[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’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, IKOHMpOAbHI
3acib S </R>ywme/n mouKu, He
noe’A3aHi 3

nesHum suoom,’
S </R>yme/n

Candida [Candida Candida |CandidalCandida 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 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 JiIKyBaHHS KOHIIEHTpAIlid BCe Ille CTaHOBUJIa
5,8 MKr/r. IIpu 3acTocyBanHi fo3u 150 Mr 1 pa3 Ha TUXKAEHb KOHIIEHTPalid (GIyKoHa30/y 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 MKT/T IIpu 3aXBOPIOBAHHSX HIrTiB;
(byKOHa301 BU3HA4YaBCs Y 3pa3Kax HirTiB yepes3 6 MiCAIIB IicIis 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.

[Nepion HaniBBHUBemeHHS GIYKOHA30ITY i3 MMJIa3Mu 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 hapmakokineTuku 6ynu onineri y 113 mite#t mig yac 5 gocifzKeHb: 2 OOCTiAXKEHHS Pa30BOT0
3aCTOCYBaHHS, 2 [OCHiIKeHHSI 0araTopa3oBOT0 3aCTOCYBaHHS Ta 1 HOCIigXKeHHs HEeJOHOIIeHUX
HOBOHAPOOXKEHUX.

[Ticna BBegeHHs 2-8 Mr/Kr (priyKOHa30/1y OiTSM BiKoM Bif 9 Micsanis mo 15 pokiB AUC cTaHOBUTa
6mu3bk0 38 MKr*rop/mi Ha 1 Mr/kr mo3u. [licisa 6araTopa3oBoro 3aCTOCYyBaHHS CEpPefHil mepion
HaliBBUBEJEeHHS (PIIYKOHA30JIy i3 IIJla3MM KPOBi BapitoBaBca Mixk 15 Ta 18 roguHamu; 06’em
poanoginy ctaHoBuB 880 mMi/Kr. Binbll TpuBanuii epiof HalliBBUBENEHHS 3 [JIa3MU KPOBI, 110
CTAHOBUB MpubIM3HO 24 roguHu, OYB Mic/Is Pa30BOT0 3aCTOCYBaHHS (IyKOHA301y. Llei MoOKa3HUK €
CIIiBCTABHUM 3 II€PiOAOM HalliBBUBEOEHHS (IIYKOHA30J1y 3 IIJTa3MHU KPOBI IIiCJI Pa30BOro
3aCTOCyBaHHS 003U 3 MI/KT BHYTPIITHhOBEHHO HiTIM BikoM Bif 11 mHiB go 11 Mmicsmis. O6’em
PO3MOAiNy y mallieHTiB I1i€l BiKOBOI rpyNu CTAHOBUB 0113bK0 950 MII/KT.

Iocsin 3acTocyBaHHS (IYKOHA30Jly HOBOHAPOAXKEHUM 00MeXKYETHCS hapMaKOKiHEeTHYHUMU
OOCIiIXKeHHsAMY 12 HeIOHOIIEHUX [iTel i3 TepMiHOM recrTallil npubnu3uo 28 TuxkHiB. CepenHii BiK
OUTHHY IIPU BBEIEHHI IepIIol 1031 CTaHOBUB 24 roguuu (Bim 9 mo 36 roguH); cepemqHs Bara Ipu
HapomxeHHi ctanoBuna 900 r (Big 750 mo 1100 r). s 7 maIieHTiB TPOTOKOJI HOCTiAXKEHHS 0YI10
BMKOHaAHO. MakKCUMyM 5 BHYTPIIIHLOBEHHUX iH €K1IiN (PIYKOHA30Jy Y 0031 6 MT/KT BBOOUIINA KOXKHI
72 rogunu. CepenHid nepion HaliBBUBEIEHHS CTaHOBUB 74 rogunu (44-185) B mepmui meHb, MOTIM
3uu3uBca 0o 53 roguH (30-131) Ha 7-1 meHb Ta g0 47 (27-68) Ha 13- mens. [1noia mig KpUBOIO
(Mxr*rom/mn) cranoBuina 271 (173-385) B nepumuit meHs, 30inpmmnacs go 490 (292-734) Ha 7-# neHs,
noTiM 3Hu3uNacs oo 360 (167-566) Ha 13-it gerb. O6’eM po3mofminy (MJI/KT) CTAHOBUB

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

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

[IallieHTH JTITHBOTO BiKY.

dapMaKOKiHeTHUYHE NOCIIiIXKeHHs IPOBOLUIIM 3a y4acTH0 22 Nalli€eHTiB (BiKOM Bif 65 POKiB), AKi
3actocoByBanu 50 Mr ¢GykoHa30/1y repopanbHo. 10 namieHTiB 0gHOYAaCHO 3aCTOCOBYBAJIM [iyPETUKH.
C,.x CTaHOBHUIA 1,54 MKI/MII Ta gocAranacs IpoTAaroM 1,3 TOOMHY MiC/IsA 3aCTOCYBaHHS (DIIYKOHA30IIY.
Cepenusa AUC cranosuna 76,4+20,3 mxr*ron/min. CepenHiv nepion HaliBBUBeeHHS - 46,2 TOOUHU.
LIi bapMakoKiHETUYHI TOKA3HUKHY € BUIIMMHU ITOPIBHSHO i3 aHATOTIYHUMU Y 300POBUX HOOPOBOJIBIIIB
MOJIOAIIOro BiKy. OmHOYacHe 3aCTOCYBaHHS AlypPEeTUKIB HE MaJjio 3Ha4yHOro BiiuBy Ha C,,, Ta AUC.
Takox KiipeHC KpeaTuHiny (74 mi/xB), BifcoToK (pIyKOHa30:/y, 110 eKCKPETYBaBCS i3 ceuelo y
He3MiHeHOoMY BUrmapni (0-24 roguny, 22 %), Ta HUPKOBUM KJlipeHC guykoHa3omy (0,124 Mi/XB/KT) y
TallieHTiB 1aHOl BiKOBOI Irpymny OyIM HUXKYMMU, Hi’K aHAJIOTiuHi MOKA3HUKH Y MOJIOIIINX
no6poBosbiliB. ToMy 3MiHM papMaKOKiHETHKY Y MAI[iEHTIB JTITHHOTO BiKy OUeBUIHO 3a/ieKaTh Bif
IapaMeTpiB QPyHKLIM HUPOK.

KrniniuyHi xapaKTepHCTHKH.

IToka3auns.



JZ[I/I(meKaH® IIOKa3aHUM [JIs JTiIKyBaHHS TaKWX TPUOKOBUX iH(EKIIil y JOpoCIux (OUB. PO3Tin
«®apMaKOAMHaMiKa»):

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

- KQHIU03M CIM30BUX 000JI0OHOK, BKJIIOYAI0YX KaHOUA03 POTOTJIOTKY Ta KAHAUI03 CTPABOXOMY,
KaHOUAYPis, XpOHIYHKY KaHAKWO03 LIKIpH i CTM30BUX 000JI0OHOK;

- XPOHIYHUM aTPOPiYHUN KaHIHUI03 POTOBOI MOPOKHUHY (KAaHAUO03, CIIPUYNHEHUM BUKOPUCTAHHSIM
3yOHUX IIPOTE3iB) TP HEe(EKTHUBHOCTI IirieHu poTOBOI MOPOXKHMHYU ab0 MicIeBOI Teparrii.

Iudmokan” MoKa3aHWM Ui IPOQITaKTUKH TAKUX 3aXBOPIOBAHE y HOPOCIIHX, SK:
- PeLuauB KPUIITOKOKOBOTO MEHIHTITY y Ial[i€HTiB 3 BUCOKUM PU3UKOM HOT0 PO3BUTKY;

- peluauB KaHAUI03Y POTOTIOTKH ab0 CTPaBOXOAy y malieHTiB 3 BIJI 3 BUCOKMM PU3UKOM HOT0
PO3BUTKY;

- npodinakTUKa KaHAUOO3HUX iH(EKIiN y MaI[i€HTiB i3 TPUBaIO HEUTPOIEHI€I0 (HanpuKiaf,
NalieHTIB 3i 37T0SIKICHUMY 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTeparito, abo mallieHTiB npu
TPaHCIUIaHTallill TeMOIIOEeTUYHUX CTOBOYPOBUX KIiTHH) (OUB. po3main «®apMaKoIoTriyHi BIaCTUBOCT.
dapmakoguHaMiKa»).

Iudmokan” MoKa3aHUH OiTSM Bif HAPOAKEHHS OIS TiKyBaHHS KAHAUI03iB CIIM30BUX 000JI0HOK
(KaHAMAO03 POTOTJIOTKY, KaHAWA03 CTPABOXOAY), iHBa3MBHUX KaHAWA031B, KPUIITOKOKOBOTO MEHIHTITY
Ta A7 Npo(iTaKTUKY KaHOAUI03HUX iH(DEKIN y NallieHTiB 31 3HUKeHUM iMyHiTeToM. [IpenapaTt
MOZKHa 3aCTOCOBYBATHU SIK MiATPUMYBaIbHYy TepaIlilo Ojisd MoNepeaKeHHs PeUANBY KPUIITOKOKOBOTO
MEHIHTITY Y AiTel i3 BUCOKMM PU3UKOM HOTr'0 PO3BUTKY (AUB. Po3ain «OcoO6nMMBOCTI 3aCTOCYBaHHST»).

Teparmio npenapaToMm Judmokan® MoXHA PO3MOYMHATH §O OTPUMAHHS Pe3yNbTaTiB KyJIbTypalbHUX
Ta iHMUX 1a00paTOPHUX JOCTiAXKEHb; OOHAK ITiCJIsT OTPUMAHHS PE3YJIbTaTiB MPOTHIHGEKIIHHY
Tepallilo CJIi CKOPUTYBaTH BiAIIOBIAHUM YUHOM.

IIpomunoka3aHHs.

linepuyTnuBicTh K0 GIYKOHA30Iy, iHIIKUX a30JIbHUX CIIONTYK abo 0 Oymb-sIKOl 3 JOTIOMiXKHUX PEYOBUH
mpenaparty, 3a3HaueHux B po3hini «Cknag».

OpHOYacCHe 3aCTOCYyBaHHSA (PIIyKOHA30JIy Ta TepdeHaguHy MallieHTaM, gKi 3aCTOCOBYIOTh (PIIyKOHA30JI
H6araTopa3oBo y mo3ax 400 mr/moby Ta Bullle (3rigHO 3 pe3ybTaTaMU OOCTigKEeHHS B3a€MOZil
6araTopal30BOr0 3aCTOCYBaHHS).

OpHoYacHe 3aCTOCyBaHHS (HITyKOHA30JIy Ta iHIINX JIiKapChKUX 3ac00iB, 110 MOAOBXKYIOTh iHTepBanl QT
Ta MeTaboITi3yI0ThCs 3a momomMorow ¢epmenty CYP3A4 (HampukiIad MU3ampUAy, aCTEMi30y,
nimMo3umy, XiHifuHY Ta epuTpoMinuHy) (quB. po3nin «OcoOnuBOCTi 3acToCyBaHHA» Ta «B3aemopmis 3
iHIITIMM JTiIKapChKUMM 3aC00aM¥ Ta iHIIN BUAYM B3aEMOIii»).



B3aemodin 3 iHnwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

HQOTI/IHOKa3aHO CyMiCHe 3aCTOCYBaHHA @J’IyKOHaBOHy Ta HUXKYE3a3HaYEeHUX HiKaQCBKI/IX 3aco0iB.

Iuzanpu0: OBiKOMIIAIOCS IIPO PO3BUTOK MOGIYHUX peakiiiii 3 60Ky ceplisd, Y TOMY YHCIIi IIPO
IIapOKCU3MaJIbHY LIIYHOUYKOBY TaxikKaphilo TUIY «IIipyeT» y Halli€HTiB, SKi ODHOYaCHO 3aCTOCOBYBAJIU
bnyKoHa301 Ta nu3anpun. KoHTponboBaHe OOCTIgXXKEHHS IPOOEeMOHCTPYBAJIo, [0 ONHOYaCHe
3actocyBaHHs 200 Mr drykoHazomny 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha f00y ITPU3BOIUIIO
[0 3HAYHOI'0 MiABUINEHHS PiBHA LIU3alpuay y Ijla3Mi KpPoBi Ta 00 MofoBxKeHHS iHTepBamy QT.
OpHoYacHe 3acTOCyBaHHS (IyKOHA30Jy Ta LKA3alpPHUAY IPOTUIIOKa3aHe (IUB. PO3Mis
«IIpoTunoka3anusa»).

TeppeHaduH: Yepe3 BUMAAKU PO3BUTKY TAKKUX CEPLIEBUX apUTMil, CIPUYNHEHNX IIOJOBKEHHAM
intepBany QTc, y nanieHTiB, IKi 3aCTOCOBYBaIN a30/IbHiI IPOTUTPUOKOBI TiKapChKi 3aC00M 0OMHOYACHO
3 TepdeHaguHOM, OyIM MPOBEEH] JOCTiIKeHHs B3a€MO/Iil ITMX IIpernaparTiB. Y X0fi 0qHOTO
MOCTiAKEeHHS IIPU 3aCTOCYBaHHi GiyKoHa3ony y mo3i 200 Mr Ha o6y He Oy10 BUSIBIIEHO ITOMOBXKEHHS
inTepBany QTc. [HIIe gocnifXKeHHA IPU 3aCTOCYyBaHHI GyKoHa3o1y y go3ax 400 mr ta 800 Mr Ha
no0y IpoaeMOHCTPYBAJo, 1[0 3aCTOCYBaHHA (QIyKoHa305y v mo3ax 400 Mr Ha goOy abo BHIlle 3HAYHO
IiABUINYE PiBeHb TeppeHafuHy y IIJIa3Mi KpOBi IIPU 0OJHOYACHOMY 3aCTOCYBaHHI IIUX IpelaparTis.
CymicHe 3acTtocyBaHHS (mykoHa3omny y mo3ax 400 mr abo Buille 3 TepdheHaAMHOM IIPOTUIIOKA3aHE
(muB. po3min «IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHi prykKoHa3omy y mo3ax Hux4e 400 Mr Ha mo0y
OJIHOYaCHO 3 TepheHaguHOM CIIifi IPOBOAUTH PEeTeNIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmemi30: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JTy Ta aCTeMi30JIy MOXKe 3MEHIIUTH KITipeHC
actemizony. CupuurHeHe LKMM IIiABUINEHHS KOHLIEHTpallil aCTeMi30JTy Y IIJla3Mi KPOBi MOXKe
IIPU3BECTH 10 Oof0BKeHH iHTepBany QT Ta y pigKiCHUX BUIAgKax - 10 IapOKCU3MaJIbHOI
IIJTyHOYKOBOI Taxikappil Tumy «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (IyYKOHA30Jly Ta aCTEMi30Iy
IIpOTUIIOKa3aHe (OuB. Po3min «IIpoTunoKa3aHHSI»).

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCyBaHHS (PIIyKOHA30/y Ta mimMo3ugy abo XiHiguHYy MoXKe
IPU3BOIUTH [0 MPUTHIUEHHS MeTa0oi3My miMo3uny abo XiHifWHYy, X04a BifIOBIgHUX OOCITigXKEHb in
vitro Ta in vivo He mpoBomuiH. ITigBUIIeHHS KOHIIEHTpalii miMo3umy a0o XiHiguHy y m1a3Mi KpoBi
MOXK€e CIPUYMHATY NONOBXKeHH iHTepBany QT Ta y pigKiCHUX BUNIagKaX IPU3BOOUTHU 40 PO3BUTKY
IIapOKCH3MaJIbHOI IITYHOYKOBOI TaxiKapfii Tumy «mipyer». OgHOYacHe 3aCTOCYyBaHHS (IyKOHA301Ty
Ta MiMo3uAy abo XiHifWHY ITpoTUroKasaHe (OUB. po3ain «[IpoTUlloKa3aHHA»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHS €pUTPOMINMHY Ta (IyKOHA30Jly MOXE IPU3BONUTH [0
MigBUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (mogoBxKeHHs iHTepBany QT, mapokcu3ManbHa
IIJTyHOYKOBA TaXiKappis TUIY «IipyeT») Ta, SIK HACMigoK, 4O PalTOBOl CEPIIEBOl CMEPTi.
3acTocyBaHHs KoMOiHaIll 1KX JIikapchKuX 3aco6iB mpoTUIloKa3aHe (IuB. po3ain «IIpoTunokKa3aHHS»).

He PEKOMEHOYVETHECA OJHOYACHE 3aCTOCYBAHHA @HYKOHaBOHy Td HU2KYE3d3Ha49EeHNX HiKaQCbKI/IX

3acobiB.

T'anopaHmpuH: GIYKOHA30II MOXKE CIPUYUHUTH IMiIBUIIEHHS KOHIIEHTpallil rano@aHTpuHy y Iaa3Mi
KpOBi 3a paxyHOK npurtiyenus CYP3A4. OgHoyacHe 3aCTOCyBaHHS LIKMX JIiIKapChKUX 3aC06iB MOXKe
IIPU3BOOUTH [0 MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (mogoBxKeHHS iHTepBany QT,
IapoKcu3MaJlibHa IITYHOYKOBA TaxiKapfis TUIy «IIipyeT») Ta, K HACJigoK, IO PalToBOl CEpIeBOl
cMepri. Crtig yHUKATH 3aCTOCYyBaHHSA KOMOiHaIlil 11X TiKapchkux 3aco6iB (auB. po3ain «OcobnuBocTi
3aCTOCYBaHHS»)



CyMicHe 3acTocyBaHHSA MIVKOHA30IY Ta HUXKYe3a3HaUeHUX JIiIKapChbKUX 3aCc00iB BUMarae
00epexKHOCTi.

AMioOapoH: omHOYaCHEe 3aCTOCYBaHHS (DIIYKOHA30/y 3 aMiogapoOHOM MOXKe IPU3BECTH [0
noposxkeHHs iHTepBany QT. ®mykoHa3on cnig 3 06epexkHICTIO 3aCTOCOBYBATH Pa3oM 3 aMiofapoHOM,
0co0/IMBO Y pa3i mpu3HauyeHHs BUCOKOI 103u ¢iyKoHasoiy (800 mr).

CyMicHe 3acTocyBaHHS QIYKOHA30IY Ta HUXKYe3a3HaYeHUX JIIKaPChKUX 3ac006iB BUMArae
00epekHOCTi Ta KOPUTYBAHHS NO3H.

- Bnaue iHwux saikapcvKux 3acobis Ha (¢pa1yKoHA3041.

HocnimKeHHS B3a€EMOIil IPOJEMOHCTPYBAJIH, III0 TepopajibHe 3aCTOCYBaHHS (IyKOHa30Iy
OOHOYACHO i3 BXKUBAHHAM 1XKi, TPUMOMOM IIUMETUANHY, aHTAUUAIB ab0 3 MOfaNbIINM OIPOMiHEHHIM
yCBOT'0 TiNla {7 Iepecagky KiCTKOBOTO MO3KY He Ma€ KJIiHIiYHO 3HAYYIIOT0 BIIUBY Ha abcopOIriio
(byKOoHa301y.

PugpamniyuH: omHOYaCHe 3aCTOCYBaHHS (PIYKOHA30Jy Ta pAU(aMITiuHy IPHU3BOAUIIO [0 3HUXKEHHSI
AUC Ha 25 % Ta cKOpo4dyBaJo Iepiof HamiBBUBeAeHHS (ayKoHa3omy Ha 20 %. ToMy [And malfieHTis,
SKi 3aCTOCOBYIOTh PUGAMITILIVH, CIIif PO3TISHYTH OOUiNbHICTh MigBUIEHHS 003U (DITyKOHA30/Y.

I'idpoxs1opomia3ud: y mochifxkeHHi apMaKOKiHeTUYHOI B3a€MOfIil omHOYacHe GaraToKpaTHe
3aCTOCYBaHHS TiIPOXI0POTia3uay 300POBUM NOOPOBOIBISAM, SIKi OTpHMYyBau (PIyKoHA30I,
IiABUIYBAJIO KOHI[EHTPAIil0 (JIyKOHa30/y y mia3Mi Kposi Ha 40 %. Taki mapamMeTpu B3a€EMofil He
BHMMaralTh 3MiH y pekuMi 0o3yBaHHS (DIIyKOHA30/Iy AJ1S Malli€HTiB, SKi ODHOYACHO OTPUMYIOTh
CevoriHHi 3aco0u.

- Bnaue ¢paykoHaszony Ha iHWi aikapcvki 3acobu.

®nykoHa3on € noMmipHuM iHribiTopom mutoxpomy P450 (CYP) izodpepmenTy 2C9 ta 3A4. dnykoHasomn
€ TIOTyKHUM iHri6iTopoM i3odepmenty CYP2C19. Ha nogaTok o COCTepexkyBaHUX/IOKYMEHTAIbHO
migTBepAXKeHUX B3a€MOiH, 10 ONKUCaHi HUX4Ye, IPU OJHOYACHOMY 3aCTOCyBaHHI 3 (JIyKOHA30JI0M
icHye pU3UK MigBUINEHHS Y MJIa3Mi KPOBi KOHIIEHTPAIlill iHIINX CIIOJNYK, 110 MeTaboIi3yI0ThCs
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH Taki KoMOiHallil mpenapaTiB cif 3
00epexKHICTIO; TPU IIbOMY HEOOXITHO PETENbHO CIIOCTEPIraTH 3a CTAHOM Nalli€eHTiB. [IpurHiyyBanbHa
nist bIykKoHa301y Ha ¢pepMeHTH 306epiraeTbCsi IPOTATOM 4-5 mib micys 1oTro 3aCTOCYBaHHS Y 3B'SI3KY 3
10T0 TPUBAJIUM I1€PiogoM HamiBBUBEOeHHS (IUB. PO3Tin «[IpoTUIIOKa3aHHI»).

AbpouumuHib: hmykonason (iuribitop CYP2C19, 2C9, 3A4) migBuiilyBaB €KCITO3UI[iI0 aKTUBHOI
yacTUHYU abporuTtuHiOy Ha 155 %. [Ipu omHOYaCHOMY 3aCTOCYBaHHi 3 (GIyKOHA30JI0M CJIifi
BifKOpUTyBaTH 03y abponuTHHIOY BifMOBIAHO M0 iHCTPYKIIII A1 MEOUYHOTO 3aCTOCYBaHHS
abpouuTuHioy.

Anb(heHmawia: mif 4ac OGHOYACHOTO 3aCTOCYBaHHS anbheHTaHiny y fo3i 20 MKI/KT Ta (pIyKoHa30Jy
y mo3i 400 Mr 3mopoBUM JOGPOBOJIBIAM CIIOCTEpirasocs: gBokpaTHe 30inbuenHss AUC,,, MOXKIHNBO,
yepe3 inridyBanus CYP3A4. Moxe 6yTu HeOOXiqHUM KOPUTYBAHHS 003U albpeHTaHiNy.

AmimpunmusiH, HopmpunmuJiH: GpIyKOHA30JI OCUTIIOE Ail0 aMiTPUIITUIIIHY Ta HOPTPUITUIIIHY.
PekoMeHIyeThCST BUMIPIOBATH KOHIIEHTpAllil 5-HOPTPUNTUIIHY Ta/a00 S-aMiTPUNITHIIIHY Ha ITOYATKY
KoMOiHOBaHOI Teparii Ta yepe3 1 THXKOeHb. Y pa3i HeoOXigHOCTI CIlif BiIKOPUTYBATH 103y
aMITPUNTWIIHY/HOPTPUIITUIIIHY .

Am¢pomepuuuH B: ogHOYaCHe 3aCTOCYBaHHS (HIIyKOHA30Iy Ta aMmpomepulyuHy B iHpiKoBaHUM



MUIIIaM i3 HOpMaJIbHUM IMyHITETOM Ta iH()iKOBaHUM MUIIaM 3i 3HUKEHUM iMyHITETOM [ajo Taki
pe3yNIbTaTh: HEBEIMKUY aquTUBHUYN NTPOTUTpubKoBul ehekT mpu cucTeMHil indekuii C. albicans,
BiICYTHICTh B3a€MO{Iil IpU BHYTPiMIHbOUEPeNHil iHdeKIil Cryptococcus neoformans Ta aHTaroHi3M
[BOX IIperaparTiB IIpU CUCTeMHiN iHbekil Aspergillus fumigatus. KniHiuHe 3Ha4YeHHS pe3yJbTaTiB,
OTPUMaHUX Y XO[l LUX AOCIiAXKEHb, HEBIOME.

AHMuKoaz2yaaHmMu: SiK i Ipu 3aCTOCYBaHHi iHIIMX a30/IbHUX ITPOTUTPHOKOBUX 3ac00iB, Ipu
OJIHOYaCHOMY 3aCTOCYBaHHI (PIyKOHA30/1y Ta BaphapuHy IOBIIOMIISAIOCSA IPO BUIIaAKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, IITYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypii Ta MeJeHu) y
TOEIHAHHI 3 TOJOBXKEHHSIM ITPOTPOMOIHOBOTO Yacy. IIpu ogHOYaCHOMY 3aCTOCyBaHHI (GIyKoHA30/Iy
Ta Bap(dapuHy crocTepiranocs ABOKpaTHE IiBUIIEHHS MPOTPOMOiHOBOTO Yacy, IMOBIPHO, BHACTIIIOK
npurHiyeHHs MeTtabosniamy Bapdapuny yepe3 CYP2C9. Crig peTenbHO KOHTPOIOBATH
IpOoTpoMOiHOBHMI YacC y MAalli€HTIB, SAKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYISIHTA ab0
inmauenion. Moxe OyTu He0oOXimHOI0 KOPEKIlis 031 aHTUKOaryIsHTa.

Bben3odiazeniHu kopomkoi 0ii, Hanpuk.aad Mida3osnam, mpuasonam: Ipu3HadeHHs GIyKOHaA30Iy
IiCJIs IepopaIbHOT0 3aCTOCYBaHHS Mifla30JlaMy IIPH3BOAMWIIO A0 3HAYHOTO MiIBUILIEHHS KOHIIEHTpallil
Miga3ojiaMy Ta 0o MMOCUIEHHS IICUXOMOTOPHUX edekTiB. OmHOYacHe 3aCTOCYBaHHS (PIYKOHA30Iy V
no3i 200 Mr Ta MifgasonaMy y [03i 7,5 Mr mepopaibHO mpu3Boauso go nigsuineHHs AUC Ta mepiony
HalliBBUBEJeHHS Miga3oaMy y 3,7 Ta 2,2 pa3a BifNOBiIHO. 3aCTOCYBaHHS (PIyKOHA30y V HO3i

200 Mr/mo0y Ta 0,25 Mr TprasonaMy IepopaibHo Mpu3Boauio mo nigsuinenHs AUC Ta nepiogy
HaliBBUBEJEeHHS Tpra3onaMy y 4,4 Ta 2,3 pa3a BianosigHo. [Ipu ogHOYacHOMY 3aCTOCYBaHHI
(bIyKOHa30Jy Ta TpHa3ojlaMy CIIOCTepiraaocs MOTeHIliI0BaHHS Ta IPOJIOHTallis e(eKTiB Tpruasonamy.
ZAKIT0 MallieHTy, IKAM MPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Teparniio 6eH30Mia3eninaMy, 03y OCTaHHIX CIlif 3MEHIIUTH Ta BCTAaHOBUTHU HAJIEXKHUM HATJISAM 3a
CTaHOM IIallieHTa.

Kapbama3zeniu: pmyKoHa301 IpurHiuye Metabos1i3aM KapOaMa3zeliny Ta CIPUYUHSE MigBUIIEHHS
piBHS KapOaMasemniny B cupoBaTiii KpoBi Ha 30 %. IcHye pu3uK pPO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6aMaseniny. Moxke 6yTy HeoOXiIHUM KOPUTYBaHHS 103U KapbaMa3eniHy 3a/ekHO Bifl piBHS #0ro
KOHIIEHTPaIlil Ta Oil mpemapary.

baokamopu Kaavuiesux KaHanig: mesKi aHTaroHICTH Kalblliio (HipeoumiH, icpaguiild, aMIOOUIIIH Ta
¢benopumnin) MetabonisyoThcs pepmernToM CYP3A4. ®nyKoHa30J1 MOTEHLIMHO MOXKe IiIBUILIyBaTH
CHUCTEMHY eKCIIO3HIIit0 0JI0KAaTOPiB Ka/IbI[iEBUX KaHaliB. PEKOMEHIOBaHUYN PETEIbHUN MOHITOPUHT
IIIOI0 PO3BUTKY MOOIYHUX peaKITii.

Llenekokcub: mpu OMHOYACHOMY 3aCTOCYyBaHHi (ykoHa3o0iy (200 Mr Ha go0y) Ta 1eTeKOKCHOy

(200 mr) C,,, Ta AUC nenekokcuby migpuiryBanucs Ha 68 % ta 134 % BigmosigHo. IIpu omHOYacHOMY
3aCTOCyBaHHI LleIeKOKCuOy Ta QrryKoHa305y MoxKe OyTu HeOOXigHUM 3MeHIIeHHS 103U 1eJIeKOKCHOy
BMIBiUi.

Lukaogpocpamio: ogHOYaCHE 3aCTOCyBaHHS IuKIodochaminy Ta GIyKoHa30/Iy IPU3BOAUTH [0
nigBUINIEeHHS PiBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoXHa
3aCTOCOBYBAaTH OQHOYACHO, 3BaXKaloyy Ha PU3UK IigBUIIEHHS KOHIeHTpalil 6inipybiny Ta
KpeaTUHIHY B CHPOBATLi KPOBI.

®eHmaHiA: TOBIIOMIIANIOCS IIPO ONWH JIeTaIbHUY BUNAOK IHTOKCHUKAIli1 (PeHTaHiIOM BHACTIIOK
MOXKJIMBOI B3aeMofil peHTaHimy Ta prykoHa3omy. [1o TOTo XK y HOCigXKEHHI 3a y4acTIO 300POBUX
no6poBOIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (PIYKOHA30JI 3HAYHO YIIOBiIbHIOBAB eJTliMiHallio
denTaniny. [ligBuiieHHS KOHLEHTPaIlil GeHTaHiTy MOXKe IPU3BECTU [0 IPUTHIUEHHS AUXaHHS, TOMY
CJIi peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe 6yTH HEOOXiIHOI KOPEKIIisa no3u (heHTaHiny.



IH2i6imopu I'MI-KoA-pedykmasu: cyMicHe 3aCcTOCYBaHHS (IyKOHa301y Ta iHribitropis I'MI-KoA-
penykTasH, 1mo MetabomizyioTecss CYP3A4 (aTopBacTaTHUH Ta CUMBACTaTHH), abo iHTriGiTopiB ['MTI-
KoA-penyxkTasu, mo metabonisytorscss CYP2C9 (dbnyBacTaTuH (3HUXKEHHS [Te4iHKOBOTO MeTab01i3My
CTaTHHY)), MigBUINY€E PU3UK PO3BUTKY MiomaTil Ta pabmoMioni3y (mo303aexkHo). Y pa3i HeoOximHOCTI
OIHOYACHOI'0 3aCTOCYBaHHS WX IIperapariB CJIif peTEeJIbHO CIOCTEPIraT! 3a Mali€HTOM L1040
BUHUKHEHHSI CUMIITOMIB MiomaTil Ta pabgoMiosi3y i TpOBOAUTH MOHITOPUHT PiBHS KpeaTHHKiHA3U. Y
pasi 3HaYHOTO MiIBUIIEHHS PiBHS KpeaTMHKIHA3M, a TAaKOXK IIPH [iarHOCTyBaHHI abo mimo3pi Ha
miomarito/pabmomionis 3acTocyBanHs iHribiTopis [MI-KoA-penykTa3u ciig npunuHuT. Moxe
BUHUKHYTH HeOoOXimHiCTh 3HUXKEHHS 103 iHribiTopiB [MI-KoA-penyKTa3y, SIK 3a3Ha4YeHO B iHCTPYKIIii
[JI MEOUYHOTI'0 3aCTOCYBaHHSA CTATUHIB.

I6pumuHi6: momipai inriéitopu CYP3A4, Taki K ¢pnykKoHa30J, TiABUIIYIOTh KOHIIEHTPAITiI0
iOpruTUHIOY B MyIa3Mi Ta MOXKYTh IiIBUIIYBaTHA PU3UK TOKCUYHOCTI. FAKII0 HEMOXKINBO YHUKHYTH
KoMOiHallii mpemnaparis, MOTPiOHO 3HM3UTH 003y i6puTHHIOY 7o 280 Mr oguH pa3 Ha f00y (2 Kamcynu)
3 METOI0 TPOJOBXKEHHS 3aCTOCYBaHHS iHTi0iTOPY Ta 3a0e3MeYuTH MOCTIMHUY KITiIHIYHUY MOHITOPUHT.

Isaxagpmop (sik MoHOmMepanis abo 8 kombiHAUii 3 npenapamamu Makoz20 camo20 mepanegsmuyHo20
K/acy): ogHO4YacCHe 3aCTOCYBaHHS iBaKaToOpy, perynstopa TpaHCMeMOPaHHOI IIPOBITHOCTI IPH
mykoBiciumosi (CFTR), 36inbmIuimo ekcro3utio iBakadhTopy B 3 pa3u Ta eKCIO3HUIIi0
rinpokcumeTtuniBakadtopy (M1) y 1,9 pasa. HeobxigHe 3HMKEHHS 7034 iBaKadTOpy (IK MOHOTEparii
abo B KkomOGiHallii), 1K 3a3Ha4eHO B iHCTPYKIIiI 71T MEOUYHOTO 3aCTOCYBaHHS iBaKahTOPY (IK
MOHOTeparii abo B KombiHaiiii).

Osanapub: nomipHi inribitopu CYP3A4, Taki gk ¢pnykoHa30J1, 30ibIIyIOTE II71a3MOBi KOHIIEHTPaIlil
ornanapu0y; iX ofHOYacHe 3aCTOCYBaHHS He PEKOMEHAYEThCS. AKI0 Takol KoMOiHaIlil He MOXKHa
YHUKHYTH, IPUKOM oJlannapu0y o0MexkyioTh go3amu 200 Mr gBidi Ha f00y.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaiMyC, CUPOAIMYC I MAKPOAIMYC).

IukaocnopuH: GIyKOHA30J 3HAYHO MigBuinye KoHieHTpauio Ta AUC nuknocnopuny. [Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHi ¢iyKoHa3o01my y 1o3i 200 Mr/go0y Ta IUKIIOCIIOPUHY Y H03i

2,7 mr/kr/mo0y crocrtepiranocs 30inemenHs AUC nukmocnopuny v 1,8 pasa. Li mpenapaTu MoXHa
3aCTOCOBYBaTH OJHOYACHO 3a YMOBU 3MEHIIEHHS NO3U LUKIOCIOPUHY 3aJIe3KHO Biff 10T0
KOHIIEHTpaIlil.

Esepoaimyc: X04a [OCTigXKeHb in Vitro Ta in vivo He TPOBOAUIIH, BiOMO, I10 (PIIyKOHA30JI MOXKE
MigBUIYBAaTH KOHIIEHTPALIi0 €BEPOJIIMyCy B CUPOBaTLi KpoBi yepe3 npurHidvenss CYP3A4.

Cuposimyc: GIyKOHA30J MiABUIIY€E KOHIIEHTPAIil0 CUPOIIMYCY Y IIJIa3Mi KPOBi, UMOBIPHO, IIIAXOM
npurHiyeHHs Metaboniamy cuposimycy depmentom CYP3A4 ta P-rmikonporeinoM. Lli mpemapartu
MOXHa 3aCTOCOBYBaTH OQHOYACHO 3@ YMOBU KOPUTYBAHHS NO3U CUPOJIIMYCY 3aIe2KHO Bif] PiBHSA
KOHIIeHTPaIllil Ta e(eKTiB Impemnapary.

Taxposimyc: GIyKoHA30/ MOXKe MigBUIIYBAaTH KOHI[EHTPAllil TaKPOJIiMyCy B CHpPOBATIIi KPOBi 0

5 pasiB mpu #oro nepopayHOMy 3aCTOCYBaHHI Yepe3 NMPUTHiueHHS MeTab0/1i3My TaKpoIiMycy
depmenTom CYP3A4 y kuineyHuKy. [Ipyu BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIIOCTEpIranocsl 3HaYHUX 3MiH papMakKoKiHeTUKH. [TifBuIlleHi piBHI TaKPOJIIMyCy acoOIil0I0ThCA i3
He(pPOTOKCUYHICTIO. [103y TaKPOJIiMyCy AJIS IEPOPAIbHOT0 3aCTOCYBAHHS CIIiJ 3HUKYBaTH 3aJIe3KHO
BiJl KOHIIEHTpAIlil TaKPOJIIMyCYy.

Jlozapman: pryKoHa30/1 IPUTHiYYy€e MeTab01i3M J103apTaHy [0 Horo akTuBHOTro MeTabosity (E-31 74),
1110 00yMOBJTIOE OiNbIIy YaCTUHY aHTaroHi3My o pelienTopiB aHrioTeH3uny II mifg yac 3acTocyBaHHS



JI03apTaHy. PeKOMeH0BaHO 3iMCHIOBATY IIOCTIMHUI MOHITOPUHT apTepiaJbHOTO TUCKY Yy Malli€HTiB.

JIypa3udoH: momipHi iHriditopu CYP3A4, Taki sk QryKoHa305, MOXKYTh MigBUIITYBaTH KOHI[EHTPAIIiI0
JIypa3sugoHy y Mia3Mi KpoBi. AKINO He MOXKHA YHUKHYTH OOHOYACHOT'0 3aCTOCYBaHHS, CJIil] 3MEHIIUTH
[03y Nypa3ugoHy, K 3a3Ha4eHO B iHCTPYKIIil A1 MEOUYHOTO 3aCTOCYBaHHS JTypPa3uioHy.

MemadoH: GpnyKoHa30J1 MOXKe MifBUITYBaTH KOHLIEHTPALil0 MeTaflOHy Y CUPOBaTIi KpoBi. [Tpu
OOHOYACHOMY 3aCTOCYBaHHI MeTafloHy Ta (GryKoHa30y Moxe OyTH HeOOXiIHUM KOPUTYBAHHS 03U
MeTafloOHy.

HecmepoidHi npomu3anaavHi npenapamu (HIT3I1): npu 0gHOYACHOMY 3aCTOCYyBaHHi 3 (QJIyKOHA30JI0M
C,.x Ta AUC dnyp6inpodeny migBuiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIBHSIHO 3 BiAMOBIAHUMU
IMOKa3HUKAMHU IIPYU 3aCTOCYBaHHI Tinbku GypOinpodeny. AHANOTiYHO IPU OMHOYACHOMY
3acToCyBaHHi pryKoHa3ony 3 pauemiunuM ibynpodernom (400 mr) C,., Ta AUC hapmMakoiorivao
aKTHBHOTrO i30Mepy S-( )-ibynpodeny migsuiyBanucs Ha 15 % Ta 82 % BifmoBigHO, MOPiBHAHO 3
TaKMMHU ITOKa3HUKaMU IIPHU 3aCTOCYBaHHI TiJIbKYM palleMidHoro i0ympodeHy.

Xoya creliaJlpHUX JOCTiAKEeHb He IPOBOANUIH, (hIYKOHA30JI MOXKe IMifBUILyBATH CUCTEMHY
ekcro3utito inmux HII3II, mo metabonizytotbcs CYP2C9 (Hanpukiag HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, TuKiodeHaky). PeKOMEHIO0BaHO MEPioOgUYHO 3MiCHIOBATA MOHITOPUHT IMOOIYHUX
peaxiiii Ta TOKCUYHUX IPOABiB, OB s13aHux i3 HII3I1. Moxe OyTu noTpibHe KOPUTYBaHHS 003U
HII3II.

®eHimoiH: GIyKOHA30I MPUTHIUYye MeTaboi3M GeHiToiny B nevinii. OqHoYacHe 6araTopa3oBe
3acrocyBaHHS 200 Mr ykoHasomny Ta 250 Mr (heHiTOIHY BHYTPIlIHBOBEHHO IIPU3BOOUTH 10
nigsuienHs AUC,, denitoiny Ha 75 % Ta C,;,Ha 128 %. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI IIUX
niKapchKuX 3ac006iB CIif] TPOBOJUTH MOHITOPUHT KOHIIEHTpalil (peHiTOIHY y CUpOBATII KPOBi AJist
YHUKHEHHS PO3BUTKY TOKCUYHOI fiil peHiTOIHY.

ITpedHi30H: OBIIOMISIOCS IIPO BUMAAOK, KOIH Y MallieHTa Micig TpaHCIJIaHTallil TeYiHKY Ha Tl
3aCTOCYBaHHS IPEOHI30HY PO3BUHYJACSd rocTpa HedocmamHicms KoOpu HagHUPKOBUX 3aJ103, II10
BHMHUKJIA ITiCJISI MPUIIMHEHHS TPUMICIYHOTO KypCy Tepartil ¢piaykoHa301oM. [IpunuHeHHS
3aCTOCYBaHHS (PJIyKOHA30JTy, UMOBIPHO, CIPUUYMHUIIO TOCUIeHHS akTUBHOCTI CYP3A4, 1m0 npu3sseno
[0 MIPUCKOPEeHHS MeTabomi3aMy npenHizony. Crif peTenbHO CTEXUTH 3a MalliEHTaMH, SIKi MPOTITOM
TPUBAJIOTO Yacy OHHOYACHO 3aCTOCOBYIOTH (PIIYKOHA30JI Ta NPEeNHI30H, 3 METOI0 IONepenKeHHS
PO3BUTKY HEJOCTATHOCTI KOPY HaJHUPKOBUX 3aJ103 IiC/ISl IPUNWHEHHS 3aCTOCYBaHHSA (PIIyKOHA30IMYy.

PugabymuH: GprykoHa30 MiABUIIYE KOHIIEHTPaLi0 prudabyTUHY B CUPOBATII KPOBi, 110 ITPU3BOAUTD
no 36inpuenHs AUC pudabytuny mo 80 %. [Ipu omHOYaCHOMY 3aCTOCYBaHHi (IyKOHA301y Ta
pudabyTUHY MTOBiIOMIISIOCS IIPO BUIIAOKKU PO3BUTKY yBeiTy. IIpu 3acTocyBaHHi Takoi KoMOiHaIlil
JiKapchbKUX 3aco0iB cif 6paTé IO yBaru CUMIITOMHU TOKCUYHOI Oil pudabyTHHY.

CaxkeiHagip: dnykonason migsuiiye AUC ta C,,,, cakBiHaBipy npu6mu3Ho Ha 50 % Ta 55 % BifmoBigHO
yepe3 NpUrHiveHHs: MeTaboniaMy cakBiHaBipy y neuinii ¢pepmentom CYP3A4 Ta yepes inribyBaHHS
P-rrmikonpoTeiny. B3aemogii Mixk (hTyKOHa30JI0M Ta CaKBiHaBipOM/PHUTOHABIPOM He [OCIigKyBaIucs,
TOMY BOHUM MOXKYTb OyTH Oinblll BupaxkeHuMu. Moxe 0yTH HeoOXimHUM KOPUTYBaHHS 03U
CakKBiHaBIpY.

IToxiOHi cynbhoHiNCe 0B8UHU: TIPA OGHOYACHOMY 3aCTOCYyBaHHI (TyKOHA30JI IPOJIOHTYE TEPiOA
HalliBBUBEJIEeHHS ITePOpabHUX IOXIAHUX CYIbGOHIIICEeYOBUHY (XJI0pIpoIiaMiny, ImibeHKIaMiny,
riimi3upy Ta TonbyTaMify) IpH IX 3aCTOCYBaHHI 3TOPOBUM HOOPOBOIBLSAM. PeKOMEHIYETHCA
IIPOBOUTY YaCTHM KOHTPOJIb IYKPY B KPOBIi Ta BiAMOBITHUM YHHOM 3HUKYBATHU OO3Y MOXiTHUX



CynbGOHIIICEeYOBUHY TPU OOTHOYACHOMY 3aCTOCYBaHHi i3 HIIyKOHA30JI0M.

TeoiniH: y ninane60-KOHTPOIHOBaHOMY [OCTi2KEHH] B3a€MOIil ITpernapaTiB 3aCTOCYBaHHS
bnykonasony no 200 mr npotaroMm 14 [HiB IpU3BeJIO OO0 3HUKEHHS CEPETHLOTO KITipeHCY Teodiminy
B y1a3Mi KpoBi Ha 18 %. 3a marfieHTaM#, siKi 3aCTOCOBYIOTh Teo(isliH y BUCOKUX H03ax a0 sKi MaTh
MigBUILIEHNY PU3UK PO3BUTKY TOKCHYHUX IIPOSBIB TEOQiNiHY 3 iHIINX IPUYKH, CJIifi BCTAHOBUTHU
HarJIsap 00 BUSBIIEHHS 03HAK PO3BUTKY TOKCHYHOI Oil Teodininy. Teparmito ciif 3MIiHUTH P MOSABI
03HaK TOKCAYHOCTI.

Togpauyumuni6: BrauB ToPalMTHHIOY 3pOoCcTa€ MpX OMHOYACHOMY 3aCTOCYBaHHI 3 JTiKapChbKUMU
3acobaMu, Ki MpU3BOOATH [0 oMipHoro inribyBanus CYP3A4 Ta moTyxkHoro iHrioysanuas CYP2C19
(Hanpuknap gnykoHa3oi). ToMy peKOMeHI0OBaHO 3HU3UTH 03y TOPaluuTHHIOy 70 5 MI OOUH pa3 Ha
no0y B KoMOiHAIliIX 3 IUMU ITpernapaTaMu.

Tosnsanman: eKCIO3ullis TONMBaNTaHy 3HayHO 3pocTana (200 % AUC, 80 % C,,,), KON# TOIBaITaH,
cyo6ctpatr CYP3A4, 3acTocoByBamu OOHOYACHO 3 QrIyKoHa30j10M, moMipHuM iHribiTopom CYP3A4, pu
IIbOMY 3HAYHO 3POCTaB PU3UK BUHUKHEHHS NMOOIYHUX peakilii, 30KpeMa 3HaYHOTr0 30iIbIIeHHS
niype3y, 3HeBOJHEHHS Ta F0CTPOl HUPKOBOI HEJOCTATHOCTI. Y pa3i 0qHOYaCHOTO IPU3HAYEeHHS CIIif
3MEHIIUTH J03Y TOJBAITaHy 3TifHO 3 BKa3iBKaMM B iHCTPYKIIil 3 MEIUYHOT'0 3aCTOCYBaHHS Ta
PETYIISIPHO TEPEBIPSITH CTaH MallieHTa Ha HaSBHICTb OyOb-IKUX MOOIYHUX peakxlliil, OB I3aHUX i3
TOJIBAIITAHOM.

Akanoiou 6apeiHky: Xo4a BifTOBIHHUX HOCTiAKEHb He TPOBOOUIH, GIYKOHA30]I, UMOBIPHO, Yepe3
inri6yBanus CYP3A4, Moxke COPUYMHSTH MigBUINEHHS KOHIIEHTPAIlil ajKasoifiB 0apBiHKY y m1a3Mi
KpPOBi (HampXKiaj BiHKPUCTUHY Ta BiHOMACTHHY), 110 TPH3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX
edexKTiB.

BimamiH A: IOBiIOMIISITIOCS, IO y TallieHTa, IKAY OQHOYAaCHO 3aCTOCOBYBaB TPAHCPETUHOEBRY
KHCJOTY (KucaoTHa ¢opma BiTaminy A) Ta GIyKoHA3071, ciocTepiranucs nobiyHi peaxiiii 3 60Ky
IeHTpasnbHol HepBoBOI cucteMu (LITHC) y ¢opmi ceBOOTYMOPY TOIOBHOTO MO3KY; JaHUX e(heKT 3HUK
micys BimMinu ¢pnykoHasomy. Li mikapchki 3aco6u MOXKHA 3aCTOCOBYBATH OJHOYACHO, ajie CIIif
maM’siTaTy PO PU3UK BUHUKHEHHS Mo0iyHuX peakiiit 3 6oky ITHC.

BopukoHa3zos (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): ogHO4YacHe 3aCTOCYBaHHS BOPUKOHA30Iy
nepopanbHo (mo 400 Mr kKoxHi 12 rogus npotsrom 1 gus, nmotiMm 1mo 200 Mr KoxHi 12 rogun
IpoTATroM 2,5 gHiB) Ta (IyKOHa301y mepopanbHO (400 Mr B nepiui geHs, noTiM Mo 200 Mr KoxHi
24 roguHu MPOTSATroM 4 OHiB) 8 3MOPOBUM IOOPOBOIBIIIM Y0I0BIYOI CTATI MPU3BENIO M0 MiABUIIEHHS
C,..Ta AUC, BopukoHa301y B cepegaboMy A0 57 % (90 % IOI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %,
128 %) BigmoBigHO. HeBimoMo, U mMpu3BOAUTDL 3HUXKEHHS 003U Ta/ab0 4acTOTH 3aCTOCYBaHHS
BOPUKOHA30/1y ab0 QIyKoHa30Jy 00 YCyHeHHs Takoro edekTy. [Ipu 3acTOCyBaHHI BOPUKOHA30TY
micsa QpIyKOHa30Ty CIIif IPOBOAUTH CIIOCTEPEXKEHHS 00 PO3BUTKY MOOIYHUX e(eKTiB,
acoIlii0BaHUX i3 BOPUKOHA30JIOM.

3udosyduH: pnykorazon nigsummye C,.. Ta AUC 3ugoBynuny Ha 84 % Tta 74 % BiAmoBifHO, 10
3YMOBJIEHO 3HUKEHHSIM KITipeHCYy 3U0BYOUHY MpuOIn3H0 Ha 45 % IIpu HOT0 IepopaabHOMY
3acTocyBaHHi. [Iepion HamiBBUBeNeHHS 3UNOBYAUHY OYB TaK0XK ITOOBXKeHUM MpruOnu3Ho Ha 128 %
micysa 3acTocyBaHHS KoMOiHalil (hIyKoHa30Iy Ta 3WJOBYAUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
TakKy KoMm0OiHaIliio TiKapCchKUxX 3ac00iB, CJIifl CIOCTepiraTy MOA0 PO3BUTKY IMOOIYHUX peakKilii,
II0B’SI3aHUX i3 3aCTOCYBAHHSAM 3UOOBYOUHY. MOXHA PO3TNISHYTH OOLIbHICTh 3HUKEHHS JO3U
3UOBYIUHY.

A3umpOMill,UH: y X0omi BiI[KpI/ITOT'O paHJIOMi3OBaH01"O TPUCTOPOHHLEOI'O IIEPEXPECHOTO OOCITiIKEeHHS, B



SIKOMY B3$1/TM y4acTb 18 3m0poBux OOPOBOIIBIIIB, OLIiHIOBAIK BIIJIUB a3UTPOMILIMHY Ta (HIIYKOHA30Iy
Ha ¢apMaKOKiHETHKY OfMH OJHOTO IIPH 1X OMHOYAaCHOMY IIePOpaIbHOMY Pa30BOMY 3aCTOCYBaHHi y
no3ax 1200 mr ta 800 mr BigmoBimHO. 2KOgHUX 3HAUYLIUX papMaKOKiHETUYHUX B3aEMOIil BUSBIEHO
He Oy710.

ITepopaavHi KoHMpayenmuau: TPOBOAUIOCS 2 ¢papMaKOKIHETUUHUX [OCTiIXKeHHST 6araTopa3oBOro
3acTocyBaHHS (GIyYKOHA30Jly Ta KOMOiHOBAHOTO ITepOpaIbHOI0 KOHTpalenTuBa. [Ipu 3acTocyBaHHi
bnykoHa3oiy y go3i 50 Mr BIJIMBY Ha piBeHb TOPMOHIB He 0yJ10, TOAI SIK IIPU 3aCTOCYBaHHI
bnykonazony y no3i 200 Mr Ha mo6y cnocTepiranmocs 30inpmenas AUC etuninectpagiony Ha 40 % Ta
neBOHOpPrecTpeny - Ha 24 %. Lle cBimuuTh mpo Te, 110 6araTopa3oBe 3aCTOCYBaHHS (GIIyKOHA30Iy Y
3a3HavYeHMX [103aX HaBPA[ YU MOXKe BIUIMBATU Ha e(peKTUBHICTb KOMOIHOBAHOTO IIEPOPAJILHOTO
KOHTpAallenTHBa.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Llepmamodpimia. BiimoBigHO A0 pe3yNbTaTiB AOCTIAKEeHHS (PIIyKOHA30/Iy I TiKyBaHHS OepMaTodiTil
y mitel, QIyKOHa30/1 He MepeBUlye rpu3eodyibBiH 3a e(PEeKTHUBHICTIO i 3arajJbHUM TOKa3HUK
edekTUBHOCTI cTaHOBUTEL MeHIe 20 %. Tomy Judmokan® He CIIifi 32CTOCOBYBATH AJIS JIIKYBaHHS
nepMaTodiTii.

Kpunmoxkoko3s. [1oka3iB eeKTUBHOCTI (PIyKOHA30JTy [AJd JIiKyBaHHS KPUITOKOKO3Y iHIINX
JIoKaJi3aliil (Hanpukiaf JereHeBoro KpUITOKOKO3y Ta KPUIITOKOKO3Y IIKipK) HeZOCTaTHbO, TOMY
PeKOMeHfalliil O[O0 4O30BOr0 PEXUMY [JId JIIKYBaHHS TAKUX 3aXBOPIOBAHb HEMAE.

I'n1uboxki enOemiuHi miko3u. [JokasiB ebeKTUBHOCTI (IyKOHA30I1y IS TiKyBaHHS iHIUX HOpM
eHIeMiYHUX MiK03iB, TaKUX K TapaKOKIMAi0IA0MiKO03, TiCTOIIa3M03 Ta MIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEOOCTAaTHLO, TOMY PEKOMEHMalli{ 1I0A0 JO030BOr0 PeXUMY AJIS JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. I1anienTam i3 mopyureHHIM QYHKIIIM HUPOK IIpenapar CIlif 3aCTOCOBYBaTH 3
obepexHicTO (muB. po3ain «Crocib 3aCTOCyBaHHS Ta IO3U»).

Hedocmamuicmb HaOHUpKoBux 3aa103. KeTOKOHa3071, SIK BifOMO, CIIPUYNHSE HEAOCTAaTHICTD
HaJHUPKOBUX 3aJ103, i Ile TAKOXK MOXKe CTOCYBaTUCS (IyKOHA30Jy, X04a CIIOCTEPIraEThCS PigKO.
HepocraTHiCT, HAMHUPKOBUX 3aJ103, [10B'A3aHa 3 OLHOYACHUM JIIKYBaHHIM IIPENHI30HOM, OIIKCaHa B
po3mini «B3aemogis 3 iHIIUMYU JTiKapCHKUMHU 3aco0aMH Ta iHIII BUAX B3a€EMOfid. Brinus GykoHa30mmy
Ha iHIIII TiKapChKi 3aCo0m».

I'enamobiaiapHa cucmema. TlanieHTaMm i3 mopyueHHIM GYHKIIIM Me4iHKY ITpenapar CIlif
3aCTOCOBYBaTH 3 00epexkHiCcTI0. 3acTOCyBaHHS (HIYKOHA30Jy acOLil0BaIOCs 3 BUHUKHEHHSAM
PigKiCHUX BUIIafKiB PO3BUTKY TSXKKOI rellaTOTOKCUYHOCTI, BK/II0Yal04y JIeTalbHi BUMIaKU, TOJIOBHUM
YUHOM Y TAI[E€HTIB i3 TAXKKUMUA OCHOBHUMH 3aXBOPIOBAaHHAMU. Y BUIIAgKaX, KOJIU PO3BUTOK
rernaTOTOKCHUYHOCTI acoIlifoBaBCs i3 3aCTOCYBaHHSAM (QIyKOHa307y, He 6y0 Big3HaueHo ii SBHOI
3aJ1eKHOCTI Biff 3aranbHOI J00O0BOI 4O3H IIpemnaparty, TPUBAJIOCTI Teparii, cTaTi abo BiKy mallieHTa.
3a3BMYail TeaTOTOKCUYHICTh, CIpUYMHEHa (HITYKOHA30/10M, 000POTHA, a 1l MposiBY 3HUKAIOTH IIiCIIsT
IPUNIMHEHHS Teparil.

3a malieHTaMu, y SIKUX IIPU 3aCTOCYBaHHI (PIIyKOHA30JTy CIIOCTEPIiraloThCs BiIXUIEHHS Pe3yIbTaTiB
GbyHKITiOHATEHUX P00 MMEeYiHKY, CTif BCTAHOBUTH PEeTEeIbHUM HaTJIS 00 PO3BUTKY OibII TSAKKOTO
ypaXKeHHS IeYiHKU.



[TanieHTiB cnifg TpoiHGOpPMyBaTH PO CUMIITOMH, 110 MOXKYTh CBITYUTH NP0 CEPHO3HUY BIIJIUB Ha
TeviHKy (BUpaXKeHa acTeHis, aHOPEKCisl, MoCTiitHa Hy#oTa, 6JTI0BAHHS Ta XKOBTSHULS). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS ()JIyKOHA30Jly CJIif HerallHO IPUNWHUTYU Ta IPOKOHCYIbTYBATUCA 3 JIIKapeM.

Cepuesgo-cyouHHa cucmema. [lesiki a301u, y TOMY YHUCIIi ¥ (PIIyKOHA3071, aCcoLil0I0ThCA 3
nofoBxeHHAM iHTepBany QT Ha enekTpokapaiorpaMi. ®nyKoHa301 mogoBxkye iHTepsan QT wisxom
IIPUTHIYEHHS BUNIPIMIISI0Y0ro KanieBoro kanany (I,.). IlogoBxenHs inTepBany QT BHacmigox mil
iHmwMX miKapchkux 3aco6iB (Hampukiag aMiogapoHy) MOXKe IIOCUITIOBATUCS IIJITXOM IPUTHIYeHHS
dbepmenTy CYP3A4 mutoxpomy P450. TToBimoMsiimocst mpo AyKe PifKiCHI BUMTaAKY IOJOBXKEHHS
inTepBany QT Ta mapoKCH3MasbHOI IUIYHOYKOBOI TaxXiKappil TUIY «IipyeT» MPU 3aCTOCYBaHHI
npenapaty Judmokas®. Taki HOBiTOMIEHHS CTOCYBAIKCS TAIiEHTIB i3 TAXKIME 3aXBOPIOBAHHAMY
P NoeHaHHI 6araThox (GakTOPiB PU3UKY, TAKUMHU K CTPYKTYPHI 3aXBOPIOBaHHS CEPIId,
IIOpPYIIEeHHS eJIeKTPOJIiITHOro 00MiHY Ta OHOYACHE 3aCTOCYBaHHS iHIINX JTiKapChKUX 3ac00iB, 110
BIIMBAIOTh Ha iHTepBasn QT. IlamieHTH 3 rinokamgieMi€lo Ta MPOTrPECY0Y00 CePIeBO0 HEAOCTATHICTIO
MaloTh MigBULIEHUY PU3UK BUHUKHEHHS 3aTPO3/IMBUX [OJIS XXKUTTS HUIYHOYKOBUX apUTMill Ta
IIapOKCU3MaJIbHOI LIITYHOYKOBOI TaxiKapAil TUIY «IIipyeT».

Iudmnokan® ciif 3 00epeXHICTIO 3aCTOCOBYBATH Mal[i€HTaM i3 pU3UKOM PO3BUTKY apUATMIll.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 MiKapchKUMM 3acobamu, 1110 IPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoThcs 3a gonoMoroio hepmenty CYP3A4 nutoxpomy P450, mpoTumnoka3aHe (quUB. po3inu
«IIpoTunoka3aHHs» Ta «B3aemois 3 iHIIUMY TiKapChbKUMU 3aco0aMu Ta iHII BUOU B3a€EMOMIN»).

I'anopanmpun. T'anodanTtpun € cyoctparom pepmenty CYP3A4 i mponourye intepsan QTc npu
3aCTOCyBaHHI y peKOMEH[I0BaHUX TepaleBTUYHUX fo3ax. OgHoYacHe 3aCTOCYyBaHHS raodaHTPUHY Ta
(bITyKOHa30I1y He PEKOMEHYEThCS (OUB. po3min «B3aeMopmist 3 iHIMMMU JTiKapChKUMHU 3acobaMu Ta
iHII BUOM B3aEMOMi»).

ITepmamonoziuri peakuii. ITig 9ac 3acTocyBaHHS (HIIYKOHA30/IY PiAKO MOBIMOMIISIOCS PO PO3BUTOK
TaKUX eKC(oJiaTUBHUX IMKIPHUX peakiil, K cuHapoM CTiBeHca-[[2KOHCOHa Ta TOKCUYHUN
elriffepManbHUX HEKPOIi3. [ToBimoMIIsIoCs TPo MEOUKAaMEHTO3HY peakilifo 3 e03nHOMimi€ro i
cuctemuuMu nposieamu (DRESS-cunppom). ITatienTtu 3i CHIToM GinbIl CXUTbHI 00 PO3BUTKY TSIKKHUX
MKiPpHUX peakilill Ipu 3aCTOCyBaHHi 6araThox JiKapchKux 3acobiB. FAKIO y MallieHTa i3 T0BepXHEBOIO
rpubKOBOIO iH(EKITi€I0 3’ IBMII0TLCS BUCHUIIH, 1II0 MOXKHA II0B’S13aTH i3 3aCTOCYyBaHHIM (DITyKOHA307Y,
Iofasbllle 3aCTOCYBaHHS MpenaparTy CJif NPUIUHUTH. JAKINO y mallieHTa 3 iHBa3UBHOK/CUCTEMHOI0
rpubKoBOI0 iH(DeKITier0 3’ IBNIII0TLCS BUCUIIM Ha IKipi, 3a 1OT0 CTAHOM MTOTPIOHO PeTebHO
CIIOCTEpIraTH, a y BUMAAKy PO3BUTKY OYJIbO3HUX BUCHUIIIB a00 MyTbTU(POPMHOI EPUTEMHU
3aCTOCYBaHHS (PIyKOHA30JIy CJIif IPUIAHUTH.

I'inepuymausicmb. Y pigKiCHUX BUMIagKax IMOBiIOMIISIOCS IIPO PO3BUTOK aHa(iNaKTUYHUX pPeakiii
(muB. po3min «IIpoTUOKa3aHHI»).

ITumoxpom P450. ®nykoHa3on € nomipauM inriditopom dhepmentis CYP2C9 ta CYP3A4. Takox
bnykoHa301 € noTyxkHUM iHribiTopom pepmenty CYP2C19. Crnig cocTepiraTtu 3a CTaHOM Ialli€eHTIB,
SIKi OJHOYACHO 3aCTOCOBYIOTH Iudmokan” Ta IpenapaTy 3 By3bKUM TepaneBTHYHUM BiKHOM, III0
MeTabomi3yoThcs 3a ydacTio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3min «B3aemofis 3 iHIIUMU
JMiKapChbKUMU 3aco0aMH Ta iHIII BUOU B3AEMOIIl»).

TepgpeHadun. Crig peTeIbHO CIIOCTEPIraTH 3a CTAHOM IIalliEHTa ITPY OJHOYACHOMY 3aCTOCYBaHHi
Tepdenaguny Ta GIyKoHa30my y 0o3i Menie 400 mMr Ha mo6y (ouB. po3minu «[IpoTumoKa3aHHSI» Ta
«B3aeMopmis 3 iHIMIMMH JTiKapChbKUMHK 3aC00aMM Ta iHIII BUAM B3aEMOIii»).

KaHou0o3. JocnifxeHHS IPOIEMOHCTPYBaIX 3pOCTAHHS MOMUPEHOCT] iHPEKIi, CHPUYNHEHNX



inmmMu Bugamu Candida, kpim C. albicans. BoHU 4acTo € IpUPOAHO CcTiikuMu (Hampukiapm, C. krusei
ta C. auris) abo HEMOHCTPYIOTh 3HUKEHY UyTIUBICTh 70 (iykoHasony (C. glabrata). Taki indexiril
MOXKYTb MOTPeOyBaTH albTepPHATHBHOI IPOTUTPUOKOBOI Teparii micist HeBmanoro nmikyBaHHs. OTxe,
miKapsM, SIKi Mpu3Ha4aloTh 3acib, peKOMEHOYEThCSI BpaXOBYBATH IOMIUPEHICTh CTIMKOCTI Pi3HUX
BupiB Candida no ¢hIyKoHa301y.

IonomidxcHI peuyosuHu.

Le# nmikapchbkuit 3aci6 MicTuTh 88,5 M HaTpio Ha 25 M1, 0 CTAaHOBUTH 4,4 % Bifl peKOMEeHI0BaHOI
BOO3 makcuManbHOI 0O0BOI 03U 2 T HATPIIO [AJIST JOPOCIIHX.

MakcumarnbHa f1060Ba J03a I[bOT0 IIpenapaTy ekBiBaneHTHa 71 % Big pekomeHmoBaHoi BOO3
MaKCHMaJIbHOI 000BOI 03K HATPIIO.

Iudmokan, po3unH A iHQY3ik 2 MIr/MJI BiTHOCATHCS [0 PO3YHHIB 3 BUCOKMM BMICTOM HaTpifo. Le
ciim oco6uBO OpaTH 0 yBaru, KOJM MpernapaT IPU3HavyaEeThCS NallieHTaM, Ki JOTPUMYIOThCS [i€TH
3 HU3bKUM BMIiCTOM COJIi.

3acmocyeanus y nepiod eazimnocmi abo 200yeanHsi 2pydoio.
BazimHicme.

3a manuMu 06cepBallifHOTO NOCTiNKeHHS, iCHY€ MigBUIIEHNY PU3UK CIIOHTAHHOT'0 abopTy y XKiHOK,
SKi OTpUMYyBasu (PIyKOHA30JI IPOTIATOM IIE€PLIOT0 TPUMECTPY BariTHOCTI. [laHi MOA0 KiTbKOX TUCSIY
BariTHUX XKiHOK, IKi OTPUMYBaJIU JTiKyBaHHS (PIYKOHA30JI0M V¥ KyMYJISATHBHIM 7031 < 150 Mr y
IIepIIOMYy TPUMECTpi, AEMOHCTPYIOTh BifICYTHICTh 3pOCTaHHS 3arajibHOr0 PU3UKY Bal PO3BUTKY
nsony. B ogHOMY BENIMKOMY CIIOCTEPEeXKHOMY KOTOPTHOMY AOCIIiIXKEeHH] IlepopajibHe 3aCTOCYBaHHS
GbIykKoHA301y B IepUIOMYy TpUMecCTpi OyJI0 IOB’I3aHe 3 HEBEJIMKUM IIiIBUIIIEHUM PU3UKOM Baf
PO3BUTKY CKeJIeTHO-M s130BOl CUCTEMH, IO BigmnoBinae npubau3Ho 1 [0maTKOBOMY BUNAMKY Ha
1000 xiHOK, Ki OTpUMYyBaIu KyMyJIATABHI 103U < 450 Mr, OPIBHAHO 3 XIHKAMU, Ki OTPUMYBaJIU
a30M MicieBoi mii, i mpubnu3no 4 momaTkoBuM BumagkaMm Ha 1000 XkiHOK, SIKi OTpUMYBaIH
KyMyIATUBHI 0o3u 6inbitie 450 Mr. CKOpUroBaHUY BifTHOCHUYM PU3UK cTaHOBUB 1,29 (95 % [I:
1,05-1,58) ons mo3u pnykonasomy 150 mr nepopanbHo Ta 1,98 (95 % OI: 1,23-3,17) ons mo3
bnykoHazony Ginbine 450 Mmr.

[ToBimomusiioCst IPO YKCJIEHH] BPOAKEeHi maTosoril y HOBOHapomKeHuX (BKItoYaoun Opaxinedartiio,
[UCIIIa3iio BYIIHOI paKOBUHU, HaAMipHe 30i/bIIIeHHS ITepefHbOr0 TiM'sTYKa, BUKPHBIIEHHS CTETHA,
IIJIeYOIIPOMEHEBUM CUHOCTO3), MaTepi IKUX IMpHuiMany BUCOKi 7o3u ¢ykoHazomy (400-800 Mr/goly)
IPOTSATOM IIPUHANMHI TPhOX a00 OinbIle MicSIiB A7 JTiKYBaHHS KOKITUAI01M03y. 3B’ 130K Mik
3aCTOCYBaHHSM (IYKOHA30Jly Ta IMMU BUIIaJKaMU He BU3HAYEHUU.

,[[OCJ'IiJI}KeHHH Ha TBAPHUHAX IIPOOEMOHCTPYBAJIN PEIIPOOYKTHUBHY TOKCUYHICTb.

[Tepen HacTaHHSIM BaTriTHOCTI peKOMEHYETLCS ePiofl BUMUBAHHS MPpUOMU3HO 1 TUXKAEHB (10
BigmoBifgae 5-6 mepiogam HamiBBUBEOEHHS) IiCJIS 3aCTOCYBaHHS OOHOPa30BO1 000BOI H03u abo
IPUNMHEHHS KypCy JiKyBaHHS (OUB. po3nin «PapMakOKiHETHKA»).

He cnig 3acTocoByBaTH 3BMYaiiHi 1031 (IyKOHA30Jly Ta KOPOTKOTPUBAI KypCH JTiKyBaHHS
(bIyKOHA30JI0M Y Mepiof BariTHOCTI, 3a BUHSITKOM KpalHbOI HeOOXigHOCT.

He crnig 3acTocoByBaTé BHCOKi H03u (hITyKOHA30JTy Ta/ab0 TpUBasli KypCH NMiKyBaHHS (DIYKOHA30JI0M Y



1epiof BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(EKIIiH, 110 MOXKYTb 3arp0KyBaTH XKUTTIO.
I'odysaHHA 2pydoro.

®nyKoHa30J1 IPOHUKAE ¥ IPyOHE MOJIOKO Ta [OoCATra€ KOHIEHTpallii moioHol 7o piBHS Yy Myia3Mi KpOBi
(muB. po3gin «®apMakOKiHeTHKa»). ['0oyBaHHS I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCJIS PA30BOIr0
3aCTOCYBaHHS 3BUYalNHOI 103U QPIyKOHA30Jy, 110 CTaHOBUTL 150 Mr. ['omyBaTu rpyamoio He
PEKOMEHIYEThCS Ipu 6araTopa3oBOMY 3aCTOCYBaHHI (IyKOoHa307y a0 IIpu 3aCTOCYBaHHI BUCOKHUX
no3 ¢pnykoHasomy. Cllif OI[iHUTH KOPHUCTh TOOYBaHHS TPYANIO AJIST PO3BUTKY 1 3MOPOB’d AUTHHH, a
TaKOXK KJIiHi4HY moTpefy Marepi y npenaparti Judmokan® i Oynb-aKi MOTeHLiMH] T006iuHi epeKkTn
npenapaty Judmokas”® abo 0CHOBHOTO 3aXBOPIOBAHHS MaTepi A OUTHHH, gKa OTPHMYE TPyAHE
BUTOJIOBYBaHHS.

depmuabHiCMb.

®nyKoHaA307 He BIJIMBAB Ha (DEePTUIIbHICTE CaMIliB Ta CaMOK ILIyPiB.

30amnicmb eniueamu Ha weudKicmsb peakuii npu KkepyeaHHi asmompaHcnopmom a6o
iHwumu mexaHnizmamu.

TocmifXKeHs BIIKMBY Openapaty Judmokan” Ha 30aTHICT KepyBaTH aBTOTPAHCIOPTOM abo
IpaIlOBaTH 3 iHIIUMU MeXaHi3MaMu He TTPOBOIUIIH.

[TauieHTiB cnifg TpoiHGOPMyBaTH PO MOKJIUBICTE PO3BUTKY 3allaMOpPOYEeHHS ab0 CyAoM (IUB. PO3AiN
«ITo6iuHi peakxmii») mif 9ac 3aCTOCOByBaHHs mpenapaty Judiokad®. IIpu pO3BUTKY TaKKUX
CUMIITOMIB He PEKOMEHIYEThCS KEPYBATU aBTOTPAHCIIOPTOM ab0 IIpalfoBaTH 3 iHIIMMHU MeXaHi3MaMH.

Cnoci6 3acmocyeaHHss ma do3u.
Io3a ¢GnykoHa301y 3a/IeXXuTh Bifl BUAY i TSXKKOCTI rpubKoBoi iHpeKil.

[Tpu HeobxigHOCTI 6GaraTopa30BOro 3aCTOCYBaHHSA IpelaparTy JiKyBaHHS iHGEKIIiN CIif
IIPOOBKYBATH [0 3HUKHEHHS KTIHIYHUX Ta 1Ta00paTOPHUX MPOSIBiB aKTUBHOCTI rpubKOBOi iHdeKIIil.
HepocTaTHs TpuBasiCTh TiKyBaHHS MOXKE IIPU3BECTH A0 BiTHOBJIEHHS aKTUBHOTO iHGEKLIMHOTO
IpOLECy.

Iudnokan”® 3aCTOCOBYIOTh, 3aJIeXKHO Bifl JTiKapchKol GOpMH, IIepopaibHo (Kalcynu) abo
BHYTPIIIHbOBEHHO IINIIX0M iHGY3ii (po3uuH st iHPy3iit). Croci0 3acTocyBaHHS IIpenapaTy
3aJIeXKUTh Bif] KIIiIHIYHOTO CTaHy MallieHTa. HeMae HeoOXigHOCTI y 3MiHi 1060BOI 031 IpemaparTy npu
3MiHi MIIgXy M0T0 3aCTOCYBaHHS 3 IEPOPAIbHOI0 Ha BHYTPIIIHHOBEHHUY Ta HaBIAKU.

Po3uuH ang indy3ii cnig BBOOUTH 31 MBUAKICTIO, 1110 He nepeBuiye 10 m/xB.
CywmicHicmb npenapamy.
Iudmokas”® CyMiCHAM 3 TAKUMY PO3YMHAMH, FK:

-5 % Tta 20 % po34YuH I'IIOKO3Y;



- po3uuH PiHrepa;

- po3uuH XapTMaHa;

- PO3YMH KaJlil0 XJIOPULY Y TJII0K03i;

- 4,2 % ta 5 % po3uuH HaTpito OikapOoHATY;

- 3,5 % PO3YMH aMiHO3KHY;

- 0,9 % po3uuH HATPiIO XJIOPULY;

- pianadiekc (6,36 % po3uuH [JId IHTpanepUTOHEeaIbHOr0 Aiaisy).

Oudmokad® MoXKHA BBOTUTH B iHQY3iiHY CHCTEMy Pa30M 3 OfHHM i3 3a3HaYCHUX BHUIIE PO3UHHIB.
Xoua BUIaIKU Hecnelr(piuHOl HeCYyMiCHOCTI IpenapaTy 3 iHIIMMHU 3aco0aMu He ONKCaHi, He
PEKOMEHYEThCs 3MirnyBaTu [Judiokan” 3 iHIIMMU MperapaTtaMu eper indysiero.

Po3uuH an1g BHYTPIIIHEOBEHHUX iH(Y3il MpHU3HaYeHU JIKIIe IS Pa30BOr0 3aCTOCYBaHHS.
Po3BeneHHs CIIif 3[iMCHIOBATH B aCENITUYHUX YMOBaX. Po3urH HEOOXigHO MepeBipuTH Ha HASIBHICTh
CTOPOHHIX YaCTMHOK Ta 3MiHy 3abapBrieHHs. PO3YMH CJIii BUKOPUCTOBYBATH JIUILIE TOMi, KOJIK BiH
IIPO30PHH Ta He MICTUTh CTOPOHHIX YaCTUHOK. HeBUKOpUCTaHi 3a/IUIIKK IIperiapaTy HeoOXigHo
3HUIIUTH.

I[Topocii.

Kpunmokokos.

- JIikyBaHHS KPUIITOKOKOBOTO MEHIHTITY: HaBaHTaxyBaJibHa 403a CTaHOBUTH 400 Mr y Iepiiuil AeHb.
[MTinTpumyBanbHa mo3a - 200-400 Mr omuH pa3 Ha go0y. TpuBamiCTh MiKyBaHHS 3a3BUYail CTAHOBUTH

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

- [ligTpuMyBasbHa Tepamisa Ay IolepenkeHHs PeLIUAuBY KPUIITOKOKOBOI'O MEHIHTITY Y MAlli€HTIB 3
BHCOKHM PU3UKOM MOTO PO3BUTKY: PEKOMEHI0BaHa [03a IIpenapaTy cTaHoBuTh 200 Mr oivH pa3 Ha
no0y MpoTSIroM HeoOMexKeHOTO Yacy.

Kokuyuodioido3. PekomeHnpoBaHa fno3a ctaHoBUTh 200-400 Mr onuH pa3 Ha go0y. TpuBamicTh
JIiKyBaHHS CTaHOBUTH 11-24 Micslli 4u [OBIIe 3a7eKHO Bif CTaHy mallieHTa. [I/1s MTiKyBaHHSA AeSIKUX
dbop™m iHdeKIrii, a 0co6MMBO IS JTIKYBaHHS MEHIHTITy, MOXKe OyTH HOI[ITbHIM 3aCTOCYBaHHS HO3U
800 mr/mo0y.

IneasusHi kaHOuOo3u. HaBaHTaxXyBaibHa f03a cTaHOBUTH 800 MT y nmepmmii feHs. [lifTpuMyBanbHa
mo3a - 400 Mr omuH pa3 Ha go0y. 3a3Bu4ail peKOMeHJ0BaHa TPUBAJIICTD JIIKYBaHHS KaHAUAeMil
CTAQHOBUTH 2 TUXKHI ITiCJIg [IEPILINX HeTaTUBHUX PE3y/bTaTiB FeMOKYIbTYPU Ta 3HUKHEHHS 03HaK 1
CHUMIITOMIB KaHIUOeMil.

Kanouodos causosux 060/10HOK.

- Kanaumo3 poTorIoTKY: HaBaHTaXKyBaslbHa f03a cTaHOBUTH 200-400 Mr y nepiuuy geHs,
nigTpuMyBanbHa fo3a - 100-200 mMr oguH pa3 Ha Ho0y. TpuBamicTh MiKyBaHHS CTaHOBUTHL 7-21 meHb
(oo mocsirHeHHS peMicil), ane Moxe OyTu 30inbllleHa AJIS MAlli€HTIB i3 TAKKUM iMyHO#EDIIIUTOM.

- KaHmupmo3 cTpaBoxony: HaBaHTaxyBasibHa g03a CTaHOBUTH 200-400 Mr y mepiinii feHb,



nigTpuMyBaibHa fo3a - 100-200 mr ogus pa3 Ha fo0y. TpuBamicTs nikyBaHHS cTaHOBUTE 14-30 [OHIB
(mo mocsirHeHHS peMicii), ane Moxe OyTu 30iibIlIeHa IJIS MAIiEHTIB i3 TAKKUM iMyHOmEDIIIUTOM.

- Kangupypisi: pekoMeHmoBaHa fo3a cTaHoBuTh 200-400 Mr oguH pa3 Ha mo0y npoTsarom 7-21 mgHiB.
[ns malfienTiB i3 TAKKUM iMyHOREeIIIUTOM TPUBAIICTh JIIKYBAHHS MOXKHA 30iTbIINTH.

- XpoHiuHNM aTpOo(ivHNN KaHOUA03: peKOMeHJ0BaHa [103a CTaHOBUTEL 50 MT OMH pa3 Ha #o0y
npoTAaroMm 14 gHiB.

- XpoHiYHMYM KaHOUIO03 IIKipKU Ta CIU30BUX 000JI0OHOK: peKOMEHJ0BaHa q03a CTaHOBUThL 50-100 Mr
oOuH pa3 Ha moby. TpuBasicTh NiKyBaHHS CTAHOBUTH 0 28 MHIB, aye Moxe OyTH 30inblIeHa 3a1exkHO
Bif TSKKOCTI Ta BUAY iHGeKIil abo 3HUKEHHS IMyHITETY.

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

- Kangumo3 poTorioTKY, KaHAKWA03 CTPaBOXOAY: PEKOMeH0BaHa fo3a cTaHOBUThH 100-200 Mr ogun
pa3 Ha mob6y a6o 200 mr 3 pa3u Ha TUXKOEeHb. TPUBAJIICTh JIiIKYBaHHS € HE0OMEKeHO0 IJIs MAIliEHTIB i3
[IPUTHIYEHUM IMYyHITETOM.

ITpoginakmuka kaHOUOO3HUX IH(peKYil y nauieHmia i3 mpusaaoiw HeumponeHiel. PekoMeHOOBaHa
no3a cranoBuTh 200-400 Mr omuH pa3 Ha goO0y. JIikyBaHHS CIlif PO3MOYMHATH 3a KilnbKa [HIB [0
OUiKyBaHOTO PO3BUTKY HEUTPOIEHII Ta TPOOOBXKYBATH IIPOTATOM 7 [HIB MiCI/IS MiABUINEHHS KiIbKOCTi
HeiTpodinis moxag 1000/mm’.

[larien Ty TITHLOTO BIKY.

o3y HeoOXxifmHO migbupaTy 3aeXkHO Bif cTaHy QYHKIIN HUPOK (IuB. «IlallieHTH 3 HUPKOBOIO
HEeIJOCTaTHICTIO» HUXYe).

[TamieHTH 3 HHUPKOBOIO HEIOCTaTHICTIO.

®nyKOHa30J1 BUBOOUTHCS 3 OPraHi3My IepeBazKHO 3 Ceuelo y He3aMiHeHoOMY BUTTAdL. [Ipu pa3oBoMy
3aCTOCYBaHHI KOPUTYBATH 103y GIYKOHA30Iy He mMoTpibHo. [TamieHTaM (BKITIOYAO4H [iTel) i3
TIOpPYIIeHHSM (GYHKIIIN HUPOK MPK HeoOXimHOCTi 6araTopa3oBOro 3aCTOCYBaHHS IIperapary y mepuIui
[EeHb JIIKyBaHHS CJIifl 3aCTOCOBYBaTU 104aTKOBY 103y 50-400 Mr 3ajeXHo Bif moka3aHHd. [licnsa
1150T0 1060BY HO3Y (3a/Ie’KHO Bifl ITOKa3aHHA) CIIiJ PO3paxXx0BYyBaTH BiAMOBIAHO OO TabIUIi HUXKYE:

K 1ipeHc KpeamuHiny (ma/x8) Biocomok 8i0 pekomMeH008aHOI 003U
> 50 100 %

< 50 (6e3 remopianisy) 50 %

['eMmomiamni3 100 % micrst KOXXHOro reMogiani3y

[MauienTu, siki nepeOyBaloTh Ha reMofianisi, moBuHHI oTpuMyBaTH 100 % peKoMeHA0BaHOI J03U MiC/sa
KOXKHOTI'0 reMofiani3dy. Y oeHb, KO Aiaji3 He IPOBOAUTLCS, MAl[leHT IIOBUHEH OTPUMYBATH [03Y,
BIIKOPUTOBaHY 3ajIeKHO Bif KJIipeHCY KpeaTHHiHY.

[NarienTy 3 mopyieHHAM GYHKIIN TeYiHKY.

®nyKoHA3071 CIifl 3aCTOCOBYBaTH 3 00€PEKHICTIO MalliEeHTaM i3 MOpPYyUIeHHAMU QYHKIIiH IeYiHKH,
OCKiJIbKY iH(popMaIiil o0 3aCTOCyBaHHS (IIYKOHA30J1y I1il KaTeropil narieHTiB HeJOCTAaTHLO (IUB.



po3minu «Ocob6auBOCTI 3acTOCyBaHHSI» Ta «I100iuHi peakirii»).
iTH.
He crig mepeBuilyBaT MaKCuMalbHy 1060By m03y 400 Mmr.

4K i npu aHaNMOTiYHUX iHPEKIiIX y JOPOCIUX, TPUBAJICTE JIiKyBaHHS 3aJ€KUTh Bif KJIiHIYHOI Ta
MikoJorigsoi Bigmosini. Judmokar® 3acTocoByoTh 1 pa3 Ha m006y.

Ilo3yBaHHA Ipenaparty AJd AiTel i3 nopylneHHAM QYHKIIIN HUPOK HaBedeHO Y Po3aii «[lamienTu 3
HADPKOBOI HEIOCTaTHICTIO».

dapmakokKiHeTHKa (IIyKOHA30Jly He JOCTigKyBanacs y AiTed i3 HUPKOBOI HeJOCTaTHICTIO (IUB.
HUX4Ye iH(popMalliio I0A0 3aCTOCyBaHHS HOBOHAPOAXKEHUM, Y SKUX YaCTO CIIOCTepiraeThCs IepBUHHA
HEe3piNiCTh HUPOK).

Ilimu e8ikom 8i0 12 pokis.

3ajiezkHO Biff MacHu Tisla Ta my6epTaTHOTO PO3BUTKY JIiKapio CIIiJ OLIHUTH, SIKa J03a Ipenapary (s
INOPOCTIUX 4M AJIS OiTel) € ONTUMAaJIbHOIO [J1s nalieHTa. KimiHiyHi gasi cBigyaTs Ipo Te, 1[0 y AiTel
KJTipeHC GIyKOHA30J1y € BUIIUM IOPIiBHSIHO 3 fopociauMu. 3acTocyBaHHs go3 100, 200 ta 400 mr
OOpPOCTUM Ta 0o3 3, 6 Ta 12 MI/KT OiTSAM MPU3BOOUTH 10 OCSATHEHHS CIiBCTaBHOI CUCTEMHOI
€KCITO3HIIil.

Ilimu sixom 8i0 28 oHie do 11 pokis.

- Kaumumosu cnu3oBux 0007I0HOK: ITOYATKOBA J03a CTAHOBUTH 6 MT/KT/mo0y, MigTpuMyBajbHa H03a
-3 Mr/Kr oguH pa3 Ha [00y. [ToyaTKoOBY J03y MOXKHA 3aCTOCOBYBATH B IEPIINH IeHb 3 METOI0 GisTbII
IIBUOKOTO AOCSATHEHHS PiBHOBAXKHOI KOHLIEHTpAIlil.

- [HBa3MBHI KaHOUO034, KPUIITOKOKOBUY MEHIHTIT: 03a MpenapaTy CTAHOBUTh 6-12 MI/KT OAUH pa3
Ha 700y 3a/Ie3KHO Bif] CTYIeHs TSKKOCTi 3aXBOPIOBaHHS.

- IlinTpuMyBasibHa Tepamis Ojid IonepenKeHHs peluAuBy KPUIITOKOKOBOTO MEHIHTITY Y fiTel i3
BHCOKUM PHU3UKOM H0T0 PO3BUTKY: [03a IIpenapaTy CTaHOBUTH 6 MI/KT OOUH pa3 Ha 00y 3ajiexXHo
Bil CTYIIE€HS TAXKOCTI 3aXBOPIOBaAHHS.

- [IpodinakTrKa KaHOUOO3IB y MallieHTiB 3 iMyHOmehilUTOM: [03a IpenapaTy CTaHOBUTh 3-12 Mr/KT
OJMH pa3 Ha o0y 3a/1exkHO Bifl BUpPaXKeHOCTi Ta TPUBAJIOCTI iHAYKOBaHOI HeUTpOIeHil (quB. HO3U OIS
OOPOCNHX).

Ilimu 8ikom 8i0 HapoOdxceHHs 00 27 OHia.

Y HOBOHApPOMXKEeHUX (PIIYKOHA30JI BUBOJUTHCSA 3 OpPraHi3aMy MOBiIbHO. [laHi 3 papMaKOKiHETHKH, Ha
aKuX 6a3yI0ThCS NO3H IJ151 JOHOIIEHWX HOBOHAPOMXKEHUX, 3a3HaueHi HUuXK4e, HaBeleHO B PO3Misi
«OapMaKOKIHETAKA».

- IoHolIeHi HOBOHapomxKeHi BikoM Bifm 0 mo 14 mHiB: M0o3HW, aHAJOTiYHI 3a3HaYe€HUM BHUIIe OIS OiTen
BikoM Bif 28 mHiB 1o 11 pokiB, ciif 3acToCOBYBaTH KOXKHI 72 rogunu. He ciif nepesuiyBatu
MaKCHUManbHy A03Y, 110 CTAHOBUTH 12 MI/KT KOXKHIi 72 TOOUHU.

- [JoHOIIIeHi HOBOHAPOOXKeHi BiKoM Bif 15 mo 27 OHiB: 1034, aHAJIOTiYHI 3a3HaYeHUM BHUIle A/ OiTeln
BiKOM Bif 28 mHiB [0 11 poKiB, ciif 3acTocoByBaTU KOXKHi 48 roguH. He crif nepeBuilyBaTu



MaKCUMaJIbHy 03y, 10 CTaHOBUTH 12 MI/KT KOXKHi 48 rogus.

Himu.

[TpemapaT 3aCTOCOBYIOTH HiTSM Bifi HAPOIXKEHHS, IUB. po3ain «Crocib 3acToCyBaHHS Ta JO3U».

Ilepedo3yeanHsi.

OTpuMaHO MOBiJOMJIEHHS IIPO Ilepefo3yBaHHS (HIIyKOHA30JI0M; OTHOYACHO MOBiLOMIISIOCS IIPO
raJTIoIMHalll Ta MapaHoifanabHy MOBEHIHKY.

[Tpu nepeno3yBaHHi HEOOXiMHO ITPOBECTU CHMITOMaTUYHY MiATPUMyBaJIbHYy Tepallilo Ta y pasi
He0oOXiTHOCTI TPOMUTH IITYHOK.

®nyKoHAa3071 3HAYHOIO MipOI0 eKCKPETYETHCS 3 ceuelo; (OpCoBaHUY Aiype3 MOXKe IPUCKOPUTH
BUBeIeHHS npenapaTy. CeaHc remMofianily TPUBaiCTIO 3 TOOUHU 3HUKYE PiBeHb PIYKOHA30JTY V
na3Mi KpoBi mpu6nu3Ho Ha 50 %.

ITobiuni peakuii.

Pestome npodinto 6e3mevyHocTi

Y 3B’513Ky 3 JIiKyBaHHAM (IIyKOHA30JI0M MOBiIOMIIAIOCS IPO MeIUKaMeHTO3HY peaklliio 3
eo3uHodiniero i cucremuumu nposssamu (DRESS-curgpom) (quB. po3min «Oco6auBOCTi
3aCTOCYBaHHS»).

Haituacrime moBimoMisiiocs Ipo Taki mobivHi peakirii: rojoBHUM 6inb, 6inb ¥ YepeBHiN MOPOXKHUHI,
miapes, HygoTa, 6/TI0BaHHS, IiBUILIEHHS PiBHS anaHiHaMmiHoTpaHcdepasu (AJIT), migBuileHHS PiBHS

acnaprataMinoTpaHcdepasu (ACT), migBuilleHHS piBHS NyXKHOI pocdhaTa3u KPoBi, BUCUIIAHHS.

II7s OLiHKY YaCTOTU BUHUKHEHHS MOGIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikariiio: myxe
yacTto (= 1/10), gacTo (Big = 1/100 mo < 1/10), HewacTto (Big = 1/1000 mo < 1/100), pinko

(Big = 1/10000 mo < 1/1000), my=xe pigko (< 1/10000), vacToTa HeBifoMa (HEMOXKJIUBO OLIHUTH Ha
IifcTaBi HasIBHUX JAHUX).

3 60Ky cucmemu Kposi ma aimpamu4Hoi cucmemu.

HeuacTo: aHemis.

Pigko: arpaHynouuTo3, TeUKoIeHis, TPOMOOIIUTOIEHisI, HEUTPOIEHis.
3 6oky imyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaiyHi ma asimeHmapHi po3aaou.

HeugacTo: 3HMXKEHHSI AlleTUTYy.



Pigko: rinepxonecTepuHeMis, TinepTpUriilepuaeMis, rinokaniemis.
ITcuxiuHi nopyweHHA.

HeuacTto: 6e3COHHS, COHJIUBICTS.

3 6oky Hepsogoi cucmemu.

YacTo: ronoBHUM Oinb.

HeuacTo: cygomu, mapecTesisi, 3a1aMOpOYeHHs, [TIOPYLIeHHS CMaKy.
Pigko: Tpemop.

3 60Ky opeaHis cayxy ma ecmuby1ipHO20 anapamy.

Heuacro: BepTuro.

3 6oky cepus.

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

3 60Ky WAYHKOBO-KUWKOBO20 MpPAKmy.

YacTo: 6inb y yepeBHill TOPOXKHUHI, HYHOTA, miapest, OJII0BaHHS.

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

I'enamobiaiapHi po3aadu.

YacTo: migBuIlleHHS piBHA anaHiHaMiHoTpaHcdepasu (AJIT), migBuIilleHHS PiBHA
acnaptataMinoTpaHcdepasu (ACT), mipBuIeHHS piBHSA NyxKHOI pocdaTa3u (OUB. PO3Min

«OCc06IUBOCTI 3aCTOCYBAHHS»).

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

Pigko: mediHKoBa HEIOCTATHICTh, TeNaTOLENIONAPHUAN HEKPO3, TeaTUTH, TenaToLeoIsIpHe
ypaxeHHs (OuB. po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

3 60Ky wkipu ma nidwKipHOi MKAHUHU.
YacTo: BucumanHus (OuB. po3in «Oco0IUBOCTI 3aCTOCYBAHHS»).

HeuacTo: MeguKaMeHTO3HUM AepMaTuT (BKIII049alouu (GiKCOBaHUM MEeIUKAaMEHTO3HUU IepMaTuT),
KPOIIWB THKA, CBepOikK, MiABUINleHe MTOTOBUOINEHHS (OUB. po3ain «OcoONMMBOCTI 3aCTOCYBaHHS»).

Pigko: TOKCUYHUY emifepMabHUN HEKPOJIi3, CHHAPOM CriBeHCa-II;)KOHCOHA, TOCTPUU
reHepasi3oBaHUU eK3aHTeMaTO3HUM IyCTYyIb03, eKCPOIiaTUBHIYN AePMaTUT, aHTi0OHEBPOTUYHUN
HaOpsK, HabpsAK o0auyys, anmomnelis (quB. po3nin «OcoOIUBOCTI 3aCTOCYBaHHS»).

HeBimoMo: MequKaMeHTO3Ha peakilis 3 eo3nHo(iniero i cucremaumu nposBamu (DRESS-cunmpom).

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



HeuacTo: mianris.
3azanvHi po3nadu ma peakuii y micui 88e0eHHA.
Heuacrto: mifBuiieHa BTOMJIIOBaHICTh, HE3yKaHHS, aCTeHis, rapsg4ka.

[imu. YacToTa Ta xapakTep nMoOiYHUX peakilidl i BigxuaeHb Bif HOPMU Pe3yJIbTaTiB Tab0paTopHUX
aHaJi3iB y XOAi KJIiHIYHUX JOCIiAKEHb 3a y4acTIo [iTel CIIiBCTaBHi 3 TAKUMHU Y HOPOCIIUX.

38imysaHHs npo nido3ptosaHi nobiuHi peakuii.

3BiTyBaHHS PO MIimo3proBaHi moOiuHi peakiril micis peecTpatiii TikapcbKoro 3aco0y Ma€ BaxkKJIuBe
3HaueHH4d. Lle mae 3Mory mpoBoauTy 6e3mepepBHUN MOHITOPHHT CITiBBiIHOIIEHHS MiXK KOPHCTIO i
pU3KKaMH, TI0B’I3aHUMHU i3 3aCTOCYBaHHSAM I[OTO JIIKapChKOT0 3aco0y. MeIUUHUX IIPalliBHUKIB
IIPOCSITH 3BiTyBaTU PO OyAb-5Ki Mimo3pioBaHi Mo0iYHi peakiiil BiAOBIgHO [0 BUMOT MiCLIeBOTO
3aKOHOMIaBCTBa.

Tepmin npudamnHocmi. 5 POKiB.

YMmoBH 30epiraHHsi.

He notpebye cnenianbaux yMoB 30epiranus. 36epiratu y HefocTynHOMY [is OiTed micii. He
3aMOpOXKYBaTH.

IlemanvHa iHhopmauyisa w,000 36epieaHHA.

3acib cmig HeraHO 3aCTOCYBATH IIC/IS BiIKPUTTS YIaKOBKU. Byab-9Ky KilbKiCTh HEBUKOPHUCTAHOTO
po3unHy A1 iH(y3il CHif BUTaNIuTH.

3 Mikpo6ioioTiyHOI TOYKM 30py pOo3BemeHuH 3acib ciif 3acTocoByBaTH HeranHo. SKIIo 3aci6 He
3aCTOCOBYETHCSI HETAWHO, 3a TEPMiH Ta YMOBU MOT0 30€epiraHHs mif Yyac 3aCTOCYBaHHS BifiTIOBiae
KOPHCTYBay; 3a3BUYal Take 30epiraHHs IperapaTy Ma€ TpUBaTH He Ginbile 24 TOOUH 3a
TeMmIepaTypu Big 2 1o 8 °C, 3a BUHATKOM BUIMAIKIB, KOJIM PO3UMHEHHS 3[iMCHIOBANIOCS B
KOHTPOJILOBaHUX Ta BaJ'IiJ:[OBaHI/IX dCEeIITUYHUX YMOBaAX.

HecymicHicmb.

Ocob6nuBocTel 00 HECYMiCHOCTI IIpenapaTy He Bin3HadeHo. He crnif 3MimntyBaTu mpemapar 3
iHMMUMY TiKapchKUMU 3acob6aMu B OfHIA €MHOCTI, OKpiM 3a3HaueHuX y po3nini «Cmocib 3acTocyBaHHS
Ta HO3U».

YnakoBka. ITo 50 M a6o 100 M po3uuny y ¢h1akoHax, mo 1 ¢pakoHy Y KApTOHHIN yITaKOBIIi.

Kareropis Bigmycky. 3a perenTom.



Bupo6uuk. ®apeBa Ambya3 / Fareva Amboise.

Micue3HaxokKeHHsI BHPOOHHKA Ta HOro aJgpeca MicCIlsi IpOBaIXKeHHs Tis/IbHOCTI.
3one IHpmactpiane, 29 poyTt gec Iagactpic, 37530 IToce-cop-Cic, paHnitig /

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



