Ckian

Oitoua peuosuHa: fluconazole;
1 kanicyna mictuth QpiykoHa3omn 150mr;

OONOMINCHI peyo8uHU: TaKTO3U MOHOTIApaT, KpoxXMallb KyKypya3siHUU, MarHito
cTeapaT, KpeMHilo gioKCcup KOJoimHuM 6e3BOHMM, HaTPil0 KPOCKapMEIo3y;

000JIOHKA:

Karicynu o 150 mr - xenatul, TuTany giokcup (E 171), xinominosuu xkotuu (E 104),
eputpo3uH (E 127).

JIikapcbKa ¢opMma

Karncynu.
OCHOBHI (pi3uKo-xiMIiuHI 81CMUBOCMI:
Kancynu 1o 150 Mr: TBepAi XKeJlaTUHOBI KaIlCyJId JKOBTOI'O KOJILOPY.

BwmicT Kamncyn - mopoiiok 6inoro abo Maiizke 0i10T0 KOJIbOPY.
dapMaKoTepaneBTHYHA I'pyla

[MTpoTurpuOKOBi 3acoOU AJIsS CUCTEMHOI0 3acTocyBaHHS. [ToxigHi Tpuasomny. Kom ATX
JO2A CO1.

dapMaKoauMHaMiKa

Mexani3M nail

®yKoHaA30J1 € TPOTUTPUOKOBUM 3aCOO0M KjlaCcy TpHUa30JIiB. [IepBUHHUM MeXaHi3MOM
Moro mil € npurHiveHHs rpubKoBoro 14 anbda-naHOCTEPOI-HEMETUITIOBAHHS,
oIrmocepegKoBaHOro nuToxpomMom P450, 1110 € HEBil'€MHUM eTaroM 0i0CUHTE3Y
rpuOKOBOTr0 eprocrepoiny. AKkyMmynsanis 14 anbda-MeTUn-cTeposiiB KOPEJe 3
TTOAaJIbIIOI0 BTPATOIO0 EProCTEPONy MeMOpaHoio rpuOKOBO1 KIIiTUHU Ta MOXKeE
BimmoBigaTH 3a NPOTUTPUOKOBY aKTUBHICTH (QIIyKOHA3051y. OIIYKOHA30JI € OiIbII
CeJIeKTUBHUM [0 rpubKoBUxX ¢pepMeHTiB muToxpomy P450, HiXK 10 pisHUX cuCTEM
(pepmenTis nutoxpomy P450 ccaBiiB.

3acTtocyBaHHS (HIyKOHa305y y #o3i 50 Mr Ha goOy npoTsarom 28 OHiB He BIIJIMBA€E Ha
piBEHB TECTOCTEPOHY Yy MJIa3Mi KPOBi y 40JIOBiKiB a00 Ha piBeHb eHIOTEeHHUX CTEPOIMiB



y XKIiHOK penpoayKTUBHOTO Biky. ®nykoHa3o0n y mo3i 200-400 Mr Ha mo0y He IPOSBIISE
KJTIHiYHO 3HAYyIIOT0 BILJINBY Ha PiBeHb €eHAOTEHHUX CTEPOiNiB abo Ha BiAIOBiObL Ha
CTUMYIISIIiI0O afpeHOKOPTUKOTponHOTO ropMoHy (AKTI) y 3mopoBux moOGpPOBOJIBIIIB
40JIOBiUOl CTaTi.

[ocmigKeHHs B3aEMO[il 3 aHTUIIPUHOM IIPOAEMOHCTPYBAJIH, 10 3aCTOCyBaHHA 50 Mr
dbyKoHa3oiy pa3oBo abo 6araTopal3oBo He BILIMBAE Ha MeTaboIi3M aHTULIIPUHY.

YyTnuBicTs in vitro

®nykKoHa3071 in vitro meMoHCTPy€Ee NPOTUTPUOKOBY aKTUBHICTH CTOCOBHO BupaiB Candida,
110 BUHUKAIOTh HaudacTinie (BKmodatouu C. albicans, C. parapsilosis, C. tropicalis). C.
glabrata nposBnsie 3HUKEHy YyTIUBICTE 00 QiyKoHa30iy, Tofi aK C. krusei i C. auris
CTiliKi 70 (PITyKOHA30I1y.

Takoxk (IyKOoHaA3071 in vitro JeMoOHCTPY€E aKTUBHICTE K npotu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TpoTu eHOeMiYHUX IIiCHSIBUX rpubiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum Ta
Paracoccidioides brasiliensis.

B3aeM03B’s130K (papMaKOKiHETHYHUX i (hapMaKoguHAMIYHUX BIAaCTUBOCTEH

BipmoBimHO [0 pe3ysbTaTiB OOCIIIAXKEHb Ha TBapUHAX, ICHY€E KOPEeJIALisa MixX
MiHiMaIbHOIO iHTiOYI0Y0I0 KOHIIEHTPAIli€lo Ta e(peKTUBHICTIO MPOTH
eKCIIepuMeHTaJIbHUX MojJeJied MiK0o3iB, cupudnHeHux BugamMu Candida. BigmoBigHo mo
pe3yabTaTiB KIIIHIYHUX OOCHIAXKEeHb, iCHYy€ JTiHiiHa 3ayexHicTh MixK AUC Ta go30r0
¢dnykonazony (mpubnusHo 1:1). TakoxkK iCHye mpsaMui, ajie HeOOCTaTHiN 3B sI30K MixX
AUC ab60 003010 Ta TO3UTHUBHOIO KIiHIYHOIO BiAOBIAOIO Ha JIIKyBaHHS OpaJibHOTO
KaHOMO03y Ta MEHIIIOI0 Mipoio - KaHguaeMil. AHAJIOTiYHO JTiKyBaHHS iH(QEeKIIiH,
CIIPUYMHEHUX IITaMaMH, [0 KX (pIyKOHaA30JI JEMOHCTPYE BUCOKY MiHiMaNlbHY
iHriOy1049y KOHIIEHTPAallil0, € MEHIII 3aJ0BiIbHUM.

MexaHi3M pe3nCTEeHTHOCTI

Mikpoopraniamu pogy Candida feMOHCTPYIOTh YHCJIEHHI MeXaHi3MU PEe3UCTEHTHOCTI
00 a30JIbHUX IPOTUTPUOKOBUX 3ac00iB. OIyKOHA30JI AEMOHCTPYE BUCOKY MiHiMalIbHY
iHriOyio4y KOHIIeHTpallifo ITPOTHU IITaMiB rpubiB, SKi MaioTh OOUH abo Oisnblie
MeXaHi3MiB Pe3UCTEHTHOCTI, IIJ0 HeTaTUBHO BIINBA€ Ha e(DeKTUBHICTH in vivo Ta B
KIiHiYHiM npakTuli. Bynu noBigoMmineHHsa npo cynepindekilil Bumamu Candida,
BimMmianHuMU Bifg C. albicans, sgKi 4acTO MaiOTh Bifl CaMOTr0 II04YaTKy 3HUXKEHY
yyTnuBicTh (C.glabrata) a6o criiikicTs mo ¢pnykonazony (Hanpuknaz, C. krusei, C.
auris). Taki iHdeKIIil MOXYyTh ITOTPeOyBaTH albTePHATUBHOL IPOTUTPUOKOBOI Teparii.



KoHTponbHI TOYKM (BiAIOBIOHO IO peKOMeHOallii €EBPOIIENCHKOT0 KOMITETY 3
OOCIIiIXXeHb YyTINUBOCTI 10 aHTUMIKPOOHUX 3ac00iB).

Bazyrouuch Ha mocnimkeHHi papMakoKiHeTUUHOI/papMakoguHaMiyHol iHpopMariii,
YyTIUBOCTI in vitro Ta KiiHidyHOI BigmoBimi, 6ysi0 BU3HaY€eHO KOHTPOJIbHI TOYKHU OIS
¢bnykoHazomny nnsg MmikpoopraHi3MmiB pony Candida. Bouu 6ynu po3mnofineHi Ha
KOHTPOJIbHI TOYKH, III0 HE ITOB’A3aHi i3 MeBHUM BUAOM, 5IKi OiJIbIIIOI0 MipOIO
BH3HaYa/UCsAd Ha OCHOBI (hapMaKOKiHeTHYHO1/ papMaKOogrHaMidHOl iH(popMaliil i He
3a;exaThb Bif pO3IOMIisy Ha IMeBHi BUOM 3a MiHiMalIbHOIO iHTiIOYI0Y0I0 KOHIIEHTPAIII€O0,
Ta Ha KOHTPOJIbHI TOYKH, IOB’sI3aHi 3 IEBHUM BHUIOOM, III0 Hal4YacCTillle aCcOIil0I0ThCS 3
iHQeKIiaMu y moaguHu. 11l KOHTPOJIbHI TOYKYU HaBedeHl HuXK4e.

KOHTpPOJIBbHI TOYKH, IIOB’g3aHi 3 meBHUM BupoM KOHTPOJIbHI

S=s/R> TOYKH, HE
[TpoTurpubKOBUM IMOB’sI3aHi 3
3acio IIEeBHUM

Candida/Candida|Candida/Candida Candida |pumom S <
albicans|glabratakrusei |parapsilosisjtropicals|/R >

®IyKOHA30JI 2/4 IE -- 2/4 2/4 2/4

S = yyTnusuu;
R = pe3ucrteHTHUY;

O - KOHTPOJIbHI TOYKH, 10 He MOB’si3aHi 3 MIeBHUM BUIOM, SIKi OilIbIII0I0 MipOIO
BH3HaYaJIKUCs Ha OCHOBI (hapMaKOKiHeTHYHOI/(hapMaKoaAnHaMiuHOl iHpopMaliil i He
3ajexaThb Bif PO3IOIisy Ha MMeBHi BUOM 3a MiHiMaJIbHOIO iHTiOYI0Y0I0 KOHIIEHTPAIIIi€O0.
Ix mocnmigKyBanu nuile y MiKpOOpraHi3MiB, y SKHUX He iCHy€e crenudigHoi KOHTPOJIBHOI
TOYKUY;

-- OOCJIiAZKEeHHS YyT/JIUBOCTI He peKOMEHA0BaHi, OCKIJIbKU JaHUM BU HE € METOIO
JIIKapCchKOl Tepartii;

IE - goka3siB 11040 TOrO, UM € MaHUW BU[ METOIO JIiIKapChKOI Tepail, HeMOCTaTHBO.



®dapMaKOKiHeTHKa

dapMaKOKiHETUYHI BIaCTUBOCTI PIIYyKOHA30J1y € NMOAIOHUMHU ITPU BHYTPIIITHEOBEHHOMY
1 IepopaJibHOMY 3aCTOCYBaHHI.

Abcopbuis

®dnykoHa3omn mobpe BCMOKTYETHCS MIPHU IIePOPaIbHOMY 3aCTOCYBaHHi, a piBeHb
mpernapary y Ijla3Mi KpoBi i cucTteMHa 0iogoCTyIHICTD epeBUIllyI0oTh 90 % piBHSA
(prykoHa30my y mi1a3Mi KpoBi, 10 JOCIATA€ETHCS IIPU BHYTPIIIHLOBEHHOMY BBE[IE€HHI
npenapaty. OgHOYacHe BXKHWBaAHHS 1Ki He BIIJIMBA€ Ha BCMOKTYBaHHS IpemnaparTy IIpu
UOTo0 mepopasibHOMY 3acTOCyBaHHIi. [IikoBa KOHIIEHTpallis y Ijla3Mi KPOBi JOCATAETHCSI
yepes 0,5-1,5 roguHu micng npuroMy Ipenapary HaTineceple. KoHeHTpalis
npenaparty y mja3Mi KpoBi mponopiiiHa g0 go3u. PiBHOBaxkHa 90 % KOHLIeHTpallis
mocsaraeTbCcsa Ha 4-5 goOy JiKyBaHHS IIpemapaToM IIpu 6araTopasoBOMYy 3aCTOCYBaHHI
1 pa3 Ha moOy. PiBHOBaxkHa KOHIeHTpallis Ha piBHi 90 % mocsiraeThCst Ha OPYyrUM OeHb
JIIKyBaHHS NIPU 3aCTOCYBaHHI y IIepPIINY OeHb HaBaHTaXKyBaJIbHOI 03U, 110 BABiYi
IIePEeBUIIYE 3BUYAUHY AOO0OBY [03Y.

Po3noodin

O6’em po3nofiny MpubIN3HO OOPiIBHIOE 3arajlbHOMY BMICTY PifWHY B OpraHi3Mi.
3B’s13yBaHHA 3 OinKaMu Ijia3mMu KpoBi HU3bKe (11-12 %).

®nykoHa30/1 mobpe IPOHUKAE B YCi JOCIiAXKYBaHi pinuHu opraHiamy. PiBeHb
dbIyKOHaA30Jy y CIIMHI Ta MOKPOTHHHI € TOAiOHUM A0 KOHIIEHTpallil mpenapary y
IJ1a3Mi KpoBi. Y mallieHTiB, XBOPUX Ha 'PUOKOBUM MEHIHTIT, piBeHb QIIYKOHA30Jy Y
CIIMHHOMO3KOBIi# pimuHi mocsirae 80 % KoHIleHTpallil y Ij1a3Mi KpOBi.

Bucoki koHLIeHTpalil GIyKOHa30J1y y MIKipi, 10 IepeBUIlyI0Th CUPOBATKOBI,
OOCATal0ThCS Yy POrOBOMY IlIapi, emimepMici, epMi Ta noTti. ®PIIyKoHa3071
HaKONUYYETHCS y poroBoMy iapi. [ITpu 3acTrocyBanHi go3u 50 Mr 1 pa3 Ha go0y
KOHIIeHTpallia GIyKoHa30y mmicnsa 12 gHiB IiKyBaHHSA CTaHOBUJIA 73 MKI/T, a 4yepes 7
[HIB ITiCJIS 3aBEPILIEHHS JIIKyBaHHS KOHIIEHTpAaLlid BCe 11le CTaHoBuia 5,8 MKr/r. [Ipu
3acTtocyBaHHi go3u 150 Mr 1 pa3 Ha TUXKOEHb KOHIIeHTpaLisa (IyKOHA30Jly Ha 7-U OeHb
JIIKyBaHHS cTaHOBHUIa 23,4 MKT/T; 4yepe3 7 OHIB IIiCISA 3aCTOCYBaHHSA HACTYIIHOl IO3H
KOHIIeHTpallid BCe IIe cTaHOBUja 7,1 MKI/T.

KonuenTpanis ¢paykoHa3zony B Hirtax micis 4 micaniB 3actocyBaHHA 150 mr 1 pas Ha
TUXKIOEeHb cTaHOBUA 4,05 MKT/T Yy 30POBUX OOOPOBOJIBIIB Ta 1,8 MKT/T ipu
3aXBOPIOBaHHSAX HIrTiB; (pJIyKOHa30JI BU3Ha4YaBCA Y 3pa3Kax HirTiB uepes3 6 MicAIiB
IIicIst 3aBepIleHHs Teparil.

BbiompaHcpopmauis



®nykoHa3051 MeTaboJ1i3yeThC HE3HAYHOIO Mipoio. IIpu BBeieHHi f03U, MideHOo1
pamioakTuBHUMU i3oTonamu, nuine 11 % GpaykKoHa307y eKCKPETYETHCS 3 CEYEel0 ¥
3MiHeHOMY BUrnsmgi. ®1yKoHa30J € ToMipHUM iHTiOiTOpoM i3odpepmenTiB CYP2C9 Ta
CYP3A4, a TakoXK IOTYKHUM iHTiOiTOpOoM i30pepmenTy CYP2C19.

BuseoeHHsA

[Tepion HamiBBUBeOeHHS (GIJIYKOHA30/y 3 MJIa3MU KPOBi CTAHOBUTHL O113bK0 30 TOOUH.
Binpllla yacTuHa nIpenapaTy BUBOOUTHCSA HUpKamu, mpudomMy 80 % BBeZeHOl JO3U
BUSIBIISIETLCSA YV Cedi B He3MiHeHOMY cTaHi. KimipeHC ¢pIyKOHa30/1y IPOMOPLiNHAMN OO
KJlipeHCy KpeaTuHiny. LIupKyniooyux MeTaboJIiTiB He BUSIBJIEHO.

TpuBanuu nepion HaniBBUBEOEHHS IpenapaTty 3 IIJla3MHU KPOBi Ja€ MOXKJIUBICTh
Pas30BOro 3aCTOCYBaHHS IIpelapaTy IIPU BariHaJIbHOMY KaHOWA031, a TAKOXK
3aCTOCyBaHH4 Ipenapary 1 pa3 Ha TUXKOEeHb IPU IHIINX TOKa3aHHSAX.

Hupxosa HeOocmamHicmb

Y nailieHTiB i3 HUPKOBOIO HENOCTATHICTIO TAXKKOTO CTYIeHs (IIBUAKICTh KIIyOOYKOBO1
dinbTpanii < 20 Mi/xB) nepion HamiBBUBeOeHHs 30inbinyeThcsa 3 30 rogus mo 98
roguH. ToMy LiXi KaTeropil maiieHTiB He0OXiTHO 3MEHIIUTHU H03Y (PIIYyKOHa30Iy.
®IyKOHA30JI BUOAISIETHCA LUIAXOM IreMofiani3dy, Ta MeHIIO MIpOI0 - IIJITX0M
iIHTpanepUuToHeaIbHOTO Aianidy. CeaHcC remopianidy TPUBaAJIICTIO 3 TOOUHU 3HUXKYE
piBeHb (pIyKOHa30/1y y nia3mi KpoBi nmpubam3Ho Ha 50 %.

Jlakmauis

KoHnueHTpatii GprykoHa30Jy y ma3Mi KpoBi i MaTepUHCHKOMY MOJIOIIi BITPOAOBXK 48
TOOUH IicJig IpUKoMy ogHOpa30Boi Ao3u 150 mr npenapaty ®nykonazon-KP
OILTiHIOBAJIM B X0[i PapMaKOKIiHETUYHOTO OOCIIAKEeHHS 3 y4aCTIO OJeCSATH XKiHOK Y
nepiofi nakralii, Ki TUM4YacoBO ab0 MOCTIMHO IPUIIMHUIIYN T'OOYBATU CBOIX HEMOBJIAT
rpynnio. Y MaTePUHCBKOMY MOJIOII (PJIyKOHA30J1 BUSIBUJIM B CEPEeHii KOHIIeHTpallil
npubnusHo 98 % Bim TOI, 110 Big3Havanu y rmiaa3mi Matepi. Yepes 5,2 roguHu ITiciis
MIPUKMOMY OO3M CepenHs MiKOoBa KOHIEHTpallisl Y MaTEePUHCHKOMY MOJIOIIL CTaHOBHUIIA
2,61 mr/n. [ToboBa mo3a (pIyKoHaA30/1y, OTpUMaHa HEMOBJISIM 3 MaTEPHUHCHKOT0 MOJIOKa
(IKIITO IPUMHSTU CePedHE CIIOXKUBAHHSA MOJIOKa 3a 150 mi/kr/mody), po3paxoBaHa Ha
OCHOBIi cepenHbOI ITiKOBO1 KOHIIeHTpallii y Moo, 1o gopiBHioe 0,39 Mr/kr/mooy,
CcTaHOBUTH Mpubmn3H0 40 % Big m0o3u, PEKOMEeHI0BaHOI HOBOHAPOIXKEHUM (BiKoM < 2
TUKHIB), a60 13 % Big mo3u, peKOMeHIO0BaHOl HEMOBISITAM AJIS JTiKyBaHHS KaHONUO03Y
CIIU30BUX 00OIOHOK.

Hitu



IMaHi 3 papmakokiHeTuku Oysnu omiHeHi y 113 miTe mig wac 5 mocmigXKeHb: 2
OOCITiI»KEeHHSsI Pa30BOT0 3aCTOCYBaHHS, 2 OOCIigXKeHHsI 6araTopa30BOro 3aCTOCYBaHHS
Ta 1 gociaXKeHHs HeJOHOIIIEHWX HOBOHAPOXKEeHUX.

[Ticns BBemeHHs 2-8 MI/KT (JIyKOHaA30J1y OiTAM BiKoM Bif 9 micsaniB mo 15 pokiB AUC
cTaHoBuJIa 01mu3bK0 38 MKr*roa/mia Ha 1 Mr/kr mo3u. ITicis 6araTopa3oBOro
3aCTOCYBaHHS CepenHil nepion HaniBBUBeOeHHS (PJIyKOHA30Iy i3 I1a3Mu KPOBIi
BapitoBaBcs Mixk 15 Ta 18 rogunamu; 06’eMm po3nopainy ctaHoBuB 880 Mi/Kr. Binbin
TPUBAJINY IIepion HAIliBBUBEEHHS 3 MJIa3MHU KPOBI, 1110 CTAHOBUB IIPUOINU3HO 24
roguHu, OyB ITiCJIsT Pa30BOT0 3aCTOCYBaHHS (priyKoHa3o0my. Llel MoKa3HUK €
CIIiBCTAaBHUM 3 II€PiOOM HaliBBUBEOEHHA (PIIYKOHA30JIy 3 IIJIa3MHU KPOBI ITiCis
Pa30BOro 3aCTOCYBaHHS OO3U 3 MI/KI BHYTPIIIHBOBEHHO OiTsaM BikoM Big 11 gHiB mo 11
MicsauiB. O6’eM pO3MOMiNy y MalieHTiB i€l BIKOBOI rpynu cTaHOBUB 0/1M3bKO 950
MIJI/KT.

IMocBim 3acTocyBaHHS (JIYKOHA30/Ty HOBOHAPOOXKEHUM 00MEXKYETHCS
(bapmMakoKiHETUYHNMU OOCITiIXKEeHHSIMU 12 HeJOHOIIEeHUX OiTel i3 TepMiHOM recraiiii
npubnu3xo 28 tTuxkHiB. CepenHili Bik MUTHHY IIPU BBEJIeHHI IIePIol J03U CTaHOBUB 24
roguHu (Big 9 mo 36 roguH); cepeqHs Maca Tilla Ipu HapoOXKeHHi ctaHoBuna 900 r
(Big 750 mo 1100 r). [y 7 mallieHTiB MPOTOKOJI OOCIIimXKeHHs 0yJI0 BUKOHAHO.
MaxkcuMyM 5 BHYTPIIITHBOBEHHUX iH €KIIiN (PIIYKOHA30JIy y 4031 6 MI/KT BBOOMIIU KOXKHI

72 roouau. CepedHil mepio HalliBBUBEOEeHHs CTaHOBUB 74 roguuu (44-185) y
Hepuny OeHb, moTiM 3MeHmuBCA 00 53 roguH (30-131) Ha 7-u geHb Ta go 47 (27-68)
Ha 13-u mens. I1noma mig KpuBoio (MKr*rog/mi) ctaHosuna 271 (173-385) y nepiuun
OeHb, 30inpmmunacsa mo 490 (292-734) Ha 7-# OeHb, IIOTiM 3MeHIIuIacsa 0o 360
(167-566) Ha 13-i1 genb. O6’eM po3mnominy (M/Kr) ctanoBuB 1183 (1070-1470) v
nepumui geHsb, 30inbiryBaBcs o 1184 (510-2130) Ha 7-i meHb Ta OO 1328
(1040-1680) Ha 13-i1 geHb.

ITauieHmu AiMHBLO20 BIKY

dapMakKOKiHETUYHE OOCITiAXKEHHS IIPOBOAUIIU 3 y4acTio 22 Mali€eHTiB (BiKoM Bif 65
POKiB), siKi 3acTocoByBanu 50 Mr ¢gykKoHa30/1y nepopaibHo. 10 maIfieHTiB OMHOYaCHO
3aCTOCOByBau OiypeTuku. Cmax ctaHoBuia 1,54 MKr/Mi Ta gocsrajacs IpPOTsATroM
1,3 roguHM micnas 3acTocyBaHHSA ¢iykKoHa3omny. Cepenuss AUC ctanoBumna 76,4 = 20,3
MKr*roo/mia. CepenHiu nmepion HamiBBUBeOeHHS 46,2 roguHu. i hapMakoKiHeTHYHI
TMOKa3HUKY € BUIIUMHU MIOPIBHSIHO 3 @aHAJIOTiYHUMM Y 300POBUX HOOPOBOJIBIIIB
MOJIOAIIOro BiKy. OgHOYacHe 3aCTOCYyBaHHS [OiypeTUKiB He MaJIo 3HAQYHOI'0 BIJIUBY Ha
Cmax ta AUC. TakoxX KiipeHC KpeaTuHiHy (74 MI/XB), BiICOTOK (pJIyKOHA301y, IO
€KCKpeTyBaBCH i3 ceduelo y He3aMiHeHoMY Burinsmi (0-24 rogunu, 22 %), Ta HUPKOBUU
KitipeHc ¢nykoHasony (0,124 MI/XB/KT) v TIalliEHTiB JaHOl BiKOBOI Ipynu OyIu
HUXKYUMU, HiK aHaJIOTiYHi TOKA3HUKMU Y MOJIOOIIUX HOOPOBOJIBIIB. TOMYy 3MiHHU



(bapMaKOKiHETUKM y MAIi€HTIB JIITHHOTO BiKy OYEBUIOHO 3ajiekKaTh Bifl TapaMeTpiB
(GyHKILi HUPOK.

IToxa3zaHHSA

®nykonazon-KP nokazaHuii Ay JIiKyBaHHSA TaKUX TPUOKOBUX iH(MEKIIIN ¥ JOPOCIINX
(muB. po3nin «PapMaKoguHaMiKa»):

e KPUNTOKOKOBUM MEHIHTIT (OuB. po3min «OcoBGIMBOCTI 3aCTOCYBAHHSI»);

e KOKITUMIi0imo3 (OuB. po3min «OcoOMUBOCTI 3aCTOCYBAHHS»);

e IHBA3MBHI KaHOUOO3U;

e KAHAUIO3M CIIU30BUX 000JIOHOK, BK/II0Yal04YU KaHOUO03 POTOTJIOTKY Ta KaHOUA03
CTPaBOXOY, KAHOUOYPisA, XPOHIYHUYM KaHOUI03 IIKipH i CITM30BUX 000JIOHOK;

e XPOHIYHUY aTPOPiYHUN KaHOUA03 POTOBOI TIOPOKHUHU (KaHOUOO03, CIPUYUHEHUN
BUKOPUCTAHHSIM 3yOHUX MPOTE3iB) ITpu HeeeKTUBHOCTI IirieHu poToBOi
IMOPOKHUHU ab0 MicIleBOl Teparii;

e BariHaJILHUM KaHOUIO03, TOCTPUM ab0 pelIuanBHUM, KOJIU MiclleBa Tepallis He €
OOLIJIBHOIO;

e KAHOUIO3HUY OaylaHiT, KOJIHU MiclleBa Teparisi He € OOILiTbHOIO;

e IepPMaTOMIKO3H, BKJIIOYAl04YM MIiKO3 CTOI, MiKO3 I'JlafeHbKOl IIKipHU, ITaXOBUMI
IepMaTOMiKO03, Pi3HOOApPBHUM JHUIIIal Ta KAaHAUOO3HI iH(GeKIIil MKipu, KoIu
IIOKa3aHO 3aCTOCOBYBAaTU CUCTEMHY Teparllilo;

e mepMaTO(QIiTHMUYM OHIXOMIiKO3, KOJIM 3aCTOCYBaHHS iHIINUX JTiKapChKUX 3aco0iB HEe €
OOLIJIbHUAM.

(DJIYKOHBBOJI-KP MMOKa3aHUM IOJIs HpO(biHaKTI/IKI/I TdKHUX 3aXBOPIOBAHB Y JOPOCIIUX SAK:

penyuauB KPUIITOKOKOBOI'O MEHIHTITY Yy IMALiEHTIB 3 BUCOKUM PU3UKOM UOT0
PO3BUTKY;

penuaruB KaHOMua03y POTOTJIOTKY abo cTpaBoxony y malieHTiB 3 BIJI 3 BUCOKUM
PHU3UKOM KOTr0 PO3BUTKY;

OJIs1 3HUKEHHS 94aCTOTH PEeINANBiB BariHaIbHOT0 KaHOuO03y (4 abo OinbIie
BUMNAAKU Ha PiK);

npodinakTUKa KaHOUOO3HUX iH(PEKIi y Nalli€eHTiB i3 TPUBAJIOK HEUTPOIIEHIEIO
(HammpuKiag, Dalli€eHTiB 31 3T0IKICHUMHU 3aXBOPIOBAHHSIMH KPOBIi, IKi OTPUMYIOTh
xiMioTeparrito abo MallieHTiB ITPU TPaHCIIaHTAalIlil TeMOII0OeTUYHUX CTOBOYPOBUX
KIIiTUH) (ouB. po3gin «®apMakonoriuHi B1acTuBOCTi. PapMakKoguHaMiKa»).

®dnykoHa3o0n-KP mmokalaHui miTsaM OJjisd TiKyBaHHS KaHONI03iB CIM30BUX 000JIOHOK
(KaHOUOO3 POTOTIOTKY, KaHOUIOO03 CTPABOXOy), iHBa3UBHUX KaHOUOO3IB,
KPUIITOKOKOBOTO MEHIHTITY Ta OJid IPOoPiTIaKTUKU KaHOUOO3HUX iHPEKIIiN y malli€eHTiB
31 3HMXKEeHUM iMyHIiTeTOM. [IpenapaT MOXKHa 3aCTOCOBYBaTH SK IIIATPUMYBaJIbHY



Tepalliio O nonepenXkeHHs: pelyagUuBY KPUIITOKOKOBOTO MEHIHTITY Y OiTel 3 BUCOKUM
PU3UKOM MOT0 PO3BUTKY (OUB. pPo3minm «OCOOIUBOCTI 3aCTOCYBAHHS»).

3acTocoByBaTH JIiKapChKui 3acib y dopMi Karicys 11ifi KaTeropil mailieHTiB MOXKHa
TOMi, KOJIU OiTH 30aTHiI 6€3MeYHO0 ITPOKOBTHYTH KalCyJly, 10 3a3BUYall € MOXKJIUBUM Y
BIIIl Big 5 POKIB.

Tepamito npenapatoM ®nykoHa301-KP MOXKHa po3moYnHATUA OO0 OTPUMaHHS
pe3ynbTaTiB KyNIbTYpPaIbHUX Ta iHIUX Ta00paTOPHUX OOCIiAXKEeHb; OfHAK ITiCcIs
OTPHUMaHHS pPe3y/IbTaTiB NPOTUIH(PEKIIIWHY Tepalilo CJIii CKOPUTYBAaTH BiOIIOBIOZHUM
YUHOM.

IIporunnoka3aHHs

e l'imepuyTnuBicTh o GIyKOHA30JIy, iHIINX a30JIbHUX CIIOJIYK abo0 A0 Oyab-IKoi 3
OOIIOMIKHUX PEYOBUH IIpelapaTy, 3a3HadyeHux y po3aini «Ckiam».

e OgHO4YacHe 3aCTOCyBaHHSA (IIYKOHA30/Iy Ta TepdeHaguHy MalieHTaM, AKi
3acCTOCOBYIOTH (psiyKoHa301, OaraTopa3oBo y mo3ax 400 mr/moOy Ta Buillle (3TigHO 3
pe3ynbTaTaMM OOCITiIXKEeHHS B3a€EMOil 6araTopa30BOro 3aCTOCYBaHHS).

e OgHOYAaCHe 3aCTOCyBaHHS (IIYKOHA30JIy Ta iHIINUX JTIKapChKUX 3ac00iB, II10
mogoBXKYyIOTh iHTepBan QT Ta MeTabo0/i3yI0THCSA 3a JOIIOMOTr0i0 EPMEHTY
CYP3A4 (mampukiap nu3anpuay, acTeMi3oily, MiMO3UAy, XiHIOWHY Ta
epuTpoMinuny) (ouB. po3minu «OcobIMBOCTI 3aCcTOCyBaHHA» i «B3aemogis 3
IHIIMMY JTiKapChbKUMH 3aco0aMu Ta iHIIi BUOW B3aEMOII»).

B3aeMmopisi 3 iHIIEMH JTiKapCHKHMH 3aCO00aMH Ta iHIII BHOIH B3a€EMOIIiHN

[TpoTunoOKa3aHO CyMiCHe 3aCTOCyBaHHS (PIIYKOHA30J1y Ta HUXKYe3a3HauYeHUX
JIiIKapChKUX 3aco0iB.

[uzanpud: MOBiHOMJISIJIN IIPO PO3BUTOK IMOOIYHUX peakiliti 3 60Ky cepliisi, Y TOMY YHCITi
IIPO TapOKCU3MaIbHy LUIIYHOYKOBY TaxXiKapAilo TUIY «IIpyeT» y IMalll€HTIB, Kl
OOHOYACHO 3aCTOCOBYBasu (PJIyKOHaA30J Ta nqu3anpun. KoHTponboBaHe OOCITiAXKEHHSI
ITPOOEMOHCTPYBAJIO, 1110 ogHoYacHe 3acTtocyBaHHS 200 Mr ¢piykoHa3ony 1 pa3 Ha moby
ta 20 Mr nu3anpuny 4 pa3u Ha 000y IIPU3BOAUIIO 0 3HAYHOTO ITiABUILEHHS PiBHS
nU3anpuny y mjaa3Mi Kposi Ta 0o nnogoBxkeHHs iHTepBany QT. OgHoyacHe
3acToCyBaHHS (PJIyKOHA30JIy Ta IU3aIlpUOy IIPOTUNOKa3aHe (OUB. PO3Mis
«I[IpoTunioKka3zaHHI»).

TepeHaOuH: yepe3 BUIIAAKU PO3BUTKY TSXKKUX CEPLEBUX apUTMil, CHPUYMHEHUX
momoBXKeHHsM iHTepBany QTc, y maIieHTiB, sKi 3aCTOCOBYIOThH a30/IbHi MPOTUTPUOKOBI
JIiKapchKi 3aco01 OOHOYACHO 3 TepdeHamuHoM, OyIu IMIPOBeIeHi TOCTimKeHH
B3aeEMO[il IMX IIpenapariB. Y X0fi OQHOTO OOCIiIXKeHHS ITPU 3aCTOCyBaHHI



dbnykonazony B mo3i 200 Mr Ha moOy He OyJI0 BUSBJIEHO MOOOBXKeHHs iHTepBany QTc.
[HIIIEe mOoCHim»KeHHsI ITPU 3aCTOCyBaHHi ¢iykKoHa3omy B go3ax 400 mr ta 800 Mr Ha moly
ITPOAEMOHCTPYBAJIO, 1110 3aCTOCYBaHHs GIyKoHa301y y mo3ax 400 mr Ha goOy abo
BHIIle 3HAYHO MiABHUILy€E PiBeHb TepheHaOuHy y IJIa3Mi KPOBi IIPU OOHOYaCHOMY
3acToCyBaHHI 1Iux npemnapartiB. CymMicHe 3acTocyBaHHS (QIIYKOHa30i1y B mo3ax 400 Mr
a6o Buile 3 TepheHaanHOM IPOTUNIOKa3aHe (OuB. po3min «IIpoTuriokasauHusa»). [1pu
3acTOCyBaHHiI QIyKOHa30J1y B mo3ax Huxk4ve 400 Mr Ha mo0y ogHOYaCHO 3
TepdeHaguHOM CJIif IPOBOAUTH PETEIbHUN MOHITOPHUHT CTaHY IIalli€HTa.

Acmemi3oa: CyMiCHe 3aCTOCyBaHHSA (pJIYyKOHA30J/Iy Ta aCTEMi30JIy MOXKe 3MEHIIUTHU
KJlipeHc acTteMizoiny. COpuYMHEHE IIUM ITiABUILEHHS KOHIIEHTPallil acTeMi30ny y
IJ1a3Mi KpOBi MOXKe IIPU3BECTU A0 NOoA0oBXKeHHs iHTepBany QT Ta y piakicHUX
BUIIafKaX - 00 NapOKCU3MaJIbHOI IITYHOYKOBOI TaxXiKapAil Tumy «mipyeT». OgHO4YacHe
3acTOCyBaHHS (PJIyKOHA30JIy Ta aCTeMi30Jly IpOTUIIOKa3aHe (OUB. PO3Min
«[TpoTUIIOKa3aHHSI»).

ITimo3u0 ma xiHiOuH: cyMicHe 3acToCyBaHHS (QIIYKOHA30J1y Ta IIiMO3uny abo XiHiouHy
MO2Ke ITPU3BOOUTHU [0 MPUTHIYeHHS MeTabomiaMy niMmo3uay abo XiHiguHy, xo4a
BiITIOBIOHUX MOCJIiIKEHb in vitro Ta in vivo He mmpoBoaunu. [TigBuUilleHHS KOHIeHTpallil
mimMo3uay abo XiHImWHY y I1a3Mi KPOBi MOXKe CIPUYUHSTU ITOA0BXKEeHHs iHTepBany QT
Ta B PiOKiCHUX BUOaAKaxX IPU3BOOUTH OO0 PO3BUTKY IIAaPOKCHU3MaJIbHOI IIJIyHOYKOBO1
Taxikapmil Tumny «mipyeT». OgHOYaCHe 3aCTOCyBaHHSA (hJIIyKOHA30JIy Ta I1iMo3ugy abo
XiHIOMHY DPOTUIIOKa3aHe (gquB. po3ain «I[IpoTunoka3zaHHa»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHS €PUTPOMIIIMHY Ta QIIYKOHA30JIy MOXKe
MIPU3BOOUTHU [0 ITiOBUIIIEHHS PU3UKY PO3BUTKY KapOiOTOKCUYHOCTI (TOOOBXKEHHS
iHTepBany QT, mapokcu3MasbHa IIJIYyHOYKOBA TaxXiKaphis TUNY «IIipyeT») Ta, K
HACJIiOOK, O PaIlTOBOI CeplieBOi cMepTi. 3acToCyBaHHS KOMOiHaIlil ITUX JTiIKapChbKUX
3aco0iB mpoTuIioKka3aHe (OuB. Po3min «IIpoTumoKa3aHHsI»).

He pekoMeHOy€eThCA OfHOYACHE 3aCTOCYBaHHS (JIYKOHA30JIy Ta HUXKYe3a3HaueHUX
JIIKapChbKUX 3aCo0iB.

I'anoppaHmpuH: GIyKOHA30JI MOXKE CIIPUYNHUTHU IMiOABUIIEHHS KOHIIEHTPAIIil
rajopaHTPUHY y IJ1a3Mi KPOBi 3a paxyHOK npurHiueHHsa CYP3A4. OgaogacHe
3aCTOCYBaHHS IIMX JTiKapPChKUX 3aC00iB MO2Ke MPU3BOOUTH [0 MiABUIIEHHS PU3UKY
PO3BUTKY KapAiOTOKCUYHOCTI (MogoBxKeHHd iHTepBany QT, mapokcu3sManbHa
IIJTYHOYKOBA TaxXiKap[is TUNY «IIipyeT») Ta, SK HaCJIigOK, O palTOBOl cepiieBol
cMmepTi. Crifg yHUKATH 3aCTOCYBaHHS KOMOiHaIl X TiKapChKUX 3ac00iB (OMB. PO3Mis
«OCcOoOIUBOCTi 3aCTOCYBAHHS»).

CyMicHe 3acToCcyBaHHS (PJIYKOHA30JIy Ta HUKYe3a3HAUYeHUX JIIKapPChKUX 3ac0o0iB
BUMarae o0epexkHOCTi.



AmioOapoH: omjHOYaCHE 3aCTOCYyBaHHS (PJIyKOHA30JIy 3 aMiogapOHOM MOXKe IIPU3BECTH
oo rogoBxkeHHs iHTepBany QT. ®mykKoHa30J1 ciif 3 00epexkHiCTI0O 3aCTOCOBYBATH
pa3oMm 3 amiomapoHOM, 0COOIMBO Y pa3i Mpu3HaYeHHS BUCOKOIL A03U (QIyKOHA30JIy
(800 Mr).

CyMicHe 3acTocyBaHHS (QIIyKOHA30JIy Ta HUXK4Ye3a3HAYEeHUX JIiKapChKUX 3ac00iB
BUMarae 00epexKHOCTi Ta KOPUTYBAaHHS O3H.

BrimB iHIIMX IiKapChKHUX 3aC00iB Ha MIIYKOHA30JI

[ocmigKeHHs B3a€EMO[il MPOOeMOHCTPYBalH, 110 IepopajlbHe 3aCTOCYBaHHS
(br1ykKoHa30/1y 0fHOYACHO 3 BXKMBAHHSM 1XKi, TPpUKNOMOM IIMMETUONHY, aHTaluaiB abo
IofaJIbIINM OIIPOMIHEHHAM YChOTO TiIa [JId IlepecafKU KiCTKOBOI'O MO3KY He Ma€
KJIiHIYHO 3HAYyIIOT0 BIIJIMBY Ha abcopO1ito (GIyKoHa30ITy.

PugamniyuH: ogHOYACHE 3aCTOCYBaHHSA (hJIIyKOHA30JIy Ta pu(paMIIilnHy IPU3BOAUIIO
no 3aukeHHI AUC Ha 25 % Ta CKOpodyBaJio Iepiof HalliBBUBEeOEeHHS (PIIyKOHa30Jly Ha
20 %. Tomy Ois malli€HTiB, AKi 3aCTOCOBYIOTh PUMAMIIILINH, CIIig PO3TISHYTHU
OOLIIBbHICTE MiABUIIEHHSA O03U (PIIYKOHA3O0IIY.

I'iOopoxsaopomia3u0: y gocninKeHHi (papMaKOKiHETUYHOI B3a€EMO/il OHOYaCHE
OaraTokpaTHe 3aCTOCYBaHHS TigpOXJI0pOTia3uay 3mMOpPOBUM AOOPOBOIBIISAM, SIKi
oTpuMyBanu GIYKOHA30JI, HigBUINyBaio KOHIIEHTPaIlilo GIyKOHaA30/y y Ijla3Mi KpoBi
Ha 40 %. Taki mapamMeTpu B3aeEMO[il He BUMaraloTh 3MiH y peXXUMi JO3yBaHHSI
bnykoHa30my oS MalieHTiB, sIKi OTHOYaCHO OTPUMYIOTh CEYOTiHHI 3aco0u.

Bonus ¢yKOHA30y Ha iHII JTiKapchKi 3aco0u

®dnykoHazon € noMipauM iHri6iTopoM mutoxpomy P450 (CYP) isodpepmenTty 2C9 Ta
3A4. ®myKOHA30JI € MOTYXKHUM iHri6iTopoM izodpepmenTty CYP2C19. Ha momaTok mo
CIIOCTepexXKyBaHUX/ JOKYMEHTAJIbHO IIiATBEPOXKEHUX B3a€EMO/IN, 1110 ONMUCaHl HUXKYe,
IIPY OOHOYAaCHOMY 3aCTOCYBaHHI 3 (DJIYKOHA30JI0M iCHY€ PU3UK MiTBUIIEHHS y IIa3Mi
KPOBi KOHIIeHTpallill iHIINX COONYK, 110 MeTabomnidyioTbcss CYP2C9, CYP2C19 Ta
CYP3A4. Tomy 3acTOCOBYBaTH TaKi KOMOiHaIlil mperaparTiB ciif 3 00epeKHiCTIO; TIpU
IIbOMY HeOOXiTHO peTebHO CIIOCTepiraTu 3a CTaHOM TallieHTiB. [IpurHidyyBanbHa His
dbnykoHazony Ha hepMeHTH 30epiraeThCs MPOTIroMm 4-5 mib miciiss #oro 3aCTOCyBaHHSI
Yy 3B’A3Ky 3 MOT0 TpUBAJIUM I1€piogoM HaliBBUBEOEeHHSA (OUB. PO3OiNI
«[TpoTUIIOKa3aHHI»).

AsnbheHmania: g 4ac OGHOYACHOT O 3aCTOCYBaHHA ajlbeHTaHiny B f03i 20 MKT/KT Ta
¢bnykonazomny B mo3i 400 MT 300poBHUM OOOPOBOJBIAM CIIOCTEPIraIocs OBOKpaTHE
30inbienHsa AUC10, moxknuBo, yepe3d iHrioyBanHsa CYP3A4. Moxe OyTu HeOOXimHUM
KOPUTYBaHHS O03U anb(PeHTaHiy.



AmimpunmuunaiH, HopmpunmuJiH: (IYKOHA30JI IIOCUJIIOE [if0 aMiTPUIITHUIIIHY Ta
HOPTPUIITUIIHY. PEKOMEHOYETHCSI BUMipIOBAaTU KOHIIEHTPAIlil 5-HOPTPUIITUIIHY Ta/abo
S-aMiTpUNITHIIIHY Ha ITOYaTKy KOMOiHOBaHOI Tepamnil Ta 4yepe3 1 TuXkaeHb. Y pasi
HeOoOXigHOCTI CJIif BigKOpUTyBaTH A03y aMiTPUINITUIIHY/HOPTPUIITUITIHY.

Am@pomepuyuH B: omHO4YacHe 3aCTOCYBaHHSA (PJIyKOHA30/1y Ta aMoTepuiiuHy B
iH(iKOBaHMM MHIIIAM i3 HOpMaJIbHUM iMyHITETOM Ta iH(piKOBaHUM MHUIIaAM 3i
3HUXKEHUM IMyHITETOM [ajio TaKi pe3yJIbTaTy: HEeBEeJIUKUN aJuTUBHUNI
MpoTUrpubKOBUM eheKT IMpu cucteMHin iHdekirii C. albicans, BimcyTHiCTh B3aeMomil
IIpu BHYTpPilIHbOoYepenHin iHdekirii Cryptococcus neoformans Ta aHTaroHiam gBOxX
ImperaparTiB Ipu cucTeMHiu iHdekii Aspergillus fumigatus. Kriniune 3HaueHHS
pe3yIbTaTiB, OTPUMAaHUX Y X041 IIUX OOCIIiAXKEHDb, HEBIIOME.

AHmMuKoaayaaHmu: sIK i Ipu 3aCTOCyBaHHi iHIINX a30JIbHUX IPOTUTPUOKOBUX 3aC00iB,
IPY OOHOYaCHOMY 3aCTOCyBaHHI (DIYKOHAa30J1y Ta BapdapuHy ITOBIHOMIISIA IIPO
BUIIaAKV PO3BUTKY KPOBOTEY (reMaToOM, HOCOBO1 KPOBOTEYi, IIJTYHKOBO-KUIITKOBUX
KPOBOTeY, TeMaTypil Ta MeJieH!) y IOEAHAHHI 3 ITOTOBXKEHHSIM ITPOTPOMOiIiHOBOTO Yacy.
[Tpu ogHOYaCHOMY 3acTOCyBaHHi (hJIyKOHA30J1y Ta BapdapuHy CIIoCTepiramocs
OBOKpPATHE MiABUIIEHHS MPOTPOMOIiHOBOTO Yacy, iMOBipHO, BHACIIIOK IPUTHIYEeHHS
MeTabomni3zmy Bapdapuny uepe3 CYP2C9. Crig peTenbHO KOHTPOIIOBATHU
npoTpoMOiHOBUM YacC y HalieHTiB, IKi OQHOYACHO 3aCTOCOBYIOTh KyMapUHOBI
aHTUKOATyJIAHTU abo iHgaHenioH. Moxe OyTu He0OXigHOI0 KOPEKIIis 03U
AHTUKOATYJIAHTY.

beH3odia3eniHu kopomkoi 0ii, Hanpuk.iad Mi0a3041aM, mpua3oadm: IIPu3HaYEeHHS
(rrykoHa305y micig mepopanbHOTO 3aCTOCYyBaHHS Mifa30jlaMy IPU3BOOUIIO OO
3HAYHOTO MigBUINIEHHS KOHIIEHTpAllil Mifa30jlaMy Ta OO0 IMOCUJIEHHS IICUXOMOTOPHUX
edekTiB. OgHOYacHe 3acTOCyBaHHSA QIyKoHa30i1y B mo3i 200 Mr Ta MigasosiaMy B H03i
7,5 MI' mepopasibHO Npu3Boausio ao nigsuineHHa AUC Ta nepiony HalliBBUBENEHHS
Migasonamy y 3,7 Ta 2,2 pa3a BigmoBigHO. 3acTOCyBaHHSA (PJIYKOHA30JIy B 031 200
Mr/mo0y Ta 0,25 Mr Tpma3sojaMy IIepopajbHO IIpu3Boguiio no mnigsumieHHsa AUC ta
nepiony HamiBBUBeOEeHHS Tpua3oyiamy y 4,4 ta 2,3 pasa BignosigHo. [Ipu
OOHOYACHOMY 3aCTOCYBaHHI (PJIyKOHA30JIy Ta Tpual30jaMy CIIOCTepiraaocs
MIOTEHIIII0BaHHSA Ta IIPOJIOHTallig e(peKTiB TprasonaMy. AKINOo NamieHTy, IKUu
MIPOXOOUTH KyPC IiKyBaHHSA (PIIYKOHA30JI0M, CJIif OMHOYACHO IIPU3HaYUTHU Tepaillito
OeH30mia3emniHaMu, O3y OCTAHHIX CJIi 3MEHIIATY Ta BCTAHOBUTHU HaJIe’KHUU HaTJISAM
3a CTaHOM IIalli€eHTa.

Kapbama3zeniH: GnykoHa30J MpUrHiuye MmetabosmniamM KapOamMas3elliHy Ta CIPUYUHSIE
ITigBUIIIEHHS PiBHS KapOaMaseriny B cupoBaTili KpoBi Ha 30 %. IcCHye pu3UK PO3BUTKY
IIPOSIBiB TOKCMYHOCTI 3 60Ky KapOaMa3eliny. Moxke OyTu HeOOXimIHUM KOPUT'YBaHHS
mo3u KapOaMaseIliHy 3ajie’KHO Bif piBHS MOro KOHIIEHTpallil Ta fil mpemapary.



Biaokamopu Kaavuiesux KaHaig: OesiKi aHTaroOHiCTHU Kanblilo (Hidhegulrid, icpaguIliy,
aMJioguIlid Ta denonguirin) metabonisyioTecsa pepmenTom CYP3A4. ®nykKoHa301
IMOTEHIIIMHO MOXKe MiABUIIYBAaTU CUCTEMHY €KCIIO3Ullil0 OJI0KATOPiB KalIbIliEBUX
KaHaiB. PeKOMeHOOBaHUU peTeJIbHUM MOHITOPUHT IIIOJ0 PO3BUTKY NOOIYHUX peakKllii.

Llenekokcub: Tpu OMHOYACHOMY 3acTOCyBaHHi ¢pnykoHa3osny (200 mr Ha goly) Ta
IIeJIEKOKCUOY (200 mr) Cmax ta AUC 1ienekokcuOy ImigBuUIllyBaaucs Ha 68 % Ta
134 % BigmosigHo. [Tpy 0omHOYACHOMY 3aCTOCYBaHHI 11e71eKOKCUOY Ta QIIyKOHA30JTy
MOzKe OyTU HeOOXimHUM 3MeHIIeHHS OO3U LieJIeKOKCUOy BOBidi.

Llukaogocgamio: ogHOYACHE 3aCTOCyBaHHSA MUKIOPochamiay Ta PpIyKoHa30Iy
MMPU3BOOUTH IO ITiABUIIEHHS PiBHSA OinmipyOiHy Ta KpeaTUHiHY B cupoBaTii KpoBi. Li
ImperapaTy MOXKHa 3aCTOCOBYBaTH OOHOYACHO, 3BaXKalo4UM Ha PU3UK ITiABUILIEHHS
KOHIIeHTpallil 6inipy6iHy Ta KpeaTHUHiHY B CUPOBATIIi KPOBI.

@eHMmaHia: TOBiHOMJISININ IIPO OOUH JieTaJlbHUY BHUIIaAOK IHTOKCHUKAIl (peHTaHiIoM
BHACJIIOOK MOXKJINBO1 B3aeMopil peHTaHiny Ta ¢pirykoHa3ony. [1o TOro X, y
OOCITiIKEeHHi 3 y4acTI0 3TOPOBUX MOOPOBOJIBLIIIB OYJI0 IIPOAEMOHCTPOBAHO, 110
(r1ykoHa3051 3HAaYHO YIIOBiIbHIOBAB eliMiHaliio ¢peHTaHiny. [TigBUilleHHS
KOHIIeHTpallil (heHTaHiTy MOXKe IIPU3BECTU [0 NIPUTHIYEeHHS OUXaHHS, TOMY CIIif
pPEeTEIbHO KOHTPOJIIOBATH CTaH IallieHTa. Moxe OyTu He0oOXimHOI0 KOPEKIIis 03U
(peHTaHITY.

IH2i6imopu I'MI'-KoA-pedykma3su: CyMicHe 3aCTOCyBaHHS (GJIYKOHA30/y Ta iHribiTopiB
'MTI'-KoA-penykTa3u, 110 MmetabostisyioTecss CYP3A4 (aTopBacTaTUH Ta CUMBACTaTHH),
a6o inrioitopiB 'MI'-KoA-penykTa3su, 1o Mmetabonidyiotbcsa CYP2C9 (dbnyBacTtaTus),
IMiIBUIITy€E€ PU3UK PO3BUTKY MiomnarTii Ta pabmomioni3y. ¥ pa3i HeoOximHOCTI
OOHOYAaCHOTO 3aCTOCYBaHH LIUX IIpenaparTiB CJIifl peTeJIbHO CIIOCTepiraTtu 3a
MMallieHTOM IIIOA0 BUHUKHEHHS CUMIITOMIB MiomnarTii Ta pabmomiosti3y i mpoBoguTu
MOHITOPUHT PiBHA KpeaTUHKIHa3U. Y pa3i 3HaYHOI'O IIiABUIIEHHS PIBHA
KpeaTUHKiHa3M, a TaKOXK IIPU [AiarHOCTYBaHHI abo migo3pi Ha MionaTito/pabgomiortis
3acTocyBaHHs iHTiOiTOpiB 'MI'-KOA-penykTas3u ciif MpUINHUTH.

Osnanapub: nomipHi inri6itopu CYP3A4, Taki gk ¢pyKoHa3071, 30iIbIIyIOTh I1J1a3MOBi
KOHIIeHTpallil oamapuly; IX oqHOYacHe 3aCTOCYBaHHS He PEKOMEHOYEThCS. AKII0
Takol KoMOiHallil He MOXKHa YHUKHYTH, ITPUNoOM oJjiariapudy ooMexxyioTh go3amu 200
MT [OBidi Ha goO0y.

IMyHOCynpecopu (Hanpukiajd IIMKIOCIOPHH, eBePOJIiMyC, CUPOJIIMYC i TaKpPOJIiMyC)

LuksaocnopuH: GpIyKOHA30JI 3Ha4YHO IMiABUILYE KOHIIeHTpaIllifo Ta AUC IUKJIOCIIOPUHY.
ITpu ogHOYAaCHOMY 3acTOCyBaHHi (IyKoHa3051y B mo3i 200 Mr/go0y Ta HUKIIOCIIOPUHY B
mo3i 2,7 Mr/kr/gody crioctepiranocs 30inbiienHs AUC muknocnopuny B 1,8 paza. Li



IpernapaTd MOXKHa 3aCTOCOBYBATH OOHOYACHO 3a YMOBU 3MEHIIIEHHS 03U
LIMKJIOCIIOPUHY 3aJIe’KHO Bif MOT0 KOHIIEHTpPAIlil.

Egeposimyc: xo4a OOCIiAXKEHE in vitro Ta in vivo He IPOBOAUIIU, BiIOMO, 110
(pr1ryKoHa3051 MOXKe MifgBHUIllyBaTH KOHIIEHTPALIiI0 €BEePOJIiMyCy B CHPOBATIIi KPOBi yepe3
npurHiveHHsa CYP3A4.

Cupoaimyc: GIyKOHA30JI ITiABUINYE KOHIIEHTPAIIil0 CUPOJIiMyCy V IIJIa3Mi KPOBI,
iMOBipHO, IIJISXOM NpUTHiYeHHs MeTabonizMmy cuposnimycy depmentom CYP3A4 Ta P-
raikompoTeiHoM. 1li mpenmapaTy MOXKHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBU
KOPUTYBaHHS O3U CUPOJIIMYCYy 3aJIe’KHO Bill piBHS KOHIIeHTpallil Ta epeKTiB
npemnapary.

Takpoaimyc: pIyKoHa30/1 MOXKe MiABUIITYyBaTU KOHIIEHTpallil TaKPOJIIMyCy B CUPOBAaTIIi
KpPOBi 10 5 pasiB Ipu MO0 NepopajbHOMY 3aCTOCYyBaHHI yepe3 NIpUrHidueHHs
MeTabomnizMy Takponimycy ¢pepmenToMm CYP3A4 y kumeuHuky. [Ipu
BHYTPIIIHBOBEHHOMY 3aCTOCYBaHHI TaKpPOJIIMYyCYy He CIIOCTepirajocss 3Ha4YHUX 3MiH
(papmakokineTuku. [ligBuIlleHi piBHI TaKPOJIIMYCY aCOIlilOI0THCSA 3 HEPPOTOKCUYUHICTIO.
o3y TakpoJiiMyCy [Jis IepopajbHOro 3aCTOCYBAaHHA CJIi 3HMXKYBaTHU 3aJIeXKHO Bif
KOHIIeHTpallil TaKpOJIiMyCy.

JIozapman: ¢GIyKoHa30J IpUrHiuye MeTabos1i3M j103apTaHy [0 MOT0 aKTUBHOTO
MeTabomnity (E-31 74), 1110 3yMOBIIIO€ OiflbIlly YaCTUHY aHTArOHi3My [0 PelenTopiB
aHrioteH3uny Il mig yac 3acToCcyBaHHs j103apTaHy. PeKoMeHOoBaHO 30iMCHIOBATU
MNOCTIMHUYN MOHITOPUHTI apTepiaJbHOIO TUCKY y IMAlli€HTIB.

MemadoH: GIyKOoHA30J1 MOXKe ITiABUIIYBAaTH KOHIIEHTPALII0 METaLOHY Y CUPOBATI
KpoBi. [Ipu ogHOYACHOMY 3aCTOCYyBaHHi MeTafoHY Ta (GpIyKOHA30/1y MOoXe OyTHu
HeOoOXiMHUM KOPUTYBAHHS JO3W METAaJOHY.

HecmepoidHi npomu3sanaavHi npenapamu (HII3I1): mipu ogHOYaCHOMY 3aCTOCyBaHHI 3
dnykonazonom Cmax ta AUC ¢nypbinpodeny minsunryBanucs Ha 23 % ta 81 %
BIIIOBIHO IIOPIBHSHO 3 BIANOBIAHMMHU IIOKa3HUKaMU IIPU 3aCTOCYBaHHI TiJIbKU
bnypbinpodeny. AHaAIOTiYHO ITPU OQHOYAaCHOMY 3aCTOCyBaHHI (hJIyKOHA301y 3
paniemiunuM ioynpodpernoM (400 mr) Cmax ta AUC ¢papMaKoJIOTidyHO aKTUBHOTO
izomepy S-(+)-ibynpodeny migBuiyBanucs Ha 15 % Ta 82 % BiAmoBimHO MOPiBHSIHO 3
TAaKUMU MOKA3HUKAMU IIPU 3aCTOCYBaHHI TiIbKU palleMiuyHoro ioynpodeny.

Xo4a crelianbHUX OOCIiAXKEHb He ITPOBOAUIM, (PJIYKOHA30JI MOXKe MigBUIITyBaTU
cucteMHy ekcrio3utlito inmmx HII3I1, mo metabomnisyoTthess CYP2C9 (Hanmpukiapg,
HaIMIpOKCEHY, TOPHOKCUKaMy, MeJIOKCUKaMy, OuKJIopeHaKy). PeKoMeHIOBaHO
MepioguyYHO 3OiMCHIOBAaTU MOHITOPUHT IMOOIYHUX peakllii Ta TOKCUYHUX IIPOSIBiB,
nmoB’si3anux i3 HII3I1. Moxe 6yTu noTpibHe KopuryBauusa mo3u HIT3IT.



®eHiTOIH: GTyKOHA30JI IPUTHiUye MeTaboni3aM peHiToiHy y nedini. OmHOYacHe
O6araTopa3oBe 3acTtocyBaHHA 200 Mr ¢pykoHasony Ta 250 Mr ¢GeHiTOIHY
BHYTPIIIHBbOBEHHO MMPU3BOOUTH OO migBuineHHs AUC24 ¢eHiToiHy Ha 75 % Ta Cmin Ha
128 %. Ilpu ogHOYaCHOMY 3aCTOCYBaHHI ITUX JIiIKapChbKUX 3ac00iB CITiZl ITPOBOOUTH
MOHITOPHUHT KOHIIEeHTpallil GeHiTOIHy B CHPOBaTIIi KPOBi O/1s1 YyHUKHEHHS PO3BUTKY
TOKCHUYHOI il QPeHiToiHy.

IIpedHi3oH: MOBIOOMIISAIN IPO BUIIAAOK, KOJIXM y MalliEHTa Hic/isg TpaHCIIJIaHTallil
IIeYiHKHU Ha TJIl 3aCTOCYBaHHS IIPEOHI30HY PO3BUHYJIACSA IOCTPa HEOOCTATHICTh KOPHU
HaOHUPKOBUX 3aJ103, 10 BUHUKIIA MiC/Is IIPUNUHEHHS TPUMiCSIYHOTO KypCy Teparil
(pnykoHazonom. [IpunuHeHHS 3aCTOCYBaHHS (PJIyKOHA30J1y, iMOBIpHO, CIIPUYNHUIIO
nocuneHHsa akTuBHOCTi CYP3A4, 110 Ipu3BEI0 A0 IPUCKOPEHHS MeTabomizMy
npenHi3oHy. Ciig peTebHO CTEXKHUTHU 3a HalliEHTaMH, SKi IPOTSATOM TPHUBAJIOTO 4Yacy
OOHOYACHO 3aCTOCOBYIOTH (PJIYKOHa30J1 Ta IPEAHI30H, 3 METOI0 NONepeaKeHH
PO3BUTKY HEIOCTATHOCTI KOPU HAJHUPKOBUX 3aJ103 [IiC/IA IPUNUHEHHSA 3aCTOCYBaHHSA
(pnykoHaszomny.

PugabymuH: GIyKOHA30JI MigBUIIYE KOHIIEHTPAIlif0 prudabyTHHY B CUPOBATIII KPOBI,
1110 TPU3BOOUTSE [0 30inbieHHst AUC pudabytuny no 80 %. [Ipu omHOYacHOMY
3acToCcyBaHHIi (GIyKOHa30/1y Ta prudabyTUHY MOBIMOMIISIIN IIPO BUIIAAKU PO3BUTKY
yBeity. IIpu 3acTocyBaHHi Takol Kom0OiHallii JikapcbKux 3aco0iB ciiig OpaTu 40 yBaru
CUMIITOMM TOKCHUYHOI mii pudabyTuHy.

CakeiHasip: ¢pnykonazon nigsuiye AUC Ta Cmax cakBiHaBipy npubnu3so Ha 50 % Ta
55 % BiOMOBiAHO Yepe3 NpUTHiIYeHHs MeTaboli3My cakKBiHaBipy y mediHili pepMeHTOM
CYP3A4 Ta uepes iuridbyBaHHs P-riikomnpoTeiny. Baaemofii Mixk ¢J1yKoHa3010M Ta
CakBiHaBipOM/pPUTOHABIPOM He [OCIIiOXKYyBald, TOMY BOHU MOXYTb OyTU OilbIIl
BUpPaxXKeHUMU. Moxke OyTH HEOOXimHUM KOPUT'YBAaHHS OO3U CaKBiHaBipy.

IToxiOHi cyabgoHiiceyo8UHU: IPA OOJHOYACHOMY 3aCTOCYBaHHI (PJIyKOHA30J1 IPOJIOHTYE
repiop HaIliBBUBEOEHHS IIepOpaJbHUX NOXiAHUX CYIb(OHIICEHOBUHHU (XJIOpHpOonIaMiny,
ruibeHKIaMiny, raini3ugy Ta Toa0yTaMiny) IIPu 1X 3aCTOCYBaHHI 3[IOPOBUM
noOpOBOIBIISIM. PEKOMEHIOYETHCS IPOBOAUTH YaCTUM KOHTPOJIb LIYKPY B KPOBi Ta
BiATIOBIAHUM YMHOM 3HUXKYBATHU O03y MOXITHUX CYIb(POHITICEYOBUHU IIPU
OOHOYAaCHOMY 3aCTOCYBaHHI 3 (PJIYKOHA30JIOM.

Teo@iniH: y nnanebo-KOHTPOIbOBAaHOMY OOCIIiMXKEHHiI B3a€MOIil mperaparis
3acTocyBaHHA ¢piykKoHa30y mo 200 mr nporsarom 14 gHIB IPU3BEIO OO0 3HUXKEHHS
CepemHbOTOo KIIipeHcy Teodisnminy y mia3Mi KpoBi Ha 18 %. 3a marieHTamu, sAKi
3aCTOCOBYIOTH TeOdiliH Y BUCOKUX M0o3axX abo0 SKi MaloTh ITiABUIIIEHUN PU3UK PO3BUTKY
TOKCUYHUX IIPOSIBiB TeOQiTiHy 3 iHIIUX OIPUYUH, CIIig BCTAHOBUTHU HATJISAL OO0
BUSIBIIEHHS O3HAK PO3BUTKY TOKCHUYHOI Oil Teodininy. Teparlito ciaifg 3MiHUTH IPU
I10sAB1 O3HAK TOKCUYHOCTI.



TogpauumuHi6: BriuB ToGaUuTHHIOY 3pOCTAE IPU OOHOYACHOMY 3aCTOCYBaHHi 3
JIiIKapChbKUMHU 3aco0aMu, siKi IpU3BOASITh 0 IMoMipHoro inrioyBanus CYP3A4 Ta
notyxkHoro iurioysauuss CYP2C19 (Hanpukiapg ¢payKoHas3os). ToMy peKOMeHIOBaHO
3MEHIIUTHU 003y TodaluTuHiOy o 5 Mr 1 pa3 Ha o0y B KOMOiHAIligX 3 TUMU
npenapaTaMu.

Akanoiou 6apeiHKy: Xxo4a BiIIOBIiHHUX HOCIiIXKeHb He IPOBOOUIIN, (DIIYKOHA3O0JI,
iMmoBipHO, uepe3 iurioyBanus CYP3A4, MoXe COPUYMHSATH ITiOBUIIEHHS KOHIIeHTPallii
aJIKasoimiB 6apBiHKY y m1a3Mi KpoBi (HampuKiag BIHKPUCTUHY Ta BiHOIACTUHY), 10
NPU3BOAUTH 0 PO3BUTKY HEMPOTOKCUYHUX €(PEKTIB.

BimamiH A: noBigOMIISAIM, 10 y HallieHTa, KUK OOJHOYaCHO 3aCTOCOBYBaB
TPaHCPETUHOEBY KHUCIIOTY (KuciIoTHa popMa BiTaMmiHy A) Ta (pIyKoHA3O017I,
crocTepiranucs nobivHi peakilili 3 60Ky 1leHTpasibHOI HepBOBOi cucteMu (ITHC) y
(popMi ICeBOOTYMOPY T'OJIOBHOTO MO3KY; HaHUM e(PeKT 3HUK ITiCJIA BiTMiHU
dnykonazomy. Lli mikapchbKi 3acob6u MOXKHa 3aCTOCOBYBATU OHOYACHO, ajie CIIif
rmaMm’siTaTy IIPO PU3UK BUHUKHEHHS N0oOiYHMX peakiiii 3 6oky LTHC.

BopukoHa3o (iH2i6imop CYP2C9, CYP2C19 ma CYP3A4): ogHO4YacHe 3aCTOCyBaHHS
BOpPUKOHa3011y nnepopasibHo (1o 400 Mr koxHi 12 rogus npotsaroMm 1 OoHs, HOTIM 1O
200 Mr koxkHi 12 roguu npoTtsarom 2,5 gHA) Ta GIyKOHa30Jy nnepopaibHo (400 Mry
nepmui neHb, moTiM mo 200 Mr KOxKHi 24 TOOuHU OPOTATOM 4 OHiIB) 8 3m0pOBUM
noOPOBOIBIISIM YOJIOBiYOI cTaTi mpu3Besio mo miaBumieHHss Cmax Ta AUCT
BOPUKOHAa3011y B cepemgaboMy 10 57 % (90 % OI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %,
128 %) BigmoBimHO. HeBigoMo, Y1 MPHU3BOOUTH 3HUKEHHS MO03U Ta/ab0 4aCTOTHU
3aCTOCYBaHHSI BOPUKOHA30J1y ab0 (pIyKOHaA30J1y 0 YCYHEeHHs Takoro edpekTy. I1pu
3aCTOCyBaHHI BOPUKOHA30Jy MIiciasa (IYKOHA30JIy CIIi IIPOBOOUTH CIIOCTEPEXKEHHS
11010 PO3BUTKY N0OOiUHUX e(deKTiB, acoliiioBaHUX i3 BOPUKOHA30JIOM.

3udosyouH: ¢pnykoHa3zon migBumrye Cmax ta AUC 3umoBynuHy Ha 84 % ta 74 %
BiTIOBiAHO, 1110 3yMOBJIEHO 3HUXKEHHSAM KJTipeHCY 3U0BYAUHY Npubn3Ho Ha 45 %
IIpY H¥OT0 IepopaJbHOMY 3acTOoCyBaHHi. [Tepion HaniBBUBeOEeHHS 3UOOBYOUHY OYyB
TaKOXK MOIOBXeHuM npubinu3Ho Ha 128 % micisa 3acTocyBaHHS KoMOiHaIlil
bnykoHa305my Ta 3UOOBYAMHY. 3a MMalliEHTaMH, sIKi 3aCTOCOBYIOTh TaKy KOMOiHaIIlito
JIiKapChbKUX 3aco0iB, CIIifl CIIOCTEpiraTu 10a0 PO3BUTKY IMOOIYHUX peakiliil, OB sI3aHUX
13 3aCTOCYBaHHAM 3UOOBYOUHY. MOXKHa PO3IJISHYTHU OOLIJIbHICTE 3HUXKEHHS N03U
3UOOBYOUHY.

A3umpoMiyuH: y X0l BIDIKPUTOTO PaHOOMI30BaHOT O TPHOXCTOPOHHBOTO IIEPEXPECHOTO
OOCITim»KeHHSsI, B IKOMY B3SIJIM y4acTb 18 3mopoBuX MOOPOBOJIBLIIIB, OIiHIOBAIN BIIJIUB
a3UTPOMIIIUHY Ta PIIYKOHA30/1y Ha (papMaKOKiHETUKY OOUH OOHOTO IIPH IX
OJHOYAaCHOMY IlepopaJIbHOMY pa30BOMY 3acTocyBaHHi y mo3ax 1200 mr ta 800 mMr
BigmoBigHO. 2KOgHUX 3HAUYYIINX (hapMaKOKiHETUYHUX B3a€EMOi BUSBJIEHO He OyII0.



ITepopasavHi KOHMpauenmueu: IPOBOAUNU 2 (apMaKOKiHETUYHUX OOCITiIAKEHHS
faraTopal3oBOro 3aCTOCyBaHHs (IIyKOHaA30J1y Ta KOMOiHOBAHOTO IIEPOPAIbHOTO
KoHTpauenTtusa. [Ipu 3acTocyBaHHi (IyKOHa3051y B 031 50 MI BILIUBY Ha PiBEHb
rOpMOHiB He OyJ/10, TOAI K ITPU 3aCTOCyBaHHi (IyKoHa30s1y B Ho3i 200 Mr Ha moby
crocTtepiramnocs 30inbiieHHass AUC etuninectpagiony Ha 40 % Ta TeBOHOPTrecTpeIty -
Ha 24 %. Ile cBiguuTh Ipo Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (PIIYKOHA30IY V
3a3HavYeHUX O0o3axX HaBps[d UM MOXKe BIIJIMBATH Ha e(PeKTUBHICTH KOMOiHOBAHOT O
IIepOopasbHOr0 KOHTpalelITUBa.

Isakagpmop: cynyTHE 3aCTOCYBaHHA 3 iBaKapTOPOM, IMiACUITIOBaYEM MYyKOBICIIUTO3HOTO
TpaHCMeMOpPaHHOTO peryasiTopa IIPOBITHOCTI, MiABUIIYE €KCITI03UIlil0 iBaKapTOpy B 3
pa3u, a rinpokcuMeTuniBakadpropy (M1) - B 1,9 pa3za. [I51g mailieHTiB, SKi OHOYaCHO
3aCTOCOBYIOTH ITOMipHi iHriGiTopu CYP3A, Taki sk pryKoHa3051 i epUTPOMIIINH,
PEKOMEHYETHCS 3HUKEHHS Mo3u iBakadTopy go 150 mr 1 pas Ha mo0Oy.

Oco006/1MBOCTi 3aCTOCYBaHHS

KaHOu0o3. [locmigkKeHHs IToKa3aJid 3p0CTalovuy NOMIUPEHICTh iH(MEeKIi, BUKITUKaHUX
inmumu Bugamu Candida, kpim C.albicans. BoHu 94acTo 3a CBO€I0 IPUPOIOIO CTilKi
(manpukinan, C. krusei i C. auris) abo 1eMOHCTPYIOTb 3HUXKEHY YyTJIUBICTb OO
dnykonazony (C. glabrata). Taki indekirii MoXyTh ToTpeOyBaTU anbTEePHATUBHOL
MIPOTUTPUOKOBOI Teparlil yepe3 HeepeKTUBHICTD JIiKyBaHHS. TaKUM YMHOM, JTiKapi
PEKOMEHOYIOTh IPUMMaTH [0 yBaru MOMIKUPEHICTh CTIMKOCTI A0 (PJIyKOHA30J1y Y Pi3HUX
BumiB Candida.

IIepmamogimis. BiamoBigHO 00 pe3ynabTaTiB OOCHIAXKEHHSI QIYKOHA30JIy OIS
JIIKyBaHHS OepMaTodiTil y giteid, GIyKOHA30JI He IepPeBUIllye rpu3eodynabBiH 3a
e(eKTUBHICTIO i1 3arajlbHUU IOKa3HUK e(EeKTUBHOCTLI cTaHOBUTH MeHIe 20 %. Tomy
®dnykonazon-KP He ciifg 3aCcTOCOBYBaTH AJiS TiKyBaHHS AepMaTogiTii.

Kpunmokoko3. [1oka3iB epeKTUBHOCTI (hIIyKOHA30JTy AJI IiKyBaHHS KPUIITOKOKO3Y
IHIIKWX JIO0KaJsi3anii (Hanpukiiap JJereHeBOro KPUIITOKOKO3Yy Ta KPUIITOKOKO3Y LIKipH)
HEeOOCTaTHLHO, TOMY PEKOMEHMAllil 00 OO30BOT0 PEeXUMY [JIs JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

I'nuboki eHOemiuHi miko3u. [Joka3iB epeKTUBHOCTI PIyKOHA30/Iy OJIS JTIKyBaHHS
iHIIMX (OopPM eHOAeMiUyHNX MiKO03iB, TAKUX SIK ITaPaKOKIIMIiOIOMiK03, TiCTOI/Ia3M03 Ta
IIKipHO-TiM(paTUYHUN CIIOPOTPUX03, HEIOCTAaTHHO, TOMY PeKOMeHallii 00
M030BOT'0 PEXKUMY [OJIs JIIKyBaHHS TaKMX 3aXBOPIOBaHb HEMaAE.

Hupkoea cucmema. TTaniieETaM i3 mopymeHHIM QYHKIIM HUPOK IIpemnapar CIIif
3aCTOCOBYBaTHU 3 00epexkHicTio (OuB. po3main «Criocib 3aCcTOCyBaHHS Ta JO3U»).



Hedocmamuicmb HaOHUpKosux 3a.a103. KeTOKOHAa3071, SIK BiOMO, CIIPUYUHSIE
HEeOOCTaTHICTh HAAHUPKOBUX 3aJ103, 1 IIe TaK0XK MOXKe CTOCyBaTUCS (PIIyKOHaA30IIy,
X04a CIIoCTepiraeTrbcsa pinko. HegocTtaTHICTE HAAHMPKOBUX 3aJ103, IIOB’d3aHa 3
OJHOYACHUM JIIKyBaHHSIM IIPENHI30HOM, OIlMcaHa B pPo3auIi «B3aemonia 3 iHIIUMU
JIiIKapChbKUMHU 3aco0aMu Ta iHIII BUAU B3a€MOfili» «Bnnus GriykoHa30iy Ha iHIIi
JIiIKapChKi 3aco0m».

I'enamobinaiapHa cucmema. [alieHTaM i3 nmopyumeHHAM QyHKIIN ITeYiHKY IIpernapaT
CJIii 3aCTOCOBYBATH 3 00epekHiCTI0. 3aCTOCyBaHHA (hIIYKOHA30JTY acoIlitoBaocs 3
BUHUKHEHHSM PiAKiCHUX BUMAJKiB PO3BUTKY TSIKKOI relaTOTOKCUYHOCTi, BK/II04Yal04u
jleTaJIbHI BUIIQIKYU, TOJIOBHUM YMHOM Y IALIIE€HTIB 13 TAXKKMMU OCHOBHUMU
3aXBOPIOBAaHHSIMU. Y BUIIaAKaX, KOJIM PO3BUTOK I'elIaTOTOKCUYHOCTI acoIlifoBaBCs i3
3acTOCyBaHHSIM (pJIyKOHA3051y, He OyJ10 Bim3HaYeHo ii SBHOI 3aJIe2KHOCTI Bifl 3arajbHOI
no00BOl 03U ITpemaparTy, TPUBAJIOCTI Teparril, ctaTi abo Biky mailieHTa. 3a3Bu4an
reraTOTOKCUYHICTh, CIpUYMHeHa p1yKoHa30J10M, 000POTHA, a il MPOosSIBU 3HUKAIOTh
IicIst MPUIIMHEHHS Teparil.

3a mallieHTaMi, y SSKUX ITPY 3aCTOCYBaHHI (DIIYKOHA30J1y CIIOCTEPIraloThCs BiOXUIIEHHS
pe3ysbTaTiB QYHKIIIOHAIBHUX P00 MEeYiHKY, CMIil BCTAHOBUTHU PETEJIbHUMN HarIsa
IIIOJI0 PO3BUTKY OiJIbIII TSKKOTO YpaxkKeHHS MeYiHKU.

[TamienTiB cmig mpoiHgopMyBaTH IPO CUMIITOMH, IO MOXKYTh CBIOUUTU PO CEPHUO3HUU
BIUIMB Ha IEeYiHKY (BUpaXkeHa aCTeHisl, aHOPEKCis, IMocTiiHa HymoTa, O/1I0BaHHS Ta
KOBTSHUIISA). Y TAKOMY BUIIaAKYy 3aCTOCYBaHHS (PJIyKOHA30JIy CJIig HErauHO
IIPUIIMHUTHU Ta IIPOKOHCYJIbTYBAaTUCS 3 JIIKapeM.

Cepueso-cy0uHHa cucmema. [lesaKi a30/Iud, y TOMY YUCII i PIIyKOHA30J1, aCOLiI0I0ThCA 3
nopgoBxkeHHAM iHTepBany QT Ha enekTpoKapaiorpami. ®1yKOHa30J1 IOJOBXKYE
iHTepBan QT mIIgaxoM NPUTHIYEHHS BUNIPSIMIIAIOYOro KanieBoro KaHamy (Ikr).
[TomoBxkeHHs iHTepBany QT BHacCHigoK mil iHIIUX JIiIKapChbKUX 3aCc00iB (HampukiIazn
aMiomapoHy) MOXKe IIOCHUIIOBATUCSA Y pe3yibTaTi npurHidenus gpepmenty CYP3A4
nuToxpoMmy P450. IToBimoMiisiau Ipo OyzKe PiOKiCHI BUMIagKM IIOOOBXKEHHS IHTepBaly
QT Ta mapokcu3MaabHOl HIJIYyHOYKOBOI TaxXiKapfil TUNy «IIipyeT» IPU 3aCTOCYBaHHI
npenapaty ®nykoHa30y-KP. Taki moBifoMJIeHHSI CTOCYBaJIMCS IAILlIEHTIB i3 TAXKKUMU
3aXBOPIOBAaHHSAMU ITPU NOEOHAHHI OaraTthox (pakKTOpiB PU3UKY, TAKUX SIK CTPYKTYPHI
3aXBOPIOBAHHS CePIIs, MOPYILIEHHS €IeKTPOJIITHOTO OOMiHY Ta OfHOYacHe
3aCTOCYBaHHS iHIIMX JTiKapChKUX 3aco0iB, 1110 BIIKUBalOTh Ha iHTepBan QT. ITailienTu 3
rirnokaJsieMieto Ta IPOTrpeCcyrdo0l0 CepPLieBO0 HEOOCTATHICTIO MalOTh IIiABUIIIEHUN
PU3KUK BUHUKHEHHS 3arpO3/IUBUX OJIA XKUTTSA IIJIYHOYKOBUX apUTMIU Ta
MapOKCHU3MaJIbHOI IIJTYHOYKOBO1 TaxiKapAil TUILY «HipyeT».

®dnykonaz3on-KP ciim 3 00epexkHiCTI0O 3aCTOCOBYBATHU MalliEHTaM i3 pU3UKOM PO3BUTKY
aputMmiii. OgHOYacHe 3aCTOCYBaHHS pPa3oM i3 TiKapChbKUMM 3acob0aMu, 110



MTPOJIOHTYIOTH iHTepBan QTc Ta MeTaboi3y0ThCs 3a gormoMoroio pepmenty CYP3A4
nuToxpoMmy P450, npoTtunoka3aHe (OuB. po3ainu «IIpoTunoka3anHs» i «B3aemomis 3
IHIMMMU JTiKapChbKUMHU 3acob0aMu Ta iHIII BUOU B3a€EMOIIN»).

I'anogpanmpuH. T'anopauTpuH € cyoctpaTtoM pepmeHTy CYP3A4 i mponoHTye iHTEpBan
QTc npu 3acTOCYyBaHHI y peKOMEHOOBAHUX TepalneBTUYHUX A03ax. OgHoYyacHe
3aCTOCyBaHHS rano¢gaHTPUHY Ta GIYKOHA30/Iy HE PEKOMEHAYEThCS (OUB. PO3Min
«B3aemogis 3 iHIMMMM TiKapchbKUMM 3acoO0aMu Ta iHIIT BUOU B3aEMOMIN»).

IIepmamoanoeiuHi peakuii. Ilig 94ac 3acTocyBaHHS (PIyKOHA30JIy PiAKO MOBiOOMIISIN
PO PO3BUTOK TaKUX eKC(}OIiaTUBHUX IIKIPHUX peakllii SK cuHgpom CTiBeHCa-
I[I>KOHCOHa Ta TOKCUYHUH ellilepMalbHUN HEKPOIIi3. IToBiHOMIISIIOCS IPO peakiliio
JIiKapCchbKUX 3ac00iB 3 eo3uHOQinieo Ta cucteMuuMu cumnrTomMamu (DRESS curgpom).
[TamienTu 3i CHIJoM 6inbill CXUJIBHI 0 PO3BUTKY TSAXKKUX MIKIiPpHUX peaklliil mpu
3aCTOCyBaHHI OaraThox JIiKapCchbKHX 3aco0iB. fAKIIO y mallieHTa i3 TOBEPXHEBOIO
rpuOKOBOIO iHMEKITIEIO 3 IBISIIOTHCS BUCHUIIH, 110 MOXKHa ITOB’SI3aTH i3 3aCTOCYBaHHSIM
(bnnykKoHa30my, mogasnbille 3aCTOCYyBaHHSA IpenapaTy CIif IPUINHUTHA. AKII0 y
MalfieHTa 3 iHBa3WBHOIO/CUCTEMHOIO TPUOKOBOIO iH(pEKIIi€l0 3’ IBISIIOTHCS BUCUIIHA Ha
IIIKipi, 3a 0T0 CTAaHOM ITOTPiOHO PETEeNbHO CIIOCTEPITaTH, a Y BUIIAAKY PO3BUTKY
OyTbO3HUX BUCHUITIB a00 MyIbTU(POPMHOI epuTEMHU 3aCTOCYBaHHS (QIIyKOHA30JIy CIIif
NPUIIAHUTH.

I'inepuymaugicmb. Y pigKiCHUX BUIIaAKaX IIOBIOOMIISAIN IIPO PO3BUTOK
aHa(pimakTUYHUX peakiliu (OuB. po3mOin «IIpoTUIOKa3aHHSI»).

Llumoxpom P450. ®nykKoHa301 € moMipHuM iHribiTopom ¢pepmenTiB CYP2C9 Ta
CYP3A4. Takox (pr1yKoHA30J1 € IMTOTyKHUM iHriGiTopoM pepmenty CYP2C19. Crmin
CIIOCTepiraTy 3a CTaHOM IIAIli€HTIB, sIKi OMHOYAaCHO 3aCTOCOBYIOTh ®nyKoHa30/1-KP Ta
IpenapaTy 3 By3bKUM TepPaleBTUYHUM BiKHOM, 110 MeTabo0J1i3yI0ThCS 3 y4acCTIO
CYP2C9, CYP2C19 ta CYP3A4 (puB. po3ain «B3aemMopisa 3 iHIIUMHU TiKapChbKUMU
3aco0aMu Ta iHIIi BUOM B3AaEMOMIIN»).

TeppernaduH. Crim peTenbHO CIIOCTEPIraTy 3a CTAHOM IalliEHTa IIPY OGHOYaCHOMY
3acTocyBaHHi TepdeHanuuy Ta ¢paykoHalony y go3i menine 400 Mr Ha moOy (OuB.
po3minu «IIpoTurnokalaHHsa» i «B3aemMomist 3 iHIMIMMHY JTiIKapCbKUMU 3aco0aMu Ta iHIIi
BUOM B3aEMOMIN»).

IHormoMixKHi peyoBuHHU. [IpenapaT MicTUTSh j1akKTO3y. [laniieETaM 3 pigKiCHUMU
CIIadKOBMMM 3aXBOPIOBAHHSMU, TAKMMU SIK HEIIEPEHOCUMICTh rajaKTO3H,
HeIOOoCTaTHICTh makTa3u Jlanma Ta ManbabCcopO1lis TTI0OKO3U-TaJlaKTO3M, He CIIif
3aCTOCOBYBAaTH ey IIpenapar.



3maTHiCTh BIUIMBATH HA IIBHIKICTH peakiIliili mMpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3MaMHu

HocrnigxeHb BIIUBY npenapaty OinykKoHa3051-KP Ha 3maTHICTS KepyBaTu
aBTOTpaHCIIOPTOM abo ITpallfoBaTH 3 iHIIMMHU MexXaHi3MaMu He ITPOBOOUJIN.

[NamieHTiB crig mpoiH(gOpMyBaTH ITPO MOXKJIMBICTh PO3BUTKY 3allaMOpPOYeHHSA abo
cynoM (muB. po3min «I1o6iuHi peakiiii») mig Yac 3aCTOCOBYBaHHS IIperapary
®dnykona3on-KP. [Ipy po3BUTKY TaKUX CUMIITOMIB HE PEKOMEHAYETHCA KepyBaTu
aBTOTpPaHCIIOPTOM abo ITpallfoBaTH 3 iHIIUMU MeXaHi3MaMHu.

3acTocyBaHHs y nepioa BaritTHocTi a00 romyBaHHs IPyaaio

BariTHiCcTb

3a maHuMu 00CepBallifHOTO [HOCHiAXKEeHH S, iCHY€ ITigBUIIIeHUN PU3UK CIIOHTAHHOTO
abopTy y XKiHOK, SKi oTpuMyBanu GIYKOHA30JI IIPOTATOM I TpUMeECTPY BariTHOCTI.

ITaHi neKinbKOX TUCAY BariTHUX XKIHOK, AK1 OTPUMYBaJIX KyMYJISTUBHY 0O3Y
¢bnykoHazony < 150 Mr B IepiioMy TPUMECTPIi, He TTOKa3yloTh 30ibIIeHHS 3arajlbHOTO
PU3UKY BaZ PO3BUTKY IJIOOY.

B ogHOMY BeJIMKOMY HarjissgoBOMY KOTOPTHOMY OOCIIiXKEHH] BIIJIUB OPaIbHOTO
dbnykoHazony y mepiioMy TpuMecTpi OyB ITOB'ss3aHUM 3 HEBEJIMKUM MHiTBUIIIEHUM
PU3KUKOM PO3BUTKY OIIOPHO-PYXOBOTO arapary, 0 BifnoBigae npubausso 1
momaTkoBoMy BuriagkKy Ha 1000 XKiHOK, K1 OTpUMYyBajid KyMYJIATUBHI fo3u <450 Mmr,
MMOPiBHAHO 3 XiHKaMH, SKi OTpUMYyBaJId MiclleBi a30mu, i npuban3HO 4 mOmaTKOBI
Bunagku Ha 1000 XiHOK, Ki OTpUMyBaJIu KYMYJISITUBHI fo3u noHan 450 Mmr.
CKopuroBaHuM BiIHOCHUU PU3UK cTaHOBUB 1,29 (95% I 1,05-1,58) gnst 150 mr
mepopanbHOro npuiiomy ¢paykoHazony Ta 1,98 (95% I 1,23-3,17) gns mo3 moHan 450
MTI" (pJIyKOHa3011y.

[ToBimoMIisiyi IIPO YHMCJIEHHI BPOOZKEHi ITaTOIOTil y HOBOHAPOAXKeHUX (BK/IIOUAl0UU
Opaxiuedarito, guCIIIa3i0 BYIIHOI paKOBUHY, HagMipHe 30iIbIIIeHHS ITePEeaHbOTO
TiM’I4Ka, BUKPUBJIEHHS CTETHA, [IJIeYOIIPOMEHEBUUN CUHOCTO3), MaTepl AKUX
mpu¥iManu BUCOKi mo3u ¢pnykoHas3omny (400-800 Mr/moby) MpOTITroM MpuHaAWUMHI TPhOX
a60 OinbIlle MiCAIIIB IS JTiKyBaHHS KOKIIMAI0IA03y. 3B’ 30K MiXK 3aCTOCYBaHHSIM
(pr1ykOHa305y Ta QUMY BUNIaAKaMU HE BU3HAUYEHUN.

IHocriaKeHHA Ha TBapUHaX IIPOJAEMOHCTPYBaIM PENPOAYKTUBHY TOKCUYHICTE.

He crig 3acTocoByBaTy 3BUYaliHi 403U PJIyKOHA30/Iy Ta KOPOTKOTPHUBAaJi KypCcHu
JIiKyBaHHS (PJIYKOHA30JI0M y Iepion BariTHOCTI 3a BUHATKOM KpaWHbOl HEOOXigHOCTI.



He cnig 3acTocoByBaTu BUCOKIi mo3u (piyKoHa30iy Ta/ab0 TpuUBasli KypCcHu JIiKyBaHHSA
(br1yKoHa30510M y mmepiofn BariTHOCTI, 3a BUHSATKOM JIiKyBaHHS iH(MEKIIil, 10 MOXKYTh
3arpoxKyBaTU XKUTTIO.

I'ogyBaHHS IPyOOI0

®1yKOHa30J1 MPOHUKAE ¥ TPyOHE MOJIOKO Ta HOCATra€ KOHIEeHTpallil moAgibHol 0 piBHA
y m1a3Mi KpoBi ([Jus. po3ain «®apMakoKiHeTHKa»). 'ogyBaHHSA IPyangi0 MOXKHA
IIPOAOBXKYBaATH ITIiCJISI Pa30BOT0 3aCTOCYBaHHS 3BUYaUHOIL 03U (PJIIyKOHA30J1y, IO
ctaHoBuTh 150 mr. 'ogyBaTH rpyOmoio He peKOMEHOYEThLCS ITpu 6araTopa3oBoOMY
3acToCcyBaHHi (IyKOHa30s1y abo ITpu 3aCTOCyBaHHiI BUCOKUX 103 (pirykoHazony. Cifn
OLIIHUTU KOPUCTH I'OAYBAHHS I'PYOAIO OJIsT PO3BUTKY 1 3M0POB’S OUTUHY, a TAKOXK
KJIiHiYHY ToTpelOy MaTepi y npenaparti ®nykoHa305-KP i Oyab-sKi moTeHIiMHI To0igHi
edexkTn npenapaty ®nykoHa3051-KP abo 0CHOBHOTO 3aXBOPIOBAHHS MaTepi mys
OUTUHU, siKa OTPUMY€E I'PyOHE BUTOOOBYBaHHS.

QepPTUIIBHICTD

®dnyKOHa30II He BIJIMBAB Ha PepPTUJILHICTH CaMIIiB Ta CaMOK IIypiB.
Cnocid 3acTocyBaHHs Ta I03H

Io3a ¢prykoHa30/1y 3aleXKUTh Biff BUAY Ta TAXKKOCTi rpuOKOBOI iHbeKIil. s
OinbIIOCTi BUMIAAKIB BariHaJbHOTO KAHAUA03Yy OOCTAaTHHO Pa30BOT0 3aCTOCYBaHHS
nmpemnapary.

[Tpu HeoOximHOCTiI 6araTopPa3oBOT0 3aCTOCYBaHHS IIpenapary JIiKyBaHHSA iHGEKIii CITif
IIPOAOBXKYBaTHU A0 3HUKHEHHS KIiHIYHUX Ta 1ab0paTOPHUX MPOSBiB aKTUBHOCTI
rpuOKoBoOi iHdekIrii. HemocTaTHS TPUBAIiCTD JTiKyBaHHS MOXKe ITPU3BECTH OO0
BiTHOBJIEHHSI aKTUBHOI'O iH(QEKIIIMHOTO IPOIIEeCY.

®dnykoHazon-KP 3acTocoByBaTH, 3a/1€2KHO Bifl JIiKapCchKol (popmMu, HepopasbHO
(karicynu) abo BHYTPIIHLOBEHHO IINISX0M iH(DY3il (po3uuH nns ingysii). Criocio
3aCTOCYBaHHA IIpenapary 3ajJIeXXUTh Bif KJIIHIYHOTO CTaHy nalieHTa. Hemae
HeoOximHOCTI 3MiHIOBaTH mMOOOBY [03Y IIperapaTy Npu 3MiHi HIIsAXy #0T0
3aCTOCYBaHHS 3 IIEepPOPaIbHOIO Ha BHYTPIIIHbOBEHHUM Ta HaBIaKMU.

Kancynu cnig koBTtatu minumu. [IpuiioM mmpenapaTty He 3aJIeKUTh Bifl IPUHUOMY 1XKi.
Hopocii
Kpunmokokos

e JIikyBaHHSI KPUIITOKOKOBOTO MEHIHTITy: HaBaHTaxKyBaJIbHa A03a CTaHOBUTH 400
MT y mepiui neHsb. [limTpuMyBasnbHa mo3a - 200-400 mr 1 pa3 Ha mo0y.



TpuBasicTh JIiKyBaHHS 3a3BAYall CTaHOBUTH IIIOHAUMeHIlIe 6-8 TuxHiB. [Ipu
iH(peKIligaX, 1110 3arPOXKYIOTh XKUTTIO, MOOOBY N03y MOKHa 30inbimuTu 10 800 Mmr.

e [linTprMyBasibHa Tepalis O [MolepeaXKeHHs PeUauBy KPUIITOKOKOBOTO
MEHIHTITY y Halli€HTiB 3 BUCOKUM PU3UKOM HMOT0 PO3BUTKY: pEKOMEHAOBaHa [03a
npemnapaTty cTaHOBUTH 200 MT oguH pa3 Ha J00y IpPOTSIroM HeOOMeXKeHOro Yacy.

Kokuudioidos

e PekomeHnpgoBaHa mo3a ctaHoBUTH 200-400 Mmr 1 pa3 Ha go0y. TpuBanicTh
JIIKyBaHHS CTaHOBUTH 11-24 micsiii abo goBIle 3ajIe’KHO Bif cTaHy maillieHTa. s
JIIKyBaHHS Oesskux hopM iHdeKIlil, a 0coOIUBO I JIIKyBaHHS MEHIHTITy, MOXKe
OyTH OOIiIbHUM 3acTocyBaHHS mo3u 800 Mr/mo0y.

IHBa3usHi kaHOuUOo03Uu

HaBaHTaxyBasnbHa go3a cTaHoBUTh 800 Mr y mepiuui geHb. [linTpuMyBaibHa Oo3a —
400 mr 1 pa3 Ha goOy. 3a3BU4Yail peKOMeHIOBaHa TPUBAJICTh JIiKyBaHHS KaHOUOeMil
CTAaHOBUTH 2 TUZXKHI MiCJIA IEePIIUX HEeraTUBHUX Pe3yJibTaTiB reMOKYJIbTYPU Ta
3HUKHEHHS O3HaK i CUMIITOMIB KaHOUOeMil.

KaHoudo3 cau3zosux 060410HOK

e KaHIMO03 pOTOTJIOTKM: HaBaHTaXyBaJjibHa fo3a cTaHOBUTH 200-400 Mr y nepiumu
OeHb, migTpuMyBanbHa go3a - 100-200 mr 1 pa3 Ha moOy. TpuBasicTh TiKyBaHHS
CTaHOBUTH 7-21 meHb (00 mOCSATHEHHS peMicii), ame Moxke OyTu 30inbIilieHa Ot
MAaIi€HTIB i3 TAXKKUM iMyHOOE()IITUTOM.

e KaHOmOo3 cTpaBOXOAy: HaBaHTaxKyBajibHa fo3a cTaHOBUTH 200-400 Mr y nepimu
OeHb, migTpumyBanbHa go3a - 100-200 mr 1 pa3 Ha go0y. TpuBamicTh TiKyBaHHS
ctaHoBuTh 14-30 gHIB (IO moCSTHEeHHS peMicii), ame Moxke OyTu 30inbIlIeHa OJIst
MAaIi€EHTIB i3 TAXKKUM iMyHOOE(IilTUTOM.

e Kannupnypisi: pekoMeHgoBaHa go3a cTaHoBUTHL 200-400 Mmr 1 pa3 Ha mo0y
npotsarom 7-21 gHiB. [IJ1 DaAIli€HTIB i3 TAXKKUM iIMyHOOeIiIUTOM TPUBAIICTh
JIIKyBaHHSI MOXKHa 30iTbIIUTH.

e XpoHiuHMM aTpodiyHMM KaHONO03: peKOMeHgoBaHa go3a cTaHoBUTh 50 mMr 1 pa3
Ha moOy mpoTtsirom 14 mgHiB.

o XpOHIUHMM KaHOUA03 IIKipU Ta CIM30BUX 000JIOHOK: peKOMeHIOBaHa o3a
ctaHoBuTh 50-100 Mr 1 pa3 Ha mo6y. TpuBasicTh TiKyBaHHS CTAHOBUTH [0 28
OHIB, ajie Moxke OyTH 30ilbIlleHa 3aJIe2KHO Bifl TI2KKOCTi Ta BuAy iHpeKIlii abo
3HUXKEHHS IMYHITETY.

[TonnepenXkeHHS pPeUAUBY KaHOUOO3Y CIU30BUX 000JIOHOK y mallieHTiB 3 BIJI, gki
MalOTh BUCOKUU PU3UK UOT0 PO3BUTKY.



e KaHIMO03 pOTOTJIOTKY, KAHAUO03 CTPABOXOAY: PEKOMEHOOBaHa 103a CTaHOBUTH
100-200 mr 1 pa3 Ha go0y a6o 200 Mr 3 pa3u Ha TUXK[eHb. TPUBAIICTD TiKyBaHHS
€ HeoOMEeIKEeHOIO [JIs Malli€HTiB i3 IPUTHiYeHUM iMyHITETOM.

[TpodimakTKa KaHOUOO3HUX iHPEKIiN y Halli€eHTiB i3 TPUBAJIOK HEUTPOIIEHIEO.

e PekomeHpoBaHa fmo3a ctaHoBuTh 200-400 mr 1 pa3 Ha goOy. JIikyBaHHS CITif
PO3TMOYMHATHU 3a KiJlbKa OHIB OO 04iKyBaHOT'O PO3BUTKY HEUTPOIEHIl Ta
IIPOAOBXKYBATH IIPOTATOM 7 OHIB MiCJig MiABUILEHHSA KiJIbKOCTI HEUTPOQIisIiB ITOHAT,
1000/MmM3.

I'eHimasavHi KaHOuOo3u

e ['ocTpui BariHaJIbHUYN KAaHOUI03, KAaHOUOO3HUY 0allaHIiT: peKOMeHOoBaHa f03a
cTaHOBUTH 150 MI pa30Bo.

e JIikyBaHHS Ta nMpodimakTUKa PeUAUBHUX BariHaJIbHUX KaHAUAO03iB (4 abo Ginbiire
BUIIaAKiB Ha piK): peKOMeHIoBaHa no3a ctaHoBuTh 150 mr 1 pa3 Ha 3 gHi. Bcroro
ciig 3actocyBatu 3 mo3u (1-i1 meHb, 4-U OeHb Ta 7-U OeHb). [Ticisa mporo ciig
3aCTOCOBYBaTH HigTpuMyBaiibHy 703y 150 Mr 1 pa3 Ha TUXKIOEeHb IIPOTIATOM 6
MIiCSIIiB.

Ilepmamomiko3u

e Miko03 cTOII, MiKO3 I'TafleHbKO] IIKipH, ITaX0OBUU JepPMaTOMiK03, KaHOUOO3Hi
iH(deKIIil mKipu: pekoMeHOoBaHa [03a CTaHOBUThH 150 Mr 1 pa3 Ha TUXIeHb abo
50 mr 1 pa3 Ha poOy. TpuBasicTh JTiKyBaHHS CTaHOBUTH 2-4 THUXKHI. JIiKyBaHHS
MIKO3y CTOIl MOXKe€e TPpUBATHU [0 6 TUXKHIB.

e PisHOOapBHUU NHIlIali: peKOMeHOoBaHa mo3a ctaHoBUTh 300-400 mr 1 pa3 Ha
TUXKOEeHb TPOoTsAroM 1-3 TuxkKHIB abo 50 Mr Ha o0y IpoTAToM 2-4 THUXKHIB.

e JlepmaTodiTHUN OHIXOMIKO3: peKOMeHIOBaHa fJ03a cTaHOBUTH 150 Mr 1 pa3 Ha
THUXKOeHb. JIiIKyBaHHS CIif IpPOOOBXKYyBaTH, IIOKXU Ha MicIli iHpiKOBAaHOTO HIrTd
BUPOCTE 300pOBUM. [IJ1s BigpoCTaHHA 300POBUX HII'TiB Ha pyKaX Ta Ha BEJIMKUX
IabIgX HIr 3a3Bu4Yay HeoOximHo 3-6 MicariB Ta 6-12 MmicsaliB BimmoBigHo. OoHak
IIBUAKICTh POCTY HII'TiB y NallieHTiB MOXKe OyTH Pi3HOIO Ta 3ajiekaTH Bif BiKY.
[Ticns ycoimHOro JIiKyBaHHS TPUBAIUX XPOHIUHUX iH(eKIIi popMa HIrTs iHoAi
3aJIMIIaETHCSI 3MIHEHOIO.

ITauieHmu AiMHBLO20 BIKY

ITo3y HeoOximHO minbupaTH 3ajie’kKHO Bif cTaHy QYHKIiM HUPOK (OuB. «IlalieHTn 3
HUPKOBOIO HEOOCTATHICTIO» HUXKYE).

INauienmu 3 HUpPKOBO HedocmamHicmio



®dnykoHa3o1-KP BUBOOUTHCA 3 OpraHi3My IepeBaXkHO 3 Ce4yer y He3MiIHEeHOMY
Burmnsagi. [Ipu pa3oBoMy 3aCTOCyBaHHiI KOPUT'YBaTH [03y (GIyKOHaA30J1y He IOTPiOHO.
[MamieHnTaM (BKITIOYalO4y AiTe) i3 mopyiieHHIM QYHKIINM HUPOK NPU HeOOXimHOCTI
6araTopal30BOT0 3aCTOCYBaHHS MpelnapaTy y Neplinii JeHb JIIKyBaHHS CIIif
3aCTOCOBYBaTH IMo4aTKoOBY [03y 50-400 Mr 3ayekXHO Big nmoka3aHHA. [licis mporo
mo0OoBy O3y (3a/Ie2KHO Bif MOKa3aHHs) CJIiI po3paxoByBaTH BigdMOBIOHO M0 TaGIHIIL

HUXKYe:
Kripenc BigcoToxk Bin
KpeaTuHiHy PEKOMEeHO0BaHOl
(MI11/XB) mo3u
> 50 100 %
= 50 (.6e3‘ 50 %
reMofiani3y)
100 % micns
['emomiania KO2KHOTO
remopianisy

[MamienTH, sski mepeOyBaloTh Ha PeTyIIPHOMY reMofiani3i, moBuHHiI oTrpuMyBaTu 100
% peKoOMeHI0BaHOl J03H MiCJIg KOXKHOT0 remMopianidy. Y meHb, KOIU [iali3 He
IPOBOOUTHCS, IALIIEHT IOBUHEH OTPUMYBATHU A03Y, BITKOPUTOBAaHY 3aJI€KHO Bif
KJIipEHCY KpeaTuHiHY.

ITauienmu 3 nopyweHHAM (PYHKUIU NeviHKU

®yKOoHAa30J1 CJIil 3aCTOCOBYBaTH 3 00EPEeXKHICTIO IMallieHTaM i3 ITOPyIIeHHSIMHU
dyHKIIIM meuiHKY, OCKiNnbKY iH(pOpMallil om0 3aCTOCYBaHHS (PJIyKOHA30My IIii
KaTeropil maiieHTiB HegocTaTHRO (OuB. po3ginu «OcoOIUBOCTI 3aCTOCYBaHHSI» Ta
«ITobGiuHi peakirii»).

it
He cnig nmepeBumryBaTu MakcuMalibHy 1o060BYy go3y 400 mr.

4K i npu aHaNOTiYHUX iHPEKIigX Y JOPOCINX, TPUBAJIICTh JIIKYyBaHHS 3aJIeKUTh Bif
KJIiHiYHOI Ta MikKonoriuHoi BifgmnoBiai. ®mykona3on-KP 3acTocoByBatu 1 pa3 Ha mo0y.

I[lo3yBaHHS IIpemnaparTy AJId OiTel i3 mopyleHHsIM (QYHKIIM HUPOK HaBeOeHOo Y POo3isi
«IlalieHTH 3 HUPKOBOI HEOOCTAaTHICTIO».

dapmakoKiHETUKY (PJIyKOHA30J/Iy He OOCIiAXKyBaJii y OiTel 3 HUPKOBOIO
HeOOCTaTHICTIO.



ity BiKOM Bif 12 pokKiB

3asekHO Bim Macu Tisla Ta my0epTaTHOTO PO3BUTKY JIiKapIO CIIif OIIHUTHU, SKa H03a
npemnapaty (O mopocnaux abo IOis miTel) € ONITUMAaIbHOIO IS nallieHTa. KniniuHi
OaHi cBig4yaTh IPO Te, IO y AiTeu KilipeHC (IyKOHA30JIy € BUIUM IIOPiBHSIHO 3
popocnauMu. 3actocyBaHHsA 003 100, 200 ta 400 Mr gopocnuMm Ta fo3 3, 6 Ta 12 Mr/kr
1 pa3 Ha o0y OiTAM NPU3BOOUTH [0 MOCSATHEHHS CIiBCTAaBHOI CUCTEMHOI €KCITO3HIIil.

EdekTuBHicTh Ta 6€3MeKa 3aCTOCYBaHHS MpelapaTy OJis JiKyBaHHS I'eHiTalbHUX
KaHOWOO03iB y OiTeld He BCTaHOBINeHi. HasgBHa Ha gaHuM 4ac iHdopMallisg HaBegeHa y
po3mini «ITo6iuHi peakiiii». AKIiIo icHye HaraibHa moTpebda 3aCTOCYBaHHS ITperapaTy
nipgmiTkaM (BikoM Big 12 mo 17 pokiB), ciiif 3aCTOCOBYBaTH 3BUYaWHI 403U OJIs
OOPOCIIUX.

ity BiKOM Bim 5 mo 11 pokiB

Kaugumo3u ciu30BUX 000JIOHOK: ITOYAaTKOBA [103a CTAHOBUTH 6 MI/KT/mo0y,
ImigTpuMyBajibHa mo3a - 3 Mr/kr/mo0y. [TogyaTKoOBY mo3y MOXKHa 3aCTOCOBYBATHU Y
MepInui JeHb 3 MeTOI0 OiJIbII MIBUAKOTO OOCSATHEHHS PiBHOBaXKHOI KOHIIeHTpallil.

IHBa3MBHI KaHOWOO03M, KPUIITOKOKOBUM MEHIHTIT: J03a IIpemnapaTy CTaHOBUTH 6-12
MT/KT 1 pa3 Ha mo0y 3a/eXHOo Biff CTYIEeHSs TSAXKKOCTi 3aXBOPIOBaHHS.

[linTpuMyBasbHa Tepamis OJjid IolepeaKeHHs PeluguBy KPUIITOKOKOBOTO MEHIHTITY Yy
OiTed 3 BUCOKUM PU3UKOM MOT0 PO3BUTKY: A03a IIpenapaTty CTaHOBUTH 6 MI/Kr 1 pas
Ha noOy 3a/ie’KHO Bifl CTyIIeHs TSI2KKOCTi 3aXBOPIOBaHHS.

[TpodimakTKa KaHOUOO3iB y NAlli€HTIiB 3 iMyHOAediuTOM: A03a IIpernapary
cTtaHoOBUTH 3-12 Mr/Kr 1 pa3 Ha mo0y 3a/ie>KHO BiJl BUPaXKe€HOCTi Ta TPHUBAJIOCTI
iHmyKOBaHOI HEUTPOMEHil (OUB. MO3M OJISI HOPOCIUNX).

itk

3acTocoByBaTH JIiKapChKul 3acib y dpopMi Karcys 11ifi KaTeropil mailieHTiB MOXKHa
TOMi, KOJIM OiTH 30aTHI 6e3MeYH0 IIPOKOBTHYTH KalCyJly, 10 3a3BUYall € MOXKJIUBUM Y
Bili Bim 5 pokiB (auB. po3min «Crocib 3acTocyBaHHS Ta AO3U»).

Ilepeno3yBaHHsA

OTpuMaHO MOBIAOMJIEHHS IIPO epeao3yBaHHA (QIYKOHA30JI0M; OOHOYAaCHO
MMOBiIOMJISIJIM ITPO Ta/IlI0LIMHAllil Ta TapaHOoigalbHY IIOBEOiHKY.

[Tpu mepeno3yBaHHI HEOOXiTHO IPOBECTU CUMIITOMATHUYHY MiATPUMYBaJIbHY Teparlito
Ta y pa3i HeoOXiAHOCTi IPOMUTH HIJTYHOK.



®nyKOoHa30/I 3HAaYHOIO MipOI0 eKCKPETYETHCA 3 cedelo; GOpPCOBaHUM Aiype3 MOoxKe
IIPUCKOPUTH BUBEOEHHS IIpenapary. CeaHC reMopiaiidy TPpUBaJiCTIO 3 TOOUHU 3HUXKYE
piBeHb QIIYKOHA30J1y y mna3Mi KpoBi mpubnausxHo Ha 50 %.

IToOiuni peakmii

HattuacrTime (> 1/10) noBigomIsiiiu IIpo Taki mobiuHi peakirii: rooBHuM 6innb, 6ib y
YyepeBHiM MOPOXKHMHI, miapes, HynoTa, O/II0BaHHS, ITiOBUILIEHHS PiBHS
anaHiHaMmiHOTpaHCcepa3u (AJIT), migBumIeHHS PiBHA acllapTaTaMiHOTpaHcdepas3u
(ACT), migBuiieHHs piBHS My>KHO1I PpocdaTa3y KpPoBi, BUCUTIaHHS.

[I715 OLiIHKY YaCTOTH BUHMKHEHHS ITOOIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy
Knacudikailiito: nyzxe dacto (= 1/10), gwacTo (Bim = 1/100 mo < 1/10), HeuacTo (Bim =
1/1000 mo < 1/100), pigko (Bixg = 1/10000 mo < 1/1000), oy=xke pigko (<
1/10000), yacTtoTa HeBimoMa (HEMOZKJIMBO OIIHUTH Ha IIifCTaBi HAasIBHUX OaHUX).

3 00Ky cucTeMHu KpOBi Ta JliMpaTUIYHOI CUCTEMHU.

Heuacto: anemis.

Pigko: arpaHy/nouuTO3, TEUKOIIEHisI, TPOMOOIIUTOIIEHisT, HEUTPOIIEHis.
3 60Ky iMmyHHOI cucmemu

Pigko: anadinakcis.

MemaboaiuHi ma animeHmapHi po3aaou

HeugacTo: 3HUKEHHS alleTUTy.

Pigko: rinepxonectepuHeMis, TinepTpuriilepugeMis, rirnokKaaieMis.
[IcuxiyHI MOPYyIIEHHS.

HeuacTo: 6€3COHHS, COHJIUBICTb.

3 6boKy Hepsosoi cucmemu

YacTo: TosIoBHUM Oiflb.

Heuacto: cygoMu, napecresis, 3alaMOPOY€eHHS, IIOPYILIEeHHA CMaKy.
Pigko: Tpemop.

3 60Ky opeaaHis cayxy ma eecmuby1apHO20 anapamy

HeuacTo: BepTuro.



3 6oky cepus

Pigko: mapokcu3MaibHa LIJIyHOYKOBA TaxiKapisd TUILy «IipyeT», IOOOBXKEHHSI
inTepBany QT (muB. po3min «OcobIMBOCTI 3aCTOCYyBaHHS»).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMy

YacTo: 6inb y YepeBHil NOPOXKHUHI, HyOTa, Aiapesi, OJII0BaHHS.
HeuacTo: 3amop, OuUCIIencisa, MeTeopu3M, CyXiCTh y POTi.
I'enamobiaiapHi po3aadu

YacTo: migBuIlleHHS PiBHA anaHiHaMiHOTpaHCcdepas3u (AJIT), migBumieHHS PiBHSA
acriaptaTaminoTpaHcdepasu (ACT), migBuilleHHs PiBHSA JIy>KHOI pocdaTa3u (OuB.
po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

HeuacTo: x0necTas, 2KOBTSHHUIIA, MiABUILEHHSA PiBHA OiTipyOiHy (OUB. po3min
«OCcOoOIUBOCTi 3aCTOCYBAHHSI»).

Pigko: me4yiHKOBa HEOOCTATHICTD, renaTOLEIIISAPHUN HEKPO3, TellaTUuTH,
reraTolleNoJIIpHe ypaxKeHHs (OuB. po3[inn «OcobMBOCTi 3aCTOCYBaHHS»).

3 60Ky wkipu ma nidwkKipHOI MKAHUHU
YacTto: BucunanHs (OuB. po3ain «OcobIMBOCTI 3aCTOCYyBaHHSI»).

HeuyacTo: MeguKaMeHTO3HUM OepMaTHUT (BK/IO4Yaoun (pikCoBaHNUN MeIUKaMeHTO3HUU
OepMaTHUT), KPOIIUB THKA, CBePOixK, ITimBUIIleHe TOTOBUIIIeHHS (IUB. PO3MIis
«OCcoOIUBOCTi 3aCTOCYBAHHST»).

Pigko: TOKCUYHUY ellifepMaibHUU HEKPOJIi3, cuHOApPoM CTiBeHca-[lKOHCOHa, TOCTpUun
reHepasi3oBaHUMN €K3aHTEMAaTO3HUU IIyCTYIb03, eKCPOoTiaTUBHUMN OEepMaTuT,
AHTiIOHEBPOTUYHUMN HAOPSK, HAOPSAK o0nuyuus, anonenis (oquB. po3min «Ocobm1uBoCTi
3aCTOCYBaHHS»).

HeBimoMo: MequKaMeHTO3Ha peaklisi 3 €03MHO(DIITIE€0 i CHCTEMHUMU IPOsiBaMU
(DRESS).

3 60Ky ONOPHO-PYX08020 anapamy ma CNnoAYy4YHOI MKAHUHU
HeuacTo: Mianrig.

3araibHi po3jIagy Ta peakxlliil y Miclli BBegeHHS

HeuacTo: migBumieHa BTOMJIIOBaHICTh, He3OyXKaHH/, aCTeHis, rapd4Ka.



Iimu

YacTtoTa Ta xapakTep MoOiYHMX peaklliil i BimXuiaeHb Bil HOPMU Pe3yJIbTaTiB
s1abopaTOpPHUX aHali3iB y XOmIi KIiHIYHUX JHOCTiAXKeHb 3 Y4acCTIO [IiTel CITiBCTaBHi 3
TaKMMHU Y JOPOCIIHX.

3BiTYBaHHS OPO Himo3pioBaHi MOOiIYHI peakiIril

3BiTYyBaHHS PO Mimo3pioBaHi MoOiYHi peakiiil micias peecTpaliii TikapchbKoro 3acoby
Ma€ BaXKJIMBe 3HaueHHs. Lle mae 3Mory nmpoBoauTu 6e3mepepBHUN MOHITOPUHT
CIIiBBIOHOIIIEHHS MiXX KOPHUCTIO 1 pu3uKaMu, IIOB’sI3aHUMMU 13 3aCTOCYBaHHSAM LILOT'O
JIiIKapChKOT0 3aco0y. MeguyHUX IIPaIliBHUKIB ITPOCSATH 3BiTyBaTU PO OyOb-sKi
imo3proBaHi MOOiUHI peakiril BifIOBiOHO TO BUMOT MiCIIeBOT0O 3aKOHOOaBCTBA.

TepMiH mpUaIaTHOCTI
3 POKH.
VYMmoBHu 30epiranHs

30epiraTtu B HEAOCTYIHOMY OJIsS OiTeM MicIri.

30epiraTtu B opuriHajabHiM yIIaKOBIli IpU TeMIlepaTypi He Buiie 25°C..
YnakoBka

Kamnicynu mo 150 mr: o 1 kancysni y 6micTepi, y madiii 3 KapToHY.
KaTeropis Bignycky

3a peLienTom.

BupoOHUK

[TAT «Ximpapm3zaBog «HepBoHaA 3ipKa».

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoBaaKeHHsI
IisTIHLHOCTI

61010, m. Xapkis, Bysn. 'opaoieHKIBCBKa, 1.
[Ixepesno iHCTPpYyKIil

[HCTpYKIIito TiKapChKOro 3aco0y B3sTO 3 0illiiHOTO mKepesia — [lepKaBHOTO PEECTPY

JIiIKapChKHX 3aco0iB YKpaiHu.
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