IHCTPYKIIA
U1 MeIUYHOI'0 3aCTOCYBAHHA Ipenapary

JTU®JTIOKAH®
(DIFLUCAN®)

Cku1ag 1ikapcbKoro 3acooy:

diroua pevosuna. Giykonaszon / fluconazole;

1 karicyna mictuth 150 Mr ¢urykoHazory;

OONOMIJICHI peqoguHu: JTAKTO3a, MOHOTIIPAT; KPOXMallb KyKypY/I3sSHHI; HATPIilO JlaypwHicylbdar;
MarHilo cTeapar; KpeMHiI0 JIOKCH] KOJIOiTHHA O€3BOTHHA.

Jlikapcbka gopma. Kancynu.

TBepai Hempo3opi KeJaTUHOBI Karcyau (po3mip kancynau Ne 1), mo micTare OUIMH MOPOIIOK, 31
CBITJIO-01pI030BO-0JIAKMUTHOIO KPHIIEYKOI Ta KOPIYCOM, 3 HAHECEHHMMH YOPHHM YOPHHIIOM
snoroturioMm Pfizer ta magnucom FLU-150.

Hasga i micie3HaxomkeHHsI BUPOOHUKA.

dapeBa Am0Oya3 / Fareva Amboise.

3one [nnactpiane, 29 poyt nec Innactpic, 37530, Ioce-crop-Cic, @panuis /
Zone Industrielle, 29 route des Industries, 37530, Poce-sur-Cisse, France.

®apmakoTepaneBTHYHA rpyna. [IpoturpuOkoBi 3acodu 11st cucTeMHoro 3actocyBanHs. [loxinHi
tpuaszony. Kog ATC JO2A CO1.

PdapMaKoJIOrivyHi BJaCTHBOCTI.

dapmakoMHAMIKA.

Mexanism Oii.

@dyKoHa30J1, MPOTUTPUOKOBUI 3acid Kilacy TpHA30JiB — IMOTY)XKHUH Ta CEJICKTHBHHUU 1HTIOITOp
rpuOKoBUX (PEPMEHTIB, HEOOXITHUX I CUHTE3y eproctepoiy. [lepBUHHIM MeXaHi3MOM HOTO Aii €
NPUTHIYEHHS TPUOKOBOTO 14 anbga-I1aHoCTepOII-IeMETHIIIOBAaHHSI, OITOCEPEIKOBAHOTO IIUTOXPOMOM
P450, mo € HeBim eMHUM eTanoM OiocHHTE3y TpHOKOBOrO eprocrepoiy. Akymydsmis 14 ambda-
METHJI-CTEPOITIB KOPEIIOE 3 TIOJABIIOI BTPATOI0 €ProCcTepoTy MEMOPaHOIO TPUOKOBOT KIIITHHU Ta
MO>K€ BIAMOBIATH 32 MPOTUTPUOKOBY aKTUBHICTh uIyKOHa301y. DIyKOHA30 € O1IbII CEIEKTUBHUM
710 TpUOKOBHX (pepMeHTIB IuTOXpoMy P450, Hi>K 10 pi3HOMAHITHUX CHCTEM (PEPMEHTIB IIUTOXPOMY
P450 ccasuis.

3actocyBanHs (QurykoHa3omy y 1031 50 Mr Ha m00y mpoTrsroMm 28 MHIB HE BIUIMBAE Ha pPiBEHb
TECTOCTEPOHY y IUIa3Mi KpPOBI y YOJOBIKIB a00 Ha pPIBEHb EHAOTEHHUX CTEPOiMiB y >KIHOK
penpoaykTuBHOTO BiKy. @iykoHazon y 1031 200-400 mr Ha 100y HE BUSBIISE KIIIHIYHO 3HAYYIIOTO
BIUTMBY Ha PIBE€Hb CHJIOTCHHHUX CTEPOiaiB M Ha BiamoBinp Ha ctumyssiito AKTI y 3mopoBux
JOOPOBOJIBIIIB YOJIOBIYOT CTaTI.

JlociKkeHHs B3aEMOIIT 3 aHTUITIPUHOM TIPOJIEMOHCTPYBAJIO, 110 3acTocyBaHHs S0 Mr (irykoHaz0ry
pa3oBo 4K 6araTopazoBO HE BILUTUBAE HA META0O0III3M aHTHITIPUHY .

YyTnuBicTh in vitro.

@OnyKoHA30Jl in Vitro JAEMOHCTPYE MPOTHUTPUOKOBY AaKTHBHICTH CcTOCOBHO BuAiB Candida, mo
3ycTpivatoTbes Havuacrtime (Bmodaroun C.albicans, C.parapsilosis, C.tropicalis). C.glabrata
JIEMOHCTPY€ LIMPOKHUI Adiana3oH YyTJIMBOCTI 10 (iaykoHasomy, Tonai sk C.krusei € 1O HBOTO
PE3UCTEHTHOIO.

Takox (IykoHa301 in Vitro NEMOHCTPYE aKTHBHICTh sIK mpotu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak 1 TIpOTH C€HIEMIYHHMX IUIICHABHX TpuOIB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.
B3aemose’s130x_papmaxoxkinemuuHux i papmaxkoOuHAMIYHUX 81ACTUB0CeUPapitakoouHatmia—




BinnoBimHO 10 pe3yJbTaTiB OCTI/DKEHh HAa TBapUHAX, ICHY€ KOPEJAMis MK MiHIMaJIbHOIO
1HT10yI0YOI0 KOHIEHTpALi€l0 Ta €(PEeKTUBHICTIO MPOTH EKCIEPUMEHTAIBHUX MOJAENeH MiKO03iB,
cnpuunHeHnx Bugamu Candida. BiamoBigHO 10 pe3yibTaTiB KIHIYHUX TOCIIKEHb, ICHY€ JiHIiHA
3anexHicTh MK AUC Ta no3or0 ¢uiykoHazony (nmpubnauzHo 1:1). Takox icHye mpsMmuid, ane
HepocTaTHIN 3B’ 530K Mik AUC abo 103010 Ta TIO3UTHBHOIO KITIHIYHOKO BIIMOBIIUIIO HA JIIKYBaHHS
OpaJbHOTO KaHAWIO03y Ta MEHIIOK MIpOI0 — KaHAuAeMii. AHaJOTIYHO JIKyBaHHsS i1HQEKIiH,
CIPUYMHEHUX IITaMaMH, 10 SKUX (IIyKOHA30J JEMOHCTPYE BHCOKY MiHIMaJbHY iHTIOyIOUy
KOHIIEHTPAL1I0, € MEHIII 33J0BIJIbHUM.

MexaHi3M pe3UCTEHTHOCTI.

Mixkpoopranizmu pony Candida neMOHCTPYIOTh YMCICHHI MEXaHI3MH PE3UCTEHTHOCTI JI0 a30JIbHUX
IPOTHTPUOKOBHX 3ac00iB. DIYKOHA30J IEMOHCTPYE BHCOKY MiHIMAIBbHY 1HTIOYI09y KOHIIEHTPAIIIO
IOPOTH MTaMiB rpubiB, SKi MalOTh OAMH a00 OLIbIIE MEXaHi3MiB PE3HCTEHTHOCTI, 110 HEraTHUBHO
BIUTMBA€ Ha €()EKTUBHICTH in Vivo Ta B KIIiHIUHIN npakTuii. [ToBimoMisiiocst mpo BUTIAAKH PO3BUTKY
cynepindekuii Candida spp., inmumu Hix C. Albicans BugamMM, 110 4acTO € HEUYTIMBUMHU JI0
dnykonaszony (Hanpuknan Candida xrusei). J{nst miKyBaHHS TaKWX BHITAJIKIB CJIiJ 3aCTOCOBYBATH
aNbTepHATHBHI MPOTUTPHOKOBI 3aCO0H.

KoaTponpHi TOYkH (BIAOOBIAHO J10 €BpONENCHKOrOo KOMITETY 3 JOCHIHKEHb YYTIMBOCTI JI0
AHTUMIKPOOHUX 3aC00iB).

bazyrounce Ha gociimpkeHH] (hapMakoKiHeTHUHO1/ (hapMakoAMHAMIYHOT iH(OopMaIlii, Iy TIMBOCTI in
vitro Ta KIIHIYHO BiAMOBiAi, OylO0 BH3HAYEHO KOHTPOJBHI TOYKH MM (IyKOHA307My MAJs
Mmikpooprani3mis poxay Candida. Bouu Oymu po3noisiieHi Ha KOHTPOJIbHI TOYKH, 1110 HE TIOB s13aHi i3
HNEBHUM BUJIOM, AK1 OLIBIIIOI0 Miporo BU3HAYaIMCA Ha OCHOBI
bapmakokiHeTHYHOI/(hapMakoAMHAMIYHOT iH(OpMaIIil 1 He 3aeXaTh BiJl pO3MOIiTY Ha MEBHI BHIU
3a MiHIMaJIbHOIO 1HT10YI0Y0I0 KOHIIEHTPAIIIEI0, Ta Ha KOHTPOJIbHI TOYKH, TIOB’3aHi 3 IEBHUM BUJIOM,
1110 HaWYaCTIIIe acOIIOIThCA 13 iH(eKisiMu y aroanHu. i KOHTPOIbHI TOUKM HaBeIEH1 HIKYE.

Tlpomuepubrosuii Koumponvui mouxu, nog s3ami iz neHum 6uoom Koumponvni mouxu,
3aci6 S</R> He  nog’ssami i3
nesHum 6uoom”
S</R>
Candida | Candida | Candida | Candida Candida
albicans | glabrata | krusei parapsilosis | tropicals
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S = uyTnuBH;

R = pe3ucTenTHuii;

0— KOHTPOJIBHI TOYKH, 1[0 HE TOB’s3aHi 13 MEBHUM BHJOM, SIKi OUTBIIOI0 MIpOK BH3HAYAIUCS HA
OCHOBI (hapMaKOKIHETHIHOI/(papMakoguHAMIYHOT iHPOpMAIIiT 1 HE 3aJIe)KaTh BiJl PO3MOILIy Ha MEBHI
BUIM 33 MIHIMQJIBHOK IHTIOYIOUOO KOHIEHTpalieo. BoHW JOCHiKyBaldwch JUIIE s
MIKpOOPTaHi3MiB, JUIsl SIKUX HE iCHY€E crienu(i9HOl KOHTPOJIBHOI TOUKH;

-- TOCTIIPKEHHS 4y TIIMBOCTI HE PEKOMEH/10BaH1, OCKIJIbKU JaHU BUJ] HE € METOIO JIKapChKO1 Teparmii;
IE — noka3iB 11010 TOro, 49 € JaHWW BUJT METOIO JIIKapChKOi Tepariii, HeJJOCTaTHBO.

dapMaKOKIHETUYHI BIACTUBOCTI (PIyKOHA30Jly € TMOMIOHMMH TIpU BHYTPIIIHbOBEHHOMY 1
nepopaIbHOMY 3aCTOCYBaHHI.
Abcopouis.

®d1yKoHa30J1 100pe BCMOKTYETHCS NP MIEPOPATLHOMY 3aCTOCYBaHHI, a pIBEHb MIpenapary y miazmi
KpOBI1 1 cuUCTeMHa 010A0CTYNHICTh nepeBulyoTh 90 % piBHA ¢uIyKOHa301y y Ijia3Mi KpoBi, 110
JIOCSATAETHCSI IPH BHY TPITHBOBEHHOMY BBEJICHHI Ipernapaty. OgHouacHe BKUBAHHS 1Ki HE BITMBAE
Ha BCMOKTYBaHHs Ipernapary IMpH HOro mepopajbHOMY 3acTocyBaHHI. [likoBa KOHLIEHTpalis y
asMi KpoBi gocsraetsesi depe3 0,5-1,5 rogmnum micns mpuitomy mnpenapaty. KonmeHTparis
npenapary y Iia3mi KpoBi pornopiiiiiHa 103i. PiBHOBaXkHa KOHLIeHTpalis Ha piBHI 90 % nocsraerbes
Ha JAPYTHUH JCHb JIIKyBaHHS MPHU 3aCTOCYBaHHI Yy MEPIINHA I€Hb HABAaHTAXXYBaJIbHOI TO3H, IO BJABiUi
HepeBUIly€e 3BHUaiiHy 1000BY 703Y.

Posnogpin.

O06’em poznoniay NpUOIU3HO JOPIBHIOE 3arajlbHOMY BMICTY PiAMHU B Oprasi3mi. 3B’si3yBaHHS 3
Oukamu m1a3Mu kKposi Hu3bke (11-12 %).



drykoHa30I1 700pe MPOHUKAE B YCI AOCHTIHKYBaHI piliHA opraHisMy. PiBeHb (TykoHA301y y CIIHHI
Ta MOKPOTHHHI € MOAIOHMM J0 KOHLIEHTpALil Mpenapary y mia3Mi KpoBi. Y Malli€HTiB, XBOPUX Ha
IpUOKOBHI MEHIHTIT, piBeHb ()IIyKOHA30JIy Y CIIMHHOMO3KOBIH pinuHi nocsrae 80 % KOHIEHTpaii y
T1a3Mi KpPOBi.
Bucoki xoHmeHTparmii (IyKoHa30dy y IIKipi, IO MEPEeBUIIYIOTh CHPOBATKOBI, JOCSTAIOTHCS Y
pOroBOMYy Iapi, emizepMici, aepmi Ta moTi. DIyKOHA30JI HAKOMMUYYETHCS y poroBomy Imapi. [Ipu
3acrocyBaHHi 1031 50 Mr 1 pa3 Ha 00y KOHIEHTparis (IykKoHa30dy micis 12 mHIB JiKyBaHHS
CTaHOBWJIA 73 MKI/T, a uepe3 7 AHIB IICJIs 3aBEPIIECHHS JIIKyBaHHsI KOHLIEHTpallis BCe 111e CTAaHOBUJIA
5,8 mkr/r. Ilpu 3actocyBanHi 1o3u 150 Mr 1 pa3 Ha THXKIEHb KOHIIEHTpaist (PIyKoHa30y Ha 7 IeHb
JIKyBaHHS cTaHOBWIIA 23,4 MKI/T; uepe3 7 AHIB MiCIs 3aCTOCYBaHHS HACTYIHOI 103U KOHIIEHTpALlis
BC€ I1le cTaHOBMJIA 7,1 MKI/T.
Konnentparis ¢iaykoHazony B HIrTAX michs 4 micsuiB 3actocyBanHa 150 mr 1 pa3 Ha THXIEHb
cradoBmwia 4,05 MKI/T y 3I0pOBUX JOOpOBOJIBIIB Ta 1,8 MKI/T MpW 3aXBOPIOBAHHSAX HIITIB;
¢1ykoHa30J1 BU3HAUABCA y 3pa3Kax HIrTiB 4epe3 6 MICSIIB Miclis 3aBepIIeHHs Tepartii.
Biorpancdopmartis.
@DykoHa30J1 METa0OMi3yEThCsl HE3HAYHOIO Mipoto. [Ipu BBeleHHI 103U, MiY€HOI palioaKTUBHUMU
i3oTonamu, iume 11 % haykoHa30y eKCKpETYEThCS 3 ceUero y 3MiHeHOMY BHIIAA. DiryKoHA30:7 €
cesleKTUBHUM 1HT16iTOpoM 130¢pepmenTiB CYP2C9 ta CYP3A4, a Takox iHTIGITOpOM 130(epMEHTY
CYP2CI19.
ExexpenisBuBeieHHs.
[epion nHamiBBHUBeneHHS (DIyKOHA30Jy i3 TUIa3MH KpoBi cTaHOBHTH Onm3bko 30 romud. binmbmra
YacTUHA Ipenapary BUBOAUTHCS HUpKaMmH, npuuoMy 80 % BBemeHOI 03U BUSBISIETHCS y cedi B
He3MiHeHoMy ctaHi. Kitipere daykoHa3omy npornopiiiiiauii 1o KIipeHcy KpeaTuHiny . LiupKymorounx
MeTaboIITIB HE BUSIBIICHO.
TpuBanuii mepion HaMIBBUBEACHHS TpenapaTy 3 IUIa3MH KpPOBI JIa€ MOXIIUBICTH Pa30BOTO
3aCTOCYBaHHS Mperapary Mpy BariHaabHOMY KaHAM031, a TAKOXK 3aCTOCYBaHHA npenapaty | pa3 Ha
THOKJCHD MIPH IHIIAX ITOKA3aHHSIX.
HupkoBa He10CTaTHICTb.
VY mamieHTIB i3 HUPKOBOIO HEJOCTATHICTIO TSDKKOTO CTYNEHs (IIBHIKICTh KITyOOYKOBOI (imbTparii
< 20 mn/xB) mepion HamiBBUBeIEHHS 301bInyeThest 3 30 rogud a0 98 rogun. Tomy wiii kareropii
MAIi€HTIB HEOOXIHO 3HU3UTH 703y (uryKoHa30:1y. DIyKOHA305 BUIAISETHCS MUIIXOM TeMOTiati3y,
Ta MEHILIOI0 MIpOI0 — LUIIXOM IHTpanepuTOHeanbHOro Aianizy. CeaHc remopiaizy TpUBANICTIO
3 ToAMHY 3HIKYE PiBeHb (IYKOHA30y Yy TuIa3Mi KpoBi mpubim3Ho Ha 50 %.

iTH.
Hani 3 papmakokinetuku Oynu orineHi y 113 miTeii mix yac 5 7OCHIPKEHB: 2 TOCTIHKEHHS pa30BOT0O
3aCTOCYBaHHA, 2 JOCIHIJKEHHsI 0araropa3oBOr0 3aCTOCYBaHHs Ta | JOCHIIKEHHS HEIOHOIIEHUX
HOBOHAPOKEHUX.
[Ticns BBeneHHs 2-8 MI/KT (uryKOHAa30J1y AiTsAM BikoM Bia 9 micsamiB g0 15 pokiB AUC craHoBumia
6mu3pko 38 MKkr * romuHy/min Ha 1 mr/kr gosu. Ilicns ©araropa3oBOro 3acTOCyBaHHS CepeaHin
nepioJ1 HaImBBUBEACHHS (HIIyKOHA30ITy 13 IJIa3MH KPOBi BapitoBaBcs Mixk 15 Tta 18 roguHamu; 00’ em
posnoxiny craHoBuB 880 mi/kr. Binbmn TpuBanuii mepion HamiBBUBEAEHHS 3 IUIa3MH KpPOBI, IO
CTAHOBHWB MPUOJIM3HO 24 ToANHM, OyB TICIIs pa30BOro 3acToCyBaHHs ¢urykoHa3ouy. Lleit moka3Huk €
CHIBCTAaBHUM 3 TIEpiOJIOM HAaIMiBBUBEJCHHA (IIyKOHA30Jly 3 IUIa3MU KpOBI TIiClsi pa3oBOro
3aCTOCYBaHHS 103U 3 MI/KI' BHYTPIIIHBOBEHHO MiTsAM BikoM Bifg 11 muiB g0 11 micsamiB. O6’em
pPO3MOILTY y MAIi€HTIB Ii€] BIKOBOT IPYINU CTAHOBUB OM3BKO 950 MII/KT.
HocBin 3acTtocyBaHHS (IIYKOHA30Jly HOBOHAPOIKEHUM OOMEXKYEThCS (hapMaKOKIHETUIHHUMH
JOCIIJKEHHAMU 12 HEIOHOLIEHUX JIITeH 13 TepMiHOM recrtaiii npudau3Ho 28 TwxHiB. CepeHiil Bik
JUTUHU TIPU BBEJICHHI MEPIIOi 103W CTaHOBHB 24 roauHu (Bix 9 mo 36 roauH); cepeaHs Bara mpu
HapomkeHHi ctanoBuia 900 r (Bixg 750 go 1100 r). [Inst 7 mamieHTiB TPOTOKOI JOCIiHKEHHS OYII0
BUKOHAHO. MakcuMyM 5 BHYTPIIIHbOBEHHHX 1H’ €KIIIH (DITyKOHA30IY Y /1031 6 MI/KT BBOJMIIN KOXKHI
72 ropunu. CepenHiii mepio HaiBBUBEICHHS CTAaHOBUB 74 roaunu (44-185) B mepiuii 1eHb, MOTIM
san3uBcs 10 53 roguH (30-131) Ha 7 nens Tta mo 47 (27-68) Ha 13 nensn. Ilmoma mig KpuBOIO
(Mr*rogun/min) cranoBmna 271 (173-385) B mepmmii neHn, 30iumbmunacs no 490 (292-734) na
7 nenb, moTiM 3HM3WIacs Ao 360 (167-566) na 13 nmenp. OG’em po3mnoainy (MII/KT) CTaHOBUB
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1183 (1070-1470) y mnepmuii nens, 30impmryBaBcs mo 1184 (510-2130) wa 7 meHp Ta 10
1328 (1040-1680) Ha 13 ncHb.

[TamieHTH JITHHOTO BIKY.

dapMaKOKIHETUYHE JOCIIHPKEHHS MPOBOAUIIM 3a y4acTio 22 maiieHTiB (BIKOM Bif 65 poKiB), sKi
3actocoByBau 50 Mr QuykoHazonmy mepopanbHo. 10 i3 yYacCHHKIB OJHOYACHO 3aCTOCOBYBAIH
niypeTukd. Cmax cTaHOBMIA 1,54 MKI/MI Ta focsraigacs OpoTaroM 1,3 roAMHU Micist 3aCTOCYBaHHS
¢nykonazomy. Cepemnst AUC cranoBuna 76,4 =+ 20,3 mxr*roguny/miu.  CepenHiit  mepiof
HamiBBUBeneHHsT 46,2 roguau. LI QapMakokiHeTHYHI TMOKAa3HMKH € BUIIMMH TOPIBHAHO 13
AQHAJIOTIYHUMH Y 3I0POBUX JOOPOBOJIBIIB MOJOAIIOTO BiKy. O/THOYaCHE 3aCTOCYBAaHHS JIiyPETHKIB
HEe Majo 3Ha4yHOro BIUIMBY Ha Cmax Ta AUC. Takox kiipeHc kpeaTuHiHy (74 Mi1/XB), BiICOTOK
¢diykoHa30)Ty, IO EKCKPETyBaBcs i3 cedero y HeaMineHomy Burisni (0-24 romuam, 22 %) Ta
HUpPKOBH KiipeHc QykoHazomy (0,124 mi/XB/Kr) y mai€HTIB 1aHOT BIKOBOI rpyIu OyJIM HUKIUMU
HK aHAJIOT19HI TOKa3HUKH y MOJIOJIIINX TOOPOBOJBIIB. ToMy 3MiHM (hapMaKOKIHETHKH Yy TAI[IEHTIB
JITHHOTO BIKY OYEBHJIHO 3aJIeXKaTh Bl MapameTpiB (PyHKIIIH HUPOK.

IMoka3aHHs 1JIs1 32CTOCYBAaHHSI.
lNocTpwmii BariHanbHUA KaHIA03, KOJIM MICIIEBa TEparlis HE € JOPSUHOIO.
Kannuno3uuii 6anaHit, KoM MicCIieBa Teparlis He € JOPEUHOIO.

IIporunoxa3aHHs.

— lNimepuyTnuBicTe 10 (ayKoHA301y, IHIIMX a30JBHHUX CHOJYK ab0 10 Oyab-sSKOi 3 JTOTOMIKHHX
PEUYOBHH IIperapary.

— OpHouacHe 3acTocyBaHHS ()IyKOHa30dy Ta Tep(eHaJAWHy TMalieHTaM, SKi 3aCTOCOBYIOThH
¢dykoHazon 6aratopazoBo y mo3ax 400 mr/go0y Ta Buie (3rifHO 3 pe3yibTaTaMH JOCIIIKEHHS
B3a€MO/I11 0araTopa3zoBOro 3aCTOCYBAHHS).

— OnHoYacHe 3acToCyBaHH (DIyKOHA30J Iy Ta IHIIUX JIIKAPCHKUX 3aC001B, 1110 MOIOBXYIOTh IHTEpBal
QT Tta metaboumizyroThes 3a gormomoror Gepmenty CYP3A4 (manpukiag nu3anpumy, acTeMi3ony,
MiMO3UY, XIHITUHY Ta EPUTPOMILIUHY ).

Haunesxni 3axoam 0e3nexy nNpu 3acTOCyBaHHi.

Hepmamodghimin. BiamoBigHO 10 pe3ynabTaTiB JOCTIDKCHHS (IIYKOHA30Jy IS JIKyBaHHS
nepmartodiTii y AiTel, GprykoHa3on He mepeBullye rpuzeodyibBiH 32 e)EeKTUBHICTIO 1 3araabHHMA
NOKa3HUK e(eKTUBHOCTI cTaHoBUTh MeHe 20 %. Tomy udmokan® He ciif 3acTOCOBYBATH I
JiKyBaHHS AepMaTodiTii.

Kpunmoxkoko3. Jloka3iB edekTuBHOCTI (IIyKOHA30JTy /s JIKyBaHHS KPHUITOKOKO3Y 1HIIHX
JIOKai3amii (HalmpuKIIaJ JIETeHEBOr0 KPUMTOKOKO3Y Ta KPUITOKOKO3Y IIKIPH) HEIOCTATHBO, TOMY
pEeKOMEeHAlIN 111010 T030BOTO PEXXKUMY JUIS JTIKYBaHHS TAKMX 3aXBOPIOBAHb HEMAE.

T uboki endemiuni mikosu. JlokaziB edeKTHBHOCTI (IyKOHA30Jy IS JIIKyBaHHS 1HIIHX (Gopm
EHJEMIUYHUX MIKO3iB, TaKUX SK MapaKOKIMIIOIAOMIKO3, TICTOIUIa3MO3 Ta MIKIpHO-TIMGpaTUIHUN
CHIOPOTPUXO03, HEJJOCTATHBO, TOMY PEKOMEHAIlIN MO0 J030BOTO PEXKUMY IS JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. Tlamientam 13 nmopyuieHHsAM (YHKIIH HUPOK Tpemapar CIIiJi 3aCTOCOBYBATH 3
obepesxHicTio (AuB. po3ail «Cnocib 3acmocy8anus ma 003uy).

I'enamob6iniapna cucmema. IlanieHTaMm 13 mOpymIeHHSM (QYHKIH TEYiHKK TIpernapar CIif
3aCTOCOBYBAaTH 3 OOEpEKHICTIO. 3acTOCyBaHHS (IYKOHA30JIy acOoLIIOBAlOCs 3 BUHUKHEHHSM
PIAKICHUX BHWITAJIKIB PO3BUTKY TSHKKOI TeMaTOTOKCUYHOCTI, BKIIIOYAIOYHM JICTANbHI BHUIAIKH,
TOJOBHUM YMHOM Yy TMALI€HTIB 13 TSHKKUMH OCHOBHMMH 3aXBOPIOBAaHHSIMH. Y BHIIAJKaX, KOJIU
PO3BHUTOK T€MaTOTOKCUYHOCTI aCOIIIFOBABCS 13 3aCTOCYBaHHSAM ()JIyKOHA30J1y, HE OyJI0 BiA3HAYEHO i1
SIBHOT 3aJISKHOCTI BiJl 3arayiibHOi J000BOi 103U mpemnapary, TPUBAJOCTI Teparii, cTati abo BIKy
marieHTa. 3a3BUYail TeMaTOTOKCHYHICTh, CIPUYMHEHA (IIYKOHA30JI0M, O0OpOTHA, a ii MposBH
3HUKAIOTh MICJIs NPUITUHEHHS Tepartii.

3a marieHTaMu, y SKUX TP 3aCTOCYyBaHHI ()IIYKOHA30JIy CIIOCTEPIraroThCs BIAXUIICHHS PE3yJIbTaTiB
(GYHKLIIOHANBHUX MPOO TEYiHKH, CJIiJ] BCTAHOBUTH PETENbHUM HArIAd MIOJ0 PO3BUTKY OULIBII
TSOKKOTO Ypa)KeHHS TTeYiHKH.

4



[MarmienTiB cmig mpoiHGOPMYBaTH PO CUMIITOMH, IO MOXYTh CBITYMTH MPO CEPHO3HUIN BIUTUB Ha
NeuiHKy (BUpakeHa acTeHisl, aHOPEKCis, MOCTiIHHA HyJ0Ta, OJIOBAHHS Ta KOBTAHUI). Y TakoMy
BUTIAJIKY 3aCTOCYBaHHS (IIyKOHA30JTy CJIi/I HETaifHO PUTIMHNATH Ta TIPOKOHCYJIBTYBATHUCS 3 JIIKApEM.
Cepyego-cyounna cucmema. Jledki a3oiaM, y TOMy 4uCIHl H (DIyKOHA30J, acOLIIOIOThCA 13
nooBkeHHsM iHTepBany QT Ha enekrpokapaiorpami. [ToBizomisocs po Iyske piaKiCHI BUTIAIKA
noJoBxkeHHs iHTepBany QT Ta mapokcuM3aManbHOI HUTYHOUKOBOI TaXikapaii THIy «Iipyer» Hpu
3acTocyBaHHi npenapaty Jdudmokan®. Taki HOBiOMJIEHHS CTOCYBANIUCS MAIIEHTIB i3 THKKUMU
3aXBOPIOBAHHIMM IPH NO€AHAHHI 6araTbox (GakTOpiB PU3HKY, TAKUMH SIK CTPYKTYPHI 3aXBOPIOBAHHS
CepIIsL, MOPYIICHHS €JICKTPOJIITHOTO OOMIiHY Ta OJJHOYACHE 3aCTOCYBAHHS 1HITUX JIIKAPCHKUX 3aCO0IB,
1110 BIUIMBAIOTh Ha iHTepBai QT.

Hudpmokan® ciig 3 00epekHICTIO 3aCTOCOBYBATH MAIEHTAM i3 PH3UKOM DO3BMTKY apHTMii.
OpHouacHe 3aCTOCYBaHHS Pa3oM 13 JIKapChbKUMHU 3aco0aMu, 110 MPOJIOHTYIOThH iHTepBan QTc Tta
MeTaboi3yroThes 3a nonomoroio pepmenty CYP3A4 mutoxpomy P450, mpoTunokasane.
L'anogpanmpun. I'anopantpun € cyoctpatom depmenty CYP3A4 i npononrye intepsan QTc npu
3aCTOCYBaHHI Y PEKOMEHIOBAaHUX TEpareBTHUHUX q03ax. OMHOYACHE 3aCTOCYBaHHS Tajlo(aHTPUHY
Ta (JIyKOHA30I]ly HE PEKOMEHIY€ThCS.

Hepmamonoziuni peaxyii. I1in gac 3acTocyBaHHs (ITYKOHA30JIy PiJIKO TIOBIIOMIISIIOCS TTPO PO3BUTOK
TakuxX eKC(OJIaTMBHUX UIKIPHUX peakuii, sk cuuapoM CriBeHca-[[DKOHCOHa Ta TOKCHUYHMH
emigepmansanid Hekpoumi3. [lamientn 31 CHIdom Oinbin CXWiIbHI 10 PO3BUTKY TSDKKHX IIKIPHUX
peakiiii mpu 3acTOCyBaHHI 0araThboX JIKapchbKuX 3aco0iB. SIKIIO y mMaili€eHTa i3 TMOBEPXHEBOIO
rpuOKOBOIO 1H(EKII€I 3’SBISIOTHCS BUCHUIIAHHS, [IO0 MOXKHA IIOB’A3aTH 13 3aCTOCYBaHHSAM
¢uykoHa301y, MOAAbIlle 3aCTOCYBaHHs Iperapary CiliJ HOpUOUHUTH. SIKIo y mnamieHTa 3
1HBa3WBHOK/CHCTEMHOIO TPHOKOBOIO 1H(EKIII€I0 3’ IBIAIOTHCS BUCHITAHHS HA MIKIpi, 32 HOTO CTaHOM
MOTPIOHO PETENBHO CIIOCTEPIraTh, a y BUMIAAKY PO3BUTKY OYJIbO3HHUX BUCHIIAHb 400 MyIbTU()OPMHOT
€pUTEMH 3aCTOCYBaHHS (DITyKOHA30JTY CJIiJ| IPUITHHUTH.

lI'inepyymaugicme. Y piIKICHUX BUINAJAKaX MOBIJOMIISIIOCS PO PO3BUTOK aHA(DITAKTUUHUX PEAKLIIH.
Lumoxpom P450. ®nykonazon € moTykHuUM iHrioiTopom ¢depmenty CYP2C9 Ta momipHUM
iHribiTopom pepmenty CYP3A4. Takox ¢iykonaszon € inriditopom ¢epmenty CYP2C19. Cnin
CIIOCTEpiraT 3a CTAHOM TAL€HTIB, fKi OJHOYACHO 3acTOCOBYIOTH Judmokan® Ta mpemapartu 3
BY3bKUM TEpaNleBTUYHUM BIKHOM, 1110 MeTabo13y10Thes 3a yuacTio CYP2C9, CYP2C19 ta CYP3A4.
Tepghenaoun. Cnig peTenbHO CIOCTEPIraTH 3a CTAHOM IAIli€HTa MPH OJHOYACHOMY 3aCTOCYBaHHI
TepdeHanuny ta paykoHaszomny y no3i mexie 400 mr Ha 100y .

HHonomiocni peuosunu. Ilpemapat MicTuTh akTo3y. IlamieHTam 3 pIAKICHUMH CHAJAKOBUMH
3aXBOPIOBAHHAMM, TAKUMHU SIK HENEPEHOCHUMICTb TalakTO3d, HEJOCTaTHICTh JakTa3u Jlanma Tta
MasibaOCopOIIis TIOKO3U-TaIaKTO31, HE CII1J] 3aCTOCOBYBATH Liel Ipemnapar.

Oco0.1uBi 3acTepe:keHHs.

3acmocyeannsn y nepioo eazimuocmi aoo 200y8anHs 2pyoor.

Jani, oTpuMaHi mpu pa3oBoMy a00 MOBTOPHOMY 3aCTOCYBaHHI (DITyKOHA30JTy Y 3BHUAWHUX J103aX
(<200 mMr/moby) KiTBKOM COTHSIM BariTHUX JKIHOK MpPOTSAroM | TpuMecTpy BariTHOCTI, HeE
MPOJIEMOHCTPYBaIM HeOaxaHWX edekTiB Ha Twma. [loBimomisuiocs MpO YHCIEHHI BPOJKEHI
[aToJIOTii y HOBOHAPOPKEHUX (BKIIOUAl0UH OpaanpeHito, IMCIUIa3iio ByIIHOI PaKOBUHH, HaIMipHE
30UTBIIIEHHS TIEPETHBOTO TiM STYKa, BUKPUBIICHHS CTETHA, TUICUOIKTHOBUM CHHOCTO3), MaTePl AKUX
npuiiManu BHCOKI 103U (iaykoHazomy (400-800 mr/no0y) mpoTsarom npuHaiiMHI TphoX abo Oinblie
MICSIB JUIsl JIIKYBaHHS KOKIUAI0im03y. 3B’SI30K MK 3aCTOCYBaHHSM (DIyKOHA301y Ta UMM
BUMAJKaMU HE BU3HAUYCHUU.

JlocnimxeHHs: Ha TBapyUHAX MPOJEMOHCTPYBAIU PEIIPOIYKTUBHY TOKCUYHICTD.

He cnmin 3acrocoByBatu 3BHYaiiHi 103U ()IyKOHA30dy Ta KOPOTKOTPHBAJl KypcH JIKyBaHHS
(bIyKOHA30JI0M y TIEPi0J] BariTHOCTI, 32 BUHATKOM KPaitHbO1 HEOOX1AHOCTI.

He crnix 3acTocoByBaTé BHCOKI 103U (pIIyKOHA30Iy Ta/ab0 TpUBaJIi KypcH JIiKyBaHHS (DIyKOHA30JI0M
y TIEpi0J1 BariTHOCTI, 32 BUHATKOM JIIKyBaHHS 1H(EKITIH, 10 MMOTEHIIIHHO 3arPOXKYIOTh KHUTTIO.



@1yKOHA30J1 POHUKAE Y TPYJIHE MOJIOKO Ta JOCATAE HUXKUOI KOHLEHTpALli HK Yy IJIa3Mi KpOBI.
['onyBaHHS TpyAJI0 MOXKHA IPOJOBXKYBATH IIICJIS Pa30BOr0 3acTOCYBAaHHS 3BHYAHOI 103U
bayxoHazouy, mo ctaHoBUTh 200 Mr ab0 MeHIIe.

['omyBaTH TpyIt0 HE PEKOMEH]Iy€ThCs ITPU OaraTopa3oBOMY 3acTOCYBaHHI (uIyKOHa3oiy abo mpu
3aCTOCYBaHHI BUCOKHX J103 ()IIyKOHA30ITY.

30amnicmb énaueamu Ha WEUOKICMb PeaKyii npu KepyeanHi agmompancnopmom aoo pooomi 3
IHWUMU Mexanizmamu.

Jocnimkens BBy npenapary Judmrokan® Ha 31aTHICTh KepyBaTH aBTOTPAHCIIOPTOM abo
IpaIOBATH 3 IHIIUMH MeXaHi3MaMHU HE IPOBOIWIIN.

[MamienTiB ciix npoiHdopMyBaTH PO MOMIIMBICTH PO3BUTKY 3allaMOPOYEHHS a0 CyJIOM ITiJ 4ac
3acTocoByBaHHs npenapaty Judmoxan®. TIpu po3BUTKY TakMX CHMIITOMIB HE PEKOMEHIYEThCS
KepyBaTH aBTOTPAHCIIOPTOM ab0 MPAIOBATH 3 IHIIMMHU MEXaHi3MaMH.

Himu.

EdexTuBHICTh Ta 0€3MEUHICTh 3aCTOCYBAaHHS Ipenapary JUisl JTIKyBaHHs T€HITaJIbHUX KaHAUI031B Y
JliTei He BCTAHOBJIEHI, HE3BAKAIOUM HA BUUEPITHI aHi 00 3aCTOCYBaHHs npenapaty Judmokan®
miTsaMm. SIkmo icHye HaradbHa moTpe0a 3acTOCyBaHHS MpemapaTy MiuiiTkaMm (BikoMm Bix 12 mo
17 pokiB), citiJ 3aCTOCOBYBAaTH 3BHYAIHI JJO3H ISl TOPOCITHUX.

Cnoci0 3acTocyBaHHS Ta 103H.

Kancynu cain koBratu minumu. [Tpuitom npenapaty He 3al1eKUTh BiA IPUHOMY TXKI.

Jlopoci.

[Tpenapat 3acTOCOBYIOTH IEepopaibHO y 1031 150 Mr oHOpa30Bo.

llayienmu nimnv020 BIiKY.

[Tpu BiACYTHOCTI O3HAK MOPYIICHHS (YHKIIM HUPOK s JIKYyBaHHsS JAaHOI KaTeropii Maiie€HTiB
3aCTOCOBYIOTh 3BHYANHY 103y ISl TOPOCITHUX.

Iopywennsa ¢ynxyiti HUpOK.

@OyKOoHA30JI BUBOIUTHCS B OCHOBHOMY 3 Ce4el0 y He3MiHeHoMy Burisigi. I[lpm pasoBomy
3aCTOCYBaHHI MpenapaTy KOPUTyBaTH 103y JaHil KaTeropii mamieHTiB He MOTPiOHO.

Topywenns ¢pynxyiu neuinku.

@DyKoHA30J1 CIijl 3aCTOCOBYBATH 3 0OOEPEXKHICTIO MAIlieHTaM 13 MOPYIIEHHSAMU (PYHKIIINH MEeYiHKH,
OCKUTBKH 1H(pOpMAIIiT 00 3aCTOCYBaHHS (hTYKOHA30Iy Il KaTeropii MamieHTiB HEAOCTaTHBO.

ITepeno3yBanHs.

OTpuMaHO MOBIJOMJICHHS MPO MepeAo3yBaHHSA (IYKOHA30JI0M; OJHOYACHO MOBIIOMIISLIOCS PO
TATIOIMHALI Ta TapaHOoiNaIbHy MOBEIIHKY.

[Ipu mepeno3yBaHHI HEOOXITHO MPOBECTH CHMOTOMATHYHY MIATPUMYIOUY Tepamilo Ta y pasi
HEOOX1HOCTI MPOMUTH IIITYHOK.

DIyKOHA30JI 3HAYHOIO MIPOI0 E€KCKPETYEThCSA 3 cedero; (OPCOBAHHMM 1ype3 MOKE MPHUCKOPHUTH
BUBeCHHS mpernapary. CeaHc remMoiaiizy TPUBAIICTIO 3 TOAMHU 3HWXKYE PIBEHb (PIyKoHA301y y
1a3mi Kposi mpubau3Ho Ha 50 %.

ITo0iuni peakuii.

Haityacrimenmi—robisnnvit—peaxaissmi (> 1/10) moBimomisanocs mpo Taki mobivHI peakiiii:e
TOJIOBHUM O1J1b, OUIb y YEpEBHIN MOPOXKHUHI, Alapesi, Hy10Ta, OJIOBaHHS, BUCUIIAHHS, IT1IBUIIICHHS
piBHs ananinamiHoTpancdepasu (AJIT), acnaprataminotpancdepasu (ACT) ta myxHoi pocdaTazu
KpOBI.

JUis OIIIHKM Y4aCTOTHM BUHUKHEHHS MOOIYHMX peakiliii BUKOPUCTOBYIOTh HACTYIHY KiIacHQiKaliio:
nyxe gacto (> 1/10), gacto (> 1/100 i < 1/10), megacto (> 1/1000 1 < 1/100), piako (= 1/10000 i
< 1/1000), oyxe piako (< 1/10000), Ta yacToTa HeBioMa (HEMOKIMBO OLIHUTH Ha ITiICTAaBI HASIBHUX
JAHUX).

Po3znaou 3 6oky cucmemu xkposi ma nimgpamuynoi cucmemu.

Heuacro: anemis.




Pinko: arpaHyJ01IMTO3, JIGHKOTIEHIS, HEUTPOTICHIsI, TPOMOOIIUTOTICH S

Po3znaou 3 6oky imynnoi cucmemu.

Pinko: anadinakcis.

Memaboniuni ma animenmapHi po3naou.

Heuacro: 3HM)KEHHS aneTury.

Pinko: rineprpurmiinepuaemis, rinepxoiecTepUHEMis, TIMOKaIieEMis.

Ilcuxiuni nopywenns.

Heuyacrto: 0e3cOoHHS, COHIUBICTD.

Po3znaou 3 6oky nepsosoi cucmemu.

Yacrto: rosioBHUH OLIb.

Heuacro: cymomu, 3arraMopodeHHsl, mapecTesii, MopymeHHs CMaKy.

Pinko: Tpemop.

Posnaou 3 6oky opeanie cnyxy ma eecmubynapHoz2o anapamy.

Heuacro: BepTHro.

Po3znaou 3 6oky cepys.

Pinko: mapokcu3manbHa NITYHOYKOBA TaxiKapaisl TUITY «IipyeT», moaoBxkeHHs inTepBairy QT.
Posnaou 3 60Ky wnyHKo80-KUUWK08020 Mpaxkmy.

Yacro: Oinb y YepeBHili MOPOKHUHI, Aiapesi, HyJ0Ta, OJIOBaHHS.

Heuacro: 3amop, aucrericis, METCOPU3M, CYXIiCTh Y POTI.

T'enamobiniapmui posnaou.

Yacro: mixBumieHHs piBHS anaHiHamiHoTpaHcdepasu (AJIT), acmapraraminorpancdepaszu (ACT),
ay>Hoi pocdarazu.

Heuwacto: xonecras, )OBTSHHIIS, TTiABUIICHHS PIBHS OUTIpYOiHY.

Pinko: meuiHKOBa HENOCTAaTHICTh, TEMATOLETIONSIPHUNA HEKPO3, TeMaTUTH, TeNaToleNoNspHe
ypakKeHHSI.

Po3znaou 3 6oky wikipu ma niowxipnoi mKaHuHu.

YacTo: BUCUIIAHHS.

Heuacto: cBepOik, METMKaMEHTO3HUI 1epPMATHUT, KPOTIHB’ STHKA, MMiIBUIIICHE TOTOBUIIJICHHS.

Pinko: TokcMuHHWE ~emimepManbHMH  Hekpomi3, cuHApoM CriBeHca-/[)KoHCOHa, TroCTpHi
reHepati30BaHUi €K3aHTEMAaTO3HUI MYyCTyIb03, €KC(HONIaTUBHUN IEpMAaTUT, aHT1IOHEBPOTUYHHIA
HAOPSK, HAOPSK O0JIMYYSI, ATOTIEITis.

Posnaou 3 boky onopno-pyxoeozo anapamy ma cnoay4noi mKaHuHu.

Heuacro: mianris.

3acanvhi poznadu ma peaxyii' y micyi 66edeHHs.

Heuwacro: migBuIlleHa BTOMITIOBaHICTh, HE3Ty KaHHS, aCTCHIs, TapsIKa.

Iimu.

Yacrora Ta Xapakrep NOOIYHUX peakiii 1 BIIXUICHb BiJl HOPMH pe3yJIbTaTiB Ja00paTOPHUX aHAII3iB
y XO1 KJIHIYHUX TOCHTI/PKEHb 3a YYacCTIO JIITeH CIIBCTaBHI 3 TAKUMH y IOPOCITHUX.

3simyeanns npo nido3prosani nooiuHi peaxyii.

3BITYBaHHS PO IMI03PIOBaHI MOOIYHI PEaKIIii MiCIsl peecTparlii JJIKapchKoro 3aco0y Mae BaKIIMBE
3HaueHHd. lle nae 3Mory npoBOAUTH Oe3lepEepBHUII MOHITOPUHT CIIIBBIIHOMIEHHS MK KOPHUCTIO 1
PU3UKAMHM, TOB’SI3aHUMU 13 3aCTOCYBAHHSIM IIbOT'O JIKAPCHKOTo 3aco0y. MennYHMX MpaIiBHUKIB
[IPOCATH 3BITYBATH PO OV/b-fAKI HiJIO3PIOBaHI MOOIYHI peakiil BIAMOBIIHO A0 BHMOT MICIIEBOrO
3aKOHOJIABCTBA.

B3aemooia 3 inwumu aikapcokumu 3acodamu ma inuii 6uou 63aEmooii.

IIpomunoxazano cymicHe 3acmocy8ants hryKoHA301y Ma HUNCHe3a3HAYeHUX TIKaAPCbKUX 3aco0is.
Luzanpuo: MOBIIOMIISUIOCS TPO PO3BUTOK MOOIYHUX peakiiii 3 00Ky cepls, y TOMY YHCI PO
NapOKCU3MAallbHY LUTYHOYKOBY TaxiKap[il0 THIy «IipyeT» Yy TMalli€HTiB, $Ki OJHOYACHO
3acTOCOBYBaM (piryKOHA30J Ta mu3anpua. KoHTpoiapoBaHe JOCIIIKEHHS MPOJIEMOHCTPYBAIIO, IO
onHoyacHe 3actocyBaHHs 200 mr ¢ykoHaszomy 1 pas Ha 1oOy ta 20 mMr nusanpuay 4 pasu Ha 100y
MPU3BOJUIIO 10 3HAYHOTO IMABHUIICHHS PIBHSA MHU3ANpUAYy Y IIa3Mi KPOBI Ta 10 TOJOBKEHHS
iaTepBanty QT. OHOYacHe 3acTOCYBaHHS (UIyKOHA30JIy Ta U3ANPUAY IPOTUIIOKa3aHe (AUB. PO3ILT
«lIpomunoxa3anmsy).




Tepgpenaoun: qepe3 BUIAIKU PO3BUTKY TSDKKHX CEPIEBUX apUTMIH, CIPUYMHEHHUX IMOIOBKEHHIM
intepBanry QTc, y mamieHTiB, sIKI 3aCTOCOBYIOTH a30JIbHI MPOTUTPUOKOBI JiKapchbki 3acobu
OJIHOYACHO 3 TepheHaauHOM, OYJIM MPOBEACHI JOCITIKEHHS B3a€MOJIl MHUX TperapariB. Y Xoi
OJIHOTO AOCHTIKEHHS MpH 3acTocyBaHHI (ykoHazomy y A031 200 Mr Ha 100y He Oylio BUSBICHO
nojoBkeHHs iHTepBay QTc. [HIme gocmiKeHHs Py 3acTocyBaHHI (uIyKoHa30my y mo3ax 400 mr
ta 800 Mr Ha 00y MPOAEMOHCTPYBAJIO, 110 3aCTOCYBaHHA QurykoHa30y y 1o3ax 400 mr Ha 100y abo
BUIIIEC 3HAYHO MiABHILYE PIBEHb TePPEHATNHY Yy IJIa3Mi KPOBi IPH OJHOYACHOMY 3aCTOCYBAaHHI ITUX
npenapatiB. CymicHe 3acTocyBaHHs (uiykoHa3ody y go3ax 400 mr aGo Buiue 3 TepheHaauHOM
npoTHIioKa3aHe (AuB. po3nin «lIpomunoxazannsy). llpu 3acTrocyBanHi (hIyKOHA30Iy Y 103aX HIKYE
400 Mr Ha 100y OAHOYAacHO 3 Tep(eHaAMHOM CIiJ MPOBOIUTH PETEIbHUM MOHITOPUHI CTaHy
Marji€cHra.

Acmemizon: cyMiCHE 3aCTOCYBaHHs (hJTyKOHA30Iy Ta aCTEMI30JIy MOXKE 3HU3UTHU KIIIPEHC acTeMI30Iy.
CrnpuvrHEHe MM TiIBUIICHHS KOHIICHTpAIli acTeMi3oily y IIa3Mi KpPOBI MOXKE TPHU3BECTH 0
noJoBxkeHHs iHTepBany QT Ta y pIAKICHHX BUNAAKaX — JO MAPOKCU3MAJbHOI LUTyHOYKOBOT
Taxikapaii Tumy «mipyer». OHOYacHe 3aCTOCYBaHHS (IIyKOHA30JIy Ta aCTEMi30Iy IPOTUIIOKA3aHe.
Ilimo3u0 ma XxiHioun: CyMmicHE 3acTOCyBaHHS ()IYKOHA30dy Ta MIMO3UAY a0 XiHIIUHY MOXKE
NPU3BOANTH J0 MPUTHIYECHHS METa00Ii3My iMO3Hy a00 XiHIIWHY, X04a BiIMOBITHUX JOCITIIKECHb
in vitro Ta in vivo He ipoBoaAuiH. [TiABUIIEHH KOHIIEHTpAIlil MiMO3U Ty a0 XiHIIUHY Y M1a3Mi KPOBi
MOYKE CTIIPUYMHSATH MOA0BXKEHHs iHTepBainy QT Ta y pigKiCHUX BUTAAKaX MPU3BOIAHUTHU JI0 PO3BHTKY
NapOKCU3MaJIbHOT IIIITYHOUKOBOI Taxikap/ii Tumy «mipyer». OqHo4acHe 3acTOCyBaHHs (PIyKOHA30Iy
Ta MMo3uay ab0 XiHITUHY TPOTUTIOKA3aHE.

Epumpomiyun: OJHOYaCHE 3aCTOCYBaHHsS EpUTPOMILMHY Ta (PIyKOHA30Jly NOTEHLIHHO MOXe
NPU3BOANTH 10 MiABHIIEHHS PHU3UKY PO3BUTKY KapIiOTOKCHYHOCTI (momomkeHHs iHTepBamy QT,
napoKCH3MallbHa [IUTYHOUYKOBA TaXiKap/is THILYy «IipyeT») Ta, K HAcliJOK, IO panToBOI cepleBOi
cMmepTi. 3acTocyBaHHs KOMOiHAIIT JaHUX JTIKAPChKUX 3aC00IB MPOTHIIOKA3aHE.

He pexomendyemucs_ooHnouache 3acmocy8ants_@hayKOHA30Y MA_HUNCUE3AZHAYEHUX JIKAPCbKUX
3acobis.

T'anogpanmpun: GrykoHA30]I MOXKE CIPUUMHUTH MiABUIICHHS KOHIICHTpAIlil ranogaHTpuHy y Ia3mi
KpoBi 3a paxyHok mupurHidueHHS CYP3A4. OmgHouacHe 3acTOCYyBaHHS IIUX JIIKAPCHKHX 3ac0O01B
HNOTEHIIHO MOKe MPU3BOANUTH JI0 MIABUILEHHS PU3HKY PO3BUTKY KapA10TOKCUYHOCTI (TIOAOBKEHHS
iaTepBanry QT, mapokcu3ManbHa NUTYHOYKOBA TaxiKapdis THIYy «IipyeT») Ta, SK HACTIIOK, IO
panToBoi cepreBoi cmepTi. CilijJi yHUKaTH 3aCTOCYBaHHSA KOMOIHAIT TaHUX JIIKAPCHKUX 3aCO0i1B.
Cymicne 3acmocygants _(DAyKOHA30IY _Mma _HUICUE3A3HAYEHUX JIKApCbKux 3acobie eumazae
0bepedcHocmi ma Kopuey8anHs 003u.

Bnaug inwux aikapcokux 3acobie na ghirykonazon.

JocnigxeHHs: B3aeMOJIi1 IPOAEMOHCTPYBaJH, 1110 OJHOYACHE BXXUBAHHS 1K1, HIUMETUANH, aHTAlUAN
abo mojanplie ONMPOMIHEHHS YChOTO Tijla JUIsl Tepecajku KICTKOBOTO MO3KYy, HE Mae€ KIiHIYHO
3HAYYIIOT0 BIUIMBY Ha a0COpOI1ifo (IyKOHA30JIy TIPH HOTO MEpOpaTbHOMY 3aCTOCYBaHHI.
Pugpamniyun: ogHovuacHe 3acTocyBaHHS (PIYKOHA30y Ta pupaMIIIMHYy TPU3BOAMUIIO 10 3HIKEHHS
AUC Ha 25 % Ta ckopodyBajio nepiof HaniBBUBeIeHHs QuiykoHa3oiy Ha 20 %. Tomy /Ui naifieHris,
SIK1 3aCTOCOBYIOTh PH(AMITILIUH, CITiJT pO3TISTHYTH JOUIIBHICTD MiABULIICHHS 103U (IIyKOHA30Iy.
Bnaue ¢prykonasony na inwi aikapcovki 3acodu.

dyKoHa30I € MOTYXHHUM iHrioiTopom i3opepmenty 2C9 murtoxpomy P450 (CYP) Ta momipauM
iarioiTopom CYP3A4. Faxesx—pDnykonazon € inriditopom CYP2C19. Oxpim—Ha nomarok 1o
CIIOCTEPEIKYBAHUX/IOKYMEHTAILHO ~ MIATBEPPKCHUX B3a€EMOJiH, 10 OMHCaHI HIDKYE, TpHU
OJIHOYACHOMY 3aCTOCYBaHHI 13 (DJIyKOHA30JI0M ICHY€ pPHU3HMK TIIBUINEHHS Yy TUTa3Mi KpOBI
KOHIIEHTpaliil 1HIUX croiyk, mo wmetabomizyrorbes CYP2C9, CYP2C19 ta CYP3A4. Tomy
3aCTOCOBYBATH TaKi KOMOIHaIII] penapaTiB Ciiija 3 00epexHICTIO; MPU IIbOMY HEOOXITHO PETEIHHO
CHOCTepiratu 3a cTaHoM nauieHTiB. [lpurnivyBanbHa aist GiykoHa301y Ha pepMeHTH 30epiraerbes
npoTarom 4-5 mi0 miciis HOTo 3aCTOCYBAaHHS Y 3B’SI3KY 3 MOTO TPUBAJIUM TE€Pi0I0M HaIliBBUBEICHHS.




Anvghenmanin: i 9ac OAHOYACHOTO 3aCTOCYBaHHS alb(eHTaHTy Y 1031 20 MKI/KT Ta (TyKOHA30Ty
y 1031 400 Mr 310poBUM T0OPOBOMBIIM criocTepiranocs ABokpatHe 30inbiieHHst AUC 0, MOXKIMBO
yepe3 iarioOyBanHs CYP3A4. Moxe Oyt HeoOX1THIM KOPUTYBAHHS JI03U aTb(CHTAHLITY.
Amimpunmunin, Hopmpunmunin: (HIYKOHA307 MOCHIIOE Mi0 aMITPUNTUIIHY Ta HOPTPUIITHIIHY.
PexomeHTyeThCSl BUMIpIOBAaTH KOHIIEHTPAIIT S-HOPTPUNITHIIIHY Ta/ab0 S-aMiTpUNITHIIIHY Ha TOYaTKy
KOMOIHOBaHOT Teparmii Ta uepe3 | TWKIEHb. Y pa3i HEOOXITHOCTI CIiJl BIAKOPUIYBAaTH 03y
aMITPUNTIIIHY/HOPTPUIITHITIHY .

Ampomepuyun B: omHOuacHe 3acTocyBaHHs (prykoHazonmy Ta amdorepunuHy B iHdikoBaHUM
MUILAM 13 HOpMaJIbHUM IMYHITETOM Ta iH(pIKOBAaHUM MHILAM 31 3HIDKEHUM IMyHITETOM TPU3BETIO 10
TAaKUX pe3yibTaTiB: HEBENUKUW aJAUTUBHUNA TPOTUTPUOKOBHM edeKT mpu cucteMHid iHekuii
C. albicans, BinCyTHICTb B3a€MOJIi1 TpH BHY TpilIHbOUYepenHil iHekuii Cryptococcus neoformans ta
AHTaroHI3M JBOX IMpemnapaTiB MpU CUCTeMHIN 1HPeKiT A-Aspergillus fumigatus. KiniHiuHe 3HaUCHHS
pe3yJIbTaTiB, OTPUMAHUX y X0l IUX JOCHTIKCHb, HEBiIOME.

Aumuxoaeynaumu: SIK 1 TPH 3aCTOCYBAaHHI I1HIIMX a30JbHUX NPOTUTPHUOKOBHX 3aco0iB, MpuU
OJTHOYACHOMY 3aCTOCYBaHHI (PIIyKOHA30Jly Ta Bap(apuHy MOBIIOMIISIIOCS NP0 BUMAIKHA PO3BHTKY
KpOBOTEY (reMaToM, HOCOBOI KPOBOTEUi, NITYHKOBO-KHIIIKOBUX KPOBOTEU, FeMaTypii Ta MEJIEeHH) Y
MOETHAHHI 13 TIOJIOBXKEHHSM MPOTPOMOiIHOBOTO Yacy. [Ipu ofHOYacHOMY 3acTOCyBaHHI (DITYKOHA30TY
Ta BapdapuHy CIOCTEepIranocs ABOKpAaTHE MiABHUIIEHHS TMPOTPOMOIHOBOTO dHacy, WMOBIPHO
BHACIIIZIOK MPHUTHIYEeHHS MeTabomi3my Bapdapuny depe3 CYP2C9. Cruix perenpbHO KOHTPOIIOBATH
IPOTPOMOIHOBMIA Yac y MAIEHTIB, SKI OJHOYACHO 3aCTOCOBYIOTh KyMapHUHOBI aHTHUKOATYJISIHTH.
Moske OyTH HEOOX1THOO KOPEKIIisl 103U BapdapuHy.

benszooiazeninu xopomkoi 0ii, manpukiao mioazonam, mpuazonam: TPU3HAYEHHS (IIyKOHA30Iy
miClIsi  TepOpaIbHOTO  3aCTOCYBAaHHS MiJa3oyiaMy MNPHU3BOAMIO JO 3HAYHOTO IIiIBHIICHHS
KOHLIEHTpaLii Mifa3oiamMy Ta 0 IMOCWICHHS IICUXOMOTOPHUX edekTiB. OgHOYaCHE 3aCTOCYBaHHS
¢dykoHazoy y 1o3i 200 Mr Ta Miga3oyiaMmy y 1031 7,5 MT mepopaybHO TIPU3BOIMIO JIO ITiIBUIIICHHS
AUC Ta nepioay HamiBBHBeJIeHHs y 3,7 Ta 2,2 pa3a BIANOBIJHO. 3aCTOCYBaHHS (IyKOHA30Iy Y 1031
200 mr/mo0y Ta 0,25 Mr Tpuazonamy mnepopaibHO mpu3Bogmiio a0 migsumeHHs AUC Tta mepiogy
HamiBBUBeeHHS y 4,4 Ta 2,3 pasa BianmosinHo. [Ipu omHOYacHOMY 3acTOCyBaHHI ()IyKOHA30Jy Ta
TpHa3oyiaMy CIOCTEPIrasocs MOTEHIIIOBAaHHS Ta MPOJIOHTAaLlis €PEKTIB TpHA30IaMY.

SIKIIo MarieHTy, SKUH MPOXOJUTh KypeC JIKYBaHHS (PIyKOHA30JI0M, CJiJl OJHOYACHO MPHU3HAYUTH
Teparito OeH30/ia3eniHaMu, 03y OCTaHHIX CIiJ 3MEHIIUTH Ta BCTAHOBUTH HAJCKHHUHA HATIIAL 32
CTaHOM TIaLli€HTA.

Kapbamasenin: ¢GnykoHa30JI MPUTHIYYE MeTabO0i3M KapOaMasemiHy Ta CIPUYHHIOE IiIBUIICHHS
piBHA KapOamasemniHy B cupoBartii KpoBi Ha 30 %. IcHye pU3MK pO3BUTKY MpPOSBIB TOKCHYHOCTI 3
0oky kapOamazeminy. Moske OyTH HEOOXiIHUM KOPHTYBaHHS JO03M KapOaMaseliHy 3aJie)KHO Bil
PIBHS HOr0 KOHIIEHTpAIIIT Ta Jii mpemnapary.

bnoxamopu kanvyiceux xkananig: NesKi aHTArOHICTH KanblLito (HipeanmiH, icpaanumid, aMIOAMIIIH Ta
denonumin) MmeradomizyoTbes pepmerToM CYP3A4. ®dnykoHa30/1 MOTEHITIMHO MOKE IT1IBUIIYBAaTH
CHCTEMHY €KCMO3HUIIiI0 OJ0KAaTOpiB KAIbLIE€BUX KaHaiB. PeKoMEHI0OBaHUN peTeNbHUI MOHITOPHHT
10JI0 PO3BUTKY MOOIYHUX PEAKITIH.

L]enexoxcub: mpu OIHOYACHOMY 3acTocyBaHHI (hiaykoHazonmy (200 mr Ha m00y) Ta IeNeKOKCHOY
(200 Mr) Cmax Ta AUC muenexokcuOy minBummyBanucs Ha 68 % Ta 134 % BignosigHo. Ilpu
OJTHOYACHOMY 3aCTOCYBaHHI LIEJIEKOKCHOY Ta (hIyKoHa30dy Moxe OyTH HEeOOXiIHUM 3MEHIICHHS
JI03U TEJIEKOKCUOY BIBIYI.

Luknogocghamio: onnouacHe 3acTocyBaHHs LUKIO(ochaminy Ta (IIyKOHA30JIy MPHU3BOIUTH J0
MIIBUIIEHHS pIiBHA OuLTipyOiHy Ta KpeaTWHiIHy B cupoBarii KpoBi. LI mpemapatu MokHA
3aCTOCOBYBAaTH OJHOYACHO, 3Ba)KAIOUM HAa PHU3UK IMIJBUILEHHS KOHLEHTpalii OuripyOiHy Ta
KpeaTHHIHY B CUPOBATIIl KPOBI.

@Denmanin: MOBITOMIISTIOCS MPO OJWH JIETANLHUN BUMAJOK IHTOKCHKAIl (PEHTaHIIOM BHACIIIOK
MOJIMBOT B3aemoii peHTaHimy Ta haykoHazomy. [{o Toro x, y AOCTiKEHHI 3a ydacTio 12 310poBUX
JTOOPOBONBINB OyJI0 MPOJEMOHCTPOBAHO, IO (IYKOHA301 3HAYHO YIOBITBHIOBAB EIIMiHAIIIO
dbenTtaniny. [TigBuneHHs KOHIIEHTpAIil PeHTaH1Ty MOYKEe MPU3BECTH 10 TPUTHIYCHHSI JUXAHHS, TOMY
CJIiJ pEeTeNbHO KOHTPOJIIOBATH CTaH NarienTa. Moxe OyTy HEOOX1THOIO KOPEKIis 103U (peHTaHlTy.



Ineioimopu I'MI-KoA-pedykma3zu.: cymicHe 3acToCyBaHHS (hiaykoHa3omy Ta iHribiTopiB I'MI-KoA-
penykTasu, o MetabomnizytoTbcst CYP3A4 (aTopBacTaTHH Ta CUMBAacTaTHH), a0o iHriditopis ['MI -
KoA-penykrasu, mo wMetabomizytotbes CYP2C9 (¢dmyBactatuH), MiABHINYE PH3HK PO3BHUTKY
MmiomnaTii Ta pabaomionizy. Y pa3i HEOOXIAHOCTI OJIHOYACHOI'O 3aCTOCYBAaHHS LIMX IpenapariB CiJl
PETENBHO CIOCTEPIraTH 3a Mali€eHTOM MO0 BUHUKHEHHS CHMIITOMIB MiomaTii Ta pabmomionisy i
IOPOBOJUTH MOHITOPHHI PIBHS KpEaTWHKIHA3W. Y BHINAJKy 3HAYHOTO MiJBMIIEHHS pIiBHSA
KpeaTuHKia3W, a TaKOX TPH JiarHOCTYBaHHI a0o Mmigo3pi HA MiomaTiro/pabdaoMioni3 3aCTOCYBaHHS
inriditopiB 'MI'-KoA-penykTas3u ciif OpUMAHUTH.

Imynocynpecopu (Hanpukiao YuKioCnOpUH, e8eponimyc, CUpPOLIMYC i MAKPOLIMYC).

Luknocnopun: (aykoHa3on 3Ha4yHO minBuilye KoHueHTpauito ta AUC muknocnopuny. Ilpu
OJIHOYACHOMY 3acTOCYBaHHI (uykoHazomy y m03i 200 mr/mo0y Ta NHKIOCIOPHHY Yy 031
2,7 mr/kr/no0y cnoctepiranocs 360ubenns AUC nukinocnopuny y 1,8 pa3sa. Lli npenapatu Mo)xHa
3aCTOCOBYBATHM OJHOYACHO 32 YMOBM 3MEHIIEHHS /03U IUKJIOCTIOPHHY 3aJIeKHO BiJ HOTO
KOHIIEHTpAIlii.

Eseponimyc: Xxo4a NOCTIIKEHb in Vitro Ta in vivo HE MPOBOAWIH, (PIyKOHA30JI MOXKE ITiIBUIILYBATH
KOHIIEHTpALIII0 €BEpOJIIMYyCy B CHpOBATI KpoBi uepe3 npurdiueHHss CYP3A4.

Cuponimyc: QIryKOHA30JI IMiIBUIIYE KOHIEHTPAIIIO CHPOIIMYCY Y TUIa3Mi KPOBI HMOBIPHO IIJISIXOM
NpUTHIYEHHs MeTabonizmy cupoiaimycy ¢pepmentom CYP3A4 ta P-rinikonporeinom. Li npenaparu
MOJKHa 3aCTOCOBYBAaTH OJHOYACHO 332 YMOBH KOPUTYBaHHS O3 CHPOJIIMYCY 3aJIe)KHO BiJl piBHSA
KOHIIEHTpaIlli Ta eeKTiB mpenapary.

Taxponimyc: GIyKOHA30JI MOKE TIIBHIyBaTH KOHIIEHTPAIlli TAKPOIIMYCy B CHPOBATIII KPOBi 10 5
pa3iB mpu IOro mnepopajibHOMY 3aCTOCYBaHHI 4Yepe3 MPHUTHIYEHHS MeTaloli3My TaKpOJIIMyCy
depmentrom CYP3A4 y kumeunuky. [Ipu BHYTpIIIHROBEHHOMY 3aCTOCYBaHHI TakpoJiMyCy He
croctepiranocs 3Ha4HUX 3MiH (papmakokiHeTUKH. [1igBUIIEH] PiBHI TaKpOIIMYCYy acOIIIOIOTHCS 13
HEPPOTOKCUYHICTIO. []03y TakposiMycy U IEPOPATBHOTO 3aCTOCYBaHHS CIIiJT 3HI)KYBATH 3aJI€KHO
BiJl KOHIICHTpAIlil TAKpOIIMYyCy.

Jlozapman: (irykoHa307 MPUTHIYYE MeTaboi3M J03apTaHy JO0 WOTrO aKTHBHOTO MeTaboumiTy
(E-31 74), o o6yMoBitoe OibIly YacTHHY aHTAaroHi3My JI0 pelenTopiB aHrioteHsuny Il mig gac
3aCTOCYBaHHS JIO3apTaHy. PeKOMEHJOBaHO 3MIMCHIOBATH IMOCTIHHUI MOHITOPHHI apTepialbHOTO
TUCKY Y TIAI[IEHTIB.

Memaoon: (GhraykoHa307 MOXeE IiIBUIIYBAaTH KOHIEHTPAII0 METaJOHy y cupoBarmi KpoBi. Ilpu
OJTHOYaCHOMY 3aCTOCYBaHHI1 METaJIOHY Ta (pJIyKOHa307y Moke OyTH HEOOX1AHUM KOPUTYBaHHS 103U
METaJIOHY.

Hecmepoioui npomuzananvhi npenapamu: Tpu OJHOYACHOMY 3aCTOCYBaHHI 3 (hJIyKOHA30710M Cmax
ta AUC ¢dayp6inpodeny migsumryBamucs Ha 23 % ta 81 % BiAMOBITHO MOPIBHIHO 13 BiAMOBITHUMH
MOKa3HUKaMH TIPM 3aCTOCYBaHHI TUIbKHA (aypOinpodeHy. AHAJIOTIYHO TpPH OJAHOYACHOMY
3actocyBaHHI (prykoHazony 3 panemiuanM i0ympodeHom (400 mMr) Cmax Ta AUC dhapmakosioriaHo
aKTUBHOTO 130Mepy S-(+)-10ynpodeny niasuinyBaiucs Ha 15 % Ta 82 % BiANOBiAHO, MOPIBHSIHO 13
TaKMMHU MTOKA3HUKAMH TIPH 3aCTOCYBaHHI TUTLKH parieMiqHOTo i0ympodeny.

Xoya crermianbHUX TOCHIKEHb HE MPOBOIWIHN, (PIIYKOHA30JI MOTSHIIIWHO 3JaTHUHN TABUIIYBaTH
cucreMHy ekcrosumito iHmux HII3IIL, mo metabomizytorbess CYP2CY (Hampukiiag HarpoKCeHy,
JIOPHOKCHKaMy, MEJIOKCHUKaMy, JukiodeHaky). PexoMeHIoBaHO TMEpIOAWYHO 31HCHIOBATH
MOHITOPHUHT MOOIYHUX peakiiii Ta TOKCHYHUX MposiBiB, noB’s3anux 13 HII3II. Moxe 3HagobuTHCs
kopuryBanHs go3u HIT3II.

@enimoin: (HIyKoHa301 MpuUTHiYye MeTabonizMm ¢eHiToiHy B medinii. OgHoyacHe Oaratopa3oBe
3actocyBanHsa 200 mr d¢uykonazony Ta 250 Mr (eHITOIHy BHYTPIITHBOBEHHO NPHU3BOIAUTH IO
niguiieHHs AUC24 ¢enitoiny Ha 75 % Ta Cmin Ha 128 %. [Ipu ogHOUacCHOMY 3acTOCYBaHHI IHX
JKapChKUX 3acO0IB CJIiJI TPOBOJUTHA MOHITOPMHT KOHIIEHTpaIlli (peHITOIHy y cHpoBaTIiii KpOBi s
YHUKHEHHS PO3BUTKY TOKCHYHOI Aii (peHiToiny.

IIpeonizon: MOBIIOMIISUIIOCS TIPO BHUIMAAO0K, KOJIM y TMAIliEHTA IMICJIs TPaHCIUIAHTAIlli eYiHKH Ha Tl
3aCTOCYBaHHS TPEAHI30HY PO3BUHYJACA TOCTPAa HEAOCTATHICTh KOPU HAJHUPKOBHUX 3aJ03, MIO
BUHHKJIA TICIS TPUIHHEHHS TPUMICSIYHOTO Kypcy Tepamii QuykoHnazonom. [lpunuHeHHs
3acTOCYyBaHHA (PIyKOHA30lly, MMOBIpHO, crnpuuuHWIO mocuieHHs akTuBHOCTI CYP3A4, mo
MIPU3BEJIO 10 MPUCKOPEHHS MeTaboi3My npeAHi3oHy. CIliJl peTebHO CTeKUTH 3a TaIllEHTaMH, SKi
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OPOTSTOM TPUBAIOTO Yacy OIHOYACHO 3aCTOCOBYIOTH (DIIYKOHA30JI Ta TIPEAHI30H, 3 METOI0
HOMEPE/DKEHHST PO3BUTKY HEJOCTAaTHOCTI KOPM HAJHUPKOBUX 3aJ03 MICIAS NPUIHHEHHS
3acTOCYBaHHS (DITyKOHA30ITY.

Pugpabymun: PrykoHason miABHILYE KOHIEHTpauilo pudadyTHHYy B CHPOBATII KpOBI, IO
npm3BoauTh 10 30imbmieHHs AUC pudadbyruny no 80 %. Ilpu omHOYacHOMY 3acTOCyBaHHI
¢iykoHazony Ta pupabyTHHY HOBIIOMIISUIOCS MPO BUIMAIAKU PO3BUTKY yBeiTy. [Ipu 3actocyBaHHI
Takoi KOMOIHAII{ JTIKapChKUX 3acO0iB CIIiT OpaTH 0 yBaru CAMIOTOMHU TOKCHYHOI i prudadyTHHY.
Caxkseinasip: ¢nykonazon migsuirye AUC T1a Cmax cakBiHaBipy mnpubimszHo Ha 50 % Tta 55 %
BIJITIOBITHO Yepe3 MpUTHIYCHH MeTaboIi3My cakBiHaBipy y nedinii ¢pepmentom CYP3A4 ta yepes
iHribyBanHs P-riikompoTteiny. B3zaemonii Mix (uiykoHa305I0M Ta CakBiHaBipoM/ pUTOHABIpOM He
JOCIIJKYBAINCSA, TOMY BOHH MOXYTh OyTH Oumbll BHpakeHHMH. Moke OyTH HEOOXiTHUM
KOPUTYBaHHSI 03U CaKBIHABIPY.

Toxioui cynvghonincewosunu: TP OJHOYACHOMY 3aCTOCYBaHHI ()IYKOHA30J TPOJIOHTYE TIEPiof
HAMIBBUBE/ICHHS MEPOpaIbHUX MOXIAHUX CYJIh(POHUICEYOBUHHU (XJIOpHponamiay, riibeHKIaMiny,
TIM3HAY Ta TONOyTaMidy) MpH iX 3acCTOCYBaHHI 3I0POBUM JOOPOBOJBISIM. PexoMeHAyeTbCs
IPOBOJUTH YAaCTHH KOHTPOJIb IIYKPY B KpPOBI Ta BIANOBIAHUM YMHOM 3HMXKYBATH 03y MOXITHHX
CyIb(OHIJICEYOBUHU TP OJHOYACHOMY 3aCTOCYBaHHI 13 (PIIyKOHA30JIOM.

Teoghinin: 'y mnnanebo-KOHTPOILOBAHOMY JOCTIIKEHHI B3a€EMOJii TMpemnapaTiB 3acTOCyBaHHS
¢ryxonazory o 200 Mr npoTsirom 14 THIB IPU3BENO 0 3HWKEHHS CEPEHBOTO KIIIPEHCY TeODiTiHy
B IJ1a3Mi KpoBi Ha 18 %. 3a marieHTaMu, siKi 3aCTOCOBYIOTh TEO(UIIH Y BUCOKHX J103aX a00 5SKi MalOTh
HiIBUICHUN PU3UK PO3BUTKY TOKCHYHUX MPOSIBIB T€Oo(DiiHY 3 IHIIMX MPUYHH, CIiJ BCTAHOBUTHU
HATJIsi]] MO0 BUSIBICHHS O3HAK PO3BUTKY TOKCUYHOI 11ii Teodininy. Tepamito ciuiji 3SMIHUTH MU MOSBI
03HaK TOKCHUYHOCTI.

Anxanoiou 6apsinky: Xxo4a BIAMOBIIHUX AOCTIIKEHb HE MPOBOIWIH, (IYKOHA30J, HIMOBIPHO Yepe3
iari0yBanHs CYP3 A4, MoXe CIPUYMHATH i ABUIEHHS KOHIIEHTPAII1 ajKaIoiniB OapBiHKY Yy TU1a3Mi
KpOBI1 (HampuKjaa BIHKPUCTUHY Ta BIHONACTHHY), IO MPU3BOIUTH A0 PO3BUTKY HEHMPOTOKCHUYHHUX
e(eKTIB.

Bimamin A: mOBIIOMIISIOCS, IO Yy TMAalli€HTa, SKUH OJHOYACHO 3aCTOCOBYBAB TPAHCPETUHOEBY
KUCIOTY (KucioTHa (opma BitamiHy A) Ta (UIyKOHA30I], CrocTepiranucs moOivHi peakii 3 60Ky
I[THC y popmi niceB1oTyMOpPY FOJIOBHOTO MO3KY; JaHUN e(peKT 3HUK micist BigMiHM GurykoHazomy. Lli
JKapchKi 3ac00M MOXHA 3aCTOCOBYBATH OJHOYACHO, aJie CIiJ] TTaM’SITaTh MPO PU3UK BUHUKHEHHS
no6iuHux peakiii 3 6oky [THC.

Bopuxonason (ineivimop CYP2C9, CYP2C19 ma CYP3A4).: onHO4YacHE 3aCTOCYBaHHS BOPUKOHA30ITY
nepopanbHo (Mo 400 mr koxHi 12 roguH mpotsroMm 1 maus, moTiM mo 200 mMr koxHi 12 roaux
npoTsATOM 2,5 AHIB) Ta urykoHa3ory nepopaiibHo (400 Mr B mepimid 1eHb, oTiM 1mo 200 MT KOXKHi
24 ronuHU TIPOTATOM 4 JTHIB) 8 3J0POBUM JOOPOBOJIBISIM YOJIOBIYOT CTATI MPU3BENO A0 IiIBUILICHHS
Cmax Ta AUC: BopukoHazony B cepeaabomy 110 57 % (90 % AI: 20 %, 107 %) ta 79 % (90 % Al:
40 %, 128 %) BianoBigHo. He BimoMo, 4r TPU3BOUTH 3HUKEHHS 1031 Ta/a00 4aCTOTH 3aCTOCYBAHHS
BOPUKOHA3011y abo (IyKOHa3011y A0 yCyHEeHHs Takoro edekrty. IIpu 3acTocyBaHHI BOPUKOHA30TY
micas  (pIyKOHA30y CJiJ TPOBOJUTH CIOCTEPEKEHHS IIOAO PO3BUTKY MOOIYHUX €(QEKTIB,
acoIIfOBaHUX 13 BOPUKOHA30JIOM.

3uoosyoun. dayxonazon miaBuilye Cmax Ta AUC 3unoBynuny Ha 84 % Tta 74 % BiANOBIAHO, IO
3YMOBJICHO 3HIKEHHSM KIIPEHCY 3UIOBYIUHY NpuOim3Ho Ha 45 % mpu #Horo mepopaibHOMY
3actocyBaHHI. [lepioq HamiBBUBEIEHHS 3UI0BYIMHY OyB TaK0X MOAOBKEHUH mpubian3Ho Ha 128 %
miclis 3aCTOCYBaHHA KOMOiHaLli (IyKOHA30 Iy Ta 3UIOBYJMHY. 3a MallieHTaMH, SIKI 3aCTOCOBYIOTh
TaKy KOMOIHaIio HlKapCBKPIX 3aco0iB, CIIiJ CHOCTEpIraTH 3a—eFaHoM HaHieHFa 1100 PO3BUTKY
NoOIYHUX peakliii, MOB’A3aHUX 13 3aCTOCYBAHHIM 3UAOBYIMHY. MOXKHA PO3IIIIHYTH JOLIIBHICTH
3HUKEHHS 103U 3UI0BYJUHY .

Asumpomiyun: 'y XOIlI BIIKPUTOTO PaHAOMI30BAaHOTO TPHOXCTOPOHHBOTO MEPEXPECHOTO
JIOCJTIJDKEHHS, B SIKOMY B3sUJTH y4acTh 18 370pOBUX TOOPOBOJIBIIIB, OIIIHIOBAIH BIUTMB a3UTPOMIITUHY
Ta (QIyKoHa30Ily Ha (papMaKOKIHETUKY OJMH OJJHOTO MPH iX OJJHOYACHOMY NEPOPATHLHOMY Pa30BOMY
3actocyBaHHl y no3ax 1200 mr ta 800 mr BigmoBigHo. YKogHuX 3Hadymux (apMaKOKIHETHIHUX
B3a€MO/I1H Misk BUSBIICHO HE OYJIO.
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Ilepopanvni konmpayenmusu: TPOBOIMIOCA 2 (HapMAKOKIHETHYHUX JOCIIIHKEHHS 0araTopa3oBoro
3acTocyBaHHs (DITyKOHA30y Ta KOMOIHOBAaHOTO MEpOpaIbHOro KOHTpauentuBy. [Ipu 3actocyBanHi
¢dykoHazomy y no03i 50 Mr BIUIMBY Ha piBEeHb TOPMOHIB HE OyJI0, TOMI SK MPH 3acCTOCYyBaHHI
¢aykonasony y 1031 200 mr Ha 100y crioctepiranocs 36inbmenHs AUC etuninectpaniony Ha 40 %
Ta JIeBoHOprecTpeny — Ha 24 %. Ile cBiquuTh mpo Te, o 6araropa3oBe 3aCTOCYBaHHS (DITYKOHA30ITY
y 3a3Hau€HUX J103aX HaBPSII YU MOXKE BIUTMBATH Ha €()EeKTHBHICTH KOMOIHOBAHOTO MEPOPATHLHOTO
KOHTPAIICTITUBY .

lsakachmop: cynyTHE 3acTOCYBaHHS 3 iBakaTOpPOM, MIACHIIOBAYEM MYKOBICIIHIO3HOTO
TpaHcMeMOpaHHoTo peryigaropa nposigHocti (CEFTR), miiBumrye ekcno3uiiito iBakadTopy B 3 pasu,
a_rigpokcuMetuaiBakad@Topy (M1) — v 1.9 pasu. Jug mamieHTiB, SKi OJHOYACHO 3aCTOCOBYIOTH
noMipHi iHrioiTopu CYP3A., taki Ik QIyKOHA30JI 1 EpPUTPOMINNH, PEKOMEHIYETLCS 3HIKEHHS JIO3HU
iBakadTopy 10 150 Mr oguH pa3 Ha 100y.

Tepmin npugaTHocTi. 5 pokiB.
YMoBu 30epiranns. 30epiratu npu temneparypi He Buiie 30 °C y HeJOCTYITHOMY JUIsl ITeH MicCIIi.
Ynakoska. [lo 1 xancyni y Omicrepi; mo 1 Gmicrepy y KapTOHHIN YIaKOBIII.

Kareropis Binnycky. be3 peuenra.
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