IHCTPYKIIA

71T MEJUYHOTO 3aCTOCYBAHHS JIiIKapChKOTO 3aco0y

OHUOIIOKAH®

(DIFLUCAN®)

Cknao:
ditoua pevosuHa: ¢pnykoHaszon / fluconazole;
1 M1 pO3UMHY MICTUTH 2 MT (PITyKOHA3O0IY;

0ONOMIJICHI peYOBUHU: HATPilO XJIOPUM, BOMA OIS iH'€KITIH.

JIikapcbka ¢opma. Pozuun ans indysii.

OcHo8HI (pi3uKo-XiMiuHI 81aCMUBOCMI: IPO30pHH Oe36apBHUE PO3UNH 6€3 BUIUMHUX YaCTHHOK,
110 BiATIOBiZae BUMOTraM CTAHHAPTiB [ NapeHTepaNbHUX PO34YNHIB, Y IPO30pUX (PrIaKoHax i3
HEWTPaIbHOT0 CKIIa.

dapmakoTepaneBTHYHA rpyna. [IpoTurpubkoBi 3aco0u Ajisi CHCTEMHOTO 3acTocyBaHHS. [loxinHi
Tpua3zoiy. Kog ATX JO2A CO1.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

MexaHi3M mii.

®nykoHa3051 € TPOTUTPUOKOBUM 3aCc000M KJlacy TPHa3o0JiiB. [IepBUHHUM MeXaHi3MOM HOro [ii €
IPUTHIYeHHS IPuOKOBOro 14-anmbda-IaHoCTePONI-IeMEeTHITIIOBAHHS, 0II0CEPEIKOBaHOT0 IUTOXPOMOM
P450, 110 € HeBix'eMHUM eTanoM 6ioCcMHTE3y IPUuOKOBOTr0 eprocrepony. Akymynsiisa 14-anbda-MeTun-
CTEePOJIiB KOPEJTIIOE 3 IOMIa/IbIIO0 BTPATOI0 eProcTeposy MeMOpaHoio rpuOKOBOL KITITUHU Ta MOXKe
BifiTOBigaTH 3a NPOTUTPUOKOBY aKTUBHICTh (Pr1yKOHa3051y. ®IyKOHa307 € OiNIbII CEIEKTUBHUM 10
rpubkoBux GhepMeHTiB uToxpomy P450, Hixk mo pisHux cucteMm pepmenTiB nutoxpomy P450 ccasiiis.

3actocyBaHHS (HITyKOHa301y y mo3i 50 Mr Ha mo0y mpoTsarom 28 [HIB He BIIMBAE 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 MPOSIBIISE KITiHIYHO 3HAYYIIOTO
BIIJIUBY Ha PiBeHb €HAOTeHHUX CTEPOifiiB a0 Ha BigMOBib Ha CTUMYJISIII0 aqPEHOKOPTUKOTPOIIHOTO
ropmony (AKTT) y 3mopoBux f0OPOBOJIBLIIB YOI0BIUOl CTATI.



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

YyTauBicTsh in vitro.

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

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

B3aeM03B’130K dhapMaKOKiHETUYHUX i dapMakKOOUHAMIUHUX BIACTUBOCTEH.

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

MexaHi3M pe3uCTEHTHOCTI.

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

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

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

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

Basyoounch Ha gocligKeHHi ¢papMakoKiHeTUUHOI/papMaKogrHaMigHOI iHpopMaliii, YyTIUBOCTi

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


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

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

[Tpomuepubxosull [ KOHMPOabHI MOYKU, NO8’3aHi i3 nesHuUM 8uU0OM, 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 = 4yTnuBuY;
R = pe3ucTeHTHUL;

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

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

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

dapmaxkoKiHemuxka.

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

AGcopOiis.

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

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

Po3nomin.

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



Oinkamu mma3Mu KpoBi Hu3bKe (11-12 %).

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

Bucoki koHLeHTpallil ¢GIyKoHa301y y WIKipi, 10 TePeBUINYIOTh CUPOBATKOBI, HOCATAIOTHCS Y
pOroBoMy I1api, emifepMici, gepmi Ta noti. ®JIyKOHa30JI HAKOIIUYYETHCA ¥ POroBoMy wmapi. [Tpu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha go0y KOHIIeHTpalis GIyKoHa30:y micis 12 gHiB niKyBaHHS
CTaHOBUJIA 73 MKT/T, a Yepe3 7 OHIB MiC/Is 3aBepIIeHHs 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.



KrinigHi XxapaKTepHCTHKH.
Iloka3zanus.

Iudnokan” MOKa3aHWi AJIs JTIKyBaHHS TaKMX IPUOKOBUX iHMEKIH y JOPOCIHX (IUB. PO/
«®apMaKoouHaAMiKa»):

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

- KaHAU03M CIU30BUX 000JI0OHOK, BKJII0UAl0YM KaHOUA03 POTOTJIOTKY Ta KaHAU03 CTPABOXOMY,
KaHOUOYPisl, XpPOHIYHUN KaHAUO03 IKIiPHU i CTU30BUX 000IOHOK;

- XpOHiIUHUM aTpodiyHUN KaHIUI03 POTOBOI MOPOKHUHY (KaHOUI03, CIPUUNHEHUY BUKOPHUCTAHHSIM
3yOHUX IPOTE3iB) MpU HeeEeKTUBHOCTI TirieHu pOTOBOI MOPOKHUHYU ab0 MiclieBol Teparrii.

Iudmokan”® MoKa3aHUi AJis TPOGITaKTUKE TaKUX 3aXBOPIOBaHb Y JOPOCTHX, SIK:
- PELUOUB KPUIITOKOKOBOTO MEHIHTITY Y IAI[iEHTIB 3 BUCOKUM PU3UKOM HOT0 PO3BUTKY;

- peluauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOoAy y mallieHTiB 3 BIJI 3 BUCOKMM PU3UKOM MOT0
PO3BUTKY;

- mpodinakTvKa KaHOAOO03HUX iH(EKIIiN y Mal[iEHTIB i3 TPHUBaIOI HEUTPOIIEHi€l0 (HapUKiaf,
TIAIli€HTIB 3i 37I0KiCHUMH 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTepariio, abo nalieHTiB npu
TPaHCIIaHTallil TeMOIIOeTUYHUX CTOBOYPOBUX KIiTHH) (OUB. po3in «®apMaKoIOoTiyHi BIaCTUBOCTI.
dapmakoguHaMiKa»).

JII/I(bHIOKaH® IIOKa3aHWU OiTAM Bifi HAPOMXKEeHHS [AJIS JTiKyBaHHS KaHAU03iB CIM30BUX 000JI0HOK
(KaHOKUOO3 POTOTJIOTKH, KaHAUA03 CTPABOXOAY), iIHBa3MBHUX KaHAUA031B, KPUIITOKOKOBOTO MEHIHTITYy
Ta g5 Npo¢inakTUKY KaHOUAO3HUX iH(EKI[iN y MallieHTiB 31 3HUKeHuM iMyHiTeToM. [Ipenapat
MOXKHa 3aCTOCOBYBATHU SIK HMiATPUMYBaJIbHYy Tepallilo 4y [oNepeaKeHHsl PeUANBY KPUIITOKOKOBOTO
MEHIHTITY y AiTel i3 BUCOKMM PU3UKOM HMOT0 PO3BUTKY (OUB. po3fin «OcoOGIMBOCTI 3aCTOCYBaHHS»).

Tepamnito npenapatoM Judmokad” MOXHA PO3NOYMHATH [0 OTPUMAHHS Pe3yIIbTaTiB KyIbTyPalIbHAX
Ta iHIIMX 1a00PaTOPHUX JOCIIIIZKEHb; OfIHAK ITiC/ISI OTPUMAHHS pPe3ybTaTiB MPOTUiHDEKLIiNHY
Tepariio CIIifl CKOPUT'yBaTHU BiIIOBIAHUM YUHOM.

IIpomunoka3aHHs.

linepuyTnuBicTh K0 GIYKOHA30Iy, iHIIKUX a30JIbHUX CIIONTYK ab0 10 6ymb-sIKOi 3 JOTIOMiXKHUX PEYOBUH
mpenapary, 3a3HaueHux B po3hini «Ckrag».

OpHoYacHe 3aCTOCyBaHHS (HITyKOHA30/Iy Ta TepdeHaiuHy MallieHTaM, SKi 3aCTOCOBYIOTh (GIYKOHA30I1
H6araTopa3oBo y mo3ax 400 mr/moby Ta Bullle (3rigHO 3 pe3yIbTaTaMU OOCigKeHHS B3a€MOZil
06araTopa30BOr0 3aCTOCYBaHHS).



OpHoYacHe 3aCTOCYBaHHS (PIIYKOHA30JTy Ta iHIIKX JTiKapCchKuX 3ac00iB, 1110 MOIMOBXKYIOTh iHTepBan QT
Ta MeTaboITi3yI0ThCs 3a mormomMorow ¢epmenTy CYP3A4 (HampukiIag OU3ampUOy, aCTEMi30ny,
nimMo3uny, XiHiguHYy Ta epuTpoMiuuHy) (quB. po3nin «OcobnuBOCTi 3acToCyBaHHA» Ta «B3aemopmis 3
iHITIMM JTiIKapChKUMM 3aC00aM¥ Ta iHIIM BUOY B3aEMOIii»).

B3aemodisn 3 inwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

[TpoTunokasaHo cyMicHe 3aCTOCYBaHHS GIYKOHA30Jy Ta HUXKYe3a3HAYEeHHUX JTiKapChKUX 3aC006iB.

Iuzanpud: moOBiKOMIISANIOCS PO PO3BUTOK MOOIYHUX peakliit 3 60Ky ceplis, Y TOMY YKCJIi IIPO
[IapOKCH3MaJIbHy IUIYHOUYKOBY TaxiKapfilo TUIY «IIipyeT» Yy Malli€HTiB, SKi OGHOYACHO 3aCTOCOBYBaJIU
GbnykoHa3o0n Ta nu3anpun. KoHTponboBaHe JOCHIIXEHHS IPOgEeMOHCTPYBAJIO, [0 ONHOYaCHe
3actocyBaHHS 200 Mr driykoHa3omny 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha 100y TPU3BOTUIIO
[0 3HAYHOI'0 MiABUIIIEHHS PiBHA LIU3alpuay y Ia3Mi KpoBi Ta 40 NogoBxKeHHS iHTepBany QT.
OnHouacHe 3acTOCyBaHHS (GIyKOHA30Jly Ta OU3alpULy IPOTUIIOKa3aHe (IUB. PO3MAiN
«ITpoTUTIOKa3aHHS»).

TepeHaduH: yepe3 BUMTAAKU PO3BUTKY TAKKUX CEPIIEBUX apUTMil, CHPUUYNHEHUX ITOOOBKEHHIM
inTepBany QTc, y mamieHTiB, siKi 3aCTOCOBYBaIM a30/IbHI MPOTUTPUOKOBI TiKapCchKi 3ac00M 0OHOYACHO
3 TepheHaguHOM, OyNK MPOBEeH] MOCTiIKeHHS B3a€MO/Iil IIUX IIpernaparTiB. Y X0fi 0qHOTO
IOCTiAKEeHHS IIPU 3aCTOCYBaHHI ¢pnyKoHa3ony y no3i 200 Mr Ha o6y He Oy10 BUSBIIEHO ITOOBXKEHHS
intepBany QTc. IH1Ie gocnmigXKeHHS IPHU 3aCTOCyBaHHi (hIyKoHa3omy y go3ax 400 mr ta 800 Mr Ha
no6y MpoeMOHCTPYBAJIO, 10 3aCTOCYBaHHS GIyKoHa301y y mo3ax 400 mMr Ha mo0y abo Bullle 3HaYHO
MigBUIIY€E PiBeHb TepPeHaAuHy y MJ1Ia3Mi KPOBi IIPKM OMHOYACHOMY 3aCTOCYBaHHI WX IIpenaparib.
CywMicHe 3acTocyBaHHS (HTyKoHa301y y go3ax 400 mr a6o Buile 3 TepheHagUHOM IIPOTHUIIOKa3aHe
(ouB. po3min «IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHi QrykoHa3omy y mo3ax Hux4e 400 Mr Ha 100y
OJHOYAaCHO 3 TepheHaguHOM CIIi[l TPOBOOUTH PETEIbHUN MOHITOPHHT CTaHy Malli€HTa.

Acmemi30: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta aCTeMi30/Iy MOXKe 3MEHIIUTHU KIIipeHC
acteMizony. Cupu4ynHeHe UM IiABUINIEHHS KOHI[EHTPAIlil acTeMi30JTy y I1a3Mi KpoBi MoXKe
IIPU3BECTH [0 ITOAOBKeHH iHnTepBany QT Ta y pigKiCHUX BUIIaiKaX - [0 TapOKCU3MalbHOI
IIJTyHOYKOBOI TaxikKappil Tuny «mipyeT». OgHOYaCHe 3aCTOCYBaHHS (IYKOHA30Jly Ta aCTEMIi30Iy
IIPOTUIIOKAa3aHe (OuB. po3min «IIpoTUIOKa3aHHSI»).

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30/1y Ta mimMo3umy abo XiHiguHy MoXkKe
IPU3BOIUTH [I0 IPUTHIUeHHS MeTaboi3My miMo3uny abo XiHifWHYy, X04a BiATIOBIGHUX OOCIigXKeHb in
vitro Ta in vivo He poBoauH. ITifBUIIIEHHS KOHIIEHTpalii miMo3uay ado XiHiguHy y m1a3Mi KpoBi
MOXKe CIIpUYMHATU NogoBXKeHHS iHTepBany QT Ta y pigKiCHUX BUNaAKax MPU3BOAUTHU OO PO3BUTKY
IapOKCH3MaJIbHOI IITyHOYKOBOI TaxiKapfil Tumy «mipyeT». OgHOYacHe 3aCTOCYBaHHS (PIIyKOHA30JTy
Ta miMo3upay abo XiHimuHYy NpoTUNoKa3aHe (OUB. po3min «[IpoTUNIOKA3aHHS»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHS €pUTPOMINMHY Ta (PIyKOHA30Jly MOXKe IPU3BONUTH [0
IiABUIIIEHHS PU3UKY PO3BUTKY KapOiOTOKCUYHOCTI (mogoBxkeHHs iHTepBany QT, mapokcu3ManbHa
IIIyHOYKOBA TaXiKappisa TUILY «IipyeT») Ta, K HacCJifgoK, OO PallTOBOl CepIieBOl CMEPT.
3acTocyBaHHs KOMOiHaIlil IUX TiKapchKUX 3ac06iB MpOTUIIOKa3aHe (OuB. po3min «[IpoTUIoKa3aHHS»).

He PEKOMEHIOVETHECA OMHOYACHE 3aCTOCYBAHHA glmyKOHasony Ta HUKYE€3d3HaYEHUX J'IiKaQCbKI/IX

3aco0iB.

I'anopaHmpuH: GIyKOHA30I MOXKe CIPUYUHUTH MiIBUIIEHHS KOHI[eHTpallil rajo@aHTpuHy y Ia3Mi
KpOBi 3a paxyHOK npurHiuenus CYP3A4. OpHoyacHe 3aCTOCYBaHHS LIUX JIiIKAPCHKUX 3ac00iB MoXKe



IPU3BOOUTH [0 MigBUILIEHHS PU3UKY PO3BUTKY KapHiOTOKCHYHOCTI (mogoBxkeHHs iHTepBany QT,
apoKcu3MaJlibHa IIJTyHOYKOBa TaxiKapmida TUIy «IipyeT») Ta, sSIK HaCJigoK, A0 PanToBOl CEPIEeBOl
cMepri. Crtig yHUKATH 3aCTOCYBaHHS KOMOiHaIIil ITiX TiKapchKux 3aco6iB (muB. po3min «OcobnmuBoCTi
3aCTOCYBaHHS»)

CyMicHe 3acToCyBaHHS (DITYKOHA30/IY Ta HUKYe3a3HaYeHUX JIIKapChbKUX 3ac00iB BUMarae
00ePeKHOCTI.

AmioOapoH: ogHOYACHE 3aCTOCyBaHHS (HITyKOHA30JIy 3 aMioflapOHOM MOXKe IIPU3BECTHU J0
nopmoBxKeHHs iHTepBany QT. ®nykKoHa3075 ciif 3 06epeKHICTIO 3aCTOCOBYBATH Pa3oM 3 aMiOflapoOHOM,
0co0/IMBO y pa3i npu3HaueHHs BUCOKOI 103H ¢iyKoHa3oiy (800 mr).

CyMicHe 3acToCyBaHHS (DIIYKOHA30/1Y Ta HUKYe3a3HaYeHUX JIIKapChbKUX 3ac00iB BUMarae
00€epexkKHOCTi Ta KOPUTYBAHHS NO3M.

- Bnaue iHwux aikapcvKux 3acobis Ha ¢payKOHA301.

HocmigxeHHS B3a€MO{Iil TPOAEMOHCTPYBaJH, 0 TepopajibHe 3aCTOCYBaHHS (PIyKOHA30ITy
OJHOYACHO i3 BXKUBaHHSIM iXi, TpUIIOMOM IIUMETUAUHY, aHTalU/iB a60 3 ITOAJbIINM ONPOMiHEHHSIM
yCBOTO TiJla A7 Ilepecagku KiCTKOBOTO MO3KY He Ma€ KJIiHiYHO 3HaYyIL[OT0 BILIMBY Ha abcopOIIiio
byKoHa301y.

PugamniyuH: ogHOYaCHEe 3aCTOCYyBaHHS (IYKOHA30Iy Ta pudaMIiluHy NPU3BOAUIO A0 3HUXKEHHS
AUC =a 25 % Ta ckopouyBaJio Iepiof HaliBBUBe#eHHS ¢iyKoHa3oiy Ha 20 %. Tomy Ojis marji€eHTis,
SIKi 3aCTOCOBYIOTh PUGAMITILIVH, CIif PO3TISHYTHA OOUINbHICTh MigBUINEHHS NO3U (DIIyKOHA30IMY.

I'idpoxsaopomiasud: y mocnigxkeHHi papMaKOKiHETMYHOI B3a€MOIil OMHOYACHe 6araTokpaTHe
3aCTOCYBaHHS TiIpOXI0pPOTia3uay 3MOpPOBUM NOOPOBOIBIISAM, SIKi OTpUMYyBanu (HIyKoHA307,
IigBUIYBaJIO KOHIIEHTPAIil0 (GIyKOHa301y y mia3Mi KpoBi Ha 40 %. Taki mapameTpu B3aEMOfil He
BAMararoTh 3MiH y peXHMi [03yBaHHS (IyKOHA30J1y [JIS MAIli€HTiB, IKi OHOYACHO OTPUMYIOTh
CeyYoriHHi 3acobu.

- Bnaue ¢paykoHaszony Ha iHwi aikapcvki 3acobu.

®nykoHaszon € noMmipHuM iHribitopom muroxpomy P450 (CYP) isodepmenTy 2C9 Ta 3A4. dnyKoHa301
€ IOTYXKHUM iHribiTopoM i3odpepmenTy CYP2C19. Ha momaTok [0 CIOCTePeKYyBaHUX/NOKYMEHTaIbHO
IiATBEPAKEHNX B3aEMOiH, 1110 ONKCaHi HUXKYe, IPX OMHOYACHOMY 3aCTOCYBaHHI 3 (GIyKOHA30JI0M
iCHye pU3UK MigBUIEHHS Yy MJIa3Mi KPOBi KOHLIEHTPAI[iM iHIINX CIOJYK, 110 MeTaboi3yI0ThCs
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH TaKi KoMOiHaIlii mpemnapatiB ciif 3
00epexXHiCTIO; TPU IbOMY HeoOXiTHO PeTebHO CIIOCTepiraTv 3a CTAaHOM MallieHTiB. [IpurHiyyBasbHa
mist rykoHasony Ha pepMeHTH 36epiraeTbcs IpoTsarom 4-5 mi0 micis Woro 3aCTOCYBaHHS y 3B'S3KY 3
10r0 TPHUBAIMM MEPiOOOM HalliBBUBEOEHHS (AUB. po3min «[IpoTUnoKa3aHHI»).

AbpouumuHib: drmykonason (iuribitop CYP2C19, 2C9, 3A4) migBuiilyBaB €KCIIO3UI[iI0 aKTUBHOI
yacTuHY abpouuTruHiOy Ha 155 %. [Ipu ogHOYacHOMY 3aCTOCYyBaHHI 3 (PIIyKOHA30JI0M CITif
BiIKOpUTYBaTH J03y abpouuTHHIOY BiMOBIgHO OO iHCTPYKIIi AJIsT MEOUYHOTO 3aCTOCYBAHHS
abponuTHHioy.

AbheHmaHia: i Yac OMHOYACHOTO 3aCTOCYyBaHHA anbeHTaHiny y no3i 20 MKT/KT Ta GhIyKOHA30Iy
y mo3i 400 Mr 3mopoBUM J0GPOBOJIBIIM CIIOCTEpiramocs: gBokpaTHe 30inbimenuss AUC,,, MOXKIHBO,
yepe3 inriobysanus CYP3A4. Moxe 6yTu HeoOXigHMM KOPUTYBaHHS 003U albpeHTaHiny.

Amimpunmusin, HopmpunmuJiH: GJIYKOHA30J IIOCUJIIIOE Iif0 aMiTPUNTUIIHY Ta HOPTPUNITUIIIHY .



PexoMeHOy€eThCS BUMIPIOBATH KOHIIEHTpAllil 5-HOPTPUNTUIIHY Ta/ab0o S-aMiTPpUNTHIIIHY Ha TOYaTKY
kKoMOiHOBaHOI Teparii Ta uepe3 1 TuxkaeHb. Y pa3i HeoOXigHOCTI cIif BifKOpUTryBaTH g03y
aMITPUNTUIIHY/HOPTPUIITUIIIHY .

Am@pomepuuuH B: ogHOYaCcHe 3aCTOCYBaHHS (HITYKOHA30/Iy Ta ampomepuluHy B iHpikoBaHUM
MUIIIaM i3 HOpMaJIbHUM IMyHITETOM Ta iH()IKOBAaHUM MUIIaM 3i 3HUKEHHUM IMyHITETOM Jaso Taki
pe3ynbTaTh: HEBENIMKUY afUTUBHUYN IPOTUTPUOKOBUIL edeKT rpu cucTeMHi iHdekiii C. albicans,
BiZICYTHICTh B3a€EMO[Iii IpX BHYTPilIHbOYEpenHil iHdekIil Cryptococcus neoformans Ta aHTaroHi3m
[IBOX TIperapaTiB Ipu CUCTeMHil iHbekil Aspergillus fumigatus. KiiHiuHe 3HaueHHS pe3yJIbTaTiB,
OTPHUMaHUX y X0 LKUX AOCIiAXKEHb, HEBigOME.

AHmMukoaz2yaaHmu: SK i Ipu 3aCTOCYBaHHi iHINX a30/IbHUX IPOTUTPHOKOBUX 3ac00iB, Ipu
OJHOYACHOMY 3aCTOCYyBaHHI (IyKOHA30Jly Ta Bap(papruHy MOBIJOMIISAIOCS PO BUIAAKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOL KPOBOTEUi, MUIYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypil Ta MeJeHU) y
TIOEHAHHI 3 TOOBXKEHHSAM ITPOTPOMOiIHOBOTO Yacy. [Ipu ogHOYacHOMY 3aCTOCyBaHHI (PIyKoHA30Iy
Ta BapbapuHy CIocTepiraaocs: JBOKpaTHe MigBUIIEHHS MPOTPOMOiHOBOT0 Yacy, UMOBIpHO, BHACIIIIOK
npurHideHHs MeTabosnizaMy Baphapuny dyepe3 CYP2C9. Crig peTenbHO KOHTPOTIOBATH
IPOTPOMOiIHOBHUI YacC y MAalli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATyIsIHTA abo
inmaHemioH. Moxe OyTu HeOOXiTHOI KOPEKIIis 03U aHTUKOATyISHTA.

BeH3o0iaseniHu Kopomkoi 0ii, Hanpukaad mMida3osam, mpual3onam: Tpu3HauyeHHs PIIyKOHA30/Iy
IiCJIst TIepopPaIbHOT0 3aCTOCYBaHHS Miga3ojaMy MPU3BOAUIIO OO0 3HAYHOTO IMigBUIIEHHS KOHIIEHTpAIlil
Miga3ojiaMy Ta 4O MMOCUIEHHS IICUXOMOTOPHUX edeKTiB. OfHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30Iy y
no3i 200 Mr Ta mMifgasonaMy y mosi 7,5 Mr nmepopaibHo Ipu3Boausio o nigsuineHss AUC Ta mepiony
HaliBBUBEEeHHS Miga3oniaMy y 3,7 Ta 2,2 pa3a BifNOBiIHO. 3aCTOCYBaHHS (PIYKOHA30/y V A03i

200 mr/mo0y Ta 0,25 Mr TpuasonaMy IepopaibHO mpu3Boauio po nigsuimenHs AUC Ta nepiogy
HalliBBMBEJeHHS Tprua3onamy y 4,4 ta 2,3 pasa BifnosigHo. [Ipu 0gHOYaCHOMY 3aCTOCYyBaHHI
(bTyKOHa30Iy Ta TpHa3ojlaMy CIOCTepiraaocs MOTEHIIOBaHHS Ta MIPOJIOHTalis edeKTiB TpHa3oiaMy.
AKI110 malieHTy, IKA TPOXOOUTh KypPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OJHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3eniHaMu, 03y OCTaHHIX CJIifi 3SMEHIIUTH Ta BCTAHOBUTH HaJIe3KHUM HaTJIAL 3a
CTAQHOM IIallieHTa.

KapbamaseniH: GiyKoHa30I IPUTHiUye MeTa001i3M KapOaMaseliny Ta CIPUYUHSIE MiIBUIEHHS
piBHA KapbaMaseniny B cupoBaTiii KpoBi Ha 30 %. [cHye pu3uK pO3BUTKY IMPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6ama3zeniny. Moxe 6yTu He0OXiTHMM KOPUTYBAHHS 03K KapOaMaseliHy 3a7eKHO Bif PiBHS HOTO
KOHIIEHTpAIlil Ta [il mpemapary.

bokamopu kaavuiesux KaHaaie: mesiKi aHTaroOHiCTH Kalblliio (Hipegumin, icpaduniH, aMJIOOUIIiH Ta
dbenonumin) MmetabomisywoThcst pepmernToMm CYP3A4. ®nyKoHA30I1 MOTEHIIHHO MOXKe MiIBUILTYBATH
CHUCTEMHY eKCII03HIIit0 OI0KaTOPiB Ka/IbIlieBUX KaHalliB. PEKOMEHIOBaHUYN PETENbHUN MOHITOPUHT
II0I0 PO3BUTKY IOOIYHUX peakIli.

Ilenekokcub: mpu OMHOYACHOMY 3aCTOCyBaHHi (ykoHa3oimy (200 mr Ha go0y) Ta 1e/IeKOKCHOy

(200 mr) C,,,Ta AUC nenexokcuby mippuiityBanucs Ha 68 % ta 134 % BigmosigHo. [Ipu ogHOYacHOMY
3aCTOCYBaHHI 11eieKoKcuOy Ta GrryKoHa301y Moxke OyTH HeOOXigHUM 3MEHIIeHHS 03U IeJIeKOKCHOY
BOBiUi.

Huxkaogpocpamio: ogHOIACHE 3aCTOCYyBaHHS IuKIodochaminy Ta GIyKoOHA30/Iy IPU3BOOUTH O
migBUIeHHS PiBHS OinipyOiHy Ta KpeaTHHIHY B cupoBaTili KpoBi. Ili mpenapaTu MoxHa
3aCTOCOBYBaTH OJJHOYACHO, 3BaXKalouM Ha PU3UK IiIBUILIEHHS KOHIeHTpalil 6inipybiny Ta
KpeaTUHIHY B CUPOBATL KPOBI.



deHmaHi: TOBIHOMIISINIOCS TIPO ONUH JeTalbHUM BUIMIAMOK iHTOKCHKaAIlil (heHTaHiIOM BHACIIOK
MOXKJIMBOI B3aeMofii peHTaHinmy Ta prnykoHa3omny. [1o TOT0 XK y HOCTigXKEHHI 3a y4acTIO 30OPOBUX
noOpoBOIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (PJIYKOHA30 I 3HAYHO YIIOBiIbHIOBAB eJTiMiHalli0
benTaniny. [ligBuieHHS KOHIIEHTPalil PeHTaHiTy MOXKe IPU3BECTU [0 IPUTHIYEHHS JUXaHHS, TOMY
CJIifl peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe O0yTH HeoOXiHO0 KOpeKIisd 103U GeHTaHimy.

IH2i6imopu I'MI-KoA-pedykmasu: cyMicHe 3acTocyBaHHS ¢IyKoHa30my Ta iHribitropis I'MI-KoA-
penykTasH, 1mo Metabonizyiotrecs CYP3A4 (aTopBacTaTHH Ta CUMBacTaTHH), abo iHribiTopis M-
KoA-penyxkrasu, mo Metabonidyorscsa CYP2C9 (dbnyBacTaTul (3HUXKEHHS [1€4iHKOBOTO MeTab01i3My
CTATHHY)), MigBUINYE PU3UK PO3BUTKY MiomaTil Ta pabmoMioni3y (mo303aexkHo). Y pa3i HeoOXimHOCTI
OIHOYaCHOI'0 3aCTOCYBaHHA I[UX [IpellaparTiB CJIif PeTeIbHO CIIOCTepiraTu 3a MalieHTOM LI0N0
BUHUKHEHHSI CUMIITOMIB MiomaTil Ta pabmoMiosni3y i IpoBOAUTY MOHITOPUHT PiBHS KpeaTUHKiHA3U. Y
pasi 3HAYHOTO MifBUINEeHHS PiBHS KpeaTUHKIHA3M, a TAaKOXK IIPH [iarHOCTyBaHHi abo mimo3pi Ha
MiomnaTito/pabmoMioni3 3acTocyBaHHs iHTi0iTOpiB 'MI'-KOA-penyKTa3u ciif NpunuHuT. Moxe
BUHUKHYTH HEOOXigHICTh 3HUXKEeHHS 103 iHribiTopiB [MI-KoA-penyKTa3y, K 3a3Ha4yeHO B iHCTPYKIIil
[J11 MEOUYHOT'0 3aCTOCYBaHHS CTATUHIB.

I6pumuHni6: momipHi inribiTopu CYP3A4, Taki gk GryKoHa3071, MigBUIIYIOTh KOHIIEHTPALIil0
i6puTHHIOy B 1y1a3Mi Ta MOXKYTb IiIBULIYBAaTU PU3UK TOKCUUHOCTI. SIKIII0 HEMOXKIIUBO YHUKHYTH
kKoMOiHalii mpemaparis, MoTpi6HO 3HU3UTH 003y i6puTHHIOY Do 280 MI omguH pa3 Ha m00y (2 Kamcynu)
3 METOI0 IIPOJOBKEHHS 3aCTOCYBaHHS iHTi0iTOpY Ta 3a0e3MeYnuTH MOCTINHUM KITiIHIYHUY MOHITOPUHT.

Isaxagpmop (six MoHOomepanis abo 8 kombiHayii 3 npenapamamu Mako20 camo20 mepanegsmuyHo20
K/acy): ogHO4YacHe 3aCTOCYBaHHS iBakadTopy, perynstopa TpaHcMeMOpaHHOI IIPOBITHOCTI IPH
mykoBiciumosi (CFTR), 30inpiuio ekcno3utiio iBakahTopy B 3 pa3u Ta eKCIIO3HUIIii0
rinpokcumeTtuniBakadtopy (M1) y 1,9 pasa. HeobGxigHe 3HMKEHHS 0034 iBaKadTOPy (K MOHOTEpaIil
abo B koMbiHalii), IK 3a3HaY€HO B iHCTPYKIIi1 711 MEIUYHOTO 3aCTOCYyBaHHS iBaKkahTOpy (K
MOHOTeparii abo B KombiHaiiii).

Osanapu6: nomipHi inribitopu CYP3A4, Taki gk ¢prmykoHa3os1, 30ibLUIyIOTE 1J1a3MOBi KOHIIEHTPaLlil
onanapu0y; iX OHOYAaCHEe 3aCTOCYBAHHS He PEKOMEHAYETHCS. fAKI0 Takol KoMOiHaIlil He MOXKHa
YHUKHYTH, IPUHOM oJlantapu0y o0MexyioTh qo3aMu 200 Mr gBiui Ha m00y.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaimMyc, CUPOAiMYC i MAKpPoAimMyC).

IuxkaocnopuH: GprnykKoHa30J 3HAUHO HigBumye KoHueHTpalito Ta AUC nuknocnopuny. [lpu
OOHOYACHOMY 3acTocyBaHHi (prykoHasomny y nosi 200 Mr/moly Ta UUKIOCIOPUHY Y 003i

2,7 mr/kr/moby cnoctepiranmocs 36inpmenns AUC muknocnopuny y 1,8 pasa. Li mpemapatu MoxkHa
3aCTOCOBYBaTH OQHOYACHO 3@ YMOBH 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe’KHO Bifl 0OT0
KOHIIEHTpAIIil.

Egepoaimyc: X04a OOCTIOXKEHb in Vitro Ta in vivo He IPOBOAUIIH, BiIOMO, IO (PIIyKOHA30JI MOXKe
MigBUIIYBAaTU KOHLIEHTPAL[iI0 €BEPOIIMYyCYy B CUPOBATLi KPOBi yepe3 npurHivenss CYP3A4.

Cupoaimyc: GpIyKoHa30J1 MiABUILYE KOHLIEHTPALII0 CUPOIIMYCY y I1J1a3Mi KPOBi, UMOBIPHO, IIJISXOM
npurHideHHs MeTtaboniaMy cuponimycy depmerToM CYP3A4 ta P-rnikonporeinoM. Li mpenapatu
MOXKHA 3aCTOCOBYBATU OOHOYACHO 3@ YMOBU KOPUT'YBaHHS NO3U CUPOJIIMYCY 3a71€XKHO Bifi PiBHSI
KOHIIEHTpallil Ta eeKTiB Ipemnapary.

Takpoaimyc: pnyKoHA30 MOXKe IMigBUAITYBaTH KOHIIEHTpPAIlil TAKPOIIiMyCy B CUPOBATIIi KPOBi IO
5 pasiB mpu #oro nepopayHOMy 3aCTOCYBaHHI Yyepe3 MpUTrHiueHHs MeTab01i3My TaKpoIiMycy
dbepmenTom CYP3A4 y kumieynuky. [Ipu BHyTPIIIHEOBEHHOMY 3aCTOCYBaHHI TAKpPOIIMYCYy He



CIIOCTEpIranocs 3HaYHUX 3MiH papMakKoKiHeTUKH. [TinBullleHi piBHI TaKPOJIiMyCy acoIlilol0ThCA i3
He(POTOKCUYHICTIO. [103y TAaKpOJIiMyCy ISl IEPOpaJbHOr0 3aCTOCYBaHHS CIIif 3HUKYBaTH 3aJIeXKHO
BiJl KOHIIEHTpAIlil TaKPOJIMyCy.

JIozapman: pryKoHa301 IPUTHIYYe MeTab01i3M J103apTaHy [0 Horo akTuBHOr0 Metabosity (E-31 74),
1110 00yYMOBJTIOE OiNbINTY YaCTUHY aHTAroHi3My OO0 pelenTopiB aHrioTeH3uny II mig yac 3acTocyBaHHS
JI03apTaHy. PeKOMeHI0BaHO 3[iMCHIOBATH IIOCTIMHUIM MOHITOPUHT apTepiabHOTO TUCKY Yy Malli€HTiB.

JIypasudoH: nomipHi inribiTopu CYP3A4, Taki fK GhIyKoHA30, MOXKYTh IiIBULITyBaTU KOHLIEHTPALIil0
JIypa3sufoHy y Iia3Mi KpoBi. AKINo He MOXKHA YHUKHYTY OAHOYACHOI'0 3aCTOCYBaHHS, CJIif 3MEHIIUTH
[03y JIypa3ufoHy, K 3a3Ha4eHO B iHCTPYKIil AJ1s MEOUYHOI'0 3aCTOCYBaHHS JTyPa3UunoHYy.

MemadoH: GnyKoHa30J1 MOXKe MifBUIyBaTH KOHIIEHTPALlil0 METalOHY Y CUPOBaTLi KpoBi. [1pu
OJHOYaCHOMY 3aCTOCYBaHHi MeTaioHy Ta (IIyKOHa30/1y Moxke O0yTH HeoOXifHMM KOPUTYBaHHS 03U
MeTafloHY.

HecmepoidHi npomu3anaavHi npenapamu (HII3I1): mpu ogHOYaCHOMY 3aCTOCYBaHHi 3 (PIIyKOHa30JI0M
C,.x Ta AUC dnypbinpodeny migsuiryBanucst Ha 23 % Ta 81 % BiAMoOBiZHO MOPIBHSIHO 3 BigMOBiqHUMMU
IIOKa3HUKaMHU IIPU 3aCTOCYBaHHi Tinbku ypbinmpodery. AHaNIOTiYHO IPU OOHOYACHOMY
3acTocyBaHHi rryKoHa3omy 3 pauemignuM ibynpodenom (400 mr) C,,,, Ta AUC apmakoiorivao
aKTUBHOTO i30Mepy S-( )-ibynpodeny migBumryBanucs Ha 15 % Ta 82 % BifmoBifHO, MOPIBHSHO 3
TAKMMHU ITOKa3HUKAMU IIPU 3aCTOCYBaHHI TiJIbKYM palleMiuHoro i0ympodeHy.

Xoya crelianbHUX JOCTiAKEeHb He TPOBOAUIIH, (hIYKOHA30JI MOXKE IMiJBUIIyBaTH CUCTEMHY
ekcro3utrito inmux HII3II, mo metabonizytorbess CYP2C9 (Hanmpukiag HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, guKinodeHaKy). PeKOMeHI0BaHO MEPiOJUYHO 3MiiCHIOBATH MOHITOPUHT IOOIYHUX
peaxliiii Ta TOKCUYHUX IPOSBiB, OB A3auux i3 HII3I1. Moxe OyTu noTpibHEe KOPUTYBaHHS 03U
HIT3II.

®eHimoiH: HIyKOHA30/I IPUTHIUye MeTaboi3M GeHiToiny B nedini. OqHo4acHe 6araTopa3ose
3actocyBaHHS 200 Mr driykoHa30my Ta 250 Mr ¢GeHiTOIHY BHYTPIIIHHOBEHHO NIPU3BOAUTE 0
niguierHs AUC,, denitoiny Ha 75 % Ta C,;,Ha 128 %. [Tpu omHOYaCHOMY 3aCTOCYBaHHI IIUX
JiKapChKUX 3aco0iB CIIifl MPOBOOUTH MOHITOPUHT KOHIIEHTpalii GeHiTOIHY Yy CHpOBaTIili KPOBi Oy
YHUKHEHHS PO3BUTKY TOKCHYHOI il HeHiTOoIHy.

ITpedHi30H: IOBIIOMIISANIOCS IPO BUIIAAOK, KOIY Y MallieHTa Iicig TpaHCIJIaHTallil TeYiHKY Ha TJIi
3aCTOCYBaHHS MIPEOHiI30HY PO3BUHYIACS IOCTPa HedocmamHicms KOpu HagHUPKOBUX 3aJ103, III0
BMHUKIIA ITiC/ISI MPUIMHEHHS TPUMICSIYHOT0 Kypcy Tepatil hpiykoHa30m10M. [IpunuHeHHS
3aCTOCyBaHHS (DITyKOHA30JLy, UMOBIPHO, CIIPUYUHUIIO IOCHIEHHS akTUBHOCTI CYP3A4, mo npussesno
[0 IPUCKOpeHHs MeTabomi3My npegHi3ony. Cuifl peTenbHO CTEXUTH 3a NalliEeHTaMH, SIKi IPOTIToM
TPUBAJIOTO YacCy OOHOYACHO 3aCTOCOBYIOTh (DIIYKOHA30J1 Ta MPEOHi30H, 3 METOI0 IoIepeakKeHHs
PO3BUTKY HeO0OCmMamHocmi Kopu HagHUPKOBUX 3aJ103 IiCJig IPUNUHEHHS 3aCTOCYBaHHS
byKoHa301y.

PugabymuH: GrykoHa30 MiABUIIYE KOHIIEHTPaIi0 prdabyTUHY B CUPOBATII KPOBi, II0 IIPU3BOAUTD
no 36inbmenHs AUC pudabytuny mo 80 %. [Tpu ogHOYaCcHOMY 3aCTOCYBaHHI QIyKoHA305Ty Ta
pudabyTuHy MOBIHOMIISAIOCS IIPO BUIIAAKU PO3BUTKY yBeiTy. IIpu 3acTocyBaHHI Takoi KoMOiHaIIil
JiKapcbKuX 3aco0iB cifg 6paTé 00 yBaru CUMIITOMH TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip: dnykonason migsurnye AUC ta C,,,, cakBiHaBipy mpu6mu3Ho Ha 50 % Ta 55 % BigmoBigHO
yepe3 IpUTHideHHS MeTaboni3My cakBiHaBipy y neuinni ¢pepmerntom CYP3A4 Ta yepes iHriOyBaHHSA
P-rnikomporeiny. B3aemogil Mix (hIyKoHA30/10M Ta CaKBiHaBipOM/pHUTOHABIPOM He JOCTiIXKyBaJluCH,



TOMY BOHUM MOXKYTb OyTH Oifblll BUpaxkeHUMU. Moxe 0yT HeoOXiZHMM KOPUTYBaHHS 03U
CakBiHaBIpY.

IToxiOHi cynb(hOoHICEHOBUHU: TIPU OMHOYACHOMY 3aCTOCYBaHHI (DJTyKOHA301 IIPOJIOHTYE TIEPiof
HalliBBUBEIEHHS MEPOPaNIbHUX MOXIAHUX CYIbGOHIICEUOBUHY (XJTOpIIponaminy, rinibeHKnaminy,
T1inisuny Ta Ton0yTaMify) Mpu iX 3aCTOCYBaHHI 3MOPOBUM HOOPOBOIBISIM. PEKOMEHYETHCS
IIPOBOJUTH YaCTHU KOHTPOJb I[yKPY B KPOBI Ta BiANOBITHUM YHHOM 3HUKYBaTHU OO3Y MOXiTHUX
Cynb(OHITICEYOBUHU IIPU OOJHOYACHOMY 3aCTOCYBaHHi i3 (hJIyKOHA30JI0M.

TeoiniH: y inane60-KOHTPOILOBAaHOMY [OCTiIXKEHH] B3a€MOii TpernapaTiB 3aCTOCYBaHHS
¢bnykoHazony mo 200 mr npoTsaroM 14 gHIB NpU3BeENO 40 3HUKEHHS CEPEeIHBOr0 KIIipeHCY TeoDiliny
B Iy1a3Mi KpoBi Ha 18 %. 3a marfieHTaMu, sIKi 3aCTOCOBYIOTh Teo(isliH y BUCOKUX H03aX abo sIKi MalTh
NiABUIIEHNYN PU3UK PO3BUTKY TOKCUYHUX NPOSBIB TeOGiIiHY 3 iHIMNX IPUYUH, CJIil BCTAHOBUTHU
Harjap 00 BUSIBJIEHHS O3HAK PO3BUTKY TOKCUYHOI Iil Teodininy. Tepamnito ciif 3MiHUTH IPU IOABi
03HAK TOKCHUYHOCTI.

TogpauyumuHi6: BrauB ToPalUTHHIOY 3pOCTa€ MpK OMHOYACHOMY 3aCTOCYBaHHI 3 JTiKapChKUMU
3acobaMu, SKi MpuU3BOOATH [0 oMipHoro iuribyBanus CYP3A4 Ta moTyxkHoro iHrioyBanus CYP2C19
(Hanpuknan gnykoHa3oi). ToMy peKOMeHI0BaHO 3HU3UTHU 03y TOPalUTHHIOY 70 5 MI OMH pa3 Ha
no6y B KOMOiHAIIiSX 3 IUMU ITperapaTaMu.

Tonganmau: eKCIO3ullig TonBanTaHy 3Ha4yHO 3pocTana (200 % AUC, 80 % C,,.,), KOIu TO/IBaITaH,
cyoctpaT CYP3A4, 3acTocoByBaIu OOHOYACHO 3 PriyKoHa30j10M, moMipHuM iHribiTopom CYP3A4, npu
ITbOMY 3HAYHO 3POCTAaB PU3UK BUHUKHEHHS MOOIYHUX peakiliii, 30KpeMa 3HaYHOTr0 30iTbIIeHHS
niype3y, 3HeBOJHEHHS Ta I'OCTPOl HUPKOBOI HEJOCTATHOCTI. Y pa3i 0qHOYaCHOTO IPU3HAUYEeHHS CIIif
3MEHIIUTU 003y TOJIBANTaHy 3TifHO 3 BKa3iBKaMU B iHCTPYKIIil 3 MEOUYHOTI'0 3aCTOCYBaHHSA Ta
PEeTyIIPHO EPEBIPATH CTaH IMallieHTa Ha HasgBHICTh OyIb-IKUX MOOIYHUX peaklliid, OB’ I3aHuX i3
TOJIBAIITAHOM.

Akanoiou 6apeiHky: Xo4a BifTOBIHHUX HOCITiAKEHb HE MTPOBOOUIH, (GIYKOHA30JI, KMOBIPHO, Yepe3
inribyBanus CYP3A4, Moxe COPUYMHSTH MigBUINEHHS KOHIIEHTPAIIil aKasoigiB 0apBiHKY y Mma3Mi
KPOBi (HanpuKIaf BIHKPUCTUHY Ta BiHOJIACTUHY), 110 IPU3BOAUTD 10 PO3BUTKY HEMPOTOKCUYHUX
e(eKTiB.

Bimamin A: IOBIZOMJISINIOCS, 10 y NALlieHTa, IKUU OGHOYaCHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHCIOTY (KucoTHa ¢popma BiTaminy A) Ta GIyKoHA301, criocTepiranucs nobiyHi peaxiiii 3 60Ky
IeHTpaibHOI HepBoBol cuctemu (LITHC) y dhopmi mceBgoTyMOpy TOJIOBHOTO MO3KY; OaHui eheKT 3HUK
micrst BimMinu ¢ykoHa3ony. Li mikapchki 3aco6u MOXKHa 3aCTOCOBYBATH OOHOYACHO, ajle CIIif
naM’siTaTé PO PU3UK BUHUKHEHHS Mo0iuHuX peakuit 3 60ky ITHC.

BopukoHa3zos (iH2ibimop CYP2C9, CYP2C19 ma CYP3A4): ogHOYacCHe 3aCTOCYBaHHS BOPUKOHA30IY
nepopanbHo (mo 400 Mr KoxHi 12 rogus npotarom 1 gus, notiMm 1o 200 mMr koxHi 12 rogun
npoTAroM 2,5 gHiB) Ta (GIyKOHa301y mepopanbHo (400 Mr B nmepiui geHsb, oTiM mo 200 Mr KoxKHi
24 roguHu MPOTATOM 4 OHiB) 8 3MOPOBHUM IOOPOBOJIBIIIM YOIOBIYOI CTATI MPU3BEJIO MO0 HiABUINEHHS
C,.xTa AUC, BopuKOHa301y B cepegHboMy 10 57 % (90 % [OI: 20 %, 107 %) ta 79 % (90 % [OI: 40 %,
128 %) BigmoBigHO. HeBimoMo, 4 mMpU3BOOUTDL 3HUKEHHS NO3U Ta/a00 YacTOTH 3aCTOCYBaHHS
BOPUKOHA30/1y ab0 GIyKoHa30Jy 40 YCyHeHHs Takoro edekTy. [Ipu 3acTOCyBaHHI BOPUKOHA30TY
mics GIyKOHa30JTy CIIif IPOBOAUTH CIIOCTEPEXKEHHS 00 PO3BUTKY MOGIYHUX e(eKTiB,
acoIlii0BaHUX i3 BOPUKOHA30JIOM.

3udosyouH: ¢pnykonason nigsuiye C, .. Ta AUC 3umoBynuny Ha 84 % Tta 74 % BigmoBigHO, 110
3YMOBJIEHO 3HUKEHHSIM KJIipEHCY 3UOOBYAUHY MPpUOIU3HO Ha 45 % mpu Horo mepopaabHOMY



3actocyBaHHi. [Iepion HamiBBUBEeNeHHS 3UAOBYAUHY OYB TaK0XK MOIOBXKEeHUY MpruOn3Ho Ha 128 %
mics 3acTocyBaHHS KoMOiHallii GyKoHa30/1y Ta 3UIOBYOUHY. 3a MallieHTaMu, 5IKi 3aCTOCOBYIOTh
TakKy KomOiHaIliio TikapchKux 3aco0iB, CJIifl cIlocTepiraTy om0 PO3BUTKY MOOIYHUX peakKIlii,
II0B’sI3aHUX 13 3aCTOCYBaHHAM 3UO0BYAUHY. MOXKHa PO3TISAHYTU OOLIIBHICTh 3HUXKEHHS NO3U
3UOBYIUHY.

A3umpoMilyuH: y X0l BIIKPUTOTO PaHIOMi30BaHOTO TPUCTOPOHHLOI'0 IIEPEXPECHOT0 JOCIiAKEHHS, B
SKOMY B3$1JIM y4acTh 18 3m0poBuX HOOPOBOIIBLIIB, OIiHIOBAJK BIIJIUB @3UTPOMILIMHY Ta (PIIyKOHA30ITY
Ha (papMaKoOKiHETHKY OfKWH OMHOTO IIPU IX OMHOYaCHOMY IIepopajbHOMY Pa30BOMY 3aCTOCYBaHHi y
no3ax 1200 mr ta 800 mr BigmoBimHO. 2KOgHUX 3HAUYLIIUX PapMaKOKiHETUYHUX B3a€EMOIil BUSBIEHO
He OyI10.

ITepopanbHi KOHMpayenmueu: TPOBORUIOCS 2 papMaKOKiHETUYHUX NOCTinKeHHSI 6araTopa3oBOro
3acToCyBaHHS QIIyKOHAa30Jy Ta KOMOiHOBaHOTO ITepopaibHOr0 KOHTpalenTuBa. [1pu 3acTocyBaHHi
bnykoHa3oiy y mo3i 50 Mr BIIMBY Ha piBeHb TOPMOHIB He 0yJ10, TOAI SIK IIPU 3aCTOCYBaHHI
bnykonasony y no3i 200 Mr Ha mo6y cnocTepiranmocs 36inpmenns AUC etuninecrpapgiony Ha 40 % Ta
neBoHOpPrecTpeny - Ha 24 %. Ile cBiguuTh PO Te, 1110 OaraTopa3oBe 3aCTOCYBaHHS (IYKOHA30Iy Y
3a3Ha4Y€eHUX [103axX HaBPA[ YU MOXKe BIJIMBATH Ha e(peKTHUBHICTh KOMOIHOBAHOT'O IEPOPAIbHOTO
KOHTpallenTHBa.

Oco6 1ueocmi 3acmocyeaHHsi.

Hepmamocgimia. BignmoBigHO [0 pe3ysbTaTiB HOCHIAXKEHHS (HIYKOHA30Jy AJS JIiKyBaHHS gepMaTodiTil
y mitel, QIyKOoHa30/1 He epeBUIIye rpu3eodynbBiH 3a e(PEeKTHUBHICTIO i 3araJbHUM ITOKa3HUK
eeKTUBHOCTI cTaHOBUTH MeHIue 20 %. Tomy Judmokan” He CIIif 3aCTOCOBYBATH A7 JIKYBaHHS
nepMaTodiTii.

Kpunmoxkoko3. [1oka3iB eeKTUBHOCTI (pIyKOHA30JTy [AJd JIIKYBaHHS KPUIITOKOKO3Y iHIINX
JI0Kani3anii (HanpuKiaf JIereHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTATHBO, TOMY
PEeKOMeHfaliil MoA0 JO30BOr0 PEXKUMY [JId JIIKyBaHHS TaKUX 3aXBOPIOBAHb HEMAE.

I'nuboki eHOemiuHi Miko3u. [Toka3iB eheKTUBHOCTI (DITyKOHA30IY AT JTiKyBaHHS iHIIUX Gopm
eHJeMiUHNX MiK03iB, TaKUX 5K [TapaKOKIMAi0iA0MiKO03, TiCTOIIa3M03 Ta IIKipHO-TiMbaTuIHuN
CIIOPOTPUX03, HEJOCTaTHbO, TOMY PEKOMEHMAIlN 040 J030BOT0 PeXKUMY AJ1s JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMaAE.

Hupxkoea cucmema. INanieHTam i3 mopyureHHIM QYHKIIIM HUPOK IIpemnapar CIlif 3aCTOCOBYBaTH 3
obepexHicTiO (mUB. po3min «Croci6 3aCTOCYBAHHS Ta TO3U»).

Hedocmamuicmb HaOHUpkKosux 3as103. KeTOKOHa301, SIK BiloMO, CIIPUYNHSIE HEAOCTATHICTD
HaJJHUPKOBUX 3aJ103, i Ile TAaKOXK MOXKe CTOCYBaTUCS (IYKOHA30Jy, X04a CIIOCTEPIraEThCS PigKo.
HepocraTHiCTh HAOHUPKOBUX 3aJ103, I0OB'I3aHa 3 OMHOYACHUM JIIKyBaHHSIM IIPENHI30HOM, OllKCaHa B
po3mini «B3aemopis 3 iHIIUMY JTiKapCbKUMHU 3aco0aMu Ta iHIII BUAX B3a€EMOfii. Brinus GykoHa30my
Ha iHIIi TiKapCchKi 3aco0m».

I'enamobiaiapHa cucmema. TlanieHTaMm i3 mopyumeHHIM QYHKITIH MTeYiHKY ITpemapar Cllif
3aCTOCOBYBaTH 3 00epexkHiCTI0. 3aCTOCyBaHHS (HITYKOHA30JIy acoIlil0Basocs 3 BAHUKHEHHSIM
PiAKiCHUX BUIAMKIB PO3BUTKY TSAXKKOI rellaTOTOKCUYHOCTI, BKJIIOUAI04YY JeTalbHi BUTIAgKM, TOJTIOBHUM
YUHOM Y Ialli€HTIB i3 TAXKKUMU OCHOBHUMHY 3aXBOPIOBAHHSMHU. Y BUNafKaX, KOIM PO3BUTOK
rernaToTOKCUYHOCTI acollifoBaBCs i3 3acToCcyBaHHAM (IIyKOHa30:1y, He OyJo Bif3HAYeHO i IBHOI



3aJ1eKHOCTI Biff 3aranbHOI J000BOI A03Y IIpemnapaTty, TPUBAJIOCTI Teparii, cTaTi abo BiKy mallieHTa.
3a3Buyall TeNaTOTOKCUYHICTh, CIpUYMHEeHa (BrryKoHa30710M, 000POTHA, a ii MPOSIBY 3HUKAIOTH MiCIIs
IPUNMHEHHS Teparil.

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

[TamieHnTiB i MpoiHGOpPMyBaTH PO CUMIITOMH, 1[0 MOXYTh CBiTYUTH IIPO CEPHO3HUM BIIJIUB Ha
NeviHKy (BUpaXkKeHa acTeHis, aHOPeKCis, MOoCTiliHa HygoTa, 6/1I0BaHHS Ta JKOBTSHHUILISL). Y TaKOMY
BUMAOKY 3aCTOCYyBaHHA (IYKOHA30J1y CJIifi HeTalHO IPUNUHUTY Ta IPOKOHCY/IbTYBATUCS 3 JIiIKapeM.

Cepuego-cyO0uHHa cucmema. [lesiki a301u, y TOMy YHUCJIIi ¥ (PIIyKOHA30J1, aCOLi0I0TECSA 3
nopoBxeHHAM iHTepBany QT Ha enekTpokappiorpami. ®nykoHa301 nofoBxkye iHTepBan QT musixoM
IPUTHIYEHHS BUNIPSIMIIAI0YOro KanieBoro kaHany (I,,). [Togosxenns intepsany QT BHacmigox mil
iHImMX MiKapchKUX 3ac00iB (HaMpUKiIag aMiogapoHy) MOXKe IIOCUTIOBATHCS IIISTXOM IIPUTHIYEeHHS
depmenty CYP3A4 mutoxpomy P450. TToBigoMisnocs mpo gyKe PifKiCHI BUIIaAKU IIOJOBXKEHHS
inTepBany QT Ta mapoKcu3MaabHOL IITYHOUYKOBOL TaxiKappAil TUIY «IIipyeT» IpU 3aCTOCYBaHHI
npenapaty Judokas®. Taki HOBiIOMIEHHS CTOCYBAIKCS MAIEHTIB i3 TAXKIMH 3aXBOPIOBAHHAMH
IIPU TTOEAHAHHI 6araTbox GaKTOPiB PU3UKY, TAKUMU K CTPYKTYPHI 3aXBOPIOBAHHS CEPIIS,
TIOPYIIEeHHS eJIeKTPOJIITHOr0 06MiHY Ta OHOYACHE 3aCTOCYBAHHS iHIIUX JiKapChKUX 3aco0iB, 110
BIUIMBaIOTh Ha iHTepBas QT. IlawmieHTH 3 rinokanieMi€ro Ta MIPOrpecyrdor0 CepleBo0 HefOoCTaTHICTIO
MalOTh MiBULIEHUN PU3UK BUHUKHEHHS 3arPO3NIUBUX [AJIS XKUTTS LUIYHOYKOBUX apUTMIu Ta
IIapOKCH3MasbHOI ITyHOYKOBOI TaxiKaphil TUIy «IipyeT».

Iudmokan® ciifl 3 06epeXRHiCTIO 3aCTOCOBYBATH HallicHTaM i3 PU3MKOM PO3BUTKY apUTMIil.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 MiKapchKUMM 3acobaMy, 1110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoThcs 3a gonoMoroio hepmeHTy CYP3A4 uutoxpomy P450, nmpoTunoka3aHe (QUB. po3minu
«IIpoTuUnoKa3aHHsI» Ta «B3aeMofia 3 iHIMKMMHY JTiKapChKUMK 3ac00aMu Ta iHIII BUAY B3a€EMOMii»).

I'anopanmpun. F'anodanTtpul € cyoctpatoM pepmenTy CYP3A4 i mponourye intepsan QTc npu
3aCTOCYBaHHI y pEKOMEHI0BaHUX TepaleBTUYHUX f03aX. OgHOYACHE 3aCTOCYBaHHS rajlohaHTPUHY Ta
GbIyKOoHa30I1y He PeKOMEHIYEThCs (OUB. Po3Min «B3aemomist 3 iHIIMMU JTiKapCbKUMU 3aco0aMu Ta
iHIIT BUOM B3aEMOIiN»).

Llepmamonoziuni peakuii. ITig 9ac 3acTocyBaHHS (HIIyKOHA30/Iy PiAKO MOBIJOMIIANIOCS IIPO PO3BUTOK
TaKuX eKC(OMaTUBHUX MIKipHUX peakilii, Sk cuHapoM CTiBeHca-[[:KOHCOHA Ta TOKCUYHUU
elifepManbHUY HEKPOi3. [ToBimoMismocs Ipo MeguKaMeHTO3HY peakllito 3 e03uHOPIIiEr 1
cuctremHuMu nposiBaMu (DRESS-cunapowm). IMTarienTu 3i CHIToM OinbIl CXUITBbHI 10 PO3BUTKY TSXKKUX
IMIKiPDHUX peaklliyi P 3aCTOCyBaHHiI 6araThoX JTiKapCchKuXx 3aco0iB. KO y malieHTa i3 MOBEPXHEBOIO
rpubKOBOI0 iH(EKITi€r0 3’ IBNSII0THCS BUCUIIH, 1[0 MOXKHA II0B’SI3aTH i3 3aCTOCYBaHHIM (DITYKOHA30IY,
IIofasibllle 3aCTOCYBaHH4 IIpenaparTy CJIif NPUIUHUTY. JKIN0 y ImallieHTa 3 iIHBa3UBHOI/CUCTEMHOI0
rpuOKOBOIO iH(EKIIiEI0 3’ IBISIOTHCS BUCUIIY Ha IIKipi, 3a HOr0 CTAHOM IOTPiOHO peTebHO
CIIOCTEpIraTH, a ¥ BUMAAKy PO3BUTKY OyJIbO3HUX BUCHUIIIB a00 MyNIbTU(POPMHOI EPUTEMHU
3aCTOCYBaHHS (PIIYKOHA30JTy CIIifl MPUIHHUTH.

I'inepuymaugicmy. Y pigKiCHUX BUIIafKaX IOBIJOMIISAIOCS IPO PO3BUTOK aHa(imaKTUYHUX peakilii
(muB. po3min «IIpoTUnoKa3aHHI»).

ITumoxpom P450. ®nykoHa3on € nomipauM iHridiropom ¢epmentis CYP2C9 ta CYP3A4. Takox
bnyKoHa3011 € moTyxkHuM iHribiTopom pepmenty CYP2C19. Crnig cocTepiraTi 3a CTAaHOM Ialli€HTIB,
SIKi OJHOYACHO 3aCTOCOBYIOTh Hudiokan” Ta IpenapaTy 3 By3bKUM TepPaleBTUYHUM BiKHOM, 1110



MeTabomi3yoThcs 3a yuacTio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3min «B3aemofis 3 iHIIUMU
JMiKapChKUMU 3aco0aMu Ta iHIII BUOU B3AEMOTIH»).

TepgpeHadun. Crig peTeIbHO CIIOCTEPIraTH 3a CTAHOM IIalliEHTa ITPY OJHOYACHOMY 3aCTOCYBaHHi
Tepdenaguny Ta GayKoHa30my y go3i menire 400 mMr Ha mo6y (ouB. po3minu «[IpoTumoKa3aHHSI» Ta
«B3aeMopmis 3 iHIIMMH JTiIKapChbKUMHK 3aC00aMM Ta iHIIII BUOY B3aEMOIii»).

KaHoudo3. JocninxeHHS IPOAEMOHCTPYBaIA 3pOCTAHHS MOMKUPEHOCT] iHPEKIil, CHPUYNHEHNX
inmmMu Bugamu Candida, kpim C. albicans. BoHM 4acTo € IpUPOAHO CTiiKuMHU (Hanpukiapg, C. krusei
ta C. auris) abo eMOHCTPYIOTh 3HUKEHY YyTNUBIiCTE no dhiaykoHa3ony (C. glabrata). Taki indexii
MOXKYTb NOTPeOyBaTH arbTepHaTHBHOI IPOTUTPUOKOBOI Teparlii micis HeBHanoro JikyBaHHS. OTxKe,
JiKapsaM, SKi Ipu3HadaloTh 3acib, peKOMEHAYEThCS BpaXOBYBaTH MOMINPEHICTh CTIMKOCTI Pi3HUX
BupiB Candida mo ¢hmyKoHa301y.

JlonomidxcHI peuosuHu.

e nikapcbkuit 3aci6 MicTuTh 88,5 Mr HaTpito Ha 25 M1, 1110 CTaHOBUTH 4,4 % Bifl peKOMEHI0BaHOI
BOO3 makcuManbHOI 000BOI 03U 2 T HATPIiIO AJIST JOPOCIIUX.

MaxkcumarnbHa 1060Ba Jo03a I[OT0 IIpenapaTy ekBiBaneHTHa 71 % Big pekomeHaoBaHoi BOO3
MaKCUMaJbHOI 000BOI 003U HATPilo.

Hudrniokan, po3yuH s iHQy3ii 2 MT/MI BiTHOCUTLCS A0 PO3UMHIB 3 BUCOKKM BMiCTOM HaTpiio. Lle
cim oco0nmBO OpaTu [0 yBaru, KoM NpenapaT NIPU3HAvYaEThCA NallieHTaM, Ki JOTPUMYIOTLCI Ji€TH
3 HA3bKUM BMICTOM COJIi.

3acmocyeanns y nepiod eazimHocmi abo 200yeanHs1 2pydoio.
KiHKY PenponyKTUBHOIO BiKy
[Tepen moyaTKOM JIiKyBaHHS MAIiEHTKY CIif MpoiHGOpMyBaTi PO NOTEHLINHNAN PU3UK OJIS MJI0Ja.

[Ticns 3acTocyBaHHS OOHOPA30BOl AO3U CJIil BATPUMATH TePiof] BUBeeHHs (IyKOHA30Iy, IKUU
CTAHOBUTH MpubIU3HO 1 TUXKAEeHb (110 BiAmoBigae 5-6 mepiogam HamiBBUBENEHHS), 10 HACTaHHS
BariTHOCTI (ouB. po3min «PapMaKOKiHETUKE»).

[Ipu TpuBanux Kypcax JiKyBaHHS XKiHKaM PENPOLYKTUBHOTIO BiKYy CJIifi PO3TJISHYTH BUKOPUCTAHHS
KOHTpAaIeNIlil IPOTArOM YChOTO IePiofy JTiKyBaHHS Ta NPOTATOM 1 THKHS MiCNII IPUHAOMY OCTAHHbBOL
[O3MU.

BazimHicmb

O6cepBalliiiHi foCTigXKeHHS CBiIYaTh PO MigBUIIEHUH PU3UK CIIOHTAHHOTO0 a00PTY Y XKiHOK, AKi
oTpuMyBanu (GIyKOHa30J IPOTATOM IEePUIoro Ta/abo APyroro TpUMeCTPY, MOPIBHSHO 3 TAKUM Y
XKIHOK, 5IKi He mpuimManu GIyKoHa301 abo OTpUMYyBa MicIeBi a30/1 ¥ TOM caMuit mepiof.

IlaHi 110710 KiTbKOX THCSY BaTriTHUX XKiHOK, SKi OTPUMYBAaJIH JIiKyBaHHS (PJIyKOHA30JIOM y
KyMYJIATHBHIN 1031 < 150 Mr y nepioMy TpUMECTPi, JeMOHCTPYIOTh BiICYTHICTh 3POCTAaHHS
3arajbHOTO PU3MKY Bafl PO3BUTKY IJIOAY. B OMHOMY BEeIMKOMY CIIOCTEPEKHOMY KOTOPTHOMY
IOCTiIKeHH] TepopaibHe 3aCTOCYBaHHS (DIIyKOHA301y B IIepIIOMY TpuMecTpi 0yJio moB’si3aHe 3
HEBEJIMKNM MiIBUIIEeHNM PU3UKOM Bafl PO3BUTKY CKEJIETHO-M 130BO1 CUCTEMH, 110 BifIOBifae



npubnu3Ho 1 momaTtkoBoMy Bunagky Ha 1000 XKiHOK, IKi OTpuMyBaau KyMyIsSTUBHI 103U < 450 mr,
TIOPiBHSAHO 3 XKiHKaMHU, SIKi OTPUMYBaJIA a30JIM MiCIeBOI [il, i mpubnu3HOo 4 HOMaTKOBUM BUIaAKaM Ha
1000 xiHOK, SKi OTpUMYyBaIu KyMyJISTHBHI 7031 Ginbite 450 Mr. CKOPUTOBaHUY BiTHOCHUYN PU3UK
ctanoBuB 1,29 (95 % [I: 1,05-1,58) mns go3u diaykoHalony 150 mr nepopanbHo Ta 1,98 (95 % [I:
1,23-3,17) ons go3 ¢pnykoHazomny Oinbie 450 mr.

HasiBHi emifeMionoriyxi JOCTigKeHHS I[0I0 PO3BUTKY Baf CepIs IIPU 3aCTOCYBaHHI (GIyKOHA30Jy Y
1epiof BariTHOCTI Jai0Th cynmepednuBi pe3ynbraTu. OgHaK MeTaaHasi3 5 oOcepBaliitHUX AOCITiAKEHb,
IIPOBEIEHUX 3a Y4YacCTIO KiJIbKOX THCSY BariTHUX XKIiHOK, SKi OTpUMYBanu GIyKOHA30JI IPOTATOM
[IePIIOTO TPUMECTPY, BUSBUB IiABUIIIEHHS PU3UKY PO3BUTKY Baf ceplsl y HEMOBHIAT B 1,8-2 pa3u
TIOPiBHSTHO 3 TAKUM y HEMOBJISIT, MaTepi SKUX He OTPUMYBau GIYKOHA30J Ta/abo BUKOPUCTOBYBAIH
a30JI4 JJIg MiCLIeBOTO 3aCTOCYyBaHHS.

Y noBifOMIIEHHSAX PO BUIIAJKY OIIKCAHO BPOAKEH] Bafiu PO3BUTKY Y HEMOBJIAT, MaTepl SKUX
oTpumyBanu Bucoki no3u (Big 400 mo 800 Mr/mo0y) dbnyKoHa301y y mepiof BariTHOCTI MpoTAroM 3
Mics1iB abo Oinbliile pu NTiKyBaHHI KOKIMAioinoMiko3y. Cepeq BpOIKEeHUX Bafl, SIKi criocTepiramucs y
IIUX AiTel, - Opaxinedartis, AUCIIa3is BYyIIHNX PaKOBUH, HagMipHe 30ibllIeHHS TIePEeTHbBOTO
TiM’sTYKa, BUKPUBIIEHHS CTETHOBOI KiCTKYM Ta TPOMEHEBO-IIJIEYOBUN CUHOCTO3. [IpUYHUHHO-
HACJIiIKOBUM 3B’I30K MiXK 3aCTOCYBaHHAM (ITyKOHA30/1y Ta BPOAXKEHUMHU BaJaMyu He BCTAHOBJIEHUM.

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

He cnip 3acTocoByBaTé BUCOKi 1031 (IyKoHa307y Ta/abo TpuBasi Kypcu JTiKyBaHHS (DIyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIiIKyBaHHS iH(EKIIiH, 110 MOXYTh 3arp0KyBaTH XKUTTIO.

TI'odyeaHHs 2py00to

®nyKOoHA30JI MPOHUKAE ¥ TPYIHE MOJIOKO Ta [OCSITa€E KOHIEHTpallil omi0Hol A0 piBHS y IIJTa3Mi KpPoBi
(ouB. po3pnin «PapMakoKiHeTHKa»). ['ogyBaHHs I'PYALI0 MOXKHA IPOAOBXKYBATH IIiC/IA pa30BOIo
3aCTOCYBaHHS 3BUYalHOl 1034 QPIyKOHA30Jy, 110 cCTaHOBUTh 150 Mr. ['omyBaTH rpyamio He
PEKOMEHIYEThCS Ipu 6araTopa3oBOMY 3aCTOCYBaHHI GIyKoHa307y abo IIpu 3aCTOCYyBaHHI BUCOKHUX
103 (pykoHasomy. Cif OI[iHUTA KOPUCTh TOOYBaHHS TPYAAI0 A7 PO3BUTKY 1 3M0POB’d AUTHHY, @
TaKOX KIIiHiuHy noTpeOy MaTepi y npenapaTi Judmokan” i 6yab-aKi MOTeHIilHI 106iYHi edhexTn
npenapaty Judmokad® abo 0CHOBHOTO 3aXBOPIOBAHHS MaTepi A OUTHHM, gKa OTPHUMYE TPyHHe
BUTOJIOBYBaHHS.

depmuabHicmb

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

30amuicmsb eniueamu Ha weudKicmob peakuii npu KepyeaHHi asmompaHcnopmom a6o
iHwumu MmexaHizmamu.

ocnigKeHb BINIUBY IIpenapaTy JIH(I)HIOKaH® Ha 3JaTHICTh KePyBaTH aBTOTPAHCIIOPTOM abo
[IPaIfiOBaTH 3 IHIIMMU MeXaHi3MaM{ He IPOBOOUIIN.

[MarmienTiB cnig npoingopMyBaTH MPO MOXKJIUBICTL PO3BUTKY 3allaMOPOYeHHS ab0 CymoM (OUB. PO3Min
«IToGiuHi peakii») mif 9ac 3acTOCOByBaHHs npenapaty Judmokas®. IIpu po3BATKY TaKuX
CUMIITOMIB He PEeKOMEHMIYEThCSI KEPYBATU aBTOTPAHCIIOPTOM abo0 IpalfoBaTH 3 iHIIMMHU MeXaHi3MaMu.



Cnoci6 3acmocyeaHHs1 ma do3u.
Io3a ¢dnykoHa301y 3aeXKuTh Bifl BUAY i TSXKKOCTI rpubKoBoi iHpeKii.

[Tpu HeobxigHOCTI 6GaraTopa30BOro 3aCTOCYBaHHSA IIpelapaTy JIiKyBaHHS iHGEKIIiN CIif
IIPOMOBKYBATH [0 3HUKHEHHS KITiHIYHUX Ta 1Ta00paTOPHUX MPOSIBiB aKTUBHOCTI rpubKOBOi iHdeKIIil.
HepocTaTHs TpUBamiCTh NIIKyBaHHS MOXKe NIPU3BECTU OO BITHOBIEHHS aKTUBHOIO iH(EKIIMHOTO
IpOLECY.

Iudnokan” 3aCTOCOBYIOTh, 3aJIeXKHO Bifl JIiKapchKol GOpMH, ITepopabHo (Kalcynu) abo
BHYTPIIIHbOBEHHO IINIIX0M iHOY3ii (po3uuH st iHdy3iit). Croci0 3acTocyBaHHS IpenapaTy
3aJIeXXUTh Bif] KIIiIHIYHOTO CTaHy mMallieHTa. Hemae HeoOXigHOCTI y 3MiHi 1060BOI 03U IpemaparTy npu
3MiHi WIIgXy M0r0 3aCTOCYBaHHS 3 IEPOPAIbHOI0 Ha BHYTPIIIHHOBEHHUM Ta HaBIAKU.

Po3uuH ang indy3id cnig BBOOUTH 31 MIBUAKICTIO, 110 He nepeBuiye 10 m/XB.
CywmicHicmb npenapamy.

Iudmokas”® CyMiCHAM 3 TAKAMY PO3YMHAMH, FK:

-5 % Tta 20 % po34YuH I'IIOKO3Y;

- po3uuH PiHrepa;

- po3umH XapTMaHa;

- PO3YMH KaJlil0 XJIOPULAY Y TII0K03i;

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

- 3,5 % po34YrH aMiHO3UHY;

- 0,9 % po34uH HATPIIO XJIIOPULY;

- mianadnekc (6,36 % po34YuH [AJd iHTpalepuTOHea IbHOI 0 giamisy).

Iudmokan”® MOXKHa BBOIUTH B iH(Y3iliHY CHCTEMy pa3oM 3 OHHUM i3 3a3HaUYeHMX BHIIE PO3YKHIB.
Xoua BUIQMKU Hecnelr}iuHol HecyMiCHOCTI IpemnaparTy 3 iHIIUMK 3aco0aMu He OMKCaHi, He
PEeKOMeHMyeThCA 3MinnyBaTu Judmokan® 3 iHIIMME OpenapaTaMy nepef iHdysiero.

Po3uuH [a71g BHYTPIlIHEOBEHHUX 1HQY3il IPU3HaAYEHUH JIUIIE [JIs1 pa30BOr0 3aCTOCYBaHHS.
Po3BeneHHS i 3[iMCHIOBATH B aCENITUYHUX YMOBax. Po3unH He0oOXigHO IepeBipuTH Ha HasBHICTh
CTOPOHHIX YaCTUHOK Ta 3MiHY 3a0apBieHHs. PO34YUH CIIil BUKOPHCTOBYBATH JIMIIIE TOMi, KOJIX BiH
IIPO30PHUH Ta He MICTUTh CTOPOHHIX YaCTUHOK. HeBHKOpUCTaHI 3a/IMIIKK IIpeapaTy HeoOXigHo
3HUIIUTH.

Hopocii.
Kpunmokokos.

- JIikyBaHHS KPUIITOKOKOBOTO MEHIHTITy: HaBaHTaXyBaJibHa 403a CTaHOBUTH 400 MT y Iepiiuil AeHb.
[TipTpumyBanbHa go3a - 200-400 Mr oguH pa3 Ha foOy. TpuBamicTh TiKyBaHHS 3a3BUYall CTAHOBUTH



moHalMeHIe 6-8 TuxHiB. [Tpy iHQEKIIiAX, 110 3aTPOXKYIOTh XKUTTIO, T0O0BY 003y MOXKHA 30iMbIINTH
ro 800 mr.

- [ligTpuMyBanbHa TepaIis s MoIepenkKeHHS PEIUANBY KPUIITOKOKOBOTO MEHIHTITY y HaIliEHTIB 3
BUCOKUM PU3UKOM HOT0 PO3BUTKY: PEKOMEHIOBaHa i03a IIpenaparty cTaHoBuTh 200 M oguH pa3 Ha
no6y npoTsiroM HeoOMexkKeHOTo Jacy.

Kokuudioidos. PekoMenpgoBaHa fno3a craHoBuTh 200-400 Mr oguH pa3 Ha no0Oy. TpuBanicTh
JIIKyBaHHS CTaHOBUTH 11-24 Mics1 YU [OBILE 3a/IeXKHO Bifi CTaHy IallieHTa. [ TiKyBaHHSA AESIKUX
dbop™m iHdeKIIil, a 0co6MUBO IS JTiKyBaHHS MEHIHTITY, MOXKe OyTH [OIiNMbHUM 3aCTOCYBaHHS HO3U
800 Mr/mo0y.

IneasueHi kaHOuOdo3u. HaBaHTaxXyBasbHa f03a cCTaHOBUTH 800 Mr y nepiuuii feHb. [ligTpruMyBanbHa
no3a - 400 Mr onuH pa3 Ha goOy. 3a3BU4all peKOMeHJ0BaHa TPUBAJIICTh JIiIKyBaHHS KaHAUAEeMil
CTQHOBUTH 2 THXKHI IiC/Ig IepIIUX HETaTUBHUX Pe3yIIbTaTiB TeMOKYIbTYPH Ta 3HUKHEHHS 03HaK i
CHUMIITOMIB KaHOUOeMil.

KaHOoudo3 causzosux 06010HOK.

- KaHIU03 pOTOTJIOTKY: HaBaHTaXyBaibHa f03a CTaHOBUTH 200-400 Mr y nepuiuii feHs,
nigTpuMyBaibHa fo3a - 100-200 mr ogus pa3 Ha goOy. TpuBamicTh TiKyBaHHS CTaHOBUTHL 7-21 meHBb
(mo mocsirHeHHS peMicii), ane Moxe OyTu 30iibIlIeHa IJIS MAIEHTIB i3 TAKKUM iMyHOmEDIIIUTOM.

- Kangumgo3 cTpaBoxofy: HaBaHTaxyBajlbHa J03a CTaHOBUTH 200-400 Mr y mepiuuii feHb,
nigTpuMyBanbHa fo3a - 100-200 mMr onuH pa3 Ha no0y. TpuBamicTh niKyBaHHS CTaHOBUTH 14-30 gHIB
(mo mocsirHeHHS peMicii), ane Moxe OyTu 30inbllIeHa JIS MAIiEHTIB i3 TAKKUM iMyHOmEDIIIUTOM.

- Kaupgunypisi: pekoMeHoBaHa no3a ctaHoBuTh 200-400 Mr oguH pa3 Ha noby npoTsiroMm 7-21 fHIB.
I malieHTiB i3 TAXKKUM iMyHOmebIIIMTOM TPUBAJIICTD JTiKyBaHHS MOXKHA 30i/IbIIUTH.

- XpoHiunui aTpodiyHui KaHAKUO03: PEKOMEHJ0BaHa 103a CTaHOBUTL 50 MI OIMH pa3 Ha [00y
npoTsarom 14 mHiB.

- XpoHiYHMY KaHAKUI03 IIKipU Ta CIM30BUX 000I0HOK: peKOMEeHI0BaHa f03a cTaHOBUTL 50-100 mr
OI¥H pa3 Ha moOy. TpuBaicTh NTiKyBaHHS CTAHOBUTH 10 28 MHIB, ane MoxKe OyTH 36ibIleHa 3aIeKHO
Bifl TSXKKOCTI Ta BUAY iHGeKIil abo 3HUKEHHS IMyHITETY.

ITonepedaiceHHs peyudusy KaHOudo3y cau3osux 06010HOK y nauieHmia 3 BIJI, aki maromb sucokull
PU3UK U020 PO3BUMKY).

- Kanaumos poTorioTKY, KaHOUO03 CTPaBOXOAY: PEKOMeHI0BaHa fo03a cTaHoBUTh 100-200 Mr ogun
pa3 Ha o6y abo 200 mr 3 pa3u Ha THXKAeHb. TPUBAJICTh JIiKyBaHHSA € He0OMeKeHOI0 IJIs MAalliEHTiB i3
[IPUTHIYEHUM IMyHITETOM.

ITpoginakmuka kaHOUOO3HUX IH(peKYil y nauieHmia i3 mpusaaow HeumponeHiel. PekoMeHO0OBaHa
no3a ctanoBuTh 200-400 mMr oguH pa3 Ha Ho0y. JIiKyBaHHS CIIifl pO3MOYMHATH 3a KilbKa OHIB 10
OYiKyBaHOTO PO3BUTKY HEUTPOIEHII Ta MPOAOBKYBATH IPOTATOM 7 OHIB IiC/sA HMiABUIIEHHS KiIbKOCTI
HeiiTpodinis moxan 1000/mm’,

ITarieHTH JIiTHLOTO BIiKY.

o3y HeoOximHO migOupaTy 3a1eXKHO Bifl cTaHy QYHKIiM HUPOK (OuB. «IlallieHTH 3 HUPKOBOIO
HEeTOCTATHICTIO» HUXKYE).



[NalieHTy 3 HUPKOBOIO HEOOCTATHICTIO.

®1yKOHA30JI BUBOAUTHCA 3 OPraHi3My IIepeBaXkHO 3 CeUYelo y He3MiHeHoMy BUriani. [Ipu pazosomy
3aCTOCYBaHHi KOPUTYBATH 03y (IyKOHA301y He MoTpidHo. [TamienTaM (BK/II04Ya4u OiTei) i3
TIOPYILIEHHAM QYHKIIM HUPOK TP HeoOXiqHOCTI 6araTopa3oBOro 3aCTOCYBaHHS MpenapaTy y MepiIui
[leHb JIIKyBaHHS CJIif 3aCTOCOBYBaTHU [104aTKOBY 103y 50-400 Mr 3aexkHo Bif moka3aHHd. [licns
11,0T0 T060BY HO3Y (3a/Ie’KHO Bifl ITOKa3aHHS) CJIiJ PO3paxOByBaTH BIiOBIAHO N0 TabUIli HUXKYE:

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

< 50 (6e3 remopianisy) 50 %

['emopiari3 100 % micrst KOXKHOTro reMofiani3y

[MTauieHTu, siki nepebyBaloTh Ha reMofianisi, moBuHHI oTpuMyBaTi 100 % pekKoMeHOO0BaHOI J03HU IiCsa
KOXKHOTI'0 reMofiani3y. Y neHb, KOJu [iajli3 He IPOBOOUTLCS, NAlleHT II0BUHEH OTPUMYBATH [03Y,
BiIKOPUTOBaHY 3aJIeKHO Bif] KJIipeHCY KpeaTHHIHY.

[NanieHTH 3 MOPYIIEHHAM (QYHKITiH TeYiHKH.

®nyKoHA3071 CIIifl 3aCTOCOBYBaTH 3 00€PEeKHICTIO MallieHTaM i3 MOpyLUIeHHAMU QYHKIIiHM IeYiHKH,
OCKiNIbKY iH(popMallil o0 3aCToCyBaHHS (IYKOHA30I1y IIil KaTeropii maiieHTiB HeJOCTaTHLO (IUB.
po3ginu «Ocob6nauBoCTi 3acTOCyBaHHSI» Ta «[100iuHi peakiii»).

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

4K i npu aHanoriyHuX iHPEKIiAX y JOPOCIUX, TPUBAICTh TiKyBaHHS 3a/Ie’KUTh Bifl KIiHiYHOI Ta
MikoJorigsoi Bigmosiai. Judmokar® 3acTocoByoTh 1 pa3 Ha m006y.

Ilo3yBaHHA IpenapaTy AJd AiTel i3 nopylneHHAM QYHKIIN HUPOK HaBedeHO Yy Po3aii «[lamieHTu 3
HADPKOBOI HEIOCTaTHICTIO».

dapmakokiHeTHKa (JIyKOHA30Jly He JOCTiAKyBanacs y OiTed i3 HUPKOBOI HEJOCTaTHICTIO (IUB.
HUXK4Ye iH(popMalliio II0A0 3aCTOCyBaHHS HOBOHAPOAXKEHUM, Y SKUX YaCTO CIIOCTepiraeThCsa IepBUHHA
HEe3piNiCTh HUPOK).

Ilimu 8ixom 8i0 12 pokis.

3aJIe’kHO Biff MacHu Tisla Ta my6epTaTHOTO PO3BUTKY JIiKapio CIIi OLIHUTH, sIKa J03a Ipenapary (s
OOPOCTIUX 4M AJIS OiTel) € ONTUMAaJIbHOI [J1s nalieHTa. KimiHiyHi gasi cBigyaTs Ipo Te, 1[0 y AiTel
KJTipeHC (IyKOHA307y € BUIIUM IIOPIBHSHO 3 JopocinuMu. 3acTtocyBaHHs mo3 100, 200 Ta 400 mr
IOpoCnuM Ta [03 3, 6 Ta 12 MI/KT miTSM NPU3BOAUTE IO HOCATHEHHS CIiBCTABHOL CUCTEMHOL
€KCIIO3UIIil.

Llimu sixom 8i0 28 oHie do 11 pokis.

- Kaumupmosu cnu3oBux 000JI0HOK: ITOYATKOBA J03a CTAHOBUTH 6 MT/KT/mo0y, MigTpuMyBajbHa H03a
-3 Mr/Kr oguH pa3 Ha [00y. [ToyaTKoOBY 703y MOXKHA 3aCTOCOBYBATH B MEPIINH IeHb 3 METOIO GiTbII
IIIBUJIKOTO MOCSITHEHHS PiBHOBAXKHOI KOHIIEHTpAIIil.



- IHBa3uBHI KaHOU03U, KPUIITOKOKOBUYM MEHIHTIT: [03a IpelapaTy CTaHOBUTh 6-12 MI/KT ofuH pa3
Ha o0y 3a7IeXKHO Bif] CTYIEHS TSXKKOCTI 3aXBOPIOBAHHS.

- IligTpuMyBanbHa Tepamid A monepeaXkeHHs PeLUANBY KPUIITOKOKOBOT'O MEHIHTITY y OiTeH i3
BHCOKHMM PU3UKOM HOT0 PO3BUTKY: [03a IIperapaTy CTaHOBUTH 6 MT/KT OOUH pa3 Ha mo0y 3a/iexkHO
Bil CTYIIE€HS TSAXKKOCTI 3aXBOPIOBaHHS.

- IIpodinakTrKa KaHOUOO3iB y MALi€HTIB 3 iMyHOOePiIUTOM: J03a IpenapaTy CTAaHOBUTD 3-12 MI/KT
OIMH pa3 Ha mo0y 3a/1exHO Bifl BUPaXKeHOCTi Ta TPUBAJIOCTI iHIYKOBaHOI HeUTPOIeHil (quB. HO3u I
OOPOCIHX).

Ilimu e8ixkom 8i0 HapoOdceHHs 00 27 OHis.

Y HOBOHapomxKeHUX (IyKOHA30JI BUBOOUTLCS 3 OPraHi3My HOBUIBbHO. [JaHi 3 papMakOKiHETHUKY, Ha
SKUX 0a3yl0ThCSA 03U IJ151 HOHOLIEHWX HOBOHAPOMXKEHUX, 3a3HaueHi HUXKYe, HaBe[eHO B po3xini
«DapMaKOKiHETHKA».

- [loHoIIEeHI HOBOHAPOIXKeHi BikoM Bixg 0 mo 14 OHiB: 103K, aHAIOTiYHI 3a3HaYEHUM BUIIIE IS OiTen
BikoM Bif 28 mHiB 1o 11 pokiB, ciif 3acTocOBYBaTH KOXKHI 72 rogunu. He ciif nepeBuiyBatu
MaKCUMaJIbHy 03y, 10 CTAaHOBUTH 12 MI/KTI KOXKHIi 72 TOOUHM.

- IJoHOIIIeHi HOBOHAPOMXKeHi BiKOM Bif 15 mo 27 mHiB: M031, aHAJIOTiYHI 3a3HaYeHUM BHUIIe O/ OiTel
BikoM Bif 28 mHiB 1o 11 pokis, ciif 3acTocoByBaTH KOXKHi 48 ropgus. He cifg nepesulysatu
MaKCUMaJIbHy 03y, 10 CTaHOBUTH 12 MI/KT KOXKHi 48 rogus.

Himu.

[TpemapaT 3aCTOCOBYIOTH HiTSM Bifi HAPOMXKEHHS, IUB. po3ain «Crocib 3acTOCyBaHHS Ta JO3U».

Ilepedo3yeanHsi.

OTpuMaHO NOBiKOMIIEHHS NIPO TePefo3yBaHHA (HIYKOHA30JI0M; OGHOYACHO IOBIOMIISIOCS IIPO
rasilolUHalil Ta TapaHoiganbHy NOBENiHKY.

[Tpu nepeno3yBaHHI HeOOXiAHO TPOBECTH CUMITOMaTUYHY MiATPUMyBaJIbHy Tepallilo Ta y pasi
HeOOXimHOCTI TPOMUTH IITYHOK.

®nyKoHa3071 3HAYHOIO MipOI0 eKCKPETYETHCS 3 ceuelo; (OpCoBaHUY Aiype3 MOXKe IPUCKOPUTH
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBaiCTIO 3 TOOUHU 3HUKYE PiBEHb (PIYKOHA30JTY V
na3Mi KpoBi nmpubnu3Ho Ha 50 %.

ITobiuni peakuii.

Pesiome npodinio 6e3meyHocCTi

Y 3B’513Ky 3 NiKyBaHHAM (HITyKOHA30JI0M MOBiIOMIIAIOCS IPO MEeIUKaMeHTO3HY peakliiio 3
eo3uHodinieo i cucremuumu nposssamu (DRESS-curgpom) (muB. po3min «Oco6auBOCTI
3aCTOCYBaHHS»).



Haiiuacrime moBifoMisAnocs Ipo Taki mobidHi peakilii: Toj0BHUM 0inb, 6iflb ¥ YepeBHiN TOPOXKHUHI,
miapesi, HygoTa, O/II0BaHHS, MiABUILEHHS PiBHSA anaHiHaminoTpaHchepasu (AJIT), migBuineHHs piBHSA
acnaptataMiHoTpaHcdepasu (ACT), mipBuIeHHS piBHSA NyKHOI pocdaTa3u KpoBi, BUCUIIaHHS.

I7ns OIiHKY YaCTOTH BUHUKHEHHS MOOIYHMX peaklliii BUKOPUCTOBYIOTh TaKy Kiacudikarlito: myxe
yacTo (= 1/10), gyacTto (Bim = 1/100 mo < 1/10), HewacTo (Big = 1/1000 mo < 1/100), pinko

(Big = 1/10000 mo < 1/1000), my=xe pigko (< 1/10000), gwacToTra HeBifoMa (HEMOXKJIMBO OLIHUTH Ha
ImigcTaBi HAIBHUX HAHUX).

3 60Ky cucmemu Kposi ma aimpamuyHoi cucmemu.

HeuacTo: aHeMisd.

Pinko: arpaHynonuTos, 1eiKomneHis, TpOMOOLUTONIEHisT, HEUTPOTIEHis.
3 6oky imyHHOI cucmemu.

Pigko: anadinmaxkcis.

MemaboaiuHi ma asimeHmapHi po3aadu.

HeuacTo: 3HMKEHHS alleTUTy.

Pigxo: rimepxonecTepuHeMis, TMePTPUTIILEPUAEMIs, TIIIOKaTieMis.
ITcuxiuHi nOpyweHHA.

HeuacTo: 6€3COHHS, COHIUBICTE.

3 60Ky Hepsosoi cucmemu.

YacTo: ronoBHUM Oifb.

Heuacto: cymoMu, napecTesis, 3a1aMOpPO4Y€eHHs, IOPYIIEHHS CMaKy.
Pigko: Tpemop.

3 60Ky opaaHis cayxy ma eecmubya5pHO20 anapamy.

Heuacto: BepTuro.

3 6oky cepus.

Pigko: mapokcu3MasnbHa IITYHOYKOBA TaxiKap[is TUIY «IIipyeT», MomoBxkeHHs inTepsany QT (gus.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

YacTo: 0inb y YepeBHill TOPOXKHUHI, HY[OTa, giapes, O1I0BaHHS.
Heuacrto: 3anop, gucrerncis, MeTeopusM, CyXiCTb ¥ POTI.
I'enamobiaiapHi po3aadu.

YacTo: nmigBuIlleHHs PiBHS anlaHiHamiHoTpaHchepasu (AJIT), migBulleHHS piBHS



acnaprataMinoTpaHcdepasu (ACT), migBuilieHHS PiBHA IyKHOI ¢ocdarTasu (TUB. PO3TiN
«OCc06IUBOCTi 3aCTOCYBAHHS»).

Heuacro: xomecTas, JKOBTSIHUIA, MiABUILIEHHS PiBHS 0inipyOiny (muB. po3min «OcobnuBoCTi
3aCTOCYBaHHS»).

Pigko: mediHKoBa HEIOCTATHICTh, TeNaTOLENIONAPHAN HEKPO3, TeMaTUTH, TenaToLeoIsIpHe
ypaxeHHs (OuB. po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

3 60Ky wkipu ma nidwKipHOi MKAHUHU.
YacTo: Bucunanus (ouB. po3ain «OcoONMMBOCTI 3aCTOCYBaHHS»).

HeuacTo: MeguKaMeHTO3HUM AepMaTuT (BKIII049aouu ¢GiKCOBaHUM MEeIUKAaMEHTO3HUU NepMaTuT),
KPOIIWB THKA, CBepOikK, MigBUINleHe MTOTOBUOINEHHS (OUB. po3ain «OcoOnMMBOCTI 3aCTOCYBaHHS»).

Pigko: TOKCUYHUY enifepMabHUM HEKPOJIi3, CuHAPoM CriBeHCca-[I)KOHCOHA, TOCTPUU
reHepasi3oBaHWW eK3aHTeMaTO3HUM IyCTYIb03, eKCPOIiaTUBHUYN AEePMaTUT, aHTiOHEBPOTUYHUN
HaOpsK, HabpsAK 00aMYYs, ajmomnelis (quB. po3nin «OcoOIUBOCTI 3aCTOCYBaHHS»).

HeBimoMo: MequkKaMeHTO3Ha peakilis 3 eo3nHoinieto i cucremaumu nposBamu (DRESS-cunmpom).
3 60Ky ONOPHO-PYX0B8020 anapamy ma CnoAY4YHOi MKAHUHU.

Heuacro: mianrig.

3azanvHi po3aadu ma peakuyii y micui 8e0eHHA.

HeuacTo: mipBuIlieHa BTOMJIIOBaHICTh, He3[yKaHH, aCTeHis, rapsg4ka.

[imu. YacToTa Ta xapakTep no0iYHUX peakKIliil i BixuieHsb Big HOPMU pe3yiIbTaTiB 1ab0paTOPHUX
aHasi3iB y X0Ai KIiHIYHUX [AOCHIAXKEHb 3a y4acTIO AiTe! CIIBCTaBHI 3 TAKUMU Y AOPOCIIUX.

3gimyesaHHA npo nido3piosaHi nobiuHi peakui.

3BiTyBaHHS IO Migo3pioBaHi moOivHi peakiii micis peecTpatlil TiKapCchKoro 3aco6y Ma€e BaXKJuBe
3HauyeHHs. Lle mae 3mMory npoBoguTy 6e3nepepBHIIM MOHITOPUHT CIIiBBiTHOLIEHHS MiX KOPUCTIO i
PU3HMKAMHM, TTOB’I3aHUMHU i3 3aCTOCYBAHHSM I[OTO JIIKAPCHKOT0 3aco0y. MeIuuHUX IIPalliBHUKIB
IIPOCSITH 3BiTyBaTH 1Po Oyab-siKi mimo3pioBaHi moOiyHi peakilil BiAOBigHO [0 BUMOT MiCIIeBOTO
3aKOHO/IaBCTRa.

Tepmin npudamHocmi. 5 POKiB.

YMoBu 30epiranHsi.

He notpe0ye cnenianbuux yMoB 30epiranus. 36epiratu y HemocTynHOMY [ OiTed micii. He
3aMOpPOXKYBaTH.

IlemanvHa iHpopmauisa w000 36epicaHHA.



3acib crnig HeraHO 3aCTOCYBaTH MiC/S BITKPUTTSA YIIaKOBKU. Bynb-Ky KiTbKiCTh HEBUKOPUCTAHOTO
po3unHy Ay iHQy3il clif BUJanuTH.

3 MikpoO0ioJIOTiUHOI TOYKM 30PY PO3BeAeHu 3acib ciif 3acTOoCOByBaTH HeramHo. Ko 3acib He
3aCTOCOBYEThCSI HETAWHO, 3a TEPMiH Ta YMOBU MOTO0 30epiraHHs Iif Yac 3aCTOCYBaHHS BifillOBifmae
KOPHCTYyBayY; 3a3BUYal Take 30epiraHHs IperapaTy Ma€ TpUBaTH He Ginbie 24 rOOUH 3a
TeMmIepaTypu Big 2 1o 8 °C, 3a BUHATKOM BUMAJKIB, KOJIM PO3UMHEHHS 3[iMCHIOBAIOCS B
KOHTPOJIbOBaHUX Ta BaJIiJOBAaHUX ACENTUYHUX YMOBAX.

HecymicHicmo.

Ocob6nuBocTel 11100 HECYMiCHOCTI IIpemnapaTy He Big3HadeHo. He crnif 3MimnryBaTu mpemapar 3
iHmMMUMY TiKapchKUMU 3acob6aMu B OfIHiI €MHOCTI, OKpiM 3a3HaueHuX y po3nini «Cmocib 3acTocyBaHHS
Ta 0O3W».

YnakoBka. [To 50 mi a6o 100 M po3uuny y ¢hiakoHax, no 1 ¢prakoHy y KapTOHHIM yIaKOBIIi.

Kareropis Bigmycky. 3a perenTtom.

Bupoonuk. ®apeBa AmOya3 / Fareva Amboise.

Micue3HaxoKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaJKeHHsI Tis/IbHOCTI.

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

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



