IHCTPYKIIA
JJIS1 METUYHOT0 3aCTOCYBAHHSA JiKapChKOIo 3aco0y

®JTYKOHA30.JI-TAPHULIS
(FLUCONAZOIE-DARNITSA)

Cknao:

ditoua pevosuna: fliconazolg

1 karncyna mMictuth haykonazomy 50 mr, 100 mr a6o 150 mr;

OONOMINCHI peqosuHY. KPOXMaJTh KapTOTUISTHUH, JIAKTO3a MOHOTAPAT, KPEMHIIO JIOKCH KOJIOITHUIN O€3BOTHUM,
HATpiIo JIaypuiIcynb(aT, MarHito cTeapar, )keiaTtuH, Tutany giokeun (E 171).

Jlikapcbka ¢opma. Kancyinu.
OcHosHi izuko-ximiuni enacmueocmi: TBEPAl )KEIATHHOBI KarCYJIH 3 KOPITYCOM Ta KPHUIIEYKOIO 01710T0 KOJIBOPY.
BwMicT karcynm — nopomok 6is1oro abo mMaiixe 6110r0 KOJIbopy.

dapmakoTepaneBTHYHA rpyna.
[TpoTurpu6KoBi 3acobu A cucteMHoro 3acrocyBanHs. [loxiani Tpuazony. Kog ATX JO2A CO1.

Dapmakonoziuni e1acmueocmi.

Dapmaroounamixa.

Mexani3m aiidaykoHa3051, TPOTUTPUOKOBHI 3aci0 Ki1acy TpHUa30JliB — MOTY>KHUH Ta CENEKTUBHUM 1HT101TOD
rpuOKOBUX (PEepMEHTIB, HEOOXITHUX JUIsl CHHTE3Y eprocrepoiy. IlepBUHHUM MexaHi3MOM HOTo Jiii € MPUrHIYeHHS
rpubkoBoro 14 anbda-r1aHocTepoI-1eMETHIIIOBAHHS, OIOCEPEAKOBAHOTO IIUTOXpoMoM P450, 110 € HeBix eMHUM
eTarnoM 0610cuHTe3y rpuOKOBOTO eprocrepoiy. AKymymsnis 14 anbda-MeTHI-CTEPOIIiB KOPENIOE 3 MOAATBIIO0
BTPATOIO0 €ProcTepoly MEMOPAaHOO IPUOKOBOT KIIITUHH Ta MOXKE BIJIIOBIZIATH 32 IPOTUTPUOKOBY aKTUBHICTh
¢dykoHazony. daykoHa301 € OUIBII CEIEKTUBHUM JI0 TpUOKOBUX (pepMeHTIB 1iuToxpomy P450, Hixk 10 pi3HUX
cucreM ¢pepMmeHTiB nutoxpomy P450 ccapuis.

UyTnuBicTh in vitro. ®IyKOHA307 in Vitro AEMOHCTPYE MPOTUTPUOKOBY aKTHBHICTh cTOCOBHO BHiB Candida, 1m0
3ycTpivaroTecs Havacrime (BrmouatounC. albicans, C. parapsilosis, C. tropicalis). C. glabrata
JIEMOHCTpPY€ IHUPOKUIL J11ana3oH YyTIUBOCTI 10 QIIyKOHA30JTy, TOA1 K. krusei € 1O HbOTO PE3UCTEHTHO0. Takox
GbiryKoHa3011in Vitro JeMOHCTPY€E aKTUBHICTH K NPOoTH Cryptococcus neoformans ta Cryptococcus gattii, Tax i
MIPOTH €HJIEMIYHUX TUTICHIBUX TpuOiBBlastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta
Paracoccidioides brasiliensis.

Dapmakoxinemuxa.

AbcopOiis. daykoHa301 100pe BCMOKTYEThCS IIPU NIEPOPAIbHOMY 3aCTOCYBaHHI, a piBeHb IpenapaTty y mia3mi
KpOBI 1 cucTeMHa 0100CTYMHICTh NMepeBUILYI0Th 90 % piBeHb (PIyKOHA30Jy y MJ1a3Mi KPOBI, 110 TOCSITA€THCS pU
BHYTpPIIIHFOBEHHOMY BBEJI€HHI npenapary. OJHOYacHE B)KMBAaHH 1K1 HE BIUIMBA€ HA BCMOKTYBAHHsI IIpenapary
pu HOTo nepopaibHOMY 3acTocyBaHHI. [likoBa KOHILIEHTpallisl y T1a3Mi KpoBi gocsaraetbes yepes 0,5-1,5 roaunu
miciis npuiioMy npenapaty. KoHueHTpalis npenapaTy y 1uia3Mi KpoBi IponopiiHa 10 1034u. PiBHOBaXkHa
KOHIEHTpalis Ha piBHI 90 % nocsraeTbest Ha APYyTUid JeHb JIIKYBaHHS IIPU 3aCTOCYBaHHI y MEPIINMA 1€Hb
HaBaHTaXyBaJbHOI J103H, 110 B/BIUI IEPEBUILY€E 3BUYAIHY 1000BY 103y.

Poznoain. O6’em po3noiiay nNpuOIM3HO JOPIBHIOE 3aralbHOMY BMICTY P1IMHU B OpraHi3Mi. 3B’ 3yBaHHs 3 OLIKamMu
ru1a3Mu Kposi Hu3bKe (11-12 %). daykonazon 1o0pe MpoHUKAE B yci JOCIIKYBaHl piIMHU opraHizMy. PiBeHb
(bi1yKoHa30Iy Y CIMHI Ta MOKPOTHHHI € MOIOHUM /10 KOHIIEHTpAIli] penapary y Iia3mi KpoBi. Y Malli€HTIB,
XBOPHX Ha TPUOKOBUI MEHIHTIT, piBeHb (IyKOHA30Jly Y CIIMHHOMO3KOBIH pianHi gocsrae 80 % xoHLeHTparii y
TJ1a3Mi KPOBi.

Bucoxki koHneHTpanii (GaykoHa30iy y HIKipi, 110 EPEBUIIYIOTh CHPOBATKOBI, IOCATAIOTHCSA Y POTOBOMY ILIapi,
emigepmici, repmi ta moTi. GIyKoHA301 HAKOMUIYETHCS Y POTOBOMY IHapi.

biorpancdopmaitis. @rykoHa301 MeTab0II3yeThbCs HE3HAYHOI Miporo — Jwuiie mpubmuszHo 11 % daykonazomy
EKCKPETY€EThCS 3 CeUet0 Y 3MiHeHOMY BUIIIAl. DiykoHa30 € cenekTUBHUM 1Hr10iTopoMm 130dpepmenTiB CYP2CY Tta
CYP3A4, a Takox inridiropom izopepmenty CYP2C19.

Exckpenis.Ilepion HamiBBUBEAeHHS (PIIyKOHA30JTy 13 MJIa3MU KPOB1 CTAHOBUTH OJIM3BKO 30 roauH. binbia
YacTUHA MIpenapaTy BUBOAUTHCS HUpKamu, mpudomy 80 % BBeeHOT 103U BUSBISIETHCS Y CeUi B HE3MIHEHOMY




ctani. Knipenc ¢guykoHazony nponopiiifHuii 10 KiipeHcy KpeatuHiny. L{upkynorodnx MeTabomiTiB He BUSBIICHO.
TpuBanuii mepio/1 HaMiBBUBEACHHS MIPETIAapaTy 3 IUIa3MH KPOBi JJa€ MOMKJIMBICTh Pa30BOTO 3aCTOCYBAaHHS
npenapaTy Ipy BariHalbHOMY KaHAMJ031, @ TAKOXK 3aCTOCYBaHHA npenapaty | pa3 Ha THXKICHb IpHU 1HIINX
MOKA3aHHSAX.

Dapmaxokinemuxa 8 0CoOIUBUX KAme20opisix NayieHmis.

HupkoBa HerocTaTHICTD. Y MALI€HTIB 13 HIPKOBOIO HETOCTATHICTIO TSKKOTO CTYNEHS (IIBUAKICTH KITyOOUKOBOT
dinpTparnii < 20 mi/xB) nepioa HamiBBUBEACHHA 301IbIIyeThesi 3 30 roaun no 98 roaun. Tomy wmiif kareropii
MAIi€HTIB HEOOX1HO 3HU3UTHU 03y (prykoHa30iy. DIyKOHA30J BUAATSETHCS MUITXOM TeMOIiai3y, Ta MEHIIOO
MipOI0 — IIJISIXOM IHTpaIllepUTOHEaNbHOro faianizy. Ceanc reMo/ianizy TpUBAIICTIO 3 TOAWHU 3HUKY€E PIBEHb
¢dykoHazouy y ma3mi KpoBi mpubausHo Ha 50 %.

ITarieHTH JITHHOTO BiKY 3MiHM (DapMaKOKIHETHKH Y MALlI€HTIB JITHHOTO BIKY OUEBUIHO 3aJIeKaTh Bij MapaMeTpiB
(GyHKII HUPOK.

Kainiuni xapakrepucTuku.
Ilokazanns.
Hopoci.
JlikysanHs: KpUNTOKOKOBUM MEHIHTIT; KOKIIM/101/103; iIHBa3UBHI KaHUI03H; KaHIUI03U CIM30BUX 00O0JOHOK,
BKJIIOUYAIOYHU KaHAMI03 POTOTJIOTKU, CTPABOXOAY, KAaHAUIYPII0, XpPOHIYHUNA KaHIUA03 LIKIPH 1 CTU30BUX 000JIOHQK
XPOHIYHMNA aTpo(iuHUM KaHIU103 (KaH1103, CIPUYMHEHNH BUKOPUCTAHHAM 3yOHUX MPOTE3iB) MPU
Hee()EeKTUBHOCTI MICIIEBIX CTOMATOJIOTIYHHX TIT€HIYHUX 3aCO0JBariHaIbHUA KaHAWI03, TOCTPU abo
pPEeLMINBYIOUYHI, KOJIM MiCLIeBa Teparlist He € JOPEYHOI0; KaHAUI03HUN OajaHiT, KOJIM MiclieBa Tepallis He €
JIOPEYHOIO0; IEPMaTOMIKO3H, BKJIOYAt0YH MIKO3 CTOILTJIaIeHbKOI HIKIPH, TaXOBUH JepMaTOMIKO3pi3HOOApBHUIMA
JMIIai, KaHAuI03Hi 1H(EeKLIi MKipu, KOJIM CUCTEMHA Tepallis He € JI0PEeYHOI0; 1epMaTo(PITHUI OHIXOMIKO3, KOJIH
3aCTOCYBAHHS 1HIIMX JIIKAPCHKUX 3aCO0IB HE € TIOPEYHUM.
Ipoghinakmuxa: peluAUB KPUNTOKOKOBOT'O MEHIHTITY Y MAaLlI€HTIB 3 BUCOKUM PU3UKOM HOTO PO3BUTKY; PELIUIUB
KaHJUJ03y POTOTJIOTKH ab0 cTpaBoxoAdy y nauieHTiB 3 BIJI 3 BUCOKMM pU3MKOM HOTO PO3BUTKY;
3HMKEHHS YaCTOTH PELMIUBIB BariHaIbHOTO KaHIU103y (4 ab0 Oliblle BUMAIKU HA PIK); IPOoQiIaKTUKA
KaHJIUJ03HUX 1H(EKLIN y Mali€HTIB 13 TPUBAJIO HEUTPONEHI€l0 (HaPUKIIa, MAlI€HTIB 31 3JI05KICHUMU
3aXBOPIOBAaHHSIMHU KPOBI, SIKI OTPUMYIOTh XiMiOTeparito, a0o MalieHTiB Ipy TpaHCIJIAHTALil TeMOITOETUYHUX
CTOBOYpOBUX KIIITHH).

ITH.
JlixysanHs.: KpUNTOKOKOBUW MEHIHTIT; KaHAUI03U CIU30BUX 000JIOHOK 1HBA3MBHI KaHIUIO3H.
Ipoghinakmuxa: npodiIakTUKa KaHAUIO3HUX 1H(EKLIN Y Nali€HTIB 31 3HIKEHUM IMyHITETOM.
[Tpemapat MOXHA 3aCTOCOBYBATH SK MITPUMYIOUY TEPATIIO JJIS TIONIEPEKEHHS PEIUINBY KPHITTOKOKOBOTO
MEHIHTITY y AiTel 13 BUCOKUM PU3UKOM HOTO PO3BUTKY.
Teparito npenapaToM MOXKHA PO3MOYMHATH JJO OTPUMAHHS Pe3yJIbTaTiB KYJbTypalbHHUX Ta IHIIUX Ja00PAaTOPHUX
JOCHIJKEHb; MICIIsl OTPUMAaHHS pe3yJIbTaTiB aHTHOAKTepiaibHe JIIKYBaHHS CJI1/I CKOPUTYBATH BiJIOBITHUM YHMHOM.

IIpomunokasauna.

[TinBuIIeHa Yy TAUBICTH 10 (IIyKOHA30JTy, IHIIMX a30JIbHUX CHOJIYK a00 10 1HIIUX KOMIIOHEHTIB Npenapary;
OJIHOYACHE 3aCTOCYBaHHs (UIyKOHA30Iy Ta TeppeHaIuHy NalieHTaMm, sSKi 3aCTOCOBYIOTh (IyKOHA30J 6araTopa3oBo
y no3ax 400 mr/go0a Ta BuIe (3riIHO 3 pe3yabTaTaMHu JOCIIHKEHHS B3aEMO/II 6araTopa3oBOro 3aCTOCYBaHH! ),
OJIHOYACHE 3aCTOCYBaHHS (UIyKOHA30Jly Ta 1HIIUX JIKapChKUX 3ac00iB, 1110 MOIOBXYIOTH iHTepBaa QT Ta
MeTaboIi3yoThCs 3a nonomororo hepmenty CYP3A4 (manpukian, nu3anpumy, acTeMizony, MMO3HUIY, XIHIIUHY Ta
epUTPOMILIUHY ).

B3aemooia 3 inmuumu nikapcoKumu 3acovamu ma iHuwii 6UOU 63acMo0ill.

IIpomunokazane cymiche 3acmocy8anus GIYKOHA30IY MA HUHNCYE3A3HAYeHUX JIKAPCbKUX 3aco0is. L{uzanpuo,
acmemizon, nimMo3uo, XiHiOuH, epumpomiyun.: OJTHOYACHE 3aCTOCYBaHHS BUIICBKA3aHUX JIIKAPCHKHUX 3aC00iB Ta
(b1yKoHa30JIy MOXKe MPU3BECTH J0 MOA0BKeHHs iHTepBaty QT, mapokcu3mManbHOI IITYHOUKOBOI TaXiKapii THITY
«TipyeT» Ta, SIK HacJiI0K, 10 ParnToBoi cMepTi. 3acTocyBaHHS KOMOIHAIT TaHUX JIIKAPCHKUX 3ac001B
MIPOTUIIOKA3aHE.

Tepghenaoun: npu 3actocyBaHHi (haykoHazomy y m03i 200 mMr Ha 100y ogHOYAcHO 3 TeppeHaTuHOM HEe OYII0




BUSIBJICHO MO/I0BXKEHHS iHTepBany QT. OgHouacHe 3acTocyBaHHs (piykoHazomy y 1031 400 Mr Ha 100y Ta BuIle 3
TeppeHaMHOM 3HAYHO Ii/IBUIIY€E HOTO PIBEHB Yy MJIa3Mi KPOBI, 1[0 MOKE MMPU3BECTH /10 TSHKKUX CEPLIEBUX
apuTMii, CIpUYMHEeHNX NMoAoBXKeHHAM iHTepBaity QT. [Ipu onHouacHOMY 3acTOCyBaHHI (IIyKOHA301y Y 1031
Hukue 400 Mr Ha 100y 3 TepdeHaAMHOM CIIiJl IPOBOJAUTHU PETEIbHUM MOHITOPUHT cTaHy naunieHTa. OqHoyacHe
3acTocyBaHHs (uIyKoHa3oy y 1031 400 mr Ha 100y 3 TepdheHaaAnHOM MPOTUIIOKA3aHO.

OnHouacHe 3acTocyBaHHS (HIYKOHA30TY Ta HIKYE3a3HAYCHUX JTIKAPChKUX 3ac00iB HE PEKOMEHAYEThCS.
T'anogpanmpun: GbayKoHA301 MOKE CIIPUUMHUTH MiABUILIEHHS KOHIIEHTpaIlii rajo(anTpuHy y mia3Mi KpoBi 3a
paxynok npurHideHHss CYP3A4. OqHovacHe 3aCTOCYBaHHS IUX JIIKAPCHKHUX 3aC001B MOTEHIIHO MOXe
HPU3BOAMTH /10 MiJBUILEHHS PU3UKY PO3BUTKY KapIlOTOKCUYHOCTI (1O10BXKEHHS iHTepBany QT, mapokcuzmaibHa
[IUTYHOYKOBA TaxXiKapais THITY «IipyeT»a, IK HaCI10K, 10 panToBoi ceprieBoi cMepTi. Ciifl yHUKATH
3aCTOCYBaHHS KOMOIHAIII] TaHUX JIKapChKUX 3acO0iB.

OnHouacHe 3acTocyBaHHs (DIYKOHA30Jy Ta HUKYE3a3HAYEHUX JTIKApPChKUX 3ac001B BUMarae 00epexxHOCTI Ta
KOPUT'YBaHHS JIO3H.

Bnaue inwux nikapcvkux 3aco6ie Ha gnykonazon. JJocaiKeHHs B3a€MOZIT MPOIEMOHCTPYBAJIH, 10 OJHOYACHE
BXKHMBaHHS 1K1, IUMETUANH, aHTAIMM a00 MMoJablIe OIPOMIHEHHS YChOIO TiJIa U1l IEPEeCaaKh KICTKOBOTO MO3KY
HE Ma€ KJIIHIYHO 3HAYyIIOro BIUTMBY Ha abcopOiiro (GprykoHa30iy mpH HOro epopaibHOMY 3aCTOCYBaHHI.
Pugamniyun: onnouacHe 3acTocyBaHHs (IIyKOHa30:1y Ta pudamminuny npuzBoauio 1o 3HwkeHHs AUC Ha 25 %
Ta CKOpOYyBaJo Nepio HamiBBUBeACHHS (Birykonazomy Ha 20 %. [Ipu oqHOYacCHOMY 3aCTOCYBaHHI Tpenaparis
MO3K€ 3HaJJOOUTHCS MIABUILEHHS 103U (DITyKOHA307y.

Bnaus ¢pnykonazony na inwi 1ikapcuki 3acoodu.

Jlikapcwki 3acoou, wo memabonizyiomocsi CYP2C9 ma CYP3A4:($aykoHa301 € IOTYXHHUM 1HT10ITOPOM (epMeHTy
CYP2C9 i nomipaum inriditopom pepmenty CYP3A4. Takox daykonaszon € inriditopom pepmenty CYP2C19.
[Tpu ogHOYaCHOMY 3aCTOCYBaHHI 3 (PIIyKOHA30JIOM iICHY€ PU3HK IMiIBUIIIEHHS Y TUIa3Mi KPOB1 KOHIIEHTPALIN 1HIITHX
cnonyk, mo mMetadomizyrotecss CYP2C9 i CYP3A4 (y Tomy unciikanoioie 6apsinky, anvphenmaniny, 6i0kamopie
Kanbyiesux Kanauis, eaeponimycy, cuponimycy(Takox MUIIXOM MPUTHIYeHHS P-rnikomnporeiny),
MaKpoimycy, HeCmepoiOHUX NPOMU3ANAIbHUX 3ac00is, wo memaobonizyromocs CYP2C9 (nanpukiam,
HAanpoKceHy, IOPHOKCUKAMY, MELOKCUKAMY, OUKIOgeHaKy, ¢aypoinpogheny, cakginagipy (TaKOXK MUIIXOM
npurHideHHs P-ririkonporeiny). [TigBUIICHHS KOHIIEHTpAITli aTKaIoiAiB OapBIHKY Yy TIa3Mi KPOBi (HAITPHUKIIA],
BIHKPUCTHUHY 1 BIHOIACTUHY) MPU3BOAUTH 0 PO3BUTKY HEHPOTOKCUYHUX eeKTiB. [liaBuILeH piBHI TakpoIiMycCy
aCOLIIIOIOTHCS 3 HEPPOTOKCUUHICTIO. 3aCTOCOBYBATH Taki KOMOIHaLlIl TpernapaTiB ciijJl 3 00€peKHICTIO, IPU LIbOMY
CJIiJI TPOBOAMTHU PETEIbHUI MOHITOPUHT CcTaHy namieHTiB. [IpurniuyBanbpHa aist GaykoHazony Ha pepMeHTH
30epiraeThes MpoTIrom 4-5 mid micias Horo 3aCTOCYBaHHS y 3B'13Ky 3 HOT0 TPUBAJIUM M1E€P10I0M HAIMIBBUBEICHHS.
Bzaemogii Mmixk prykoHa30710M 1 KOMOIHAIII€I0 CaKBIHABIP/PUTOHABIP HE AOCTIIKYBAINCS, TOMY BOHU MOXYTh OyTH
OUTbII BUPAXKEHUMH.

Ineioimopu I'MI-KoA-pedykma3zu: cymicHe 3acTocyBaHHA (hiaykoHaszomy Ta iHrigitopiB [ MI'-KoA-penykrasu, 1mo
MetabonizyoTecss CYP3A4 (atopBacTaTuH Ta cuMBacTaTuH), abo iuriditopiB 'MI'-KoA-peaykraszu, mo
metabomizytoTbed CYP2CO (dnyBactaTtus), miBUILYE PU3UK PO3BUTKY Miomnartii Ta padaomionizy. [1pu
OJIHOYAaCHOMY 3aCTOCYBaHHI IIPENapaTiB peKOMEHIY€EThCS PETEIbHUI MOHITOPUHT CTaHy MaIlieHTa L1010
BUHUKHEHHS CUMIITOMIB MioNatii Ta pabJjoMioJIi3y Ta KOHTPOJIb PiBHS KpEaTMHKIHA3M y MJ1a3Mi KpOBi. Y BUMAIKy
3HAYHOTO ITiIBUIIIEHHS PiBHS KpeaTHHKIa3M, a TAKOX MPH JiarHOCTyBaHHI 200 mio3pi Ha Miomatito/padaomiodni3
3actocyBaHHs iHT16iTOpiB ' MI'-KOA-peaykTasu ciif mpunuHUTH.

Bopukonaszon, 3udosyoun, kapbamazenin, memaooH, pughadbymun, yeiekokcub, YuKioCnopum, Qenimoin
(6HympiuHb08eHHO): OMHOYACHE 3aCTOCYBaHHS (DITyKOHA30Jy Ta BUIIEBKA3aHUX JIIKAPCHKUX 3aCO0IB MiABUIILYE finx
(ms peniToiny Gyin) 1 AUC ocTaHHIX; IperapaTi MOKHA 3aCTOCOBYBATH OJTHOYACHO 32 YMOBH KOPEKIIii J03H
BUIIEBKA3aHMX JIIKAPChKHUX 3aC001B 3aJIEKHO BiJl KOHIIEHTpaIlii y rmia3mi kposi. [Ipu ogqHOYacCHOMY 3acTOCyBaHHI
¢dirykoHazony Ta pupadyTUHY MOBIAOMIISUIOCS PO BUMAAKH PO3BUTKY YBEITY.

Azumpomiyun: y X0 BIAKPUTOTO paHAOMI30BaHOTO TPHUCTOPOHHBOT'O MEPEXPECHOT0 JTOCIIIKEHHS, B IKOMY B3sJIH
y4acTh 18 3M0poBUX TOOPOBOIIBIIIB, OI[IHIOBAIIM BILUTUB a3UTPOMILIMHY Ta (pIryKoHa301y HA PapMaKOKIHETUKY OJHMH
OJIHOTO TIPH 1X OJJHOYACHOMY MEepOpaIbHOMY pa3oBoMy 3acTocyBaHHi y go3ax 1200 mr ta 800 Mr BiAMOBITHO.
Konnux 3Hauymux papMakOKIHETUUHUX B3a€EMOJIIN MK BUSIBIEHO HE OYJI0.




Amimpunmunin/nopmpunmunin: GIyKOHA30J TOCWIIOE 110 aMITPUNTHIIIHY/HOpTpunTHiiny. [Ipu ogHouacHOMy
3aCTOCYBaHHI IIpenapaTiB peKOMEHIYEThCS KOHTPOJIOBATH KOHIICHTPAIIii S-HOpTpUNTHIIiHY Ta/abo S-
aMITPUINITUITIHY Ha MOYaTKy KOMOIHOBaHO1 Teparii, uepe3 | THkKAeHb Ta Y pa3i He0OXiTHOCTI MPOBECTU KOPEKIIIIO 1X
JI031.

Ampomepuyun B: y X011 AOKIIHIYHUX JOCTIIKEHb OJJHOYACHE 3aCTOCYBaHHS (IyKoHa301y TaMmboTepuiinay B
iH(pIKOBaHUM MUIIIAM 13 HOPMaJbHUM IMYHITETOM Ta iHPIKOBAaHUM MHIIAM 31 3HIDKEHUM IMyHITETOM TPU3BETIO 10
TaKUX pe3yJbTaTiB: HEBEIUKUHN aTUTUBHUN NPOTUTPUOKOBUI eeKT mpu cucteMHill indekuil. albicans,
BiJICYTHICTh B3a€MOJIi1 PH BHYTPIIIHbOUEpETHiH iHpeKuiryptococcus neoformans Ta aHTaroHi3M ABOX
mpenaparTiB Ipu CUCTeMHIN iHPeKIiA. Fumigatus; KIiHIYHE 3HAUCHHS IIUX PE3yJbTaTiB HEBIOME.
AumukoaeynsHmu: SIK 1 TIPU 3aCTOCYBaHHI 1HIINX a30JbHUX MPOTUTPHUOKOBUX 3aC00iB, IIPH OAHOYACHOMY
3aCTOCYBaHHI (IyKOHA301y Ta Bap(apHHy MOBIAOMIISIIOCS PO BUMAJAKH PO3BUTKY KPOBOTEY (reéMaTOM, HOCOBOT
KPOBOTEUi, IUTYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypii Ta MEJICHH) y MTOE€HAHHI 13 TTOJJOBKEHHIM
npoTpoMOiHOBOTO yacy. [Ipu ogHOUacCHOMY 3acToCcyBaHHI (PIyKOHA30Iy Ta BappapuHy CIOCTEpIiraiocs IBOKpaTHE
M IBUIICHHS TPOTPOMOIHOBOTO Yacy, iMOBIpHO, BHACIIIOK MPUTHIYCHHS MeTabomi3My Bapdapuny uepe3 CYP2CO.
[Tpu otHOYaCHOMY 3aCTOCYBaHHI MpenapariB peKOMEHAYEThCS PETEIbHUI MOHITOPUHT TPOTPOMOIHOBOTO Yacy Ta
y pa3i HeoOXiTHOCTI — MPOBECTH KOPEKIIiIO 103U BaphapuHy.

benzodiaseninu kopomkoi 0ii (nanpuxnad, mioazonam, mpuazonam) Ipru3HadYeHHS (IyKOHA30ITy MicIs
MEePOPANBHOTO 3aCTOCYBAaHHS Mifa301aMy MPU3BOIMIIO 10 3HAYHOTO TTiIBUIICHHS KOHLIEHTPAIIil MiJja30jamMmy Ta 710
MOCUJIEHHS IICUXOMOTOpHUX edeKTiB. [Ipu onHOUaCHOMY 3aCTOCYBaHHI IpenapaTiB peKOMEHY€ThCs peTeIbHUN
MOHITOPHHT CTaHy MAaIlieHTa Ta 3MEHIIECHHS 1031 OCH30/Iia3eMiHiB.

Bimamin A: moBIAOMIISIIOCS, 110 Y MAIIEHTA, SIKUIM 0OIHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIOTY (KHUCIOTHA
dopmMma BiTaminy A) Ta GryKoHA30J1, CriocTepiraucs modivHi peakiii 3 00Ky meHTpaibHo1 HepBoBOi cucteMu (ITHC)
y ¢opMi TICEBAOTYMOPY TOJIOBHOTO MO3KY, III0 3HUK Micis BiqMiHU ¢urykoHa3ony. [Ipenapatu MoxkHa
3aCTOCOBYBATH OJHOYACHO, O€pydH J0 YBaru pu3MK BUHUKHEHHS MOOIYHUX peakuii 3 6oky [{THC.

Jlozapman: GhaykoHa30m MpUTHIYY€e MeTaboIi3M JI03apTany 10 oro aktuBHOrO Metabonity  (E-3174), mo
3YMOBJIIOE BEJIMKY YaCTUHY aHTaroHi3My JI0 pelenTopiB aHrioTeH3uny Il nmpu 3actocyBaHHi J03apTaHy.
PexoMeHnayeThCs 31IICHIOBATH MOCTIHHUI MOHITOPUHT apTepiaJbHOTO TUCKY Y TAIlIEHTIB.

Ilepopanvhi konmpayenmugu. TPOBOIMIIOCS 2 papMaKOKIHETHYHI JOCHTIHKEHHS 0araTropa3oBOro 3aCTOCYBAaHHS
¢irykoHa301y Ta KOMOIHOBAHOTO MEPOPATIBLHOT0 KOHTpauenTusa. Ilpu 3acrocyBanHi gurykoHazony y 1031 50 Mr
BIUTMBY Ha PiBEHh TOPMOHIB HE 0yJI0, TOJI K IMPHU 3aCTOCYBaHHI QurykoHa3ory y 1031 200 Mr Ha 100y
cnoctepiranocs 30utbmenHs AUC etuninectpazaiony Ha 40 % ta neBoHOoprecTpeny — Ha 24 %. Lle cBiquuth npo
Te, 0 OararopazoBe 3aCTOCYBaHHS (PIIyKOHA30Jy y 3a3HAYCHHX J103aX HABPsJ YU MOXKE BIUIMBATH Ha
e(eKTUBHICTh KOMOIHOBAHOTO MEPOPaTHLHOTO KOHTPALICTITHBA.

IIpeonizon: MOBIIOMIISIIIOCS TIPO BHUITAJOK, KOJIM Y TAIIEHTA TIC/Is TPAaHCTUIAHTAITI] TICUiHKH Ha TJTi 3aCTOCYBAaHHS
NPEHI30HY PO3BHHYJIACSA TOCTPAHEAOCTATHICTh KOPU HAJIHUPKOBUX 3aJ103, 110 BUHMKJIA MICIIS IPUITMHEHHS
TPUMICSIYHOTO Kypcy Tepamii ¢urykoHa3osioM. [IpunuHeHHs 3acTocyBaHHs (JIyKOHAa30Jy, IMOBIPHO, CHPUYMHUIIO
nocuienHs akTuBHOCTI CYP3A4, 110 nmpusBenno 10 NpUCKOpEeHHs MeTabouli3My NpeiHi3oHy. PexoMenayeTbes
MOCTIHMIA MOHITOPUHT CTaHy MAI[iEHTIB 3 METOIO TIONEPEPKEHHS PO3BUTKY HEIOCTATHOCTI KOPH HATHUPKOBHUX
3aJ103 MiCJId NPUITMHEHHS 3aCTOCYBAaHHS (IIyKOHA30Iy.

Tloxioni cynvghoninceyosunu. IPU OJTHOYACHOMY 3aCTOCYBaHHI (DITyKOHA30J1 MPOJIOHTYE MEePio]] HAliBBUBEICHHS
NepopaTbHUX MOX1THUX CYJIb(OHIJICEUOBUHU (XJIOPIPONaMiay, MibeHKIaMiay, Taimi3uay Ta ToI0yTamiay) mpu ix
3aCTOCYBaHHI 3/I0POBUM J100pOBOJIBLSAM. PEeKOMEHAYyETHCS TOCTIHUI MOHITOPUHT PiBHS TJIIOKO3M Ta y pasl
HEOOX1THOCT1 — KOPEKIIisl 103U (IIyKOHA30Iy.

Teocpinin: y MOCHiIKEHHST B3a€MOJII1 IperapariB 3actocyBaHHs (irykoHa3oy 1o 200 mr npoTsirom 14 nHiB
IPU3BEJIO J0 3HM)KEHHS CepeIHbOro KIipeHcy TeodiniHy y mia3mi kpoBi Ha 18 %. 3a marientamu, sKi
3aCTOCOBYIOTH T€O(TIH Y BUCOKHX J103aX a00 sIKi MalOTh MiIBUIICHUN PU3HUK PO3BUTKY TOKCHYHUX MPOSBIB
TeOo(TiHY 3 IHIIMX TPUYUH, PEKOMEHIYETHCS MOHITOPUHT II0JI0 BUSBIICHHS O3HAK PO3BUTKY TOKCHYHOT il
teodiriHy. [Ipy mosIBi 03HAK TOKCHYHOCTI TIperapaTr CJIijl BIIMiHUTH.

@enmanin: MOBITOMIISIOCS TIPO OJIMH JIETATbHUIM BUMAOK IHTOKCHUKAIIIT ()EHTAHLIOM BHACIIAOK MOKIUBOT
B3aeMO/I1 PeHTAHUTY Ta (IIyKOHA30Iy. Y TOCTIIKEHHSX 0yJIO MPOJIEMOHCTPOBAHO, IO (ITYKOHA30JI 3HAYHO
YIOBIUIBbHIOBAB elNiMiHalito Gpentaniny. [ligBuiieHHs KOHIIEHTpalii (PeHTaHLTy MOXE MPU3BECTU O MPUTHIYCHHS
nuxaHHd. [Ipu onHO4YacHOMY 3aCTOCYBaHHI ITpenapaTiB PEKOMEHY€EThCSl PETEIbHUI MOHITOPUHT CTaHy MalleHTa
Ta y pa3i HeoO0XiTHOCTI —ITPOBECTH KOPEKIIiIO 103U (heHTaHLIy.



Luxnogocghamio: ogHOUACHE 3acTOCYBaHHS LUKIOpochaminy Ta (IyKoHA30y TPU3BOAUTE A0 MiABUILEHHS PiBHS
OUTipyOiHy Ta KpeaTHHiIHY B CHpOBATIi KpoBi. [IpemapaTi MOXKHA 3aCTOCOBYBATH OJTHOYACHO, 3BAYKAIOUN HA PU3HK
MiBUIICHHS KOHIEHTpallii O11ipy0iHy Ta KpeaTHHIHY B CUPOBATII KPOBI.

Ocobaueocmi 3acmocyanns.

HenmocTatHs TpuBaicTh JIIKYBaHHS MOKE IMPU3BECTH JI0 BITHOBJICHHS aKTHBHOTO 1H(M)EKIIIHHOTO TPOoIIecy.
3acmocysanns npu enubOKUX eHOeMIiUHUX MIKO3aX, KpUNMoKoxo3i, depmamogimii. JJoka3iB epeKTHBHOCTI
(bayKoHa30.y IS JIIKYBaHHS KPUTITOKOKO3Y Ta 1HIIHMX (POPM €HASMIYHUX MiKO31B, TAKHX K TapaKOKITAI10TI0MIKO3,
ricTormiazmMo3 Ta MKipHO-IiM(aTHUHUI CTIOPOTPUX03, HEAOCTATHRO, TOMY PEKOMEH/AIIH 010 JO30BOTO PEKUMY
JUTS JTIKYBaHHS TaKMX 3aXBOPIOBaHb HeMae. BiamoBiHO 10 pe3y IbTaTiB TOCTIKEHHS (PIIyKOHA30JTy JIJIs JTIKyBaHHS
nepMmatogiTii y aitel, paykoHa30J1 He epeBUIy€e Ipu3e0]yIbBiH 32 ePEKTUBHICTIO, TOMY (DITyKOHAFBICII
3aCTOCOBYBATH IS JIIKYBaHHS AepMaTodiTii.

Bnnug na ceuosudinvny cucmemy. llpenapaT 3acTOCOBYBaTH 3 00EPEKHICTIO NALIEHTAM 13 MOPYIIECHHAM (YHKIII{
HUPOK (1uB. po3/ia «Crocid 3aCTOCYBaHHS Ta I03W» ).

Bnaue na cenamobiniapny cucmemy. 3actTocyBaHHs (IIyKOHA30ITy aCOIIIOBANIOCS 3 BAHHKHEHHIM PIIKICHUX
BHITAJIKIB PO3BUTKY TSDKKOI F€MaTOTOKCUYHOCTI, BKJIFOYAIOYH JICTAIbHI BUMAIKH, TOJIOBHIM YMHOM Yy TAITIEHTIB 13
TSOKKUMH OCHOBHHMH 3aXBOPIOBAaHHSMHU. Y BHIAJIKaX, KOJIM PO3BUTOK IeNaTOTOKCUYHOCTI aCOLIOBAaBCS 13
3aCTOCYBaHHSAM ()IyKOHA30J1y, He 0yJIO BiI3HAYEHO ii SIBHOI 3aJIEKHOCTI BiJl 3arajbHOI 1000BO1 /103U IIpenapary,
TPUBAJIOCTI Teparii, crati abo BiKy namieHTa. 3a3BHUail renaToTOKCUYHICTh, CIPUYMHEHA (PIIyKOHA30JIOM,
000pOTHa, a ii MPOSIBM 3HUKAIOTH ITCIIS MPUTTMHEHHS Tepartlii. PekoMeH1yeThCsl peTeTbHU MOHITOPUHT CTaHy
MAIl€HTIB, Y SIKUX IPU 3aCTOCYBaHHI (IyKOHA30IIy CIIOCTEPIraloThCsl BIIXUICHHS PE3yIbTaTiB (PYyHKIIOHATIBHUX
po0 MeYiHKH, JUTsl BUSBICHHS CUMITTOMIB OUTBII TSKKOTO YPa)KCHHS TTIEUIHKH.

[Tpemapat 3acTocoByBaTH 3 00EpEkKHICTIO MAIiEHTaM 13 nopymeHHsIM QyHKIIT nedinkdlamieHTiB cia
MpoiH(GOPMYBATH PO CUMITOMH, IITO MOXYTh CBITYMTH IMPO CEPUO3HHI BIUTMB Ha TICHIHKY (BUpa)KeHa acTeHis,
aHOpPEKCid, TOCTiiiHA HyJ0Ta, OJIIOBaHHS Ta XKOBTSHUII). Y TaKOMY BHUITAJKy 3aCTOCYBaHHS (DIyKOHA30Jy CIIiJ
HEeraifHO MPUIIMHUTH Ta IPOKOHCYJIBTYBATHCS 3 JIIKAPEM.

Bnnue na cepyeso-cyounny cucmemy. JIeski a3onu, y TOMy 4icii M (hIyKoHa3071, aCOLIIOIOTHCS 13 TTOOBXKEHHAM
iaTepBany QT Ha enextpokapaiorpami. [ToBigomitsiocs po Ay’Ke PIAKICHI BUMAAKU TT00BKeHHS iHTepBany QT ta
NapOKCU3MAaIbHOI IIITYHOUKOBOI TaxXikapAii THUITy «IipyeT» MpH 3acToCyBaHHI (GirykoHa3ouy. Taki moBigoMIeHHS
CTOCYBAJIHCS TMAIIEHTIB 13 TSOKKUMHU 3aXBOPIOBAHHIMU TIPH MOETHAHH] 0aratbox (GakTopiB PU3UKY, TAKUMH SIK
CTPYKTYPHI 3aXBOPIOBaHHS CEPIls, MOPYIICHHS eIEKTPOIITHOrO 0OMIHY Ta OJTHOYACHE 3aCTOCYBAHHS 1HIIIHX
JiKapCchKuX 3aco0iB, mo BIMBaOTh Ha iHTepBasl QT Ipemapar 3acTtocoByBaTH 3 00EPEKHICTIO MAIIEHTaM 13
PHU3UKOM PO3BUTKY apUTMiid. OTHOYACHE 3aCTOCYBAaHHS Pa3oOM i3 JIKapChbKUMHU 3aC00aMH, 1110 MPOJIOHTYIOTh
iaTepBan QT ta metabomizytoTbes 3a gornomororo Gpepmerty CYP3A4 nuroxpomy P450, mpoTumnokasaHe.

Bnaue na cucmemy yumoxpoma P450. @nykonason € notyxHuM iHridiropom gpepmenty CYP2C9 ta nomipaum
iri6iTopoM hepmenty CYP3A4. Takox ¢urykonasodn € inriditopom pepmenty CYP2C1Qmnin npoBoauTu
peTeIbHUN MOHITOPHHT CTaHy MAIli€EHTIB MPU OJHOYACHOMY 3aCTOCYBaHHI (DIIyKOHA30JTy Ta MpenapariB 3 By3bKUM
TEepaneBTUYHUM BIKHOM, 1110 MeTaboi3yroThes 3 ydacTio CYP2C9, CYP2C19 ta CYP3A4.

Hepmamonoziuni peaxyii. I1ix gac 3actrocyBaHHs (IyKOHA30y PIAKO MOBIIOMIISIIOCS TIPO PO3BUTOK TaKUX
exc(oJiaTUBHUX MIKIPHUX PEAKIIIH SK 3J104KICHA eKcyJaTuBHA epuTeMa (cuaapom CriBeHca-/[>koHCOHA) Ta
TOKCHYHHH eniiepManbHuii Hekpoi3 (cuHapom Jlaitema). [amientu 31 CHI/{om 61 cXUiIbHI O PO3BUTKY
TSOKKUX IIKIPHUX PEaKIliid MPU 3aCTOCYBaHHI 0aratbox JIiKapchKux 3aco0iB. [1pu mosBi BucHIIaHb, IKi MOKHA
MIOB’S13aTH 13 3aCTOCYBaHHAM (PIIyKOHA301Ty, CJIiJ] IPUIIMHUTH 3aCTOCYBaHHS MIperapary MaiieHram i3
MMOBEPXHEBOIO TPpHOKOBOIO 1H(eKIier. [Ipu mosiBi BUCHIIaHb, SIKi MOYKHA TTOB’SI3aTH 13 3aCTOCYBaHHIM
¢iryKoHa3ouy, CiIiJl IPOBOJUTH PETEIbHUI MOHITOPUHT CTaHy MAaLli€HTIB 3 1IHBa3UBHOI/CHCTEMHOIO TPHOKOBOIO
iH(DeKIi€r0, a y pa3i pO3BUTKY OYJIbO3HUX BUCHUIIAHB a00 MYJIbTU(POPMHOT EPUTEMH — IPUITUHUTH 3aCTOCYBaHHS
npernapary.

Peaxkyii cinepuymausocmi. I1in gac 3acTocyBanHs (IyKOHA30Jy Y PIAKICHUX BUITaJIKaX MOBIIOMIISIIOCS TIPO
PO3BHUTOK aHA(ITAKTHYHUX PEaKIiil.

[Ipenapat MiCTUTB JIAKTO3y, TOMY MAIIEHTaM 13 PIAKICHUMH CITIaIKOBUMHU (hOpMaMH HEMIEPEHOCUMOCTI TaJIaKTO3H,
HE/IOCTATHICTIO JaKTa3Hu a00 CHHAPOMOM TJIFOK030-TaJaKTO3HOI ManbaOCcopOLii He CIIiJl 3aCTOCOBYBAaTH Mpernapar.

3acmocysanns y nepioo eazimuocmi abo 200y6anus zpyooio.



JaHni, oTpuMaHi pu pa3oBoMy ab0 IOBTOPHOMY 3acTOCYBaHHI (prryKoHa30my y 3Bu4aiiHux ao03ax< 200 mMr/goba)
KUIBKOM COTHSIM BariTHHUX KIHOK NMPOTAroM | TpuMecTpy BariTHOCTI, HE IPOAEMOHCTPYBaIl HEOAXKAHUX €PEKTIB Ha
. [loBimomitsiiocst mpo YUCIIEHHI BPOKEH] MaTOOTii y HOBOHApOXKEHUX (BKItouatouu Opaaudpeniio,
JUCIUIA310 BYIIHOI pAKOBUHU, HaIMIpHE 30UIbIIEHHSI IEPEIHBOIO TiM SIUKA, BUKPUBJICHHS CTETHA,

TUICYOIIIKTHOBUN CHHOCTO3), IPH 3aCTOCYBaHHI BariTHUM BUCOKUX 1103 ¢urykoHa3oiy (400-800 Mr/mo6a) mpoTsirom
npuHAWMHI 3-X 200 OLTBIIe MICAIIB TS JIIKYBaHHS KOKIUII01103y. 3B’ I30K MiXk 3aCTOCYBaHHIM (IIyKOHA30ITy Ta
UMM BUIAIKAMU HE BU3HAYCHUH.

JlocmiKeHHsT Ha TBapUHAX MPOJIEMOHCTPYBAIN PEMPOAYKTUBHY TOKCUYHICTb.

He cnig 3acTocoByBaTH 3BUYaiiHi 103U (PIIyKOHA307y Ta KOPOTKOTPUBAJ KypCH JIKyBaHHs (IIyKOHA30JI0M Y Hepioa
BariTHOCTI, 32 BUHATKOM KpaifHBOi HEOOXITHOCTI.

He cnig 3acTocoByBaTH BHCOKI 103U (UIyKOHA30Iy Ta/ab0 TpUBali KypcH JiKyBaHHS (IyKOHA30JIOM Yy MEpiof
BariTHOCTI, 32 BUHATKOM JIIKyBaHHS iH(QEKIIiH, 0 TOTEHIIHHO 3arPOKYyIOTh KHUTTIO.

®dyKoHa30J1 MPOHUKAE Y TPYJHE MOJIOKO Ta JJOCATA€ HUXKYOT KOHLIEHTpAIlil, HIX y mia3mi kpoBi. ['ogyBaHHS
TPYUII0 MOKHA MPOJIOBKYBATH IICIIsI PA30BOT0 3aCTOCYBAHHS 3BUYANHOT 1031 (PIIyKOHA30J1y, 1110 CTaHOBUTH 200
Mr abo MeHule. ['oyBaHHS IpyUII0 HE PEKOMEH Iy €ThCsl IIPH OaraTopazoBoMy 3aCTOCYBaHHI (uIyKOHa3011y abo mpu
3aCTOCYBaHHI BUCOKHX /103 (piykoHa30my.

30amuicms énaueamu Ha WBUOKICMb peaKyii npu KepyeanHi a6mompancnopmom ado iHuumMu mexanizmamu.
JocmikeHp BIUIMBY (PIIyKOHA30JIyHA 34aTHICTh KEPYBATH aBTOTPAHCIIOPTOM a00 MPAIIOBATH 3 IHITMMU
MexaHi3MamMu He TpoBoawH. [lamieHTiB cimia npoiHGopMyBaTH MPO MOKIIUBICTh PO3BUTKY 3allaMOPOUYEHHS a00
CYJIOM IIiJT 4ac 3aCTOCOBYBaHHs mpenapaty. [Ipu po3BUTKY TaKMX CUMIITOMIB HE pEKOMEHY€EThCS KepyBaTu
aBTOTPAHCIIOPTOM a00 THIIMMHU MEXaHI3MaMH.

Cnocio 3acmocysanna ma 0o3u.

[Ipenapat 3acTocoByBaTH BHYTPIIIHKO. Karncynm KOBTaTH NITMMU HE3JICKHO Bl IPUHOMY TXKI.

Jlo3a mpemnapaTy 3aJeKUTh BiJl BUAY Ta TSHKKOCTI rpuOKoBoi iH(ekmii. s OLIpIocTi BUMAIKIB BariHaILHOTO
KaH/IMJI03y JOCTAaTHBO Pa30BOTO 3aCTOCYBaHHs mpenapary.lIpu HeoOXiMIHOCTI 6GaraTopazoBOTO 3aCTOCYBAHHS
npenapary JiKyBaHHS 1H(EKIH CiIiJ MpOJOBKYBATH 10 3HUKHEHHS KIIHIYHUX Ta J1a00paTOpPHUX MPOSBIB
aKTUBHOCTI rprOKOBOI iHGeKiTHemocTaTHs TPUBATICTE JIIKyBaHHS MOXE TIPU3BECTH JI0 BiHOBJICHHSI aKTHBHOT'O
1H(EKIIIHOTO TPOoIIECy.

Jlopocii.

Kpunmokokoguil menineim. penapar 3aCTOCOBYBATH MepIinii 1eHb y 1031 400 mr, y HacTymHi — y 1031 200-400
mr/no0a. [Tpu iHbekmisax, mo 3arpoKyTh XXHUTTIO, T000BY /103y MokHa 301bmuTH 10 800 Ml puBanicts
JKyBaHHS — 6-8 THXKHIB.

st nonepedoicenns peyuougy KpunmoKoKo8020 MEHIH2IMY y NAYi€HmMI6 3 BUCOKUM PUSUKOM 1020 PO3GUMKY:
npernapar 3acTocoByBaTu y 71031200 Mr/no6a npoTsSromMm HeOOMEKEHOT 0 Jacy.

Koxyuoioioos: mpenapat 3actocoByBatu y 1031 200-400 mr/mo6a.J{s gikyBanHs neskux GopM iHPEKIi, a
0COOJIMBO IS JIIKYBAaHHS MEHIHTITY, 1000BY 703y MoxkHa 30utbmmTy 10 800 MrTpuBanicTs nikyBanus — 11-24
MICSIIIl UM JOBIIIE 3aJICKHO B1Jl CTaHy MaIli€HTa.

Insasusni kanoudo3u. pemapaT 3aCTOCOBYBATH Nepiinii 1eHb y 1031 800 mr, HactymnHi — y 1031 400 Mr/moba.
TpuBamicTh JIKyBaHHS 3a3BHYaii CTAHOBUTD 2 THOKHI MICIISI MEPITUX HETATUBHUX PE3Y/IbTaTIB KyJIbTypU KPOBI Ta
3HUKHEHHSI 03HAK 1 CHMIITOMIB KaHAUIEMii.

Kanouoos cauzoeux 06010HOK:

— KaHIUA03 POTOTJIOTKH, CTPABOXOIY: IpenapaT 3aCTOCOBYBaTH nepimii geHs y 1031 200-400 mr, y HacTynHi —
100-200 mr/mo6a. TpuBamicTh TIKyBaHHS y pa3l KAHAUI03Y POTOTIOTKH — 7-21 nenb (10 TOCSATHEHHS
pewmicii) ane Moxe OyTH 301TbIIeHAIs MAIEHTIB 13 TSHKKUM IMyHOA€(DIUTOM, Y pa3i KaHAUI03Y CTpaBoxoay — 14-
30 gHiB (70 TOCSATHEHHS peMicii)ane Moxe OyTH 30UTbIIEHA IS MAIEHTIB 13 TSHKKUM IMyHOIe(DIITUTOM;

— JJIs1 TIOTIEPEKEHHS PELUANBY KaHIUA03y CTPABOXOAY a00 POTOIVIOTKH Y MAIIEHTIB 3 BUCOKUM PHU3UKOM HOTO
PO3BHUTKY: mpernapat 3actocoByBaTu y 1031 100-200 mr/mo6a abo y 1031 200 Mr 3 pas3u Ha THXKIEHBb TPOTATOM
HEOOMEKEHOT0 Yacy JJIs MalLli€HTIB 3 MIPUTHIYEHHSIM IMYHITETY;

— KaHIUIypis: mpemapar 3actocoByBatu y 1031 200-400 mr/no6a. TpuBamicTs JiKyBaHHS — 7-21 neHsb, ane
MO3Ke OyTH 301IbIICHA/IIIS TTAIIEHTIB 13 TSHKKAM IMyHOIe(DilIUTOM;



— XPOHIYHUHN KaHAMI03 MIKIPH Ta CIIM30BUX OOOJOHOK: MpemapaT 3aCTOCOBYBATH y 1031 50-100 mr/moba.
TpuBamicTs JIiKyBaHHS — 28 JIHIB,aJIe MOXe OyTH 30UTbIIEHA3AICKHO BT TSHKKOCTI Ta BUAY iH(DeKmidoo

3HIDKEHHS IMYHITETY,

Xponiunui ampo@iunuti Kanoudo3: penapaT 3acTocoByBaTH y 1031 50 Mr/mo6a. TpuBamicTs JlikyBaHHS — 14 THIB.
T'ocmpuii sazinanbHull KAHOUO03, KAHOUOO3HUU OanaHim: IpernapaT 3aCTOCOBYBATH y 1031 150 Mr ogHOpa30BoO.
Peyuousyrouuti eazinanoruti kanouoos (4 abo dinvue 6unaoxis na pik) ma o020 npoghiraxmuxa penapar
3actocoByBaTHu y 1031 150 mr 1 pa3 Ha 3 aui (1-i1 nens, 4-it nens Ta 7-it nens). [licas 1poro 3acToCOByBaTH
niaTpuMytody 103y 150 Mr 1 pa3 Ha THXZIEHb IPOTATOM 6 MICALIB.

Llepmamomixosu:

— MIKO3 CTOII, MiKO3 TJIaICHBKOT IIKIPH, TAXOBUN JEPMATOMIKOFAHIUI03H1 1HPEKIIIT MIKIpH: TpernapaT
3actocoByBaTH y 1031150 mr 1 pa3 Ha TiwxaeHb, a0o 50 mr 1 pa3 Ha 700y. TpuBamicTh NikyBaHHA —2-4 THXHI, ¥
BUIIAJIKy MIKO3Yy CTOI MOX€ TPUBATH J10 6 THIKHIB;

— pi3HOOApBHMI NMUIai: pemnapat 3actocoByBatu y 1031300-400 mr 1 pa3 Ha TwKIAeHb. TpUBaANICTh JTIKyBaHHS —
1-3 TrxHI.

— nepMaTo(iTHUN OHIXOMIKO3: TIpenapar 3acTocoByBatu y 1031 150 Mr 1 pa3 Ha Tuxnaens. JlikyBaHHS ciij
MIPOJIOBKYBATH MTOKH Ha MicIli iH(IKOBAHOTO HITTS HE BipocTe 300poBuit. [l BigpocTaHHs 3I0pOBHUX HITTiB Ha
pyKax Ta Ha BETUKUX MaJbIIX HIT 3a3BHYail HEOOX1THO 3-6 MicariB Ta 6-12 Mmicamis BigmosiaHo. OgHaK
HIBHJIKICTh POCTY HITTIB y MaIli€HTIB MOKe OyTH Pi3HOIO Ta 3ajiekaTH Bix Biky. [licis ycminiHOTo JiKyBaHHS
TPUBAIUX XPOHIYHUX 1H(DEKIH Popma HITTS 1HOI 3aTUIIAETHCS 3MIHEHOIO.

Ipogpinakmura kanOud03HUX iHpexyitl y nayicHmis i3 mpusaior Helmponeniclo: IpenapaT 3aCTOCOBYBaTH Y 1031
200-400 mr. JlikyBaHHS cIifi pO3NOYMHATH 32 KUIbKa JIHIB IO O4IKYBAaHOTO PO3BUTKY HEHTpPOMEHil Ta
IPOJIOBKYBATH TIPOTSITOM 7 JHIB ICIIS MiABUIIEHHS KiTBKOCTI HeHTpodinis monam 1000/vdx

Hitu. [pemapat 3acTocoByBatH y opMi Karncys AaHiil KaTeropii marieHTiB MOKHA TO/1, KOJH JiTH 3AaTHI O€3MeYHO
MIPOKOBTHYTH KarCyIly, IO 3a3BHYail € MOXKIIMBUM Y BiIli BiT 5 pokiB. MakcumanbHa 1o6oBa mo3a 400 mr. Ak i npu
aHAJIOTIYHUX 1H(EKIISIX y TOPOCIUX, TPUBANICTD JIKyBaHHS 3aJI€KUTh BiJl KIIHIYHOI Ta MIKOJIOTIYHOT BiMIOBIII.
[Ipenapar 3acTocoByBatu 1 pa3 Ha 100y.

JlozyBaHHsI Ipenapary JiTsAM 13 NOpYyIEHHIM (QyHKIIT HUPOK HaBeleHO Hibkye. DapMakokiHeTHKa (IIyKOHA301y He
JOCITIKyBalach y AiTe 13 HHPKOBOKO HEJIOCTATHICTIO.

Himu sixom 6i0 12 poxis.

3anexHO BiJl Baru Ta myOepTaTHOTO PO3BUTKY CIIiJ] OI[IHUTH sIKa J103a Mpernapary (A1 JOPOCIUX M JJIs TiTeH) €
ONTUMAJBHOIO [ manienTa. KimiHiuHi AaHi cBiI4aTh Mpo Te, IO Y AiTel KIipeHe (HIyKOHA30Iy € BUIIUM
MOPIBHSHO 3 AopociauMu. 3actocyBanss 103 100 a6o 200, abo 400 mr gopociaum Ta 103 3, 6 Ta 12 MI/Kr JiTaM
HPU3BOAMTH A0 TOCSITHEHHS CIIBCTABHOT CUCTEMHOT €KCIIO3HUIIII.

EdexTrBHICTH Ta O€3MEUHICTh 3aCTOCYBaHHS NpENapaTy ISl JIIKyBaHHS TeHITaIbHUX KaHIUI031B y JITeH He
BCTaHOBJICHI, HE3BA)KAIOUM HA BUUEPIIHI aH1 11010 3aCTOCYBaHHs (DIyKOHA30y AITAM. SIKIIO iCHye HarajabHa
noTpeda 3aCTOCYBaHHS Mpemnaparty mijuriTkam (BikoM Bix 12 1o 17 pokiB), CiTiJT 3aCTOCOBYBATH 3BHYATHI 1031
JUISL AOPOCIIUX.

Himu eixom 6i0 5 0o 11 pokis:

— KaHJMJ03H CIM30BUX 000JIOHOK: IpenapaT 3aCTOCOBYBAaTH NEPIIMHA AEHb Y 1031 6 mr/kr/noba,
Hajam — y 1031 3 Mr/kr/noba;

— IHBa3WBHI KaHIUJ03U, KPUIITOKOKOBUI MEHIHTIT:MpenapaT 3aCTOCOBYBATH y 7031 6-12 mr/kr/moba
3aJIe’KHO BiJ] CTYTIEHS TSKKOCTI 3aXBOPIOBAHHS;

— NIATPUMYIOYa Teparis s MoNepeKEHHs peUANBY KPUITOKOKOBOIO MEHIHTITY Y MAI[IEHTIB 13 BUCOKUM
PHU3UKOM HOTO PO3BUTKY: MPENapatr 3aCTOCOBYBATH Y 1031 6 MI/Kr/mo0a 3ajeKHO BiJl CTyHEHS TSHXKKOCTI
3aXBOPIOBaHHS;

— npodinaKkTHKa KaHIUI031B y MAIIEHTIB 31 3HWKEHUM IMYHITETOM: J103a Mpernapary CTaHOBUTH 3-12 Mmr/kr/noba
3aJIC)KHO BiJ] BUPAXKEHOCTI Ta TPUBAIOCTI 1HTyKOBaHOI HEHTPOIICHIT (IUB. T03H JJISI IOPOCTHX).

[MarieHTH 13 HUPKOBOK HenocTaTHicTIO. [Ipy 0JHOpa30BOMY 3aCTOCYBaHHI 3MIHIOBATH 103y HE MOTPIOHO. Y
XBOPHX (BKJIFOYAOYH JITEH )3 MOPYIICHHSIM (YHKITIT HUPOK MIPH MTOBTOPHOMY 3aCTOCYBaHHI MpenapaTyCiIia y
NEepUIMiA ACHB JIIKYBaHHS 3aCTOCYBATH Ipenapar y 7031 50-400 mr 3anexxHo Bif noka3ans. [licns mporo
(3a71€KHO BiJI ITOKa3aHb) JOOOBY /1031 BU3HAYATH 3aJICKHO BiJl KIIIPEHCY KPEaTHUHIHY:




Knipenc kpeamuniny (ma/xe) Biocomok 6i0 pexomenoosanoi 0o3u
> 50 100 %
< 50 (6e3 miamizy) 50 %
Perynsipuuii miani3 100 % micis KOXKHOTO Aiaiizy

[TamienTu, siki nepedyBaloTh Ha PETYJSPHOMY Jiani3l, HoBUHHI oTpuMyBaTH 100 % pekoMeHI0BaHOI A03H MICHs
KOXKHOTO Jiialtizy. Y JeHb, KOJH Jiaji3 He POBOANUTHCS, MAIIEHT TOBUHEH OTPUMYBATH J103Y, BiIKOPUTOBAaHY
3aJIe)KHO BiJ] KIIPEHCY KpEaTHHIHY.

[MarienTy 3 mopymeHHsM QyHKIIH neyinkulIpenapar 3acTOCOBYBATH 3 00EPEKHICTIO MAIIEHTaM 13 TOPYIIEHHIMHU
(GyHKIIN MeYiHKU, OCKUThKY 1H(pOpMaIii moa0 3acTocyBaHHs (PIIyKOHA30 Ty I KaTeropii marieHTiB HEIOCTATHRO.
[MarieHTH JITHHOTO BiKY.J[03yBaHHS cii miaOUpaTH 3aeXHO BiJl CTaHy HUPOK.

Mimu.
[Ipenapat 3acTocoByBaTH y (hopMi Karcy: IaHiid KaTeropii marie€HTiB MOXHa TOJl1, KOJIU JIITH 3AaTHI 0€31eYHO
MPOKOBTHYTH KarlCyJy, 1[0 3a3BHYail € MOXJIMBUM Y Billi Bil 5 POKIB.

Ilepeoo3ysanns.

[ToBinomisnocs mpo nepeno3yBaHHs (IIyKOHA30JI0M Ta PO3BUTOK TaJIIOLMHALIIN Ta MAapaHOiNaNbHOI TOBEIIHKH.
Jlikysanmns: cMMIITOMaTHYHA MIATPUMYIOUa Tepallis Ta y pa3l He0O0X1IHOCTI — MPOMMBAHHS LUTYHKA. DIyKOHA301
3HAYHOIO MIpOIO0 EKCKPETYEThCA 3 ceueto, ToMy (hOpcOBaHUi JIlype3 MOXkKe IPUCKOPUTH BUBEJICHHS MTpenapary.
CeaHc reMo1ialTizy TPUBAIICTIO 3 TOJUHY 3HIDKYE PiBeHb (DIIYKOHA301y Y IIa3Mi KpoBi mpuoim3Ho Ha 50 %.

Ioo6iuni peakuii.

3 60Ky cepyeso-cyouHHoi cucmemu. TApOKCU3MallbHa IUTYHOYKOBA TaXiKapis THITY «IipyeT», MOIOBKEHHS
iaTepBany QT.

3 60Ky cucmemu Kposi ma nimgpamuyHoi cucmemu. aHeMisl, arpaHyJIOIUTO3, JICHKOIIEHIs, HEHTpoIIeHis,
TPOMOOIIUTOTICHISI.

3 60Ky Hepeogoi cucmemu ma ncuxiku. TOJIOBHUN O1JTb, 3aI1aMOpPOYCHHS, TTapecTe3ii, CyJOMHU, TpeMOp, O€3COHHS,
COHJIUBICTD, IOPYLICHHS CMaKy.

3 60Ky opeanis ciyxy ma éecmubyiapHo2o anapamy. BEpTUTO.

3 boky mpasnozo mpaxkmy. HyJ0Ta, OJIFOBaHHS, O11b Y YEPEBHIN MOPOKHUHI, JUCTIECTICisl, METEOPU3M, JIiapes,
3a1op, CyXiCTh y pOTI.

3 boky eenamobiniaproi cucmemu: iIBUIIICHHSI piBHS: ana”iHamiHoTpancdepasu (AJIT),
acrapraraminotpancdepasu (ACT), myxHoi pochaTazu, 6inipyOiHy y Tu1a3Mi poBi, X0JIECTa3, KOBTIHHILIA,
MEYIHKOBA HEJIOCTATHICTh, T€NaTOLETIOISIPHUN HEKPO3, TeaTUTH, TeNaTOLETIOSIPHE YPaKeHHS.

3 60Ky 06MiHy peuouH, memabonizMy: 3HIKEHHS alleTUTY, TIIePTPUTIIIepUAeMis, TepXxoiIecTepuHeMis,
rinokaniemis.

3 60Ky onopHo-pyx08020 anapamy ma CnOAYYHOI MKAHUHU: MIANTis.

3 60Ky imyHHOI cucmemu, WKipu ma NIOWKIPHOI KAIMKOBUHU PEAKIIIT TIMePUYyTIUBOCTI, y TOMY YHCIII BUCHIIAHHS,
CBepOIX, TirmepeMis, KpOIHB’ SHKa, OpOHXOCTa3M, HAOPsIK 00JINYYsl, aHT1OHEBPOTHYHHIA HAOPsIK, aHaPUTAKTUIHUN
0K, aHad1IaKcist; MEANKAMEHTO3HHUM IEPMATHUT, MABUIIICHE TTOTOBUIIJICHHS, TOKCUIHUH €TiAepMaIbHAMA
Hekpodi3 (cunapom Jlaitenna), 31moskicHa ekcynaTuBHa eputema (cuaapom CriBeHca-/[»oHCOHA), TOCTpUit
reHepali30BaHUH €K3aHTEMATO3HUHN MyCTYIIb03, EKC(OJIIaATUBHHUMN IEPMATHUT, AJIOTICITis.

Tnwi: MigBUIIIEHA BTOMITIOBAHICTh, HE3Ty KaHHS, aCTCHIs, TapsdKa.

YacTora Ta XapakTep MOOIYHMX PeaKilii i BIIXUJIEHB BiJl HOPMH PE3YJIbTaTiB Ja0OPATOPHUX aHATI3IB Y XO/I1
KIIIHIYHUX JOCITIDKEHB 3 YYaCTIO AiTel CIiBCTaBHI 3 TAKUMHU y TOPOCITHUX.

Tepmin npuoamunocmi. 2 poku.

YmoBu 30epiranus.
30epiraTy B OpUriHaJbHIN ynakoBLi npu TeMiepatypi He Bue2S °C.
30epiratu y HeIOCTYITHOMY IS JiTeHMicIIL



YnakoBka.

Kancynu no 50 mr a6o 100 mr:no 10 xarncys y KOHTYpHIH 4apyHKOBIH yIakoBIIi; 1o 1 KOHTYpHI
YapyHKOBIH YMaKoBIIi y MayIli.

Kancynu no 150 mr: o 1 xancysi y KOHTYypHIH 4apyHKOBIiM ynakoBIi; o 2 a00 3 KOHTYpHI YapyHKOBI YIIAKOBKH Y
nauri.

Kareropis Binmycky. 3a peentom.

BupoOuuk.
[IpAT «Dapmanetrana pipma «dapHHIISN.

Micue3Haxo/:KeHHsI BUPOOHUKA Ta HOr0 ajpeca Miclsi IPOBAJIKEHHS XislJIbHOCTL
Vkpaina, 02093, m. Kuis, Bys. bopucminbsceka, 13.

®JTYKOHA30-JAPHULIS
(FLUCONAZOIE-DARNITSA)

Cknao:

oitoua peuosuna: fluconazole;

1 kancyna MictuTh ¢urykoHazony 150 mr;

O00NOMIDICHI peyouHU. KPOXMaIlb KApTOIUISTHUH, TAKTO3a MOHOT1JIpaT, KPEMHII0 JIOKCH]I KOJOiTHII O0€3BOHUH,
HaTpIIO JJaypuicyib(aT, MarHito creapar, *enatuH, Tutany aiokcun (E 171).

Jlikapcbka gopma. Kancynu.
Ocnogni Qizuxo-ximiuni eracmugocmi. TBEPl )KEITATHHOBI KAIICYJIH 3 KOPITYCOM Ta KPUIIEYKOIO O1JI0TO KOJIBOPY.
BwmicT karicynu — moporok 61j1oro abo mMaiike 0171010 KOJIbopy

dapMakoTepaneBTHYHA rpyna.
[TpoTurpubKoBi 3acO0H AJIT CUCTEMHOT0 3acTocyBaHHs. [loxiaH1 Tprazoiy.
Kon ATX JO2A CO1.

Dapmakonoziuni e1acmueocmi.

Dapmakoounamixa.

Mexani3m aiidaykoHa3051, TPOTUTPUOKOBHI 3aci0 KJ1acy TpHUa30JliB — MOTY>KHUH Ta CENEKTUBHUM 1HT101TOD
rpuOKOBUX (PEepMEHTIB, HEOOXITHUX JUIsSl CHHTE3Y eprocrepoiy. IlepBuHHUM MexaHi3MOM HOTo i € MPUTHIYEeHHS
rpubkoBoro 14 anbda-r1aHocTepoI-1eMETHIIIOBAHHS, OIOCEPEAKOBAHOTO IIUTOXpoMoM P450, 1110 € HeBix eMHUM
eTarnoM 0610cuHTe3y rpuOKOBOTO eprocrepoiy. AKymymsnis 14 anbda-MeTHI-CTEPOIIiB KOPENIOE 3 MOAATBIIO0
BTPATOIO0 €ProcTepoly MEMOPAaHOO IPUOKOBOT KIIITUHH Ta MOXKE BIJNOBIZATH 32 IPOTUTPUOKOBY aKTUBHICTh
¢dykoHazony. daykoHa301 € OUIBII CEIEKTUBHUM JI0 IpUOKOBUX (pepMeHTIB 1iuToxpomy P450, Hixk 10 pi3HUX
cucreM ¢pepMeHTiB nuToxpomy P450 ccapuis.

UyTnuBicTh in vitro. ®IyKoOHA307 in Vitro AEMOHCTPYE MPOTUTPUOKOBY aKTHBHICTh cTOCOBHO BHiB Candida, 1m0
3ycTpivaroTecs Havacrime (BrmouatounC. albicans, C. parapsilosis, C. tropicalis). C. glabrata
JEMOHCTPY€ IHUPOKUIL J11ana3oH YyTIUBOCTI 10 QIIyKOHA3011y, TOA1 K. krusei € 1O HbOTO PE3UCTEHTHO0. Takox
dbiryKoHa301in vitro JEMOHCTPY€E aKTUBHICTB K NPOoTH Cryptococcus neoformans ta Cryptococcus gattii, Tak i
MIPOTH €HJIEMIYHUX TUTICHIBUX TpuOiBBlastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta
Paracoccidioides brasiliensis.

Dapmakoxinemuxa.

AbcopOiis. diaykoHa301 100pe BCMOKTYEThCS IIPU IEPOPAIbHOMY 3aCTOCYBaHHI, a piBeHb Ipenaparty y mia3mi
KpOBI 1 cucTeMHa 0100CTYMHICTh NMepeBUILYI0Th 90 % piBeHb (PIyKOHA30Jy y MJ1a3Mi KPOBI, 110 TOCSITAETHCS NpU
BHYTpPIIIHFOBEHHOMY BBEJI€HHI npenapary. OJHOYacHE B)KUBAHH 1K1 HE BIUIMBAa€ HA BCMOKTYBAHHsI IIpenapary
pu HOTo nepopaibHOMY 3acTocyBaHHI. [likoBa KOHILIEHTpallisl y T1a3Mi KpoBi gocsaraetbes yepes 0,5-1,5 roaunu
miciis npuiioMy npenaparty. KoHueHTpalis npenapaty y Iuia3Mi KpoBi IponopuiiHa 10 1034. PiBHOBaXkHa




KOHIIeHTpalis Ha piBHI 90 % nocsraeTbes Ha ApyTUil 1eHb JIKyBaHHS [IPU 3aCTOCYBaHHI y NEpUIMIA A€Hb
HAaBAHTAXKYBAJILHOI J03H, 1110 BABIYl IEPEBUIILY€E 3BUYAIHY TOOOBY 103Yy.

Posnonin. O6’eM po3nonity NpubIN3HO AOPIBHIOE 3arajlbHOMY BMICTY PiIMHU B OpraHi3Mi. 3B’ A3yBaHH 3 OlIKaMu
1a3Mu KpoBi Hu3bke (11-12 %). daykonaszon 1odpe nNpoHUKaE B yC1 AOCIIKYBaH1 piAMHU opraHizMy. PiBeHb
¢i1yKOoHa30Iy y CIIMHI Ta MOKPOTHHHI € OAIOHUM 10 KOHIIEHTpaLlli IpenapaTy y Iia3Mi KpoBi. Y Malli€HTIB,
XBOpUX Ha IPUOKOBUI MEHIHTIT, PIBEHb (DIIYKOHA30J1y y CIIMHHOMO3KOBIH piauHi nocsrae 80 % KoHIeHTpawii y
1a3Mi KpoBi.

Bucoxki koHneHTpamii haykoHa305y y MIKipi, 0 MEPEBHITYIOTH CHPOBATKOBI, TOCATAIOTHCS y POTOBOMY IHapi,
emigepmici, nepmi Ta moti. GIyKoHA30JI HAKOMUIYETHCS Y POrOBOMY IIapi.

biorpancdopmartis. @rykoHa301 MeTab0Ii3yeThCS HE3HAYHOKO Mipoto — Jiuie mpuonm3Ho 11 % daykonazomy
eKCKPETY€EThCS 3 CeUel0 Y 3MiHeHOMY BUTIIAL. DIyKOHA3011 € ceIeKTUBHUM 1HT101TopoM 130¢pepmenTiB CYP2C9 ta
CYP3A4, a Takox inriditopom i30pepmenty CYP2C19.

Exckperis.Ilepion HamiBBUBeAeHHS (PIIyKOHA30My 13 MJIa3MHU KPOBI CTAHOBUTH OJIU3BKO 30 roauH. binbia
YacTHHA IpernapaTy BUBOAUTHCA HUpKaMu, npuuomMy 80 % BBEIEHOT 1031 BUSBISETHCS Y C€Ul B HE3MIHEHOMY
ctani. Knipenc ¢guykoHazony nponopiiiHuii 10 KiipeHcy KpeaTuHiny. L{upkynorodnx MeTabomiTiB He BUSBIICHO.
TpuBanuii nepioj HaNliBBUBEAECHHS IpeNapaTy 3 IIa3MU KPOB1 Ja€ MOXKIIMBICTh Pa30BOI0 3aCTOCYBAHHS
npenapaTy Ipy BariHalbHOMY KaHAMJ031, @ TAKOXK 3aCTOCYBaHHA npenapaty | pa3 Ha THXKICHb NP 1HIINX
MOKA3aHHSAX.

Dapmaxokinemuka 8 0coOIUBUX Kame2opisix NayieHmis.

HupxoBa HETOCTATHICTD. Y MAIlIEHTIB 13 HUPKOBOIO HEJAOCTATHICTIO TSYKKOIO CTYIEHs (IBUIKICTh KITyOOUYKOBOI
¢inpTparnii < 20 mi/xB) niepioa HamiBBUBEACHHA 301bIIyeThest 3 30 roaun n0 98 roaun. Tomy wmiif kareropii
NAIIEHTIB HEOOX1THO 3HU3UTH 103y (piryKoHa30iy. DiyKoHa30J1 BUAANISETHCS IIISIXOM T'eMoiali3y, Ta MEHIIOK0
MIpOI0 — IIJISIXOM IHTpaIllepUTOHEANbHOro fianizy. Ceanc reMo/ianizy TpUBAIICTIO 3 TOAWHU 3HUKY€E PIBEHb
baykoHa3oy y mia3mi KpoBi mpubauzHo Ha S0 %.

ITarieHTH JITHHOTO BiKY 3MiHM (DapMaKOKIHETHKH Y MALlI€HTIB JITHHOTO BIKY OUEBUIHO 3aJIeKaTh Bij apaMeTpiB
(GyHKII HUPOK.

Kainiuni xapakrepucTuku.
Ilokazannusa.
['ocTpuit BariHanbHUI KaHIUI03, KAHIUA03HUHN OalaHIT (KOJIM MiCIieBa Teparis He JopedHa).

Ilpomunoka3zanns.

— IligBumieHa 9y TIUBICTH 10 (ITYKOHA30Iy, IHIINX a30JbHHUX CIIOJIYK a00 O iHIINX KOMIOHEHTIB Mpernapary,

— OJHOYACHE 3aCTOCYBaHHS (PIIyKOHA30Ily Ta TepPECHAINHY MMalli€HTaM, SIKi 3aCTOCOBYIOTh (DITyKOHA3011
OaraTopa3oBo y no3ax 400 mr/moba Ta BuIie (3rilHO 3 pe3yabTaTaMH JOCIIIKEHHS B3a€EMOII1
0araTopazoBOTr0O 3aCTOCYBaHHs);

— OJIHOYACHE 3aCTOCYBaHHS ()TYKOHA30JIy Ta IHIIUX JIKAPCHKUX 3ac00iB, 10 MOA0BKYIOTh iHTepBan QT Ta
MeTaboIi3yThCA 3a nonomoroto hepmenty CYP3A4 (manpukiaa mu3anpuay, acTeMi3oqy, MMO3UIY,
X1HITUHY Ta EPUTPOMIIIHHY ).

B3aemooia 3 inmumu nikapcoKumu 3acovamu ma iHuwii 6UOU 63a€Mo0ill.

IIpomunoxazane cymicne 3acmocysanus GavKOHA30IY Ma HUACYE3AZHAYEHUX TIKaApCcbKux 3aco0is. [[uzanpuo,
acmemizon, niMo3uo, XiHiOuH, epumpomiyun. OTHOYACHE 3aCTOCYBaHHS BUIIEBKA3aHMUX JIIKAPCHKUX 3aC00IB Ta
¢iryKoHa3011y MOXKE IPU3BECTH J10 NMOIOBXEHHS 1HTepBaiy QT, mapokcu3mMalbHOI NUTYHOUKOBOI TaXiKapAii TUILY
«ImipyeT» Ta, K HACMIIOK, IO PanTOBOI CMEPTIi. 3aCTOCYBaHHS KOMOIHAIlIT JaHUX JIIKAPChKUX 3aC001B
IIPOTUIIOKA3aHE.

Tepgenaoun: pu 3acTocyBaHHI urykoHazoiy y 1031 200 Mr Ha 100y oHOYACHO 3 TeppeHaanHOM HEe OyI10
BUSIBJICHO MOI0BXKEHHS iHTepBany QT. OgHovacHe 3acTocyBaHHs (piykoHa3omny y 1031 400 Mr Ha 100y Ta BuUIle 3
TeppeHalMHOM 3HAYHO Mi/IBUIIY€E HOT0 PIBEHD Yy MJIa3Mi KPOBI, 1110 MOXKE MPU3BECTHU A0 TSHKKUX CEPLIEBUX
apuTMiii, CIpUYMHEHNX MOoA0BXKeHHsAM iHTepBaiy QT. [Ipu onHouacHOMY 3acTOCyBaHHI (IIyKOHA301y Y 1031
Hxkue 400 mMr Ha 100y 3 TepdheHaAMHOM CIIiJl IPOBOAUTHU PETEIbHUM MOHITOPUHT cTaHy nauieHTa. OgHo4yacHe
3acTocyBaHHs (uryKoHa3oiy y 1031 400 mr Ha 100y 3 TepdheHaaAnHOM MPOTUIIOKA3aHO.

OnHoyacHe 3acTocyBaHHs (DJIYKOHA30Jy Ta HIKYE3a3HAUEHUX JIKapChbKUX 3aC001B HE PEKOMEHAYEThCS.
T'anogpanmpun: GiryKoHa30J1 MOXKE CIPUYMHUTH IT1IBUIIEHHS KOHLEHTpallii ratoGanTpuHy y mia3Mmi KpoBi 3a




paxyHok npurHideHHs CYP3A4. OqHovacHe 3aCTOCYBaHHS IUX JIIKAPChKHUX 3aC001B MOTEHLIHO MOXe
MPU3BOINUTH A0 MIABUILEHHS PU3UKY PO3BUTKY KapA10TOKCHUYHOCTI (rooBxkeHHs iHTepBany QT, mapokcusmaibHa
IITYHOUYKOBA TaxiKap/is TUIY «IipyeDa, sIKk HacliJI0K, 1O ParToBoi cepueBoi cMepTi. Ciil yHUKAaTH
3aCTOCYBaHHS KOMOIHaIlI] TaHUX JIIKapChbKUX 3acO01B.

OnHouacHe 3acTocyBaHHs (DIYKOHA30Jy Ta HUKYE3a3HAYEHUX JIKapChKUX 3ac00iB BUMarae 00epexxHOCTI Ta
KOPUTYBaHHS JIO3H.

Bnaue inwux nikapcokux 3aco6is na ¢hiykonason. JJoCcHiIKeHHS B3a€MO/Iii TPOJEMOHCTPYBAJH, 110 OJTHOYACHE
BXKUBAaHHS 1K1, IUMETUANH, aHTAIUIA 200 MOJaNIbIIIe OMTPOMIHEHHS YChOTO TUIA ISl IEPECaKU KICTKOBOT'O MO3KY
HE Ma€ KIIIHIYHO 3HaYyIOro BIUIMBY Ha aOcopOIiio GIykoHa30Iy MpHU HOro nmepopaibHOMY 3aCTOCYBaHHI.
Pugamniyun: onHOIacHe 3acTocyBaHHS (DIryKoHa30y Ta pudamminuny mpusBoawio 1o 3amkeHas AUC Ha 25 %
Ta CKOPOYyBaJIo MepioJ] HaniBBUBeACHHS (urykoHaszony Ha 20 %. [Ipu onHOUacHOMY 3aCTOCYBaHHI Mpenaparis
MOJK€ 3HaJJOOUTHCS TIABUINECHHS 1031 (DITyKOHA30IYy.

Bnaue ¢pnyxonazony na inwi 1ikapcoki 3acoodu.

Jikapcoki 3acoou, wo memabonizytomocsi CYP2CY9 ma CYP3A4:(haykoHa307 € TOTYXHHUM 1HT10iTOpOM (epMeHTy
CYP2C9 i1 nomipuum inrid6iropom pepmenty CYP3A4. Takox diaykoHaszon € inriditopom pepmenty CYP2C19.
[Tpu ogHOYacCHOMY 3aCTOCYBaHHI 3 (PIIyKOHA30JIOM 1CHY€E PU3HK IM1JIBUILEHHS Y TU1a3Mi KPOB1 KOHLIEHTPALIN 1HIINX
crHoiyk, 1mo Merabdomnizytotscst CYP2C9 1 CYP3A4 (y Tomy uncmiikanoioie 6apeinky, anbghenmaniny, b1okamopis
KanbyiesUX Kanaie, eeeponimycy, cuponimycy(Takox MUISIXOM TPUTHIUYCHHS P-rnikonpoteiny),
MAKpoNiMycy, HeCmepoioHux NPOMuU3anaibHux 3acoois, wjo memabonizyiomscs CYP2C9 (Hanpukian,

HAnPOKCeHy, IOPHOKCUKAMY, MENIOKCUKAMY, OuKiogenaxy, gaypoinpogeny, cakginasipy (Takoxk MUITXOM
npurHideHHs P-rinikonporeiny). [TigBumieHHs KOHIIEHTpallli anKanoifiB 6apBiHKY Yy M1a3Mi KpoBi (HApUKIIA/,
BIHKPHCTHHY 1 BIHOJIACTHHY) PU3BOAUTH 10 PO3BUTKY HEMpOTOKCHYHMX edekTiB. [ligBuieHi piBHi Takpoimycy
aCOIIOIOTHCS 3 HE(PPOTOKCUYHICTIO. 3aCTOCOBYBATH Taki KOMOIHAIIIT penapariB CiIiJl 3 00epexkHICTIO, IPH LIbOMY
CJI1J1 IPOBOAMTH PETEIbHUI MOHITOPUHT CTaHy nauieHTiB. [IpurnivyBanbHa ais (iykoHazony Ha pepMeHTH
30epiraeThCs mpoTIrom 4-5 mib micis Horo 3acTOCYBaHHS y 3B'I3KY 3 HOTO TPUBAJIUM MEPI0IOM HAMiBBUBEICHHS.
B3aemonii Mixk (hTyKOHA3010M 1 KOMOIHALIIEIO CAKBIHABIP/PUTOHABIP HE JOCIHIHKYBAINCS, TOMY BOHH MOXYTh OyTH
OLTBII BUPAKCHUMH.

Ineioimopu I'MI-KoA-pedyxmasu: cymicHe 3acTocyBaHHs (iiykoHa3oury Ta iHriditopiB [ MI'-KoA-peaykrasu, mo
metabomizytoTbes CYP3A4 (aropBacTaTuH Ta cuMBacTaTHH), a6o iHri6iTopiB I'MI'-KoA-peaykrasu, 1o
metabomnizyroTsest CYP2C9 (dayBacratun), nmigBUILy€e pU3HK PO3BUTKY Mionarii Ta pabaomiomnisy. [Tpu
0JIHOYaCHOMY 3aCTOCYBaHHI IpenapaTiB peKOMEHIYETbCS PETEIbHUN MOHITOPUHT CTaHy Halli€eHTa 100
BUHUKHEHHS CUMIITOMIB MiOIaTii Ta pab1oMioJIi3y Ta KOHTPOJb PIBHS KPEaTUHKIHA3H Y IJIa3Mi KpOBL. Y BUIIAJKY
3HAYHOTO MiJBUIICHHS PiBHS KpeaTHHKIA31, a TAKOXK MPU AlarHOCTyBaHH1 abo Mig0o3pi Ha MionaTito/pabaomioni3
3acrocyBaHHs 1Hr101TOpiB ' MI'-KOA-peaykTasu ciijf IpUuIuHUTH.

Bopukonason, 3udosyoun, kapbamazenin, memaooH, pughabymun, yeiekokcuob, YUKioCnopum, eHimoin
(6HYymMpIiwHb08eHHO): OJHOUYACHE 3aCTOCYBAaHHS (DIIYKOHA30Jy Ta BUINEBKAa3aHUX JIIKAPCHKUX 3aCO01B MIABUIILYE fax
(s enHiTOIHY Gpipn) 1 AUC ocTaHHIX; npenapaTH MOKHA 3aCTOCOBYBAaTH OJJHOYACHO 32 YMOBHU KOPEKIIii 103U
BUIIEBKA3aHMX JIIKAPChKHUX 3aCO01B 3aJIEKHO B1Jl KOHIIEHTpalii y rmia3mi kposi. [Ipu ogqHOUacCHOMY 3acTOCyBaHHI
¢dykoHazony Ta pudabyTHHY MOBIIOMIISIIOCS PO BUMAAKU PO3BUTKY YBEITY.

Azumpomiyun: y X0l BIAKPUTOTO paHAOMI30BaHOTO TPHCTOPOHHBOTO MEPEXPECHOTO JOCIIIKEHHS, B TKOMY B3sLJIH
ydacTh 18 3mopoBUX JOOPOBOIIBIIIB, OI[IHIOBATIH BIUIUB a3UTPOMIIIMHY Ta (PIyKOHA307y Ha (hapMaKOKIHETHKY OJMH
OJIHOTO TIPH X OJJHOYACHOMY NIEPOpATbHOMY pa30BOMY 3acTocyBaHH1 y n03ax 1200 mr ta 800 Mr BiOBIIHO.
Komnux 3nauynmx papMakoKiHETHUHUX B3a€MO/IIH MK BHSIBICHO HE OyII0.

Amimpunmunin/nopmpunmunin: GIryKOHA30J TIOCHITIOE JIiI0 aMiTpUNTHIHY/HOpTpunTIiIiHy. [Ipn ogHO9acHOMY
3aCTOCYBaHHI IpenapaTiB peKOMEHY€ETbCSI KOHTPOJIIOBATH KOHIIEHTpaLlii 5-HOPTpUNTUIIHY Ta/abo S-
aMITPUIITWIIHY Ha MOYaTKy KOMOIHOBaHOI Teparlii, uepe3 | THkKAeHb Ta y pa3i HE0O0X1THOCTI IPOBECTU KOPEKIIIIO 1X
JIO3H.

Amepomepuyun B: y X0l JOKITIHIYHUX JOCIIIPKEHb OHOYACHE 3aCTOCYBaHHS (DIIyKoHa30y TampoTepununy B
1H(IKOBaHUM MUIIIAM 13 HOPMAJILHUM IMYHITETOM Ta iH()IKOBAaHUM MHUIIAM 31 3HHKEHUM IMYHITETOM MPU3BEINO 10
TaKUX Pe3yJIbTATiB: HEBEIMKUI aTUTHBHAN POTUTPUOKOBUI eeKT mpu cucteMHiit indekuilC. albicans,
BIJICYTHICTb B3a€MOJII1 IpU BHYTpIIIHbOUEpenHii iHpekuliryptococcus neoformans Ta aHTaroHi3M JABOX
IIpenapariB Opy CUCTEMHIN 1HPeKIIA. Fumigatus; KIIIHIYHE 3HAUEHHS [IUX PE3YyJIbTATIB HEBIJOME.
Aumurxoazynsaumu: K 1 IpU 3aCTOCYBaHH1 1HIIMX a30JIbHUX MPOTUTPUOKOBUX 3aC001B, MPU OTHOUYACHOMY




3aCTOCYBaHHI (IyKOHA301y Ta Bap(apHHy MOBIIOMIISIIOCS PO BUMAAKH PO3BUTKY KPOBOTEY (F€MaTOM, HOCOBOT
KPOBOTEUi, IUTYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypii Ta MEJIEHH) y MTOE€HAHHI 13 TIOJJOBKEHHIM
npoTpoMOiHOBOTO yacy. [Ipu ogHOUacCHOMY 3acTocyBaHHI (PIyKOHA30Iy Ta Bap(papuHy CIOCTEpIraisocs IBOKpaTHE
M IBUIICHHS TPOTPOMOIHOBOTO Yacy, iMOBIpHO, BHACIIIOK MIPUTHIYCHHS MeTabomi3sMy Bapdapuny uepe3 CYP2CO.
[Tpu otHOYaCHOMY 3aCTOCYBaHHI MpenapariB peKOMEHAYEThCS PETEIbHUI MOHITOPUHT TPOTPOMOIHOBOTO Yacy Ta
y pa3i HeoOX1THOCTI — MPOBECTH KOPEKIIIIO 103U BaphapuHy.

benzodiaseninu kopomkoi 0ii (nanpuxnad, mioazonam, mpuazonam) Ipru3HadYeHHS (IyKOHA30ITy MicIs
MEePOPANBHOTO 3aCTOCYBAaHHS Mifa301aMy MPU3BOIMIIO 10 3HAYHOTO TTiIBUIIICHHS KOHLIEHTPAIIil MiJja30jamMmy Ta 710
MOCUJIEHHS TICUXOMOTOpHUX edeKTiB. [Ipu onHOUaCHOMY 3aCTOCYBaHHI IpenapaTiB peKOMEHY€ThCs peTeIbHUN
MOHITOPHHT CTaHy MAaIlieHTa Ta 3MEHIIECHHS 1031 OCH30/Iia3eMiHiB.

Bimamin A: moBIAOMIISIIOCS, 110 Y MAIIEHTA, SIKUM OTHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIOTY (KUCIOTHA
dopma BiTaminy A) Ta GryKoHA301J1, criocTepiraiucs modiuHi peakiii 3 00Ky meHTpasibHo1 HepBoBoi cucteMu (ITHC)
y ¢opMi TICEBAOTYMOPY TOJIOBHOTO MO3KY, III0 3HUK Micis BiqMiHU ¢uiykoHa3omny. [Ipenapatu MoxkHa
3aCTOCOBYBATH OJHOYACHO, OEpydH J0 YBaru pu3MK BUHUKHEHHS MOOIYHUX peakuii 3 6oky [{THC.

Jlozapman: GhaykoHa30M MPUTHIYY€E MeTaboIi3M JI03apTany 10 oro aktuBHOTO Metabonity  (E-3174), mo
3YMOBJIIOE BEJIMKY YaCTHHY aHTaroHi3My JI0 pelenTopiB aHrioTeH3uny Il nmpu 3actocyBaHHi J03apTany.
PexoMeHnayeThCs 311ICHIOBATH MOCTIHHUI MOHITOPUHT apTepiaJbHOTO TUCKY Y MAIlIEHTIB.

Ilepopanvhi konmpayenmugu. TPOBOIMIOCS 2 papMaKOKIHETHYHI JOCHIHKEHHS 0araTropa3oBOro 3aCTOCYBAaHHS
¢irykoHa301y Ta KOMOIHOBAHOTO MEPOPAIBLHOTr0 KOHTpauenTusa. [1pu 3acrocyBanHi (urykoHazoiny y 1031 50 Mr
BIUTMBY Ha PiBEHh TOPMOHIB He 0yJI0, TOJI K IMPHU 3aCTOCYBaHHI QurykoHa3ory y 1031 200 Mr Ha 100y
cnoctepiranocs 30u1bmenHs AUC etuninectpazaiony Ha 40 % ta neBoHoprecTpeny — Ha 24 %. Lle cBiquuth npo
Te, 0 6araropazoBe 3aCTOCYBaHHs (PIIyKOHA30Jy y 3a3HAYCHHX J103aX HABPsJ YU MOXKE BIUTMBATH Ha
e(eKTUBHICTh KOMOIHOBAHOTO MEPOPATHLHOIO KOHTPALICTITHBA.

IIpeonizon: MOBIIOMIISIIIOCS TIPO BHUITAJIOK, KOJIM Y TAIIEHTA MIC/Is TPAHCTUIAHTAITI] TICUiHKH Ha TJTi 3aCTOCYBAHHS
NPEHI30HY PO3BHHYJIACSA TOCTPAHEAOCTATHICTh KOPU HAJIHUPKOBUX 3aJ103, 110 BUHMKJIA MICIIS IPUITMHEHHS
TPUMICSIYHOTO Kypcy Tepamnii ¢urykoHa3osioM. [IpunuHeHHs 3acTocyBaHHs (IIyKOHAa30J1y, IMOBIPHO, CHPUYMHUIIO
nocuinenHs akTuBHOCTI CYP3A4, 110 nmpusBenno 10 NpUCKOPEHHs MeTabouli3My NpeiHi3oHy. PexoMenayeTbes
MOCTIHMIA MOHITOPUHT CTaHy MAIiEHTIB 3 METOIO TIONIEPEPKEHHS PO3BUTKY HEJIOCTATHOCTI KOPH HATHUPKOBHUX
3aJ103 MiCJId NPUITMHEHHS 3aCTOCYBaHHS (IyKOHA30Iy.

Tloxioni cynvgoninceyosunu. IPU OJTHOYACHOMY 3aCTOCYBaHHI (DITyKOHA30J1 MPOJIOHTYE MEePio]] HATIBBUBEICHHS
NepopabHUX MOX1THUX CYJIb(OHIJICEUOBUHU (XJIOPIPONaMiay, rmideHKIaMiay, Taimi3uay Ta ToI0yTamiay) mpu ix
3aCTOCYBaHHI 3/I0POBUM J00pOBOJIBLSM. PeKoMEHAYyEThHCSI TOCTIHUI MOHITOPUHT PiBHS TJIIOKO3M Ta y pasl
HEOOX1THOCT1 — KOPEKIIisl 103U (IIyKOHA30IYy.

Teocpinin: y MOCHiKEHHST B3a€MOJII1 IperapariB 3acTocyBaHHs (irykoHa3oxy 1o 200 mr npoTsirom 14 nHiB
MPU3BEJIO J0 3HM)KEHHS CepeIHbOro KIipeHCy TeodiniHy y mia3Mi kpoBi Ha 18 %. 3a marieHtamu, sKi
3aCTOCOBYIOTH T€O(TIH Y BUCOKHX J103aX a00 sIKi MAalOTh MiIBUIICHUN PU3HUK PO3BUTKY TOKCHYHUX MPOSBIB
TeOo(TiHY 3 IHIIMX TPUYUH, PEKOMEHIYETHCS MOHITOPUHT II0JI0 BUSBIICHHS O3HAK PO3BUTKY TOKCHUYHOT il
teodimiHy. [Ipy mosIBi 03HAK TOKCHYHOCTI TIperapaTr CJijl BIIMiHUTH.

@enmanin: MOBITOMIISIOCS TIPO OJIUH JIETATbHUM BUMAOK IHTOKCHUKAIIT ()EHTAHLIOM BHACIIAOK MOKIUBOT
B3aeMO/I1 PeHTAHUTY Ta (IIyKOHA30Iy. Y TOCTIIKEHHSIX 0yJI0 MPOJIEMOHCTPOBAHO, IO (ITYKOHA30JI 3HAYHO
YIOBUIBbHIOBAB elNiMiHalito Gpentaniny. [ligBuiieHHs KOHIIEHTpallli (PeHTaHLTy MOXE MPU3BECTH O MPUTHIYCHHS
nuxaHHd. [Ipu onHOYacHOMY 3aCTOCYBaHHI ITpenapaTiB PEKOMEHY€EThCS PETEIbHUI MOHITOPUHT CTaHy MalleHTa
Ta y pa3i He0OXiTHOCTI —ITPOBECTH KOPEKIIiIO 103U (heHTaH1IYy.

Luxnogocghamio: onHOIACHE 3acTOCYBaHHS IUKIOPochamimy Ta (hIyKOHA30 Ty TPU3BOAUTE A0 iABUIICHHS PiBHS
O1mipyOiHy Ta KpeaTHHiHy B CHpOBATI KpoBi. [IpemapaTu MokHA 3aCTOCOBYBATH OJIHOYACHO, 3BAJKAIOUN HA PUBHUK
iIBUIICHHS KOHIIEHTpalii Oiipy0OiHy Ta KpeaTHHIHY B CHPOBATIII KPOBI.

Ocoobnueocmi 3acmocy8amnns.

HenocratHs TpUBaiCTh JIKyBaHHS MOXeE IMPU3BECTH J0 BiIHOBJIEHHS aKTUBHOTO 1H()EKLIHHOTO MPOIIeCy.
3acmocyeanns npu enubOKUX eHOeMiUHUX MIKO3aX, KpUNmoKkokosi, depmamodhimii. JlokasiB e(peKTUBHOCTI
¢iryKoHa30My ISt TIKyBaHHS KPUIITOKOKO3Y Ta 1HIIUX (JOPM €HJIEMIYHUX MiKO31B, TAKHX SIK ITAPAKOKIIMII01JOMIKO3,
TiCTOIIa3MO3 Ta MIKIPHO-TIM(ATUIHUN CITIOPOTPUXO03, HEOCTATHHO, TOMY PEKOMEHIAIlIN MT0/I0 JO30BOTO PEKUMY
JUIS JTIKYBaHHS TAaKUX 3aXBOPIOBaHb HeMae. BilMmoBiiHO 710 pe3ynbTaTiB TOCTiKEHHS (DIYyKOHA30Ty A JIIKYBAaHHS



nepmatodiTii y aiTel, paykoHa3o0 He epeBHIye rpu3eo]ynbBiH 3a eEeKTUBHICTIO, TOMY (ITyKOHAFBICTIA
3aCTOCOBYBATH JUIS JIKYBaHHS €PMATO]ITii.

Bnnue na cevosudinony cucmemy. Ilpenapart 3acTocoByBaTH 3 00EpEKHICTIO MAIIEHTAM 13 MOPYIIEHHSIM (PyHKIIIT
HUPOK (auB. po3aut «Croci0 3aCTOCYBaHHS Ta TO3U).

Bnnue na cenamobiniapny cucmemy. 3acTocyBaHHs (pIIyKOHA30JTy aCOLIFOBAJIOCS 3 BUHUKHEHHSAM PIIKICHUX
BUIIAJIKIB PO3BUTKY TSKKOI I'€aTOTOKCUYHOCTI, BKJIIOYAIOYH JIETaJIbHI BUMIAJKU, TOJIOBHUM YHHOM Y NAIIEHTIB 13
TSOKKUMHM OCHOBHHMM 3aXBOPIOBAaHHSIMHU. Y BHIA/IKaX, KOJIM PO3BUTOK IeNaTOTOKCUYHOCTI aCOLIFOBaBCS 13
3aCTOCYBaHHSM (DITyKOHA30y, He OYyJIO BiA3HAYCHO 11 SIBHOT 3aJICXKHOCTI BiJ| 3arajibHOI T0OOBOI /103U Tpernapary,
TPUBAJIOCTI Teparii, cTaTi ado BiKy HamieHTa. 3a3BHuail renaToTOKCUYHICTh, CIPUYMHEHA (IIyKOHA30JI0M,
000poTHa, a 1i IPOsBY 3HUKAIOTH MICIsl IPUITMHEHHS Teparii. PekoMeHy€eThesl peTeIbHIM MOHITOPUHT CTaHy
MAI[IEHTIB, Y SIKUX MPHU 3aCTOCYBaHHI (IIYKOHA30JIy CIIOCTEPITalOTHCS BIAXUICHHS Pe3yibTaTiB (PyHKIIOHATBHUX
po0 MEYiHKHU, AJIs1 BUABIECHHS CUMIITOMIB OUIBII TSDKKOTO YPa)XCHHSI MEYIHKH.

[IpemapaT 3acTOCOBYBaTH 3 00EPEKHICTIO Malli€HTaM 13 mopyuieHHIM GyHKIT nedinkdlamieHTiB ciia
poiH(GOPMYBaTH PO CHMITTOMH, 1[0 MOXKYTh CBIAYUTH PO CEPHO3HUI BILTUB HA MEUiHKY (BUpaKEHA aCTEHis,
aHOpPEeKcCid, OCTiiHAa Hy10Ta, OJIIOBaHHS Ta XKOBTAHUIL). Y TaKOMY BHUIIAJKy 3aCTOCYBaHHS (DIyKOHA30Iy CIIiJ
HETaltHO NPUITUHHUTHU Ta IPOKOHCYIIFTYBATHUCS 3 JIIKAPEM.

Bnnue na cepyego-cyounny cucmemy. Jlesiki a301u, y ToMy 4ucii i (IIyKOHA30J1, aCOLIIOIOTHCS 13 TTOIOBKEHHIM
inTepBanty QT Ha enexkrpokapaiorpami. [loBigoMisiiocs npo ay»e pLAKICHI BUNIAJAKHU MOAOBKEHHS 1HTepBany QT Ta
MapOKCU3MAalIbHOT IITYHOYKOBOI TaXiKap/ii THITY «IipyeT» MpHu 3acTOCyBaHHI (hiykoHaszomy. Taki moBiTOMIICHHS
CTOCYBAJIHCS MAIIEHTIB 13 TSHKKAUMHU 3aXBOPIOBAaHHAMU TP TIOETHAHHI 0araTthox (pakTopiB pU3HUKY, TAKIMH 5K
CTPYKTYPHI 3aXBOPIOBaHHS Ceplisl, IOPYIIEHHS eJIEKTPOJIITHOIO OOMIHY Ta OJTHOYACHE 3aCTOCYBAHHS 1HILUX
JKapChKUX 3ac00i1B, 1110 BIUIMBaIOTh Ha 1HTepBasl QT IIpenapaT 3acTOCOBYBaTH 3 O0EPEKHICTIO MAlllEHTaM 13
PHU3UKOM PO3BUTKY apUTMild. OJTHOYaCHE 3aCTOCYBAaHHS Pa3oM 13 JIKapChbKUMU 3aC00aMH, 1110 MTPOJIOHTYIOTh
iaTepBan QT ta MeTabomi3yroThes 3a gonomororo pepmerty CYP3A4 nuroxpomy P450, mpotunoka3zane.

Bnnue na cucmemy yumoxpoma P450. @nykoHason € noTykHUM iHrioitopom pepmenty CYP2C9 ta nomipHum
iTi6iTopoM pepmenty CYP3A4. Takox ¢irykonason € inriditopom ¢pepmenty CYP2C1Qmnia npoBoautu
peTeIbHUN MOHITOPHHT CTaHY MAlli€EHTIB MPU OJHOYACHOMY 3aCTOCYBaHHI (DIIyKOHA30JIy Ta MpenapariB 3 By3bKUM
TEparneBTUYHUM BIKHOM, 1110 MeTaboi3ytoThes 3 yuacTio CYP2C9, CYP2C19 ta CYP3A4.

Hepmamonoziuni peaxyii. I1ix yac 3acTocyBaHHs (PIyKOHA30Jy PiIKO MOBIAOMIISIIOCS PO PO3BUTOK TAKHX
eKc(oiaTUBHUX MIKIPHUX PEAKIIii K 37I0AKiCHa eKcyaaTuBHa eputema (cuaapom CriBeHca-/[)koHcoHa) Ta
TOKCUYHHH eniiepMainbHuil Hekpoui3 (cuHapom Jlaitema). [anientu 31 CHI/{oM 611 cXUiIbHI 1O PO3BUTKY
TSKKUX IIKIPHUX peakiiil IpU 3aCTOCYBaHHI 0araThoX JiKapchbkux 3aco0iB. [Ipu nosBi BUCHUIIaHb, K1 MOXKHA
OB 513aTH 13 3aCTOCYBaHHAM (DIIyKOHA3011y, CJIiJ] IPUIMHUTH 3aCTOCYBaHHS MIpenapary MnaiieHram i3
MMOBEPXHEBOIO TPUOKOBOIO 1H(eKIier0. [Ipy mosBi1 BUCHIIaHb, K1 MOXKHA TTOB’S3aTH 13 3aCTOCYBAHHSIM
¢bykoHa30I1y, CIiJ] MPOBOJUTH PETEIbHUI MOHITOPHHT CTaHy MAIlIEHTIB 3 1HBA3UBHOIO/CUCTEMHOIO TPUOKOBOIO
iH(EKIi€r0, a Y pa3i pO3BUTKY OyJIO3HUX BUCHIIAHb a00 MYJTBTH(POPMHOI €PUTEMHU — IPUITMHUTH 3aCTOCYBaHHS
npernapary.

Peaxyii cinepuymausocmi. I1ix gac 3acrocyBaHHsl (IIyKOHA30Jy Y PiIIKICHAX BUMAAKAaX MOBIIOMIISLITIOCS PO
PO3BUTOK aHA(ITAKTUYHUX PEaKIfiil.

[Tpemapat MiCTUTB JTAKTO3Y, TOMY Tali€HTaM i3 PiIKICHUMH CIIAAKOBUMHU (POPMAaMU HETIEPEHOCHMOCTI T'aJlaKTO3H,
HE/IOCTATHICTIO JaKTa3u ab0 CUHIPOMOM TIJIFOK030-TaJaKTO3HOI MainbaOCcopOLii He CIIiJl 3aCTOCOBYBAaTH Ipemnapar.

3acmocysanns y nepioo eazimuocmi ab6o 200yeanus 2pyooio.

JaHi, oTprMaHi mpyu pa3oBomMy ab0 MOBTOPHOMY 3aCTOCYBaHHI (UIyKOHA301y Y 3BUYaitHuX 103aX< 200 mr/mo6a)
KUJIbKOM COTHSIM BariTHHUX >KIHOK MPOTATOM | TpUMeCTpy BariTHOCTI, HE MPOAEMOHCTPYBaIN HeOakaHuX e(eKTiB Ha
i, [ToBimoMsiiocs mpo YnuciieHHI BPOKEHI MaToj0Tii y HOBOHAPO/DKEHUX (BKITIOYA0UH OpaaudpeHito,
JCIIIA31i10 BYITHOI PaKOBUHH, HaJIMIpHE 30UIbIICHHS IEPEAHBOTO TiM sIUKa, BUKPUBIICHHS CTETHA,

TJICYOTIKTHOBHI CHHOCTO3), TIPH 3aCTOCYBAaHHI BariTHUM BUCOKHX 103 ¢urykonaszoiy (400-800 mr/moba) mpotsarom
npuHaiiMHi 3-x a00 OibIIe MICSIIB I JTIKYBaHHS KOKIMI101103y. 3B 30K MK 3aCTOCYBaHHSAM (PIIyKOHA30ITy Ta
UMM BUTIAJIKAMH HE BH3HAYCHHIA.

JlocmikeHHsl Ha TBapUHAX MPOJAEMOHCTPYBAIN PENPOAYKTUBHY TOKCUYHICTb.

He ciin 3acTocoByBatH 3BU4aiiHi 703U (IyKOHA30JIy Ta KOPOTKOTPUBAJI KypCH JIIKyBaHHS (DITyKOHA30JI0M Y TIEPiOT
BariTHOCTI, 32 BUHATKOM KpaitHbOi HEOOX1HOCTI.



He cnig 3acTocoByBaTH BHCOKI 103U (UIyKOHA30Iy Ta/ab0 TpUBali KypcH JiKyBaHHS (IyKOHA30JIOM Y TIEpiof
BariTHOCTI, 32 BUHATKOM JIIKyBaHHS iH(QEKIIiH, 0 TOTEHIIHHO 3arPOKYIOTh KHUTTIO.

®dyKoHa30J1 MPOHUKAE Y TPYJHE MOJIOKO Ta JJOCATA€E HUXKYOT KOHLIEHTpAIlil, HiX y miaa3mi kpoBi. ['ogyBaHHS
TPYAII0 MOKHA TIPOJOBKYBATH IICIISl pa30BOT0 3aCTOCYBAaHHS 3BHUANHHOT 103U (IYKOHA30JTy, IO CTaHOBUTH 200
Mr abo MeHule. ['oyBaHHS IpyUII0 HE PEKOMEH I €ThCs IIPH OaraTopazoBoMy 3aCTOCYBaHHI (uIyKOHa301y abo mpu
3aCTOCYBaHHI BUCOKHX J103 (DITyKOHA30ITY.

30amuicms énaueamu Ha WBUOKICMb peaKyii npu KepyeanHi a6mompancnopmom ado iHuumMu mexanizmamu.
JocmikeHp BIUIMBY (PIIyKOHA30JIyHA 34aTHICTh KEPYBATH aBTOTPAHCIIOPTOM a00 MPAIfOBATH 3 IHIIMMU
MexaHi3MamMu He TpoBoawH. [lamieHTiB cimig npoiHGopMyBaTH MPO MOKIIUBICTh PO3BUTKY 3allaMOPOUYEHHS a00
CYJIOM IIiJT 4ac 3aCTOCOBYBaHHs mpernapaty. [Ipu po3BUTKY TaKMX CUMIITOMIB HE peKOMEHY€EThCS KepyBaTu
aBTOTPAHCIIOPTOM a00 THITMMHU MEXaHI3MaMH.

Cnocio 3acmocysanna ma 003u.

[Ipenapat 3acTocoByBaTH BHYTPIIIHBO Y 1031 150 Mr ogqHOpa3oBoKarncynu KOBTaTH MUIMMH HE3AJIEKHO BiJl
npuiiomy Txi.

Tlayienmu nimnb020 BiKY.

[Tpu BiACYTHOCTI 03HAK MOPYIIEHHS (QYHKLINA HUPOK JUIs JTIKYBaHHS JIaHOI KaTeropii naiieHTiB npemnapar
3aCTOCOBYBATH y 3BUYANHIN 1031 TSI TOPOCTUX.

Tayienmu 3 nopywieHHAM QYHKYId HUPOK.

[Tpu orHOpa30BOMY 3aCTOCYBaHHI (IIYKOHA30JIy XBOPUMH 3 IIOYATKOBOIO Ta MMOMIPHOIO CTYNIEHSIMH HUPKOBOT
HEIOCTaTHOCTI KOPEKIIisl 103U He MOTpiOHA.

Tlayienmu 3 nopywenHsam QyHKyil neyvinku.

[Tpenapat 3acTocOBYBaTH 3 00€PEXKHICTIO, OCKIJIBKY 1H(POpPMAILIii 111010 3acToCyBaHHs (DIyKOHA30My I1iil kareropii
MaIi€HTIB HEAOCTATHLO.

JMimu.

EdexTuBHICTh Ta 6€3MEYHICTh 3aCTOCYBaHHS MpenapaTy JJis JIIKyBaHHs FeHITaIbHUX KaHIUA031B y JITel He
BCTAHOBJICHI, HE3BAKAIOYM HA BUYEPITHI JIaHI [OJI0 3aCTOCYBaHHS (DIIyKOHA30Iy IITAM. SIKIO ICHY€ HarajibHa
notpeba 3acTOCYBaHHsI Ipernapary mijuliTkaM (BikoM Bif 12 1o 17 pokiB), ciiij] 3aCTOCOBYBATH 3BUYAlHI 103U
JUISL IOPOCITUX.

Ilepeodo3ysanns.

[ToBigoMIIsIIOCS TIPO Tepea03yBaHHs (hITYKOHA30JI0M Ta PO3BUTOK TaTIOIUHAIIIN Ta MapaHOIAALHOT MIOBEIHKY.
JlixysanHs: CAMOTOMATHYHA MIATPUMYIOYa Tepallisi Ta y pa3i He0OXiTHOCTI — MPOMHUBAHHS NUTyHKa. DiryKkoHa3071
3HAYHOIO MipOIO €KCKPETYETHCS 3 ceueto, ToMy (OpCOBaHUI JIlype3 MOKe MPUCKOPUTH BUBEACHHS MIpPEapary.
CeaHc reMoianizy TPUBAIICTIO 3 TOJUHH 3HIKYE piBEHb (DIIYKOHA301y Yy Mmiia3Mi KpoBi mpubin3Ho Ha 50 %.

Ilo6iuni peakuii.

3 60Ky cepyeso-cyouHHoi cucmemu: TApOKCU3MalIbHA IUTYHOYKOBA TaXiKapis THITY «IipyeT», MOIOBKEHHS
inTepBaity QT.

3 boky cucmemu kpo6i ma aimghamuunoi cucmemu: aHeMisl, arpaHyJIOLNUTO3, JTCHKOIEH1s, HEUTPOTICHIS,
TPOMOOIUTONEHIS.

3 boky nepeosoi cucmemu ma ncuxiku: TOJIOBHUN O11b, 3a11aMOPOYEHHS, TapecTesii, Cy10MH, TPEMOp, O€3COHHS,
COHJIMBICTB, MTOPYILIEHHS CMaKYy.

3 b6oky opeanis cnyxy ma éecmubyiApHO20 anapamy. BEPTHUTO.

3 60ky mpasnoco mpaxmy: HyA0Ta, OJIOBaHH:, OUIb y YepEBHIM MOPOKHUHI, AUCIIEIICIsl, METEOPU3M, JAiapes,
3a1op, CyXIiCTh Y POTI.

3 60oky ecenamobiniapnoi cucmemu: MiABUILEHHS piBHA: ana”iHaMiHoTpaHchepazu (AJIT),
acnaptaraminorpancdepaszu (ACT), myxHoi pocdarazu, 611ipyOiHY y TUIa3M1 POBI, XOJIECTa3, JKOBTSHUIIA,
MeYiHKOBA HEJJOCTATHICTh, [eNaTOLETIONIIPHUN HEKPO3, TeMAaTUTH, TeNaTOLENIONIPHE YPayKeHHS.

3 6oky obminy pevosun, memabonizmy. SHUKEHHS alleTUTY, TIIePTPUTITILEpUIeMis, TIIEePX0IeCTePUHEMIS,
rinokaniemis.

3 60Ky onopHo-pyx06020 anapamy ma CHOAYYHOI MKAHUHU: MIaJITis.



3 60Ky iMyHHOI cucmemu, WKipyu ma niOWKIpHOI KIimKosuHU PEAKLii rinepuyTIuBOCTI, Y TOMY YHMCI1 BUCUIIAHHS,
CBepOIX, TimepeMis, KpOIHB’ SHKa, OPOHXOCTIa3M, HAOPSK 00JINYYsl, aHTI0HEBPOTHYHHIA HAOPSIK, aHA(UTAKTHIHHNA
10K, aHa(1IaKCis; MEANKAMEHTO3HUIA JePMaTHUT, MiIBUIIICHE MOTOBUIIJICHHS, TOKCUYHUN eMiepMaTbHHMA
Hekpoui3 (cunapom Jlaitenna), 3moskicHa ekcyaTuBHa eputema (cunapom CriBeHca-/[>KoOHCOHA), TOCTpUi
reHepai30BaHMi eK3aHTEeMAaTO3HUN MyCTYb03, eKC(HOIIaTUBHUN AEPMATHUT, aIoMelis.

IHwi: MiIBUIIEHA BTOMJTIOBAHICTh, HE3/Ty KaHHS, aCTCHIs, rapsJka.

YacroTa Ta xapakTep MobiuHUX peakiliii 1 BIAXUICHb Bl HOPMHU Pe3yJIbTaTiB Ia0OpaTOPHUX aHAMI3IB y XOI1
KJIIHIYHUX JAOCTIHKEHB 3 yYacTIO AITEH CIIBCTaBHI 3 TAKUMHU Y JIOPOCITHX.

Tepmin npuoamnocmi. 2 poxu.

YmoBu 30epiranus.
30epiraty B OpUriHAIBHIN YIAKOBIII MTpH Temreparypi He Buiie 25 °C.
30epiraTv y HEJOCTYITHOMY JIJISl AITEH MICIii

YnakoBka.
ITo 1 xancyni y KOHTYpHIH 4apyHKOBIM ynakoBIi; 0 KOHTYpHIN 4apyHKOBIM ynakoBIl y Mayiii

Kareropis Binmycky. be3 peuernra.

Bupoonuk.
[TIpAT «Papmaneruyna pipma «JapHurs».

Micue3naxoa:keHHs1 BAPOOHHMKA Ta HOro agpeca Micus MPoOBaIKeHHs AislJIbHOCTL
VYkpaina, 02093, m. Kuis, Byn. bopucminbscbka, 13.



