Ckian

Oitoua peuosuHa: fluconazole;
1 kanicyna mMicTuthk QpykKoHa3omny 50 Mr;

OONOMIJCHI peuoB8uUHU: JTaKTO03a, MOHOTiApaT; KpoXMajlb KapTONJISHUNU; MarHiio
cTeapaT; KpeMHiio gioKCcuO KOJOImHUYM Oe3BOOHUIM;

cKkn1a0 000/10HKU Kancyau: XenaTuH, TuTany giokcup (E 171), ingpurokapmis-
onmakutHui (E 132).

JIikapcbKa ¢popmMa

Karcymsr.

OcHoBHble (pu3uKo-xuMuyecKue ceolicmed: TBepable KelaTUHOBBIE KarlCyabl Ne 2,
UIMHApUYecKol GopMul ¢ monycdeprudecKuMU KpasiMu, KOpITyc 0eJIoro 1BeTa,
KpHIIIKa OJis KancyJ 1mo 50 Mr roimy6oro 11BeTa; CoOmepKUMOoe KarcyJl - ITIOPOIIOK
Oesioro MM NMoYTH OesIioro 1BeTa 0e3 3araxa.

dapMaKoTepaneBTHYHA I'Pyla

[MTpoTurpuOKOBi 3acoOU AJIsS CUCTEMHOI0 3acTocyBaHHS. [ToxigHi Tpuasomny. Kom ATX
JO2A CO1.

dapMaKoauMHaMiKa

MexaHi3M mil.

®1yKOHa30J1, TPOTUTPUOKOBUM 3acib Kjlacy TpHUa3o0JIiB, MOTYKHUM CEJIeKTUBHUMN
iHri6iTop rpubKOBUX (pepMeHTiB, HEOOXigHUX MJIsT CUHTE3y eprocTepoiny. [lepBUHHUM
MexXaHi3MOM HOoro fii € MpurHideHHs: rpubKoBoro 14-anbda-1aHoCTePOII-
OeMeTUII0BaHHS, OIIOCEPEgKOBAHOro HuToXpoMoM P450, 1110 € HEBIA'€MHUM €TalloM
O6iocuHTe3y rpubKOBOr0 eprocrepony. AKymynsiis 14-anbga-MeTUI-CTEPOIIiB KOPEIIIOE
3 TIOfIaIbIIIOI0 BTPATOI0 €ProCcTePOIy MeMOpPaHO0 rPUOKOBOI KITITUHU Ta MOXKe
BiAmoBigaTH 3a NPOTUTPUOKOBY aKTUBHICTH (QIIyKOHAa3051y. OIIYKOHA30JI € OiIbII
CeJIeKTUBHUM [0 TpubKOBUX ¢pepMeHTiB muToxpomy P450, HiXK [0 pi3HUX cUCTEM
bepmenTiB nmTOoxpomy P450 ccaBliiB.

3acTtocyBaHHs GIYKOHA30y y mo3i 50 Mr Ha mo0y mpoTsarom 28 OHIB He BIIJIMBA€E Ha
piBEHb TECTOCTEPOHY Yy MJla3Mi KPOBi y 4OJIOBiKiB a00 Ha piBeHb eHIOT€HHUX CTEPOIMdiB
y XKIiHOK penpoayKTUBHOTO BikKy. ®nykoHa30n y mo3i 200-400 mr Ha fo0y He BUSIBIISE



KJIiHIYHO 3HAYyIIOr0 BIJIMBY Ha PiBEHb €eHAOT€HHUX CTEPOIiB YU Ha BiANOBiOAb Ha
ctumynsaiiio AKTI y 3mopoBux moOpPOBOJIBIIIB YOI0OBIUOl CTaTi.

[ocnigKeHHs B3aEMOQil 3 aHTUIIPUHOM IIPOJEMOHCTPYBAJIO, III0 3aCTOCyBaHHS 50 Mr
dbyKoHa3011y pa30Bo 4K OaraTopa3oBO He BIJIMBA€ Ha MeTab0J1i3M aHTUIIIPUHY.

YyTnuBICTH in vitro.

®nykKoHa30711 in vitro meMoHCTpy€e TPOTUTPUOKOBY aKTUBHICTH cTOCOBHO BupiB Candida,
110 3yCTpidaloThCs HaudacTimie (BKmatogaiouu C.albicans, C.parapsilosis, C.tropicalis).
C.glabrata meMOHCTpy€ MUPOKUYU Oialla30H YyTIUBOCTI OO0 (PJIIyKOHA30Iy, TOAL IK
C.krusei € mo HbOTO PE3UCTEHTHOIO.

TakoxK (IyKOHaA3071 in vitro ;eMoOHCTPy€e aKTUBHICTD K npotu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TpoT¥ eHOEeMiYHUX IIIiICHSIBUX rpubiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum Ta
Paracoccidioides brasiliensis.

MexaHi3M Pe3uCTEeHTHOCTI.

Mikpoopraniamu pogy Candida feMOHCTPYIOTh YHUCJI€EHHI MeXaHi3MMU PEe3UCTEHTHOCTI
OO0 a30JIbHUX ITPOTUTPUOKOBUX 3ac00iB. PTyKOHA30/I IEMOHCTPYE BUCOKY MiHiManbHY
iHriOyiouy KOHIIeHTpallifo ITPOoTHU IITaMiB rpubiB, SIKi MaioTh OOUH abo Oisnblie
MeXaHi3MiB Pe3UCTEHTHOCTI, IIJ0 HeTaTUBHO BIJINBA€ Ha e(DeKTUBHICTH in vivo Ta B
KiHi4yHiM npakTudi. [ToBimoMisanocs npo BUIIagKU PO3BUTKY cynepindekilil Candida
Spp., cupu4YuHeHol iHmuMuy, Hixk C. albicans, Bugamu, 110 4aCTO € HEUYYTJIUBUMU OO0
(nykonasony (Hanpuknan Candida krusei). [I71a miKyBaHHS TaKMX BUIIAOKIB CIIif
3aCTOCOBYBaTHU albTEPHATHUBHI MPOTUTPUOKOBI 3aco0Ou.

dapMaKkoKiHEeTHKA

dapMaKOKiHETUYHI BIaCTUBOCTI PIIYyKOHA30J1y € MOAIOHUMHU ITPU BHYTPIITHEOBEHHOMY
1 IepopaJIbHOMY 3aCTOCYBaHHI.

AGcop0iiis.

®nykoHa3071 mob6pe BCMOKTYETHCS ITPU IIEPOPaIbHOMY 3aCTOCYBaHHi, a piBeHb
Imperapary y Ijla3Mi KpPoBi i cucTteMHa 6iogoCTyIIHICTE mepeBUllyoTh 90% piBHS
(nnykoHa3omny y maa3Mi KpPOBi, 10 AOCATAETLCA IPU BHYTPIIITHBOBEHHOMY BBEOEHHI
npenapaTty. OgHOYacHe BXKMBaAHHS 1Ki He BIIJIUBAa€E Ha BCMOKTYBaHHS IIpenapaTy npu
MOro ImepopajabHOMY 3acTocyBaHHi. [IlikoBa KOHIIEHTpAllis y IjI1a3Mi KPOBi JOCATa€EThCS
yepe3s 0,5-1,5 rogunu micnsa npuoMy npenapaty. KoHlleHTpallisa npenapary y Ijia3Mmi
KPOBIi IponopiliiHa g0 0o3u. PiBHOBaXkHa KOHILIeHTpallisd Ha piBHI 90% pmocsaraeTrbcs Ha
OPYTHUU OeHb JIiKyBaHHS IIPU 3aCTOCYBaHHI y IIepIINY OeHb HaBaHTaXXyBaJIbHOL JO3H,



III0 BABiYi ImepeBUIllye 3BUYaANHY MOO0OBY H03Y.
Pos3nopin.

O6’eM po3nofiny MpubIU3HO OOPiBHIOE 3araJlbHOMY BMICTY PifUHY B OpraHi3Mi.
3B’si3yBaHHS 3 OinKaMu Ijia3Mu KpoBi Hu3bKe (11-12%).

®dnykoHa3on mobpe MpPOHUKAE B YCi MOCHiAXKyBaHi piguHu opraHi3amy. PiBeHb
dbIyKOHA30Jy y CIIUHI Ta MOKPOTHUHHI € TOAiOHMM OO0 KOHIIEHTpallil mpenapary y
IJ1a3Mi KpoBi. Y mallieHTiB, XBOpUX Ha rPUOKOBUM MEHIHTIT, piBeHb QIYKOHA30Iy Y
CIIMHHOMO3KOBIiH piguHi mocsrae 80% KOHIIeHTpaIllil y IJIa3Mi KpPOBi.

Bucoki koHIIeHTpallii GIyKOHa30J1y y HIKipi, 110 IepeBUIllyI0Th CUPOBATKOBI,
OOCATal0ThCS Yy POrOBOMY IlIapi, emimepMici, gepMi Ta noti. ®1yKoHa30711
HaKOIIMYYETHCS Y poroBomy Itapi. [Ipu 3acTocyBaHHi go3u 50 Mr 1 pa3 Ha go0Oy
KOHIIeHTpalliga GIyKoHa30y Imicnasa 12 gHiB NiKyBaHHS CTaHOBUJIA 73 MKI/T, a 4yepes 7
IOHIB ITiCJIS 3aBEPILEHHS JIIKyBaHHS KOHIIEHTpPALlid BCe I1le CTaHoBUia 5,8 MKr/r. [Ipu
3acTtocyBaHHiI mo3u 150 Mr 1 pa3 Ha TUXKOEHb KOHIIeHTPalisad (IYKOHA30/y Ha 7-U OeHb
JIIKyBaHHS cTaHOBUIa 23,4 MKT/T; 4epe3 7 OHIB IIiCIs 3aCTOCYBaHHS HACTYIIHOl [O3U
KOHIIeHTpallid BCe 1Ie cTaHOBUia 7,1 MKI/T.

KonueHnTpanis ¢gpaykoHa3ony B Hirtax micis 4 micamiB 3actocyBanHg 150 mr 1 pas Ha
TUXKIOEeHb cTaHOBUA 4,05 MKT/T Yy 30POBUX OOOPOBOJIBIIB Ta 1,8 MKI/T ipu
3aXBOPIOBaHHSX HIrTiB; pJIyKOHa30JI BU3Ha4YaBCA Y 3pa3Kax HirTiB uepe3 6 MicsIliB
IIic/isl 3aBepIIeHHs Teparil.

BioTrpaHcdopmMalris.

®dnykoHa3on MeTaboi3yeThCSA HE3HAUHOIO Mipoto. [Ipu BBeJeHHi [031, MideHOol
panmioakKTUBHUMU i3oTonamu, nuine 11% ¢GprayKoHa30/1y eKCKPETYETHCSA 3 CEUYEI0 Y
3MiHeHOMY BUTrsiAi. ®IyKOHA30JI € CEeIeKTUBHUM iHTiOiTOpoM i3odepmenTtiB CYP2C9
Ta CYP3A4, a Takox iHri6iTopom izopepmenTty CYP2C19.

Exckpernig.

[lepion HamiBBUBEeOeHHS QIYKOHA30JIy 3 IJIa3MU KPOBi CTAHOBUTH OU3bK0 30 roOuH.
Binpllla yacTMHa IIpenapaTy BUBOOUTHCSA HUpKamu, mpudomy 80% BBegeHO1 mo3u
BUSIBIISIETLCS B Cedi y He3MiHeHOoMY cTaHi. KimipeHc ¢pIyKoHa30/y IIPOMOPLiNHNMN 00
KJlipeHcy KpeaTuHiny. Llupkynioiounux MeTaboJIiTiB He BUSIBJIEHO.

TpuBanuu nepion HaniBBUBEOeHHS (QIYKOHA30JIy 3 IIJIa3MHU KPOBi Ja€ MOXKJIMBICTh
Pas30BOro 3aCTOCYBaHHS IIpelapaTy IIPU BariHaJIbHOMY KaHOUWA03i, a TAKOXK
3aCTOCyBaHHA npenaparty 1 pa3 Ha TUXKOEHb IIPHU IHIINX ITOKa3aHHSIX.

HupkoBa HEJOCTaTHICTE.




Y mailieHTiB i3 HUPKOBOIO HENOCTATHICTIO TSAKKOTO CTYIEeHs (IIBUAKICTh KITYyOOYKOBO1
dinbTparii < 20 Mmi/xB) nepion HamiBBUBeOeHHs 30inbinyeThcs 3 30 rogus mo 98
roguH. ToMy I1iti KaTeropil maiieHTiB He0OXimHO 3MEHIIUTHU 103y (PIIYKOHA30ITy.
®IyKOHA30JI BUOAJIIETHCA LMIIAXOM reMofiani3dy Ta MEHIIOK MIpPOI0 - HIJIIXOM
iHTpanepuToHeanbHOTO Aianidy. CeaHc remopianidy TPUBaiCTIO 3 TOOUHU 3HUXKYE
piBeHb (pJIyKOHA30/1y y miia3Mi KpoBi mpubausxo Ha 50%.

[TalfieHTH TITHBOTO BIiKY.

CepenHil nepion HamiBBUBeOeHHS — 46,2 roguau. i papMakoKiHETHYHI TOKA3HUKU €
BUIIIUMU ITOPIBHSIHO 3 aHAJIOTIiYHUMM Y 3TOPOBUX AOOPOBOJIBIIiB MOJIOAIIOTO BiKYy.
OpHOo4YacHe 3aCTOCyBaHHS OiypeTHUKIB He MaJjio 3HaYHOI'O BIIJIMBY Ha MaKCHMaJIbHY
KOHIeHTpalio (Cmax) Ta oIy Hif KPUBOK «KOHIeHTpallisg-dyac» (AUC). KiipeHc
KpeaTuHiHy (74 Mi/xB), BiICOTOK (PIIYKOHA30JIy, III0 EKCKPETYBABCH i3 ceUelo y
He3MiHeHOMY Burisafi (0-24 roguan, 22%) Ta HUPKOBUU KiIipeHC ¢iyKoHa3omny (0,124
MJI/XB/KT') V¥ TIAIliEHTIB JaHOl BiKOBOI rpynu OyIu HUXKYUMHU, HiK aHaAJIOTi4Hi TOKa3HUKU
Y MOJIOAIINX OOOPOBOBIIiB. ToMy 3MiHM (papMaKOKiHETUKM Y IMAlli€HTIB JIITHHOTO BiKYy
3ajexarTh Bif mapaMeTpiB QYHKIIiN HUPOK.

IToxa3aHHSA

JIikyBaHHS TaKUX 3aXBOPIOBaHb y JOPOCIIUX SK:

e KPUIITOKOKOBUM MEHIHTIT;

e KOKIIU/iOIMO3;

e IHBA3MBHI KaHOUOO3U;

e KAQHOUIO3M CIIM30BUX 000JIOHOK, BK/IIOYAIOUYM KaHOUI03 POTOTJIOTKY Ta KaHOUI03
CTPABOXOY, KAHOUIYPisi, XPOHIYHUNM KaHOUIO03 IIKipHU i CITU30BUX 000JIOHOK;

e XPOHIYHUM aTPOGiYHNYN KaHOUO03 (KaHONO03, CHPUYNHEHUN BUKOPUCTAHHSIM
3yOHUX ITPOTE3iB) IpU Hee(eKTUBHOCTI MiCIIEBUX CTOMATOJIOTiYHUX Tiri€EHiYHUX
3aco0iB;

e BariHaJILHUM KaHOHUI03, TOCTPUI ab0 peruauBHUM, KOJIM MiclieBa Tepallis He €
OOLJIBHOIO;

e KaHOUOO3HUM OaJaHiT, KOJIM MiclleBa Tepalis He € OOIiIbHOIO;

e IEPMATOMIKO3H, BKJIIOYAlOYM MiKO3 CTOI, MiKO3 I'JlafleHbKOI IIKipH, ITaX0BUM
OIepMaTOMiKO3, Pi3HOOApBHUM NUIlIall Ta KAaHOAWOO3HI iHGeKIIil MIKipu, KoIu
IIOKa3aHO 3aCTOCOBYBaTU CUCTEMHY Teparlilo;

e mepMaTOdiTHUM OHIXOMiK03, KOJIM 3aCTOCYBaHHS iHIINX TiKapChbKUX 3ac00iB HE €
OOLIIJIBHUM.

[TpodimakTKa TaKUX 3aXBOPIOBaHb Y JOPOCIIUX SIK:



penyuauB KPUIITOKOKOBOIO MEHIHTITY Y MALiEHTIB 3 BUCOKUM PU3UKOM UOT0
PO3BUTKY;

penuauB KaHOUO03y POTOTJIOTKM abo cTpaBoxony y nauieHTiB 3 BIJI 3 BUCOKUM
PHU3UKOM KOT0 PO3BUTKY;

3HUKEHHS 94aCTOTHU PEeLMOMNBIB BariHaJIbHOT0 KaHANO03Y (4 abo Oinbllle BUIagKu
Ha piK);

npodinakTuKa KaHOUAO3HUX iHQEKIY y HalliEeHTIiB i3 TPUBaIOl0 HEUTPOIEHIEIO
(HammpuKiam, HallieHTiB 31 3T0IKICHUMHU 3aXBOPIOBAHHSIMHU KPOBIi, Ki OTPUMYIOTh
xiMioTeparrito, abo mallieHTiB Ipu TPaHCIIJIaHTAallil FTeEMOIIOETUYHUX CTOBOYPOBUX
KJIiTHH).

HiTH.

3acTocoByBaTH JTiKapChbKuM 3acib y ¢hopmi Karicyn 1itt KaTeropii maiieHTiB MoKHa
TO[i, KOJIM OiTH 37aTHi 0e3MeYHo IPOKOBTHYTH KaIICYJIy, 110 3a3BUYall € MOXKJIUBUM Yy
BIIIl Big 5 POKIB.

®nyKoHa30/1 3aCTOCOBYIOTh OiTSIM OJIA TiKyBaHHS KaHOMOO03iB CIM30BUX 000TTOHOK
(KaHOUOO03 POTOTJIOTKY, KaHOUOO03 CTPaBOX0ay), iHBa3UBHUX KaHOUAO3IB,
KPUIITOKOKOBOTO MEHIHTITY Ta OJ11 NpodinakKTUKM KaHOUOO03HUX iH(EKIli y Halli€HTiB
31 3HUXKeHUM iMyHiTeTOM. [IpenapaTt MoXKHa 3aCTOCOBYBATH SK IiATPUMYBAJIbHY
Teparrio s NonepenXKeHHsI PelUaIUBy KPUITOKOKOBOTO MEHIHTITY y AiTeH i3
BUCOKUM PU3UKOM MO0 PO3BUTKY.

Tepamito npenapaToM PIyKOHA30JI MOXKHA PO3NOYUHATHU 40 OTPUMaHHA Pe3yJIbTaTiB
KyIbTypalbHUX Ta iHIINX 1a00paTOPHUX OOCIHIAXKEHb; IIiCIs OTPUMaHHS pe3ybTaTiB
aHTHOaKTepiaJbHY Tepariio CiIif CKOPUT'yBaTH BidIOBIiIHUM YMHOM.

HpOTHHOKa3aHHﬂ

lnepuyTnusicTh M0 GIyKOHA30Iy, iHIINX a30JIbHUX CIIONYK ab0 mo Oyab-sgKoi 3
OOIIOMIiKHUX PEYOBUH IIpernapary.

OnmHOYacHe 3acTOCyBaHHS (PIyKOHa30Jly Ta TeppeHaOuHy ImallieHTaMm, SKi
3aCTOCOBYIOTH (psIyKOHA30J1 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Builie (3rimHo 3
pe3yJbTaTaMu OOCIiIXKEeHHS B3a€EMOil 6araTopa3oBOr0 3aCTOCYBaHHS).

OpHOYacHe 3aCTOCyBaHHSA (PIIyKOHA30Ily Ta iHIIUX JTIKapChKUX 3ac00iB, 110
nmomoBXKylTh iHTepBan QT Ta MmeTabomi3yioThcs 3a mornomoroi ¢pepmenty CYP3A4
(Hammpukian nu3anpugy, acTeMilony, IiMO3Uay, XiHiAuHy, aMiogapoHy Ta
€PUTPOMILIUHY).

B3aemofisi 3 iHINIMMH JTiKapChbKHMH 3aC00aMH Ta iHIIIi BHOH B3a€EMoOIin



ITpomunoka3aHo CymiCHe 3acmocy8aHHA (GAYKOHA301y Md HUHNCYE3A3HAYEeHUX

JAiKapcvKux 3acobis.

Iuzanpud. IToBigoMsiioCs IPO PO3BUTOK NOOIYHUX peakiliii 3 60Ky cepiis, y TOMY
YUCJIL IPO IMapOKCU3MaJIbHY IIJIYHOYKOBY TaXiKapAilo TUILY «IIipyeT» y Malli€HTIB, sKi
OOHOYACHO 3aCTOCOBYBanu (prykKoHa301 Ta nu3anpun. KoHTponboBaHe OOCITigXKEeHHSI
MIPOIEMOHCTPYBAJIO, 1110 OgHOYacHe 3acTocyBaHHs 200 Mr ¢pnykoHa3osy 1 pa3 Ha goOy
ta 20 Mr nu3anpuny 4 pa3u Ha 000y IPU3BOAUIIO [0 3HAYHOTO ITiABUINEHHS PiBHS
LU3anpuay y mjaa3Mi KposBi Ta Oo0 nogoBxKeHHs iHTepBany QT. OgHoyacHe
3aCTOCyBaHHS (PJIyKOHA30Jly Ta U3alpUay IPOTUNOKa3aHe (OUB. PO3Tis
«[TpoTUIIOKa3aHHI»).

TeppernaouH. Yepes3 BUIIaAKU PO3BUTKY TSXKKUX CEPLEBUX apUTMil, CHPUYMHEHUX
nopgoBxKeHHAM iHTepBany QTc, y malli€eHTiB, sIKi 3aCTOCOBYBaJId a30JIbHi
MpPOoTUTrpuOKOBI JTiKapchKi 3acobu ogHOYACcHO 3 TepdheHanguHoM, OyIu MpoBeaeHi
OOCIIiI?KEeHHS B3a€EMOIil ITUX ITpenapariB. Y X0Oi OMHOT0 OOCHIAXKeHHS IIPU
3acTocyBaHHi piykoHa305y y mo3i 200 Mr Ha mo0y He OyJi0 BUSBI€HO MOOBXKEHHS
inTepBany QTc. IHIIe mocmigKeHHS MPU 3acTOCyBaHHI QrykKoHa3o0iy y mo3ax 400 mr
Ta 800 MTr Ha §oOy IIPOOEMOHCTPYBAJIO, III0 3aCTOCYBaHHA (GIIyKOHa301y y go3ax 400
MT Ha mo0y abo BUllle 3HAYHO ITiABUIIYE pPiBeHb TepdheHaauHy y II1a3Mi KpoBi mpu
OOHOYaCHOMY 3aCTOCYBaHHI iux npemnaparTiB. CyMicHe 3aCTOCyBaHHSA (QIIYKOHA30Y y
mo3ax 400 mr abo Buille 3 TepdeHagUHOM NPOTUIIOKa3aHe (OUB. PO3Oin
«I[TpoTunokasaHHusa»). [Ipu 3acTocyBaHHiI QIyKOHa30Jy y mo3ax Hux4e 400 Mr Ha o0y
OOHOYAaCHO 3 TepheHaauHOM CJIiff IPOBOAUTH PEeTEIbHUN MOHITOPUHT CTaHYy IallieHTa.

Acmewmizon. CyMmicHe 3aCTOCyBaHHS (JIYKOHA30JIy Ta aCTEMi30JIy MOXKEe 3MEHIIUTHU
KJIipeHC acTteMi3ony. COpUuYMHEHE LIUM ITiABUILEHHS KOHIIEHTPAallil acTeMi30Iy y
I1J1a3Mi KpOBi MOXKe ITPU3BECTU OO0 IIONOBXKeHHA iHTepBany QT Ta y piokKicHUX
BUIIaAKaxX - 10 MapOKCU3MaJIbHOI ITYHOYKOBOI TaxXiKapmil Tumy «mipyeT». OgHO4YacHe
3aCTOCyBaHHA (pJIIYKOHA30JIy Ta aCTEMIi30JIy IPOTUIIOKa3aHe.

ITimo3u0 ma xiHiduH. CyMicHe 3aCcTOCyBaHHS (hJIyKOHA30JIy Ta IIiMO3uAy abo XiHiguHy
MOJK€e IPU3BOOUTH [0 MPUTHIYEeHHs MeTaboni3aMy mmiMmo3uny abo xiHimuHy, X04a
BiATIOBIOHUX OOCJIOKEHB in vitro Ta in vivo He mmpoBoaunu. [TigBuilleHHS KOHIeHTpallil
nmimMo3uay abo XiHimWHY y IIJ1a3Mi KPOBi MOXKe CIPUYUHSITHU ITOA0BXKeHHs iHTepBany QT
Ta y PigKiCHUX BUNaZKaxX IPU3BOAUTHU OO PO3BUTKY MIapOKCU3MaJIbHOIL IIJIYHOYKOBOI
Taxikapmil Tumny «mipyeT». OgHO4YaCHe 3aCTOCyBaHHSA (hIIyKOHA30JIy Ta IIiMo3upgy abo
XIHIAWHY IIPOTUIIOKAa3aHe.

EpumpomiyuH. OgHoO4YaCcHe 3aCTOCYBaHHS €EPUTPOMIIIMHY Ta (IYKOHA30JIy MOXKe
IPU3BOOUTHU OO0 HiABUILEHHS PU3UKY PO3BUTKY KapAiOTOKCAUYHOCTI (ITOOOBXKEHHS
iHTepBany QT, mapokcu3MarnbHa IIUIYHOYKOBA TaXiKaphis TUITY «IIipyeT») Ta, SIK
HaCJIiOOK, M0 PaIlToBOl CeplieBOl cCMepTi. 3aCToCyBaHHS KOMOiHallil ITUX JIiIKapChbKUX



3aco0iB MpPOTHUIIOKA3aHe.

AmiodapoH. OgHOYacHe 3aCTOCyBaHHSA (QIIYKOHA30JIy 3 aMioJapOHOM MOIKe ITPU3BECTH
oo IMpurHideHHs MeTab0J1iaMy amiogapoHy. CriocTepiraBcst 3B sI30K MixK
3aCTOCYBaHHSAM aMiofapoHy Ta nonoBXeHHAM iHTepBany QT. OgHoyacHe
3acTocyBaHHS (PJIyKOHA30JIy Ta aMiogapoHy IIPOTUIIOKa3aHe (OUB. PO3Tin
«[TpoTUIIOKa3aHHI»).

He pekomeHOyemuvcsa 00HOUYACHE 3aCmMOoCYB8AHHA )AYKOHA301y MA HUMNCYE3d3HAYeHUX

JAiKapcvKux 3acobis.

I'aaropanmpuH. ®IyKOHA30JI MOXKe COPUYUHUTHU ITiOBUILIEHHS KOHIIEHTpallil
rajgogaHTPUHY Yy IJIa3Mi KPOBi 3a paxyHOK npurHidenusa CYP3A4. OgHo4yacHe
3aCTOCYBaHHS LIMX TiKapChKUX 3aC00iB MOKe NPHU3BOOUTH [0 MiABUILIEHHSA PU3UKY
PO3BUTKY KapaiOTOKCUYHOCTI (mogoBxkeHHd iHTepBaiy QT, mapokcu3sMasibHa
IUIYHOYKOBA TaxiKaphisd TUIY «IipyeT») Ta, K HACJIiJOK, 4O PalTOBOl CepPlEeBOl
cMmepTi. Ciiig yHUKATH 3aCTOCYBaHHS KoMOiHaIlil 1ux nmikapchKux 3aco0iB.

CyMicHe 3acmoCcy8aHHA (PaAYKOHA301Y Md HUMCYE3d3HAYEeHUX AiKaAPCbKUX 3acobis

guMmazae obepedcHocmi ma Kopuz2y8aHHs 0o3u.

Bnaus iHwux aikapcbKux 3acobi8 Ha ¢p1YKOHA301.

IMocnigkeHHs B3a€EMO[il MPOOeMOHCTPYBalH, III0 IepopalbHe 3aCTOCYBAaHHS
(b1ykoHa305/1y 0OfHOYACHO i3 BXKUBAHHSAM 1XKi, TpUHOMOM HUMETUINHY, aHTAlUOiB abo
ofaIbIIuM OIIPOMiIHEHHSAM YChOTO TijIa [OJid IlepecagKd KiCTKOBOI'O MO3KY HE Ma€
KJIiHIiYHO 3HAYYIIOT0 BIIJIMBY Ha abcopO1iito (GIyKoHa30ITy.

PupamniyuH. OgHOYaCHe 3aCTOCYyBaHHS (QIIyKOHA30J1y Ta pUdaMIIilinHy IPU3BOOUIIO
mo 3umkKeHHs AUC Ha 25% Ta CKOpo4dyBaJio I1epiof HalliBBUBEOeHHS (PJIyKOHa30Jly Ha
20%. Tomy Ojig mallieHTiB, AKi 3aCTOCOBYIOTh pU(aMHIiliuH, CIIi PO3TISAHYTH
OOLUIBHICTD HNiABUINIEHHS OO3U (QIIYKOHA30IIy.

I'iopoxsaopomia3ud. Y mocnigxkeHHi papMaKOKiHETHYHOI B3aEMOIil OmHOYAaCHEe
OaraTokpaTHe 3aCTOCYBaHHS TigpoXJIOpPOTia3uay 300POBUM OOOPOBOBIAM, SIKi
oTpuMyBanu GpJIyKOHA30J1, IMiABUIIYBaI0 KOHIIeHTpallifo (pJIyKOHa30J1y B Jjia3Mi KPOBi
Ha 40%. Taki mapaMeTpu B3a€EMOfil He BUMaraiTh 3MiH Y PeKUMi JO3yBaHHS
bnykoHa305y OIS MallieHTiB, sIKi OTHOYAaCHO OTPUMYIOTh CEYOTiHHI 3aco0u.

Bniaus ¢payKoHa301y HaA iHWI AiKapcuki 3acobu.

®dnykoHa30 € mOTyKHUM iHTibiTopoM i3odpepmenTy 2C9 nutoxpomy P450 (CYP) Ta
nomipHuM iHriditopom CYP3A4. ®nykoHa3omn € iHri6iTopom izodepmenty CYP2C19.
Ha momaTok o criocTepeKyBaHUX/IOKYMEHTAJIbHO ITiATBEPAKEHNX B3aEMOI, 1110



ONMCaHi HUXK4Ye, IIPU OOHOYAaCHOMY 3aCTOCYBaHHIi 3 (JIYKOHA30JI0M iCHYE PU3UK
MTiABUIIIEHHS Y I1JIa3Mi KPOBi KOHIIEHTPAIli¥ iHIIINX CIIONYK, 1110 MeTabo0/Ii3yI0ThCs
CYP2C9, CYP2C19 ta CYP3A4. ToMmy 3acTOCOBYyBaTH TaKi KoMmOiHallil TpenaparTiB CJtif
3 00epexkKHiCTIO; TPU IIbOMY HEeOOXiTHO peTelbHO CIIOCTEPIraTu 3a CTAHOM IIAlli€HTIB.
[TpurHiuyBanbHa misg paykoHa3ony Ha GpepMeHTH 30epiraeTbcs npoTsarom 4-5 gibd
HiCJIs MOTr0 3aCTOCYBaHHSA Y 3B’3KYy 3 MO0 TPHUBAJIUM I1€PiOaOM HalliBBUBEOEHHSI.

Anvppernmania. T1ig 4ac 0MHOYACHOTO 3aCTOCYBaHHS anbpeHTaHiny y go3i 20 MKI/KT Ta
dbnykonazomny y mo3i 400 Mr 30opoBUM I10OPOBOJIBISIM CIIOCTEPIrasocs OIBOKpaTHEe
30inbmerHsa AUC10, moxknuBo, yepe3d iHrioyBanHsa CYP3A4. Moxe 6yTu HeOOXiTHUM
KOPUTYBaHHS OO3U ajlb(PeHTaHiny.

AmimpunmuniH, HopmpunmusiH. ®JIyKOHA30JI IIOCUJIIOE 110 aMITPUNITUIIIHY Ta
HOPTPUNTHUIIHY. PEKOMEHIyETHCS BUMipIOBaTH KOHIIEHTPAllil 5-HOPTPUIITUIIIHY Ta/abo
S-aMiTpunTHIIIHY Ha IMoYyaTKy KoMOiHOBaHOI Teparrii Ta 4yepe3 1 TuXkaeHb. Y pasi
HeOoOXimHOCTI CIif BigKOpUT'yBaTHU 03y aMiTPUIITUIIIHY/HOPTPUNTUIIIHY.

AmpomepuyuH B. OmpHOYaCHe 3aCTOCyBaHHSA (QIYKOHA30/y Ta aMpoTepuniuay B
iH(ikOBaHMM MHUIIIAM i3 HOpPMaJIbHUM iMyHITETOM Ta iH(piKOBaHMM MUIlIaM 3i
3HU2KEHUM iMYHITETOM Aajio TaKi pe3ynbTaTh: HEBEJIUKUU afUTUBHUU
MPOTUTrPUOKOBUM eheKT IMpu cucteMHiM iHdekirii C. albicans, BimcyTHiCTh B3aeMomii
Ipu BHYTPimIHbOYepenHil iHdekKiril Cryptococcus neoformans Ta aHTaroHi3am OBOX
npenapariB IIpu cucTeMHiu iHpeKmil Aspergillus fumigatus. KiinidyHe 3HaYeHHS
pe3ybTaTiB, OTPUMAaHUX Y X041 IIUX OOCIIiAXKEHDb, HEBIIOME.

AHmukoazcyaaHmu. 9K i Ipu 3aCTOCyBaHHI iHIIIUX a30JIbHUX NIPOTUTPHUOKOBUX 3aC00iB,
IIPY OOHOYAaCHOMY 3aCTOCyBaHHi (pIyKOHAa30J1y Ta BapdaprHy IIOBiHOMIISIIOCS PO
BUIIaAKM PO3BUTKY KPOBOTEY (reMaTOM, HOCOBOI KPOBOTEYi, IIIJTYHKOBO-KUIIIKOBUX
KPOBOTEeY, reMaTypii Ta MeJieH!) y IOEAHAHHI 3 ITOIOBXKEHHSIM ITPOTPOMOiIiHOBOTO Yacy.
[Tpu ogHOYacHOMY 3aCcTOCYBaHHI (PJIyKOHA30JIy Ta BapdapHuHy CIIOCTEpPiragocs
OBOKpAaTHeE MigBUILIEHHS TPOTPOMOIHOBOTO 4Yacy, iMOBipHO, BHACIIIOK IIPUTHIYEHHS
MeTabomniaMmy Bapdapuny depe3 CYP2C9. Criig peTenbHO KOHTPOIIOBATHU
MpoTpoMOiHOBUM YacC y MallieHTiB, IKi OMHOYACHO 3aCTOCOBYIOTH KyMapUHOBI
AHTUKOATyJISTHTH abo iHmaHemioH. Moxke O0yTy HeOOXimHOI KOPEKIIisl mo3u
QHTUKOATYJISAHTY.

BbeH3odia3eniHu kopomkoi 0ii, Hanpukiao mida3oaam, mpua3oaam. ITpu3HayeHHs
(pr1yKoHa305y micis mepopabHOT0 3aCTOCYBaHHS Mifa30jiaMy IPHU3BOAUIIO OO
3HAYHOTO MigBHUINIEHHS KOHIIEHTpAallil Miga30jiaMy Ta [0 IMOCUJIEHHS IICUXOMOTOPHUX
edekTiB. OgHOYAcHe 3aCTOCyBaHHSA QIyYKOHA305y y go3i 200 Mr Ta Migmasonamy y mo3i
7,5 MI mepopasibHO Npu3Boauso ao nigsuineHHa AUC Ta nepiony HalliBBUBEOEHHS Y
3,7 Ta 2,2 pasa BinmmoBigHo. 3acTocyBaHHS QIIyKOoHa30iy y mo3i 200 mr/moby Tta 0,25
MI' TpUa30JlaMy IIepopasibHO IIPpU3BOoausIo go nigsuiieHHs AUC Ta nepiony



HaliBBUBeOeHHSA Tpua3oiamy y 4,4 ta 2,3 pa3a BignosigHo. IIpu ogHOYaCHOMY
3acToCyBaHHI (JIYKOHA30Jly Ta Tpua3oJjiaMy CIOCTepirajocs IMOTEeHIiI0OBaHHSA Ta
IPOJIOHTalis epeKTiB TprualoaaMy.

AKII0 malieHTy, SKUKW IPOXOOUTH KypPC JTiKyBaHHS (PJIIyKOHA30JI0M, CJIil OOHOYaCHO
MPpU3HAYUTH Tepamiio 6eH3o0mia3eniHaMu, 103y OCTaHHIX CJIif 3MEHIIUTH Ta
BCTAHOBUTHU HAJIEXKHUU HATJISAO 3a CTAHOM IIAlli€eHTa.

KapbamaszeniH. ®1ykKoHa30J1 NpUrHiyye metabdosiamM Kap6aMa3eniny Ta CIIPUYUHSIE
ITigBUIIIEHHS PiBHSA KapOaMaseriny B cupoBaTili KpoBi Ha 30%. ICHye pU3UK PO3BUTKY
IIPOSIBiB TOKCUYHOCTI 3 60Ky KapOaMa3eliny. Moxe OyTu HeOOXimIHUM KOPUT'YBaHHS
mo3u KapOaMaseIliHy 3ajie’KHO Bif piBHS MOro KOHIIEHTpallil Ta [il mpemapary.

baokamopu kaavuiesux kaHasie. JlesiKi aHTaroHicTH Kanbllito (HidbegumniH, icpaguIriy,
aMJIoguIriH Ta denoguirin) metabonisyioThcsa pepmenTom CYP3A4. ®1ykKoHaA3011
MMOTEHIIMHO MOXKe ITiABUIITyBaTH CUCTEMHY €KCIO03uIlif0 6JI0KaTOPiB KalbIliEBUX
KaHaiB. PeKOMeHOOBaHUM peTeJIbHUM MOHITOPHUHT IIIOA0 PO3BUTKY MOOIYHUX peakIlii.

Ilenekokcub. [Tpu omHOYAaCHOMY 3acTOCyBaHHI piaykoHa3omny (200 mr Ha goby) Ta
rienekokcuOy (200 mr) Cmax Ta AUC nenekokcuOy migBuilyBanucsa Ha 68% Ta 134%
BimmoBimHO. [Tpu 0HOYAaCHOMY 3aCTOCYBaHHI 11eJIeKOKCUOy Ta GIyKoHa30/1y MOXKe
OyTu HeoOXiTHMM 3MEHIIIEHHS 03U 11eJIEKOKCUOYy BABIiUi.

Lukaogpocgpamio. OgHOYACHE 3aCTOCYBaHHSA IMKIIopochaminy Ta GIyKOHa30Iy
IIPU3BOOUTH IO ITiABUIIIEHHS PiBHSA Oinipy0OiHy Ta KpeaTUHiHY B cupoBaTiii KpoBi. Li
npenapaTd MOXKHa 3aCTOCOBYBaTH OJHOYACHO, 3BaKal04M Ha PU3HUK IIiABUILIEHHS
KOHIIeHTpallil 6inipy0iHy Ta KpeaTHUHiIHY B CUPOBATIIi KPOBI.

®eHmaHia. TToBimOMIISITIOCS IPO OOWH JIeTaJIbHUM BUNaJOK iHTOKCHUKaAIlil (heHTaHIIOM
BHACJIIJOK MOXKJINBO1 B3aeEMofil peHTaHiny Ta ¢pryKoHa3oiy. [1o TOTO XK y AOCITiAXKEeHH]
3 y4acTIiO 3[0POBUX AOOPOBOJIBIIB OYJI0 IPOAEMOHCTPOBAHO, 110 (PIIYKOHA30JI 3HaYHO
YIOBiNIbHIOBAB ejliMiHallito ¢peHTaHiny. [TimBulleHHsS KOHIIeHTpallil (peHTaHiny Moxke
IIPU3BECTU OO0 IPUTHIYEHHS OUXaHHS, TOMY CJIif peTeJIbHO KOHTPOIIOBAaTU CTaH
naiieHTa. Moxe OyTu HeOOXigHOIO KOPEKIlid m03u (PeHTaHiy.

IH2i6imopu I'MI'-KoA-pedykma3su. CymicHe 3acTocyBaHHS (pJIYKOHA30/1y Ta iHTi6iTOpiB
I'MTI'-KoA-penykTa3u, 110 MeTabostisyoTecss CYP3A4 (aTopBacTaTUH Ta CUMBACTATHH),
a6o inribiTopiB I'MI'-KoA-penykTasu, 110 Mmetabomnidyiorbcsi CYP2C9 (bnyBacTaTus),
IIiABUITY€E PU3UK PO3BUTKY MiomnaTii Ta pabmoMmioni3y. Y pa3i HeoOXimHOCTI
OJHOYACHOTO 3aCTOCYBaHHSA LIUX IIpellapaTiB CJIi peTeJIbHO CIIOCTepiraTu 3a
Mali€eHTOM IIOAO0 BUHUKHEHHS CUMIITOMIB MiomaTil Ta pabgoMioJti3y i mpoBOgUTH
MOHITOPUHT PiBHA KpeaTUHKIHa3U. Y pa3i 3HaYHOI'O MiABUIlleHHS PiBHS KpeaTUHKia3Wy,
a TAKOXK IIPH [iarHOCTYBaHHI abo mimo3pi Ha MiomaTiio/pabmoMiosis 3acTocyBaHHS



inribiTopiB 'MI-KoA-penyKTa3u Cif IPUIIUHUTH.
ImyHocynpecopu (Hanpukaad yuK/a10CNOPUH, e8epoaiMyc, CUPOAIMYC I MAKpoaiMyC).

IHukaocnopuH. ®1yKOHA30J1 3HAYHO IIiABUIIYyEe KOHIleHTpalio Ta AUC LUKIIOCIIOPUHY.
[Tpu ogHOYaCHOMY 3acTOCyBaHHi (yKoHa30my y mo3i 200 Mr/mo0y Ta IIUKIJIOCIIOPUHY Y
no3si 2,7 mr/kr/mo0y crioctepiranocs 36ineierHs AUC nuknocnopury y 1,8 pasa. Li
IpenapaTd MOXHa 3aCTOCOBYBATH OOHOYACHO 3a YMOBU 3MEHIIEHHS 003U
IIMKJIOCIIOPUHY 3aJIe’KHO Bif MOT0 KOHIIEHTpPAIlil.

Eesepoaimyc. Xo4a gocaigzxKeHs in vitro Ta in vivo He IpOBOOWIIY, BiIOMO, 11O
(pmyKoHa3051 MOXKe MifgBUIlyBaTH KOHIIEHTPAL[iI0 €eBEPOJIiMyCy B CHPOBATIIi KPOBi 4yepe3
npurHiveHHs CYP3A4.

Cupoaimyc: GIyKOHa30I MigBUIIYE KOHIIEHTPAIlil0 CUPOJIIMYyCY V IIJIa3Mi KpPOBI,
iMOBipHO, IIJISXOM NpPUTHiYeHHs MeTaboniamy cuposnimycy hepmentom CYP3A4 Ta P-
riaikonpoTelnoM. Lli mpenapaTy MOXKHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBH
KOPUTYBaHHS JO3UW CHUPOJIIMYCYy 3a/Ie?KHO Bifl piBHS KOHIIEHTpallil Ta epeKTiB
nmpemnapary.

Takpoaimyc. ®yKOHa30JI MOXKe ITiABUIIYyBaTU KOHIIEHTpPaIlil TaKpPOJIiMyCy B CUPOBATIIi
KpOBi 10 5 pa3iB IIpu UOro rnepopajbHOMY 3aCTOCYBaHHI yepe3 IPUTrHiYeHHS
MeTabomnizMy Takpomnimycy ¢pepmenTom CYP3A4 y kumieuHnuky. [Ipu
BHYTPIIIHBOBEHHOMY 3aCTOCYBaHHI TaKpPOJIIMYyCy He CIIOCTepirajiocss 3Ha4YHUX 3MiH
(papmakokineTuku. [linBunieHi piBHI TaKPOJIIMYyCYy aCOILIIOI0THCA i3
HepPOTOKCHUYHICTIO. [103y TaKpOJIIMyCy AJIsi IepPOpPaJbHOro 3aCTOCYBAHHS CIIif
3HUKYBATH 3aJIe’KHO BiJl KOHIIEHTpAIlil TAaKPOJIiMyCy.

JIozapmat. ®yKOHA30JI MPUrHiuye MmetabosIi3M 103apTaHy g0 HO0ro aKTUBHOT'O
MmeTabomnity (E-31 74), 1110 3yMOBIIIO€ OiNTbIly YaCTUHY aHTAroHi3My [0 pelenTopiB
aHrioteH3uny Il mig yac 3acToCyBaHHS j103apTaHy. PeKoMeHOo0BaHO 30iMCHIOBATU
MOCTIMHUYN MOHITOPUHI apTepiaJbHOTO TUCKY y MAlli€HTIB.

MemaooH. ®1yKOHa30J1 MOXKe IMifgBUIyBaTH KOHIIEHTpAllil0 METaJOHYy Y CUPOBAaTIIi
KpoBi. [Ipy omgHOYacHOMY 3aCTOCYBaHHI MeTafgoHy Ta (PJIyKOHaA30/1y MOXKe OyTHu
HeOoOXigHMM KOPUTYBaHHS 03U METaIOoHY.

HecmepoidHi npomu3sanaavHi npenapamu (HII3I1). TTpu ogHOYaCHOMY 3aCTOCYBaHHI 3
dnykonazonom Cmax ta AUC dnypbinpodeny minunryBanucs Ha 23% Ta 81%
BI[IIOBIZHO IIOPIBHAHO 3 BIANOBIAHMMHU IIOKa3HUKaMU IIPU 3aCTOCYBaHHI TiJIbKU
bnypbinpodeny. AHaIOTiYHO ITPU OQHOYAaCHOMY 3aCTOCyBaHHi (hIIyKOHA30Ty 3
pauemiunuM ioynpodernoMm (400 mr) Cmax ta AUC ¢papMaKOIOTidYHO aKTUBHOTO
isomepy S-(+)-ibynpodeny migBuiyBanucs Ha 15% Ta 82% BinmoBigHO MOPIBHSIHO 3
TAaKUMU MOKA3HUKAMU IIPU 3aCTOCYBAHHI TiIbKU palleMiuyHoro ioynpodeny.



Xod4a creniaabHUX OOCHIAXKEHb He IPOBOOWIN, PIIYKOHA30JI MOXKe MiIBUIIlyBaTU
cucTteMHy ekcrio3utrito inmmx HII3II, o metabomnisyroTbest CYP2C9 (Hanmpukiap,
HAMIPOKCEHY, TOPHOKCUKAaMy, MeJIOKCUKaMy, OUKJIo(peHaKy). PekoMeHI0BaHO
ImepioguyHo 3[iCHIOBATH MOHITOPUHT ITOOIYHUX pPeakiliii Ta TOKCUYHUX IIPOSIBIB,
noB’si3anmx i3 HII3I1. Moxe 3HamobuTtucsa KopuryBanusa mo3u HIT3II.

@®eHimoiH. ®yKOHA30J1 MPUTHiYye MeTabosi3m ¢eHiToiHy v medinni. OgHo4YacHe
O6araTopa3oBe 3acTtocyBaHHA 200 Mr ¢ykoHasony Ta 250 Mr ¢eHiTOIHY
BHYTPIITHBOBEHHO ITPU3BOOUTH OO migBuineHHsI AUC24 ¢eniToiHy Ha 75% Ta Cmin Ha
128%. ITpu ogHOYAaCHOMY 3aCTOCYBaHHI IIUX TiKapChKUX 3ac00iB CJIig IPOBOAUTH
MOHITOPHUHT KOHIIEHTpallil PeHiTOIHY Yy CUPOBaTIli KPOBi /151 YHUKHEHHS PO3BUTKY
TOKCHUYHOI il QPeHiToiHy.

IIpedHizoH. TToBimoMIAIOCS PO BUMNAAOK, KOJM Y MalliEHTa ITIiCJisA TpaHCIJIaHTallil
IIEeYiHKU Ha TJIi 3aCTOCYBAaHHS IIPeNHI30HY PO3BUHYJIACS I'OCTPa HEJOCTATHICTE KOpU
HaJHUPKOBUX 3aJ103, 10 BUHUKJIA HiC/I NIPUNIUHEHHS TPUMICIYHOTO KypCy Teparil
(pnykoHazonom. [IpunuHeHHS 3aCTOCYBaHHS (PJIyKOHA30J1y, iMOBIpHO, CIIPUYNHUIIO
nocuneHHsa akTuBHocTi CYP3A4, 110 Ipu3BEI0 A0 IPUCKOPEHHS MeTabomnizMy
npenHisony. Ciif peTeslbHO CTEXKUTH 3a HallieHTaMU, Kl IPOTSATrOM TPUBAJIOT0 Yacy
OOHOYACHO 3aCTOCOBYIOTH (PJIYKOHA30J1 Ta IPEOHI30H 3 METOIO IIONEePeaKEeHHST
PO3BUTKY HEIOCTAaTHOCTI KOPU HaJHUPKOBUX 3aJ103 [iC/IA NPUNIUHEHHS 3aCTOCYBaHHSI
(pnykoHaszomy.

Pugpabymun. ®myKOHA30JI IIigABUIIY€E KOHIIeHTPaIlilo prudalbyTUHYy B CHPOBATIIi KPOBI,
110 mpu3BonuTh Oo 36inbmieHHs AUC pudabytuny no 80%. IIpu ogHOYaCHOMY
3acTOCyBaHHiI QIIYKOHA3051y Ta pudadyTUHY MOBiMOMIISIIIOCS PO BUNAJKU PO3BUTKY
yBeity. IIpu 3acTocyBaHHi Takol Kom0OiHallii mikapcbKux 3aco0iB ciig OpaTu 40 yBaru
CUMIITOMM TOKCHUYHOI mii pudadbytuny. CakBinasip. ®mykoHas3on migBuinye AUC Ta
Cmax cakBiHaBipy npu6au3Ho Ha 50% Ta 55% BigmoBigHO Yepe3 MPUTHIYEHHS
MeTabosi3My cakBiHaBipy y nedinili pepmenToM CYP3A4 Ta yepe3 iurioyBanus P-
rIikonmpoTeiny. BaaeMomisa Mik IyKOHa30JI0M Ta CaKBiHaBipoM/pUTOHaBIpOM He
OOCIiAXKyBaJiv, TOMY BOHU MOXKYTh OyTH OiJiblll BUpaxkeHUMHU. Moxke OyTH HeoOXigHUM
KOPUT'YBaHHSA OO3U CaKBiHaABIpYy.

IToxidHi cyavgoHisceyosuHu. [Ipu ogHOYACHOMY 3aCTOCyBaHHI (pIyKOHa3011
IIPOJIOHTYE Mepion HalliBBUBEAEHHS MepOopaJbHUX NOXiAHUX CYIb(POHIICEHOBUHUA
(xnmopmiponaMiny, rnibeHKIaMinoy, raini3uagy Ta Toa0yTaMioy) IIpu X 3aCTOCYBaHHI
3M0POBUM HOOPOBOIBLSAM. PEKOMEHOYETHCS MIPOBOAUTH YaCTUU KOHTPOIb LIYKPY B
KPOBIi Ta BiANOBIiAHUM YMHOM 3HUXKYBATU [03y MOXITHUX CYIb(DOHIIICEYOBUHU IIPU
OOHOYACHOMY 3aCTOCYBaHHI 3 (DJIYKOHA30JIOM.

TeoginiH. Y gocnigzKeHHi B3aEMOJIl ITpelapaTiB 3aCcToCyBaHHS (pryKoHa3omy mo 200
MT IIPOTATrOoM 14 OHIB IPU3BEIO A0 3HUXKEHHS CEPEeOHBOr0 KIIIPEeHCY TeODiTiHy ¥



na3Mi KpoBi Ha 18%. 3a mallieHTamMu, SIKi 3aCTOCOBYIOTh TeO(]iTiH y BUCOKHMX J03ax
a0o0 sgKi MaloTh MiIBUIIIEHUN PU3UK PO3BUTKY TOKCUYHUX IIPOSBIB Te0odiniHy 3 iHIIMX
MIPUYXH, CIIif BCTAHOBUTH HAT A IIOAO BUSBIEHHS O3HAK PO3BUTKY TOKCUYHOI [il
Teodininy. Tepamito Ciifg 3MiHUTH IPU HOSABI 03HAK TOKCUYHOCTI.

Ankanoiou b6apeiHky. Xo4ya BifTIOBigHUX OOCIIIXKEeHDb HEe TIPOBOAUIH, (DIIYKOHA3O0JI,
iMoBipHO uepe3 inrioyBanus CYP3A4, Moxe CIIPUYUHSITH MigBUINEHHS KOHIIEHTPAIIil
arkanoifiB 6apBiHKY y mjla3Mi KpoBi (HampuKJiad BIHKPUCTHUHY Ta BiHOIACTUHY), 110
NPU3BOAUTH 0 PO3BUTKY HEUPOTOKCUYHUX €(PEKTIB.

Bimawmin A. TToBigOMISINIOCS, IO y HalliEHTa, SIKUKA OJHOYAaCHO 3aCTOCOBYBaB
TPAHCPETUHOEBY KUCIOTY (KHMCIOTHA opMa BiTaMiHy A) Ta QIIyKOHA307I,
criocTepiranucs mobiuHi peakirii 3 60Ky leHTpalbHOol HepBoBol cuctemu (LJTHC) y
¢popMi ICeBOOTYMOPY I'OJIOBHOTO MO3KY; HaHUM e(PeKT 3HUK ITiCIIA BiTMiHU
dnykonazomny. Lli mikapchKi 3acobu MOXKHa 3aCTOCOBYBATH OJHOYACHO, ajie CIIif
rmam’siTaTH IIPO PU3UK BUHUKHEHHS N0oOiYHUX peakiiiii 3 6oky ILTHC.

BopukoHa3o (iH2i6imop CYP2C9, CYP2C19 ma CYP3A4). OgHo4YacHe 3aCTOCyBaHHSA
BOPUKOHa301y nepopasibHo (1o 400 Mr KoxHi 12 rogun npotsaroMm 1 OHs, HOTIM O
200 Mr koxkHi 12 roguu npoTtsarom 2,5 gHsA) Ta GrayKoHa30iy nepopaibHo (400 Mr B
nepuuu oeHsb, moTiM mo 200 Mr KoxkHi 24 TOOUHY OPOTAToM 4 OHIB) 8 3MOPOBUM
TOOPOBOJIBIISIM YOJIOBiYOI cTaTi mpu3Beso o mimsuineHHs Cmax Ta AUC
BOPUKOHA301Iy B cepemgHboMy 10 57% (90% OI: 20%, 107%) ta 79% (90% OI: 40%,
128%) BigmoBimHO. HeBimomo, 4Yu Mpu3BOAUTL 3HUKEHHS J03U Ta/abo 4acToTH
3aCTOCyBaHHS BOPMKOHAa30J1y abo (pIiyKoHa30Jly OO0 YyCyYHEeHHS TakKoro edpekTy. [Ipu
3aCTOCyBaHHI BOPUKOHA30Jy Micias (IYKOHA30JIY CJIIi ITPOBOAUTH CIIOCTEPEKEHHS
IIIOJI0 PO3BUTKY MMOOIYHMX edeKTiB, acollilioBaHUX i3 BOPUKOHA30JIOM.

3udosyouH. OnykoHasoin migsuinye Cmax tTa AUC 3ugoByguHy Ha 84% Ta 74%
BiITIOBiAHO, 1110 3yMOBJIEHO 3HUKEHHSIM KJTipeHCY 3UIOBYOUHY NpubIru3Ho Ha 45% npu
MOro ImepopaabHOMY 3acTOCyBaHHi. [lepion HamiBBUBEIeHHS 3UNOBYOUHY OyB TaK0XK
nmomoBxKeHUM npubnu3Ho Ha 128% micns 3acTocyBaHHSA KoMOiHaIlil GpIyKoHa3011y Ta
3UOOBYOUHY. 3a MallieHTaMH, sIKi 3aCTOCOBYIOTh TaKy KOMOiHallifo JTiKkapCchKUX 3aco0iB,
CJIifl CIIOCTepiraTu Ioa0 PO3BUTKY IMOOIYHUX peakilii, OB sI3aHUX i3 3aCTOCYBaHHSIM
3uOOByAUHY. MOXKHa PO3TJISHYTH OOLITBbHICTh 3HUXKEHHS 003U 3UOOBYOUHY.

A3umpomiyuH. Y xXofi HOCHiAKeHb OIL[iHIOBAJIM BIIJINB a3UTPOMIIIUHY Ta (PIYKOHA30Iy
Ha (papMakKOKiHETUKY OOWH OOHOI'O IIPU 1X OOHOYaCHOMY IIepopajibHOMY pPa30BOMY
3acTocyBaHHi y go3ax 1200 mr ta 800 Mr BignmosigHOo. 2KOOHUX 3HAYYIIUX
dbapmMaKOKiHETUYHUX B3a€EMOIM BUSBJIEHO He OyII0.

ITepopanavHi KoHMpauenmuasu. I1pu 3acTocyBaHHI (pIyKOHa301y y mo3i 50 MT BIIJIUBY
Ha piBeHb TOPMOHIB He OyJI0, TOMi SIK IPU 3aCTOCyBaHHiI prykoHa3omy y mo3i 200 Mr Ha



noOy crocTtepiranocs 30inbmenuss AUC etuHinectpaniony Ha 40% Ta
sieBoHOpPrecTpeny - Ha 24%. lle cBimuuTh IIPO Te, 1110 OHaraTopa3oBe 3aCTOCYBAHHS
(bmyKoHa30m1y y 3a3HaUYeHHUX A03aX HaBPSAMO YU MOXKe BIJIMBATH Ha €(pEeKTHUBHICTH
KOMOIiHOBaAHOT'O ITEPOPAIbHOT0 KOHTPAIeITURA.

Isakagpmop. CynyTHE 3acTOCyBaHHA 3 iBaKapTOpOM, IMigCUITIOBaYEM
MYKOBIiCIIMIO3HOTO TPaHCMeMOPaHHOI'0 PEeTyJIITOPa NPOBIIHOCTI, MigBUIITYE
€KCIO3ullilo iBakagTopy B 3 pa3wy, a rizpokcuMeTtuniBakadpropy (M1) -y 1,9 pasmn.
I maIieHTiB, SKi OMHOYACHO 3aCTOCOBYIOTH MoMipHi iHriGiTopu CYP3A, Taki K
(br1ryKOHa30751 i epUTPOMIIIUH, PEKOMEHOYETHCSA 3HUKEHHS O03U iBakadTopy A0 150 mMr
1 pa3 Ha moOy.

Oco00/1UBOCTi 3aCTOCYBaHHSA

Iepmamogimisa. BiammoBigHO 00 pe3ynabTaTiB OOCHIAXKEHHS QIYKOHA30JIy OIS
JIiIKyBaHHS mepMmaTodiTil y giTei, GrIyKoHa30J1 He TepeBUIllye rpu3eodyabBiH 3a
e(eKTHUBHICTIO i 3araJIbHUM IIOKA3HUK €(PeKTUBHOCTI cTaHOBUTH MeHIIe 20 %. Tomy
®dnyKoHa30J1 He CIIifi 3aCTOCOBYBATHU [JIA JIIKyBaHHS AepMaToQiTii.

Kpunmoxoko3. [loka3iB e(eKTUBHOCTI (PJIyKOHA30/y OIS TiKyBaHHS KPUIITOKOKO3Y
IHIIMX JIOKaJi3alliy (HalpuKia JIereHeBOT0 KPUIITOKOKO3Y Ta KPUIITOKOKO3Y IIKipH)
HEeOOCTaTHLHO, TOMY PEKOMEHAllil 100 OO30BOI0 PEeXUMY [JIA JIIKYBaHHSA TaKUX
3aXBOPIOBaHb HEMAE.

I'n1uboki eHOemiyHi miko3u. [IoKa3iB e(eKTUBHOCTI (DIIyKOHA30J1y OJIS JIIKyBaHH S
iHIIMX POpM eHOEeMiYHMX MIKO03iB, TAaKMX 5K ITapaKOKIIMOi0lMOMiKO03, TiCTOIJIa3M03 Ta
IIKiPHO-TiM(paTUYHUU CIIOPOTPUX03, HEAOCTAaTHBO, TOMY PEeKOMEeHAaliil 080
NO30BOI'0 peXUMY [OJid JIIKYyBaHHS TaKUX 3aXBOPIOBaHb HEMaAE.

Hupxosa cucmema. IlamierTaM i3 mopyiueHHSM QYHKIIN HUPOK IIperapar CIIif
3aCTOCOBYBaTHU 3 00epexkHicTio (OuB. po3ain «Crocib 3acToCyBaHHS Ta AO3U»).

Hedocmamuicmb HaOHuUpKosux 3asn03. KeTOKOHA30J1, SIK BiOMO, CIIPUYHHSIE
HeOOCTaTHICTh HaAHUPKOBUX 3aJI03, i Ile TaK0XK MO2XKe CTOCyBaTHuCs (PIIyKOHA30I1y,
X04a crocTepiraerbcs pigko. HemocTaTHICT, HaOHUPKOBUX 3aJ103, IOB’A3aHa 3
OOHOYACHUM JIiKyBaHHSM, OIIMCaHa B POo3[ini «Brnnus ¢piyKoHa30/1y Ha iHIII JTiIKapChKi
3acobu».

I'enamobiaiapHa cucmema. IanieATaM i3 mopymeHHaM QyHKINN ITeYiHKY IIpernapaT
CIIiI 3aCTOCOBYBATH 3 00epeKHICTI0. 3aCTOCyBaHHSA (hIIyKOHA30JTy acollifoBaiocs 3
BUHUKHEHHSIM PiIKiCHUX BUIIAIKiB PO3BUTKY TSAKKOI relaTOTOKCUYHOCTI, BKIII0OYAI0UHn
jleTallbHiI BUIAAKU, TOJIOBHUM YHMHOM Y IAIlIE€HTIB i3 TAXKKNUMU OCHOBHUMHU
3axXBOPIOBaHHSAMM. Y BUIlagKax, KOJIM PO3BUTOK reIaTOTOKCUYHOCTI aCoIllifoBaBCsd 13



3acToCyBaHHSIM (pJIyKOHA3011y, He OyJ10 Bim3HaYeHo ii SBHOI 3aJIe2KHOCTI Bifl 3arajbHOI
n1o00BOl 03U ITpemaparTy, TPUBAJIOCTI Teparril, ctaTi abo Biky mailieHTa. 3a3Bu4an
reraTOTOKCUYHICTh, CIpUYMHEeHa (p1yKoHa30J10M, 000POTHA, a il MPOosSIBU 3HUKAIOTh
MicyIsi MPUIIMHEHHS Teparil.

3a nauieHTaMu, y IKUX IIPU 3aCTOCyBaHHI QIIYKOHA30JIy CIIOCTEPIraroThCS BiIXUJIEHHS
pe3ysnbTaTiB QYHKIIIOHAIBHUX P00 MEeYiHKY, C/Iil BCTAHOBUTHU PETEJIbHUYN HarIsa
IIIOJI0 PO3BUTKY OiNIbII TSAKKOTO YpaXkKeHHS MediHKU.

[TamienTiB cmig mpoiHgoOpMyBaTH IPO CUMIITOMH, IO MOXKYTh CBIJYUTU PO CEPHUO3HUU
BILIMB Ha IeYiHKY (BUpaXkKeHa aCTeHisl, aHOPEKCis, IMoCcTiiHa HymoTa, O/1I0BaHHS Ta
KOBTSHUIISA). Y TAKOMY BUIIaAKYy 3aCTOCYBaHHS (PJIyKOHA30JIy CJIig HerauHO
IIPUIIMHUTHU Ta IPOKOHCYJIbTYBaTUCS 3 JIIKapeM.

Cepueso-cy0uHHa cucmema. J1esaKi a30jii, Yy TOMY YHCIi i GIIyKOHAa30J1, aCOIil0I0ThCS
13 momoBxkKeHHAM iHTepBany QT Ha enekTpokaphiorpaMi. IToBigoMIsiIocs Ipo AyxKe
piOKicHiI BUIagKu IMOmoBxkKeHHs iHTepBany QT Ta mapokcu3MasIbHOl IITYHOYKOBOI1
TaxXikapmil TUITy «IIipyeT» IIPU 3aCTOCyBaHHi npenapaTty ®mykKoHa3oi. Taki
IIOBIIOMJIEHHS CTOCYBAJIUCA MALI€HTIB 13 TAXKKUMM 3aXBOPIOBaAHHAIMU IIPU IIOEOHAHHI
O6araTbox (aKTOPiB pU3UKY, TAKUMU K CTPYKTYPHi 3aXBOPIOBAHHS CEPILIS, IOPYIIEHHS
eJIEKTPOJIITHOTO 0OOMiHYy Ta OgHOYaCHe 3aCTOCYBaHHS iHIIIMUX JTiIKapChKHUX 3aC00iB, 1110
BIIIMBAIOTH Ha iHTepBan QT.

®dnykoHa3o1 citin 3 06epekHICTIO 3aCTOCOBYBATH IAIliEHTaM i3 PU3UKOM PO3BUTKY
apuTMmiii. OgHOYacCHe 3aCTOCYBaHHS pPa3oM i3 IiKapChbKUMM 3acob0aMu, 110
MPOJIOHTYIOTH iHTepBan QTc Ta MeTabomi3yl0ThCs 3a gornoMmoroio pepmenty CYP3A4
nuToxpoMmy P450, npoTunoka3aHe.

I'anopanmpuH. 'anodauTpun € cyoctpatoM pepmenty CYP3A4 i mpoJioHTYy€E iHTEpBal
QTc pu 3acTOCYyBaHHI y pEeKOMEHOOBAHUX TepaleBTUYHUX fo3ax. OgHoyacHe
3aCTOCyBaHHS rajodaHTpUHy Ta PJIyKOHA30Jly He PEKOMEeHAYEThCH.

IlepmamooziuHi peakuii. ITig 4ac 3acTocyBaHHS (hDIIyKOHA30Jy PiAKO ITOBiIOMIISIIOCS
ITPO PO3BUTOK TaKMX eKC(POoJIiaTUBHUX IIKIPHUX peakllii sk cuHapom CTiBeHCa-
II>KOHCOHA Ta TOKCUYHUM emigepManbHuM Hekpomni3. ITamienTu 3i CHIMom 6inbin
CXUJIbHI 10 PO3BUTKY TSAXKKMUX MIKiPpHUX peaklliii Mpu 3aCTOCYyBaHHI 6araThox
JIiKapchbKUX 3aco0iB. AKIIO y nallieHTa i3 moBepXHEeBOI IPUOKOBOIO iH(PEKITiEI0
3'SIBISIOTHCS BUCHUIIH, 110 MOXKHA IIOB’sI3aTH i3 3aCTOCYBaHHAM (PIIyKOHA30I1y,
rnopasiblile 3aCTOCYBaHHA IIpenaparTy CIif IPUIUHUTHU. fKINo y naliesTa 3
iHBa3MBHOIO/CHUCTEMHOIO T'PUOKOBOIO iH(EKIIIEIO 3 IBIII0THCSA BUCUIIX Ha MIKipi, 3a
MO0 CTAHOM ITOTPiOHO PETEeNbHO CIIOCTEPITaTH, a Y BUIIaAKY PO3BUTKY OYIbO3HUX
BUCHUIIIB a00 MyIbTUDOPMHOI epUTEMU 3aCTOCYBaHHS (PJIYKOHA30y CJIi MPUITUHUTH.



I'inepuymaugicms. Y pigKiCHUX BUIIagKaX IMOBIOOMIISAIOCS IIPO PO3BUTOK
aHa(PIIAaKTUYHUX PeaKIlii.

Llumoxpom P450. ®nykKoHa301 € IOTYKHUM iHTiGiTopoM pepmenTy CYP2C9 Ta
nomipHuUM iHridiTopom pepmenTty CYP3A4. Takoxk (hrykKoHa30J1 € iHTiGiTOpOM
dbepmenTy CYP2C19. Cnif criocTepiratu 3a CTaHOM MAIli€EHTIB, IKi OMHOYACHO
3aCcTOCOBYIOTh PJIIOKOHA30J1 Ta IIpelapaTy 3 BY3bKUM TePaleBTUYHUM BiKHOM, IIIO
MeTabomi3yrThes 3 yuacTio CYP2C9, CYP2C19 ta CYP3A4.

TeppeHaduH. Criig peTenbHO CIIOCTEPIraTy 3a CTAaHOM HalliEHTa IIPHU OOHOYaCHOMY
3acTocyBaHHi TepdeHanuHy Ta paykoHalony y go3i menine 400 mMr Ha go0y.

LonomiscHi peyosuHu. [IpenapaTt MicTUTE 1akTO3y. [lalmieHTaM 3 pigKiCHUMU
CIIafIKOBUMM 3aXBOPIOBAHHSAMU, TAKUMU SIK HEIIEPEHOCUMICTh rajlakKTO3H,
HeOoCTaTHICTh nakTas3u Jlamnma Ta ManbaObCopOIlis TITI0KO3U-TaJIaKTO3M, He CIIiM
3aCTOCOBYBaTHU ey IIpenapar.

3maTHICTH BIUTMBATH Ha IBUIKICTH peakiIlii NIpH KepyBaHHI aBTOTPaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

HocrigKeHb BIIUBY npemnapaTty OIyKoHa30J1 Ha 30aTHICTh KepyBaTU
aBTOTpPaHCIIOPTOM abo ITpallloBaTH 3 iHIIMMHU MexXaHi3MaMM He ITPOBOOUJIN.

[MauieHTiB cmig mpoiH(gOpMyBaTH PO MOXKJIMBICTh PO3BUTKY 3allaMOpPOYeHHSA abo
CYZOM IIif Yac 3aCTOCOBYBaHHA IIpemnapaTry ®a1yKoHa30J. [Ipu pO3BUTKY TaKUX
CUMIITOMIiB He PeKOMEHOYEThCS KeEPYBaTH aBTOTPAHCHIOPTOM ab0o mpalfoBaTH 3
IHIIMMU MeXaHi3MaMu.

3acTocyBaHHs y nepioa BaritTHocTi a00 rogyBaHHsI IPyaaio

[ToBimoMiisiyiocsI IPO YHUCJIEHHI BPOAXKEHI MaTOJIoril Y HOBOHAPOAXKEHHUX (BKITI0Ual04Hn
Opaxinedarriro, gucnasiio BYNIHOI paKOBUHY, HagMipHe 30iIbIIeHHS ITepeaHboro
TiM’siUKa, BUKPUBJIEHHS CTErHa, [JIEYOIPOMEHEBUU CUHOCTO3), MaTePi IKUX
mpuiiManu BUCOKi mo3u ¢piykoHas3omny (400-800 mr/mo6y) IpoTATroM NpUHAUMHI TPHOX
a60 OinbIlle MiCAIIIB OIS JTiKyBaHHS KOKIIUAI0IA03Y. 3B’ 130K MiXK 3aCTOCYBaHHSIM
(pr1yKoHa30/1y Ta H¥MMHU BUNIaJKaMU HEe BU3SHAYEHUM.

HocCmiaXKeHHsI Ha TBaPHUHAX IIPOOEMOHCTPYBaAINU PEIIPDOOYKTUBHY TOKCUYHICTB.

IaHi, oTpuMaHi I1ig Yac ogHOPa30BOT0 ab0 ITOBTOPHOT'O 3aCTOCYBaHHA (PJIYKOHA30Y V
3BuYanHux go3ax (< 200 mr/mo0y) KiTbKOM COTHSIM BariTHUX XKiHOK IPOTATOM I
TPUMECTPY BariTHOCTI, He IPOOEMOHCTPYBa/IU IIiABUIIIEHOI0 PU3UKY BUHUKHEHHS
MobOiYHUX peaklliil y mioja.



He cmig 3acTocoByBaTu 3BU4YalHi 403U (PJIyKOHA30/Iy Ta KOPOTKOTPHUBAJi KypCHu
JIiKyBaHHS (PJIYKOHA30JI0M y IIepPion BariTHOCTI, 3a BUHATKOM KpalHbOl HEOOXimMHOCTI.

He crig 3acTocoByBaTu BHCOKi 003U (JIyKOHA30/Iy Ta/ab0 TpUBaJli KypCH JIiKyBaHHS
(pr1yKOHa30710M y mepiofn BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(MEKIIiH, 10 MOXKYTh
3arpoXkKyBaTU XKUTTIO.

®yKoHaA30J/I IPOHUKAE ¥ TPyOHE MOJIOKO Ta OOCATA€E HUKYO01 KOHIIEHTpallil, HiX y
n1a3Mi KpoBi. 'ogyBaHHSA rpyanto MOXKHA IPOJOBXKYBAaTHU MiC/IsA pa30BOTO
3aCTOCYBaHHS 3BUYaMHOI 703U (GJIyKOHA301y, 1110 cTaHOBUThE 200 Mr abo MeHIIe.

l'opgyBaTu rpynanio He PeKOMEHOYEThCSA ITpU OaraTopa3oBoOMy 3aCTOCYBaHHI
¢bnykoHazonmy abo Impu 3acTOCyBaHHI BUCOKHUX A03 (hIIyKOHA30ITY.

Cmocid 3acTocyBaHHs Ta J03H

ITo6oBa mo3a (p1yKOHaA30J1y 3aJIeXXUTh Bifl BUAY Ta TSIKKOCTi rpuOKoBoI1 iHeKIii. s
OiNTbIIOCTI BUMIAAKIB BariHaJbHOTO0 KAHAUA03Yy OOCTAaTHHO Pa30BOT0 3aCTOCYBaHHS
npemnapary.

[Tpu HeoOximHOCTI 6araTopPal30BOT0 3aCTOCYBaHHS IIpenapary JIiKyBaHHSA iH(GEeKIiNi CITif
MTPOMIOBXKYBATH 10 3HUKHEHHS KIiHIYHUX Ta 1ab0paTOPHUX IIPOSIBiB aKTUBHOCTI
rpubkoBoi iHdekil. HemocTaTHs TpUBaIiCTh TiKyBaHHS MOK€e IPU3BECTU IO
BiTHOBJIEHHSI aKTUBHOI'O iHQEKIIMHOTO IPOIIECY.

®nykKoHa30/1 3aCTOCOBYIOTh, 3a/I€KHO Bifl JlikapcbKol popMu, mepopasbHoO abo
BHYTPIIIHbOBEHHO HIIAXOM iH(Y3il. Ciocib 3acToCcyBaHHS ITpelapaTy 3aJeXKUTh Bif
KJIiHIYHOTO CcTaHy nailieHTa. HeMae HeoOxigHOCTI y 3MiHi m0O0BO1 A03U IperapaTy IIpu
3MiHI IUIAXY MOT0 3aCTOCYBaHHSA 3 I€POPaJIbHOTO Ha BHYTPIITHEOBEHHUN Ta HaBIIaKU.

Kancynwu cnig koBTatu ninumu. [Ipuiiom npenapaTty He 3aJIeKUTh Bif IPUNMOMY 1XKi.

Hopocui.

Kpunmokokos.

JIikyBaHHSI KPUIITOKOKOBOT'O MEHIHTITY: HaBaHTaXyBaJibHa J03a CTaHOBUTH 400 Mr y
nepmui geHsb. IligTpuMyBanbHa go3a - 200-400 mr/mo6y. TpuBaicTh JIiKyBaHHS
3a3BUYal CTAHOBUTH MIOHaUMeHIIe 6-8 TuxkHIB. [1pu iHeKIIigax, 110 3arpoXKyIOTh
KUTTIO, OOOBY m03y MOxKHa 36inbpimtu 1o 800 mr.

[TigTpuMyBasibHa Tepamis OjIs MoNepeaXKEeHHs PeUaUuBY KPUIITOKOKOBOI'O MEHIHTITY ¥
Mali€eHTiB 3 BUCOKMM PU3UKOM MOT0 PO3BUTKY: PEKOMEHOBaHa f03a IpenaparTy
cta"HoBUTh 200 Mr/mo0y IpOTATOM HeOOMeXKeHOro 4acy.



Kokuudioidos.

PekomeHnpoBaHa nmo3a ctaHoBUTH 200-400 mr/mo0y. TpuBamicTh JTiKyBaHHS CTAHOBUTH
11-24 wmics1i abo moBiIe 3aie’KHO Bifl cTaHy maillieHTa. [IJig nikyBaHHS OesKux ¢popm
iH(peKI1il, a 0cOOMUBO [ JIIKYyBaHHS MEHIHTITy, MOXKe OyTH OOIIIbHUM 3aCTOCYBaHHS
no3u 800 mr/mo0y.

IHBa3usHi kaHOuUOO3U.

HaBaHTaxyBasnbHa go3a cTaHoBUThH 800 Mr y mepiuui geHb. [linTpuMyBaibHa Oo3a -
400 mr/mo6y. 3a3BuYall peKOMeHI0BaHa TPUBAJIICTD JIiKyBaHHS KaHOUOEMil CTAHOBUTh
2 THUXKHI ITIC/IA MepIIUX HEraTUBHUX PEe3yJIbTaTiB T€MOKYJIbTYPU Ta 3HUKHEHHS O03HaK
KaHOuaeMil.

KaHoudo3 cau3zosux 060/0HOK.

Kannupo3 poTOrIoOTKY: HaBaHTaXKyBajlbHa f03a cTaHoBUTH 200-400 Mr y nmepiiuu
OeHb, migTpuMyBanbHa go3a - 100-200 mr/mo0y. TpuBanicTh JIiKyBaHHS CTAHOBUTD 7-
21 peHb (DO DOCATHEHHS peMicil), aje Moxe OyTu 30ilbIlIeHa OJiS Malli€HTIiB i3 TIXKKUM
iMyHOZEIITUTOM.

Kanaupo3 cTpaBoxXony: HaBaHTaXyBaJibHa A03a cTaHOBUTH 200-400 Mr y mepmuu
OeHb, ninTpuMyBasibHa go3a - 100-200 Mr/go6y. TpuBanicTh JTiKyBaHHS CTQaHOBUTH 14-
30 mHiB (OO0 moCsSrHeHHs peMicii), ame Moxke OyTu 30inbIlleHa OJI MaIliEHTIB i3 TAXKKUM
imyHOmEedinuTOoM.

Kangunypisi: pekoMmeHaoBaHa mo3a cTaHoBuTh 200-400 mr/mo0y npoTtsirom 7-21 mHIB.
I TmalieHTiB i3 TAXKKUM iMyHOOe(ilIMTOM TPHUBAICTh JIIKYBaHHS MOXKHa 30iIbIIIUTH.

XpoHiUyHUM aTpOoQiyHUM KaHOUO03: peKOMeHAoBaHa g03a CTaHOBUTH 50 Mr/mo0y
npotsarom 14 oHiB.

XpoHIYHMYM KaHOUI03 IIKiPHU Ta CIM30BUX 000JIOHOK: peKOMEeHOBaHa [03a CTAHOBUTh
50-100 mr/mo6y. TpuBaicTh JTiKyBaHHS CTAHOBUTH [0 28 OHIB, asle Moxke OyTU
30isbIlIeHa 3aJIeKHO Bif TIKKOCTi Ta BUny iH(eKIii abo 3HMXKEeHHS iIMyHITETY.

[TonnepemkeHHS PelIUAUBY KaHOUOO3Y CIU30BUX 000JIOHOK y mallieHTiB 3 BIJI, gaki
MalOTh BUCOKUU PU3UK UOT0 PO3BUTKY.

KauHnupmos poTorinoTKy, KaHOUO03 CTPaBOXOAY: peKOMeHO0BaHa fo3a cTaHOBUTH 100-
200 mr/mo0y a6o 200 Mr 3 pa3u Ha TUXKAEHb. TpUBaiCTh TiKyBaHHS € HEOOMEIKEHOIO
IJIs1 TTALllE€HTIB 13 IPUTHIYeHUM IMYHITETOM.

ITpoginakmuka KaHOUOO3HUX IHeKUil y nauieHmia i3 mpusds10t0 HelUMmpPONeHIEHo.



PekxomenpoBaHa po3a ctaHOBUTH 200-400 mr. JIiKyBaHHSA CJIifl pO3IIOYUHATHU 3a KijlbKa
OHIB IO OYiKyBaHOTO PO3BUTKY HEUTPOIEHIl Ta MPOOOBXKYBaTHA NPOTATOM 7 OHIB HiCIA
MigBHUILIEHHS KibKOCTI HeuTpodiniB moHam 1000/mMm3.

I'enimasavHi KaHOUOO3U.

locTpuii BariHanbHUM KaHOUO03, KaHOAUAO3HUM OalaHIiT: peKOMeHoBaHa J03a
cTaHOBUTH 150 MI pa30Bo.

JIikyBaHHS Ta IpodinakTUKa PeUUANBHUX BariHalbHUX KaHOAUO03iB (4 abo Oinbline
BUIIAOKIiB Ha PiK): peKOMeH0oBaHa Jo3a cTaHoBuTh 150 Mmr 1 pa3 Ha 3 gHIi. Ycworo crifg
3actocyBaTtu 3 mo3u (1-1 meHs, 4-i geHb Ta 7-u geHb). [licias uporo cif
3aCTOCOBYBaTH IMiagTpuMyBaibHy A03y 150 Mr 1 pa3 Ha TUXKOEHb IPOTATOM 6 MiCSIIiB.

Ilepmamomikosu.

Miko3 cTom, MiKO3 IJIafeHbKOl IIKipy, IaX0BUM OepMaTOMiK03, KaHONUO03Hi iHeKITil
IIKipHu: peKOMeHoBaHa go3a CTaHOBUThH 150 Mr 1 pa3 Ha TuxkpaeHb abo 50 mMr 1 pa3 Ha
noOy. TpuBamicTh NiKyBaHHS CTAHOBUTH 2-4 THXKHIi. JIiKyBaHHS MiKO3y CTONI MOXe
TPUBATU OO0 6 TUXKHIB.

PizHoOapBHU NuIllali: peKOMeHIoBaHa go3a cTaHoBUThH 300-400 Mr 1 pa3 Ha TUXKOEHb
npotsiroM 1-3 TuxkHiB abo 50 Mr Ha moOy IPOTATOM 2-4 TUXKHIB.

IMepMaTodiTHUM OHIXOMiKO3: peKOMeHI0BaHa mo3a cTaHOBuTh 150 Mr 1 pa3 Ha
TUXKAeHb. JIiKkyBaHHS CJIi MPOAOBXKYBaTU OOKU Ha MicIi iH(pIKOBAHOTO HITTS HE
BUPOCTE 300pOoBUH. [I11s BigpoCTaHHA 300POBUX HII'TiB Ha pyKaxX Ta Ha BEJIMKUX
IabIAX HIr 3a3BU4Yay HeoOximHO 3-6 MicdariB Ta 6-12 MicsaiiB BignoBimHo. OgHaK
IIBUOKICTh POCTY HIT'TIB y IaIliEHTIB MOKe OyTH Pi3HOIO Ta 3ajiexkaTH Bif Biky. ITicns
YCIIIIHOTO JIIKYBaHHS TPUBAJIUX XPOHIUYHMX iH(PeEKIIi! opMa HIrTs iHOAI 3aIUIIaEThCSI
3MiHEHOI.

IlauieHmu a1IMHbBO20 BIKY.

ITo3y HeoOximHO minbupaTH 3ajie’KHO Bifg cTaHy QYHKIIM HUPOK (OUB. HUXKYE).

IlauieHmu 3 HUPKOBOO HedoCmamHicmio.

[Tpu pa3oBOMYy 3aCTOCyBaHHiI KOPUTYBaTU H03y PpriyKoHa30Jy He moTpiOHo. [TamieHTaMm
(BKJIIOYalo4u OiTei) i3 mopyiieHHAM GYHKITIM HUPOK ITPU HEOOXimHOCTI
6araTopal30BOro 3aCTOCYBaHHS IIperapaTty y NeplIui JeHb JTiKyBaHHS CIIif
3aCTOCOBYBaTU II0YATKOBY 03y

50-400 Mr 3a7exKHO Bim nmokasaHHsA. ITicias nporo go6oBy H03y (3a/1eKHO Bif
TMOKa3aHH) CJIi po3paxoByBaTH BiANOBIAHO [0 TaOIUIli HUXKYE:



KrnipeHc KpeaTuHiHy (MJ1/XB) BifgcoTok Big peKOMeHIOOoBaHOl 103U
> 50 100%

< 50 (6e3 miamizy) 50%

Perynsapuuu miani3 100% micnss KOXKHOTO gianily

[TamieHTH, siKi mepebyBalOTh Ha PETYASIPHOMY Hianisi, moBuHHiI oTpumyBaTu 100%
PEKOMEHO0BaHOl J0O3HU MiCJIs KOXKHOTO Aianidy. Y meHb, KOIU [iajli3 He IPOBOOUTHCS,
[alli€eHT IOBUHEH OTPUMYBaTH 003y, BIOKOPUTOBaHYy 3ajieXKHO Bif KJIipeHCYy
KpeaTuHiHy.

ITauieHmu 3 nopyweHHAM YHKUIil nevyiHKU.

®JIyKOHA30J1 CJIifi 3aCTOCOBYBAaTU 3 00EPEKHICTIO MalliEHTaM i3 MOPYyIIEeHHSIMU
(pyHKIiN eYiHKY, OCKIIbKY iH(pOpMaIlil OO0 3aCTOCYBaHHS (PIIyKOHA30Jy Lii
KaTeropil mali€eHTiB HeJOCTaTHEO.

imu.
He crig mepeBuiilyBaTy MakCcuMalbHy 0000BY mo3y 400 mr.

Ak i mpu aHamOTiYHUX iHPEKIiIX ¥ JOPOCIINX, TPUBAJIICTD TiKyBaHHS 3aJIeKUTh Bifl
KJIiHiYHOI Ta MikKoJoriuHoi BigmoBimgi. ®1yKoHa30J1 3aCTOCOBYIOTEH 1 pa3 Ha mo0y.

[lo3yBaHHS nIpenaparTy OjId OiTel i3 NOpyLIeHHAM (QYHKIIM HUPOK HaBeOeHO HUuXYe.
dapmMakoKiHETUKY (PJIyKOHA30JIy He AOCIIAXKYBalu y OiTel i3 HUPKOBOIO
HeOoCTaTHICTIO.

Ilimu sikom 8i0 12 pokis.

3asiekHo Bif Macu Tiya Ta myOGepTaTHOTO PO3BUTKY JIiKapIo CIIiI OILIHUTH, siKa m0o3a
npemnapaty (O mopociaux abo s miTed) € ONTUMAaJIbHOIO IS HalieHTa. KiiHiuHi
IOaHi cCBig4YaTh IPO Te, III0 y OiTeu KiipeHC QIyKOHA30JIy € BUIIUM IIOPiBHSIHO 3
nopocnumu. 3actocyBanHs o3 100, 200 ta 400 Mr gopocnuM Ta 03 3, 6 Ta 12 Mr/Kr
OiTSM ITPHU3BOOUTH [0 MOCSTHEHHS MOPIiBHSIHHOI CUCTEMHOI €KCIIO3UIIil.

EdekTuBHiICTh Ta 0€3ME€YHICTh 3aCTOCYBaHHS IIpelapaTy A JIiKyBaHHS reHiTaJIbHUX
KaHOUOO03IB y OiTel He BCTAHOBJIEHI, He3BaXKal4yM Ha BUYEPIIHI OaHi 111040
3acTocyBaHHA npernapaty OnyKoHa30J AiTaM. AKIo icHye HarajabHa Imorpeba
3aCTOCyBaHHS Ipenapary ImiaaiTkaM (BikoM Big 12 go 17 pokiB), Ciig 3aCTOCOBYBaTH
3BUYAMHI JO3U O/ OJOPOCIIUX.

Ilimu eikom 8i0 5 do 11 poxis.



Kanpuposu cnu3oBux 000JIOHOK: ITOYaTKOBA 103a CTAHOBUTH 6 MI/KT/mo0y,
migTpuMyBaJjibHa mo03a - 3 Mr/Kr/mo0y. ITouaTKoBy m03y MOXKHA 3aCTOCOBYBATHU B
MIePIINH IeHb 3 MEeTOI0 OibIII ITBUOKOTO MOCATHEHHS PiBHOBaXKHOI KOHIIEHTPAIIil.

IHBa3MBHI KaHOWOO3M, KPUIITOKOKOBUM MEHIHTIT: [03a IIpemnapaTy CTaHOBUTH 6-12
MT/KT/mo0y 3ajie’kKHO Biff CTyIeHs TAXKKOCTi 3aXBOPIOBaHHS.

[TligTpuMyBanbHa Tepamis OIS IMoNepeaKeHHs PeUuaUBY KPUIITOKOKOBOTO MEHIHTITY ¥
OiTed i3 BUCOKMM PU3UKOM MOT'0 PO3BUTKY: J03a IpernapaTy CTAHOBUTh 6 MI/Kr/mo0y
3aJIeKHO Bi[ CTYII€HS TAXKKOCTI 3aXBOPIOBaHHS.

[TpodimakTKa KaHOUOO3iB y MAIli€EHTIB 3 iMyHOAeimTOM: J03a IIpernapaTry
CTaHOBUTH 3-12 Mr/Kr/mo0y 3areKHO Biff BUPaKEeHOCTi Ta TPUBAJIOCTi iHOYKOBaHOL
HEUTPOTIeHil (OIUB. HO3U [OJI JOPOCIUX).

itk

3acTtocoByBaTu npenapat ®ykKoHa305 y ¢hopMi KaIllcyi il KaTeropii naiieHTiB
MO2KHa TOMi, KOJM OiTU 34aTHi 6e31eYHO MPOKOBTHYTHU KallCyJly, III0 3a3BUYal €
MOZKJIMBHM Y Billi Bifl 5 pokiB (auB. po3min «Cnocib 3acToCyBaHHS Ta OO3W»).

Ilepemo3yBaHHs

OTpuMaHO MOBIHOMJIEHHS IIPO epeao3yBaHHA (QIYKOHA30JI0M; OOHOYAaCHO
MMOBiTOMJISIJIOCS TIPO TaJIIolIMHAllil Ta ITapaHoifalbHy MOBEIIHKY.

[Tpu mepeno3yBaHHi HEOOXiAHO IMIPOBECTH CUMIITOMATHUYHY MiATPUMYBaJIbHY TepaIlliio
Ta y pa3i HeoOXigHOCTI - MPOMUTH IITYHOK.

®nyKOHa30/I 3HAYHOIO MipOI0 eKCKPETYETHCA 3 cedelo; GOpCoBaHUM Aiype3 MOoxKe
IIPUCKOPUTU BUBEOEHHS IIpenapary. CeaHC reMopiaiidy TPpUBaJIICTIO 3 TOOVHU 3HUXKYE
piBeHb QIIYKOHA30JIy y myia3Mi KpoBi mpubmausHo Ha 50%.

IToOiuni peakii

HattuacrTime (> 1/10) moBigoMIsiziocs Ipo Taki moOiyHi peakiiii: romoBHUM 6inb, 6inb y
YyepeBHil ITOPOXKHUHI, miapes, HyooTa, OJII0BaHHS, BUCUIIAHHS, ITiABUIIIEHHS PiBHS
anaHiHamiHoTpaHcdepasu (AJIT), acnmapratamiHoTpanchepasu (ACT) Ta myxKHOI
docdarasu KpoBi.

[I715 OLIHKY YaCTOTH BUHMKHEHHS ITOO0IYHUX peakiliii BUKOPHUCTOBYIOTh TaKy
Kinacudikalito: ayxe dacto (= 1/10), gwacto (= 1/100, < 1/10), HewacTo (= 1/1000, <
1/100), pigko (= 1/10 000, < 1/1000), oyxe pigko (< 1/10 000), yacTtoTa HeBimoMa
(HEeMOZKJIMBO OILIIHUTHU Ha MHiiCcTaBi HAABHUX JAaHUX).



3 60Ky cucmemu Kposi: HedacTO - aHeMisl; PiIKo - arpaHyJIOLUTO3, JIENKOIEeHis,
HEeUTPOIIEeHiss, TPOMOOIIUTOIIEHis.

3 60Ky iMmyHHOI cucmemu: pigko - aHadinakcis.

3 60Ky Mmemab0.1i3My: HEYACTO - 3HUKEHHS alleTUTY; PiIKO - TinepTPUrilepumeMis,
rimepxojyieCTepUHEMIs, TilmoKasieMis.

3 60Ky ncuxiku: He4acTo - 0€3COHHS, COHJIUBICTb.

3 60Ky Hepsosoi cucmemu: 4acTo - TOJIOBHUM 0ijb; HEYaCTO - CYIOMH,
3alaMOpPOYeHHs, mapecTe3il, IIOPYIIeHHS CMaKy; PiIKoO - TpeMop.

3 60Ky opeaaHia cayxy: HEYACTO - BEPTHUTO.

3 60Ky cepusi: pigKo - MapoKCcu3MaJllbHa IITYHOYKOBA TaXiKapmist THUIY «IipyeT»,
nonoBxXkeHHd iHTepBany QT.

3 60Ky mpasHo20 mpakmy: 4acTo - Oiflb ¥ YepeBHil ITOPOXKHUHI, giapes, HyOO0Ta,
OJ1I0BaHHS; HEYaCTO - 3aIlop, JUCIIEICisl, METEOPU3M, CYXiCTb y POTi.

3 6oKy eenamobisiapHoi cucmemu: 94acTo - ITiOABUIIEHHS PiBHSA
anaHiHamiHnoTpaHcdepasu (AJIT), acnmaprataminoTpancdepasu (ACT), myKHOI
docdaTtasu; HeyacTo - XosecTas, JKOBTIHULIA, ITiOABUIIIEHHS PiBHS OinipyOiHy; pigko -
IMeYiHKOBa HeJOCTAaTHICTh, remaToleII0JIIPHIN HeKPOo3, TellaTUTH, TelaToe TIoIsIpHe
ypaxKeHHs.

3 60Ky wkKipu ma niOwWKIipHOi MKAHUHU: 9YaCTO - BUCUIIAHHS; HEYaCTO - CBepOixK,
MeOVKaMeHTO3HUU JepMaTUT (BKI0Yaodu (PiKCOBaHUU MeOUKaMEeHTO3HUN
OepMaTHuT), KPOIUB THKA, MTigBUIIEeHEe ITOTOBUOIJIEHHS; PiIKO - TOKCUYHUU
emigepManbHUM HEKPOIi3, cuHOpoM CTiBeHca-II>KOHCOHA, TOCTPUU reHepali3oBaHUN
€K3aHTeMaTO3HUM MyCTYIb03, eKCPHOoITiaTUBHUMN OepMaTUT, aHTIOHEBPOTUYHUH
HaOpsIK, HAOPSIK 00/ TMYYsI, aJIomelris.

3 00Ky KiCTKOBO-M’5I30BOl CUCTEMH: HEYACTO — Mianiris.

3JarasbHi po3fiagyu: HevacTo - [ifBUllleHa BTOMJIIOBAHICTh, He3NyXKaHHs, aCTeHisd,
rapsdka.

Himu.

YacToTa Ta XxapakTep NoOiYHUX peakllil i BimxusieHb Bio HOPMU Pe3yIbTaTiB
1abopaTOPHUX aHali3iB y X0l KIiHIYHUX OOCITigXKeHb 3 YYacTIO [iTel MOPiBHSIHO 3
TAaKUMU YV OJOPOCIIUX.

38im npo nido3prosaHi nobiuHi peakuii.



3BiTYyBaHHS PO Migo3pioBaHi MOOiUHI peakiiil micis peecTpaliil TikapchbKoro 3acody
Ma€ BaXKJIUBe 3Ha4YeHHs. lle ga€e 3Mory MpoBOoAuTU Oe3nepepBHUN MOHITOPUHT
CIIiBBIIHOIIIEHHS MiXX KOPHUCTIO 1 pu3uKaMU, I10B sI3aHUMU 3 3aCTOCYBAHHSM LIbOT'O
JIiIKapChKOT0 3aco0y. MeguuHUX IIPalliBHUKIB ITPOCSATH 3BiTyBaTHU PO OyOb-sIKi
mimo3proBaHi MOOiUHI peakilil BiIOBIiOHO MO BUMOT MiCIIeBOTO 3aKOHOOaBCTBA.

TepMiH NpUIAaTHOCTI
2 POKH.
VYMmoBHu 30epiranHs

36epiraTtu B opuriHambHiM yIIaKOBIli IIpU TeMIlepaTypi He Buiie 25 °C.

30epiraTty y HeIOCTYIIHOMY OJISI OiTeM MicIIi.
YnakoBka

ITo 10 kancyn y 6mictepi, 1 6icTep y KOpoOtii.
KaTeropis Bignycky

3a peLenTom.

BupooHHK

TOB «<ACTPAOAPM».

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaXKeHHsI
IJistIbHOCTI

Ykpaina, 08132, KueBo-CBATOIMHCHEKUY P-H, M. BuitHeBe, ByJn. KuiBcbeKa, 6.
[Ixepeso iHCTPYKITil

[HCTpyKIIifo TiKapChKOro 3aco0y B3aTO 3 0illiiHOTO mKepesia — [lepKaBHOTO PEECTPY
JIiIKapChKHX 3ac00iB YKpalHu.
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