IHCTPYKIIA

71T MEJUYHOTO 3aCTOCYBAHHS JIiIKapChKOTO 3aco0y

OJIYKOHA3OIJI

(FLUCONAZOLE)

Cknao:
ditoua pevosuHa: fluconazole;
1 kancyna mictuts prykonazomny 50 mr a6o 100 mr;

0onoMidCHI peuoBUHU: TaKTO3a, MOHOTIAPAT; KPOXMalb KapTOIJITHUW; MarHiio cTeapaT; KPeMHI0
OiOKCH KOJIOIOHUY 0e3BOMHUM;

cKnad 060/0HKU Kancyau: XKenaTtuH, Tutany miokcun (E 171), ingurokapmin-6nakutauit (E 132).

JIikapcbKa ¢opma. Kancynu.

OcHosHi (pi3uko-xiMiyHi 81acmueocmi: TBEPAi KeTaTUHOBI Kancynu Ne 2, TUMiHOAPUYHOI popMu 3
HamiBchepUUYHUMU KpasMH, KOPIyc 0i70ro KONbopy, KPUIIKa s Karncys mo 50 Mr 671akUTHOTO
KOJIbOPY, KpHUIIKa f1s Kamcys mo 100 mMr 6;1akuTHOT0 ab0 CUHBOTO KOJIBOPY; BMICT KaICyJ - MOPOIIOK
6imoro a6o matizke 6ioro Koapopy 6e3 3amaxy.

®dapMakoTepaneBTHUYHA Irpyna.

[TpoTturpuOKOBi 3aco0u [JIsT CUCTEMHOTO 3acTocyBaHHs. [ToxigHi Tpruazomy. Kom ATX JO2A CO1.

®Papmako102iuHi 8 1acmueocmi.

®apmakoOuHamika.

MexaHi3M mil.

®nykoHa3071, TPOTUTPUOKOBUY 3acib Kiacy Tpra30IliB, MOTYXKHUN CeIeKTUBHUY iHTiOiTOP TpubKOBUX
(bepMeHTiB, HeOOXiIHUX [JIT CUHTE3y eprocTepoiy. [IlepBUHHUM MeXaHi3MOM #oro il € TpUTrHiYeHHS
rpubkoBoro 14-anbda-1aHOCTEPO-IeMETUIIOBAHHS, 0TI0CEPEOKOBAaHOT0 IUTOXpoMoM P450, 1110 €
HeBil'eMHUM eTanoM 0iocuHTe3y rpudKOBOTO eprocTepoiny. Akymynanisa 14-anbda-MeTHnI-CTEPOIiB
KOPEJIIOE 3 ITOJIaJIbIIO0 BTPATO0 eProcTepoy MeMOpaHoio rpubKOBOI KJTITUHY Ta MOXKe BifioBifaTH
3a IPOTUTPUOKOBY aKTHUBHICTh (yKoHa301y. ®IyKoHA30I1 € OiNbIl CeIeKTUBHUM [0 I'PUOKOBUX
bepmenTiB nutoxpomy P450, Hixk [0 pidHUX cucTeM pepMeHTiB muToxpomy P450 ccaBuis.



3acTocyBaHHS (HITyKOHa30my y mo3i 50 Mr Ha mo0y mpoTsarom 28 [HIB He BIIMBAE Ha PiBeHb
TECTOCTEPOHY y IIJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb EHOOTEHHUX CTEPOIMiB ¥ KiHOK
pemnponyKTuBHOTO Biky. ®mykoHa3on y no3i 200-400 mMr Ha go0y He BUSBIISE K/TiHIYHO 3HAYYIIIOTO
BIIJINBY Ha PiBeHb €HIOTeHHUX CTEPOIMiB UM Ha BigmoBigs Ha ctuMynsaLito AKTT y 3mopoBux
noOPOBOJIBIIIB YOJIOBIYOl CTATI.

HocrnigxeHHS B3a€MO{Iil 3 aHTUMIIPHHOM IIPOAEMOHCTPYBaJIO, 10 3aCTOCyBaHHS 50 Mr QyIyKOHA301y
pa30Bo uu 6araTopa3oBo He BIJIMBA€ Ha MeTab0Ii3M aHTUIIIPUHY.

YyTnusicTs in vitro.

®nykoHa307 in vitro eMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUAiB Candida, 1110
3ycTpivaroThca Hanvacrime (Bkmodatouu C.albicans, C.parapsilosis, C.tropicalis). C.glabrata
NEMOHCTPY€ HU3BKY CIPUUHATIUBICTD 00 (yKoHa3omy, Tofi gK C. krusei Ta C. auris CTiUKi g0
bmyKoHa301y.

Takox (IyKOHa3011 in vitro IeMOHCTPYE aKTUBHICTH K potu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i IpOTH eHAeMiYHUX IIiCHIBUX rpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

MexaHi3M pe3UCTEHTHOCTI.

Mikpooprauiamu pony Candida meMOHCTPYIOTh YKCJIeHHI MeXaHi3MU Pe3UCTEHTHOCTI 0 a30IbHUX
npoTUrpuOKOBUX 3ac00iB. PIyKOHA30JI AEMOHCTPYE BUCOKY MiHiManbHYy iHTiOyI049y KOHIIEHTpPALlil0
IPOTH ITaMiB rpubis, sKi MalOTh 0guH abo GinbIlle MexaHi3MiB pPe3UCTEHTHOCTI, 1110 HETaTUBHO
BII/IUBA€ Ha e()eKTUBHICTE iN Vivo Ta B KTiHIYHIYA npaKTULi. [I0BiqOMIANIN IPO BUMIaAKU PO3BUTKY
cynepindexuii Candida spp., cnpuuuHeHoi inmumu, Hix C. albicans, Bugamu, 110 4acTO MaloTh
HU3BKY CIpuiHATIUBICTE (C.glabrata) abo cTivikicTh no dmykoHasony (Hampuknag, C. krusei,

C. auris). [Ins niKyBaHHS TaK{X BUIAOKiB CIIiJ] 3aCTOCOBYBATH a/lbTePHATHBHI MPOTUTPUOKOBI
3acobu.

dapmMaxoKiHemuxka.

®apMakoKiHeTHYHI BIACTUBOCTI (PIIyKOHA30/1y € MOmiOHMMHU IPH BHYTPILIHLOBEHHOMY i
[IepopaibHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3om mobpe BCMOKTYETLCS IIPHU IIepOPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpernapary y maasmi
KpOBi i cuctemMHa GiogocTymHicTh epeBuliyioTh 90 % piBHS HIyKOHA30y Y M71a3Mi KPOBi, 1110
IOoCATa€eThCs NIPY BHYTPIIIHLOBEHHOMY BBeJeHHI npenapaTy. OmHOYacHe BXKUBaHHS 1Ki He BIIJIMBAE
Ha BCMOKTYBAHHS IIpenapaTy IpU M0To llepopalbHOMY 3aCcToCyBaHHI. [1iKkoBa KOHLIEHTpallisl y [y1a3Mi
KpPOBi focaraeTtscsd 4yepes 0,5-1,5 roguny micng npunomy npemnaparty. KoHlleHTpanisa npemnaparty y
IIJTa3Mi KPOBi IIPOIOpLiiiHa [0 H034. PiBHOBaXXHa KOHLeHTpaLisa Ha piBHI 90 % pmocsiraeTecs Ha
OPYyTui JeHb JTiKyBaHHS IIPYU 3aCTOCYBaHHI y IepIIX [eHb HaBaHTaKyBaJlbHOL 03K, IO BABidi
TIepeBUIIyE 3BUYaliHy J000BY HO3Y.

Po3moopmin.

00’em posmnopiny mpubIu3HO OOPIBHIOE 3arajlbHOMY BMICTYy PiIMHU B OpraHi3Mi. 3B’si3yBaHHS 3
Oinkamu mra3Mu KpoBi Hu3bKe (11-12 %).



®nykoHa3om1 fobpe IPOHUKAE B YCi AOCTiAXKYyBaHi pifuHM opraHiaMy. PiBeHb QriykoHa305y y CIMHI Ta
MOKPOTHHHI € TOOIOHUM 10 KOHIIEHTPAllii mpemnapaTy y mja3Mi KpoBi. Y marieHTiB, XBopux Ha
rpubKOBUYM MEHIHTIT, piBeHb QIIYKOHA301y V CIHHHOMO3KOBIH pimuHi mocsirae 80 % KoHIeHTpalil y
IIJIa3Mi KPOBI.

Bucoki koHLeHTpallil ¢GIyKOHa301y y WKIpi, 10 TePeBUINYIOTh CHPOBATKOBI, HOCATAIOTHCS Y
porosoMy 1api, emigepMici, aepmi Ta moTi. ®J1yKOHAa30J1 HAKONUYYETHCA y POroBoMy wiapi. [Ipu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha go0y KOHIIeHTpalis GIyKoHa30iy micisa 12 gHiB niKyBaHHS
CTaHOBUJIa 73 MKT/T, a Yepe3 7 OHIB MiC/Is 3aBepIIeHHS JIIKyBaHHS KOHIIEHTpALlid BCe Ille CTaHOBUJIa
5,8 Mkr/r. IIpu 3acTocyBanHi fo3u 150 Mr 1 pa3 Ha TUXKAEHb KOHLIEHTPalid GIyKoHa30Jy Ha 7-U
[eHb TiKyBaHHS CTaHOBUIA 23,4 MKT/T; 4Yepe3 7 OHIB MiCJg 3aCTOCYBaHHS HACTYIIHOL JO3U
KOHIIEHTpPAIIisl BCe e CTaHOBuia 7,1 MKI/T.

KonnenTpauis ¢pnykoHa3omy B HIrTax micns 4 MmicsniB 3acTocyBaHHS 150 Mr 1 pa3 Ha TUXIeHb
cranoBuia 4,05 MKI/T y 3M0poBUx 10OpOBOJIBIIB Ta 1,8 MKTI/T IIpu 3aXBOPIOBAHHSX HITTiB;
GbyKOoHa30J1 BU3HAYaBCs Y 3pa3Kax HirtiB uepes 6 MicAIliB micis 3aBeplleHHS Teparil.

BioTpancdopmarris.

®nykoHa3on MeTabomi3yeThCsl He3HAYHOI0 Mipoto. [Ipu BBefIeHHi 103U, MideHOl pagioaKTUBHUMHU
izoTonamu, nuie 11 % ¢pnykoHa307ly eKCKPEeTYEThCA 3 Cedero y 3MiHeHOMY BUTIAAL. OIIyKOHA3071 €
cenleKTUBHUM iHribiTopoM i30depmenTiB CYP2C9 Ta CYP3A4, a TakoxX iHri6iTOpOoM i3odepMeHTy
CYP2C19.

Ekckpertii.

[Tepion HaniBBMBemeHHS GIYKOHA30Iy 3 IJIa3MHU KPOBi cTaHOBUTL 61113bK0 30 roguH. binbina
YyaCTHHa NpenapaTy BUBOAUTLCA HUPKaMu, mpudoMy 80 % BBe[eHOI 103U BUSBISETHCS B CeUi y
He3MiHeHOMY cTaHi. KiipeHc ¢ykoHa301y IpONoOpLIiiHuY 10 KIipeHCcy KpeaTuHiHy. LIUpKymo0dux
MeTaboJIiTiB HE BUSBIIEHO.

TpuBanuii nepion HamiBBUBegeHHS GIYKOHA30Iy 3 IIJIa3MHU KPOBi la€ MOXKJIUBICTh Pa30BOTO
3aCTOCYBaHHS IIpemnapary IIpY BariHaJbHOMY KaHAKWOO3i, a TAKOXK 3aCTOCyBaHHS NpemnapaTy 1 pa3 Ha
TUXKOEHb IIPU iHITUX TOKa3aHHIX.

HI/IQKOBa HEeIOCTaTHICTh.

Y mnallieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSAXKKOI'0 CTyIeHs (IBUAKICTh KIIyOOYKOBOI QinbTparil <
20 mn/xB) nmepion HamiBBUBe#eHHS 30inmbiyeThes 3 30 rogus mo 98 rogun. Tomy 11iit KaTeropii
nalieHTiB HeoOXiHO 3MEeHIUTH 103y (ayKoHa301y. ®IyKoHa30/1 BUAANIAETHCS MIIIXOM reMofiai3y
Ta MEHIIO MipoI0 - LIJIIXOM iHTpalepuToHeaslbHOTO Hianidy. CeaHc reMofiani3y TpUBaiCcTio 3
TOOUHU 3HUXKYE piBeHb (IyKOHA30Jy y Ija3Mi KpoBi npubnu3so Ha 50 %.

[TalieHTH JIITHLOIO BiKY.

CepeqnHili mepion HamiBBUBeIeHHS — 46,2 roguHu. Lli hapMaKOKiHeTHYHI TOKa3HUKY € BUIAMU
IIOPiBHSHO 3 aHAJIOTiYHUMHU y 3[I0POBUX 0OPOBOJIBIIIB MOIOAMIOTO BiKy. OfHOYaCHe 3aCTOCyBaHHS
[iypeTUKiB He MaJjio 3HaYHOI'0 BIIMBY Ha MaKCUMaJlbHy KOoHIleHTpauio (C,,,) Ta IOy i KPUBOIO
«KoHIeHTpanis-9ac» (AUC). KnipeHc KpeaTuHiny (74 MJ/XB), BiICOTOK (GIyKOHA301y, 110
€KCKpeTyBaBc4 i3 cedelo y He3MiHeHoMY Burnsami (0-24 rogunu, 22 %) Ta HUPKOBUU KIIipEHC
bnykonazony (0,124 MII/XB/KT) y MallieHTiB AaHOI BiKOBOI rpynu Oy HUXKYUMH, HiK aHAJIOTiuHi
TIOKA3HUKY Y MOJIOIIKX NOOPOBObIiB. ToMy 3MiHUM papMaKOKiHETHKHY y NAalli€eHTiB JIiTHLOTO BiKy
3asieXkarTh Bifl TapaMeTpiB (PYHKI[i! HUPOK.



KrinigHi XxapaKTepHCTHKH.

Iloka3zaHHA.

JIiKyBaHHS TaKUX 3aXBOPIOBaHb Y OPOCIUX SIK:
- KPUIITOKOKOBUM MEHIHTIT;

- KOKITUMi0ino3;

- iHBA3WBHI KaHOUOO3H;

- KaHU03M CIU30BUX 000JI0OHOK, BKJII0OUAI0YM KaHOUA03 POTOTJIOTKY Ta KaHAU03 CTPABOXOMY,
KaHIUOYPis, XpPOHIYHUN KaHOUO03 WKIPH i CTU30BUX 000IOHOK;

- XpoHiYHUY aTpodiuHNM KaHAUN03 (KAaHAU03, CIPUYMHEHNN BUKOPHUCTaHHAM 3yOHUX ITPOTE3iB) IPH
Hee(eKTHBHOCTI MiClIeBUX CTOMATOJIOTiYHUX TirieHiYHUX 3ac00iB;

- BariHaJmbHUM KaHOUI03, TOCTPUM ab0 PeluauBHUM, KON MiclleBa Tepallis He € [OLiTbHOIO;
- KaHOUOO3HUY 0aslaHiT, KOIU MiclieBa Tepallis He € HOLiTbHOIO;

- IepMaTOMiKO03H, BKJII0Yal04y MiK03 CTOII, MiK03 I'JTafileHbKOl MIKipH, ITaXOBUM OepMaTOMiKO3,
pisHOOapBHUM NHIlal Ta KAHAKWOO3HI iHQEKIIi] IKipK, KoMK IT0Ka3aHO 3aCTOCOBYBATU CUCTEMHY
Tepartiio;

- mepMaTO(iTHUYN OHIXOMiK03, KOJIM 3aCTOCYBaHHS iHIIKX JTiIKAPCHKUX 3aC00iB HE € JOLITbHUM.
[TpodinakTka TaKMX 3aXBOPIOBaHb y JOPOCINX SIK:
- PELUAUB KPUIITOKOKOBOTO MEHIHTITY y IAI[l€EHTIB 3 BUCOKUM PU3UKOM MOT'0 PO3BUTKY;

- peluauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOAy y MalieHTiB 3 BIJI 3 BUCOKMM PU3UKOM HOT0
PO3BUTKY;

- 3HUKEHHS YaCTOTH PeIUONBIB BariHaIbHOT0 KaHAUI03y (4 abo Ginmble BUMAAKK Ha PiK);

- npodinakTUKa KaHAUOO3HUX iH(EKIIiN y MaI[i€HTiB i3 TPUBaIIO HEUTPOIEHI€I0 (HanpuKiaf,
TIAIIEHTIB 3i 37T0KiICHUMH 3aXBOPIOBAHHSIME KPOBI, SIKi OTPUMYIOTh XiMioTepariio, abo nalieHTiB npu
TPaHCIJIaHTallil TeMOII0OeTUYHUX CTOBOYPOBUX KITITHH).

iTH.

3aCcTOCOBYBATH JIiIKAPChKUM 3aci® y ¢popMi Karcyn il KaTeropii marieHTiB MOXKHa TOMi, KOIH OiTH
3maTHi 6e3MeYHO IPOKOBTHYTHU KAICYJly, IO 3a3BUYai € MOXKJIMBUM Y Billi Biff 5 POKiB.

®yKOHa3071 3aCTOCOBYIOTh [MiTSAM [JIs JIIKYBaHHS KaHAKXOO03iB CIM30BUX 000JIOHOK (KaHAUI03
POTOTJIOTKY, KAHAUA03 CTPAaBOXOAY), iHBa3MBHUX KaHAUI03iB, KPUIITOKOKOBOT'O MEHIHTITY Ta O
npodiTakTUKY KaHAUAO03HUX iHGEKIiN y MallieHTiB 31 3HUXKEeHUM iMyHiTeTOoM. [IpemapaT MoXKHa
3aCTOCOBYBATH K MiTPUMYyBaJbHy Tepaliio s NonepenXeHHs PeIUAUBY KPUIITOKOKOBOIO
MEHIHTITY Yy [iTeu i3 BUCOKUM PU3UKOM HMOT0 PO3BUTKY.



Tepamito npenapaTom ®IyKOHA307 MOKHA PO3IOYMHATHU 0O OTPUMAHHS PE3y/IbTaTiB KyJIbTypalbHUX
Ta iHMmUX 1ab0paTOPHUX JOCTiAXKEHb; IIC/Is OTPUMaHHS Pe3yIbTaTiB aHTUOAKTEPiaTbHy Tepario Cif
CKOPUT'YBATH BiONOBIIHUM YUHOM.

IIpomunoka3aHHs.

- T'inepuyTnuBicTh 70 QIyKOHA30JTy, iHIINX a30IbHUX CIIOIYK a00 H0 OyAb-SKOI 3 OTIOMiXKHUX
PEYOBHH IIpenapary.

- OgHOYaCHe 3aCTOCyBaHHA (DJIyKOHA30J1y Ta TeppeHaauHy nali€eHTaM, gKi 3aCTOCOBYIOTh
¢bnykoHa3on 6araTopa3oBo y go3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3yibTaTaMy JOCHiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBAHHS).

- OgHOoYacHe 3aCcToCyBaHHS (HITYKOHA30IIy Ta iHINX JIiKapChKUX 3ac006iB, 110 TOIOBXKYIOTh iHTEpBA
QT ta meTabomizyoThcs 3a mormoMoroi hepmenTy CYP3A4 (Hampukiap U3anpUay, aCTeMi3oy,
miMO3HU[y, XiHIAMHY, aMiofapoHy Ta epUTPOMILIAHY).

B3aemodin 3 inwumu nikapcoKumu 3acobamu ma iHwi eudu e3aemodili.

IIpomunoka3aHo cymicHe 3acmocyB8aHHA (GAYKOHA304Y MA HUXCYE3d3HAYEHUX AiKapCbKUX 3acobis.

ITuzanpud. [ToBigoMIAIOCS TPO PO3BUTOK MOGIYHUX peakiliit 3 60Ky ceplls, y TOMY YHUCIIi PO
[IapOKCU3MaJIbHY LIIYHOUYKOBY TaxiKaphiio TUIY «IIipyeT» y Mali€HTiB, Ki ODHOYACHO 3aCTOCOBYBAJIU
bnykoHa301 Ta nu3anpun. KoHTponboBaHe JOCHIIXEHHS IPOOEeMOHCTPYBAo, [0 ONHOYaCHe
3actocyBaHHS 200 Mr driykoHazomny 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha f00y ITPU3BOIUIIO
[0 3HAYHOI'0 MiABUIIEHHS PiBHA LIU3anpuay y Ija3Mi KPoBi Ta 00 NogoBxKeHHS iHTepBany QT.
OpHoYacHe 3aCcTOCyBaHHS (hTyKOHA30Jly Ta LUA3alPHUAY IPOTUIIOKa3aHe (IUB. PO3MiN
«[IpoTUnIOKa3aHH»).

TeppeHaduH. Yepe3 BUNIAHKU PO3BUTKY TAXKKHUX CEPLEBUX apUTMil, CHPUYNHEHUX TOOOBKEHHAM
inTepBany QTc, y mallieHTiB, gKi 3aCTOCOBYBaIy a30JIbHi MPOTUTPUOKOBI NTiKapChKi 3aco6u 0IHOYACHO
3 TepheHaguHOM, OyIK MPOBEEH] MOCTiIKeHHs B3a€MO/Iil ITUX IIperaparTiB. Y X0fi 0qHOTO
IOCTiIKEHHS IIPU 3aCTOCYBaHHi ¢iyKoHa3ony y no3i 200 Mr Ha o6y He Oy10 BUSIBIIEHO ITONOBXKEHHS
inTepBany QTc. [HI1e goCHiAXKeHHS IPU 3aCTOCyBaHHI (IyKoHa3o01y y go3ax 400 mr ta 800 Mr Ha
no0y IpogeMOHCTPYBAJo, 1[0 3aCTOCYyBaHHA (IyKoHa305y v mo3ax 400 mr Ha goOy abo Bullle 3HAYHO
IiABUINY€E PiBeHb TeppeHafuHy y IJla3Mi KpOBi IIPU OGHOYACHOMY 3aCTOCYBaHHI IIUX IpelaparTis.
CymicHe 3actocyBaHHs (iykoHa3omny y mo3ax 400 mr a6o Buille 3 TepdheHaAUHOM IPOTUIIOKA3aHE
(muB. po3min «IIpoTunoka3auHs»). [Ipu 3acTocyBaHHi QrykKoHa3omy y mo3ax Hux4e 400 Mr Ha mo0y
OJIHOYaCHO 3 TepheHaguHOM CIIiJl IPOBOAUTHU PEeTENIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmewmizon. CymicHe 3aCTOCYBaHHS (DIIyKOHA30/Iy Ta aCTEMi30Jly MOXKe 3MEHIIUTHU KIIipeHC
acteMmizony. Cupu4ynHeHe UM IiABUIIEHHS KOHI[EHTPAIlil acTeMi30/Ty y I1a3Mi KpoBi MoxKe
IPU3BECTH [0 Oof0BXKeHHs iHTepBany QT Ta y pigKiCHUX BUIAgKax - IO IapOKCU3MaJlbHOI
IIJTyHOYKOBOI Taxikappil Tumy «mipyeT». OgHOYacHe 3aCTOCYBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IIPOTUIIOKA3aHe.

ITimo3ud ma xiHiduH. CyMicHe 3aCTOCyBaHHS (HITYyKOHA30JIy Ta MiMo3uny abo XiHimuHy MoXe
IPU3BOOUTH [0 IIPUTHIUeHHS MeTaboi3My mimMo3uny abo XiHifuHYy, X04a BiAIOBIGHUX OOCIigXKEHb in
vitro Ta in vivo He poBoaunu. ITifBUIIIEHHS KOHIIEHTpalii miMo3umy abo XiHiguHy y m1a3Mi KpoBi



MOXKe CIIPUYUHATH NogoBkKeHHS iHTepBany QT Ta y pifKicHUX BUlagKaX MIPU3BONUTH 0 PO3BUTKY
IapOKCU3MaJIbHOI IITYHOYKOBOI TaxiKapmil Tumly «mipyeT». OgHOYacHe 3aCTOCYBaHHSA (PIIyKOHa30Jy
Ta miMo3uny abo XiHiIWHY NPOTUIIOKAa3aHe.

EpumpomiyuH. OgHOYacCHe 3aCTOCYBaHHS €PUTPOMIIMHY Ta (PIYyKOHA30JIy MOXKe IPU3BOTUTH 1O
MigBUIIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (mogoBxXeHHd iHTepBany QT, mapokcu3MaibHa
[IyHOYKOBA TaXiKappisd TUILY «IIipyeT») Ta, K HaCJIifoK, OO PallTOBOl CepIieBOl CMEPTI.
3acTocyBaHHs KoMOiHaIlil ITUX TiKapchKUX 3ac00iB MPOTUIIOKa3aHe.

AmiodapoH. OgHOYACHE 3aCTOCyBaHHA (IIYyKOHA30Jly 3 aMioflapOHOM MOXKe IIPU3BECTHU [0
IpurHidveHHs MeTabosi3aMy aMiofapoHny. CriocTepiraBcs 3B'130K MiXK 3aCTOCyBaHHSIM aMiofjapoHy Ta
nofoBxKeHHAM iHTepBany QT. OmHOoYacHe 3acTOCyBaHHS (PIIYKOHA30JIy Ta aMiolapoHy
IIPOTUIIOKa3aHe (OuB. po3nin «IIpoTunoka3aHH»).

He pexomeHnOyemubcs 00HOYACHE 3dCMOCYBAHHA PAYKOHA304Y Md HUMCYE3A3HAYeHUX AiKAPCbKUX
3acobis.

T'anopaHmpuH. OIyKOHA30/I MOXKe CIPUUYUHUTH ITiIBUIIEHHS KOHIIEHTPAllil ranogaHTpuHy y IIa3Mi
KpOBi 3a paxyHOK npurtidenuss CYP3A4. OgHoyacHe 3aCTOCYyBaHHS LIKX JIiIKapChbKUX 3aC06iB MOXKe
IIPU3BOIUTH [0 MigBUILEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (mogoBxKeHHS iHTepBany QT,
IapoKcu3MalibHa LITYHOYKOBA TaxikKapAis TUIY «IIipyeT») Ta, K HaCJigoK, [0 PalnToBOl CepleBol
cMepri. Crtifg yHUKATH 3aCTOCYBaHHS KOMOiHaIlil IIX JiKapchKuX 3acobiB.

CymicHe 3acmocyeaHHA GAYyKOHA301Y MA HUHCYe3a3HAYeHUX AiKapCbKux 3acobis aumazae
obepedscHocmi ma Kopu2yeaHHsA 003u.

Bnaue iHwux aikapcbkux 3acobig Ha ¢p1ykoHa304.

HocmigxeHHS B3a€MO{Iil TPOAEMOHCTPYBaJH, 10 TepopajibHe 3aCTOCYBaHHS (PIyKOHA30ITy
OJHOYACHO i3 BXKMBaHHIM 1Xi, TPHAOMOM IUMETHIUHY, aHTAIUIB ab0 MOasbIINM ONPOMiHEHHSIM
yCBOT0 TiJla [ IIepecagku KiCTKOBOTO MO3KY He Ma€ KJIiHiYHO 3HaYYIL[OT0 BILIMBY Ha abcopOIIiio
byKoHa3o01y.

PugpamniyuH. OgHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta pUPaMIiuHy IPU3BOAUIIO 10 3HUKEHHSI
AUC =a 25 % Ta ckopouyBaJio Iepiof HamiBBUBe#eHHS ¢iayKoHa3oiy Ha 20 %. ToMy O malji€eHTis,
SKi 3aCTOCOBYIOTh PUGAMITIIUH, CIif PO3TISHYTH OOUiNbHICTh MigBUINEHHS N03U (DIIyKOHA30MY.

I'idpoxaopomia3ud. Y mocnifxeHHi (hapMaKOKiHETUYHOI B3a€EMO[Iil OfHOYacHe OaraTokpaTHe
3aCTOCYBaHHS TiIPOXI0POTia3uay 3MOPOBUM NOOPOBOIBIISM, SIKi OTpUMYyBanu (HIyKoHA301,
MigBUIYBaJIO KOHIIEHTPAIio (IyKOHa30/1y B m1a3Mi KpoBi Ha 40 %. Taki mapamMeTpu B3aEMOfil He
BAMaraioTh 3MiH y peXHUMi [03yBaHHS (IyKOHA30J1y [AJIS MAIli€HTiB, IKi OJHOYACHO OTPUMYIOTh
CeyoriHHi 3acobu.

Bnaue ¢aykoHazony Ha iHWi nikapcuki 3acobu.

®nykoHa3om € TOTyKHUM iHTiGiTopoM i3odpepmenty 2C9 nutoxpomy P450 (CYP) Ta moMipHuM
inriitopom CYP3A4. ®nykoHa3o1 € iHribiTopom izopepmenty CYP2C19. Ha momaTok mo
CIIOCTePeXKyBaHUX/OOKYMEHTA/IbHO MiATBEPAXKEHUX B3aEMO/IiH, 1110 ONIMCaHI HUXKYe, IIpU
OTHOYACHOMY 3aCTOCYBaHHI 3 (pIIyKOHA30JI0M iCHYE PU3UK IiIBUINEHHS y IIJ1a3Mi KPOBi KOHIIeHTpallii
iHmwmx cronyx, mo MetabomnizyioTscsi CYP2C9, CYP2C19 Ta CYP3A4. ToMy 3aCTOCOBYBaTH Taki
kKoMOiHalii mpemapariB citig 3 00epeXKHiCTIO; P I[bOMY He0OXiTHO PeTeNbHO CIIOCTEpiraT 3a
cTaHoM maillieHTiB. [IpuraiuyBanbHa Oist GrnykoHa3ony Ha ¢pepMeHTH 306epiraerbcs npotsarom 4-5 nib
IiCJIs KOTr0 3aCTOCYBaHHA Yy 3B'I3KY 3 MOT0 TPUBA/IMM II€PiogoM HalliBBUBEAEHHS.



Anvpenmania. Tlim 4ac omHOYACHOTO 3aCTOCYBaHHS anbheHTaHiny y mo3i 20 MKT/KT Ta QpIyKoHA30Ty
y mo3i 400 Mr 3mopoBUM JOGPOBOJIBIIM CIIOCTEpiramocs: gBokpaTHe 30inbimenuss AUC,,, MOXKIUBO,
yepe3 inrioysanus CYP3A4. Moxe 6yTu HeoOXigHMM KOPUTYBaHHS 003U albPeHTaHiny.

AmimpunmusniH, HopmpunmuaiH. ®IyKOHA30JI IOCUJIIOE [il0 aMITPUIITUIIIHY Ta HOPTPUIITUIIIHY.
PekoMeHOy€eThCSI BUMIpIOBAaTHA KOHIIEHTpAllil 5-HOPTPUNITUIIIHY Ta/a00 S-aMiTPUNITHIIIHY Ha ITOYaTKY
KOoMOiHOBaHOI Teparii Ta 4epe3 1 TUXKHeHb. Y pa3i HeoOXiAHOCTI CIlif BiAKOPUTYBaTH 03y
aMITPUITUIHY/HOPTPUIITUIIIHY .

AmpomepuuuH B. OgHOYaCHe 3aCTOCYyBaHHS (IYKOHA30Jy Ta aMpomepuyuHy B iHpikoBaHUM
MUIIIaM i3 HOpMaJIbHUM IMyHITETOM Ta iH()iKOBaHUM MUIIaM 3i 3HUKEHUM iMyHITETOM Jaio Taki
pe3ynbTaTh: HEBENIUKUY afUTUBHUN IPOTUTPUOKOBUI edeKT rpu cucTeMHin iHdekrii C. albicans,
BiICYyTHICTh B3a€MO{Iil IpU BHYTPiMIHbOUEPENHil iHPeKIil Cryptococcus neoformans Ta aHTaroHi3M
[IBOX TIpenaparTiB Ipu cUCTeMHil iHbekIil Aspergillus fumigatus. KrniHiuHe 3HaueHHS pe3yJIbTaTiB,
OTPUMAaHUX Y XO[l LKX AOCIiAXKEHb, HEBIOME.

AHmukoazyaaHmu. 9K i mpu 3aCTOCYBaHHI iHIIUX a30JIbHUAX MPOTUTPUOKOBUX 3aC00iB, Ipu
OJHOYaCHOMY 3aCTOCYyBaHHi (IyKOHa30Jy Ta BappaprHy IMOBiJOMIISIIOCS PO BUIIAKHA PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOI KPOBOTEUi, MIYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypil Ta MeJeHu) y
TIOEJHAHHI 3 TIONOBXEHHSM POTPoMOiHOBOTO Yacy. [Ipy ogHOYAaCHOMY 3aCTOCYBaHHI QIIyKOHA30/Iy
Ta BaphapuHy CIocTepiraaocs JBOKpaTHE MigBUIIEHHS MPOTPOMOiHOBOr0 Yacy, iMOBipHO, BHACIIOK
npurHidyeHHs MeTtaboniaMy Baphapuny yepe3 CYP2C9. Crig peTenbHO KOHTPOJIOBATH
IpOoTpoMOiIHOBHMI YacC y MAalli€HTIB, SAKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYNISIHTUA ab0
inmaHenmion. Moxe OyTH He0OXigHOI0 KOPEKIlisd 03U aHTUKOAryIsHTY.

BeH3odiazeniHu kopomkoi 0ii, Hanpukaad mMidazoaam, mpua3oaam. IIpu3HadyeHHs QIYKOHA30ITy
IiCJIsT TepOPaIbHOT0 3aCTOCYBAHHS Miga3ojamMy MPU3BOAKUIIO OO0 3HAYHOTO MigBUIIIEHHS KOHIEHTpAIlil
Miga3ojiaMy Ta OO0 IMOCUIEHHS IICUXOMOTOPHUX edekTiB. OfHOYaCHe 3aCTOCYBaHHS (PIIYKOHA30Iy V
no3i 200 Mr Ta mMifgasonaMy y [o3i 7,5 Mr mepopaibHO pu3Boauso oo nigsuineHHs AUC Ta mepiony
HaliBBUBeMeHHS V 3,7 Ta 2,2 pa3a BiAmoBigHo. 3acTocyBaHHs QrykoHa3omy y mo3i 200 mr/moby Ta
0,25 Mr TpuasojaMy nepopanbHO Npu3BoAuio Ao miapuineHHs AUC Ta nepiony HalliBBUBEIEHHS
Tpuasonamy y 4,4 ta 2,3 pa3sa BignosigHo. [Ipu ogHOYaCcHOMY 3aCTOCyBaHHI (IyKOHa305y Ta
TpHa30JlaMy CIIOCTepiraaocs MOTEHIIiI0BaHHS Ta IIPOJIOHTalis edheKTiB TpHa3oiaMy.

AKI110 MalieHTy, IKUM MPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIil OQHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3emiHaMu, 703y OCTAHHIX CJTif] 3MEHIIUTH Ta BCTAHOBUTH HaJIEXKHUM HATJISA[ 3a
CTAaHOM IIallieHTa.

Kapbama3zeniH. ®nykoHa3071 npurHiyye MmetabdosiaM KapOaMa3elminy Ta CIPUYUHSIE MiTBULIIEHHS
piBHS KapOaMasemniny B cupoBaTiii KpoBi Ha 30 %. IcHye pu3uK pPO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6aMaseniny. Moxke OyTu HeoOXiIHUM KOPUTYBaHHS 103U KapbaMaseniny 3a7ekHO Bifl piBHS #0ro
KOHIIEeHTPallil Ta Oil mpemapary.

baokamopu kaavuiesux kaHanie. [lesiKi aHTaroOHICTH Kanblliio (Hibegurin, icpaguirid, aMIOOUITiH Ta
¢denopumnin) MmetabonisyoThes pepmernToM CYP3A4. ®nyKoHa30I1 MOTEHIIMHO MOXKe IiIBUIIYBaTH
CHUCTEMHY eKCIIO3HIIil0 6I0KaTOPiB Ka/bIlieBUX KaHalliB. PeKOMeHIOBaHUY PETENbHUN MOHITOPUHT
OO0 PO3BUTKY MOOIYHUX peaKITii.

Llenexoxcu6. Ilpu omHOYaCHOMY 3acToCyBaHHi dykoHa3oimy (200 Mr Ha moby) Ta 1eneKokcuby

(200 mr) C,,, Ta AUC nenekokcu®y migpuiryBanucs Ha 68 % ta 134 % BigmosigHo. IIpu omHOYacHOMY
3aCTOCyBaHHI 1leIeKOKcuOy Ta QryKoHa3051y MoxKe OyTH HeOOXigHUM 3MeHIIEeHHS 03U IeJIeKOKCHOY
BOBiui.



Luxkaogpocpamio. OgHOUACHE 3aCTOCYBaHHA IUKII0GochaMiny Ta GIyKOHA30Jly IPU3BOTUTD [0
nifBuIeHHs piBHS Ginipy6iny Ta KpeaTuHiHy B cupoBaTili Kposi. LIi mpenmapatu MoxHa
3aCTOCOBYBATH OJHOYACHO, 3BaXKAl0UM Ha PU3UK IIiIBUILIEHHS KOHIIEHTpalil 6inipybiny Ta
KpeaTUHIHY B CUPOBATLi KPOBI.

®enmatia. [ToBigOMIISIOCS IIPO OOWH JIeTalbHUY BUNAA0K iHTOKCHKAlil PeHTaHiIOM BHACIIZOK
MOXKJIMBOI B3aeMofil peHTaHimy Ta PrykoHa3omy. [0 TOT0 XK y AOCIIgXKEHH] 3 y4acCTIO 3T0POBUX
no6poBOIIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (PIYKOHA30JI 3HAYHO YIIOBiIbHIOBAB eJTliMiHallio
denTaHiny. [ligBuleHHS KOHLEHTPaLlil GeHTaHiTy MOXKe IPU3BECTU [0 MPUTHIUEHHS AUXaHHS, TOMY
CJIi[T peTeIbHO KOHTPOJIIOBATH CTAH MallieHTa. Moxe OyTH HeoOXimHO KOPEeKIlis mo3u GeHTaHimy.

IHeibimopu I'MTI-KoA-pedykma3su. CymicHe 3acTocyBaHHS (iyKoHa3o0:my Ta inribiTopis 'MI-KoA-
penykTasH, 1mo MetabomizyioTecss CYP3A4 (aTopBacTaTHUH Ta CUMBACTaTHH), abo iHTriGiTopiB ['MTI-
KoA-penykTa3u, mo Metabonisytotscss CYP2C9 (dbnmyBacTaTuh), migBUILy€e PU3UK PO3BUTKY MioTmaTil
Ta pabgomionisy. ¥ pa3i HeoOXigHOCTI 0qHOYACHOTO 3aCTOCYBaHHS LIUX MpeIapaTiB CIifl peTeabHO
CIIOCTEpiraTu 3a NalliEeHTOM IIIO0 BUHMKHEHHS CHMIITOMIB Miomartii Ta pabmomiostidy i mpoBoguTH
MOHITOPUHT pPIBHA KpeaTUHKIHA3M. Y pa3l 3HAUHOIO MiBUIIIEHHS PiBHS KpeaTUHKIa3|, a TaKOX IIpU
miarHOCTyBaHHi abo migo3pi Ha Miomatito/pabmoMioni3 3acTocyBaHHs iHTiOiTOpiB [MI'-K0OA-penykra3u
CJIi[ IPUTIUHUTH.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaimMyc, CUPOAIMYC i MaKkpoaimyc).

HuxkaocnopuH. ®yKOHa30/1 3HA4YHO HifBuUINye KoHIleHTpawio Ta AUC nukinocnopusy. [lpu
OJHOYACHOMY 3aCTOCYBaHHi GyKoHa301y y mo3i 200 Mr/mo0y Ta IIUKIIOCIIOPUHY Y H03i

2,7 mr/kr/mo6y cnoctepiranmocs 36inpments AUC muknocnopuny y 1,8 pasa. Li mpemapatu MoxkHa
3aCTOCOBYBAaTH OOHOYACHO 3@ YMOBH 3MEHIIIEHHS 03U LKUKJIOCIIOPUHY 3aJIe’KHO Bifl OO0
KOHIIEHTpaIlil.

Esepoaimyc. Xo4a OOCHiXKEHb in Vitro Ta in vivo He IPOBOAMIY, BifoMO, 110 (GIIyKOHA30JI MOXKe
IMigBUIYBaTH KOHILIEHTPAI[il0 €BEPOIIMYCY B CUPOBATIi KPOBi yepe3 npurHiyenss CYP3A4.

Cupoaimyc: GIyKOHa30I MiABUILYE KOHLIEHTPAIII0 CHPOIIMYCY y IJIa3Mi KpOBi, iMOBIpHO, HIISIXOM
npurHigveHHs MeTtaboniaMy cuposimycy depmenTom CYP3A4 ta P-rnikonporeinoM. Lli mpemnapartu
MOZKHa 3aCTOCOBYBATU OJHOYACHO 3a YMOBY KOPUT'YBaHHSA [O3U CHAPOJIIMYCY 3aJIe’KHO Bifj PiBHA
KOHIIEHTpallil Ta eeKTiB Ipemapary.

Taxposimyc. ®yKoHa307 MOXKe MigBUIIYBaTH KOHIIEHTPAIlil TaKpPOJIiMyCy B CHpPOBATIIi KPOBi 1O

5 pa3iB pu #oro nepopasbHOMY 3aCTOCYBaHHI Yepe3 MPUTHiYeHHST MeTab0Ii3My TaKpoJiMycy
dbepmenTom CYP3A4 y kummeyHuKy. [Ipy BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIloCTepiranocs 3HaYyHUX 3MiH (papMaKOKiHeTHUKH. [TiIBUIEHI piBHI TAKPOIIMYCY aCOILiI0I0TLCS i3
He(pPOTOKCUYHICTIO. [103y TaKPOJIIMyCy AJISl IEPOPAIbHOT0 3aCTOCYBaHHS CIIif 3HUKYBaTH 3aJIe3KHO
Bifl KOHIIEHTpAIlil TaKpoiMycCy.

JIozapman. ®nyKoHa30J IpUTrHiyye MeTabo0I1i3M JI03apTaHy A0 HOT0 aKTHUBHOT'O0 MeTaboIIiTy
(E-31 74), mo 3yMoBIIIO€ GinbIlly YaCTUHY aHTArOHI3My 10 PellenTopiB aHrioTeH3uny Il mig gac
3aCTOCYBaHHA JI03apTaHy. PeKoMeH0BaHO 3[i¥CHIOBATH [IOCTIMHUY MOHITOPUHT apTepiaabHOro
TUCKY Yy NAlli€HTIB.

MemadoH. ®nyKoHa30/1 MOXKe IiiBUIIyBaTH KOHIIEHTpAallil0 MEeTaJoOHY Yy CUpOBaTLi KpoBi. [Ipu
OOHOYACHOMY 3aCTOCYBaHHI MeTafloHy Ta (GryKoHa30y Moxe OyTH He0OXiIHUM KOPUTYBAHHS 03U
MeTafloHy.

Hecmepoioui npomu3anaavHi npenapamu (HIT3I1). [Ipu ogHOYaCHOMY 3aCTOCYBaHHI 3



dbnykonazonom C,,, Ta AUC dnypbinpodeny migumiyBanucs Ha 23 % Ta 81 % BigmoBigHO MOPiBHSHO
3 BiAATIOBigHMMY MTOKa3HWKAMHU IIPYU 3aCTOCYBaHHi TimbKu ¢GypbinpodeHy. AHaIOTiYHO IIpU
OJHOYaCHOMY 3aCTOCYyBaHHi ¢yKoHa301y 3 paneMiyauM idynpodenom (400 mr) C,,,, Ta AUC
($hapMaKoJIOTiYHO aKTUBHOT0 i30Mepy S-( )-ibynpodeny migBuiryBanucs Ha 15 % Ta 82 % BigmoBigHO
MIOPiBHSIHO 3 TAKMMMU IMOKAa3HUKAMU IIPU 3aCTOCYBaHHI TiJIbKU palleMiuHOro i6ymnpodeny.

Xoua crelianbHUX JOCTiAKEeHb He IPOBOAUIIH, (hIIYKOHA30JT MOXKE IMiJBUIyBaTH CUCTEMHY
ekcro3utrito inmux HII3II, mo metabonizytorbest CYP2C9 (Hanmpukiiag HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, TuKinodeHaky). PeKoMeHI0BaHO EPIOJUYHO 3[1iiCHIOBATH MOHITOPUHT IMOOIYHUX
peaxliiii Ta TOKCUYHMX IIPOSIBiB, OB a3aHux i3 HII3I1. Moxe 3HagoOuTucs Kopurysanus mo3u HIT3II.

®enimoiH. dyKoHa305 npurHiyye MetaboniaM eHiToiny y meuiniii. OgHodacHe 6araTopa3oBe
3actocyBaHHS 200 MT driykoHa3omy Ta 250 Mr ¢GeHiTOIHy BHYTPIIIHHOBEHHO NTPHU3BOAUTE 10
nigsuiterHs AUC,, beniToiHy Ha 75 % Ta C,,Ha 128 %. IIpu omHOYacCHOMY 3aCTOCYBaHHI LIUX
JiKapChKUX 3aco0iB CITifl MPOBOOUTH MOHITOPUHT KOHIIEHTpalii GeHiTOIHY Yy CHpOBaTIli KPOBi I
YHUKHEHHS PO3BUTKY TOKCHYHOI [iii HeHiTOoIHy.

ITpedHizoH. [ToBimOMIISATIOCS TIPO BUIIQMIOK, KOMM y TallieHTa IIiciIg TpaHCIJIaHTallii Me4YiHKu Ha Ti
3aCTOCYBaHHS IPEOHI30HY PO3BUHYJIAcd rocTpa HedocmamHicms KOpu HagHUPKOBUX 3aJ103, 1110
BUHUKIIA ITiCJISI MPUIMHEHHS TPUMICSIYHOTr0 Kypcy Tepatii hprykoHa30moM. [IpunuHeHHsS
3aCTOCyBaHHS (DIIyKOHA30J1y, iIMOBIPHO, CIPUYKUHUIIO IOCUIEeHHS akKTUBHOCTI CYP3A4, 110 npusBeno
[0 IPUCKOpPeHHs MeTabomi3aMy npegHi3ony. Cuifl peTenbHO CTEXUTH 3a NalliEHTaMH, SKi IPOTSIToM
TPHBAJIOTO YaCy OOHOYACHO 3aCTOCOBYIOTh (DIIYKOHA30J1 Ta MPEOHi30H 3 METOI0 IoIepekKeHHs
PO3BUTKY HEIOCTAaTHOCTI KOPY HaJHMPKOBUX 34103 MiC/ISl IPUIIMHEHHS 3aCTOCYBaHHS (DJIYKOHA30IIy.

PugabymuH. ®nyKoHa30I1 MigBUIINYE KOHIIEHTPalio puhabyTUHY B CUPOBATIIi KPOBI, 1[0 TPU3BOAUTH
no 36inbimenHss AUC pudabytuny mo 80 %. [Tpu ogHOYacHOMY 3acTOCyBaHHI QIIyKOHA305Ty Ta
pudabyTHHY TOBIIOMIISIIOCS IIPO BUMIAOKU PO3BUTKY yBeiTy. [Ipu 3acTocyBaHHi Takol KoMOiHaIlil
JiKapCchbKUX 3aco0iB cimig OpaTu MO yBaru CUMIITOMHU TOKCHYHOI Oil pudadytuny. CakeiHasip.
®nykonaszon niguiye AUC Tta C,,,, cakBiHaBipy mpubnu3tno Ha 50 % Ta 55 % BigmoBimHO yepes
npurHideHHs MeTabosi3My cakBiHaBipy y medinili pepmernTom CYP3A4 Ta yepe3 inribyBauHs P-
riikonporeiny. Blaemopnis Mixk ¢GIyKoHA30JI0M Ta CaKBiHABipOM/PUTOHABIPOM HE AOCTiAKYyBaH,
TOMY BOHU MOXKYTh OyTH OifbIll BUpaxkeHuMu. Moxe 6yTu He0OXigHUM KOPUTYBaHHS 03U
CakKBiHaBIpYy.

IToxioHi cyavpoHincevosuHu. [Ipu ogHOYAaCHOMY 3aCTOCYBaHHI (hIyKOHA30JI IPOJIOHTYE MEPiof
HalliBBUBEJIEHHS TTePOPabHUX MOXITHUX CYIbGOHIIICEYOBUHY (XJIOpIponaMiny, rnibeHKIaminy,
raimi3umy Ta TonbyTaMify) IpH iX 3aCTOCYBaHHI 3MOPOBUM HOOPOBOBLSM. PeKOMEHIYETHCS
IIPOBOJUTY YaCTUU KOHTPOJIB I[yKPY B KPOBI Ta BiANOBITHUM YHMHOM 3HUKYBaTHU 003y MOXiGHUX
CynbGhOHINICEeYOBUHY ITPU OOHOYACHOMY 3aCTOCYBaHHi 3 (OITyKOHA30JI0OM.

TeoginiH. Y gocnigKeHHi B3aeMoil IpemnaparTiB 3acTocyBaHHS (PriykKoHa30y 1mo 200 Mr mpoTsarom
14 gHiB MpuU3Beo N0 3HUKEHHS CEPEIHBOTO0 KiTipeHcy Teodininy y nna3mi kposi Ha 18 %. 3a
nalieHTaMH, Ki 3aCTOCOBYIOTh Te0diliH y BUCOKUX f03ax abo SIKi MalOTh MiBUIIEHUN PU3UK
PO3BUTKY TOKCUYHUX IIPOSIBIB TeO(DiliHy 3 iHIIWX IPUYXH, CJIil BCTAHOBUTHU HATJIAM IIOA0 BUSBIEHHS
03HaK PO3BUTKY TOKCUYHOI Ail Teodininy. Teparmito Clifi 3MiHUTH NIPU I05IBi 03HAK TOKCUYHOCTI.

Asnkanoiou 6apeiHky. Xoda BifiIOBigHUX HOCTiAXKeHb He MPOBOOUIH, GIyYKOHA3011, iMOBIpHO Yyepe3
inri6yBanus CYP3A4, MoxXe COPUYMHSTH MigBUIIEHHS KOHIIEHTPAIlil ajKasoifiB 0apBiHKY Yy m1a3Mi
KPOBi (HampUKIIa[ BIHKPUCTUHY Ta BiHOIACTHUHY), IO MPU3BOOUTD 10 PO3BUTKY HEMPOTOKCUYHUX
edexkTis.



Bimamin A. TToBigoMmsgocs, 110 Y MalliEHTa, SKWM OMHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KUCIIOTY (KucnoTHa popma BiTaminy A) Ta prykoHa3os, crocTepiranucs nobiyni peakitii 3 60Ky
1eHTpanbHol HepBoBO1 cucteMu (LITHC) y ¢popmi nceBAOTYMOPY TOJIOBHOTO MO3KY; JaHUX e(eKT 3HUK
micns BimMinu gnykoHazomy. Li mikapchki 3aco6u MOXKHA 3aCTOCOBYBATH OJHOYACHO, ajie CIIif
naM’siTaTy PO PU3UK BUHUKHEHHS NMo0iyHuX peakiii 3 6oky ITHC.

BopukoHa3zoa (iHeibimop CYP2C9, CYP2C19 ta CYP3A4). OgHo4acHe 3aCTOCYBaHHS BOPUKOHA30IY
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotsarom 1 gus, nmotim 1mo 200 Mr kKoxHi 12 rogun
IpoTSAroM 2,5 OHS) Ta GpIyKoHa30iy nepopanbHo (400 Mr B nepinuii geHs, noTiM mo 200 Mr KoxHi
24 roguHM MPOTATroM 4 mHiB) 8 3MOPOBUM HOOPOBOJIBLISIM YOJIOBIYO0I CTATI MPHU3BEJIO [0 MigBUIIEHHS
C,.x Ta AUC BopukoHa3somy B cepegabomy 10 57 % (90 % HOI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %,
128 %) BigmosigHO. HeBimoMo, 4 mpu3BOOUTDL 3HUKEHHS 003U Ta/ab0 4aCTOTH 3aCTOCYBaHHS
BOPUKOHa30/1y abo QIyKoHa30/1y 00 YCyHEeHHs Takoro edekTy. [Ipu 3acToCyBaHHI BOPHKOHA30ITy
nicnst GIyKOHA30I1y CIlif TPOBOOUTH CIIOCTEPEXKEHHS 11010 PO3BUTKY MOGiYHUX e(eKTiB,
acoli0BaHUX i3 BOPUKOHA30JIOM.

3udosyouH. ®mykona3zon mipsumye C,.. Ta AUC 3unoBynuny Ha 84 % Ta 74 % BifmoBimHO, 110
3YMOBJIEHO 3HUKEHHSIM KITipeHCYy 3U0BYOUHY NpuOIu3HOo Ha 45 % IpHu HOT0 IepopaabHOMY
3acTocyBaHHi. [lepion HamiBBUBEAEHHS 3UNOBYAUHY OyB TaK0K IOI0BXKeHUN mprubau3Ho Ha 128 %
micis 3acTocyBaHHS KoMOiHallii GyKoHa30/1y Ta 3UOBYOUHY. 3a MallieHTaMu, 5IKi 3aCTOCOBYIOTh
TakKy KoMmOiHaIliio TikapchKux 3aco0iB, CIIifl cIlocTepiraTy om0 PO3BUTKY MOOIYHUX peakKIlii,
II0B’sI3aHUX i3 3aCTOCYBaHHAM 3UO0BYAVHY. MOXKHa PO3TIISHYTH OOLIIBHICTh 3HUXKEHHS NO3U
3UOOBYIUHY.

A3umpomiyuH. Y X0fi OCHifKeHb OLIiHIOBa/IM BIIJIUB a3UTPOMIIIMHY Ta (PIIyKOHA30/1y Ha
(dbapMaKOKiHETUKY OOUH OJHOTO IIPH iX OMHOYACHOMY IepopaibHOMY pa30BOMY 3aCTOCYBaHHI ¥ mo3ax
1200 mr ta 800 Mmr BigmoBigHo. 2KogHUX 3HaUYYyLMX (hapMaKOKiHEeTUYHUX B3aEMOIill BUSIBJIEHO He
oyo.

ITepopasavHi koumpauenmuau. I1pu 3acTocyBaHHi (IyKoHa301y ¥ 0o3i 50 MI BIIMBY Ha pPiBeHb
TOpMOHiB He 0yJ10, TOMi SIK IIPU 3aCTOCYyBaHHI GykoHa3omy y mo3i 200 Mr Ha go0y crocTepiranocs
36inbimenHs AUC etuHinectpanmiony Ha 40 % Ta meBoHOprecTpeny - Ha 24 %. Lle cBiguuTh mpo Te, 1110
OaraTopa30Be 3aCTOCYBaHHS (DIIyKOHA30/1y Y 3a3HAUYEHUX 003aX HABPS YU MOXKeE BIJIMBATH Ha
eekTUBHICTH KOMOIHOBAHOI'O ITIEPOPAIbHOT0 KOHTPAIENITHRA.

Isaxkagpmop. CynyTHE 3aCTOCYBaHHS 3 iBaKadTOPOM, MifACUIIOBaYeM MYKOBICIIMIO3HOTO
TpaHCMeMOPaHHOT0 PETYJISTOPa IIPOBIMHOCTI, MiBUILYE eKCII03uIlil0 iBakadTOpy B 3 pa3y, a
rinpokcumeTtuniBakadtopy (M1) - y 1,9 pa3u. [In4 nauieHTiB, SKi 0qJHOYACHO 3aCTOCOBYIOTh ITOMipHi
inribitopu CYP3A, Taki 9K (IyKOHa30JI i epUTPOMIINH, PEKOMEHAYETLCS 3HUKEHHS N03U iBakahTOpy
mo 150 mr 1 pa3 Ha mo0y.

Oco6 1ueocmi 3acmocyeaHHsi.

Hepmamocgimia. BignmoBigHO 00 pe3ysbTaTiB HOCHIAXKEHHS (HIYKOHA30JIy AJS IiKyBaHHS JepMaTodiTil
y mitel, QIyKOHaA30/1 He MepeBUIIye rpu3eodynbBiH 3a e(PEeKTHUBHICTIO i 3arajJlbHUM TOKa3HUK
epekTuBHOCTI cTaHOBUTH MeHIIe 20 %. Tomy ®nyKoHA305I HE CITifl 3aCTOCOBYBATH [JIS JIIKYBaHHS
nepMaTodiTii.

Kpunmoxkoko3. [1oka3iB eheKTUBHOCTI (PIyKOHA30JTy A7 JIIKYBaHHS KPUIITOKOKO3Y iHIINX
JI0Kani3anii (HanpuKiaf JIereHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTATHBO, TOMY



PEKOMEHalli# 00 J030BOTO PEXKUMY IJIs JTiIKyBaHHS TAKHUX 3aXBOPIOBAHb HEMAE.

I'1uboki enOemiyHi miko3u. [JokasiB ebeKTUBHOCTI (IyKOHA30I1y IS TiKyBaHHS iHIIUX HOpM
eHJeMiUHUX MiK03iB, TaKUX 5K TapaKOKIMAi0IA0MiKO03, TiCTOIIa3M03 Ta IIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEJOCTATHLO, TOMY PeKOMEeH allill 100 JO30BOr0 PeXKUMY [JIs JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

KaHouoos.
HocmigxeHHs MoKa3anu 30ibIIeHHS TOMKUPEHOCTI iHdekin inmuMu Bugamu Candida, kpim

C. albicans. Candida 4acTo CTiiiKi 3a cBo€t nmpuponoro (Hamnpuknag, C. krusei ta C. auris) abo
BUSBJIAIOTH 3HUKEHY CIPUUHATIUBICTE H0 QrykKoHa3omny (C. glabrata). [1ns Takux iHpEKIIi MoXe
3HagoOUTHCS abTepHATUBHA IPOTUTPUOKOBa Teparis. ToMy JTikapsiM, sSKi Mpu3HayaioTh
GbIyKOHA30J1, PeKOMEHYEThCSI OpaTH 0 YBAru MOIMKUPEHICTh PE3UCTEHTHOCTI 10 Pi3HUX BUMIB
Candida go ¢pnykKoHa30my.

Hupkosa cucmema. I1aniedTam i3 mopyuieHHIM QYHKIIM HUPOK IIpenapar CJIif 3aCTOCOBYBaTH 3
obepexHicTio (muB. po3xin «Crocib 3acTOCyBaHHS Ta IO3U»).

Hedocmamuicmb HaOHUpKoBux 3a103. KeTOKOHA30JI, SIK BifOMO, CIIPUYMHSIE HETOCTATHICTh
Ha[JHUPKOBUX 3aJ103, i Ile TAKOXK MOXKe CTOCYBaTUCS (PIyKOHA30Jy, X04a CIIOCTEPIraeThCS PigKo.
HepocTraTHiCT, HAMHUPKOBUX 3aJ103, I0B'A3aHa 3 ONHOYACHUM JIIKyBaHHAM, OIIMCaHa B PO3MiIL
«BonuB (yKoHA301y Ha iHIII TiKapchKi 3aC00m».

I'enamobiaiapHa cucmema. TlanienTam i3 mopyueHHIM GYHKITIM MeYiHKY mTpemapar CIlif
3aCTOCOBYBaTH 3 006epexkHicTI0. 3acTOCyBaHHS (HIYKOHA30Jy acollil0BaIOCs 3 BUHUKHEHHSAM
PiOKiCHUX BUIIafKiB PO3BUTKY TSXKKOI rellaTOTOKCUYHOCTI, BK/II0Yal04y JieTalbHi BUMIaKU, TOJIOBHUM
YUHOM Y TAI[EHTIB i3 TAXKKUMUA OCHOBHUMH 3aXBOPIOBAaHHAMU. Y BUIIagKaX, KOJIU PO3BUTOK
rernaTOTOKCUYHOCTI acoIliloBaBCs i3 3aCTOCYBaHHSAM (QIyKOHa307y, He 6y0 Big3HaueHo ii SBHOI
3aJ1eKHOCTI Biff 3aranbHOI J000BOI NO3H IIpemnaparty, TPUBAJIOCTI Teparii, cTaTi abo BiKy mallieHTa.
3a3BMYail TeaTOTOKCUYHICTh, COpUYMHEHa (DITYKOHA307I0M, 000POTHA, a 1l MposiBY 3HUKAIOTH IIiCIIs
IPUNIMHEHHS Teparii.

3a malieHTaMu, y IKUX IIPK 3aCTOCYBaHHI (PIIyKOHA30JTy CIIOCTEPIiraloThCs BiIXUIEHHS Pe3y/IbTaTiB
GbyHKITIOHATEHUX P00 MEeYiHKY, CIif BCTAHOBUTH PEeTEIbHUM HATJIS 00 PO3BUTKY OibIl TSKKOTO
ypaXKeHHS IeYiHKU.

[NTauieHTiB cnifg TpoiH(GOPMyBaTH PO CUMITOMY, II0 MOXKYTh CBITYUTHU NP0 CEPUO3HUY BIIJIUB Ha
NeYviHKy (BUpaXkeHa acTeHis, aHOPeKCis, MoCTiiHa Hyg0Ta, O/TI0BaHHS Ta KOBTSIHUILIS). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS (IyKOHA30Jly CIIif HerallHO NPUNWHUTY Ta IPOKOHCYIbTYBATUCA 3 JTiIKapeM.

Cepuego-cyouHHa cucmema. [lesiki a307u, y TOMY YHCJIi i hITyKOHa30711, aCOII0I0THCS i3
nnopoBxXeHHaM iHTepBany QT Ha enekTpokappiorpaMi. IToBigoMIsgiocs Npo gyXe pifKiCHI BUIIafKU
nofoBKeHHs iHTepBany QT Ta mapokcu3MasbHOI LITYHOYKOBOI Taxikapfil TUIy «IipyeT» Npu
3acTocyBaHHi nmpemnapaTy ®nykoHa30:. Taki MOBiZOMIEHHS CTOCYBAIUCS MAIIEHTIB i3 TAXKKUMU
3aXBOPIOBAHHSIMU IIPHU MOE€OHaHHI 6araTbox (GaKTOPiB PU3UKY, TAKUMHU SK CTPYKTYPHI 3aXBOPIOBAHHS
ceplis, IOPYIIeHHs eJeKTPOJIiTHOro 00MiHy Ta OMHOYACHE 3aCTOCYBaHHS iHIHMX JTiKapChKUX 3aC00iB,
III0 BIJIMBAIOTh Ha iHTepBan QT.

®nykoHa3o0: criif 3 06epexKHICTI0 3aCTOCOBYBATH IAlliEHTAM i3 PU3UKOM PO3BUTKY apUTMiii.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 TiKapchKUMM 3acobaMu, 1110 IPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoThcs 3a gornomoroio hepmenty CYP3A4 uutoxpomy P450, mpoTumoka3aHe.



I'anopanmpun. T'anodanTtpun € cyoctpatoM pepmerTy CYP3A4 i mponourye intepsan QTc npu
3aCTOCYBaHHI y peKOMEH[IOBaHUX TepPalneBTUYHUX f03aX. OgHOYACHE 3aCTOCYBaHHS raslohaHTPUHY Ta
bnykoHa30/1y He peKOMEHAYETHCS.

Ilepmamosoziuni peakuii. TloBimoMIIsiNIK PO peaxilito mTiKapCchKuX 3aco0iB 3 eo3uHOGiNi€0 Ta
cuctemHumu cumnromamu (DRESS-cunpgpowm). ITig 9ac 3actocyBaHHS HIIyKOHA30/Iy PigKO
IIOBITOMIISINIOCST TPO PO3BUTOK TAaKUX €KC(HOJiaTUBHUX IKIPHUX peakli Sk cuHapoM CTiBeHCca-
IIKOHCOHA Ta TOKCUYHUY emimepManbHuit HeKpomi3. ITamientu 3i CHITom Ginbin CXUIbHI IO
PO3BUTKY TAKKHUX IIKIpHUX peakIiiii Ipu 3aCTOCyBaHHI OaraThox JIiKapChbKuXx 3aco0iB. AKIIO0 y
malieHTa i3 moBepXHEeBO IPuOKOBOI0 iH(EKITi€r0 3’ IBISI0THCS BUCUITH, 1[0 MOXKHA IIOB’sI3aTH i3
3aCTOCYBaHHSM (GIYKOHA30J11y, II0fabIllle 3aCTOCYBaHHS IpenapaTy CIIifl IPUIUHUATH. AKII0 y
malfieHTa 3 iHBa3MBHOI/CUCTEMHOI0 TPUOKOBOI0 iH(EKIIi€I0 3’ IBISIOTHCS BUCUIIM Ha IIKipi, 3a #Oro
CTaAHOM TIOTPIOHO PETENIbHO CIIOCTEPIraTH, a ¥ BUMAAKY PO3BUTKY OyJIbO3HUX BUCHUIIIB ab0
MYJIbTU(QOPMHOI epUTEMU 3aCTOCYBaHHS (IYKOHA30Iy CIIifl MIPUTUHUTH.

I'inepuymausicmby. Y pigKiCHUX BUNIaAKax IMOBIIOMJISAIOCS IPO PO3BUTOK aHa(iNaKTUUHUX PeakKlii.

ITumoxpom P450. ®nykoHa30 € IOTYKHUM iHTibiTopoM dhepmenTy CYP2C9 Ta moMipHUM
inri6itopom pepmenty CYP3A4. Takoxk ¢rnykoHason € inribitopom pepmenty CYP2C19. Crin
CIIOCTEpIraTy 3a CTAHOM IIAIli€HTIB, SKi OIHOYACHO 3aCTOCOBYI0Th OII0KOHA30JI Ta IpenapaTH 3
BY3bKHM TepalleBTUYHUM BiKHOM, 110 MeTabomi3yoThcsa 3 ydacTtio CYP2C9, CYP2C19 ta CYP3A4.

TeppeHaduH. Crif peTeIbHO CIIOCTEPiraTé 3a CTaHOM IIallieHTa IIPY 0OJHOYaCHOMY 3aCTOCYBaHHI
tepdeHaguny Ta GIyKoHa30my y go3i menire 400 mMr Ha m00y.

HonomiocHi peyosuHu. [IpenapaT MiCTUTh nakTo3y. [lallieHTaM 3 PigKiCHUMHU CIIaJKOBUMU
3aXBOPIOBaAHHSIMM, TAKMMU SIK HEIIEPEHOCHUMICTh TajlaKTO3U, HeIOCTaTHICTh TaKTa3u Jlamma Ta
Masba0copOiis TII0K03U-TallaKTO3H, He CIIif 3aCTOCOBYBATH el Ipenapar.

3acmocysaHHs y nepiod sazimHocmi abo 200y8avHs 2py001o.

[ToBimoMISANIK TIPO YMCENbHI BPOMXKEHI ITaTOJIOTil y HOBOHAPOMXKEHUX (BK/II0o4alouu Opaxitedartiio,
[MCIIIa3iio ByIIHOI paKOBUHU, HaAMipHE 30i/bIIIeHHS TePefHbOr0 TiM sTYKa, BUKPUBJIEHHS CTETHA,
IJIeY0IIPOMEHEBUI CUHOCTO3), MaTepi IKUX pUUMay BUCOKI 03U (PIyKOHa30ITy

(400-800 Mr/mo6y) mpoTsATroM NMpUHAWMHI TPbOoX abo Oinblile MiCSIIiB Oy TiKyBaHHS KOKIMAiI0igo3y. 3
OTJIsINYy Ha HasBHI JaHi 3 JIiTepaTypu IPO BPOLXKEHI Bagy PO3BUTKY, 110 Ma/Id YaCOBUU 3B’A30K i3
3acTocyBaHHSAM ¢inyKoHa3oiy PRAC BBaxKa€ NpUYMHO-HACTIAKOBUM 3B’S130K MiX (JIyKOHA30JI0M Ta
BPOIXKE€HUMHU BaflaM{ PO3BUTKY UMOBIPHUM.

ocnigKeHHs Ha TBapUHAX IIPOAEMOHCTPYBAIU PENPONYKTUBHY TOKCUYHICTE.

[laHi, OTpMMaHi IiJ Yac 3aCTOCYyBaHHS (IyKOHA30Jy y 0o3i < 150 Mr KiTbKOM THUCSYaM BaTriTHUX
XKIHOK IIPOTSITroM I TpuMecTpy BariTHOCTI, He CBiIUUTH MPO 30iIbIIEHHS 3araJbHOT0 PU3UKY PO3BUTKY
BaJl PO3BUTKY Y IJIOfA.

B ogHOMY BenukoMy o0cepBalliiHOMY KOTOPTHOMY [IOCHiI>KeHHI 3aCTOCYBaHHS IIEPOPAIHHOTO
(brykoHa3o01my y I TpuMecTpi acoIlifoBaBCS 3 HEBEIUKUM ITiIBUIIIEHUM PU3UKOM PO3BUTKY Baj OIIOPHO-
PYXOBOTO amapary, 1o Bifnosigae npubnu3Ho 1 nogarkoBoMy Bumaaky Ha 1000 XiHOK, SKi
OTPHUMYBAJIX CyKYIIHY TepamneBTUUHY A03y <450 Mr MOpiBHSAHO 3 XKiHKaMu, SIKi OTpPUMYBaIu MiCIeBi
asonu, i mpubnu3Ho [0 4 nogaTkoBux Bumagku Ha 1000 XKiHOK, sIKi OTPUMYyBaIu CyKyIHY



TepaneBTUYHY [03y moHam 450 mr. BignocHuy pusuk cranosus 1,29 (95 % I Big 1,05 mo 1,58) npu
npuiiomi 150 Mr nepopansHOTO dnykonasony Ta 1,98 (95 % I Big 1,23 o 3,17) ons gos nmorapm 450
MT (OJTyKOHA301y.

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 NiKyBaHHS (HIyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIIKyBaHHS 1H(EKIIH, 0 MOXYTh 3arp0KyBaTH XUTTIO.

®nyKoHA30JI MPOHUKAE Y TPYIHE MOJIOKO Ta [AOCSATAaE HAXKYO0I KOHIIEHTpAllil, HiXK y IIJTa3Mi KPOBi.
FomyBaHHS IPyAO0 MOXKHA IIPOAOBKYBATH ITiCIIs pAa30BOT0 3aCTOCYBaHHS 3BUYaMHOI 03U
bnykoHa3ony, mo ctaHoBuUTh 200 Mr abo MeHIIe.

TogyBatu rpyanio He peKOMEHIY€EThCS Ipu 0araTopa3oBOMy 3aCTOCYBaHHI (yKoHa301y abo npu
3aCTOCYBaHHI BUCOKUX 03 GJIYKOHA30ITY.

30amHicmb enaueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

HocnigxeHb BIUBY mpemnapaTy OykoHa30/1 Ha 30aTHICTh KEPYBATU aBTOTPAHCIIOPTOM abo
[IpaIfioBaTy 3 IHIIUMH MeXaHi3MaM{ He IIPOBOOUIIHN.

[MarmienTiB cnig npoingopMyBaT MPO MOXKJIUBICTL PO3BUTKY 3allaMOpodYeHHs abo cymoM Imif yac
3aCTOCOBYBaHH4A npemnapaTy ®nykoHa301. [Ipy pO3BUTKY TaKWX CUMIITOMIB HE PEKOMEHOYETHCS
KepyBaT{ aBTOTPAHCIOPTOM abo IpalfoBaTH 3 iHIMMMH MeXaHi3MaMu.

Cnocid 3acmocyeaHHsi ma do3u.

To6oBa mo3a (hIyKOHA30I1y 3a/IeXKUTh Bifl BUAY Ta TSIXKKOCTI rpubKoBoi iHdekii. [ 6inbinocTi
BUIIA[KIB BariHaJIbHOI'0 KaHAU03Y HOCTATHLEO PA30BOI0 3aCTOCYBaHHA IIpernapary.

[Tpu HeobximHOCTI 6araTopa30BOro 3aCTOCYBaHHS IIpelaparTy JiKyBaHHS iHGEKIIiN Cif
IIPOJOBXKYBATH 0O 3HUKHEHHS KJTiHIYHUX Ta 1ab0paTOPHUX NIPOSBiB aKTUBHOCTI I'PpuOKOBOI iH(eKIIil.
HepocTaTHS TpUBaIiCTh JTiIKyBaHHS MOXKe NIPU3BECTH OO BiTHOBIEHHS aKTUBHOTO iH(QEKITIHOTO
Ipo1LeCy.

®nyKOHAa307 3aCTOCOBYIOTh, 3aJIEKHO Bifl JTiKapCchkol popMu, mepopanbHO ab0 BHYTPIIHEOBEHHO
msaxoM iHgy3il. Criocib 3acTocyBaHHS ImpemnapaTy 3ajeXXUTh Bif KIIiHIYHOTO CcTaHy mnalieHTa. Hemae
HeoOximHOCTI Yy 3MiHi ;0O0BOI MO3H ITpemapaTty IpH 3MiHi IJIIXy #0ro 3aCTOCYBaHHS 3 IEPOPAIbHOTO
Ha BHYTPIIIHbOBEHHUY Ta HABIIAKU.

Kancynu cnig koBTaTu ninumu. [IpuitoM npemnapaTty He 3aJIe’KUTh Biff IPAUOMY 1XKi.
Lopocai.
Kpunmokokos.

- JIikyBaHHS KPUIITOKOKOBOTO MEHIHTITy: HaBaHTaxXyBaJibHa 403a CTaHOBUTH 400 MT y Iepiiuil AeHb.
[TipTpumyBanbHa go3a - 200-400 mr/moby. TpuBasicTk MiKyBaHHS 3a3BUYall CTAHOBUTH LIIOHAWMEHIIIE



6-8 TuxkHiB. [Ipu iHPEKIITX, 110 3aTPOKYIOTh XKUTTIO, 0O0BY 03y MoxKHa 30inbmuT 1o 800 Mmr.

- [ligTpuMyBaspHa Tepamisa Ajid IollepenkeHH PeLIUAUBY KPUIITOKOKOBOI'O MEHIHTITY Y ITALli€HTIB 3
BHCOKUM PU3UKOM HMOT0 PO3BUTKY: PEKOMEHI0BaHa [03a IIpenapaTy cTaHOBUThL 200 Mr/moby
IIPOTATOM HEOOMEKEHOT0 Yacy.

Kokuyuoioioos.

- PekoMmenpoBana no3a ctaHoBuTh 200-400 Mr/go0y. TpuBamicTh NiKyBaHHS CTAHOBUTH
11-24 micsii ab6o moBIIIe 3a/eKHO Bif cTaHy mallieHTa. [ miKyBaHHSA Aeskux GopM iHdekii, a
0Cco0MBO OIS JTIKyBaHHS MEHIHTITy, MOxe OyTH HOIiIbHUM 3acTocyBaHHS no3u 800 mr/moby.

IHBa3usHi kaHOuOo03U.

- HaBanTaxyBanbHa fo3a cTaHOBUTE 800 Mr y nepmuii feHsb. [linTpuMyBanbHa fo3a - 400 Mr/mo0y.
3a3BUYall peKOMeHI0BaHa TPUBAJIiCTh TIKyBaHHS KaHOUAEMil CTAHOBUTH 2 TUXKHI IiCIIA IEPIINX
HeTraTUBHUX Pe3y/IbTaTiB FeMOKY/IbTYPU Ta 3HUKHEHHS 03HAK KaHOUAEMil.

KaHOoudo3 causzosux 06010HOK.

- Kangumo3 poTorinoTKY: HaBaHTaXKyBaslbHa f03a cTaHOBUTH 200-400 Mr y meplnii [eHb,
nigTpuMyBanbHa f03a - 100-200 mMr/mo6y. TpuBanicTs MiKyBaHHS CTaHOBUTL 7-21 meHb (o
IOCSATHEHHS peMicii), ame Moxe OyTu 30inbieHa A7 HalLli€HTIB i3 TIXKKUM iMyHOmeQiITuTOM.

- Kangumgo3 cTpaBoxofy: HaBaHTaxyBajlbHa g03a cTaHOBUTH 200-400 Mr y mepiiuy geHb,
nigTpuMyBanbHa fo3a - 100-200 mr/no0y. TpuBamicTs nikyBaHHS cTaHOBUTH 14-30 mHiB (Do
INOCATHEHHS peMicii), arme Moxke OyTu 30inbineHa [AJg Halli€HTIB i3 TIXKKUM iMyHOOeQilIuTOM.

- Kangunypisi: pekoMeHnpmoBaHa no3a cTaHOBUTE 200-400 Mr/mo0y mpotsirom 7-21 guiB. [ naiieHTiB
i3 TAKKUM iMyHOIEDIIIUTOM TPUBAJICTh JIIKYBaHHS MOXKHA 30ibIINTH.

- XpoHiuHUM aTpodiyHUN KaHIUO03: peKOMEeHJ0BaHa 103a CTaHOBUTEL 50 Mr/mo0y mpoTsroM 14 mHiB.

- XpoHiuHMM KaHOUA03 WKIipK Ta CIU30BUX 000I0HOK: PEKOMEH0BaHa 103a CTAHOBUTh
50-100 mr/mo6y. TpuBaicTh TiKyBaHHS CTAHOBUTH [0 28 [IHIB, ane Moxe OyTH 30inblIeHa 3a/1eXKHO
Bifl TSXKKOCTI Ta BUAY iHGeKIil abo 3HUKEHHS iMyHITETY.

ITonepedceHHs peyudusy KaHOudo3y cau3ogux 06010HOK y nauieHmia 3 BIJI, aki maromb sucokull
PU3UK 1020 PO3BUMKY).

- Kanaumos poTornoTky, KaHAUI03 CTPABOXOMY: PEKOMEHIOBaHa 03a CTAHOBUTD
100-200 Mr/go6y a6o 200 Mr 3 pa3u Ha TUXKAEeHb. TPUBAICTh JTiIKyBaHHS € HEOOMEKEHOI0 s
[IAI[IEHTIB i3 IPUTHIYEHUM IMYHITETOM.

ITpoginakmuka kaHOUOO3HUX TH(peKUil Yy nauieHmia i3 mpusa/0t HelumponeHier.

- PexomenpoBaHa fo3a ctaHOBUTH 200-400 mr. JIiKyBaHHS CJIif pO3IIOYUHATH 3a KijibKa OHIB [0
O4iKyBaHOTO PO3BUTKY HEUTPOIEHII Ta TPOOOBXKYBATH IIPOTATOM 7 [HIB MiCIIS MiABUIIEHHS KiIbKOCTI
HeiTpodinmiB moxag 1000/mm’.

I'enimaavHi KaHOuOo3U.

- TocTpuit BariHampbHUY KaHOUA03, KaHOUAO3HUY OalaHiT: peKOMEeHI0BaHa q03a CTaHOBUTH 150 Mr
pasoBo.



JIikyBaHHS Ta IpodinakKTUKa peluOuBHUX BaTriHalIbHUX KaHOUM03iB (4 abo Ginbllle BUMIaAKiB Ha PikK):
pekomMeHaoBaHa fo03a cTaHoBuTh 150 Mr 1 pa3 Ha 3 mgHi. Ycworo ciif 3actocyBatu 3 1o3u (1-1 geHs, 4-
U OeHb Ta 7-u AeHs). [1icnsa nporo Ciiif 3aCTOCOBYBaTH HMiATpUMYBaibHy f03y 150 Mr 1 pa3 Ha
TUKOEHDb MPOTATOM 6 MICHIIIB.

IHepmamomikosu.

- Miko3 cTom, MiK03 I'TafieHbKO1 IMKipy, TaX0BUH IepMaTOMiK03, KaHOUA03Hi iH(eKil mKipu:
peKoMeHoBaHa f1o3a cTaHOBUThL 150 Mr 1 pa3 Ha TuxaeHb a6o 50 Mr 1 pa3 Ha mo6y. TpuBamicTh
JIIKyBaHHS CTaHOBUTH 2-4 TUXHI. JIIKyBaHHS MIKO3y CTOII MOXKe TPUBATU [0 6 TUXKHIB.

- PiznoOapBHMI nuIai: peKoMeHmoBaHa J03a cTaHoBuTh 300-400 mr 1 pa3 Ha THUXOEHb IPOTSATOM
1-3 tuxHiB a6o 50 Mr Ha KOOy IPOTATOM 2-4 TUXKHIB.

- HepMmaTodiTHUIN OHIXOMIKO3: peKOMEeHIOBaHa 03a CTaHOBUTL 150 Mr 1 pa3 Ha TUXK[EHb.
JIiKyBaHHS CITifi MPOAOBXKYBaTH AOKK Ha MicIli iH(pIiKOBAHOTO HIrTSd He BUPOCTE 3M0POBUU. [14
BiIpoCTaHHS 3[0POBUX HITTiB Ha PyKax Ta Ha BeJIMKUX IaJbLIX Hir 3a3BU4ail He0OXiIHO

3-6 mics1iB Ta 6-12 MmicsuiB BigmoBimHOo. OmHAK IIBUOKICTb POCTY HITTiB y MalliEHTIB MOxKe 0yTH
Pi3HOIO Ta 3anexkatu Bif Biky. [licig ycHminrHOro MiKyBaHHS TPHBa/IMX XPOHIUHUX iHGeKIiN hopMa
HIrTS iHO[1 3a/IUIIaEThCS 3MIHEHOIO.

IHauieHmu AiMmHbO20 BIKYV.

o3y HeoOximHO minOupaTy 3aj1eXkKHO Bifl cTaHy QYHKIIIM HUPOK (OUB. HUXKYE).

ITauieHmu 3 HUPK0BOI HEAOCMAMHICMIO.

[Tpu pa3oBOMY 3aCTOCYyBaHHiI KOPUTYBaTH 03y (GIyKOHa30Jy He noTpi6HO. [TanienTaM (BKIIOYan0yu
miTen) i3 mopymeHHSIM QYHKIH HUPOK IPH HeoOximHOCTi 6araTopa3oBoro 3aCTOCYBaHHS IIpenapary y
IePIINUM IeHb JIIKyBaHHS CJIii 3aCTOCOBYBATH IT0YATKOBY 03y

50-400 Mr 3anexkHO Bif okKa3aHHS. [Ticis nporo 0o06oBY [03y (3a/1eKHO Bifl TOKa3aHHS) CIIif
PO3paxoByBaTH BifllTOBITHO MO TaONUIN HUKYE:

KnipeHC KpeaTuHiHy (MJ1/XB) BifmcOTOK Big peKOMEHIOBAHOI 103U
> 50 100 %

< 50 (6e3 miami3y) 50 %

PerynsapHuu gianmis 100 % micng KOXKHOro fianisy

[MauieHnTu, siki nepeOyBalOTh Ha pPeTryaspHOMY Hianisi, moBuHHI oTpuMyBaTi 100 % pekoMeHm0BaHO1
[O3U IICJIs KOXKHOTO Aiani3y. Y OeHb, KOJIU [iaji3 He IPOBOLUTHCS, IAli€HT TIOBUHEH OTPUMYyBaTU
103y, BIIKOPUTOBaHYy 3aJIe’KHO Bif] KIIipEHCY KpeaTUuHIHY.

IMauieHmu 3 nopyweHHAM GYHKUIU NeYiHKU.

®yKOHA30J1 CJIifl 3aCTOCOBYBATH 3 00EPEKHICTIO MallieHTaM i3 MOPYLUIEHHIMH (YHKIIN MeYiHKY,
OCKIJIbKY iH(pOpMaIlil MOJ0 3aCTOCYyBaHHS (HITYKOHA30JIy Iill KaTeropil narieHTiB HefOCTaTHEO.

imu.

He crig nepeBuilyBaT MaKcuMasbHy 1060By 703y 400 Mr.



4K i npu aHanoriyHUX iHQEKIiIX y JOPOCIUX, TPUBAIICTh JTiKyBaHHS 3a/IeKUTh Bif K/IiHIYHOI Ta
MiKoJI0TiuHOI BifmoBigi. ®TyKoHA30/1 3aCTOCOBYIOTH 1 pa3 Ha m06y.

o3yBaHHA IpelapaTy A OiTel i3 mopylIeHHSAM (QYHKIIi HUPOK HaBedeHO HUXKUe.
dapmakokiHeTHKY (HIIyKOHA30/Iy He JOCIiIXKyBald y OiTel i3 HIPKOBOI HEAOCTaTHICTIO.

Ilimu sixom 8i0 12 pokis.

3ajie’kHO Biff Macu Tijla Ta my0epTaTHOTO PO3BUTKY JIiKapio CIIiJ OLIHWTH, sIKa J03a Ipenaparty (s
mopocux abo Iys [iTel) € ONTUMAaNbHOIO IOy nalienTa. KniniuHi gaHi cBigyaTh mpo Te, 110 V OiTen
KJIipeHC (IyKOHA30Jy € BULIUM IIOPIBHSAHO 3 JopociauMu. 3actocyBaHHs mo3 100, 200 Ta 400 mr
oopociuM Ta 03 3, 6 Ta 12 MI/KT OiTSM IPU3BOOUTH 10 DOCATHEHHS IMOPIiBHAHHOI CUCTEMHOL
€KCIIO3MIIil.

EdekTuBHICTh Ta 6€31EYHICTh 3aCTOCYBaHHS IIPeIapaTy s JIiKyBaHHS I'eHiTalbHUX KaHOUI03IB y
[iTell He BCTAHOBJIEHI, He3BaXKal04yy Ha BUYEPIIHI AaHi 1[0I0 3aCTOCYBaHHS npemnapaTty ®nykoHa3on
mitsaM. AKio icHye HaranbHa moTpeda 3acTOCyBaHHS MpenaparTy mifmiTkaM (Bikom Bim 12 mo

17 pokiB), crif 3aCTOCOBYBaTH 3BHYaWHI JO3U IJIS JOPOCIHUX.

Ilimu gixkom 8i0 5 0o 11 pokis.

Kannanmosu cnu3oBrx 0007I0HOK: II0YATKOBA [I03a CTaHOBUTHL 6 MT/KT/mo0y, migTpuMyBaibHa 403a -
3 Mr/kr/mo0y. [TouaTKOBY 03y MOXKHa 3aCTOCOBYBaTH B IEPIINH AEHb 3 METOIO OiJIbII MIBUAKOTO
IOOCSITHEHHS PiBHOBaXKHOI KOHIIEHTpAIlil.

[HBa3WBHI KaHAU03M, KPUIITOKOKOBUM MEHIHTIT: J03a IIpenapaTy CTaHOBUTD 6-12 Mr/Kr/go0y
3aJIeKHO Bifl CTYNEHS TSIXKKOCT1 3aXBOPIOBAHHS.

[ligTpuMyBasibHa Tepamis A1 NolepeaXKeHHs PeLUIUBY KPUIITOKOKOBOTO MEHIHTITY y HOiTeH i3
BHUCOKUM PU3UKOM HOT0 PO3BUTKY: [03a IIPenapaTy CTaHOBUTH 6 MT/KT/mo0y 3a/iexkHO Bif CTYIeHs
TSI2KKOCTI 3aXBOPIOBaHHS.

[TpodinakTKa KaHAUKO3IB Y MAIi€HTIB 3 iMyHOmeIIMTOM: [03a IIpenapaTy CTaHOBUTH
3-12 mr/kr/mo6y 3amexkHo Bifl BUPaXKeHOCTi Ta TPUBAJIOCTI iHIYKOBAHOI HEUTPOIeHil (OUB. mO3U IS
OOPOCIHX).

Himu.

3acTocoByBaTH npenapaT ®nykoHa30s1 y popMi KaIlCcyn 11iii KaTeropii nmaiieHTiB MOXHa TOMi, KONX
miTy 3maTHi 6e3MeYHO TPOKOBTHYTH KaIICyIly, 110 3a3BUYai € MOXKJIMBUM Y Billi Big 5 pokiB (gus.
po3min «Croci6 3acToCyBaHHS Ta HO3U»).

Ilepedo3yeanHs.

OTpuMaHO OBiIOMJIEHHS PO IIepeno3yBaHHs (PIIyKOHA3010M; OMHOYACHO ITOBIAOMIISNINA IIPO
rajronuHalil Ta napaHoifalbHy OBEHIHKY.

[Tpu nepeno3yBaHHi HEOOXiMHO ITPOBECTH CHMIITOMATUYHY MiATPUMYBaJIbHY Tepallilo Ta y pasi
HeOoOXiTHOCTi - IPOMUTHU LIIIYHOK.



®nyKoHAa3071 3HAYHOIO MipOI0 eKCKPETYETHCS 3 ceuelo; (OpCoBaHUM Aiype3 MOXKe IPUCKOPUTH
BUBeIeHH npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUKYE PiBEHb PIYKOHA30JTY V
na3Mi KpoBi mpu6nu3Ho Ha 50 %.

ITo6iuni peakuii.

Haituacrime (> 1/10) moBimoMsiiu po Taki mo6ivHi peakilii: ronoBHUI 0inb, 6inb y YepeBHil
IIOPOKHUHI, Jiapesi, Hy#oTa, OI0BaHHS, BUCUIIAHHS, MiABUIIEHHS PiBHA ajaHiHaMiHOTpaHC(epasu
(AJIT), acnaptataminoTpancdepasu (ACT) Ta nyxHoi pocdaTa3u KpoBi.

[ToBimoMIsinu PO peakllito JTiKapchKuX 3ac00iB 3 €03uHOGINTi€l0 Ta CUCTEMHUMY CUMIITOMaMHU
(DRESS-cunrmpoMm), 110 moB’g3aHi 3 miKyBaHHSIM (GJIYKOHA30J10M (OuB. po3min «OcobnmuBoCTi
3aCTOCYBaHHS»).

I7ms OIIiHKY YaCTOTH BUHUKHEHHS MOOIYHMX peaklliii BUKOPHUCTOBYIOTh TaKy Kiacudikarito: myxe
yacTto (= 1/10), yacto (= 1/100, < 1/10), HewacTo (= 1/1000, < 1/100), pimko (= 1/10 000, < 1/1000),
nyxe pigko (< 1/10 000), yacToTa HeBifoMa (HEMOXKIIMBO OLIHUTH Ha MifiCTaBl HASBHUX JaHUX).

3 60Ky cucmemu Kposi: He4acTo - aHeMisl; PigKo - arpaHyJIOIUTO3, IEMKOIEeHisT, HeUTPOIIeHis,
TPOMOOIIMTOIIEHis.

3 6oky imyHHOI cucmemu: pimKo - aHadinakcis.

3 6okxy memabo.i3my: HEYACTO - 3HUKEHHS alleTUTY; PiOKO - TinepTpUriinepunemis,
rinepxoecTepuHeMis, TiIOKaTieMis.

3 60Ky ncuxiku: He4acTO - 0€3COHHS, COHJIUBICTb.

3 6oky Hepeoeoi cucmeMu: 4acTo - TOJIOBHUY Oiflb; HEYACTO - Cy[JOMHU, 3allaMOPOYEHHS, TapecTesii,
IIOPYLIEHHS CMaKy; PigKO - TpeMop.

3 60Ky opaaHis cayxy: He4acCTO - BEPTHTO.

3 60Ky cepus: pigKo - MapoKCU3MajIbHa NIIYHOYKOBA TaXiKapOis THILY «IIipyeT», MOJOBXKEeHHS
inTepBany QT.

3 60Ky mpasHo20 mpakmy: 4acTo - 6iyib Y YepeBHil MOPOKHUHI, fiapes, HyOoTa, 6II0BAaHHS; HEYACTO
- 3a1o0p, AUCIENCisg, METEOPU3M, CyXiCThb y POTIi.

3 6oky 2enamobisiapHoi cucmemu: 4acTo - IiBUIIIEHHS PiBHS ajaHiHaMmiHoTpaHcdepasu (AJIT),
acnaptataMinoTpaHcdepasu (ACT), nyxkHoi pocdaTa3u; HEYaACTO - X0JIeCTa3, JKOBTSHUIIS,
migBUIeHHS PiBHS OinipyOiHy; pifKo - Me4iHKOBa HENOCTATHICTD, TeMaTOLEMIONISIPHUN HEKPO3,
relnaTUTH, FenaToLeToNIsIpHe ypaXKeHHs.

3 60Ky wkipu ma nidwKipHOi MKAHUHU: 9aCTO - BUCUIIAHHS; HEYACTO - CBepOikK, MeIUKaMeHTO3HUMN
oepMaTuT (BKIII04Yaouu GiKCOBaHUN MeIWKaMEHTO3HUM NepMaTHUT), KPOIUB SHKA, MiIBUIIIEHE
IIOTOBU[IINIEHHS; PIIKO - TOKCUYHU elifiepManbHul HeKPOoIi3, cuHapoM CTiBeHca-[[2KOHCOHa,
TOCTPUM TeHepai3oBaHul eK3aHTEMaTO3HUM MyCTYyNIb03, eKC(hOoTiaTUBHUN JepMaTHT,
AHTiOHEBPOTUYHUY HAOPSK, HAOPSK 00IUYYs, aJIONellis; YaCTOTa HeBimoMa - peakilis Ha JIiKapChbKUH
3acib 3 eo3uHOimie0 Ta cuctemunMmu cumnrtomamu (DRESS).



3 60Ky KicmKogo-M’ 30801 cucmemMu: He4acTO - Miaris.
3azanvHi po3nadu: HEYACTO - MigBHUIIEHA BTOMJIIOBaHICTh, HE3IyKaHHSI, aCTeHis, TapsdKa.

[imu. YacToTa Ta xapakTep noOiYHMX peakllid i BigxuaeHb Biff HOPMU Pe3yJIbTaTiB 1ab0paTopHUX
aHaJli3iB y XOAi KJIiIHIYHUX JOCIiAKEHb 3 y4acTIO AiTel MOPIBHSHO 3 TAKUMU Y JOPOCIIUX.

38im npo nido3prosaHi nobiuHi peakuii.

3BiTyBaHHS IIPO NIimo3pioBaHi moOiuHi peakilil micns peecTpatiii TikapchbKoro 3aco0y Ma€ BaXkKJIuBe
3HaueHH4d. Lle mae 3Mory mpoBoauTy 6e3mepepBHUN MOHITOPHHT CITiBBiIHOIIEHHS MiXK KOPHCTIO i
pU3KKaMH, TTOB’I3aHUMH 3 3aCTOCYBaHHSM I[bOTO JTIKApChKOT0 3aco0y. MeIUUHMUX IIPalliBHUKIB
IIPOCSTH 3BiTyBaTH PO Oyab-gKi Mimo3pioBaHi mo6iyHi peakilil BifmoBigHO 0 BUMOT MiCIIEBOTO
3aKOHOMIAaBCTBa.

Tepmin npudamHocmi. 5 pOKiB.

YMmoBH 30epiranssi.
30epiraTtu B OpuriHaibHi{ yIAaKOBIi IpU TeMIepaTypi He Buie 25 °C.

30epiratu y HEJOCTYIIHOMY OJISI OiTeM MicCIIi.

¥YnakoBka.
®nykonaszon 50 mr - 7 abo 10 karncyn y 6mictepi, 1 6micTep y Kopootiii.

®nykonaszon 100 mr - 10 kamncyn y 6mictepi, 1 6micTep y KopoOiii.

Kareropis Bigmycky.

3a peLenToM.

BupoOHHK.

TOB «ACTPAOAPM».

Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca MicIs MpoBaIXKeHHs HOro Tis/IbHOCTI.

Vkpaina, 08132, KueBo-CBITOMKHCHKUI p-H, M. BuiHese, Byj1. KuiBchbka, 6.



