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MOPOIIIOK O1JI0TO KOIBOPY

Ha3sga i micue3HaxoaxeHHsI BUPOOHHUKA.
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dapmakoTepaneBTHYHA rpyna. [IpoturpubkoBi 3acobu aiist cucteMHoro 3acrocyBanus. [loxigni Tpuaszomy. Kox
ATCJ02A COl.

®dyKkoHa3011, MPOTUTPUOKOBUH 3aci0 Kiacy TpUa30diB — MOTYKHHM Ta CENIEKTUBHUIA 1HT101TOp TPUOKOBUX
(bepMeHTiB, HEOOXITHHX ISl CHHTE3Y eprocTepoiy. [lepBuHHIM MeXaHi3MOM HOTO Ji1 € IPUTHIYeHHS TPUOKOBOTO
14 anbda-naHoCTEpOI-IeMETUITIOBAHHS, ONIOCEPEIKOBAHOT0 IUTOXpoMoM P450, 1110 € HEB1J1'éMHUM €TanoM
010cuHTE3y rpUOKOBOTO eprocrepoiy. Akymymsuis 14 anbda-MeTHI-CTEPOIIiB KOPENIOE 3 MOAATBIIO BTPATOO
eprocrepoy MeMOpaHOI TPUOKOBOI KIIITUHHU Ta MOKE BiJIMOBIAATH 32 MTPOTUTPUOKOBY aKTUBHICTH (DITYKOHA307Yy.
®dnykoHa3011 € OUTBII CENIEKTUBHUM JI0 TPUOKOBUX (pepMeHTiB riuToxpomy P450, Hixk 10 pi3HOMaHITHUX CUCTEM
dbepmentiB nutoxpomy P450 ccasiiis.

3acTocyBaHHs (urykoHa3o0iy y 10350 Mr Ha 100y mpoTsIroM 28 NHIB HE BIUTMBAE HA PIBEHb TECTOCTEPOHY Y TUIa3Mi
KpOBI1 Y 4OJIOBIKiB 200 Ha piBEHb EHAOTCHHHUX CTEPOIMiB Y )KIHOK PenpOAyKTUBHOTO Biky. doykonaszon y 1@10-
400 mr Ha 100y HE BUSBIISE KIIHIYHO 3HAYYIOTO BIUIMBY Ha PIBEHb €HJAOT€HHUX CTEPOi/iB YU HA BIANOBIAb HA
ctumymsito AKTI y 3mopoBux 700poBOIIBLIIB YOIOBIYOi CTATI.

JlocmipkeHHsT B3aeMOJIIi 3 AHTUIIIPUHOM TPOACMOHCTPYBajio, Mo 3actocyBaHHs S50 Mr GurykoHA30iTy
pa3oBo yu OaraTopa3zoBo HE BIUIMBAE HA META00II3M aHTUITIPUHY.

YyTnusicTh in vitro.

®dyKoHa3011 in Vitro 1EeMOHCTPY€E IPOTUTPUOKOBY aKTHUBHICTb CTOCOBHO BUIB Candida, 0 3yCTpiualoThCs
Hanuactime (Brmtouatouu C.albicans, C.parapsilosis, C.tropicalis). C.glabrata neMOHCTpYy€ IUPOKUH Alana3oH
YyTJIMBOCTI A0 (IIyKOHA30I1y, TOI1 SIKC. krusei € 10 HbOTO PE3UCTEHTHOIO.

Takox (hyKOHA30Jin Vitro TEMOHCTPY€E aKTUBHICTB K ipotu Cryptococcus neoformans ta Cryptococcus gattii,
TakK 1 MPOTH eHJEMIUYHUX IUTICHABUX IpubiBBlastomices dermatitidis, Coccidioides immitis, Histoplasma
capsulatum ta Paracoccidioides brasiliensis.

MexaHi3M pe3uCTEeHTHOCTI.

Mikpoopraunizmu ponyCandida NeMOHCTPYIOTh YUCIEHHI MEXaHI3MHU PE3UCTEHTHOCTI /10 a30JIbHUX
MPOTUTPUOKOBHUX 3ac00iB. DIYKOHA30] IEMOHCTPYE BUCOKY MiHIMANbHY 1HTOYI0UY KOHIIEHTPALIIIO MPOTH ITaMiB
rpubiB, SKi MarOTh OWH a00 OiTbIIIe MEXaHi3MiB PE3UCTEHTHOCTI, III0 HETATUBHO BIUIMBAE Ha €(DEKTUBHICTH! ViVo
Ta B KJIIHIYHINA npaktuwi. [ToBizomisiiocs npo BUnaaku po3BUTKy cynepindekulandida spp., inmnmu Hix C.
albicans Bugamu, 110 4acTo € HEUYTIMBUMU 10 (piykonazony (HanpuknanCandida krusei). JI7is mikyBaHHS TaKUX
BUIAJKIB CJ1/1 3aCTOCOBYBATH aJIbTEPHATUBHI MPOTUTPUOKOBI 3aCO0U.




AOcopoiis.
®dnykoHa3011 100pe BCMOKTYEThCS ITPH IEPOPAITEHOMY 3aCTOCYBaHHI, a piBeHb IpenapaTy y Iia3Mi Kposi i

cucTeMHa 010J10CTYNHICTh nepeBUILYI0TEI0 % piBHS (DIyKOHA30Iy Yy IU1a3Mi KPOBI, IMOCATAETHCS IPU
BHYTPIIIHFOBEHHOMY BBeJIEHHI npemapary. OHOYacHE B)KMBAaHHS 1Ki HE BIUTMBAa€ HA BCMOKTYBaHHSI IIperapary
npu Horo nepopajibHOMy 3acTocyBaHHi. [likoBa KOHIIEHTpalis y Mmiaa3Mi KpoBi focsraetses ueped,5-1,5 ronunu
micist mpuiioMy niperiapary. KoHmeHTpatis mpenapaTy y 1uia3Mi KpoBi ponopiiiiHa 10 103u. PiBHOBaXkHA
KOHIIeHTpais Ha piBHI 90 % nocsraeTbes Ha ApyTuil 1eHb JIIKyBaHHS [IPU 3aCTOCYBaHHI y NEpUIMA A€Hb
HAaBAHTAXKYBAJBHOI J03H, 1110 BABIYl IEPEBUIILY€E 3BUYAITHY TOOOBY J03Yy.

Po3noin.

006’ em po3noaiy TpUOIM3HO JOPIBHIOE 3araIbHOMY BMICTY PiIMHU B OpraHi3Mi. 3B’ si3yBaHHS 3 OLIKaMH IUIa3MH
kpoBi Hu3bKe (11-12%).

dnykoHa3011 100pe MPOHUKAE B yCi JOCHTIHKYBaHI piiMHN opraHi3My. PiBeHb (QiryKoHa301y y CIIMHI Ta MOKPOTHHHI
€ TOII0HUM JI0 KOHLIEHTpALil penapary y mia3Mi KpoBi. Y NaIli€eHTiB, XBOPUX HA TPUOKOBHI MEHIHTIT, pIBEHb
(bIyKOHA30JIy Y CTUHHOMO3KOBIH pinHi qocsrae 80 % KOHIEHTpAIIii y T1a3Mi KpOBi.

Bucoki koHneHTpaitii (pykoHa3omy y MIKipi, 0 MEePEeBUILYIOTh CUPOBATKOBI, JOCATAIOTHCS Y POrOBOMY IIapi,
ermiiepMici, 1epmi Ta moti. GIryKoHa30J1 HAKOMTMIYEThCS Y poroBoMy mapi. [Ipu 3acrocyBanHi noff) mr 1 pa3 Ha
100y KOHIIeHTpaiist GpryKkoHa3omy micisl2 HIB TiKyBaHHS CTaHOBWIIA 73 MKI/T, a uepe3 7 AHIB MicCIis 3aBepIICHHS
JKyBaHHS KOHIICHTpAIlis Bce me cTanoBmias,8 Mkr/r. [Tpu 3acrocyBansi 103ul50 mr 1 pa3 Ha THXKICHD
KOHIIEHTpallis (IyKoHA301y Ha7 IEHb JTIKyBaHHsS cTaHOBWIIA 23,4 MKI/T; yepe37 JHIB MiCIisg 3aCTOCYBaHHSA
HACTYITHOT 031 KOHIICHTpAIIisl BCE IIe CTaHoBUIa 7,1 MKI/T.

KonnenTpariis ¢hiaykoHazony B HIrTax micis 4 micsmiB 3actocyBanHs 150 mr 1 pa3 Ha Twxnens ctanoBuna 4,05
MKT/T y 3I0pPOBHX TOOPOBOJBIIB Ta 1,8 MKI/T IpH 3aXBOPIOBAHHSX HITTiB; (IIyKOHA30JI BU3HAYABCA y 3pa3Kax HIrTiB
yepes 6 MiCSIIIB Miclis 3aBeplieHHs TepaniibioTpanchopMmaitis.

®dirykoHa30J1 METa00ITI3Y€ETHCSI HE3HAYHOIO Mipoto. [Ipu BBeICHHI 103U, Mid€HOI pali0aKTUBHUMH 130TOITIAMH,
e 11 % ¢irykoHa3011y eKCKpeTY€eThCs 3 cedero y 3MiHeHOMY BUTJIsl. DIyKoHA3011 € CeIeKTUBHUM 1HT10iTOpOM
130pepmenTiBCYP2C9 ta CYP3 A4, a Takox inridbiTopom i3opepmeHTC Y P2C19.

Exckpenis.

[epion HamiBBUBeneHHS (PIIYKOHA30ITY 3 TUIa3MH KPOBi CTAaHOBUTH On3bKA30 roauH. binbiia yactuHa npemnapary
BUBOJUTHCS HUpKaMH, ipudomy 80 % BBeACHOI 103H BUABISETHCA Y cedl y He3MiHeHOMY cTaHi. KiipeHc
(bIyKoHA30Ty IPOTIOPIIIHHUI 10 KITipeHCY KpeaTuHiHy. [[upKymorounx MeTaboIiTiB HE BHUSIBIICHO.

TpuBanuii nepio]l HaMiBBUBEACHHS MIPENapaTy 3 IUIa3MHU KPOBI1 JJa€ MOXJIMBICTh Pa30BOI0 3aCTOCYBAHHS
npernapaTy npy BariHaIbHOMY KaHAM031, a TAKOXK 3aCTOCYBaHHS Npenapatyl pa3 Ha THKICHb PU THIINX
MOKa3aHHSX.

HupkoBa HEJIOCTaTHICTB.

V naui€eHTiB 13 HUPKOBOK HEJJOCTATHICTIO TSKKOTO CTYTNEHs (IUIBUAKICTh KIIy004ukoBOi (uibTpanii < 20 Mi/XB)
nepioj] HaMmBBUBEACHHS 30UThITy€eThCs 3 30 ToauH 10 98 roauH. Tomy I1iii KaTeropii mamieHTiB HE0OXiTHO 3HU3UTH
103y ¢urykoHazouy. PiyKoHa30J BUAAISETHCS IIISIXOM FeMO/iai3y, Ta MEHIIOK MipOI0 — LIUIIXOM
IHTpanepuTOHeaIbHOTO Aiaiizy. CeaHC reMoializy TPUBAIICTIO 3 TOIMHY 3HIKYE PiBEHBb (IIyKOHA30Iy Y IUIa3Mi
KpoBi mpubin3Ho Ha 50 %.

[aiieHTH JITHBOTO BIKY.

CepenHiii iepiof] HamiBBUBEACHHS CTaHOBUTH 46,2 roaunu. L{i hapmMakoKiHETHYHI MOKA3HUKH € BUITUMHU
MOPIBHSHO 3 aHAJIOTITYHUMH Y 3/I0POBHUX JOOPOBOJIBIIIB MOJIOIIIOTO BiKy. OTHOYaCHE 3aCTOCYBAaHHS JIIyPETHKIB HE
MaJIo 3HayHOro BIUIUBY Ha Cax Ta AUC. Takox KiipeHc kpeaTHHiHY(74 MJI/XB), BIICOTOK (IyKOHA30I1y, 110
eKCKpETyBaBcs 13 ceuero y HeaMineHoMY BUTIIII(0-24 roauau, 22 %) Ta HUPKOBUI KitipeHe ¢urykonasomy(0,124
MJI/XB/KT) y Malli€HTIB AaHO1 BIKOBOI IpyNu OYJIH HIDKYUMHU, HIXK aHAJIOT1YHI MOKa3HUKU Y MOJIOIIUX
n00poBOIBIB. ToMy 3MiHH (hapMaKOKIHETHKH Y MAIIEHTIB JITHHOTO BIKY 3aJ€KaTh BiJl MapaMeTpiB QyHKIIH HUPOK.

IMoxa3aHHs 1JIs1 3aCTOCYBaHHS.
[ocTpwuii BariHaIbHUIA KaHIMI03, KOJIH MICIIEBa TEpaIlisi € HE TOPEUHOO.
Kanmuno3uwmii 6asiaHiT, KOJIM MiCIieBa Teparlisi He € JOPEYHOIO.

IIporunoka3aHus.



— l'inepuyTiuBicTh 10 (PIYKOHA30My, IHIIMX a30JIbHUX CIIONYK 200 0 OY/Ib-5KO01 3 JOMOMIXKHUX PEYOBUH
npernapary.

— OntHOUYacHe 3aCTOCYBaHHS (UIyKOHA30Iy Ta TepdeHa uHy NalieHTaM, sIKi 3aCTOCOBYIOTh (PIIyKOHA30J1
OararopazoBo y no3ax 400 mr/no0y Ta BuIe (3riIHO 3 pe3yIbTaTaMH JOCITIKEHHS B3a€MO/Ii1 0araTopa3zoBoro
3aCTOCYBaHHS).

— OpmHOYacHE 3acTOCYBaHHS (DITYKOHA30JIy Ta HIIUX JIIKAPCHKUX 3aC00iB, M0 TOI0BXKYIOTh iHTEpBART Ta
MeTabomi3yroThes 3a gonomoroio hepmeHTyCY P2A4 (Hanpukiag nu3anpuay, acTeMi3ony, NiMO3UIy, XiHIIUHY Ta
ePUTPOMILIHHY ).

Haue:xxni 3axoam 0e3nexu nNpu 3acTOCyBaHHi.

Hepmamoghimia. BinnoBigHO A0 pe3yabTaTiB AOCHIKEHHs (IIyKOHA30y ISl IIKyBaHHS AepMaTo]iTii y AiTeH,
(bITyKOHA30JT HE TIEPEBHIIY€ Tpr3e0(yIIbBIH 32 €(PEKTUBHICTIO 1 3arajIbHUH MOKa3HUK €()eKTUBHOCTI CTAHOBUTH
menme 20 %. Tomy ¢irykoHa301 He CI1ii 3aCTOCOBYBATH JUIsl JTIKYBaHHS AepMaTOQiTii.

Kpunmoxoko3s. JlokaziB e(h)eKTUBHOCTI (ITyKOHA30ITy JUIS JTIKYBaHHS! KPUIITOKOKO3Y 1HIIMX JIOKaJTi3alii (HampuKian
JIET€HEBOI'0 KPUIITOKOKO3Yy Ta KPUIITOKOKO3Y LIKIPH) HEAOCTATHBO, TOMY PEKOMEHIALlIN 111010 T030BOTO PEXUMY
JUTSL JTIKYBaHHS TAKUX 3aXBOPIOBaHb HEMAE.

Tnuboxi endemiuni mixo3zu. JJokaziB epekTUBHOCTI (DTyKOHA30Ty AJIs JTIKyBaHHS 1HIIUX POPM €HIEMIYHUX MiKO3iB,
TaKUX SIK MAapaKOKIUAI0IIOMIKO03, TICTOIUIA3MO3 Ta MIKIPHO-TIM()ATHIHNHN CIIOPOTPUXO03, HEJOCTATHHO, TOMY
pEeKOMEeHaLlii 11010 JO30BOT0 PEKUMY IS JIIKYBAaHHS TaKUX 3aXBOPIOBAaHb HEMAE.

Hupkosa cucmema. IlantieHTaMm 13 mopymeHHsM (YHKIIA HUPOK MpeTrapar CJIij] 3aCTOCOBYBATH 3 00EPEkKHICTIO
(muB. po3ain «Crocid 3acTOCyBaHHS Ta J03W).

T'enamobiniapna cucmema. IanienTam i3 mopymeHHsIM (QYHKIIIH TEYiHKH MperapaT CIiiJ 3aCTOCOBYBATH 3
00epexHiCcTI0. 3aCTOCYBaHHS (UIyKOHA30Jly aCOLII0BAIOCS 3 BUHUKHEHHSM P1JIKICHUX BUIA/IKIB PO3BUTKY TSKKOT
rernaToTOKCUYHOCTI, BKJIFOYAIOYH JIETAJIbHI BUMIAJIKH, TOJIOBHUM YMHOM Y MAI[IEHTIB 13 TSHKKUMH OCHOBHUMMU
3aXBOPIOBAaHHSIMHU. Y BUIA/IKaX, KOJIM PO3BUTOK MeMaTOTOKCHYHOCTI aCOLIIFOBABCS 13 3aCTOCYBAHHAM (PIIyKOHA30ITy,
He OyJI0 BiJJ3HAYCHO 11 IBHOT 3aJIEXKHOCTI BiJ] 3arajibHOI T0OOBOT 103U Tperapary, TPUBAIOCTI Teparii, crati abo
BIKY Mawi€HTa. 3a3BUYail renaToTOKCUYHICTh, CIPUYHMHEHA (DIyKOHA30JI0M, 000OPOTHA, a i MPOsSBU 3HUKAOTH MICIIS
MIPUIMHEHHS Teparii.

3a naiieHTamH, y SIKUX IIPH 3aCTOCYBaHHI (PIyKOHA30Iy CIIOCTEPIraloThCs BIAXUICHHS Pe3yJIbTaTiB
(GYyHKIIOHATBHUX TPOO TEYiHKH, CITiI BCTAHOBUTH PETEIBHUIN HATJISA] OO0 PO3BUTKY OLTBII TSHKKOTO YPaXKECHHS
HEYiHKU.

[TarienTiB citig mpoiHGOPMYyBaATH PO CUMIITOMH, IO MOXKYTh CBITMUTH PO CEPHO3HUN BILUIUB HA MEUIHKY
(BUpa)keHa acTeHisl, aHOpEKCis, MOCTiiiHA Hy10Ta, OJIIOBaHHA Ta KOBTAHUIL). Y TaKOMY BUMAJIKy 3aCTOCYBaHHS
¢ryKoHa30Iy CITii HETaifHO MPUTTMHATH Ta IPOKOHCYJIBTYBATHUCS 3 JIIKAPEM.

Cepyeso-cyounna cucmema. JIesiki a301au, y ToMy 4ucii i GyKoHa30J1, aCOLIIOIOThCA 13 MOJIOBKEHHIM 1IHTEpBaTy
QT na enexrpoxkapzaiorpami. [ToBimomitsiiocs mpo ay»ke piKicHI BUNaIKK MOJ0BKeHHS iHTepBan§) T Ta
NapOKCU3MaJIbHOI IINTYHOUKOBOI TaXiKapAii TUIY «IipyeT» MpH 3aCTOCYBaHHI npenapary. Taki HOBIJOMJIEHHS
CTOCYBAJIHCS MAIIEHTIB 13 TSHKKUMHU 3aXBOPIOBAaHHAMU TP TIOETHAHHI 0araTthox (pakTopiB pU3HUKY, TAKHMH 5K
CTPYKTYPHI 3aXBOPIOBaHHS Ceplis, IOPYIIEHHS eJIEKTPOJIITHOIO OOMIHY Ta OJTHOYACHE 3aCTOCYBAHHS 1HILIUX
JKapChbKUX 3ac00i1B, 1110 BIUIMBAIOTh HA 1HTEpBAIQT.

®dykoHa3011 cIijl 3 00E€pEKHICTIO 3aCTOCOBYBATH MALlIEHTAM 13 PU3HUKOM PO3BUTKY apUTMii. OJHOYacHE
3aCTOCYBAaHHS Pa3oM 13 JIIKAPCbKUMHU 3ac00aMH, 10 IPOJIOHTYI0Th iHTepBaX)Tc Ta MeTaboi3ytoThes 3a
nornomororo pepmenty CYP3 A4 nutoxpomy P450, nporunokasaune. I arogpanmpun. I'anodantpun € cy6ecTpaTom
depmenty CYP3 A4 i mpononrye inTepBan QTc npu 3acTOCYyBaHHI y pEKOMEHIOBAHUX TEPATICBTHYHUX J103aX.
OpHouacHe 3acTocyBaHHs rajlopaHTpUHy Ta QIIyKOHA30JIy HE PEKOMEHY€ThCS.

Hepmamonoeiuni peaxyii. I1ix gac 3actocyBaHHs QIIyKOHA30JTy PIIKO MOBITOMIISIIOCS TTPO PO3BUTOK TAKUX
ekc(oiaTUBHUX HIKIPHUX peakiii sk cuHapom CriBeHca-/[)KOHCOHA Ta TOKCUYHMHN emiiepMaIbHUNA HEKPOJIi3.
[MamienTtn 31 CHI/loM OibIn CXMITBHI IO PO3BUTKY TSHKKHUX IIKIPHUX pEakiiil pU 3aCTOCYBaHHI 0araTbox
JKapChKUX 3ac00iB. SIKIO y Malli€eHTa i3 MOBEPXHEBOIO TPUOKOBOIO 1H(EKITIEIO 3’ IBISIFOTHCS BUCUIIAHHS, 110
MOJKHA ITOB’S3aTH 13 3aCTOCYBAaHHAM (IIyKOHA30ITy, TTOJANIBIIE 3aCTOCYBAHHS NIPENapaTy CIiJ MPUMHHUATH. K0 y
MaIi€eHTa 3 iIHBA3UBHOIO/CUCTEMHOIO TPUOKOBOIO 1H(EKIII€I0 3’ ABNAIOTHCS BUCUIIAHHS Ha IIKipi, 32 HOTO CTAaHOM
noTpiOHO PETENBHO CIIOCTEPIraTH, a y BUIAJKy PO3BHTKY OyJIbO3HHX BHCHIIAaHb a00 MYJIbTH()OPMHOI epuUTEMHU
3aCTOCYBaHHS (IyKOHA30I1y CIIiJ MPUITUHUTH.



l'inepyymaugicme. Y piIKICHUX BUIIA/IKAX MOBLAOMIISIIOCS PO PO3BUTOK aHA(ITAKTUYHUX PEaKLii.

Lumoxpom P450. ®nykonason € moTyxHUM iHTi0iTOpoM PepmerTYCYP2C9 Ta momipHuM iHTiO6iTOpOM (hepMeHTy
CYP3A4. Takox aykoHnazon € inriditopom ¢pepmeHT¢ YP2C19. Crnig crioctepiraTy 3a CTAaHOM MAIli€HTIB, K1
OJIHOYACHO 3aCTOCOBYIOTH (DIYKOHA30JI Ta IPENapaTu 3 By3bKUM TEPANEBTUYHUM BIKHOM, [0 METa0O0II3yIOTHCA 3a
yuactio CYP2C9, CYP2C19 ta CYP3A4.

Tepgpenaoun. Cnin peTellbHO CIIOCTEPIraTh 32 CTAHOM MAIli€EHTa MPH OJHOYACHOMY 3aCTOCYBaHHI Tep(eHaIuHy Ta
drykonazony y 1031 meHme&00 mr Ha 100y .

Honomiocui peyosunu. Ilpemapatr MicTUTB JTIakTO3y. [lamieHTaM 3 piIKICHUMHY CIIaJJKOBUMU 3aXBOPIOBAHHSIMH,
TaKUMHU SIK HETIEPEHOCHUMICTh raJlakTO3H, HEIOCTAaTHICTH J1akTa3u Jlamma Ta ManbabcopO1LIist IIIOKO3U-TaTaKTO3H,
HE CJIi/1 3aCTOCOBYBATH LIEH Mpermapar.

Oco0,1uBIi 3acTepe:keHHs.

3acmocyseanns y nepiod eazimmuocmi aoo 200y6anHns zpyooio.

Jlani, oTpuMaHi ipu pa3oBoMy ab0 TIOBTOPHOMY 3aCTOCYBaHHI (DIIyKOHA30Jy y 3BUYaHKX 033X (< 200 mMr/mody)
KUTBKOM COTHSIM BariTHHUX KIHOK MPOTATOM | TpUMeCTpy BariTHOCTI, He IPOAEMOHCTPYBaIl He0aKaHUX e(PEeKTIB Ha
ot [ToBimoMITsLITOCS PO YUCIICHHI BPOJKEHI MMAaTOJIOTii y HOBOHAPODKEHUX (BKITtoUaroun Opaaudpexio,
JMCIIIa3110 BYIITHOI PAaKOBUHH, HaJIMIpHE 30UIbLIEHHS IEPEAHbOTO TiM sIUKa, BUKPUBJICHHS CTETHA,

TUICYOTIKTHOBUM CHHOCTO3), MaTepi SIKMX MpUHMaIi BUCOKI 103U ¢urykonazoury (400-800 mr/mo0y) mpotsrom
npUHaiiMHI TpboX a00 OLIbIIE MICALIB AJIS JIIKYBAaHHS KOKLUA10i103y. 3B’ S130K MIX 3aCTOCYBaHHIM (DIyKOHA30JIy Ta
[IUMH BUTIAIKAMH HE BU3HAYCHH.

JlocmikeHHs Ha TBapUHaX MPOJAEMOHCTPYBAIN PENPOAYKTUBHY TOKCUYHICTb.

3acToCcyBaHHs MpernapaTy y nepioJi BariTHOCTI MOKIIMBE JIUIIE Y BUMAJIKY, SKIIO KOPUCTH BiJl

3aCTOCYBaHHS NIEPEBUILYE MOKIMBUNA PU3HK.

He citig 3acTocoByBaTH BHCOKI /103U (UIYKOHA30JTy Ta/a00 TpUBAI KypCH JIIKyBaHHS (IYKOHA30JIOM Y TIEPio]
BariTHOCTI, 32 BUHATKOM JIiIKyBaHHS 1H(EKIIiH, 1110 MTOTEHLIHHO 3aTPOXKYIOTh JKUTTIO.

@DiryKOHA30J1 IPOHUKAE Y TPYTHE MOJIOKO Ta JOCATAE HUKIOT KOHIICHTpAIIil, HiXK Yy T1a3mi KpoBi. ['oyBaHHS
IpYyJUIIO CIi1 NPUIUHUTHU Ha NEPioJl JTIKYBaHHS MpenapaToM.

ogyBatu TpyaII0 HE pEKOMEHAYETRCS TIPU OaraTopa3oBOMY 3aCTOCYBaHHI (hIyKOHA30Ty 200 TPU 3aCTOCYBaHHI
BUCOKHX /103 (IyKOHA30I1y.

30amuicmb eniueamu Ha WEUOKICMb peaKyii npu KepyeanHi a6mompancnopmom aoo pooomi 3 iHuumMu
Mmexanizmamu.

JlocnikeHb BIUIMBY (DITyKOHA30JTy Ha 34aTHICTh KEPYBATH aBTOTPAHCIIOPTOM a00 MPAItOBAaTH 3 IHIIMMU
MEXaHi3MaMH HE ITPOBOIIIIH.

[TamienTiB cning mpoiHGopMyBaTH PO MOKIUBICTH PO3BUTKY 3alIaMOPOYECHHS 200 CyJIOM IIiJl 4Yac 3aCTOCOBYBaHHS
¢ryxonazomny. [Ipr po3BHTKY TaKMX CUMIITOMIB HE PEKOMEHAYEThCS KEPYBAaTH aBTOTPAHCIIOPTOM ab0 MpaIroBaTu
3 IHIIMMHU MEXaHi3MaMH.

Mimu.

EdexTuBHiCTh Ta Oe3MeKa 3aCTOCYBaHHS MpeNapaTy JUis JTiKyBaHHS TeHITaIbHUX KaHIUI031B y JIiTeH He
BCTaHOBJICHI, HE3BAKAIOUM HA BUUEPITHI 1aH1 I110J10 3aCTOCYBaHHS Mpenapary JITsSM. SIKIo iCHy€e HarajabHa
noTpeda 3acTOCYBaHHS MpemnapaTy mijuriTkam (BikoM Biil 2 10 17 pokiB), ciil 3aCTOCOBYBATH 3BHYANHI JTO3H IS
JOPOCIIHX.

Cruoci0 3acTocyBaHHA Ta 103H.

Kancynu cin koBratu minmumu. [Ipuiiom mpenapaty He 3aJIe)KHUTh BiJ MIPHIHOMY TXKi.

Lopocai.

[Ipemapat 3aCTOCOBYIOTH EPOPATBHO Y 1031150 Mr 01HOpPa30BO.

layienmu nimnb020 BiKY.

[Tpu BiACYTHOCTI 03HAK MOPYIICHHS (PYHKIIH HUPOK JUIS JTIKYBaHHS TaHOI KaTeropii NamieHTiB 3aCTOCOBYIOTh
3BUYAHY 103y, K U JOPOCIIUX.

Topywenns (pyHKyitl HUPOK.



®dyKoHa30J1 BUBOJUTHCSA B OCHOBHOMY 3 Ceuel0 y He3MiHeHoMYy Burisiai. Ilpu pazoBoMy 3acTocyBaHHI npenapary
KOpUT'yBaTH 103y JaHiil KaTeropii NaieHTiB He MOTPIOHO.

Topywenus ¢yHnkyitl neyinku.

@dyKOHA301 CITiJ] 3aCTOCOBYBATH 3 00EPEKHICTIO TALlI€EHTAM 13 TOPYIICHHAMHU (YHKIIN TEYiHKH, OCKITBKH
iH(hopMalii 010 3acTocyBaHHs (PIyKOHA30My LIl KaTeropii maii€HTiB HEAOCTAaTHHO.

IHepeno3yBanus.

OTpHrMaHO TOBIAOMJICHHS NP0 TEPEI03yBaHHS (IyKOHA30JI0M; OJJHOYACHO MOBIIOMIISIIOCS NP0 TATIOLUHALIT Ta
napaHoiJaJIbHy MOBEIIHKY.

[Tpu nepeno3yBaHHI HEOOXiTHO IPOBECTH CUMITTOMATHYHY MIATPUMYIOUY TE€pAITiio Ta y pa3i HeoOXiTHOCTI
HIPOMMTH IILITYHOK.

®dyKOHA30J1 3HAYHOIO MipOIO €KCKPETYETHCS 3 ceueto; (hOpCOBaHUil Iiype3 MOXKE MPUCKOPUTH BHBEICHHS
npenapaty. CeaHc reMoaiaiizy TPUBAIICTIO3 TOJUHH 3HUXKYE PIBEHb (PIIYKOHA30Jy y IJIa3Mi KpOBi MPUOIU3HO Ha
50 %.

ITo0iuni peakmii.

Haityactimmmy no6iunumMu peakiismMu(> 1/10) € ronoBHUi 01k, 0116 Y UepEeBHIN MOPOKHUHI, Jliapesi, HyA0Ta,
OJrOBaHHSI, BUCUITAHHS, ITiIBUIICHHS piBHS anaHiHaMminotpancdepasu (AJIT), acmapraraminorpancepasuACT)
Ta JIy)kHOi (ocdaTazu KpoBi.

J171st OIIIHKM 4acTOTH BUHMKHEHHSI MOOIYHUX peakiiii BUKOPUCTOBYIOTh HACTYIHY KilacuQikailito: ayxe yacto (> 1
/10), wacto (> 1/100 i < 1/10), newacto (> 1/1000 1 < 1/100), piako (> 1/10000 i < 1/1000), myxe piako (< 1
/10000), Ta vacToTa HeBiToMa (HEMOKJIMBO OI[IHUTH HA MiCTaBl HASSBHHUX JAHUX ).

Posznaou 3 6oxy cucmemu kpogi ma nimpamuyroi cucmemu.

Heuacro: anemis.

Pigko: arpanyionuuTo3, TeHKONeHis, HEUTPOIeHis, TPOMOOIUTOIICH .

Po3znaou 3 60oky imynnoi cucmemu.

Pinko: anadinakcis.

Memaboniuni ma animenmapHi po3naou.

HeuacTo: 3HM)KEHHS aneTury.

Pinxo: rimeprpuriinepuaemisi, rinepxoiecTepuHeMist, TIMoKaIieMis.

Icuxiuni nopywienns.

Heuacrto: 6€3COHHS, COHJIMBICTD.

Posnaou 3 6oky nepsosoi cucmemu.

YacTo: ronoBHU O1Ib.

HeuacTo: cynomu, 3anaMopoyeHHs, apecTesii, HOPYLIeHHs CMaKy.

Pinko: Tpemop.

Posnaou 3 6oxy opeanie ciyxy ma eecmubyiapHo20 anapamy.

Heuacro: Bepturo.

Posznaou 3 6oxy cepys.

Pinko: mapokcu3MainbHa IUTYHOUKOBA TaXiKap/is TUIY «IIpyeT», MOJOBKEHHs iHTepBaryT.

Posnaou 3 60Ky waynkoeo-KumKo8o2o mpaxmy.

Yacro: Oib y YepeBHil MOPOKHUHI, Jiapesi, HyJ0Ta, OJIOBaHHS.

HeuacTo: 3anop, qucnencisi, MeTeopusM, CyXicTb y pOTI.

T'enamobiniapni poznaou.

YacTo: miBUIIEeHHS piBHA anaHiHamiHoTpaHcdepasu (AJIT), acnaprataminorpancdepasuACT), mykHoi
docdarazm.

Heuacro: xonecras, ’KOBTSHULIA, TIABUILEHHS PiBHS OUipyOiHYy.

Pinko: meuiHKoBa HEOCTATHICTD, TENATOLETIOIAPHUNA HEKPO3, TENAaTUTH, TeMaTOIETIOSIPHE YPaKCHHS.
Posznaou 3 6oky wkipu ma niowkKipHoi mKaHuHu.

YacTo: BUCUIIaHHS.

HeuacTo: cBepOiK, METUKAaMEHTO3HUM JepMaTUT, KPOIIMB HKA, MMiJIBUIIEHE MOTOBUIUIEHHS. PiKko: TOKCUYHUHA
enmiepMalibHUM  Hekpouti3, cuHApoM CriBeHca-/[>KOHCOHA, TOCTpHUI TeHepaTi30BaHUM €K3aHTEeMAaTO3HUI
MyCTYNbO3, eKC(hOTIaTUBHUI IEPMATUT, AHTIOHEBPOTHUYHUHN HAOPSK, HAOPSK 0OIMYYS, aNlOTelisl.



Posznaou 3 6oxy onopro-pyxoeo2o anapamy ma cnoiyuHoi mKanuHu.

Heuwacro: miasnris.

3acanvui poznaou ma peaxyii' y micyi 66e0eHHs.

HeuacTo: miBuIieHa BTOMIIIOBAHICTb, HE3/IyKaHHS, aCTCHIs, TapsyKa.

Himu.

YacTora Ta XapakTep MoOIYHUX peaKilii 1 BIAXUIICHB BiJl HOPMH PE3yJIbTaTiB JaOOPATOPHUX aHATI31B 32 Y4aCTIO
JITEeH MOPIBHSHO 3 TAKUMH Y TOPOCIHX.

B3aemodia 3 inmumu nikapcoKumu 3acovamu ma iHuwii 6UOU 63a€MO0Ill.

IIpomunoxasano cymicne 3acmocygantsa QayKoHa30.1y ma HUNCUE3A3HAYeHUX JIKAPCbKUX 3AC00i8.

Luzanpuo: MOBIIOMIIATIOCS MIPO PO3BUTOK MOOIYHUX peakiliif 3 00Ky ceplisd, y TOMY YHCIi PO MapOKCU3MAaIbHY
IUTYHOYKOBY TaXiKapAilo TUITY «IipyeT» y MaIli€HTIB, sIKi OAHOYACHO 3aCTOCOBYBAIH (hTyKOHA30J Ta IH3AMpPHI.
KoHTtpoabsoBaHe 1ociiKeHHs IPOAEMOHCTPYBAIO, 0 ogHOYacHe 3acTocyBaHHs 200 Mr ¢uykoHazonyl pa3 Ha
100y Ta 20 Mr mu3anpuay 4 pasu Ha 100y TPU3BOIUIIO O 3HAYHOTO IMiIBUIIICHHS PIBHS IIU3ANPHUIY Y TIa3Mi

KpOBI Ta J10 ojioBkeHHs iHTepBany QT. OgHouacHe 3acTocyBaHHs (DIyKOHA30Iy Ta LU3ANPUIY IPOTUIIOKa3aHe
(zuB. po3ain «IIpoTunokazanHs).

Tepgpenaoun: uepes BUMAAKH PO3BUTKY TSDKKHUX CEPLIEBUX apUTMiH, CIPUUMHEHUX MOJI0BKeHHIM iHTepBaity QTc,
y MAlll€HTIB, K1 3aCTOCOBYIOTH a30J1bHI MPOTUTPUOKOBI JIIKapChKi 3aC00M 0JTHOYACHO 3 TepdeHaAUHOM, OyiIn
MIPOBEJICH] TOCIIKEHHSI B3a€MO/I1T ITUX MpemapaTiB. Y X0/l OJTHOTO OCIIKEHHS P 3aCTOCYBaHH1 (IIyKOHA30ITy
y 11031200 mr Ha 100y He Oys10 BUSBIECHO MmooBkeHHs iHTepBany QTc. Hmre gocmimpkeHHs Mpy 3acTOCyBaHHI
¢bnykonazony y n1o3ax400 mr ta 800 Mr Ha 100y IPOAEMOHCTPYBAJO, 1110 3aCTOCyBaHHS (urykoHa3oy y 103a¥00
MT Ha 100y ab0 BUIIE 3HAYHO MiABHILY€E PiBeHb TephEHAIUHY Y TUIa3Mi KPOBI TP OJTHOYACHOMY 3aCTOCYBaHHI
ux npenapatiB. CymicHe 3acTocyBaHHA (1ykoHa301y y 103a¥00 mr abo Buile 3 TeppeHaIMHOM MTPOTUIIOKA3aHe
(muB. po3nin «[ITporunokazanus»). [Ipu 3acTocyBanHI QurykoHa30iy y go3ax HIKISG00 Mr Ha 100y OAHOYACHO 3
TepdeHaanHOM CITiJl MPOBOJAUTH PETEIbHUI MOHITOPUHT CTaHy Malli€HTA.

Acmemizon: cymicHe 3aCTOCYBaHHs (PIIyKOHA30Jy Ta aCTEMI30JIy MOXKE 3MEHILUTHU KIIPEHC aCTEMI30ITy.
CropuyrHeHe UM IiIBULIEHHS KOHLIEHTpALil acTeMi30J1y y Mia3Mi KpOoBi MO>Ke PU3BECTH J10 MOIOBKEHHS
iHTepBany QT Ta y piAKICHUX BUMAJIKaX — 0 MApOKCU3MaJIbHOT IIITYHOUKOBOI TaXiKap/ii TUILY «mipyeT». OJlHouacHe
3aCTOCYBaHHS ()IyKOHA30JIy Ta aCTEMi30/Iy IPOTUIIOKA3aHE.

ITimo3u0 ma xinioun: cyMicHe 3aCTOCYyBaHHS (UIYKOHA30JTy Ta MIMO3UAY a00 XiHIIUHY MOXE MPU3BOIAUTH JIO
MPUTHIYEHHS] METa00i3My MIMO3HLy a00 XiHIAUHY, X04a BiMOBIAHUX JOCHIKCHK Vitro Ta in vivo He
npoBoauucs. [1inBUILIEHHS! KOHIIEHTpALil MiMOo3uay a00 XIHIUHY Yy MJ1a3M1 KPOBI MOXKE CIPUUYMHSITH MTOI0OBKEHHS
iHTepBany QT Ta y piIKiCHUX BUIA/IKaX MPU3BOJUTH O PO3BUTKY NMapOKCU3MATbHOT IUTYHOYKOBOI TaxiKapii TUITY
«mipyer». OHOYaCcHE 3aCTOCYBaHHS (IIyKOHA30ITy Ta MMO3UAY ab0 XiHIIWHY MPOTHITOKA3aHe.

Epumpomiyun: oqHOYaCHE 3aCTOCYBaHHS €PUTPOMILIMHY Ta (IIyKOHA30JIy MOTEHLIHO MOXe

MPU3BOIUTH 0 MIABHUILEHHS PU3UKY PO3BUTKY KapA10TOKCHUHOCTI (I010BKEeHHs 1HTepBaiyQT, mapokcusmaibHa
IITYHOUYKOBA TaxiKap/is TUIY «IIIpYyeT») Ta, IK HACIiI0K, 10 panToBOi ceplLeBOi cMepTi. 3aCTOCYBaHHS KOMOIHAL]
JAHUX JTIKaPCHKUX 3aCO01B MPOTHITOKA3AHE.

He pexomendyembcsa oonouache 3acmocysants GayKoHa30y ma HUXCUe3a3sHa4yeHUX JiKapcbKux 3acoois.
Tanogpanmpun: GayKOHA30JT MOKE CIIPUUMHUTH I IBHINEHHS KOHIICHTpAIlil rajo(anTpuHy y Mia3Mi KpoBi 3a
paxyHok npurHideHHss CYP3A4. OxgHodacHe 3acTocyBaHHs LUX JTIKApChKUX 3aC001B MOTEHIIIHO MOXe
MPU3BOIUTH 0 MIABHUILEHHS PU3UKY PO3BUTKY KapA10TOKCHUHOCTI (II010BKeHHs 1HTepBaiyQT, mapokcusmaibHa
[ITYHOUYKOBA TaxiKap/is TUIY «IIIpYeT») Ta, sIK HACIII0K, 10 panToBoi cepueBoi cmepTi. Ciifi yHUKaTh
3aCTOCYBaHHS KOMOIHaIll]l TaHUX JIKapChbKUX 3acO01B.

Cymicne 3acmocyeants hIvKOHA301Y Ma HUNCYE3AZHAYEHUX JIKAPCLKUX 3dCc00i6 sumazae

obepedicHocmi ma Kopu2yeanHs 003u.

Bnaue inwux nikapcokux 3acob6ig na ¢hiykonasol.

OpnHouacHe BKMBaHHS 1K1, IUMETUIANHY, aHTaLUAIB 00 MOJablle OIPOMIHEHHS YChOIO TL1a JUIsl IEPECAIKH
KICTKOBOT'O MO3KY HE Ma€ KJIIHIYHO 3HAYYIIOr0 BIUTUBY Ha abcopOito GryKkoHa30y MPH HOro MepopaTsbHOMY
3aCTOCYBaHHI.

Pugamniyun: onnouacHe 3acTocyBaHHs (IIyKOHa30y Ta pudaMoinuHy npusBoauio 1o 3HmxeHHIAUC Ha 25 %
Ta CKOpOYyBajo nepiof HamiBBUBeACHHS (Birykonazony Ha20 %. ToMy 1S maIi€eHTiB, SKi 3aCTOCOBYIOTh
pudamMIinuH, caia po3rASHYTH JOUITBHICTH MiABUIEHHS 103U (IyKOHA30IY.




Bnaue ¢pnykonazony na inwi 1ikapcoki 3acoodu.

®dnykoHa3011 € MOTYKHUM iHTi0iTOpoM 130hepmenTy 2C9 muroxpomy P450YP) Ta momipaum inribitopoMCYP3
A4. Takox (iaykoHaszon € iHri6iTopoMYP2C19. OxpiM ciocTepexyBaHUX/IOKYMEHTAIBHO MiTBEPAKEHUX
B33a€MO/IiHi, IO OITMCaHI HIKYE, TPU OJJTHOYACHOMY 3aCTOCYBaHHI 3 ()IIyKOHA30JIOM iCHY€ PU3HK IiIBUILECHHS Y
IU1a3Mi KpOB1 KOHIIEHTpALI{ 1HIIUX CHOIYK, 110 MeTaboui3ytoTho YP2C9 ta CYP3A4. Tomy 3acTocoByBaTH Taki
KOMOIHAIII] mpemapariB ciiJl 3 00epeXkHICTIO; IPU IIbOMY HEOOXITHO PETeNIbHO CIOCTEePIraTh 3a CTAHOM TAIli€HTIB.
[TpurnivyBaneHa aist GprykoHazony Ha pepMeHTH 30epiraeTbesi mpoTIros-5 mi0 micist HOTro 3aCTOCYBaHHS Y
3B’SI3Ky 3 IOT0 TPUBAJIMM TIEPi0JIOM HAIiBBHBEICHHS.

Anvghenmanin: Mg yac OAHOYACHOTO 3aCTOCYBaHHS anb(eHTaHLTy y 1031 20 MKI/KT Ta (prykonazomny y no3i 400 mr
3I0POBUM JIOOPOBOJIBIISIM criocTepiranocs qBokparHe 30unbimeHHIA UC g, MOKITUBO, Yepe3 iHri0yBaHHICYP3A4.
Moske OyTu HEOOXiTHUM KOPUTYBAHHSA J03H alb(eHTaH1Iy.

Amimpunmunin, Hopmpunmuain. GIYKOHA30J MOCUITIOE 110 aMITPUTITUIIIHY Ta HOPTPUNITUIIIHY. PekoMeHyeThCst
BUMIPIOBATH KOHLIEHTPALl S-HOPTPUNITHIIIHY Ta/ab0 S-aMITPUNTIIIHY Ha HOYaTKy KOMOIHOBaHOI Teparlii Ta yepe3
1 TixaeHb. Y pasi HeOOXIAHOCTI CIIiJT BIKOPUTYBATH J03Y aMiTPHIITHIIHY/HOPTPUIITHIIIHY .

Amgpomepuyun B: onHOYacHe 3acTocyBaHHs GIyKoHa3ory Ta aMmpoTepulinny B iH(pikoBaHUM MHILIaM i3
HOPMaJIbHUM IMYHITETOM Ta iH()IKOBAaHINM MUIIIAM 31 3HI)KEHUM IMYyHITETOM MIPU3BEIIO 0 TAKUX PE3yJIbTaTiB:
HEBEJIMKUHN aJuTUBHUN NPOTUTPUOKOBUI eekT rpu cucteMHil iHdekuii C. albicans, BINCYyTHICTb B3a€MOIT IPpU
BHYTpilHbOUepenHii indexuiCryptococcus neoformans Ta aHTaroHi3M JIBOX IpenapaTiB MPU CUCTEMHIN iHPEKIiT
A. fumigatus. KiiHiuyHe 3Ha4€HHS pe3yJIbTaTiB, OTPUMAHUX Y XO1 IIUX JOCIHIIKEHb, HEBIIOME.

Aumukoaeynsumu: K 1 TIPU 3aCTOCYBaHHI 1HIINX a30JbHUX MPOTUTPHOKOBUX 3aC00iB, IIPH OAHOYACHOMY
3aCTOCYBaHHI (IyKOHA30y Ta Bap(apuHy MOBIIOMIISIIOCS PO BUMAAKH PO3BUTKY KPOBOTEY (reéMaTOM, HOCOBOT
KpOBOTEY1, IUTYHKOBO-KHUIIIKOBUX KPOBOTEY, TEMATypii Ta MEJIEHN) Y OE€JHAHH] 3 TIOJJOBKEHHSM IPOTPOMOIHOBOIO
yacy. [Ipu onHOUacHOMY 3aCTOCYBaHH1 (UIyKOHA30Iy Ta Bap(apuHy CriocTepirajiocst JBOKpaTHE MiABUILCHHS
IpOTPOMOIHOBOTO Yacy, IMOBIPHO, BHACIIZIOK TPUTHIUYEHHS MeTaboiisMy Bapdapuny yepe€ Y P2C9. Crig
pETeNbHO KOHTPOIIOBATH MPOTPOMOIHOBHIA Yac y MAIli€HTIB, SKi OJHOYACHO 3aCTOCOBYIOTh KyMapHHOBI
AHTHKOATYJISTHTUH. Moke OyTH HEOoOX1THOIO KOPEKIIis 1031 Bap(apuHy.

benzodiaseninu kopomxkoi 0ii, Hanpukiad mioazonam, mpuazonam TpU3HadYeHHS (IIyKOHA30ITy MicIs
MEePOPATBHOTO 3aCTOCYBaHHS Mifa301aMy MPU3BOIMIIO 10 3HAYHOTO TTiIBUIIICHHS KOHLIEHTPAIIil MiJja30amMmy Ta 710
MOCUJIEHHS IICUXOMOTOPHUX edekTiB. OHOUYacHe 3acTocyBaHHs (iykoHazony y 103200 Mr Ta mizazonamy y 1031
7,5 Mr niepopaibpHO npu3BoawIIo o migsuimeHHs AUC ta nepiony HamiBBUBeAeHHS y 3,7 Ta 2,2 pa3a BiIIOBITHO.
3acrocyBaHHA (irykoHa3oy y 103200 mr/no0y ta0,25 Mr Tpuazoiamy nepopajibHO MPU3BOIMIIO S0 MiABUIICHHS
AUC Ta nepiony HamiBBUBeACHHS Yy 4,4 Ta 2,3 pa3a BiamosigHo. [Ipu oHOYacHOMY 3acTOCYBaHHI (DIIyKOHA301y Ta
TpHa3ojiaMy CIIOCTEpiranocs MOTEHIIIOBaHHS Ta MPOJIOHTaIis e(eKTiB Tprano3amy. SIKIIO NalienTy, SKui
MPOXOJUTH KYpC JIKyBaHHS (IyKOHA30JI0M, CIIiJl OJJHOYACHO MPU3HAYUTH Tepariro OeH30/1ia3eniHaMu, 103y
OCTaHHIX CJIiJ] 3SMEHIIMTH Ta BCTAHOBUTH HAJIEKHUI HArJIsI 32 CTAHOM Halli€HTa.

Kapbamasenin: hbaykoHa301 NpUTHIYYE MeTabO0IIiI3M KapOaMaseriHy Ta CIIPUYXHSIE T ABUIICHHS PiBHS
kapOamaseniHy B cupoBartiii kpoBi Ha 30 %. IcHye pu3uK pO3BUTKY MPOSBIB TOKCUYHOCTI 3 00Ky KapOamasemiHy.
Moxe OyTH HEOOXiTHUM KOPUTYBaHHS J03U KapOamaseriHy 3aJIe)KHO BiJ piBHSI HOTo KOHIIEHTparii Ta 1ii
npernapary.

Fnokamopu xanvyiesux kananis: €Ki aHTaroHICTH KaNbIit0 (Hieauimin, icpaauIti, aMIOAMITIH Ta (HETOaMITIH)
MmeTaboi3ytoTbes pepmMeHTOMCY P3A4. dykoHa30:1 MOTEHIIIHO MOXKe MiABUIYBATH CUCTEMHY €KCIIO3ULIII0
0J0KaTOpiB KaJlbIi€BUX KaHATIB. PEKOMEHIOBaHUH peTENbHII MOHITOPHHT IIO/I0 PO3BUTKY MOOIYHUX PEAKIIii.
[]enexokcu6: mpu OAHOYACHOMY 3acTOCyBaHHI (hiykoHaszomy (200 Mr Ha 100y) Ta nenekokcuoy (200 Mr) frax Ta
AUC nenexkokcu0Oy minBuiryBanucs Ha 68 % ta 134 % siamosigHo. [Tpu oHOYaCHOMY 3aCTOCYBaHHI IIEJICKOKCUOY
Ta GIIyKOHA30Iy MOXKe OyTH HEOOX1THIUM 3MEHIIIEHHS J03H LIEJIeKOKCUOY BABIYI.

Luxnogocghamio: onHOIACHE 3acTOCYBaHHS IUKIOPochamimy Ta (hIyKOHA30 Ty TPU3BOAUTE A0 iABUIICHHS PiBHS
OinipyOiHy Ta KpeaTHHiHy B CHpOBaTIi KpoBi. Li mpenapatu Mo>kHa 3aCTOCOBYBAaTH OJJHOYACHO, 3BAYKAIOYU HA
PH3UK MiIBUIICHHS KOHIIEHTpAIii OiipyOiHy Ta KpeaTHHIHY B CHPOBATIII KPOBI.

@enmanin: MOBIIOMIISIOCS TIPO OJIUH JIETANbHUI BUMAOK IHTOKCHUKAIII JEHTaHIJIOM YHACIIJOK MOMJIUBOI
B3aeMoi1 peHTaHuTy Ta GrykoHa3zory. DayKoHAa3071 3HAYHO YIIOBUTHHIOBAB eMiMiHAIIO QeHTanity. [TiqBumeHHs
KOHIIEHTpaLii ()eHTaH1Ty MOKe IPU3BECTH J10 IPUTHIUECHHS TUXaHHS, TOMY CJIi/l PETeIbHO KOHTPOJIIOBATH CTaH
narieaTa. Mosxe OyTH HEOOXiTHOIO KOPEKIIis 103U (PCHTAHIITY.

Ineioimopu I'MI-KoA-pedykma3zu: cyMmicHe 3acTocyBaHHA (hiaykoHaszomy Ta iHri6itopiB [ MI'-KoA-penykrasu, 1mo




MeTabomi3ytoTbcaCYP3A4 (aTopBacTaTuH Ta cMMBacTaThH), abo iHrioiropis 'MI'-KoA-penykrasu, mo
MeTabomi3yrTecICYP2CY (duryBacTaTiH), MABUINYE PU3UK PO3BUTKY MiomaTii Ta padaomiomnizy. Y pasi
HEOOX1THOCT1 OJJHOYACHOT'O 3aCTOCYBAaHHSA [IUX MPENapaTiB CIiJI PETETHHO CIIOCTEPIraTh 3a MaIi€eHTOM 00
BUHUKHEHHS CUMIITOMIB Miomatii Ta pabjoMioJtizy i MPOBOJAUTH MOHITOPUHT PiBHS KpEeaTHHKIHA3H. Y BHIAAKY
3HAYHOTO MiBUIICHHS PiBHS KpEaTHHKIA31, a TAKOXK MpH JAlarHOCTyBaHH1 abo Migo3pi Ha MionaTito/pabaomioni3
3acrocyBaHHs iHTi0iTOpiB [ MI'-KOA-peaykras3u ciiif npunuHUTHIMyHOCYnpecopu (Hanpukiao yukioCnopuH,
egeponimyc, cuponimyc i maxpoaimyc). Lfuknocnopun: GiryKoHa30J1 3Ha4HO MiJBUILY€E KOHIEHTpalito TaAUC
nukIocropuny. [Ipu ogqHOYacHOMY 3acTocyBaHHI GurykoHa3zory y 703200 Mr/mo0y Ta MUKIIOCTIOPUHY Y 1031

2,7 mr/kr/no0y cnocrepiranocs 30u1bmeHHA UC nuxiiocniopuny y 1,8 pasa. Lli npenapatu MoxHa 3aCTOCOBYBaTH
OJTHOYACHO 32 YMOBH 3MEHIIIEHHS JT03H IIUKIJIOCTIOPUHY 3aJIeKHO BiJl HOTO KOHIIEHTpAIIii.

Eeeponimyc: biaykoHazom MOXKe MiJBUIIYBATH KOHIICHTPAIIIO €BEPOTIIMYCY B CHPOBATIIl KPOBI Yepe3 MPUTHIYCHHS
CYP3A4. Cuponimyc: GiryKoHA30II TiABHUIIY€ KOHIIEHTPAIIIO CHPOIIMYCY Yy TUIa3Mi KPOBI HMOBIPHO HIISXOM
NpUrHiYeHHs MeTalbomizMy cuponimycy pepmeHToM Y P3A4 ta P-rinikonpoteinom. Lli npenapatu moxHa
3aCTOCOBYBATH OJHOYACHO 32 YMOBH KOPHUTYBAHHS JI03U CHPOIIMYCY 3aJI€)KHO Bifl piBHS KOHIIEHTpaIlii Ta epeKTiB
npernapary.

Takponimyc: GIyKOHA30JI MOKE TTIBUIIYBATH KOHIICHTPAIIIl TAKPOIIMYCY B CHPOBATIII KPOBI JI0 5 pa3iB Impu HOTO
NepopalbHOMY 3aCTOCYBaHHI uepe3 MpUrHiueHHs MeTaboi3My Takpoimycy pepMeHTolrY P3A4 y KUIIEUHHKY.
[Tpu BHYTPIIIHFOBEHHOMY 3aCTOCYBaHHI TAaKPOIIMYCY HE CIIOCTEpIraocs 3HAYHUX 3MiH (DapMaKOKIHETHKH.
[TigBumIeHI piBHI TAKPOIIMYCY acOIIIOIOTHCS 3 HEPPOTOKCUYHICTIO. J[03y TakpoIiMycCy JUIsl IepOpabHOTO
3aCTOCYBAHHS CIIiJ] 3HIDKYBATH 3AJIEKHO BiJI KOHIICHTpALii TAKPOJIIMYCy.

Jlozapman: $haykoHa301 MPUTHIYYE MeTaboIi3M JIo3apTaHy A0 oro aktuBHOro metabomniry (E-31 74), mo
00yMOBITIOE OUTBIITY YaCTHHY aHTAaroHi3My JI0 perenTtopiB anrioreH3uny Il mig gac 3acTocyBaHHS J103apTaHy.
PexoMen0BaHO 3/1iICHIOBATH MOCTIHHUI MOHITOPUHT apTepialbHOTO TUCKY Y MAIlIEHTIB.

Memaoon: hprykoHa307 MOKE TTiIBUIIYBAaTH KOHIICHTPAIIII0 METaIOHY Y CHpOBartili KpoBi. [Ipu ogHO9acHOMY
3aCTOCYBaHHI METAJIOHY Ta (IIyKOHA30Jly MOKe OyTH HEOOX1THUM KOPUT'YBaHHS J103H META/IOHY.

Hecmepoioni npomuszananvhi npenapamu: Ipu 0JHOYACHOMY 3aCTOCYBaHHI 3 (GiryKoHa30710M Gy Ta AUC
¢bnyp6inpodeny migsuiyBanucs Ha 23 % ta 81 % BiANOBITHO NOPIBHAHO 3 BiANOBIAHUMU MOKa3HUKAMU NPU
3aCTOCYBaHHI TUTBKH QurypOinpodeny. AHAIOTIIHO IPH OJJHOYACHOMY 3aCTOCYBaHHI (DITyKOHA30JIy 3 parieMiqHUM
16ynpoderom (400 Mr) Gpax Ta AUC (hapmakonoriyHo akTUBHOTO 130MepyS-(+)-10ynpodeHy miIBUIyBaINCS HA
15 % Tta 82 % BiANOBITHO MOPIBHIHO 3 BiAMOBIIHUMH ITOKa3HUKAaMU TPH 3aCTOCYBAaHHI TUTBKH PAleMidHOTO
10ympodeny.

®nyKoHa30J MOTSHIIWHO 3aTHAN TiABUITYBAaTH cucTeMHy ekcrio3uilito inmux HII3I1, mo meTtabomizyrotec@ Y P2
C9 (nanpukIiaJ HaIIPOKCEHY, JIOPHOKCUKAaMY, MEIOKCUKaMy, AuKIo(deHaky). PekoMeHayeTbcs MepiogudHO
3IIHCHIOBATH MOHITOPHHT IMOOIYHHUX pEeaKIliii Ta TOKCHYHUX MPOosiBiB, OB s13aHuX 13 HIT3I1. Moske 3HanoOuTHCS
kopurysaHHs no3u HII3II.

@enimoin: GprykoHa30 MpUTHITYE MeTa0oi3M (heHiTOTHY B newinmi. OqHoyacHe 6araropa3oBe 3acTocyBaHHA0(
Mr (irykoHazoy Ta250 Mr (heHITOiHY BHYTPIIIHBOBEHHO NMPU3BOIUTH 10 NiaABUIIeHHIAUC,4 dpenitoiny Ha75 %
Ta Cphin Ha 128 %. IIpu ogHOYacCHOMY 3aCTOCYBaHHI X JIKAPCHKUX 3aCO0IB CIIiJl IPOBOAUTH MOHITOPHHT
KOHIEHTpallii ()eHITOTHY Yy CHpOBATIIi KPOBI1 /Il YHUKHEHHS PO3BUTKY TOKCUYHOI A1l PEeHITOIHY.

I1peonizon: MOBIIOMIISIIIOCS TIPO BHUITAJIOK, KOJM Y TAIIEHTA TICIIs TPAaHCTUIAHTAITI] TICUiHKH Ha TJTi 3aCTOCYBAaHHS
IPEHI30HY PO3BHHYJIACS TOCTPa HEAOCTATHICTh KOPU HAJHUPKOBUX 3aJ103, 110 BUHUKJIA MICIS IPUITMHEHHS
TPUMICSIUHOTO Kypcy Tepamnii guiykoHa3osioM. [IpunHenHs 3actocyBaHHs (PIIyKOHA30J1y, HMOBIPHO, CIPUYUHUIIO
nocuinenHs akTuBHOCcTI CYP3A4, 110 npu3Besno A0 NpUCKOPEHHS MeTaboi3My MpeHi30Hy. Ciif peTeiabHo
CTS)KHTH 32 MAI[IEHTAMH, SIKi MPOTATOM TPHBAJIOTO Yacy OJHOYACHO 3aCTOCOBYIOTH (DIYKOHA30JI Ta TPEIHI30H, 3
METOIO TONEPEPKEHHS PO3BUTKY HEIOCTaTHOCTI KOPU HAJHUPKOBUX 3aJ103 MiCisl IPUIUHEHHS 3aCTOCYBaHHS
baykoHazoiy.

Pugpabymun. pnyxonazon miaBHIy€e KOHIIEHTpalit0 pupadyTHHY B CHPOBATIII KPOBI, 110 MPU3BOAUTH JO
36impmeHHs AUC pudabytuny 10 80 %. [Ipu omHOYacHOMY 3aCTOCYBaHHI (IIyKOHA30Iy Ta puadyTHHY
MOBIAOMJISLIIOCS PO BUMAJIKH PO3BUTOK yBeiTy. [Ipu 3acTocyBaHHI Takoi KOMOiHAIIiT TikapchKHUX 3aco0iB ciig Opatu
JI0 yBaru CUMIITOMH TOKCUYHOI i pupadyTuny.



Caxksinasip: pnyxonaszon niaBuiyeAUC ta Cp,ax cakBiHaBipy npu6imzno Ha 50 % ta 55 % BiAmoBigHO yepes
MPUTHIYEHHs] METa00I13My CakBiHaBIpy y neuiHii pepmeHToM Y P3A4 Ta uepes iHriOyBanHs P-rnikonporeiny.
Bzaemogii Mmixk prykoHa30710M Ta cCakBiHaBipOM/ pUTOHABIPOM HE JOCTIIKYBAIHCS, TOMY BOHH MOXKYTh OyTH OLIbIII
BUpaXECHUMHU. Mosxe OyTH HEOOXiTHIM KOPUTYBaHHS 103U CaKBiHABIpPY.

Iloxioni cynvghoninceyosunu. Ipyu OTHOYACHOMY 3aCTOCYBaHHI (DTyKOHA30J MPOJIOHTYE MEepio]] HaiBBUBEICHHS
NEepOpPANBHUX MOXITHUX CyIb(OHUICEUOBHHH (XJIOPIIpONaminy, TIiOeHKIaMiy, TIIMi3AIY Ta TOIO0yTaMiLy) pH ix
3aCTOCYBaHHI 3/JOPOBUM J100pOBOJIBLISIM. PEeKOMEH1y€ThCSl MPOBOAUTH YAaCTHIH KOHTPOJIb LIYPKY B KPOBi Ta
BiJITIOBITHIM YHHOM 3HI)KYBATH J103y MOXITHUX CyJIb(OHIJICEYOBHHHU TPU OJHOYACHOMY 3aCTOCYBaHHI i3
(bIyKOHA30JI0M.

Teoghinin: 3actocyBanHs (ykoHaszony 1o 200 Mr npoTsiroM 14 IHIB MPU3BEIIO 10 3HIKEHHS CEPETHBOTO KITIPEHCY
Teo(iiHy y rua3mi kposi Ha 18 %. 3a nmauieHTaMu, sIKi 3aCTOCOBYIOTH T€O(]1IIH Y BUCOKUX J103aX a00 sKi MalOTh
HIABUIIEHUN PU3UK PO3BUTKY TOKCUYHUX MPOSBIB TEOPUIIHY 3 IHIIMX IPUYHUH, CI11 BCTAHOBUTH HAIJISA] 100
BUSIBIICHHS O3HAK PO3BUTKY TOKCHYHOI Aii Teodininy. Tepamito ciiiji 3MiHUTH MPU TOSIBI 03HAK TOKCUYHOCTI.
Anxanoiou 6apsinky: GaykoHa30I, IMOBIpHO, uepe3 iHri0yBaHHAL Y P3 A4 MOXKe CIIPUYMHSATH TT1ABUIICHHS
KOHIIEHTpAIlli ankanoifiB 6apBiHKY y Ma3Mi KpoBi (HAPUKIIA]] BIHKPUCTHHY Ta BIHOJACTHHY), IO IPU3BOAUTD JIO
PO3BHUTKY HEUPOTOKCHYHHX €(EKTiB.

Bimamin A: moBIAOMIISIIOCS, 110 Y MAIIEHTA, SIKUHM OIHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIOTY (KHUCIOTHA
¢dopma Bitaminy A) Ta (rykoHa3oJ1, crioctepiranucs moodiuni peaxuii 3 6oxy LIHC y ¢opmi nceBnorymopy
TOJIOBHOTO MO3KY, 110 3HHK TMiclis BiaMiHu ¢urykoHa3ouy. Lli mikapchki 3aco0u MOXKHA 3aCTOCOBYBAaTH OJJHOYACHO,
aJie CIIij] mam’siTaTH PO PU3MK BUHUKHEHHS MoOiYHMX peakiiit 3 6oky [IHC.

Bopuxonason (ineioimop CYP2C9 ma CYP3A4): oqHOYacHe 3aCTOCYBaHHS BOPUKOHA30Jy nepopaibHo (1o 400 mMr
KoxHi 12 ronua npotsrom 1 gus, moTiMm mo 200 Mr koxHi 12 ToauH nmpotsrom 2,5 aHs) Ta GIIyKOHA30Ty
nepopanbHo (400 Mr y nepmuit AeHb, moTiM 1o 200 Mr KoxH1 24 ToAUHU TPOTATOM 4 THIB) 8 310pOBUM
JIOOPOBOJIBIISIM YOJIOBIYOI CTATI MPU3BEIO 10 MiaABUIICHHS Gy Ta AUC; BOpUKOHA30ITy B cepeHbOMY 110 57 %
(90 % AI: 20 %, 107 %) ta 79 % (90 % HI: 40 %, 128 %) BinnosiaHo. HeBizoMo, i MpuU3BOAUTH 3HMKEHHS JO3H
Ta/ab0 YaCTOTH 3aCTOCYBaHHS BOPUKOHA30:1y a00 (hiykoHa30iy 10 ycyHeHHs Takoro edekry. [Ipu 3actocyBanHi
BOPHUKOHA30JTy Micisl PIIyKOHA30Iy CIil MPOBOJUTH CIIOCTEPEKEHHS 1010 PO3BUTKY MOOIYHUX €(PEKTiB,
acoIifioBaHUX i3 BOPUKOHA30JIOM.

3udoeyoun. hmykonazon miaBuiryeCa.x Ta AUC 3unoByauny Ha 84 % ta 74 % BiANoOBIAHO, 110 3yMOBJICHO
3HIDKEHHSM KITIPEHCY 3UI0BYIMHY MPUOJIM3HO Ha 45 % mpu Horo nepopalibHOMY 3acTocyBaHHI. [lepion
HaIiBBUBEICHHS 3UJJOBYIUHY OYB TaKOX MOAOBKEHUH nmpubnu3Ho Ha 128 % micns 3acTocyBaHHS KOMOiHAL{
(biIyKoHA30JIy Ta 3UIOBYIMHY. 3a MAIlIEHTAMU, SIKi 3aCTOCOBYIOTh TaKy KOMOIHAIIIIO JIIKAPCHKHUX 3aC00iB, CIIiJT
CIOCTEpIraTu 3a CTAaHOM Halli€eHTa 100 PO3BUTKY MOOIYHUX peakiliif, MOB’A3aHUX 13 3aCTOCYBAHHSAM 3UJ0BYIUHY.
MoHa pO3TIISIHYTH AOIUIBHICTD 3HIKSHHS 03U 3U0BYINHY.

A3umpomiyun: >XOTHUX 3HAYYIINX (apMAKOKIHETHUHUX B3aEMOIN MK (DITyKOHA30JI0M TaBUTPOMIITUHOM
BUSIBJICHO HE OYJI0.

Ilepopanvui konmpayenmusu: Mpy 3acTOCyBaHH1 (IyKOHA301y Y 031 50 MT BIUTMBY Ha piB€Hb TOPMOHIB HE
BiZIOYBaJIOCS, TOJII SIK ITPH 3aCTOCYBaHHI (IrykoHa30iy y 1031 200 Mr Ha 100y criocTepiranocs 30utbmeHAsdJC
eTuHinectpaniony Ha 40 % Ta neBoHOprecTpeny — Ha 24 %. Lle cBiuuTh Npo Te, 10 6araTopa3oBe 3aCTOCYBAaHHS
(dIyKoHA30ITy Y 3a3HAYCHUX J103aX HABPS YU MOXKE BIUTMBATH HA €PEKTUBHICTH KOMOIHOBAHOTO MEPOPATHHOTO
KOHTpAlEeNTUBA.

Tepmin npuaaTHocTi.4 poku.

YmoBu 30epiranns.
30epiratu pu Temneparypi He Butie 25°C B OpUTiHAIBHIA YIAKOBII B HEIOCTYITHOMY IS AITSH MICITI.

YnakoBka.
ITo 1 xancymni y 6mictepi; mol 6icTepy B KapTOHHIN KOpOOIIi.

Kareropis Binnmycky. be3 penenra.



