IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

®JIYKOHA30JI

(FLUCONAZOLE)

Cknao:
ditoua pevosuHa: ¢hmykoHa3on / fluconazole;
1 MJT pO34YKHY MICTUTD 2 MI' (PIIyKOHA30IIY;

0ONOMIJICHI peYOBUHU: HATPiIO XJIOPU, BOMA IJIS iH'€KITIH.

Jlikapcbka popmMa. Po3uuH ang iHdy3iud.

OcHosHi (pizuko-ximiuHi 81acmueocmi: Ipo3opa Oe30apBHa piguHa.

®apmakoTepaneBTHYHA rpyma. [I[poTurpubKoBi 3aco0u [y CHCTEMHOI'0 3aCTOCYBaHHS.
[Toxipgui Tpua3sony. Kog ATX JO2A CO1.

®Papmako.102iuHi 8 1acmueocmi.

®apmakoOuHamika.

Mexani3M mil

®nykoHa3071, TPOTUTPUOKOBUY 3acib Knacy Tpua30iiB. [IepBUHHAM MeXaHi3MOM HOro mil €
IpUrHideHHs rpubKoBoro 14-anbda-1aHoCTePOsI-IeMETUIIOBAHHS, 0TI0CEPENKOBAaHOT0 IUTOXPOMOM
P450, 110 € HeBifg'eMHUM eTanoM 6ioCMHTE3y I'PUOKOBOT0 eprocrepony. Akymynaiisa 14-anbda-MeTun-
CTEPOJIiB KOPEJIIOE 3 IOaIbIIO BTPATOI eprocTepoy MeMOpaHoo IpuOKOBOL KITITHUHU Ta MOXKE
BiiMOBiaTH 3a MPOTUTPUOKOBY aKTUBHICTEL QriyKoHa305y. ®1yKoHa30J1 € GinbIl CEIEKTUBHUM [I0
rpubkoBux hepMeHTiB 1uToxpomy P450, HixK [0 pi3HUX cucTeM GpepMeHTiB 1uToxpoMy P450 ccasiiis.

3acTocyBaHHS QIyKOHa307y y mo3i 50 Mr Ha moby mpoTsaroM 28 OHIB He BIIJTMBAE HA PiBeHb
TECTOCTEPOHY y IJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb eHOOTeHHUX CTEPOIMiB ¥ KiHOK
pemnponyKTUBHOTO Biky. ®nykoHa3on y no3i 200-400 Mr Ha go0y He IPOSBIISE KITiHIYHO 3HAUYIIIOT0
BIIJIUBY Ha PiBeHb €HAOTEeHHUX CTEPOifiB ab0 Ha BigMmOBib Ha CTUMYJISILII0 aqPEeHOKOPTUKOTPOIIHOTO
ropmony (AKTT) y 3mopoBux m0OpPOBOJIBIIIB YOIOBIYOL CTATi.

HocmimKeHHS B3aEMOIii 3 aHTUITIPUHOM TIPOEMOHCTPYBaIH, 110 3acTocyBaHHA 50 Mr (hIyKOHa3011y
pa3oBo abo GaraTopa30BO He BIIMBAE Ha MeTa00J1i3M aHTHUIIipHHY.



YyTIuBicTh in Vvitro

®nykoHa307 in vitro 0eMOHCTPY€E POTUTPUOKOBY aKTUBHICTE I0A0 BUAiB Candida, 110
3ycTpivaroThcs Halvacrime (Bkmovdatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata
OEMOHCTPYE 3HUKEHY YYTIUBICTh M0 GIyKoHa3o1y, Tofi Sk C. krusei Ta C. auris € pe3uCTEHTHUMU
no GrykoHas3omy.

Takox (prryKoHa30: in vitro GEMOHCTPY€E aKTUBHICTh IK IPOTU Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i mpoTu eHgeMiuHUX mIicHIBUX rpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeMo03B’130K dhapMaKOKiHeTHUHUX Ta hapMaKOOMHAMIYHUX BIaCTUBOCTEN

BipnmoBigHO 0o pe3ynbTaTiB HOCIIOXKEHb Ha TBAPUHAX, ICHY€E KOpeJIaLisd MiX MiHiMaIbHOK
inribyrouoio KoHIIeHTpali€lo Ta eeKTUBHICTIO IPOTH eKCIIEPUMeHTaTbHUX MOesel MiK03iB,
crpuuynHeHuX BugamMu Candida. BignmoBifHO 00 pe3ynbTaTiB KIIIHIYHUX JOCIiAKeHb, iCHyE JliHiliHa
3anexHicTh MixkK AUC Ta go3oio ¢pnykoHasony (nmpubnusno 1:1). Takox icHye npsaMui, ane
He[IoCTaTHii 3B’130K Mixk AUC ab0 103010 Ta MMO3UTUBHOIO KJIiHIYHOIO BilTOBIAAI0 Ha TiKyBaHHS
Opa/IbHOT0 KaHANU03y Ta MEHIIO Mipoio - KaHAUAeMil. AHAJIOTiYHO JIiKyBaHHS iH(eKii,
CIIPUYMHEHUX IIITaMaMu, [0 SKUX QIYKOHA30Jl HEMOHCTPYE BUCOKY MiHiMaIbHY iHTiOyI0UY
KOHIIEHTPAIIil0, € MEHIII 3aI0BiITbHUM.

MexaHi3M pe3nuCTEeHTHOCTI

Mikpoopraniamu pony Candida meMOHCTPYIOTh YXCJIEHHI MeXaHi3MU Pe3UCTEHTHOCTI 0 a30JIbHUX
npPOTUrpubKoBUX 3ac06iB. OIIyKOHA30/ IEeMOHCTPYE BUCOKY MiHiMasbHY iHTi0yi04y KOHIIEHTpAllil0
IpPOTH InTamiB rpubiB, SKi MalOTh OOUH a00 OinbIlle MexaHi3MiB pe3UCTEHTHOCTI, 110 HETaTUBHO
BII/IMBAa€ Ha ePEKTUBHICTD in vivo Ta B KITiHIYHIM IPaKTHUIIi.

[ToBimoMISANK NP0 BUIAAKU PO3BUTKY cymepindekiil Candida spp., inmumu, Hix C. albicans, Bumamu,
110 4aCTO Mal0Th 3HUKeHY 4yTnuBicTh (C. glabrata) abo € pe3uCTeHTHUMHU [0 (HIIyKOHA30Iy
(nanpukmnap C. krusei, C. auris). [I7g niKyBaHHS TaKuX iHQEKIIiN CIIiJT 3aCTOCOBYBaTH aJlbTePHATUBHI
TPOTUTPUOKOBi 3aC00U.

KoHTponbHiI TOYKHM (BIAIOBIZHO OO0 PeKOMeHallii €BPONEerChKOT0 KOMITETY 3 HOCIIIXKeHb YYTINBOCTI
00 aHTUMIKPOOHUX 3aCc00iB)

Basyrounck Ha foCigXKeHHi ¢papMaKOKiHeTUUHOI/(papMaKogrHaMigHOI iHpopMariil, YyTIUBOCTi

in vitro Ta KJiHi4HOI BifmoBigi, 6y/10 BU3HAYEHO KOHTPOJIbHI TOUKHY [ (GIIYKOHA30ITY IS
Mikpooprani3miB poxy Candida. Bonu Oynu po3mofinieHi Ha KOHTPOJIbHI TOYKH, III0 He MOB’g3aHi 3
IIeBHUM BUOOM, SIKi OiITBINIOI0 Mipo0 BU3HAYAIKCS HAa OCHOBI
dapmakokiHeTH4HOI/PapMaKonrHaMiuHOI iHpopMallil i He 3ayiexKasy Bif Po3MOAiNy Ha ITeBHi BUAM 3a
MiHiMaIbHOIO iHTi0yI040I0 KOHIIEHTPALli€lo, Ta Ha KOHTPOJIbHI TOYKY, TI0B’s13aHi 3 IEBHUM BUOM, III0
HalyacTille acouilooBanucs 3 iHpeKkisiMu y moguHu. 1]i KOHTPOIbHI TOUKY HaBe[eHi HuXKyYe.

ITpomuepubxosutl |KoHMpPOAbHI MOYKU, N0O8’s13aHI 3 Ne8HUM 8UOOM [KOHMpPO/bHI
3acib S</R> MoukKu, He
Candida |Candida Candida |Candida Candida 106 A3anu 3 «
albicans |glabrata krusei parapsilosis |tropicals MeBHUM BLOOM
S</R>
D1yKOHA30]1 2/4 [E * 2/4 2/4 2/4
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S - yyTnuUBUY;
R - pe3ucTeHTHUY;

O - KOHTPOJIbHI TOYKH, 1110 He TOB’sI3aHi 3 TIEBHUM BU[IOM, SIKi Oi/TbIII0I0 MipOI0 BU3HAYAIUCS Ha
OCHOBI (hapMaKOKiHeTUYHOI/papMaKoAMHaMiuHOI iHpopMallil i He 3ayiexkaTh Bifl PO3MOLiNy Ha MeBHi
BUY 3@ MiHiMaJIbHOIO iHTi6YI040I0 KOHIIEHTPAII€l0. IX [OCTifKyBaIy Ihie y MIKpoopraHi3Mis, y
SIKUX He iCHye crenu(igHol KOHTPOIbHOL TOYKY;

* - MOCTiAXKEeHHS YyTIUBOCTI HE PeKOMEHIOBaHi, OCKiTbKY HaHUM BUJl HE € METOIO JIiKapChKOl Teparrii;

IE - mokagsiB I10J10 TOTO, YX € Ied BUM METOIO JIIKapChKOl Teparril, HeJoCTaTHLO.

dapmaxkoKiHemuxka.

®apMaKOKiHEeTUYHI BTaCTUBOCTI (JIYKOHA30JTy € MONiOHUMY IIPY BHYTPIITHLOBEHHOMY i
[IepopaibHOMY 3aCTOCYBaHHI.

AGcop6irist

®nykoHa3om mobpe BCMOKTYETLCS IIPHU II€POPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpemnapary y maasmi
KpOBi i cuctemMHa GiogocTymHicTh epeBulirytoTh 90 % piBHS HITYKOHA30y Y My1a3Mi KPOBi, 1110
IOCATa€eThCs NIPY BHYTPIIIHLOBEHHOMY BBeJeHHI npenapaTy. OmHOYacHe BXKUBaHHS 1Ki He BIIJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy [IpU 10ro llepopalbHOMY 3acToCyBaHHi. [1iKoBa KOHLIEHTpallisl y Iy1a3Mi
KpPOBi focaraeTtscsd 4yepes 0,5-1,5 roguHu micng npuioMy npenapaTy HaTilecepue. KoHIleHTpauis
mpemnapary y Iia3Mi KpoBi mponopiiiHa go3i. PiBHoBaxkHa 90 % KOHIIEHTpaLisd JoCsaraeTbcd Ha 4-5
noOy NikyBaHHS IIpenapaToM IIpu 6araTopa3oBOMy 3acTocyBaHHi 1 pa3 Ha fo0y. PiBHOBaxkHa
KOHIIeHTpallig Ha piBHI 90 % mocsaraeTbcs Ha OPYTUM JeHb JIIKYBaHHS IIPU 3aCTOCYBaHHI y MepIIUi
IleHb HaBaHTaXKyBaJIbHOI 103, 1110 BABiUi MepeBUIllye 3BU4aliHy T0O0BY J03Y.

Po3nopin

006’eM po3smopiny TpubIU3HO NOPIBHIOE 3araJlbHOMY BMICTY pifuHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oinkamu mra3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa301 fobpe IPOHUKAE B YCi AOCTiAXKYyBaHi pifuHM opraHiaMy. PiBeHb QriykKoHa305y y CIUHI Ta
MOKPOTHHHI € TTOOiOHUM 10 KOHIIEHTPAllii pemnapaTy y mja3Mi KpoBi. Y malieHTiB, XBOpux Ha
rpuOKOBUYM MEHIHTIT, piBeHb QIIYKOHA30/y Y CIMHHOMO3KOBIH pimuni mocsirae 80 % KoHIeHTpalil y
IIJIa3Mi KPOBI.

Bucoki koHLeHTpallil ¢GIyKoHa301y y WKipi, 110 TePeBUINYIOTh CHPOBATKOBI, HOCATAIOTHCS Y
porosoMy 11api, emigepMici, aepmi Ta moTi. ®J1yKOHAa30J1 HAKONUYYETHCA y POorosoMy 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 JIIKyBaHHSA KOHIIEHTpALlid BCe Ille CTaHOBUJIa
5,8 Mkr/r. IIpu 3acTocyBanHi fo3u 150 Mr 1 pa3 Ha TUXKAEHb KOHLIEHTPalid GIyKOoHAa301y Ha 7-U
[eHb TiKyBaHHS CTaHOBUIA 23,4 MKT/T; Yepe3 7 OHIB MiCJg 3aCTOCYBaHHS HACTYIIHOL JO3U
KOHIIEHTpPAIIisl BCe IIe cTaHOoBuia 7,1 MKI/T.

KonnenTpauis ¢hayKoHa301y y HIrTax micns 4 micsauis 3actocyBarHs 150 Mr 1 pa3 Ha TUXKIEHb
craHoBuia 4,05 MKI/T y 3M0poBux 10OpOBOJIBIIB Ta 1,8 MKT/T IIpu 3aXBOPIOBAHHSX HITTiB;
GbnyKoHa30J1 BU3HaYaBCs Y 3pa3Kax HirTiB uepes 6 MicAIliB micis 3aBepllIeHHS Teparil.



BiorpaHcdopmariis

®nykoHa3on MeTabomi3yeThCs He3HaYHOIO Mipoio. [Ipy BBefleHHi 03U, MideHOl pagioaKTUBHUMHU
izoronamu, nuire 11 % ¢pnykoHa307Ty eKCKPETYETHCS 3 cedelo Y 3MiHeHOMY BUTIsAAl. PIyKoHAa307I €
noMipauM inri6iTopom izopepmenTis CYP2C9 ta CYP3A4, a TaKOXK MOTYKHUM iHTiGiTOpOM
isopepmenty CYP2C19.

BuBenenHsa

[Tepion HamiBBUBemeHHS (IYKOHA30Jy 3 IJIa3MU KPOBi CTQHOBUTH OJIM3BKO

30 ropuH. Binkia yacTWHa IpenapaTy BUBOLUTHCS HUpKaMmu, npudoMy 80 % BBeOeHOl fo3u
BUSIBIISIETLCA Y Cedi y He3MiHeHoMY cTaHi. KiipeHc QprnykKoHa30m1y NpONopIiiHUY A0 KIIipeHCY
KpeaTuHiny. LIupkymioiounx MeTaboJIiTiB HE BUSIBIIEHO.

TpuBanuii nepiof HamiBBUBEEHH IIpelapaTy 3 IIJla3MU KPOBi fa€ MOXKJIUBICTh pa30BOr0
3aCTOCYBaHHS IIpelapaTy IIpU BariHaJIbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaTy 1 pa3 Ha
TUXKIEHb IIPY iHIINX [TOKa3aHHIX.

HupkoBa HENOCTATHICThL

Y narieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOTO CTYIeHs (IIBUAKICTb KIIy00o4uKoBoi ¢inbTparttii < 20
MJI/XB) TIepiofl HamiBBUBeneHHs 36inmbiryeTbes 3 30 ropun mo 98 roguH. ToMmy 1l KaTeropii nauieHTiB
HeoOXiTHO 3MEHIINTH 003y (pIyKoHa30iy. ®PIyKoHa30J1 BUBOOUTHLCS IIJITXOM T'eMofiai3y, Ta MEeHIIO0
MipOI0 - LIJIIXOM IHTpalepuToHeaabHOro giamidy. CeaHCc reMofiani3y TPUBAIICTIO 3 TOOUHU 3HUXKYE
piBeHb GIyKOHA301y y I1a3Mi KpoBi mpubau3Ho Ha 50 %.

JlakTairisa

KonnenTpauii ¢pyKoHa30/1y y Iyla3Mi KpOBi i MaTepUHCHKOMY MOJIOLI BIIPOAOBXK 48 roguH micnis
npuiomMy ofHOpa30Bol fo3u 150 mr npemnapaTy ®IyKoHA30J1 OIiHIOBAU Y X041 (hapMaKOKIHETUYHOTO
IOCimKeHHs 3a ydacTio 10 XiHOK y mepiofii romyBaHHS TPYAAI0, SKi TUMYAcoBO ab0 MOCTiHHO
IPUNMHUIIYA TOAYBATH CBOIX HEMOBIIAT IPYAMAI0. Y MaTepPUHCHKOMY MOJIOII (hJTyKOHa30J1 BUSBUIIU Y
cepepHiit KoH1eHTpalil mpubnu3no 98 % Bif ToI, 110 Bif3HaYany y mua3mi Matepi. Yepes 5,2 roguHu
IIiCJIs IPUMOMY OO3U CepefHs IIiKoBa KOHI[EHTpalis y MaTepUHCBKOMY MOJIOLi cTaHoBuna 2,61 Mr/m.
Io6oBa mo3a (prykKoHa30/1y, OTPHMaHa HEMOBIISIM 3 MAaTEPUHCHKOTO MOJIOKA (SKIIO TPUUHSTH
CepenHe CIOXKUBAHHS MOjoKa 3a 150 Mi/Kr/mo0y), po3paxoBaHa Ha OCHOBI cepeaHbOi MKOBOI
KOHIIeHTPallil y Mosnoiri, 1o popiBHioe 0,39 Mr/kr/mo6y, ctaHoBUTh npubnu3Ho 40 % Bim gos3u,
PEKOMEHI0BaHOI HOBOHAPOIXKEHUM (BikoM < 2 TuXkHiB), abo 13 % Bifm m03u, peKOMEHI0BaHOI
HEMOBJIITaM [JIs JTiIKyBaHHS KaHOUO03y CIM30BUX 000JIOHOK.

it

Hani 3 papmakokineTuku Oynu ouineHi y 113 miTeit mig yac 5 mocmigkeHb: 2 HOCTIIXKEHHS Pa30BOTO
3aCTOCYBaHHS, 2 [OCHiIKeHHSI 0araTopa3oBOr0 3aCTOCYBaHHS Ta 1 HOCIimKeHHs HEJOHOIIEeHUX
HOBOHAPOOXKEHUX.

[Ticns BBegeHHS 2-8 MI/KT (JTyKOHA30I1y AiTAM BikKOoM Bif 9 micsauiB go 15 pokiB AUC cTtaHOBuUTIa
6mu3bk0 38 Mkr*rom/mit Ha 1 Mr/kr mo3u. I[licims 6araTopa3oBoro 3aCTOCYBaHHS CepPeHil mepion
HaliBBUBEeHHS (IIYKOHA30JTy 3 IJTa3MU KPOBi BapitoBaBcd Mix 15 Ta 18 rogunamu; 06’eM po3mnopiny
cranoBuB 880 mn/Kr. Binblll TpUBaIKii Iepiof HaMiBBUBENEHHS 3 MJIa3MHU KPOBI, 1110 CTAHOBUB
npubnu3Ho 24 roguHy, OyB Mic/IsS pa30BOT0 3aCTOCYBaHHS (riyKoHa3o0:my. Lleii MoKa3HUK €
CIIiBCTABHUM 3 TIE€PiOAOM HalliBBUBEOEHHS (IYKOHA301y 3 IIJIa3MHU KPOBI IIiCIIsi pa30BOro
3aCTOCYBaHHS 003U 3 MI/KT BHYTPIIITHbOBEHHO HiTsIM BikoM Bixg 11 mHiB mo 11 micsiiB. O6’em



PO3MOIiNy y MallieHTiB ITi€l BIKOBOI TPy CTaHOBUB O61113bK0 950 MII/KT.

Iocsin 3acTocyBaHHS (IyKOHA30Jly HOBOHAPOAXKEHUM 00MeXKYETHCS hapMaKOKiHETHYHUMU
OOCIiIXKeHHAMY 12 HeIOHOIIEHUX [iTeH i3 TepMiHOM recrTailil npubnu3uo 28 TuxkHiB. CepenHii BiK
OUTHHY IIPU BBEIEHHI IepIol 031U CTaHOBUB 24 roguuu (Bim 9 mo 36 roguH); cepegHs Maca Tina mpu
HapomxeHHi ctaHoBuna 900 r (Big 750 mo 1100 r). [Ins 7 maIieHTiB IPOTOKOJI AOCTiAXKEHHS 0YI10
BMKOHaHO. MakCUMyM 5 BHYTPIIIHbOBEHHUX iH €Kil (PIyKOHA30Jy ¥ 4031 6 MI/KT BBOOUIIM KOXKHi 72
ropuau. CepenHi nepion HaMiBBUBEeNeHHS CTaHOBUB 74 rogunu (44-185) y nepuiuii feHs, IOTIM
3uu3uBCs 0o 53 roguH (30-131) Ha 7-4 meHb Ta mo 47 (27-68) Ha 13-1 meHsb. [1noima mig KpUBOIO
(Mrr*rogun/mi) ctanoBuna 271 (173-385) y nepiuuii meHs, 30inpmmnacs go 490 (292-734) Ha 7-u
neHb, oTiM 3HU3uNacs no 360 (167-566) uHa 13-i mens. O6’eM po3mominy (Mi/kr) ctaHoBuB 1183
(1070-1470) y nepuii neHs, 36inbiryBaBcs mo 1184 (510-2130) Ha 7-# genb Ta mo 1328 (1040-1680)
Ha 13-7 meHb.

[TaIieHTH NTITHBOTrO BIKY

dapmakoKiHeTHYHE JOCTIXKEHHS IPOBOOUIN 3a y49acCTio 22 NallieHTiB (BiKOM Bifl 65 POKiB), IKi
3actocoByBanu 50 Mr ¢ykKoHa30/1y nepopanabHo. 10 naImieHTiB 04HOYAaCHO 3aCTOCOBYBAJIM [iyPETUKH.
C.,.x CTaHOBHUJIA 1,54 MKI/MI Ta gocAranacs IpoTAroM 1,3 TOOMHY MiC/s 3aCTOCYBaHHS (HIIyKOHA30IIy.
Cepenusa AUC cranosuna 76,4+20,3 mxr*ron/min. CepenHiv nepion HamiBBUBeeHHS - 46,2 TOOUHU.
LIi hbapMakoKiHETUYH] TOKA3HUKHK € BUIIMMHU ITOPIiBHSIHO 3 aHAJIOTIYHUMHU ¥ 300POBUX HOOPOBOJIBIIIB
MOJIOAIIOTOo BiKy. OgHOYaCHe 3aCTOCYBaHHSA AlypPETUKIB HE Majio 3Ha4yHOro BmiuBy Ha C,,, Ta AUC.
Takox KiipeHC KpeaTuHiny (74 Mi/xB), BifcOTOK (pIIyKOHA301/y, 110 eKCKPETYBABCH i3 cevelo y
He3MiHeHOMY Buriapni (0-24 roguny, 22 %) Ta HUPKOBUM KilipeHC guykoHa3omy (0,124 Mi/XB/KT) y
NallieHTiB [aHOl BiKOBOI IPyny OyIM HUXKYMMU, Hi’K aHAJIOTi4Hi MOKA3HUKHU y MOJIOMIINX
moOpoBobiiB. ToMy 3MiHM GpapMaKOKiHETHKY Y MAIliEHTIB JITHLOTO BiKy, OYeBUIHO, 3ajieXKaTh Bifl
napamMeTpiB (pyHKI HUPOK.

KniniuHi XxapakTepHCTHKH.
Iloka3aHnHus.

®nyKOHA30JI TOKa3aHUM 71 JTIKYBaHHS TaKUX TPUOKOBUX iHQEKIIN Y HOPOCTUX (OUB. PO3MiN
«®apmakooriyni BjaacTuBoCTi. PapmMakoguHamika»):

- KPUIITOKOKOBUM MEHIHTIT (IuB. po3Mmin «OcoOIUBOCTI 3aCTOCYBAHHS»);
- KOKITMAi0ino3 (muB. po3aisi «OcobIUBOCTi 3aCTOCYBAHHS»);
- 1HBa3UBHI KaHOUOO3U;

- KaHIUOO03U CIIM30BUX 000JIOHOK, BKJTIOYA0UM KaHAUI03 POTOTJIOTKY Ta KAaHIUO03 CTPABOXOMY,
KaHOUAYPis, XpOHIYHKY KaHAXWOO03 LIKIpH i CTM30BUX 000JI0OHOK;

- XPOHIYHUY aTPOoDivHNM KaHOMO03 POTOBOI IOPOKHUHY (KaHAUI03, CIPUYNHEHUN
BUKOPUCTaHHSIM 3yOHUX MPOTE3iB) Ipu HeeeKTUBHOCTI TirieHu POTOBOI MOPOXKHUHU ab0 MiciieBol
Teparil.

®yKOoHA30J TOKa3aHU A7 MPOQiTaKTUKY TaKUX 3aXBOPIOBaHb Y JOPOCIIUX SK:

- pPeluanB KPUIITOKOKOBOTO MEHIHTITY y MalLliEHTiB 3 BUCOKUM PU3UKOM HOT0 PO3BUTKY;



- peuuauB KaHIHUO03Y POTOTIIOTKY a00 CTPABOXOMAY Y mallieHTiB 3 BIJT 3 BUCOKMM PU3MKOM HOTO
PO3BUTKY;

- mpodinakTKa KaHOUAO3HUX iHQEKIiH y IallieHTiB i3 TpUBajI0i0 HEUTPOIIEHI€0 (HallpruKiIag
NaLieHTIB 3i 37T0SIKICHUME 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTH XiMioTeparito, abo malieHTiB npu
TPaHCIUIAHTAllil TeMOIIOEeTUYHUX CTOBOYPOBUX KIiTHH) (OUB. Po3ain «®apMaKoIoriyHi BIaCTUBOCT.
dapmakoguHaMiKa»).

®1yKOHA30J1 TOKA3aHUM HiTSAM Bifl HAPOOKEHHS [JIs TiKyBaHHS KaHIUOO03iB CIIM30BUX 000JI0HOK
(KaHAMOO3 POTOTIOTKY, KaHANA03 CTPABOXOAY), iHBa3MBHUX KaHAMA03iB, KDUIITOKOKOBOTO MEHIHTITY
Ta A7 NpodinakKTUKY KaHAUAO03HUX iH(DEKIIN y MallieHTiB 3i 3HUKeHUM iMyHiTeToM. [IpenapaTt
MOXKHa 3aCTOCOBYBATHU SIK MiATPUMYBaJIbHY Tepallilo [AJig IOoNepeaKeHH PeluanuBy KPUIITOKOKOBOTO
MEHIHTITY y AiTel i3 BUCOKUM PU3UKOM HOTO PO3BUTKY (OUB. po37in «OCcOOIMBOCTI 3aCTOCYBaHHSI»).

Tepamito npenapaTom OyKoHA307 MOKHA PO3NOYMHATH OO OTPUMAHHS PE3y/IbTaTiB KyJIbTypalbHUX
Ta iHIIMX 1a00paTOPHUX JOCIiXKEeHb; ONHAK IIiC/Il OTPUMAaHHS pe3yIbTaTiB NPOTUiHDEKIINHY
Tepallilo CJIi CKOPUTYBaTH BiATIOBIAHUM YUHOM.

IIpomunoka3aHHus.

- linepuyTnusicTh K0 GIYKOHA30Iy, iHIIKUX a30JIbHUX CIIONTYK ab0 10 6ymb-sIKOi 3 JOTIOMiKHUX
PEYOBHH IIpenaparTy, 3a3HadeHux y po3aini «CKaam».

- OpHOYacHe 3aCTOCyBaHHS (PIIyKOHA30JIy Ta TepheHaguHy MallieHTaM, sKi 3aCTOCOBYIOTh
bnykoHa3on 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3ybTaTaMy AOCHiAXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpgHoYacHe 3aCTOCyBaHHS (IYKOHA30Jy Ta iHIINX JiKapChKUX 3ac00iB, 110 TOAOBKYIOTh
intepsan QT Ta MeTabomi3yoThca 3a fonoMoro ¢pepmenTy CYP3A4 (Hanpukiap IU3anpumny,
acTeMi3ony, mmMo3upy, XiHiTuHy Ta epuTpoMiuuy) (ouB. po3minu «OcobIUBOCTI 3aCTOCYBAHHSI» Ta
«B3aeMopis 3 iHMMMH JTiKapChbKUMHK 3aC00aMM Ta iHIII BUOYM B3aEMOIii»).

B3aemodis 3 iHwumMu snikapcbkumu 3acodamu ma iHwi eudu e3aemodili.

HQOTI/IHOKa3aHe CyMiCHe 3dCTOCYBAHHA q)]'[yKOHaISOHy Ta HUXKYE3a3HaYeHHNX HiKaQCbKI/IX 3aco6iB

IMuzanpu0: OBiKOMJISIIM IIPO PO3BUTOK MOOIYHKX peakiliii 3 60Ky ceplld, Y TOMY YHUCJIi IIpo
[IaPOKCU3MaJIbHy IIUIYHOYKOBY TaxiKapmilo TUIY «IIipyeT» Yy MAlli€HTiB, IKi OGHOYACHO 3aCTOCOBYBAJIU
GbnykoHa301 Ta nu3anpu. KoHTponboBaHe JOCTigKEHHS IPOgeMOHCTPYBAJIo, 1[0 OMHOYacHe
3actocyBaHHsS 200 Mr ¢rykoHazomny 1 pa3 Ha moby Ta 20 Mr nu3anpuny 4 pa3u Ha 100y TPU3BOIUIIO
[0 3HAYHOI'O MiABUIIIEHHS PiBHA LIU3anpuay v Ia3Mi KpoBi Ta 40 NogoBxXeHH iHTepBany QT.
OpHOYacHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta LX3alpUAy IPOTUIIOKa3aHe (OUB. PO3Oin
«IIpoTUOKa3aHHSI»).

TepteHaOuH: yepe3 BUMIaAKHU PO3BUTKY TAXKKHUX CEPLIEBUX apUTMill, CHPUUYNHEHUX [TOA0BKEHHIM
inTepBany QTc, y mauieHTiB, siKi 3aCTOCOBYBaIu a30/IbHi IPOTUTPUOKOBI TiKapCchKi 3ac00M 0OTHOYACHO
3 TepheHaguHOM, OyNu IPOBEEH] HOCTiIKEeHHS B3a€MOil IIUX IpelaparTiB. Y X04i OGHOTO
MOCTimKEeHHS IPU 3aCTOCYBaHHi GyKoHa301my v mo3i 200 Mr Ha o0y He Oy10 BUSIBIIEHO ITOMOBXKEHHS
intepBany QTc. [HIIe gocHifXKeHHS IPU 3aCTOCyBaHHI ¢yKoHa3omy y go3ax 400 mr ta 800 Mr Ha



no0y IpogeMOHCTPYBAaJo, 1[0 3aCTOCYyBaHHA (IyKoHa305y v mo3ax 400 mr Ha goOy abo BHllle 3HAYHO
HiABUINY€E PiBeHb TeppeHafuHy y IJla3Mi KpOBi IPU OGHOYACHOMY 3aCTOCYBaHHI IIUX IpelaparTis.
CymicHe 3actocyBaHHs (iykoHa3omny y mo3ax 400 mr a6o Buille 3 TepdheHaAUHOM IPOTUIIOKA3aHE
(muB. po3min «IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHi QrykKoHa3omy y mo3ax Hux4de 400 mMr Ha mo0y
OJIHOYaCHO 3 TepheHaguHOM CIIifi IPOBOAUTHU PeTeNIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmemi30: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta aCTeMi30/Iy MOXKe 3MEHIIUTH KIIipeHC
acrteMmizony. Cupu4ynHeHe UM IiABUIIEHHS KOHIIEHTPAIlil acTeMi30/Ty y Ija3Mi KpoBi MoXxKe
IIPU3BECTH [0 Oof0BXKeHH iHTepBany QT Ta y pigKiCHUX BUIagKax - IO IapOKCU3MaJIbHOI
IIJTyHOYKOBOI Taxikappil Tuny «mipyeT». OgHOYacHe 3aCTOCYBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IPOTUNIOKa3aHe (ouB. po3pin «IIpoTunokasaHHg»).

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCYyBaHHS (PIIyKOHA30/1y Ta mimMo3umy abo XiHiguHy MoXkKe
IPU3BOIUTH [0 IIPUTHIUEHHS MeTaboi3My mimMo3uny abo XiHifuHYy, X04a BiATIOBIGHUX HOCIigXKEHb in
vitro Ta in vivo He poBomunu. ITifBUIIIEHHS KOHIIEHTpalii miMo3umy abo XiHiguHy y m1a3Mi KpoBi
MOXKe CIIpUYMHSATU NoOoBXeHHS iHTepBany QT Ta y pifKiCHUX BUNAgKax - MPU3BOLUTHU 4O PO3BUTKY
IIapOKCH3MaJIbHOI IITYHOYKOBOI TaxiKapfii Tumy «mipyeTr». OgHOYacHe 3aCTOCYBaHHSA (IyKOHA30ITy
Ta miMo3unay abo XiHigWHY MPOTUIIOKa3aHe (IUB. PO3MTin «[IpOTUIIOKa3aHHSI»).

EpumpomilyuH: ogHOYaCHe 3aCTOCYBaHHS €PUTPOMIINHY Ta (PIYKOHA30JTy MOXKe IIPU3BOAUTH [0
MiABUIIIEHHS PU3UKY PO3BUTKY KapaiOTOKCUYHOCTI (mogoBxkeHHd iHTepBany QT, mapokcu3ManbHa
IIJTyHOYKOBA TaXiKaphisd TUIY «IipyeT») i, K HaCHifOK, O PalTOBOlL CepleBol CMePTi. 3aCTOCYyBaHHS
KoMOiHaIlil 1IuX JTiKapchKuX 3ac00iB IPOTUIIOKa3aHe (quB. po3mdin «IIpoTUIIoKa3aHHs»).

He PEKOMEHOVETHLCA ONHOYACHE 3aCTOCYBAHHA @J’IyKOHEBOJ'Iy Ta HAXKY€Ee3d3HaYeHUX HiKapCbKI/IX

3aco0iB

I'anopaHmpuH: GIyKOHA30II MOXKe CIPUYUHUTH IMiIBUIIEHHS KOHI[EHTpallil rano@aHTpuHy y Iaa3Mi
KpOBi 3a paxyHOK npurtiuenus CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIUX JIiIKApPCHKUX 3ac00iB MoXKe
IIPU3BOOUTH [0 MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (mogoBxKeHHs iHTepBany QT,
napoKcu3MalibHa IITYHOYKOBa TaxiKapfis TUIy «IipyeT») i, K HaCiI0K, OO palToBOl cepleBol
cMepTi. Crtig yHMKaTH 3aCTOCYyBaHHS KoMOiHallii IMX TiKapchKux 3aco0iB (muB. po3min «OcoO0muBOCTI
3aCTOCYBaHHS»).

CyMicHe 3acTocyBaHHA MIVKOHA30IY Ta HUXKYe3a3HaUeHUX JIiIKapChbKUX 3ac00iB BUMarae
00epexKHOCTI

AMmiodapoH: ogHO4YaCHE 3aCTOCYBaHHS (JIyKOHA30Jy 3 aMiofapOHOM MOXKe IIPU3BECTH 0
nomoBxkeHHs iHTepBany QT. ®nykoHa3075 ciif 3 06epeKHICTIO 3aCTOCOBYBATH Pa30M 3 aMiOlapoOHOM,
0co0/IMBO y pa3i mpu3HaueHHs BUCOKOI 103U ¢iyKoHa3ony (800 mr).

CyMicHe 3aCcTOCyBaHHS (DTYKOHA30dY Ta HUKYe3a3HaYeHUX JIIKapChbKUX 3ac00iB BUMarae
00epekKHOCTi Ta KOPUTYBAHHS NO3U

Bnaue iHwux aikapcvbkux 3acobie Ha ¢paykoHa301

HocnifKeHHS B3a€EMOIil IPOJEMOHCTPYBAJH, III0 TepopajibHe 3aCTOCYBaHHS (IyKOHa30ITy
OOHOYACHO i3 BXKUBAHHAM 1XKi, IPUIOMOM IIUMETHANHY, aHTalKAiB ab0 mofanblile ONPOMiHEHHS
yCBOT'0 TiNla [ IIepecagky KiCTKOBOTO MO3KY He Ma€ KJIiHIiYHO 3HAYYIIOT0 BIIMBY Ha abcopOILiio
(bIyKOHa3071y.

PugamniyuH: ogHOYaCHe 3aCTOCYBaHHS (IYKOHA30Iy Ta pudaMIiluHy MPU3BOAUIO 00 3HUXKEHHS
AUC Ha 25 % Ta cKOpo4dyBaJo Iepiof HamiBBUBeAeHHS (uyKoHa3omy Ha 20 %. ToMy [Ad malfieHTis,



SIKi 3aCTOCOBYIOTH PUGAMITILIVH, CJTif PO3TISHYTH OOLIMTbHICTh MigBUINEHHS NO3U (DITYKOHA3O0MY.

I'idpoxs1opomia3ud: y mochifxeHHi apMaKOKiHEeTUYHOI B3aEMOfIil omHOYacHe OaraToKpaTHe
3aCTOCyBaHHS TiIPOXI0POTia3uay 30OPOBUM NOOPOBOMIBINAM, SIKi OTpHMYyBau (pIyKOHA30I,
IiABUIYBAJIO KOHI[EHTPALiI0 (IyKOHa305y y mia3Mi Kposi Ha 40 %. Taki mapamMeTpu B3aeMofil He
BUMaralTh 3MiH y pekuMi 003yBaHHS (IIyKOHA30/Iy AJIS Malli€HTiB, SKi ODHOYAaCHO OTPUMYIOTh
CevoTiHHi 3aco0u.

Bnaue ¢aykoHa3oay Ha iHWi aikapceki 3acobu

®nykoHazon € nomipHuM iHribitopom mutoxpomy P450 (CYP) izodpepmenty 2C9 ta 3A4. dnykoHason
€ OTYKHUM iHTibiTopoM i3odpepmenTy CYP2C19. Ha momaTok [0 CIIOCTEpeKYyBaHUX/NOKYMEHTAIbHO
MigTBepAKEeHUX B3a€MOiH, 10 ONKUCaHi HUXK4Ye, IPU OJHOYACHOMY 3aCTOCYBaHHI i3 (GJIyKOHA30/10M
icHye pU3UK MigBUINEHHS Y MJIa3Mi KPOBi KOHLIEHTPAI[ill iHIINX CIIOJYK, 110 MeTaboIi3yI0ThCs
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3aCTOCOBYBaTH Taki KoMOiHallii mpemaparTiB ciif 3
00epexkHiCTIO; TPU ILOMY HeoOXiTHO PeTeIbHO CIIOCTepiraTv 3a CTAHOM MallieHTiB. [IpurHiyyBambpHa
nist bIykKoHa301y Ha ¢pepMeHTH 306epiraeTbcsi IPoTAroM 4-5 mib micis #oro 3aCcToCyBaHHS Y 3B'SI3KY 3
10r0 TPHMBAIUM IEPiogOM HalliBBUBEOEHHS (AUB. po3min «[IpoTunokasaHHI»).

Anb(peHmania: mif 4ac OGHOYACHOTO 3aCTOCYBaHHS anb(heHTaHiny y fo3i 20 MKI/KT Ta (IyKoHa30Jy
y mo3i 400 Mr 30opoBUM [TOOPOBOJIBIISM CIIOCTEPiranocs gBokpaTHe 30inbmenHss AUC,,, MOXKIIHBO,
yepe3 inribysanus CYP3A4. Moxe 6yTu HeoOXiqHUM KOPUTYBaHHS 003U albpeHTaHiny.

Amimpunmusin, HopmpunmuJiH: GIYKOHA30J IIOCUJTIOE Til0 aMiTPUNTUIIHY Ta HOPTPUIITUIIIHY .
PekoMeHyeThCSI BUMIpPIOBATH KOHIIEHTpAllil 5-HOPTPUNITUIIHY Ta/a00 S-aMiTPpUNITHIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Tepartii Ta 4epe3 1 THXKOeHb. Y pa3i HeoOXigHOCTI CIlif BiAKOPUTYBaTH 03y
aMITPUNTUIIHY/HOPTPUIITUIIIHY .

Am¢pomepuuuH B: ogHOYaCHE 3aCTOCYBaHHS (DJIyKOHA30/1y Ta aM(poTepuluHy B iHpiKOBaHUM MUIIaM
i3 HopMa/IbHUM iMyHiITETOM Ta iH(}iKOBaHUM MHUIIAM 3i 3HUKEHUM iMyHITETOM Jasio Taki pe3yibTaTu:
HEBEJIMKUY agUuTUBHUM NPOTUTPUOKOBHH edeKT npu cucteMHii indexuii C. albicans, BiiCyTHICTb
B3a€EMOi1l IPY BHYTPIIIHbOYEPenHil iHekil Cryptococcus neoformans Ta aHTaroHi3M ABOX
IpenapariB Ipu CUCTEMHIN iHbeki1 Aspergillus fumigatus. KiiHiuHe 3Ha4YeHHS pe3yJbTaTiB,
OTPUMAaHUX Y XO[l LKX AOCIiAXKEHb, HEBIOME.

AHMuKoaz2yaaHmMu: SK i Ipyu 3aCTOCYBaHHi iHIIMX a30/IbHUX IPOTUTPHOKOBHX 3ac00iB, Ipu
OIHOYaCHOMY 3aCTOCYBaHHI (PIyKOHA30/Iy Ta BaphapuHy IMOBIIOMIISIIY IPO BUIAJKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOI KPOBOTEUi, IITYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypii Ta MeJIeHu) y
TOEIHAHHI i3 TOJOBXKEHHSIM IIPOTPOMOiIHOBOTO Yacy. IIpu ogHOYACHOMY 3aCTOCyBaHHI (GryKoHA305Ty
Ta Bap(dapuHy crocTepiranocs IBOKpPaTHe IiBUIIEHHS MPOTPOMOiHOBOTO Yacy, IMOBIPHO, BHACTIIIOK
npurHiyeHHs MeTabosniamy Baphapuny yepe3 CYP2C9. Crig peTenbHO KOHTPOIOBATH
IpoTpoMOiHOBHMI YacC y MAalli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYISIHTA ab0o
inmauenion. Moxe OyTu He0oOXigHOI0 KOPEKIlis 03K aHTUKOaryIsHTa.

Bben3odiazeniHu kopomkoi 0ii, Hanpuk.aad Mida3osnam, mpuasonam: Tpu3HadueHHs GIyKOHa30Iy
IIiCJIs IepopaIbHOr0 3aCTOCYBaHHS Mifla30JlaMy IIPH3BOANIIO A0 3HAYHOTO MiIBUILIEHHS KOHIIEHTpallil
Miga3ojiaMy Ta 0o MOCUIEHHS IICUXOMOTOPHUX edekTiB. OmHOYaCHe 3aCTOCYBaHHS (PIIYKOHA30Iy V
no3i 200 Mr Ta mMigasonaMy y [03i 7,5 Mr mepopaibHO pu3Boauso oo nigsuineHHs AUC Ta mepiony
HalliBBUBEIEHHS Mifa3onaMmy y 3,7 Ta 2,2 pa3u BiAIOBIgHO. 3aCcTOCyBaHHS (PIyKOHa30my y fo3i 200
Mr/mo0y Ta 0,25 MT TpualoiiaMy IepopaibHO Ipu3BoauiIo0 fo mippuiierHs AUC Ta mepiony
HaliBBUBEJeHHS Tpralonamy y 4,4 Ta 2,3 pa3u BifnosigHo. [Ipy ogHOYACHOMY 3aCTOCYyBaHHI
(bITyKOHA30I1y Ta Tpra3oJlaMy CIOCTepiraaocs MOTEHIIIOBaHHS Ta MIPOJIOHTallis edeKTiB Tpra3oiaMy.



AKI110 MalieHTy, IKUM MPOXOOUTh KyPC JMiKyBaHHS (PIIYKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Tepariio 6eH30mia3emiHaMu, 703y OCTAHHIX CJTiff 3MEHIITUTH Ta BCTAHOBUTH HaJIEXKHUM HATJIS[ 3a
CTAaHOM IIallieHTa.

Kapbama3zeniu: GpmyKoHa30/1 IpUTrHiuye MeTa0os1i3M KapOaMa3elliny Ta CIPUYUHSIE MigBUIEHHS
piBHS Kap6aMaseminy B cupoBaTili KpoBi Ha 30 %. IcHye pu3uK PO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6aMmaseniny. Moxe OyTu HeoOXiIHUM KOPUTYBaHHS 03U KapbaMa3eniny 3a7ekHO Bifl piBHS #0ro
KOHIIEHTPaIllil Ta Oil mpemapary.

Bokamopu Kasnbyiesux KaHasie: JesIKi aHTarOHICTH Kabllifo (HipeaumiH, icpaguriH,
aMJIOUIIIH Ta denoputin) Metaboni3yoTbcs pepmenToM CYP3A4. ®nyKoHa30J MOTEHIIINHO
MOXKe TiABUIINYBaTHA CUCTEMHY €KCIT03H1Iil0 07I0KaTOPiB KabI[iEBUX KaHaJIiB.
PekoMeHIOBaHW peTeNbHUN MOHITOPUHT II[OJI0 PO3BUTKY MOOIYHUX peakiliii.

Llesnexokcub: mpu OMHOYACHOMY 3aCTOCYBaHHI ¢ykoHasony (200 mMr Ha moby) Ta uenekokcuOy (200
mr) C,..Ta AUC nenekokcu0Oy mimBuyBanucs Ha 68 % Ta 134 % BigmoBigHO. IIpu omHOYacHOMY
3aCTOCyBaHHI 1leieKoKcuOy Ta QryKoHa30iy Moxke OyTr HeOOXigHUM 3MeHIIeHHS 03U IeJIEKOKCHOY
BABIUi.

Huxknaogpocpamio: ogHOYACHE 3aCTOCYBaHHA LUKI0pochaminy Ta GIyKOHa30Ily IPU3BOOUTH 0
nigBHUIIeHHS piBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxXHa
3aCTOCOBYBaTH OJHOYACHO, ajie CIIif 3BaXKaTy Ha PU3UK IMiIBUILIEHHS KOHIeHTpalil 0inipybiny Ta
KpeaTHHIHYy B CUPOBATLi KPOBI.

deHmaHi: TOBIJOMIISINIM PO OOUH JIeTAIbHUYM BUMAM0K iHTOKCHUKaIIii (peHTaHiToM BHACTIOOK
MOXKJIMBOI B3aeMofii peHTaHinmy Ta prnykoHasomny. [1o TOTO XK, y HOCTiIXKEHHI 3a y4acTiO

3[M0POBUX MOOPOBOJIBLIIB OYJI0 TPOAEMOHCTPOBAHO, 110 (PJIYKOHA30JI 3HAYHO YIIOBiIbHIOBAB eJTiMiHalli0
GbenTaniny. [ligBuiieHHS KOHIIEHTPaLil PeHTaHiTy MOXKe IPU3BECTU [0 IPUTHIYEHHS JUXaHHS, TOMY
CJIi[l peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe 0yTH HeoOXiHOI0 KOpeKIisd 103U GeHTaHiy.

IH2i6imopu 'MI-KoA-pedykmasu: cyMicHe 3acTOCyBaHHS (QJIyKOHA30JIy Ta iHribiTopiB
'MT-KoA-penykrasy, 110 MeTtabori3yioThcsi CYP3A4 (aTopBacTaTHH Ta CUMBacTaTHH), abo iHTibiTOpiB
I'MT-KoA-penykrasy, 1o MeTtabornisyioTtscst CYP2C9 (dnyBacTaTus), MigBUIIyE PU3UK PO3BUTKY
miomartii Ta pabmomionizy. ¥V pa3i HeoOXimHOCTI OAHOYACHOTO 3aCTOCYBaHHS IUX MpemapaTiB CIif
PETEJIbHO CIIOCTEPIraTH 3a NalliEHTOM III00 BUHUKHEHHS CUMIITOMIB MionarTii Ta pabmomionisy i
IIPOBOOUTY MOHITOPHHT PiBHS KpeaTHHKIHA3HU. Y pa3i 3HAYHOTO HigBUINEHHS PiBHS KpeaTHUHKiIHA3Y, a
TaKOXK IIPU AiarHOCTYBaHHi abo migo3pi Ha MiomaTito/pabmomioniia 3acTocyBaHHS iHTiOGiTOpPiB M-
KoA-penykTasu CIif IPUIAHUTH.

I6pymuHi6: momipHi inribiTopu CYP3A4 (manpuknan GIyKOHA30:) MiABUINYIOTh KOHIIEHTPAIiI0
iOpyTHHIOy B Iy1a3Mi Ta MOXKYTbh 30i/IbIIyBATA PU3UK TOKCUYHOCTI. fKI0 HEMOXK/INBO YHUKHYTU
KoMOiHallil mpenapariB, He0OXimHO 3HU3UTHU [03y i0puTuHiIOy Ko 280 Mr 1 pa3 Ha moby (2 Kamcynu) 3
METOI0 MTPOJOBXKEHHS 3aCTOCYBaHHA iHTiOiTOPY Ta 3a0€3NeYnuTH NOCTINHUN KITiIHIYHUNA MOHITOPUHT.

Isaxagpmop: cymyTHE 3aCTOCyBaHHS 3 iBakadTOpOM, perynsitopa TpaHCcMeMOpPaHHOI IIPOBIIHOCTI pu
MykoBiciumosi (CFTR), mipBuinye ekcno3uilito iBaka@Topy B 3 pas3H, a rigpokcuMeTuIiBaka@Topy
(M1) -y 1,9 pa3za. [Ing nauieHTiB, siKi 0qHOYaCHO 3aCTOCOBYIOTH IoMipHi iHri6iTopu CYP3A
(Hampukiag (GIyKOHA30JI i epUTPOMIIIMH), PEKOMEHAYEThCS 3HUKEHHS 03U iBakadgTopy Ao 150 mr 1
pas Ha 100y .

Osanapub: nomipHi inribitopu CYP3A4, Taki ik ¢pryKoHa3071, 30iIbIIyI0Th I1a3MOBi KOHIIEHTpalii
ornanapu0y; iX omHOYacHe 3aCTOCYBaHHS He PEKOMEHAYEThCS. AKI0 Takol KoMOiHaIlil He MOXKHa



YHUKHYTH, IPUKOM oJlannapu0y o0MexkyioTh go3amu 200 Mr gBidi Ha f00y.
ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaimyc, CUpPoAiMYyC I MaKpoaimyc)

IuxkaocnopuH: GIyKOHA30J 3HAYHO MifgBuiye KoHeHTpauio Ta AUC nuknocnopuny. [Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHi ¢pnyKoHa3o01my y 1o3i 200 Mr/goly Ta IUKIJIOCIIOPUHY Y H03i

2,7 mr/kr/mo0y croctepiranocs 30inbmennss AUC uuknocnopuny B 1,8 pasu. Lli npemnapaTy MoxkHa
3aCTOCOBYBAaTH OOHOYACHO 3@ YMOBU 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe’KHO Bifl K0OT0
KOHIIEHTpaIlil.

Esepoaimyc: X04a [OCTIOXKeHb in Vitro Ta in vivo He IPOBOAUIIH, BifOMO, 110 (PIIyKOHA30JI MOXKE
MigBUIYBAaTH KOHIIEHTPALIi0 €BEPOJIIMyCy B CUPOBaTLi KpOBi yepe3 npurHidvenss CYP3A4.

Cuposimyc: GIyKOHA30I MiABUIIY€E KOHIIEHTPAIiI0 CUPOIIMYCY Y IIJIa3Mi KPOBi, UMOBIPHO, IIIIXOM
npurHiyeHHs Metaboniamy cuposimycy depmentom CYP3A4 ta P-rmikonporeinoM. Li mpemapatu
MOXHa 3aCTOCOBYBaTH OQHOYACHO 3@ YMOBU KOPUTYBAHHS NO3U CUPOJIIMYCY 3a1eKHO Bif] PiBHSA
KOHIIeHTPaIllil Ta e(eKTiB Ipemnapary.

Taxposimyc: GIyKoHA30/ MOXKe IMigBUIIYBATH KOHI[EHTPAIlil TaKPOJIiMyCy B CHpPOBATIIi KPOBi 0

5 pasiB mpu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NPUTHiUeHHS MeTabo0Ii3My TaKpomiMycy
dbepmenTom CYP3A4 y kuineyHuKy. [Ipyu BHyTPIlIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIIOCTEpIranocs 3HaYHUX 3MiH (papMakKOKiHeTUKY. [TifBUIIeHHS PiBHS TAKPOJIIMYCY aCOI[I0ETLCS i3
He(POTOKCUYHICTIO. [103y TaKPOJIiMyCy AJISI IEPOPAIbHOT0 3aCTOCYBaHHS CIIiJ 3HUKYBaTH 3aJIe’KHO
Bifl KOHIIEHTpAIlil TaKPOJIMyCYy.

JlozapmaH: pmykoHa30/1 npurHiyye Metabosi3M 103apTany [0 ¥0ro aKTUBHOTO MeTabomiTy
(E-31 74), 1o 3yMOBIIIO€ GinbIlly YaCTUHY aHTArOHI3MY 10 PellenTopiB aHrioTeH3uny II mig gac
3aCTOCYBaHHA JI03apTaHy. PeKoMeHq0BaHO 3[iMCHIOBATH IIOCTIMHUY MOHITOPHHT apTepiasbHOro
TUACKY y ITaLll€HTIB.

MemadoH: ¢pnyKoHa30J1 MOXKe MifBUINyBaTH KOHIIEHTPALIil0 METalOHY Y CUPOBaTLi KpoBi. [Tpu
OJHOYAaCHOMY 3aCTOCYBaHHiI MeTafioHy Ta (IyKOHA30/ly Moxke 0yTH HeoOXifHMM KOPUTYBaHHS 03U
METaoHy.

HecmepoidHi npomu3anaavHi npenapamu (HIT3I1): pu 0qHOYACHOMY 3aCTOCYBaHHi 3 (QIIyKOHA30JI0M
C,.x Ta AUC dnyp6inpodeny migBuiryBanucs Ha 23 % Ta 81 % BiAMOBigHO MOPIBHSIHO 3 TAKUMHU
IIOKa3HMKaMHU NIPU 3aCTOCYBaHHI Tinbku (ypbinpodery. AHanIOTiYHO IPU OOGHOYACHOMY
3aCTOCYBaHHi yKoHa30my 3 paueMiyauM ibympodenom (400 mr) C,,, Ta AUC papmakooriauo
aKTHBHOTrO i30Mepy S-( )-ibynpodeny migsuiyBanucs Ha 15 % Ta 82 % BifmoBigHO, MOPiBHSHO 3
TaKMMHU ITOKa3HUKaMU IIPU 3aCTOCYBaHHI TiJIbKM palleMidHoro i0ympodeHy.

Xoya crnenianbHUAX JOCTiAXKEeHb He IPOBOANUIH, (GIIYKOHA30J1 3MaTHUU MiABUIIYBAaTA CUCTEMHY
ekcro3utito inmux HII3II, mo metabonizyiotbecss CYP2C9 (Hanpukiiag HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, OuKiodeHaKky). PeKoMeHO0BaHO MEPiOJUYHO 3[iiCHIOBATA MOHITOPUHT MOOIYHUX
peaxiiiii Ta TOKCUYHUX IPOSABiB, OB’ s13aHux i3 HII3I1. Moxe OyTu noTpibHe KOPUT'YBaHHS OO3U
HITI3II.

deHimoiH: hyKoHa301 NpurHiyye Metabosni3m ¢eHiToiny y nevinii. OqnovyacHe 6araTopa3oBe
3actocyBaHHS 200 MT priykoHa30my Ta 250 Mr GeHITOIHY BHYTPIIIHBOBEHHO IPU3BOAUTE IO
nigumierHs AUC,, denitoiny Ha 75 %, C,;,-Ha 128 %. [Ipu ogHOYaCcHOMY 3aCTOCYBaHHI IIUX
JIiKapChKUX 3ac00iB CIIifl IPOBOOUTH MOHITOPUHT KOHIIEHTpalii GeHiTOIHY Y CHpOBaTLli KPOBi A/
YHUKHEHHS PO3BUTKY TOKCHYHOI [il HeHIiTOIHY.



ITpeOHi30H: TIOBIOMIISIIM IIPO BUIIQMOK, KOJIM V MAIliEeHTa IiCIIst TPAHCIUIAHTAllil TeYiHKy Ha TIIi
3aCTOCYBaHHS IIPeAHI30HY PO3BUHYIACS TOCTPa HENOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BMHUKIIA IiC/IS MPUIKHEHHS TPUMICIYHOT0 Kypcy Tepatil GpiykKoHa3010M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, UMOBIPHO, CIPUYMHUIIO TOCUIeHHS akKTUBHOCTI CYP3A4, 1m0 npu3sseno
[0 IPUCKOpPeHHs MeTabomi3My npegHi3ony. Ciifl peTenbHO CTEXUTH 3a NalliEeHTaMH, SIKi IPOTIToM
TPUBAJIOTO Yacy OMHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta NMPefHi30H, 3 METOIO IIoNepenKeHHS
PO3BUTKY HEIOCTATHOCTI KOPY HaJHUPKOBUX 3a/103 IiC/Is MPUIIMHEHHS 3aCTOCYBaHHS (DIIYKOHA307Y.

PugabymuH: GrykoHa307 MiABUIIYE KOHIIEHTPaIii0 prudabyTUHY B CUPOBATII KPOBI, II0 ITPU3BOAUTD
no 36inpuenHs AUC pudabytuny mo 80 %. [Tpu omHOYaCHOMY 3aCTOCYBaHHi (IyKOHA301y Ta
pudabyTuHY MOBIMOMIISIIM NTPO BUMIAIKU PO3BUTKY yBeiry. [Ipu 3acTocyBaHHi Takoi KoMOiHalrii
niKapchbKuX 3aco0iB cig 6paTé IO yBaru CUMIITOMHU TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip: dnykonason migsurnye AUC ta C,,,, cakBiHaBipy mpu6mu3Ho Ha 50 % Ta 55 % BimmoBigHO
yepe3 NIpUrHideHHS MeTabo0i3My cakBiHaBipy y neuinni ¢pepmertom CYP3A4 Ta yepes iHriOyBaHHSA
P-rnikompoteiny. Baemogito Mix (hIyKoHA3010M Ta CaKBiHaBipOM/pUTOHABIPOM He JOCIIiXKYyBalH,
TOMY BOHa Moxke OyTu Oinbil BUpaxeHo10. Moxe 0yTy HeOOXiTHUM KOPUTYBaHHS 003U CaKBiHABIpY.

IToxiOHi cynbhoHICeH08UHU: TIPU OOHOYACHOMY 3aCTOCYBaHHi (TyKOHA30JI IPOJIOHTYE TEPiofn
HalliBBMBEMIEHHS MEePOPasIbHUX MOXIAHUX CYNMbGOHIICEYOBUHY (XITOpIIponaminy, rinibeHKnaminy,
raimi3umy Ta TonbyTaMify) 3 CHPOBATKM KPOBi IIPH 1X 3aCTOCYBaHHI 300POBUM HOOPOBOJIBIISIM.
PekxoMeHOyeThCS IPOBOAUTY YaCTHAM KOHTPOJIBb LYKPY B KPOBIi Ta BiANOBIIHUM YHHOM 3HUKYBaTHU
[03y NMOXIAHUX CyNb(OHIICEYOBUHY IPU OGHOYACHOMY 3aCTOCYBaHHI i3 (PIyKOHA30I0M.

TeoiniH: y inane60-KOHTPOIHOBAaHOMY [OCTiIKEHH] B3a€MOii TpernapaTiB 3aCTOCYBaHHS
bnykoHazony mo 200 mr npoTsaroM 14 gHIB NpU3BeNO 40 3HUKEHHS CEPEeIHbOr0 KIIipeHCY Teoiliny
y nna3Mmi KpoBi Ha 18 %. 3a malrieHTaMu, SIKi 3aCTOCOBYIOTh TeO(iliH ¥ BUCOKUX I03ax abo0 SKi MaloTh
IiABUIIEHNY PU3UK PO3BUTKY TOKCUYHUX NIPOSABIB TEOQIMIIHY 3 iHINX IPUYUH, CJIil BCTAHOBUTHU
HarJIsa[ 00 BUSBIIEHHS 03HAK PO3BUTKY TOKCHUYHOI Oil Teodininy. Teparmito ciif 3MiHUTH P MOSABI
03HaK TOKCAYHOCTI.

TogpauyumuHi6: BrauB ToPaluTHHIOY 3pOCTa€ MpH OMHOYACHOMY 3aCTOCYBaHHI 3 TiKapChbKUMU
3acobaMu, IKi MpU3BOOATH [0 moMipHoro inribyBanus CYP3A4 Ta moTyxkHoro iHrioyBanus CYP2C19
(Hanpuknan grnykoHa3om). ToMy peKOMeHI0BaHO 3HU3UTHU 03y TOPaIUTHHIOY 10

5 mr 1 pa3 Ha 700y B KOMOiHAI[iSIX 3 TUMU IpellapaTaMi.

AsKanoiou 6apeiHKy: X04a BiITIOBITHUX JOCIiAKEHb He TPOBOAUIHY, (GIYKOHA30JI, UMOBIpHO, Yepe3
inribyBanHs CYP3A4, MoXe COPUYUHSTH MigBUIEHHS KOHIEHTPAIlil ajKasoifiB 0apBiHKY y m1a3Mi
KPOBi (HampuKIaf BIHKPUCTUHY Ta BiHOJIACTHUHY), 1110 IPU3BOAUTD 0 PO3BUTKY HEMPOTOKCUYHUX
e(eKTiB.

BimamiH A: IOBiZOMJISINIH, 1110 V MallieHTa, SKUKA OOQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIIOTY
(kucmoTHa hopMa BiTaminy A) Ta GIyKOHA30J1, criocTepiranucs mobiyHi peakiii 3 60Ky 11eHTpalbHOI
HepBoBol cuctemu (LJHC) y popmi nceBmoTyMOpy rOJIOBHOTO MO3KY; aHUU e(eKT 3HUK IIiCIII BigMiHH
dbnykonasony. Lli nmikapchKi 3aco0u MoKHa 3aCTOCOBYBAaTH OMHOYACHO, ajie CJIif maM’aTaTu Ipo
PU3UK BUHUKHEHHS MoOiuHMX peakuin 3 6oky LTHC.

BopukoHa3so (iH2ibimop CYP2C9, CYP2C19 ma CYP3A4): ogHOYaCHe 3aCTOCYBaHHS BOPUKOHA30ITy
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotarom 1 gus, notiMm 1mo 200 Mr KoxHi 12 rogun
npoTAToM 2,5 OHIB) Ta (GIyKOHa301y mepopanbHo (400 Mr y nepiuuii meHs, moTiM mo 200 Mr KoxHi 24
TOOVHY NPOTATroM 4 fHiB) 8 3M0poBUM J0OPOBOJIBISIM YOJIOBIYOi CTATi MPU3Beso Ao ninpuieHHs C,..
Ta AUC, BOpHKOHA30Jly B cepegHboMy 10 57 %



(90 % IOI: 20 %, 107 %) ta 79 % (90 % HI: 40 %, 128 %) BignoBigHO. HeBimoMoO, Y IpU3BOAUTH
3HUKEHHS 03U Ta/a00 YacTOTH 3aCTOCYBaHHS BOPUKOHA301y a00 (GIyKOHA30/IY OO YCYHEHHS TaKOTO0
edekTy. [Ipu 3acToCyBaHHI BOPUKOHA30IIY MiC/IsA QPIyKOHA30Ty CIIifl IPOBOOUTH CIOCTEPEKEHHS
III0I0 PO3BUTKY MOOIiYHUX e(PeKTiB, OB’ I3aHUX 3 BOPUKOHA30JIOM.

3udosyouH: pnykona3zon nigsuiye C, .. Ta AUC 3upmoBynuny Ha 84 % Tta 74 % BigmoBigHO, 1110
3yYMOBJIEHO 3HUKEHHIM KITipeHCYy 3U0BYOUHY NpUOIN3HO Ha 45 % IIpHu HOT0 IepopaabHOMY
3acTocyBaHHi. [lepion HaniBBUBeOeHHS 3UOBYAUHY OYB TaK0XK IONOBXKeHUM npubnusHo Ha 128 %
micis 3acTocyBaHHS KoMOiHallii GyKoHa30/1y Ta 3UOBYOUHY. 3a MallieHTaMu, 5IKi 3aCTOCOBYIOTh
TakKy Kom0OiHalliio TikapchbKux 3aco0iB, CJIifl clocTepiraTy IOA0 PO3BUTKY IMOOIYHUX peakKIlii,
II0B’sI3aHUX 13 3aCTOCYBaHHAM 3UI0BYAVHY. MOXKHA PO3ITIAHYTU OOLIIBHICTh 3HUXKEHHS [O3U
3UOBYIUHY.

A3umpoMilyuH: y X0l BIIKPUTOTO PaHIOMi30BaHOTO TPUCTOPOHHLOI'0 IIEPEXPECHOT0 JOCIIiIXKEHHS, B
SKOMY B3$1JIM y4acTh 18 3m0poBuUX HOOPOBOIBLIIB, OIiHIOBAJK BIIJIUB @3UTPOMILIMHY Ta (PIyKOHA30ITy
Ha (papMaKoKiHETHKY OIWH OGHOTO IIPU IX OGHOYaCHOMY IIepopabHOMY Pa30BOMY 3aCTOCYBaHHI y
no3ax 1200 mr Ta 800 Mr BigmoBigHO. 2KOIHUX 3HAUYMIKMX (PapMaKOKiHETUYHUX B3a€MOZiN BUSBIEHO
He 6yI10.

ITepopaavHi KOHMpayenmueu: TPoBOAUIU 2 GpapMaKOKiHETUYHUX [IOCTigKeHHS 6araTopas3oBoro
3acTocyBaHHS (GIyYKOHA30Jy Ta KOMOiHOBAHOTO ITepOPaIbHOr0 KOHTpalenTuBy. [Ipu 3acTocyBaHHi
bnykoHa301y y go3i 50 Mr BIIMBY Ha piBeHb TOPMOHIB He 0yJ10, TOAI SIK IIPU 3aCTOCYBaHHI
bnykonazony y no3i 200 Mr Ha mo6y cnocTepiranmocs 30insmenas AUC etuninectpagiony Ha 40 % Ta
JeBOHOpPrecTpeiny - Ha 24 %. Lle cBiguuTh IIpo Te, 110 6araTopa3oBe 3aCTOCYBaHHS (IyKOHA30Iy Y
3a3HayvYeHMX [[03aX HaBPS[ YU MOXKe BIUIMBATU Ha e(peKTUBHICTb KOMOIHOBAHOTO IIEPOPAJILHOTO
KOHTpAIleNTUBY.

Oco6.1ueocmi 3acmocye8aHHsi.
Ilepmamogimis

BigmoBigHO 00 pe3ynbTaTiB goCHigKeHHs GIyKOHA30Iy [AJd TiKyBaHHS gepMaTodirii y miTeH,
(bITyKOHA30I1 He TTepeBUIye rpru3e0dybBiH 3a e(heKTUBHICTIO i 3aranbHUM NOKa3HUK e(eKTUBHOCTI
ctanoBuTh MeHIe 20 %. Tomy ¢hIyKoHa30/1 He CIifl 3aCTOCOBYBATH OJIS JIIKyBaHHS IepMaToQiTil.

Kpunmoxkoko3

ITokaziB eeKTUBHOCTI (IyKOHA30Iy [AJg TiKyBaHHS KPUIITOKOKO3Y iHIINX JI0Kai3aliil (Hanpukiag
JIETEHEeBOT0 KPUIITOKOKO3Yy Ta KPUIITOKOKO3Y IIKipKU) HEAOCTaTHLO, TOMY PEKOMEHAllid 100
L030BOT0 peXXUMY [JId JIiKyBaHHS TaKUX 3aXBOPIOBaHb HEMAE.

T'1uboki eHOeMmiuHi Miko3u

IIoka3iB eeKTUBHOCTI (IyKOHA30Iy [Jg JiKyBaHHS iHIINX (HOPM eHOEeMiYHUX MiK03iB, TAKUX K
I1apaKOKIMAi01IOMIK03, TiCTOIIa3M03 Ta MKipHO-TiM(paTUYHUHN CIIOPOTPUX03, HELOCTaTHLO, TOMY
PeKOMeH[alliil oA0 4O30BOr0 PEXUMY [JId JIIKYBAHHS TAKUX 3aXBOPIOBAHb HEMAE.

HUPKOBG cucmema

[NTanieHTaM i3 nopymeHHAM QYHKIIIN HUPOK (PIIyKOHA30 CIifl 3aCTOCOBYBaTH 3 00ePEeKHICTIO
(muB. po3min «Crocib 3aCcTOCYBaHHS Ta HO3U»).



HedocmamHicmb HAOHUPKOBUX 3A/103

KeTokoOHa3017, gK BifOMO, CIPUYUHSIE HEOOCTATHICTh HAAHUPKOBUX 3aJ103, 1 Ile TAKOXK MOXKE
cTtocyBaTucs (GIYKOHA30Iy, X04a CIOCTePiraeThcst pimko. HemocTaTHICTh HAGHUPKOBUX 3aJ103,
[I0B’sI3aHa 3 OQHOYACHUM JIiKyBaHHAM MIPEIHI30HOM, OIKMCaHa B pPo3Aiii «B3aeMogia 3 iHIIMMuU
nmiKapCbKUMU 3aco0aMu Ta iHII BUAM B3aEMOfiN. BriuB ¢hiyKoHa30iy Ha iHIII TiKapchKi 3aco0m».

I'enamobiaiapHa cucmema

[NTauieHTaM i3 nopymeHHAM (QYHKIIiN Ie4iHKY (PIIyKOHA30J CIifl 3aCTOCOBYBaTH 3 00€PEXKHICTIO.
3acTocyBaHHS (IyKOHa30Jy aCOIil0Ban0Cs 3 BUHUKHEHHAM PiIKiCHUX BUIAOKiB PO3BUTKY TSIXKKOL
renaTOTOKCAYHOCTI, BK/IIOYAIOUM JIeTalbHi BUIIaAKY, TOJIOBHUM YMHOM Y IAI[I€HTIB i3 TAXKUMU
OCHOBHMIMM 3aXBOPIOBAHHSAMH. Y BUIIaJKaX, KOIU PO3BUTOK IrellaTOTOKCUYHOCTI aCoOIif0BaBCA i3
3acTocyBaHHSIM (prryKoHa30:y, He 0yJI0 Biil3Ha4YeHO il SIBHOI 3aJIe’KHOCTI Bifi 3aranbHOI 1060801 703U
mpenapary, TPUBAIOCTi Teparii, cTaTi abo BiKy mallieHTa. 3a3BUYal relmaTOTOKCUYHICTD, CIPUYUHEHA
bnykoHa3010M, 060pPOTHA, a ii TPOSBY 3HUKAIOTH ITiC/Is MPUIUHEHHS Tepallii.

3a mallieHTaMH, V SKUX IIPU 3aCTOCYBaHHi (PIIYKOHA30/y CIIOCTEPIraloThCS BiTXUIEHHS pe3ybTaTiB
GYHKIIOHATBHUX P00 MEeYiHKY, CITil BCTAHOBUTYU PETEIbHUM HATJISA[ 000 PO3BUTKY OiNIbII TSKKOTO
ypaXKeHHS eYiHKU.

[NTauieHTiB cnifg TpoiHGOPMyBaTH PO CUMITOMY, 110 MOXKYTh CBITYUTH IIPO CEPUO3HUY BIIJIUB Ha
NeYviHKy (BUpaXkKeHa acTeHis, aHOPeKCis, MoCTiiHa HygoTa, O/TI0BaHHS Ta XKOBTSIHUILIS). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS (IyKOHA30Jly CIIif HerallHO NPUNWHUTYU Ta IPOKOHCYIbTYBATUCS 3 JTiIKapeM.

Cepuego-cyOuHHa cucmema

IesKi a3omu, y TOMY YXCHi i pIyKOHA30JI, aCOLiI0I0TECS 3 TOAoBKeHHIM iHTepBany QT Ha
enekTpokapaiorpami. ®nyKoHa305 TOogoBxKYye iHTepBas QT WIIAXoM IPUTHIYEHHS BUNIPSAMIISIOYO0T0O
kaieBoro kauany (I,,). [TogoBxkenus inTepBany QT BHacHifok fil iHmMxX nikapchbKux 3acobiB
(HanpukIag aMiofapoHy) MOXKe IIOCUJIOBATUCS IINIIXOM IpurHideHHd ¢pepMeHTy CYP3A4 nutoxpoMy
P450. [ToBigomnsinu nmpo gyKe PifKiCHI BUMlafAKU MOAOBXKeHHS iHTepBany QT Ta mapoKCcu3MalabHOL
[IUTyHOYKOBOI TaxXiKappil TUIy «IIipyeT» IIPU 3aCTOCyBaHHI npemnapaty ®nykona3on. Taki
TIOBiIOMJIEHHS CTOCYBAJIMCS MAIli€HTIB i3 TIKKMMU 3aXBOPIOBAHHSIMHU IIPU NMOENHAHHI OaraThox
(baxTopiB PU3UKY, TAKUMHU SIK CTPYKTYPHI 3aXBOPIOBaHHS CEpIis, IOPYIIEHHS eJeKTPOJIITHOTO 00MiHy
Ta OMHOYACHE 3aCTOCYBAHHS iHIIKX JIiIKapChKUX 3aco0iB, 1110 BIIKMBAIOTh Ha iHTepBan QT. [NamienTu 3
riroKasieMi€r Ta IPOrpecyryor0 CepleBo0 HeJOCTaTHICTIO MalOTh MiABULIEHUN PU3UK BUHUKHEHHS
3arpo3JIMBUX IJIS KUTTS LITYHOUKOBUX apUTMIU Ta IapOKCU3MaJIbHOI IITYHOYKOBOI TaxikKapAil TUITY
«mipyet».

®nykoHa30:1 citifg 3 00epexkHiCTI0 3aCTOCOBYBATH IMAlliEHTaM i3 pU3UKOM PO3BUTKY apUTMIH.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 TiKapchKUMM 3acobaMu, 1110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yioThcs 3a gonoMoroio hepmenty CYP3A4 nuutoxpomy P450, npoTunoka3aHe (OUB. pO3Tinu
«IIpoTunoka3aHHs» Ta «B3aemofis 3 iHIIMMY TiKapPCHKUMU 3aco0aMu Ta iHII BUOU B3a€EMOMIN»).

I'anogpaHmpuH

Tanmodantpus € cyoctpatoM ¢pepmenty CYP3A4 i mposnonrye intepBan QTc mpu 3aCTOCyBaHHi y
PEKOMeHIOBaHUX TepaleBTUYHUX f03ax. OmHOYacHe 3aCTOCYBaHHS rano@aHTpuHy Ta GIyYKOHA30/Iy
He PeKOMEHIYEThCS (OUB. po3fin «B3aemopnis 3 iHIIMMY JTiKapCbKUMHU 3aco0aMu Ta iHIN BUOK
B3aEMOMIN»).



Ilepmamoano2iuHi peakuii

[Tig yac 3acTocyBaHHS (DITYyKOHA30IY PiIKO MOBIMOMIISIIU IIPO PO3BUTOK TaKUX €KC(HOIiaTUBHUX
IMIKiPHUX Peakiliy K cuHapoM CTiBeHCa - JI2KOHCOHA Ta TOKCUYHHUM emigepMallbHUI HEKPOITi3.

[ToBimomIsiNK PO peakiril TiKapchbKoro 3aco0y 3 eo3uHodinieo i cuctremaumu cumnromamu (DRESS).

[MamienTy, xBopi Ha CHIII, 6iybIn CXUITBHI 10 PO3BUTKY TSIXKKUX IIKIPHUX pPeakliil IPU 3aCTOCYBaHHi
6araTbox JTiKapchKuX 3aco6iB. JKIIO y MallieHTa i3 ToBepXHEBOIO I'PUOKOBOIO0 iH(DEKIIi€l0 3’ IBITIOTHCS
BHCHUIIaHHS, IKi MOXKHa II0B’g3aTH i3 3aCTOCYBaHHAM (IIyKOHA30J1y, II0fabIlle 3aCTOCyBaHHS
Ipernapary CIif IPUIAHUTH. fKIIOo y malieHTa 3 iHBa3UBHOI0/CUCTEMHOI0 'PUOKOBOIO iH(EKITier0
3’ABNSAIOTHCS BUCUIIAHHS Ha IIKipi, 3a 10T0 CTAHOM IOTPiOHO pPeTeNbHO CIOCTEPIraTH, a y BUMAAKY
PO3BUTKY Oy/IbO3HUX BUCHUIIAaHb a00 MYIbTU(GOPMHOL epUTEMU 3aCTOCYyBaHHS (BIIyKOHA30JTY CIIif
IPUNUHUTH.

I'inepuymausicmo

Y pigkicHuX BUIlagKax IIOBiIOMIISIIIN IIPO PO3BUTOK aHA(iMTaKTUUYHUX PeakIliid (IUB. PO3Mdin
«ITpoTUTIOKa3aHHS»).

LIumoxpom P450

®nykona3zon € noMmipauM iHriditopom ¢pepmentiB CYP2C9 ta CYP3A4. Takox (hIyKOHA30I €
noTyKHUM iHribiTopoM dhepmenTty CYP2C19. Cnip criocTepiraTé 3a CTaHOM TAI[iEHTIB, IKi OGHOYACHO
3aCTOCOBYIOTh (IYKOHA30JI Ta IperapaTy 3 By3bKUM TepaleBTUYHUM BiKHOM, 1110 MeTab0i3yi0ThCs 3
yuacTio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3pin «B3aeMopis 3 iHIIMMU JTiKapChbKUMU 3aco0aMu Ta
iHIIT BUOM B3a€EMOIIN»).

TeppeHnaduH

Crip peTenpHO CIIOCTEPiraTy 3a CTAHOM IallieHTa IIpY OGHOYACHOMY 3aCTOCYyBaHHI TeppeHaguHy Ta
bnykoHa3zony y no3i Menie 400 Mr Ha goOy (muB. po3pinu «[IpoTunokasaHHs» Ta «B3aemopis 3
iHITMMHM NTiKapCbKUMHM 3aco0aMu Ta iHII BUOM B3aEMOii»).

Kanouoos

HocmimXeHHs moKa3auy 30iablIIeHHs IOMMPEHOCTI indeKnii BuknrKanux sugamu Candida,
BigMinHuMY Bif C. albicans. YacTo 11i BUiM € IPUPOIHO pe3ucTeHTHUMH (Hanpuknapn C. krusei ta C.
auris) abo HeMOHCTPYIOTh 3HUKEHY YYTNUBICTh H0 QykoHa3omy (C. glabrata). Taki iHpeKIil MOXKYThb
moTpeOyBaTH albTEPHATHUBHOI MPOTUTPUOKOBOI Teparlil Mmicist HeBHANoro MiKyBaHHSI. ToMy mikKapsm
PEKOMEHIYEThCS BpaXOBYBaTH IOUIMPEHICTh PE3UCTEHTHOCTI pi3HuX BUMiB Candida mo ¢hiayKoHa301y.

JonomidxicHI peyosuHu

Le# mikapchKuit 3acib MiCTUTD:

7,7 mMonb (a6o 177 mr) HaTpito Ha mo3y 100 mr (50 mn);
15,4 mmorb (a6o 354 mr) Hatpito Ha mo3y 200 mr (100 mm);
30,8 mmonb (a6o 708 mr) HaTpito Ha go3y 400 mr (200 mm).

Cnig 6yt 06epeKHUM IIPU 3aCTOCYBaHHI MallieHTaM, SIKi JOTPUMYIOThCS Hi€TH 3 KOHTPOJIbOBAaHUM



BMiCTOM HAaTpilo.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00o.
BazimHicmb

3a manuMu 06cepBalliiHOTO OOCTiAKeHHS, iCHY€ MigBUIIEHNY PU3UK CIIOHTAHHOT0 abopTy y XKiHOK,
SIKi OTpUMYyBanu GpayKoHa3o0 [ mepuioro TpuMeCcTPy BaTriTHOCTI.

[laHi moCIigKeHb KIJIbKOX TACAY BariTHUX XKIHOK, sIKi OTPUMYBaIU 3arajibHi JO3U

dnykonazony < 150 mr npotsarom [ TpuMecTpy BariTHOCTI, BKa3yOTh Ha BiICYTHICTh
30i/bIllIeHHS 3arajabHOTO PU3UKY Bajl PO3BUTKY IjIofia. B ogHOMY BenmuKoMy ob6cepBalliiHOMy
KOTOPTHOMY [OCIIiA2KEeHH] BIIJINB I1€POPaIbHOTO 3aCTOCYBaHHS (DIIYKOHA30JIy IPOTATOM |
TPUMECTPY BariTHOCTI aCOI[il0BaBCS 3 HEBEIUKUM 30i/IbIIeHHIM PHU3UKY Bajl PO3BUTKY
KiCTKOBO-M'5130BOI CHCTEMH, 1110 BifAmoBimae nmpubau3Ho 1 gomaTkoBoMy Bumaaky Ha 1000
XKIHOK, K1 OTpUMYyBa/IU CYKyIHi 103U < 450 Mr, y NOpPiBHAHHI 3 XiHKaMU, sIKi OTPUMYBaJIU
MiclieBi a3074, Ta IpuOIM3HO 4 mogaTKoBMM BumankaM Ha 1000 XiHOK, SKi OTpuMyBalu
CyKymHi no3u 6inbiri Hixk 450 Mr. CKopuroBaHu# BigHOCHUY pu3uK ctaHoBuB 1,29 (95% (MI)
1,05-1,58) gnst 150 mr mepopanbHOro rykoHasony Ta 1,98 (95% (HOI) 1,23-3,17) onsg go3
bmykoHa3ony 6inbuIux Hixk 450 Mr.

[ToBigoMnsinu mpo YuCIeHHI BPOAXKeHi Bagu Y HOBOHAPOIKeHUX (BKItoyaouu Opaxinedarito,
OMCIIIa3iio BYIIHOI paKOBUHU, HaAMipHe 30i/bIIIeHHS TepPeIHbOr0 TiM'sTYKa, BUKPUBIIEHHS CTETHA,
TJIEYOIIPOMEHEBUI CHHOCTO3), MaTepi SKUX MpUMaly BUCOKI no3u ¢iykoHasony (400-800 mMr/moby)
IIPOTSITOM NIpUHaUMHI 3-X ab0 GinbIlle MicAIiB AJg MiKyBaHHS KOKIMAi0in03y. 3B’930K MixX
3aCTOCYBaHHSM (PIIyKOHA30/y Ta IMMU BUIIafIKaM{ He BU3HAYEHUN.

,HOCJ'IiJI}KeHHSI Ha TBAPHUHAX IIPOOEMOHCTPYBAJIN DEIIPOOYKTHUBHY TOKCUYHICTb.

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

He crnip 3acTocoByBaTé BUCOKi 1031 (IyKoHa307y Ta/abo TpuBasi Kypcu JTiKyBaHHS (GIyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIiIKyBaHHS iH(EKIIiH, 10 MOXKYTh 3arp0KyBaTH XUTTIO.

I'odyeaHHs 2py00to

®nyKoHAa30JI IPOHUKAE ¥ TPyAHE MOJIOKO Ta [AocATra€ KOHIEHTpalii Mofi0Hol g0 piBHA y Mia3Mi KPOBi
(muB. po3gin «®apMakKoIOTiyHi BIaCTUBOCTI»). ['0fyBaHHS I'PYLOAI0 MOXKHA IIPOAOBXKYBATH IIiCIIA
Pa30BOro 3aCTOCYBaHHS 3BUYaMHOI 103U (PIIyKOHA30ITy, 1[0 CTAHOBUTh 150 MT.

TogyBaTu rpyafio He pEKOMEHIYEThCS IPKU 0araTopa3oBOMYy 3aCTOCYBaHHi (IyKoHa30my abo y
BUCOKMX f03aX. CIIif OLIHUTYA KOPUCTh TOOYBaHHSA I'PYLOAI0 OJI9 PO3BUTKY Ta 3[00POB’Sl IUTHUHMY, a
TaKOX KIiHiuHY moTpeOy MaTepi y npemnapati ®nykoHa3or i 6ymb-ski noTeHIiliHi nobiuxi epekT
npemnapaTy abo OCHOBHOT'O 3aXBOPIOBaHHS MaTepi 71 AUTUHY, Ka OTPUMYE TPYAHE BUTOIOBYBaHHS.

depmuabHiCMb

®nykKoHaA307 He BIJIMBaB Ha (EePTUIIbHICTE CaMIliB Ta CaMOK IIyPiB.



30amHicmb 8nausamu Ha weudKicmb peakuii npu KkepysaHHi asmompaHcnopmom abo
[HWUMU MexaHi3Mamu.

HocnimxeHb BINIKUBY (IYKOHA30Jy Ha 3MATHICTh KEPyBaTH aBTOTPAHCIOPTOM abo IpalfioBaTH 3
IHIIMMY MeXaHi3MaMu He MPOBOIUIIH.

[TaieHTiB cnig mpoiHGOpPMyBaTH NP0 MOKJIMBICTE PO3BUTKY 3allaMOpPOYeHHS ab0 CymoM (IUB. PO3AiN
«ITo6iuHi peakiiii») mif Yac 3acTocoByBaHHSA npemnapaTty ®nykoHa3o. [Ipy PO3BUTKY TaKuX
CUMIITOMIB He PEKOMEHIYEThCS KEPYBATHU aBTOTPAHCIIOPTOM ab0 ITpalfoBaTH 3 iHIIMMHU MeXaHi3MaMH.

Cnocibd 3acmocyeaHHsi ma do3u.
o3a pryKoHa30/1y 3a/IexKUTh Biff BUAY i TIKKOCTI TpubOKOBOI iHGEKIT.

[Tpu HeoOxigHOCTI GaraTopa30BOro 3aCTOCYBaHHS MpenapaTy JiKyBaHHS iHeKLil cin
IIPOJIOBXKYBATH 00 3HUKHEHHS KITIHIYHUX Ta 1Ta00paTOPHUX MIPOSBiB aKTUBHOCTI IrpuOKOBOI iH(eKITii.
HepocTaTHs TpuBasiCTh TiKyBaHHS MOXKE IIPU3BECTH A0 BiIHOBJIEHHS aKTUBHOIO iHGEKLIMHOTO
IIpOIIECy.

®yKoHA3071 CIifl 3aCTOCOBYBATH, 3aJIe3KHO Bifl JTiKapchkol popMu, IepopasnbHo (Karcymu) abo
IIJISXOM BHYTPIITHLOBEHHOI iHQY3il (po3uun mns iHdya3ii). Crocib 3acTocyBaHHS IIpenaparTy
3aJ1eXKUTh Bif] KJIiIHIYHOTO CTaHy NaljieHTa. Hemae HeoOXigHOCTI y 3MiHi 1060B01 703U PIIyKOHA30ITy
P 3MiHi IIJISIXY HOT'0 3aCTOCYBAHHS 3 IIEPOPAIBbHOT0 Ha BHYTPIIIHbOBEHHUH Ta HABIAKH.

Po3uuH ons indyaiit ciig BBoguTH 3i MIBUAKICTIO, 1110 He nepesuinye 10 m/XB.
CymicHicmb npenapamy

®nyKoHA307, PO34YMH O iH(DY3ii CyMICHUM 3 TAKUMHU PO3YMHAMU SK:
- 5 % ta 20 % PO3YuH I'TIOKO3H;

- po3uuH Pinrepa;

- po34YuH XapTMaHa;

- PO3YMH Kalliio XJIOPUAY Y TTII0KO3i;

- 4,2 % ta 5 % po3uyuH HaTpito 6ikapOOHATY;

- 3,5 % po34uH aMiHO3UHY;

- 0,9 % po3uuH HaTpiwO XJIOPULY;

- mianadnekc (6,36 % po34uH AJg iHTpalepUTOHEAIbHOTO qiaisy).

®nykKoHA307 MOKHA BBOOUTH B iHDY3iliHY CHCTEMY Pa30M 3 OOHHUM i3 3a3HaUYE€HUX BUIIE PO3YHHIB.
Xoua Bumaku HecnenrudiuHol HecyMiCHOCTI pemnapary 3 iHImuMU 3aco0aMu He OMKCaHi, He
pPeKOMeHAyeThCs 3MiuryBatu OIyKOHA30 3 iHIIMMU IIpellapaTaMu Iepef iHQys3i€ro.



Po3uuH fa1g BHYTPIIHEOBEHHUX iH(Y3il MpHU3HaYeHU JIKIIe IS Pa30BOr0 3aCTOCYBaHHS.
Po3BenieHHS CIifl 3MiliCHIOBATH B aCENITUYHUX YMOBaxX. Po3urH HeoOXigHO mepeBipuTH Ha HasIBHICTDb
CTOPOHHIX YaCTHUHOK Ta 3MiHy 3abapBieHHs. PO34uH CIil BAKOPUCTOBYBATH JIKILIE TOMi, KOMK BiH
IIPO30PHH Ta He MICTHUTb CTOPOHHIX YaCTHHOK. HeBHKOpUCTaHi 3a/IUIIKK IIpeliapaTy HeoOXigHo
3HUIIUTH.

[Topocai

Kpunmokoko3

- JlikyBaHHS KPUIITOKOKOBOTO MEHIHTITy: HaBaHTaXyBaJlbHa [j03a CTAHOBUTH

400 mr y nepmmit geHs. [linTpuMyBanbHa mo3a - 200-400 mr 1 pa3 Ha go0y. TpuBamicTh NTiKyBaHHS
3a3BUYal CTAHOBUTH IIOHaWMeHIIe 6-8 TuxKHiB. [Ipu iHdeK1isaX, 1110 3arpoKYyI0Th KUTTIO, HOOOBY
no3y MoxkHa 306inbmmTy 1o 800 Mr.

- [ligTpuMyBaibHa Teparisd [jid [ollepefXkeHHs PeUANBY KPUIITOKOKOBOI'O MEHIHTITY Y MALliEHTIB
3 BUCOKKM PHU3UKOM MOTO PO3BUTKY: PEKOMEH/I0BaHa f03a IIpenapaTty ctaHoBuTh 200 Mr 1 pa3 Ha
no0y MpoTSIroM HeoOMeKeHOTO Yacy.

Koxuuoioido3. PekomeHngoBaHa f03a cTaHoBUTb 200-400 mMr 1 pa3 Ha no6y. TpUBaliCTh JTiKyBaHHS
CTaHOBUTH 11-24 MicsAIi 4u OBIIe 3aJIe’KHO Bifl CTaHy Hali€eHTa. [ JIiKyBaHHS OeaKuX GopM
iHgexii, a 0co0MMBO [ NiKyBaHHS MEHIHTITY MoXke OyTH OOLibHUM 3acTOoCyBaHHS f03u 800
Mr/mo0y.

IHea3uBHi kaHOuOo03u. HaBaHTaxXyBaJlbHa 03a CTAaHOBUTHL 800 MT y IIepINUil TeHb.
[TinTpumyBanbHa mo3a - 400 mr 1 pa3 Ha mo0y. 3a3BUYail peKOMeHI0BaHa TPUBAJIICTh JIiIKYBaHHS
KaHOWU[eMil CTAHOBUThH 2 THKHI IIiCJIA IepIIUX HeTaTUBHUX Pe3yJIbTaTiB FeMOKYIbTYPH Ta 3HUKHEHHS
03HaK i CUMIITOMIB KaHIUIOEMil.

Kanouodos causosux 06010HOK

- KaHaumo3 poTOrIoTKY: HaBaHTaXKyBajlbHa f03a CTaHOBUTH 200-400 Mr y mepliuii NeHb,
nigTpuMyBanbHa fo3a - 100-200 mr 1 pa3 Ha goOy. TpuBamicTh MiKyBaHHS CTaHOBUTHL 7-21 meHb (o
MOCATHEeHHs peMicii), ane Moxe OyTH 30inbIlleHa AJIS MaIliEHTIB i3 TAXKKUAM iMyHOOedimuToM.

- Kangumo3 cTpaBOXO[y: HaBaHTaxKyBajlbHa f03a cTaHOBUTH 200-400 Mr y mepIiuii IeHb,
nigTpuMyBanbHa f03a - 100-200 mr 1 pa3 Ha fo0y. TpuBasicTh nikyBaHHS cTaHOBUTHL 14-30 gHIB (Do
MOCATHEeHHs peMicii), arie Moxe OyTu 30inbIlleHa [ MaIliEHTIB i3 TAXKKUM iMyHOmeDiuTOM.

- Kaumgunypis: pekoMeHnoBaHa go3a ctaHoBUTh 200-400 Mr 1 pa3 Ha mo0y npoTtsrom 7-21 mHiB.
I mamieHTiB i3 TAXKKUM iMyHOmebIIIMTOM TPUBAJIICTD JIIKyBaHHS MOXKHA 30i/IbIIUTH.

- XponiyHu# aTpodiyHMN KaHAUI03: peKOMEeHI0BaHa f03a cTaHoBUTh 50 Mr 1 pa3 Ha 00y
npoTsarom 14 mHiB.

- XpoHiYyHUYN KaHAMU[O03 MIKIiPU Ta CIM30BUX 000JIOHOK: pEKOMEHI0BaHa 403a CTaHOBUThL 50-100 Mr
1 pa3 Ha mo6y. TpuBamicTh JTiKyBaHHS CTAHOBUTD M0 28 MHIB, ane Moxe OyTu 30inbIllIeHa 3aIe3KHO Bif
TSKKOCTi Ta BULY iH(dek1ii abo 3HUKEHHS IMyHITETY.

ITonepedceHHs peyudusy KaHOudo3y cau3ogux 06010HOK y nauieHmia 3 BIJI, aki maomb gucokull
PU3UK 1020 pO38UMKY

KaHgumos poTorjioTKY, KaHAUO03 CTPaBOXOAY: PEKOMeHI0BaHa fo3a ctaHoBUTh 100-200 mr



1 pa3 Ha moby a6o 200 mMr 3 pa3u Ha TUXKOEHb. TPUBAICTD JTiIKyBaHHS € HEOOMeKeHOI0 [IJIS MallieHTiB
i3 IpUTHIYEHUM IMyHITETOM.

ITpoginakmuka kaHOUO03HUX IH(eKYill y nauieHmia i3 mpusasn0t HelimponeHiew

PexomeHgoBaHa fio3a craHoBuTh 200-400 mr 1 pa3 Ha mo0y. JIiKyBaHHS CJIifi pO3MOYMHATH 3a KiJlbKa
[HiB 10 0YiKyBaHOTO PO3BUTKY HEUTPOIEHII Ta IPOAOBXKYBAaTH IPOTATOM 7 OHIB MiCJg HMiABUIIEHHS
KiTbKOCTi HeliTpodinis monag 1000/mm’.

[TaiedTy TiTHLOTO BiKY

o3y HeoOxifmHO minbupaTy 3aIeKHO Bif cTaHy GyHKIiM HUPOK (OuB. «IlallieHTH 3 HUPKOBOIO
HeJoCTaTHICTIO» HUXKYe).

ITallieHTU 3 HUPKOBOK HEOOCTATHICTIO

®yKOHA30JI BUBOAUTHCA 3 OPraHi3My IepeBakHO 3 CeuYelo y He3MiHeHoMy Burisafi. [Ipu pazosoMy
3aCTOCyBaHHI KOPUTYBaTU 03y GIyKOoHa30iy He MoTpibHO. [TallieHTaM (BKII0Yaodu fiTel) i3
NOpYyIIeHHAM (QYHKIIIN HUPOK NIpX HeoOXimHOCTiI 6araTopa3oBOro 3aCTOCYyBaHHS (HIIYKOHA30IY Y
MePIIni [eHb TIKyBaHHS CJIil 3aCTOCOBYBaTH MO4YaTKOBY 003y 50-400 Mr 3ayiekHO Bif
PEKOMEeH0BaHOI [ IToKa3aHHs 1000Boi fo3u. [Ticis nboro mo6oBY 03y (3a/eKHO Bif TOKa3aHHS)
CJIiT po3paxoByBaTH BiATIOBIgHO 10 TaONUIll HUXKYE:

KripeHC KpeaTuHiHY (MJI/XB) BimcoTOK Biff peKOMEHI0BAHO1 103U
> 50 100 %

< 50 (6e3 remopianisy) 50 %

['emopiari3 100 % micis KOXKHOTO reMofiani3y

[MTauienTu, siki nepebyBaloTh Ha reMofianisi, moBuHHI oTpuMyBaTH 100 % pekKoMeHO0BaHOI J03HU IicIs
KOXKHOT0 reMofiai3y. Y neHb, KOJIU [iajli3 He IPOBOOUTLCS, NAlleHT IIOBUHEH OTPUMYBATH [03Y,
BiIKOPHUTOBaHY 3aJIeXKHO Bifl KJIIpEHCY KPEeaTHHIHY.

[NarieHnTy 3 MOPYIIeHHAM QYHKIIIN TeYiHKKA

®yKOHA30J1 CJIifl 3aCTOCOBYBATH 3 00EPEKHICTIO MallieHTaM i3 MOPYLUIEHHIMH (YHKIIN MeYiHKH,
OCKiJIbKM iH(pOpMaIlil MOoa0 3aCTOCyBaHHS (IIYKOHA30J1y IIil KaTeropil narieHTiB HeJOCTaTHLO (IUB.
po3minu «OcobmuBOCTi 3acTOCyBaHHSI» Ta «I100iuHi peakirii»).

it
He cnipg nepeBuiilyBaT MakKCUManbHy 7000BYy 103y 400 Mr.

4K i npu aHanoriyHUX iHQEKIiIX y JOPOCIUX, TPUBAIICTh JTiKyBaHHS 3a/Ie’KUTh Bifl K/IiHIYHOI Ta
MiKoJI0TiuHOI BifmoBigi. ®1yKoHA301 3aCTOCOBYBaTH 1 pa3 Ha mo0y.

[o3yBaHHA IpelapaTy A OiTel i3 mopyleHHsAM QYyHKIIi HUPOK HaBefeHo ¥ po3hini «[lamierTu 3
HUPKOBOIO HEIOCTATHICTIO».

d®apMaKOKiHETUKY (ITYKOHA30Jly He JOCTiIXKyBalu y OiTel i3 HUPKOBOIO HEIOCTATHICTIO (IUB. HUXKYE



indopMmaririto mM0q0 3aCTOCYBaHHS HOBOHAPOIXKEHUM, ¥ SKUX YaCTO CIIOCTEPIraeThCs IePBUHHA
HE3PiiCTh HUPOK).

Ilimu sixom 8id 12 pokis

3ajie’kHO Biff Macu Tijla Ta my0epTaTHOTO PO3BUTKY JIiKapio CIIif OLIHUTH, sIKa J03a Ipenapary (s
mopocux abo Iys [iTel) € ONTUMAaNbHOIO O nalienTa. KniniuHi gaHi cBigyaTh mpo Te, 110 ¥ OiTen
KJIipeHC (IyKOHA30Jy € BULIMM IIOPIBHSHO 3 TOPOCIUMHU. 3aCTOCYBaHHS

no3 100, 200 ta 400 mMr mopocnuM Ta go3 3, 6 Ta 12 MI/Kr AiTaM OpPU3BOAUTH OO AOCATHEHHS
CIIiBCTAaBHOI CUCTEMHO] €KCIIO3HIIil.

Iimu sixom 8i0 28 oHis 0o 11 pokis

- Kauaupmo3u cnu30Bux 060I0HOK: TI0YaTKOBA [03a CTAHOBUTH 6 MI/KT/0o0y, MigTpUMyBasibHa
mo3a - 3 mr/kr 1 pa3 Ha m00y. IToyaTKOBY 703y MOXKHA 3aCTOCOBYBATH B IEPIIH IeHb 3 METOI0 GisTbII
IIIBUAKOTO OCSTHEHHS PiBHOBAXKHOI KOHIIEHTpAIlil.

- IHBa3MBHI KaHOU03U, KPUIITOKOKOBUM MEHIHTIT: J03a IIpenapaTy CTaHOBUTE 6-12 Mr/kr 1 pa3s
Ha 700y 3a/Ie3KHO Bif] CTyIeHs TSKKOCTi 3aXBOPIOBaHHS.

- [ligTpuMyBaibHa Tepalid Oy [olepefXXeHHs PeuauBy KPUIITOKOKOBOTO MEHIHTITY Yy HiTen
i3 BUCOKMM PU3UKOM MOTO PO3BUTKY: [I03a IIpernapaTy CTaHOBUTH 6 MI/KT 1 pa3 Ha 0oOy 3ajie’kHO Bif
CTyIeHS TSAKKOCTI 3aXBOPIOBaHHS.

- [TpodinakTuka KaHAUAO3iB y NaLi€HTIB 3 iMyHOAeIiIUTOM: f03a IIpenapaTy CTaHOBUTh
3-12 mr/kr 1 pa3 Ha 000y 3ajie’KHO Bifi BUPaKeHOCTi Ta TPUBAJIOCTi iHAYKOBaHOI HEUTPOTIEHil
(ouB. TO3U Ol DOPOC/IUX).

Ilimu sixom 8i0 HapodaceHHs 0o 27 OHis

Y HOBOHApPOAXKEHUX (PIYKOHA30JI BUBOJUTHCSA 3 OpraHi3aMy IOBiIbHO. [laHi 3 papMaKOKiHETHUKY, Ha
aKkuX 6a3yI0ThCS NO3U OJ151 JOHOIIEHWX HOBOHAPOMXKEHUX, 3a3HaUeHi HUXK4Ye, HaBeeHO B PO3Aisi
«®apMaKoI0riyHi BIaCTUBOCTI».

- IToHolIeHi HOBOHapOIXKeHi BikoM Bif 0 mo 14 mHiB: m034, aHATOTiYHI 3a3HaYeHUM BHUIIIE OIS
niTei BikoM Bifm 28 gHiB m0 11 pokiB, crif 3acTOCOBYBaTU KOXHi 72 roguHu. He crig mepeBuinyBaTu
MaKCUMaJIbHy 03y, 10 CTAaHOBUTH 12 MI/KI KOXKHIi 72 TOOUHMU.

- IToHoIIeHi HOBOHAPOIXKEeHi BiKOM Bif 15 mo 27 OHiB: M034, aHAJIOTiYHI 3a3HaYeHUM BUIIE OIS
niTeit BikoM Bif 28 gHiB mo 11 pokis, cnifg 3acTocoByBaTu KOXHi 48 roguH. He crif nepeBuiyBaTu
MaKCUMaJIbHy 03y, 10 CTaHOBUTH 12 MI/KT KOXKHi 48 rogus.

Himu.

[TpemapaT 3aCTOCOBYBATH HiTSAM Bifl HAPOIKEeHHS, AUB. po3in «Crocib 3aCTOCyBaHHS Ta JO3U».

Ilepedo3yeanHns.

OTpuMaHO MOBiNOMJIEHHS PO TepPeno3yBaHHs HIYKOHA30I0M; OOJHOYACHO IOBIJOMIISIIM TIPO
raJilolMHallil Ta IapaHoiganbHy OBENiHKY.



[Tpu nepeno3yBaHHi HeOOXiMHO ITPOBECTU CUMITOMaTUYHY MiTPUMyBaJIbHy Tepallilo Ta y pasi
HeOOXiTHOCTI TPOMUTH IITYHOK.

®nyKoHa3071 3HAYHOIO MipOI0 eKCKPETYETLCS 3 ceuelo; (opCcoBaHUY Aiype3 MOXKe IPUCKOPUTH
BUBeIeHH npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUKYE PiBEHb PIYKOHA30JTYy V
na3Mi KpoBi mpu6nau3Ho Ha 50 %.

ITob6iyHi peakuii.

[ToBimoMISANK TIPO peakilil TiKapchKoro 3aco0y 3 eo3uHodinieio i cucteMuumu cumnromamu (DRESS),
IIOB’513aHi 3 NMiKyBaHHAM (PITyKOHA30710M (OUB. po3ain «OcoONMMBOCTI 3aCTOCYBaHHS»).

Haituacrime (> 1/10) moBimoMsiiu po Taki mob6ivHi peakilii: ronoBHUIM 0inb, 6inb y YepeBHil
IIOPOXKHUHI, Miapesi, HynoTa, O/I0BaHHS, BUCUIIAHHS, IiABUIIEHHS PiBHS allaHiHaMiHOTpaHCcdepasu
(AJIT), migBuieHHS piBHA acnaprataMiHoTpaHcdepasu (ACT), migBuineHHS piBHA IyXkHOL hocdhaTa3u
KpOBi, BUCHATIAHHS.

II7s1 OLIHKY YaCTOTH BUHUKHEHHS MOGIYHUX peakilili BUKOPHUCTOBYIOTh TaKy Kiacudikarrito: myxe
yacTo (= 1/10), wacto (Big = 1/100 mo < 1/10), HeyacTo

(Big = 1/1000 mo < 1/100), pigko (Bimg = 1/10000 mo < 1/1000), my=xe pigko (< 1/10000), gacTtota
HeBifjoMa (4acToTy He MOXKHa OI[IHUTHU Ha MifiCTaBl HAaIBHUX JaHUX).

ITopyweHHs 3 60Ky cucmemu Kpoei ma AiMpamuyHoi cucmemu

HeuacTo: aHeMisd.

Pinko: arpaHynonuTos, 1eiKomneHis, TpOMOOLUTONIEHisT, HEUTPOTIEHis.

ITopyweHHs 3 6OKY iIMYHHOI cucmemu

Pigko: anadinmakcis.

ITopyweHHs 06MiHY peuosuH, memaboaizmy

HeuacTo: 3HMKEHHS alleTUTy.

Pigxo: rimepxonecTepuHeMis, TMePTPUTIILEPUAEMis, TiIIOKaTieMis.

IIcuxiuHi po3aadu

HeuacTo: 6€3COHHS, COHIUBICTE.

Hegposo02iuHi po3nadu

YacTo: ronoBHUN Oifb.

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

Pigko: Tpemop.

ITopyweHHs 3 6OKY op2aHis cAyxy ma eecmubyasapHO20 anapamy



Heuacro: BepTuro.
KapodianvHi nopyweHHA

Pigko: mapokcu3ManbHa MITyHOYKOBA TaXiKaphis TUIY «IipyeT», IOA0BXeHHd iHTepBany QT
(muB. po3ain «OcoOIUBOCTI 3aCTOCYBAHHS»).

LI yHK0B80-KUWKOBI po31adu

Yacro: 6inb y YepeBHill TOPOXKHUHI, HYIOTa, miapes, OMI0BaHHS.

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

Posnadu 2zenamobisiapHoi cucmemu

YacTo: nmigBuIlleHHS PiBHSA anaHiHamiHoTpaHcdepasu (AJIT), migBuilleHHS piBHS
acnaprartaMinoTpaHcdepasu (ACT), migBuilleHHS PiBHA IyKHOI ¢ocdaTasu (TUB. PO3Min

«Oco0IMBOCTI 3aCTOCYBaHH»).

HeuacTo: xoecTas, JKOBTSIHUIIA, MiABUILIEHHS piBHS OinipyOiny (muB. po3min «Ocob6nuBoCTi
3aCTOCYBaHHS»).

Pigko: mediHKoBa HEIOCTATHICTh, TeNaTOLENIONAPHAN HEKPO3, TeMaTUTH, TeaToUeoIsIpHe
ypaxeHHs (OuB. po3gin «Oco0IMBOCTI 3aCTOCYBaHHI»).

3MiHu 3 60Ky WKipu ma niOwKipHOi KAiMKoBUHU
YacTo: Bucunanus (ouB. po3main «OcoONMMBOCTi 3aCTOCYBaHHS»).

HeuacTo: MemuKaMeHTO3HUM OepMaTuT (BKIII04aouu ¢GiKCOBaHUN MeIUKAMEHTO3HUU NepPMaTuT),
KPOIIKB’sTHKA, CBepOiXK, MiiBUIlleHe TIOTOBUIiIEeHHS (IUB. po3Hin «OCco6IUBOCTI 3aCTOCYBaHHS»).

Pigko: TOKCMYHUY emmimepManbHUM HEKPOi3, cuHapoM CTiBeHca - [I?)KOHCOHA, TOCTPUM
reHepasi3oBaHUM €K3aHTeMaTO3HUU MIyCTY/Ib03, eKC(HOTIaTUBHUN IePMaTUT, aHTI0HEBPOTUYHUN
HaOpsK, Habpsgk o06nu4ds, anomnenis (AUB. po3nin «Oco6IUBOCTI 3aCTOCYBAHHS»).

Hesigomo: peakiiii mikapcbkoro 3acoby 3 eo3unodinieto i cucremuumu cumnromamu (DRESS).
ITopyweHHs 3 6OKY ONOPHO-PYX080i cucmemu ma cnoAy4YHOi MKAHUHU

Heuacrto: mianris.

3azanvHi po3nadu

HeuacTo: mifBuIieHa BTOMJTIOBaHiCTh, HE3[Iy2KaHHS, aCTeHis, rapsyka.

Himu

YacToTa Ta xapakTep Mo6iYHUX peakiliii i BigxuieHb Bif HOpMU pe3yyIbTaTiB labopaTOPHUX aHaMli3iB y
XOMi KJTiHIYHUX OOCTIAXKEHb 3a Y4aCTIO OiTeH CIiBCTaBHI 3 TAKUMHU Y JOPOCIIHUX.

[ToBigoMIIeHHS PO Mimo3pioBaHi m0o6iuHi peakirii

[ToBimoMIeHHS PO Migo3pioBaHi MOGiYHI peakil micyisg peecTpaliil 1iKkapChbKoro 3aco0y € BaxKIMBOIO



npouenyporo. Lle mae 3Mory MpoaoBKyBaTHA MOHITOPHHT CIiBBITHOIIEHHS KOPHUCTL/PU3UK IS
BiATIOBiZHOTO JTiKapchKOro 3aco0y. MeguyHUM IpalliBHUKAM HeOOXiTHO MOBiqOMIISTH PO Oyab-sKi
nigo3proBaHi moOiuHi peakirii yepes3 HalliOHAIbHY CUCTEMY (apMaKOHATISY.

Tepmin npudamHocmi. 2 poku.

YMoBu 30epiranHsi.

30epiraTu B HeHOCTYIHOMY [Jis miTe Micti. 36epiratu mpu TeMmepatypi He Buite 25 °C. 36epiratu B
OpUTiHAJIbHIN yIIaKOBII.

Hecymicnicmb.

He crig 3mimyBaTu npenapart 3 iHIIUMH JTiKApCHKUMHU 3aco0aMu B OOHiM €EMKOCTi, OKpiM 3a3HaueHuX
y po3pini «Crocib 3acToCcyBaHHS Ta [O3U».

YnakoBka.

[To 50 mm a6o 100 mn y nsi, mo 1 s y mavui 3 KapToHy. I[To 50 M a6o 100 M y nsimkax.

Kareropis Bignmycky. 3a penentom.

BupOOHHK.

TOB «IOpis-®apm».

Micue3Haxo/KeHHsI BHPOOHHMKA Ta aJpeca MicCllsi IPOBaXKeHHS HOro Jis/IbHOCTI.
Ykpaina, 18030, Yepkacrka 006:., M. Yepkacu, Byn. Ko63apceka, 108. Ten.: (044) 281-01-01.



