Ckian

Oitoua pevosuHa: ¢pnykoHa3zon / fluconazole;
1 kanicyna mictuthk 150 Mr priykoHasony;

OONOMIJCHI peuoB8uHU: TaKTO3a, MOHOTIApAaT; KpOXMalb KYKypPyA3SHUU; HaATPiiO
naypuicynbdaT; MarHilo cteapaT; KpeMHi0 OioOKCHUO KOJIOImHUYM Oe3BOOHUM.

JIikapcbKa ¢dpopMma

Karmcynu.

OcHOBHI (pi3uKo-xiMiuHI 81acmuBoCcmi: TBEPAi HEIPO30Pi KeTaTUHOBI KamCyJiu
(po3mip Kamcymu Ne 1), 1110 MiCTSATBH OiTKit ITOPOIIIOK, 3i CBiTII0-0ip030BO-07TAKUTHOIO
KPHUIIEYKOI0 Ta KOPIIyCOM, 3 HAHECEHUMU YOPHUM YOpPHUJIOM jiorotunom Pfizer ta
Hapnucom FLU-150.

®dapMaKoTepalneBTHYHA Irpyna

[TpoTurpubKoBi 3acobu AJIsT CUCTEMHOT0 3acToCcyBaHH:A. [ToximHi Tpuasony. Kog ATX
JO2A CO1.

dapMakogHHaMiKa

MexaHism 0ii

®JIyKOHA30J1 € MPOTUTPUOKOBUM 3aCO00M Kjlacy Tpua30iiB. [[epBUHHUM MexXaHi3MoM
yoro fii € mpurHiueHHsa rpubkoBoro 14-anbda-1aHOCTEPOJI-OEMETHUIIOBAHHS,
oImrocepegKoBaHOro uToxpoMoMm P450, 1110 € HEBil'eMHUM eTaroM 6i0CUHTE3Y
rpuOKOBOTO eprocTtepony. AKymynsilis 14-anbda-MeTUI-CTEPOIIiB KOPEJIoe 3
MMOJaIbIIIOI0 BTPATOI0 eprocTepoIy MeMOpaHoio TpUOKOBOI KITITUHY Ta MOXKe
BiATIOBigaTH 3a NPOTUTPUOKOBY aKTUBHICTH (IIyKOHa3051y. OIIYKOHA30J1 € OiIbIII
CEIeKTUBHUM [0 IpuOKOBUX (HEepMeHTiB 1uToxpoMy P450, HixK [0 pi3HUX cUCTEM
bepmenTis nutoxpomy P450 ccaBiiiB.

3acTtocyBaHHsa (GIyKOHA305y y mo3i 50 Mr Ha goOy npoTsarom 28 OHIB He BIIJIMBA€E Ha
piBEHBb TECTOCTEPOHY Y IJIa3Mi KPOBi y YOIOBiKiB a00 Ha piBeHb €EHIOT€HHUX CTEPOIiB
y XKiHOK pPenpoayKTUBHOTO BiKy. ®nmykoHa3on y go3i 200-400 Mr Ha go0y He IPOSBIISIE
KJTIHiYHO 3HaA4yIIOT0 BILJIMBY Ha PiBEHb €EHOOTEHHUX CTEPOINiB abo Ha BiOmoBigb Ha
CTUMYJISIIIiI0 aAPEeHOKOPTUKOTPONHOTro ropMony (AKTT') y 3mopoBux HOoOPOBOJIBIIIB
40JIOBIiUOl CTaTi.



[ocmiaKeHHs B3aEMOil 3 aHTUIIPUHOM IIPOAEMOHCTPYBaJIH, 10 3aCTOCyBaHHA 50 MT
¢bnykoHa3omy pa3oBo yu 6araTopasoBO He BIJIMBAE Ha MeTabO0Ii3M aHTUIIiIpUHY.

Yymauegicmo in vitro

®nykoHa3o01 in vitro meMoHCTPy€ NPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUiB Candida,
III0 3yCcTpidvalThCsa HaWdacrTime (Bkmodaiouu C. albicans, C. parapsilosis, C.
tropicalis). C. glabrata meMoHCTpy€e IMUPOKUY Oiama30H YyTJINUBOCTI 10 GIYKOHA3O0IY,
Ttomi K C. krusei € mo HbOTO PE3UCTEHTHOIO.

Takoxk (IyKOHaA3071 in vitro JeMOHCTPY€E aKTUBHICTE AK npotu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TpoTu eHOeMiYHUX IIIiCHIBUX rpubiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum Ta
Paracoccidioides brasiliensis.

B3aemo38’ 130K (papMakoKiHemu4yHux i ¢papmakoduHamivHuUx esaacmusocmeti

BigmoBigHO [0 pe3ynbTaTiB OOCIIAXKEeHb Ha TBaprUHAaX, iCHY€E KOpesaLisa Mix
MiHiMaIbHOIO iHTi0YI04Y010 KOHIIEHTPAlli€lo Ta e(PeKTUBHICTIO TPOTH
eKCIIepuMeHTalIbHUX MOoOeel MiKo3iB, cupuuynHeHuX Bugamu Candida. BigmoBigHO 00
pe3ysbTaTiB KIIHIYHUX OOCIOXKEeHb, iCHY€ NiHiliHa 3anexHicTh MiKkK AUC Ta 003010
drykonazomny (mpubnu3uo 1:1). Takoxk icHye npsaMui, aje HeJOCTaTHIiN 3B’ 130K MixK
AUC abo go3010 Ta IMO3UTHUBHOIO KJIiHIYHOIO BiINOBIAAI0 Ha JIIKyBaHHS OpPabHOTO
KaHOMO03y Ta MEHIIIO0 Mipoio - KaHguaeMil. AHAJIOTiYHO JIiKyBaHHSA iH(EKIIiH,
CIIPUYMHEHUX IITaMaMH, 0 KX (PJIyKOHA30JI HEMOHCTPY€E BUCOKY MiHIMalbHY
iHri0ylo4y KOHIIEHTpAallil0, € MEHIII 3aJOBilTbHUM.

MexaHidam peaucmeHmHocmi

Mikpoopranidamu poay Candida meMOHCTPYIOTh YHCJIEHHI MeXaHi3MU Pe3UCTEHTHOCTI
[0 a30JIbHUX IMIPOTUTPUOKOBUX 3ac06iB. ®IyKOHA30J1 AEMOHCTPYE BUCOKY MiHiManbHY
iHri0yrouy KOHIIEHTpAllil0 IPOTHU IITaMiB rpubiB, siKi MaloTh oguH abo OinbIle
MeXaHi3MiB Pe3UCTEHTHOCTI, 110 HEraTUBHO BIIJINBAa€ Ha €(peKTHUBHICTH in vivo Ta B
KIiHiYHIM mpakTuili. [ToBimoMsnocs mpo BUNagKu po3BUTKY cynepiHdekirili Candida
spp., inmuMu Hix C. albicans Bugamu, 1110 4aCTO € HEUYTIUBUMU 0 PIIyKOHA3OTY
(mammpuknan Candida krusei). [I71a miKyBaHHS TaKMX BUIIAOKiB CIIif 3aCTOCOBYBaTHU
aJIbTePHATUBHI MPOTUTPUOKOBi 3aco0M.

KoHTpOnbHI TOYKHY (BiAIOBIOHO OO peKOMeHAallili €EBPONENChKOr0 KOMITETY 3
OOCITiIKeHb Yy TIUBOCTI 10 aHTUMIKpPOOHUX 3ac00iB).

Bbazymouuch Ha mocnigkeHHi papMakKoKiHeTUUHOI/papMakKoguHaMiyHOl iHpopMaiiii,
YyTJIMBOCTI in vitro Ta kiIiHiYHOI BiAnoBiAi, OyI0 BU3HAYEHO KOHTPOJIbHI TOUKU OIS
dbnykoHazomny mnst MikpoopraHiamiB poay Candida. Bouu 6ynu po3mopineHi Ha



KOHTPOJIbHI TOYKH, III0 HE IIOB’A3aHi i3 MeBHUM BUAOM, SIKi OiJIbIIIOI0 MipoOIO
BM3HAUaJIMCS Ha OCHOBI (papMakoOKiHeTMYHOl/papMaKOoguHaMidHOl iHpopMaliil i He
3ajexaThb Bif pO3IOMisy Ha ITeBHi BUOM 3a MiHiMalIbHOIO iHTiIOYI0Y0I0 KOHIIEHTPAIII€l0,
Ta Ha KOHTPOJIbHI TOYKH, ITOB’sI3aHi 3 MIEBHUM BHUAOM, III0 Hall4dacCTillle aCoIlil0I0ThCS i3
iHpekuiaMu y moguHu. L]i KOHTPOJIbHI TOYKYU HaBeeHi HUuXKYe.

KouTponbHi
TOYKH, HE
o KOHTpO/BHI TOYKH, , :
[TpoTurpubKOBU ' _ IIOB s13aH1 3
, IIOB’sA3aHi 3 IEBHUM BUAOM
3acib IEeBHUM
S=/R> BHAOMAa
S=s/R>

Candida| Candidal Candida|Candida Candida
albicans|glabrata krusei |parapsilosis|tropicals

dnykoHa3on 2/4 IE - 2/4 2/4 2/4

S = uyTnusuy;
R = pe3ucrteHTHUY;

a - KOHTPOJIbHI TOYKH, III0 He IIOB’sI3aHi i3 MeBHUM BHUAOM, SIKi OiNTbIIIOI0 Mipoio
BH3HaYa/JKUCs Ha OCHOBI (hapMaKOKiHEeTHUYHOI/(hapMaKOAMHaMIUHOl iHpopMaliil i He
3aj1exaThb Bif PO3IOIisy Ha IMeBHi BUOM 3a MiHiMalIbHOIO iHTIOYI0Y0I0 KOHIIEHTPAIIIi€O0.
BoHu pmocrmimKyBanuch JIUIIE ¥ MiKPOOPraHi3MiB, y SKUX He iCHye crnenu@igyHol
KOHTPOJILHOI TOYKH;

-- OOCJIiAKEeHHS YyT/JIUBOCTI He peKOMEHA0OBaHi, OCKIJIbKU JaHUM BUM HE € METOIO
JIIKapChKOl Teparii;

IE - goka3siB 11040 TOTO, YX € JaHUW BU METOIO JIiIKapChKOIl Tepamil, HeJOCTaTHBO.
dapMaKOKiHEeTHKA

dapMaKOKiHETMYHI BIaCTUBOCTI PJIyKOHA30Jly € NOOiOHUMHU NIPU BHYTPIIITHHOBEHHOMY
1 mepopaJibHOMY 3aCTOCyBaHHI.

Abcopbuisn



®dnykoHa30/1 moOpe BCMOKTYETHCS P IIePOPaIbHOMY 3aCTOCYBaHHi, a piBeHb
Imperapary y Ijla3Mi KpoBi i cucTteMHa 6iogoCTyIHICTh mepeBullyioTh 90 % piBHS
(pnmyKoHa30my y mjaa3Mi KpPOBi, 10 AOCATAETHCA IPU BHYTPIIITHBOBEHHOMY BBEOEHHI
npemnapaty. OmHodacHe BXKMBaHHS 1Ki He BIIJIMBA€ Ha BCMOKTYBaHHS ITpeliapaTy IIpu
MOro mepopajabHOMY 3acTocyBaHHI. [likoBa KOHIIEHTpallis y j1a3Mi KPOBi JOCATa€EThCSA
yepes 0,5-1,5 roguHu micnsg mpuroMy IIpenapary HaTinecepie. KoHIeHTpallis
npemnapary y Ijla3Mi KpoBi ITponopiiiiHa no3i. PiBHoBaxkHa 90 % KOHIIEHTpallisd
OOCSTaEThCS Ha 4-5 moOy JiKyBaHHS IIpenapaToM Inpu 6araTopasoBoMy 3aCTOCYBaHHI
onuH pa3 Ha Ao0y. PiBHOBaxkHa KOHIIeHTpallisd Ha piBHI 90 % OocsraeThcs Ha OPyrui
OEeHb JIIKyBaHHS MIPU 3aCTOCYBaHHI y NMepIINM IeHb HaBaHTaXXyBaJIbHOI 03U, 1110 BABiYi
IepeBUIy€E 3BUYalHy JOOOBY HO3Y.

Po3noodin

O6’eM po3nopiny npubIU3HO NOPiBHIOE 3arajbHOMY BMIiCTy PiIMHU B OpraHi3Mi.
3B’s13yBaHHS 3 OiKaMu Ijia3Mu KpoBi HU3bKe (11-12 %).

®dnykoHa3on mobpe MPOHUKAE B YCi MOCHiIXKyBaHi piguHu opraHiamy. PiBeHb
(r1ykKoHa305y y CTMHI Ta MOKPOTHHHI € MOAIOHUM 10 KOHIIEHTpallil mpenapary y
I1a3Mi KpoBi. Y malieHTiB, XBOpUX Ha TPUOKOBUM MEHIHTIT, piBeHb QIIyKOHA30Jy Y
CIIMHHOMO3KOBil piguHi mocsirae 80 % KOHIIeHTpallil y IjIa3Mi KPOBI.

Bucoki KoHIIeHTpallil GpIyKOoHa30y Y IIKipi, 10 IIePEeBUINYIOTh CUPOBATKOBI,
OOCATal0ThCs Yy POrOBOMY Illapi, emigepMici, gepMi Ta moti. ®1yKoHa30751
HaAKOIIMYYETHCS Y poroBomy Itapi. [Ipu 3acTocyBaHHi go3u 50 Mr 1 pa3 Ha mo0y
KOHIIeHTpallig GIyKoHa30J1y Imicisa 12 gHiB NiKyBaHHS CTaHOBUJIA 73 MKT/T, a 4yepes 7
OHIB ITiCJIS 3aBePILEHH JIiKyBaHHS KOHIIEHTpPALlid BCe IIle CTaHOoBUia 5,8 MKr/r. [Ipu
3acTtocyBaHHi go3u 150 mr 1 pa3 Ha TUXKOEHb KOHILIEHTPalis (pIyKoHa30Jly Ha 7 OeHb
JIIKyBaHHS CTaHOBUIA 23,4 MKTI/T; 4epe3 7 OHIB MHiC/Is 3aCTOCYyBaHHS HACTYIIHOL JO3U
KOHIIEHTpallid BCe IIe cTaHoBumna /7,1 MKr/r.

KonueHnTpanisa ¢GpaykKoHa30/1y B HIrtax micnasg 4 MmicaniB 3actocyBanHsa 150 mr 1 pa3s Ha
TUKOEeHb cTaHOBUA 4,05 MKT/T Yy 3m0poBUX AOOPOBOBIIB Ta 1,8 MKr/T ipu
3aXBOPIOBaAHHAIX HIrTiB; (PJIyKOHa30J1 BU3Ha4YaBCs y 3pa3Kax HirTiB yepe3 6 MicsIiB
IIiCJIs 3aBEPILIEeHHS Teparril.

biompaHcpopmauis

®dnykoHazon MeTaboi3yeThCsI HE3HAUHOIO Mipoto. [Ipu BBeeHHi 003U, MideHol
panioakTuBHUMU i3oTonamu, nuiie 11 % GpraykKoHa307y eKCKPETYEThCS 3 CEUEl0 Y
3MiHeHOMY BuUrnsgi. ®yKoHas3oJ € ToMipHUM iHTibiTOpoM i3opepmenTiB CYP2C9 ta
CYP3A4, a TakKOXK IOTYXHUM iHTibiTopoM izopepmenty CYP2C19.

BuseoeHHs



[Tepion HamiBBUBeOeHHs (IJIYKOHA30JIy i3 IMJIa3MU KPOBi CTaHOBUTDH 67113bK0 30 romuH.
binpmia yacTvHa npemnapaTy BUBOOUTLCA HUPKaMu, mpudoMy 80 % BBegeHOl J03U
BUSIBIISIETLCSA Yy CeUi B He3MiHeHOMY cTaHi. KimipeHC (pIyKOHa30/1y IPOMOPLiNHUMN OO
KJIipeHCy KpeaTuHiny. LIupkysmoodynx MeTaboJIiTiB He BUSIBIIEHO.

TpuBanuy nepion HaliBBUBEOEHHA IIpenapaTy 3 IIJla3MHU KPOBi Jja€ MOXKJIUBICTh
Pa30BOro 3aCTOCYBaHHJ IIpelapaTy IIPU BariHaJIbHOMY KaHOWO031, a TAKOXK
3aCTOCyBaHH4 npenapaTty 1 pa3 Ha TUXKIOeHb [IPU IHIIUX ITOKa3aHHIX.

Hupkosa HeOdocmamHicmb

Y mailieHTiB i3 HUPKOBOIO HENOCTATHICTIO TAXKKOTO CTyIeHs (IIBUAKICTh KJIIyOOYKOBO1
dinbTpanii < 20 Mi/xB) nepion HamiBBUBeAeHHs 30inbinyeThcsa 3 30 rogus mo 98
roguH. ToMy LiiKi KaTeropil mamieHTiB He0OXiTHO 3MEHIIUTHU O03Y (PJIyKOHa30IIy.
®dyKOHAa30JI BUOAJISIETHCS LUIAXOM reMofiani3y, Ta MEHIIOH MipO0 - LIJIIXOM
IHTpanepUuToHeaIbHOTO Aianidy. CeaHC remopianidy TPUBAJIICTIO 3 TOOUHU 3HUXKYE
piBeHb (pyIyKOHa30/1y y nia3mi KpoBi npubam3Ho Ha 50 %.

Jlakmauis

KoHueHTpatii GpykKoHa30Jy y m1a3Mi i MaTepuHChKOMY MOJIOLI BITPOAOBXK 48 roguH
micJisg mpuroMy ogHOpa30Bol mo3u 150 Mr npenapaty JudnaioKaH OILiHIOBaJIM y X041
(bapMakOKiHETMYHOTO OOCIiAXKEHHS 3a Y4acCTIO JeCsaTH XKIHOK y Imepiofi nakralil, Ki
TUMYaCOBO a00 ITOCTiMHO MPUINHUJIN T'OyBaTH CBOIX HEMOBJIAT I'Pyani0. Y
MaTEepPUHCHKOMY MOJIOLI (pJIyKOHA30J1 BUSBUIN y CepPenHill KOHLIeHTpallil IpubaIn3HO
98 % Bipm TOI, 110 Bim3Ha4dasnu y naa3Mi maTtepi. Yepes 5,2 roguH miciisg IpUMoOMy 03U
cepenHs MMiKOBa KOHIIEHTpAallid Yy MaTEePUHCHKOMY MOJIOLI cTaHOBUIA 2,61 Mr/.
ITo6oBa mo3a (p1yKoHa301/1y, OTpUMaHa HEMOBJISIM 3 MaTEePHUHCHKOT0 MOJIOKA (SIKIIIO
MIPUNHSTYU CEPEIHE CIIOXUBAHHS MoOJIoKa 3a 150 mi/kKr/moby), po3paxoBaHa Ha OCHOBI
cepenHbOl MiKOBOI KOHITEHTPAIlil y MoJIo11i, 1110 mopiBHioe 0,39 Mr/Kr/mo0y, CTaHOBUTH
npubnu3xo 40 % Big mo3u, peKOMEeHI0BaHOI HOBOHAPOIXKEHUM (BiKOM < 2 THUXKHIB),
a6o 13 % Bim mo3u, peKOMEHI0BaHOl HEMOBJISITAM OJISI JTiIKyBaHHS KaHOWUO03y CJIN30BUX
000JIOHOK.

Iimu

IMaHi 3 papmakokiHeTuku Oysnu omiHeHi y 113 miTed mig wac 5 mocmigKeHb: 2
OOCITiI»KEeHHS Pa30BOT0 3aCTOCYBaHHS, 2 OOCIigXKeHHs 6araTopa3oBOro 3aCTOCYBaHHS
Ta 1 JOCiaKeHHs HeOOHOIIEHUX HOBOHAPOOXKEHUX.

[Ticns BBemeHHs 2-8 MI/KT (JIyKOHaA30J1y OiTAM BiKoM Bif 9 micsaniB mo 15 pokiB AUC
cTtaHoBua O0nu3bK0 38 MKr*rog/min Ha 1 Mr/kr gosu. Ilicns 6araTopa3oBoro
3aCTOCyBaHHS CepenHil nepion HaniBBUBeOeHHS (PJIyKOHA30Jy i3 IJ1a3MHU KPOBI
BapitoBaBcs Mixk 15 Ta 18 roguHamu; 06’eMm po3nopainy ctaHoBuB 880 Mi/Kr. Binbin



TPUBAJIUY IIepio[ HaIliBBUBEAEHHS 3 IJIa3MU KPOBI, 110 CTAHOBUB ITPUOJIN3HO 24
roguHu, OyB ITiCJISI PA30BOT0 3aCTOCYBaHHS (p1ykKoHa30iy. Llel MoKa3HUK €
CITiBCTAaBHUM 3 II€PiOOM HalliBBUBEOEeHHS (PIIYKOHA30IIy 3 IIJIa3MHU KPOBI ITiCIIsa
Pas30BOro 3aCTOCYBaHHS OO03U 3 MI/KI BHYTPIIIHBOBEHHO AiTsM BikoM Big 11 gHiB mo 11
MicsiiB. O6’eM po3MOAiny y MallieHTiB IIi€el BIKOBO1 rpymnu cTaHOBUB O1u3bK0 950
MIJI/KT.

IMocBim 3acTocyBaHHS (GJIYKOHA30/Ty HOBOHAPOIXKEHUM 00MEXKYEThHCS
(bapMakoOKiHETUYHUMH OOCIIIXKEeHHSIMHU 12 HeJOHOIIIEHUX OiTel i3 TepMiHOM recraiiil
npubnu3Ho 28 tTuxkHiB. CepenHili Bik MUTHUHYU IIPU BBEJIeHHI IIePIol J03u CTaHOBUB 24
roguHu (Bim 9 mo 36 roouH); cepengHs Bara npu HapoaxkeHHi ctaHoBuia 900 r (Big 750
mo 1100 r). [Insa 7 naiieHTiB IIPOTOKOJI OOCHIAXKEeHHSA O0y/I0 BUKOHaAHO. MakCUMyM 5
BHYTPIIIHbOBEHHUX iH €Kil (DIIYKOHA30J1y y 031 6 MI/KI BBOOUJIXA KOXKHI 72 TOOQUHHU.
CepenHili mepion HalliBBUBEAEHHS CTaHOBUB 74 roguHu (44-185) B nepiinii JeHb,
noTiM 3Hu3uBCs 0o 53 roguH (30-131) Ha 7-i1 meHb Ta 0o 47 (27-68) Ha 13-i1 DeHb.
[Inomia mig kpuBoi (MKr*rom/mi) ctaHoBusna 271 (173-385) B nmepuiuii oeHb,
30inpmmnacs go 490 (292-734) Ha 7-¥ meHb, IToTiM 3Hu3usacs 0o 360 (167-566) Ha
13-#1 menb. O6’eMm po3mnominy (mi/kr) ctaHoBuB 1183 (1070-1470) y niepiunii IeHsb,
36inpiryBaBcst mo 1184 (510-2130) Ha 7-% menb Ta 0o 1328 (1040-1680) Ha 13-i1 meHb.

ITauieHmu AiMHBLO20 BIKY

dapMakKOKiHETHUYHE OOCIiAXKEeHHS IIPOBOAMIIN 3a y4acTIo 22 HallieHTiB (BiKOM Bifg 65
POKiB), sKi 3acTocoByBanu 50 Mr ¢piIyKOHa30/y IepopaibHo. 10 maiieHTiB O4HOYAaCHO
3acTocoByBanu giypetuku. Cmax ctaHoBuia 1,54 MKIr/MiI Ta mocsarajacs IpoTsiroM
1,3 rogunwu micns 3actocyBaHHS ¢inykoHa3omy. Cepennst AUC cranoBumna 76,4+20,3
MKr*roa/mn. CepenHiui mepion HaniBBUBeOeHHS - 46,2 rogunu. 1li dapmakokiHeTHYHI
IMTOKA3HUKYU € BUIIIUMHU IIOPIBHSIHO i3 aHAJIOTIYHUMHU y 3TOPOBUX MOOPOBOJIBLIIIB
MOJIOALIOTO BiKy. OgHOYacHe 3aCTOCYBaHHSA AiypeTUKIB HE MaJi0o 3HaYHOI'O BIIJIMBY Ha
Cmax ta AUC. TakoxX KJipeHC KpeaTuHiHy (74 MII/XB), BiICOTOK (pJIyKOHA30J1y, IO
€KCKpeTyBaBC4 i3 cedero y He3MiHeHoMY Burisani (0-24 rogunu, 22 %), Ta HUPKOBUU
KitipeHc ¢nykoHasomny (0,124 MI/XB/KT) y TallieHTiB maHol BiKOBOI rpymnu Oymu
HUXKYUMHU, HiK aHAJIOTiYHi ITOKA3HUKMU Y MOJIOONIUX TOOPOBOJIBIIB. ToMy 3MiHU
(bapmMakoOKiHETHMKHY Yy MAIiEHTIB JIITHHOTO BiKy OYEBHUAHO 3ajiexKaTh Bil TapaMeTpiB
(pyHKLiN HUPOK.

IToxa3aHHS

IOudmokan ® mokasaHUM O TiKyBaHHS TaKUX I'PUOKOBUX iHQEKIIiM Y JOpOCIuX (OUB.
po3min «®apMaKoguHaMiKa»):

['ocTpuit BariHanbHUM KaHOMO03, KOJIM MiClleBa Tepallis He € OOLiIbHOIO.



Kangumo3uwuit 6amaHiT, KOJIW MiclleBa Tepalis He € OOIiTbHOIO.

Teparmito npenapatoM [HudnokaH® MOXKHa PO3MOYMHATH 40 OTPUMAHHS Pe3yJIbTaTiB
KYIbTYypPalbHUX Ta iHIINX 1aO0paTOPHUX OOCHIIXKeHb; OOHAK ITiCJIT OTPUMaHHS
pe3ybTaTiB JOCHIAXKEeHb NPOTUiIH(PEKIIMHY Tepailo CJIig CKOPUTyBaTHU BiAIOBIOHUM
YUHOM.

Heo0OxigHo O6paTu mo yBaru ogilrifiHi peKoMeHallil o0 BiIIIoBiIHOT0 3aCTOCYBaHHS
MPOTUTPUOKOBUX 3aCO0iB.

ITporunnoka3aHHs

e IimepuyTnuBiCTb OO QIIYKOHA30JIy, iHIIINX a30JIbHUX CIIOJIYK ab0 mo OyOb-sKol 3
OOIIOMIKHUX PEYOBHUH IIpenapaTy, 3a3Ha4yeHuX B po3aiti «Cknan»;

e OHOYACHE 3aCTOCYBaHHS (PIyKOHa30J/1y Ta TepdpeHaguHy IalliEeHTaM, sSKi
3aCTOCOBYIOTh (pyIyKOHa3011 6araTopa3oBo y mo3ax 400 mr/moOy Ta Builie (3rimHo 3
pe3ybTaTaMU OOCIIIXKEeHHS B3a€EMOZil 6araTopa3oBOr0 3aCTOCYBaHHS);

e OJHOYACHE 3aCTOCYBaHHSA (JIyKOHA30/Iy Ta iHIIMX JTiKapChKUX 3aco0iB, 110
momoBXKYyIOTh iHTepBan QT Ta MeTab0Mi3yIOTHCS 3a MOMOMOT0I0 (EPMEHTY
CYP3A4 (manpukiafn uu3anpungy, acTeMi3oiy, HiMo3uay, XiHiguHy Ta
epuTpoMinuny) (ouB. po3minu «OcobIMBOCTI 3aCTOCYyBaHHSI» Ta «B3aeMomis 3
IHIMMMU JTiKapChbKUMHU 3aco0aMu Ta iHII BUAU B3a€EMOMII»).

B3aeMmogisi 3 iHIIEMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHU B3a€EMOIiH

ITpomunokasaHo cyMiCcHe 3adCmoCyY8aAHHs pAYKOHA301y MAd HUNCYE3A3HAYEHUX
JAiKapcvKux 3acobis

Iuzanpud: OBigOMJISAJIOCS IIPO PO3BUTOK IMOOIYHUX peakliii 3 00Ky Ceplisi, y TOMY
YUCJIl IPO ITapOKCU3MaJIbHY IIJIYHOYKOBY TaXiKapHilo TUIY «IIipyeT» y MallleHTiB, AKl
OOHOYACHO 3aCTOCOBYBau (PIyKOHAa30J1 Ta nu3anpun. KoHTponboBaHe OOCIIigXKEeHHS
IPOJEeMOHCTPYBAJo, 110 OgHO4YacHe 3actocyBaHHsa 200 mr ¢iykoHa3ony 1 pa3 Ha o0y
Ta 20 Mr nu3anpuay 4 pasu Ha o0y IPHU3BOOUIIO A0 3HAYHOTO MiIBUILIEHHS PiBHS
nu3anpuny y mjaa3Mi KpoBi Ta 00 nogoBxeHHdA iHTepBaily QT. OgHouacHe
3aCTOCyBaHHS (PIIyKOHA30JIy Ta MU3alpUAy IPOTUNOKa3aHe (OUB. PO3TiN
«[TpoTUIIOKa3aHHI»).

TepgeHaOuH: yepe3 BUIIaAKU PO3BUTKY TAXKKHUX CEPLEBUX apUTMill, CHPUUNHEHUX
nonoBxkeHHSAM iHTepBany QTc, y mamieHTiB, gKi 3aCTOCOBYBaJid a30JIbHi
MPOoTUTrpuOKOBI JTiKapchKi 3acobu ogHOYACHO 3 TepdheHanguHoM, OyIu MpoBeaeHi
OOCIIiI?KEeHHS B3a€EMO/Iil ITNX ITpemnapariB. Y X0Oi OMHOT0 OOCHigXKeHHS IIPU
3acTocyBaHHi piykoHa305y y mo3i 200 Mr Ha mo0y He OyJI0 BUSBJI€HO MOOOBXKEHH S
iHTepBany QTc. [HIlle mOCTiOXKEeHHS NPU 3aCTOCYBaHHI QyKoHa3o0iy y go3ax 400 Mr



ta 800 MTr Ha moOy IPOOEMOHCTPYBAJIO, 10 3aCTOCYBaHHI (GIYKOHA30/1y y mo3ax 400
MT Ha o0y abo BHUIlle 3HAYHO ITiOBUINYE PiBeHb TepdeHanauHy y ni1a3Mi KpoBi mpu
OOHO4YACHOMY 3aCTOCYBaHHI ux npemnaparTiB. CyMicHe 3aCcTOCyBaHHA (QIYKOHA30Y y
mo3ax 400 mr a6o Buirie 3 TeppeHaguHOM IMPOTUIIOKA3aHe (OUB. PO3Hia
«[IpoTunokasaHHusa»). [Ipu 3acTocyBaHHiI QIyKOHa30Jy y mo3ax Hux4e 400 Mr Ha o0y
OOHOYaCHO 3 TepdpeHaguHOM CJIifl IIPOBOOUTH PETEIbHUYN MOHITOPUHT CTaHY IIalliEHTa.

Acmemi3oa: cyMiCHe 3aCTOCyBaHHSA (pJIYKOHA30/Iy Ta aCTEMI30JIy MOXKe 3MEHIIUTHU
KJIipeHC acTteMi3ony. CopudYruHeHe UM OigBUIIEeHHS KOHIeHTpallil acTeMi30ny y
I1J1a3Mi KpOBi MOXKe ITPU3BECTU OO0 IIONOBXeHH iHTepBany QT Ta y pioKicHUX
BUIIafKaxX - 0 MapOKCU3MaJIbHOI ITYHOYKOBOI TaxXiKapmil Tumy «mipyeT». OgHOo4YacHe
3acToCyBaHHS (PJIyKOHA30JIy Ta aCTeMi30Jly IpPOTUIIOKa3aHe (OUB. PO3Minl
«[TpoTUIOKa3aHHI»).

ITimo3u0 ma xiHiOuH: cyMicHe 3acToCyBaHHS (IIYKOHA30J1y Ta IIiMo3uny abo XiHiguHy
MO2Ke ITPU3BOOUTHU 10 MPUTHIYEeHHs MeTabosi3My niMmo3uny abo XiHimuHy, xo4a
BiITIOBIOHUX MOCJIiIXKeHb in vitro Ta in vivo He mmpoBoaunu. I[TigBuUIlleHHS KOHIeHTpallii
miMo3uny abo XiHiguHY y Mj1a3Mi KPOBi MOXKe CIIPUYUHSATU NOA0BXKeHHS iHTepBany QT
Ta y PiAKICHUX BUIIafKaxX MPU3BOOUTU [0 PO3BUTKY MapOKCU3MaJIbHOI IIITyHOYKOBO1
Taxikapmil Tumny «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (JIYKOHA30/Iy Ta I1iMo3ugy abo
XiHIOMHY IPOTUIIOKa3aHe (OAuB. po3ain «[IpoTunoka3aHHa»).

EpumpomiyuH: ogHOYaCHE 3aCTOCYyBaHHS €PUTPOMIILIMHY Ta QIYKOHA30JIy MOXKe
NPU3BOAUTHU OO0 ITiOABUIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (HOOOBXKEHHA
inTepBany QT, nmapokcu3MaribHa IIJIYHOYKOBA TaXiKaphis TUILY «IIipyeT») Ta, SIK
HACJIOOK, O PaIlTOBOI ceplieBoi cMepTi. 3acToCyBaHHS KOMOiHAIlil ITUX JTiIKapChbKUX
3aco0iB mpoTuoka3aHe (OuUB. po3mdin «IIpoTUIIOKA3aHHS»).

He pekomeHOyemuvcsa 00HOUYACHE 3aCMOCYB8AHHSA )AYKOHA301y MA HUMNCUE3A3HAYeHUX

JAiKapcbKux 3acobis

I'anogpaHmpuH: pryKoHA30/I MOXKE COPUYMHUTHU HiTBUIIIEHHS KOHIIEHTpPAIlil
ragopaHTPUHY y IJ1a3Mi KpoBi 3a paxyHOK npurHideHnHsa CYP3A4. OgHo4acHe
3aCTOCYBaHHS IIUX JIIKAPChKUX 3aC00iB MOKe MPU3BOAUTH [0 ITiOBUIIEHHS PU3UKY
PO3BUTKY KapOiOTOKCUYHOCTI (MomoBkeHH iHTepBany QT, mapokcu3manbHa
IIJTYyHOYKOBa TaxiKaphis TUNY «IIipyeT») Ta, SK HaCJIAOK, OO PalTOBOl CEPIEBOl
cMmepTi. Citig yHUKATH 3aCTOCYBaHHS KOMOiHaIl IIMX TiKapCchKUX 3ac0o0iB (OMB. PO3Min
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

CywMmicHe 3acToCcyBaHHS (PIIyKOHA30Jly Ta HUXKYe3a3HaUYeHUX TiKapChKUX 3aC00iB
BUMarae o0epe>KHOCTi.



AmioOapoH: omjHOYaCHE 3aCTOCYyBaHHS (PJIyKOHA30JIy 3 aMiogapOHOM MOXKe IIPU3BECTH
oo rogoBxkeHHs iHTepBany QT. ®mykKoHa30J1 ciif 3 00epexkHiCTI0O 3aCTOCOBYBATH
pa3oMm 3 amiomapoHOM, 0COOIMBO Y pa3i Mpu3HaYeHHS BUCOKOIL A03U (QIyKOHA30JIy
(800 Mr).

CyMicHe 3acTocyBaHHS (QIIyKOHA30JIy Ta HUXK4Ye3a3HAYEeHUX JIiKapChKUX 3ac00iB
BUMarae 00epexKHOCTi Ta KOPUTYBAaHHS O3H.

Bnaus iHwux nikapcvKux 3acobis8 Ha ¢p1yKOHA30.1

[ocmigKeHHs B3a€EMO[il MPOOeMOHCTPYBalH, 110 IepopajlbHe 3aCTOCYBaHHS
(brykoHa30/1y ojHOYaCHO i3 BXKUBAHHAM 1XKi, TPUHOMOM UMETUANHY, aHTalUAiB abo
IofaJIbIINM OIIPOMIHEHHAM YChOTO TiIa [JId IlepecafKU KiCTKOBOI'O MO3KY He Ma€
KJIiHIYHO 3HAYyIIOT0 BIIJIMBY Ha abcopO1ito (GIyKoHa30ITy.

PugamniyuH: ogHOYACHE 3aCTOCYBaHHSA (hJIIyKOHA30/Iy Ta pupaMIIilnHy IPU3BOAUIIO
no 3aukeHHI AUC Ha 25 % Ta CKOpodyBaJio Iepiof HalliBBUBEeOEeHHS (PIIyKOHa30Jly Ha
20 %. Tomy Ois malli€HTiB, AKi 3aCTOCOBYIOTh PUMAMIIILINH, CIIig PO3TISHYTHU
OOLIIBbHICTE MiABUIIEHHSA O03U (PIIYKOHA3O0IIY.

I'iOpoxsopomia3u0: y OoCHioXKeHHi (hapMaKOKiHETHYHOI B3a€EMO/il OJHOYaCHE
OaraTokpaTHe 3aCTOCYBaHHS TigpOXJI0pOTia3uay 3mMOpPOBUM AOOPOBOIBIISAM, SIKi
oTpuMyBanu GIYKOHA30JI, HigBUINyBaio KOHIIEHTPaIlilo GIyKOHaA30/y y Ijla3Mi KpoBi
Ha 40 %. Taki mapamMeTpu B3aeEMO[il He BUMaraloTh 3MiH y peXXUMi JO3yBaHHSI
bnykoHa30my oS MalieHTiB, sIKi OTHOYaCHO OTPUMYIOTh CEYOTiHHI 3aco0u.

Bnaus ¢paykoHa3ony HA iHWI AiKapcbki 3acobu

®dnykoHazon € noMipHuM iHri6iTopoM murtoxpomy P450 (CYP) isodpepmenTty 2C9 Ta
3A4. OnyKOHa30JI € TIOTYKHUM iHTiGiTOpoM i3opepmenTy CYP2C19. Ha momaTok mo
CIIOCTEPEeXKYyBaHUX/OOKYMEHTaIbHO HiATBEPAKEHNX B3a€EMOIN, 1110 ONMCaHl HUXK4e,
IIPY OOHOYAaCHOMY 3aCTOCYBaHHI 3 (DJIYKOHA30JI0M iCHY€ PU3UK MiTBUIIEHHS y IIa3Mi
KPOBi KOHIIeHTpallill iHIINX COONYK, 110 MeTabomnidyioTbcss CYP2C9, CYP2C19 Ta
CYP3A4. Tomy 3acTOCOBYBaTH TaKi KOMOiHaIlil mperaparTiB ciif 3 00epeKHiCTIO; TIpU
IIbOMY HeOOXiTHO peTebHO CIIOCTepiraTu 3a CTaHOM TallieHTiB. [IpurHidyyBanbHa His
dbnykoHazony Ha hepMeHTH 30epiraeThCs MPOTIroMm 4-5 mib miciiss #oro 3aCTOCyBaHHSI
Yy 3B’A3Ky 3 MOT0 TpUBAJIUM I1€piogoM HaliBBUBEOEeHHSA (OUB. PO3OiNI
«[TpoTUIIOKa3aHHI»).

AsnbheHmania: g 4ac OGHOYACHOT0 3aCTOCYBaHHS ajlbPeHTaHiny y mo3i 20 MKI/KT Ta
dnykonazony y mo3si 400 Mr 30opoBUM J0OPOBOJIBIAM CIIOCTEPIrasocs OBOKpaTHE
30inbmenHsa AUC10, moxknuBo dyepe3 iHrioyBanas CYP3A4. Moxke OyTu HeOOXigHUM
KOPUTYBaHHS O03U anb(PeHTaHiy.



AmimpunmuunaiH, HopmpunmuJiH: GIYKOHA30JI IIOCUJIIOE [if0 aMiTPUIITHUIIIHY Ta
HOPTPUIITUIIHY. PEKOMEHOYETHCSI BUMipIOBAaTU KOHIIEHTPAIlil 5-HOPTPUIITUIIHY Ta/abo
S-aMiTpUNITHIIIHY Ha ITOYaTKy KOMOiHOBaHOI Tepamnil Ta 4yepe3 1 TuXkaeHb. Y pasi
HeOoOXigHOCTI CJIif BigKOpUTyBaTH A03y aMiTPUINITUIIHY/HOPTPUIITUITIHY.

Am@pomepuyuH B: omHO4YacHe 3aCTOCYBaHHSA (PJIyKOHA30/1y Ta aMpoTepuiiuHy B
iH(iKOBaHMM MHIIIAM i3 HOpMaJIbHUM iMyHITETOM Ta iH(piKOBaHUM MHUIIaAM 3i
3HUXKEHUM IMyHITETOM [ajio TaKi pe3yJIbTaTy: HEeBEeJIUKUN aJuTUBHUNI
MpoTUrpubKOBUM eheKT IMpu cucteMHin iHdekirii C. albicans, BimcyTHiCTh B3aeMomil
IIpu BHYTpPilIHbOoYepenHin iHdekirii Cryptococcus neoformans Ta aHTaroHiam gBOxX
ImperaparTiB Ipu cucTeMHiu iHdekii Aspergillus fumigatus. Kriniune 3HaueHHS
pe3yIbTaTiB, OTPUMAaHUX Y X041 IIUX OOCIIiAXKEHDb, HEBIIOME.

AHmMuKoaayaaHmu: sIK i Ipu 3aCTOCyBaHHi iHIINX a30JIbHUX IPOTUTPUOKOBUX 3aC00iB,
IIPY OOHOYAaCHOMY 3aCTOCYyBaHHI (DIyKOHA30J1y Ta BapdaprHy IIOBIHOMIISTIOCS PO
BUIIaAKV PO3BUTKY KPOBOTEY (reMaToOM, HOCOBO1 KPOBOTEYi, IIJTYHKOBO-KUIITKOBUX
KPOBOTeY, TeMaTypil Ta MeJieH!) y IOEAHAHHI 3 ITOTOBXKEHHSIM ITPOTPOMOiIiHOBOTO Yacy.
[Tpu ogHOYaCHOMY 3acTOCyBaHHi (hJIyKOHA30J1y Ta BapdapuHy CIIoCTepiramocs
OBOKpPATHE MiABUIIEHHS MPOTPOMOIiHOBOT0O Yacy, MMOBIpHO, BHACITIHOK ITPUTHIYEeHHS
MeTabomni3zmy Bapdapuny uepe3 CYP2C9. Crig peTenbHO KOHTPOIIOBATHU
npoTpoMOiHOBUM YacC y HalieHTiB, IKi OQHOYACHO 3aCTOCOBYIOTh KyMapUHOBI
aHTUKOATyJIAHTU abo iHgaHenioH. Moxe OyTu He0OXigHOI0 KOPEKIIis 03U
aHTUKOATYJITHTA.

beH3odia3eniHu kopomkoi 0ii, Hanpuk.iad Mi0a3041aM, mpua3oadm: IIPu3HaYEeHHS
(rrykoHa305y micig mepopanbHOTO 3aCTOCYyBaHHS Mifa30jlaMy IPU3BOOUIIO OO
3HAYHOTO MigBUINIEHHS KOHIIEHTpAllil Mifa30jlaMy Ta OO0 IMOCUJIEHHS IICUXOMOTOPHUX
edekTiB. OgHOYAcHe 3aCTOCyBaHHSA QIyYKOHA30iy y Ao3i 200 Mr Ta Miga3onamy y mo3i
7,5 MI' mepopasibHO Npu3Boausio ao nigsuineHHa AUC Ta nepiony HalliBBUBENEHHS
Migasonamy y 3,7 Ta 2,2 pa3sa BignoBigHO. 3acToCcyBaHHSA QIyKOoHa305y y go3i 200
Mr/mo0y Ta 0,25 Mr Tpma3sojaMy IIepopajbHO IIpu3Boguiio no mnigsumieHHsa AUC ta
nepiony HamiBBUBeOEeHHS Tpua3oyiamy y 4,4 ta 2,3 pasa BignosigHo. [Ipu
OOHOYACHOMY 3aCTOCYBaHHI (PJIyKOHA30JIy Ta Tpual30jaMy CIIOCTepiraaocs
MIOTEHIIII0BaHHSA Ta IIPOJIOHTallig e(peKTiB TprasonaMy. AKINOo NamieHTy, IKUu
MIPOXOOUTH KyPC IiKyBaHHSA (PIIYKOHA30JI0M, CJIif OMHOYACHO IIPU3HaYUTHU Tepaillito
OeH30mia3emniHaMu, O3y OCTAHHIX CJIi 3MEHIIATY Ta BCTAHOBUTHU HaJIe’KHUU HaTJISAM
3a CTaHOM IIalli€eHTa.

Kapbama3zeniH: GnykoHa30J MpUrHiuye MmetabosmniamM KapOamMas3elliHy Ta CIPUYUHSIE
ITigBUIIIEHHS PiBHS KapOaMaseriny B cupoBaTili KpoBi Ha 30 %. IcCHye pu3UK PO3BUTKY
IIPOSIBiB TOKCMYHOCTI 3 60Ky KapOaMa3eliny. Moxke OyTu HeOOXimIHUM KOPUT'YBaHHS
mo3u KapOaMaseIliHy 3ajie’KHO Bif piBHS MOro KOHIIEHTpallil Ta fil mpemapary.



Biokamopu KaavuieBux KaHAaAiB: OesKi aHTarOHIiCTU Kabllito (HidenuIiH, icpaguis,
aMJioguIlid Ta denonguirin) metabonisyioTecsa pepmenTom CYP3A4. ®nykKoHa301
IMOTEHIIIMHO MOXKe MiABUIIYBAaTU CUCTEMHY €KCIIO3Ullil0 OJI0KATOPiB KalIbIliEBUX
KaHaiB. PeKOMeHOOBaHUU peTeJIbHUM MOHITOPUHT IIIOJ0 PO3BUTKY NOOIYHUX peakKllii.

Llenekokcub: Tpu OMHOYACHOMY 3acTOCyBaHHi ¢pnykoHa3osny (200 mr Ha goly) Ta
1ienekokcu0Oy (200 mr) Cmax Ta AUC nenekokcu®y mimBunryBanucs Ha 68 % ta 134 %
BigmoBimHO. [Ipu 0OgHOYaCHOMY 3aCTOCYBaHHI 11eJIeKOKCUOy Ta PpIyKOHa30/1y MOXKe
OyTu HeoOXifHMM 3MEHIIIeHHS M03U 11eJIEKOKCUOYy BABIUi.

Llukaogocgamio: ogHOYACHE 3aCTOCyBaHHSA MUKIOPochamiay Ta PpIyKoHa30Iy
MMPU3BOOUTH IO ITiABUIIEHHS PiBHSA OinmipyOiHy Ta KpeaTUHiHY B cupoBaTii KpoBi. Li
ImperapaTy MOXKHa 3aCTOCOBYBaTH OOHOYACHO, 3BaXKalo4UM Ha PU3UK ITiABUILIEHHS
KOHIIeHTpallil 6inipy6iHy Ta KpeaTHUHiHY B CUPOBATIIi KPOBI.

deHMmaHia: TOBiHOMIISATIOCS IPO OOWH JIETaJIbHUU BUNAOOK IHTOKCHKaIlil (heHTaHIIOM
BHACJIIOOK MOXKJINBOI1 B3aeEMofil peHTaHiny Ta ¢pryKoHa30iy. [1o TOTO XK y AOCITiAXKEeHH]
3a y4acTio 37I0POBUX AOOPOBOJIBIIIB OYJI0 IPOAEMOHCTPOBAHO, 1110 (PIIYKOHA30J1 3HAYHO
VI OBiIbHIOBAB ejliMiHalliio ¢peHTaHiny. [TimBulleHHS KOHIIeHTpallil (eHTaHiny Moxke
IPU3BECTH A0 NPUTHIYEHHS OUXaHHS, TOMY CJIii peTelbHO KOHTPOJIIOBAaTH CTaH
nmamieHTa. Moxe OyTu HeoOXigHOIO KOpPeKIlisa mo3u peHTaHimy.

IHeibimopu I'MI-KoA-pedykma3su: CyMiCHe 3aCTOCyBaHHS (JIyKOHA30JIy Ta iHribiTopiB
I'MTI'-KoA-penykTa3u, 110 MetabostisyioTecss CYP3A4 (aTopBacTaTUH Ta CUMBACTATHH),
ab6o inridiTopiB 'MI'-KoA-penykTa3su, 110 Mmetabonidyiotbcsi CYP2C9 (bnyBacTtaTus),
MigABUIITy€E PU3UK PO3BUTKY MionarTii Ta pabmomioni3y. Y pa3i HeoOXimHOCTI
OOHOYACHOTO 3aCTOCYBaHHS LIMX IIpeIllapaTiB CIIif peTeIbHO CIIOCTepiraTtu 3a
MalieHToOM II0J0 BUHMKHEHHSI CUMIITOMIB MiomaTii Ta pabgomioni3y i mpoBoguTu
MOHITOPUHT PiBHA KpeaTMHKIHa3u. Y pa3i 3HAaYHOIO IIiABUIIEHHS PiBHSA
KpeaTUHKiHa3M, a TaKOXK IIPU [iarHOCTYBaHHi abo migo3pi Ha MionaTito/pabgomiortia
3acTocyBaHHs iHTi6iTOpiB 'MI-KOA-penyKTas3u ciif MPpUINHUTH.

I6pumuni6: momipHi iHTiGiTopu CYP3A4, Taki K GJIIyKOHA30JI, IigBUIITYIOTh
KOHIIeHTpaIlito i0puTuHiOy B IjIa3Mi Ta MOXKYTh ITiABUIIYBATH PU3UK TOKCUYHOCTI.
AKIII0 HEMOXKIUBO YHUKHYTU KOMOiHaIlil mpenaparis, TOTPiOHO 3HU3UTU [03Y
iOpuTuHiOy mo 280 Mr onuH pa3 Ha Oo0y (2 Kamcyiu) 3 MeTOI MPOIOBKEHHS
3acToCyBaHHS iHTiOiTOpYy Ta 3a0e3nedYuTy IMOCTIMHUY KITIHIYHUNM MOHITOPUHT.

Isakagpmop: ogHOYaCHe 3aCTOCyBaHHS iBaKadTOPYy, peryasaTopa TpaHCMeMOpaHHOl
nposigHOCTI ipu MyKoBicuuao3i (CFTR), 30inbpmInmo eKCcno3ullito iBakagpTopy B 3 pa3u
Ta €KCIO3Uliio rinpokcuMeTtuniBakadpTopy (M1) y 1,9 pasa. ITamieatam, aki
OOHOYACHO IIpUiMaloTh ImoMipHi iHridiTopu CYP3A, Taki sk ¢pIyKoHa30I Ta
€PUTPOMIIIUH, PEKOMEHI0BaHO 3HMU3UTH 03y iBakadTOopy Ao 150 Mr oguH pa3 Ha



no0y.

Onanapub: nomipHi iHri6iTopu CYP3A4, Taki sik ¢pIyKoHa3071, 30iIbITyIOTh I1J1a3MOBi
KOHIIeHTpallil oyanapuly; IX oqHOYaCHe 3aCTOCYBaHHS He PEKOMEHOYEThCS. AKII0
Takol KoMOiHallil He MOKHa YHUKHYTH, ITPUoM oJiariapudy o0MexyioTh go3amu 200
MT [OBidi Ha go0y.

ImyHocynpecopu (Hanpuk1ad LUK/A0CNOPUH, e8epoliMyc, cCupoaiMyc i makpoaimyc)

LluxaocnopuH: pyKoOHa301 3HAaYHO MiAgBUIllye KOHIIeHTpalilo Ta AUC LHUKIOCIOPHUHY.
[Tpu ogHOYAaCHOMY 3acTOCyBaHHi (yKoHa30my y m03i 200 Mr/mo6y Ta ITMKJIOCIIOPUHY Y
mo3i 2,7 Mr/kr/mo0y crioctepirasnocs 30inbienHs AUC muknocnopuny y 1,8 pasa. Li
npenapaTd MOXHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBU 3MEHIIEHHS O03U
LIMKJIOCTIOPUHY 3aJIe’KHO Biff 1OT0 KOHIIEeHTpallil.

Egeposaimyc: xo4a OOCIiAXKeHb in vitro Ta in vivo He IPOBOAUIIN, BiIOMO, 1110
(bnmyKoHa30/1 MOXKe MigBUINyBaTH KOHIIEHTpPAIIiI0 €eBEPOJIiMyCy B CUPOBATIII KPOBi 4yepe3
npurHiyeHnHsa CYP3A4.

Cupoaimyc: GpIyKOHA30JI IigBUIIYE KOHIIEHTPAIlil0 CUPOJIIMYCYy y IIJIa3Mi KPOBI,
WMOBIpHO, IIIJISXOM IIPpUTHiIYeHHS MeTabosidamMy cuponimycy depmentom CYP3A4 Ta P-
riaikonpoTeinoM. 1li mpenapaTy MOXKHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBH
KOPUTYBAHHS JO3UW CUPOJIIMYyCYy 3a/Ie2KHO Bill pPiBHS KOHIIEHTpaIlil Ta epeKTiB
mpernapary.

Takpoaimyc: GpIyKOHa30/I MOXKe MiABUITyBaTU KOHIIEHTPAIlil TAKPOJIIMYyCYy B CUPOBATIIi
KPOBi [0 5 pa3iB IIpu KOro mepopajbHOMY 3aCTOCYBaHHI 4epe3 IPUTrHideHHS
MeTaboniamy Takponimycy depmenToMm CYP3A4 y kuieuyHuky. [1pu
BHYTPIIIHEOBEHHOMY 3aCTOCYBaHHI TAKPOJIIMYyCy He CIIOCTepirasocs 3Ha4YHUX 3MiH
(papmakokineTuku. [linBunieHi piBHI TaKPOJIIMYyCy aCOIiIOI0THCS i3
HepPOTOKCUYHICTIO. [103y TaKpPOJIIMYCY OJIsi IePOPaIbHOr0 3aCTOCYBAHHS CIIif
3HMXKYBaTH 3aJIeKHO Bifl KOHIIEHTpaIlil TaKpPOIiMyCy.

Jlozapmat: GpIyKOHAa30JI IIPUTHidye MeTabo1i3M j103apTaHy A0 MOT0 aKTUBHOTO
MmeTabomnity (E-31 74), 110 00yMOBIIIO€ OilbIlly YaCTUHY aHTaroHi3My [0 pPeLenTopiB
aHrioren3uny Il mig yac 3acTocyBaHHSA 103apTaHy. PEKOMeHIOBaHO 30iliCHIOBATU
IIOCTIMHUYN MOHITOPUHT apTepialbHOIO TUCKY y IAlli€HTiB.

MemaooH: GpryKoHa30JI MOXKe ITiABUINYBaTH KOHIIEHTPAIlil0 METaOoOHYy ¥ CUPOBATIIi
KpoBi. [Ipy omHOYAacHOMY 3aCTOCYBaHHI MeTafmoHy Ta (PpJIyKOHA30/1y MOxKe OyTHu
HeOoOXimHUM KOPUT'yBaHHS NO3U METa[oHY.

HecmepoioHi npomu3anaavHi npenapamu (HI13I1): mipu ogHOYaCHOMY 3aCTOCyBaHHI 3
dnykonazonom Cmax ta AUC pnypbinpodeny migBumryBanucs Ha 23 % ta 81 %



BIIIOBIOHO ITOPIBHSHO 3 BiANIOBIOAHMMHU IIOKa3HUKaMHU IIPU 3aCTOCYBaHHI TiJIbKUA
dbnypbinpodeny. AHAIOTiYHO ITPU OOHOYACHOMY 3aCTOCyBaHHi (hIyKOHA30Ty 3
panieMmiunuM ioynpodernoMm (400 mr) Cmax ta AUC ¢papMaKOIOTiYHO aKTUBHOTO
isomepy S-(+)-ibynpodeny migBuinyBanucs Ha 15 % Ta 82 % BigmoBigHO, TOPIBHSIHO 3
TaKUMU MOKa3HMKaMU IIPU 3aCTOCYBaHHI TiJIbKY palleMidyHoro ioynpodgeny.

Xod4a creniajJabHUX OOCHIAXKEHb He IPOBOOWIN, PIIYKOHA30JI MOXKe MiIBUIIlyBaTU
cucTteMHy ekcrio3uirito inmmx HIT3II, o metabomnisyroTrbest CYP2C9 (Hampukiap
HaIPOKCEHY, TOPHOKCUKaMy, MeJIOKCUKaMy, OUKJIopeHaKy). PekoMeHIOBaHO
MMepioanyYHO 3[iCHIOBATH MOHITOPUHT MOOIYHUX peaklliii Ta TOKCUYHUX ITPOSIBIB,
noB’si3aHux i3 HII3I1. Moxe O6yTu noTpibHe KopuryBauusa mo3u HII3IT.

®eHimoiH: GPIIYKOHA30JI IPUrHiuye MeTaboi1i3M ¢peHiTOIHYy B nediHnii. OmHodacHe
O6araTopa3oBe 3actocyBaHHsa 200 Mr ¢ykoHasony Ta 250 Mr ¢GeHiTOIHY
BHYTPIIIHBOBEHHO NPU3BOAUTH 0o mipBumieHHa AUC24 ¢eniTOolHYy Ha 75 % Ta Cmin Ha
128 %. Ilpu ogHOYACHOMY 3aCTOCYBaHHI ITUX JTiIKapChbKUX 3aC00iB CITiZl ITPOBOOUTH
MOHITOPUHT KOHIIEHTpallil PeHiTOIHY y CUPOBATIIi KPOBi /151 YHUKHEHHS PO3BUTKY
TOKCHUYHOI [Iiil QPeHiToiHy.

IIpedHi30H: TOBIOMIISIOCS IIPO BUIIQAOK, KOJIM y Malli€HTa ITicJIg TpaHCIJIaHTallil
IIeYiHKU Ha TJIi 3aCTOCYBaHHS IIPEeNHI30HY PO3BUHYJIACsS IOCTPa HEJOCTAaTHICTh KOpHU
HaOHUPKOBUX 3aJ103, 110 BUHUKJIA HiC/II NIPUNUHEHHS TPUMICIYHOTO KypCy Teparil
(pnykorazonoMm. [IpunuHeHHs 3aCTOCyBaHHS (PIIYKOHA30Jly, UMOBIPHO, CIPUYUHUJIO
nmocuneHHsa akTuBHoCcTi CYP3A4, 1110 Ipu3BEI0 A0 IPUCKOPEHHS MeTabomizMy
npenHisoHy. Ciifg peTeslbHO CTEXKUTH 3a HallieHTaMU, AKi IPOTSATrOM TPUBAJIOT0 Yacy
OOHOYACHO 3aCTOCOBYIOTH (PJIyKOHA30J1 Ta IPEeOHI30H, 3 METOI0 IONepPenKeHHS
PO3BUTKY HEIOCTATHOCTI KOPU HaAHUPKOBUX 3aJ103 [iC/IA NPUNUHEHHS 3aCTOCYBaHHSI
bnykoHasomy.

PugabymuH: GIyKOHA30JI MigBUIIYE KOHIIEHTPAIliI0 prudabdyTHHY B CUPOBATIII KPOBI,
110 mpu3BonuTh Oo 36inbmieHHss AUC pudabytuny mo 80 %. [Ipu ogHOYacHOMY
3acTocyBaHHi (QIIyKOHa30J1y Ta prudabyTUHY IMOBiTOMJISIIOCS PO BUNAAKU PO3BUTKY
yBeity. IIpu 3acTocyBaHHi Takol Kom0OiHallii mikapcbKux 3aco0iB ciig OpaTu 40 yBaru
CUMIITOMM TOKCUYHOI mii pudabyTuny.

CakeiHagip: ¢pnykonazon nigsuiirye AUC Ta Cmax cakBiHaBipy npubnu3so Ha 50 % Ta
55 % BiOmoBigHO Yepe3 NpUTHiYeHHs MeTaboi3My caKBiHaBipy y mediHili pepMeHTOM
CYP3A4 ta yepes inribyBaHHs P-rimikonporteiny. Blaemonil Mixk pyKoHa3010M Ta
CakBiHaBipOM/pPUTOHABIPOM He JOCIIIAXKYBaJIUCS, TOMYy BOHHU MOXKYTh OyTH OibIl
BUpaxKeHUuMHU. Moxe OyTU HeOOXimHUM KOPUTYBaHHS OO3U CaKBiHaBipy.

IToxidHi cyavbgoHisiceyo8UHU: TPU OOHOYACHOMY 3aCTOCYBaHHiI (PJIyKOHA30J1 IPOJIOHTYE
repiof HaITiBBUBEOEHHS IIepOpalbHUX NOXiOHUX CYIb(POHIICEHOBUHHU (XJIOpPIpOIaMiay,



rinibeHKIaMiny, riinisungy Ta TondyTraMify) mpu X 3aCTOCYBaHHI 34OPOBUM
OO0OPOBOIBIISIM. PEKOMEHIYETHCS IIPOBOAUTH YaCTUM KOHTPOJIb IIYKPY B KPOBi Ta
BIATIOBIMHUM YMHOM 3HUXKYBATHU 003y MNOXITHUX CYIb(POHITICEYOBUHU IIPU
OOHOYACHOMY 3aCTOCYBaHHI i3 (pJIyKOHaA30JI10M.

TeoginiH: y nnanebo-KOHTPOILOBAaHOMY OOCIIiIXKEHHI B3a€EMOJIil mIperapariB
3acTocyBaHHS ¢iykKoHa30my mo 200 Mr npoTtsiroM 14 gHIB IIPU3BENIO 00 3HUXKEHHS
CepemHbOTOo KIIipeHCy Teodininy B maa3Mi KpoBi Ha 18 %. 3a maljieHTamMu, SgKi
3aCTOCOBYIOTh TeO(DiliH ¥ BUCOKUX Mo3ax abo0 SKi MaloTh ITiIBUIIEHUN PU3UK PO3BUTKY
TOKCUYHUX IIPOSIBIB TeOQiJTiHy 3 iHIIWX OIPUYUH, CIIi BCTAHOBUTHU HATJIAL IIOOO
BUSBJIEHHS O3HAK PO3BUTKY TOKCUYHOI fil Teodininy. Teparito ciig 3MiHUTU TPpHU
IOsIBl O3HAK TOKCUYHOCTI.

TogpauumuHi6: BriauB ToPaUTHHIOY 3pOCTAE IIPU OOHOYACHOMY 3aCTOCYBaHHi 3
JIiIKapChbKUMHU 3aco0aM, SAKi MPU3BOOATH [0 moMipHoro iHrioyBanus CYP3A4 Ta
notyxkHoro iurioysauuss CYP2C19 (Hanpukiapg ¢piayKoHas3os). ToMy peKOMeHIOBaHO
3HU3UTU 03y TohalUuTHHiIOy Mo 5 Mr oguH pa3 Ha o0y B KOMOiHAIlisAX 3 IUMU
nmperapaTaMu.

Ankanoiou 6apeiHKy: x04a BifllIOBITHUX OOCIHiOXKeHb He TPOBOAUIHU, (IIYKOHA30II,
WMOBipHO, yepe3 iurioyBanuss CYP3A4, Moxke CIPUYNHSATH ITigABUIEHHS KOHIIEHTPallii
aJIKasoimiB 6apBiHKY y ma3Mi KpoBi (HampuKiag BIHKPUCTUHY Ta BiHOIACTUHY), 10
NPU3BOAUTH 0 PO3BUTKY HEMPOTOKCUYHUX €(PEKTIB.

BimamiH A: IOBiHOMIISIZIOCS, IO y Halli€HTa, SIKUM OOHOYaCHO 3aCTOCOBYBaB
TPaHCPETUHOEBY KUCIIOTY (KuciIoTHa popMa BiTaMmiHy A) Ta (pIyKoHA3O017I,
crocTepiranucs nobivHi peakilii 3 60Ky 1leHTpasibHOI HepBOBOi cucteMu (ITHC) y
(opMi ICeBOOTYMOPY I'OJIOBHOTO MO3KY; HaHUM e(PeKT 3HUK ITiCJIA BiTMiHU
dnykonazomy. Lli mikapchKi 3acob6u MOXKHa 3aCTOCOBYBATU OJHOYACHO, ajie CIIif
rmaMm’siTaTy IIPO PU3UK BUHUKHEHHS N0oOiYHMX peakiiii 3 6oky LTHC.

BopukoHa3oa (iH2i6imop CYP2C9, CYP2C19 ma CYP3A4): ogHO4YacHe 3aCTOCyBaHHSA
BOpPUKOHa301y nepopasnbHo (1o 400 Mr koxHi 12 rogun npotsaroMm 1 OHs, IOTIM 1O
200 mr koxHi 12 roguu npoTsarom 2,5 OHiB) Ta ¢piyKoHa301y nepopanbao (400 Mr B
nepumuu geHsb, moTiM mo 200 Mr KoxkHi 24 TOOUHY OPOTAToM 4 OHIB) 8 3TOPOBUM
nOOPOBOIBIISIM YOJIOBiYOI cTaTi IMpu3Besio mo miaBumieHHss Cmax Ta AUCT
BOPUKOHA301y B cepemgaboMy 10 57 % (90 % [OI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %,
128 %) BigmoBimHO. HeBigoMo, Y1 MPHU3BOOUTH 3HUKEHHS MO03U Ta/ab0 4aCTOTHU
3aCTOCyBaHHS BOPMKOHAa30J1y ab0 (pIiyKOHa30Jy OO0 YyCyHEeHHS TakKoro edpekTy. [Ipu
3aCTOCyBaHHI BOPUKOHA30Jy MHiciasa (IYKOHA30JIy CIIi ITPOBOOUTH CIIOCTEPEXKEHHS
1000 PO3BUTKY N0OOiUHUX e(deKTiB, acolliiioBaHUX i3 BOPUKOHA30JIOM.



3udosyouH: ¢pnykoHa3zomn migBunrye Cmax ta AUC 3umoBynuHy Ha 84 % ta 74 %
BiZITIOBigHO, 1110 3yMOBJIEHO 3HUXKEHHSM KJIipeHCY 3UI0OBYyOAUHY npubinu3Ho Ha 45 %
IIPU HOT0 IIepopaJbHOMY 3aCTOCyBaHHi. [Tepion HaniBBUBeOeHHS 3UOOBYOIUHY OyB
TaKOXK MOA0BXKeHUM npubim3Ho Ha 128 % micisa 3acTocyBaHHSA KOMOiHaIlil
(brykoHa305y Ta 3UAOBYAMHY. 3a MallieHTaMH, sIKi 3aCTOCOBYIOTh TaKy KOMOiHaIlifo
JIiIKapCchKUX 3ac00iB, CHIifl cIlocTepiraTu 1040 PO3BUTKY IMOOIYHUX peaklliii, OB sI3aHUX
i3 3aCcTOCYBaHHSAM 3UOOBYOUHY. M0OXKHa PO3TISAHYTU OOLIIbHICTh 3HUXKEHHS O03U
3UOOBYOUHY.

A3umpoMiyuH: y X0l BIZKPUTOIO paHA0OMi30BaHOI'O TPUCTOPOHHLOI'O IIEPEXPECHOTO
OOCITimKEeHHsI, B IKOMY B3S1JIM y4acTh 18 3mopoBuX MOOPOBOJIBIIIB, OIiHIOBAIN BIJIUB
a3UTPOMIIIUHY Ta (GIIYKOHA30/y Ha (papMaKOKiHETUKY OOWH OOHOTO IIPHU IX
OJHOYAaCHOMY IlepopajibHOMY pPa30BOMY 3acTocyBaHHi y mo3ax 1200 mr ta 800 mr
BigmoBigHO. 2KOgHMUX 3HAUYyIIMX (hapMaKOKiHETUYHUX B3a€EMOIil BUSIBIIEHO He OyIIO0.

[TepopanbHi KOHTPALENTUBHU: ITPOBOOUIIOCS 2 (apMaKOKIHETUYHUX OOCIiIKEeHHSI
6araTopal3oBOro 3aCTOCyBaHHSA (hIIyKOHA30JIy Ta KOMOIHOBaHOTO IEPOPaIbHOTO
KoHTpauenTtuBa. [Ipu 3acTocyBaHHiI QrykKOHa30iy y m03i 50 Mr BO/KMBY Ha PiBEeHb
TOPMOHIB He 0OyJi0, TOOI K IIPU 3aCTOCyBaHHi piykKoHa3osy y go3i 200 Mr Ha moby
croctepiramnocs 30inbienas AUC etuninectpagiony Ha 40 % Ta TeBOHOPTrecTpeIry -
Ha 24 %. Ile cBiguuTh PO Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (PIIYKOHA30Iy V
3a3HavYeHUX O03axX HaBps[d YX MOXKe BIJIMBATU Ha e(PeKTUBHICTH KOMOIHOBAHOTO
IIepopanbHOr0 KOHTpPAaleNTHUBa.

Oco00/1UBOCTi 3aCTOCYBaHHSA

IIepmamocgimisa. BiamoBigHO 00 pe3ynabTaTiB OOCHIAXKEHHSI QIYKOHA30JTy OIS
JIIKyBaHHS OepMaTo@diTil y miTeu, pIyKOHA30J1 He IIepeBUIllye rpu3eodyIbBiH 3a
e(eKTHUBHICTIO i 3araJIbHUM IIOKA3HUK €(PEeKTUBHOCTI cTaHOBUTH MeHIIe 20 %. Tomy
Iudniokan® He CJIi 3aCTOCOBYBaTH OJIS JiKyBaHHS AepMaTo@iTii.

Kpunmoxoko3. [loka3iB e(eKTUBHOCTI (PJIyKOHA301y OIS TiKyBaHHS KPUIITOKOKO3Y
IHIIMX JIOKaJIi3alii (HampuKiam JIereHeBOT0 KPUIITOKOKO3Y Ta KPUIITOKOKO3y IIKipH)
HEeJOCTaTHHO, TOMY PEKOMEHAllil 100 OO30BOI0 PEeXUMY [JI JIIKYBaHHSA TaKUX
3aXBOPIOBaHb HEMAE.

I'ruboki eHOemiyHi miko3u. [IoKa3iB e(eKTUBHOCTI (DIIyKOHA30J1y OIS JIIKyBaHH S
iHIIMX (OpPM eHOeMiUyHNX MiKO3iB, TaKUX SK ITapPaKOKIIMOiOIHOMiK03, TiCTOI/Ia3M03 Ta
IIKipHO-TiM(paTUYHUU CIIOPOTPUX03, HEAOCTAaTHHO, TOMY PEKOMEHAaIiil 00
OO30BOT0 PEeXUMY AJIid JIiKyBaHHS TaKWX 3aXBOPIOBaHb HEMaAE.

Hupxosa cucmema. INamierTam i3 mopyiueHHSM QYHKIIN HUPOK IIpemapar CIIif
3aCTOCOBYBaTHU 3 00epexkHicTio (OuB. po3ain «Crocib 3acToCyBaHHS Ta JO3U»).



Hedocmamuicmb HaOHUpKosux 3a.a103. KeTOKOHAa3071, SIK BiOMO, CIIPUYUHSIE
HEeOOCTaTHICTh HAAHUPKOBUX 3aJ103, 1 IIe TaK0XK MOXKe CTOCyBaTUCS (PIIyKOHaA30IIy,
X04a CIIoCTepiraeTrbcsd pinko. HemocTtaTHICTE HAAHMPKOBUX 3aJ103, IIOB's13aHa 3
OJHOYACHUM JIIKyBaHHSIM IIPENHI30HOM, OIlMcaHa B pPo3auIi «B3aemonia 3 iHIIUMU
JIiIKapChbKUMHU 3aco0aMu Ta iHIII BUAU B3a€MOfil. BrinmuB ¢piayKoHa30/y Ha iHIII
JIiIKapChKi 3aco0m».

I'enamobinaiapHa cucmema. [alieHTaM i3 nmopyumeHHAM QyHKIIN ITeYiHKY IIpernapaT
CJIii 3aCTOCOBYBATH 3 00epekHiCTI0. 3aCTOCyBaHHA (hIIYKOHA30JTY acoIlitoBaocs 3
BUHUKHEHHSM PiAKiCHUX BUMAJKiB PO3BUTKY TSIKKOI relaTOTOKCUYHOCTi, BK/II04Yal04u
jleTaJIbHI BUIIQIKYU, TOJIOBHUM YMHOM Y IALIIE€HTIB 13 TAXKKMMU OCHOBHUMU
3aXBOPIOBAaHHSIMU. Y BUIIaAKaX, KOJIM PO3BUTOK I'elIaTOTOKCUYHOCTI acoIlifoBaBCs i3
3acTOCyBaHHSIM (pJIyKOHA3051y, He OyJ10 Bim3HaYeHo ii SBHOI 3aJIe2KHOCTI Bifl 3arajbHOI
no00BOl 03U ITpemaparTy, TPUBAJIOCTI Teparril, ctaTi abo Biky mailieHTa. 3a3Bu4an
reraTOTOKCUYHICTh, CIpUYMHeHa p1yKoHa30J10M, 000POTHA, a il MPOosSIBU 3HUKAIOTh
IicIst MPUIIMHEHHS Teparil.

3a mallieHTaMi, y SSKUX ITPY 3aCTOCYBaHHI (DIIYKOHA30J1y CIIOCTEPIraloThCs BiOXUIIEHHS
pe3ysbTaTiB QYHKIIIOHAIBHUX P00 MEeYiHKY, CMIil BCTAHOBUTHU PETEJIbHUMN HarIsa
IIIOJI0 PO3BUTKY OiJIbIII TSKKOTO YpaxkKeHHS MeYiHKU.

[TamienTiB cmig mpoiHgopMyBaTH IPO CUMIITOMH, IO MOXKYTh CBIOUUTU PO CEPHUO3HUU
BIUIMB Ha IEeYiHKY (BUpaXkeHa aCTeHisl, aHOPEKCis, IMocTiiHa HymoTa, O/1I0BaHHS Ta
KOBTSHUIISA). Y TAKOMY BUIIaAKYy 3aCTOCYBaHHS (PJIyKOHA30JIy CJIig HErauHO
IIPUIIMHUTHU Ta IIPOKOHCYJIbTYBAaTUCS 3 JIIKapeM.

Cepueso-cy0uHHa cucmema. [esaKi a30/u, Yy TOMYy YUCIIi U (PJIIyKOHA30J1I, aCOLiI0I0ThCS
3 nopoBxkeHHaM iHTepBaly QT Ha enekTpokappiorpami. ®1yKoHa30JI IOLOBXKYE
iHTepBan QT mIIgaxoM NPUTHIYEHHS BUNIPSIMIIAIOYOro KanieBoro KaHamy (Ikr).
[TomoBxkeHHs iHTepBany QT BHacCHigoK mil iHIIUX JIiIKapChbKUX 3aCc00iB (HampukiIazn
aMiomapoHy) MOXKe IIOCHUIIOBATUCSA Y pe3yibTaTi npurHidenus gpepmenty CYP3A4
nutoxpoMy P450. IToBimoMnsiziocss Ipo AyzKe PiAKICHI BUIIaJKU ITOOOBXKEHHS IHTepBaily
QT Ta mapokcu3MaabHOl HIJIYyHOYKOBOI TaxXiKapfil TUNy «IIipyeT» IPU 3aCTOCYBaHHI
npenapaty [udniokad®. Taki OBigOMJIEHHS CTOCYBAJIMCS ITAIi€HTIB i3 TAXKKUMU
3aXBOPIOBAaHHSAMU IIPU NOEOHAHHI OaraThbox (akKTOpiB PU3UKY, TAKUMU SIK CTPYKTYPHI
3aXBOPIOBAHHS CePIIs, MOPYILIEHHS €IeKTPOJIITHOTO OOMiHY Ta OfHOYacHe
3aCTOCYBaHHS iHIIMX JTiKapChKUX 3aco0iB, 1110 BIIKUBalOTh Ha iHTepBan QT. ITailienTu 3
rirnokaJsieMieto Ta IPOTrpeCcyrdo0l0 CepPLieBO0 HEOOCTATHICTIO MalOTh IIiABUIIIEHUN
PU3UK BUHUKHEHHS 3arpO3J/IMBUX OJI XKUTTS LIJIYyHOYKOBUX apUTMiU Ta
MapOKCHU3MaJIbHOI IIJTYHOYKOBO1 TaxiKapAil TUILY «HipyeT».

Oudnokan® ciig 3 00epekHiCTI0O 3aCTOCOBYBATH MalliEHTaAM i3 pU3UKOM PO3BUTKY
aputMmiii. OgHOYacHe 3aCTOCYBaHHS pPa3oM i3 TiKapChbKUMM 3acob0aMu, 110



MTPOJIOHTYIOTH iHTepBan QTc Ta MeTaboi3y0ThCs 3a gormoMoroio pepmenty CYP3A4
nuToxpoMmy P450, mpoTtunoka3aHe (OuB. po3ainu «IIpoTunoka3aHHs» Ta «B3aemomis 3
IHIMMMU JTiKapChbKUMHU 3acob0aMu Ta iHIII BUOU B3a€EMOIIN»).

I'anogpanmpuH. T'anopauTpuH € cyoctpaTtoM pepmeHTy CYP3A4 i mponoHTye iHTEpBan
QTc npu 3acTOCYyBaHHI y peKOMEHOOBAHUX TepalneBTUYHUX A03ax. OgHoYyacHe
3aCTOCyBaHHS rano¢gaHTPUHY Ta GIYKOHA30/Iy HE PEKOMEHAYEThCS (OUB. PO3Min
«B3aemogis 3 iHIMMMM TiKapchbKUMM 3acoO0aMu Ta iHIIT BUOU B3aEMOMIN»).

Ilepmamonoeiuni peakuii. Ilig 4ac 3acTocyBaHHS (PJIYyKOHaA30/Iy PiAKO ITOBIIOMIISIIIOCS
IIPO PO3BUTOK TaKUX eKC(}OIiaTUBHUX IIKIPHUX peakllii, IK cuHapoM CTiBeHca-
I[I>KOHCOHAa Ta TOKCUYHUU ellifepManbHuil HeKposti3. [Tamientu 3i CHIoM O6inbin
CXMIIbHI IO PO3BUTKY TSAXKKHUX HMIKipHUX peakiliil IpU 3aCTOCYBaHHI OaraThox
JTiKapchKuX 3aco0iB. SKINO y naljieHTa i3 moBepxXHeBO IPUOKOBOIO iH(MEKITiEr0
3'SIBASIOTHCS BUCHUIIH, 10 MOXKHA MOB’sI3aTH i3 3aCTOCYBaHHAM (PIIyKOHA3011y,
nopasiblile 3aCTOCYBaHHSA IIpenapary CIif IPUIUHUTU. AKINo y maliesHTa 3
iHBa3MBHOIO/CUCTEMHOIO I'puOKOBOIO iH(peEKIlieo 3’ IBJISI0OTHCS BUCUIIX Ha IIIKipi, 3a
MOT0 CTAaHOM MOTPiOHO PEeTENbHO CIIOCTEPIraTH, a y BUIIagKy PO3BUTKY OyJILO3HUX
BUCHUITIB a00 MyIbTUDOPMHOI epUTEMU 3aCTOCYBaHHSA (JIYKOHA30MY CJIif MPUIUHUTH.

I'inepuymaugicmy. Y pigKiCHUX BUIIagKaX IIOBIOOMIISAIOCS IIPO PO3BUTOK
aHa(pIIaKTUYHUX peakilii (OuB. po3min «IIpoTUIIOKa3aHHSI»).

ILlumoxpom P450. ®nykoHa30 € moMipHuM iHribiTopom ¢pepmenTiB CYP2C9 Ta
CYP3A4. Takox (pIyKOHA30J € ITOTYKHUM iHTibiTopoM pepmenty CYP2C19. Cmig
CIIOCTepiraTy 3a CTaHOM IAlli€EHTIB, sIKi OMHOYACHO 3aCTOCOBYIOTh [udmokaHn® Ta
IIperapaTy 3 BY3bKUM TepPalleBTUYHUM BiKHOM, 1110 MeTabO0JIi3yI0ThCS 3a y4aCTIO
CYP2C9, CYP2C19 ta CYP3A4 (puB. po3nin «B3aemMopia 3 IHIIWUMU JTiKapCbKUMU
3acobaMu Ta iHIII BUOW B3a€EMOMOIN»).

TeppeHaduH. Crig peTenbHO CIIOCTEPIraTy 3a CTAaHOM HalliEHTa IIPXU OJHOYaCHOMY
3acToCcyBaHHi TepdeHanuHy Ta ¢pnykoHa3ony y go3i menine 400 Mr Ha goOy (OuB.
po3minu «IIpoTunoka3aHHsI» Ta «B3aeMomist 3 iHIIMMU JTiKapChbKUMHU 3acoO0aMu Ta iHIII
BUOH B3AaEMOIIN»).

IlonomiocHi peyoguHu. I[IpenapaTt MiCcTUTh 1akKTOo3y. [lallieHTaM 3 pPigKiCHUMU
CHaJKOBUMHU 3aXBOPIOBAHHSIMU, TAKMMHU SIK HEIIEPEHOCUMICThb rajlaKTO3H,
HeJIOCTATHICTh JlJaKTa3u Jlara Ta ManbabCcopOIlisi III0KO3U-TalaKTO3H, He CIIif
3aCTOCOBYBAaTH i€y Ipenapar.

OpHa Kamcyna npemnapaty [Judniokad ® MicTuTh MeHIle 1 MMomb HaTpito (23 Mr), a
OTXKe, IperapaT MOXKHa BBaxKaTH TaKuM, 110 He MICTUTh HATPilo.



3maTHiCTh BIUIMBATH HA IIBHIKICTH peakiIliili mMpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3MaMHu

[ocnigxkeHb BOIUBYy npenapaty [udmokad® Ha 30aTHICTh KepyBaTHa
aBTOTpaHCIIOPTOM abo ITpallfoBaTH 3 iHIIMMHU MexXaHi3MaMu He ITPOBOOUJIN.

[NamieHTiB crig mpoiH(gOpMyBaTH ITPO MOXKJIMBICTh PO3BUTKY 3allaMOpPOYeHHSA abo
cynoM (muB. po3min «I1o6iuHi peakiiii») mig Yac 3aCTOCOBYBaHHS IIperapary
Oudnrokaa®. [Ipu po3BUTKY TaKUX CUMIITOMIB HE PEKOMEHIOYETHCSA KePyBaTH
ABTOTPAHCIIOPTOM abo ITpalfoBaTH 3 iHIMMMH MeXaHi3MaMH.

3acTocyBaHHs y nepioa BaritTHocTi a00 romyBaHHs IPyaaio

BaeimHicmb

3a maHuMu 00CepBallifHOTO [HOCHiAXKEeHH S, iCHY€ ITigBUIIIeHUN PU3UK CIIOHTAHHOTO
abopTy y XKiHOK, sKi oTpuMyBanu (hJIyKOHa30JI IPOTATOM IIEPIIOT0 TPUMECTPY
BariTHOCTI.

[ToBimoMIisiyiocsI PO YHUCJIEHHI BPOAXKEHi MaTOJIoril Y HOBOHAPOAXKEHHUX (BKITI0Yal04dHn
Opaxiuedarito, AHCIIa3ii0 BYIIHOI PaKOBUHY, HagMipHe 30iJIbIIIeHHS ITePegHbOoT0
TiM’siYKa, BUKPUBJIEHHS CTETrHa, MJI€eYOIPOMEHEBUU CUHOCTO3), MaTepi IKUX
mpuiManu BUCOKi mo3u ¢pnykoHas3omy (400-800 Mr/moby) MpOTSIroM MpuHaAWUMHI TPhOX
a60 OinbIle MiCAIIIB OIS JTiKyBaHHS KOKIIMAI0IA03y. 3B’ 30K MiXK 3aCTOCYBaHHSIM
(pr1yKoHa30/1y Ta H¥MMHU BUNaJKaMU HEe BU3SHAYEHUM.

HocCriaKeHHA Ha TBapUHaX IIPOJEMOHCTPYBaIM PENPOAYKTUBHY TOKCUYHICTE.

He cmig 3acTocoByBaTu 3BUYaliHi 403U (PJIyKOHA30/Iy Ta KOPOTKOTPHUBAaJi KypCHu
JIiIKyBaHHS (PJIYKOHA30JIOM Y IIePiof BariTHOCTI, 3a BUHSITKOM KpPaWHbOol HEOOXigHOCTI.

He crig 3acTocoByBaTu BHCOKi g0o3u (GJIYKOHA30/Iy Ta/ab0 TpUBaJli KypCH JIiKyBaHHS
(b1ryKOHa30/10M y mepiofn BariTHOCTI, 3a BUHSATKOM JIiKyBaHHS iH(QEKIIiH, 10 MOXKYTh
3arpozKyBaTH KUTTIO.

I'o0yeaHHs epy00io

®TyKOHA30JI MPOHUKAE Y TPYIHE MOJIOKO Ta MOCSTAa€ KOHIEeHTpallil momioHoi go piBHS
y m1a3Mi KpoBi (Jus. po3nin «®apMakKoKiHeTUKa»). ['oqyBaHHS IPyAOI0 MOXKHAa
IPOAOBXKYBATH ITiCJISI Pa30BOT0 3aCTOCYBaHHS 3BUYaUHOL 03U (PJIIyKOHA30J1y, 110
ctaHoBuTh 150 mr. 'ogyBaTH rpyOmoio He peKOMEHOYETHCS IIpu OaraTopa3oBoOMY
3acToCcyBaHHi (IyKOHa30J1y abo IIpu 3aCTOCyBaHHiI BUCOKUX 03 (prrykoHazony. Cifn
OL[IHUTU KOPUCTH T'OAYBAHHS I'PYOAI0 OJIsI PO3BUTKY 1 3MOPOB’SA JUTUHU, @ TAKOXK
KIiHiuHY ToTpedy MaTepi y npenaparti HudmokaH® i Oyab-siKi MOTeHITiINHI T00iuHi



edexkTn npenapaty Judmokan® abo OCHOBHOTO 3aXBOPIOBAHHS MaTepi OJIs TUTUHH,
siKa OTPUMY€E I'PyHE BUTOIOBYBaHHSI.

depmuavHicmMb

®nyKOHa30JI He BIJIMBAB Ha (PepPTUJILHICTH CaMIIiB Ta CaMOK IIyPiB.
Cnocid 3acTocyBaHHs Ta J03H

Kancynu cnig koBTaTtu ninumu. [IpuiioMm npenapaTy He 3aJIeKUTh Biff IPUNMOMY 1XKi.
Ilopoci

[IpemapaTt 3aCTOCOBYIOTEH IepopaibHO y 7031 150 Mr ogHOpa3osBo.

ITauieHmu AiMHbLO20 BIKY

[Tpu BigCyTHOCTi O3HaK MOPYIIEeHHS (QPYyHKIIiM HUPOK OJIs JIiKyBaHHS Ii€l KaTeropil
MHalli€HTiB 3aCTOCOBYIOTh 3BUYAUHY O03Yy AJIS JOPOCIIUX.

ITopyweHHAa pyHKUIU HUPOK

®yKOHa30JI BUBOOUTHLCS B OCHOBHOMY 3 Ceuel0 Y He3MiHeHoMYy Burnani. [lpu
pa3oBOMY 3aCTOCYBaHHI ITpelrapaTy KOPUTYyBaTU O03Y IIili KaTeropil maiieHTiB He
MMOTPiOHO.

IMopyweHHsAa ¢pyHKUIU neviHKu

®TyKOHA30J1 CJIil 3aCTOCOBYBAaTH 3 00EPEXKHICTIO IMallieHTaM i3 ITOpPYIIeHHSIMHU
(GyHKILIM meYiHKHU, OCKIIbKM iH¢pOopMaliil IIOA0 3aCTOCyBaHHS (QIIYKOHA30IIY i
KaTeropil nmaifieHTiB HegoCTaTHLO (OUB. po3ninu «OcoOIUBOCTI 3aCTOCYBaHHSI» Ta
«ITobiuHi peakirii»).

itk

EdekTuBHiCcTh Ta 6€3neKa 3aCTOCYBaHHS IpelapaTy OJis JTiKyBaHHS I'eHiTalbHUX
KaHOWOO03iB y OiTed He BCTaHOBJEeHI. HasgBHaA Ha chboropHi iHpopMalliss HaBeaeHa y
po3mini «ITobiuHi peakiii». AKIiIo icHye HaranbHa moTpeba 3aCTOCYBaHHS ITpelapaTy
nipymiTkaM (BikoM Big 12 mo 17 pokiB), ciif 3aCTOCOBYBaTHU 3BUYaWHI JO3U OJId
OOPOCIIUX.

Ilepeno3yBaHHsA

OTpuMaHO ITOBiIOMJIEHHS PO Mepeno3yBaHHs (PJIyKOHa30JI0M; OOHOYACHO
MMOBiIOMJISIJIOCS TIPO TaJIiollMHAalll Ta ITapaHolfalbHy MOBEOIHKY.



[Tpu nepeno3yBaHHiI HEOOXiTHO IIPOBECTU CUMIITOMATHUYHY MiATPUMYBaJIbHY Teparliio
Ta y pa3i HeoOXimHOCTI IPOMUTH HITYHOK.

®nyKOHa30/I 3HAaYHOIO MipOI0 EKCKPETYETHCA 3 cedelo; GOpCOBaHUM Aiype3 MOXKe
IIPUCKOPUTU BUBEOEHHS IIpenapary. CeaHc reMopiasidy TPUBaJICTIO 3 TOOVHU 3HUXKYE
piBeHb QIIYKOHA30JIy y ma3Mi KpoBi mpubmau3Ho Ha 50 %.

ITo6iuHi peakmii

HatiuacrTiie moBimoMisisiocst Mpo Taki mobiuHi peakirii: rooBHuM 6inb, 6inb y
YyepeBHiM ITOPOXKHUHI, miapes, HyooTa, OJII0BaHHS, MiABUIIIEHHS PiBHSA
anaHiHaMmiHoTpaHchepas3u (AJIT), mimBuileHHs PiBHS acllapTaTaMiHOTpaHchepas3u
(ACT), migBuiieHHS piBHS My2KHO1 pocdaTa3u KpPoBi, BUCUTIaHHS.

I7151 OLIIHKM YaCTOTU BUHUKHEHHS IMOOIYHUX peakllii BAKOPUCTOBYIOTh TaKy
Kinacudikaliio: gyxe dacto (= 1/10), gacto (Bim = 1/100 mo < 1/10), HeuacTo (Big =
1/1000 mo < 1/100), pigko (Big = 1/10000 mo < 1/1000), ny=xe pigko (< 1/10000),
YacTOTa HeBimoMa (HeMOKJIMBO OIIIHUTHU Ha HifcTaBi HaABHUX OHAHUX).

3 60Ky cucmemu Kposi ma aimgpamuuHoi cucmemu

HeuacTo: anewMis.

Pigko: arpaHyJionuTO3, TE€MKONEHisT, TDOMOOIIUTOIIEHISA, HEUTPOIEHis.
3 60Ky iMyHHOI cucmemu

Pigko: anadinakcis.

MemaboaiuHi ma animeHmapHi po3aadu

HeuacTo: 3HUKEHHS alleTUTY.

Pigko: rinepxosiecTepuHeMis, rinepTpuUriilepuneMis, rinokamiemis.
ITcuxiyHi nopyweHH:A

HeuacTto: 6€3COHHS, COHJIUBICTE.

3 00Ky HEPBOBOI CHCTEMH.

YacTo: TomoBHUM Oiflb.

HeuacTo: cynomu, mapecTesis, 3allaMOPOY€EHHs, IIOPYILIEHHSA CMaKy.

Pigko: Tpemop.



3 60Ky opaaHis cayxy ma secmubya51pHO20 anapamy
HeuacTo: BepTuro.
3 OOKy ceplis.

Pigko: mapokcu3MasibHa LIJIyHOYKOBA TaxiKapisd TUILYy «IIipyeT», IIOLOBXEHHS
inTepBany QT (guB. po3min «OcobIMBOCTI 3aCTOCYyBaHHSI»).

3 60Ky WAYHKOBO-KUWKOB020 MpPaAKmy

YacTo: 0iflb y YepeBHiM NOPOXKHUHI, HyIOTa, miapesi, 6JII0OBaHHS.
HeyacTo: 3amnop, gucrencisa, MeTeopu3M, CyXiCThb Y POTi.
I'enamobiaiapHi po3aadu

YacTo: migBuIlleHHS piBHS alaHiHaMiHoTpaHcdepa3u (AJIT), nigBuIlleHHS PiBHS
acriaptataminoTpaHcdepasu (ACT), migBulleHHS PiBHA JIy>KHOI pocdaTa3u (OuB.
po3min «OcoBIMBOCTI 3aCTOCYBAaHHS»).

HeuacTo: xonecTas, 2KOBTSIHUIIS, MiABUIIIeHHS PiBHS OinipyOiny (OuB. po3min
«OCcOoOIUBOCTI 3aCTOCYBAHHSI»).

Pigko: me4diHKOBa HEOOCTATHICTD, reIaTOLENIOIAPHUN HEKPO3, TelIaTUuTH,
rernaToleNoJiipHe ypaxKeHHs (OuB. po3minn «OcobMBOCTi 3aCTOCYyBaHHSI»).

3 60Ky wkKipu ma nidwkipHOi MKaHUHU
YacTo: BucunaHHs (OuB. po3/in «OcoOIuBOCTI 3aCTOCYBaHHS»).

HeugacTo: MequKaMeHTO3HUY OAepPMaTHUT (BK/IIO4Yaouu (piKCOBaHNY MeOUKaMeHTO3HUU
OepMaTHuT), KPOIIUB THKA, CBepOixK, migBUIlleHe IIOTOBUIiJIeHHS (OUB. PO3Min
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

Pigko: ToOKCMYHUY ellifepMarbHUK HEKPOIIi3, cuHOPOM CTiBeHca-[[2)KOHCOHA, TOCTPUH
reHepasi3oBaHUU €K3aHTEeMaTO3HUH IIyCTYIb03, eKCHOoTiaTUBHUU IePMaTHT,
AHTiIOHEeBPOTUYHUYM HAOPSK, HAOPSK 00muyys, anoneris (ouB. po3min «Ocob1muBOCTiI
3aCTOCyBaHHS»).

HeBigoMo: MegvKaMeHTO3Ha peakilis 3 e03MHOQIIIEI0 i CHCTEMHUMHU IIPOsSiBaMU
(DRESS).

3 60Ky ONOpPHO-PYX08020 anapamy ma CnoAyYHOi MKAHUHU

HeuacTo: mianrid.



3aranbHi po3naayu Ta peakxilil y MiCIli BBeOeHHS.
HeuacTo: nigBuilieHa BTOMJIIOBaHICTh, He3QyKaHHSA, aCTeHid, rapsidka.
Iimu

YacTtoTa Ta xapakTep MoOiYHUX peaklliil i BimXuiaeHb Bil HOPMU pPe3yJIbTaTiB

1abopaTOpHUX aHalli3iB y X0l KIiHIYHUX OOCIiAXKeHb 3a y4acTIO AiTel MOpiBHSHI 3

TaKHUMH Y JOPOCJINX.

38imysaHHs npo nido3prosaHi nobiuHi peakuii

3BiTyBaHHS IIPO ITigo3pioBaHi mMoOiUHi peakiril micyis peecTpatiil JTikapcbKOro 3aco0y

Ma€ BaXKJIMBe 3Ha4YeHHs. lle mae 3Mory MpoBoauTH Oe3mepepBHUN MOHITOPUHT

CIIIBBIIHOIIIEHHS MiXX KOPHUCTIO 1 pu3uKaMU, [10B’I3aHUMMU 13 3aCTOCYBaHHAM ILILOT'0O

JIIKapChKOT0 3aco0y. MeguuHUX IIpaliBHUKIB ITPOCATH 3BiTyBaTHU MPO OyOb-sKi
Imimo3pioBaHi moOiYHI peakilil BiAMoOBimHO MO BUMOT MiCIIEBOTO 3aKOHOIaBCTBaA.

TepMiH npHIaTHOCTI

5 POKIiB.

YMmoBHu 30epiranus

36epiratu nmpu Temnepatypi He Bunie 30 °C y HeOOCTYIIHOMY [JIsI OiTel MicIii.
YnakoBka

ITo 1 kamncymni y 6mictepi; mo 1 GricTepy y KapTOHHIM yIIaKOBIIi.

KaTeropis Bignycky

bes penenra.

BupooHHK

INpaizep ITi. [Ixi. EMm., Opaniiis

Micie3Haxo/dKeHHsI BHPOOHHKA Ta HOro agpeca MiCIisi IPOBaaKeHHSI
IJistIbHOCTI

3one IHmactpiane, 29 poyt gec Iapmactpic, 37530 I[Toce-ciop-Cic, OpaHLid.

[Ixkepeso iHCTPYKITil



[HCTPYKIIiio JTiKapChKOro 3aco0y B3siTO 3 oQilifiHOTOo mxkepesa — [lepKaBHOTO PEECTPY

JIiKapChKUX 3ac00iB YKpaiHu.



http://www.drlz.com.ua/
http://www.drlz.com.ua/

