IHCTPYKLIUA
AJIS1 MEIUYHOI0 32CTOCYBAHHS JIKapPCHKOIo 3ac00y

®JIYKOHA30JI
(FLUCONAZOLE)

Cknao:
ditoua pevwosuna: 1 MII pO3UYUHY MICTUTH 2 MT ()TYKOHA30ITY;
O0ONOMIDICHI pewosuHU. HATPIIO XJIOPUI, BOAA JIJIS 1H €KITIH.

Jlikapcbka ¢opma. Po3uun ans indy3iil.
Ocnogni Qizuxo-xXimiyni racmusocmi: Ipo3opa 6e30apBHa pinuHa.

dapmaxoTepaneBTH4YHa rpyna. [Ipoturpudxosi 3acobu g cucteMHoro 3acrocyBanns. [loxiani Tpuazomy. Kog
ATX JO2A COI.

Dapmakonoauni enacmusocmi.

Dapmaroounamixa.

MexaHni3Mm mii.

dryKOHa30J1, TPOTUTPUOKOBHH 3ad0 KJIacy TpHUa30JIiB, — MOTYKHUH Ta CEIEKTUBHUI 1HT101TOp rPHOKOBUX
(bepMeHTIB, HEOOX1AHUX [T CUHTE3Y eproctepoiy. I[lepBUHHUM MeXaH3MOM HOro Aii € MPUrHIYeHHs TPHOKOBOTO
14 anwpda-naHoCTEPOII-IEMETHITIOBAHHS, OMTOCEPEAKOBAHOTO ITUTOXpoMoM P450, 1110 € HEBiT'€MHUM €Tariom
6i0ocHHTE3y TPUOKOBOTO eprocrepony. Akymyisis 14 anbga-MeTUI-cTeposiB KOPETIoe 3 TOJANbIIOK BTPATOO
eprocTepoy MEMOPaHOIO TPUOKOBOI KIIITUHU Ta MOKE BiJIMOBIIATH 33 IPOTUTPUOKOBY aKTUBHICThH ()IIYKOHA30ITY.
@d1ryKOHAa30J1 € O1IBII CEJICKTUBHUM JI0 TPHOKOBUX (hepMeHTIB uTOoXpoMy P450, Hixk 10 pI3HOMaHITHUX CUCTEM
bepmenTiB ruroxpomy P450 ccaBiis.

3acTocyBaHHs (UIyKOHa30Jy y 71031 SO Mr Ha 100y MpOoTsATOM 28 JTHIB HE BIUIUBAE HA PIBEHb TECTOCTEPOHY Y
J1a3Mi KpOB1 y 4OJIOBIKiB 200 Ha piBEHb €HJOTEHHUX CTEPOIIiB Y KIHOK PENPOAYKTUBHOTO BiKy. DirykoHA3071 y
1031 200-400 Mr Ha 100y HE BUSBIISE KIIHIYHO 3HAYYIIOTO BIUIMBY Ha PIBEHb €HJOTCHHUX CTEPOINIB UM Ha
BinmoBiab Ha ctumyJisiiiro AKTT y 3m0poBux 100poBOIIBITIB YOJIOBI YOI CTATI.

JocmipxeHHs B3aeEMO/IT 3 aHTUIIIPUHOM MPOJIEMOHCTPYBAJIO, 110 3acTocyBaHHA 50 Mr (piryKOoHA30y pa3oBO YU
0araTopazoBO HE BIUTUBAE HA META0OJII3M aHTHUITIPUHY.

YyTnusicTh in vitro.

dnyKkoHa3011in Vitro AEMOHCTPYE MPOTUTPUOKOBY aKTUBHICTH CTOCOBHO BUIB Candida, o 3ycTpiyaroTbes
Hanuactime (Bxiatouatouu C.albicans, C.parapsilosis, C.tropicaliy. C.glabrata neMOHCTpY€ IIUPOKHI J11aria30H
YyTIUBOCTI 10 uryKoHa30my, ToA sk C.krusei € 10 HOTO PE3UCTEHTHOIO.

Taxox (QyKoHa30I1in Vitro IEMOHCTPY€E aKTUBHICTH K poTH Cryptococcus neoformans ta Cryptococcus gattii,
TaK 1 MPOTH SHIEMIYHUX TUTICHABUX TpubiB Blastomices dermatitidis Coccidioides immitis, Histoplasma
capsulatum ta Paracoccidioides brasiliensis.

dapmakoarHaMika — hapMaKOKIHETHKA.

BinmosigHO 10 pe3yapTaTiB AOCIIKEHb Ha TBAPUHAX, ICHYE KOPEJIALIsl MK MIHIMAJIBHOIO 1HTI0YI0UO0I0
KOHIIEHTpALI€0 Ta €(PEKTUBHICTIO POTH EKCIIEPUMEHTAIBLHUX MOIeIel MiKO3iB, cipuunHeHux Bugamu Candida.
Icnye miniitna 3anexuicts Mibk AUC Ta 103010 ¢urykonazony (mpubnuzno 1:1). TakoxxicHye npsiMuid, ajne
HenocTatHii 3B 130K Mixk AUC ab0 103010 Ta MO3UTUBHOIO KJIIHIYHOIO BiMOBIIO HA JIIKYBAaHHS OPAJIbHOTO
KaHJUI03y Ta MEHIIOK MIpOI0 — KaHIuAeMii. AHAJIOTIYHO JiKyBaHHS 1H(EKI[iH, CIPUINHEHHUX IITAMaMHU, JI0 SIKUX
(bIyKOHA30JT IEMOHCTPYE BUCOKY MiHIMAJIbHY 1HT10YI04y KOHIIEHTPAINIO, € MEHII 3aJJ0BUTHHHUM.

MexaHi3M pe3UCTEHTHOCTI.

Mikpoopranizmu poxy Candida neMOHCTPYIOTh YUCIIEHHI MEXaHI3MHU PE3UCTEHTHOCT1 JI0 a30JIbHUX
MPOTUTPUOKOBUX 3ac00iB. DIIyKOHA30J1 IEMOHCTPYE BUCOKY MiHIMAaJIbHY 1HT10yI0Uy KOHIICHTPAI IO TIPOTH
mITaMiB TpHOIB, sIKI MAIOTh OAMH a00 OUTbIIIE MEXaHI13MiB PE3UCTEHTHOCTI, 1110 HETATUBHO BIIMBAE HA
eeKTHBHICTH in Vivo Ta B KIIiHIYHINA npakTuii. [ToBizomisiiocs mpo BUnaaku po3BUTKY cynepindexuii Candida
spp., inmmmMu Hix C. Albicans BunaMu, 10 4acTo € HEUyTIMBUMHU 10 ¢urykoHazomny (Hanpukian Candida krusei).
JUnist niKyBaHHS TAaKMX BUITAJKIB CIIiJ] 3aCTOCOBYBATH aJIbTEpPHATHBH MPOTUTPUOKOBI 3aCOOH.

KoHTpoJibHI TOYKH (32 BU3HAYCHHAM €BPONEHCHKOT0 KOMITETY 3 JIOCTI/DKCHD YYTIMBOCTI JI0 aHTUMIKPOOHUX

3ac00iB).

basyrounce Ha qociimkeHH1 papMakoKiHeTHYHOI/ apMakoAnHAMIYHOT iHPOpPMALLii, 9y TIMBOCTI in vitrota
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KJIIHIYHOT BiAMOBI/I, 0yJIO BU3HAYEHO KOHTPOJbH TOUKH JJIs1 (DIIyKOHA30.Ty JUTsl MikpoopraHisMiB pony Candida.
Bonu Oyiu po3noieHi Ha KOHTPOJIbHI TOYKH, 1110 HE MOB’sI3aHl 13 IEBHUM BHUJIOM, SIKi OUTBIION MipOIO
BU3HAYAJIMCS HA OCHOBI (papMaKOKiHETUYHOT/(hapMaKkoIMHAMIYHOI iHpopMarii i He 3aJexaTh BiJ pO3MOILTY Ha
MIEBHI BU/IM 32 MIHIMQJIBHOIO 1HT10yI0UOI0 KOHIIEHTPAINEI0, Ta HA KOHTPOJIbHI TOYKH, ITOB’s13aHI 3 IEBHUM BHJIOM,
1110 HaYaCTIIIe acOIiIOI0ThCS 13 1HPEKIIAMHU Y ToAuHU. L{i KOHTPOJIBHI TOUYKK HaBECHI HIKYE.

Ipomuepubrosuii 3aci6 | Konmponvhi mouxu, nog s3ami i3 neeHum uoom Konmponwhi mouku, He
S</R> noe 'A3aHi i3 NeGHUM
Candida | Candida | Candida | Candida Candida | sudom@
albicans | glabrata | krusei parapsilosis | tropicals | S</R>

@yKOHa3071 2/4 IE * 2/4 2/4 2/4

S — 4y TIuBMIL;

R —pe3ucrentHuii;

0 — KOHTPOJIBHI TOYKH, III0 HE MOB’s[3aHi i3 MEBHUM BHIOM, Ki O1JBIIIOI0 MipOO BU3HAYAINCS Ha OCHOBI (hapMakOK HETHIHOT
/papmaxogrHaMigHOT iH(OPMAIL] i He 3a1eXxaTh Bi PO3MOAUTY HA IIEBHI BUIM 32 MiHIMaIBHOIO IHTI0yIOU0I0 KOHIIEHTpaLie0. BoHn
JIOCITIKYBAIKCH JIUILE 7151 MIKPOOPTaHi3MiB, AJIS SIKMX HE iCHY€ CTIeU(iYHOT KOHTPOIBHOI TOUKH;

* — MOCHiJUKEHHS YyTIMBOCTI HE PEKOMEHJ0BaHi, OCK1JIbKU 1IeH BUJ HE € METOIO JIIKapCchKoi Teparii;

IE — nokasiB 1010 TOTO, YH € I[eH BU METOIO JIIKapChKOi Teparii, HeJOCTaTHBO.

Dapmaxoxinemuka.

dapMakOKiHETHYHI BIIACTUBOCTI (DITYKOHA30JIY € MO1iOHUMU TPU BHYTPIITHEOBEHHOMY 1 IEPOPATTLHOMY
3aCTOCYBaHHI.

AbcopOriis.

®dnykoHa3011 100pe BCMOKTYETHCS TIPH IIEPOPATHLHOMY 3aCTOCYBaHHI, a piBeHb Mpemnapary y Iia3Mi KpoBi i
cucTeMHa 010/10CTyIHICTh NepeBULLYIOTh 90 % piBHS QuIyKOHA30Iy Y TU1a3Mi KPOBI, 110 1OCSITAE€THCA MIPU
BHYTPIIIHBOBEHHOMY BBEZICHHI mpemnapary. OnHouacHe BXXMUBAHHA DKI HE BIUTMBA€ HA BCMOKTYBAHHS Ipenapary
MIpH Horo mepopaibHOMY 3acTocyBaHHi. [1ikoBa KOHIIEHTpaIls y miia3Mmi KpoBi gocsraerbes uepes 0,5-1,5 roqunun
nicist npuitoMmy npenapary. KoHueHTpaiis npemnapaty y mia3Mi KpoBi mporopiiiiHa 1031. PiBHOBakHa
KOHIIeHTpalis Ha piBHI 90 % nocsAraeTbes Ha IPYTUi IE€HB JIIKYBaHHS MPH 3aCTOCYBaHHI y IEpIINA I€Hb
HaBaHTAXKYBAJILHOI J03H, 110 BJBIYl MIEPEBUIIYE 3BUYANHY JOOOBY 103Y.

Po3noni.

006’ em po3noaiLTy TPUOTU3HO AOPiBHIOE 3arajlbHOMY BMICTY PIMHU B OpraHi3Mi. 3B’s13yBaHHSA 3 OlJIKaMH TTa3MH
kpoBi HU3bKe (11-12 %).

®dnykoHa301 100pe MPOHUKaE B YC1 TOCTIPKYBaHI piiiHU opraHi3My. PiBeHs (iykoHazony y ciauHi Ta
MOKPOTHHHI € MOAIOHUM 710 KOHIEHTpallii mpenapary y mia3mi Kposi. PiBeHb (iykoHa30i1y y ciuH Ta
MOKPOTHHHI € MOJIOHUM J0 KOHLIEHTpAIlii Ipenapary B I1a3Mi KpoBi. Y Malli€eHTIB, XBOPUX HA TPUOKOBUIL
MEHIHTIT, piBeHb (PITyKOHA30JTy y CIUHHOMO3KORI pifuHi focsrae 80 % KOHIEHTpaLil y Tu1a3Mi KpoBi.

Bucoki koHIeHTpartii ¢uryKoHa30J1y y HIKIpi, 0 MEPEBUIIYIOTh CHPOBATKOR, TOCSITAIOTHCS Y POrOBOMY IIapi,
emigepMici, fepMi Ta moti. GIyKoHA307 HAKOMUYYETHCSA Y poroBoMy mapi. [Tpu 3actocyBanni go3u 50 mr 1 pas
Ha 100y KOHIICHTpaIls (IyKoHA30.Iy Ticist 12 THIB JTiKyBaHHS CTAHOBWIIA 73 MKI/T, a 4epe3 7 JTHIB Ticis
3aBEPIICHHS JIIKYBaHHS KOHIIEHTpAIlisl Bce 1mie craHoBuia 5,8 Mkr/r. [Ipu 3actocyBanHi 1o3u 150 mr 1 pa3 Ha
THOKJICHb KOHIICHTpalis (IIyKOHA30Iy Ha 7-i IeHb JiKyBaHHS CTaHOBMIIA 23,4 MKI/T; uepe3 7 THIB Mmicis
3aCTOCYBaHHS HACTYITHOI JO3M KOHIIEHTpAIS BCE 1€ cTaHOBUa 7,1 MKI/T.

KonnenTpariis ¢irykoHa3oy B HIFTsX micis 4 micsiiB 3actocyBanHs 150 mr 1 pa3 Ha Twknens ctanoBuna 4,05
MKI/T y 3I0POBHX TOOPOBOJIBIIB Ta 1,8 MKI/T IpH 3aXBOPIOBAHHSX HIT'TiB; ()IyKOHA30JI BU3HAYABCS y 3pa3kax
HIrTIB Yepe3 6 MiCSIIIB IiCIIs 3aBEPIICHHS Tepaltii.

biorpancdopmariis.

dryKOHa30J1 METa0OJI3YETHCSl HE3HAUYHOIO Mipoto. [Ipu BBeeHH1 1031, MiY€HOI Pai0aKTHBHUMHU 130TOTIAMH,
muie 11 % ¢dbaykoHa301y eKCKPETYEThCS 3 CeUeto y 3MiHeHOMY BUTIIsAL. DITyKOHA30 € CENIEKTUBHUM 1HT10ITOpOM
BoepmentiB CYP2C9 ta CYP3 A4, a takox inrioiropom i3opepmenty CYP2C19.

Exckperiis.

[Tepion HaniBBUBeneHHS (ITYKOHA30IY 13 TUIa3MHU KPOBI CTAHOBUTH OJIM3BKO

30 rogun. binbma yacTuHa npenapary BUBOJUTHCS HUpKaMu, mpruaoMy 80 % BBEICHOL 1031 BUSBISIETHCS Y cedi
B He3MiHEeHOMY cTaHi. KimipeHc ¢urykoHa3ory mponopmiiHuii 10 KIipeHcy KpeaTuHiHy. [{upkymoroanx
MeTa0OJIITIB HE BUSBIICHO.

TpuBanuii nepios HaniBBUBEACHHS NIpenapaTy 3 IJIa3MU KPOBI Aa€ MOKJIMBICT Pa30BOT0 3aCTOCYBAHHS
npernapaTy npH BariHaJbHOMY KaHAMJI031, @ TAKOXK 3aCTOCYBaHHs Npemnapary 1 pa3 Ha THKACHD MIPH IHIINX
MOKA3aHHSX.




HyipkoBa HETOCTATHICTE.
VY mamieHTiB 13 HUPKOBOIO HEIOCTATHICTIO TSKKOTO CTYTEHs (IIBUAKICTh KIIyOO4YKoBOl (pinbTparii
< 20 Mu1/XB) TiepioJ| HamiBBUBEACHHS 30UThITy€e€Thest 3 30 roauH 10 98 ronuH. Tomy it KaTeropii maimieHTiB
HEOOX1THO 3HU3HUTH 103y (IyKoHa30y. DIIyKOHA30J1 BUIAIETHCS IIIJITXOM IeMOIialli3y, Ta MEHIIIOK MiPOIO —
HIISIXOM IHTpanepuToHeaabHOro nianizy. CeaHc reMomanisy TpUBANiCTIO 3 TOAMHU 3HUXKYE PiBEHb (PIyKOHA30ITy
y mi1a3Mi KpoBi npu6in3Ho Ha 50 %.

ITH.
Jani 3 papmakokineTuku Oy omiHeHi y 113 miteit mix 9ac 5 q0CiipKeHb: 2 TOCTIIKEHHS pa30BOTO
3aCTOCYBaHHS, 2 JTOCHIKEHHS 0araropa3oBOro 3aCTOCYBaHHS Ta | TOCHIKEHHS HEIOHOIIICHUX
HOBOHAPOJKCHUX.
[Ticiist BBeeHHs 2-8 MI/KT (hTyKOHA30 Iy AiTsiM BikoM Bin 9 micsiB 1o 15 pokiB AUC cranoBuia 6:1m3bK0 38 MKT
* ronuay/Ma Ha 1 Mr/kr go3u. [licns 6araTopa3oBoro 3aCTOCyBaHHsI Cepe/IHIN TIepio/1 HAlIBBUBEACHHS
¢rykoHa3ouy i3 mIa3Mu KpoBi BapiroBaBcst Mk 15 Ta 18 ronunamu; 06’°em posnoaity craHoBUB 880 Mi/kr. binbI
TPUBAIUN NEP10]1 HAMBBUBEACHHS 13 IJIa3MHU KPOBI, 1110 CTAHOBUB NPUOIN3HO 24 rouHu, OYB MICIs pPa30BOro
3acTocyBaHHA (hiaykoHaszomy. Lleil moka3HuKe MOPIBHAHHUM 3 MIEP10JIOM Hall BBUBEIEHHS (IIyKOHA30IY i3 T1a3MU
KPOBI TiCJISI pa30BOTO 3aCTOCYBAHHS TO3U 3 MT/KT BHYTPIITHHOBEHHO JiTsIM BikoM Bif 11 mHiB 10 11 micsiiB.
O06’em po3MoOIUTY y MAIIE€HTIB 1i€1 BIKOBOI TPy CTAaHOBHUB OJIM3BKO 950 MII/KT.
JocBiz 3actocyBaHHs (DIIyKOHA307y HOBOHAPOJKEHUM OOMEXKYEThCs (hapMaKOKIHETUUHUMU JTOCIIPKEHHAMH 12
HEJIOHOMICHUX JiTeH i3 TepMiHOM recrarii npuoau3Ho 28 TikHiB. CepenHili Bik AUTUHH MIPHU BBEJCHHI MEPIIOT
J1031 cTaHOBUB 24 roauaM (Bia 9 10 36 rouH); cepeans Bara npu Hapo pkeHH ctaHoBmia 900 T (Big 750 mo
1100 ). [{nst 7 mamieHTiB MpOTOKOJI AOCIIXKEHHS OYJI0 BUKOHaHO. MakCUMyM 5 BHYTPIIIHBOBEHHUX 1H €KL
(baykoHa30y y 1031 6 MI/KT BBOAWIN KOXHI 72 roauuau. CepeHiit iepio 1 Halli BBUBEACHHS CTAHOBUB 74 TOIUHA
(44-185) B mepmmii neHb, MoTiM 3HU3UBCS 10 53 roauH (30-131) Ha 7-it nens Ta 1o 47 (27-68) na 13-t neHs.
[Tnoma mix kpuBoro (MKr*roaus/min) cranoBuia 271 (173-385) B nepmuii nenb, 30umbmmmnacs a0 490 (292-734)
Ha 7-# neHb, moTiM 3HU3MIacs 10 360 (167-566) na 13- nens. O6’em posnozainy (Mir/kr) cranoBus 1183 (1070-
1470) y nepiuii nens, 30inburyBascs 1o 1184 (510-2130) na 7 nens ta 1o 1328 (1040-1680) Ha 13 nensb.

[arie HTH JITHHOTO BIKY.

dapMakOKiHETHYHE JOCIIPKEHHS TIPOBOIMIIM 32 Y4acTiO 22 MaIli€HTiB (BiKOM Bi 65 pOKiB), sSIKi 3aCTOCOBYBAIIA
50 Mr ¢urykoHazoiy nepopaibHo. 10 13 yUaCHUKIB OJHOYACHO 3aCTOCOBYBaNU AlypeTUKH. C ., cTaHoBWIA 1,54
MKI/MJI Ta fjocsirajacs npoTsarom 1,3 rogunu mcis 3actrocyBaHHs (uykonazony. Cepennst AUC cranoBuna 76,4 +
20,3 mxr*rogunay/min. Cepeaniii nepioy HamBBuBeReHHS 46,2 roqunu. Li papmakokiHETHYHI TOKa3HUKH €
BHIIMMH TTOPiBHSHO 13 aHAJIOTTYHUMH Y 3JI0POBUX JOOPOBOJIBIIIB MOJIOAIIOTO BiKy. OTHOYaCHE 3aCTOCYBaHHS
J1ypeTuKiB He Maio 3HauHoro BIuBy Ha Cp,,, Ta AUC. Takox kimpeHc kpeaTuHiHy (74 MI1/XB), B1ICOTOK
(bIyKoHa30I1y, IO EKCKPETYBABCSI3 CEUCI0 Y HE3MIHEHOMY BHTJISII

(0-24 rogunu, 22 %) Ta HUpKOBHil KiipeHC (Gykonazomny (0,124 mi/XB/Kr) y HajeHTIB Ii€l BIKOBOI rpyIu Oyiu
HIDKYMMHM, HDK aHAJIOT14H1 ITOKa3HUKU Yy MOJIOJIINX JOOPOBOJIBIIB. ToMy 3MiHH (DapMaKOKIHETUKH Yy MAI€HTIB
JTITHBOTO BIKY, OUYE€BHJIHO, 3aJI€KaTh B/ MapaMeTpiB (YHKIIIH HUPOK.

Kainiuni xapakTepucTukm.

Ilokazannsa.

JIikyBaHHS Y 1OpOCIUX TaKUX 3aXBOPIOBaHb, SIK:

— KPUINITOKOKOBHI MEHIHTIT;

— KOKIIHI101103;

— IHBa3MUBHI KaHIUI03H;

— KaHIUJ03U CIIM30BUX 00OJIOHOK, BKITFOYAOUX KaH/ANU03 POTOTJIOTKH Ta KaHIUA03 CTPABOXOY, KaHAUIY s,
XPOHIYHUN KaHIUA03 HIKIPH 1 CTU30BUX 000JIOHOK;

— XpOHIYHUH aTpodiuHui KaHIU103 (KaHIU103, CIPHYUHEHUH BUKOPUCTAHHAM 3yOHHX MPOTE3IB) IPH
Hee()EeKTUBHOCTI MICIIEBOI Teparii.

[TpodinakTuka y A0pOCIUX TaKUX 3aXBOPIOBaHb, SK:

— peuyanB KPUIITOKOKOBOTO MEHHTITY y MAIli€EHTIB 3 BACOKAM PU3UKOM HOTO PO3BUTKY;

— peuuanB KaHAW03y POTOIJIOTKH ab0 cTpaBoxoay y naueHTis 3 BIJI 3 BUCOKUM pU3UKOM HOTO PO3BUTKY;
— npodigakTHKa KaHIUI03HUX 1H(EKIIH y MaIieHTiB 13 TPUBAIOK HEUTPONEHIEIO (HAPUKIIa/I, Mali€eHTIB 31
37I0SIKICHUMU 3aXBOPIOBAHHSAMM KPOBI, SIK1 OTPUMYIOTh XIMIOTEpanito, Y Mali€HTIB P TpaHCIUIaHTAaIl1i
TeMOIMOETUYHUX CTOBOYPOBUX KIIITHH).



@d1yKOHA30J13aCTOCOBYIOTH JITSAM BiJ] HAPOHKCHHS IS JIKYBaHHS KaHAWI031B CIU30BUX 000JIOHOK (KaHIHMI03
POTOTTIOTKH, KaHIU03 CTPABOXOY ), IHBAa3UBHUX KaHUI031B, KPUITOKOKOBOTO MEHIHTITY Ta 7Sl TPOQiTaKTHKH
KaHJIUJ03HUX 1HQEKLIN y Mali€HTIB 31 3HWKEHUM IMyHITeTOM. [Ipenapar Mo>kHa 3aCTOCOBYBATH SIK MATPUMYIOUY
Tepariro JjIs TOMePeHKEHHS PEIUANBY KPUIITOKOKOBOTO MEHHTITY y JITEH 13 BUCOKMM PU3UKOM HOTO PO3BUTKY.
Teparmiro npenaparom OIyKoHA307 MOXKHA PO3MOYHNHATH 10 OTPUMAHHS PE3yJIbTaTB KyJIbTypadbHUX Ta 1HITHUX
71a00PAaTOPHUX JIOCII IXKEHb; MICIIsI OTPUMaHHS Pe3yJIbTaTIB aHTHOAKTEPiaIbHy TEpaIiio CIiJl CKOPUTYBATH
BIJIITOBI JHUM YHHOM.

IIpomunokasauna.

[NnepuyyTauBICTh 10 GIIyKOHA30I1y, IHIIUX a30JbHUX CHOJYK a00 0 OYIb-sKOi 3 JOMOMIKHUX PEYOBHH IMpenapary.
OpHouacHe 3acTocyBaHHs (DIyKOHa30Iy Ta TepeHaauHy MmarjeHTam, sKi 3aCTOCOBYIOTh (DIIyKOHA30J1
OaraTopa3oBo y no3ax 400 mr/moby Ta BuIle (31IHO 3 pe3yIbTaTaMH JOCIIHKCHHS B3a€MO/Iii 6araropasoBoro
3aCTOCYBaHHS).

OpHouacHe 3acTocyBaHHA (DIyKOHA30J Iy Ta IHIINX JIIKApChKUX 3ac00i1B, 1110 MOA0BXKYIOTh iHTepBai QT ta
MeTabomi3y0ThCs 3a Jonomororo hepmenty CYP3A4 (Hampukitag u3anpuy, aCTeM30ITy, MMO3HUIY, XIHIAHHY Ta
EPUTPOMIITUHY ).

B3aemooia 3 inwumu nikapcokumu 3acodvamu ma inuii 6uou 63aemooil.

IIpomunoxazano cymicne 3acmocy8anis QavKOHA30IY Ma HUHCYE3AZHAYEHUX EKAPCLKUX 3ac00i8.

L{uzanpuo: MOB1JOMIISIIOCS TIPO PO3BUTOK MOOIYHUX PEaKIlii 3 O0KY cepIlsi, y TOMY YHCII PO MapOKCU3MaTbHY
IITYHOYKOBY TaXiKapJilo THITY «IIpyeT» y Mali€HTIB, AKi OHOYACHO 3aCTOCOBYBAJIN (HIIyKOHA30JI Ta LU3AMIPUIL.
KoHTponboBane mocipKeHHs TPOIEMOHCTPYBAJIO, 110 oiHOYacHe 3acTtocyBaHHs 200 mr (irykonaszomy 1 pa3 Ha
no0y Ta 20 mr uusanpuay 4 pasu Ha 100y MPU3BOIWIO 10 3HAYHOTO TIABUIICHHS PiBHA LU3ANPUAY Y T1a3Mi
KpOBI Ta /10 mooBxeHHs inTepBainy QT. OgHouacHe 3acTocyBaHHs (DIyKOHA30JIy Ta LU3AMPUIY IPOTHUIIOKa3aHe
(muB. po3aun «IIpoTtumnokazanus).

Tepghenaoun: uepe3 BUMATKU PO3BUTKY TSHKKHX CEPLIEBUX apUTMil, CIPUYMHEHHUX MO0BXKEeHHAM iHTepBaity QTc,
y MAl€HTIB, AKI 3aCTOCOBYIOTh a30JIbHI IPOTUIPUOKOBI JIIKapChKi 3ac00M 0JIHOYACHO 3 TepdeHaAUHOM, OyiIn
MIPOBEICHI TOCT1/DKEHHSI B3a€EMO/IIT X TIpernapatiB. Y X0/ OJJHOTO JTOCHIHKSHHS TPH 3aCTOCYBaHHI
¢yxonazony y 103t 200 Mr Ha 100y He OyJ0 BUsBIEHO nonoBxeHHsAiHTepBany QTc. [Hie qocmimkeHHs npu
3acTocyBaHHI ¢urykoHazony y no3ax 400 mr ta 800 mr Ha 100y IPOAEMOHCTPYBAJIO, 10 3aCTOCYBaHHS
brykonazony y go3ax 400 Mr Ha 100y a0 BHIIE 3HAYHO TiIBUIIYE piBEeHb TepdeHAAUHY Y TUIa3Mi KPOBi MIpH
OJIHOYACHOMY 3aCTOCYBaHHS X npenapatn. CyMicHE 3acTocyBaHHS (hirykoHa3omy y mo3ax 400 mr abo Buiie 3
TepdheHaTuHOM IpoTUIiokazane (auB. po3 «IIporunokazanusy). [Ipu 3acTocyBanHl (hiyKoHA30/1y y 103aX,
Hiwk4e 400 Mr Ha 100y, 0IHOYACHO 3 TepPEHATUHOM CIIJI IPOBOJUTH PETEIIbHUI MOHITOPHHT CTaHy Malli€HTa.
Acmemizon: CyMICHE 3aCTOCYBaHHS (DIIyKOHA30JTy Ta aCTeMI30JIy MOXKE 3HU3HUTH KJIipeHC acTemizony. CripudrnHeHe
[[UM T1IBUILEHHS KOHIIEHTpAIlii acTeMi30Jy y IIa3Mi KpOBI MOXe MPU3BECTHU A0 NoaoBxeHHd inTepBaity QT ta 'y
PIIKICHUX BHIAKaX — JI0 HAPOKCU3MAaJIbHOI IUTYHOUYKOBOI TaX iKapaii THITy «mipyer». OgHodacHe 3aCTOCYBaHHS
(bIyKOHA30Ty Ta aCTEMI30JTy TIPOTUITOKA3aHE.

Ilimo3u0 ma xinioun: cyMiCHE 3aCTOCYBaHHA (DITYKOHA30J 1y Ta MIMO3HLY a00 XiIHITUHY MOKE MTPU3BOIUTH 0
NPUTHIYEHHS MeTaboIi3My MiMo3HTy a00 XiHIIUHY, X04a BATIOBIJHUX TOCTIIKEHb in VitroTa in vivo He
npoBoauiu. [liIBUIIEHHS KOHIIEHTpAIIi MIMO3K1y 200 XIHITUHY Y TI1a3Mi KPOB1 MOYKE CIIPUYUHSATH TTOI0BKECHHS
iHTepBany QT Ta y pinKicCHUX BUIAAKaX MPU3BOAUTH JI0 PO3BUTKY MAPOKCU3MAIbHOI IIUTYHOYKOBOI TaxiKapaii
Tuny «uipyer». OgHovyacHe 3acTOCyBaHHA (DIyKOHA30 Iy Ta MMO3UIy a00 X1HIAMHY IPOTUIIOKA3aHe.
Epumpomiyun: oqHOYacHe 3aCTOCYBaHHS €PUTPOMIIIUHY Ta (IIyKOHA30IJIy MOXKE MPU3BOIUTH [0 MABUILECHHS
PHU3UKY PO3BHUTKY KapJi0TOKCHYHOCTI (moaoBkeHHs iHTepBainy QT, mapokcu3MaabHa MUTYHOUKOBA TaxXKap/Iist
TUIY «IIpyeT») 1 K HACI1JOK — J0 PANTOBOI CEpLIeBOI CMEPTI. 3aCTOCyBaHHs KOMOIHALIT TaHUX JTIKAPChKUX
3ac001B MPOTUIIOKA3AHE.

He pexomenodyembcs oonouache 3acmocysants ayKoHA301V ma HUXCHe3a3HAYeHUX JIKAPCbKUX 3dco0is.
Tanogpanmpun: GirykoHa3071 MOKE CIIPUINHUTH T ABUIIICHHS KOHIIEHTpAIlii raylopaHTprHy Y MJIa3Mi KpoBi 3a
paxyHok npurHideHHss CYP3A4. OqHovacHe 3acTOCYBaHHS LIUX JIKAPChKUX 3aC001B MOXKE MPU3BOAUTH J10
MIJBUIIEHHS PU3UKY PO3BUTKY KapAIOTOKCUYHOCTI (TIogoBxeHHs 1HTepBaity QT, mapokcru3mainbpHa IIJTyHOUKOBA
TaxiKap/is TUITY «ITPYyeT») 1 K HACHIJJOK — JI0 panToBoi cepiieBoi cMepTi. Cinifl yHUKATH 3aCTOCYBaHHS
KOMOIHAITi [IUX JIIKaPCHKUX 3aCO01B.

Cymiche 3acmocy8anis IYKOHAZ0LY MA HUNCYe3A3HAYeHUX EKAPCbKUX 3ac00ie sumazae obepedcHocmi ma
KOpU2y8auHs 003u.

Bnaus inwux nikapcokux 3acobie Ha GayKoHazon.




JlocnipKeHHs B3aeMOIii MPOAEMOHCTPYBaJIH, 110 OJTHOYACHE BXKUBAHHSA 1K1, ITMMETHUINHY, aHTAIU B a00
MOJJaJIbIIIE OTIPOMIHEHHS YChOTO TiJIa ISl MEPECaKH KiCTKOBOIO MO3KY HE Ma€ KJIIHIYHO 3HAYYILIOTO BIJIMBY Ha
abcopOIrito (IyKOHA30Ty TIPU HOTO MEepOpPATbHOMY 3aCTOCYBAHHI.

Pugpamniyun: onHodacHe 3actocyBaHHs (IyKoHa30i1y Ta pudamnuuny npusBoamio 1o 3umkenns AUC Ha 25 %
Ta CKOPOYYBaJIO Mepioj HamiBBUBEACHHS (GurykoHazomy Ha 20 %. ToMy 11 narieHTIB, sIKi 3aCTOCOBYIOTh
pudamMIinuH, Cai1 pO3rISHYTH AOLUUIBHICTh I1ABULIECHHS 103U (IIyKOHA30I1y.

Bnaue ¢pnyxonazony na inwi 1ikapcoki 3acoou.

®dnykoHa301 € MOTYXHUM iHTri0iTopoM i30pepmenty 2C9 nuroxpomy P450 (CYP) ta momipHuM iHTIGITOpOM
CYP3A4. Takox daykonaszoie inridiTopom CYP2C19. Okpim cnioctepexxyBaHnX/ JTOKYMEHTAIBHO
MIATBEPHKCHUX B3a€MOIIH, 110 OMUCAaH1 HWXKYE, IPU OJJHOYACHOMY 3aCTOCYBaHHI 13 ()IIyKOHA30JIOM ICHY€ PH3UK
MIJBUIIECHHA y IJ1a3MI KPOB1 KOHLIEHTpaLiil IHIIUX CHOAYK, 1o MeTabonizytoTecst CYP2C9 ta CYP3A4. Tomy
3aCTOCOBYBATH Taki KOMOIHAIIii MpernapaTiB ¢ 3 00epekHICTIO; MPU IIbOMY HEOOXiTHO pEeTEIBLHO CIIOCTepiraTh
3a cTaHOM maiieHTiB. [IpurnivyBanbHa aig GaykoHa30dy Ha (pepMeHTH 30epiraeTbes NpOTIroM

4-5 ni6 micist HOro 3aCTOCYBaHHS Yy 3B’SI3Ky 3 HOTO TPUBAJIUM MEPIOJIOM HaIIBBUBEICHHS.

Anvghenmanin: min 4ac OTHOYACHOTO 3aCTOCYBaHHS alb(eHTaniny y 1031 20 MKI/KT Ta (hIyKOHA3011y y 1031

400 mr 310poBUM 100POBOJIBLISAM criocTepiranocs qBokparHe 30u1bieHHs AUC, (), MOXKIUBO Yepes3 iHriOyBaHHS
CYP3A4. Mosxxe OyTu HEOOXI IHUM KOPUTYBaHHS 103U aJIb(EHTAHLITY.

Amimpunmunin, Hopmpunmunin: GIyKOHA30J TOCUIIOE 110 aMITPUNITHIIIHY Ta HOPTPUNTUIIIHY. PEeKOMEH Iy ThCs
BUMIPIOBaTH KOHIICHTpALIi S-HOPTPUNTWIIHY Ta/ab0 S-aMITpUNTHIIIHY Ha TIOYaTKy KOMOIHOBaHOI Teparrii Ta
yepe3 | TrkaeHb. Y pa3i HeoOXIMHOCT CITijl BIAKOPUTYBATH 103y aMITPUNITHIIIHY/HOPTPUIITHITIHY .
Amgpomepuyun B: ogHOUacHE 3acToCcyBaHHA (IyKOHa301y TaaMmpoTepununy B iHdikoBaHUM MuIIaMm i3
HOpPMaJIbHUM IMYHITETOM Ta 1H()IKOBAHUM MUIIAM 31 3HHKEHUM IMYHITETOM MPU3BEJIO 0 TaKUX PE3yJbTaTB!
HEBEJIMKUHN aIuTUBHUNA NPOTUTPpUOKOBUI edekT npu cucteMHiil iHdekuii C. albicans, BiACyTHICTh B3aEMOJIT IpU
BHYTpilHbOuUepenHii iHpekuii Cryptococcus neoformans Ta aHTaroHi3M JIBOX IpenapaTiB Ipy CUCTEMHIH
ekl A. fumigatus. KiiHiuHe 3HAYCHHSI pe3yJIbTaTIB, OTPUMAHUX Y X0/l IIUX JOCIIKEHb, HEB1IOME.
Anmuxoacynanmu. sIK 1 IpU 3aCTOCYBAHHI 1HIIUX a30JIbHUX MIPOTUTPUOKOBUX 3aCO0IB, IPH OJTHOYACHOMY
3aCTOCYBaHHI (hIIyKOHA30Iy Ta BappapuHy MOBIIOMIISIIOCS PO BUIMAAKH PO3BUTKY KPOBOTEY (T€MaTOM, HOCOBOL
KpPOBOTEUI, IIITYHKOBO-KUIIKOBUX KPOBOTEY, FreMaTy[li Ta MEJIEHH!) y MO€AHAHHI 13 OJIOBKEHHIM
npoTpoMOiHOBOTro yacy. [Ipu ogHOUaCHOMY 3aCTOCYBaHH (UIyKOHA30Iy Ta BapdapHHy CriocTepiraiocst JBOKpaTHe
MIBUILIEHHS MPOTPOMOIHOBOTO Yacy, HMOBIPHO BHACIIJOK IPUTHIYEHHST MeTa00J113My BaphapuHy uepes
CYP2C9. Cnin peTeibHO KOHTPOIIOBATH MPOTPOMOIHOBH Yac y MAalli€HTIB, K1 OTHOYACHO 3aCTOCOBYIOTh
KyMapHHOBI aHTUKOATyJISTHTH. Moxke OyTH HeOOXTHOI KOPEKINis 103U BapdapuHy.

Benzooiazeninu kopomxkoi 0ii, nanpuxiad mioazonam, mpuazonam: MIpU3HAYCHHS (IIYKOHA30JTy T CIIS
NEPOPANBHOTO 3aCTOCYBaHHS M1/1a30J1aMy MTPU3BOIMIIO IO 3HAYHOTO M JIBUILEHHS KOHIEHTpalli Mia3oiamy Ta
JI0 TIOCHJICHHS TICHXOMOTOPHUX edekTiB. OTHOYacHe 3aCTOCYBaHHs uryKoHaszouy y 103 200 Mr Ta mMiga3onamy y
1031 7,5 Mr nepopanbHo npusBoauiio 1o masuiieHHss AUC Ta nepioay HamiBBUBeIeHHS y 3,7 Ta 2,2 pasy
BiNOBiIHO. 3acTocyBaHHs (uryKoHaszony y 1031 200 mr/zo6y ta 0,25 Mr TpuazonamMy nepopabHO MPU3BOIUIO 10
nigsuiieHHs AUC ta nepiony HamiBBUBeACHHA y 4,4 Ta 2,3 pa3y BianosinHo. [Ipu oqHOYacCHOMY 3acTOCyBaHHI
¢bykoHa30y Ta TpHa30JaMy CIIOCTEpIiTraaocs MOTEHIIIIOBaHHS Ta MPOJIOHTAIlis eeKTiB TpUa3oaamy.

SIK110 ManienTy, SKUKA MPOXOIUTh Kypc JIKyBaHHs (DITyKOHA30JI0M, CJIiI OTHOYACHO MPU3HAYUTH TEPAIIIO
OeH30/11a3emiHaMy, 103y OCTaHHIX CJIi/I 3SMEHIITUTH Ta BCTAHOBUTH HAJIC)KHUM HATJIS 32 CTAHOM ITAIli€HTA.
Kapbamaszenin: pmykoHa3on npurHiaye Metadoiism kapbamaserniHy Ta CIpUYHHIOE i ABUIECHHS PIBHS
kapOamaseniny B cupoBatii KpoBi Ha 30 %. IcHye pu3HuK pO3BUTKY HPOSIBIB TOKCHYHOCTI 3 00Ky KapOamMaszerminy.
Moske OyTH HEOOXITHUM KOPUTYBaHHS J03M KapOama3eriHy 3aJIe)KHO BiJl piBHS HOTO KOHIIEHTpaIli Ta il
npernapary.

Bnoxamopu xanvyiceux xananig: NesKi aHTaroHICTH Kanblito (HipeaumniH, icpa Uiy, aMJIOAUIIH Ta (PEeT0TUIIIH)
metabomizytoTbes pepmenToM CYP3A4. diykoHa30:1 MOKe TIBUILYBAaTH CUCTEMHY €KCIO3MLII0 OJI0KaTOpiB
KaJbIli€BUX KaHaNiB. PEKOMEHI0BaHUH peTeNbHII MOHITOPHHT IIOJI0 PO3BUTKY MOOIYHUX pEaKIliil.

L]enexoxkcu6: Ipu OJHOYACHOMY 3acTOCyBaHHI (pirykoHazomy (200 mr Ha 100y) Ta nesnekokcuoy (200 Mr) G, .4 T2
AUC nenexokcu0y masuuryBaiucs Ha 68 % ta 134 % sianosigHo. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI
1eIeKOKCHOy Ta (DIIyKOHA30 Ty MOKE OYTH HEOON THUM 3MEHIICHHS JTO3H IeJICKOKCHOY BIRYI.

Luxnogocghamio: oqnodacHe 3acTocyBaHHs nMUKIo(pochaminy Ta GIyKoHA30JIy TPU3BOIUTH A0 Tl IBUIICHHS
piBHA OimipyOiHy Ta KpeaTuHiHy B cCMpOBaTIli KpoBi. Lli mpenapaTi Mo>kHa 3aCTOCOBYBAaTH OJTHOYACHO, aJI€ CJi
3Ba)KaTW Ha PU3MK MIJBUIICHHS KOHUEHTpalli 6u1ipyOiHy Ta KpeaTHHIHY B CUPOBATIl KPOBI.




Denmanin: MOBIIOMIISIIOCS PO OJWH JICTAILHUIA BUMAA0K IHTOKCHKAIII (PeHTAaH1JIOM BHACIIIOK MOYKIUBOT
B3aeMOJIiT peHTaHTy Ta GuryKoHa3ouy. [lo TOro K, y AOCIIKEHHI 3a ydacTio 12 310poBUX JOOPOBOJIBIIIB OYI10
MIPOJIEMOHCTPOBAHO, IO (DITyKOHA30J1 3HAYHO YITORJILHIOBAB elliMiHaIl0 ¢eHTaHimy. [lixBuIeHHsT KOHIICHTpaIIil
(eHTaH1Ty MOXKe IPU3BECTH 10 IPUTHIYEHHS IUXaHHS, TOMY CJIJI PETEIbHO KOHTPOJIIOBATH CTaH MalJ€HTA.
Moske OyTH HEOOXITHOIO KOPEKIIisl 1031 (heHTaHITY.

Ineioimopu I'MI-KoA-pedykma3zu: cyMICHE 3aCTOCYBaHHs (JIyKOHa30Jy Ta 1Hr01TOPIB

I'MI'-KoA-penykrasu, mo merabonizytorbes CYP3A4 (aropBacTaTtuH Ta cMMBacTaTHH), abo iHridiTopis I'MI -
KoA-penyxkrasu, mo merabomizyorses CYP2CO (¢uryBacTaTis), MIBUILY € PU3UK PO3BUTKY MioOmaTii Ta
padaomionizy. Y pasi HE0OXiJHOCTI OTHOYACHOTO 3aCTOCYBaHHS ITUX MpEIapaTiB CJIiJ pETEIbHO CIIOCTEpiraTu 3a
MAI[i€eHTOM [I0JI0 BAHUKHEHHS] CHMIITOMIB MiomaTii Ta pab10oMioizy 1 IPOBOJAUTH MOHITOPUHT PiBHS
KpeaTWHKiHA3u. Y BUIMAKy 3HAYHOTO TiJBUINEHHS PIBHS KpEaTHHKIa3H, a TAKOX MPH AlarHOCTYBaHH1 200
Mi03pi HA MiomaTiro/padaomMiosi3 3actocyBaHHs iHTI0iTOpiB ' MI'-KOoA-pemyKkTasu citii MpUIUHUTH.
Imynocynpecopu (Hanpukiao yukioCnoOpuH, e8epoimyc, CUPOTIMYC | MAKPOLIMYC).

Luxnocnopun: Gnaykona3oin 3Ha4HO TiABHUINYe KoHIIeHTpalo Ta AUC nuknocnopuny. [Ipu onHogacHOMY
3acTocyBaHHI (prykoHazomy y 103t 200 Mr/mo0y Ta IMKIOCHOPUHY y 1031 2,7 MI/Kr/no0y crocTepiranocs
30inpmienHs AUC nuknocnopuny y 1,8 pasy. L mpenapati MmokHa 3aCTOCOBYBATH OJHOYACHO 332 YMOBU
3MEHILEHHS 1031 LUKJIOCIOPUHY 3aJIEKHO BiJl HOr0 KOHIIEHTpALii.

Eseponimyc: Xxoua NOCIIIDKEHb in VitroTa in vivo He IPOBOAMIH, (hIIyKOHA30J1 MOKE T ABHIYBATH KOHLIEHTPALIIO
eBEPOJTIMYCY B CHpOBaTIli KpoBi uepe3 npurnideHass CYP3A4.

Cuponimyc: GIIyKOHA30J1 T IBUIIYE KOHIICHTPAIIII0 CHPOIIMYCY Yy IIa3Mi KpOBi, KMOBIPHO, ITUISIXOM TTPUTHIYCHHS
MeTabomizmy cupodimycy gpepmentom CYP3A4 ta P-rimikonporeinom. Li mpemapaTi MoxHa 3aCTOCOBYBATH
OJIHOYACHO 32 YMOBH KOPUTYBAHHS JJO3U CUPOJIMYCY 3aJIEKHO BiJl piBHS KOHIIEHTpalli Ta eeKTiB npenapary.
Taxponimyc: GbIyKOHA30J MOKE TABHUIYBAaTH KOHLIEHTpALIl TAKPOIIMYCY B CHPOBATIIi KPOBi 10 5 pa3iB mpu ioro
NepopaIbHOMY 3aCTOCYBaHHI Yyepe3 NpUTrHiYeHHs MeTabomi3My Takpoiimycy pepmentom CYP3A4 y KuleyHuKy.
[Ipu BHYTPIITHLOBEHHOMY 3aCTOCYBaHHI TAKPOJIIMYCY HE CIIOCTEPITamocs 3HaYHUX 3MiH (DapMaKOKIHETUKH.
[TigBuIeHI piBHI TAKPOJIIMYCY aCOLIIOIOTHCS 13 HePpOTOKCHUHICTIO. /{03y TakposiMycCy A IepopaIbHOro
3aCTOCYBAHHS CIIiJ] 3HIYKYBATH 3QJICKHO BiJI KOHIICHTPALIi TaKpOIIMYyCy.

Jlozapman: hayKoHA30J MPUTHIYYE META00JI13M JI03apTaHy A0 HOTO aKTHBHOTO META0OJITY

(E-31 74), mo o0yMOBIIIOE OUTBITY YaCTHHY aHTaroHi3My J10 penenTtopiB anriotensuny Il min yac 3acrocyBanHs
no3apraHy. PekoMeH0BaHO 34HCHIOBATH MOCTIMHUI MOHITOPUHT apTepiajibHOTO TUCKY Yy MAalll€HTIB.

Memaoon: GpryKoHa307 MOKE TIBUIITYBATH KOHIICHTPAIIIO METaJI0Hy Y cUpoBaTili kpoBi. [Ipu onHodacHOMY
3aCTOCYBaHHI METAJIOHY Ta (IIyKOHA30JIy MOKe OyTH HEOOXTHIM KOPUT'YBAaHHS 103U META/IOHY.

Hecmepoioni npomusananvni npenapamu: IpA 0OJHOYACHOMY 3aCTOCYBaHHI 3 QurykoHazosnoM Cp,, Ta AUC
¢bnypbinpodeny miauirysamucs Ha 23 % ta 81 % BiANOBIIHO MOPIBHIHO 13 BIANOBIJHUMHU NMOKa3HUKAMU MPU
3aCTOCYBaHHI TUTBKU QurypOinpodeHy. AHAIOTIYHO TP OJHOYACHOMY 3aCTOCYBaHHI (MIYKOHA30Y 3 PaleMi YHHM
10ynpodpenom (400 mr) Cp,. Ta AUC papMakoI0n4HO aKTHBHOTO 130Mepy S-(+)-10ynpodeHy miIBUIyBaInuCs Ha
15 % Tta 82 % BinmoBiAHO, MOPIBHAHO 13 BIAMOBIAHUMH OKa3HUKAMU TPH 3aCTOCYBAaHHI TUIBKH PALIEMi4HOTO
10ympodeny.

Xoua criemanbHuX JOCTiPKeHb He IPOBOIMIIH, (DIIyKOHA30J1 3AaTHUI MABUIIYBATH CUCTEMHY €KCIIO3UIIIO 1HIINX
HIT3II, mro metabomizytotecst CYP2C9 (Hampukiax HanmpoKCceHy, JOPHOKCHKAMY, MEIOKCHKaMy, THKIO(EHAKY ).
PexomeHn10BaHO TIEpIOUYHO 3A1IMCHIOBATH MOHITOPUHT TOOIYHUX PEaKIliii Ta TOKCUYHUX MPOSBIB, OB’ SI3aHUX 13
HII3II. Mosxe notpedyBatucst kopurysanHs no3u HII3I1.

@enimoin: HIyKOHA30 MPUTHIYYE MeTaboIi3M (eHiTOIHY B meuiHIi. OqHoYacHe 6araropa3oBe 3aCTOCYBAHHS
200 mr ¢aykoHazomy Ta 250 Mr (QeHITOTHY BHYTPILIHBOBEHHO MPpU3BOANUTH 10 miaBuileHHs AUC,, deHiToiHy Ha
75 %, Cppin—Ha 128 %. IIpu oqHOYaCHOMY 3aCTOCYBAHHI LIUX JIIKAPCHKHUX 3acO0IB €1 IPOBOJUTU MOHITOPUHT
KOHIEHTpalli peH1TOiHy y CHpOBAaTI KPOB1 /1711 YHUKHEHHS PO3BUTKY TOKCUYHOI i1 (PEHITOIHY.

IIpeonizon: MOB1AOMIISIIOCS TIPO BUIAIOK, KOJIM Y MAIIEHTA MiCJs TPAHCIIAHTAIIl] MeYiHKY Ha TJI 3aCTOCYBaHHS
NPEIHI30HY PO3BUHYJIACS TOCTPA HEJOCTATHICTh KOPH HATHUPKOBUX 3aJ103, 10 BUHUKJIA TTICIISt TPUITHHEHHS
TPUMICSAYHOTO Kypcy Teparnii Gurykonazonom. [IpunmaeHHs 3acTocyBaHHs (HIIyKOHA30Ty, HMOBPHO, CIIPUYUHIIIO
nocuieHHs akTuBHOCTI CYP3 A4, 110 npusBenno 10 NpUCKOPEeHHS MeTaboi3sMy npeiHi3oHy. Ciijl yBa)KHO
CTS)KUTH 32 MAIIEHTAMH, SIKi IPOTATOM TPUBAJIOTO Yacy OJJHOYACHO 3aCTOCOBYIOTH ()IYKOHA30JI Ta MPEIH30H, 3
METOIO TONEPEPKEHHS PO3BUTKY HEJOCTATHOCT1 KOPU HAJHUPKOBUX 3aJ103 MiCIIs IPUIMHEHHS 3aCTOCYBaHHS
¢dykonazoiy.



Pughabymun.: GiykoHas3o miIBHUIYE KOHIICHTpaIit0 pudadyTHHY B CHPOBATIIl KPOBI, 1110 TPU3BOIUTH 10
36inbmenHs AUC pugabytuny 1o 80 %. IIpu ogHouacHOMY 3acTocyBaHH (IyKOHA30:1y Ta pudadyTuHy
MIOB1IOMJISIIOCS TIPO BUTIAIKH PO3BHUTOK YBeEiTy. [Ipym 3acTocyBaHH Takoi KOMOIHaIi1 JIIKapChKHUX 3aC00iB CIIi /T
OpaTtu 0 yBaru CUMIITOMHU TOKCUYHOI Aii pudadyTuny.

Caxsinagip: piaykonaszoin masumye AUC Ta C ., cakBiHaBipy npubnusno Ha 50 % Tta 55 % BiANOBiIHO uepes
MpUTHIYEHHS MeTaboi3My cakBiHaBipy y neuiHil pepmenToM CYP3A4 ta yepes iHribyBanss P-rimkomnporeiny.
Bzaemogii Mmixk ¢Gi1yKOHA30JI0M Ta CaKBIHABIPOM/PUTOHABIPOM HE JAOCIHIIKYBAIHCS, TOMY BOHH MOXKYTh OyTH
O1sbII BUpayKeHUMHU. Moke OyTH HEOOXITHUM KOPUT'YBaHHS 103U CaKBiHaBIPY.

Tloxioni cynvghoninceuosunuy. pyu OJHOYACHOMY 3aCTOCYBaHHI ()IIyKOHA30J1 IPOJIOHTYE MEPi0] HAMBBUBEICHHS
NEepOpANbHUX MOXIAHUX CYIb(OHUICEUOBUHH (XJIOpIponaminy, rmOeHKIaMify, I3y Ta ToI0yTaMiay) npu ix
3aCTOCYBaHHI 3JOPOBHM JOOPOBOJIBLSAM. PEKOMEHIYETHCS MPOBOIUTH YaCTUH KOHTPOJIb IyKPYy B KPOBI Ta
Bi/IITOBITHUM YMHOM 3HIDKYBATH JI03Y TMOXIAHUX CYIb(OHIJICEYOBHHH MPU OJHOYACHOMY 3aCTOCYBaHHI 13
(iryKoHa30510M.

Teoginin: y nnarne60-KOHTPOJIbOBAHOMY JOCIIIPKEHH] B3a€EMO/IIT ITpenapariB 3acTocyBaHHs ¢urykonaszoiry mo 200
MT IpOTAroM 14 aHIB MPU3BEIO IO 3HUKEHHS CEpeIHbOro KIIipeHCy Teo(iliHy B mu1a3Mi Kposi Ha 18 %. 3a
nalieHTaMu, sKi 3aCTOCOBYIOTh T€O(DUTiH Y BUCOKHX J103aX a00 SKi MAIOTh MiJBUILEHUH PU3UK PO3BUTKY
TOKCHYHUX TPOSIBIB T€O(DPUTIHY 3 1HIIUX MPUYXH, CJT1I BCTAHOBUTH HATJIS IIOAO BHUSIBJICHHS 03HAK PO3BUTKY
TOKCHYHOI 11ii Teo¢ininy. Tepamito ciiji 3MIHUTH ITPU MOSABI 0O3HAK TOKCUYHOCTI.

Ankanoiou 6apeginky: xo4a BIATIOBIIHUX TOCTIKEHb HE TIPOBOAMIH, (DIYKOHA30J1, HMOBPHO Yepe3 iHriOyBaHHS
CYP3A4, Mmoxe CIpUYUHSATH T IBUIIIEHHS KOHIICHTPAINi aJKaJIoiiB OapBiHKY y TU1a3Mi KpoBi (HaIpUKIIa]
BIHKPUCTHHY Ta BIHOJIACTHHY ), 10 MPU3BOAUTH 10 PO3BUTKY HEUPOTOKCUYHHX €(PEKTIB.

Bimamin A: noBigpoMisiocs, 1110 y NaIl€HTa, SKU 0THOYACHO 3aCTOCOBYBAB TPAHCPETUHOEBY KUCIOTY (KMCIOTHA
dbopma BiTamiHny A) Ta (pryKoHA307, criocTepiraiucs nmodivHi peakiii 3 00Ky eHTPaTbHOI HEPBOBOI CUCTEMU
(IHC) y ¢opmi riceBAOTYMOpY TOJIOBHOTO MO3KY, 110 3HHK Tl BiAMiHM (rykoHa3oy. Lf mikapebki 3aco0u
MO>KHA 3aCTOCOBYBATH OJTHOYACHO, aJI€ CJIJI IaM’ATaTH PO PU3HK BUHUKHEHHS MOOIYHMX peakiiiii 3 6oky [IHC.
Bopuxonason (ineivimop CYP2C9 ma CYP3A4): onHoyacHe 3aCTOCYBaHHS BOPUKOHA30I1y nepopaibHo (1o 400
MT KOXHi 12 roaua ipotsaroM 1 gast, momiM 1o 200 Mr koxkHI 12 roauH npoTsarom 2,5 1Hs) Ta (GIyKOHA30Ty
nepopaibHo (400 Mr B epmmii 1eHb, TOoTiM 1o 200 MT KOKHI 24 TOIUHU TIPOTATOM 4 THIB) 8 3710pOBUM
J0OPOBOJIBIISIM YOJIOBIYOI cTaTi mpu3Beno no masumenHs C,,,, Ta AUC, BopukoHa3oily B cepeHbomy 10 57 %
(90 % AI: 20 %, 107 %) ta 79 % (90 % II: 40 %, 128 %) BignosigHo. HeBimoMo, uu MpU3BOINTE 3HIKCHHS
71031 Ta/a00 YacTOTH 3aCTOCYBAaHHS BOPUKOHA30Iy a00 (hIyKOHa301y 0 YCyHeHHs Takoro edekry. [Tpu
3aCTOCYBaHHI BOPHKOHA30JTY THCIISI (PIITyKOHA30ITY CJIiJ] POBOIUTH CIIOCTEPEKEHHS MO0 PO3BUTKY TTOOITHUX
e(eKTiB, acOIiHOBAaHUX 13 BOPUKOHA30JIOM.

3uooeyoun: piykonazon masuurye C,,, Ta AUC 3unoBynuny Ha 84 % ta 74 % BIINOBIIHO, 10 3yMOBIIEHO
3HIDKEHHSM KJITIPEHCY 3UI0BYIMHY MPUOIU3HO HA 45 % Tipu 1oro nepopaibHOMY 3acTocyBaHH. [lepion
HaIlIBBUBECHHS 3UIOBYAMHY OYB TaKOX IMOJOBKEHUH puban3Ho Ha 128% micis 3acTocyBaHHsS KOMOIHAIIT
¢iryKoHa30y Ta 3UA0BYIMHY. 3a Mali€HTaMH, sIKi 3aCTOCOBYIOTh TaKy KOMOIHAI10 JTIKapChKUX 3ac00iB, CIIif
CHocTepiraTH 1010 PO3BUTKY MOOIYHUX peakKi(ii, OB’ I3aHUX 13 3aCTOCYBaHHAM 3UAOBYAUHY. MoxHa
PO3MIISIHYTH AOLIJIBHICTh 3HU)KEHHS 103U 3UI0BY/IUHY .

Azumpomiyun: y X0/l BIIKPUTOTO PaHIOMI30BaHOTO TPUCTOPOHHBOTO IEPEXPECHOTO TOCHI KEHHS, B IKOMY
B3SUTM y4acTh 18 3110poBHUX JOOPOBOJIBIIIB, OIIHIOBATIHN BIUTMB a3UTPOMIIIMHY Ta (DITyKOHA30JTy Ha
(apMakOKIHETUKY OJIMH OJJHOT'O IPH iX 0JIHOYACHOMY MEPOPATbHOMY pa30BOMY 3acTOCYBaHHI y f03ax 1200 mr ta
800 mr BignosigHO. XKogHuX 3HaUymuX (hapMaKOKHETHYHUX B3a€MOJIi il BUSIBICHO HE OyJIO.

Ilepopanvhi konmpayenmugu: NPOBOIUIIOCS 2 papMaKOKIHETUUHHUX JOCIIIPKEHHs 0araTopa3zoBOro 3acTOCYBaHHS
¢rykoHasomy Ta KOMOIHOBAaHOTO IEPOPaTLHOrO KOHTpauenTuBy. [Ipu 3acrocyBanH (iaykoHazomy y 1031 50 mr
BIUTMBY Ha PIBEHb TOPMOHIB HE 0YJI0, TOI SIK TIPH 3acTOCyBaHH1 (hiykoHa30my y 1031 200 mr Ha 100y
cnoctepiranocs 30uibmenHss AUC etuninectpaaiony Ha 40 % ta neBoHoprecTpeny — Ha 24 %. Lle cBiuuTth npo
Te, 10 6araTopazoBe 3aCTOCYBaHH: (PIyKOHA30Jy y 3a3HAYCHHX J103aX HABPsJ YU MOXKE BIUIMBATH HA
e(eKTUBHICTH KOMOIHOBAHOTO MEPOPATTLHOTO KOHTPAIIEIITHUBY.

Ocobueocmi 3acmocysanns.

Jlepmamodghimisn. BianoBigHO 10 pe3ybTaTiB AOCIIKEHHS (IIyKOHA30JTy IS JIKyBaHHS AepMaTodiTii y JiTeH,
(iryKOHA30I1 HE MEePEeBHILYE TPU3e0yIIbBIH 32 €PEKTUBHICTIO, 1 3aralbHUI MOKA3HUK €(PEKTUBHOCTI CTAHOBUTD
men1e 20 %. Tomy daykoHa305He CI1il 3aCTOCOBYBATH JUIsl JIKYBaHHS AepMaTOITIi.



Kpunmoxkoxkos. Jloka3iB epeKkTHBHOCTI (IyKOHA30JTy JJIs JIKYBaHHS KPUMTOKOKO3Y 1HIINX JIOKAJTi3al1liit
(HampuKJIa/ JETeHEBOr0 KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKPH) HEJJOCTATHBO, TOMY PEKOMEHAALHN 111010
J030BOTO PEKUMY JJIS JIKYBaHHS TaKUX 3aXBOPIOBAaHb HEMAE.

T uboki endemiuni mixo3zu. JIokasziB eeKTUBHOCTI (PIIyKOHA30JTy JIJIs JIKYBaHHS 1HIIMX (DOPM €HASMIYHHX
MiKO3IB, TAKHX SIK TapaKOKIM101TOMIKO3, TICTOIJIa3MO3 Ta IIKipHO-TIM(AaTHUYHUI CIIOPOTPUX03, HEAOCTATHBO,
TOMY PEKOMEHJIAIIH 1010 I030BOTO PEKUMY IS JIKyBaHHS TaKUX 3aXBOPIOBAaHb HEMAE.

Huprosea cucmema. laniienTam 13 mopyuieHHsM (yHKIIIH HUPOK Mpenapar Cii 3aCTOCOBYBATH 3 00EPEkKHICTIO
(muB. po3nut «Crocid 3aCTOCYBaHHS Ta JIO3W»).

T'enamobiniapna cucmema. IlamieHTam 13 mopymeHHsIM QYHKIIINA TEYIHKH Tpermapar Ciij] 3aCTOCOBYBATH 3
00epexHicTIO. 3acToCyBaHHS (PIIyKOHA30Jy aCOLiIOBATIOCS 3 BUHUKHEHHSAM P1KICHUX BUMA/IKIB PO3BUTKY TSKKOI
reraTOTOKCHYHOCTI, BKITFOUAIOYH JIETATbHI BUTIA/IKH, TOJIOBHIM YHHOM Y TALI€HTIB 13 TSHKKIMH OCHOBHUMU
3aXBOPIOBAaHHSIMHU. Y BHIJIKaX, KOJIM PO3BUTOK MeNaTOTOKCUYHOCT aCOLIFOBABCS 13 3aCTOCYBAHHAM (PIIyKOHA30I1y,
He OyJ10 BiI3HAUEHO ii SBHOI 3aJIeKHOCTI BiJ| 3araibHOi 1000BOI 1031 Mpenaparty, TpUBaJIOCT Teparlii, cTati abo
BIKy marfieHTa. 3a3BU4ail renaTOTOKCUYHICTh, CIIPUYMHEHA (IIyKOHA30JI0M, 000POTHA, a 1i TPOSIBU 3HUKAIOTh
MICJIsl MPUTTUHEHHSI Tepatii.

3a marieHTamMu, y SIKUX MPHU 3aCTOCYBaHHI (DTYKOHA30JTy CIIOCTEPITal0ThCS BIIXUIICHHS Pe3yIbTaTB
(GyHKIIOHATBHUX MPOO MEUYIHKH, CITi7] BCTAHOBUTH MUJIBHUHN HATJISA 010 PO3BUTKY OUTBII TSHKKOTO YParKeHHS
MEYiHKY.

[TarieHTiB CI1i )T TPOiH(OPMYBATH PO CHMITTOMH, 1[0 MOXKYTh CBITYUTH IPO CEPHO3HMIA BILTUB HA MEUYIHKY
(BUpa)keHa acTeHis, aHOPEKCis, MOCTIIiHA Hy10Ta, OIOBaHHSA Ta KOBTAHUIA). Y TaKOMY BUIIAJKy 3aCTOCYBaHHS
(iryKoHa30I1y CIii HEraifHO IPUMTUHHUTHU Ta IPOKOHCYJIBTYBATHUCS 3 JIKAPEM.

Cepyego-cyounna cucmema. JIesiki a3omau, y ToMy 4ucii i IyKOHA30J1, aCOIIOIOTHCS 13 TTO0BKEHHIM IHTEPBAITy
QT na enextpokapaiorpami. [ToBigomisiiocs mpo ayske piKiCHI BUMIAIKK MOa0BKeHHs iHTepBany QT Ta
MapOKCU3MAIbHOI IUTYHOYKOBOI TaXikaplii THITYy «IipyeT» MpH 3acTocyBaHHI npenapary diaykonaszon. Tax
MTOB1IOMJICHHSI CTOCYBAJIUCS TMAIIEHTIB 13 TSHKKUMHU 3aXBOPIOBAHHSIMU TIPH TIOE€JHAHHI 0aratbox (hakTopiB pU3HKY,
TaKUMHU K CTPYKTYpHI 3aXBOPIOBAHHS CEpPIIsl, OPYLICHHS €JIEKTPOIITHOrO OOMIHY Ta OJTHOYACHE 3aCTOCYBAHHS
IHIITUX JTIKapChKUX 3ac00iB, 110 BIUNIMBAIOTH Ha iHTEepBan QT.

DIryKOHA30J1CITI T 3 00EPEXKHICTIO 3aCTOCOBYBATH IMAIIEHTAM 13 PU3UKOM PO3BHUTKY apuTMiid. OHOUACHE
3aCTOCYBaHHS Pa30M i3 JIKapChbKUMHU 3ac00aMH, 1110 MPOJIOHTYIOTh iHTepBai QTc Ta MeTaboi3yI0ThCs 3a
nonomoroto pepmenty CYP3A4 mutoxpomy P450, npoTtunokasane.

L'anogpanmpun. I'anopantpus € cyocrparom pepmenty CYP3A4 1 npononrye inTepBan QTc mpu 3acTocyBaHH1 y
PEKOMEHIOBAaHMX TEPANEBTUYHUX J03aX. OJJHOYACHE 3aCTOCYBaHH raJlopaHnTpuHy Ta (IIyKOHA30JIy HE
PEKOMEHIYEThCSL.

Hepmamonociuni peaxuyii. I1ig yac 3actocyBaHHs (hIyKOHA30Iy PiIKO MOBIIOMIISUIOCS PO PO3BUTOK TAKUX
eKc(OTiaTUBHUX IIKIPHUX peakiii, sk cuaapoM CriBeHca — J[DKOHCOHA Ta TOKCHYHHH emiiepMaibHAN HEKPOJTi3.
[TamienTn 31 CHI{om OinbIn CXUIBHI 10 PO3BUTKY TSDKKHX IIIKIPHUX PEAKIlil MPH 3aCTOCYBaHHI 0araThox
JKapchKUX 3ac001B. SIKIO y MarieHTa i3 HOBEPXHEBOIO IPUOKOBOIO i1H(EKIIEO 3’ ABISIOTHCSI BUCUTIAHHS, 1110
MOJKHA TTOB’SI3aTH 13 3aCTOCYBaHHAM (DITyKOHA30.Iy, ITOIajIbIlle 3aCTOCYBaHHS MPerapary Ciij MPUIUHUTH. SIKII0 y
naieHTa 3 IHBa3MBHOIO/CUCTEMHOIO0 TPUOKOBOIO 1H(DEKITI€I0 3’ IBISIOTHCS BUCUTIAHHS HA HIKIpi, 32 HOro CTAaHOM
noTpiOHO YBa)KHO CIIOCTEPIraTy, a y BUMAJAKy PO3BUTKY OYJIbO3HUX BUCHIIAHb 00 MyJIbTU(OPMHA €pUTEMH
3aCTOCYyBaHHS (DIIYKOHA30JTy CJI T TPUITUHUTH.

l'inepuymaugicme. Y piIKICHUX BUIIAJIKAX MTOBIIOMIISIIOCS PO PO3BUTOK aHA(1TaKTHUHUX PEaKLii.

Lumoxpom P450. ®iyxonasone notykHUM iHTi6iTopoM pepmerty CYP2C9 ta noMipHuM iHTiOiTOpOM
dbepmenty CYP3A4. Takox ¢urykonasose inriditopom pepmenty CYP2C19. Cria criocTepiraTi 3a CTaHOM
MAIi€HTIB, SKI 0OJHOYACHO 3aCTOCOBYIOTH DIyKOHA30JI Ta MPENapaT 3 By3bKUM TEPANeBTHYHUM BKHOM, 110
MeTtabom3yroThes 3a yuacTio CYP2C9, CYP2C19 ta CYP3A4.

Tepgpenaoun. Cnif yBaxKHO CIIOCTEPIraTH 3a CTAaHOM Malli€HTa IPU OJJHOYACHOMY 3aCTOCYBaHHI TeppeHaUHy Ta
¢dyxonazony y no3i menire 400 mr Ha 100y .

Honomisxncni peyosunu. Ilpenapat mictuts 0,9 % po3unn Hatpito xsopuay. Koxa 200 mr (pmakon mo 100 mur)
MicTaTh 1o 15 MMoub ioHiB Hatpito (0,145 MMons Hatpito B 1 Mi1) Ta XJopy, 1o ciij Opatu 10 yBaru npu
MPU3HAYCHHI MMAIli€HTaM, TKUM HEO0OXiTHO OOMEXUTH BXKUBAHHS HATPIIO Ta PiTUHHU.

3acmocyesanns y nepioo eazimmnocmi abo 200y6anus 2pyooio.
JaHi, oTprMaHi pu pa3oBoMy ab0 HOBTOPHOMY 3aCTOCYBaHHI (DJIyKOHA3011y y 3BUYAMHUX J103aX
(<200 Mr/mo0y) KiIbKOM COTHSIM BariTHUX KIHOK MPOTSTroM | TpuMecTpy BariTHOCTI, HE POJAEMOHCTPYBAIH



HebakaHux edekTiB Ha . [1oBioMIISsIIOCS TTPO YUCIICHHI BPOKEHI MAaTOJIO0TIi Y HOBOHAPOHKECHUX
(BKimrouaroun 6paanudpeHito, IMCIUIa3iio BYIIHOI pAKOBUHHU, HaIMIpHE 30UIbIICHHS EPEAHbOTO TiM SUKa,
BUKPUBJICHHS CTETHA, IJICYOIIKTHOBUI CHHOCTO3), MaTepi IKUX MPUHAMaIA BUCOKI 103U ¢urykoHa3oury (400-800
MTI/100y) MPOTATOM MPUHAKMHI TPHOX a00 OLIBIIE MICSITIB IS JTIKyBaHHS KOKITUAI0i103y. 3B’ I30K MK
3aCTOCYBaHHSAM (DIIyKOHA30Jy Ta IIUMH BUNIAIKAMU HE BU3HAYCHUH.

JlocmipKeHHS Ha TBapHHAX MPOJEMOHCTPYBAIH PETPOYKTUBHY TOKCHUHICTb.

He cnin 3acTocoByBaTH 3BU4aliHi 1034 (HIYKOHA301y Ta KOPOTKOTPUBAJ KypcH JiKyBaHHS (IyKOHA30JIOM Y
nepioj] BariTHOCTI, 32 BUHATKOM KpaitHBOI HEOOXITHOCT .

He caix 3acTocoByBaTH BUCOKI /1031 (DITyKOHA301y Ta/ab0 TpUBall KypCH JIIKYBaHHS (hIIyKOHA30JIOM Y TEpIOJT
BariTHOCT1, 32 BUHATKOM JIiKyBaHHS 1H(EKIIIH, 110 3aTrPOKYIOTh KHUTTIO.

@d1yKOHA30J1 TPOHUKAE Y TPYAHE MOJIOKO Ta JIOCSTaE HIXKUOT KOHIIGHTpAIli, HIK y Tu1a3mi KpoBi. ['ogyBaHHs
TPYAII0 MOKHA TPOJOBXKYBATH TICIISl pa30BOT0 3aCTOCYBAaHHS 3BHUYANHOI 103U (DIIyKOHA30y, 1110 CTaHOBUTH 200
MT 200 MEHIIIE.

[NogyBaTu rpyaii0 HE peKOMEHIETHCS TIPH 0araTopa3oBOMY 3aCTOCYBaHHI (DITyKOHA30Ty a00 MPH 3aCTOCYBaHHI
BHUCOKHUX J103 (IIyKOHA30ITy.

30amuicmos eniueamu Ha WEUOKICMb PeaKyii npu KepyeanHi A6mompancnopmom ado iHuumMu MexaHizmamu.
Jocnimxens BBy npenapary daykoHa3o0aHa 31aTHICTh KEPYBaTH aBTOTPAHCTIOPTOM ab0 MpaIfoBaTH 31HIIIUMU
MeXaHI3MaMH HE MPOBOIHIIH.

[TamieHTIB C1i/1 MPOiHGOPMYBATH MPO MOKIIUBICTh PO3BUTKY 3allaMOPOYEHHS a00 CYIOM IiJT 4ac 3aCTOCOBYBAaHHS
npemnapaty OiykoHa3oi. [Ipu po3BUTKY TaKMX CHMIITOMB HE PEKOMEHIYETHCSI KEPYBATH aBTOTPAHCIIOPTOM ab0
MPAIIOBATH 3 IHITMMH MEXaHI3MaMHU.

Cnocio 3acmocysannus ma 003u.

Jlo3a ¢i1ykoHa30:1y 3aJI€KHUTh BiJl BUIY 1 TSDKKOCTI TPHOKOBOI 1H(EKIIIT.

[Tpu HeoOXiTHOCTI 6AaraTopa3oBOro 3aCTOCYBAHHS MpEmapaTy JiKyBaHHS iH(EKIIIH i MPOIOBKYBATH JI0
3HUKHEHHS KIIIHIYHUX Ta Ja0OpaTOPHUX MPOSBIB aKTUBHOCT1 TpuOKOBOI iH(ekIii. HemocTaTHs TpuBaicTh
TIKyBaHHS MOX€ IMPU3BECTHU J0 BiTHOBIIEHHS aKTUBHOTO 1HPEKIIIIHHOTO TPOIIECY.

[Ipenapat 3aCTOCOBYIOTH MEPOPATBHO 200 BHYTPINTHROBEHHO IIIAXOM 1H(Y31i. Criocid 3acTOCYBaHHS MpenapaTry
3aJIe)KUTh BiJ KIIHIYHOTO CTaHy narienta. Hemae HeoOXimHOCT1y 3MiHI 1000BOi 103U Mpenapary npu 3MiHi
HUISXY HOTO 3aCTOCYBAaHHS 3 MEPOPATIHLHOTO Ha BHYTPIIIHHOBCHHUH Ta HABIAKH.

Po3unn nyist 1HQY3i# ci1i BBOAWTH 31 IIBUJIKICTIO, IO HE repeBuinye 10 mir/xB.

Cymicnicms npenapamy.

®nyKkoHa30J1 CYMCHUH 3 TAKUMHU PO3YHHAMM, SIK:

—5 % Ta 20 % pOo34MH IIIOKO3H;

— po3uuH Pinrepa;

— po3unH XapTMaHa;

— PO3YUH KaJio XJIOPUIY y TITIOKO3i;

—4,2 % 1a 5 % po3unH HATpitO OikapOOHATY;

— 3.5 % po34HMH aMiHO3UHY;

— 0,9 % po34MH HATPIIO XJIOPUAY;

— manadiuexc (6,36 % po3unH IS IHTPANIEPUTOHEATHHOTO i aITi3Y).

®dryKoHa30J1 MOKHA BBOJAUTHU BiH(]Y3iiHY CHCTEMY pa3oM 3 OJHHM i3 3a3HAUYECHUX BUILE PO3UMHIB. X04Ua BUMAJAKU
Hecrenu(pivyHOI HECYMICHOCTI Mpenapary 3 iHIIMMH 3ac00aMu He ONHCaH1, HE PEKOMEHIYEThCS 3MiIITyBaTH
@dryKOHAa30J1 3 HITMME TpernapaTaMu nepes iH}y3ieto.

Po3unH 7151 BHYTpiIIHEOBEHHUX 1H(Y31i MPU3HAYSHHI JTHIIE JJ11 Pa30BOr0 3aCTOCYBaHHS. Po3BeneHHS crij
3IHCHIOBATH B aCENITUYHMX yMOBaX. Po3unH HEOOXITHO MEPEBIPUTH HA HASIBHICTh CTOPOHHIX YaCTHHOK Ta 3MiHY
3a0apBieHHs. Po3unH i/l BUKOPUCTOBYBATH JIMIIIE TO, KOJIA BiH MPO30PHI Ta HE MICTUTh CTOPOHHIX YaCTHHOK.
HeBukopucTaHi 3aJIMIIKK [Ipenapary HeoOXiTHO 3HUIIUTH.

Lopocii.

Kpunmorxoxos.

— JIikyBaHHS KPUIITOKOKOBOTO MEHIHTITY: PEKOMEH/I0BaHa HABAHTA)KyBaJIbHA /1032 CTAHOBUTH

400 Mr y epmuii 1eHb, marpumyBaigbHa go3a — 200-400 mr/mo0y. TpuBascTh JIIKyBaHHS 3a3BUYail CTAHOBUTH
mjoHaiimMenIe 6-8 TwxkHiB. [Ipu iHPEKIiAx, M0 3arpokKyIOTh KUTTIO, 1000BY 103y MOXxHa 30UTbIUTH 10 800 MT.



— [linTpuMyBanbpHa Tepartis I MONEPEHKEHHS PEIUIUBY KPUTITOKOKOBOTO MEHHTITY Y TAIIEHTIB 3 BUCOKUM
PHU3UKOM HOTO PO3BUTKY: peKOMEHA0BaHa 032 MpemnapaTy cTaHoBUTH 200 Mr/mo0y mpoTaroMm HeOOMEKEHOTO Yacy.
Kokyuoioioos. PexomennoBana 1o03a ctanoBUTH 200-400 Mr/mo0y. TpuBancTs J1ikyBaHHS cTaHOBUTH 11-24 micsi
YH JIOBIIIE 3aJIC)KHO BiJ] CTaHy namieHTa. J{s mikyBaHHS aeskux Gopm iH eKIrii, a 0cOOIMBO JJIs JTIKyBaHHS
MEHIHTITY MOe OyTH AOIIbHUM 3aCTOCYBaHHS J03U

800 mr/mo0y.

Insazusni kanouoosu. HaBantaxyBanbHa 1032 cTaHOBUTH 800 Mr y mepiinii 1eHb, TiATpuMyBaiibHa g03a — 400
M1/100y. 3a3BHUail peKOMeHI0BaHa TPUBAJICTH JIIKYBaHHS KaHIUAEMil CTAHOBUTD

2 TYDKHI TICJIS IEPITUX HETATUBHUX PE3YJIbTATIB KYJbTYPH KPOBI Ta 3HUKHEHHS 03HAK KaHIUIACMII.

Kanouoos cauzosux 06010HOK.

— Kannumos poTorioTku: HaBaHTaXyBasibHA /1032 cTaHOBUTH 200-400 M y mepiiuii 1eHb, T ATPUMYBaIbHA 1032
—100-200 mr/mo0y. TpuBascTh JIIKyBaHHS CTAHOBUTD 7-21 1€HB (110 TOCATHEHHS peMicii), ane Moxe OyTr
3017IbIIICHA AJIS TTAIIEHTIB 13 TSDKKUM IMyHOIE(I1IIUTOM.

— Kannumos ctpaBoxo/y: HaBaHTaXKyBaJibHA /1032 cTaHOBUTH 200-400 MT y mepimuii 1eHb, T ATPUMYBaIbHA 1032
—100-200 mr/no0y. TpuBanicTs JiKyBaHHS cTaHOBUTH 14-30 qHIB (10 JOCSTHEHHS peMicii), ae Moxe OyTu
3017IbIIICHA /TSl TTAIIEHTIB 13 TSHDKKUM IMyHOIE(1IIUTOM.

— Kanmunypis: pekomenoBana go3a ctaHoBUTh 200-400 mr/mo0y nipotsirom 7-21 mHiB. JIJ1s MAII€HTIB 13 TSKKAM
IMyHOZIe(PIIIUTOM TPUBAJICTH JIIKYBaHHS MOKHA 30UTHIIUTH.

— XpoHiyHUH aTpodiYHUI KaHIUI03: PEKOMEHI0BaHa /1032 CTAaHOBHUTH 50 MI/m00y mpoTsrom

14 nuis.

— XPOHIUHUHM KaHAM103 HIKIPH Ta CIM30BUX 000JIOHOK: pEKOMEH/I0BaHa /1032 CTAHOBUTH

50-100 mr/mo6y. TpuBasicTh JiKyBaHHS CTAHOBUTH A0 28 AHIB, aje Moxke OyTH 301JIbIIIeHa 3aJI€KHO BiJl TSKKOCTI
Ta BUY 1H(}eKuii abo 3HIKEHHS IMyHITETY.

Tlonepedoicenns peyuougy KaHouoosy ciuzo8ux 000I0HOK y nayicnmie 3 BIJI, iki maroms 8UCOKUL pU3UK 1020
PO36UMKY.

— Kannumo3 poTornoTku, KaHAKWI03 CTPABOXOLy: PEKOMEHI0BaHA /1032 CTAHOBUTH

100-200 mr/mo06y a6o 200 Mr 3 pa3u Ha THXKIACHB. TPUBaAICTh JIIKyBaHHS € HCOOMEKEHOIO /IS MAII€HTIB 13
NPUTHIYEHUM IMYHITETOM.

Ipoghinaxmuxa xkanouoosnux ingexyiti y nayicnmis iz mpuganoro Hetimponericlo. PeKOMeH10BaHa 7103a
ctaHoBuTh 200-400 mr. JlikyBaHHS cIiJ pO3NOYMHATH 3a KiTbKa JHIB 10 OYIKyBAaHOTO PO3BUTKY HEUTPOIICHIT Ta
IPOIOBXKYBATH MPOTATOM 7 JTHB ITICIIS i ABUIIEHHS KUIbKOCTI HelTpodini moras 1000/mm3.

Hayienmu aimnvoeo 8iky.

Jlo3y HE0oOXiTHO MiIOUpaTH 3a1eKHO BiJl CTaHy (DYHKIIH HUPOK (IUB. HIDKYE).

Layienmu 3 HUpK0B80I0 HEedoCMamHicmio.

@OryKOHa30J1 BUBOJAUTHCSA 3 OpraHi3My MEPEeBa)KHO 3 ceuero y He3MiHeHoMy Burism. [Ipu pazoBomy 3acTocyBaHH1
KOPUTYBaTH J103y TpenapaTy He notpioHo. [larienTam (BKII0Ya0uu IiTel) 13 MOpYLIEHHAM (YHKLIH HUPOK pU
HEeoOX1/THOCT1 6araropa3oBOro 3aCTOCYBaHHS Ipernapary y nepiini AeHb JiKyBaHHS CJI1J1 3aCTOCOBYBaTH
noyaTkoBy 1103y 50-400 mr 3anexxHo Big nokazaHHs. [licas mporo 7060BY 103y (3a1€KHO BiJl TOKa3aHHS) CIij
PO3paxoByBaTH BIATIOBIIHO /IO HIXKYCHABEICHOT TaOIHUII:

Knipenc kpeamuniny (m1/xe) Biocomok 6i0 pekomeHO08aHOI 003U
> 50 100 %

<50 (6e3 miamizy) 50 %

Perynsipuuii mianiz 100 % micnst KOKHOTO a3y

[TamienTy, sxi nepedyBalOTh HAa PETYISPHOMY Jai3i, HoBUHHI oTpuMyBaTH 100 % pexoMeHI0BaHOl 103U MiCIIs
KOXKHOTO Alami3y. Y JIeHb, KOJHU Aajli3 He MPOBOAUTHCS, MAIIEHT TOBUHEH OTPUMYBATH /103y, BAKOPUTOBAHY
3aJIe)KHO Bifl KIIIPEHCY KPEeaTHHIHY.
Iayienmu 3 nopyuienuam QyHkyii nevinku.
@dIryKOHA30J1 CJTJT 3aCTOCOBYBATH 3 00CPEIKHICTIO MAIIIEHTAM 13 IOPYIICHHSIMH (QYHKIIHA MEYiHKH, OCKIIBKH
iH(opMmarlii om0 3acTrocyBaHHs (GIyKOHA30JTy LiH KaTeropii namieHTiB HeOCTATHbO.

imu.
He ciix mepeBuiyBatn MakcumManbHy 1000BY 103y 400 Mmr.




Sk 1 npu aHANOTIYHUX 1HQEKINSIX y TOPOCTUX, TPUBATICTh JTIKYBaHHS 3aJI€KUTh B1J KJIIHIYHOI Ta MiKOJIOTIYHOI
BinnoBii. DIrykoHAa30I1 3aCTOCOBYIOTH | pa3 Ha 100y .

Jlo3yBaHHSI Ipenapary MTsAM i3 mopyIeHHsIM (QyHKIi HUPOK HaBeeHOo Buie. PapMakoKiHETHKA (QIIyKOHA30ITy
HE JI0CIIDKyBajacs y MiTeH 13 HUPKOBOIO HEAOCTATHICTIO (IUB. HUKYE 1H(DOPMAITIO 111010 3aCTOCYBAaHHS
HOBOHAPOJKEHUM, Y SIKUX YaCTO CIIOCTEPIraeThCsl IEPBUHHA HE3PLIICTh HUPOK).

Jimu sixom 6i0 12 poxis.

3anexHOo Bil Baru Ta myOepTaTHOTO PO3BUTKY JIKAPIO CIiJ OI[IHUTH, SKa J03a Mpenapaty (A1 JOPOCTUX YH TS
JiTel) € ONTUMAIIBHOIO JJTs TarieHTa. KimHivHI JaHi cBiI4aTh Mpo Te, M0 Y AiTel KIipeHc (GIyKoHa30Iy €
BHIIIUM TTOPIBHSHO 13 fopociauMu. 3actocyBanns 103 100, 200 ta 400 Mr nopocium Ta 103 3, 6 Ta 12 MI/Kr nitsam
MPU3BOAUTH 10 JOCATHEHHSI MOPIBHSIHHOT CUCTEMHOT €KCITO3HIIi.

Jimu sixom 6i0 28 onis oo 11 poxis.

Kananmnosu cnmm3oBux 0007I0HOK: MOYATKOBA J103a CTAHOBUTH 6 MI/KI/m00y, IATpUMYBajbHa 103a —3 MT/KI/n00y.
[TouaTkoOBY 103y MOHA 3aCTOCOBYBATH B MIEPIIUI I€Hb 3 METOKO QIIBII MIBUAKOTO TOCSITHEHHS PiBHOBAYKHOI
KOHIICHTpaIii.

IHBa3uBHI KaHIN03H, KPUTITOKOKOBHI MEHIHTIT: 71032 MpenapaTy CTaHOBUTH 6-12 Mr/Kr/mo0y 3aJ1e’HO Bij
CTYTICHS TSKKOCTI 3aXBOPIOBAHHS.

[TinTpumyBanbpHa Teparis A MONMEPEHKCHHS PEUINBY KPUTITOKOKOBOT'O MEHHTITY Y JITE€H 13 BUCOKUM PU3UKOM
HOro po3BUTKY: /1032 MpemapaTy CTAHOBUTH 6 MI/KI/n00y 3aJIe’KHO BiJI CTYMEHS TSKKOCTI 3aXBOPIOBAHHS.
[TpodinakTrka KaHAWIO31B y MAIIEHTIB 3 IMyHOIe(iIUTOM: /1032 TpenapaTy CTaHOBHTH

3-12 mr/kr/mo0y 3aJIe’KHO BiJl BAPAKEHOCT1 Ta TPUBAJIOCT] 1HIYKOBAHOI HEUTPOIICHIT (JIMB. TO3H ISl TOPOCIIUX).
Himu 8ixom 6i0 HapoOdicerHsi 00 27 OHIB.

YV HOBOHAPOHKEHUX (IIyKOHA30JI BUBOAUTHCS 3 OpraH3My MOBUIBHO. J{aHi 3 (hapMaKOKIHETHKH, Ha IKHX
0a3yI0ThCsI 103U 7Sl TOHOIIEHUX HOBOHAPOIKEHHX, 3a3HaYCHl HIKYE, HABEJCHO B Po3/iii «DapMakoKiHETHKay.
— JloHomeHi HOBOHapo pKeHi BikoM Bif 0 10 14 aHIB: 103U, aHATOT19HI 3a3HAYCHUM BHIIE IS AITEH BIKOM BiJ
28 muiB 10 11 pokiB, ci1iJl 3aCTOCOBYBATH KOXH 72 roauHu. He ¢ nepeBuIyBaTH MaKCUMaJIbHY 103y, 110
CTaHOBUTE 12 MI/KT KOKHI 72 TOIUHU.

— JloHoIIIeHI HOBOHAPOKEHI BIKOM Bif 15 10 27 MHIB: A03H, aHAJIOT19HI 3a3HAYEHUM BUIIIE JUTS JIITSH BIKOM BiJl
28 muiB 110 11 pokiB, ¢ 3acTocoByBaTH KOXH 48 roauH. He ciix mepeBuiryBaTH MakKCUMaJIbHY 7103y, 110
CTaHOBUTE 12 MI/KT KOHI 48 TOIHUH.

Jimu. Tlpenapat 3acTOCOBYIOTH JITSM BiJ HAPOIKCHHS.

Ilepeoosysannas.

OTpuMaHO MOBITOMIICHHS TIPO TIepPeI03yBaHHs (IIyKOHA30JIOM; OJTHOYACHO TIORIOMIISITOCS TTPO TATFOIMHALLIT Ta
napaHoiianbHy NOBEiHKY.

[Tpu nepeno3yBaHHI HEOOXIAHO MPOBECTH CUMITOMATHYHY HiATPUMYBAIIBHY TepaIiio Ta y pa3i HEOOXiqHOCTI
HNPOMUTH HITYHOK.

®dnyKoHa30J1 3HAUHOIO MPOIO EKCKPETYETHCS 3 ceuero; POpCcoBaHMiA Jiype3 MOKe MPUCKOPUTH BUBEICHHS
npemapaty. CeaHc reMojaii3y TPUBAIICTIO 3 TOJUHU 3HUKYE PiBeHb (DIIYKOHA301y Yy IJIa3Mi KPOBI MPUOIU3HO HA
50 %.

Hobiuni peakuii.

Haityactimumu no6iuaumu peakuismu (> 1/10) € ronoBHuit 6ib, 611 y YepeBHiM MOPOKHUHI, Alapes, HY10Ta,
OJIOBaHHS, BUCUITAHHS, ITi IBUIIEHHS piBHS anaHiHaMmiHoTpaHcdepasu (AJIT), acnaprataminorpancdepazu (ACT)
Ta Jy>kHOi (hochara3u KpoBi.

JJis OLlIHKY YaCTOTH BUHUKHEHHS MOOIYHUX peakiiii BAKOPUCTOBYIOTh TaKy Kiacudikailio: ayxe yacto (= 1/10),
gacto (> 1/100 i < 1/10), mewacto (> 1/1000 i < 1/100), piako (> 1/10000 i

< 1/1000), oyxe piako (< 1/10000) Ta vactora HeBigOMa (HEMOKJIMBO OI[IHUTH Ha MMiICTaB1 HASBHUX JIAHUX ).
Po3znaou 3 6oxky cucmemu kposi ma nimpamuynoi cucmemu.

Heuacro: anemis.

Pigko: arpanynonuTos, 1eiKOMNeHis, HEUTPOTEHis, TPOMOOIUTOTICHI .

Posznaou 3 6oky imynnoi cucmemu.

Pinko: anadinakcis.

Memaboniuni ma animenmapHi po3naou.

HeuacTo: 3HMXEHHS aneTury.

Pigko: rineprpurimmnepuemMis, rinepxoyieCTepuHeMIsl, TITOKaTieEMisl.



Ilcuxiuni nopywenns.

HeuacTo: 6€3cOHHS, COHIMBICTb.

Po3znaou 3 6oky nepsosoi’ cucmemu.

Yacro: ronioBHUi Oi11b.

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

Pigko: Tpemop.

Posznaou 3 6oky opeanie cnyxy ma eecmubynaprozo anapamy.

Heuacro: Bepturo.

Po3znaou 3 6oky cepys.

Pinko: mapokcu3maibHa IUTYHOUYKOBA TaxiKap/uisl TUIY «IipyeT», MoAoBKeHHs iHTepBaiy QT.

Posnaou 3 60Ky wynko8o-KumKo8020 mpaxmy.

YacTo: Ou1b y YepeBHiH MOPOKHUHI, J1iapes, Hy10Ta, OJOBaHHS.

Hewacro: 3amop, IUCIENCis, METEOPU3M, CYXiCTh Y POT.

I'enamobiniapni poznaou.

YacTo: miABMIIEHH piBHSA anaHiHamiHoTpaHcdepasu (AJIT), acnapraraminorpancdepasu (ACT), myxHoi
docdarazm.

HeuacTo: xonecras, >KOBTSHHUIIS, MIBUIICHHS PIBHS OLTIpyOiHy.

Pinko: meuiHKOBa HEOCTATHICTh, FEMATOLETIONIIPHUNA HEKPO3, TEMAaTUTH, TeaTOLENIONSIPHE YPayKeHHS.
Po3znaou 3 6oky wxipu ma niowkipnoi mxanuHu.

Yacro: BUCHTIAHHSL.

Hewacro: cBepOik, MEAMKAMEHTO3HHN JEPMATUT, KPOITUB’ THKA, TIBUIIEHE TTOTOBHU/I1JICHHS.

Pinxo: TokcuuyHMii emiaepManbHUA HeKpoJ3, cuaapoM CtiBeHca — J[>KOHCOHA, TOCTpuUil reHepasi3oBaHui
€K3aHTEMAaTO3HUI MyCTYyIh03, €KCPOMIATUBHHUIA JEPMATUT, AHTIOHEBPOTUYHUN HAOPSK, HAOPSAK 0OIUYYS, AJIOMEIlis.
Posnaou 3 6oxy onopro-pyxoeoeo anapamy ma cnoiy4yHol mKaHUHU.

HeuacTo: mianris.

3acanvui posnadu ma peaxyii' y micyi 66e0eHHs.

HeudacTo : migBuIeHa BTOMITIOBaHICTh, HE3AYKaHHS, aCTEHIs, TapsuKa.

Jlimu. Yactora Ta Xapakrep MOOIYHUX Peakiliid 1 BIAXUJICHB BiJI HOPMH Pe3yJIbTaTB JIJAOOPATOPHUX aHAJI3IB y
XOJIl KJIIHIYHUX JOCTIKEHb 32 YYaCTIO AiTel OPiBHSIHHI 3 TAKUMH Y JTOPOCIHX.

Tepmin npuoamunocmi. 2 poxu.

YmoBHu 36epirannsi. 36epiratv B HeIOCTYITHOMY IS IITeH MicCIli. 30epiraTi mpu Temrepartypi He puiie 25 oC.
30epiratu B OpUTiHAJIbHIN YIIAKOBII.

Hecymicnuicmep. He citif 3MinmyBaTy nipenapar 3 iHIIIMHE JTIKapCbKUMH 3aC00aMU B OJIHIH €MKOCTI, OKpiM
3a3Ha4eHUX B po3/uii «Crocid 3aCTOCYBaHHS Ta I031».

YnakoBka. [To 50 mur, 100 M y torsimnti, mo 1 mostii y magri 3 kaprony. [To 50 M, 100 mur,
200 M1 y TIsimIkax.

Kareropis Bianmycky.3a penentom.

Bupoouuk. TOB «IOpis-Dapmy.

Micue3HaxoakeHHs] BUPOOHHKA Ta agpeca MicIsi IPOBAaJKeHHs HOro AisIbHOCTI.
VYkpaina, 18030, m. Uepkacu, Byi1. Bepboserpkoro, 108. Ten/dakc: (044) 281-01-01.



