO 3 BKa3iBKaMM B iHCTPYKIIil 3 MEIUYHOI'0 3aCTOCYBaHHSA Ta
PETYIISIPHO TIEPEBIPSITH CTaH IallieHTa Ha HasgBHICTb OyOb-AKUX MOOIYHUX peaklliil, OB I3aHUX i3
TOJIBAIITAHOM.

Askanoiou 6apeiHky: xo4a BiiMTOBIAHUX AOCTiAXKEHb He TPOBOAMIH, GIYKOHA30JI, KMOBIpHO, Yepe3
inri6yBanHs CYP3A4, MoxXe COPUYMHSTH MigBUIIEHHS KOHIIEHTPAIlil ajkasoifiB 0apBiHKY y m1a3Mi
KPOBi (HampuKIIaf BIHKPUCTUHY Ta BiHOIACTHUHY), IO MPU3BOAUTD 10 PO3BUTKY HEMPOTOKCUYHUX
edexkTis.

Bimamin A: IOBIIOMJISITIOCS, 10 y NallieHTa, IKAU OOQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KUCIIOTY (KucnoTHa popma BiTaMiny A) Ta prykoHa3o7, criocTepiranucs mobiyHi peakiiii 3 60Ky
1eHTpaibHOI HepBoBol cuctemu (LITHC) y dhopmi nceBgoTyMOpy TOJIOBHOTO MO3KY; JaHUM e(eKT 3HUK
micns BigMinu gnykoHazomy. Li mikapckki 3acobu MOXKHA 3aCTOCOBYBATH OJHOYACHO, ajie CIIif
naMm’siTaTy PO PU3UK BUHUKHEHHS Mo0iyHuX peakiiit 3 6oky ITHC.

Bopukona3zos (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 OHIB) Ta (IyKOHa30iy nepopanbHO (400 Mr B nepiui geHs, 0TiM Mo 200 Mr KoxkHi
24 rogunu nPoTSAroM 4 OHiB) 8 3MOPOBUM JOOPOBOIBIIIM YOJI0BIYOI CTATI MPU3BENIO OO0 MiABUIIEHHS
C,.xTa AUC, BopukoHa30m1y B cepemHboMy 00 57 % (90 % [OI: 20 %, 107 %) Tta 79 % (90 % [OI: 40 %,
128 %) BigmoBigHO. HeBimoMo, 4 mpU3BOOUTDL 3HUKEHHS 0034 Ta/abo 4aCTOTH 3aCTOCYBaHHS
BOPUKOHA30/1y ab0 QIyKoHa30Jy 00 YCyHeHHs Takoro edekTy. [Ipu 3acToCyBaHHI BOPUKOHA30ITY
micyst GpIyKOHA30J Ty CITif IPOBOOUTH CIIOCTEPEXKEHHS MO0 PO3BUTKY MOOIYHUX e(eKTiB,
acoLi¥0BaHUX 13 BODUKOHA30JI0M.

3udosyouH: pnykonaszon nigsumye C, .. Ta AUC 3umoBynuny Ha 84 % Ta 74 % BimmoBigHO, 1110
3yYMOBJIEHO 3HUKEHHSIM KJIipEHCY 3UOBYAUHY NIpUONU3HO Ha 45 % IIpu H0T0 IepopaibHOMY
3actocyBaHHi. [Iepion HamiBBUBeNeHHS 3UNOBYAUHY OYB TaK0XK MOMOBXKEeHUYN MpruOMu3Ho Ha 128 %
micysa 3aCToCyBaHHS KOMOiHalil (JIyKOHa30J1y Ta 3UJOBYAUHY. 3a MallieHTaMH, SIKi 3aCTOCOBYIOTh
TaKy KoMOiHallio mikapchkux 3aco06iB, Cllif criocTepiraTy 00 PO3BUTKY MOOIYHUX peakiil,
II0B’sI3aHMX 13 3aCTOCYBaHHAM 3UO0BYAUHY. MOXKHa PO3INISAHYTYU OOLIIBHICTh 3HUXKEHHS NO3U
3UIOBYIUHY.

A3umpoMilyuH: y XOOl BIIKPUTOTO PaHIOMi30BaHOTO TPUCTOPOHHBOI0 IIEPEXPECHOTO JOCIIiAXKEHHS, B
SKOMY 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 B3a€EMOIil BUSBIEHO
He OyI10.

ITepopasavHi KoHMpayenmueu: TPOBOAMIOCS 2 (papMaKOKIHETUUHUX [OCTiI2KEeHHSI 0araTopa3oBoro
3aCTOCyBaHHS (GIYKOHA30Jy Ta KOMOiHOBAaHOTO ITepopaIbHOr0 KOHTpalenTuBa. [Ipu 3acTocyBaHHi
bnykoHa301y y no3i 50 Mr BIIMBY Ha piBeHb TOPMOHIB He 0yJ10, TOAI SIK IIPU 3aCTOCYBaHHi
bnykonazony y no3i 200 mMr Ha mo6y cnocTepiranmocs 36inpmenns AUC etuninectpamiony Ha 40 % Ta
neBoHOpPrecTpeny - Ha 24 %. Ile cBiguuTh IIpo Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (IYKOHA30Iy Y



3a3HAYEeHUX N03aX HaBPAO 91U MO2Ke BIIJIUBATU Ha e(l)eKTI/IBHiCTB KOMOiHOBaHOI'0O IIepopajibHOT O
KOHTpALEIITHhBA.

Oco6 1ueocmi 3acmocyeaHHsi.

Hepmamocgimis. BigmoBigHO 00 pe3ysbTaTiB HOCHIAXKEHHS (HIYKOHA30JIy AJS JTiKyBaHHS gepMaTodiTil
y mitel, GpIyKoHa30/1 He MepeBUIye rpu3eodynbBiH 3a e(PEeKTHUBHICTIO i 3arabHUM TOKa3HUK
edekTUBHOCTI cTaHOBUThL MeHIe 20 %. Tomy Oudimokan® He CIIifl 3aCTOCOBYBATH [JIS JIIKYBaHHS
nepmaToiTil.

Kpunmoxkoko3. [1oka3iB eeKTUBHOCTI (pIyKOHA30JTy A7 JTiKyBaHHS KPUIITOKOKO3Y iHIINX
JIOKani3anii (HanpuKiaf JIeTeHeBOr0 KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTATHBO, TOMY
PEeKOMeHaliy Mog0 JO30BOT0 PeXUMY IJIf JIIKyBaHHS TAKUX 3aXBOPIOBAHb HEMAE.

I'nuboki eHOemiuHi Miko3u. [Toka3iB eheKTUBHOCTI (DITyKOHA30IY AT JTiKyBaHHS iHIIUX hopm
eHJeMiUHUX MiK03iB, TaKUX K [TapaKOKIMAi0iAOMiK03, TiCTOIIa3M03 Ta IIKipHO-TiMbaTuIHUN
CIIOPOTPUX03, HEJOCTaTHbBO, TOMY PEKOMEHAIN 040 JO030BOT0 PeXKUMY AJIs IIKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupxkosa cucmema. I1anieHTaM i3 nopymeHHAM QYHKIII HAPOK IIpemnapar CJlif 3aCTOCOBYBaTH 3
obepexHicTiO (muB. po3min «Croci6 3aCTOCYBAHHS Ta IO3U»).

Hedocmamuicmb HaOHUpkKosux 3as03. KeTOKOHa30, SIK BiloMO, CIIPUYMHSIE HEAOCTATHICTD
HaJHUPKOBUX 3aJ103, i Ile TAK0XK MOXKe CTOCYBaTUCS (IYKOHA30Jy, X04a CIIOCTEPITAETHCS PigKO.
HepocraTHiCTh HAOHUPKOBUX 3aJ103, IOB'I3aHa 3 OMHOYACHUM JIIKyBaHHSM IIPENHI30HOM, OIKCaHa B
po3mini «B3aemopis 3 iHIIUMYU JTiKapCbKUMHU 3aco0aMu Ta iHII BUAW B3aEMOfiN. Brinus GykoHa3o0my
Ha iHmI miKapchKi 3acobu».

I'enamobiaiapHa cucmema. IlarieHTaM i3 mopyuleHHAM QYHKIIM IeYiHKY mpenapar Cliif
3aCTOCOBYBaTH 3 00epeXkHiCTI0. 3aCTOCyBaHHS (HITYyKOHA30JIy acoIlil0Basiocs 3 BUHUKHEHHSIM
pigKicHUX BUIIa[KiB PO3BUTKY TSIXKKOI rellaTOTOKCUYHOCTI, BK/II0YAl04H JIeTallbHi BUMIQIKU, TOJTIOBHUM
YHMHOM Y TAIli€HTIB i3 TAKKAMU OCHOBHMMHU 3aXBOPIOBAHHSIMU. Y BUIIaAKaX, KOIU PO3BUTOK
rernaToTOKCUYHOCTI acollifoBaBCs i3 3acToCyBaHHAM (IIyKOHa30:1y, He OyJI0 Bif3HAYeHO il IBHOI
3aJ1eXXHOCTI Bifl 3aranbHOI J0OOBOI HO3Y MpernapaTty, TPUBAJIOCTI Teparii, cTaTi abo BiKy mallieHTa.
3a3BUYaill TenaToTOKCUYHICTD, cCupuyrHeHa (p1yKoHa3010M, 060pPOTHA, a il TPOsiBY 3HUKAIOTh IiCs
IPUNIMHEHHS Teparii.

3a malieHTaMy, y SKMX IIPU 3aCTOCYBaHHI (PJIyKOHA30J1y CIIOCTEPIral0ThCS BiIXUIEHHS pe3yibTaTiB
GyHKILIOHATBHUX P00 MeYiHKY, CTifl BCTAHOBUTY PETEIbHUM HATJIAL 040 PO3BUTKY OiNIBII TAKKOTO
ypaXKeHHS [IeYiHKHU.

[NTanieHTiB cnig TpoiHGOpPMyBaTH PO CUMIITOMH, 110 MOXKYTh CBITYUTH NP0 CEPHUO3HUN BIIJIUB Ha
NeviHKy (BUpaXKeHa acTeHis, aHOPEKCisl, MOCTiliHa Hy#oTa, 6JTI0BaHHS Ta XKOBTSHULS). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS ()IyKOHA30J1y CIIif HerallHO IPUNWHUTYU Ta IPOKOHCYIbTYBATUCH 3 JIIKapeM.

Cepueso-cyouHHa cucmema. [lesiki a301u, y TOMY YHUCIIi ¥ (PIIyKOHA3071, aColil0I0ThCSA 3
nofoBxeHHAM iHTepBany QT Ha enekTpokapaiorpami. ®nyKoHa301 mogoBxKye iHTepBasn QT mwisxom
IPUTHIYEHHS BUNIPAMIISA0Y0ro KanieBoro kanany (I,.). IlogoBxenHs inTepBany QT BHacmigox mil
iHmMX miKapchkux 3aco6iB (Hampukiag aMiogapoHy) MOXKe IIOCUITIOBATUCS IIJITXOM IPUTHIYeHHS
dbepmenty CYP3A4 mmutoxpomy P450. TToBimoMsiimocst mpo gyKe PifKiCHI BUMTaAKY IOJOBXKEHHS
inTepBany QT Ta mapoKCH3MasbHOI IUIYHOYKOBOI TaxXiKappil TUIy «IipyeT» MpHU 3aCTOCYBaHHI



npenapaty Judmokas®. Taki HOBiTOMIEHHS CTOCYBAIKCS MAIEHTIB i3 TAXKIMY 3aXBOPIOBAHHAMH
IpU O€NHaHHI 6araThox (akTOPiB PU3UKY, TAKUMU 9K CTPYKTYPHI 3aXBOPIOBaHHS CEPId,
TIOPYIIEHHS eJIeKTPOJIiTHOTO 0OMiHY Ta OOHOYACHE 3aCTOCYBaHHS iHIINX JTIKAPCHKUX 3ac00iB, 110
BIIMBaIOTh Ha iHTepBasn QT. IlawieHTH 3 rinokanieMi€ro Ta MIPOrpecyrdo0 CepleBo0 HefOCTaTHICTIO
MalOTh MigBUILEHUY PU3UK BUHUKHEHHS 3aTPO3/IUBUX [AJIS XKUTTS IUIYHOYKOBUX apUTMill Ta
IIapOKCH3MasbHOI NIUTyHOYKOBOL TaxiKaphil TUIy «IipyeT».

Iudmokan® ciifl 3 06epeXkHiCTIO 3aCTOCOBYBATH HAIlicHTaM i3 PU3MKOM PO3BUTKY apUTMIil.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 MiKapchKUMM 3acobaMu, 1110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoThcs 3a gonoMoroio hepmenTy CYP3A4 uutoxpomy P450, mpoTunoka3aHe (QUB. pO3Tinu
«IIpoTuUnoKa3aHHsI» Ta «B3aeMofis 3 iHIMMY JTiIKapChKUMK 3ac00aMu Ta iHIIT BUOY B3a€EMOMIii»).

I'anopanmpun. T'anodanTtpun € cyoctpatoM pepmerty CYP3A4 i mponourye intepsan QTc npu
3aCTOCYBaHHI y pEKOMEHIOBaHUX TEepPaleBTUYHUX f03aX. OOHOYACHE 3aCTOCYBaHHS TaylohaHTPUHY Ta
GbIyKOHaA30I1y HEe PeKOMEHIY€EThCs (OUB. Po3din «B3aemopmist 3 iHIIMMU JTiKapChbKUMU 3aco0aMu Ta
iHIIT BUOM B3a€EMOIIN»).

Llepmamonoeiuni peakuii. ITig 9ac 3acTocyBaHHS (HIIyKOHA30/Iy PiAKO MOBIJOMIIANIOCS IIPO PO3BUTOK
TaKUX eKC(OIMiaTUBHUX MIKiPHUX peakKilii, Sk cuHapoM CTiBeHca-[[KOHCOHA Ta TOKCUYHUU
elifepManbHUX HEKPOi3. [ToBimoMisanocss Ipo MegUKaMeHTO3HY peakllifo 3 e03uHOPiIi€r i
cuctemHuMu nposiBamMu (DRESS-cunppom). IatienTtu 3i CHIloM OinbIl CXUTbHI 00 PO3BUTKY TIKKHUX
MIKiPHUX peakIliil TPy 3aCTOCYBaHHi OaraThoX JiKapchKux 3acobiB. fKIO y mallieHTa i3 TOBEePXHEBOIO
rpubKOBOIO0 iHGDEKITIEIO 3’ IBIAI0THCS BUCHUIIY, 1II0 MOXKHA ITOB’SI3aTH i3 3aCTOCYBaHHAM (IyKOHA30ITy,
Iofasblile 3aCTOCYBaHHS IIpernaparTy CIif NPUIUHUTYU. JKII0 Y [TaljieHTa 3 IHBa3UBHOI/CUCTEMHOO
rpuOKOBOIO iH(EKIIi€I0 3’ IBISIOTHCS BUCUIIM Ha IIKipi, 3a HOr0 CTAHOM IOTPiOHO peTeIbHO
CIIOCTEpIraTH, a ¥ BUMAAKy PO3BUTKY OYJIbO3HUX BUCHUIIIB a00 MyNIbTU(POPMHOI EPUTEMHU
3aCTOCyBaHHS (DITyKOHA30Y CJIifi IPUINHUTH.

I'inepuymausicmby. Y pigKiCHUX BUNagKax MOBIIOMIISIOCS IIPO PO3BUTOK aHa(iIaKTUYHUX pPeaklii
(muB. po3min «IIpoTunokasaHHI»).

ITumoxpom P450. ®nykoHa3on € nomipauM inridiropom ¢hepmentis CYP2C9 ta CYP3A4. Takox
byKoHa30711 € MOTYyKHUM iHTibiTopoM dhepmenTy CYP2C19. Cnip cmocTepiraTé 3a CTaHOM IAIli€HTIB,
SIKi OIHOYACHO 3aCTOCOBYIOTh u(ioKan” Ta IpenapaTy 3 By3bKUM TepaleBTUYHUAM BiKHOM, IO
MeTabomi3yoThcs 3a yyactio CYP2C9, CYP2C19 ta CYP3A4 (guB. po3min «B3aemogmis 3 iHIIuMu
JiKapChKUMH 3aco00aMu Ta iHIIi BUAKW B3aEMOIIN»).

Tepgperadun. Crig peTeIbHO CIIOCTEPIraTH 3a CTAHOM IallieHTa IMPY OJHOYaCHOMY 3aCTOCYBaHHI
tepdenaguny Ta GryKoHa3omy y no3i Menie 400 mMr Ha mo0y (ouB. po3ninu «[IpoTunoka3aHHSI» Ta
«B3aeMopmis 3 iHMMMY JTiKapChbKUMK 3ac00aM¥ Ta iHIII BUAM B3aEMOIiii»).

Kanou0doa. JocnmigKeHHS MIPOOeMOHCTPYBaJd 3pOCTaHHS MOMIMPEHOCTI iHDEeKIiH, CIpUINHEHUX
inmumu Bugamu Candida, kpim C. albicans. BoHu 4acTo € MPUPOAHO CTiKuMu (Hanpukinag, C. krusei
ta C. auris) abo JeMOHCTPYIOTh 3HUKEHY YyTIUBIiCTE 1o dhiaykoHa3ony (C. glabrata). Taki indexii
MOXKYTbh NOTPeOyBaTH arbTepHATHBHOI IPOTUTPUOKOBOI Teparil micis HeBHanoro JikyBaHHd. OTxe,
nmiKapsM, SKi TpU3Ha4aloTh 3acib, pPEKOMEHYEThCS BPaXOBYBATH MOIINPEHICTh CTIHKOCTI pi3HUX
BufiB Candida mo ¢hIyKoHa301y.

IlonomidtcHI pevo8uHuU.

Lleit mikapchbkuit 3aci6 mictuth 88,5 Mr HaTpito Ha 25 MJI, 1110 CTAHOBUTD 4,4 % Bil peKOMEHI0BaHOI
BOO3 makcumanbHOi 1060BOI 103U 2 T HATPIIO [ JOPOCIIHX.



MakcuMasbHa fo00Ba J03a bOTo IpernapaTy ekBiBaneHTHa 71 % Big pekoMermoBarHol BOO3
MaKCHMaJIbHOI J0OO0BOI HO3K HATPit0.

Hudmniokan, po34yuH s iHPy3ii 2 MI/MII BiTHOCUTLCS IO PO3UMHIB 3 BUCOKMM BMiCTOM HaTpito. Lle
ciig ocobmuBO OpaTH 10 yBAru, KONU MpenapaT NIPU3HavYa€EThCA MallieHTaM, SIKi JOTPUMYIOThCS [AieTU
3 HA3bKUM BMICTOM COJIi.

3acmocyeanns y nepiod eazimHocmi abo 200yeanHsi 2pydoio.
BaeimHicmo.

3a maHuMu 06CepBaliiHOTO HOCTIgXEHHS, iCHY€ MiIBULIEHUN PU3UK CIIOHTAHHOTO abopTy y XKiHOK,
SKi OTpUMYyBau (pIyKOHA30JI IPOTATOM IIE€PIIOT0 TPUMECTPY BariTHOCTI. [laHi MOA0 KiTbKOX TUCSIY
BariTHUX XKiHOK, IKi OTPHMYyBa/u JiKyBaHHS (PIYKOHA30JI0M Y KyMYJISTUBHIN 7031 < 150 Mr y
IIePIIOMy TPUMECTpi, AEMOHCTPYIOTh BiICYTHICTh 3pOCTaHHS 3arajlbHOI0 PU3UKY Baj PO3BUTKY
nIony. B ogHOMY BENTMKOMY CIIOCTEPEXKHOMY KOTOPTHOMY AOCIIiAXKEeHH] IlepopajibHe 3aCTOCYBaHHS
(bIyKOHA30J1y B IEPIIOMY TPUMECTPi 0yy10 MMOB’sI3aHe 3 HEBEJIMKUM ITiIBUIIEHUM PU3UKOM Bajl
PO3BUTKY CKEJIETHO-M sI30BOi CUCTEMH, III0 BigmoBimae mpubau3Ho 1 momaTkoBoMy Bumaaky Ha 1000
XKIHOK, IKi OTpUMYBaId KyMYJIATUBHI 103U < 450 MT, IOPIBHAHO 3 XIiHKaMU, Ki OTpPUMYyBaJX a30JI1
MiciieBoi aii, i mpu6nu3no 4 mogaTkoBuM BumagkaMm Ha 1000 XKiHOK, SKi OTPpUMYBaIl KyMYJISTHUBHI
no3u Ginbire 450 Mr. CKOpUroBaHUM BigHOCHUM PU3uK cTaHoBUB 1,29 (95 % MI: 1,05-1,58) nnst mo3u
dbnykonazony 150 mr mepopanbao Ta 1,98 (95 % [I: 1,23-3,17) onst o3 ¢bnykoHa3omy 6inblire

450 mr.

[ToBimoMIIsinOCS PO YHCJIEHHI BPOOKEHi ITaTOJIOTii y HOBOHAPOAXKEeHUX (BKI04Yaouu Opaxinedartito,
OMCIIIa3ii0 BYIIHOI paKOBUHM, HaAMipHe 30i/bIIIeHHS TepPeIHbOr0 TiM'TYKa, BUKPUBIIEHHS CTETHA,
IIJIeYOIIPOMEHEBUM CUHOCTO3), MaTepi IKUX MpHUUMany BUCOKi no3u ¢ykorHazomy (400-800 mMr/mo0y)
IIPOTSITOM IIPUHAWMHI TpbhoX abo Oifnbille MicALiB s JTiKyBaHHS KOKIMAiI0iM03y. 3B’I30K Mixk
3aCTOCYBaHHAM (pIyKOHA30Jly Ta IMMU BUMAJKaMi He BU3HAYEHUU.

HocnigKeHHs Ha TBapUHAX IIPOAEMOHCTPYBAJIU PENPONYKTUBHY TOKCUYHICTE.

He cnip 3acTocoByBaT 3BMYaiiHi 103U (PIIyKOHA30/Iy Ta KOPOTKOTPUBAJIi KYPCH JTiKyBaHHS
(bIyKOHA30JI0M Y Tepiof BariTHOCTI, 3a BUHSITKOM KpaliHbol He0OXigHOCT.

He cnig 3acTocoByBaTH BUCOKi 0031 (PIyKOHA30 Ty Ta/abo TpuBai KypcH NiKyBaHHS (DITYKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIIKYBaHHS iH(EKIid, 1[0 MOXKYTh 3arPOXKyBaTHU XKUTTIO.

I'odyeaHHA 2pydoio.

®yKoHA30J1 TPOHUKAE ¥ IPYOHE MOJIOKO Ta [OCATa€ KOHIIEHTpalii momi6Hol o piBHS y Mm1a3Mi KpoBi
(OuB. po3pmin «PapmMakKoKiHeTHKa»). ['oyBaHHSA I'PYOAI0 MOXKHA IIPOAOBKYBATH IIiCJI PA30BOT0
3aCTOCyBaHHS 3BUYANHOI 103U (IyKOHA30I1y, 110 cTaHOBUThL 150 Mr. ['omyBaTu rpyanio He
PEKOMEeHOYEThCS Ipu 0araTopa3oBOMY 3aCTOCYBaHHI (IyKoHa307y abo IIpu 3aCTOCyBaHHI BUCOKHUX
no3 ¢pnykoHasomy. CIif OI[iHUTY KOPHUCTh TOOYBAaHHS TPYANIO AJIST PO3BUTKY i 3MOPOB’S DUTHHH, a
TAKOXK KJIiHiuHy noTpeby MaTepi y npenapati [Tudiiokan i 6yap-aKi noTeHuidHi mobiuHi epekTn
npemnapaty Judiokad abo 0OCHOBHOTO 3aXBOPIOBAaHHS MaTepi g IUTUHH, SIKa OTPUMYE TPYIHE
BUATOIOBYBaHHS.



depmuabHiCMb.

®yKOoHA301 He BIJIUBAB Ha (PEPTUIIBHICTL CaMIliB Ta CaMOK LIyPiB.

30amuicme enaueamu Ha weudkKicmov peakuii npu KkepyeaHHi asmompaHcnopmom adoo
iHwumMu mexaHizmamu.

HocmifkeHs BIKBY npenapaty dudmokan” Ha 30aTHICT KepyBaTH aBTOTPAHCIOPTOM a6o
[IpaIfioBaTy 3 IHIIMMH MeXaHi3MaM{ He IPOBOOUIIN.

[MTauieHTiB cnig mpoiHGopMyBaTH PO MOKIMBICTE PO3BUTKY 3allaMOpPOYEHHS abo cymoM (IuUB. PO3Min
«IToGiuHi peakxmii») mif 9ac 3acTocoByBaHHs npenapaty Judmokan®. IIpu pO3BATKY TaKuX
CHMIITOMIB He PeKOMEHIYETLCS KePyBaTH aBTOTPAHCIIOPTOM abo MpaljfoBaTH 3 iHIIMMU MeXaHi3MaMHu.

Cnocid 3acmocyeaHHsi ma do3u.
o3a (pryKoHa30/1y 3aIexKUTh Biff BUAY i TIKKOCTI TpubOKOBOI iHGEKITl.

[Tpu HeobximHOCTI 6HaraTopa30BOro 3aCTOCYBaHHS IIPelapaTy JTiKyBaHHS iHGEKIIN cin
IIPOJIOBXKYBATH 00 3HUKHEHHS KITiIHIYHUX Ta 1Ta00paTOPHUX IIPOSBIiB aKTUBHOCTI rpuOKOBOI iH(eKIIii.
HepocTaTHs TpuBasiCTh TiKyBaHHS MOXKeE IIPU3BECTU [0 BiIHOBJIEHHS aKTUBHOIO iH(PEKLIMHOTO
IIpOLIeCy.

Iudmokan” 3aCTOCOBYIOTh, 3aI€KHO Bifl IiKapChKoi GopMHu, mepopaibHo (Kamcyau) abo
BHYTPIIIHBOBEHHO IINIIX0M iHQY3ii (po3uuH s iHPy3iit). Crocid 3acTocyBaHHS IIpenapaTy
3aJ1eXKUTh Bif] KJIiIHIYHOTO CTaHy NaljieHTa. Hemae HeoOXigHOCTI y 3MiHi 1060BOI f03U IpelapaTy npu
3MiHi WIIAXy M0r0 3aCTOCYBaHHSA 3 IepOPAJIbHOI0 Ha BHYTPIIIHLOBEHHUN Ta HABIIAKU.

Po3uwuH ons indyasit ciig BBOOUTH 31 MIBUAKICTIO, 110 He nepeBuinye 10 m/XB.
CymicHicmb npenapamy.

Nudmokas® CyMiCHUM 3 TAKAMY PO3YMHAMH, SK:

-5 % Tta 20 % po34YuH I'IIOKO3Y;

- po3uuH PiHrepa;

- po3unH XapTMaHa;

- PO3YMH KaJlil0 XJIOPULAY Y TJII0K03i;

-4,2 % Ta 5 % po3uuH HaTpilo OikapboHATY;

- 3,5 % po34YvH aMiHO3UHY;

- 0,9 % po34yuH HaTPIIO XJTOPULY;

- mianadnekc (6,36 % po34yuH A7 iHTpallepUTOHEaIbHOTO iami3y).



Oudmokad® MOXKHA BBONUTH B iHQY3iiHY CHCTEMy Pa30M 3 OfHHM i3 3a3HaYEHUX BHIIE PO3UHHIB.
Xoya BUNaIKY Hecnenu(}igyHOI HeCYyMICHOCTI Ipenapary 3 iHmmuMu 3acofaMu He OIMCaHi, He
PEKOMEHMYEThCS 3MirnyBaTu [Judiiokan” 3 iHIIMMHU MpenapaTtaMu eper indysiero.

Po3uuH a51g BHYTPIIHEOBEHHUX iH(Y3il MpHU3HaYeHU JIKIIIe IS Pa30BOr0 3aCTOCYBaHHS.
Po3BenieHHS Cifl 3MiliCHIOBATH B aCENITUYHUX YMOBaxX. Po3unH HeoOXigHO mepeBipuTH Ha HasIBHICTb
CTOPOHHIX YaCTHUHOK Ta 3MiHy 3abapBieHHs. PO34uH CIil BAKOPUCTOBYBATH JIMILIE TOMi, KOMK BiH
IIPO30PHH Ta He MICTHUTh CTOPOHHIX YaCTHHOK. HeBUKOpUCTaHi 3a/IUIIKK IIpeliapaTy HeoO0XigHo
3HUIIUTH.

I[Topocii.

Kpunmokokos.

- JIikyBaHHS KPUIITOKOKOBOTO MEHIHTITY: HaBaHTaXyBaJibHa 403a CTaHOBUTHL 400 MI y Iepliuil feHb.
[MinTpumyBanbHa mo3a - 200-400 Mr omuH pa3 Ha go0y. TpuBamiCTh MiKyBaHHS 3a3BUYail CTAHOBUTH

moHalmMeHIe 6-8 TuxHiB. [Tpy iHGEKIIiAX, 110 3aTPOKYIOTh KUTTIO, 10O0BY 003y MOXKHA 30iNbIIATH
mo 800 mr.

- [ligTpuMyBasbHa Teparisd Ajid IolepenXkeHHs PeLIUIUBY KPUIITOKOKOBOI'O MEHIHTITY Y MAlli€HTIB 3
BHCOKHM PU3UKOM MOTO PO3BUTKY: PEKOMEHI0BaHa [03a IIpenapaTy cTaHoBuTh 200 Mr ofuH pa3 Ha
o0y MpOTSITroM HeoOMeKeHOTO Yacy.

Kokuyuodioido3. PekomeHnpoBaHa mo3a ctaHoBUTh 200-400 Mr opuH pa3 Ha go0y. TpuBamicTh
JIiKyBaHHS CTaHOBUTH 11-24 Micslll 4u [OBIIe 3a7eKHO Bifl CTaHy IallieHTa. [I/15 MiKyBaHHSI AESIKUX
dbopwm iHdeKIrii, a 0co6MMBO IS JTIKYBaHHS MEHIHTITy, MOXKe OyTH HOI[iITbHIM 3aCTOCYBaHHS HO3U
800 mr/mo0y.

IneasusHi kaHOuOo3u. HaBaHTaxyBaibHa f03a cTaHOBUTH 800 Mr y mepmmii geHs. [lifTpuMyBanbHa
mo3a - 400 Mr onuH pa3 Ha go0y. 3a3Bu4ail peKOMeHJ0BaHa TPUBAJIICTh JIIKYBaHHS KaHAUAeMil
CTAQHOBUTH 2 TUXKHI ITiCJIg [IEPILINX HeTaTUBHUX PE3Y/IbTaTiB FeMOKY/IbTYPU Ta 3HUKHEHHS 03HaK 1
CUMIITOMIiB KaHOuOeMil.

KaHOudo3 cau3osux 06040HOK.

- Kanaumo3 poTorioTKY: HaBaHTaXKyBaslbHa f03a cTaHOBUTH 200-400 Mr y nepiuuy geHs,
nigTpuMyBanbHa fo3a - 100-200 mMr oguH pa3 Ha fo0y. TpuBamicTh MiKyBaHHS CTaHOBUTHL 7-21 meHb
(oo mocsirHeHHS peMicil), ane Moxe OyTu 30inbllIeHa AJIS MAIi€HTIB i3 TAKKUM iMyHO#EDIIIUTOM.

- KaHaupmo3 cTpaBoxony: HaBaHTaxyBasibHa g03a CTaHOBUTH 200-400 Mr y mepiinii feHs,
nigTpuMyBanbHa fo3a - 100-200 mr oguH pa3 Ha fo0y. TpuBamicTe niKyBaHHS cTaHOBUTH 14-30 [HIB
(mo mocsiTHEHHS peMicii), arme Moxe OyTu 30inbIeHa AJIS Malli€HTIB i3 TIXKKUM iMyHOIEeDilIUTOM.

- Kaugunypisi: pekoMeHnpoBaHa no3a ctaHOBUTE 200-400 Mr opuH pa3 Ha go0y npoTaroM 7-21 gHiB.
Ins malfienTiB i3 TAKKUM iMyHOIEeIIIMTOM TPUBAIICTh JIIKYBaHHS MOXKHA 30iTbIINTH.

- XpoHiuHNM aTpoivHNN KaHOUA03: peKOMeHJ0BaHa [103a CTaHOBUTL 50 MT OUMH pa3 Ha fo0y
npoTaroMm 14 gHiB.

- XpoHiYHMYM KaHAUIO03 IIKipKU Ta CIU30BUX 000JI0OHOK: peKOMEH0BaHa q03a CTaHOBUThL 50-100 Mr
OOuH pa3 Ha moby. TpuBasicTh NiKyBaHHS CTAHOBUTH 0 28 MHIB, ae Moxe OyTH 36inblIeHa 3a1ekHO
Bifl TSI2KKOCTI Ta BUAY iHGeKIil abo 3HUKEHHS IMyHITETY.



ITonepedceHHs peyudusy KaHOudo3y cau3osux 06010HOK y nauieHmis 3 BIJI, aki maromb sucokull
PU3UK U020 pO38UMKY).

- Kaugumos poToriaoTKY, KaHAKWA03 CTPaBOXOAY: PeKOMeHoBaHa fo3a cTaHoBUTh 100-200 Mr ogun
pas Ha mobOy ab6o 200 mr 3 pa3u Ha TUXKOEeHb. TPUBAJIICTh JIiIKYBaHHS € HE0OMEKeHO0 IJIs MAIliEHTIB i3
IIPUTHIYEHUM IMyHITETOM.

ITpoginakmuka kaHOUOO3HUX IH(peKYil y nauieHmia i3 mpusa.oi HelmponeHieln. PekoMeHOOBaHa
no3a ctaHoBuTh 200-400 Mr oguH pa3 Ha mo0y. JIiKyBaHHS CIIifi pO3MOYMHATH 3a KilbkKa OHIB 110
OYiKyBaHOTO PO3BUTKY HEUTPOIEHII Ta MPOAOBKYBAaTH IPOTATOM 7 OHIB IiC/A HiABUIEHHS KiTbKOCTI
HelTpodinis moxan 1000/mMm°.

[larieHTH JITHLOTO BIKY.

o3y HeoOxifmHO migOupaTy 3aIeXKHO Bif cTaHy GyHKIIM HUPOK (OuB. «IlallieHTH 3 HUPKOBOIO
HeJOoCTaTHICTIO» HUXKYeE).

ITallieHTU 3 HUPKOBOK HEOOCTATHICTIO.

®yKOHA30JI BUBOAUTHCA 3 OPraHi3My IepeBaXkHO 3 CeUYelo y He3MiHeHoMy Burisafi. [Ipu pazosomy
3aCTOCyBaHHI KOPUTYBaTU 03y GIyKoHa30iy He MoTpibHO. [lallieHTaM (BKII0Ya0du fiTel) i3
NOpYyIIeHHAM (YHKIIN HUPOK IIpX HeoOXimHOCTi 6araTopa3oBOro 3aCTOCYBaHHS IIpenapary y nepiIni
[eHb JIIKyBaHHS CJIifi 3aCTOCOBYBaTU [104aTKOBY 003y 50-400 Mr 3amexkHO Bif moka3aHHd. [licns
11,0T0 T060BY MO3Y (3a/Ie’KHO Bifl TOKAa3aHHS) CJIiJ PO3paXx0ByBATH BiAMIOBIAHO N0 TabIUI HUXKYE:

K 1ipeHc KkpeamuHiny (m/x8) [Biocomok 8i0 pekomeH008aHOI 003U
> 50 100 %

< 50 (6e3 remopianisy) 50 %

['emopiarni3 100 % micst KOXKHOTro reMofiani3y

[MTauienTu, siki nepebyBaloTh Ha reMofianisi, moBuHHI oTpuMyBaTH 100 % pekoMeHOO0BaHOI J03HU IMicIs
KOXKHOT'0 reMofiani3y. Y neHb, KOJu [iajli3 He IPOBOOUTLCS, NAllleHT IIOBUHEH OTPUMYBATH [03Y,
BIIKOPUTOBaHY 3aJIeXKHO Bifl KJIIIPEHCY KpeaTHUHIHY.

[NamieHTH 3 HOpPVIIeHHAM QVHKIIN DeYiHKHU.

®yKoHA3071 CIifl 3aCTOCOBYBaTH 3 00€PEKHICTIO MallieHTaM i3 MOpylUIeHHAMY QYHKIIHM IeYiHKH,
OCKiJIbKM iH(popMallil o0 3aCToCyBaHHS (IYKOHA30I1y IIili KaTeropii maiiieHTiB HeOCTaTHLO (IUB.
po3minu «OcobauBOCTI 3acTOCyBaHHSI» Ta «I100i4Hi peakirii»).

iTH.
He crig mepeBuilyBaTi MaKcuMalbHy 1060By m03y 400 Mmr.

4K i npu aHaNMOTiYHUX iHPEKIiIX y JOPOCIUX, TPUBAJIICTE JIiKyBaHHS 3a71€XKUTh Bif KJIiHIYHOI Ta
Mikosoriusoi Bignosini. Mudmokan® 3aCTOCOBYIOTH 1 pa3 Ha fo0y.

Ilo3yBaHHA IIpenaparty AJd AiTel i3 nopylneHHAM QYHKIIN HUPOK HaBedeHO Y Po3aisi «[lamienTu 3
HAPKOBOI HEIOCTaTHICTIO».

dapMakokiHeTHKa (IyKOHA30Jly He JOCIiAKyBanacs y OiTed i3 HUPKOBOI HeOCTaTHICTIO (IUB.



HUX4Ye iHpopMalliio MoA0 3aCTOCYyBaHHS HOBOHAPOAXKEHUM, V SKUX YaCTO CIIOCTEPIraeThCs IepBUHHA
HE3PiiCTh HUPOK).

Ilimu sixom 8i0 12 pokis.

3ajie’kHO Biff Macu Tijla Ta my0epTaTHOTO PO3BUTKY JIiKapio CIIif OLIHUTH, sIKa J03a Ipenapary (s
OOPOCHUX YM OJid AiTel) € ONTUMAaJbHOIO [JIs nalieHTa. KniHiuHi gaHi cBig4yaTs Ipo Te, 0 V OiTer
KJIipeHC (IyKOHA30Jy € BULIMM IIOPIBHSAHO 3 JopociauMu. 3actocyBaHHs mo3 100, 200 Ta 400 mr
OOPOCTUM Ta 003 3, 6 Ta 12 MI/KT AiTAM IPU3BOAUTH [0 OOCATHEHHS CIIIBCTaBHOI CUCTEMHOL
€KCITO3MUIIil.

Ilimu eixom 8i0 28 oHis 0o 11 pokis.

- Kangumosu cimu30Bux 000JI0HOK: ITOYATKOBA 403a CTAHOBUTH 6 MI/Kr/mo0y, mMiaTpuMyBasbHa 03a
-3 Mr/Kr oguH pa3 Ha f00y. [loyaTKOBYy 703y MOXKHA 3aCTOCOBYBATH B IEPIIN IeHb 3 METOIO OisbIl
IIIBUAKOTO OCSTHEHHS PiBHOBAXKHOI KOHIIEHTpAIlil.

- IHBa3MBHI KaHAUO03U, KPUIITOKOKOBUY MEHIHTIT: 03a Ipernapary CTaHOBUTH 6-12 MI/KT OOUH pas3
Ha 700y 3a/Ie3KHO Bif] CTyIeHs TSKKOCTi 3aXBOPIOBaHHS.

- IligTpuMyBaibHa Tepamisd Ay IolepenXkeHHs PeLUAuBY KPUIITOKOKOBOI'O MEHIHTITY Y OiTeH i3
BHCOKMM PU3UKOM HMOT0 PO3BUTKY: [03a IpernapaTy CTaHOBUTH 6 MT/KT OOUH pa3 Ha 00y 3amexkHo
Bif] CTyIe€HS TAKKOCTI 3aXBOPIOBaHHS.

- [IpodinakTrKa KaHOUOO31B y MallieHTIB 3 iMyHOmehiIUTOM: [03a IpenapaTy CTAaHOBUTH 3-12 Mr/Kr
OJVH pa3 Ha mo0y 3a/1exKHO Bifl BUpPaXKeHOCTi Ta TPUBAJIOCTI iHAYKOBaHOI HEUTPOIIeHil (QUB. 03U OIS
IOPOCIIUX).

Ilimu sixom 8i0 HapoddceHHs 00 27 OHiB.

Y HOBOHApPOAXKEHUX (PIYKOHA30JI BUBOJUTHCSA 3 OpraHi3aMy IOBiIbHO. [laHi 3 papMaKOKiHETHUKY, Ha
sIKUX 0a3yI0ThCS I03U 15 MOHOIIEHUX HOBOHAPOMXKEHUX, 3a3HaueHi HUXKYe, HaBeeHO B pOo3Mini
«®apMaKOKiHETHKa».

- IoHo1IeHi HOBOHapomxKeHi BikoM Big 0 mo 14 gHiB: 403, aHAJIOTiYHI 3a3HaYe€HUM BHUIIe A1 OiTen
BikoM Bif 28 pHiB 1o 11 pokis, ciif 3acTOCOBYBaTH KOXKHI 72 rogunu. He cif nepesuiyBatu
MaKCUMaJIbHy 103y, 0 CTaHOBUTH 12 MI/KT KOXKHI 72 TOOUHM.

- [JoHOILIIeHI HOBOHApPOOXKeHi BiKoM Bif 15 mo 27 OHIB: 403U, aHAJIOTiYHI 3a3Ha4yeHUM BUILe A/ AiTel
BiKOM Bif 28 nHiB 10 11 pokiB, ciif 3acTocoByBaTU KOXKHi 48 rogus. He criif nepeBuilyBaTu
MaKCUMaJIbHy [03Y, 10 CTAHOBUTH 12 MI/KT KOXHIi 48 roguH.

Himu.

[TpemapaT 3aCTOCOBYIOTh HiTSM Bifi HAPOMXKEHHS, IUB. po3ain «Crocib 3acTOCyBaHHS Ta 03U ».

Ilepedo3yeanHns.

OTpuMaHO MOBiMOMJIEHHS IIPO MepPeno3yBaHHs HIYKOHA30I0M; OJHOYACHO IOBIMOMIISIIOCS IIPO
raJilolMHallil Ta IapaHoiganbHy OBEMiHKY.



[Tpu nepeno3yBaHHi HeOOXiMHO ITPOBECTU CUMITOMaTUYHY MiTPUMyBaJIbHy Tepallilo Ta y pasi
HeOOXiTHOCTI TPOMUTH IITYHOK.

®nyKoHa3071 3HAYHOIO MipOI0 eKCKPETYETLCS 3 ceuelo; (opCcoBaHUY Aiype3 MOXKe IPUCKOPUTH
BUBeIeHH npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUKYE PiBEHb PIYKOHA30JTY V
na3Mi KpoBi nmpu6nau3Ho Ha 50 %.

ITobiuni peakuii.

Pesiome mpodinio 6e3meyHocCTi

Y 3B’513Ky 3 NIiKyBaHHAM ()ITyKOHA30JI0M MOBiIOMIISAIOCS IPO MEeIUKaMeHTO3HY peakliiio 3
eo3uHodinieo i cucremuumu nposssamu (DRESS-curgpom) (muB. po3min «Oco6auBOCTi
3aCTOCYBaHHS»).

Haituacrie moBigoMsiiocs Ipo Taki mobivHi peakirii: ronoBHMM 6inb, 6inb ¥ YepeBHiN TOPOKHUHI,
miapes, HygoTa, 6/i0BaHHS, IiBUILIEHHS PiBHS anaHiHaMmiHoTpaHcdepasu (AJIT), migBUllleHHS PiBHS
acnaprataMinoTpaHcdepasu (ACT), migBuilleHHS piBHS NyXKHOI hochaTa3u KPoBi, BUCUIIaHHS.

II7s1 OLiHKY YaCTOTU BUHUKHEHHS MOOIYHUX peakilili BUKOPHUCTOBYIOTh TaKy Knacudikariiio: myxe
yacTto (= 1/10), gacTo (Big = 1/100 mo < 1/10), HewacTto (Big = 1/1000 mo < 1/100), pinko

(Bim = 1/10000 mo < 1/1000), omy=xe pigko (< 1/10000), yactoTa HeBigoMa (HEMOXKIIMBO OI[IHUTHU Ha
IMigcTaBi HAaIBHUX MAHUX).

3 60Ky cucmemu Kposi ma aimpamuyHoi cucmemu.

Heuacto: aHeMid.

Pigko: arpaHynouuTos, TeHKoIeHis, TPOMOOILIUTOIEHisI, HEUTPOIEHis.
3 6oky imyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaiyHi ma asimeHmapHi po3aadu.

HeuacTo: 3HMKEHHS alleTUTy.

Pigko: rinepxosnectepuneMis, TiepTpUriinepuaemis, rinokamieMisa.
ITcuxiuHi nopyweHHA.

HeuacTo: 6€3COHHS, COHJIUBICTE.

3 6oky Hepsogoi cucmemu.

YacTo: ronoBHuM 6ifb.

HeuacTo: cygomu, mapecTesisi, 3a1aMOpOYeHHs, TOPYLIEHHS CMaKy.

Pigko: Tpemop.



3 6oky opaaHis cayxy ma eecmubyasipHO20 anapamy.
Heuacro: BepTuro.
3 boky cepus.

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

3 60Ky WAYHKOBO-KUWKOBO20 MpPAKmy.

YacTo: 6inb y YepeBHill IOPOXHUHI, HYHOTa, miapest, OJ1I0BaHHS.

HeuacTo: 3amop, AucCIencis, MeTeopu3M, CyXiCTh ¥ POTi.

I'enamobiaiapHi po3aadu.

YacTo: migBuilleHHS piBHA anaHiHaMiHoTpaHcdepasu (AJIT), migBuileHHS PiBHA
acnaptataMiHoTpaHcdepasu (ACT), mimBuieHHS piBHSA NyxKHOI pocdaTasu (OUB. PO3MiN

«OCc06IUBOCTI 3aCTOCYBAHHS»).

HewacTo: xonecTtas, JKOBTSHUIIS, TMifBUIIEeHHS piBHS 6inipy6iny (muB. po3min «OcobnuBocTi
3aCTOCYBaHHS»).

Pigko: medyiHKoBa HEIOCTATHICTh, TeNaTOLENIONAPHAN HEKPO3, TeaTUTH, TeaToLeoIsIpHe
ypaxeHHs (OuB. po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

3 60Ky wkipu ma nidwKipHOi MKAHUHU.
YacTo: BucumnanHus (OuB. po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

HeuacTo: MeguKaMeHTO3HUYN OepMaTUT (BKTI0Yaouu (HikCOBaHUY MeOUKAaMEHTO3HUN NEepPMaTHUT),
KPOIKB’sIHKA, CBepOixK, MmigBullleHe IOTOBUIiIIEHHS (IuB. po3in «OCco6IUBOCTI 3aCTOCYBAHHSI»).

Pigko: TOKCUYHUY enifepMabHUM HEKPOJIi3, cCHHAPoM CriBeHCa-II;)KOHCOHA, TOCTPUU
reHepasi3oBaHUY eK3aHTeMaTO3HUM IyCTYyIb03, eKCQOIiaTUBHUYN AEePMaTUT, aHTiOHEBPOTUYHUN
HaOpsK, HabpsAK 00auyys, anmomnelis (quB. po3nin «OcobIUBOCTI 3aCTOCYBaHHS»).

HeBimoMo: MequkKaMeHTO3Ha peakilis 3 eo3nHo(iniero i cucreMuumu nposBamu (DRESS-cunmpom).
3 60Ky 0nopHO-pyx08020 anapamy ma cnoay4Hoi MKAHUHU.

Heuacrto: mianris.

3azanvHi po3nadu ma peakuii y micui 88e0eHHA.

HeuacrTo: mifgBuilieHa BTOMJIIOBaHICTh, HE3yKaHHS, aCTeHis, rapsg4ka.

[imu. YacToTa Ta xapakTep MoOiYHUX peakilidl i BigxuaeHb Bif HOPMU Pe3yJIbTaTiB Tab0paToOpHUX
aHaJli3iB y XOAi KJTiHIYHUX JOCIiAKeHb 3a Y4acTIO [iTel CIIiBCTaBHi 3 TAKUMHU Y HOPOCIIUX.

38imysaHHs npo nido3prosaHi nobiuHi peakuii.

3BiTyBaHHS NP0 Migo3pioBaHi Mo6iuHi peakiii micis peecTpatlil TiKapchbKoro 3acoby Ma€e BaXKJIuBe



3HaueHHs. Lle ma€e 3MOry MpoBOAUTH Oe3MEePEPBHUM MOHITOPUHT CITiBBITHOIIEHHS MiXK KOPUCTIO i
PU3HUKAMH, ITOB’I3aHUMH i3 3aCTOCYBAHHSIM I[bOTO JIIKAPCHKOT0 3aco0y. MeIuuHUX IPalliBHUKIB
IIPOCSITH 3BiTyBaTH PO Oymb-siKi mimo3pioBaHi moOiyHi peakirii BiAmoBigHO 10 BUMOT MiClIeBOTO
3aKOHOMIAaBCTBa.

Tepmin npudamHocmi. 5 POKiB.

YMmoBH 30epiraHssi.

He noTpe0ye crenianbuux ymMoB 30epiranus. 36epiratu y HemoCcTymHOMY AJis miTew micui. He
3aMOpPOXKYBaTH.

IlemasavHa iHpopmauisa w,000 36epieaHHs.

3acib crig HeraHO 3aCTOCYBATH IIIiC/IS BITKPUTTS YIIAaKOBKHU. Bynb-sIKy KiTbKiCTh HEBUKOPUCTAHOTO
pO34uHYy A iHQY3iH CIIif BUOAIUTH.

3 MikpoO6ioIoTiuHOI TOYKM 30PY PO3BeHeHHU 3acib citig 3acTOCOBYBaTH HeraiHo. AKIo 3acib He
3aCTOCOBYEThCSI HETalHO, 3a TEPMiH Ta YMOBH 10ro 30epiraHHs IIifi 4ac 3aCTOCYBaHHS BiflIOBifae
KOpPHCTyBay; 3a3BUYall Take 30epiraHHs IpemnapaTy Ma€ TpUBaTH He Oinbile 24 TOOWH 3a
TeMmIepaTypu Bifg 2 0o 8 °C, 3a BUHATKOM BUNAJKIB, KOJIX PO3UMHEHHS 3[iMCHIOBAIOCS B
KOHTPOJIbOBaHHUX Ta BaJlifOBaHUX aCEIITUYHUX YMOBaX.

HecymicHicmeo.

Oco06nmuBoCTeH 100 HECYMICHOCTI IIpenapaTy He Big3HaueHo. He ciig 3MmimnryBaTu mpemapar 3
iHImMU niKapchbKUMU 3aco0aMy B OHIM €MHOCTI, OKPiM 3a3Ha4yeHuX y po3mini «Crnocib 3acTocyBaHHS
Ta JO3U».

YnaxkoBka. ITo 50 M a6o 100 M po3uuHy y ¢hakoHax, 1o 1 ¢prakoHy ¥ KApTOHHIN yIIaKOBIIi.

Kareropis Bigmycky. 3a perenTtom.

Bupoonuk. ®apesa AMmOya3 / Fareva Amboise.

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOT0 aJpeca MicCIisi IPOBaKeHHsI Tis/TbHOCTI.

3oHe Iapactpiane, 29 poyt gec Iapactpic, 37530 IToce-crop-Cic, ®panuis /

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



