IHCTPYKIIA
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Cxkaaj JikapcbKoro 3acooy:

oitoua pevosuna: fluconazole;

1 xancyna mMictuTh ¢GurykoHazony 150 mr;

OONOMIDICHI peyo8UHU. JTAKTO3a, MOHOT1IPAT; 101032 MIKPOKPHUCTAIIYHA; MarHilo CTeapar; &rpito
naypuicyibdar;

cknao kancyau: xenatud, turany giokcun (E 171), kapmoizun (E 122), niamantosuii Onakutauii (E 133).

Jlikapcbka ¢opma. Kancynu tBepai.
TBepna sxenaTuHOBa Karcyna (po3Mip Ne 1, KOBayok TEMHO-0JaKUTHOTO KOJIBOPY, KOPITYC O1JIOT0 KOJIBOPY),
10 MICTUTH MOPOIIOK O17I0TO KOJIBOPY.
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dapMmakoTepaneBTHYHA Ipymna.

[TpoTurpu6KoBi 3acobu 1t cucteMHoro 3actocyBaHHs. [loximui Tpuazony. Kog AX JO2A CO1.

®dmyKoHa30711, MPOTUTPHUOKOBUIL 3aci0 Ki1acy TPHA30IiB — MOTYKHUN Ta CENIEKTUBHUM 1HT10iTOp rpHOKOBUX
(dhepMeHTIB, HEOOX1THUX JJISI CHHTE3y eprocrepoity. [lepBuHHUM MeXaHi3MOM HOTO JIii € IPUTHIYEeHHS
rpuOKoBoro 14-anbda-r1aHocTepo-1eMeTHIIIOBAHHS, OTIOCEPEAKOBAHOTO ITUTOXpoMoM P450, o €
HEB1JI’€MHHUM €TaroM O10CHHTE3y TPHOKOBOTO €procTepoiy. AKymyJisisi 14-aibda-MeTHI-CTEPOITiB KOPEITIOE 3
MTOIAJTBIIIO0 BTPATOIO €ProcTepoTy MEMOPAHOIO TPUOKOBOT KIIITUHU Ta MOKE BIAMOBIIATH 32 IPOTUTPUOKOBY
aKTUBHICTH (hyKoHa301y. DIIyKOHA30J1 € OUTBII CEICKTUBHHUM JI0 TPUOKOBHX (hepMeHTIB muToxpoMy P450, Hixk
710 PI3HOMaHITHUX cUCTeM (epMeHTIB nuToxpomy P450 ccaBis.

3acTocyBaHHs (IIyKOHA301y Y 1031 SO Mr Ha 700y MpoTAroM 28 MHIB HE BIUTMBAE HA PIBEHb TECTOCTEPOHY Y
1a3Mi KPoOBi y YOJIOBIKIB 200 Ha piBEHb €HJAOTCHHHUX CTEPOI/IiB Y )KIHOK PEMPOTYKTUBHOTO BikKy. DIyKoHAa301 y
1031 200-400 mr Ha 100y HE BUSBIISAE KIIIHIYHO 3HAYYIIOTO BIUIMBY HA PiBEHb CHIOTCHHUX CTEPOiMiRO0 Ha
BianoBias Ha cTuMyIsilito AKTI y 310poBrX 1OOPOBOJIBIIB Y0JIOBIYOT CTATI.

JlocImiKeHHST B3aEMO/IT 3 aHTHITIPUHOM TPOJIEMOHCTPYBAJIO, 1110 3acTocyBaHHs S0 MT (TyKOHA3011y pa3oBO UM
6araTopazoBO HE BIUTUBAE HA META0O0II3M aHTHITIPUHY .

YyTnuBicCTb in vitro.

@DIryKOHA3011 in Vitro IEMOHCTPYE IPOTUTPUOKOBY aKTUBHICTH CTOCOBHO BHIB Candida, 1m0 3yCcTpidaroThes
Hanuacrime (Bkmrouatouu C.albicans, C.parapsilosis, C.tropicaliy. C.glabrata neMOHCTpYy€E MUPOKUH Jiana3oH
YyTJIMBOCTI A0 IIyKOHA30IIy, TOI K. krusei € 10 HbOTO PEe3UCTEHTHOIO.

Takox (iykoHa3o0min vitro IEMOHCTPY€ aKTHBHICTB sIK IpoTh Cryptococcus neoformans ta Cryptococcus gattii
, TaK 1 TPOTHU CHIEMIYHUX TUTICHSIBUX TpubiBBlastomices dermatitidis, Coccidioides immitis, Histoplasma
capsulatum ta Paracoccidioides brasiliensis.

dapmakonnHamika — PapMaKOKIHETHKA.

BianoBigHO 10 pe3yabTaTiB JOCIIKEHb HA TBAPUHAX, ICHY€E KOPEIISIiS MK MIHIMAJIbHOIO 1HT10yI0Y0r0
KOHIIEHTPAIII€I0 Ta €PEKTUBHICTIO IPOTU CKCIICPUMEHTAIBHUX MOJIENICH MiKO31B, CIIPUYMHEHUX BUJIAMU
Candida. BignoBigHo 10 pe3yabTaTiB KIIHIYHUX JOCIIKEHb, iICHYE JiHIiHA 3aexHicTh Mk AUC Ta 103010
daykonazony (mpubmmsno 1:1). Takoxk icHye npsiMui, ane HemoctatHil 3B’ 130k Misxk AUC abo 103010 Ta
MMO3UTUBHOO KJIIHIYHOIO BIJIMOBIJITIO HA JTIKYBaHHS OPAJIbHOTO KaHIUA03Y Ta MEHIIIOK MIPOIO — KaHAUIEMIi.
AHaNOTIYHO JIIKyBaHHS 1H(EKIH, CIPHYNHEHUX ITAMAMH, 0 SKUX (IIYKOHA30JI AEMOHCTPYE BUCOKY




MiHIMaJbHY 1HT10YI0Uy KOHIIEHTPALlII0, € MEHII 33JJOBLUIbHUM.

MexaHi3M pe3uCTEHTHOCTI.

Mixkpoopraunizmu poayCandida neMOHCTPYIOTh YHCIIEHHI MEXaHI3MH PE3UCTEHTHOCTI JI0 a30JIbHUX
MPOTHTPUOKOBHX 3ac00iB. DITyKOHA30JI JEMOHCTPYE BHCOKY MiHIMAJIbHY iHT10yI09y KOHIICHTPAIIIO MTPOTH
mTamiB rpubiB, K1 MalOTh OMH a00 OlIbIlIe MEXaHI3MiB PE3UCTEHTHOCTI, III0 HETaTUBHO BIUIMBAE HA
e(EeKTHBHICTBin Vivo Ta B KIiHIYHIHM npakTuii. [loBiqoMisiocs mpo BUMAIKU po3BUTKY cyniepindexkuliandida
spp., iHmmmy, Hixk C. Albicans, BugaMu, 1110 4acTo € HEUYTIMBUMU 10 QurykoHasouny (Hanpukiag Candida
krusei). JInst JTIKyBaHHS TaKUX BUTIQJIKIB CJIIJT 3aCTOCOBYBATH aJIbTEPHATHUBHI MPOTUTPUOKOBI 3aCO0M.
dapMaKOKIHETUYHI BIaCTUBOCTI (PIIyKOHA301y € IOIOHUMH MPU BHYTPIIIIHBOBEHHOMY 1 TIEpOpaTbHOMY
3aCTOCYBaHHI.

AbcopOrtis.

®dykoHa3011 100pe BCMOKTYEThCS MTPH IEPOPAITEHOMY 3aCTOCYBaHHI, a piBeHb Ipenapary y Iuia3Mi KpoBi i
cucTeMHa 010J0CTYNHICTh nepeBULIYI0Th 90 % piBHA (iyKoHa301y y MiIa3Mi KpOBi, 10 AOCITAEThCS IPU
BHYTPIIIHEOBEHHOMY BBe/ICHHI npenapary. O HOYacHe B)KMBaHHS 1Ki HE BIUTMBA€ HA BCMOKTYBaHHS
npemnapary npu Horo nepopajibHOMy 3acTocyBaHHi. [TikoBa KOHIIEHTpallis y Miaa3Mi KpoBi 10CATa€ThCS Yepes3
0,5-1,5 rogunM micis 3acTocyBaHHs npenapaty. KoHIeHTpallis mpemapary y 1mia3Mi KpoBi IMPOTOPIIHAIO0 103
u. PiBHOBaXkHa KOHIIEHTpallis Ha piBHI 90 % gocsraeTbes Ha Ipyruid A€Hb JIIKYBaHHS MIPH 3aCTOCYBaHHI y
NepUINiA JCHb HABaHTAXXyBAIBHOI JT03H, IO B/IBiUi MIEPEBUILY€ 3BUYAIHY T0OOOBY /103y.

Po3noin.

O06’eM po3noaiTy IpUOIM3HO JOPIBHIOE 3aralIbHOMY BMICTY PiIMHU B OpraHi3mi. 3B’si3yBaHHS 3 OiIKaMu
1a3mMu KpoBi Hu3bke (11-12 %).

®dykoHa3011 100pe MPOHUKAE B yCi JOCITIKYBaH1 piIMHN OopraHizMy. PiBeHb (uryKkoHa30Iy y CIIMHI Ta
MOKPOTHHHI € MOoAIOHNM J0 KOHIICHTpAIlil mpenapary y mia3mi Kposi. PiBeHb QiykoHazony y ciuHi Ta
MOKPOTHHHI € OIIOHAM JI0 KOHIIEHTpAIIii pernaparyy 1ia3Mi KpoBi. Y MamieHTiB, XBOPUX HA TPHOKOBUI
MEHIHTIT, piBeHb (DIYKOHA30Jy y CIUHHOMO3KOBIH pinuHi focsarae 80 % KoHIEHTpalii y naa3mi KpoBi.
Bucoki koHIeHTparii GaykoHa30y y mKipi, IO MEePEBHUIYIOTh CHPOBATKOBI, IOCSATAIOTHCS Y POTOBOMY IIapi,
emiaepmici, nepmi Ta moti. GIyKOHA30JI HAKOMUYYETHCS Y POrOBOMY HIapi.

Biotpancdopmaitis.

®dnykoHa301 MeTabo0Mi3y€eThCsl HE3HAYHOI0 Mipoto. [Ipu BBeeHHI 103U, Miu€HOT palilOaKTUBHUMH 130TOTIAMH,
mutre 11 % (haykoHa3011y eKCKPETY€EThCS 3 CEUCH0 Y 3MiHEHOMY BUDIISI L. DITyKOHA30J1 € CEJICKTUBHUM
iHri6iTopom i3opepmentiB CYP2C9 ta CYP3 A4, a takox iHriditopom i3odpepmenty CYP2C19.

Exckpenis.

[Tepion HamiBBUBEAEHHS (IIyKOHA30ITy 13 TJIa3MH KPOBI CTAHOBUTH OJIU3BKO

30 roauH. binpiia yacTuHa npenapaTy BUBOJUTHCS HUpKaMu, ipudoMy 80 % BBEIEHOI 103U BUSIBIISIETHCS Y
cediy He3MiHeHOMY cTaHi. Kiiperc (mykonazomy mponopuiiHui A0 KIipeHcy kpeatuHiny. L{upkymorounx
MeTa0OJIITIB HE BUSBIICHO.

TpuBanuit nepio HariBBUBEJCHHS NpenapaTy 3 IUIa3MU KPOBI Ja€ MOXIIUBICTh Pa30BOI0 3aCTOCYBAaHHS
npernapary MpH BariHaJIbHOMY KaHAHM[031, a TAKOXK 3aCTOCYBaHHA Ipernapaty | pa3 Ha THKICHb IPH 1HIINX
MOKa3aHHSX.

HupkoBa HEIOCTATHICTD.

VY maui€eHTiB 13 HUPKOBOIK HEJOCTATHICTIO TSKKOT'O CTYINEHs (IUIBUAKICTh KIy0ouKkoBoOi ¢inbTpanii < 20 Mi/XB)
nepion HamiBBUBeIeHHs 301b1ryeThes 3 30 rogun 10 98 rogun. Tomy wiit kaTeropii mamieHTiB HEOOXiTHMRHII
UTH 103y ¢uiyKkoHa3oiy. PiyKOHa30J BUAATISETHCS IIISIXOM FeMOA1ai3y, Ta MEHIIIOK MipOI0 — IIUIIXOM
IHTparepuToHeaTbHOTO Aiaiizy. CeaHc reMotiaizy TPUBAIICTIO 3 TOAMHH 3HIDKYE PiBEHBb (TYKOHA30IY Y
1a3Mi KpoBi mpubiu3Ho Ha 50 %.

[NarieHTH JITHBOTO BIKY

3MiHU (apMaKOKIHETUKHU y MAII€HTIB JIITHOT'O BIKYOUEBHUHO, 3aJIEKaTh B/l HapaMeTpiB QYHKIINA HUPOK.

IMoka3anHsi 115 3aCTOCYBAHHSI.
locTpwii BariHaIbHUN KaHIUI03, KOJIM MICIIEBa TEpallis HE € TOPETHOIO.
Kannuno3uwuii 6anaHit, KO MicIieBa Teparlis He € JOPEUHOIO.

IIporunoka3aHHs



INnepuyTinuBicTh 10 QIIyKOHA301Ty, IHITNX a30JIbHUX CIOTY&00 10 OyAb-KOi 3 TOMOMIXXHUX PEUOBUH
mpemnapary.

OnHouacHe 3acTocyBaHHA (PIyKOHA301y Ta Tep(eHauHy MallieHTaMm, sKi 3aCTOCOBYIOTh (hIyKOHA301
OaraTopa3oBo y mo3ax 400 Mr/mo0y Ta BuIe (3TiTHO 3 pe3ybTaTaMu AOCITIHKEHHS B3a€MOIii OararopasoBoro
3aCTOCYBaHHS).

OpHoYacHe 3acTOCYBaHHS (DITYKOHA30JIy Ta HIIUX JIIKAPCHKUX 3ac00iB, M0 MO0BXKYIOTh iHTepBan QT Ta
MeTaboi3yt0Thes 3a JonoMororo Gpepmenty CYP2A4 (nanpuxiiaz, nu3anpuay, aCTeMi3oiy, TIMO3UIY, XIHIAUHY
Ta EPUTPOMILIUHY).

Haue:xkni 3axoam 0e3nexy nNpu 3acTOCYBaHHL

Jepmamoghimis. BinnoBigHO 10 pe3ynbTaTiB AOCHIKEHHS (IIyKOHA30Iy JUIS JIKyBaHHS AepMaTo(iTii y AiTel,
(bIyKOHA30JT HE TIEPEBHIY€E TprU3e0(yIIbBIH 32 €PEKTUBHICTIO 1 3arajIbHUH TTOKa3HUK €()eKTUBHOCTI CTAHOBUTH
MmeHIe 20 %, ToMy mpemnapar He CIIiJ 3aCTOCOBYBATH ISl JIIKYBaHHs JepMaTO(ITii.

Kpunmoxokos. JlokaziB e(h)eKTUBHOCTI (ITyKOHA30ITy JUIS JTIKYBaHHS! KPUIITOKOKO3Y 1HIIIHMX JIOKaJTi3aIii
(HampuKJIa, JIET€HEBOT0 KPUITOKOKO3Y Ta KPUITOKOKO3Y IIKIpH) HEAOCTATHRO, TOMY PEKOMEH/AIH 111010
JI030BOTO PEXKUMY IS JIIKYBAaHHS TAKUX 3aXBOPIOBaHb HEMAE.

I'nuboxki endemiyni mixo3u. JJokaziB epekTUBHOCTI (hIyKOHA30IY AJIS JTIKyBaHHS 1HIIUX GOPM €HIEMIYHHX
MIKO31B, TAKHX SK MAPAKOKIIUIi0iJOMiKO3, TICTOIIIa3M03 Ta MIKIpHO-TIM(paTHIHUN CIIOPOTPUX03, HETOCTATHBO,
TOMY PEKOMEHALIN 111010 I030BOTO PEXKUMY JUIsl JTIKYBaHHS TaKUX 3aXBOPIOBAHb HEMAE.

Huproea cucmema. TlanienTam 13 mopymeHHsM (YHKIIH HEPOK Tpenapar Ciijl 3aCTOCOBYBATH 3 00EPEIKHICTIO
(muB. po3nin «Cnocib 3acmocy8anus ma 003uy).

I'enamobiniapna cucmema. IlamienTam i3 mopymeHHIM (QYHKIIH MEIiHKA penapaT CIIij1 3aCTOCOBYBATH 3
00epexHICTIO. 3aCTOCYBaHHS (IIyKOHA30JIy aCOLIIOBAIOCS 3 BUHUKHEHHSAM P1JIKICHUX BUIA/IKIB PO3BUTKY
TSDKKOI TeTaTOTOKCHYHOCTI, BKIIFOYAIOYH JICTAIbHI BUIAIKH, TOJIOBHUM YWHOM Y TAII€HTIB 13 TSHKKUMHA
OCHOBHMMHU 3aXBOPIOBaHHSAMU. Y BUIMAJIKaX, KOJIN PO3BUTOK IeMaTOTOKCUYHOCTI acOLilOBaBCH 13
3aCTOCYBaHHSM (DITyKOHA301y, He OyJI0 Bi3HAYCHO 11 SIBHOT 3aJICXKHOCTI BiJ| 3arajibHOI T0OOBOT 1031 Tpernapary,
TPUBAJIOCTI Teparlii, cTaTi ado BiKy Mali€HTa. 3a3BUYail renaroTOKCUYHICTh, CHPUYMHEHA (PIIYKOHA30JI0M,
000pOTHa, a 11 MPOsIBU 3HUKAIOTh MICIS MPUITMHEHHS Tepamii.

3a naiieHTaMH, y SIKUX [IPU 3aCTOCYBaHHI ()IyKOHA30Iy CIIOCTEPIraloThCs BIAXMICHHS pe3yJIbTaTiB
(GyHKIIOHATFHUX P00 MEYiHKH, CIi1 BCTAHOBUTH PETENBHUN HATIISA 010 PO3BUTKY OLITBII TSHKKOTO
YPa)KEHHS MEYIHKH.

[TarienTiB citig IpoiHGOPMYyBaATH PO CUMITTOMH, IO MOKYTh CBIIYUTH IPO CEPHO3HMIA BILTUB Ha IEUIHKY
(BHpa)keHa acTeHis, aHOPEKCis, MOCTiiHA Hy10Ta, OJIIOBaHHS Ta )KOBTSHUILA). Y TaKOMY BUIIAJIKy 3aCTOCYBaHHS
(ryKOoHA30ITy CITil HETraifHO MPUITUHHUTHU Ta TPOKOHCYJIBTYBATHUCS 3 JIIKApPEM.

Cepyego-cyounna cucmema. JIesiki a301au, y TOMy 4uciii i GIryKoHA30J1, ACOLIIOIOTHCSA 13 MOJIOBKEHHIM
inTepBairy QT Ha enekrpokapaiorpami. I[ToBimoMIsIocs mpo Tyske piKiCHI BHITAIKH IMOJA0BXKEHHS iHTEepBay QT
Ta MapOKCU3MaIbHOI IUTYHOYKOBOI TaxiKap/ii TUITYy «IIipyeT» IpH 3aCTOCYyBaHHI mpemnapary. Taki MoBiioMIIeHHs
CTOCYBAJIMCS MAIIE€HTIB 13 TSHKKUMH 3aXBOPIOBAHHSMHU TIPH MTOE€THAHHI 0araTboX ()aKTOpiB PU3HKY, TaKi 5K
CTPYKTYPHI 3aXBOPIOBaHHS CepLis, OPYIIEHHs €JIeKTPOJITHOIO OOMiHY Ta OJHOYACHE 3aCTOCYBAaHHS 1HIINX
JKapCchKHX 3ac00iB, IO BIUIMBAIOTH Ha iHTepBa QT.

dyKOHa30J1 €111 3 00EPEeKHICTIO 3aCTOCOBYBATH MAIIEHTaM 13 pU3UKOM PO3BUTKY apuTMiiO1HOYacHe
3aCTOCYBAaHHS Pa30M i3 JIIKAPCHKUMH 3ac00aMH, 10 POJIOHTYIOTH iHTepBas QTc Ta MeTabomizyroThCs 3a
nonomoroto Gpepmenty CYP3A4 nutoxpomy P450, mpotunokasase.

L'anogpanmpun. I'anodantpun € cydocrparom dpepmenty CYP3A4 i mpononrye inTepBan QTc mpu 3acTocyBaHHi
y PEKOMEHI0BAaHUX TeparneBTUYHUX J03aX. OJHOYACHE 3aCTOCYBaHHS rajlopaHTpHHy Ta (IIyKOHA301y HE
PEKOMEHIYEThHCS.

Hepmamonociuni peaxyii. I1i1 yac 3acTocyBaHHs (PIyKOHA30Jy PiAKO MOBIIOMIISIIOCS PO PO3BUTOK TaKHX
eKc(oTiaTUBHUX HIKIPHUX peakiii sk cuaapom CriBeHca-/[PKOHCOHA Ta TOKCHYHHIA eIiIepMaIbHANA HEKPOITi3.
[ManienTty, xBopi Ha CHIJI, Oi1b11 CXMITIBHI 10 PO3BUTKY TSDKKMX IIKIPHUX peakiiil MpH 3acTocyBaHHI OaraTbox
JKapChKUX 3ac00iB. SIKIO y MaIrieHTa i3 MTOBEPXHEBOIO TPHOKOBOIO 1H(EKIII€I0 3’ IBISIFOTHCS BUCHITAHHS, IO
MOJKHA OB’ SI3aTH 13 3aCTOCYBAHHAM (IyKOHA30I1y, OJIAJIbLIE 3aCTOCYBaHHS MIpEnapaTy CJiJ NPUIHHUATH.
SIKmIo y mamieHTa 3 iHBa3MBHOK/CHCTEMHOIO TPHOKOBOIO 1H(EKIII€I0 3’ IBJISAIOTHCS. BUCHITAHHS Ha IIKIpi, 32 HOTO
CTaHOM CJI1JI PETEeJIbHO CIIOCTEPIraT, a y BUMAJAKY PO3BUTKY OYJIbO3HHUX BUCHUIIAHb 00 MyJIbTU(HOPMHOT



epUTEMHU 3aCTOCYBaHHS (ITyKOHA30Iy CIIiJ IPUITUHUTH.

L'inepuymaugicmo. Y piIKiCHUX BUIAIKaX IMOBIIOMIISIIOCS PO PO3BUTOK aHA(DUTAKTUYHHUX PEaKITii.
Lumoxpom P450. ®nykonason € noTyxHUM iHT16iTopoM pepmerty CYP2C9 ta noMipHuM 1HTIGITOpOM
depmenty CYP3A4. Takox iaykonason € inridiropom dpepmenty CYP2C19. Crix ciocrepirati 3a CTaHOM
MAII€HTIB, SIKI OJJHOYACHO 3aCTOCOBYIOTH(IIYKOHA30JITa MIPENapaTu 3 By3bKUM TE€PANeBTUYHUM BIKHOM, 1110
MeTabomi3yroThes 3 yuacTio CYP2C9, CYP2C19 ta CYP3A4.

Tepgpenaoun. Cniz peTesibHO CIOCTEPIraTh 3a CTAHOM MAalli€eHTa MPH 0OJIHOYACHOMY 3aCTOCYBaHHI Tep(peHa uHy
Ta (ykoHazony y 1031 mexue 400 mMr Ha 100y.

Honomiocni peyosunu. Ilpenapat MicTUTh akTo3y. [lamieHTaMiB piIKiCHUMU CIIaIKOBUMHU 3aXBOPIOBAaHHIMH,
TaKMMHU SIK HETIEPEHOCHUMICTh TaJIakTO3H, HETOCTATHICTH JTakTa3u Jlamma Ta ManbadbcopOIIist TIIFOKO3H-
rajjakTo3M, He CJIiJ1 3aCTOCOBYBATH Liei npemnapar.

Oco0s1uBIi 3acTepeskeHHs .

3acmocysanns y nepioo eazimuocmi adéo 200y8anHs zpyooro.

Jlani, oTpuMaHi Ipu pa3oBOMyY a00 TOBTOPHOMY 3aCTOCYBaHHI uIyKoHa30.y Yy 3BHuUaifHuX qo3ax< 200 mr
/mo0y) KiTBKOM COTHSIM BariTHHUX JKIHOK ITPOTSATOM TPUMECTPY BariTHOCTI, HE IPOJAEMOHCTPYBAIN HeOaKaHNX
edekTiB Ha i [ToBimoMIIsIIOCS PO YUCIIEHH] BPOHKEHI MATOJOT1i y HOBOHAPOIKEHUX (BKIIOYAIOUH
OpaaudpeHiro, TUCTUIA310 BYITHOI pAKOBUHU, HAIMIPHE 30UTBIIICHHS ITEPEIHBOTO TiM’ STYKa, BUKPUBIICHHS
CTETHa, MIEYOTIKTHOBUI CUHOCTO3), MaTepi AKUX MpUuiiMaiy Beiuki 1o3u ¢uykoHazouny (400-800 mr/moly)
MPOTSTOM MPUHANMHI TPhOX 200 OiIbIIIe MiCAIIB IS JIIKYBaHHS KOKIUII0i03y. 3B’ 130K MiXK 3aCTOCYBaHHIM
(1yKoHa3011y Ta UMM BUIIAJIKAMU HE BU3HAYEHUH.

JlocmipKeHHsT Ha TBapUHAX MPOJIEMOHCTPYBAIN PENPOAYKTUBHY TOKCUYIHICTb.

3acTocyBaHHs IpenapaTy y nepioj BariTHOCTI MOXJIMBE JIMIIE Yy BUMAJKY, SIKIIO KOPUCTh BiJ 3aCTOCYBaHHS
MIEPEBUIILYE MOKIIMBHHA PH3HK.

He cnin 3acTocoByBaTH BesHKi 1034 (hIyKOHA30y Ta/abo TpuBaii KypcH JIiKyBaHHS (DITyKOHA30JI0M Yy MepioJt
BariTHOCTI, 32 BUHATKOM JIIKyBaHHS iH(EKIIIH, 0 TOTEHIIIIHO 3arpoKyIOTh KUTTIO.

@dyKOHA30J1 IPOHUKAE Y TPYTHE MOJIOKO Ta JOCATA€ HIYKYOI KOHLEHTPALIIHDK y M1a3mi KpoBi. ['ogyBaHHS
TPYIUIIO CIIi/I IPUMTMHUTY Ha MEPioJ JTIKYBaHHS IpenapaToMm.

I'ogyBaTu rpyiIt0 HE PEKOMEH Ty €ThCs IPH GaraTopazoBOMy 3aCTOCYBaHHI (UIyKOHa3011y abo IpU 3aCTOCYBaHHI
BHCOKHX J103 (DITyKOHA30ITY.

30amuicmos énnueamu Ha WBUOKICMb PeaKyii npu KepyeanHi A6MOmMpaAHCcnopmom abo pooomi 3 iHuumu
MexaHnizmamu.

JlocmiKeHb 11010 BILTHBY IpenapaTy Ha 3/1aTHICTh KepyBaTH aBTOTPAHCIIOPTOM abo0 MPAIfoBaTH 3 iHIIUMHU
MeXaHi3MaMH He MMPOBOMIIOCS.

[TamienTiB ciig moiH(GOPMYBATH PO MOXKIUBICTh PO3BUTKY 3aIIaMOPOYEHHS a00 CyIOM i 9ac
3aCTOCOBYBaHHs mpemnaparty. [Ipu po3BUTKY TaKUX CHMIITOMIB HE PEKOMEHAYEThCS KEPYBaTH aBTOTPAHCIIOPTOM
a00 TpaIfOBATH 3 IHITUMHU MEXaHI3MaMH.

Himu.

EdexTuBHicTh Ta Oe3ma&a 3acTOCyBaHHs penapaty JUisl TiKyBaHHS TeHITaJIbHIUX KaHIUA031B Y ATl HE
BCTaHOBJICHI, HE3BAXKAIOUM HAa BUYEPITHI JJaHi MIOA0 3aCTOCYBaHHS Mpenapary QIryKoHa30ry TTIMSKIIO icHye
HarajgpHa noTpeba 3acTocyBaHHs Ipenapary mianiTkaM (BikoM Bif 12 1o 17 pokiB), ciiff 3aCTOCOBYBAaTH
3BUYAITHI J03H 7151 JOPOCIIHX.

Croci0 3acTocyBaHHS Ta 1031

Kamncynu ciig koBTaTé MM, 3aCTOCYBaHHS Mpenapary He 3aleXKHUTh BiJl MpUiioMy Txki.

Jlopocai. Ilpemapat 3acTOCOBYBaTH NepOpaibHO y 1031 150 Mr ogHOpa30BO.

Tayienmu nimuvozo 6ixy. [Ipu BiACyTHOCTI 03HAK MOpYIIEHHS QYHKIIIH HUPOK JIfl TIKyBaHHS JaHOI KaTeropii
TMAIi€HTIB 3aCTOCOBYBATH 3BUYANWHY J03Y ISl TOPOCIIUX.

Topywennus ¢yuxyiti Hupox. @IyKoHA30I]l BUBOAUTHCS B OCHOBHOMY 3 C€U€IO y He3MiHEeHOMY BUTJIsiAL. [Ipu
Pa30BOMY 3aCTOCYBaHHI IIpenapary KOpUTIyBaTH 103y JaHiil KaTeropii naiieHTiB HE MOTPIOHO.



THopywenus gyuxyitl neuinku. DIyKoHA307 CIIiJ 3aCTOCOBYBATH 3 00EPEKHICTIO MAIlIEHTaM 13 TOPYIIEHHIMU
(byHKIIH IeYiHKH, OCKUTBKY 1H(OpMaIIii mo /10 3acTocyBaHHs (HIyKOHA30y Iiif KaTeropii marieHTiB HeIOCTaTHBO.

Ilepeno3yBaHHs.

OTpuMaHO MOBIAOMIJIEHHS MPO Nepeao3yBaHHs (PIyKOHA30JI0M; OJHOYACHO MOBIOMIISIIOCS MPO TaTIOIMHALT
Ta MapaHoifaIbHY TTOBEIIHKY.

[Ipu nepeno3yBanHi HEOOX1IHO MPOBECTH CUMIITOMATUYHY MIATPUMYIOUY Tepallito Ta y pa3i He0OXiIHOCTI
MPOMHTH IITYHOK.

@dyKOHa30J1 3HAYHOIO MIPOIO €KCKPETYETHCS 3 ceuero; (OpCOBaHUM iype3 MOXKe NPUCKOPUTH BUBEICHHS
npemapaty. CeaHc TeMOo/Iialli3y TPUBATICTIO 3 TOJUHH 3HIKYE PIBeHb (DIIYKOHA301y Y IIa3Mi KPOBI MPUOIIU3HO
Ha 50 %.

IHo0iuHi edexTH.

3 6oky cucmemu kpogi ma rim@amuyroi cucmemu. aHeMis, arpaHyJIOIMHUTO3, JICHKOIIEHIs, HEUTPOIICHIS,
TPOMOOLIUTOTICHIS.

3 boky imynnoi cucmemu: anaiakcis.

Memaboniuni ma animenmapi po3naou. 3HWKEHHS alllleTUTY , TIEPTPUTIIIEPUIEMis, TIepX0oIeCTepHUHEMIs,
rifnoKaieMis.

3 60Ky ncuxixu.: 6€3COHHS, COHJIMBICTb.

3 60Ky Hepsosoi cucmemu: TOTOBHUAN O1JTb, CYZIOMH, 3aIIaMOPOUYCHHS, TIApECTE3il, MOPYIICHHS CMaKy TPEMOD.
3 60Ky opeanis cyxy ma eecmubynapHo20 anapamy: BEPTUTO.

3 6oky cepys: mapokcU3MallbHa IUTYHOYKOBA TaXiKap/is THITY «ITipyeT», MoJoBxeHHs inTepainy QT.

3 60Ky WIYHKO0BO-KUWKO08020 mpakmy: O11b Yy UepEeBHIM NOPOXKHMHI, Aiapes, HyJ0Ta, OJIF0OBaHHS 3a11op,
JUCTICTICISI, METEOPU3M, CYXICTh Y POTI.

I'enamobiniapni posnadu: MiABUIIEHHS piBHS anaHiHaminoTpaHcdepasu (AJIT), acmaprataminoTpancdepasu
(ACT), myxHoi ocdaTasyxonecTas, )KOBTIHUIIS, ITiIBAIICHHS PiBHS OLTIpyOiHyIIeYiHKOBa HEIOCTATHICTb,
renaToLeNIOIIPHUN HEKPO3, TeMAaTUTH, TeNaTOLENIONSIPHE YPayKeHH:.

3 60Ky wiKipu ma niOwKipHoi mKaHuHy. BACUTIAHHS , CBEpOI’K, MEIMKAMEHTO3HUHN 1I€pMAaTUT, KPOIIUB HKa,
IiJABHILEHE MOTOBUIIJICHHS, TOKCUYHUH eMiJiepManbHUi HEKpoi3, cuHapoM CriBeHca-/[)koHcoHa, rocTpuit
TeHEpai30BaHUN €K3aHTEMAaTO3HHIA MyCTYJIIh03, €KC(OTIaTUBHUN IePMATUT, AaHTIOHEBPOTUIHUIN HAOPSIK,
HAOpsAK 00IUYYs, aoNellis.

3 60oky onopHo-pyxo6020 anapamy ma CnOay4HOI MKAHUHU: MIaNTis.

3aeanvui posnaou ma peaxyii' y micyi 66edenns. M IBUIIEHA BTOMIIIOBAHICTh, HE3IyKaHHS, aCTEHis, rapsyka.
imu.

YacroTa Ta xapakTep MobiuHUX peakilii 1 BIAXUICHb Bl HOPMHU Pe3yIbTaTiB JIa0OpATOPHUX aHAMI3IB 3 yUacTIO
JITEN CIiBCTaBHI 3 TAKUMH Y JOPOCIIHX.

B3aemonis 3 iHIMMu JikapcbKUMU 3aC00aMHU Ta iHIII BUAH B3a€EMOil.

IIpomunoxazane cymicne 3acmocysanis (avKOHA30IY Ma HUACYE3AZHAYEHUX JIKAPCLKUX 3AC00i8.

Luzanpuo: MOBIOMIISIIOCS TIPO PO3BUTOK MOOIYHUX peakiiid 3 00Ky cepiis, y TOMY YHCIIi PO NapOKCH3MAIbHY
IUTYHOYKOBY TaxiKap/ilo TUITY «IIpyeT» y Malli€HTIB, Ki OJHOYACHO 3aCTOCOBYBaIU (DIIyKOHA30] Ta IIU3aIPHI.
Onnouacue 3actocyBanHs 200 mr dirykonazomny 1 pa3 Ha 100y Ta 20 Mr nu3anpuny 4 pas3u Ha 700y
MIPU3BOMIIO JI0 3HAYHOTO MIJBUILEHHS PiBHS LU3ANpPHILY Y MIa3Mi KpOBi Ta 10 MoA0BKeHHs iHTepBairy QT.
OnHouacHe 3acToCcyBaHHA (IYKOHA30JIy Ta MU3ANPUAY POTUTIOKa3aHe (IUB. po3ain dlpomunokasaunhsy).
Tepgpenaoun: yepe3 BUNAJAKH PO3BUTKY TSKKUX CEPLIEBUX apUTMiH, CIPUYMHEHUX MOJIOBKEHHIM IHTEpBaITy
QTec, y namieHTiB, SKi 3aCTOCOBYIOTH a30JIbHI IIPOTUTPUOKOBI JIIKAPCHKI 3aCO0HM OJHOYACHO 3 TePPEHATUHOM,
Oymu mpoBeieH1 JoCTiIKeHHs B3aeMoii nux npenapatiBllpu 3actocyBanHi diykoHazony y 1031 200 Mr Ha
no0y He OyJ10 BUSBIICHO MMo0BX)eHHS iHTepBany QTc. 3acrocyBanns (iaykoHazomny y mo3ax 400 mr ta 800 Mr Ha
100y MPOJIEMOHCTPYBao, o (hiaykoHaszon y go3ax 400 mMr Ha 100y a0 BHIIE 3HAYHO MIABUILYE PiBEHb
TeppeHaIMHY Y TUTa3Mi KPOBi IIPH OHOYACHOMY 3aCTOCYBaHH IIUX TpernapariB. CyMicHE 3aCTOCYBaHHS
¢bykonazony y no3ax 400 mr abo Buie 3 TepdpeHaIMHOM NPOTUIIOKa3aHe (AUB. pO3ALTKMpomunokazanusy).
[Tpu 3actocyBanHi ¢urykoHa301y y go3ax Hrkde 400 Mr Ha 100y OJTHOYACHO 3 Tep(HEHAIMHOM CJIiJT IPOBOJIUTH
peTeabHUI MOHITOPUHT CTaHy Malli€HTa.




Acmemizon: cyMiCHE 3aCTOCYBaHHS (JIyKOHA30Jly Ta aCTEMi30Jly MOKEMEHIIUTH KIIPEHC aCTEMI30Iy.
CripyurHEHe 1M M1IBUILEHHS KOHLIEHTpallii acTeM1301y Yy MIa3Mi KpOB1 MOXE MPU3BECTHU J0 MOJIOBKECHHS
inTepBany QT Ta y piIKicCHUX BUIaAKaX — 0 MapOKCHU3MANbHOI ITYHOYKOBOI TaXiKapIii TUITY «ITipyeT».
OnHovacHe 3aCTOCYBaHHA (UIyKOHA30JIy Ta aCTEMi30Iy IPOTUIIOKA3aHE.

1limo3u0 ma xinioun: cyMicHe 3aCTOCyBaHHS (IyKOHA30Jy Ta MIMO3UIY 200 XIHIAMHY MOXE MPU3BOJUTH JI0
MPUTHIYEHHS] METa0013My MIMO3U1Y a00 XIHIUHY, X04a BIAMOBIAHUX AOCIIIKEHK Vifro Ta in vivo He
npoBoaunocs. [liABUIIeHHs KOHIIEHTpaIlii TiMo3uay abo XiHIIUHY Y MJIa3Mi KPOBI MOKE CIPUYHHSITH
nonoBxkeHHs 1HTepBany QT Ta y piAKICHUX BUIAJKax MPU3BOIUTH O PO3BUTKY MAPOKCU3MaIbHOI
ITYHOYKOBOI Taxikapaii Tumy «mipyer». OJlHouacHe 3aCTOCYBaHHS (UIyKOHA30Jy Ta MIMO3UIY abo0 XiHIAUHY
MIPOTHITOKA3aHE.

Epumpomiyun: ogHOYacHE 3aCTOCYBaHHS €PUTPOMILIMHY Ta (IIyKOHA30,Ty MOTEHLIHHO MOKE IPU3BOIUTH 10
MIJBUIIECHHS PU3UKY PO3BUTKY KapA10TOKCUYHOCTI (1ogoBxkeHHs iHTepBainy QT, mapokcu3smanbHa NUTyHOYKOBA
TaxiKap/isd TUILY «IIpyeThTa, sIK HACIIIOK, 10 ParToBOi CepLEeBOi cMepTi. 3aCTOCYBaHHs KOMOiHALlT JaHUX
JIKapChKUX 3aC001B MIPOTUIIOKA3aHE.

He pexomendyemuca oonouache 3acmocyeants ayKoHa3ony ma HUXCUe3a3sHa4yeHux JikapcbKux 3acoois.
Tanogpanmpun: GryKoHA30]1 MOXKE CIPUIHMHNATH ITiIBUIICHHS KOHIEHTpAIlii raloGaHTpuHy y I1a3Mi KpoBi 3a
paxyHok npurtideHHs CYP3A4. OgHovacHe 3aCTOCYBaHHS LIMX JIKapChKUX 3aC001B MOTEHIIIHO MOXe
MIPU3BOANUTH J0 NIABUILEHHS PU3UKY PO3BUTKY KapA10TOKCHYHOCTI (1ooBxkeHHs iHTepBainy QT,
NapoKCU3MallbHa IUTYHOUYKOBA TaXiKapis THILY «IipyeT»ia, sIKk HacIiI0K, 10 panToBoi cepreBoi cmepTi. Ciia
YHHKATH 3aCTOCYBaHHs KOMOIHAII] JTaHUX JIIKAPCHKHUX 3aCO0iB.

Cymicne 3acmocysants (GIVKOHA30Y MA HUNCYE3A3HAYCHUX JIKAPCLKUX 3AC00i6 sumazac obepedcrocmi ma
KOPU2YB8AHHS 003U.

Bnaue inwux nikapcokux 3aco6is na ¢rykonason.

[lepopanbHe 3acTOCYBaHHS (IIyKOHA30JIy OAHOYACHO 3 1KE0, IUMETHAMHOM, aHTALUAAMH, a TAKOXK TTiCIIs
MTOBHOT'O OMPOMIHEHHS TiJla PU MiATOTOBII MaIi€HTa 10 TPaHCIUIAHTAIl] YepBOHOTO KiCTKOBOTO MO3KY HE
MIPU3BEITH 10 KIHIYHO 3HAYYIIOTO TOPYIICHHS! BCMOKTYBAaHHS (DIyKOHA30ITy.

Pugpamniyun: onHouacHe 3acTocyBaHHS (IIyKOHA30.1y Ta pudaMinuHy npu3Boanio a0 3HwkeHHs AUC Ha 25
% Ta ckopouyBaJjo nepioj HamiBBUBeACHHS GurykoHazony Ha 20 %. Tomy 11 marieHTIB, K1 3aCTOCOBYIOTh
pubamMIinuH, caif po3TisSHYTH JOUITBHICTh MiABUILEHHS 103U (DIyKOHA30MY.

Bnaue dnykonazony na inwi aikapcwbki 3acobu.

@dyKoHa30J1 € MOTYKHUM 1HTi01TopoM 130pepmenTy 2C9 nuroxpomy P450 (CYP) ta momipHuM iHri6iropom
CYP3A4. Takox ¢uykonason € iariditopom CYP2C19. Okpim criocTepexyBaHUX/ TOKYMEHTAIBHO
MIATBEPIKEHUX B3a€MO/Iii, 110 OMUCaH1 HIDKYE, PU OJJHOYACHOMY 3aCTOCYBaHHI 13 (hIyKOHA30JI0M iCHY€
PH3UK MiABUIICHHS Y TUIa3Mi KPOBI KOHIIGHTpALIH 1HIIUX CHONYK, 1m0 MeTabomizytoTeest CYP2C9 ta CYP3A4.
Tomy 3acTocoByBaTH Taki KOMOIHAIIT MpenapariB i 3 00EPEkKHICTIO; MPU IILOMY HEOOX1IHO PETEILHO
CTIOCTepiraTy 3a craHoM namnieHTiB. [IpurHidyBansHa 1ist GuryKoHa30ry Ha (hepMeHTH 30epiraeThesi MpoTAroM 4-5
116 micys oro 3acTOCYBaHHSA y 3B°SI3KY 3 HOTO TPUBAIMM IE€Pi0I0M HaIliBBUBEICHHS.

Anvghenmanin: M 9ac OJHOYACHOTO 3aCTOCYBaHHS alb(h)eHTaHITY y 7031 20 MKI/KT Ta (piykoHa301y y 1031
400 Mr 310poBHM J0OPOBOJIBILSAM CHOCTepiranocs ABokpatHe 3011bieHHs AUG), MOXKIUBO, yepe3 1Hr10yBaHHs
CYP3A4. Moxe OyTr HEOOX1THUM KOPHUTYBAaHHSI 103U allb(DEHTAHLTY.

Amimpunmunin, Hopmpunmuain: (HIYKOHA30J MOCUITIOE TiI0 aMiTPUNITHIIHY Ta HOPTPUNITHIIIHY .
PexomMeHy€eThCsI BUMIpPIOBAaTH KOHIICHTpALIT S-HOPTPUNTIIIIHY Ta/a00 S-aMiTPUIITHIIIHY HA TIOYATKY
KOMOIHOBaHOI1 Teparii Ta yepe3 | TwxJIeHb. Y pa3i HEOOX1AHOCTI CIIiJl BIAKOPUTYBATH 103y aMITPUNTHIIIHY
/HOPTPUTITHITIHY.

Ampomepuyun B: onHOUacHe 3acTocyBaHHs (iIykoHazory TaampoTtepuninny B iHpiKOBaHUM MHIIaM i3
HOpPMaJIbHUM IMYHITETOM Ta iH()IKOBAaHMM MUIIIAM 31 3HH)KEHUM IMYyHITETOM MPHU3BEIIO JI0 TAKMX PE3yJIbTaTiB:
HEBEJIMKUN aIuTUBHUNA NPOTUTpUOKOBUI edekT npu cucteMHiit iHdekuii C. albicans, BINCYyTHICTb B3aeMOIIT
NpU BHYTpiIIHBOUYEpEenHii iHpekuilryptococcus neoformans Ta aHTaroHi3M JIBOX TPETapaTiB MPH CUCTEMHIN
iHbekuiid. fumigatus. Kniniuyae 3HaUe€HHS ITUX pe3ybTaTiB, HEBIIOME.

Anumukoaeynsumu. SK 1 IPU 3aCTOCYBaHHI 1HIINX a30JbHUX MPOTUTPHUOKOBUX 3ac00iB, IPU OAHOYACHOMY
3acTOCyBaHHI (IyKOHA3011y Ta Bap(papuHy MOBIIOMIISIIOCS PO BUIMAIKU PO3BUTKY KPOBOTEY (F€MaTOM,
HOCOBO1 KpOBOTEY1, HUTYHKOBO-KHILIKOBUX KPOBOTEY, TeMaTypli Ta MEJIEHU) Yy TO€AHAHHI 13 TOJOBKEHHAM
npoTpoMOiHOBOro Yacy. [Ipu onmHouacHOMY 3acTocyBaHHI (hIyKOHA301Iy Ta BapdapuHy croctepiraiocs




JBOKpATHE MiABUIIEHHS TPOTPOMOIHOBOTO Yacy,MOBIPHO, BHACTIAOK MPUTHIYEHHS MeTa0o13My Bapapuny
gepe3 CYP2C9. Crnig peTenbHO KOHTPOIIOBATH MPOTPOMOIHOBH Yac y MAIi€HTIB, SIKi OJTHOYACHO
3aCTOCOBYIOTH KYMapHHOBI aHTHUKOAryJISHTU. Moxe OyTH HeoOXiAHOI KOPEKIis 103U BaphapuHy.
benzooiazeninu kopomxkoi 0ii, Hanpukiaq mioazonam, mpuazonam. IpU3HAYCHHs (PITYKOHA30JTy TICIIs
NePOPATBHOr0 3aCTOCYBaHHS MiJja30aMy MPU3BOIMIIO 10 3HAYHOT'O MiJIBUIIEHHS KOHLIEHTpAIil MiJla30j1aMy Ta
JI0 TIOCHJICHHS TICKXOMOTOPHUX eekTiB. OiHOUacHE 3acTocyBaHHs (IykoHa3omy y 1031 200 Mr Ta Miga3onamy
y 1031 7,5 mr nepopasibHo npu3Boauiio 1o niasuiieHHs AUC Ta nepiony HamiBBUBeZeHHA y 3,7 Ta 2,2 pa3a
BiIMOBIAHO. 3acTocyBaHHs urykoHaszomy y 1031 200 mr/mody Ta 0,25 Mr Tprazonamy nepopaibHO MTPU3BOIIIO
no migsumienas AUC ta nepiofy HamiBBUBeneHHs y 4,4 Ta 2,3 pa3a BianosinHo. [Ipu ogHOYacHOMY
3aCTOCYBaHHI (DITyKOHA30JIy Ta TPHA30JIAMY CIIOCTEPIraiocs OTESHIIFOBAHHS Ta MPOJIOHT ISl e(peKTiB
TpUano3amy.

SIKII0 manienTy, SKU IPOXOIUTh KypC JIKyBaHHS (IyKOHA30JI0M, CITiJl OJHOYACHO MPU3HAYUTH TEPAIIiio
OeH30/1ia3eniHaMu, 103y OCTaHHIX CJi/1 3SMEHILIUTH Ta BCTAHOBUTH HaJIC)KHUW HATIIS] 32 CTAHOM MAalli€HTA.
Kapbamaszenin: hrykoHa301 MPUTHITYE META00Ti3M KapOaMaseriny Ta CIPUIHHE i ABUIICHHS PiBHS
kapOamaseniHy B cupoBatii kpoBi Ha 30 %. IcHye pu3uk po3BUTKY MPOsBIB TOKCUYHOCTI 3 00Ky KapOamasemiHy.
Mosxe OyTH HEOOXiTHUM KOPUTYBAHHS O3 KapOama3seliHy 3aJIe)KHO BiJl piBHS HOTO KOHIICHTpAITii Ta i
npemnapary.

FBnoxkamopu kanvyicsux kananis.: Nesiki aHTarOHICTH KanbLito (HipeTuniHicpa uITiz, aMIOAMITIH Ta (HETOaHITiH)
MmeTabomizytoTbes pepmenToM CYP3A4. @nykoHa301 NOTEHIIIHO MOXKe MiABUIIYBATH CUCTEMHY €KCIIO3UIIII0
OJI0KaTOpiB KaJbIi€EBUX KaHATIB. PEKOMEHIOBaHUH peTeNbHII MOHITOPHHT IIO/I0 PO3BUTKY MOOIYHUX PEAKIIIi.
L]enexokcub: mpu OAHOYACHOMY 3acToCyBaHHI (prykonazomy (200 mr Ha 100y) Ta 1enekokcudy (200 Mr) fax
ta AUC nenexkokcnOy minBumryBanmucs Ha 68 % ta 134 % Biamosigao. [Ipu omHOYaCHOMY 3aCTOCYBaHHI
1enekokcuoy Ta GprykoHa3omy Moxke OyTH HEOOX1THUM 3MEHIICHHS 103U 1eJIEKOKCUOY BJIBiUi.
Luxnogocghamio: oqHOYACHE 3acTOCYBaHHS NUKIOPochaminy Ta (hIyKOHA30 Ty TPU3BOAUTE JO i ABUIICHHS
piBHs OLipyOiHy Ta KpeaTHHIHY B cupoBaTiii kKpoBi. L{i mpemapaTi MoxHa 3aCTOCOBYBATH OJIHOYACHO,
3Ba)KAIOUM Ha PU3UK IiIBUIICHHS KOHIIEHTpAIil OLnipyOiHy Ta KpeaTHHiHY B CHUPOBATIII KPOBI.

@enmanin: MOBIAOMIISIIOCS TIPO OJUH JIETANbHUN BUIMAOK IHTOKCHKAIII] (PEeHTaHITOMyHACITITOK MOYKJIMBOI
B3aeMOI1 peHTaHUTy Ta (IyKoHA30TyDIIyKOHA30J1 3HAYHO YIIOBIIBHIOBAB eliMiHallio ¢peHTanury. [TinBumeHHs
KOHIIEHTpaLli ()eHTaH1Ty MOXKe MPU3BECTH J10 IPUTHIYEHHS TUXaHHS, TOMY CJIiJl PETEIbHO KOHTPOJIIOBATH CTAH
narieHTa. Mosxe OyTH HEOOXiTHO KOPEKIIis 103U CHTAHLTY.

Ineioimopu I'MI-KoA-pedykma3zu: cyMiCHE 3aCTOCYBaHHSA (DTyKOHA301y Ta iHT10iTOpiB

I'MTI'-KoA-penyxkTasn, mo meradomizytorscsi CYP3A4 (aTopBacTtaTHH Ta cMMBacTaTuH), abo iHridiropis ['MI -
KoA-penyxrasu, mo merabomnizytorscss CYP2C9 (pamyBacraTus), MiABUILY€E PU3HK PO3BUTKY MiomaTii Ta
pabomionizy. Y pa3i HEOOX1ITHOCTI OAHOYACHOTO 3aCTOCYBAaHHS IIUX IMpeNapaTiB CJIiJl PETEIbHO CIOCTEpIraTu
3a MalieHTOM II0JJ0 BUHUKHEHHS CHMIITOMIB MiomaTii Ta paboMiofi3y i POBOJAUTH MOHITOPUHT PiBHS
KpeaTWHKiHA3W. Y BUNAJKY 3HAYHOTO MiABUIIEHHS PiBHS KpEeaTHHKia3H, a TAKOXK MPH A1arHOCTYBaHHi a00
Mi703pi Ha Miomarito/padaomionis 3actrocyBanHs iHr101TOpiB I MI'-KoA-penykTa3u ciiJl IpUIUHUTH.
ImyHnocynpecopu (nanpukiao, YuKI0CNOpuH, e6eporimyc, CUpOIIMYC i MaKpoimyc).

Luknocnopun: GpmykoHa3oi 3HauHO MiABHILYy€e KoHLeHTpauito Ta AUC muxiocniopuny. Ilpu oqHoyacHomy
3acTocyBaHHI (piykoHa30my y 1031 200 Mr/no0y Ta MUKIOCTIOPUHY Y 1031 2,7 MI/KT/100y crocTepirainocs
30inbmenHs AUC nuxiiocniopuny y 1,8 pa3za. Lli mpenapaTé Mo>kHa 3aCTOCOBYBATH OJTHOYACHO 3a YMOBHU
3MEHIIICHHS JI03U ITUKIIOCIIOPHUHY 3aJIC)KHO BiJl HOTO KOHIIEHTPAIII].

Eeeponimyc: xoua [oCHiIKeHbin vitro Ta in vivo He POBOAUIH, (PIIyKOHA30J MOXKE MiIBHILLyBaTH
KOHIICHTPALIII0 €BEPOIIIMYCY B CHpOBATIIi KpoBi uepe3 npuraideHHss CYP3A4.

Cuponimyc: GryKoHa30J1 MiABUILYE KOHIEHTPALIIO CUPOIIMYCY Y TU1a3Mi KPOBIMOBIPHO, IIJIIXOM ITPUTHIYEHHS
MeTabomizmy cupodimycy dpepmerrom CYP3A4 ta P-rinikonporeinom. 11i mpenapatu MokHa 3aCTOCOBYBATH
OJTHOYACHO 32 YMOBU KOPUTYBaHHSA 03U CHPOJIIMYCY 3aJI€KHO BiJl piBHSI KOHLIEHTpAL] Ta eeKTiB Mpenapary.
Takponimyc: PpIryKOHA30JI MOXKE ITIBUIIYBAaTH KOHIIEHTpPAIl TaKpOJIiMyCy B CHPOBATIII KPOBi JI0 5 pa3iB mpu
Hioro nepopanbHOMY 3aCTOCYBaHHI uepe3 MpUrHiueHHs MeTaboii3zMy Takpoiaimycy ¢pepmentoM CYP3A4 y
KAIIeYyHHUKY. [Ipy BHYTPIITHHOBEHHOMY 3aCTOCYBaHHI TaKPOIIMYyCy HE CIIOCTEPIrajocsi 3HAYHUX 3MiH
dapmakokineTuku. [1i1BUIIIEH] PiBHI TaKPOIIMYCY aCOLIIOIOTHCS 13 He(hpOTOKCHUHICTIO. Jl03y Takpomimycy amns
MEPOPATBHOTO 3aCTOCYBAHHS CIIiJI 3HI)KYBATH 3aJI€KHO BiJl KOHIICHTPAIIil TAaKPOIIMYCY.



Jlozapman: $HayKOHA30 MPUTHIYYE METabO0Ii3M JI03apTaHy 0 HOro akTUBHOTO METabOoIIITy

(E-31 74), mo o0yMOBITIOE OUTBITY YaCTHHY aHTAaroHi3My JI0 perenTopiB anrioreH3uHy Il mix gac 3acTocyBaHHs
no3aprany. PekoMeH10BaHO 3/i1ICHIOBATH OCTIHHUI MOHITOPUHT apTepiadbHOTO TUCKY Y MAIliE€HTIB.
Memaoon: pmykoHa3011 MOXKE TTiABHUIYBATH KOHIIEHTPAIIII0 METAJI0HY y CUpoBaTii Kposi. [Ipu ogqHOYacHOMY
3aCTOCYBaHHI METAJJOHY Ta (IyKOHA30JIy MOXKe OyTH HEOOX1THUM KOPUT'YBaHHS /103U META/IOHY.

Hecmepoioni npomuzananvui npenapamu. Ipu OJHOYACHOMY 3aCTOCYBaHHI 3 QUIryKoHa30JI0M GyaxTa AUC
¢nyp6inpodeny miasuiryBanucs Ha 23 % ta 81 % BiANOBITHO NOPIBHAHO 13 BIANOBIAHUMU MOKa3HUKAMU MPU
3aCTOCYBaHHI TUTBKU QurypOinpodery. AHAIOTIYHO TP OJHOYACHOMY 3aCTOCYBaHHI (DITyKOHA30Ty 3
paueMiyauM 16ynpoderom (400 Mr) GhaxTa AUC papmakosoridyHo akTUBHOTO 130Mepy S-(+)-10ynpodeny
migBunryBamucs Ha 15 % ta 82 % BiAMOBIIHO MOPIBHIHO i3 BiAMOBIJHIMHE ITOKa3HHKAMH IPU 3aCTOCYBaHHI
TUIBKU palieMigyHOro 10ynpodeny.

Xoua crierialibHUX JOCIHIPKEHb HE TPOBOIMIOCS, (DITyKOHA30J1 IMOTSHIIHHO 3aTHUAH TMiIBUIIYBAaTH CUCTEMHY
excrniozuuito iHmux HIT3IL, mo merabomnizyrorscst CYP2CY (HanpukiaHanpoKkceHy, JOPHOKCUKaAMY,
MEJIOKCHKaMy, TUKIo(deHaKy). PekoMeHI0BaHO MepioAMYHO 31IHCHIOBATH MOHITOPHHT TTOOIYHIX PEaKIIiil Ta
TOKCUYHMX NposBiB, oB’a3aHux 13 HII3II. Moxe 3Hanobutucs xopuryBanus gozu HIT3IT.

@Denimoin: HIyKOHA30J MPUTHIYYE MeTa00Ii3M (heHiToTHY nedinii. OHOYacHe OaraTopa3oBe 3aCTOCYBaHHS
200 mr ¢aykoHazomy Ta 250 Mr eHITOTHY BHYTPILIHBOBEHHO MPU3BOAUTSH 10 migBuIiieHHs AU (peHiToiHy Ha
75 % ta CpinHa 128 %. I1pn oqHOYacHOMY 3aCTOCYBaHHI IUX JIIKAPCHKHUX 3aCO0IB CIIiI POBOJUTH MOHITOPUHT
KOHIEeHTpallii (heHITOTHY y CHpOBATIIi KPOBi A7l YHUKHEHHS PO3BUTKY TOKCUYHOI Ji1 (PeHITOIHY.

IIpeonizon: OBIIOMIISIIOCS TIPO BHITAIOK, KOJIU Y TIAIIIEHTA MICIIs TPAHCTUIAHTAIIT TICUiHKH Ha TJIi 3aCTOCYBAHHS
NIPEHI30HY PO3BUHYJIACSA TOCTPAHEAOCTATHICTh KOPH HAJIHUPKOBHUX 3aJ103, 110 BUHHMKJIA MICIS PUITHMHEHHS
TPUMICSIHOTO KypcCy Teparii (piaykoHazonom. [IpuniHeHHs 3acTocyBaHHS (PIIyKOHA30JIYMOBIPHO, CIIPHYNHIIIO
nocuieHHs akTuBHOCTI CYP3 A4, 110 npusBenno 10 NpUCKOpEeHHs MeTaboui3My npeaHi3ony. CiiJl peTebHO
CTEKHUTH 32 MAIiEHTAMH, SIKi IPOTATOM TPUBAJIOTO Yacy OJJHOYACHO 3aCTOCOBYIOTH (DIYKOHA30J] Ta MPEIHI30H, 3
METOIO NOIEPEHKEHHS PO3BUTKY HETOCTATHOCTI KOPU HAJHUPKOBUX 3aJ103 MICHIsl IPUIMHEHHS 3aCTOCYBaHHS
daykoHazouy.

Pugpabymun: GpmyxoHazon miABHILY€e KOHIIEHTpaLit0 pudadyTUHY CUPOBATIII KPOBI, 10 MIPU3BOAUTH J0
30impmenas AUC pugadbytuny no 80 %. [Ipu ogHO9acHOMY 3acTocyBaHHI (DIIyKOHa30Iy Ta pru(adyTHHy
MOBIAOMJISIIOCS TIPO BUMAAKH PO3BUTKY yBeiTy. [Ipu 3acTocyBaHH1 Takoi KOMOIHAIIT TIKapChKUX 3aC001B CIif
OpaTu 10 yBaru CUMIITOMH TOKCUYHOI 111 puadyTuny.

Caxeinasip: pnykonaszon niasuirye AUC ta G axcakBiHaBipy npubnmsHo Ha 50 % ta 55 % BianoBiIHO yepe3
NpUTrHiYeHHsI MeTaboIi3My cakBiHaBipy y nedinii ¢pepmeHToM CYP3A4 ta uepes inriOyBanHs P-riikonpoTeiny.
Bzaemonii mixk prmykoHa30710M Ta CakBiHaBipOM/ pUTOHABIPOM HE JOCIIIKYBAIKCS, TOMY BOHH MOXYTh OyTH
OuTbII BUpaXeHUMHU. Moske OyTH HEOOXiTHUM KOPUTYBAaHHS TO3H CaKBiHABIpY.

Iloxioni cynbghoninceyouru.: Ipu OAHOYACHOMY 3aCTOCYBaHHI (DITyKOHA30J MPOJIOHTYE MEPioj
HaIBBUBEICHHS MEPOPATBHIX MOXITHUX CYIb(POHIICEYOBUHH (XJIOPIPOIIaMify, ITi0eHKIaMiTy, TIMi3uIy Ta
TOJOyTaMiy) MpH iX 3aCTOCYBaHHI 310POBUM T0OPOBOJIBISIM. PEKOMEHIy€ThCsI TPOBOIUTH YaCTUH KOHTPOJIb
IypKy B KPOBi Ta BiAMOBIIHUM YHHOM 3HW)KYBATH JI03Y TTOXITHUX CYJIb(OHIICEYOBUHH MTPH OTHOYACHOMY
3aCTOCYBaHHI 13 (PIIyKOHA30JIOM.

Teoghinin: 3acrocyBanus (aykoHazony mo 200 Mr mpoTsaroM 14 aHIB MPU3BEIIO 10 3HIKEHHS CEPETHBOTO
KJIIipeHCcy Teo(iniHyy I1a3Mi KpoBi Ha 18 %. 3a mawieHTamu, sIKi 3aCTOCOBYIOTh T€O(]IIiH Y BUCOKUX 7103aX 200
SK1 MalOTh T1IBUIIICHUH PU3UK PO3BUTKY TOKCHYHUX MPOSBIB TEO(UTIHY 3 IHIINX MPUYXH, CIIiI BCTAHOBUTH
HATJIsA] 11010 BUSIBJICHHS O3HAK PO3BUTKY TOKCHYHOI Iii Teodininy. Teparito i 3SMIHUTH MPH MOSB1 03HAK
TOKCUYHOCTI.

Anxanoiou 6apeinky. Xo4a BIAMOBIIHUX JOCTIIKEHb HE MPOBOIWIH, (hIIYKOHA30J,MOBIPHO, Yepe3 1HT10yBaHHS
CYP3A4, Moke CTpHUYUHSATH TT1IBHIICHHS KOHIICHTPAIIil aJTKaIoiNiB OapBiHKY Y TUIa3Mi KpOBi (HAPUKIIGT
BIHKPUCTUHY Ta BIHOJIACTUHY), 1110 MPU3BOJUTH 10 PO3BUTKY HEMPOTOKCUYHUX €(EKTiB.

Bimamin A: mOBinoMIISsIIIOCS, 1O Y MAIIEHTA, SIKUH OJTHOYACHO 3aCTOCOBYBAB TPAHCPETHHOEBY KUCIIOTY
(xucnotHa Gopma BiTamiHy A) Ta piaykoHa30d, crioctepiranucs nodiyni peakuii 3 6oky LIHC y ¢popmi
TMICEBJIOTYMOPY T'OJIOBHOT'O MO3KY, IIIO 3HUK MIC)Is BiaMiHU (hrykoHaszoy. L1 mikapceki 3aco0M MOXHA
3aCTOCOBYBATH OJHOYACHO, aJie CIIijl Mam’ATaTH PO PU3MK BUHUKHEHHS MOOIYHUX peakiii 3 6oky [THC.
Bopukonason (ineivimop CYP2C9 ma CYP3A4): omHodacHe 3aCTOCYBaHHS BOPUKOHA30JTy iepopaibHO (110 400
Mr KoHi 12 roaun mpotsarom 1 mus, motiM o 200 mMr koxHi 12 roauH npoTsarom 2,5 nM) Ta GIyKoHa30Iy



nepopanbHo (400 mMr B epiuit 1eHb, oTiM 1o 200 Mr KoxH1 24 TOIWHU TPOTATroM 4 AHIB) 10OPOBOIBISIM
YOJIOBIYOT CTATi MPHU3BEJIO A0 MiABUIICHHS GyaxTa AUC, BOprKOHA301y y cepenabomy 1o 57 % (90 % J1: 20
%, 107 %) ta 79 % (90 % H1: 40 %, 128 %) BignosiaHo. HeBimomo, 4u MpuU3BOANTH 3HIKEHHS 03U Ta/ab0
9aCcTOTH 3aCTOCYBAaHHS BOPHKOHA30ITy a00 (hIIyKOHA301Iy 10 YCyHeHHs Takoro edekry. [Ipu 3acTocyBanHi
BOPHUKOHA30y Micisl QIIyKOHA30Iy CIIil MPOBOJUTH CIIOCTEPEKESHHSI 1010 PO3BUTKY MOOIYHHUX €(EKTiB,
acoIiiioBaHUX i3 BOPUKOHA30JIOM.

3uooeyoun: pmyxonazon miaBuinye (ax7a AUC 3unoByauny Ha 84 % ta 74 % BIAMOBIIHO, IO 3yMOBJIEHO
3HIDKEHHSM KJIIPEHCY 3UI0BYAMHY TPUOIH3HO Ha 45 % mpu foro nmepopalibHOMY 3acTocyBaHHi. [lepiof
HaMiBBUBEICHHS 3UJJOBYIUHY OYB TaKOX MOJOBXKEHUH mprubnu3Ho Ha 128 % micis 3acTocyBaHHsS KOMOIHAIIT
(biIyKoHA30Ty Ta 3UIOBYAUHY. 3a MAIIEHTAMHU, SIKi 3aCTOCOBYIOTh TaKy KOMOIHAIIIIO JTIKapChKUX 3aCc001B, CIi
CIOCTEpIraTH 100 PO3BUTKY MOOIYHUX peaKIliii, MOB’I3aHUX 13 3aCTOCYBAaHHAM 3UAOBYANHY. MOXHa
PO3TIISTHYTH JOLUIBHICTh 3HWKCHHS JT03U 3UI0BYAHHY.

Asumpomiyun: Ipu OJHOYACHOMY MEPOPaTILHOMY pa30BOMY 3aCTOCYBAHHIA3UTPOMILIMHY Ta (hIIYKOHA30IYy
no3ax 1200 mr Ta 800 mr BiamoBigHo. XKogHux 3HaUymuX (hapMakOKiHETHYHUX B3a€MOJIIH MiX BHSBIICHO He
Oyso0.

IlepopanvHi konmpayenmugu. IpU 3aCTOCYBaHHI (prykoHa30iy y 1031 50 MT BIUIMBY Ha piB€Hb TOPMOHIB HE
OyI10, TOJIl SIK TIPU 3aCTOCYBaHHI1 (urykoHa3ouy y 1031 200 mr Ha 100y cnioctepiranocs 36inbimenHs AUC
eTuHITecTpaaiony Ha 40 % Ta meBoHOprecTpeiry — Ha 24 %. Lle cBiquuTh mpo Te, Mo bararopazoBe
3aCcTOCYBaHHA (DITYKOHA30Jy y 3a3HAYCHHX /103X HABPAJ YU MOKE BIUTMBATH Ha €()eKTUBHICTb KOMOIHOBAHOTO
MEPOPATBHOTO KOHTPAIETITHBA.

Tepmin npugatHocTi
3 poKH.

YMoBH 30epiranusi.
30epiratu pu Temreparypi He Butie 25 °C y HEeAOCTYITHOMY JUTS AiT€H MicCIIi.

YnakoBka.
1 karcyna TBepaa y Omicrepi; 1 Giictep y KapTOHHIHM maulli.

Kareropis Biamycky.
bes peuenra.



