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IHCTPYKUIIS

I MEIHIHOTC 3ACTOCYBAHHI JIiKa[)CLKOFO 33(106)’

DIYKOHA30J
(FLUCONAZOLE)

Crnao:
Oitoua pevosuna: 1 Ml PO3UMHY MICTHTE 2 MI 1y KOHA30I1Y;
donomioici pewosuny: HATPiIO XIOPUIL, BOAA IS iH’ €KL,

Jlikapenka popma, Po3auH A7 indy3ii.
Ocrogni hizuxo-ximiuni 6nacmugocmi: po3opa 6e36apBHa PLIMHA.

dapmakoTepaneBTHYHA TPyHa. [IpoTHrprOKOBI 3aCO0M ISl CUCTEMHOTO 3aCTOCYBAHH. [Toxiri
rpuazony. Kox ATX JO2A CO1.

D apMaKonoziuHi é1aCMUEOCHIL
DapmaxKoOUHAMIKA.

MexaHi3M Jli.
®syKOHA30J1, TIPOTUTPUOKOBUH 3acib KJacy TpHasolliB, — MOTYXKHHH Ta ceNleKTHBHUM 1HIIOITOP
rprHOKOBUX (PEPMEHTIB, HEOOXIAHUX IS CUHTE3Y EProcTepOiy. [lepBUBHUAM MEXaHI3MOM HOTO ol €
npurgivenus  rpubkosoro 14 asb(a-IAHOCTEPOII-IEMETHITIOBAHHS,  OMOCCPEKOBAROTO
ruroxpomoM P450, o € HEBLI EMHHM ETaIOM GiocuHTE3Y TPHOKOBOIO €procTePOy. Axymysiis
14 anbda-MeTHII-CTEPONIB KOPEIIOE 3 TTOAAIBIIOK) BTPATOIO eprocTepoIly MeMOpaHOIo rpudKOBOI
KIITHEK Ta MOYE BIJIITOBIAaTH 38 IIPOTUIPUOKOBY akTUBHICTE (QryKorazony. PnyKoHasoll € OB
Ce/IeKTUBHMM [0 TPHOKOBHX (EPMEHTIB LUTOXPOMY P450, HiK [0 PI3HOMAaHITHHX CHCTEM
{epmenTis nproxpomy P450 CCaBIliB.

3actocyBadHs (IyKOHA30Iy ¥ 703 50 Mr Ha jgo6y mpotarom 28 JIHIB HE BIUIMBAE HA piBeHD
TeCTOCTEpPOHyY y IlasMi KpOBL Y yonopikiB abo Ha PIBEHb EHAOTCHHUX CTEpOiNiB y IKIHOK
PENpOIYKTUBHOTO BiKy. DIIyKkoHa305l ¥ 7031 200-400 mr Ha 100y HE BUABIAC KJIIHIYHO 3HAYYIIOro
BIUIUBY Ha pIBEHb E€HIOICHHHX CTEpOi/iB UM Ha BiIIOBLIG HA cramyssiito AKTT y snoposux
70GPOBONIBIIIB YOIOBIHOT CTATI.

JlocHijpkeHAs  B3aEMOAIl 3 AHTHIIPHHOM  TPOAEMOHCTPYBAIO, o 3acrtocysadHs 50 wr
hryKOHAa301Iy Pa3oBo YK OAraropazoBo HE BIIMBAE Ha MeTa0oMI3M aHTHILIPHHY.

UyTnuBICTh i1 VILFO.

dnykoHazost in Vvitro JIEMOHCTPYE MPOTUIPHOKOBY AKTHBHICTH CTOCOBHO punis Candida, 110
3yCTPiUaloThCs HakuacTinie (BKIXOYarYH C.albicans, C.parapsilosis, C.tropicalis). C.glabrata
JIEMOHCTPY€E IUHPOKUH JllarnasoH qyTIMBOCTI [0 (QIIYKOHA30IY, romi six C.krusei ¢ 10 HBOTO
PE3UCTEHTHOIO.

Takoxk (yKOHA307 i VIro JEMOHCTPYE aKTUBHICTE sk mpotH Cryptococcus neoformans ta
Cryptococcus gattii, TaK 1 TPOTH cHIEeMIidHuX [UTicHsBUX TpuOIB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.
dapMakomHaMiKa — HapMaKOKIHETHKE.

BijnoBiAHO 0O pE3yNbTATIB HOCHIPKEHB HAa TBapHHAX, icHye KOpesslis MDK MIHIMAIBHOKO
{HTI6YIOUOK0 KOHIIEHTPAUIEID Ta e(eKTUBHICTIO TIPOTH EKCTIEPUMEHTATBHUX MOJIENEH MIKO31B,
ciipuannennx Bugamu Candida. lenye nimitina sanexuicrs Mbk AUC Ta g03010 (DIIyKOHa301y
(puGmuzno 1:1). Taxox icuye NPAMHKH, ane HEJOCTAaTHIA 3B’A30K mibx AUC abo no3oo Ta
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[TO3WTUBHOIO  KMHIYHOIO  BIAMOBLAAKD — HA JIKYBaHHS OPANLHOIO KaHAWI03Y Ta MEHIION
MIpOTO — KarmuaeMii. AHanoridHo JiKyBaHHs iH(EKUiH, CHPHUMHEHHX ITaMaMu, 10 SKHX
(IIYKOHA30J1 AEMOHCTPYE BUCOKY MIHIMAIBHY 1HIIOYIOUY KOHLEHTPAI0, € MEHII 3aH0BLILHAM.
Mexani3M pe3ucTeHTHOCTI.

Mikpooprauizmu pony Candida JIeMOHCTPYIOTh TMCIIEHHI MEXAHI3MH PE3UCTEHTHOCTI 0 a30IbHUX
IPOTUTPUOKOBUX 3ac001B. DIIyKOHA30]T HIEMOHCTPYE BUCOKY MiHIMaNBHY THTIOYI09y KOHLEHTPALIIO
POTH IUTaMiB IpubiB, Kl MaloTh OAMH ab0 Olibiie MEXaHI3MIB PE3UCTEHTHOCTL, IO HEraTABHO
BIUMBAE Ha eEKTHBHICTD in vivo Ta B KiiHiuHIH mpakTui. TToBLIOMISIIOCS TTPO BUNA/IKA POSBUTKY
cynepindexuii Candida spp., inmmmvu vix C. Albicans BAXAMH, IO YACTO € HCTYTIMBAMH JIO
duykonazony (manpuxnan Candida krusei). Jlist MKyBaHHS TaKUX BUIIAIKIB CJIIJT 3aCTOCOBYBATH
abTepHATUBHI POTUTPUOKOBI 3aCO0U.

KOHTPOIbHI TOYKH (38 BA3HAYEHHSM EBPOMEHCLKOTO KOMITETY 3 JIOCHIDKEHL HYYTIHBOCTI JIO
AHTUMIKPOOHUX 3aC001B).

Baszyiouuch Ha HOCILKEHHI dhapmarokineTnunoi/papmaxosuHaMi4HOT iHOpMALLT, 9y TIAMBOCTI N
Vvitro Ta KIiHI9HOI BiAMOBIiNI, GyNO BH3HAUEHO KOHTPONbHI TOUKMA Uit (iyKOHasoiy Ui
mikpooprauizmis poay Candida. Bonu 6ymu po3noJiieHi Ha KOHTPOIBHI TOYKH, 110 HE TIOB A3aHi 13
MEBHUM BUJIOM, K1 OIIEIIOKO MIpOIO BH3HAYAINCS Ha OCHOBI
apmaxoxineTHIHOT/PpapMakoaHaMiuHol iHpopmallil 1 He 3a1eXKaTh BI PO3MOJILY Ha MEBHI BUIH
32 MIHIMAILHOIO IHFIGYIOYOI0 KOHIEHTPALEI0, Ta Ha KOHTPOJIBLHI TOUKH, OB’ s3aHl 3 TICBHHAM
BUZOM, 10 HaluacTilye acoliioThes i3 iHdekuisMy y moxunn. LI KOHTPONIBHI TOYKH HaBeI(eHl
HFDKTIC.

Hpomuepudrosutl Konmponvhi mouku, 06 A3aui i3 ReGHUM GUOOM Konmpoavni  mouxu,
sacib S</R> ne  nog’ssami i3
Candida | Candide | Candida | Candida Candida | nesnum cudom”
albicans | glabrata | krusei parapsilosis | tropicals | S </R>
dnykonazon 2/4 IE * 2/4 2/4 2/4

S — uyTauBHI;

R — pe3ucTeHTHHH;

0 — KOMTPOJLHI TOYKM, LIO HE FOB’A3aMI I3 TCBHUM BHIOM, sKi GlIbLLION MIPOID BHIHAYANHCSH HA OCHOBI
(hapmaKoKkiHeTHUHOT/ papmakoIuHaMiuHOl iHpopMaLli 1 He 3anexath Big pO3MOMiNY Ha TEBHi BHAM 33 MIHIMAJIbHOIO
iHriBy0uot0 KoHUEHTpALiei0. BOHU HOCAIDKYBAIMCH THUIE AJis MIKpPOOPrani3MiB, [l AKUX HE ICHYE CheuupiuHOT
KOHTPOJILHOT TOUKMH;

* __ JJOCHIKEHHS Uy TAHBOCTI HE PEKOMEHI0BaHI, OCKIIBKY 1eii BUJI HE € METOIO Aikapehkoi Tepanii;

IE — 10Ka3iB LOI0 TOro, UM € el BHI METOIO Jikapcbkoi Tepartii, HeJJOCTATHRO.

Dapmakoxkinemuka.

dapMaKoKiHeTuuHi BracTBOCTI  (uiyKoHasony € NOMIGHEMM IPH BHYTPIIIHBOBEHHOMY 1
HEPOPATHLHOMY 3aCTOCY BaHHI.

AbcopOiist.

DyKoHAa30J1 J0Ope BCMOKTYETHCS TIPH IIEPOPATBLHOMY 3aCTOCYBaHHI, 4 PiBeHb IpErapary y miasmi
KpoBi i cucTeMua 6l00CTYIHICTh TepeBnyioTh 90 % piBHA (QIyKOHA3011y Y TJa3Mi KPOBI, IO
JOCATAETHCS TP BHYTPILIHLOBEHHOMY BBEIEHH] mpenapary. OfHOYaCHE BKUBaHHA K1 HE BIUIMBAE
HA BCMOKTYBAHHS TIPETIapaTy TpH HOrO MEpOpaTbHOMY 3aCTOCYBAHHIL. [lixoBa KOHIEHTpALIS ¥y
mnasMi KpoBi jocsraethest uepes 0,5-1,5 ropvHd micis UPHEOMY Hperapary. Komnrentpauis
mpenapaty y Tinasmi Kposi upomopriina nosi. PiBHOBaKHA KoHueHTpaliss Ha pisHi 90 %
JOCATAETHCS HA APYTHH [eHb JIKYBAaHHs IIPH 3aCTOCYBAHHL y TEPIIHH JEHb HABAHTAXYBAJILHOL
JI03M, L0 BABIYI IIEPEBHINYE 3BHUAHY TOOOBY 103Y.

Posmoi.

O6’eM PO3IOJINY TPUONU3HO AOPIBHIOE 3arallbHOMY BMICTY PLIMHH B oprasizmi. 3B’s3yBaHus 3
Oinkamu nasMu kposi Husbke (11-12 %).

diyxoHason 106pe MPOHUKAE B yci OCIILKYBaH1 PIAHHA opranizmy. PiBeHb (i1yKkoHA3011y y CIUHI
T2 MOKPOTHHHI € [OAIGHIM 10 KOHLEHTpauii Ipenapary y masMi kpoBi. PiBens Quykounasony y
CTMHI Ta MOKPOTHHHI € moaibHUM [0 KOHUEHTpauii mpenapary B mrasMi Kposl. Y TaLieHTIB,
XBOPHX Ha [PUOKOBHII MEHIHFIT, piBEHb (hIyKOHA30IY Y CIIMHHOMO3KOBIN pinuui mocsrae 80 %
KOHLEHTpauil y mia3Mi KpoBi.
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Bicoki KOHIEHTpaIil (ryKoHasony y IKIipl, MO HePEBHIIyIOTE CHPOBATKOBI, JIOCATAIOTHCS Y
pOTOBOMY Iuapi, CHiAepMICL, gepmi Ta TioTi. DIyKOHA305T HAKOMHYYETBCS Y POrOBOMY wapi. [lpu
sactocysamti moszu 50 mr 1 pas ma no0y KOHIeHTpalis (iykoHasomny micist 12 JHIB JIKYBaHHS
cTamoBria 73 MKTYT, a uepes 7 JIHiB micils 3aBepLIeHHS JIKYBAHHS KOHLIEHTPALLIST BCE 1LE CTAHOBHIIA
5,8 mxr/r. ITpu 3actocysansi no3n 150 Mr 1 pas wa THKICHD KOHIEHTpauis GpIyKoHazoily Ha 7-#
neHb JliKyBaHHs craHoBwia 23,4 MKr/1; depe3 7 HHIB TICIA 3aCTOCYBaHH:A HACTYTIHOT O3
KOHIIEHTpALis Bee mie craHoBuia 7,1 MKr/r.
Kommentpaliis PpyKoHasomy B HICTAX MICIs 4 wmicsuis 3acrocyanus 150 Mr 1 pas Ha THXKAEHD
cranopmia 4,05 MKI/T Y 310pOBHX HOOPOBONBIIE Ta 1,8 MKI/T TpH 3aXBOPIOBAHHAX HIITIB;
(GIYKOHA301 BU3HAUABCS Y 3pasKax HIrTiB yepe3 6 MicAuiB M/ 3aBePLISHHA Teparii.
bioTpancdopmartis.
®yKoHaz0sl MeTaboMI3yEThCsl HE3HAYHOIO miporo. Tlpu BBeICHHI 703, MIYEHOT pamioaKTUBHAMA
izoTonamu, muie 11 % (irykoHaszoiy eKCKPETyeThCs 3 CeUCIO y smiHeHOMY BUTILIL. DIIyKOHA30]1 €
celleKTHBHAM inTiGiTopoM i3odepmentis CYP2CY Ta CYP3A4, a Takox iHri6iTopoM 130hepMenTy
CYP2C19.
Exckpertisl.
[lepion  nanipsEBenenHs  (QIyKOHA301Y i3 mmasMp  KpOBi  CTAHOBHUTH  OJIU3BKO
30 rommH. Bijplia uyacTHHA Lpenapary BUBOIHMTHCA HHPKaMHM, HNPUTOMY 80 % mmemenol 034
BHSBIAETHCS Y Cedi B HesMiHeHomy cTami. KiipeHc diyKoHa301y HMPOHOPUIHHAA 1O KIipescy
kpearuHiny. [IMpKyTIO0UUX MeTaboIIITIB HEe BUSBIICHO.
TpuBanuii mepioj HABBHBCICHHA TPEmapary 3 IUasMH KPOBi /1€ MOXJIMBICTB Pa3oBOrO
3aCTOCYBAHHS TIPENapary TIpH BariHaibHOMY KAHIMI03], & TAKOX 3aCTOCYBaHHs mpenapary 1 pas
Ha TYDKACHD TTPY THIIUX HOKa3aHHsAX.
HupkoBa HeI0CTaTHICTb.
V pami€eHTiB i3 HEPKOBOIO HEJOCTATHICTIO TSHIKKOIO CTYNCHA (IUBMAKICTE KITyOOYKOBOI (insrpanil
< 20 MUI/XB) Tepiosl HAMIBBUBEAECHHS 30UIBIIYETHCA 3 30 romuu g0 98 romun. Tomy wifl Kareropii
HauienTiB HEOOXIAHO 3HH3UTH 103y hiryKoHa30I1y. DIIYKOHA30] BUAANACTHCA [IIXOM TEeMOJ1aIH3Y,
Ta MEHIIOIO MIpO10 — IUTAXOM IHTPAEePUTOHEATBHOTO mianizy. Ceanc TeMOZAiaIi3y TPABAMICTIO 3
FONMHY 3HIOKYE PIBEHB (IIYKOHA301Y Y ILIa3MI KpoBi rpu6i3HO Ha 50 Y.

ITH.
Iani 3 (papmaKkoKiHETHKH OYIIH omimedi y 113 miTeil nijf wac 5 AOCTIKCHB! 2 IOCIIIHKCHHS
Pa30BOTO 3aCTOCYBAHHS, 2 JOCIIJDKEHHS 6araTopazoBOro 3acTOCYBAHHA Ta 1 AOCHIOKEHHS
HEJIOHOUIEHHX HOBOHAPOIDKCHHX.
[Ticiist BBeAEHHS 2-8 MI/KT (UTyKOHA30ITy RITAM BIKOM Bin 9 micsiis mo 15 poxis AUC crapopuna
6muanKo 38 Mir * rommiy/mi Ha 1 mr/kr gosu. Ilicias 6araTopasoBoro 3acToCyBanHi cepeHii
Tepios] HariBBUBEACHHS ()ITyKOHA30ITY i3 Tua3Mu KpoBi BapitosaBcs Mk 15 Ta 18 roqunamu; 00’em
posmominy cranous 880 Mi/kr. Bitpin TpUBaNMii Nepiof HaliBBUBCICHHA 13 masMu KpoBi, 1O
CTAHOBUB IPUOI3HO 24 ronuHH, OYB MICIIS PA3OBOT0 3aCTOCYBAHHA dnyxonaszony. Le#i moxasHUK
¢ NOPIBHAHHMM 3 TEpPiOIOM HAalliBBUBEIEHHS ¢uykonazony i3 IAa3MH KpOBI HICIIS PasoBOTO
3aCTOCYBAHHS J03M 3 MI/KT BHYTPILIHBOBEHHO miram Bikom Bix 11 amie go 11 micanis. O6’em
pPO3MO/ILNY Y MALIEHTIB Hiel BIKOBOI IPYIIH CTAHOBUE 6u3bKo 950 MIT/KT.
Ilocein 3acTocyBaHHs (IIYKOHA301y HOBOHAPO/RKCHHM OOMEXYETBCH  (HAPMAKOKIHETHIHUMH
JocHipKenHsME 12 HeIOHOLICHUX AiTeH 13 TepMiHOM TecTarlii mpuoIu3HO 28 TiokHiB. CepeiHii BIK
JMTHHY TIPX BBEACHHI EPLIOT O34 CTAHOBUB 24 ropuuu (Bix 9 10 36 romuH); cepesHs Bara lpu
HapospkeHHi cragosuna 900 T (Big 750 mo 1100 ). Js 7 MamicHTIB TIPOTOKOJI JAOCIiIKEHH s OYyII0
BAKOHAHO. MakchMyM 5 BHYTPIIUHBOBEHHHX iH’€KIIA rrykonasony y 11031 6 MI/KT BBOIFIIN KOXKHI
72 tomuru. Cepenuill mepiojl HAMIBBUBEACHHS CTaHOBUB 74 roauuu (44-185) B nepiidii JieHb,
HoTiM 3mmanBes no 53 rouus (30-131) na 7-# news Ta xo 47 (27-68) ma 13-#t nens. Iloma i
KpuBOIO (MKI*TOJMH/MIT) CTAHOBHIIA 271 (173-385) B mepiwii nenb, 30LIbLIMIAC [0 490 (292-
734) Ha 7-# jieHb, TOTIM 3HU3HIACA 1O 360 (167-566) na 13-i nenn. 00’em posnoaity (MI/Kr)
craposus 1183 (1070-1470) y nepiuui getb, 36LipmyBaBed fo 1184 (510-2130) wa 7 mens Ta o
1328 (1040-1680) ma 13 jeHs.
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[anicHTy JITHHOIO BIKY.

dapMaKoKiHETHIHE JOCIIDKEHH TPOBOJIMIM 32 Y1acTIo 22 rarienTiB (BikoM Big 65 poKiB), SIKI
zactocopyBan 50 Mr ¢iykonaszoiy HepopaibHo. 10 i3 y4JacCHHKIB OIHOYACHO 3aCTOCOBYBAJIH
iypetaiu. Cmayx cTaHOBATA 1,54 MKL/MJI Ta OCATANACS IpOTArOM 1,3 TOAMHM HICIis 3aCTOCY BAHH
pnykonazony. Cepelss AUC cramosmna 76,4 + 20,3 MKr*rogauy/mi. Cepe/iHiA  TIEPION
rarippuBenenns 46,2 roauau. L hapMakoKiHETHUHI TIOKA3HUKM € BHIHMH HOPIBHSAHO 13
AHATOTIYHAMH Y 30POBUX JOOPOBOILIIB MOJIOMIOTO Biky. OnHOYacHE 3aCTOCYBAHHS JUypeTHKIB
e mano 3uaunoro BBY Ha Cmax Ta AUC. Taxox knipenc kpearuniny (74 Mi/xs), BIZICOTOK
¢IryKoHa30I1y, 1110 EKCKPETyBaBCs 13 ceuero y HE3MIHECHOMY BUTIISIU
(0-24 ropuuu, 22 %) T2 HHPKOBHH KIIipeHc (IIyKoHa30my (0,124 mun/xB/Kr) y HALiEHTIB M€l BIKOBOI
rpymu Gymu HIDKIUMH, HIK AHATOTIUH] TOKA3HUKA Y MOJOJIKX AOOPOBOIIBLIB. Tomy 3MiHK
papMaKOKIHETHKA Y [Hami€dTiB JUTHHOTO BIKY, OUYEBHIHO, 3aJIENKATh BiJ TapamMeTpiB GYHKIIH
HUPOK.

Koriniuni XapaKTepuCcTHKH.

Iokazanua.

JIikyBanus y OPOCIIMX TAKUAX 3aXBOPIOBAHE, AK:

— KPHITTOKOKOBUH MEHIHIIT;

— KOKIUI101103;

— {HBa3UBHI KaHAMIAO3HU;

_ KQHIMIO03M CIM30BHMX OOOJIOHOK, BIJIFOUAIOUH KauAMN03 POTOTJOTKH Ta KaH1/103 CTPaBOXOJLY,
KaHIMAYpist, XPOHIUHUHA XaHIUL03 IKipH 1 CIIM30BUX 0OOJIOHOK;

— XpOoHi4HKH aTpoPiUHAA KaHIUA03 (KaHAW 03, CIIPUIMHEHAN BUKOPUCTAHHAM 3yOHMX TIPOTE3IB)
npy HeeeKTUBHOCTI MiCLEBOT Tepartii.

[Ipo¢inakThka y JOPOCIUX TAKAX 3aXBOPIOBAHD, AK:

— pelmIHB KPUIITOKOKOBOTO MEHIHIITY y MAIEHTIB 3 BUCOKEM PH3HKOM HOTO PO3BHTKY;

— PEUMJIUB KAHIUI03Y POTOIVIOTKH ab0o crpasoxojy y mauicutis 3 BUI 3 BucoKiM pU3HKOM foro
PO3BUTKY:;

— TpodiTaKTHKa KaHAWMO3HAX indexiiii y mAienTiB 13 TPHBAIOI HelTporieHielo (HampHKIIaz,
HAIEHTIB 31 370AKICHUMH 3aXBOPIOBAHHAMHU KpOBI, SIKI OTPUMYIOTh xiMioTepatito, Td NalieHTiB
TIpU TPAHCILTAHTaNll FeMOTIOETHYHHX CTOBOYPOBHX KIITHH).

DJ1yKOHA30T1 3aCTOCOBYIOTH JITAM BiJI HAPOKEHHSL ISt Ky BaHH KaHMI031B CITM30BHX 000JIOHOK
(Kamaua03 POTOIVIOTKH, KaH/IA103 CTPaBOXOJLY), 1HBA3UBHHX KAHUI031B, KPHITOKOKOBOTO
MEHIHTITY Ta Ui HpOQUIAKTHKA KaHAHIO3HUX ispexcuiit y manieHTiB 31 3HIOKEHUM IMyHITETOM.
[TpenapaT MO)KHa 3aCTOCOBYBATH AK HATPMMYIOUY TEpariio juis HOTIEPEDKCHHA  PELANABY
KPHITOKOKOBOTO MEHIHTITY Y JiTeH 13 BUCOKUM PUBUKOM HOTO PO3BUTKY.

Tepamito  1penapatoM — diykoHason  MOXHA pO3MOYMHATY 10 OTPUMAHHS pe3yJbTaTiB
KyIsTYpaILHAX T4  IHIIHX ABOPATOPHUX  JOCIIIUKEHE) ficns  OTPAMAHHA — PE3yIbTaTiB
anTUOAKTEPIaTbHY TEPAITio CIIJL CKOPHUTYBATH BIANOBUIHUM YHHOM.

Hpomunokazanua.

TinepuyTiuBicTs 10 (GIyKOHA307Y, {HMX 2300BHUX CHONMYK abo 10 Oyap-sKoi 3 JOTIOMDKHUX
PEUOBHH Npernapary.

OjHoYacHe 3acTOCYBaHHA  (IYKOHA3ONly Ta TepdeHa My IaUieHTaMm, SKi  3aCTOCOBYIOTH
¢aykonason GaraTtopasoBo y 103aX 400 mr/moby Ta BHIIE (3rAHO 3 pe3ylbraTaMi JIOCITDKEHH S
B32€MOJIii 6AraTOPa3OBOTO 3aCTOCYBAHHS).

OnHouacHe 3acTOCYBaHHs (PIIyKOHA30Iy Ta {HIIMX JTIKAPCHKHUX 3ac001B, IO MONOBKYIOTE 1HTEpBRAI
QT Ta MeTaboNI3YIOTHCS 3@ JI0TIOMOT OO depmenty CYP3A4 (Harmpuiial (A3anpuiy, acTeMizoly,
[1IMO3H LY, XIHITMHY Ta €PUTPOMIIAHY).

Biaemodia 3 iHuumu AiKapcoKumu 3acobamu ma inui 6UOU 83A€MOOIIL

TIpomunoKazano cymicne 3acmocyeanna QryKonasony ma HUICHE3AZHAYC HUX ITKADCORUX 30C0016.
IJuzanpud: MOBLIOMILLIOCS TIPO PO3BHTOK noGiuHKMX peakiiii 3 OOKy cepus, y TOMY YUCI TIPO
MapOKCU3MaNbHY — LIYHOYKOBY Taxikapailo THIy —«Oipyer» Yy Hmali€dTiB, SK1  OJHOYACHO
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sactocoByBain  Quykonazon ta  mmsanpui. KoHTponoBane JOCTIDKEHH
IPOAEMOHCTPYBANIO, IO OHOYACHE 3aCTOCYBAHHA 200 mr ¢nykonazony 1 pas Ha 106y ta 20 Mr
pM3anpuily 4 pasu Ha 00y NPU3BOAMIIO J0 3HATHOIO NiJIBUIICHHS PIBHA UM3ANpPHIY Yy Fia3Ml
KpoBi Ta no mogomkents iHTepsany QT. OxHoYacHe 3aCTOCYBAHHSA drykoHazony Ta UH3ANPUILY
TIPOTHIIOKA3aHe (JIUB. PO3JALI «JTpoTHIIOKa3aHHAY ).

Tephenadun: depe3 BUIAIKKM PO3BHTKY TSHKKHX CEPUEBUX APUTMIiA, CIIPHUMHEHUX T10J(OBKEHHAM
inTeppany QTc, y manieHTis, SKi 3aCTOCOBYIOTH a30JIbHI  TIPOTHIPHOKOBL JliKapehki 3acobu
OMOYACHO 3 TepdeHATMHOM, Oy MPOBEIEH] JIOCIIUKEHHS B3aeMOJI1 LUK mpenaparis. Y Xoil
OJIHOTO AOCTIDKEHHS NPH 3aCTOCYyBaHHI (IIyKOHA30ILy Y 031 200 Mr Ha 000y He OyJIO BHSBJICHO
nogosxkerrst inTepsany QTc. IHine KOCIOKEH S TP sacTocyBanui QpuykoHazony y noszax 400 mr
ta 800 Mr Ha o0y MPOAEMOHCTPYBAJIO, 1T10 3aCTOCYBAHHS daykonazony y mozax 400 mr na 100y
460 BHIIIC 3HAYHO ILABUILYE PiBEHb TepPEHaUHY Y TIa3Mi KPOBI [IPH OJIHOMACHOMY 3aCTOCYBAHHA
nux npenapatis. CymicHe 3acTocyBaHms (IIyKOHA3071y Y 032X 400 Mr abo suuie 3 TepdheHaUHOM
IPOTUIIOKA3aHE (IHB. PO3ALI «[Iporunokazanus»). Ilpu 3acToCyBaHHl (IyKoHa301y y /03aX,
Hwkae 400 Mr na 100y, OMHOYACHO 3 TepdeHaJMHOM CIIJI POBOMHTH peTenpHUid MOHITOPHHT
CTaHy ManleHTa.

Acmemizon: cyMmicHe 3acTocyBaHHA (IIykOoHa3ony Ta ACTEMI30Ny MOXE 3HHU3UTH KIIPEHC
actemizony. CrpuudieHe UM IIiJIBUIICHHS KOHLIEHTpALlil acTemi3oly y TUTasMi KpoBi MOXe
npusBecTH 10 nojpowkenms intepsany QT rta 'y PIXKICHMX BMIAAKAX — 10 MapOKCH3MAILHOIL
UIYHOUKOBOI Taxikapail Tvmy «iipyer». OQHOYaCcHE 3aCTOCYBAHHA (iryKoHaz0Iy Ta acTemizoly
MPOTUITOKA3AHE. '

ITivo3ud ma xinidun: cyMmicHe 3acTocyBanHs (IyKOHA301y Ta NIMO3MIY abo XIHIIMHY MOJKE
IPU3BOIUTH JIO [IPUTHIYCHHS METAbOIII3MY 1IMO3HILY abo XiHIAHHY, X0Ua BITOBIAHKX JOCTIDKCHD
in vitro Ta in vivo He TPOROIMIM. [Ti/IBUILEHHS KOHIEHTPAii MMO3HIY abo ximipury y mnazmi
KPOBI MOYKE CHPHYHHSTH IOJOBKEHHs IHTCPBAILY QT rta y piAKICHHX BHNAJIKaX PHA3BOINTH JIO
PO3BHTKY MapOKCH3MANBHOI MITYHOUKOBOI taxikapiii Ty «mipyem». OaHoYacee 3acToCyBaHH:
drykoHazony Ta niMo3umy abo XiHIAMHY POTHIIOKA3AIIE.

Epumpomiyun; OJHOYACHE 3aCTOCYBAHHA EPUTPOMINHMHY Ta (uyKoHazoily MOXKE NPU3BOAMTH [0
MiZIBUILEHHS PH3AKY PO3BHTKY KapAiOTOKCHYHOCTI (IOIOBIKEHHS inTepsany QT, napoxcusMaiibia
LUIYHOUKOBA TaxiKapiis THIy «ipyer») 1 sK HACHIZIOK — JO panToBOl CEepLEBOl CMEpTI.
3acrocyBaHist KOMOiHAIIT TaHUX JIKapChKUX 3aCO0IB IPOTHIOKA3AHE.

He pexomendyemocs 00HOUACHE 3ACHMOCYGAHHA (DRVKOHA3Z0NY MA HUMCUE3ASHAUCHUX JLKAPCHKUX
3aco0is.

Fanogpanmpun:  (GIIyKoHa3071 MOXKE CHPHYHHUTH MiABMINEHHS KOHLEHTpalli rajoantpury y
wiasmi kpoBi 3a paxynok npuraivens CYP3A4. OHOUYACHE 3aCTOCYBAHHS LUX JIKAPCHKHX
3ac06iB MOYKE TPM3BOAUTH A0 MIABHMINCHHS PU3HKY PO3BHTKY KapAioTOKCUYHOCT] (IT0IOBKCHHSI
inrepany QT, mapokcusmaibHa LIUTYHOYKOBA Taxikap/is THIy «IHpyer») i sK HacilIoK — [0
panTosoi cepiieBoi cMepti. CItiJl yHHKATH 3aCTOCYBAHHA KOMOIHALIT HHX JIIKapChKHUX 3aCO0IB.
Cymicie  3aCmocyants _(QIVKOHA3OLY _MA_ HUICHE3A3HAYCHUX NIKAPCHKUX 3aco0ie _sumazde
06epedcHOCmI Ma KOPUZYEAaHHA 003 U.

Braug iruux 1iKapcokux 3aco6ie Ha GrykoHason.

Jlocmijukenss B3aeMoAil NPOJAEMOHCTPYBAIH, IO OJIHOMACHE BXKWBAHHA DK, OHMETHMY,
AHTAIULE ab0 MOJANbIIE ONPOMIHEHHS! YCHOTO Tia JUISl [EPECcaku KiCTKOBOTO MO3Ky HE Mac
KITIHIMHO 3HAYYIOrO BIUTHBY Ha abCOPOLiro dyKoHasoily npH HOro nepopansHOMy 3aCTOCYBAHHI.
Pucpamniyun: 0JIHOYACHE 3aCTOCYBaHHS (IIyKOHA3OIY Ta pudamritnHHy IPU3BOIAIO 10 3BHKEHHA
AUC ma 25 % Tta cKOpouyBamo Nepioji HamiBBuBeneHHs (GIyKOHA30Iy Ha 20 %. Tomy st
MAmieHTiB, SKi 3aCTOCOBYIOTH pPHGAMIILMH, CIL PO3IIAHYTH JOLILHICTD TTABHILEHHS 1030
(IryKoHa30Iy.

Braug (hayKkoHA30Ly HA iU IIKADCLKI 3aC00U.

OJIyKOHA30 € MOTYXKHUM IHMI6ITOpoM i30(hepMenTy 2C9 uuroxpomy P450 (CYP) Ta momipauM
iaribitopom CYP3A4. Takox (rykoHazoll € irriditopom CYP2C19. Oxpim CIIOCTEPEIKYBAHMX/
JOKYMEHTAJIBHO TITBEPIDKCHHX B3aEMO/IH, IO OTIHCAH] HIKYE, TIPY OJHOUACHOMY 3aCTOCYBaHHl
i3 (pIyKOHA30JIOM iCHYE PH3UK MIIBUICHHA Y riasmi KpoBi KOHUEHTPALiH 1HIIKHX CHOJIYK, IO
merabomnizytorbes CYP2C9 ta CYP3A4. Tomy 3acTOCOBYBATH Taki KoMOiHaLii Tpertapatis il 3
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00epEeIKHICTIO; TIPH [IBOMY HEOOXIIHO PETENLHO CHOCTEPIraTH 3a CTaHOM TAI€HT1B.
[TpurHityBaiLHa Jist ¢IrykoHaz0Iy Ha dbepmenTH 30epIracThes IPOTSITOM
4-5 1i6 micns HOro 3aCTOCYBAHHA Y 3B’ 3Ky 3 HOTO TPHBAIMM MepioIOM HallIBBUBE/ICHHS.
Anphenmanin: Tij €ac OJHOYACHOTO 3aCTOCYBaHH: anb(entaniny y mosi 20 MKI/KT  Ta
duykonasorny y n03i 400 Mr 3710pOBAM NOGPOBOJIBIAM CIIOCTEPIraIOCs: IBOKPATHE 30UTHIIECHHS
AUC0, MOXKIMBO uepe3 IHTIOyBaHH: CYP3A4. Moxe OyTH HEOOXIIHMM KOPATYBAHHI JO3H
ANbQECHTAHLITY.

Amimpunmunin, nopmpunmunin: GIyKOHA3OI TOCHIIOE 10 aMIiTpUIITHIIIHY Ta HOPTPHITHIINY.
PekOMEH/IyEThCS  BUMIPIOBATH KOHLEHTpAMii S-HOPTPHUIITHIIIHY ta/abo S-aMiTpUNTHIIHY HA
oyaTKy KOMOiHOBAHOI Tepallii Ta 9epe3 1 Troxnens. Y pasi HeoOXixHOCTI CIILA BIIKOPUTYBaTH 103y
AMITPHITTHIIIHY/HOPTPUIITHIIIHY .

Ampomepuyur B: OFHOYACHE 3aCTOCYBAHHA durykonazony Ta ampOTEpPUIMHY B indikoBaHuMm
MHIIAM 13 HOPMQIbHAM IMYHITETOM Ta iHGbikoBaHUM MHIIAM 31 3HIKEHHM IMYHITETOM TIPU3BEIIO
70 TAKHX PE3yJbTATiB: HEBEJIUKUA ANMTHBHAN IPOTHTPHOKOBUH €EKT MPH cucremHiit indexml C.
albicans, BIACYTHICTH B3a€MOIl IIPH BHYTPIIIHBOYCPETTHIH ingexuii Cryptococcus neoformans 1a
AHTATOHI3M JBOX TPEHApartiB NPH CHCTEMHIHA indexuil A. fumigatus. KrigiuHe 3HAYCHHS
pe3yJibTaTiB, OTPUMAHHUX Y X0/ [MX JIOCHIUKEHb, HEBLIOME.

Anmuxoazynaumu. K 1 TIpH 3aCTOCYBAHHI 1HIIMX a30JIbHMX IpoTHTPUOKOBHX 3aco0iB, MpU
ONHOYACHOMY 3aCTOCYBAHHI (IyKOHA30Jy Ta papdaprHy NOBIAOMIIIOCS PO BHMAIKH POIBATKY
KpOBOTEY (IeMaroM, HOCOBOT KPOBOTEH], IITYHKOBO-KUILKOBIX KPOBOTEH, reMatypii Ta MEJIeHu) y
MoeAHAHHI 13 TOJOBKCHHAM IPOTPOMOIHOBOrO  Hacy. Ilpy  oHOYACHOMY 3aCTOCYBaHHI
dryxonasony Ta BappapuHy CTIOCTEPIranocs JBOKPATHE I11IBUIICHHL 1pOTPOMOIHOBOTO Hacy,
AMOBIPHO BHACIIIOK NPUTHIYCHHS MeTabonizmy Bapdapury uepes CYP2C9. Cmix perenbHO
KOHTPOJIOBATH IPOTPOMOIHOBHH 9ac 'y HamieHTiB, AKI OJHOYACHO 3aCTOCOBYIOTH KyMapHHOBI
apTERoAryysHTH. Moske 6yTH HEOOXIAHOIO KOPEKIIist Jo31 Bappapyny.

Benzooiazeninu kopomxoi Oll, HANPUKAAO MIOA301aM, MPUazonam: MPU3HAYCHHEA dyxoHazony
micas  TIEpOPAILHOTO  3aCTOCYBaHHs —Mifasojiamy  TIPU3BOIMAIO 4O 3HAYHOrO  IIJABHINCHHHA
KOHIEHTPALi MiasojaMmy Ta 10 MOCHJEHHS JICHXOMOTOPHIX eQexris. OmHOUACHE 3aCTOCYBAHH
(piryxonazony y xo3i 200 mr Ta Mizazonamy y 03l 7,5 MT mepopajibHO IPU3BOAMIO 10 I1IBUIICHHS
AUC rta nepiojty HaniBBHBEICHHA Y 3,7 1a 2,2 pa3y BIAMOBIMHO. 3aCTOCYBAHIs (aryxoHasony y Jiosl
200 Mmr/noby Ta 0,25 Mr Tprazojiamy repopanbHoO IIPU3BOIAIO O TILIBHIICHHS AUC Ta miepioiy
naniesrBeeHHs y 4,4 ta 2,3 pasy BiIOBLIHO. [Ipu oaHOYACHOMY 3aCTOCYBaHHI QIIYKOHA30Jy Ta
TPHA30JIAMY CTIOCTEPITANOCs NOTEeHIFoBAMHS Ta IPOJIOHTAllis e)exTIB TPHasoNaMy.

SIKIO TALIEHTY, SKHH TPOXOAUTE Kype JIKYBaHHs (IlyKOHA30JIOM, CIILI OJJHOYACHO NPH3HATHTH
TepaIiio feHzomiazerrinaMu, Q03y OCTAHHIX CJiJl 3MEHIIUTH Ta BCTAHOBHTH Haje)KHUHM Harjsyl 3a
CTAHOM ITalleHTa.

Kapbamaszenin: (HIryKoHa30 npETHiYy€e MeTabosi3M kapbamaszerity Ta CHPHIMHIOE I IBHLIIEHHST
piBHs KapOaMaszeniny B cuposarili kposi Ha 30 %. IcHye pu3HK PO3BUTKY IPOSIBIB TOKCHIHOCTI 3
6oxy xapbamaseriny. Mosxe OyTH HEOOXIJTHHM KOPUTYBZHHSA N03H KapGaMazernity 3aexkHO BLJ
piBHs HOTO KOHIEHTpaLil Ta Hii mperapary.

Brnokamopu xanbyiesux KaHalig: NesiKl aiTaroHicTd KaTpIIO (Hi(eanllin, icpa/IuiH, AMIIOIUATIH Ta
denomunin) MeTaboI3yIOThCs depmentom CYP3A4. QiiykoHa301 MOXKE MiABUIIYBATH CUCTEMHY
eKCIIO3MIIO0 GJIOKATOPIB KalbLIEBUX KaHailiB. PexOMEHIOBAHM PETeIbHHA MOHITOPHHI 10O
PO3BUTKY TTOOTIHHX peaxiii.

[]enexoxcu6: TpA OJTHOHACHOMY 3acTOCyBaHHI (pIyKOHA30Iy (200 mr Ha n00y) Ta LENEKOKCUOY
(200 mr) Cpax Ta AUC nesnexokcuby minpungysamucs Ha 68 % Ta 134 % signosigmo. [lpu
OJ[HOYACHOMY 3aCTOCYBaHHI HenexokcuOy Ta (IIyKoHa30my Moxe Oyt HEOOX1(HAM 3MEHILCHHS
JIO3H 1EIEKOKCHOY BIIBIYL.

[Juxnogpochamio: OJHOHACHE 3aCTOCYBAHHIA naxnopochaminy Ta GrykoHasojly MPU3BOIAMTEL J1O
migBumeHHs pipHst OinipyOiHy Ta KpeaTHHIHY B cuposaTui kpopi. LI mpenapard MOXHA
3aCTOCOBYBATH OJIHOYACHO, ajle CJIJ 3BAKATH Ha PHINK [{BUINEHHS KOHUEHTpaLi OinipyOlHy Ta
KpeaTHHiHY B CHPOBATIL KPOBI.

Denmanin. NOBIAOMIBLIOCS MO OJMH JIETAIBHUH BUIANOK iHTOKCHKALl (PEHTAHIIOM BHACILIOK
MOJKIIABOT B3aeMOail (eHTaHiny Ta (IIyKOHa30Iy. Jlo toro X, Yy HOCHIUKEHH] 3a yYacTio
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12 310poBUX JNOOPOBOJIBIIIB 6YJI0 MPOJEMOHCTPOBAHO, 10 (IYKOHA30] 3HAYHO
YIIOBLIBHIOBAR eniMinamifo GenTaniny. HiBHiNeHES KOHLIEHTpALil (PEHTAHLTYy MOKE UPH3BECTH A0
TIPUTHIYEHHS JMXaHHS, TOMY CIIJI PETENBHO KOHTPOJIOBATH  CTaH nauienta. Moxe OyTH
HeOOXIIHOIO KOPEKILisi 03U (PeHTaHLIY.

Inzibimopu T'MI-KoA-pedykmazu: CyMICHE — 3aCTOCYBaHHI dnykonasony Ta iHridiropis
I'MI-KoA-pexyKrasu, MO MeTaboIi3YIOThHCs CYP3A4 (aropBacTaTuH Ta CHMBAacTaTHH), ab0
inri6itopie TMI-KoA-peayKrasi, IO METabOIi3yIOTECs CYP2C9 (pmysacratdH), MIABHILYE
pH3MK PO3BMTKY Miomarii Ta pabaomiomsy. ¥ pasi HEOOXITHOCTI OJHOUACHOTO 3aCTOCYBAHHS LUX
[IPeraparTiB CIijl PETEILHO CIOCTEPITaTH 3a MAL€HTOM OO BUHUKHCHHSA CUMIITOMIB Mionarii Ta
pabaoMionizy i MPOBOANTH MOHITOPUHI PIBHS KpeaTHHKiHA3H. Y BHIAAKY 3HAYHOTO TIBHIICHH
piBHS KpeaTHHKIa3W, a TaKoXK TpH miarHocTyBamHi abo mTimospi Ha Mionariio/pabnomionis
sactocysaus inri6itopis I'MI'-KoA-peayKTasu ciiii IPUITHHATH.

Ivynocynpecopu (Hanpuriad YukIOCNOPUH, €6EPONIMYC, CUPONIMYC I MakporimMyc).

Luknocnopun: (GIYKOHA30J 3HAYHO IIBHILYE xonnenrpanito Ta AUC muknocnopuny. Hpu
OHOYACHOMY 3acTOCyBaHHi (aykonaszomy y mosi 200 mr/moby Ta HMKIOCIOPHHY Y 71031
2,7 mr/kr/no6y crocrepirasocs 30imbments AUC HHKIOCTIOPURY Y 1,8 pasy. Lli npenapaT MOXHa
3aCTOCOBYBATH OJHOYACHO 34 YMOBM 3MEHIICHHS 03 LMKJIOCHOPHHY 3aJIEXKHO Bi HOTO
KOHIEHTpalll.

Egeponimye: xoua AOCIIUKEHB in Vitro Ta in vivo He TIPOBOIMIH, (IyKOHAZ0JT MOYKE IIABHILYBATH
KOHLEHTPAIIIO eBEpONIMYCY B CHPOBATII KPOBI 4epes npuruiteaas CYP3A4

Cuponimyc: (GIIyKOHA30J IIJIBAIIYE KOHIEHTPALIO CHPOJiMYCy y IUIa3Mi KpoBi, HMOBIPHO,
[IJISXOM TIPUTHIGEHHs MeTaGoli3My CHponimMycy depMenTom CYP3A4 Ta P-rnikonporeinom. L
Tperapari MOXHa 3aCTOCOBYBATH OJIHOYACHO 3a YMOBHM KOPHIYBaHHA JI03H CHPOJIIMYCY 3aIEXKHO
BiJ{ piBHS KOHLIEHTpALI Ta eeKTiB Npenapary.

Taxponimyc: GpryKOHA30J MOXKE MJBHILYBaTH KOHI[EHTPALT TAKPOJIiMyCy B CHPOBATII KPOBI JI0 5
paziB IpH HOro TIEpPOPAIBHOMY 3aCTOCYBAHHI uepe3 NpHIHIYEHHs MeTabosizMy TAKPOJIMYCY
depmentom CYP3A4 y xumeunuxy. [lpu BHYTPIIIHLOBEHHOMY 3aCTOCYBAHHI TAKpOJIIMYyCy HE
CITOCTEPITanocs 3HAYHUX 3MiH (apMaKOKIHETHKH. [TijBuleH] piBHI TaKpOMIMyCy ACOMIFOIOTLCS 13
HedpoToKcHuHicTIO.  [lo3y TakposiMycy JUIs IMEPOpaibHOro  3acTOCYBAMHA CHLJI 3HHXKYBaTH
3JIeIKHO BiJL KOHIEHTPAIl TaKpOTIMYyCYy.

Josapman: (IyKOHA30J NPUTHIYYE MeTaboMi3M  J103apTaHy 0 HOro aKTHBHOTO METAOOJITY
(E-31 74), 110 00yMOBIOE OUILILY JACTHHY aHTAroHIaMy 710 penentopis anriotensuny I min qac
3aCTOCYBAHHS JI03apTaHy. PEKOMEHIOBAHO 3/UHCHIOBATH MOCTIHHHUA MOHITOPUHI apTeplajibHOIr0
THCKY Y ITAIll€HTIB.

Memadou: HIyKOHA30]I MOXKE NiJBHILYBATA KOHLIGHTpALIIO METafoHy y CHpoBarii Kposl. Ilpu
OHOYACHOMY 3aCTOCYBAHHI METaoHy Ta (IyKOHA30Iy MOXKE OyTH HEOOXITHAM KOPUTYBaHHSL
JIO3W METAI0HY.

Hecmepoioni npomuzanansui npenapami; TpA OQHOYACHOMY sactocyBanHi 3 GyKoHa30MOM Cray
ta AUC ¢uyp6impodeny mnigsumysammcs na 23 % Ta 81 % BIAMOBLAHO MOPIBHSIHO 13
BIAMOBIIHUMH [TOKA3HHUKAMU TIPU  3aCTOCYBAaHHI TIIBKH dunypbinpodeny. AHaIOTIYHO ITPH
OHOYACHOMY 3aCTOCYBaHHI (IIYKOHA30JIy 3 paleMiTHIM ioympodenom (400 Mr) Cpax Ta AUC
dhapMaKoMOTidHO aKTUBHOTO 130Mepy 8-(+)-i6ympodeny Iiasuuysanucs Ha 15 % Ta 82 %
BUAMOBIIHO, MOPIBHAHO i3 BIANOBIIHMMM TMOKa3HUKaMH TIpHU 3aCTOCYBAHH] TITBKH PALIEMIYHOTO
10ympodeny.

Xoua CremianbHux J0Ci/DKEHb He TPOBOAWIH, (IIyKOHA30] 3/aTHHH IIABUILYBATH CHCTEMHY
excnosmito  immux  HIMBI, wmo wmerabonizyrotees CYP2CY  (mampuiniajl HanpokceHy,
JIOPHOKCHKAMY, MEJOKCHKaMy, —[MKIO(EHAKY). PekOMEH/IOBAHO  TIEPIOIMYHO  3IIHCHIOBATH
MOHITOPUHT MOGIYHUX peaKiidl Ta TOKCHIHHMX npostsi, mop’szanux 13 HII3IL  Moxe
noTpeOyBaTUCH KOPUTYBAHHS 103U HIT3IT.

Denimoin: (IyKOHA30N TpUTHidye Meraboniizm (eHiToiny B neuinni. OpHoyacHe Oaratopasone
sacrocysarnsa 200 mr ¢uykoHazoiny Ta 250 mr (eHiToiHy BHYTPIIIHBOBEHHO TIPU3BOLUTL JIO
migsumennss AUCy4 denitoiny Ha 75 %, Chpin — Ha 128 %. llpu onHOHacHOMY 3aCTOCYBaHHI [UX
JIKapCHKUX 3aCO0IB CITijl TPOBOIMTH MOHITOPHHT KOHICHTpallil QeHiToiHy y CHpOBaTUi KPOBL st
YHEKHEHHS PO3BUTKY TOKCHYHOT JIil eHITOTHY.
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[Ipednizon. NMOBIIOMIBIIOCS TIPO BUITAZ0K, KOJIH Y narienTa Mmens TpaHCTUIaRTail TeYinKky Ha Tl
3aCTOCYBaHHs [PSAHI30HY PO3BHHYIACs TocTpa HEOCTATHICT, KOPM HAIHUPKOBHX 3aJI03, IO
BUHMKJA THCISL TPUIMHCHHS TPUMICAUHOTO Kypey tepamii  duykonasosnom. [lpununenns
3acTOCyBaHHSl (PIYKOHA30ILYy, JIMOBIpHO, CHIPHYMHHIIO TTOCHUJICHHS aktusHocti CYP3A4, wo
IpU3BEIIO JI0 MPUCKOPEHHA MeTaGormismMy npeHizoHy. Ciijt yBaXHO CTCHKUTH 3a HalieHTamM., Jxi
IPOTATOM TPHBAIOTO H¥acy OJHOYACHO 3aCTOCOBYIOTE drykoHason Ta TPEJHIZOH, 3 METOK0
MIOMEPE/DKEHHS  PO3BUTKY HEJOCTATHOCTI KOpH  HAJHUPKOBUX  3ai103 micns  [PUITMHEHHS
zacTocyBarHs (IIyKOHA30Iy.

Pugpabymun:  HIyKoHaszon NiJBHIIYeE KOHIEHTpario pudabyTuHy B cHpoBaTIi KpOBI, IO
TPU3BOAUTL O 30LIBIICHHS AUC pudabyruny o 80 %. Ilpu onmodacHoMy 3aCTOCYBANHI
duiykonasony Ta pupadyTuiy [OBIIOMITSIIOCS TIPO BUIAAKK PO3BMTOK yBeity. lIpn 3aCTOCYBaHHI
Taxol KoMBiHAWT JTIKApCHKUX 3ac00iB CITiL OpATH A0 yBAard CUMITOMH TOKCHYHOT Jii prucabyTHrLy.
Carginagip: (QIyKoHA30J TBHILYE AUC ta Cpaye caxsinapipy npubmmsso na 50 % Ta 55 %
BLATOBIZHO wepe3 MPUTHIYEHHs MeTaboIIsMY cakBiHaBipy y rediHLl (epMEHTOM CYP3A4 ta uepes
iHribyBanust P-riiKkonpoTeity. Bzaemonii Mix (GIyKOHA30JIOM Ta CaKBiHABIPOM/PUTOHABIPOM HE
JOCTUDKYBATHCSA, TOMY BOHM MOXKYThH 6yru Oinpm BupaxeHumu. Moxe OyTH HEOOXiIHMM
KOPHTYBaHHS JIO3H CaKBIHABIPY.

[oxioui cyrivhoniicedosunu. TpA OJHOTACHOMY 3acTOCYBaHHI (ITyKOHA30JI MPOIOHIYE nepios
HATUGBBUBEICHIS [EPOPATHHUX MOXLAHEX CyNbQOHIICEYOBUHHU (xJtopriponamiiy, TiibenKIaMizty,
rrini3uiy Tta TONOyTaMimy) npH iX 3aCTOCYBAHHI 3[0POBHM JIOOPOBOIBLSAM. PeKOMEH LY €THCS
TIPOBOIMTH YACTHH KOHTPOIL UYKpY B KpOBi Ta BIAMOBIAHMM UWHOM 3HIKYBATH 03y TTOX1THUX
Cy Ib(OHLICCHOBUHYI IPH OJTHOHACHOMY 3acTOCYBaHHI 13 QITyKOHA30JI0M.

Teoghinin: 'y TIaLe60-KOHTPONLOBAHOMY JOCHDKeHH]  B3aeMOJl  IperapaTiB  3aCTOCYBAHH
duykonazony 1o 200 Mr mpoTAroM 14 nHIB NpM3RENO [0 3HWKEHHA CEPE/IHBOTO KITIPEHCY
Teodininy B rutasmi kposi Ha 18 %. 3a [MALi€HTaMu, SKi 3aCTOCOBYIOTH TEOdIIIH Y BUCOKHX J103aX
260 siKi MalOTh IM1ABUIICHUN PU3UK PO3BATKY TOKCHYHUX TnposBiB TeodUHY 3 IHIIMX OPUIHH, I
BCTAHOBUTH HATJIS[ LIOJO BUSIBIEHHS O3HAK PO3BUTKY toxcuunoi mi Teodiminy. Tepamiio ciil
3MIHMTH [IPH TIOSIBI O3HAK TOKCHIHOCTL.

Anxanoiou 6apsinky: Xo4a BIATIOBIHAX JAOCTI/DKEHD HE TIPOBOJIMIN, (IIyKOHA3O0IT, HMOBIPHO Hepe3
inribysanus CYP3A4, Moxe CIpUIMHATH [iABMIIEHHS KOHIEHTpaUil aikanoixis OapBlHKy Y
rnasMi  KpoBi (HANpUKNaj BIHKPUCTHHY Ta BiHONACTHHY), UIO NPHU3BOJMTH JIO PO3BUTKY
HEHPOTOKCHUHIX eeKTIB.

Bimamin A: rosimoMisutocs, 10 y TALEHTa, SKHH OJHOYACHO 3aCTOCOBYBaB TPAHCPETHHOEBY
kucnoTy (KHcnoTHa (opma BiTaminy A) Ta ITyKOHA30II, CHOCTEPIramucs no6iuHi peakii 3 60Ky
[EHTPATbHOI HEPBOBOT CUCTEMH (ITHC) y dopmi mcesnoTyMopy TOJIOBHOIO MO3KY, IHO 3HHK ITCIIs
Bivird Qaykorasoiny. Lli nikapebKl 320061 MOYCHA 34CTOCOBYBATH OJIHOYACHO, alle CIIJL [am’ ITaTu
[1pO PU3UK BUHUKHEHHs NOOITHMX peaxuiit 3 6oxy LTHC.

Bopuxonason  (in2i6imop CYP2C9 ma CYP3A44): opHovacHe 3acTOCYBAHHS BOPHKOHA3OIY
nepopanpro (110 400 Mr xoxHi 12 TOAHH TIPOTATOM 1 gms, notim o 200 Mr Koxmi 12 roJuH
npoTsarom 2,5 JHs) Ta (IyKOHa30Iy MepopanbHo (400 MTr B UEPLIMIT AEHB, TOTIM IO 200 Mr KOXHI
24 roamHA TpoTaroM 4 mHiB) 8 310POBHM JOGPOBONIBIEIM  YOJIOBIYOT cTaTi HPU3BENO N0
migsumieHHs Cpax Ta AUC,; BOpHKOHA301y B CepEIHROMY /1O 57 % (90 % HI: 20 %, 107 %) Ta 79 %
(90 % JI: 40 %, 128 %) BiamosinHo. HeBinoMo, 9u MPU3BOIUTE 3HWKCHHS 103H Ta/abo JacTOTH
3aCTOCYBAHHS BOPUKOHA30JY ab0 (IIyKOHA30Iy N0 YCYHCHHS TaKOro edexty. [Ipn 3acTocynaHHi
BOPUKOHA30ITY THCHA (IryKOHA3011y i TIPOBOJMTH CIIOCTEPEKEHHS LI0J0 PO3BUTKY MOOIUHMX
edexTin, acoioBaHMX 13 BOPHKOHA30JIOM.

3udogydun.; Grykonason MigBHIYE Crnax Ta AUC sumoByauny na 84 % ta 74 % BIJUTOBIAHO, IO
3YMOBJIEHO 3HIKCHHSM KIIPCHCY 3HIOBYIMHY npubnuzHo Ha 45 % TpH HOrO MEpOpANsHOMY
sacrocyBarHi. [Tepiofl HaniBBUBEAEHHS 3UIOBYANHY 6yB TAKOXK MOIOBKEHUH TIPHOIHU3HO Ha 128 %
micys 3acrocysanus KomOiHali GuryKoHa3olly Ta 3UTOBY/IHHY. 3a manie€dTaMH, K1 3aCTOCOBYIOTDH
TaKy KOMOIHALIIO JIKApChKUX 3aco6iB, CIiJ| CIIOCTEPIraTH LIOJO0 PO3BUTKY MOOITHUX peaKiiif,
[OB’S3aHAX 13 3aCTOCYBAHHAM 3HMIOBYAMHY. MojHa pOSTISHYTH JOLUTBHICTE 3HWOKEHHS JIO3H
3UIOBYIHHY.
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Azumpomiyun. y XOJi BIAKPUTOrO pPamIoMI30BaHOTO TPUCTOPOHHEOTO
[1epPEXPECHOTO AOCIIDKEHHS, B SIKOMY B3STH yHacTh 18 3710pOBHX JOOPOBOIBILIB, OLUHIOBAIH BILTHB
a3UTpOMilMHy Ta (IyKOHA30Jy Ha hapMakoKIHETHKY O/IMH OJHOTO IpH iX OJMHOYACHOMY
TIEpOPAILHOMY  Pa30BOMY sactocyBamHi y pozax 1200 mr Ta 800 wmr sigmosimmo. JKomHux
3HAUYIMX HapMAKOKIHETHIHUX B3a€MOJIIH BUABIICHO HE OYIIO.

[Tepopanpii KOHMPAYENMUsH. TIPOBOMMIOCH 2 (hapMaKOKIHETHIHHX MOCHiKeH s 6araropasoBoro
3acToCyBaHHs (QyKOHA30Ily Ta KOMOGIHOEAHOTO TIEPOPANLHOTO KOHTPALCITHBY. [Tpu 3acTOCYBaHHI
drykomaszony y Ho3l 50 Mr BOIMBY Ha piBEHb TOPMOHIB HE Oyno, TOAL K ITpH 3aCTOCYBAHHI
dnykonazony y Kosi 200 mMr na 06y crocTepiranocs 301TbIIEHHS AUC ertuninecrpaniony na 40 %
ta meBoHOprecTpeny — Ha 24 %. Ile cimumte mpo 7Te, O OaraTopazose 3aCTOCYBaHHI
dryKoHazoNy y 3a3HAICHUX 032X HABPAIL HH MOMC BIUIMBATH Ha ¢(PEKTHBHICTH KOMOIHOBAHOTO
TepOPATbHOIO KOHTPALENTHBY.

Ocodaueocmi 3acmMoCyGaHHA.

Hepmamogimisi. BiamopigHo [0 pE3yNbTaTiB  JOCIIKEHHS drykoHasony UL JKYBaHHA
nepmaToditii y mitei, GayKoHazoll HE MEPCBULILYE rprzeodyIbBiH 3a ePEKTUBHICTIO, i 3arajbHud
MOKa3HUK e(PeKTHBHOCTI CTAHOBUTH MCHIIC 20 %. Tomy DiiykoHa30Jl HE CiJ{ 3aCTOCOBYBATH JUIA
niKyBaHHs 1epMaToPiTil.

Kpunmoxoxos. Jloxasis eexTuBHOCTI  (PIIYKOHAZONY UK JIKYBAHHAS KPHOTOKOKO3Y 1HIIHX
Jlokanizaniif (HampyKIIaz JEreHeBOro KPAUIITOKOKO3Y Ta KPUIITOKOKO3Y MIKipH) HEJIOCTATHBO, TOMY
pEKOMEH IALIiH I0/I0 I030BOTO PERUMY JUIA NiKyBAHHA TAKAX 3aXBOPLOBAHb HCMAE.

Tnuboxi endemiuni mixosu. Joxasis epexrrBHOCTI (IIYKOHA30IY U4 NiKyBaHHS (HIHX (HOpM
CHACMIUHAX MIKO31B, TaKHUX SK HapaKOKIMIOIIOMIKO3, IiCTOMIA3sMO3 Ta K pHO-TIM(paTHIH T
CIIOPOTPUXO03, HENOCTATHLO, TOMY pexoMer/iatii oo [030BOT0 PEXKUMY UL NIKyBAHHS TaKHX
3aXBOPIOBAHD HEMAE.

Huprosa cucmema. llatienram i3 nopyueHHsM (QyHKUIH HEPOK mpenapar CIIiI 3acTOCOBYBATH 3
0BEPEIKHICTIO (XUB. PO3LLI «Cr10ci6 3aCTOCYBaHHs! Ta JO031»).

Tenamobiniapna  cucmema. 1lalieHTaum i3 mopymeHHsM (yHKIIHA MeUiuKy IIpenapar  Cilijg
3aCTOCOBYBATH 3 OOEPEKHICTIO. 3aCTOCYBaHH: (ITYKOHA30]ly ACOMIIOBANoCK 3 BHHUKHCHHIM
PiAKICHMX BUIAIKIB PO3BUTKY TSOKKOT FeNaTOTOKCHYHOCTI, BKIIFOUAI0YH JIeTaNbHl  BUITAIKH,
FONOBHUM UMHOM Y TALIEHTIB i3 TSOKKMMH OCHOBHUMH 3aXBOPIOBAHHAMA. VY BHmamKax, Kojiu
PO3BHTOX FeMaTOTOKCHYHOCT] aCOLIIOBABCS 13 3aCTOCYBAHHSAM drykoHazony, He 6yno BiZ(3HAYCHO i
apHOI 3aEKHOCTI BiJ 3arajbHOi j000BOI H03H Nipetapaty, TpuBanocti Tepariii, ctati abo BIKY
namieHTa. 3a3BHdail TEmaTOTOKCHYHICTD, CIPUHMHEHA diryxonaszonom, 000poTHE, a il mposBy
SHUKAIOTH MICIS TPUTTHHEHHS Teparil.

3a MalieHTaMHF, Y SKMX MPH 3aCTOCYBaHH] HIYKOHA301y CIIOCTEPITAOTHCS BIIXAJICHHA pe3yBTATIB
dyHKIiOHATBEHAX TPOO HeuiHKd, CMijl BCTAHOBATH HWJIBHMH HATJIAN [ION0 PO3BHTKY O1IBII
TSHKKOTO yPAKEHHS MEUIHKH.

TlamienTiB ¢l TpoiHGOPMYBATH PO CUMIITOMY, MO MOXKYTH CBiAYMTH TIPO CepHO3HUM BILIMB Ha
revinKy (BHpaXkeHa acTeHis, aHoOpeKcid, nocTiiHa HynoTa, 6IIIOBAHHS T4 KOBTIHHLA). Y TAKOMY
BUIMAJIKY 3aCTOCYBaHHS (IIyKOHA30Iy Cij HeraliHO NPUIIMHHTH Ta IPOKOHCYJILTYBATHCHT 3
JKapeM.

Cepyeso-cyOunna cucmema. Jeaxi azomu, y TOMY gucri §f (IYKOHA30JI, acOLIIOIOTHCS i3
nofopkeHnasM intepsany QT Ha enexTpokapiorpami. [ToBLIOMIIAIOCH TIPO AYKE piAKICHI BUTIA/IKH
nopomkenus intepsagy QT Ta MapOKCU3MAIIBHOL HUTYHOUKOBOT TaxiKapail THIY «ripyer» TpH
sactocyBaHHi rpernapary DiryKoHasoll. Taki TOBiOMJIEHHST CTOCYBANHCH MANIEHTIB 13 THKKHUMHU
3aXBOPIOBAHHAMHU  [IpH mocjHAHHI  6araTthox  (AKTOpiB  PH3HKY, TakMMHU 5K CTPYKTYpHi
3aXBOPIOBAHHS CEPLA, TOPYMICHHS eNeKTPOTITHOTO OOMiHy Ta OJHOHACHE 3aCTOCYBAHHA THIIHX
JNKapChKHX 3aco1B, 110 BINTMBAIOTH Ha iTepsat QT.

dnykonason Clix 3 0DEPENHICTIO 3ACTOCOBYBATH [amieHTaM 13 PU3UKOM  PO3BHTKY apuTMIH.
OHOYACHE 3aCTOCYBAHHS PA3OM i3 JIKAPCHKUMH sacobamu, o Tporonryiors inTepsan Qlc Ta
METabOoTI3YIOTECA 38 TOTIOMOrok0 hepMEHTY CYP3A4 nuroxpomy P450, npoTunoxasate.
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Tanogpanmpun.  TanopadTpur € cyberpatoMm  (epMeHTy CYP3A4 i npononrye inreppan QTc¢
[IpH  3aCTOCYBAHHI Y PEKOMEHIOBAHMX —TEpAlCBTHAHMX fgozax. OJHOYACHE 3aCTOCYBAHHS
ranodanTpuiy Ta GIyKoHazony He PeKOMEHIYCThCA.
Jlepmamonoziuni  peaxyii. Tlix Hac 3acTOCyBatis bryKoHazony PpiIKO MOBIIOMIIAIOCA PO
PO3BUTOK TakuX eKc(oaTHBHUX [IKIpHUX peaKIlil, sK CHHIPOM Crigenca — JxoHCOHA Ta

ToKCHYHMH enimepManbHuil Hekponis. [lamientn 31 CHIJToM OinbIn CXHITBHL IO PO3BATKY TSKKHX
IIKipHUX peaKuid Tpu 3aCTOCYBAHHI HaraTbOX JIKapChKHX 3aco0ip. SIKIO Yy mDaiieHTa i3
[IOBEPXHEBOIO IPUOKOBOIO indexiicto  37SBIAIOTHCA  BUCHIIAHHM, IO MOXHA [oB’s3aTH 13
3acToCyBaHHsM (IyKOHA30JTY, MOJAIbIIE 3aCTOCYBAMHS Hpenapaty CIILI TPUITHHUTH. KOO Y
[arieHTa 3 IHBA3UBHOK/CHCTEMHOIO TPHOKOBOIO indexiicto 3’ IBIAIOTHCS BUCHTIAHHA Ha LIKIpi, 3a
HOro CTamoM TOTPIOHO YB@XKHO CIIOCTEPIrATH, a Y BHNAJKY POZBUTKY GyNBbO3HUX BUCHIAHL abo
MYJTETH(OPMHOT EPHTEMH 3aCTOCY BAHHA ITyKOHA30JIY CJTiJL TIPUTITHHUTH.

Tinepuymuugicmp. Y PIIKICHUX BUNA/KAX [TOBIJIOMJISIIOCS TIPO PO3BUTOK aHap Ak THIHAX peaxuii.
[Jumoxpom P450. ®nayKoHazoll € MOTYKHUM iariciropom depmenty CYP2C9 Ta ITOMIpHUM
inribiropom ¢pepmerry CYP3A4. Taxox dryKoHazon € inridiropom QepMenty CYP2C19. Cuin
criocTepiraTy 3a CTAaHOM TIAIEHTIB, SKi OJHOYACHO 3aCTOCOBYIOTH (PIIYKOHA30J Ta Npenapati 3
BY3bKHM TEPANCBTUIHUM BIKHOM, IO MeTaboII3ylOThCs 3a Y4acTio CYP2C9, CYP2C19 Ta
CYP3A4.

Tepepenadun. CIifl yBaKHO CrocTepirary 3a CTaHOM nanlenTa npu O HOYACHOMY 3aCTOCYBAHHI
TeppeHaauHy Ta (IIyKoHa30ly y no3i mennie 400 mr Ha 100y

Jlonomizicni pevosunu. Tlpenapart MictuTs 0,9 % po3uH HATPIIO XIOPHILY. Kosxai 200 mr (draxon
110 100 M) Mictats 1o 15 MMonb ioHIB narpio (0,145 MmMons natpio B 1 MIT) T4 XJIOPY, 1O CIijL
OpaT 70 yBarud IpH IIpU3HAYCHH] HAIIEHTaM, AKAM HEOBXIAHO OOMEKHTH BKABAHHs HATPLIO T4
PLIAHHK.

3acmocyganHa y nepiod sazimnocmi apo 200y8aHHA Zpy00I0.

Jlaui, OTpUMaHi IPH PasoBOMY 260 TIOBTOPHOMY 3aCTOCYBaHHI (IIYKOHA301y Yy 3BUYARIINX [103aX
(< 200 wmr/moby) KUIBKOM COTHSAM BACITHHX OJKIHOK mpoTsiroM 1 TpuMecTpy BAriTHOCTI, HE
NPOJEMOHCTPYBANN HeOKaHUX edexrip Ha g Iosigomnsanocs Tpo YHCIIEHH] BPOJDKEHI
maronorii y HOBOHAPOKEHUX  (BKIIOYALOTH GpaanpeHiio, IUCILIA3I0 BYLIHOI PaKOBHHY,
HazMipHe 30UIBIIEHHST TIEPEIHBOTO TiM’sUKa, BHKDHBJIEHHS CTETHA, TIIEIONIKTHOBHH CHHOCTO3),
MaTepi IKMX IpAMATH BACOKL 03K dmnykonasomy (400-800 MI/106Y) TPOTATOM TIPHHARMHI TPHOX
260 GLIBILE MICSIIB TS TIKYBaHHS KOKIUJIOI03Y . 3B’ 130K MK 3acTOCyBaHHSIM (IIYKOHA30Iy Ta
MMM BHANAIKAME HE BU3HAYEHAH.

JloCIi/DKEH S Ha TBAPAHAX TIPOAEMOHCTPYBAIIH PEHPOLYKTHBHY TOKCHYHICTD.

He ciin 3acTocoByBAaTH 3BMuaiiHi J03u (uykonasony Ta KOPOTKOTPHBaJ KYpCH JIKyBaHHS
(ITYKOHA30IIOM Y TIEPIOJL BAMITHOCTI, 33 BUHATKOM KPaiHBO1 HEOOXi/THOCTI.

He ciii 3acTOCOBYBAaTH BHCOKI 103  (IIyKOHA30Iy Ta/abo TpHUBAIL KYpCH  JIKYBaHHS
(IIYKOHA30JIOM Y TIEPIOJL BAriTHOCTI, 32 BUHSTKOM JIIKyBaHHS iH(EKIIIH, 10 3aTPOKYIOTh KUTTIO.
diTyKOHA30 POHUKAE Y TPYAHE MOJIOKO Ta JoCATae HyKol KOHIEHTpAlil, HDK y IiasMi KpOBi.
[ojyBaHusl TPYMII0 MOXHA IPOJOBKYBATH MiCjll PA30BOTO  3aCTOCYBAHHA 3BHYAWHOI [O3M
duryKoHa3071y, o craHoBuTh 200 Mr abo MeHIe.

[ojryBaTy TPY/UIIO HE PEKOMCHIYETHCS 1IPH faraTopazoBOMy 3aCTOCYBAHHI (IIYKOHA30Iy abo 1ipy
3aCTOCYBAHHI BUCOKAX /03 (hIryKOHA30Iy.

30amuicny §IIHEAMIL HA WEUOKICMb PeaKuii npu KepyeaHHi a6MOnpPanCcropHiom abo inmumu
MeXaHiBMaAMU.

Jloc/liUKeHs BIUIMBY Ipenapary QyKoHasolr Ha 3ATHICTL KEpYBaTH ABTOTPAHCIOPTOM a0
[PAIIOBATH 3 HITUMH MEXAHI3MAMK HE HPOBOIHIIH.

[ManienTiB ciig npoindopmyBaTy 11po MOSKITHBICTD PO3BUTKY 3allaMOpPOUeHHs ab0 CynoM i gac
sactocoByBanHs nperapary @uykonasoi. [Ipu possuTKy Takux CHMITTOMIB HE PEKOMEHIYETBCA
KepyBaTH aBTOTPAHCTIOPTOM ab0 TIPAIIOBATH 3 {HIIYMY MEXaHI3MaMH.
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Crocif 3acmocy6anHa ma 003u.
J103a (hiryKkoHa30I1y 3aJIEKUT Bi BUALY 1 TAKKOCTI rpuGKoBol iHpeKLUiT.
[lpu ueoOXigHOCTI faratopa3oBoro 3acTOCYBaHHA rperapary  JUKyBaHH indexiii  cii
[IPOJIOBXKYBATH [0 3HUKHEHHA wripiyapx Ta naboparopHuX NpOSIBIB  AKTHBHOCTI rpuOKOBOT
ingexuii. HepocraTHs TPUBAIICTE JIKYBAHHSA MOXKE [IPU3BECTH [0 BIIHOBJICHHA AKTHBHOTO
iH(ekuiifHOro rnpouecy.
[Ipenapar 3acTOCOBYIOTbH nepopanbHo  abo BHYTPILIIHBOBEHHO ~ [IIAXOM ingysii.  Crocid
3aCcTOCYBaHHs Tpenapary 3aIeKUTh Bix KIIHIYHOTO CTAaHY MAli€HTa. Hemae He0OXLIHOCTI Y 3MiHI
n00OBOI  [103W  mperapary  IipH sMiHI LUTSIXY HOro  3acTOCYBaHHS 3 [epopaibHoOTo  Ha
BHYTpILIHBOBEHHU T2 HABIIAKH.
Pozunn st iHGy3iit CliL BBOIUTH 31 MIBUAKICTIO, IO HE NIEPEBHLLYE 10 MA/XB.
Cymicnicme npenapamy.
d1yKOHAa30JI CyMiCHUH 3 TAKUMH pO3UMHAMH, K
— 5 9% 1a 20 % po34KrH ITIIOKO3H;
— po3unH Pidrepa;
— po3urH XapTMaHa;
— PO3UHH KaJlliO XJIOpUAY ¥ [JTIOKO31;
— 4.2 % Tta5 % po34nH narpito OikapOoHaTY;
~ 3,5 % po34MH aMIHO3HHY;
~ 0,9 % pO34MH HATPIIO XJIOPUIY;
— mianadnexc (6,36 Yo po3uMH U4 IHTpanepuTOHEAIbHOTO niairizy).
dyKOHA30II MOXKHA BBOIUTH B isGby3iiiHy cHCTEMY Pa3sOM 3 OLHMM i3 3a3HAYEHNX BULIE PO3UHHIB.
Xoua BHIAAKH HecrieurpigHoT HECYMICHOCTI TIperapaty 3 MIIMMH 3acobaMyu He OfHCami, He
PEKOMEHIYETHCH amimyBsard OaykoHas3on 3 {HILIVMMHU JIperapaTtamMy mnepes. IHQY3IELO.
Po3uyH Ul BHYTPILIHBOBEHHHX indysiit mpu3HAYCHHH JHMLIC UL pa3OBOTO  3aCTOCYBAHHS.
PospeneHHs CILI 3iCHIOBATH B aCeNTHYHUX yMOBAX. Posund HeOOXIAHO [epeBIpHTH HA HAsBHICTD
CTOPOHHIX YaCTHHOK Ta 3Miny 3abapBiieHHs. PO3UMI CJIil BUKOPHCTOBYBATH JIMLIE TOJ, KOJIH BIH
[pO30pHil Ta HE MICTHUTH CTOPOHHIX YaCTHHOK. HeBUKOPHCTAHI 3AIMLIKH TIpernapaTy HeoOX1JIHO
SHULIMTH.
[lopocl.
Kpunmokoxos.
— JlikyBaHHs KpPHITOKOKOBOTO MCHIHIITY: PEKOMEHIOBAHA HABAHTAKYBAIbHA 7032 CTaHOBUTDH
400 Mr y nepuuid JCHb, MiaTprMyBanbHa 1032 — 200-400 mr/noGy. TpuBanicTs JIKYBaHHs
3a3BMYail CTAHOBUTD ILOHAHMEHIIE 6-8 Tvokuis. Tlpy iHdeKmisX, WO 3arpokKyoTh JKUTTIO, 1000BY
103y MOXHA 30IbIINTH O 800 mr.
— TMigTpumyroua Teparis 1 TOTepe/KEHHS peUUINBY KPHIITOKOKOBOTO MEHIHFITY Yy TALIEHTIB 3
BHCOKHM PU3HKOM HOr0 pO3BHTKY: PCKOMEHOBAHA 1032 mpernapary craposuth 200 Mr/nody
[POTATOM HEOOMEKEHOTO Hacy.
Koxyuoioioos. Pexomenaosana 103a ctanoBuTh 200-400  Mr/mo0y. TpuBalicTh JIKYBaHHS
craHoBUTH 11-24 Micdll uu J0BLIC 3JICKHO Bin crany mamienta. s JIKYBaHHS HEAKHX (OpM
ingexuii, a ocobnuBo I JiKYBaHHS MEHIHTITYy MOXE GyTH JIOLLIBHAM 3aCTOCYBaHHA JO3H
800 mr/mo0y.
IngazueHi kanouoosu. HapaHTaxyBaibHa 1032 cTaHosUTh 800 M y Meplui AeHb, MATpUMYyBaJibHa
no3a — 400 wmr/moGy. 3asudail peKoMeH/10BaHa TPUBATICTH JIKYBAHHS KaHAUAEeMIT CTAHOBHTH
2 TYDKHI TICHs MepUInX HEraTHBHUX pe3yIbTATIB KyAbTYPH KPOBI Ta 3HHKHEHH O3HAK KaHIUAeMIL.
Kanouoos cau306ux 000NOHOK.
_ Kapmuio3 DPOTOMJIOTKH: HABAHTKyBAIBHA JO32 cranosuts 200-400 Mr y riepumi JCHb,
nifTpUMyBabHa [033 — 100200 mr/noGy. TpupaiicTh JIKyBaHHsS CTaHOBHTE 7-21 neub (RO
JOCATHEHHS peMicii), ajie MOxe Oytu 36UIbLIEHA 1T15 HALIEHTIB i3 TOKKAM IMYHOAEDILIATOM.
— Kaugpuo3 CTPABOXOAY: HaBaHTaXyBalbHa JI03d crapoBuTh 200-400 Mr y mHepLiui JEHb,
MiATpuMyroda 103a — 100-200 mr/mo0y. TpupamicTh JiKyBaHHsi CTAaHOBATE 14-30 nuis (10
JOCSATHEHHS peMicil), ae MOXe 6yTH 30UIBILICHA VIS HAUiEHTIB i3 THKKHM IMyHOAE(ILIHTOM.
— Kauamypis: peKOMeHJOBaHa Jl03a CTaHOBHUTE 200-400 mr/noby mporsirom 7-21 auie. Jig
HALI€HTIB i3 TSOKKUM IMyHOAE(ILIMTOM TpUBATICTH JIIKYBAHHA MOXH2 201bIIUTH.
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— Xpouiunuii arpodiuHuil KaHIMI03: PEKOMEHIOBAHA 1034 cranoButh 50 MI/100y IIPOTSATOM
14 nHiB.

—  XpOHIUHMH KaHIMIO3 IIKIpH Ta CIM30BUX 0BOJIOHOK: PpEKOMenjioBaHa [03a CTaHOBHTH
50-100 mr/no0y. TpuBaticTh NIKyBaHHS CTAHOBUTD 10 28 nmis, ae Moxke OyTH 30UIBLIICHA 3aJIEKHO
B TSDKKOCTI Ta BUjy TH(EKIIT ab0 3HIKEHH A IMyHITETY.

ITonepeoddiceHna peyuousy KAHOUOO3Y CAUZ0GUX OBONOHOK Yy NAYIEHMIG 3 BIJL, ski maiomp GUCOKUU
PUSUK U020 PO3CUMKY.

_ Kaumumo3 DOTOINOTKHM, KAHAMJ03 ~ CTPABOXOAY: — PEKOMEHIOBAHA 7032 CTAHOBUTD
100-200 mr/moby abo 200 Mr 3 pasu Ha THOKACHD. TpMBANICTh JIKyBaHHS € HEOOMEKEHOIO AN
[ALUEHTIB i3 IPUTHIYEHNUM IMyHITETOM.

Ipoghinaxmuxka KaHOUOO3HUX inhexyiti y nayicumis i3 mpusanoo netumponenicio. Pekomenosata
nosa craHoBHTh 200-400 mr. JlikyBawHS CIiJI PO3NOYMHATA 3a KinbKa JHIB JIO OYIKYBAHOTO
PO3BATKY HEMTpoTeHii Ta IIPOJIOBKYBATH IIPOTAIOM 7 pmip micns  TiABMINEHHS KiTBKOCTI
HeHTpoQLNiB ITOHAL 1000/mm’.

Iayicumu 1imHb020 GIKY.

Jo3y HeoOX1AHO HigOupaTH 3aICHHO Bl cTany QyHKIHi HEPOK (JMB. HY KUE).

Tlayicnmu 3 HUPKOBOIO HEOOCMAMHICIIO.

di1yKoHA30]l BUBOJUTHCS 3 OprauizMy HepeBaXxHo 3 CEHer0 Y peaMinenomy sarisil. IIpn pazoBomy
3aCTOCYBaHHI KOPMIYBaTH [03y mNperapary He noTpibHo. [lamientam (BKIHOHAIOUHA nitei) 13
HOpYLIEHHAM (QYHKILIH HHPOK HpH HeoOXimHocTi 6araropazoBOro 3aCTOCYBaHHA mpenapary 'y
TiepIHit ieHb JTiKYBaHHS CIILI 3aCTOCOBYBATH TIOHATKOBY A03Y 50-400 Mr 3aJIe)KHO BLI MOKa3aHHSL.
[Micnst mboro m06OBY 03y (3alleKHO BIX NoKa3aHHg) CIIJ pO3paxoByBaTH BIAUTOBLIHO IO
HIKYEHABEIEHOT TabIUIIL:

FI(ftipeuc Kpeamuniny (m/xe) Biocomox 8id peKomeHO0sanoi 0o3u
> 50 100 %
<50 (Ges nianizy) 50 %
Perynspruit fiani3 100 % Ticas KOXHOTO iaiizy J

Mamieatn, gKi mnepeOyBarOTh Ha  PEryBIPHOMY miamizi, mnosusHi oTpumysatd 100 %
PEKOMEH/IOBAHOT JIO3 TICIS KOXKHOIO mlanizy. ¥V medb, KOMM Aiani3 HE TPOBOAMTHCA, HaTiEHT
[OBMHEH OTPUMYBATH JO3Y, BIJIKOPHIOBAHY 3aJI€XKHO BiJ KJipEHCy KpeaTUHIHY.
Tauicrmu 3 nNopyuenisim PYHKYiu NeHIHKU.
DiyKoHa30J CIiJ 3aCTOCOBYBATH 3 0GePEIKHICTIO AIEHTAM 13 HOPYIICHHIMH GyHKUIA TTIEHIHKY,
OCKUTBKHM 1HOPMALIT MO0 3aCTOCYBAHHS (hITyKOHA30ITY 11K Kareropii 11amieHTiB HeJOCTATHEO.

imu.
He cnig nepeBUIlyBaTH MaKCUMAJIbHY nobosy m03y 400 mr.
Sk i npu ananoriuHux iHbeKUiIX y 10POCIHX, TPABAJICTE JIKYBaHHS 3QJIEIKUTD BijI KJIIHIUHOI Ta
MiKOTOrHOT BimoBiAl. PIyKOHA30M 3aCTOCOBYIOTE 1 pa3 Ha no0y.
Jlo3yBaHHs Iperapary AiTsM 13 MOpYLIECHHIM (QYHKIIH HUPOK HABEJEHO BHIIC. dapMaKoKiHETHKA
dyKoHazoIy He TOCILIUKyBanacs y JiTeli i3 HUPKOBOKO HEJOCTATHICTIO (AMB. HIKHC iH(pOpMALIO
MO0 3aCTOCYBAHHsi HOBOHAPODKCHHM, y SKHX HacTo CHOCTEpIracThCs TEPBHEHA HE3PLIICTH
HAPOK).
Himu ixom 610 12 pokie.
3a71eKHO BLI BArM Ta MyGEpTaTHOrO PO3BUTKY JIKAPIO I OLIHMTH, SKa 103a mperapary (s
JIOPOCIHEX YK JUIS JITeH) € OTITUMATIBHOO U mamicnta. Kninigui gaxi cB4arh 0po Te, o y JuTen
KIipenc (IyKoHa3ony € BUUIMM NOPIBHSAHO 13 IOPOCITHMHE. 3aCTOCY BAHHS J103 100, 200 Tta 400 mr
jopocnuM Ta 103 3, 6 Ta 12 MI/KE JITSM NPH3BOJHMTE JIO JMOCATHEHHS TIOPIBHSHHOT CHCTEMHOL
eKCITO3HIL.
Jlimu gixom 610 28 Ouic 0o 11 pokic.
KaH 1031 CITH30BUX 0OONOHOK: TIOYaTKOBA 103 CTAHOBATH 6 Mr/Kr/n00y, LATPEMYBAJBHA 1032 —
3 mr/kr/o6y. TlodarkoBy H03y MOXHA 3aCTOCOBYBATH B nepuinil AeHb 3 METOIO OLIBLI MBMKOIO
JOCSATHEHHs. PIBHOBKHOT KOHIEHTpALl.
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IuBa3uBHI KaH 11031, KPUITTOKOKOBHMI ~ MEHINriT: 1033 Mpernapary craHoBuTh 6-12
MT/KT/ 100y 3aJICIKHO B CTYHEHH TSHKKOCTI 3aXBOPIOBAHHS.

[ligrpuMyBajibHa Tepariis Ul ToNepe/KCHH PELMIUBY KPUIITOKOKOBOTO MEHIHTITY y JTeH 13
BUCOKHMM PU3UKOM HOTO PO3BUTKY: /1034 IIpeHapary CTAHOBUTH 6 MI/KI/100y 3aJIKHO B CTYHEHS
TSKKOCTI 3aXBOPIOBAHHSL.

[IpodimakTuKa KaHAMAOZIB Y [amieHTis 3 iMyHozeginMTOM: 1032 Ipenapary CTaHOBUTH
3-12 Mr/Kr/m00y 3aIeXKHO BIJ BUPAXKEHOCTI Ta TPHBATOCTI {H/IyKOBAHOT HEHTPONEHIT (JIMB. NO3H [l
JOPOCTIHX).

Jlimu Gikom 6i0 HAPOOICEHH 00 27 OHi6.

YV HOBOHAPODKEHHUK (PAYKOHA30] BUBOMUTLCA 3 oprasiszmy nosineHo. Jasi 3 papMaKOKiHETHKH, Ha
SKUX 6a3yIOTBCS NO3H IS JIOHOMICHKX HOBOHAPOILKCHUX, sa3HAYEH] HIDKYE, HABEJCHO B PO3JLII
«DapMaKOKIHETHKAY.

— JloHOIIEHI HOBOHAPOJUKEHI pixom Bim 0 mo 14 nHiB: JIo3H, AHAJOTIYHI 3a3HAuYEeHUM BULIE TS
miteit Bikom Bin 28 mmip jo 11 pOKiB, CHiJl 3aCTOCOBYBATH xowui 72 romuuu. He crist
[epeBHIIBATH MAKCUMAJIBHY J103Y, IO CTAHOBUTE 12 Mr/Kr KOXH1 72 TOJUHH.

— JloHoiteH1 HOBOHAPOJLKEHI BIKOM BLJ 15 mo 27 AHIB: 03H, AHAJIOTIUH] 3a3HAYCHUM BHILE T
niTeit Bikom Bia 28 mHiB o 11 POKiB, CIIiJ] 3aCTOCOBYBATH Kokl 48 royuH. He ciiji mepeBrityBaTH
MaKCUMAJTBHY [(03Y, IO CTAHOBMTH 12 MI/KT KOKHI 48 TOIHH.

Jlimu. Tlpenapar 3acTOCOBYIOTh JUTAM B1JI HAPOJDKECHHS.

Iepeoo3ysanHtA.

OtpUMaHo MOBIIOMIIEHHS TIPO MEPENO3YBAHHA (ILyKOHA30IOM; OJIHOYACHO MOBLIOMIBLIOCS TIPO
FUNOIMHALIT TA TAPAHOTIATBHY TOBEIIHKY.

[Ipn repeno3yBaHHl HeOOX1AHO MPOBECTH CHMIITOMATUIHY niTpAMyBaJIbHY Tepariio 1a y pasi
He0OX1THOCTI MIPOMUTH LY HOK.

M:1yKOHA30J 3HAUHOIO MIPOIO EKCKPETYETHCA 3 CCHCio, dbopcosanmii Jliypes MOXKE MPUCKOPATH
puBencHus npenapary. Ceanc reMoliastizy TPUBAIICTIO 3 I'OJMHH 3HIDKYE piBedb QIyKoHasony y
nnasmi kpoBi nipuGnmzHo Ha 50 %.

ITo6iuni peakuii.

HaituacTinmMe nodiunumu peakuisvu (> 1/10) € CONOBHMUI Giltb, OIb y UepeBHiil MOPOKHHMII,
miapes, HyzoTa, OIIOBAHHS, BUCHIIAHM, TTBHIIEHHS PiBHS ananinaminorpaschepasa (AJIT),
acriapTaTamMiHoTpaHc(epass (ACT) ta nyxsoi dpocarazu KpOBI.

JTnist OWiHKH Y4acTOTH BUHUKHCHHS OGIYHUX peaKiiiil BAKOPUCTOBYIOTDL TaKy KTacupikario: Jyxe
qacro (= 1/10), wacro (= 1/100 i < 1/10), seacro (> 1/1000 1 < 1/100), pizko (= 1/10000 1
< 1/1000), xyxe pigko (< 1/10000) Ta uactoTa HeBifOMa (HEMOMITMBO OLIHMTH Ha I1iicTaBl
HASBHUX JAHHX).

Posnadu 3 60Ky cucmemu kpoGi ma Lim@pamuinol cucmemu.

Heuwacro: anemis. ,

Pigko: arpaHyJIonuTo3, NeifKoIeHis, HeHTpOTIeH1d, TPOMGOIMTONEHIS.

Pozinadu 3 60Ky iMYHHOT CUCTEMU.

Pinko: anadinaxcis.

MemaGoniuni ma animenmapni poziaou.

HeuwacTo: 3HIKEHHS alleTUTY.

Pijiko: TifepTpUriiLepuaeMis, rinepXonecTepuHeMis, rinoKaiEMISL.

[Icuxiuni NOPyuwenHs.

HeuyacTo: GE3COHHS, COHIIMBICT.

Poznaou 3 60Ky HepEO6OT CUCMEMU.

YacTo: roJOBHMUH OL7Tb.

Heuacto: CyaOMH, 3al1aMOPOYCHHS, mapectesil, IOpyIICHHS CMaKy.

Pimxo: TpeMop.

Poznadu 3 6Ky 0peanic CLyxy ma 6eCmubynsproeo anapdmy.

Heuacrto: BEpTUTO.
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Po3znaou 3 60Ky cepysi.
Pijko: napoxcusMalibHa IUTYHOUYKOBA Taxikap/iis THITY «IipyeT», mogosikenHs inrepsany QT.
Po3znaou 3 60Ky WAYHKOBO-KUUKOBO2O MPAKMY.
Yacro: 01 y YepEBHIM TOPOKHUHIL, Jlapes, HY0Ta, OJIOBaHHI.
Heuwacrto: 3amop, MUCIIETICIs, METEOPU3M, CYXICTh Y POTI.
Ienamobiniapni posnaou.
Yacro: mipsuienss pisns amadinamigorpanchepasu (AJIT), acmaprataminorpancdepasu (ACT),
nyxHoi hocdarazu.
Heuacto: xoecTas, JKOBTAHUL, i IBUINCHHS PiBHS O11ipyOiRy.
Pinko: medinkoBa HENOCTATHICTH, TIeNATOICNIONSPHUA HEKPO3, TEeNaTHTH, TeNaTOLENIONAPHE
YPAKCHHSL.
Posznadu 3 60Ky wkipi ma niowKipHol mkaHuHu.
YacTo: BHCHIIAHHS.
Heuacto: ceepbixk, MeIMKAMEHTO3HUI IEPMATHT, KPOTIMB’ sIHKA, [TI/[BULIEHE NOTOBH/IICHHS.
PiKO: TOKCHYHMH emnifepManeHHit Hekpolis, cuHppom Crisenca — JIKOHCOHa, TOCTpHit
reHEpAi30BAHMN E€K3aHTEMATO3ZHUM MYCTYIBO3, eKCQOJIATHBHUM JEPMATHT, aHIIOHEBPOTHYHHM
HaOpsiK, HaObpSIK 00IUYYs, aJoTIewis.
Posnadu 3 60Ky 0nopHO-pYX068020 anapamy ma CnoayyHol MKAHuHu.
Heuacro: mianris.
3azanwvni posnadu ma peakyii y micyi 6gecdeHn.
HeuacTo : migsuuieHa BTOMIIOBAHICTE, HE3YKAHH, ACTCHIs, rapsyka.
Jlimu. YactoTa Ta xapakTep moOIYHMX peakiliif i BiXHIICHb Bl HOPMU pe3yIbTaTiB JIabOpaTOPHUX
aHaI3IB Y X041 KIHIYHUX JOCIIIDKEHb 32 YYaCTIO JITeH TOPIBHANHI 3 TAKUMH Y JOPOCTIHX.

Tepmin npuoamuocmi. 2 poKu.

Ymonu 36epiranns. 30epiratv B HENOCTYIIHOMY IULL JiTel Micui. 36epiratH MpH TeMIeparypl He
prie 25 °C. 36epiraT B OpUriHaTLHIR YIaKOBI.

Hecymicuicme. He cnij 3smitnyBaty mpenapar 3 iHIIAMY JIIKAPCHKUMH 33c00aMK B OIHIM €MKOCTI,
OKPIM 3a3HaUCHHX B po3Ull «Criocid 3acTOCYBAHHS Ta H03H».

VYoakoska. [To 50 mu, 100w y s, mo 1 st y wauni 3 kaprony. o 50 mu, 100 M,
200 M y nurstinKax.

Kareropist Biznycky. 3a peuentom.
Bupobouuk. TOB «Opis-apmy.

Micie3HaX0MKeHH BHUPOOHHUKA TAa /APeca MiCHsl HPOBA/KeHHs HOTo JisiAbHOCTL.
Vkpaina, 18030, m. Yepkacw, Byn. Bepbosenpkoro, 108. Ten/daxc: (044) 281-01-01.

I{aTa OCTAHHLOIO HEPEIsiay.

G ACURE 13 ROCTORIGHO f
A1 LOKO 33CTOCYSaHHA]




