IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

OU®II030J1°

(DIFLUZOL")

Cknao:
Oitoua pevosuHa: GIIyKOHA30JI;
100 M po3unny MicTuTh PriykoHa3omy 200 mr;

00ONOMIdICHI peyoBuUHU: HATPiO XJIOPUM, BoAa AN iH'€KIIIH.

JlikapcbKka ¢popmMa. Po3uuH ansa iHdy3iu.

OcHosHi (isuko-ximiuHi 81acmusocmi: Ipo3opa 6e30apBHa PeYOBUHA.

dapMakoTepaneBTHYHA rpymna. [IpoturpubKoBi 3aco0u I CUCTEMHOT0 3acTOCyBaHHs. [ToxigHi
Tprasoiy. Kog ATX JO2A CO1.

®apmako102iuHi 8 1acmueocmi.

®apmakoOuHamika.

MexaHi3M mil.

®nyKoHa3071 € TPOTUTPHOKOBMM 3aC000M KJlacy Tpra3osiB. [IepBUHHUM MexaHi3MOM Horo fil €
IpUrHiYeHHs rpubKoBoro 14-anbda-1aHoCTePOsI-IeMEeTUIIOBAHHS, 0TI0CEPENKOBAaHOT0 IUTOXPOMOM
P450, 110 € HeBif'eMHUM eTanoM 6ioCMHTE3y IPUOKOBOT0 eprocrepony. Akymynaiisa 14-anbda-MeTun-
CTEPOJIiB KOPEJIIOE 3 IOaIbIIO BTPATOI eprocTepoy MeMOpaHoo rpuOKOBOL KITITHUHU Ta MOXKe
BiiMOBiaTH 3a MPOTUTPUOKOBY aKTUBHICTEL GriyKoHa305y. 1yKOHa30J € GinbIll CEIEKTUBHUM [I0
rpubkoBux hepMeHTiB 1uToxpomy P450, HixK [0 pi3HUX cucTteM GpepMeHTiB 1uToxpoMy P450 ccasiiis.

3acTocyBaHHS QIyKoHa307y y mo3i 50 Mr Ha moby mpoTsaroMm 28 [HIB He BIJTMBAE HA PiBeHb
TECTOCTEPOHY y IJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb eHOOTeHHUX CTEPOIMiB ¥ KiHOK
PenponyKTUBHOTO Biky. ®nykoHazon y no3i 200-400 Mr Ha mo0y He MPOSsIBIISE KITiHIYHO 3HAYYIIOTO
BIIJIUBY Ha PiBeHb €HAOTEeHHUX CTEPOifiB ab0 Ha BigMOBib Ha CTUMYJISLII0 aqPEeHOKOPTUKOTPOIIHOTO
ropmony (AKTT) y 3mopoBux m0OpOBOJIBIIIB YOIOBI4YOL CTATi.

HocmimKeHHS B3aEMOIii 3 aHTUITIPUHOM NIPOIEMOHCTPYBaIH, 110 3acTocyBaHHA 50 Mr (IyKOHA30Iy



pa3oBo ux 6araTopa3oBo He BIUIMBAE Ha MEeTa00/Ii3M aHTUIIIPUHY.

YyTHIUBICTE in Vitro.

®nykoHa3071 in vitro 0EMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUAIB Candida, 1110
3ycTpidaloThcsa HanuacTimme (Bkiouyatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata
OEMOHCTPYE 3HUKEHY YYTIUBICTh 10 hiyKoHa3ony, Tomi sk C. krusei i C. auris € 1o HbOTO
pe3ucTeHTHi. MinimanbHi iHriOyi04i KOHIIEHTpAallii Ta emigeMionoriyuie MOPoroBe 3Ha4eHHs 3TiAHO 3
EUCAST (ECOFF) mnst priykoHa30/1y CTOCOBHO C. guilliermondii Bumti, Hixk cTocoBHo C. albicans.

Takox (ykKoHa3011 in vitro IeMOHCTPY€E aKTUBHICTH K npotu Cryptococcus neoformans Ta
Cryptococcus gattii, Taxk i IpOTH eHOeMiYHUX IIICHABUX IpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’g30K (hapMaKOKIHETUUHUX i hapMaKOOUHAMIUHUX BJIaCTUBOCTEH.

BiamoBigHO 10 pe3ysbTaTiB OOCIIIXKEHD Ha TBapUHaX, ICHYE KOPEJIALia MiX MiHIMalIbHO
inri0yro4oio KOHIIeHTpali€lo Ta e()eKTUBHICTIO IPOTH eKCIIePUMEHTaNbHUX MOesel MiK03iB,
cupuuyrHeHux Bugamu Candida. BiinmoBigHO 00 pe3ynbTaTiB KIiHIYHUX OOCIIgXEHb, iCHye JiHiliHa
3anmexHicTh Mizk AUC Ta go3oro ¢piaykoHaszony (mpubnusno 1:1). Takox icHye nmpsMuii, ane
HeJ0CTaTHiit 3B’5130K Mixk AUC a60 103010 Ta MO3UTHUBHOIO K/TiHIYHOIO BiIIOBIAI0 Ha JIiKyBaHHS
Opa/IbHOT0 KaHAU03Y Ta MEHIIIO0 Mipoio - KaHAuAeMil. AHAJIOTiYHO NiKyBaHHS iH(DeKIIiii,
CIIpUYMHEHUX MITaMaMy, [0 SKUX (PIyKOHa30Jl AEMOHCTPYE BUCOKY MiHiManbHY iHTiOyI04y
KOHIIEHTPAIIi0, € MEHIII 3aJ0BIILHUM.

MexaHi3M pe3uCTEeHTHOCTI.

Mikpoopraniamu pogy Candida [eMOHCTPYIOTh YUCIEHHI MeXaHi3MU Pe3UCTEHTHOCTI 10 a30JIbHUX
npoTUrpuOKoBUX 3ac00iB. ®IyKOHA30JI AEMOHCTPYE BUCOKY MiHiManbHYy iHTiOyI049y KOHIIEHTpPALlil0
IIPOTH ITaMiB rpubiB, sKi MalTh 0guH abo GinbIlle MexaHi3MiB pPe3UCTEHTHOCTI, 110 HETAaTUBHO
BII/IUBA€E Ha e()eKTUBHICTH iN Vivo Ta B KITiHIYHIM MPaKTHUIIL.

Y 3a3Buuant uyTnuBux BuAiB Candida Hal4acTillIUM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B IKOMY
3amisiHi 1inboBi pepMeHTH a3071iB, BifnoBifanbHi 3a 6i0CMHTE3 €ProcTepoy. Pe3UCTEHTHICTL MOXKe
OyTu 06yMOBI€Ha MyTalliIM{, TOCUJIEHHSIM IIPONYKYBaHHS (HepMEeHTy, MeXaHi3MaMu e(IIIoKCy
npenapaty abo pO3BUTKOM KOMIIEHCATOPHUX IIJSXiB.

TToBigommstocs po cynepindexii Candida spp., cipuunHeHi iHmuMu HixK C. albicans Bugamu,
ITI0 YaCTO MalTh 3HUXKEHY 4yTnuBicTh (C. glabrata) abo € ctitikumu (Hanpuknan C. krusei,
C. auris) go ¢maykoHa30my. [I71d MiKyBaHHS TaKUX iH(EKIiX ClIif 3aCTOCOBYyBaTH
aJIbTePHATUBHI TPOTUTPUOKOBi 3aco0u. MexaHi3Mu Pe3UCTEHTHOCTI Ile He [0 KiHIls BUBYEeHi
B JeIKUX IIPUPOOHO CTiMKUX (C. krusei) abo HoBux (C. auris) BufiB Candida.

KonTponbHi Toukr EUCAST (€BpONENCHKOr0 KOMITETY 3 OOCIIIXKeHb YYTIUBOCTI [0
QHTHMIKPOOHMX 3aC00iB).

Basyrouunce Ha mocigKeHHi (papMaKOKiHETUUHOI/papMaKOgUHaAMIYHO1 iHdopMallil, 9y TIUBOCTI

in vitro Ta KJiHi4HOI BifmoBigi, 6y/0 BU3HAYEHO KOHTPOJIbHI TOYKM M7 (GIIYKOHA30ITy [JIs
Mikpoopra#iamiB pony Candida (CynpoBigauit po3’sicHioBanbauii nokymenT EUCAST mns
dbnykoraszony (2020) - Bepcis 3; EBpONeNChKUN KOMITET i3 HOCIiAXKeHb YYTIUBOCTI OO
aHTUMIKpOOHUX 3ac006iB, [TpoTurprOKoBi 3acobu, Tabnuili KOHTPOIBHUX TOUOK MJIS
inTepnperartii MIK, Bepcig 10.0, HaOyB uurHOCTi 04.02.2020 p.). Boru Gynu po3nomineHi Ha


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

KOHTPOJIbHI TOYKH, 1110 He TI0B’sI3aHi i3 MEBHUM BU[IOM, SKi OiNTbIII0I0 MipOI0 BU3HAYAIUCS Ha OCHOBIL
(bapMakoKiHeTHUHOI/papMaKoIrHaMiYHOI iH(pOopMaliil i He 3aexKaTh Bif PO3NOAiNTy Ha IIeBHI BUAM 3a
MiHiMaJIbHOIO iHTi6yI040I0 KOHIIEHTPAIIi€l0, Ta Ha KOHTPOJIbHI TOYKY, TIOB’sI3aHi 3 IEBHUM BHUIOM, IIIO
HalyvacTilne acoIilo0ThCA i3 iHpeKUiaMu y moauHu. 11i KOHTPONIbHI TOYKY HaBeeHi HuXKyue.

ITpomuepubxosull |KoHMpobHi MouKU, N08’A3aHi i3 negHUM 8UOOM, [KOHMPObHI
3acib S </R>ywme/n mMouKu, He
noe’A3aHi 3

nesHum sudom,*
S </R>yme/n

CandidalCandida  |Candida |Candida |Candida |Candida
albicans|dubliniensis|glabrata |krusei  |parapsilosisftropicals
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 kateropil I. MIK npotu C. glabrata cmig omiHIOBaTH K
PE3UCTEHTHI, KOJIM BOHU MEPEBUIYIOTh 16 mr/m. KaTteropis uytnuocrti (< 0,001 mr/m)
BUKOPUCTOBYETLCS JINIIE [ 3amobiraHHs MOMHUIIKOBOI Kilacudikartii mramis I gk mTamis S. I -
YYTJIMBUM 3a YMOBY IMigBUINEHO] €KCIO3UIlil: MiKpOOPraHi3M HaJIeKUTh [0 KaTeropil «9yTIuBui 3a
YMOBY MigBUIIEHO] €KCIO3UIIi1» y pa3i, KoK iCHy€e BUCOKA UMOBIPHICTh TePaeBTUYHOTO YCIIIXY,
OCKIiJIbKYM eKCITO3HIIis pernapaTy Oyia 30i/blieHa 3a paxyHOK KOpPeKIlil pexxuMy m03yBaHHs a0 #0Tro
KOHIIEeHTpallil Y BOTHUINI iH}eKIIil.

dapmakoKiHemuka.

dapMaKoKiHEeTHYHI BITaCTUBOCTI (PIyKOHA30JTy € MOAiOHUMY IIPU BHYTPIITHLOBEHHOMY i
IIepopajbHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3om mobpe BCMOKTYETLCS IIPHU IIepOPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary y mjaasMmi
KpOBi i cuctemMHa GiogocTymHicTh epeBulyioTh 90 % piBHS HIyKOHA30/y Y MJ1a3Mi KPOBi, 110
[OCATa€EThCS NIPY BHYTPIIIHLOBEHHOMY BBe[eHHI npenapaTy. OfHOYaCcHe BXXUBAHHS 1Ki He BIJIMBAE
Ha BCMOKTYBaAHHS IIpenapaTy [IpU 10ro llepopalbHOMy 3acToCcyBaHHI. [IikoBa KOHLIEHTpallisl y [Iy1a3Mi
KpOBi gocaraetbcs yepes 0,5-1,5 rogunu miciag npuroMy mpenaparTy HaTiecepie. KoHieHTpalis
Iperaparty y Iia3Mi KpoBi nponopuiiHa fo3i. PiBHoBaxkHa 90 % KOHIleHTpallid focaraeTbCcs Ha 4-5
noOy niKyBaHHS IpelapaToM IIpu OaraTopa3oBOMY 3aCTOCyBaHHI OfiuH pa3 Ha go0y. PiBHOBaxkHa
KOHIIeHTpallig Ha piBHiI 90 % mocsaraeTbcs Ha OAPYTUM OeHb JIIKYBaHHS IPU 3aCTOCYBaHHI y IIepIIni
[eHb HaBaHTaXYyBaJIbHOI JO3H, III0 BABiUi epeBUIy€e 3BUYaNHy J000BY J03Y.

Po3moopmin.

O06’eM posmopiny TpubIu3HO NOPiBHIOE 3araJbHOMY BMICTY PifyHU B OpraHi3mi. 3B’sI3yBaHHS 3



Oinkamu mma3Mu KpoBi Hu3bKe (11-12 %).

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

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

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

BioTpancdopmarris.

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

BuBeneHHs.

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

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

HupKkoBa HEJOCTATHICTE.

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

< 20 mn/xB) nepion HamiBBUBeHeHHS 30inbiyeThesa 3 30 roguH go 98 roguu. ToMy I1ifi KaTeropil
nalieHTiB HeoOXigHO 3MEHINTH 103y (QrykKoHa3omy. ®IyKoHa30J BUAANIIETHCS MIITXOM IreMofiiai3y,
Ta MEHIIOK MipOI0 - IIJIZXOM IHTpallepuTOHeasIbHOro gianidy. CeaHc reMopiani3y TPpUBAJICTIO 3
TOOVHY 3HUXKYE PiBeHb GIIYKOHA301y V I1a3Mi KpoBi mpubausno Ha 50 %.

JlakTalriq.

KonnenTpatii ¢prykoHa305y y maa3Mi KpoBi i MAaTEpMHCHKOMY MOJIOLI BIPOMIOBXK 48 TOOuH Mmicis
IpuioMy 0fHOpPa3oBoi go3u 150 Mr mpemnaparty Ju(I03071° OLiHIOBAIN Y XOfi
(hapMaKOKIiHETUYHOTO OOCIIIXKEHHS 3a y4aCTI0 AECITH XKIiHOK y IIepiofi JaKTariil, sKi
THMYaCOBO a00 MOCTIHO IPUIIMHUIN T'OJYBATH CBOIX HEMOBJIAT TPYANI0. Y MaTePUHCHKOMY
Mool (PITyKOHA30/1 BUSBUIIK V CepefHii KoHIeHTpallil mpubiau3Ho 98 % Bif Toi, 1110



Bij3Hayasu y mya3Mi maTepi. Yepes 5,2 roguH micias NpuuoMy A03U CepefHs MiKoBa
KOHIIEHTpAllis Yy MaTepUHCbKOMY MOJIOI cTaHoBuna 2,61 mr/n. [JoboBa mo3a (hIyKoHa30I11y,
OTpHMMaHa HEMOBIISIM 3 MAaTEPHHCHKOTO MOJIOKA (SKIIO IPUMHSITHA CePeIHE CIIOXKMBaAHHS
Mosnoka 3a 150 mi/kr/mo0y), po3paxoBaHa Ha OCHOBI cepeqHbO]l IiKOBOI KOHIIEHTPAIlil y
Moo, o gopiBHioe 0,39 Mr/kr/mo0y, cTaHoBuTh npubnu3uo 40 % Bim mo3w,
PEKOMEeHI0BaHOI HOBOHAPOMKEeHUM (BiKoM < 2 THXKHiB), ab6o 13 % Bifm m03u, peKOMEHI0BaHO1
HEMOBJISITaM [JIg JTiKyBaHHS KaHAU03y CIM30BUX 000TI0HOK.

iTH.

IaHi 3 papmakokiHeTuKu Oynu ouiHeHi y 113 miTel mig yac 5 HOCHTiIXKeHb: 2 HOCTiIXXEHHS Pa30BOT0
3aCTOCYBaHHS, 2 MOCTiIXKeHHS 0araTopa3oBOro 3aCTOCYBaHHS Ta 1 HOCIigKeHHS HEeJOHOIIeHUX
HOBOHAPOOXKEHUX.

[Ticns BBegeHHS 2-8 Mr/Kr (IyKOHa30Jy OiTAM BikoM Bifg 9 micanis o 15 pokis AUC cTaHOBUTIa
6mu3bko 38 Mkr*rom/mit Ha 1 Mr/kr mo3u. [licis 6araTopa3oBoro 3aCTOCYBaHHS CepeHil mepion
HalliBBUBEJeHHS QIYKOHA30JTy i3 IJIa3MM KPOBi BapitoBaBca Mix 15 Ta 18 roguHamu; 06’em
po3nopniny ctraHoBuB 880 Mii/Kr. BinbIn TpuBaIuy Mepiof HaliBBUBENEHHS 3 I1JIa3MU KPOBI, 110
CTaHOBUB NMPUOMM3HO 24 roguHu, OYB MiCsg Pa30BOr0 3aCTOCYBaHHS (IyKOHa301y. Llel TOKa3HUK €
CIIiBCTABHUM 3 IIE€PiOAOM HalliBBUBEOEHHS (IYKOHA301y 3 IIJTa3MHU KPOBI IIiCJIs pa30BOro
3aCTOCYBaHHS 003U 3 MI/KT BHYTPIIITHbOBEHHO MiTsIM BikoM Bixg 11 mHiB go 11 micsiB. O6’em
PO3TOoAiny y malfieHTiB 11i€l BikOBOI rpynu CTaHOBUB 0113bK0 950 MII/KT.

Iocsin 3acTocyBaHHS (GIYKOHA30Jy HOBOHAPOAXKEHUM 00MEXKYETHCSI HapMaKOKiHETHYHUMU
OOCIIXKeHHAMY 12 HeIOHOIIeHUX [iTed i3 TepMiHOM recTariil npu0nu3uo 28 TuxkHiB. CepenHii BiK
OUTHHY IIPU BBEIEHHI IepIol mo3u cTaHoBUB 24 rogunu (Bim 9 mo 36 roguH); cepenqHs Maca Tina mpu
HapopxeHHi ctaHoBuna 900 r (Big 750 mo 1100 r). [Ins 7 malieHTiB IPOTOKOJ AOCTiAKEHHS 0yI10
BMKOHAHO. MakKCUMyM 5 BHYTPIIIHbOBEHHUX iH’€KIIi# (IyKOHA301y ¥ 0031

6 MT/Kr BBOOMIY KOXKHI 72 roguau. CepenHiu rnepion HalliBBUBEEHHS CTaHOBUB 74 TOOUHU

(44-185) B mepmuit OeHb, MOTiM 3HU3UBCS 00 53 roguH (30-131) Ha 7-4 meHb Ta mo 47 (27-68) Ha 13-
1 nenb. [Inomra mig KpuBot (MKr*rom/min) ctanoBuia 271 (173-385) B nepmuii feHb, 30iMbIIAIACS [0
490 (292-734) Ha 7-# meHs, moTiM 3HU3MIACS H0 360 (167-566) Ha 13- menb. O6’eM po3mominy
(mm/kr) cranoBuB 1183 (1070-1470) y nepIuii feHs, 36iIbIIyBaBCs q0

1184 (510-2130) Ha 7-% mennb Ta mo 1328 (1040-1680) Ha 13- meHsb.

[NalieHTH JiTHHOT'O BiKYV.

dapMaKOKiHETUYHE JOCIiAXKEHHS IIPOBOAWIMN 3a YYacTIo 22 MallieHTiB (BiKOM Bifl 65 poKiB), sKi
3actocoByBanu 50 Mr ¢rykoHa30/1y repopanbHo. 10 maImieHTiB 0qHOYAaCHO 3aCTOCOBYBAJIM iyPETUKH.
Cax CTaHOBUNA 1,54 MKT/MJI Ta Jocsranacs IpoTsaroM 1,3 TOOUHY MicNs 3aCTOCYBaHHS (DIIyKOHA30MY.
Cepenns AUC cranoBuna 76,4+20,3 mxr*rog/mn. CepenHiii mepioq HamiBBUBeAeHHS - 46,2 TOOUHU.
L1i papMakOKiHETUYHI TOKA3HUKY € BUILIKMHU MTOPIiBHSHO i3 aHAJIOTIYHUMU ¥ 300POBUX NOOPOBOJIBIIIB
MoJ104IIO0ro Biky. OgHO4YaCcHe 3aCTOCYBaHHS [iypeTUKIB He MaJio 3HayHoro BmiuBy Ha C,,, Ta AUC.
Takox KiripeHC KpeaTuHiHy (74 MI1/XB), BiACOTOK (pJIyKOHA30I1y, 110 EKCKPETYBaBCH i3 Cevelo y
He3MiHeHOMY BUriafi (0-24 rogusy,

22 %), Ta HUpPKOBU KiipeHC (ykoHa3omny (0,124 Mn/XB/KT) y Malli€eHTiB JaHOl BiKOBOI Ipynu Oyiu
HUKYMMHY, HiXK aHaAJIOTi4Hi MOKa3HUKHU y MOJIOAIINX K0OPOBOIbLiB. ToMy 3MiHU (apMaKOKiHETHUKY Y
MAIliEHTIB JIITHHOTO BiKy OUYEBHUIHO 3aJiekaTh Bifl MapaMeTpiB GYHKIIN HUPOK.



Kniniuni xapakKTepuCTHKH.
Iloka3aHHs.

,E[I/I(’pmo3on® ITOKa3aHUM [JIs TiKyBaHHS TaKUX TPUOKOBUX iHQEKIIH ¥ HOPOCIuX (OUB. PO3MIia
«QapmakoguHaMika»):

- KPUIITOKOKOBUY MEHIHTIT (IuB. po3min «OcoOIUBOCTI 3aCTOCYBAHHSI»);
- KOKIuAioino3 (muB. po3min «OcoO0IuBOCTI 3aCTOCYBAHHSI»);
- iHBA3WBHI KaHOUOO3H;

- KaHU03M CIM30BUX 000JI0OHOK, BKJII0OUAI0YM KaHOUA03 POTOTJIOTKY Ta KaHAU03 CTPAaBOXOMY,
KaHOUAYPis, XpOHIYHKY KaHAKWO03 LIKIpU i CTM30BUX 000JI0HOK;

- XpOHiUHUM aTpodiyHUN KaHIUI03 POTOBOI MOPOKHUHY (KaHIUI03, CIPUUYNHEHUN BUKOPHUCTAHHSIM
3yOHUX IIPOTE3iB) MIPHU HEe(PEKTUBHOCTI TirieHu POTOBOI TOPOXKHUHU abo MiclieBol Teparrii.

Iudmo3on”® noKa3aHUi Ais NTPodiTakKTUKN TaKUX 3aXBOPIOBAHb Y JOPOCIHX, SIK:
- PELUAUB KPUIITOKOKOBOTO MEHIHTITY y IAI[l€EHTIB 3 BUCOKUM PU3UKOM MOT'0 PO3BUTKY;

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

- mpodinakTvKa KaHOUOO03HUX iHGEKIIiN y MalliEHTIB i3 TPHUBaI00 HEUTPOIIEHi€l0 (HalpUKIaf,
TIAIliEHTIB 3i 37T0KiCHUMH 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTepariio, abo naiieHTiB npu
TPaHCIIaHTallil TeMOIIOETUYHUX CTOBOYPOBUX KIiTHH) (OUB. po3min «®apMaKoiIoTiyHi BIaCTUBOCT.
dapmakoguHaMiKa»).

,]:[I/I(bJ'IIO3OJ'[® ITOKa3aHUM [iTIM Bif HAPOMXKEHHS IJIS JIIKyBaHHSA KaHAUI03iB CIM30BUX 000JI0HOK
(KaHAMAO03 POTOTJIOTKY, KaHAWA03 CTPABOXOAY), iHBa3UBHUX KaHAMUA031B, KPUIITOKOKOBOTO MEHIHTITY
Ta A7 MPodiNmaKTUKY KaHOAUI03HUX iH(DEKITN y MallieHTiB 3i 3HUKeHUM iMyHiTeTOM. [IpenapaT
MOZKHa 3aCTOCOBYBATHU SIK HMiATPUMYBa/IbHY TepaIlilo Oy MoNepeaKeHHs PeUANBY KPUIITOKOKOBOTO
MEHIHTITY y miTel i3 BUCOKMM PU3UKOM HMOT0 PO3BUTKY (OUB. po3Min «OcoOGIMBOCTI 3aCTOCYBAHHS»).

Tepamito npenapatoM Judmo301° MOXHA PO3NOYMHATH [0 OTPUMAHHS Pe3yIbTaTiB KYIbTypalIbHAX
Ta iHIIMX 1a00PaTOPHUX JOCIIIKEeHb; OfHAK ITiC/ISI OTPUMAHHS pPe3yIbTaTiB MPOTHiHDEKLIiHHY
Tepariio CIIil CKOPUT'yBaTHU BiIIOBIAHUM YUHOM.

IIpomunoka3aHHs.

- T'inmepuyTnuBicTh 0o PIyKOHA30Yy, iHIIMX a30JIbHUX CIONYK abo [0 6yab-IKOoi 3
IOIIOMIXKHUX PE4YOBUH IIpernapary.

- OmHOUYacHe 3acToCyBaHHS (IyKOHA30/1y Ta TepbeHanuHy nallieHTaM, SIKi 3aCTOCOBYIOTh
bmykoHa3on 6araTopa3oBo y go3ax 400 Mr/go0y Ta BHIIE.



- OpHOYacHe 3aCTOCYBaHHSA (PJIyKOHA301y Ta iHIIKX JIiIKapChKUX 3aC00iB, 1[0 MOAOBXKYIOTh
inTepBan QT Ta MeTaboi3y0ThCs 3a mormoMoro Gepmenty CYP3A4 (Hanpukian
[U3alpuay, acTeMi3osly, IiMO3UAY, XiHiAUHY Ta epUTPOMILIUHY).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemodill.

IIpomunoka3aHo C)ZMiCHe 3dCmMoOCyB8dHHA _dz/l)ZKOHCBO/Z;Z Ma HUMXCYe3a3HAYeHUX AIKAPCbKUX

3acobia:

ITuzanpu0: moOBiKOMIANIOCS IIPO PO3BUTOK NOOIYHUX peakiliii 3 00Ky Ceplisi, y TOMYy YHCIIi IIpPo
[IapOKCU3MaJIbHY LIJTyHOYKOBY TaxiKapfilo TUIY «IIipyeT» y MallieHTiB, sIKi OGHOYaCHO
3aCTOCOBYBa/IM (pJIyKOHA30JI Ta Uu3anpun. KoHTpoiboBaHe NOCTIiIXKEHHST
IIPOJIEMOHCTPYBAJIO, II0 OmHO4YacHe 3acTocyBaHHs 200 Mr ¢prykoHa3ony 1 pa3 Ha go0y Ta

20 mr mu3anpupny 4 pasu Ha fo0y IPU3BOAUIIO 10 3HAYHOT'O MiABUIIEHHS PiBHSA IU3ANIPUOY Y
IIJ1a3Mi KpOBi Ta [0 mofoBxKeHHs iHTepBany QT. OgHodacHe 3aCTOCYBaHHS (DJIYKOHA30JIy Ta
[IM3alpUAY IPOTUIIOKa3aHe (OuB. po3min «[IpoTunokasaHHSI»).

TepeHaduH: yepe3 BUNIAAKU PO3BUTKY TSIXKKHUX CEPIIEBUX apUTMil, CHPUUNHEHUX
OMIOBXKeHHAM iHTepBany QTc, y mallieHTiB, sIKi 3aCTOCOBYBaIX a30JIbHi MPOTUTPUOKOBI
JMiKapChKi 3ac00M 0gHOYACHO 3 TepdheHaagnHOM, Oy/Ii TPOBeNeHi JOCTimKeHHs B3aEMOMII X
mpemnapariB. Y X0fi OMHOTO OOCTiAKEHHS IIPX 3aCTOCYBaHHI (GriyKoHa3o1y y mo3i 200 mr Ha
no0y He Oyy0 BUSBIEHO MTONoBKeHHs inTepBany QTc. [HIIe mocmigXXKeHHS P 3aCTOCYBaHHi
bnykonazony y mo3ax 400 mr Ta 800 Mr Ha mo0y IPOOEMOHCTPYBAJIO, 110 3aCTOCYBAHHS
dbmykoHazony y go3ax 400 Mr Ha mo0y abo Bullle 3HAYHO IMiIBUIYE PiBeHb TepPeHaauHy y
IIJTa3Mi KpOBi IpU OQHOYACHOMY 3aCTOCYBaHHI IUX npemnaparTiB. CyMiCHe 3aCTOCYBaHHSA
dbmykoHazony y go3ax 400 mr abo Bullle 3 TepdheHafuHOM IPOTUIIOKa3aHe (OUB. PO3Mi
«[TpoTunokasanHsa»). [Ipu 3acTocyBaHHi GayKoHa301y y mo3ax Huxkde 400 Mr Ha 100y
OIHOYACHO 3 TepPeHaAuHOM CJIifi TPOBOOUTH PETeIbHIY MOHITOPUHT CTaHy Malli€eHTa.

Acmemi30/: CyMiCHe 3aCTOCYBaHHS (JIyKOHA30JTy Ta aCTEMi30/Iy MOXKe 3MEHIIUTH KIIipeHC
acteMizony. CupuYrvHeHe IIUM MiJBUILeHHS KOHIIEHTpAIlil aCTEMi30JTy y IIJla3Mi KPOBi MOXKe
IIPU3BECTH [0 ogoBkeHHS iHTepBany QT Ta y pigkKicHMX BUNafKax - 0O TapOKCHU3MaIbHOL
IIJTYHOYKOBOI TaxXikKapmil Tumy «mipyeT». OgHOYacHe 3aCTOCYBaHHS (JIYKOHA30JIy Ta
acTeMi3oiy IpoTUIlOKa3aHe (OUB. pPo3nisl «IIpoTUioKa3aHHg»).

ITimo3u0 ma xiHiOuH: CyMiCHe 3aCTOCYBaHHS (JIYKOHA30JIy Ta MiM0o3uay abo XiHimuHYy MOxKe
TIPU3BOOUTH [0 IPUTHIYeHHS MeTabo0mi3My mimMo3umy abo XiHiguHy, Xo4a BigImoOBiqHUX
OOCIiIXKeHb in vitro Ta in vivo He mpoBoguiu. [ligBuilleHHS KOHIIEHTpallil miMo3uny abo
XIHIIWHY y [1a3Mi KPOBI MOXe CIPUYUHATY ION0BXKeHHS iHTepBany QT Ta y pigKicHUX
BUTIaJKaX MPU3BOOUTH A0 PO3BUTKY IapOKCHU3MaJIbHOI MITyHOYKOBOI TaXiKapmil TUITY
«mipyeT». OmHOYacHe 3aCTOCYyBaHHS (HITyKOHA30Iy Ta MiMo3uay abo XiHiguHy
IIPOTHUIIOKa3aHe (OUB. Po3min «IIpoTUIOKa3aHHSI»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHS €PUTPOMIILMHY Ta (PIIYKOHA30JIy MOXKe IPU3BOOUTHI
[0 MABUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (MogoBxkeHHA iHTepBany QT,
ITapoKCH3MaJllbHa IITYHOYKOBa TaXiKap[isd TUIY «IIipyeT») Ta, K HACJiOOK, [0 PalToBOl



cepieBol cMepTi. 3acTocyBaHHS KOMOiHaIlil IIUX JIiKapChKUX 3aco0iB MPOTUIIOKa3aHe ([IUB.
po3min «IIpoTunoKa3aHHSI»).

He pexomeHOyembcs 00HOYACHE 3dCMOCYB8AHHA (AYKOHA304Y MAd HUMCYE3A3HAYEHUX
JAiKapcvkux 3acobis.

I'anopanmpuH: GrIyKoHa30JI MOXKe CIPUUNHUTY HiABUIIEHHS KOHI[eHTpallil ranodaHTpuHy y mia3Mi
KpOBi 3a paxyHOK npurHiyenuss CYP3A4. OgHoyacHe 3aCTOCYyBaHHS KX JIiIKapChKUX 3aC06iB MOXKe
IPU3BONUTHU [0 MiBUILIEHHS PU3UKY PO3BUTKY KapHiOTOKCUYHOCTI (momoBxKeHHS iHTepBany QT,
IapoKcu3MalibHa IITYHOYKOBA TaxikKapAis TUIY «IIipyeT») Ta, K HaCJigoK, [0 PalnToBOl CepleBol
cMepri. Crtig yHEKATH 3aCTOCYyBaHHS KOMOiHaIlil X TiKapchKux 3aco6iB (muB. po3min «Ocob6nuBocTi
3aCTOCYBAHHS»).

CymicHe 3acmocyB8aHHs (GAYKOHA304y Md HUNCYe3d3HAYeHUX AiKapCcbKux 3acobie sumazae
obepescHoCMI.

AMio0apoH: ogHOYaCHe 3aCTOCYBaHHS (IYKOHA30/Iy 3 aMioflapOHOM MOXKe MPU3BECTH OO
nopoBxkeHHs iHTepBany QT. ®dnykoHa3o0m ciifl 3 00epeXkHiCTI0O 3aCTOCOBYBaTH pPa3oM 3
amiogapoHoOM, 0COOJIMBO y pa3i Mpr3HauYeHHs BUCOKOI 103U (rykoHa3omy (800 mr).

CyMicHe 3acmocyB8aHHA (GAYKOHA301Y Md HUMXCYe3d3HAYeHUX AiKapCcbKux 3dcobis sumMmazae
obepedicHOCMI Ma Kopu2yBaHHA 003u. Bnaue iHwux aikapcbkux 3acobie Ha ¢ayKOHA304.

HocmigxeHHsT B3aEMO{Iii TPOAEMOHCTPYBaJIH, 10 epopasibHe 3aCTOCYBaHHS (PIYKOHA30JTy
OJHOYACHO i3 BXKMBaHHSIM iXi, MpUItOMOM ITUMETUANHY, aHTAIUiB @60 3 IIOAbIITNM ONPOMIiHEHHSIM
yCBOT'0 TiNla [ IIepecagku KiCTKOBOTO MO3KY He Ma€ KJIiHIiYHO 3HAYyIL[OT0 BIIMBY Ha abcopOILiio
(bIyKOHa3071y.

PugamniuuH: ogHOYACHE 3aCTOCYyBaHHS (DIIYKOHA30Iy Ta pAdaMIiluHy IPU3BOAUIIO OO
3unxkeHHsa AUC Ha 25 % Ta cCKOpodyBaJo nepiof HaliBBUBe#eHHS (PrnykoHa3omy Ha 20 %.
ToMy [7g malfieHTiB, SIKi 3aCTOCOBYIOTh pUGaMIIIUH, CITif] PO3T/ISHYTH JOLIIbHICTD
MiOBUINEHHS N03U (JIYKOHA30Jy.

I'iopoxsopomia3ud: y DOCHifiXKeHHi (hapMaKOKiHETUYHOI B3a€MO/Iii OmHOYacHe 6araTokpaTHe
3aCTOCYBaHHS TigpPOXJIOPOTia3umy 3MOPOBUM J0OPOBOIBIISIM, SIKi OTPUMYBaIu GIYKOHA3O0I,
IiOBUINYBaJIO KOHIIeHTpaIliio QryKoHa30:my y maa3Mi Kposi Ha 40 %. Taki mapaMeTpu
B3a€EMOIil He BUMaraloTh 3MiH y PeXKUMi J03yBaHHS (PIIYKOHA301y OJIs MallieHTiB, IKi
OJTHOYACHO OTPUMYIOTh CEUOTiHHI 3aco0u.

Bnaue paykoHa304y Ha iHWI Aikapcbki 3acobu.

®nykoHazon € noMmipHuM iHribitopom mutoxpomy P450 (CYP) izodpepmenTy 2C9 ta 3A4. dnykoHasomn
€ MOTYKHUM iHTi6iTopoM i3odpepmenty CYP2C19. Ha momaTok 0 CIIOCTePeKYyBaHUX/HOKYMEHTAIbHO
MigTBepAXKEeHUX B3a€MOiH, 10 ONKUCaHi HUX4Ye, IPU OJHOYACHOMY 3aCTOCYyBaHHI 3 (DJIyKOHA30JI0M
icHye pU3UK MigBUINEHHS Y MJIa3Mi KPOBi KOHLIEHTPAI[ill iHIINX CIIOJNYK, 110 MeTaboIi3yI0ThCs
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH TakKi KoMOiHallil mpenapaTiB Cif 3
00epexKHICTIO; TPH IIbOMY HEOOXIIHO PEeTENbHO CIIOCTEPIraTH 3a CTAHOM Nalli€eHTiB. [IpurHiyyBanbHa
nist bykoHa301y Ha ¢pepMeHTH 30epiraeTbcsi IPOTAToM 4-5 mib micis 10oTro 3aCTOCYBaHHS Y 3B'SI3KY 3
10r0 TPHUBAJIMM IIEPiOOOM HalliBBUBEMEHHS (IUB. Po3min «[IpoTUIIOKAa3aHHSI»).

AbpouumuHi6: rykonason (iuribitop CYP2C19, 2C9, 3A4) migBuilyBaB eKCII03UIIi0 aKTUBHOI



yacTuHU abpouuTuHiOy Ha 155 %. [Ipu ogHOYACHOMY 3aCTOCYBaHHI 3 (pIyKOHA30JI0M CIIif
BiIKOpUTYBaTH N0O3y aOpOoUUTUHIOY BiflTOBIOHO [0 iHCTPYKIIiI [JIsT MEOUYHOTO 3aCTOCYBaHHS
abpoluTHHIOY.

Ab(heHmanin: mig 9ac OMHOYACHOTO 3aCTOCYBaHHS anb(eHTaHiny y fo3i 20 MKI/KT Ta
dbmykoHazony y 0o3i 400 Mr 3mopoBUM HOOPOBOJILIISIM CIIOCTEPIranocs JBOKpaTHE
36inpmenHs AUC,,, MoxkiuBo, yepe3 iHrioyBanuss CYP3A4. Moxe OyTu HeoOXigHUM
KOPUTYBaHHS 03U anbheHTaHiny.

AMimpunmusiH, HopmpunmuJiH: GIYKOHA30JI TOCKUITIOE [il0 aMITPUIITUIIIHY Ta HOPTPUIITUIIIHY.
PekoMeHy€eThCSI BUMIpPIOBAaTH KOHIIEHTpAllil 5-HOPTPUNITUIIIHY Ta/a00 S-aMiTPpUNITHIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Tepartii Ta yepe3 1 TUXKOeHb. Y pa3i HeoOXigHOCTI CIlif BiAKOPUTYBATH 03y
aMITPUITUIiHY/HOPTPULITUIIIHY .

AmpomepuuuH B: ogHOYaCHe 3aCTOCyBaHHS (IyKOHa30/y Ta aMmboTepuiuHy B iHdikoBaHUM MUIlIaM
i3 HopMa/IbHUM iMYyHITETOM Ta iH(}iKOBaHUM MHUIIAM 3i 3HUKEHUM iMyHITEeTOM [asio TakKi pe3yibTaTu:
HEBEJIMKUY agUuTUBHUM NPOTUTPpUOKOBHH edeKT npu cucteMHii indexuii C. albicans, BiiCyTHICTb
B3a€EMOi] IpU BHYTPIIIHbOYEPenHil iHeknil Cryptococcus neoformans Ta aHTaroHi3M ABOX
IpenapariB Ipu CUCTEMHIN iHbeKi1 Aspergillus fumigatus. KiiHiuHe 3Ha4eHHS pe3yJbTaTiB,
OTPUMAaHUX Y XO[l LKX AOCIIiAXKEHb, HEBIOME.

AHMuKoazyAaHMuU: SIK i IpU 3aCTOCYBaHHi iHIINX a30JIbHUX MPOTUTPUOKOBUX 3ac00iB, Ipu
OIHOYaCHOMY 3aCTOCyBaHHI ()JTyKOHa30Jly Ta BapdaprHy IOBiIOMIISIIOCS IIPO BUIAAKU
PO3BUTKY KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, IITyHKOBO-KUIIIKOBUX KPOBOTEY, TeMaTypil
Ta MeJIeHH) V¥ ITOENHAHHI 3 ITOIOBXKEHHSAM IIPOTPOMOiIHOBOTO Yacy. [Ipu omHOYaCHOMY
3aCTOCYyBaHHI (IyKOHA30/Iy Ta BappapuHy CIIOCTEPIraaocs ABOKpaTHE MiABUIIEHHS
IPOTPOMOIHOBOTO Yacy, UMOBIPHO, BHACITIIOK IPUTHiIYeHHS MeTa00/i3My BaphapuHy yepes
CYP2C9. Crig peTenbHO KOHTPOJIIOBATH MIPOTPOMOIHOBUH Yac Y MAIliEHTIB, SKi OMHOYACHO
3aCTOCOBYIOTh KYMAapUHOBI aHTHKOATYISHTH abo iHgaHenion. Moxe 6yTyu He0OXiTHOIO
KOPEKIIis 03U aHTUKOATyJIsHTa.

BbeH3o0iazeniHu kopomkoi 0il, Hanpuk.aad Mida3osnam, mpua3onam: Tpu3HadyeHH S
({bIyKOHA30J1y IiCIs IepopalbHOr0 3aCTOCyBaHHS Mifa30aaMy IIPHU3BOAUIIO 10 3HAYHOTO
MiOBUINEHHS KOHIIEHTPaIll Miga3ojlaMy Ta A0 MOCUJIEHHS ICUXOMOTOPHUX e(eKTiB.
OpHouyacHe 3acTocyBaHHS (IIyKOHa301y y mo3i 200 Mr Ta Miga3onaMy y mo3i 7,5 mMT
IepopasbHO Npu3Boauio Oo migsuineHHs AUC Ta nepiofy HamliBBUBe[eHHS Mifa3onamy y 3,7
Ta 2,2 pa3a BifmoBifgHO. 3acTocyBaHHA GyKoHa30my y mo3i 200 mMr/noby ta 0,25 mr
TprasojaMy IepopaabHO npu3Boguso oo nigsuueHHsa AUC Ta nepiongy HamniBBUBEeEHHS
Tpua3onamy y 4,4 ta 2,3 pasa BignosigHo. [Ipu omHOYaCHOMY 3aCTOCyBaHHI (PIyKOHa30/1y Ta
TpHa30JIaMy CIIOCTEpPIranocs IOTEHIiIOBaHHS Ta IPOJIOHTalis eeKTiB TpHa3onamy.

K110 mauieHTy, IKA TPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OJHOYACHO NPU3HAYUTH
Tepariio 6eH3o0gia3eniHaMu, 03y OCTaHHIX CJIiff 3MEHIIUTH Ta BCTAHOBUATU HaJeXKHUU HarJgn 3a
CTaHOM IIallieHTa.

Kapbama3zeniH: GbyKOHA30I MPUTHIYYE MeTabomi3M KapbaMa3eiHy Ta CIIpUINHSIE
migBUINEHHS PiBHA KapOaMa3eminy B cupoBatii KpoBi Ha 30 %. ICHye pU3UK PO3BUTKY
IIPOSIBIiB TOKCUYHOCTI 3 00Ky KapOaMa3zerminy. Moxe 0yTu HeoOXimHUM KOPUT'YBAHHS HO3U
KapOaMa3emiHy 3ajieXKHO Bif] piBHS M0OT0 KOHIIEHTPallii Ta [il mpemapary.



biokamopu Kaavuiesux KaHaie: mesiKi aHTaroHICTH Kasbliiio (HibemuiH, icpaguiiy,
amyonutiH Ta penoxgumin) MetabomnidyioTecs hepmernToM CYP3A4. OnyKoHa30I1 MOTEHIIINHO
MOXKe IigBUIIYBaTH CUCTEMHY €KCIT03UIlil0 67I0KaTOPiB KaJIbI[iEBUX KaHaIiB.
PekoMeHIOBaHNWI peTeNbHUY MOHITOPHHT I[OJI0 PO3BUTKY MOOIYHUX peakiliid.

Ilenekokcub: mpu oqHOYACHOMY 3acTOCyBaHHi ¢ykoHa3omy (200 mMr Ha mo6y) Ta
nenekokcu0Oy (200 mr) C,,,, Ta AUC uenekokcuby migBuiyBanucs Ha 68 % Ta 134 %
BignoBigHo. [Ipu ogHOYACHOMY 3aCTOCYBaHHI 11e1eKOKCuOy Ta GIyKoHa30Jy MoXe OyTH
HeOoOXiTHUM 3MeHIIeHHS 03U 11eJIeKOKCUOY BABivi.

Iuxaogocgpamio: opHOYACHE 3aCTOCYBaHHS HUKII0Gochaminy Ta (pIyKoHa30Jly IPU3BOAUTH
o migBUINeHHS piBHS Oinipy6iHy Ta KpeaTuHiHY B cHpoBarTli Kposi. L]i mpemapaTy MoXHa
3aCTOCOBYBaTH OJHOYACHO, 3BaXKAlOYU Ha PU3UK IMigBUINEHHS KOHLIEHTPalil Oinipy0iny Ta
KpeaTHHIHY B CUPOBATL]i KPOBi.

deHmadi: TOBIHOMIISIIOCS IIPO OUH JIeTaIbHUM BUMAOOK iHTOKCHUKAIIlil peHTaHimoM
BHACJIiIOK MOXKJIMBOI B3aeMofil heHTaHiny Ta ¢hyKoHa3omy. o TOTO X y OOCIiIXKeHH] 3a
y4acTIO 3MOPOBUX NOOPOBOIIBLIB OYJI0 MPOIEMOHCTPOBAHO, 110 HITYKOHA30JI 3HAYHO
YTIOBi/IbHIOBAB efliMiHallilo peHTaHiny. [TifBUIlleHHS KOHIIEHTpallil (eHTaHiny MOXe
IIPU3BECTU [0 IPUTHIYEHHS OUXaHHS, TOMY CJIi[l peTeJIbHO KOHTPOJIIOBATH CTaH MallieHTa.
Moxe OyTu He0OXigHOI0 KOpPEeKlis no3u heHTaHimy.

IHei6imopu 'MTI-KoA-pedykma3su: CyMiCHe 3aCTOCyBaHHS (IyKOHa301y Ta iHribitropis ['MI -
KoA-penykrasu, 110 Mmetaboni3yioTscsi CYP3A4 (aTopBacTaTUH Ta CHMBACTaTHH), abo
inribiTopiB I'MI'-KoA-penmykTasu, 1m0 Mmetabonisyiotscss CYP2C9 (dnyBacTaTul (3HUKEHHS
IIeYiHKOBOT0 MeTabo0Ii3My CTaTUHY)), MiABUIY€e PU3UK PO3BUTKY MiomaTil Ta pabnoMionisy
(mo303amexkHo). Y pa3i HeoOXigHOCTiI OHOYACHOT'0 3aCTOCYBaHHS LUX IIPenapaTiB Ciif
PEeTeNbHO CIIOCTEPIraTH 3a MalliEHTOM 11040 BUHUKHEHHS CUMIITOMIB Miomartil Ta
pabmgomiosti3y i TpoOBOOUTY MOHITOPUHT PiBHS KpeaTUHKiHA3M. Y pa3i 3HAYHOTI'O MiIBUIIIEHH ST
piBHS KpeaTHHKiHA3M, a TAKOXK IIPU AiarHOCTYyBaHHI abo mimo3pi Ha Mionarito/pabmomiosnia
3acTocyBaHH4 iHTri0iTopiB 'MI-KoA-penyKTa3u ciif TpUIUHUTUA. MoxKe BUHUKHYTHU
HeoOxigHiCTh 3HUXKEeHHS 103 iuribitopiB 'MI-KoA-penykrasu, sIK 3a3Ha4eHO B iHCTPYKIIil
[J1S1 MeOUYHOI'0 3aCTOCYBaHHS CTATUHIB.

I6pumuHi6: momipHi iHribiTopu CYP3A4, Taki K GIyKOoHa3071, MigBUIIYIOTh KOHIIEHTPAIIiI0
iOpuTHHIOY B Iy1a3Mi Ta MOXKYTh MigBUIIYBATH PU3UK TOKCUYHOCTI. KO HEMOXKIIUBO
YHUKHYTH KOMOiHallil mpenapaTiB, MOTPiOHO 3HU3UTHU A03Y i0puTHHiIOy mo 280 Mr oguH pa3
Ha go0y (2 KaIlcynu) 3 MeTOI0 IIPOAOBXKEHHS 3aCTOCYBaHHS iHTIOITOPY Ta 3ab6e3neunTnt
MOCTIMHUN KIIHIYHUN MOHITOPUHT.

Isakagpmop (K MOHOTepatisg abo B KoMmOiHalii 3 mpemapaTaMu TakOTO CaMOT0
TepaneBTUYHOTO KJIacCy): ogHOYAacHe 3aCTOCYBAHHS iBakadTOpy, perynsTopa TpaHCMeMOpaHHOI
nposigHOCTi Tpu MyKoBiciumo3i (CFTR), 30inbuIuio ekcrno3uiito iBakahTopy B 3 pa3u Ta eKCIO3HUIIii0
rinpokcumeTtuniBakadtopy (M1) y 1,9 pasa. Heob6xigHe 3HMKEHHS 7034 iBaKadTOpy (K MOHOTepaIil
abo B Kkom0biHarlil), 1K 3a3Ha4€HO B iHCTPYKIIil 711 MEOUYHOTO 3aCTOCYyBaHHS iBakahTOPy (IK
MOHOTepaIrii abo B KombiHaIrii).

Osanapub: nomipHi inri6iTopu CYP3A4, Taki K GyKoHa30:1, 30iMbIIyIOTH MM1a3MOBi
KOHIIEeHTpallil otlanapudy; iX OMHOYaCHe 3aCTOCYBaHHS He PEKOMEHMYETHCS. AKII0 Takol



KoMOiHallii He MOXHa YHUKHYTH, IPHHOM onamapuby o6MexyoTh qo3amu 200 Mr OBivi Ha
no0y.

ImyHocynpecopu (Hanpukaad UUKAOCNOPUH, €8epoaimyc, CUPOAiMYC I MakpoaiMyc).

IuxaocnopuH: pIyKOHA30 3HAYHO HiABUINye KoHIeHTpauio Ta AUC nuknocnopuny. [1pu
OJIHOYaCHOMY 3aCTOCyBaHHi ¢yKoHa30my y 0o3i 200 Mr/mo0y Ta IUKIIOCIIOPUHY Y HO03i

2,7 mr/kr/moby cmocTtepiranocs 36inbuierHs AUC uuknocmopuny y 1,8 pasa. Lli mpenapaTu
MO2KHa 3aCTOCOBYBaTH OOHOYACHO 3a YMOBU 3MEHIIEHHS 03U LUKIIOCIIOPUHY 3a1€2KHO Bif
10ro KOHIIEHTPalIii.

Egeposimyc: X04a OOCHiAXKEHD in vitro Ta in vivo He TPOBOOWIY, BifoMO, 10 (GJIyKOHA30]I
MOZXKe IIIIBUIIYyBaTA KOHIIEHTPAIJI0 €BEPOJIIMYCYy B CUPOBATIl KPOBL Yepe3 IPUTrHiueHH
CYP3A4.

Cupoaimyc: GpIyKoHa30J1 MiABUILYE KOHLIEHTPALIiI0 CUPOIIMYCY y IJ1a3Mi KpPOBi, UMOBIPHO, IIJIZXOM
npurHideHHs MeTaboniaMy cuponimycy depmerToM CYP3A4 ta P-rnikonporeinoM. Li mpemnapatu
MOXKHAa 3aCTOCOBYBATU OOHOYACHO 3@ YMOBU KOPUT'YBaHHS NO3U CUPOIIMYCY 3a71€XKHO Bifi PiBHSA
KOHIIEHTpallil Ta eeKTiB Ipemapary.

Takpoaimyc: haykoHa307 MOXKe iIBUIIYBaTH KOHIIEHTPAllil TAKPOJIiMyCy B CUPOBATIIi KPOBi 10

5 pasiB mpu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NPUTHiUeHHS MeTabo0Ii3My TaKpomiMycy
dbepmenTom CYP3A4 y kuineyHuKy. [Ipyu BHyTPIlIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIiMyCy He
CIIOCTEpIranocsl 3HaYHUX 3MiH (papMakKoKiHeTUKH. [TifBuIlleHi piBHI TaKPOJIIMyCy aCOIil0I0TLCA i3
He(POTOKCUYHICTIO. [103y TaKPOJIiMyCy AJIS IEPOPAIbHOT0 3aCTOCYBaHHS CIIiJ 3HUKYBaTH 3aJIe?KHO
Bifl KOHIIEHTpAIlil TaKpoJiMycy.

Jlozapmat: pnykoHa30/1 IpUrHivye MeTab0I1i3M 103apTaHy OO0 HOTr0 aKTUBHOTO

meTabomnity (E-31 74), mo o6yMOoBIIOE GiNbIly YaCTUHY aHTArOHi3MY 10 PELIENITOPIB
a"rioten3uny Il mig yac 3acTocyBaHHS JI03apTaHy. PeKOMEHI0BaHO 3[iCHIOBATH IOCTIMHUN
MOHITOPUHT apTepiagbHOr0 TUCKY V Ial[ieHTiB.

JIypasudox: ioMipHi iHribiTopu CYP3A4, Taki K GIyKoHa3011, MOXKYTh IIiIBUIyBaTU
KOHI[eHTPALiI0 JIypa3uAoHy V IIJIa3Mi KpOBi. AKI0 He MOXHA YVHUKHYTH OOHOYACHOTO
3aCTOCYBaHHS, CJIif] 3MEHIIUTHU 003y Nypa3ugoHy, K 3a3HaueHO B iHCTPYKIIil AJIT MeIUIHOTO
3aCTOCYBaHHA JIypa3ugoHy.

MemadoH: ¢pnyKoHa301 MoXKe IiABUIINYBaTHA KOHI[EHTPaLlil0 METaIOHY ¥ CUPOBATIIi KPOBI.
[Tpu ofHOYACHOMY 3aCTOCYyBaHHiI MeTagoHY Ta (GJIyKOHA30Jly MoXke OyTy HeoOXigHUM
KOPUT'YBaHHA 03U METa[lOHY.

HecmepoioHi npomusanaavHi npenapamu (HI13I1): npu 0qHOYACHOMY 3aCTOCYBaHHI 3
dbnykonazosnoMm C,,, Ta AUC pnypbinpodeny migBumiyBanucs Ha 23 % ta 81 % BigmoBimHO
TIOPiBHSIHO 3 BiATIOBiMHMMU ITOKa3HUKAMHU MPU 3aCTOCYBaHHi Tinbku Gmypoinpodeny.
AHanoriyHo Npu OOJHOYACHOMY 3aCTOCYBaHHI (IyKOHA30/1y 3 paleMiuHuM i0ynpodeHom
(400 mr) C,,,, Ta AUC ¢apMakonorivyHO aKTUBHOTO i3oMepy S-( )-ibympodeHy migBuUIyBanIucs
Ha 15 % Ta 82 % BigNmoOBiHO, MOPIBHAHO 3 TAKUMU [TIOKa3HUKAMU IIPYA 3aCTOCYBaHHI TIJIbKU
parneMiuyHoro ibynpodeny.

Xoua cIellianbHUX OOCIIXKEHDL HE IIPOBOOUIIH, Q)HYKOHaBOJ'I MOXe l'IiI[BI/IH.IYBaTI/I CUCTEMHY



ekcro3utito inmux HII3II, mo metabonizyiotscs CYP2C9 (Hanpukiiag HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, TuKiodeHaKy). PeKOMEHIOBaHO MEPiOgUYHO 3MiCHIOBATA MOHITOPUHT IMOOIYHUX
peaxliif Ta TOKCUYHUX IPOSBiB, OB s13auux i3 HII3IT. Moxe OyTu nmoTpibHEe KOPUTYBaHHS 103U
HITI3II.

deHimoiH: ¢hnyKoHa30J MpuUrHiyye MetaboniaM ¢eHiToiHy B nedinui. OqHOYacHe
O6araTtopa3soBe 3actocyBaHHS 200 Mr ¢nykoHa3omy Ta 250 MT QpeHiTOIHY BHYTPIITHROBEHHO
npu3BoguTh 0o mipBumenHs AUC,, penitoiny Ha 75 % Ta C,,,Ha 128 %. [Ipu ogHOYacHOMY
3aCTOCYBaHHI WX JTiKAPChKUX 3aC00iB il MPOBOOUTH MOHITOPHMHT KOHIIeHTpallil peHiToiny
y CUPOBATLi KPOBi /I YHUKHEHHS PO3BUTKY TOKCUYHOI il HeHiTOIHY.

ITpe0Hi30H: TIOBITOMIISIIIOCS IIPO BUIIQAOK, KOJIH y Malli€eHTa MMiCJIsg TPaHCIIaHTallll TeYiHKH
Ha TJIi 3aCTOCYBaHHS NPENHI30Hy PO3BUHYJIACS I'OCTPa HEAOCTATHICTh KOPY HagHUPKOBUX
3aJ103, 110 BUHUKIIA IiC/Is IPUIMHEHHS TPUMICAYHOTO KypCy Tepartlii (prIyKoHa3010M.
[TpunuHeHHS 3aCTOCYBaHHS (HIIYKOHA30J1y, UMOBIPHO, CIIPUYWHUIIO ITIOCUJIEHHS aKTUBHOCTI
CYP3A4, mo npu3Beso [0 IPUCKOPEHHS MeTabo1i3My npefHi3oHy. Crif peTenbHO CTEXKUTH
3a MmaljieHTaMu, SKi IPOTSITrOM TPUBAJIOT0 Yacy OMHOYACHO 3aCTOCOBYIOTh (DITYKOHA30J Ta
IIPefHi30H, 3 METOI0 IOIEePEeIKEHHS PO3BUTKY HEJOCTATHOCTI KOPY HaAHHPKOBUX 3a/103
iCisg IPUNUHEHHS 3aCTOCYyBaHHS (QITyKOHA30I1y.

Pugpabymun: GnyKoHA301 MigBUITY€E KOHIIEHTPali0 prucabyTUHY B CHPOBATII KPOBI, 110
npu3BoguTh 00 36inbiieHHss AUC pudabytuny go 80 %. [Ipu ogHOYaCHOMY 3aCTOCYBaHHi
dbykoHa3ony Ta pudalbyTUHY MOBIIOMIISIOCS PO BUIAAKU PO3BUTKY yBeiTy. [Ipu
3aCTOCyBaHHI Takol KoMOiHaIlil miKapchKux 3aco0iB CyIif OpaTu g0 yBark CUMIITOMU
TOKCUYHOI [iil pudaldyTuny.

CaksiHasip: pnykoHas3on migsuirye AUC ta C,,, cakBiHaBipy mpubnu3Ho Ha 50 % Ta 55 %
BiAITIOBIOHO Yepe3 MpUTrHiYeHHS MeTabos1i3My cakBiHaBipy y nedinni pepmentom CYP3A4 ta
yepe3 iuribyBanHs P-rrnikonpoTeiny. Baemogmii Mixk ¢yKoHa30J10M Ta
CaKBiHaBipOM/pPUTOHABIPOM He JOCIiKYBalKCs, TOMY BOHU MOXYTb OyTH OiNbiil
BHpaXXxeHuMU. Moxe OyTH HeOOXigHUM KOPUTYBaHHS 03U CaKBiHaBipy.

IToxiOHI Ccyab(hOHIICeUOBUHU: TIPU OMHOYACHOMY 3aCTOCYBaHHi (DIIyKOHA30JI IPOIOHTYE
1Iepiof HalliBBUBeIEeHHS IePOpaIbHUX IOXIAHUX CyIb(MOHIICEYOBUHM (XJIOPIPOIaMiny,
riibeHKIaminy, rainisuny Ta TonbyTaMigy) IpH X 3aCTOCYyBaHHI 300POBUM AOODPOBOJIBLISM.
PexoMeHOyeThCA IPOBOOUTY YACTUU KOHTPOJIb LIYKPY B KPOBIi Ta BiATIOBIAHUM YUHOM
3HUXKYBATU 03y NOXIIHUX CYIb(MOHIIICEYOBUHY IIPU OOHOYACHOMY 3aCTOCYBaHHI i3
(bITyKOHA30JI0M.

Teoginin: y mnaned0-KOHTPOILOBAaHOMY IOCTiIKEeHHI B3a€MOJil ITpernapaTiB 3aCTOCYBaHHS
dbnykorasony mo 200 mMr npoTsarom 14 gHiB MPU3BEJIO A0 3HUXKEHHS CEPEeIHBOTO KITipEHCY
Teo(isniHy B mya3Mi KpoBi Ha 18 %. 3a malfieHTaMu, sIKi 3aCTOCOBYIOTh TEO(IIiH Y BUCOKUX
mo3ax abo SKi MaloTh MiIBUINEHN PU3UK PO3BUTKY TOKCUUYHUX IIPOSIBIB Teo(DiNiHy 3 iHIINX
IIPUYWH, CJIii BCTAHOBUTH HATJISAT L[00 BUSBJIEHHS 03HAK PO3BUTKY TOKCUYHOI [il
Teodininy. Teparmito Cif 3MiHUTH [IPU NOSIBI 03HaK TOKCUYHOCTI.

TopauyumuHi6: BrimuB ToQanuTUHIOY 3pOoCTae IPU OMHOYACHOMY 3aCTOCYBaHHi 3
nmiKapchKUMU 3acob6aMu, sKi MpU3BOASATH A0 moMipHOTOo iHTi0yBanHS CYP3A4 Ta MOTYyKHOTO
inrioyBanusg CYP2C19 (manpuknapn ¢iykoHa3o01). ToMy peKOMEHI0BAHO 3HU3UTHU 103y



TopauuTHHIOY 00 5 MT oguH pa3 Ha J00y B KOMOiHAIliIX 3 IMMU IIpernapaTaMu.

TosaBanmaH: eKCIO3UIIis TOMBANTaHy 3HaYHO 3pocTasa (200 % AUC, 80 % C,,,,), KOl TOJIBaITaH,
cybecrpaT CYP3A4, 3aCTOCOBYBAJIM OOHOYACHO 3 (PIIyKOHA30J10M, IIOMipHUM iHTiOiTOpOM
CYP3A4, npu 11,b0My 3HAYHO 3POCTaB PU3UK BUHUKHEHHS MOOIYHUX peakilili, 30KpeMa
3HAYHOro 30i/IblIeHHS Oiype3y, 3HEBOMHEHHS Ta I'OCTPOL HUPKOBOI HEJOCTATHOCTI. Y pasi
OIHOYACHOTO IIPU3HAYEHHS CJIif 3MEHIIUTH 403y TOJIBAIITAHY 3rifHO 3 BKa3iBKaMU B
IHCTPYKIIil 3 MEOUYHOTO 3aCTOCYBaHHS Ta PETYJISIPHO IIePeBipsITH CTaH MallieHTa Ha
HasIBHICTh Oy[b-IKUX MOOIYHUX pPeakllii, OB’ I3aHUX i3 TOIBANITaHOM.

Asnkanoiou bapeiHky: X04a BigMOBIIHUX JOCIiXKEHb He MMPOBOAUIH, HIIYKOHA30J1, UMOBIpHO,
yepea iurioyBanHs CYP3A4, Moxe CIPUYUHSTH MMiABUIIEHHS KOHIIEHTPallil alKanoifiB
0apBiHKY y IJTa3Mi KpPOBi (HampuKJyIa[ BIHKPUCTHUHY Ta BiHOIACTUHY), 110 IPU3BOOUTD 10
PO3BUTKY HEMPOTOKCUYHUX e(eKTiB.

BimamiH A: OBIZOMIISANIOCH, 10 y HallieHTa, SKUM OOQHOYAaCHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHUCIOTY (KuCI0THa ¢hopMa BiTaMmiHy A) Ta GIyKOHA30J1I, CliocTepiranucs mobiuHi peakiii 3
60Ky neHTpanbHOl HepBOBOI cucteMu (LTHC) y ¢popmi mceBmoTyMOpYy TOJIOBHOT'O MO3KY;
maHub eekT 3HUK Mmicns BimMiHu GiykoHa3omny. Lli nikapchbki 3acobu MOKHa 3aCTOCOBYBATH
OIHOYACHO, ajie CJIif maM’siTaTH PO PU3KMK BUHUKHEHHS M0oOiyHMX peakiriii 3 6oky ITHC.

BopukoHasoa (iHzibimop CYP2C9, CYP2C19 ma CYP3A4): ogHo4YacHe 3aCTOCYBaHHS
BOPHKOHAa305Ty mepopasbHo (1mo 400 mr kKoxHi 12 rogus npotsarom 1 gus, notim mo 200 MI KOXHi

12 rogun npotsrom 2,5 oHiB) Ta GhayKoHa301y nepopanbHo (400 Mr B mepuIuii feHb, ToTiM 1o 200 mr
KOXHi 24 TOOWHY IPOTATOM 4 mHiB) 8 3M0poBUM HOOPOBOJIBIISIM YOJIOBIUOl CTATi IPU3BEIIO [0
nigsuuenHs C,,, Ta AUC, BopuKoHa3011y B cepengHboMy 10 57 % (90 % [I: 20 %, 107 %) ta 79 %

(90 % [MI: 40 %, 128 %) BigmoBimHO. HeBimoMo, 4u mMpuU3BOAUTH 3HUKEHHS J03K Ta/ab0 4acToTu
3aCTOCYBaHHSI BOPUKOHA30JTy abo ¢IyKoHa301y 10 YCYHEHHS Takoro edekTy. [Ipu 3acTocyBaHHi
BOPUKOHA30Y Iicysg GIyKOHA30JTy CIIif] IPOBOOUTH CIIOCTEPEKEHHS 100 PO3BUTKY MOOIYHUX
e(eKTiB, acollii0BaHUX i3 BOPHKOHA30JI0M.

3udosyduH: pnykonazon migsumye C,.. Ta AUC 3ugoBynuny Ha 84 % Ta 74 % BigmoBigHO,
110 3yMOBJIEHO 3HUKEHHSAM KJIipEHCY 3UAOBYIUHY IPuOIU3HO Ha 45 % mpu #oro
IIepopaabHOMY 3aCTOCyBaHHi. [lepiof HaniBBUBeNeHHS 3UA0BYAUHY OyB TAKOXK IOJOBXKEHUN
npu6bnu3Ho Ha 128 % micng 3acTocyBaHHS KoMOiHalii GIyKoHa30/1y Ta 3UgOBYAUHY. 3a
nalieHTaMH, SKi 3aCTOCOBYIOTh TaKy KoMOiHallio JlikapCcbKuX 3aco0iB, Clif crocTepiratu
1000 PO3BUTKY IMOGIYHUX peakilili, OB’ I3aHMX i3 3aCTOCYBaHHSM 3UAOBYAUHY. MoXKHa
PO3IJIAHYTU OOLIIBHICTS 3HUXKEHHS 003U 3ULOBYLAUHY.

A3umpoMmiuuH: y XOIi BITKPAUTOTO PAHA0MI30BaHOTO0 TPUCTOPOHHLOI0 IIEPEXPECHOT0
MOCIIIXKEHHS, B IKOMY B3s1JIM y4acTb 18 300poBUx MOOPOBOIIBILB, OIiHIOBAIM BIIJIUB
a3UTPOMINMHY Ta (PJIYKOHA30Jly Ha (hapMaKOKiHETUKY OOUH OOHOTO IIPY 1IX OHHOYACHOMY
IIepopasbHOMY pa30BOMY 3acTocyBaHHI y go3ax 1200 mr ta 800 mr BignmoBigHO. 2KogHUX
3HAUyNIMX papMaKOKiHETUYHUX B3aEMO/iM BUSIBIIEHO He OyII0.

ITepopaavHi KOHMpauenmueu: TPOBOAuI0Cs 2 hapMaKOKiHETUYHUX MOCTiIKEeHHS
G6araTopa30BOro 3aCTOCyBaHHS (PIIYKOHA30Jy Ta KOMOIHOBaHOTO IIEPOPabHOTO
KOHTpalenTuBa. [Ipu 3acTocyBaHHI (yKOHA305y Vv A03i 50 Mr BIJIMBY Ha PiBeHb TOPMOHIB
He OyJ10, TOAi SIK IIPX 3aCTOCyBaHHi GyKoHa3omy ¥ 0o3i 200 Mr Ha mo0y crocTepiranocs



30inpmienHs AUC etuninectpagiony Ha 40 % Ta neBoHoprecTpeny - Ha 24 %. 1le cBiguuTh
PO Te, 110 0araTopa3oBe 3aCTOCYBaHHSA (IYKOHA30Jy V 3a3Ha4eHUX J03aX HaBPSAJ YU MOXKe
BIIJIMBATH Ha e(eKTUBHICTh KOMOIHOBAHOT'O IIEPOPAJIbHOTO KOHTPAIIEIITHUBA.

Oco6 1ueocmi 3acmocyeaHHsi.

LHepmamogimia. BignoBigHO OO0 pe3ylIbTaTiB HOCTIOXKEHHS (PIyKOHA30Iy OJ1s TiKyBaHHS
nepMaToQdiTil y miTel, (IyKOHA30J1 He ITepeBUIlye rpu3eodyabBiH 3a e(PEeKTHUBHICTIO i
3arajibHuY MOKa3HUK ePeKTUBHOCTI cTaHOBUTHL MeHIIe 20 %. ToMy (GpIyKOHA30J He CIIif
3aCTOCOBYBATH [J15 JIIKyBaHHSA TepMaTOdiTil.

Kpunmokoko3s. [1oka3iB e(peKTUBHOCTI (hJIyKOHA30J1y AJis JiKyBaHHSA KPUIITOKOKO3Y iHIINX
JI0KaIi3aniil (HampuKJiag JIeT€eHeBOT0 KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKIPH) HEOOCTATHERO,
TOMY PEKOMEH[AI[i! LI0f0 HO30BOT0 PEXUMY IJId JIIKyBaHHS TaKUX 3aXBOPIOBaHb HEMAE.

Kanoudos. [JocmigKeHHs IPOOeMOHCTPYBaIX 3pOCTaHHS MOMIMPEHOCT iHDEKITiH,
CIPUYUHEHUX IHIIMMU BufaMu Candida, kpim C. albicans. BoHu 4acTo € IPUPOAHO CTIHKUMHU
(manpuknag, C. krusei ta C. auris) abo [IeMOHCTPYIOTh 3HUKEHY YYTIUBICTb 10 HITyKOHA30IY

(C. glabrata). Taxki iHdeKIil MOXYTb TOTPeOyBaTH albTepPHATHBHOI IPOTUTPHUOKOBOI Teparil micnis
HeBHasoro JikyBaHHsS. OTXKe, JIiKapsiM, sSKi MpU3HayaloTh 3aci0, peKOMEHAYETHCS BPaxOBYBaTH
MOIIMPEHICTh CTIMKOCTI pisHuX BUfiB Candida mo hbiyKoHa3017y.

I'1uboki eHOeMmivHi Miko3u. [ToKa3iB e(peKTUBHOCTI (IYKOHA30IIy IS JIIKYBAHHS IHITHX HOPM
eHJeMiUHUX MiK03iB, TaKUX K [TapaKOKIMAi0iAOMiK03, TiCTOIIa3M03 Ta MIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEJOCTaTHbHO, TOMY PEKOMEHAIN 040 J030BOT0 PeXKUMY J1s IIKyBaHHS TaKUX
3aXBOPIOBAHbL HEMAE.

Hupkoea cucmema. TlatiieHTaM i3 mopyueHHIM QyHKIIIM HUPOK IIpenapaT CIIif
3aCTOCOBYBaTH 3 006epexkHicTIO0 (OuB. po3ain «Crocid 3aCTOCYBaHHS Ta [O3U»).

HedocmamHicmb HAOHUPKOBUX 3a/103

KeTokona3zon, K BifoMo, CIPUYXHSAE HEOOCTAaTHICTh HAAHUPKOBUX 34103, 1 I[e TaKOXK MOXKe
cTtocyBaTucs (HIyKOHA30I1y, X049a CIIOCTePiraeThcs pigko. HemocTaTHICTh HAGHUPKOBUX 3aJ103,
[I0B'dA3aHa 3 ONHOYACHUM JIIKyBaHHAM IIPEAHI30HOM, OIMCaHa B PO3nili «B3aemonis 3 iHmumMu
JMiKapChKUMHU 3acobaMu Ta iHIIi BUIKM B3aEMOIIN».

I'enamobiaiapHa cucmema. TlarieHTam i3 mopyieHHIM QYHKIIN TeYiHKY IpenapaT CIIif
3aCTOCOBYBaTHU 3 00epexkHiCTI0. 3aCTOCYBaHHS (PIIYKOHA30/Iy acOIlif0BalIOCS 3 BUHUKHEHHSIM
PiAKiCHUX BUIIA[KiB PO3BUTKY TAKKOI T€llaTOTOKCUYHOCTI, BKII0Yal04y JleTabHi BUTIA[KH,
TOJIOBHMM YWMHOM V IAL€HTIB 13 TIXKKMMU OCHOBHMMU 3aXBOPIOBAHHSAMU. Y BUNAAKaAX, KOJIU
PO3BUTOK T'ellaTOTOKCUYHOCTI acollif0oBaBCS i3 3aCTOCYBaHHAM (ITYKOHA3011y, He 0yI10
Big3HAYEHO 11 IBHOI 3aJIe’KHOCTI Bifi 3arasibHOI J0OO0BOI 103U IIpenapaTy, TPUBAIOCTi Teparil,
craTi a0 BiKy mallieHTa. 3a3BUy4ail TelaTOTOKCUYHICTDh, CIIPUYUHEHa (IyKOHA30JI0M,
000pOTHA, a ii MPOsBY 3HUKAIOTH ITiCJIg IPUIMHEHHS Teparlii.

3a malfieHTaMH, y SKUX IIPU 3aCTOCYBaHHI (PJIyKOHA30J1y CIIOCTEPIralOThCS BigXUIEHHS pe3yJbTaTiB
GyHKIIOHATBHUX P00 MeYiHKY, CTifl BCTAHOBUTY PETENIbHUM HaTJIAL 040 PO3BUTKY OiNIbII TAKKOTO



ypaXKeHHS MeYiHKH.

[TamieHTiB Ccig NpoiH(GOpMyBaTH PO CUMIITOMHY, 1[0 MOXKYTh CBIfYUTH IIPO CEPUO3HUM BIIJIUB Ha
Ie4iHKy (BUpaXkeHa acTeHis, aHOPeKCis, IOCTiiHa HyfgoTa, 6/1I0BaHHS Ta JKOBTSIHHUL). Y TAKOMY
BUIIa[IKy 3aCTOCYBaHHS (PIyKOHA30J1y CJIif HerallHO IPUNMHUTHU Ta IPOKOHCYIbTYBATUCA 3 JTIKapeM.

Cepuego-cy0uHHa cucmema. [1esiKi a30/1H, ¥ TOMY 4HCJIi i (hJTyKOHA30J1, aCOIiI0I0THCS i3
nogoBxkeHHAM iHTepBasny QT Ha enekTpokappiorpami. ®ykoHa30:1 1ogoBxye iHTepsan QT
IIJIIXOM NIPUTHIYeHHS KanieBoro KaHany lkr. ITogosxenHs inTepBany QT BHacTifoOK Ail
IHIKX NTiKapChKUX 3ac00iB (HaIpuKIag aMiofapoHy) MoXke IOCUIIIOBATUCS LIISIXOM
npurHideHHS pepmerTy CYP3A4 nmutoxpomy P450. IToBigomnsanocs npo AyXe pifkicHi
BUIMAAKM NOJOBXKeHHS iHTepBany QT Ta mapoKcu3MasnbHOIL MUIYHOYKOBOL TaxXiKapil TUILY
«IipyeT» IpU 3aCTOCyBaHHi (IyKOHa301y. Taki MOBiqOMIEHHS CTOCYBaIUCS MAlli€HTIB i3
TAKKUMU 3aXBOPIOBaHHSAMU IIPU NIO€NHaHHI 6araTbox (GakTOpiB pU3UKY, TAKUMU 5K
CTPYKTYPHI 3aXBOPIOBaHHS CEpIIs, IOPYLUIEHHS eIeKTPOJIiTHOTO 00MiHYy Ta OgHOYacHe
3aCTOCYBaHHS iHIIUX JTiIKapChKUX 3aco0iB, 110 BIIKMBaIOTh Ha iHnTepBan QT. [TaiienTu 3
TilnokaJsieMi€lo Ta IPOrpecydor0 CepLieBO0 HeAOCTaTHICTIO MalOTh MiABUIIIEHUN PU3UK
BAHUKHEHHS 3aTPO3/IUBUX [JIg KUTTS IIYHOYKOBUX apUTMIiU Ta IapOKCHA3MaJbHOL
IIJTYHOYKOBOI TaXiKapmil TUIY «IIipyeT».

®nyKoHa301 cIlif 3 06epexKHICTI0 3aCTOCOBYBATH MAlliEHTAM i3 PU3UKOM PO3BUTKY apUTMiil.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 TiKapChKUME 3acobaMu, 1110 IPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoThcs 3a gonoMoroio hepmenty CYP3A4 nutoxpomy P450, mpoTunoka3laHe (qUB. pO3inu
«IIpoTunoka3aHHs» Ta «B3aemofis 3 iHIIUMY TiKapChbKUMU 3aco0aMu Ta iHII BUOU B3a€EMOMIN»).

I'anogpanmpun. Tanodpantpun € cyoctparom pepmenty CYP3A4 i mpononrye intepsan QTc
IIpY 3aCTOCYBaHHI y PEKOMEH0OBaHUX TepaleBTUUHUX J03aX. OmgHOYaCHe 3aCTOCYBaHHS
rajgogaHTpUHy Ta (PIyKOHA30/Iy HE PEKOMEHAYETHCS (AUB. po3hin «B3aeMopia 3 iHIIUMU
JMiKapChKUMU 3aco0aMu Ta iHIIT BUOYM B3aEMOIiii»).

Llepmamoasoeiuni peakuii. ITig 9ac 3acTocyBaHHS (DIIYKOHA30JIy PiAKO MOBiHOMIISNIOCS PO
PO3BUTOK TaKUX €KC(HOIiaTUBHUX MIKipHUX peakmiil aK cuHApoM CTiBeHca-[[:KOHCOHa Ta
TOKCUYHUY elifiepMabHUU HEKPOoIi3. [Tauientu 3i CHIMloM GiyibI CXUIbHI JO PO3BUTKY TSIKKUX
MIKipHUX peakilill Ipu 3aCTOCyBaHHi 6araThox JTiKapchKux 3acobiB. FAKIO y MallieHTa i3 TOBepXHEBOIO
rpubKOBOIO iH(DEKITi€w0 3’ IBII0TLCS BUCUIIaHHS, 1110 MOXKHA II0B’I3aTH i3 3aCTOCYBAHHSIM
(bnIyKoHa301y, IOHasblle 3aCTOCYBaHHS IIpernaparty CHIifl IPUNUHUTY. AKI0 y Ialji€eHTa 3
iHBa3MBHOI0/CUCTEMHOIO I'PHOKOBOIO iH(DEKIIi€l0 3’ IBITIOTHCS BUCUIIAHHS Ha IIKipi, 3@ HOT0 CTaHOM
NOTPiOHO pPeTeIbHO CIIOCTEPIraTy, a y BUMafKy PO3BUTKY OYy/IbO3HUX BUCUIIAHb a00 MYyJIbTU(HOPMHOI
epUTEeMH 3aCTOCYBaHHS (HIYKOHA30IIy ciifg npunuHuti. [1ig yac 3acTocyBaHHS QIIyKOHA30ITY
IIOBIIOMJISINIOCSA TIPO Peakiiifo JTiKapCchKuX 3aco0iB 3 €03nHO(DINi€I0 Ta CUCTEMHUMY CUMIITOMaMU
(DRESS cungpom).

I'inepuymaugicmy. Y pigKiCHUX BUIAAKaxX MOBiIOMIISIOCS IPO PO3BUTOK aHa(iTaKTUUYHUX
peaxirii (ouB. po3min «ITpoTUIIOKa3aHHS»).

LTumoxpom P450. ®nykona3on € nomipuuM inriditopom dpepmentis CYP2C9 Ta CYP3A4. Takox
bnykoHa301 € noTyxkHuM inribitopom pepmenty CYP2C19. Crnig criocTepiratu 3a CTaHOM Ialli€eHTIB,
sIKi OTHOYaCHO 3aCTOCOBYIOTH (PIyKOHA30JI Ta IIpernapaTy 3 By3bKUM TepPaleBTUYHUM BiKHOM, III0
MeTabomizyoThcs 3 yuyacTtio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3nin «B3aeMofia 3 iHIMUME
JMiKapChKUMU 3aco0aMy Ta iHIIi BUOU B3AEMOIIN»).



TepgernaduH. Crif peTenbHO CIIOCTEPIraTé 3a CTAHOM TIallieHTa IIPU OJHOYaCHOMY
3aCTOCyBaHHI TepheHamuHy Ta ¢hiayKoHa3omy v no3i menuie 400 Mr Ha no0y (OUB. pO3minu
«[IpoTunokasaHHsI» Ta «B3aeMomist 3 iHIMMMU TiKapCHKUMU 3aco0aMu Ta iHII BUOK
B3aEMOIIN»).

LonomiocHi peuosuHu. IIpenapat mictuts 0,9 % po3uuH Hatpiwo xmopuny. Koxui 200 Mr
(dbmakon mo 100 mm) micTath 15 MMorb ioHiB HaTpito (0,154 MMonb HaTpito B 1 MI1) Ta X0py,
IO cJ1ig 6paTy OO yBaru IpHy NMpu3HAadYeHHi MallieHTaM, SKUM HeoOXimHO 00MexXuTH
BXKMBaHHS HATPil0 Ta PiAUHU.

3acmocyeanns y nepiod eazimHocmi abo 200yeanHsi 2pydoio.
XKiHKu penpodyKkmueHo20 8iKy
[Tepen moyaTKOM JiKyBaHHS MalLliEHTKY CIIif MpoiH(OpMyBaTH PO NOTEHIIMHNY PU3UK [AJIS MJIOAA.

[Ticrs 3acTOCyBaHHSI OQHOPA30BO1 AO3U CIIifl BATPHMATHU IEPiOf BUBENEHHS (PIyKOHA30Ty, IKUAM
CTaHOBHUTH MPUONMKU3HO 1 THXKIEHS (110 BigmoBigae 5-6 mepiogam HaiBBUBEIEHHS), [0 HAaCTAHHS
BariTHOCTI (muB. po3min «PapMaKOKiHETHUKA»).

[Ipu TpuBanux Kypcax JliKyBaHHS XKIHKaM PENPONYKTUBHOIO BiKy CJIif] PO3TJISHYTU MOXKJIMBICTh
3aCTOCyBaHHS KOHTPAIEIIii TPOTSATOM YChOTO Iepiofy MiKyBaHHS Ta IPOTIroM 1 TUXKHS Micns
IPUHOMY OCTaHHbBOI O3H.

BaeimHicme.

OO6cepBaliiliHi goCHiIKeHHs CBiqYaTh PO MiABUIEHUN PU3UK CIIOHTAHHOTO abOPTY V XKIiHOK, SKi
OTpUMYyBau PIyKOHA30JI IPOTSATOM IEPIIOro Ta/abo Apyroro TpUMeCTPY, MOPiBHSAHO 3 XKiHKaMH, SKi
He npuiiMany GayKoHa3051 abo OTpUMyBaJid MiClleBi a30/I Y TOM caMuii mepiof.

[laHi 110710 KiTbKOX THCAY BariTHUX XKiHOK, SKi OTPUMYyBaIu KyMyJIaTUBHY 003y < 150 Mr
(bIIyKOHA30I1y Y IepIIoMy TPHMECTpi, He CBimYaTh mpo 30iMbIIeHHS 3arajJbHOr0 PU3UKY Bafl
PO3BUTKY Y IJIOAA.

B onHOMY BenmuKoMy 00cepBalliiHOMY KOTOPTHOMY LOOCTIiI2KEHHi IIepopanbHul IPUHoM GIyKOHA301y
B IIEPIIOMY TPUMeCTPi OyB acolliioBaHUM 3 HEBETMKUM IIiIBUILIEHHSIM PU3UKY PO3BUTKY Baf OIIOPHO-
PYXOBOT0 arapary, IIo Bimmosigano mpubnu3Ho 1 mogatkoBoMmy Bumanaky Ha 1000 xkiHOK, sKi
OTPUMYBaJIX KYMYNIATUBHI 103U < 450 Mr, MOPiBHAHO 3 XKiHKaMH, IKi OTPUMYBaJIU MiCLieBi
asony, i mpubnu3Ho 4 mogaTkoBUM BumagkaM Ha 1000 XKiHOK, SKi OTpEMyBalu KyMy/IsSTUBHI
no3u noHap 450 mr. CKOpUroBaHUM BiTHOCHUY PU3UK CTaHOBUB 1,29 (95 % I Bix 1,05 mo 1,58)
st 150 Mr mepopasnbHO IpuHATOTO BriykoHa3ony Ta 1,98 (95 % II Bim 1,23 mo 3,17) mns go3 moHap
450 Mr (hrIyKOHa3011y.

HasiBHi emifeMionoriyni JocmigKeHHS 1I[0I0 PO3BUTKY Baj CePIls IPHU 3aCTOCYBaHHI (GIyKOHA30Iy Y
1epiof BariTHOCTI Jai0Th cymepednuBi pe3ynbraTu. OgHAK MeTaaHasi3 5 o0cepBaliitHuX NOCITiAKEHb,
IIPOBEJIEHUX 3a y4aCTIO KiTbKOX THCAY BariTHUX XKiHOK, SKi OTpUMYyBaIu (PIyKOHA30J IPOTATOM
IIePILOro TPUMECTPY, BUSBUB MiABUIIEHHS PU3UKY PO3BUTKY Baf ceplid y 1,8-2 pa3u nopiBHAHO 3
THM, KOIU (QIIYKOHA30/1 HE 3aCTOCOBYBaJIM Ta/ab0 BUKOPHUCTOBYBAJIX a30JIM [IJIST MiCIIEBOTO
3aCTOCYBaHHS.



Y noBimOMIIEHHSAX PO BUIMAOKHX OMKMCAHO BPOOXKEHI Bafyl PO3BUTKY Y HEMOBIIAT, MaTePi SKUX
oTpumyBanu Bucoki mo3u (Big 400 mo 800 Mr/mo0y) dbiayKoHa301y Y Iepiof BariTHOCTI MPOTSroM 3
MicsiiB abo Oinbie mpu JTiKyBaHHI KOKIMAioinoMiko3y. Cepeq BPOIXKEeHUX Bafl, sIKi CriocTepiramucs y
IIUX miTew, - Opaxinedartis, mUcIIa3is BYIIHUX PaKOBUH, HagMipHe 30ibllIeHHS IEPEeTHbBOTO
TiM’sTYKa, BUKPUBIIEHHS CTETHOBOI KiCTKHM Ta TPOMEHEBO-IIJIEYOBUN CUHOCTO3. [IpHYHUHHO-
HACJIigKOBUM 3B’'SI30K MiXK 3aCTOCyBaHHSAM (DJIyKOHA30/Iy Ta BPOAKEHUMU BaflaMi He BCTAHOBJIEHUM.

He cnip 3acTocoByBaTH 3BUYarHi 103U (PIIyKOHA30/Iy Ta KOPOTKOTPHBAJIi KYpCH JTiKyBaHHS
(bIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSATKOM KpaliHbol HE0OXigHOCTI.

He crig 3acTocoByBaTH BUCOKi 003U (PIIyKOHA30 Ty Ta/abo TprBali KypcH MiKyBaHHS (HITyKOHA30JI0M y
1epiof BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(EKIIiH, 110 TOTEHIIHO 3aTPOKYIOTh KHUTTIO.

I'odysanHA 2pydoio.

®nyKoHA3071 TPOHUKAE ¥ IPYOHE MOJIOKO Ta [OCSITra€ KOHIIEHTpalii momi0Hol 0 piBHS y Mm1a3Mi KpoBi
(ouB. po3pnin «PapMakoKiHeTHKa»). ['ogyBaHHs I'PYALI0 MOXKHA IPOAOBXKYBATH IIiC/IA pa30BOro
3aCTOCYBaHHS 3BUYalHOI 103U (PIyKOHA30Jy, 10 cTaHOBUTh 150 Mr. ['omyBaTé rpyamio He
PEKOMEeH[yeThCs Ipu 0araTopa3oBoMy 3aCTOCyBaHHI (hIyKoHa301y abo IIpu 3aCTOCyBaHHI BUCOKUX
103 (pykoHasomy. Cif OL[iIHUTU KOPUCTh TOQyBaHHS TPYALI0 AJ1 PO3BUTKY 1 3M0POB’d AUTHHY, a
TaKOX KJIiHiuHy moTpe6y MaTepi y npenapaTi Judmo30n° i 6yas-aKi NOTeHNiiHI 106iuHi ehexTn
npenapaty Juo301° a6o 0CHOBHOTO 3aXBOPIOBAHHS MaTepi [AJiA AUTHHM, SKa OTPUMYE IPyAHe
BUTOIOBYBaHHS.

depmubHicmy.

OyKOHA30J1 He BIJINBAB Ha (PEPTUJIBHICTE CaMI[iB Ta CAMOK IIypiB.

30amuicms enaueamu Ha weudKicmos peakuii npu KepyeaHHi asmompaHcnopmom
abo iHwumu mexaHizmamu.

HocnimkeHb BITKUBY IIPeapaTy Ha 3[aTHICTh KEPYBATH aBTOTPAHCIIOPTOM abo MmpalioBaTH 3
IHIIMMY MeXaHi3MaMu He IIPOBOOUIIN.

[TauieHTiB ciig npoiHGOPMYyBaTH PO MOKJIMBICTh PO3BUATKY 3allaMOPOYEHHS ab0 Cy[oM i
Yac 3aCTOCOBYBaHHA mpenaparty. [Ipy po3BUTKY TaKUX CUMIITOMIB He PEKOMEHYETLCA
KepyBaTH aBTOTPAHCIOPTOM abo IpallloBaTH 3 iHIIMMHU MeXaHi3MaMH.

Cnoci6 3acmocyeaHHs1 ma 0o3u.
o3a (ryKoHa30/1y 3aIexkKUTh Biff BUAY i TIKKOCTI TpubOKOBOI iHGEKITl.

[Tpu HeobximHOCTI 6HaraTopa30BOro 3aCTOCYBaHHS IIPelapaTy JTiKyBaHHS iHGEKIIN cin
IIPOJIOBXKYBATH 0O 3HUKHEHHS KITiHIYHUX Ta 1Tab0paTOPHUX IIPOSBiB aKTUBHOCTI IrpuOKOBOI iH(eKIIil.
HepocTaTHS TpUBaIiCTh JIiKyBaHHS MOXKe IIPU3BECTH OO BiTHOBIEHHS aKTUBHOTO iHQEKITINHOTO
IIpoLecCy.

IOudmo3zon® 3aCTOCOBYIOTE, 3aJIeXKHO Biff IiIKapchKoi (OpMH, TepopabHo (Kamcyiu) abo



BHYTPIITHBOBEHHO HUIAXOM iHGY3il (po3uuH myd iHdy3ii). Crocib 3acTocyBaHHS IIpenaparty
3aJIeXXUTh Bifl KJIIHIYHOTO CTaHy nallieHTa. HeMae HeoOXigHOCTI y 3MiHi 1000BOI D031
IpenapaTy Ipu 3MiHi IUIAXy HOTO 3aCTOCYBaHHS 3 [IEPOPAJIbHOTO Ha BHYTPIIIHEOBEHHUN Ta
HaBIIaKU.

Po3uun gnga ivdys3ii cnig BBOOUTH 3i LIBUOKICTIO, 110 He nepeBumye 10 mi/xs.
CymicHicmb npenapamy.

Oudmo301° CyMiCHAN 3 TAKMMH PO3YHHAMH, SK:

-5 % Tta 20 % po34YuH I'IIOKO3Y;

- po3umH PiHrepa;

- Po3umH XapTMaHa;

- PO3YMH KaJlil0 XJIOPULAY Y TII0K03i;

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

- 3,5 % po34YuH aMiHO3UHY;

- 0,9 % po34uH HATPIIO XJIOPULY;

- mianadnekc (6,36 % po34YuH A7 iHTpalepUTOHeaIbHOI 0 Hiami3y).

Oudmoson® MOKHA BBOOUTH B iH}Y3ilHY CHCTEMY Pa30M 3 OJHUM i3 3a3HAUEHUX BHUIIE
po3unHiB. X04a BUMaKK HecnenriuHoi HeCcyMiCHOCTI Tpemnaparty 3 iHIMMU 3aco0aMu He
ONWCaHi, He PEKOMEHYETLCA 3MimyBaTy Judmo30n° 3 iHIIMME DpenapaTaMy Iepey
iH(y3i€ro.

Po3uuH [a71s BHYTPIITHEOBEHHUX 1HQY3il IPU3HAYEHUH JIUIIIE [JIS1 pa30BOT0 3aCTOCYBaHHS.
Po3BeneHHS CIif 37iMiCHIOBATH B aCENITUYHUX YMOBax. Po3unH He0oOXigHO MepeBipuTH Ha HasBHICTh
CTOPOHHIX YaCTHHOK Ta 3MiHy 3abapBieHHS. PO34MH CIil BUKOPUCTOBYBATH JIUILIE TOMi, KOMU BiH
IIPO30pUM Ta HE MiCTUTh CTOPOHHIX YaCTUHOK. HeBUKOpPUCTAHI 3aMUIIKY ITpenapaTy HeoO0XigHo
3HUIIUTH.

Hopocii.
Kpunmokokoas.

- JIikyBaHHS KPUIITOKOKOBOTO MEHIHTITY: HaBaHTaXyBaJiIbHa 403a CTaHOBUTH 400 Mr y Iepiiuil feHb.
[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 PeLUAUBY KPUIITOKOKOBOI'O MEHIHTITY Y MAlli€HTIB 3
BHCOKHM PU3UKOM MOTO PO3BUTKY: PEKOMEHI0BaHa [03a IIpenapaTy cTaHoBuTh 200 Mr ofivH pa3 Ha
o0y MpoTSIroM HeoOMeKeHOTO Yacy.

Kokuudioido3. PekomeHpoBaHa fo3a cTaHoBUTh 200-400 Mr oguH pa3 Ha mo0y. TpuBamicts
JiKyBaHHS CTaHOBUTH 11-24 micsini abo [OBIIe 3aIe2KHO Bif CTaHy HalieHTa. g niKyBaHHS



neskux (popM iHPeKIIil, a 0coO6MUBO A1 TiKyBaHHS MEHIHTITy, MOXe OyTH [OLiTbHUM
3acTocyBaHHS 0o3u 800 mMr/mo0y.

IHea3ueHi kaHOudo3u. HaBaHTaxyBaibHa f03a CTaHOBUTH 800 Mr y mepiinii feHb.
[TinTpuMyBanbHa go3a - 400 Mr oguH pa3 Ha 0o0y. 3a3BUYall peKOMeHOOBaHa TPUBAIICTh
JiKyBaHHS KaHAWAEMil CTAHOBUTH 2 TUXKHI MiC/IS MEPIINX HETaTUBHUX Pe3y/IbTaTiB
reMOKY/IbTYPHY Ta 3HUKHEHHS 03HaK i CUMIITOMIB KaHOUOEMil.

Kanouoo3s causosux 06010HOK.

- KaHIM03 pOTOrTIOTKY: HaBaHTaXKyBalbHa f03a CTaHOBUTHL 200-400 Mr y nepuinii feHb,
nigTpuMyBanbHa fo3a - 100-200 mMr oguH pa3 Ha go0y. TpuBamicTh MiKyBaHHS CTaHOBUTHL 7-21 meHb
(oo mocsirHeHHS peMicil), ane Moxe OyTu 30inbllleHa AJIS MAIli€HTIB i3 TAKKUM iMyHOAEDIIIUTOM.

- KaHaumo3 cTpaBoxony: HaBaHTaxyBasibHa g03a CTaHOBUTH 200-400 Mr y mepiinii AeHb,
nigTpuMyBaibHa fo3a - 100-200 mr oguH pa3 Ha fo0y. TpuBamicTs nikyBaHHS cTaHOBUTE 14-30 [mHIB
(mo mocsiTHeHHS peMicii), ane Moxe OyTu 30ibIlIeHa IJIS MAIEHTIB i3 TAKKUM iMyHOmEDIIIUTOM.

- Kanmupypisi: pekoMeHmoBaHa fo3a cTaHoBuTh 200-400 Mr oguH pa3 Ha mo0y npoTtsarom 7-21 mgHiB.
I7ns malfienTiB i3 TAKKUM iMyHOmEeIIIMTOM TPUBAIICTh JIIKYBaHHS MOXKHA 30iTbIINTH.

- XpoHiuHUM aTpo(pivHMN KaHOUA03: peKOMeHJ0BaHa [103a CTaHOBUTEL 50 M OMH pa3 Ha fo0y
npoTaroMm 14 gHiB.

- XpoHiYHMYM KaHOKUIO03 IIKipKU Ta CIU30BUX 000JI0OHOK: peKOMEeHI0BaHa q03a CTaHOBUThL 50-100 Mr
oOuH pa3 Ha moby. TpuBasicTh NiKyBaHHS CTAHOBUTH 0 28 MHIB, ame Moxe OyTH 36inblIeHa 3a1ekHO
Bif TSIKKOCTI Ta BUAY iHGeKIil abo 3HUKEHHS IMyHITETY.

ITonepedaceHHs peuudusy KaHOuodo3y caAu308ux 060410HOK y nauieHmie 3 BIJI, saki maomy
BUCOKUU PU3UK U020 pO3BUMK).

- Kaugumos poTorioTKY, KaHAKWA03 CTPaBOXOAY: PEKOMeH0BaHa qo3a cTaHOBUTh 100-200 Mr ogun
pa3 Ha mo6y abo 200 mr 3 pa3u Ha THXKAEeHb. TPUBAJIICTh JIiKyBaHHSA € He0OMeKeHOI0 IJIs MAaIliEHTIB i3
IIPUTHIYEHUM IMYyHITETOM.

ITpoginakmuka kaHOuOO3HUX iHGeKuil y nauieHmia i3 mpusanoi0 HelimponeHiero.
PekomeHoBaHa go3a ctaHoBUTH 200-400 mMr ogus pa3 Ha goO0y. JIikyBaHHS CIlif
PO3MOYMHATH 3a KijibKa [HIiB 0 09iKyBaHOTO PO3BUTKY HEUTPOIIEHIl Ta IPOJOBXKYBaTH
IPOTATOM 7 [HIiB Iicya MigBUIIEHHS KibKOCTI HelTpodinis moraz 1000/mMm’.

[TariedT TiTHLOTO BIKY.

o3y HeoOxifmHO migOupaTy 3aeXKHO Bif cTaHy GyHKIIM HUPOK (OuB. «IlallieHTH 3 HUPKOBOIO
HeJoCTaTHICTIO» HUXKYe).

ITallieHTH 3 HUPKOBOK HEAOCTATHICTIO.

®nyKOHA30JI BUBOAUTHCA 3 OPraHi3My IepeBakHO 3 CeuYelo y He3MiHeHoMy BUrisagi. [Ipu pazosomy
3aCTOCyBaHHI KOPUTYBaTH f03y GIyKOHa30iy He MoTpibHo. [TallieHTaM (BKITI0Ya04u fiTel) i3
NOpYIIeHHAM (YHKIIN HUPOK IIpX HeoOXimHOCTi 6araTopa3oBOro 3aCTOCYBaHHS IIpenapary y neplIni
[eHb JIIKyBaHHS CJIifi 3aCTOCOBYBaTHU I104aTKOBY 103y 50-400 Mr 3asexkHo Bif moka3aHH4. [licns
11,0T'0 T06OBY HO3Y (3a/Ie’KHO Bifl TOKA3aHH) CJTi PO3PaxOByBaTH BiIIOBIMHO N0 HUXKYEHaBEOEHOI



TabOJIuIIi:

K 1ipeHC KpeamuHiHy (M/x8) [Biocomok 8i0 pekomeHO008aHOI 003U
> 50 100 %

< 50 (6e3 remopmiarnisy) 50 %

['emomianmi3 100 % micns K0OXKHOro reMopiani3y

[MamienTy, siKi mepebyBaioTh Ha reMopianizi, moBuHHI oTpuMyBat 100 % peKoMeHIOBaHOI 03U MiCs
KOKHOTO reMofiani3y. Y meHb, KOJH fiajli3 He MPOBOJUTHLCS, HAlllEeHT IOBUHEH OTPUMYBATH [03Y,
BIIKOPUTOBaHY 3aJIeXKHO Bifl KJIIPEHCY KpeaTUHIHY.

[NanienTy 3 mopyiIeHHIM MVHKIIN IeYiHKHA.

®yKOHA30J1 CJIifl 3aCTOCOBYBATH 3 00EPEKHICTIO MallieHTaM i3 MOPYLUIEHHIMY (YHKIIN MeYiHKY,
OCKiNbKHM iH(popMalil om0 3acToCyBaHHS (IyKOHA301y IIili KaTeropil maiieHTiB HeIOCTaTHLO (IUB.
po3minu «Ocob6auBOCTI 3acTOCyBaHHSI» Ta «I100iuHi peakirii»).

itu.
He cnipg nepeBuiiryBaT MakCuManbHy 7000BYy 103y 400 Mmr.

4K i npu aHanoriyHUX iHPEKIiAX y TOPOCIUX, TPUBAIICTh JIiKyBaHHS 3a/IeKUTh Bifl K/IiHI4HOI Ta
MiKosorigsol Bignosizi. Judmo3on® 3acTocoByoTs 1 pa3 Ha go0y.

Ilo3yBaHHS Ipenaparty [ajs OiTei i3 mopyieHHsM GYHKIN HUPOK HaBeneHo Buile (uB. «IlalieHTu 3
HUPKOBOIO HEOCTaTHICTIO»).

dapmakokiHeTHKa (HIyKOHA30/Iy He JOCIiXKyBaiacs y AiTel i3 HUPKOBOIO HEOOCTATHICTIO (IUB.
HUX4e iH(popMallilo IIo#0 3aCTOCyBaHHS HOBOHAPOIKEHUM, y SIKUX YaCTO CIIOCTEePIira€ThCsa NepBUHHA
HE3PiNiCTb HUPOK).

Ilimu gikom 8i0 12 poxkis.

3ajIezkHO Biff MacHu Tiyla Ta my6epTaTHOTO PO3BUTKY JIiKapio CIIiJ OLIiHUTH, sIKa J03a Ipenapary (s
INOPOCTIUX 4M AJIS OiTel) € ONTUMAaJIbHOIO [J1s nalieHTa. KimiHiyHi gasi cBigyaTs Ipo Te, 1[0 Y AiTel
KJTipeHC GIyKOHA30Jly € BUIIUM IOPIiBHSIHO 3 fopociuMu. 3acTocyBaHHs go3 100, 200 ta 400 mr
OOpPOCTUM Ta 0o3 3, 6 Ta 12 MI/KT OiTSAM MPU3BOOUTH 10 HOCATHEHHS CIIiBCTaBHOI CUCTEMHOI
€KCITO3HIIil.

Ilimu gikom 8i0 28 0His 0o 11 pokis.

- Kangumosu cimu30Bux 000JI0HOK: ITOYAaTKOBA 403a CTAHOBUTH 6 MI/Kr/moby, migTpuMyBasbHa 03a
-3 Mr/Kr oguH pa3 Ha 00y. [loyaTKOBYy 703y MOXKHa 3aCTOCOBYBATH B IEPIIN IeHb 3 METOIO OifbIl
IIIBUAKOTO MOCSTHEHHS PiBHOBAXKHOI KOHIIEHTpAIlil.

- [HBa3uBHI KaHAU03U, KPUIITOKOKOBUM MEHIHTIT: J03a IpelapaTy CTaHOBUTh 6-12 MI/KT ofuH pa3
Ha 700y 3a/Ie3KHO Bif] CTyIeHs TSKKOCTi 3aXBOPIOBaHHS.

[TigTpuMyBaibHa Tepamis A NollepeaXKXeHHs PeLUAUBY KPUIITOKOKOBOTO MEHIHTITY y HiTeH i3
BHCOKUM PU3UKOM HMOT0 PO3BUTKY: [03a IpenapaTy CTaHOBUTHL 6 MT/KT OOUH pa3 Ha H0o0y 3a/exkHo
Bifl CTYTIE€HS TSIXKKOCTI 3aXBOPIOBaHHS.



- IIpodinakTrka KaHAKWOO03iB y MALi€HTIB 3 iMyHOmePiIUTOM: J03a IpernapaTy CTaHOBUTD 3-12 MI/KT
OIMH pa3 Ha mo0y 3a/1exKHO Bifl BUPaXKeHOCTi Ta TPUBAJIOCTI iHIYKOBaHOI HEUTPOIeHil (quB. HO3U I
OOPOCTIHX).

Ilimu gikom 810 HapoOceHHA 0o 27 OHis.

Y HOBOHApOAXKEeHUX (PIYKOHA30JI BUBOJUTHCSA 3 OpPraHi3aMy MOBinbHO. [laHi 3 papMaKOKiHETHKH, Ha
aKuX 6a3yI0ThCS NO3U OJ151 JOHOIIEHWX HOBOHAPOMXKEHUX, 3a3HaueHi HuXK4e, HaBeleHO B PO3isi
«OapMaKOKIHETAKA».

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

- [JoHOILIIeHi HOBOHAPOOXKeHi BiKoM Bif 15 mo 27 OHIB: 1031, aHAJIOTiYHI 3a3Ha4eHUM BUILe A/ AiTen
BiKOM Bif 28 gHiB o 11 poKiB, ciif 3acTocoByBaTU KOXKHi 48 roguH. He crif nepeBuilyBaTu
MaKCUMaJIbHy 03y, 0 CTaHOBUTH 12 MI/KT KOXKHi 48 rogus.

Himu.

[IpemapaT 3aCTOCOBYIOTh HiTSM Bif HapomKeHHs (OuB. po3Min «Cmocib 3acTocyBaHHS Ta
TO3U»).

Ilepedo3yeanHsi.

[ToBigoMsiioCs PO Mepefo3yBaHHs (IIyKOHA30JI0M; OMHOYACHO TTOBiIOMIISIIOCS ITPO TaIoUMHAIl Ta
IIapaHoiganbHy IOBEMiHKY.

[Tpu nepeno3yBaHHi HEOOXiMHO IPOBECTH CUMITOMaTUYHY MiATPUMYIOUy Tepariio Ta y pasi
HeOOXiMHOCTI - IPOMHUTH IITYHOK.

®nyKoHa3071 3HAYHOIO MipOI0 eKCKPETYETHCS 3 cedelo; (OpCoBaHUY Aiype3 MOXKe IPHUIIBUAIINTI
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUXKYE PiBeHb PIYKOHA30JTY V
m1a3Mi KpoBi mpuOnmu3Ho Ha 50 %.

ITo6iuni peakuii.

Pe3iome npogiaro 6e3neunocmi

Y 3B’513Ky 3 JIiKyBaHHAM ()TyKOHA30JI0M IOBiIOMIISAIOCS IPO MEeIUKaMeHTO3HY peaklliio 3
eo3uHodinieo i cucremuumu npossBamu (DRESS-curgpom) (quB. po3min «Oco6auBOCTI
3aCTOCYBaHHS»).

Haituacrime moBigoMsiiocs Ipo Taki mobivHi peakirii: ronoBHUM 6inb, 6inb ¥ YepeBHiN TOPOKHUHI,
miapes, HygoTa, 6/Ti0BaHHS, IMiBUILIEHHS PiBHS anaHiHaMmiHoTpaHcdepasu (AJIT), migBullleHHS PiBHS
acnaprataMinoTpaHcdepasu (ACT), migBuilleHHS piBHS NyXKHOI pochaTa3u KPoBi, BUCUIIAHHS.



II71s1 OIIiHKY YaCTOTH BUHUKHEHHS MOOIYHUX peaklliii BUKOPUCTOBYIOTh TaKy Kiacudikalliioo: myxe
yacTo (= 1/10), wacto (Big = 1/100 mo < 1/10), HewacTo (Bim = 1/1000 mo < 1/100), pigko
(Big = 1/10000 mo < 1/1000), myxe pigko (< 1/10000), wacToTa HeBifoMa (HEMOXKJIMBO OLIHUTH Ha
IIiACTaBi HASIBHUX OAHUX).

3 60Ky cucmemu Kpogi ma aimpamuuHoi cucmemu.

HeuacTo: aHewMmis.

Pigko: arpaHynouuTo3, NTerHKomeHis, TPOMOOIIUTOIEHisI, HEUTPOIEeHis.

3 60Ky iMmyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaiyHi ma asimMeHmapHi po3aaou.

HeuacTo: 3HMXEHHS alleTUTy.

Pigxo: rimepxonecTepuHeMis, TinepPTPUTIILEPUAEMis, TiTOKaTieMis.

IIcuxiyHi nopyweHHA.

HeuacTo: 663COHHS, COHIUBICTE.

3 6oky Hepeoegoi cucmemu.

YacTo: ronoBHu Oinb.

Heuacto: cymoMu, napecTesis, 3a1aMOpPOY€eHHs, IOPYIIEHHS CMaKy.

Pigxo: Tpemop.

3 60Ky opeaHis cayxy ma eecmubyAsipHO20 anapamyj.

HeuacTo: BepTuro.

3 boky cepus.

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

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

Yacro: 06inb y uepeBHill MOPOXKHUHI, HYIOTAa, miapes, OMI0BaHHS.

Heuacrto: 3anop, gucrerncis, MeTeopusM, CyXiCTb ¥ POTI.

I'enamobiniapHi po3aadu.

YacTo: migBuIlleHHS piBHA anaHiHaMiHoTpaHcdepasu (AJIT), migBuileHHS PiBHA

acnaptataMiHoTpaHcdepasu (ACT), mimBuieHHS piBHSA NyxKHOI pocdaTasu (OUB. PO3MiN
«Oc06IUBOCTI 3aCTOCYBaHHS»).



Heuacro: xoecTas, JKOBTSIHUIA, MiABUILIEHHS PiBHS 0inipyOiny (muB. po3ain «OcobnuBoCTi
3aCTOCYBaHHS»).

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

3 60Ky wKipu ma nidwkipHOi MKAHUHU.
YacTo: BUcUNaHHS (OUB. Po3minn «OcoONMMBOCTi 3aCTOCYBAHHS»).

HeuacTo: MeguKaMeHTO3HUYN OepMaTUT (BK/II04aouu (HiKCOBaHMY MeOUKaMEHTO3HUN OEePMaTHUT),
KPOIKB’sIHKA, CBepOixK, MmigBUllleHe TOTOBUIiEeHHS (IUB. po3min «OCco6IUBOCTI 3aCTOCYBAHHSI»).

Pigko: TOKCUYHUM emigepMalbHUM HEKPOIIi3, cuHOpoM CTiBeHCa-[|:KOHCOHA, TOCTPUU
reHepai3oBaHUM €K3aHTEeMaTO3HUU MyCTYIb03, eKCHOTiaTUBHUM IePMaTUT, aHTiOHEBPOTUYHUN
HaOpsK, HaOpsK oO6nuyuds, anomenis (AuB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

HeBimoMo: MemrKaMeHTO3Ha peakilisa 3 eo3uHodinieto i cuctemuuMu nposiBamu (DRESS-cunmpom).
3 60Ky 0nopHO-pyxX08020 anapamy ma cnoay4Hoi MKAHUHU.

Heuacrto: mianris.

3azanvHi po3nadu ma peakuii y micui 88e0eHHA.

Heuacrto: mifBuiieHa BTOMJIIOBaHICTh, HE3MyKaHHS, aCTeHis, rapsg4ka.

[imu. YacToTa Ta xapakTep MoOiYHUX peakllidl i BigxuaeHb Bif HOPMU pPe3yJIbTaTiB 1ab0paTopHUX
aHaJi3iB y XOfi KJIIHIYHUX JOCIiAKEHb 3a y4acTIo [JiTel CIiBCTaBHi 3 TAKUMU Y LOPOCIIUX.

38imysaHHs npo nido3ptosaHi nobiyHi peakui.

[ToBimomnenHs mpo mobiuHi peakiril micis peecTpatiii TikapchbKoro 3aco0y Ma€ BaXKIuBe 3HAYEHHS.
ITe nae 3MOry IpOBOAUTYU MOHITOPUHT CIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKOro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAM, a TaK0oX IallieHTaMm abo ixHiM
3aKOHHUM IIpefCcTaBHUKAM CJIif] IOBiJOMJISITH TIPO YCi BUMTAAKHU MMif03PI0OBaHUX MOOIYHMX Peakllii Ta
BiICYTHOCTi e(peKTUBHOCTI TiKapChKOro 3aco0y dyepe3 ABTOMaTH30BaHy iHPOpPMAIliliHy CUCTEMY 3
(dbapMakoHarnsAagy 3a nmocunaHHsAM: https://aisf.dec.gov.ua

Tepmin npudamHocmi. 5 POKiB.

YMmoBH 30epiranssi.

30epiraté B OpUTiHAIbHIN yIIAKOBI Ipu TemmnepaTypi He Buiie 30 °C.

30epiraTy y HEJOCTYITHOMY OJIs [iT€H MiCIIi.



HecymicHicmo.

OcobnuBocCTeM OO0 HECYMICHOCTI IpenapaTy He Bii3HaueHo. He ciif 3MilTyBaTu mpemnapar
3 iHIMKMMU JTiKapChbKUMH 3aco0aMu B OIHIM €EMKOCTi, OKpiM 3a3HadyeHux B po3mini «Cmociod
3aCTOCYBaHHS Ta AO3U».

YnakoBka.

[To 100 Mn y CKngHIN musamii, mo 1 miasmni B mayii.

Kareropis Bigmycky.

3a pelLemnToM.

BupoOHHUK.

[TAT «Tanuudapm».

Micie3HaxoaKeHHsI BAPOOHHKA Ta afipeca MicCIisi MPOBai2KeHHsI HOT0 Tis/TbHOCTI.

Ykpaina, 79024, M. JIBiB, Bysn. Onpuikisceka, 6/8.

3asIBHHUK.

[TAT «Tanuudapm».

Micue3HaxoaKeHHsI 3asiBHHKA.

Ykpaina, 79024, m. JIsBiB, Byn. OnpuikiBceka, 6/8.



