[HCTPYKIIIA

71T MEAWYHOTO 3aCTOCYBAHHS JTiKapCHKOT'0 3acoby

®JII03AK

(FLUZAC)

Cknao:
ditoua pevosuHa: fluconazole;
1 TabneTka MicTuTh GykoHazony 150 mr;

0onoMidCHI pe4o8UHU: Kambliio rifpodocdaT, KpoxMaib KyKyPYyA3sSTHUHN, KPEMHIIO Ji0KCHU[ KOJIOITHUH
0e3BO[HMI, MaTHiIO CTeapaT, HAaTPil0 KPOXMAaJbITKOMAT (TUI A), HAaTPilo Taypuicynbdar,
MeTumnmnaparigpokcuden3soat (E 218), mpominmaparigpokcubensoart (E 216), Tanbk, 6apBHUK [T0HCO
4R (E 124).

JIikapcbKka ¢popmMa. TabneTku.

OcHosHi (i3uko-xiMiyHi 8 1acmueocmi: TIOCKi, KpyTJli TabJIeTKHA POKEBOT'0 KOJIbOPY 3
BKpAIIJIEHHSIMHY, 31 CKOIIEHNMU KpasgMHu, 3 JIiHi€I0 PO37I0My 3 OOHOTO OOKY Ta rjafeHbKi 3 iHIIoro.

dapMakoTepaneBTHYHA rpymna. [Ipoturpubkosi 3acobu [Jisi CUCTEMHOTO 3acToCyBaHH. [ToxinHi
Tpra3soiy. Kog ATX JO2A CO1.

dPapmakono2iuHi e1acmusocmi.

dapmakoOuHamika.

MexaHi3M mii.

®nyKoHa3071 € TPOTUTPHOKOBKAM 3aCO00M KJlacy Tpra3oiB. [IlepBUHHUM MexXaHi3MOM HOro fil €
IPUTHIYEeHHS IPuOKoBOro 14-ambda-TaHoCTEPOSI-IEMETHITIOBAHHS, OII0CEPEIKOBAaHOT0 IUTOXPOMOM
P450, 110 € HeBif'eMHUM eTanoM 6i0CHHTE3y IpubKOBOT0 eprocTepony. Akymynsiis 14-anbda-MeTumn-
CTEPOJIiB KOPEJIIOE 3 MTOMAbIIO BTPATO eprocTepoy MeMOpaHoio rpubKOBOI KITITHUHY Ta MOXKe
BifimoBigaTu 3a MPOTUTPUOKOBY aKTUBHICTh (PriyKoHa305y. ®IyKoHa30J € OiNIbIl CEIEKTUBHUM 10
rpubkKoBux hepMeHTiB IuToxpoMmy P450, HixXK [0 pi3HUX cucTeM GpepMeHTiB nuToxpoMy P450 ccasis.

3acrocyBaHHS QyKoHa307y v mo3i 50 Mr Ha o6y mpoTsaroMm 28 [HIiB He BIIJIMBAE Ha PiBeHb
TECTOCTEPOHY y IJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb eHOOTeHHUX CTEPOIMiB ¥ KiHOK
pemnpoayKTuBHOTO Biky. ®mykoHa3on y mo3i 200-400 Mr Ha mo6y He MPOSIBIISIE KITiHIYHO 3HAYYLIOTO
BIIJIUBY Ha PiBeHb €HNOT€HHUX CTEPOiNiB a0 Ha BigmOBib Ha CTUMYJISIII0 aAPEHOKOPTUKOTPOIIHOTO



ropmony (AKTT) y 3mopoBux m0OpOBOJIBIIIB YOIOBI4YOL CTATi.

HocnimKeHHS B3aEMOIii 3 aHTUITIPUHOM TIPOIEMOHCTPYBaIH, 110 3acTocyBaHHA 50 Mr (IyKOHA30I1y
pPa3oBo K 6araTopa3oBO He BIINIMBA€ Ha MeTab0/1i3M aHTUIIIPUHY.

YyTIUBICTE in Vitro.

®nykoHa3071 in vitro 0eMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUAIB Candida, 1110
3ycTpidaloThcs HandacTime (Bkimtodatoun C. albicans, C. parapsilosis, C. tropicalis). C. glabrata
OEMOHCTPYE LIMPOKUY Hialta30oH YyTIUBOCTI 70 ¢iyKoHa3omy, Tofi K C. krusei € mo HbOTO
PE3UCTEHTHOIO.

Takox (ryKoHa30: in vitro GEMOHCTPY€E aKTUBHICTD IK IPOTU Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i mpoTH eHAeMiYyHUX ITiCHABUX IpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aemo38’ 430k (hapMakokiHemuyHux i papMmakoOuHamivHuUx 81acmusocmei.

BinmoBigHO 00 pe3ynbTaTiB HOCIIOXKEHb Ha TBAPUHAX, ICHY€E KOpealisd MiX MiHiMaIbHOK
inribyrouoro KoHIIEHTpali€o Ta eeKTUBHICTIO TPOTH eKCIIEPUMEHTATbHUX MOesel MiK03iB,
cripuuynHeHUX BuagamMu Candida. BigmoBifHO 00 pe3ynbTaTiB KIIIHIYHUX JOCTiAKEHb, iCHY€E JTiHiliHa
3anexHicTh Mizk AUC Ta go3oio ¢pnykoHa3zony (nmpubnusno 1:1). Takox icHye npsaMui, ane
HeJoCTaTHiii 3B’5130K Mizk AUC a00 03010 Ta MO3UTHBHOIO K/TiHIYHOIO BigNOBIAAIO0 Ha JIiKyBaHHS
OpaIbHOT0 KaHAUA03Y Ta MEHIIIO MipoI0 - KaHOUuOeMil. AHAIOTiYHO JTiKyBaHHS iHQEKIIiH,
CIIPUYMHEHUX IIITaMaMu, [0 SKUX (IYKOHA30Jl HEMOHCTPYE BUCOKY MiHiMaIbHY iHTiOyI0UY
KOHIIEHTPAIIil0, € MEHIII 3aI0BiTbHUM.

MexaHi3M pe3UCTEeHTHOCTI.

Mikpooprauiamu pony Candida neMOHCTPYIOTh YKCJIEHHI MeXaHi3MU Pe3UCTEHTHOCTI 0 a30JIbHUX
IPOTUrpuOKOBUX 3ac06iB. OITyKOHA30/ IeMOHCTPYE BUCOKY MiHiMasbHY iHTi0yi09y KOHIIEHTpALlil0
IPOTH InTamiB rpuliB, SKi MalOTh OOUH a00 OinbIe MexaHi3MiB pe3UCTEHTHOCTI, 10 HEeTaTUBHO
BIIJINBA€ Ha e()eKTUBHICTE iN Vivo Ta B KTiHIYHIYA NpaKTXLi. [T0BiqOMIANIO0CS PO BUNAAKUA PO3BUTKY
cynepingexil cnpuurHeHoi Candida spp., iHmumu Hixk C. albicans Bugamu, 1110 4acTo €
HeuyTIuBUMHU 10 hiyKoHa30ny (Hanpuknan Candida krusei). [Ins miKyBaHHS TaKUX BHUMAOKIB CITif
3aCTOCOBYBATH albTePHATUBHI TPOTUTPUOKOBI 3aC00U.

dapmakoKiHemuxka.

dapMaKoKiHETHYHI BIaCTUBOCTI (PIyKOHA30JTy € MOAiOHUMY IIPU BHYTPIITHLOBEHHOMY i
IIepOpaIbHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3os mobpe BCMOKTYETLCS IIPHU IIepOPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpemnapary y maa3mi
KpOBi i cuctemMHa GiogocTymHicTh nepeBuliyioTh 90 % piBHS HIyKOHA30/y Y MJ1a3Mi KPOBi, 110
IOCSITAETHCS TIPYU BHYTPIITHLOBEHHOMY BBeleHHI npemnapaTy. OgHOYacHe BXKHBaHHS 1XKi He BIIJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy Py X0ro mepopajbHOMY 3aCTOCyBaHHI. [TikoBa KOHIIEHTpallis y mia3Mi
KpOBi gocaraetbcs yepes 0,5-1,5 rogunu micig npuroMy npemnapaty. KoHLIleHTpalisa npenapary y
IIJTa3Mi KPOBI IIporopLiiiHa 103i. PiBHOBaXKHa KOHIEeHTpaLisa Ha piBHI 90 % pocsAraeTbcs Ha OPYruu
IeHb JiKyBaHHS IIPU 3aCTOCYBaHHI ¥ IeplIni NeHb HaBaHTaXKyBaJIbHOI I03H, 1110 BABiUi IepeBUILyE



3BUYaWHY 0OOOBY [103y.

Po3moomin.

006’eM posmnopiny npubIU3HO NOPiBHIOE 3arabHOMY BMICTY pifyHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oinkamu mma3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3on mobpe MPOHUKAE B YCi AOCTiAKYyBaHi pifuHM opraHiaMy. PiBeHb QriykKoHa305y y ClIHHI Ta
MOKPOTHHHI € OAi0OHMM [0 KOHIIEHTpallil Ipenapary y Ijla3Mi KpoBi. Y nallieHTiB, XBOpUX Ha
rpubKOBUYM MEHIHTIT, piBeHb (IYKOHA30Jly ¥ CHHHHOMO3KOBIl pinuHi gocsirae 80 % KoHLeHTpaLil y
IJTa3Mi KPOB.

Bucoki koH1eHTpalril ¢hIyKoHa301y y WIKipi, 110 TepeBUINYIOTh CUPOBATKOBI, HOCATAIOTHCS Y
porosoMy 11api, emigepMici, gepmi ta noti. ®JIyKOHA30J1 HAKOIIUYYETHCA Y POroBoMy Iapi. [Tpu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha go0y KOHIIEHTpalis GIyKoHa30y micis 12 gHiB miKyBaHHS
CTaHOBUJIA 73 MKI/T, a 4epe3 7 [HIB MiCJIA 3aBepIIEeHH JIiIKyBaHHSA KOHI[EHTpallid BCe 1lIe CTaHOBUJIa
5,8 Mxr/r. [Ipu 3actocyBanHi 7o3u 150 mr 1 pa3 Ha TUXKAEHb KOHLIEHTpaLis (GIyKOHa30Jy Ha 7 OeHb
JiKyBaHHSI cTaHOBUIA 23,4 MKT/T; yepe3 7 OHIB MiC/s 3aCTOCYBAaHHS HACTYIIHOI MO3K KOHIIEHTpAllis
BCe IIle CTaHOBHUIa 7,1 MKI/T.

KonmenTpanist pnykoHa3omy B HIrTsax micinst 4 MmicsniB 3acTocyBanHs 150 Mr 1 pa3 Ha TUXIeHb
craHoBuia 4,05 MKI/T y 3M0poBUX H0OPOBOJIBIIB Ta 1,8 MKT/T Ipu 3aXBOPIOBAHHSX HIrTiB;
(byKOHa30J1 BU3Ha4YaBCs Y 3pa3Kax HirTiB yepes3 6 MiCAIIB IMicIis 3aBepIleHHs Teparlil.

Biorpancdopmatiis.

®nykoHa301 MeTabomi3yeThCst He3HAYHOI0 Mipoo. [1pu BBeIeHHi 103U, MiuyeHOl PagioaKTUHBHUMHU
izoronamu, nuure 11 % ¢prykoHa307y €eKCKPETYEThCS 3 cedelo Y 3MiHeHOMY BUrnsami. dnykoHas3on €
ceneKTuBHUM iHribiTopoMm i3odepmenTiB CYP2C9 ta CYP3A4, a Takox iHTiOiTOpOM i30hepMeHTy
CYP2C19.

BuBeneHHs.

[Tepiox HamiBBHBemeHHs GIYKOHA30ITY i3 MMJ1a3Mu KPOBi CTaHOBUTH 61u3bK0 30 romguH. Binbina
YacTHHa IIpenapaTy BUBOOUTLCS HUPKaMu, mpudoMy 80 % BBeOeHOl 03U BUSBIISIETLCI Y CeUi B
He3MiHeHOMY cTaHi. KimipeHc GpiyKoHa305y IponopLUiiHuy 00 KJlipeHCy KpeaTuHiHy. LIupKynongnx
MeTabOTiTiB He BUSBIIEHO.

TpuBanuii nepion HamiBBUBEOEHHS IIpenapaTy 3 IJa3MH KPOBi Jla€ MOXKJIUBICTH pa30BOT0
3aCTOCYBaHHS IIpellapaTy [IpU BariHaJbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaTy 1 pa3 Ha
TUXKIEHb [IPY iHIIKUX [TOKa3aHHIX.

HupkoBa HEIOCTaTHICTE.

Y nmarieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOTO CTYyIeHs (IIBUAKICTh KIy0o4uKoBoi ¢inbTpatiii < 20
MJI/XB) Tlepiof HamiBBUBe#eHHs 30inmbiryeThes 3 30 rogun mo 98 roguH. ToMy 11iti KaTeropil naiieHTiB
HeoOXiTHO 3MEHIIUTH H03y GIyKoHa305y. ®IyKOoHA30J BUAAISETHCS IIUITXOM IreMofiani3y, Ta
MEHIIIO0 MipOolo - IJIAXOM iHTpanepuTOHeasbHOro Aianidy. CeaHc remopiani3y TpUBaIiCTIO 3 TOOUHU
3HUKYE piBeHb PIIyKOHA30Y y M1a3Mi KpoBi mpubnu3Ho Ha 50 %.

3MiHM (papMaKOKIHETUKY Yy MAIi€HTIB JIITHHOTO BiKy, OUEBUAHO, 3a/IeXKaTh Bifl MapaMeTpiB QyHKIIIN
HUPOK.



KrinigHi XxapaKTepHCTHKH.
Iloka3aHnHs.
l'ocTpuyt BariHanbHUM KaHOUA03, KOJIU MiClleBa Tepallis He € OOLIIbHOIO.

Kangumo3uui 6anaHiT, KOJIu MiclleBa Tepalis He € OOLiTbHO.

IIpomunoka3aHHs.

- limepuyTnuBicTh KO GIyKOHA301Ty, iHIIKUX a30IbHUX CIOIYK ab0 [0 OyOb-SKOi 3 JOIOMIiXKHUX
PEYOBUH IIpenapary.

- OgHoYacHe 3acToCcyBaHHS (HITyKOHA30/Iy Ta TeppeHaguHy NallieHTaM, SKi 3aCTOCOBYIOTb
bnykoHa301 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rimHO 3 pe3yIbTaTaMy JOCTiIXKEHHS
B3aeMofil 6araTopa3oBoOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (QIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC006iB, IO TOIOBKYIOThH iHTEpBA
QT ta meTabomizyoTbcs 3a gonoMoroio hepmenty CYP3A4 (Hanpukiap 1U3anpuay, acTeMi3ony,
miMO3U[y, XiHIAWMHY, aMiofapOHy Ta epUTPOMILIUHY).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

ITpomunoka3aHo cymicHe 3acmocyB8aHHA (payKOHA304Y MA HUNMCYEe3A3HAYeHUX AiKapcbKux 3adcobis.

Luzanpuo. [ToBigoMnsANIOCS IIPO PO3BUTOK MOGIYHUX peakiliii 3 60Ky ceplis, Y TOMY YHCIIi PO
[IapOKCU3MaJIbHy IIUIYHOYKOBY TaxiKapmilo TUIY «IIipyeT» y Malli€HTiB, IKi OGHOYACHO 3aCTOCOBYBAJIU
bnykoHa301 Ta nu3anpuy. KoHTponboBaHe JOCTigXKEeHHS TPOgeMOHCTPYBAJIo, 1[0 ONHOYacHe
3actocyBaHHsS 200 Mr ¢ykoHazomny 1 pa3 Ha moby Ta 20 Mr nu3ampuny 4 pa3u Ha 100y TPU3BOIUIIO
[0 3HAYHOI'0 MiABUIIIEHHS PiBHA LIU3anpuay v IIa3Mi KpoBi Ta 40 NogoBXeHH iHTepBany QT.
OpHOYacHe 3aCTOCYBaHHS (PIyKOHA30JTy Ta IX3alpUAy IPOTUIIOKa3aHe (OUB. PO3Oin
«IIpoTUNOKa3aHHSI»).

TepgperaduH. Yepes BUMIaAKU PO3BUTKY TSIXKKUX CEPLEBUX apUTMiil, CHIPUUYUHEHHUX [TOAOBKEHHIM
inTepBany QTc, y naiieHTiB, siKi 3aCTOCOBYIOTh a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3ac061 OMHOYACHO
3 TepheHaguHOM, OyNiu IPOBEEH] JOCTiIKEeHHS B3a€MOil IIUX IIpenaparTiB. Y X0Ii OGHOTO
MOCTimKEeHHS IIPU 3aCTOCYBaHHi GyKoHa301my v mo3i 200 Mr Ha mo0y He Oy10 BUSIBIIEHO ITOMOBXKEHHS
intepBany QTc. [HIIe gocHifXKeHHS IPU 3aCTOCyBaHHi ¢yKoHa3ony y go3ax 400 mr tTa 800 Mr Ha
no0y IpoeMOHCTPYBAJIO, 1[0 3aCTOCYBaHHS (QIyKoHa30my v mo3ax 400 mr Ha go0y abo BHIlle 3HAYHO
IigBUIIY€E PiBeHb TepPeHaAuHy Y IIJIa3Mi KPOBi IIPKM OMHOYACHOMY 3aCTOCYBaHHI IIUX IIpernaparib.
CymMicHe 3actocyBaHHS (yKoHa30my y fo3ax 400 mr abo Buille 3 TepdheHaAUHOM IPOTUIIOKA3aHE
(muB. po3min «I[Ipomunoka3aHHs»). Ilpu 3acTocyBaHHiI PprykKoHa30my y mo3ax Huxk4e 400 mr Ha moby
OOHOYACHO 3 Tep(heHaguHOM CJIi[ IPOBOOUTH PETEIbHUN MOHITOPUHT CTaHY Ialli€HTa.

Acmewmizon. CymicHe 3acToCyBaHHS (DIIYKOHA30/Iy Ta aCTEMi30Jly MOXKe 3MEHIIUTH KITipeHC
acteMizony. Cupu4YnHeHe UM IiABUINEHHS KOHI[EHTPAIlil acTeMi30/Ty y IIa3Mi KPOBi MOXe
IIPU3BECTH 10 TOAoBKeHHd iHTepBany QT Ta y pigKiCHUX BUIIafiKaX - A0 TapOKCU3MaIbHOL



IIJTyHOYKOBOI Taxikappil Tumy «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IIPOTUIIOKA3aHe.

ITimo3ud ma xiHiOuH. CymicHe 3acTocyBaHHS (HIIYKOHA30/Iy Ta IiMo3uny abo XiHimuHYy MoxKe
IPU3BOOUTH [0 IIPUTHIUEHHS MeTa0oi3My miMo3uny abo XiHimWHYy, X04a BiAIOBIGHUX OOCIigXKEHb in
vitro Ta in vivo He mpoBom¥H. ITifBUIIIEHHS KOHIIEHTpalii miMo3umy a0o XiHiguHy y m1a3Mi KpoBi
MOXKe CIPUYUHATY NONOBXKeHH iHTepBany QT Ta y pigKiCHUX BUNIagKaX IPU3BOOUTHU 40 PO3BUTKY
IIapOKCH3MaJIbHOI IIJTYHOYKOBOI TaxiKapfii Tumy «mipyer». OgHOYacHe 3aCTOCYyBaHHSA (IyKOHA30ITy
Ta ImiMo3uny abo XiHiIWHY NPOTUIIOKAa3aHe.

EpumpomiyuH. OgHo4acHe 3aCTOCYBaHHS €PUTPOMILVHY Ta (QIYKOHA30JIy MOXKe IIPU3BOSUTHU 1O
IiABUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCAYHOCTI (mogoBxkeHHS iHTepBany QT, napokcu3mManbHOl
IIJTyHOYKOBOI TaXikKappil TUIY «IipyeT») Ta, K HACIiOK, OO PalTOBOl CepLeBOol CMEPTI.
3acTocyBaHHs KOMOiHaIl] IKX JIiKapchKUX 3ac00iB MPOTUIIOKA3aHE.

AmiodapoH. OpHOYaCcHe 3aCTOCYBaHHS (PIIyKOHA30JIy 3 aMiofapOHOM MOXKe IIPU3BECTH [0
npurHiyeHHs MeTabosi3aMy amiomapony. CriocTepiraBcs 3B'130K MiX 3aCTOCYBaHHSIM aMioJapoHy Ta
nopoBxeHHAM iHTepBany QT. OmHO4YacHe 3aCTOCYBaHHS (PIYKOHA30Jy Ta aMiofapoHy
IIPOTUIIOKa3aHe (OuB. po3min «IIpoTUoKa3aHHI»).

He QQKOMQH@)ZGmbCﬂ 00HOYdCHe 3dCMOCYBAdHHA gb.ﬂ)ZKOHGSO/l)Z ma Huxc4e3d3Ha4yeHux ﬂiKGQCbKUX

3acobis.

I'anopanmpuH. OIyKOHA30/I MOXKe CIPUUYUHUTHU MiABUIIEHHS KOHIIEHTPallil ranoganTpuHy y Ia3Mi
KpOBi 3a paxyHOK npurHiueHHs CYP3A4. OpHoyacHe 3aCTOCYBaHHS LIKX JIiIKAPCHKUX 3ac00iB MoXKe
IIPU3BOOUTHU [0 MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCUUYHOCTI (mogoBxkeHHs iHTepBany QT,
apoKcu3MaJibHa IITYHOYKOBa TaxiKappid TUIy «IipyeT») Ta, sIK HaCJigoK, A0 PamnToBOl CEPIeBOl
cMmeprti. Crtif yHUKaTH 3aCTOCyBaHHS KOMOiHAallil faHUX JTiKapChKUX 3aco0iB.

C;ZMiCHe 3dCMOCYBAHHA _d)/l)}KOHdSOﬂ}Z ma Huxc4ye3d3Ha4eHux ﬂiKGQCbKUX 3acobis sumazae
O6€QeDfCHOCTni ma Kopue2yeaHHA do3u.

Bnaue iHwux aikapcbkux 3acobie Ha payKoHA304.

HocnifKeHHS B3aEMOIil IPOJEMOHCTPYBAJIH, III0 TepopajibHe 3aCTOCYBaHHSA (IyKOHa30Iy
OJHOYACHE i3 BXKMBAHHSIM 1XKi, TPUAOMOM HUMETHUIUHY, aHTALMUIIB a60 IIOOABIITNM ONPOMiHEHHSIM
yCBOT'0 TiNla {7 Iepecagky KiCTKOBOTO MO3KY He Ma€ KJIiHiYHO 3HAYYILIOT0 BIIUBY Ha abCcopOIriio
bmyKoHa301y.

PugpamniyuH. OmHOYaCHe 3aCTOCYBaHHS (PIyKOHA30Jy Ta pU(PaMITiuHy IPHU3BOAUIIO 10 3HUKEHHSI
AUC Ha 25 % Ta cKOpo4yBaJo Iepiof HamiBBUBeAeHHS GuyKoHa3omy Ha 20 %. ToMy A malfieHTis,
SKi 3aCTOCOBYIOTh pU(aMIIiIKH, CIIi PO3TISHYTH HOLIIBHICTh NiABUIIEHHS H03U (PIIyKOHA3O0IY.

Tiopoxsaopmia3ud. Y gocnimxeHHi hapMaKOKiHEeTHYHOI B3aEMOil OqHOYacHe 6araToKpaTHe
3aCTOCYBaHHS TiIPOXJIOPTia3uay ¥ 300POBUX NOOPOBOJIBIIIB, SIKi OTpHMyBanu (HIyKoHa301,
IiABUIYBAJIO KOHI[EHTPAIii0 (pIyKoHa30iy B m1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3aEMOil He
BHMMaralTh 3MiH y pekuMi 0o3yBaHHS (PIIyKOHA30/Iy AJIS Malli€HTiB, SKi ODHOYACHO OTPUMYIOTh
cevoriHHi 3aco0u.

Bnaue ¢aykoHa3zoay Ha iHWi Aikapceki 3acobu.

®nykoHa3051 € TOTyKHUM iHTiOiTOopoM i3odepmenTy 2C9 uutoxpomy P450 (CYP) Ta moMipHUM
inriiTopom CYP3A4. ®nykonason € inribitopom CYP2C19. Ha momaToK o CIIOCTepeXyBaHUX/



NOKYMEHTAJIbHO MiATBEPAKEHUX B3a€MOIii, 1110 ONKMCaHil HUXKYe, IPU OHHOYaCHOMY 3aCTOCYBaHHI 3
(bIyKOHA30JI0M iCHY€E PU3UK MigBUIIEHHS y IJIa3Mi KPOBi KOHIIEHTPALil iHINX CIONYK, 110
MeTtabomizytoTbecss CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTocoByBaTH TakKi KoMOiHallil mpemnapariB
ciin 3 06epexkHiCTIO; IIPH IIbOMY HEOOXiqHO peTeIbHO CIIOCTEePiraTé 3a CTaHOM IIalli€HTiB.
[TpurniuyBanbHa Oist GprykoHa301y Ha ¢pepMeHTH 306epiraeTbcs mpotsarom 4-5 mib micins #oro
3aCTOCYBaHHS y 3B’43KY 3 Or0 TPHUBaJIUM [1€PiOOM HalliBBUBEIEHHS.

Anvpenmania. Y pasi oqHOYACHOTO 3aCTOCYyBaHHA anb(eHTaHiny ¥ 0o3i 20 MKI/KT Ta (GJIyKOHA301Iy y
no3i 400 Mr 3mopoBuM HOOPOBOJIBLSIM CIIOCTePiranocs ABokpaTHe 36inbiierHs AUC,,, MOXIIUBO,
yepe3 inridysanus CYP3A4. Moxe 6yTu He0OXiqHUM KOPUTYBaHHS 003U albpeHTaHiny.

AmimpunmusniH, HopmpunmuaiH. ®TyKOHA30JI IOCUJIIOE [i0 aMiTPUIITUIIHY Ta HOPTPUITUIIIHY.
PekoMeHIy€eThCSI BUMIpPIOBATH KOHIIEHTpAllil 5-HOPTPUNITUIIHY Ta/a00 S-aMiTPUNITUIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Teparii Ta yepe3 1 THXKOeHb. Y pa3i HeoOXigHOCTI CIlif BiAKOPUTYBATH 103y
aMITPUNTWIIHY/HOPTPUIITUIIIHY .

Am¢pomepuuur B. OgHOoYacHe 3aCTOCyBaHHA (IIYKOHA30Jly Ta ampomepuluHy B iH}piKoBaHUM
MUIIaM i3 HOpMaJbHUAM iMyHITeTOM Ta iH(GiKOBaHUM MUIIaM 3i 3HUKEHUM iIMyHITETOM [ajo Taki
pe3yNbTaTh: HEBEIMKUY aqUTUBHUYN TPOTUTPUOKOBUY eeKT mpu cucTeMHil iHdekuii C. albicans,
BiICYTHICTh B3a€MOil IpX BHYTPIMIHbOYEPENHiN iHbeKil Cryptococcus neoformans Ta aHTaroHiI3M
[BOX IIperaparTiB IIpU CUCTeMHiN iHbektil Aspergillus fumigatus. KniHiuHe 3Ha4YeHHS pe3yJbTaTiB,
OTPUMaHUX Y XOZl KX AOCIiAXKEHb, HEBIOME.

AHmukoaz2yasaHmu. 4K i mpu 3aCTOCYBaHHI iHIIUX a30JIbHUX MPOTUTPUOKOBUX 3ac00iB, pu
OJIHOYaCHOMY 3aCTOCYBaHHI (PIyKOHA30/1y Ta BaphapuHy IOBIIOMIISLIOCSA IPO BUIIaAKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, IITYHKOBO-KUIIKOBUX KPOBOTEY, TeMaTypii Ta MeJeHu) y
MIOENHAHHI 3 ITOMOBXKEHHIM ITPOTPOMOiHOBOTO Yacy. [Ipu ogHOYACHOMY 3aCTOCYBaHHI (GIIyKOHA30Iy
Ta Bap(dapuHy crocTepiranocs ABOKpaTHE IiBUIIEHHS MPOTPOMOiHOBOTO Yacy, IMOBIPHO, BHACTIIIOK
npurHiyeHHs MeTabosniamy Baphapuny yepe3 CYP2C9. Crig peTebHO KOHTPOIOBATH
IpoTpoMOiHOBHUI YacC y MAlli€eHTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTHKOATYISIHTA ab0
inmamenmion. Moxe OyTH HeoOXimHOI0 KOPEeKIlis 03U aHTUKOATy/ISHTY.

BeH3o0iazeniHu Kopomkoi 0ii, Hanpukaad midazoaam, mpuasonam. IIpu3HadeHHS QIYKOHA30Iy
IIiCJIs IepOpaIbHOT0 3aCTOCYBaHHS Mifla30/laMy IIPH3BOAWIIO A0 3HAYHOTO IiIBUILIEHHST KOHIIEHTpallil
Mifla30/1aMy Ta [I0 IIOCUJIEHHS IICUXOMOTOPHUX epeKTiB. OmgHOYacHe 3aCTOCyBaHHS (HIIYKOHA30Iy Y
no3i 200 Mr Ta mMigasonaMy y [03i 7,5 Mr mepopaibHO mpu3Boguso oo nigsuitieHHsa AUC Ta mepiony
HaliBBUBeHOeHHS y 3,7 Ta 2,2 pas3a BiAmoBigHO. 3acTocyBaHHs (QrykoHa3omy y mo3i 200 mr/molby Ta
0,25 Mr TpuazonaMmy nepopanabHO nIpu3Boguiio go migsuinenss AUC Ta nepiofy HamiBBUBENEHHS
Tpualonamy y 4,4 ta 2,3 pa3a BignosigHo. [Ipu ogHOYaCHOMY 3aCTOCyBaHHI (HJIyKOHA30Iy Ta
TpHa30jIaMy CIIOCTepPiraaocs MOTeHIil0BaHHS Ta IIPOJIOHTallisg eeKTiB Tpruasonamy.

K110 mauieHTy, SIKAU TPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii O0HOYACHO NPU3HAYUTH
Tepariio 6eH30aia3emiHaMu, 403y OCTaHHIX CJIifi 3SMEHIIIUTH Ta BCTAHOBUTH HaJleKHUM HaTJIAL 3a
CTaHOM IIallieHTa.

KapbamaseniH. ®nyKoHA30/1 NMPUTHiYye MeTab011i3M Kap6aMa3eminy Ta CIPUYUHSIE MigBUIIEHHS
piBHs KapOama3zemniny B cupoBaTili KpoBi Ha 30 %. [CHye pU3UK PO3BUTKY IIPOSBIB TOKCUYHOCTI 3 OOKY
kKap6ama3zeniny. Moxe 6yTu He0OXiTHUM KOPUTYBAHHS 03K KapOaMaseliHy 3aleXHO Bif PiBHS HOTO
KOHIIEHTpAIlil Ta [il mpemapary.

Baoxamopu kanvuiegux kaHasig. [lesKi aHTAroHICTH Kasbllilo (Hipenoumin, icpaguiiy, aMIOOUIIiH Ta
denonumin) metabomnizyoThcst pepmernToMm CYP3A4. ®nykKoHa30I1 MOTEHIIMHO MOXKe IiIBUILITYBATH



CHCTEMHY eKCII03uIlif0 O7I0KaTOPiB KabIlieBUX KaHaJliB. PEKOMEHIOBaHUY pPEeTENIbHUN MOHITOPUHT
IIIOI0 PO3BUTKY MOOIYHUX peaKIlii.

Ilenekokcu6. [Tpu ogHOYACHOMY 3aCTOCYBaHHi ¢ykoHasony (200 mMr Ha moby) Ta 1enekokcudy (200
mr) C,.. Ta AUC uenekokcuOy migBuimyBanucs Ha 68 % Ta 134 % BigmoBigHo. [Tpu ogHOYACHOMY
3aCTOCyBaHHI LleIeKOKcu0y Ta QprryKoHa305y MoxKe OyTH HeOOXigHUM 3MeHIIeHHS 03U IeJIeKOKCHOy
BOBiui.

Huxkaogpocpamio. OgHOYACHE 3aCTOCYBaHHA LUKI0(pochaminy Ta GpayKoHa30y IPU3BOAUTE OO
nigBUIIeHHS PiBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxHa
3aCTOCOBYBAaTH OMHOYACHO, 3BaXKaloyy Ha PU3UK IigBUIIEHHS KOHIEeHTpalil 6inipy6iny Ta
KpeaTUHIHY B CHPOBATILi KPOBI.

®eHnmania. [ToBigOMIISAIOCS PO OOUH JleTaJbHUY BUINIaNOK iHTOKCHKAlil (heHTaHIIOM BHACTIOOK
MOXKJIMBOI B3aeMofii GpeHTaHimy Ta QrnykoHa3omy. [1o TOT0 XK, y HOCTigXKEHHI 3a y4acTIO 30OPOBUX
no6poBOIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (PIYKOHA30JI 3HAYHO YIIOBiIbHIOBAB eJTiMiHallio
denTaniny. [ligBullieHHS KOHLIEHTPaIlil GeHTaHiTy MOXKe IIPU3BECTU [0 IPUTHIUEHHS AUXaHHS, TOMY
CJIi[l peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe OyTH HeoOXiIHO KOpeKIid 103U (GeHTaHimy.

IH2ibimopu I'MT-KoA-pedykma3su. CymicHe 3acTocyBaHHS (TyKoHa30:y Ta inribiTopiB 'MI-KoA-
penykTasy, mo Metabonizyiotecas CYP3A4 (aTopBacTaTHH Ta CUMBacTaTHH), abo iHribiTopis M-
KoA-penykTasu, mo metabonisyotscss CYP2C9 (dbnmyBacTaTuh), migBUILY€e PU3UK PO3BUTKY MioTmaTil
Ta pabmomionisy. Y pa3i HeoOXiIHOCTI OMHOYACHOTO 3aCTOCYBaHHS LIMX IIpenapaTiB Cllif peTeabHO
CIIOCTEpiraTu 3a NallieHTOM IIO0 BUHMKHEHHS CHMIITOMIB Miomartii Ta pabmomiosidy i mpoBoguTH
MOHITOPUHT pPiBHA KpeaTUHKIHA3M. Y BUNA[Ky 3HAUYHOTO MiIBUILIEHHS PiBHA KpeaTUHKIHA3Y, a TAKOXK
IIpU [iarHOCTYyBaHHi abo migo3pi Ha MiomaTiio/pabmomiosti3 3acTocyBaHHS iHTibiTOpiB 'MI-K0A-
PenyKTas3u CIIifi IPUIIUHUTH.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaimMycC, CUPOAIMYC I MAKPOAIMYC).

HuxkaocnopuH. ®yKOHa30/1 3HAYHO HifBuUIIye KoHIleHTpanio Ta AUC nukinocnopuny. [1pu
OJHOYAaCHOMY 3aCTOCYyBaHHi ¢yKoHa3o1y y 1o3i 200 Mr/go0y Ta IUKJIOCIIOPUHY Y 003i 2,7
Mr/kr/go0y cnoctepiranocs 36inbuienHs AUC nuknocnopuny y 1,8 pasa. Lli mpemnapaTu MoxXHa
3aCTOCOBYBaTH OOHOYACHO 3@ YMOBU 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe’KHO Bifl ©OT0
KOHITIeHTpaIIil.

Egeposimyc. OPyKOHA30JI MOXKe ITiABUINYBaTH KOHLIEHTPALIil0 €BEPOJIIMYyCY B CHPOBATILi KPOBi Yyepes
npurHidenas CYP3A4.

Cupoaimyc. ®1yKOHA30JI MiABULIY€E KOHLEHTPALII0 CUPOIIMYCY V II7Ia3Mi KPOBi, UMOBIPHO, LIJIAXOM
npurHiyeHHs Metaboniamy cuposimycy depmentom CYP3A4 ta P-rmikonporeinoM. Lli mpemapatu
MOXHa 3aCTOCOBYBaTH OQHOYACHO 3@ YMOBU KOPUTYBAHHS NO3U CUPOJIIMYCY 3aJIe2KHO Bif] PiBHSA
KOHIIEeHTPaIllil Ta e(eKTiB Ipemnapary.

Taxposimyc. ®IyKoHa30J1 MOXKe IMigBUIIYBaTH KOHIIEHTPAIlil TAKPOJIiMyCy B CUPOBATIi KPOBi 710 5
pasiB Ipu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 MPUTHiUeHHS MeTab0/1i3My TaKpoIiMycy
dbepmenTom CYP3A4 y kuineyHuKy. [Ipyu BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIIOCTEpITranocs 3HaYHUX 3MiH (papMakKoKiHeTUKU. [lifBuIleH] piBHI TAaKPOJIIMYCy aCOIiI0I0TECS 3
He(POTOKCUYHICTIO. [103y TAaKpPONIMyCy OJisl IEPOPalbHOr0 3aCTOCYBaHHS CIIi[ 3HUXKYBaTH 3aJI€KHO
Bifl KOHIIEHTpAIlil TaKpoJiMycy.

JIozapman. ®nykKoHa30J IpurHiyye Metabos1i3M J103apTaHy [0 HOro akTuBHOTrO MeTabority (E-31 74),



1m0 00yMOBJIIOE OiNbIly YaCTUHY aHTAroHi3My 40 pelenTopiB aHrioTeH3uny Il mig yac 3acTocyBaHHS
JI03apTaHy. PeKOMeH0BaHO 3[iMCHIOBATU IOCTIMHUM MOHITOPUHT apTepiaJbHOTO TUCKY Yy MALli€HTIB.

MemadoH. ®nyKoHa30/1 MOXKe IiiBUIyBaTH KOHIIEHTpAallilo MEeTaJoOHY Yy CUpOBaTLi KpoBi. [Ipu
OOHOYACHOMY 3aCTOCYBaHHI MeTafloHy Ta (GryKoHa305y Moxe 6yTH HeOOXiIHUM KOPUTYBAHHS 03U
METa0HYy.

Hecmepoioui npomu3anaavHi npenapamu (HIT3I1). [Ipu ogHOYaCHOMY 3aCTOCYBaHHI 3
bnykonazonoMm C,,, Ta AUC dnypbinpodeny miguiiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIiBHIHO
3 BiNOBigHMMY NTOKa3HKWKaMU IIPHU 3aCTOCYBaHHi TinbKu QuypbinpodeHy. AHAIOTiYHO IpU
OTHOYAaCHOMY 3aCTOCYBaHHi (IyKOHa301y 3 paleMiyaum ibympodperom (400 mr) C,,, Ta AUC
(dhapMaKoJIOTiYHO aKTHBHOT0 i30Mepy S-( )-ibynpodeny migBuiiryBanucs Ha 15 % Ta 82 % BifgmoBigHO
IIOPiBHSHO 3 TAKMMHU IMOKAa3HUKaMU IIPU 3aCTOCYBaHHI TiJIbKM palleMidHOro i0ynpodeny.

®yKOHA30JI MOTEHIIINHO 30aTHUM MigBUILIYBAaTH CUCTEMHY eKcrno3uito inmux HII3TI, mo
MeTabomnizyoTbcss CYP2C9 (HanmpuKiiag HallpOKCEHY, IOPHOKCHKAMy, MeJIOKCUKaMy, OUKI0heHaKy).
PekoMeHI0BaHO MEPiOAUYHO 3MiMCHIOBATH MOHITOPUHT MOOIYHUX peakllii Ta TOKCUYHUX ITPOSIBIB,
no’s3anux i3 HII3I1. Moxke 6yTu noTpi6He KopuryBauus mo3u HII3II.

®eHimoiH. dykoHa305 IpuUrHivye MetaboniaM ¢eHiToiHy B neyinili. OgHouyacHe 6araTopa3oBe
3actocyBaHHS 200 MTr priykoHa30my Ta 250 Mr GeHITOIHY BHYTPIIIHLOBEHHO IPU3BOAUTE IO
nigsumierHs AUC,, deniToiny Ha 75 % Ta C,;,Ha 128 %. [Ipu omgHOYaCHOMY 3aCTOCYBaHHI X
JIiKapChKUX 3ac00iB CIIifl IPOBOOUTH MOHITOPUHT KOHIIEHTpalii (eHITOIHY Y CHpOBaTIi KPOBi A
YHUKHEHHS PO3BUTKY TOKCHYHOI [il HeHITOIHY.

ITpedHi3oH. TToBimoMIIsIIOCS PO BUITAAOK, KOJIM Y TMAIliEHTa IiC/Is TPaHCIIaHTallil TeYiHKX Ha TIIi
3aCTOCYBaHHS MIPEOHiI30HY PO3BUHYJACSd rocTpa HedocmamHicmy KOpu HagHUPKOBUX 3aJ103, II10
BMHUKIIA IiC/ISl MPUIKHEHHS TPUMICIYHOr0 Kypcy Tepatil hpiykKoHa30/10M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, UMOBIPHO, CIPUUYMHUIIO TOCUIeHHS akKTUBHOCTI CYP3A4, mo npu3sseno
[0 IpUCKOpeHHs MeTabomi3My npegHi3ony. CIifl peTelbHO CTEXUTH 3a NallieHTaMH, SIKi IPOTITOM
TPHBAJIOTO YacCy OOHOYACHO 3aCTOCOBYIOTh (DIIYKOHA30 Ta MPEOHi30H, 3 METOI0 IOTIEPeNKEeHH ST
PO3BUTKY HEIOCTATHOCTI KOPY HaJHUPKOBUX 3a/103 IiC/Is MPUIIMHEHHS 3aCTOCYBaHHS (DIIYKOHA307Y.

PugpabymuH. ®nyKoHa3011 MiABUILYE KOHIEHTPALil0 prudabyTHHY B CHPOBATIL KPOBI, 110 TPU3BOOUTH
no 36inbmenHs AUC pudabytuny mo 80 %. ITpu ogHOYACcHOMY 3aCTOCYBaHHI (QIyKOHA305y Ta
pudabyTuHy MOBiMOMIISIIOCS IIPO BUIIAAKK PO3BUTKY yBeiTy. IIpu 3acTocyBaHHi Takoil KoMOiHaIIil
JiKapchbKuX 3aco0iB cif 6paTé IO yBaru CUMIITOMHU TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip. ®nykonason migsutirye AUC Ta C,,, cakBiHaBipy nmpubau3uo Ha 50 % Ta 55 % BigmoBigHO
yepe3 NPUTHiUeHHS MeTabomi3My cakBiHaBipy y nedinui ¢pepmenToM CYP3A4 Ta yepes iHriOyBaHHSA
P-rnikonmporeiny. B3aemogmil Mix (hIyKoHa30/10M Ta CaKBiHaBipOM/pHUTOHABIPOM He JOCTiIXKyBaJlUuCH,
TOMY BOHHM MOXKYTb OyTH OiNblll BupaxkeHUMHU. Moxe 0yTH HeoOXimHMM KOPUTYBaHHS 03U
CaKBiHaBIpy.

IToxioHi cyavpoHincevosuHu. [Ipu ogHOYACHOMY 3aCTOCYBaHHI (hIyKOHA30JI IPOJIOHTYE MEPiof
HalliBBUBEJIEHHS TTePOPabHUX MOXIAHUX CYIbGOHITICEYOBUHY (XJIOpIponaMiny, rnibeHKIaminy,
rimi3upy Ta TonbyTaMify) IpH iX 3aCTOCYBaHHI 3TOPOBUM HOOPOBOIBLSM. PeKOMEHIYETHCA
IIPOBOAMTH YaCTHM KOHTPOJIb LIyKPY B KPOBi Ta BigNOBIIHUM YMHOM 3HUXKYBATH OO3Y IMOXiTHUX
CynbGhOHINICEYOBUHY ITPU OOHOYACHOMY 3aCTOCYBaHHi 3 (OHJTyKOHA30JI0OM.

TeoginiH. 3acTocyBaHHA QyKoHa30my 1o 200 Mr npoTsarom 14 gHIB MpHU3BeNO A0 3HUXKEHHS
cepenHbOro KiipeHcy Teodininy B mma3Mi KpoBi Ha 18 %. 3a malieHTaMu, SKi 3aCTOCOBYIOTb TeodiniH



y BUCOKUX H03ax a0o siKi MaloTh MigBUIIEHUY PU3UK PO3BUTKY TOKCUYHUX ITPOSIBIB TEO(iNTiHy 3 iHIINX
IIPUYMH, CJIifl BCTAHOBUTH HATJISM IIOO0 BUSBJIEHHS 03HAK PO3BUTKY TOKCUYHOI Ail Teodiminy.
Teparito cif 3MIHUTH IIPU TOSIBI 03HAaK TOKCUYHOCTI.

Ankanoiou bapeiHky. ®nykKoHa30711, UMOBIpHO, yepe3 iHribyBanHs CYP3A4 Moxke CIPUYUHSTH
IiABUINEHHS KOHI[EHTPAIlil anKanoigiB 6apBiHKY y M1a3Mi KpoBi (HampuKIIag BIHKPUCTHHY Ta
BiHO/TAaCTHHY), III0 MPHU3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX e(EKTIB.

Bimamin A. TToBigoMgIocs, 110 Y NalliEHTa, SKAUU OOHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHCJOTY (KucoTHa ¢hopma BitTaminy A) Ta GIyKoHaA30, criocTepiranucs nobiynHi peaxiiii 3 60Ky
1eHTpanbHOI HepBoBol cucteMu (LJHC) y dhopmi mceBgoOTyMOpy TOJIOBHOTO MO3KY, HaHWi eheKT 3HUK
nicns BigMiHu QrnykoHa3omy. Li mikapckki 3aco6u MOXKHa 3aCTOCOBYBaTH OJHOYACHO, ajie CIIif
naM’siTaTé PO PU3UK BUHUKHEHHS Mo0iuHuX peakuit 3 6oky [THC.

Bopukoxa3zos (iH2ibimop CYP2C9, CYP2C19 ma CYP3A4). OnHo4YacHe 3aCTOCYBAHHSI BOPUKOHA30ITy
nepopanbHo (mo 400 Mr KoxHi 12 rogus npotarom 1 gus, notiMm 1mo 200 mMr kKoxHi 12 rogun
IpOTATOM 2,5 OHS) Ta (pIyKoHa30iy nepopanbio (400 Mr y nepmui gensb, noTiM mo 200 Mr KoxHi 24
TOOUHY IIPOTAToM 4 [HiB) mpu3Beno o mipsuineHHs C, ., Ta AUC BOpUKOHA30/1y B CEPEIHBOMY [0 57
% (90 % [II: 20 %, 107 %) ta 79 % (90 % II: 40 %, 128 %) BigmoBigHO. HeBigomo, 41 MPU3BOOUTH
3HUKEHHS 03U Ta/a00 YacTOTH 3aCTOCYBaHHS BOPUKOHA30Iy a00 (IyKOHA30/IY OO0 YCYHEHHS TaKOT0
edekTy. [Ipu 3acToCyBaHHI BOPUKOHA30IIY MiC/IsA QPIyKOHA30Ty CIIifl IPOBOOUTH CIIOCTEPEKEHHS
II0/I0 PO3BUTKY MOOIiYHUX epeKTiB, acoIliiOBaHUX i3 BOPUKOHA30JIOM.

3udosyouH. ®mykoHa3on mipsumye C,.. Ta AUC 3unoBynuny Ha 84 % Ta 74 % BifNOBi#HO, IO
3YMOBJIEHO 3HUXKEHHSIM KIIiPEHCY 3UI0BYIUHY MPUOIM3HO Ha 45 % mpu #oro nepopaibHOMY
3actocyBaHHi. [lepion HaniBBUBeneHHS 3UOBYAUHY OYB TaK0X IMOHOBXKeHUM npubnusno Ha 128 %
micys 3acTocyBaHHS KoMOiHalil (GyKOHa30Iy Ta 3UJOBYOUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
TakKy Kom0biHalliio TikapchKux 3aco0iB, CJIifi CIIocTepiraTy I0A0 PO3BUTKY IOOIYHUX peakKiliii,
II0B’sI3aHUX 13 3aCTOCYBaHHAM 3UIOBYAVHY. MOXKHA PO3ITIAHYTH OOLILHICTS 3HUXKEHHS [O3U
3UOBYIUHY.

AsumpomiyuH. IIpy ogHOYACHOMY IIEPOPaJIbHOMY Pa30BOMY 3aCTOCYBaHHI a3UTPOMILIUHY Ta
dbmykoHazony y mo3ax 1200 mr Ta 800 Mr BigmoBigHO XKOOHUX 3HAUYIINX (HapMaKOKiHETUYHUX
B3AEMO[il BUSIBIEHO He OyII10.

ITepopasavHi konmpauenmuau. I1pu 3acTocyBaHHi (IyKoHa301y ¥ 003i 50 MI BIIMBY Ha pPiBeHb
rOpMOHiB He 0yJ10, TOMi SIK IPU 3aCTOCYBaHHI GykoHa3omy y mo3i 200 Mr Ha goly crocTepiranocs
36inbimenHs AUC etuHinectpanmiony Ha 40 % Ta meBoHOprecTpeny - Ha 24 %. Lle cBiguuTh mpo Te, 110
OaraTopa30Be 3aCTOCYBaHHS (PIIyKOHA30/y Y 3a3HaUEHUX J03aX HABPS YU MOXKe BIJIMBATH Ha
eekTUBHICTH KOMOIHOBAHOTO ITEPOPATbHOTO KOHTPAIIEIITHUBY .

Isaxkagpmop. CynyTHE 3aCTOCYBaHHS 3 iBaKadTOPOM, MifACUIIOBaYe€M MYKOBICIIUIO3HOTO
TpaHcMeMOpaHHOT0 peryinsaropa nposigHocTi (CFTR), migBuiiye ekcrno3uilito iBakadgTopy B 3 pasy, a
rinpokcumeTtuniBakadtopy (M1) - y 1,9 paza. [ maiieHTiB, SKi 0IHOYACHO 3aCTOCOBYIOTh IOMipHi
inri6iTopu CYP3A, Taki gk GryKoHa301 i epUTPOMILIMH, PEKOMEHYEThCS 3HUKEHHS N03U iBakahTOpy
no 150 mMr omuH pa3 Ha go0y.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Hepmamocgimia. BignmoBigHO 00 pe3ysbTaTiB HOCHIAXEHHS (HIYKOHA30JIy AJS TiKyBaHHS gepMaTodiTil



y miTel, QpIyKoHa30JI He NepeBUIye rpu3eodyibBiH 3a e(eKTUBHICTIO, i 3araJlbHUM TOKa3HUK
eexkTuBHOCTI cTaHOBUTH MeHIIe 20 %. Tomy ®rnio3ak He CIIif 3aCTOCOBYBATH [JIS JIIKyBaHHS
nepMaTodiTil.

Kpunmoxkoko3s. [loka3iB e(eKTUBHOCTI (hIyKOHA30JIy AJIS JIiKyBaHHS KPUITOKOKO3Y iHIINX
JIoKaJi3aliil (Hanpukiiag JereHeBoro KpUITOKOKO3y Ta KPUIITOKOKO3Y WIKIpK) HeJOCTaTHbO, TOMY
PeKoMeHpalii 080 4030BOT0 PeXXUMY [JId JIIKyBaHHSI TaKUX 3aXBOPIOBaHb HEMAE.

I'nuboki eHOemiuHi miko3u. [loka3iB eeKTUBHOCTI (DITyKOHA301y AN JTiKyBaHHS iHIINUX Hopm
eHIEeMIiYHMX MiKO3iB, TaKUX SIK IapaKOKIIAIi0iMOMiK03, TiCTOMIa3M03 Ta IKipHO-TTiMbaTUYHUM
CIIOPOTPUX03, HEJOCTAaTHHO, TOMY PEKOMEHAII! 00 J030BOT0 PEXKUMY AJIS TIKyBaHHS TaKUX
3aXBOpIOBaHb HEMaAE.

Hupkosa cucmema. I1anienTam i3 mopyueHHIM (QYHKIIM HUPOK IIpenapar CJif 3aCTOCOBYBaTH 3
o0epexkHicTo (MuB. Po3ain «Cnocib 3acmocy8aHHsa ma 003u»).

Hedocmamuicmb HaOHUpKoBux 3an03. KeTOKOHA3011, SIK BifOMO, CIIPUYHUHSIE HEOOCTATHICTh
HaJHAPKOBUX 3aJI03, i 1le TAaKOXK MOXKe CTOCyBaTHCS (IYKOHA30Jly, X04a CIIOCTEPIraeThCs PifKo.
HepocTaTHiCTh HAOHUPKOBUX 3aJ103, IOB'I3aHa 3 OMHOYACHUM JIIKyBaHHSIM IPEOHI30HOM, OIKCaHa B
po3mini «BrmuB ¢GIyKoHa301y Ha iHIII TiKapchKi 3aco6u».

I'enamobiaiapHa cucmema. TlanieHTaMm i3 mopyueHHIM GYHKITIM Me4iHKK mpenapar Cilif
3aCTOCOBYBaTHU 3 00€peXkKHICTI0. 3aCTOCYBaHHS (HIIYKOHA30JIy aCOIliI0BaIOCs 3 PifKiCHUMU BUITaAKaMHU
PO3BUTKY TAKKOI T€lTaTOTOKCUYHOCTI, BKJIIOUAIOUH JIeTalbHi BUIagK¥, TOJIOBHUM YMHOM Y IAIli€HTIB
i3 TAXKKMMY OCHOBHHMMU 3aXBOPIOBAHHAMU. Y pa3i, KOJIX PO3BUTOK remaTOTOKCUYHOCTI aCcoIlif0BaBCs
i3 3acTocyBaHHSIM (HITyKOHA30I1y, He OyJI0 Bifl3Ha4YeHO 11 SIBHOI 3aJIe2KHOCTI Bifi 3arajabHOI J000BO1
IOo3U TpemnapaTy, TPUBAJIOCTI Teparril, ctaTi abo BiKy mallieHTa. 3a3BU4al relmaToTOKCUYHICTh,
cupuunHeHa (HIyKoHa30510M, 000pPOTHA, a ii MposiBU 3HUKAIOTh MiCJIs MPUIIMHEHHS Tepaiii.

3a nalieHTaMy, y SIKUX IIPU 3aCTOCYBaHHI (PIIyKOHA30JTy CIIOCTEPIiraloThCs BiIXUIEHHS Pe3y/IbTaTiB
GbyHKITIOHATEHUX P00 MEeYiHKYU, C/Iif BCTAHOBUTH PEeTEeIbHUM HaTJIS 00 PO3BUTKY OibII TSAKKOTO
ypaXKeHHS IIeYiHKHU.

[NTauieHTiB cnifg TpoiH(GOPMyBaTH PO CUMITOMHY, II0 MOXKYTh CBITYUTH NIPO CEPUO3HUY BIIJIUB Ha
Ne4viHKy (BUpaXkKeHa acTeHis, aHOPeKCis, MoCTiiHa Hyg0Ta, O/TI0BaHHS Ta KOBTSIHUILIS). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS (IyKOHA30Jly CIIif HeraHO NPUNWHUTY Ta IPOKOHCYIbTYBATUCA 3 JTiKapeM.

Cepuego-cyouHHa cucmema. [lesiki a301u, y TOMy YHUCJIIi ¥ (PIIyKOHA30J1, aCOLi0I0TECA 3
nopoBxXeHHAM iHTepBany QT Ha enekTpokappiorpaMi. [ToBigoMiisocs nNpo AyKe pifKiCHI BUIIafKU
nofoBxKeHHs iHTepBany QT Ta mapokcu3MasbHOI LITYHOYKOBOI Taxikapfil TUIY «IipyeT» Npu
3acToCyBaHHi (yKoHa305y. TakKi MoBimOMIEHHS CTOCYBAIKUCS MALli€HTIB i3 TIXKKUMU
3aXBOPIOBAHHSMY IIPHU MOE€OHaHHI 6araThox (GaKTOPiB PU3UKY, TAKUX SK CTPYKTYPHi 3aXBOPIOBAHHS
ceplis, IOPYyIIeHHs eJeKTPOJIiTHOro 00MiHy Ta OMHOYACHE 3aCTOCYBaHHS iHIIMX JiKapChKUX 3aC00iB,
III0 BIJIMBAIOTh Ha iHTepBan QT.

®r03aK crtif 3 00epeXKHICTI0 3aCTOCOBYBATH IalliEHTaM i3 PU3UKOM PO3BUTKY apuTMiit. OfHOYacHe
3aCTOCYBaHHS pa3oM i3 miKapchKUMH 3acob6aMu, 1110 IPOJIOHTYIOTE iHTepBan QTc Ta MeTabomi3y0ThCS
3a ponomoro pepmenty CYP3A4 uutoxpomy P450, npoTunokasaHe.

I'anoppanmpun. T'anodanTtpun € cydctparom pepmenty CYP3A4 i mponourye intepsan QTc mpu
3aCTOCyBaHHI y peKOMeH[I0BaHUX TepaleBTUUHUX fo3ax. OmHoYacHe 3aCTOCYBaHHS rajoaHTPUHY Ta
(bIyKOoHa301y HE PEKOMEHIYEThCS.



ITepmamonoziuri peakuii. ITig 9ac 3acTocyBaHHS (HIIYKOHA30IY PiAKO MOBIMOMIISIOCS PO PO3BUTOK
TaKUX eKC(oJiaTUBHUX IMKIPHUX peakiil, K cuHapoM CTiBeHca-[[2KOHCOHa Ta TOKCUYHUYI
emigepManbHui HeKpoi3. [TamienTu 3i CHIloM Ginbir CXUTbHI OO PO3BUTKY TSIKKUX ITKipHUX
peakxiiiit mpu 3acTocyBaHHi 6araThox JTiKapchKux 3acobiB. JAKIO y MallieHTa i3 TOBepXHEBOIO
rpubKOBOIO0 iH(EKITi€t0 3’ IBNII0TLCS BUCHUIIH, 1[0 MOXKHA II0B’SI3aTH i3 3aCTOCYyBaHHIM (DITYyKOHA307Y,
Iofasblile 3aCTOCyBaHHA IIpenaparTy Cif NPUIUHUTYU. JKII0 Y aljieHTa 3 iHBa3UBHOI/CUCTEMHOIO
rpuOKOBOIO iH(EKIIi€I0 3 IBNAIOTHLCS BUCUIIK Ha IIKipi, 3a KOr0 CTAHOM MOTPiOHO PETENTbHO
CIIOCTEpIiraTH, a y pasi po3BUTKY OYIbO3HUX BUCHUIIIB @60 MyIbTH(HOPMHOI €PUTEMU 3aCTOCYBAHHS
GbIyKOHA30I1y CHIif MPpUIUHUTH. [10BiqOMIISIIIOCS PO Peakililo JikapchKux 3acobiB 3 eo3uHOGiiE0 Ta
cucteMauMu cumntomamu (DRESS cunmpowm).

I'inepuymausicmb. Y pigKiCHUX BUIMIaAKaX IIOBIIOMJISIOCS IPO PO3BUTOK aHa(iNaKTUYHUX peakKllii.

ITumoxpom P450. ®nykoHa301 € mOoTykHUM iHribiTopoM dhepmenty CYP2C9 Ta noMmipHUM
inribitopom pepmenty CYP3A4. Takoxk ¢nykonaszon € inribitopom pepmenty CYP2C19. Crin
CIIOCTepiraT 3a CTAHOM IIALE€HTIB, IKi OGHOYACHO 3aCTOCOBYIOTh PJIt03aK Ta IpenapaTy 3 By3bKUM
TepaneBTUYHUM BiKHOM, 110 MeTaboi3yoThcs 3a yyacTio CYP2C9, CYP2C19 ta CYP3A4.

Tepgpernadun. Criig peTeIbHO CIIOCTEPIraT 3a CTAHOM MallieHTa IPU OJHOYaCHOMY 3aCTOCYBaHHI
TepdeHaguny Ta GyKoHa3omy y go3i Meniie 400 Mr Ha 700y.

3acmocyeanns y nepiod eazimHocmi abo 200yeanHsi 2pydoio.
2KiHKu penpodyKkmueH020 8iKy

Ilepen MOYaTKOM JIiIKyBaHHS MALi€HTKY CJIiI mMpoiH(OpMyBaTH PO MOTEHI[IHHUHA PUIHK IS
wioga.

ITicnst 3acTOoCyBaHHS OTHOPA30BO1 1034 NMOTPiOHO BUTPUMATH Nepio BUBEIEeHHs
¢nykoHa3o01y, SKuil CTaHOBUTH NPHOIU3HO 1 THXKAEeHb (110 BinmoBigae 5-6 mepiogam
HalliBBUBEJI€HHS), 10 HAaCTaHHA BariTHOCTi (IuB. po3ain «®apMaKoKiHeTHKA»)

IIpu TpuBaIuX Kypcax JiKyBaHHS XKiHKaM PenpoOgyKTHBHOTO BiKy CJIii pO3I/IsSTHYTH
MOZKJIMBICTh 3aCTOCYBaHHSI KOHTPalleNIlil MPoTsroM yChOro nepiogy JiKyBaHHS Ta
npoTsiroM 1 THKHSA MiC/IsA IPHHOMY OCTaHHBOI I03H.

BazimHicmb

OOcepBaliiHi TOCTiAKEeHHsI CBiT4aTh PO MigBUIEHNN PU3UK CIIOHTAHHOTO ab0opTY Y XKiHOK, SKi
OTpUMYyBau (PIYKOHA30JI IPOTATOM IEPIIOro Ta/abo APYroro TpuMecTpy, IOPiBHAHO 3 KiHKaMH,
SKi He IpuiManu QpIyKoHa30j abo OTPUMYBaJIu MiCIIeBi a30/1d y TOW CaMUU Iepiof.

HasBHi emigemiosioriuni gocaigkeHHs 1040 PO3BHTKY Baj CEpIisi IPH 3aCTOCYBaHHI
¢nykona3zony y mepiog BariTHOCTi JaloTh cynepewIHnBi pe3yjabTaTd. OgHAK MeTaaHaIi3 5
o0cepBalliiHUX JOCTiNXKeHb, TPOBEIEHNX 3a YYaCTIO KiIbKOX THCSY BariTHUX XKiHOK, fKi
OoTpUMYBaIH (GIYKOHA30JI IPOTATOM IEPIIOro TPUMECTPY, BUSIBUB MiTBUIIEHHSI PU3HKY
PO3BHUTKY Baj cepusi y HeMOBIAT B 1,8-2 pa3u moOpiBHSAHO 3 TaKUM y HEMOBJIAT, MaTepi IKUX
He 3aCTOCOBYBa/Iu (PpIyKOHa30J Ta/abo BUKOPHCTOBYBaIX a30JIM OJIg MiCLIeBOTO 3aCTOCYBaHHS.

Y noBigoM/IEeHHSIX OMHCAaHO BPOAXKEHi BaJH PO3BUTKY Y HEMOBJIAT, MaTePi AKHUX
oTpHMYyBajIM BHCOKi mo3u (Big 400 mo 800 mr/nody) ¢diaykonasony y mepiog BaritHocTi



npotsirom 3 MicsniB ab6o OinbIe mpu JTiKyBaHHI KOKIIHAioinoMiko3y. Cepen BpOIKeHHX
Bajl, sIKi cmocTepirajaucs y mux giteH, - Opaxinedanis, gucmiasis ByIIHUX PaKOBHH,
HaJgMipHe 30i/IbIII€HHS NepPeIHbLOr0 TiM sTYKa, BUKPUBJIEHHsI CTETHOBOI KiCTKU Ta
NPOMEeHEeBO-IIeYOBH CHHOCTO3. [IDHYHHHO-HAC/TITKOBHH 3B’sI30K MiK 3aCTOCYBaHHAM
¢dnykoHa3ony Ta BpOIXKEeHHMH BaJlaMH He BCTAaHOBJICHHH.

He cnig 3acTocoByBaTu 3BUYarHi f03U (JIYKOHA30/Iy Ta KOPOTKOTPUBAJi KypCH JIiIKyBaHHSA
(GbIyKOHA30JI0M y Tlepiof BariTHOCTI, 3a BUHATKOM KpaiHbOl HEOOXiIHOCTI.

He cnip 3acTocoByBaTu BHCOKi 103U QIyKOHa307y Ta/ab0 TpuBai KypCH JTiKyBaHHS
(GbIyKOHA30JI0M y Tepiog BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(EKIIi, 110 TOTEeHIiNHO
3arpoOXyIOTh XKUTTIO.

®nyKoHAa30J1 IPOHUKAE ¥ TPyAHE MOJIOKO Ta [OCATA€E HUXKY0I KOHIIEHTpallil, HiXK y 1a3Mi KpoBi.
TomyBaHHS IPYAAI0 MOXKHA IPOJOBXKYBATH IIiC/II PA30BOT0 3aCTOCYBaHHS 3BUYANHOL 03U
bnykoHa3oy, 1mo ctaHoBuUTh 200 Mr abo MeHIIIe.

TomyBaTH TPYAII0 HE PEKOMEHAYEThCS IpU 6araTopa3oBOMYy 3aCTOCYBaHHi GIyKOHa301y abo mpu
3aCTOCYBaHHI BUCOKHX 03 (QIIyKOHA30ITY.

®nyKoHAa30J1 He BIUIMBaB Ha (GEPTUIBHICTh CaMIliB Ta CaMOK [OCTigKyBaHUX TBAPHUH.

30amuicme enaueamu Ha weudkicmob peakuii npu KepyeaHHi asmompaHcnopmom a6o
iHwumMu mexaHizmamu.

HocnimkeHb BINIUBY IpenapaTty @o3ak Ha 3aTHICTh KePyBaTH aBTOTPAHCIIOPTOM abo MpallioBaTu 3
IHIIMMY MeXaHi3MaMu He MPOBOIUIIH.

[TamieHTiB cnifg mpoiHGOpMyBaTH PO MOXKJIMBICTh PO3BUTKY 3allaMOpPO4YeHHS abo CyooM IIif 4ac
3acTocyBaHHA npemnapaty ®mto3ak. [Ipu po3BUTKY TaKUX CUMIITOMIB HE PEKOMEHIYETLCS KePyBaTU
aBTOTPAHCIIOPTOM a00 MpaIfoBaTH 3 iHITUMU MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHs1 ma do3u.

TabneTku ciig KOBTaTH IimuMu. [IpuitoM IpemnapaTty He 3aIeXKUTh Bifl BXKUBaHHS 1Xi.
Hopocai.

[IpenapaT 3aCTOCOBYIOTh IEPOPAJIBHO y [03i 150 MI 0IHOPa30Bo.

ITayieHmu AiMHbO20 BIKY.

[Tpu BimCYTHOCTI 0O3HaK MOPYIIEHHS QYHKIiM HUPOK [JId JIiKyBaHHS L€l KaTeropil malji€HTiB
3aCTOCOBYIOTh 3BUYANHY A03Y AJIS JOPOCIIHX.

ITopyweHHA PYHKUIU HUPOK.

@ 1yKOHA301 8uBOOUMBCA 8 OCHOBHOMY 13 ceyero y He3MiHeHoMYy 8u2a:0i. [Ipu pazosomy
3acmocyeaHHi npenapamy Kopuzayeamu 003y OaHill kameezopii nauieHmie He nompibHo.



ITopyweHHA pyHKUIU neviHKU.

®nyKoHA307 CIifl 3aCTOCOBYBaTH 3 00€PEeKHICTIO MallieHTaM i3 MOpyLUIeHHAMU QYHKIIiH IIeYiHKH,
OCKiJIbKY iH(popMaIlil o0 3aCTOCyBaHHS (HIIyKOHA30JIy IIifi KaTeropii maijieHTiB HeIOCTaTHEO.

Himu.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYBaHHS IIpPenapaTy s JTiKyBaHHS T'eHiTalbHUX KaHAUIO03IB y miTen
He BCTaHOBJIEHI, He3BaXKal04y Ha BUYEPIIHI JaHi IM0A0 3aCTOCyBaHHSA (QIIyKOHA30Iy AiTAM. AKIIO0
icHye HaranmbHa moTpeba 3aCTOCYyBaHHS IIpelapaTy mifiTkaM (BikoM Big 12 mo 17 pokiB), criif
3aCTOCOBYBATH 3BUYalHi 03U [JIS JOPOCTIHUX.

Ilepedo3yeanHs.

OTpuMaHO MOBiIOMIIEHHS PO ITepeno3yBaHHS (PIIYKOHA307I0M; OMHOYACHO ITOBIAOMIISIIOCS IIPO
rajIonuHalil Ta napaHoifalabHy MOBEHIHKY.

[Tpu nepeno3yBaHHi HEOOXiMHO ITPOBECTH CHMIITOMATUYHY MiATPUMYIOUY Tepariio Ta y pasi
He0oOXiIHOCTi TPOMUTH IITYHOK.

®nyKOoHA30J 3HaYHOI0 MipOI0 EKCKPETYETHCA i3 cedelo; OpCcOBaHUY Hiype3 MOXKe IIPUCKOPUTH
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBAJIiCTIO 3 TOOUHU 3HUXKYE PiBeHb (QPIYKOHA30ITY y
m1a3Mi KpoBi mpu6nmu3Ho Ha 50 %.

ITobiuni peakuii.

Haityacrime (>1/10) nmoBigomsisocst mpo Taki mo6iyHi peakiril: ronoBHuM 6inb, 6inb y yepeBHi
TIOPOXKHUHI, miapest, HynoTa, O/II0BaHHS, BUCUIIAHHS, MiABUIIIEHHS PiBHS ajaHiHaMiHOTpaHCcdepas3u
(AJIT), acnaptataminoTpascdepasu (ACT) Ta nmyxkHol pochaTa3u Kposi. [ToBigoMisimocs mpo
peaxlrito JTiKapchbKux 3aco0iB 3 eo3uHodinmieo Ta cucteMEuMu cumntomamu (DRESS curmpom), 110
II0B’513aHi 3 NMiKyBaHHSIM (PITyKOHA30710M (IuB. po3min «OcoONMMBOCTI 3aCTOCYBaHHS»).

II7s OLiHKY YaCTOTU BUHUKHEHHS MOOIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikariiio: myxe
yacTo (= 1/10), wacTo (Bim = 1/100 mo < 1/10), meyacTo (Big = 1/1000 mo < 1/100), pigko (Bim =
1/10000 mo < 1/1000), myxe pigko (< 1/10000), yacToTa HeBifoMa (HEMOXKJIMBO OLIIHUTH Ha IigCTaBi
HAsIBHUX JaHUX).

3 6oky cucmemu Kposi ma aimpamuyHoi cucmemu.

HeyacTo: aHeMid.

Pigko: arpaHynouuTo3, TeHKoIeHis, HEUTPOIEeHis, TPDOMOOLUTOIEHIS.

3 boky imyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaiuHi ma asimeHmapHi po3aaou.



HeuyacTo: 3HUXKEHHS alleTUTy.

Pigko: rineprpurminepunemis, rinepxojiecTepuHeMis, TinoKagieMis.
ITcuxiuHi nopyweHHA.

HeuyacTo: 6@3COHHS, COHIUBICTE.

3 6oky Hepeogoi cucmemu.

YacTo: ronoBHuUM 6ifb.

HeuacTo: cygomu, 3anaMopo4YeHHs, ITapecTesii, MOpylIeHHsS CMaKy.
Pigko: Tpemop.

3 6oky opaaHis cayxy ma eecmubyapHO20 anapamy.

Heuacro: BepTHuro.

3 6oky cepus.

Pigko: mapokcu3ManbHa LITyHOYKOBA TaXiKaphisl TUIY «IIipyeT», MOAoBXeHHd iHTepsany QT.
3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

Yacro: 06inb y YepeBHill TOPOXKHUHI, fiapes, HyooTa, OMIOBaHHS.
Heuacrto: 3anop, gucrerncis, MeTeopusM, CyXiCTb ¥ POTI.
I'enamobiaiapHi po3aadu.

YacTo: nmigBuIlleHHs PiBHSA anaHiHamiHoTpaHcdepasu (AJIT), acmaprataminoTpancdepasu (ACT),
nmyxHo1 pocdaTasu.

HeuacTo: xomecTas, JKOBTSIHULIS, HiBUILIeHHS piBHS OinipybiHy.

Pigko: me4iHKOBa HEOCTATHICTh, FeIaTONEMIONIPHAN HEKPO3, TeIaTUTH, TeaTOIeTI0NIIPHE
ypaxKeHHS.

3 60Ky wkipu ma nidwKipHOi MKAHUHU.
YacTo: BUCUIIaHHS.

HeyacTo: cBepbixk, MeuKaMEeHTO3HUH JepMaTUT (BKJItoYaouu GHikcoBaHUM MeIUKaMEeHTO3HUMN
OepMaTuT), KPOIUB SHKA, MiIBUINIeHE TTOTOBUIIIEHHS.

Pigko: TOKCUYHUY enigepMalbHUM HEKPOIIi3, cuHOpoM CTiBeHca-[|:KOHCOHA, TOCTPUU
reHepai3oBaHUM €K3aHTeMaTO3HUU MyCTYIb03, eKC(HOTiaTUBHUM IePMaTUT, aHTiOHEBPOTUYHUN
HaOpsK, HAOpSIK 00/IMYYsI, aJTOmeIris.

HesimoMmo: peakiiis Ha JTiKapcbKuii 3acib 3 eo3nHOdimieo Ta cucreManmMu cumntomamu (DRESS).

3 60Ky 0NOPHO-PYX08020 anapamy ma CnoAyYHOi MKAHUHU.



HeuacTo: mianris.
3azanvHi po3nadu ma peakuii y micui 88e0eHHA.
Heuacrto: mifBuiieHa BTOMJIIOBaHICTh, HE3yKaHHS, aCTeHis, rapsg4ka.

HasiBaicTh 6apBHUKa [ToHCO 4R (E 124) MOKe CIPUYMHUTH alepriyHi peakiiii, a
MeTunnaparigpokcudensoaty (E 218) Ta mpominmaparigpokcuben3soary (E 216) Moxke CIpUUYUHUTHI
asepriyHi peakiii (MOXKIMBO, YIIOBIIbHEHOTO TUILY).

[imu. YacToTa Ta xapakTep nMoOiuHNX peakllid i BigxuaeHb Bif HOPMU pPe3yJbTaTiB 1ab0paTopHUX
aHaJIi3iB y XOAi KJTiHIYHUX JOCIiAKEHb 3a y4acTIo [iTel 3iCTaBHI 3 TAKUMHU Y OOPOCIIUX.

3gimyeaHHs npo nido3piosaHi nobiuHi peakui.

3BiTyBaHHS PO Mimo3pioBaHi MoOiuHi peakilil micns peecTpatiii TikapchKoro 3aco0y Ma€ BaXkKJIuBe
3HaueHH4d. Lle nae 3Mory mpoBoauTy 6e3mepepBHUN MOHITOPUHT CITiBBiIHOIIEHHS MiXK KOPHUCTIO i
pU3UKaMH, TIOB’I3aHUMHU i3 3aCTOCYBaHHAM I[bOTO JTIKapChKOTO 3aco0y. MeIUUHUX IPalliBHUKIB
IIPOCSATH 3BiTyBaTH PO Oyb-gKi Mimo3pioBaHi mo6iyHi peakilil BifmoBigHO 40 BUMOT MiCIIEBOTO
3aKOHOMaBCTBA.

Tepmin npudamHocmi. 3 POKH.

YmMmoBu 30epirannsi. 30epiratu npu Temnepatypi He Butile 25 °C. 30epiraté B HEIOCTYITHOMY [T
OiTed Micrii.

YnakoBka. [1o 1 TabneTmi y 6mictepi; mo 1 61icTepy B KapTOHHIN KOPOOIIi.

Kareropis Bignmycky. bes penenra.

BupoOHHUK.

OIIC Jlimiten.

Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca MicIs MpoBaIXKeHHs HOro Tis/IbHOCTI.

JI-56/57, ®eui3 II-1I, BepHa [ugactpian Icreit, Bepua, Cancet, 'oa - 403 722, Iamis.






IHCTPYKLIA

[JIST MEIMYHOT'0 3aCTOCYBAHHS JIiIKAPCHKOTO 3aC00y

®JII03AK

(FLUZAC)

CKnao:



Oitoua peuosuHa: fluconazole;
1 TabneTka MicTuth iaykoHazomy 50 mr, 150 mr a6o 200 Mmr;

JonoMidcHI peuoBuHU: Kambllio TimpodocdaT, KpoxMainb KyKyPYyA3sSTHUM, KPeMHiI0 Ti0KCHU[ KOJIOITHUH
0e3BO[HMII, MaTHil0 CTeapaT, HaTPil0 KPOXMaJbITKOIAT (TUI A), HaTPilo Taypuscynbdar,
MeTunmnaparigpokcubensoat (E 218), mponinnaparigpokcubensoart (E 216), Tanbk, 6apBHUK [T0HCO
4R (E 124).

Jlikapcbka ¢popma. TabneTku.

OcHosHi (i3uko-xiMiyHi 8 1acmusocmi: TIOCKi, KpyTili TabIeTKH POKEBOI'0 KOJIbOPY 3
BKPAIIJIEHHSIMH, 31 CKOIIeHUMH KpasMH, 3 JIiHi€I0 PO3710My 3 OQHOTO OOKY Ta rJIafeHbKi 3 iHIIoro.

dapMakoTepaneBTHYHA rpyna. [IpoTurpubkoBi 3aco0u [Jisi CHCTEMHOT'O 3acToCyBaHHS. [ToxinHi
tTpuasoiny. Kog ATX JO2A CO1.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

MexaHi3M mii.

®nykKoHAa3071 € TPOTUTPUOKOBUM 3aCO00M KJ1acy Tpra3oiiB. [IlepBUHHUM MexXaHi3MOM Horo [ii €
npUrHideHHs rpubKoBoro 14-anbda-1aHoCTePOsI-IeMEeTUIIOBAHHS, OTI0CEPENKOBAHOT0 IUTOXPOMOM
P450, 110 € HeBix'eMHUM eTanoM 6iocMHTE3y IPUOKOBOT0 eprocrepony. Akymynaiisa 14-anbda-MeTun-
CTEPOJIiB KOPEJIIOE 3 IOMIaIbIIO0 BTPATOI0 eProcTeposy MeMOpaHoio rpuOKOBOL KITITUHU Ta MOXKe
BifiTIOBigaTH 3a IPOTUTPUOKOBY aKTUBHICTh (PriyKOHa30/1y. ®IyKOHa307 € OiNIbII CEIEKTUBHUM 10
rpubkoBux ¢hepMeHTiB nuToxpomy P450, Hixk mo pisHuX cucteMm pepmenTiB nutoxpomy P450 ccasiiis.

3acTocyBaHHS GIyKOHa307y y mo3i 50 Mr Ha moOy mpoTsaroM 28 mHIiB He BIITUBAE HA PiBeHb
TECTOCTEPOHY Y IJIa3Mi KPOBi ¥ 40JIOBiKiB a00 Ha piBeHb EHAOTE€HHUX CTEPOINiB ¥ KiHOK
penponyKTUBHOTO Biky. ®nykoHa3on y no3i 200-400 Mr Ha o0y He IPOSBIISE KITiHIYHO 3HAUYIIIOTO
BIIJIUBY Ha PiBeHb €HAOTEeHHUX CTEPOifiiB a0 Ha BigMOBib Ha CTUMYJISIII0 aqPEHOKOPTAKOTPOIIHOTO
ropmony (AKTT) y 3mopoBux f0OPOBOJIBLIIB YOI0BIUOl CTATI.

HocmimKeHHS B3aEMO/Iii 3 aHTUITIPUHOM ITPOIEMOHCTPYBAJIO, 1110 3acToCyBaHHS 50 MT QrIyKoHa30Ty
pa30Bo uu 6araTopa3oBo He BIJIMBA€ Ha MeTab0Ii3M aHTUIIIPUHY.

YyTnusicTs in vitro.

®nykoHa3071 in vitro eMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUAIB Candida, 1110
3ycTpivaroThcd Hauvacrime (Bkmodatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata
IEMOHCTPYE IMPOKUY Aialla30H YyTIUBOCTI 70 PyKoHa30my, Tofi 9K C. krusei € Jo HbOTO
PE3UCTEHTHOIO.

Takox (prryKoHa30: in vitro GEMOHCTPY€E aKTUBHICTD IK IPOTU Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i mpoTH eHAeMiuyHUX MIiCHABUX IpubiB Blastomices dermatitidis,



Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aemMo038’ 430K papMaKoKiHemu4HuUXx i papmakoOuHaAmMivHuUx saacmusocmel.

BigmoBigHO 10 pe3ysbTaTiB OOCIIIXKEHDb Ha TBapUHaX, ICHYE KOPEJIALii MiX MiHIMalIbHO0
inribyro4oio KOHIIeHTpalli€lo Ta e()eKTUBHICTIO IPOTH eKCIIepUMeHTaNbHUX MOesel MiK03iB,
cripuuuHeHuX BugamMu Candida. BifmoBimHO 0o pe3ynbTaTiB KIIIHIYHUX JOCTiAXKEHb, iCHYE TiHiltHa
3anmexHicTh Mizk AUC Ta go3or0 ¢piaykoHasony (mpubnusno 1:1). Takox icHye nmpsMuit, ane
HenocTaTHil 3B’930K MixK AUC a60 103010 Ta TO3UTUBHOO KTiIHIYHOO BiTIOBIAII0 Ha JTiKyBaHHSA
OpaJIbHOT0 KaHAMA03Y Ta MEHIIOK MipOI0 - KaHOUOeMil. AHAOTiYHO JIiKyBaHHS iH(QEKIin,
CIIPUYMHEHUX IITaMaMy, [0 SKUX (PIYKOHa30Jl AEMOHCTPYE BUCOKY MiHiMaIbHY iHTiOyI04y
KOHIIEHTpAllil0, € MEHIII 3aJ0BiTbHUM.

MexaHi3M pe3uCTEeHTHOCTI.

Mikpoopraniamu pogy Candida [eMOHCTPYIOTh YUCI€HHI MeXaHi3MU Pe3UCTEHTHOCTI 10 a30JIbHUX
npoTUrpuOKoBUX 3ac00iB. PIyKOHA30JI HEMOHCTPYE BUCOKY MiHiManbHYy iHTiOyI04y KOHIIEHTpALlil0
IPOTHU WITaMiB rpuliB, AKi MaloTh OguH a0 Oinbille MeXaHi3MiB PE3UCTEHTHOCTI, 110 HETAaTUBHO
BIIJIMBA€E Ha e(peKTUBHICTH in Vivo Ta B KJIiHiYHiN npakTuli. [I0BifOMIANIOCS IPO BUIAAKU PO3BUTKY
cynepindexkuii, cnpuyuHeHol Candida spp., iHmumu Hix C. Albicans BufaMu, 110 9acCTO €
He4yTIuBUMHU [0 (hykKoHa3o0my (Hanpuknag Candida krusei). [Ins niKyBaHHS TaKUX BUMAOKIB CIIif
3aCTOCOBYBATH aJlbTePHATHUBHI IPOTUTPUOKOBI 3ac00U.

dapmakoKiHemuxka.

dapMaKOKiHEeTHYHI BNacTUBOCTI GIYKOHA30Iy € MONIOHUMHU IIPY BHYTPIITHLOBEHHOMY i
IIepopaJibHOMY 3aCTOCYBaHHI.

AGcopOrris.

®nykoHa3om mo6pe BCMOKTYETHCS IIPHU II€POPaIbHOMY 3aCTOCYBaHHi, a piBeHb Impernapary y maasmi
KpOBi i cuctemMHa 6iogocTymHicTh mepeBulyioTh 90 % piBHS HIYKOHA30Y Y M1a3Mi KPOBi, 1110
[OCSATAETHCS NIPYU BHYTPIIIHEOBEHHOMY BBe[leHH] nIpenapaTy. OgHOYacHe BXKHMBaHHS 1XKi He BIIJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy P M0To IlepopalbHOMY 3aCToCyBaHHi. [1ikoBa KOHILIEHTpallis y Iy1a3Mi
KpPOBi focaraeTtscsd dyepes 0,5-1,5 ropuny micns npunomy npemnaparty. KoHlleHTpanis npemnapary y
I1a3Mi KpoBi IponopuiHa go3i. PiBHOBaXkHa KOHI[eHTpalisd Ha piBHI 90 % mocsiraeThCst Ha OPYTU
[eHb TiKyBaHHS NIPU 3aCTOCYBaHHI y epIINY NeHb HaBAHTaXXyBaJIbHOI [0O3H, 110 BABiUi IepEBUIIYE
3BUYalHy 7000BY [03Y.

Pozmomin.

006’em po3mnopiny mpubIu3HO OOPIBHIOE 3aralbHOMY BMICTYy pifMHU B OpraHi3Mi. 3B’si3yBaHHS 3
Oinkamu mra3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3on mobpe MPOHUKAE B YCi MOCTIXKYBaHi pifuHu opraHiaMy. PiBeHb (QIyKOHA301y Y CIUHI Ta
MOKPOTHHHI € TOAIOHUM 10 KOHIIEHTPAllii IpenapaTy y mja3Mi KpoBi. Y malieHTiB, XBopux Ha
rpubKOBUYM MEHIHTIT, piBeHb QIIYKOHA30Jy Y CIHHHOMO3KOBIH pifmuHi mocsirae 80 % KoHIeHTpallil y
I1J1a3Mi KPOB.

Bucoki koHLeHTpallil ¢GIyKOHa30I1y y WIKIipi, 10 IePeBUINYIOTh CHPOBATKOBI, OCATAIOTHCS Y
porosoMy Iapi, enigepMici, gepmi Ta moTi. ®JIyKOHAa30JI HAKONUYYETHCA y PorosoMy wapi. [Ipu



3actocyBaHHi go3u 50 Mr 1 pa3 Ha goOy KoHIIeHTpauis (GIyKoHa30iy micisa 12 oHiB niKyBaHHS
CTaHOBUJA 73 MKT/T, a 4epe3 7 OHIB MiCIS 3aBepIIEHHS JTiIKyBaHHSA KOHI[EHTpALlisd BCe Ille CTaHOBUJIa
5,8 Mkr/r. IIpu 3actocyBanHi o3u 150 mMr 1 pa3 Ha TUXKAEHb KOHILIEHTpaIisA (GIyKoHa30/y Ha 7 JeHb
JIiKyBaHHSI cTaHOBUIa 23,4 MKT/T; yepe3 7 OHIB IMiCJA 3aCTOCYBaHHS HACTYIIHOL AO3U KOHILIEHTpallis
Bce I11e cTa”HoBuaa 7,1 MKI/T.

KonnenTpanis ¢pnykoHa3omy B HIrTax micns 4 MmicsniB 3acTocyBaHHS 150 Mr 1 pa3 Ha TUXIeHb
craHoBuia 4,05 MKI/T y 3M0poBUX 10OPOBOJIBIIB Ta 1,8 MKTI/T Ipu 3aXBOPIOBaHHSX HITTiB;
(byKoHa30J1 BU3HAYaBCA Y 3pa3kax HirTiB uepes 6 MicAIiB Micis 3aBeplleHHS Teparil.

BioTpancdopmarris.

®nykoHa3on MeTabomi3yeThCst He3HAYHOIO0 Mipoto. [Ipy BBefieHHi 103U, MideHOl pagioaKTUBHUMHU
izoTonamu, nuie 11 % ¢pnaykoHa305y eKCKPEeTYEThCA 3 Cedero Y 3MiHeHOMY BUrIAnAi. OIyKOHa30711 €
cenleKTuBHUM iHribiTopoM i30depmenTiB CYP2C9 ta CYP3A4, a Takox iHTiOiTOpOM i30hepMeHTy
CYP2C19.

BuBenmeHH4.

[Tepion HamiBBUBemeHHS (IYKOHA30Ty i3 MJIa3MU KPOBi cTaHOBUTH 0113bK0 30 roguH. Binbina
YacTHUHA [IpenapaTy BUBOAUTHCS HUPKaMmu, mpudoMmy 80 % BBemeHOI 03U BUSIBISETHCS y CEUi B
He3MiHeHOMY cTaHi. KimipeHc (hyKoHa30/1y IPONOPLiMHUY 10 KIipeHCy KpeaTuHiHy. LIUpKymo0dnx
MeTaboliTiB He BUSBJIEHO.

TpuBanuii nepion HamiBBUBEeNeHH IIpernapaTy 3 IJIa3MU KPOBi Ja€ MOXKJIUBICTH pa30BOro
3aCTOCYBaHHA IIpeliapaTy [IpY BariHaJIbHOMY KaHOUO031, @ TAKOXK 3aCTOCYBaHHA Ipernapaty 1 pa3 Ha
TUX[EHb IPY IHIIUX TOKa3aHHSAX.

HupkoBa HEIOCTATHICTE.

Y manieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOT'0 CTYIEHs (IIBUAKICTh KIy004YKoBOi ¢inbTparii < 20
MJI/XB) TIepiof HamiBBUBemeHHs 36inmbiryeTbes 3 30 rogun mo 98 roguu. ToMmy 1if KaTeropii naiieHTiB
HeoOXiTHO 3MEHIIUTH 003y QIyKoHa3omy. ®IyKoHa30JI BUNAISEThCS IIUITXOM IreMofianisy, Ta
MEHIIIO0 MipOIo - IIJIIXOM iHTpanepruTOHeanbHoro aianidy. CeaHc remofianily TpUBaicTiO 3 TOGUHA
3HUXKYE PiBeHb PIIyKOHA30y y MIa3Mi KpoBi mpubnu3Ho Ha 50 %.

3MiHM (papMaKOKiHETHKH Y TAI[iEHTIB JIITHHOTO BiKy, OUeBUAHO, 3a/ieXKaTh Bifl MapaMeTpiB QyHKIIiN
HUPOK.

KrinigHi xapaKTepHCTHKH.

Iloka3aHnHs.

JIikyBaHHS TaKUX 3aXBOPIOBAHb y NOPOCIIUX, AK:
- KPUIITOKOKOBUM MEHIHTIT;

- KOKITUMi01no3;

- iHBA3MWBHI KaHOUOO3H;

- KaHU03M CIM30BUX 000JI0OHOK, BKJII0OUAI0YM KaHOUA03 POTOTJIOTKY Ta KaHAU03 CTPaBOXOMY,



KaHIUOYPis, XPOHIYHUY KaHOUO03 WKIPHU i CTU30BUX 000IOHOK;

- XpOoHiYHKY aTpodiuHNM KaHAUI03 (KAaHAKU03, CIPUUYNHEHNM BUKOPUCTAHHAM 3yOHUX IIPOTE3iB),
Ipy HeeeKTUBHOCTI MiClIeBUX CTOMATOJIOTiYHUX Tiri€eHIYHUX 3ac00iB;

- BariHaJbHUM KaHOUO03, TOCTPUY YU PElUOUBYIOUYNM, KOJIU MiCIleBa Tepallisi He € JOPEYHOI0;
- KaHOUOO3HUY 0aslaHiT, KOIU MiclieBa Tepallis He € HOLiTbHOIO;

- IepMaTOMiKO03H, BKJII0Yal04y MiK03 CTOII, MiK03 I'JTafieHbKOl MIKipH, ITaXOBUM OepMaTOMiK03,
pisHOOapBHUM NHIlIal Ta KAHAKWOO3HI iHQEKIIi] IKipy, KoMK IT0Ka3aHO 3aCTOCOBYBATU CUCTEMHY
Tepartiio;

- mepMaTO(iTHUYN OHIXOMiK03, KOJIM 3aCTOCYBaHHS iHIIKX JTiIKAPCHKUX 3aC00iB HE € JOLITbHUM.
[TpodinakTuka TaKMX 3aXBOPIOBaHb y JOPOCIHX, SK:
- PELUAUB KPUIITOKOKOBOTO MEHIHTITY y IAI[l€EHTIB 3 BUCOKUM PU3UKOM MOT'0 PO3BUTKY;

- PeluauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOAy y malieHTiB 3 BIJI 3 BUCOKMM PU3UKOM MOT0
PO3BUTKY;

- 3HUKEHHST YaCTOTH PEeIUONBIB BariHaIbHOT0 KaHAUI03y (4 abo Ginble BUMAAKiB Ha PiK);

- npodinakTUKa KaHAWOO3HUX iH(EKIIiN y Malli€HTiB i3 TPUBaJIO HEUTPOIEHi€ (Halpukian y
TIAIEHTIB 3i 37T0KiCHUMH 3aXBOPIOBAHHSIMY KPOBI, SIKi OTPUMYIOTh XiMioTepariio abo y mallieHTiB mpu
TPaHCIIaHTallil TeMOII0eTUYHUX CTOBOYPOBUX KIIITHH).

imu.

3aCcTOCOBYBATH JIiKapChKUi 3aci6 y ¢popMi TabmeToK maHill KaTeropii maiieHTiB MOXKHA TO[i, KOJIU
miTv 3maTHi 6e3MeYHO TPOKOBTHYTH TabNIeTKy, 110 3a3BUYall € MOXKJIMBUM Y Billi Bi 5 POKiB.

®11103aK 3aCTOCOBYIOTH [IiTSIM IJIs JTIKYBaHHS KAaHOUI03iB CIM30BUX 000JIOHOK (KaHAMI03 POTOTJIOTKH,
KaHJU03 CTPaBOXOMY), iHBA3UBHUX KaHAXW031B, KPUIITOKOKOBOTO MEHIHTITY Ta AJIs NPO(diTaKTUKU
KaHOUO03HUX iH(EKIiN ¥ MallieHTiB 31 3HUKEHUM iMyHiTeTOM. [IpenapaT MoXKHa 3aCTOCOBYBATH SIK
NigTPUMyBa/IbHYy Tepaliio Ajis IonepenXkeHHs PeIUIuBY KpUITOKOKOBOT'O MEHIHTITY y AiTel i3
BUCOKMM PU3UKOM MOTO PO3BUTKY.

Teparmiwo npenapaTtoMm dIr03aK MOXHA PO3NOYUHATY O OTPUMAHHS Pe3yJIbTaTiB KyJIbTypaIbHUX Ta
iHmmx mabopaTOPHUX OOCIIXKEHB; IICIIS OTPUMaHHS pe3yJIbTaTiB aHTUOAKTEpialIbHy TEpAIliio CIIif
CKOPHUTYBaTHU BiAIIOBITHUM YMHOM.

IIpomunoka3aHHs.

- limepuyTnuBicTh KO GIyKOHA301y, iHIINUX a30IbHUX CIOIYK ab0 [0 OyOb-SKOi 3 JOIOMIiXKHUX
PEYOBUH IIpenapary.

- OgHOYacHe 3acToCcyBaHHS (HITyKOHA30/Iy Ta TeppeHaguHy NalieHTaM, SKi 3aCTOCOBYIOTh
bnykoHa301 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rimHO 3 pe3yIbTaTaMM JOCTiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).



- OgHoYacHe 3acToCyBaHHS (HITYKOHA30IIy Ta iHINX JIiKapCchKUX 3ac006iB, 110 TTOOBXKYIOTh iHTEpBa
QT ta meTabomizyoTbcs 3a mormoMoroi hepmenTy CYP3A4 (Hampukiap U3aNpPUIy, aCTeMi3oy,
miMO3HU[y, XiHIAMHY, aMiOfapoHy Ta epPUTPOMILIAHY).

B3aemodina 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

ITpomunoka3aHo cymicHe 3acmocyB8aHHA (GAYKOHA304Y MA HUXCYE3d3HAYEHUX AIKaPCbKUX 3acobis.

ITuzanpud. [ToBigoMIAIOCS TPO PO3BUTOK MOGIYHUX pPeakiliit 3 60Ky ceplls, y TOMY YHUCIIi po
[IapOKCU3MaJIbHY LIIYHOUYKOBY TaxikKaphito TUIY «IIipyeT», y Malli€HTiB, AKi ODHOYACHO
3acToCoByBanu (GIyKOHA30J Ta Nu3anpun. KoHTponboBaHe OOCTIIXKEeHH IPOOEeMOHCTPYBAJo, 110
omHOYacHe 3actocyBaHHS 200 Mr ¢riykoHasony 1 pa3 Ha mo6y Ta 20 MT uu3anpuny 4 pa3u Ha fo0y
IIPU3BOMMIIO 10 3HAYHOTO MigBUINEHHS PiBHA IIU3aNpUAy y IIa3Mi KPOBi Ta 10 TOOOBXKEHHS
inTepBany QT. OmHOYacHe 3acToCyBaHHSA (HIYKOHA30IIy Ta U3anpHUAy NPOTUIOKa3aHe (OUB. PO3MiI
«[IpoTUnIOKa3aHH»).

TeppeHaduH. Yepe3 BUNIAHKU PO3BUTKY TAXKKHUX CEPLEBUX apUTMil, CHPUYNHEHUX TOJOBKEHHAM
inTepBany QTc, y mallieHTiB, SKi 3aCTOCOBYIOTh a30/IbHI MPOTUTPUOKOBI JTikapchKi 3ac00M 0OHOYACHO
3 TepheHaguHOM, Oyu MPOBEEH] MOCTiIKeHH B3a€MO/Iil ITUX IIperaparTiB. Y X0fi 0qHOTO
MOCTiAKEeHHS IPU 3aCTOCYBaHHi ¢iyKoHa3ony y mo3i 200 Mr Ha o6y He Oy10 BUSIBIIEHO ITOMOBXKEHHS
inTepBany QTc. [HI1e goCHiAXKeHH IPU 3aCTOCYBaHHI QIyKoHa3o0iy y go3ax 400 mr ta 800 Mr Ha
no0y IpogeMOHCTPYBAJo, 1[0 3aCTOCYyBaHHA (IyKoHa305y v mo3ax 400 mr Ha goOy abo BHllle 3HAYHO
IiABUINY€E PiBeHb TeppeHafuHy y IIJla3Mi KpOBi IIPU OGHOYACHOMY 3aCTOCYBaHHI IIUX Ipeaparis.
CywmicHe 3actocyBaHHs (iykoHa3ony y mo3ax 400 mr a6o Buille 3 TepdheHaAUHOM IPOTUIIOKA3aHE
(muB. po3min «IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHI QrykKoHa3omy y mo3ax Hux4de 400 Mr Ha mo0y
OJIHOYaCHO 3 TepheHaguHOM CIIiJl IPOBOAUTHU PEeTENIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmewmizon. CymicHe 3aCTOCyBaHHS (DIIyKOHA30JIy Ta aCTeMi30Jly MOXKe 3MEHIIUTHU KITIipeHC
acteMizony. Cupu4ynHeHe UM IiABUIIEHHS KOHI[EHTPAIlil acTeMi30/Ty y m1a3Mi KpoBi Moxe
IIPU3BECTH 10 Oof0BXKeHH iHTepBany QT Ta y pigKiCHUX BUIAgKax - IO IapOKCU3MaJIbHOI
IIJTyHOYKOBOI Taxikappil Tumy «mipyeT». OgHOYacHe 3aCTOCYBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IIPOTUIIOKA3aHe.

ITimo3ud ma xiHiduH. CyMicHe 3aCTOCyBaHHS (HJTyKOHA30JIy Ta MiMo3uny abo XiHimuHy Moxke
IPU3BOOUTH [0 IIPUTHIUEHHS MeTaboi3My mimMo3uny abo XiHifuHYy, X04a BiAIOBIgHUX HOCIigXKEHb in
vitro Ta in vivo He poBomuiu. ITifBUIIIEeHHS KOHIIEHTpallii miMo3umy a0o XiHiguHy y I1a3Mi KpoBi
MOXKe CIIpUYMHATU NogoBXKeHHs iHTepBany QT Ta y pigKiCHUX BUNagKax MPU3BOAUTHU OO PO3BUTKY
IIapOKCH3MaJIbHOI IITYHOYKOBOI TaxiKapfii Tumy «mipyeTr». OgHOYacHe 3aCTOCYyBaHHSA (IyKOHA30ITy
Ta niMo3uAay abo XiHifWHY IPOTUIIOKA3aHe.

EpumpomiyuH. OgHOYacHe 3aCTOCYBaHHS €PUTPOMIIMHY Ta (PIyKOHA30Jy MOXKe IIPU3BOTUTH JO
IiABUIEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (mogoBxkeHHS iHTepBany QT, napokcu3manbHOl
IIJTyHOYKOBOI TaXiKappil TUIY «IipyeT») Ta, K HACIiIOK, OO PalTOBOl CepLeBOol CMEPTi.
3acTocyBaHHs KoMOiHaIlil ITUX TiKapchKuX 3ac00iB MPOTUIIOKA3aHe.

AmiodapoH. OgHOYACHE 3aCTOCyBaHHS (IIYKOHA30Jy 3 aMioflapOHOM MOXKe IIPU3BECTH J0
npurHiyeHHs MeTabosiaMy amiomapony. CriocTepiraBcs 3B'130K MiXK 3aCTOCYBaHHSIM aMioJapoHy Ta
nopnoBxeHHAM iHTepBany QT. OpmHO4YacHe 3acTOCYBaHHS (PIyKOHA30Jy Ta aMiofapoHy
IIpOTUIIOKa3aHe (OuB. po3min «IIpoTunoka3aHHI»).

He QQKOMQH@)ZGmbCﬂ 00HOYdcHe 3dCmMoCyB8AdHHA gib/l)[KOHdSO/l)Z ma Huxc4e3d3Ha4eHux /linQCbKUX



3acobis.

I'anopanmpuH. ®IyKOHaA30J1 MOXKe CIPUYMHUTH MigBUIIEHHS KOHIIEHTpallil rajJjoQpaHTpHUHY y IIa3Mi
KpOBi 3a paxyHOK npurHiueHHsa CYP3A4. OnHOoYacHe 3aCTOCYBaHHS LIUX JIIKAPCHKUX 3aC00iB MOXKe
IIPU3BOOUTHU OO0 MigBULIEHHS PU3UKY PO3BUTKY KapAiOTOKCUUYHOCTI (mogoBxkeHHs iHTepBany QT,
ImapoKcu3MalibHa IITYHOYKOBA TaxiKapAis TUIY «IIipyeT») Ta, K HaCIigoK, J0 PamnToBOl CepIeBol
cMepri. Crtig yHHKATH 3aCTOCYBaHHS KOMOiHaIlil JaHUX JTiKapChbKuX 3aco0iB.

CymicHe 3acmocyeaHHA GAYyKOHA304yY MA HUHCYe3a3HAYeHUX AiKaPCbKux 3acobis aumazae
obepedicHOCMi Ma Kopu2y8aHHs 003U.

Bnaue iHwux aikapcvkux 3acobig Ha ¢payKkoHA304.

HocmigxeHHsT B3a€MO{Iii TPOAEMOHCTPYBaJIH, 10 TepopasibHe 3aCTOCYBaHHS (PIYKOHA30ITy
OJHOYACHO i3 BXKMBaHHSIM 1XKi, TPUAOMOM IUMETHUIUHY, aHTALUIIB a00 TOAIbIINM ONPOMIiHEHHSIM
yCBOT'0 TifNla [ IIepecagky KiCTKOBOTO MO3KY He Ma€ KJIiHiYHO 3HAYYI[OT0 BILIMBY Ha abcopOIliio
(bIyKOHa301y.

PugpamniyuH. OmHOYaCHe 3aCTOCYBaHHS (PIyKOHA30JIy Ta pAUPaMIiuHy IPU3BOAUIIO 10 3HUKEHHSI
AUC Ha 25 % Ta cKopouyBaJo IIepiof HaniBBUBeneHHS (iayKoHa3ony Ha 20 %. ToMy Ania nalieHTis,
SIKi 3aCTOCOBYIOTh pU(aMIIiIIKH, CIIifl PO3TISAHYTH OOIIMbHICT MiABUIIEHHS 103U (PIYKOHA30IY.

I'idpoxaopmia3ud. Y gocrnigxKeHHi papMaKOKiHETUUHOI B3a€EMOil oqHOYacHe GaraToKkpaTHe
3aCTOCYBaHHS TiIPOXJIOPTia3uay ¥ 3G0POBUX OOPOBOJIBIIB, SIKi OTpUMYyBanu (HIyKoHA307I,
IiABUINYBAJIO KOHI[EHTPALi0 (IyKoHa30iy B m1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3a€MOfil He
BHMaralTh 3MiH y peXkuMi 003yBaHHS (PIIyKOHA30Iy AJIS Malli€HTiB, SKi ODHOYAaCHO OTPUMYTh
CeYOTiHHi 3aco0u.

Bnaue ¢aykoHa3zony Ha iHWi Aikapcwki 3acobu.

®nykoHa3071 € OTYKHUM iHTi6iTopoM i30depmenTy 2C9 nutoxpomy P450 (CYP) Ta momipHUM
inriitopom CYP3A4. ®nykona3on € inribitopom CYP2C19. Ha momaToK [0 CIIOCTepeXyBaHUX/
NOKyMEHTAJIbHO MiATBEPAKEHUX B3a€EMOIii, 1110 ONMCaHi HAXKYe, IIPY OMHOYaCHOMY 3aCTOCYBaHHI i3
(bIIyKOHa30JI0M iCHY€ PU3UK IiABUIIEHHSA Y [IJIa3Mi KPOBI KOHIIEHTPAI[iM iHIIUX CIIOJYK, 110
MeTabomizytoTbcsa CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acToCOByBaTH Taki KOMOiHallil mpemnapaTiB
ciipm 3 06epexkHICTIO; ITPY IIbOMY HEOOXiqHO peTeIbHO CIIOCTEePiraTé 3a CTAaHOM IAlliE€HTiB.
[TpurniuyBanbHa Oist GprykoHa301y Ha hepMeHTH 30epiraeTbcs mpoTsarom 4-5 mib micis #oro
3aCTOCYBaHHS y 3B’3KY 3 MOr0 TPHUBAJIUM I1€PiOIOM HalliBBUBEIEHHS.

AnvpeHmania. Y pasi oqHOYACHOTO 3aCTOCYyBaHHA anb(eHTaHiny ¥ 0o3i 20 MKT/KT Ta GIyKOHA30/Iy y
no3i 400 Mr 3mopoBUM HOOPOBOJIBIISIM CIIOCTePiranocs mBokpaTHe 36inbimierHs AUC,,, MOXKIIHUBO,
yepe3s inridyBanus CYP3A4. Moxe 6yTu HeoOXigHUM KOPUTYBaHHS 03U albdeHTaHiny.

AmimpunmuniH, HopmpunmuaiH. ®TyKOHaA30JI MOCUIIOE [0 aMiTPUIITUIIIHY Ta HOPTPUNITUITIHY.
PekoMeHyeThCST BUMIPIOBATH KOHIIEHTPAI] 5-HOPTPUNITUIIHY Ta/ab0 S-aMiTpUNTUIIIHY Ha TOYATKY
kKoMOiHOBaHOI Teparii Ta yepe3 1 THXKOeHb. Y pa3i HeoOXigHOCTI CITif BiTKOPUTYBATH 03y
aMITPUNTUIIHY/HOPTPUIITUIIIHY .

Am¢pomepuuuH B. OgHOYacHe 3aCTOCyBaHHA (IIYKOHA30Iy Ta aMPoTepulnHy B iHpiKoBaHUM MUIIaM
i3 HOpMa/JIbHUM IMYHITETOM Ta iH(}IKOBAHMM MHUIIAM 3i 3HMKEHUM iMYHITETOM [ajio TaKi pe3yiIbTaTH:
HEBEUKNHN aguTHBHUM POTUTPUOKOBUY epeKT npu cucteMHil indexii C. albicans, BifCyTHICTB
B3a€EMO[il IPH BHYTpPIlIHbOUEPeNHiK iHeKil Cryptococcus neoformans Ta aHTaroHi3M OBOX
IpelnapariB Ipu CUCTeMHiN iH(eKil Aspergillus fumigatus. KniniuHe 3HaYeHHS pe3y/bTaTiB,



OTPUMAaHUX Yy XO[i LIUX OOCIiAXKEHb, HEBIOME.

AHmukoazyaaHmu. 9K i Ipu 3aCTOCYBaHHI iHIIUX a30JIbHUAX MPOTUTPUOKOBUX 3ac00iB, Ipu
OIHOYACHOMY 3aCTOCYBaHHI (PIyKOHA30/1y Ta BaphapuHy MOBiTOMIISIIOCS PO BUIIAAKKU PO3BUTKY
KPOBOTEY (reMaToOM, HOCOBOI KPOBOTEUYI, IITYyHKOBO-KUIIKOBUX KPOBOTEY, TeMaTypii Ta MeleHn) y
TIOEHAHHI 3 TOJOBXKEHHSM ITPOTPOMOiIHOBOTO Yacy. [Ipu ogHOYaCHOMY 3aCTOCyBaHHI (Pr1yKoHA30Iy
Ta BaphapuHy CrocTepiraaocs: JBOKpaTHe MigBUIIEHHS MPOTPOMOiHOBOT0 Yacy, UMOBIPHO, BHACIIIIOK
npurHideHHs MeTaboniaMy Baphapuny yepe3 CYP2C9. Crig peTenbHO KOHTPOJIOBATH
IPOTPOMOiIHOBHI YacC y MAalli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATyISIHTA ab0
inmamHemion. Moxe OyTy He0OXimHOI KOPEKIlis 03U aHTUKOATYJISHTY.

Ben3odiazeniHu kopomkoi 0ii, Hanpukaad Midazoaam, mpuasoaam. Ilpu3HadyeHHs (IyKOHA30ITy
IiCJIsT TepOPaIbHOT0 3aCTOCYBAHHS Miga3ojamMy MPU3BOAKUIIO OO0 3HAYHOTO IMigBUIIIEHHS KOHIIEHTpAIlil
Miga3ojaMy Ta 4O MOCUIEHHS IICUXOMOTOPHUX edeKTiB. OfHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30Iy y
no3i 200 Mr Ta mMifgasoaMy y mo3i 7,5 Mr nmepopaibHO Ipu3Boauso oo nigsuineHHs AUC Ta mepiony
HaliBBUBeNeHHS V 3,7 Ta 2,2 pa3a BiAmoBigHo. 3acTocyBaHHS PrykKoHa3omy y mo3i 200 Mr/moby Ta
0,25 Mr Tpuasongamy nepopanbHO Npu3BoAuio Ao miapuineHHs AUC Ta nepiofy HalliBBUBEIEHHS
Tpralonamy y 4,4 ta 2,3 pa3a BignoBigHo. [Ipu ogHOYACHOMY 3aCTOCYyBaHHI (GITyKOHA301y Ta
TpHa30JlaMy CIIOCTepiraaocs IOTEHIIiI0BaHHS Ta IIPOJIOHTalis edeKTiB TpHa30iaMy.

ZKI110 MalieHTy, IKAM MPOXOOUTh KyPC JiKyBaHHS (PIIYKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3emiHaMu, 703y OCTAHHIX CJTiff 3MEHIIUTH Ta BCTAHOBUTH HaJIEXKHUHM HATJISA[ 3a
CTaHOM IIalli€HTa.

Kapbama3zeniH. ®nykoHa30y1 npurHiuye MmetabosiaM KapOaMa3eliny Ta CIPUYUHSIE MiTBULIEHHS
piBHS Kap6aMasemniny B cupoBaTiii KpoBi Ha 30 %. IcHye pu3uK pPO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6aMaseniny. Moxke OyTy HeoOXiIHUM KOPUTYBaHHS 103U KapbaMas3eniHy 3alekHO Bifl piBHS #0ro
KOHIIEeHTPaIlil Ta Oil mpemapary.

baokamopu kaavuiesux kaHanie. [lesiKi aHTaroHiCTH Kanblliio (Hibenurin, icpaguiid, aMIOOUITIiH Ta
denopumin) MetabonisyoThcs pepmernToM CYP3A4. ®nyKoHa30I1 MOTEHIIMHO MOXKe IiIBUIIyBaTH
CHCTEMHY €KCII03UIIif0 O7I0KaTOPiB KabIlieBUX KaHaJliB. PEKOMEHIOBaHUY PETENIbHUN MOHITOPUHT
IIIOI0 PO3BUTKY MOOIYHUX peaKITii.

Ilenekokcu6. [Tpu ogHOYACHOMY 3aCTOCYBaHHi ¢pykoHasony (200 mMr Ha moby) Ta 1enekokcudy (200
mr) C,.. Ta AUC nenekokcuOy migBuimyBanucs Ha 68 % Ta 134 % BigmoBigHo. ITpu ogHOYACHOMY
3aCTOCyBaHHI LleIeKOKcuOy Ta PprryKoHa3051y MoxKe OyTu HeOOXigHUM 3MeHIIeHHS 03U I[eJIeKOKCUOy
BOBiui.

Huxkaogpocpamio. OgHOYaCHE 3aCTOCYBaHHA IUKI0(ochaminy Ta GpayKoHa30Jy IPU3BOAUTE OO
nigBUIIeHHS PiBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoXHa
3aCTOCOBYBAaTH OMHOYACHO, 3BaXKalouy Ha PU3UK IigBUIIEHHS KOHIEeHTpalil 6inipybiny Ta
KpeaTUHIHY B CHPOBATILi KPOBI.

®eHnmania. [ToBigOMIISAIOCS PO OOUH JIeTaJbHUM BUNIaNOK iHTOKCHKAlil (heHTaHIIOM BHACTIOOK
MOXKJIMBOI B3aeMofii peHTaHimy Ta QrykoHa3omy. [1o TOTO XK, y HOCTigXKEHHI 3a y4acTIO 30OPOBUX
no0poBOIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (PIYKOHA30JI 3HAYHO YIIOBiIbHIOBAB eJTiMiHallio
denTaniny. [ligBullleHHS KOHLIEHTPaIlil GeHTaHiTy MOXKe IPU3BECTU [0 IPUTHIUEHHS AUXaHHS, TOMY
CJIi[l peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe 0yTH HeoOXiIHO KOpeKIid 103U (GeHTaHiy.

IH2ibimopu I'MTI-KoA-pedykma3su. CymicHe 3acTocyBaHHS (IyKoHa30:y Ta inribiTopis 'MI-KoA-
penykTasu, 1o MeTtabomnizyorecss CYP3A4 (aTopBacTaTUH Ta CUMBACTaTHH), abo iHribiTopis 'MI -



KoA-penyxkra3sy, mo Metabonizyioteca CYP2C9 (drmyBacTaTuH), MiABUIyE PU3UK PO3BUTKY MiomaTil
Ta pabgomionisy. ¥ pa3i HeoOXigHOCTI OQHOYACHOTO 3aCTOCYBAHHS LIUX MPeIapaTiB CHIifl peTeabHO
CIIOCTEpiraTu 3a NalliEHTOM IIIO0 BUHMKHEHHS CUMIITOMIB Miomartii Ta pabmomioidy i mpoBoguTH
MOHITOPHHT PiBHSA KpeaTHHKIHA3MU. Y pa3i 3HAaYHOTO MMABUINEHHS PiBHA KpeaTUHKIHA3H, a TAKOXK IPHU
miarHocTyBaHHi abo migo3pi Ha MiomaTiio/pabmomiosnti3 3acTocyBaHHs iHribiTopiB MI-K0oA-penykTasu
CITil IPUTIUHUTH.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaimyc, CUPOAIMYC I MAKPOAIMYC).

HukaocnopuH. ®1yKOHA30J1 3HAYHO IigBUIye KoHIeHTpalito Ta AUC nuknocnopuny. [1pu
OJHOYAaCHOMY 3aCTOCYyBaHHi ¢pnyKoHa3o01my y no3i 200 Mr/go0y Ta IIMKIIOCIIOPUHY Y H03i

2,7 mr/kr/mo6y cnocTepiranocs 30inpmenHs AUC nuknocnopuny y 1,8 pasa. Lli mpenapatu MoxkHa
3aCTOCOBYBaTH OJHOYACHO 3a YMOBU 3MEHIIEHHS NO3U LUKJIOCIOPUHY 3aJIe3KHO Biff 10T0
KOHIIEHTpAIlil.

Egeposimyc. OPyKOHA30JI MOXKe IMiABUINYBaT! KOHLIEHTPALIil0 eBEePOJIIMYyCYy B CHPOBATIi KPOBi 4yepes
npurHideHHss CYP3A4.

Cupoaimyc. ®yKOHA30JI MiABULIYE KOHLIEHTPALII0 CUPOIIMYCY V IIJIa3Mi KPOBi, UMOBIPHO, IIJIZXOM
npurHiyeHHs Metaboniamy cuposimycy depmenTom CYP3A4 ta P-rmikomporeinoM. Lli mpemapartu
MOXKHa 3aCTOCOBYBaTH OOHOYACHO 3a YMOBY KOPUT'YBaHHS JO3U CHPOJIMYCY 3a71€KHO Bif PiBHS
KOHIIeHTpallil Ta eeKTiB Impemnapary.

Takpoaimyc. ®nyKoHA30J1 MOXKe IMigBUIyBaTH KOHIIEHTPAIlil TAKPOJIiMyCy B CHPOBATII KPOBi 0 5
pasiB Ipu #oro nepopaybHOMY 3aCTOCYBaHHI Yepe3 MPUTrHiueHHS MeTab0/1i3My TaKpomiMycy
depmenToMm CYP3A4 y kumieyHuky. [Ipy BHYTPIlIHEOBEHHOMY 3aCTOCYyBaHHI TaKPOIIMyCy He
CIIOCTEpITranocs 3HaYHUX 3MiH (papMakKoKiHeTuKu. [lifBuIleH] piBHI TaKPOJIIMyCy aCOIiI0I0TECS 3
He(POTOKCUYHICTIO. [103y TAaKpOIiIMyCy Ol IEPOpPalbHOr0 3aCTOCYBaHHS CIIif 3HUXKYBaTH 3aJIeXKHO
BiJl KOHIIEHTpAIlil TaKPOJIMyCYy.

JIozapmat. ®nyKoHa30J IPUTrHiyye MeTab0I1i3M J103apTaHy A0 MOT0 aKTUBHOT'O0 MEeTaboIIiTy
(E-31 74), mo o6yMoBIIIO€ GinbIly YaCTUHY aHTArOHI3MY 10 PellenTopiB aHrioTeH3uny II mig yac
3aCTOCYBaHHS JI03apTaHy. PekoMeH0BaHO 3[iMCHIOBATH ITOCTIMHUY MOHITOPHUHT apTepiaJbHOrO0
TUCKY Y NALE€HTIB.

MemadoH. ®nyKOHa30/1 MOXKe MiABUIYBaTHA KOHI[EHTPAllil0 METAaOHY y CUpOBaTIi KpoBi. [Ipu
OJHOYaCHOMY 3aCTOCYBaHHiI MeTafioHy Ta (IyKOHa30/1y Moxke 0yTH HeoOXifHMM KOPUTYBaHHS 03U
MeTafloHYy.

Hecmepoidui npomu3anaavHi npenapamu (HII3I1). Ilpu ogHOYaCHOMY 3aCTOCYBaHHI 3
dbnykonazonoMm C,,, Ta AUC dnypbinpodeny miguiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIBHIHO
3 BiAiTIOBigHMMY MTOKa3HKWKaMHU IIPHU 3aCTOCYBaHHi TimbKu GypbinpodeHy. AHaIOTiYHO IIPU
OJHOYaCHOMY 3aCTOCYyBaHHi ¢IyKoHa301y 3 paneMiyauM idynpodenom (400 mr) C,,, Ta AUC
(bapMakosIoTiyHO aKTUBHOTO i30Mepy S-( )-ibynpodeny nigsumtyBanucs Ha 15 % Ta 82 % BigmoBigHO
IIOPiBHSHO 3 TAKMMHU IMOKAa3HUKAMU IIPU 3aCTOCYBaHHI TiJIbKY palleMiuHOro i0ynpodeny.

®nyKOHa30JI MOTEHLIMHO 30aTHUY MiABUIyBaTU CUCTEMHY eKcno3ulito inmux HII3II, mo
MeTabomizytoTbest CYP2C9 (HampuKiiag HallpOKCEHY, IOPHOKCHKAMY, MeJIOKCUKaMy, OUKI0heHaKy).
PekxoMeHIOBaHO MEPiogUYHO 3[iMCHIOBATA MOHITOPUHT MOOIYHUX PeakKIliii Ta TOKCUYHUX IIPOSIBIB,
noB’s13aHux i3 HII3I1. Moxe OyTu noTpibHe KopuryBauHs mo3u HIT3II.

®enimoiH. dryKoHa307 IPUTHIYY€e MeTaboi3M (eHiTOiHYy B nediHii. OqHoYacHe 6araTopa3oBe



3actocyBaHHS 200 MTr driykoHa3o0my Ta 250 Mr ¢GeHiTOIHy BHYTPIIIHHOBEHHO NIPHU3BOAUTE 10
niguiierHs AUC,, denitoiny Ha 75 % Ta C,,, Ha 128 %. [Tpu omHOYaCHOMY 3aCTOCYBaHHI LIUX
JiKapChbKUX 3aco0iB CITifl MPOBOOUTH MOHITOPHHT KOHIIEHTpallii (eHiTOIHy B CUPOBATIIi KPOBi AJIs
YHUKHEHHS PO3BUTKY TOKCHYHOI [iii HeHiTOoIHy.

ITpedHizoH. [ToBimOMIISATIOCS TIPO BUIIQMIOK, KOMM y TallieHTa IIiciId TpaHCIJIaHTallil Me4YiHKY Ha Tl
3aCTOCYBaHHS IPEOHI30HY PO3BUHYJIacCd roCTpa HEOOCTAaTHICTh KOPY HaJHUPKOBHUX 3a/103, 110
BMHUKIIA ITiCJISI IPUIIMHEHHS TPUMICSIYHOT0 Kypcy Tepatil hprykoHa30moM. [IpunuHeHHsS
3aCTOCyBaHHS (DITyKOHA30JIy, UMOBIPHO, CIIPUYUHUIIO OCHIeHHS akTUBHOCTI CYP3A4, mo npussesno
[0 IPUCKOpPeHHs MeTabomi3My npegHi3ony. CIifl peTebHO CTEXUTH 3a NalliEeHTaMH, SKi IPOTIToM
TPUBAJIOTO YacCy OOHOYACHO 3aCTOCOBYIOTh (DIIYKOHA30J1 Ta MPEOHi30H, 3 METOI0 IoIepeakKeHH
PO3BUTKY HEIOCTAaTHOCTI KOPY HaJHMUPKOBUX 34103 MiC/ISl IPUIIMHEHHS 3aCTOCYBaHHS (DJIYKOHA30IIY.

PugpabymuH. ®nyKoHa301 MiABUINYE KOHIIEHTPALi0 prudabyTHHY B CHPOBATIII KPOBI, 110 TPU3BOOUTH
no 30inbuieHHs AUC pudabytuny mo 80 %. [Ipu omfHOYaCHOMY 3aCTOCYBaHHI (JIyKOHA301y Ta
pucdabyTuHY TOBIZOMIISIOCS IIPO BUIAOKU PO3BUTKY yBeiTy. [Ipu 3acTocyBaHHi Takol KoMOiHaIlil
nikapchkux 3aco6iB cifg 6paTtu g0 yBaru CUMIITOMY TOKCUYHOI fiii pudabyTuny.

CaxkeiHasip. ®nykonason migsutrye AUC Ta C,,, cakBiHaBipy mpubau3uo Ha 50 % Ta 55 % BiAmoBigHO
yepes NMpUTHiUeHHS MeTaboni3My cakBiHaBipy B neuinili ¢epmenTom CYP3A4 Ta uepe3s inribyBaHHS
P-rnikomporeiny. B3aemopil Mixk (hyKoHa30/10M Ta caKBiHaBipOM/pHUTOHABIPOM He JOCIiKyBaJIKCS,
TOMY BOHUM MOXKYTb OyTH OiNblll BUpaxKeHUMU. Moxe 0yTH He0OXiZHMM KOPUTYBaHHS 03U
CakBiHaBIpY.

IToxioHi cyavpoHincevosuHu. [Ipyu 0IHOYACHOMY 3aCTOCYBaHHI (hITyKOHA30J IPOJIOHTYE TIEPioa
HalliBBUBEMIEHHS MEePOPaIbHUX MOXIAHUX CYTbGOHIICEUOBUHY (XJTOpIIponaminy, rinibeHKnaminy,
T1inisuay Ta Ton0yTaMify) Mpu iX 3aCTOCYBaHHI 3MOPOBUM HOOPOBOIBISIM. PEKOMEHYEThCS
IIPOBOJUTY YaCTHU KOHTPOJIb IYKPY B KPOBIi Ta BiANOBITHUM YHHOM 3HUKYBaTHU 0O3Y MOXiTHUX
CyNb(OHITICEYOBUHY [IPY ONHOYACHOMY 3aCTOCYBaHHI 3 (GIIyKOHA30JIOM.

Teoginin. 3actocyBa"Hs GykKoHa30iy mo 200 mr npoTsaroM 14 gHiB MPU3BENO OO0 3HUKEHHS
CepengHbOro KiipeHcy Teodininy B maa3Mi KpoBi Ha 18 %. 3a mauieHTaMu, AKi 3aCTOCOBYIOTh TeO(iIiH
y BUCOKHUX 003aX a0o sIKi MaloTh MigBUIIEHNN PU3UK PO3BUTKY TOKCUYHUX IIPOSIBIiB Teo(DiTiHy 3 iHIINX
IPUYUH, CJIifi BCTAHOBUTHU HATJISAT IIOA0 BUSBIIEHHS O3HAK PO3BUTKY TOKCUYHOI Ail TeodinmiHy.
Teparito cif 3MIHUTH IIPU TOSIBI 03HAaK TOKCUYHOCTI.

Ankanoiou 6apeiHky. ®nykoHa30711, UMOBipHO, yepe3 inribyBanus CYP3A4, Moxke CIPUYUHSITH
TiABUINEHHS KOHIIEHTPAIll anKanoigiB 6apBiHKY y M1a3Mi KpoBi (HampuKIiIag BIHKPUCTHHY Ta
BiHO/TaCTHHY), III0 TPHU3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX e(EKTIB.

Bimamin A. TToBigoMgocs, 110 Y Nalli€eHTa, SKAU OOHOYACHO 3aCTOCOBYBaB TPAaHCPETUHOEBY
KHCIOTY (KucoTHa ¢popma BiTaminy A) Ta GyKoHA30, criocTepiranucs nobiuni peaxiiii 3 60Ky
IeHTpanbHOI HepBoBol cuctemu (LTHC) y dhopmi mceBmoTyMOpy T'OJIOBHOTO MO3KY; HaHul eheKT 3HUK
nicns BigMiHu QrnykoHa3omy. Li mikapchki 3aco6u MOXKHa 3aCTOCOBYBaTH OJHOYACHO, ajie CIIif
naM’sITaTé PO PU3UK BUHUKHEHHS Mo0iuHuX peakuit 3 60ky [THC.

Bopukoxa3zos (iH2ibimop CYP2C9, CYP2C19 ma CYP3A4). OnHo4YacHe 3aCTOCYBAHHSI BOPUKOHA30ITy
nepopanbHo (mo 400 Mr KoxHi 12 rogus npotarom 1 gus, notiMm 1o 200 mMr koxHi 12 rogun
IpoTATOM 2,5 OHS) Ta QpIyKoHa3oiy nepopanbio (400 Mr y nepmui gensb, noTiMm mo 200 Mr KoxHi 24
TOOUHY NIPOTATOM 4 [HiB) mpu3Beno o mipsuineHHs C, ., Ta AUC BOpUKOHA30/Iy B CEPEIHBOMY [0 57
% (90 % [I: 20 %, 107 %) ta 79 % (90 % IOI: 40 %, 128 %) BigmoBigHO. HeBigomo, 41 MPU3BOOUTH
3HUKEHHS 03U Ta/a00 YacTOTH 3aCTOCYBaHHS BOPUKOHA30Iy a00 (GIyKOHA30/IY OO0 YCYHEHHS TaKOT0



edexrty. [Ipu 3acToCyBaHHI BOPUKOHA30IIy MicNs GIyKOHA30Iy CIIifi IPOBOOUTH CIIOCTEPEXKEHHS
110710 PO3BUTKY M0GiyHUX e(heKTiB, acoIliifoBaHUX i3 BOPUKOHA30JIOM.

3udosyouH. ®nykona3son mippuiye C,.. Ta AUC 3unoBynuny Ha 84 % Ta 74 % BifmoBimHO, 110
3YMOBJIEHO 3HUKEHHSIM KITipeHCYy 3U0BYOUHY MpuOIu3HO0 Ha 45 % IIpu HOT0 IepopaabHOMY
3acTocyBaHHi. [Iepion HamiBBUBeNeHHS 3UNOBYAUHY OYB TaK0XK ITOOBXKeHUM MpruOnu3Ho Ha 128 %
micysa 3acTocyBaHHS KOMOiHallil (yKoHa30Iy Ta 3UJOBYAUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
Taky KoMOiHallito mikapchkux 3aco06iB, CTif criocTepiraTy 00 PO3BUTKY MOOIYHUX peaklin,
II0B’A3aHUX 13 3aCTOCYBaHHAM 3UOOBYIUHY. MOXKHa PO3rJISHYTU OOUUIBHICTE 3HUKEHHS N03U
3UOBYIUHY.

AsumpomiyuH. IIpy ogHOYACHOMY ITIepOPabHOMY Pa30BOMY 3aCTOCYBaHHI a3UTPOMILIMHY Ta
dbmykoHa3ony y mo3ax 1200 mr Ta 800 Mr BigmoBigHO KOQHUX 3HAUYIIUX (hapMaKOKiHETUYHUX
B3a€EMO[il BUSIBIEHO He OyJI0.

ITepopanvHi koHmpauenmusu. IIpu 3acTocyBaHHI QPyKOoHA301y Vv A03i 50 Mr BIUIMBY Ha PiBEHb
rOpMOHiB He 0yJ10, TOAI SIK ITPU 3aCTOCYyBaHHI PrykoHa3omy y mo3i 200 Mr Ha go0y criocTepiranocs
36inbimenHs AUC etuHinectpagiony Ha 40 % Ta meBoHOprectpeny - Ha 24 %. Lle cBig9uTh Ipo Te, 110
faraTopa3oBe 3aCTOCYBaHHS (GIYKOHA30Jy V 3a3HAYEHUX [03aX HaBPS YU MOXKe BIJIUBATH Ha
e(heKTUBHICTE KOMOIHOBAHOTO ITEePOPaIbHOr0 KOHTPALIETITHUBY.

Isaxkagpmop. CynyTHE 3aCTOCYBaHHS 3 iBaKahTOPOM, MifCUII0BaYeM MYKOBiCIIMIO3HOTO
TpaHcMeMOpaHHOTo perynsaropa mpoBigHocTi (CFTR), migBuIyBano eKCro3uilito iBakagTopy B

3 pa3y, a rigpokcuMmeTtuniBakapTopy (M1) - y 1,9 pasa. [ nauieHTiB, SKi OqHOYACHO 3aCTOCOBYIOTh
noMmipHi iHri6iTopu CYP3A, Taki K HIyKOHA30/ Ta EPUTPOMIIINH, PEKOMEHAYETHCS 3HUKEHHS NO3HU
iBakadTopy mo 150 Mr oguH pa3 Ha [o0y.

Oco06.1ueocmi 3acmocyeaHHsi.

Lepmamocgimis. BifmoBigHO m0 pe3ybTaTiB HOCHiAXKeHHS (HIYKOHA30I1y AJIS TiKyBaHHS gepMaTodiTil
y miTel, QpIyKoHa30JI He NepeBUlye rpu3eodyibBiH 3a e(eKTUBHICTIO, i 3araJbHUM TOKAa3HUK
eexkTuBHOCTI cTaHOBUTH MeHIIe 20 %. Tomy ®rnio3ak He CIIif 3aCTOCOBYBATH [JIS JIIKyBaHHS
nepMaTodiTil.

Kpunmoxkoko3s. [loka3iB e(eKTUBHOCTI (HTyKOHA30JIy AJIS JTiKyBaHHS KPUITOKOKO3Y iHIINX
JIoKaJIi3aliil (Hanpukiag JereHeBoro KpUITOKOKO3y Ta KPUIITOKOKO3Y LIKIpK) HeJOCTaTHbO, TOMY
PeKoMeHAalii 00 4030BOT0 PeXXUMY [JIs JIIKyBaHHSI TaKUX 3aXBOPIOBaHb HEMAE.

I'nuboki eHOemiuHi miko3u. [loka3iB edeKTUBHOCTI (DITyKOHA301y AN JTiKyBaHHS iHIUX Hopm
€HIEeMIiYHMX MiKO3iB, TaKUX SIK IapaKOKIIAIi0iMOMiK03, TiCTOMIa3M03 Ta IKipHO-TTiMbaTUYHUM
CIIOPOTPUX03, HEJOCTAaTHBO, TOMY PEKOMEHAII! 00 J030BOTO PEXKUMY AJIS TiIKyBaHHS TaKUX
3aXBOpIOBaHb HEMaAE.

Hupkosa cucmema. I1anienTam i3 mopyueHHIM (QYHKIIM HUPOK IIpenapar Clif 3aCTOCOBYBaTHU 3
o0epexkHicTIo (MuB. Po3ain «Cnocib 3acmocy8aHHsa ma 003u»).

Hedocmamuicmb HaOHUpPKoBuX 3a103. KeTOKOHA307I, SIK BifOMO, CIIPUYHUHSE HEOOCTATHICTh
HaJHUPKOBUX 3aJI03, i 1le TAaKOXK MOXKe CTOCyBaTHCs (IyYKOHA30Jly, X04a CIIOCTEPIraeThCs PiAKo.
HepocTraTHiCTh HAOHUPKOBUX 3aJ103, IOB'sI3aHa 3 OMHOYACHUM JIIKyBaHHSIM IPEOHI30HOM, ONKCaHa B
po3mini «BrnuB GIykKoHa301y Ha iHIIi TiKapchKi 3aco6u».



I'enamobiaiapHa cucmema. TlanienTam i3 mopyueHHIM GYHKIIIM MTeYiHKY ITpemapar CIif
3aCTOCOBYBaTH 3 006epexkHicTI0. 3acTocyBaHHS (HIIYKOHA30JIy acolliloBasiocs 3 PifKiCHUMY BUIIagKaMu
PO3BUTKY TAKKOI relTaTOTOKCUYHOCTI, BK/IIOUAIOYH JIeTaIbHi BUIIAKY, TOJIOBHUM YHMHOM Y ITalli€HTiB
i3 TAXKKMMH OCHOBHMMH 3aXBOPIOBAHHSIMU. Y pa3i, KOJIX PO3BUTOK remaTOTOKCUYHOCTI aCOIlif0BaBCS
i3 3acTocyBaHHSIM (HITyKOHA30I1y, He OyJI0 Bifl3Ha4YeHO 11 SIBHOI 3aJIe2KHOCTI Bifi 3araabHOI J000BO1
[O3U IIpenapaTty, TPUBAJIOCTI Teparii, cTaTi abo BiKy mallieHTa. 3a3BUYail reaTOTOKCUYHICTE,
crupuuyrHeHa (prryKoHa3010M, 0600pPOTHA, a 1l TPOsIBY 3HUKAIOTH IiC/Is NPUNUHEHHS Tepartil.

3a malieHTaMu, y SIKUX IIPU 3aCTOCYBaHHI (PIyKOHA30JTy CIIOCTEPIiraloThCs BiIXUIeHHS Pe3yibTaTiB
GYHKIIIOHATBHUX P00 MEeYiHKY, CJTil BCTAHOBUTHU PETENIbHUM HATJIS[ 040 PO3BUTKY OiNIbII TSIKKOTO
ypaXKeHHS eYiHKU.

[MTauieHTiB cnig TpoiHGOPMyBaTH PO CUMITOMH, 110 MOXKYTh CBITYUTH NP0 CEPUO3HUY BIIJIUB Ha
NeviHKy (BUpaXKeHa acTeHis, aHOPEeKCis, MOCTiiiHa Hy#oTa, 6/II0BaHHS Ta XKOBTSHULS). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS (IyKOHA30Jly CIIif] HerallHO IPUNWHUTY Ta IPOKOHCYIbTYBATUCA 3 JTiKapeM.

Cepuego-cyouHHa cucmema. [lesiki a301u, y TOMy YHUCIIi ¥ (PIIyKOHA3071, aCOLil0I0ThCA 3
nopoBxXeHHaM iHTepBany QT Ha enekTpokappiorpami. IToBigoMsgmocs nNpo AyKe pifKiCHI BUIIafgKu
nofoBxKeHHs iHTepBany QT Ta mapokcu3MasbHOI LITYHOYKOBOI Taxikapfil TUIy «IipyeT» mpu
3acTocyBaHHi prriykoHa3omy. Taki MOBiTOMJIEHHSI CTOCYBaJIMCS NALi€HTIB i3 TIXKKUMU
3aXBOPIOBAHHSIMH IIPYU OENHAHHI 6araThox GaKTOPiB PU3UKY, TaKUX IK CTPYKTYPHI 3aXBOPIOBAHHS
ceplis, IOPYIIeHHs eJIeKTPOJIiTHOro 06MiHy Ta OMHOYACHE 3aCTOCYBaHHS iHIIMX JiKapChKUX 3aC00iB,
III0 BIJIMBAIOTh Ha iHTepBan QT.

®m103aK cyif 3 00epeKHICTIO 3aCTOCOBYBATH TAlliEHTaM i3 pU3UKOM PO3BUTKY apuTMiii. OgHOYaCHE
3aCTOCYBaHHS Pa3oM i3 TiKapCchKUMH 3acobaMu, 110 IPOJIOHTYIOTE iHTepBan QTc Ta MmeTabomi3y0ThCS
3a pmommomoroi pepmenty CYP3A4 uutoxpomy P450, mpoTunokasaHe.

I'anopanmpun. T'anodanTtpun € cydctpatom pepmenty CYP3A4 i mponourye intepsan QTc mpu
3aCTOCYBaHHI y PEKOMEHIOBaHUX TePAeBTUYHUX f03aX. OOHOYACHE 3aCTOCYBaHHS TalloGaHTPUHY Ta
GbIyKOHA30Ily HE PEKOMEHOYETHCS.

Lepmamonoeziuni peakuii. ITig 9ac 3acTocyBaHHS (HJIyKOHA30JIy PiAKO MOBIJOMIIANIOCS IIPO PO3BUTOK
TaKuX eKCOomaTUBHUX MIKipHUX peakilii, Sk cuHapoM CTiBeHca-[[:KOHCOHA Ta TOKCUYHUMI
enigepManbHul Hekponis. [TamienTu 31 CHIIoM Oinblil CXUTBHI 40 PO3BUTKY TAKKUX IMTKipHUX
peaxiiif mpu 3aCcToCyBaHHi 6araThox JTiKapchKuX 3aco6iB. JAKIO y MallieHTa i3 TOBePXHEBOIO
rpubKOBOI0 iH(EKITi€r0 3’ IBNSII0THCS BUCUIIH, 1[0 MOXKHA II0B’SI3aTH i3 3aCTOCYBaHHIM (DITYKOHA30MY,
IIofasbllle 3aCTOCYBaHHA IIpenaparTy CJIif NPUIUHUTH. JKIN0 y IallieHTa 3 IHBa3UBHOK/CUCTEMHOI0
rpuOKOBOIO iH(EKIIi€I0 3’ IBISIOTHCS BUCUIIM Ha IIKipi, 3a HOr0 CTAHOM MOTPiOHO peTebHO
CIIOCTEpIraTH, a ¥ pasi po3BUTKY OyIbO3HUX BUCHUIIIB a00 MyIbTH(HOPMHOI €PUTEMU 3aCTOCYBaHHS
GbITyKOHA3011y CITifg TPUNUHUTH. [T0BiIOMIISIIIOCS PO peakliilo JTiKapchKux 3aco0iB 3 eo3nHO(Diniero Ta
cucteMauMu cumntomamu (DRESS cunpmpowm).

I'inepuymaugicmy. Y pigKiCHUX BUIIafiKaX IOBIJOMIISNIOCS IPO PO3BUTOK aHa(inaKTUYHUX peakiliil.

ITumoxpom P450. ®nykoHa307 € TOTyKHUM iHTibiTopoM dhepmenTy CYP2C9 Ta moMipHUM
inri6iTopom dhepmenty CYP3A4. Takox dhnykoHa3on € inribitopom dpepmenty CYP2C19. Cnig
CIIOCTepiraTu 3a CTAHOM IALE€HTIB, AKi OQHOYACHO 3aCTOCOBYIOTh ®I03aK Ta IIpenapaTy 3 By3bKUM
TepaneBTUYHUM BiKHOM, 110 MeTaboi3yoThcst 3a yuacTio CYP2C9, CYP2C19 ta CYP3A4.

Tepgperadun. Crig peTeIbHO CIIOCTEPIraTH 3a CTAHOM IallieHTa IIPY OJHOYaCHOMY 3aCTOCYBaHHi
tepdenaguny Ta GryKoHa3omy y go3i menie 400 mMr Ha m006y.



3acmocyeanns y nepiod eazimHocmi abo 200yeanHsi 2pydoio.
2KiHKu penpodyKkmueHo020 8iKy

[Tepen mo4yaTKOM JIiKyBaHHS MALUi€HTKY CHif IPOoiHGOPMYyBaTH PO MOTEHUiNHUN PUIUK OIS
nofa.

[Ticnst 3acTocyBaHHS OOHOPA30BOi 03K MOTPiOHO BUTPUMATH Iepiof BUuBemeHHs (PIyKOHA30Iy,
SIKM¥Y CTAHOBUTBL NpuONIu3HO 1 THXMOEHBD (110 BimmoBimae 5-6 mepiogaM HalliBBUBEIEHHS), IO
HaCTaHHS BariTHOCTI (OuB. po3fgin «PapMaKOKiHETHUKA»)

[Ipu TpuBanux Kypcax JiKyBaHHS XKiHKaM PeNpPOAYKTUBHOI'O BiKY CJIifl pPO3TJISHYTU MOXKJIUBICTh
3aCTOCYBaHHS KOHTpAIEIIil IPOTATOM YChOT'0 IIepiofy JiKyBaHHS Ta IPOTATOM 1 THUXKHS Hicns
IPUHOMY OCTaHHbBOI TO3H.

BazimHicmb

OG6cepBaliliHi gocmigKeHHS CBifUaTh PO MigBUIIEHUN PU3UK CIIOHTAHHOTO a0OPTY y XKIiHOK, SKi
OTpUMYBanu (GIYKOHA30J MPOTSATOM IEPIIOro Ta/ado APyroro TpUMeCTPY, MOPiBHSIHO 3
X)iHKaMu, gKi He mpuiiManu ¢IykKoHa3on abo oTpuMyBasid MicIleBi a30J71M y TOM caMuii mepiof.

HasaBHi enigeMionoriyHi gocnigXeHHS LMIOA0 PO3BUTKY Bal CeplLs IIPU 3aCTOCYyBaHHI
(GbIyKOHaA30I1y y Mepiof BariTHOCTI Aal0Th CynepedsauBi pe3ynbraTu. OgHAK MeTaaHali3 b
obcepBaliiHUX [OCTiAXKeHb, IPOBEEHNUX 3@ YYaCTIO KiJIbKOX THCSY BaTiTHUX XKIiHOK, SKi
OTpHUMYyBanu (GIyKOHa30J MPOTATOM IEPIIOT0 TPUMECTPY, BUSBUB IMiIBUIIEHHS PU3UKY PO3BUTKY
BaJ Cepls y HEMOBJAT B 1,8-2 pa3u NOpiBHAHO 3 TaKUM Y HEMOBJIAT, MaTepi IKUX He
3acTOCOBYBasu GIyKOHa30J Ta/abo BUKOPHUCTOBYBAJIU a30/Iu [JIs MiCIIeBOTO 3aCTOCYBaHHS.

Y noBigOMIEeHHSIX ONKXCAHO BPOOXKEHi Bagy PO3BUTKY y HEMOBJISAT, MaTepi SKUX OTPHUMYyBallu
BrCOKi mo3u (Big 400 mo 800 Mr/mo6y) ¢hyKoHa30/1y Y mepion BariTHOCTI mpoTsaroM 3 MicsiliB abo
Oinbine npu nikyBaHHI KokiuaioigoMiko3dy. Cepeq BPOMAXKeHUX Bal, SIKi CIIOCTepiramucs y mux
miten, - 6paxinedanis, gUcnIasis BYNIHUX PAaKOBHH, HagMipHe 30iNbllIeHHS ITepegHbOr0
TiM'sIYKa, BUKPUBIIEHHS CTETHOBOI KiCTKM Ta IPOMEHEBO-TIJIeY0BUN CUHOCTO3. [I[pUYMHHO-
HaCTigKOBUY 3B’SI30K MiX 3aCTOCYyBaHHSAM (DJIIYKOHA30/1y Ta BPOAXKEHUMHU BaflaMu He
BCTaHOBJIEHUH.

He cnipm 3acTocoByBaTu 3BHMYalHi 1031 HIyKOHA30/1y Ta KOPOTKOTPUBAII KypPCH JIiKyBaHHS
GbITyKOHA30JI0M y Tepion BariTHOCTI, 3a BUHATKOM KpaWHbOI HEOOXimHOCTI.

He cnip 3acTocoByBaTu BUCOKi 103U (QPIyKOHa307y Ta/ab0 TpuBai KypCH JIiKyBaHHSA
(bIIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(MEKIIil, 10 MOTEHIINHO
3arpoXyl0Th KUTTHO.

®yKOHa30/1 TPOHUKAE Y TPYAHE MOJIOKO Ta JOCATa€ HUKYO0I KOHIIEHTpallil, HiXK y Ija3Mi KpoBi.
FomyBaHHS IPyAOI0 MOXKHA IPOJOBXKYBATH ITIiCNII PA30BOr0 3aCTOCYBaHHS 3BUYANHOL 03U
bnykoHa3ony, 1mo ctaHoBuUTh 200 Mr abo MeHIIe.

TogyBatu rpyanio He peKOMEHIY€EThCS Ipu 0araTopa3oBOMy 3aCTOCYBaHHi (IyKoHa30y abo npu
3aCTOCYBaHHI BUCOKHUX 03 GIIYKOHA30ITY.

®nyKoHA30J He BIJIMBaB Ha (PDEPTUIIBHICTL CaMIIiB Ta CaMOK [OCJIiA>KyBaHUX TBApUH.



30amuicmb enaueamu Ha weudkKicmov peakuii npu KepyeaHHi asmompaHcnopmom a6o
iHwumMu mexaHizmamu.

HocmimxeHb BINIUBY Ipemnapaty @Jo3ak Ha 3TaTHICTh KepyBaTH aBTOTPAHCIIOPTOM abo IpallioBaTH 3
IHIIMMY MeXaHi3MaM¥ He TPOBOIUIIN.

[TamieHTiB cnifg mpoiHGOpMyBaTH PO MOXKJIMBICTE PO3BUTKY 3allaMOpPOYeHHS abo CyooM IIif 4ac
3acTocoByBaHH4 IpernapaTy Omo3ak. [Ipy po3BUTKY TaKUX CUMIITOMIB He PEKOMEHYETHCSI KepyBaTu
aBTOTPAHCIIOPTOM abo MpalfoBaTH 3 iHIIMMU MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHss ma do3u.

Io6oBa mo3a (Gr1yKoHa30/1y 3aleXKUTh Bifl BUAY Ta TSIKKOCTi rpuOKOBOI iH(eKIIii. [ GinmbInocTi
BUTIAOKIB BariHAIPHOTO KaHOUI03y JOCTAaTHbBO PA30BOI'0 3aCTOCYBaHHS IIpemnapary.

[Tpu HeobxigHOCTI 6GaraTopa30BOro 3aCTOCYBaHHSA IpelaparTy JiKyBaHHS iHGEKIIiN CIif
IIPOIOBKYBATH [0 3HUKHEHHS KITIHIYHUX Ta 1Ta00paTOPHUX MPOSIBiB aKTUBHOCTI rpubKOBOi iHdeKIil.
HepocTaTHs TpuBasiCTh TiKyBaHHS MOXKE IIPU3BECTH A0 BiTHOBJIEHHS aKTUBHOTO iHGEKLIMHOTO
IpoLeCy.

®1yKoHA3071 3aCTOCOBYIOTD, 3aJIeXKHO Bifl TiKapchkoi popMu, mepopanbHO a00 BHYTPIIHLOBEHHO
misxoM iHgysii. Crocib 3acTocyBaHHS MpenapaTy 3ajieXkUTh Bif KJIiHIYHOT0 CTaHy mallieHTa. Hemae
HeoOxiHOCTI y 3MiHi 700OBOI MO3H IIpenapaTy IpH 3MiHi MIJIIXy 0ro 3aCTOCYBaHHS 3 IEPOPabHOTO
Ha BHYTPIIIHHOBEHHUY Ta HaBIIaKU.

TabmeTKu ciig KOBTaTH IinuMu. [IpuiioM mpemnapaTy He 3aJ€KUTh Bifl BXAKUBaHHS 1XKi.

[Topocai.

Kpunmokoxkos.

- JIikyBaHHS KPUIITOKOKOBOI'O MEHIHTITY: HaBaHTaXyBaJlbHa [03a CTaHOBUTH 400 MT y epIIui qeHb.
[MinTpumyBanbHa fno3a - 200-400 Mr/mo0y. TpuBamicTh NTiKyBaHHS 3a3BU4all CTAHOBUTH IIOHAWMEHIIIE
6-8 TuxHiB. [Ipu iHEKIiAX, 110 3aTPOKYIOTH KHUTTIO, HOOOBY 03y MOXKHa 36imbmmTH Ko 800 Mr.

- [linTpuMyBasibHa Tepallis OJis NOoNepeaXXeHHs PelUuaUBY KPUIITOKOKOBOTO MEHIHTITY y NAli€HTIB 3
BHCOKMM PU3UKOM HMOT0 PO3BUTKY: PEKOMEHI0BaHa [03a IIpenapaTty cTaHoBUTb 200 Mr/moby
IPOTSTOM HEOOMEeKEeHOT0 Jacy.

Kokuudioidos.

- PexomeHmoBaHa fio3a ctraHoBUTEL 200-400 Mr/go0y. TprBamicTh MiKyBaHHS CTaHOBUTH 11-24 Micsmi
YU OBIIE 3aJIe’KHO Bifl CTaHy mallieHTa. [ JTiKyBaHHS Aesakux GpopM iHdek1ii, a 0cobIUBO AT
JIIKyBaHHS MEHIHTITYy, MOXe OyTH HOLINIBHUM 3acToCcyBaHHS 103U 800 Mr/mo0y.

IHBa3usHi kaHOudo3uU.

- HaBanTaxyBanbHa g03a cTaHOBUTH 800 Mr y nmepuuii neHb. [linTpumyBanbHa fo3a - 400 Mr/mo0y.
3a3BuYall peKOMeHI0BaHa TPUBAJIICTh TiKyBaHHS KaHOUOEMil CTAHOBUTH 2 TUXKHI ITiCIIA IePIINX
HEeTaTUBHUX Pe3yJIbTaTiB TEMOKYIbTYPHU Ta 3HUKHEHHS 03HaK i CUMIITOMIB KaHOUOEMIl.



KaHOoudo3 caus3osux 06010HOK.

- Kanaunos poTornoTky: HaBaHTaXKyBajlbHa f103a cTaHOBUTH 200-400 Mr y mepiiuii AeHb,
migTpuMyBanbHa mo3a - 100-200 mr/mo0y. TpuBamicTs MiKyBaHHS CTaHOBUTH 7-21 meHb (o
IOCSATHEHHS peMicii), ame Moxke OyTu 30inbineHa A7 HaLli€HTIB i3 TIXKUM iMyHOTeQiIIuTOM.

- KaHaupmos cTpaBoXody: HaBaHTaXKyBallbHa [03a cTaHOBUTH 200-400 Mr y mepiiuy geHb,
nigTpuMyBanbHa f03a - 100-200 mr/mo0y. TpuBanicTs nikyBaHHS cTaHOBUTH 14-30 mHIB (IO
IOCSATHEHHS peMicii), arme Moxe OyTu 30inbineHa A7 Halli€HTiB i3 TIXKUM iMyHOOeQiITuTOM.

- Karmunypisa: pekoMeHnnoBaHa go3a cTaHoBUTh 200-400 mr/mo0y mpotsirom 7-21 mgHiB. [I1s maIieHTiB
i3 TAKKUM iMyHOIEDIIIUTOM TPUBAJICTD JIIKYBaHHS MOXKHA 30iMbIIUTH.

- XpoHiuHuY aTpodiuHMil KAHOU03: PeKOMEHI0BaHa [103a CTaHOBUTH 50 Mr/go0y npotsarom 14 nHiB.

- XpOHiIYHMY KaHAUIO03 LIKipU Ta CIM30BUX 000JIOHOK: peKOMEHI0BaHa f103a cTaHOBUTH 50-100
Mr/mo0y. TpuBaicTh NTiKyBaHHS CTAHOBUTD 10 28 [HIB, ane Moxke OyTH 30inblleHa 3aIe’KHO Bif
TSKKOCTI Ta BULYy iHdek1ii abo 3HMKEHHS IMyHITETY.

ITonepedceHHs peyudusy KaHOudo3y cau3ogux 06010HOK y nauieHmia 3 BIJI, aki maromb gucokutl
PU3UK 11020 PO3BUMKY).

- KaHaumo3 poTOryIoTKM, KAHOKUI03 CTPABOXOOY: PeKOMEeHI0BaHa 03a cTaHoBUTE 100-200 Mr/mo0y
a6o 200 mr 3 pa3u Ha THXKAEeHb. TPUBAJICTh JIiIKyBaHHSA € HE0OMeKeHOI0 IJIs MAalliEHTIB i3
[IPUTHIYEHUM IMYyHITETOM.

ITpoginakmuka kaHOUOO3HUX TH(peKYil Yy nauieHmia i3 mpusa/n0t HelumponeHier.

- PekoMeHnoBaHa f03a ctanoBuTh 200-400 mr. JIiKyBaHHS CJIif PO3MIOYUHATH 3a KijlbKa OHIB [0
O4YiKyBaHOTO PO3BUTKY HEUTPOIEHII Ta TPOOOBXKYBATH MIPOTATOM 7 [HIB MiCJIS MigBUIEHHS KiIbKOCTI
HelTpodinis moxax 1000/Mm°.

I'enimaavHi KaHOUOO3U.

- TocTpuit BariHanbHUM KaHOWI03, KaHOUIO3HKY OaylaHiT: peKOMeHIoBaHa 403a CTaHOBUTH 150 Mr
pas3oBo.

- JIikyBaHHS Ta mpodinakTUKa peluAUBHUX BariHanbHUX KaHAUO03iB (4 a0o Oinble BUMIAAKiB Ha PiK):
peKoMeHoBaHa fo3a cTaHOBUTH 150 Mr 1 pa3 Ha 3 pgHi. Beworo cmip 3actocyBaTtu 3 no3u (1-i meHs, 4-
U OeHb Ta 7-i geHb). ITicasg 1poro ciig 3acToCcoByBaTH miATpuMyBasbHy 103y 150 mMr 1 pa3 Ha
TUKIEHDb MPOTATOM 6 MiCAIIiB.

Hepmamomikosu.
- Miko3 cToI, MiK03 riIafieHbKol KipH, TaX0BUM JepMaTOMiK03, KaHAUI03Hi iH(peKIIiil mKipu:
peKoMeHJoBaHa fio3a cTaHOBUTHL 150 Mr 1 pa3 Ha TuxkaeHb abo 50 Mr 1 pa3 Ha go0y. TpuBamicTh

JIIKyBaHHSI CTAHOBUTH 2-4 TUXKHI. JIiKyBaHHS MiK03y CTOIl MOXKe TPUBATU A0 6 TUXKHIB.

- PisnoGapBHUY nulllaii: peKoMeHAoBaHa go3a cTaHoBUTh 300-400 mr 1 pa3 Ha THXKOEHb IPOTITOM
1-3 tTuxHiB abo 50 Mr Ha o0y NPOTATOM 2-4 TUXKHIB.

- HepmaTodiTHHUY OHIXOMiIK03: peKOMeH0BaHa go03a CTaHOBUTh 150 Mr 1 pa3 Ha THXKOeHb. JIiKyBaHHS
CJIifl TPOMIOBXKYBATH JOTH, DOKM iH(GIKOBAHUY HIroTh He Oyme 3MiHEHO 300pOoBUM. 7151 BiTpOCTaHHS



3[0OPOBUX HITr'TiB Ha PyKaX Ta Ha BENMMKUX MaJbIAX HIr 3a3BU4all HeoOXigHO 3-6 MicsIliB Ta 6-12
MicsiriB BifgmoBigHO. OmHAK IBUIKICTE POCTY HITTiB y malieHTiB MoxKe OyTH Pi3HOIO Ta 3ajieXkaTH Bif
BiKy. [licns ycmimHoro nikyBaHHS TPHBAJIUX XPOHIUHUX iH(EKIi popMa HIrTs iHOAI 3a/IUIIa€ETHCS
3MiHEHOIO.

IlauieHmu AimMHbO20 BIKY.
o3y HeoOXxifmHO migbupaTy 3aexkHo Bif cTaHy QYHKIIIM HUPOK (IUB. HUXKYE).

IlauieHmu 3 HUPK0BO HedoCmMamuicmio.

[Tpu pa3oBOMY 3aCTOCyBaHHI KOPUTYBaTH 003y (IyKOHa30Jy He mOoTPiOHO. [TamieHTaM (BKI0o49anyu
miTed) i3 mopymeHHsAM QyHKLINA HUPOK pu HeoOxigHOCTI 6araTopa3oBOro 3aCTOCYBaHHS IIpenaparTy y
IepIUXii JeHb JIIKyBaHHS CJIif 3aCTOCOBYBaTU 04YaTKOBY 103y 50-400 Mr 3asiexXHO Bif TOKa3aHHS.
[Ticns uporo oOOBY 03y (3a/1eKHO Bifl TOKA3aHHS) CJIifl pO3pax0ByBaTH BiAMOBigHO {0 Tabmumi 1:

Tabmurs 1
K 1ipeHC KpeamuHiHy (M/x8) Biocomoxk 8i0 pekomeH008aHOi 003U
> 50 100 %
< 50 (6e3 miami3y) 50 %
PerynspHuu gianis 100 % micnsg KOXKHOro fianisy

[MauienTu, siki nepebyBalOTh Ha peryasapHOMY miasnisi, moBuHHI oTpuMyBaTH 100 % pekoMeHm0BaHOI
[03U IIiC/Ig KOXKHOr0 fianidy. Y meHb, KOJU fiajii3 He IPOBOAUTHCS, IallieHT I0OBUHEH OTPUMYBaTHU
[03Y, BIIKOPUTOBAHY 3aJIeXHO Bif] KIIIPEHCY KpeaTUHIHY.

ITauieHmu 3 nopyweHHAM GYHKUIU NeYiHKU.

®yKoHA3071 CIIifl 3aCTOCOBYBATH 3 00€PEKHICTIO MallieHTaM i3 MOpyLUIeHHIMY QYHKIIHN IeYiHKH,
OCKiNIbKY iH(popMalril o/i0 3acToCyBaHHS (HIIYKOHA30IIy IIifi KaTeropii malfieHTiB Hel0CTaTHEO.

imu.
He cnipg nepeBuiiryBaT MakCuManbHy f000BYy 703y 400 Mr.

4K i 1py aHanOrivyHUX iHQEKIiAX y TOPOCIUX, TPUBAIICTh JIiIKyBaHHS 3a/IeKUTh Bifl K/IiHIYHOL Ta
MiKoJIoTiuHOI BifmoBigi. ®103aK 3acTOCOBYIOTh 1 pa3 Ha mo0y.

[o3yBaHHA IpelniapaTy A OiTel i3 opylIeHHAM (PYHKIIi HUPOK HaBeNeHO HUXKUe.
dapmakokiHeTHKa (TyKOHA30Jly He JOCIiAKyBanacs y AiTed i3 HUPKOBOI HeJOCTaTHICTIO.

[limu sikom 8i0 12 pokis.

3asiexHo Bif MacH Tila Ta my0epTaTHOTO PO3BUTKY JIiKapio CJIifl OLIHUTH, SKa [J03a Ipenaparty (mms
OOPOCIUX YM OJjId AiTel) € ONTUMaJbHOMO [JIA nalieHTa. KiiHiuHi faHi cBig4yaTs Ipo Te, L0 y OiTer
KJIipeHC (IyKOHAa30Jy € BULIUM IIOPIBHSAHO 3 JOpociIuMuU. 3acTtocyBaHHs fo3 100, 200 Ta 400 mr
OOpOCTUM Ta o3 3, 6 Ta 12 MI/KT OiTSM IPU3BOOUTH 10 MOCSTHEHHS 3iCTaBHOI CUCTEMHOI €KCIIO3MIIil.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYBaHHS IIpPenapaTy Ojis JIiKyBaHHS T'eHiTaJlbHUX KaHAUI03IB y miTen
He BCTaHOBJIEHI, He3BaXKal04y Ha BUUYEPIIHI JaHi I0A0 3aCTOCyBaHHA (IyKOHA30Iy AiTAM. AKIIO0



icHye HaranbHa mmoTpeba 3aCTOCYBaHHS Mpemapary migmiTkaM (BikoM Big 12 mo 17 pokiB), cimin
3aCTOCOBYBATU 3BUYalHI 03U [JIS JOPOCIIUX.

Ilimu sixom 8i0 5 do 11 pokis.

Kananmosu cnu3oBrx 000JI0HOK: TI0YaTKOBA [I03a CTaHOBUTHL 6 MT/KT/mo0y, migTpuMyBaibHa 403a -
3 mr/kr/mo0y. [ToyaTKOBY 003y MOXKHa 3aCTOCOBYBATH B IEPIIUii IeHb 3 METOIO0 OiNIbIII IMIIBUIKOTO
NOCSITHEHHS PiBHOBaXKHOI KOHIIEHTpAIIil.

[HBa3MBHI KaHAUA03K, KPUIITOKOKOBUY MEHIHTIT: l03a IpenapaTy CTaHOBUThL 6-12 Mr/Kr/moby
3a/1eKHO Bifi CTyIIeHs TSAKKOCTi 3aXBOPIOBaHHS.

[ligTpuMyBaibHa Tepamis AJid NolepelXKeHHs PELUIUBY KPUIITOKOKOBOT'O MEHIHTITY y HOiTeH i3
BUCOKUM PU3UKOM HOT0 PO3BUTKY: [03a IIPenapaTy CTaHOBUTH 6 MT/KT/mo0y 3a/iexkHO Bif CTYIeHs
TSI2KKOCTI 3aXBOPIOBAHHS.

[TpodinakTka KaHAULO3IB y MAli€HTIB 3 iMyHOmEeDIIUTOM: f03a IpenapaTy CTaHOBUTH 3-12
MT/KT/mo0y 3a7eKHO Bifg BUPaKEHOCTI Ta TPUBAJIOCTi iIHMYKOBAHOI HEUTPOIEHIl (IUB. 103U OIS
OOPOCIHX).

Himu.

3aCTOCOBYBATH IiKapCchKui 3acib y ¢hopmi TabmeToK 1ii KaTeropil mafieHTiB MOXKHa TO[i, KOIU OiTh
3pmaTHi 6e3MmeYHO IPOKOBTHYTH Tal/IeTKy, 10 3a3BUYall € MOKJIMBUM Y Billi Bifi 5 POKiB (OUB. pO3[in
«Croci6 3acTOCyBaHHS Ta HO3U»).

Ilepedo3yeanHs.

OTpuMaHO MOBiIOMIIEHHS PO ITepPeno3yBaHHS (PIIyKOHA30I10M; OMHOYACHO ITOBIAOMIISIIOCS IIPO
rajronuHalil Ta napaHoifajabHy OBEHIHKY.

[Tpu nepeno3yBaHHi HEOOXiMHO ITPOBECTH CHMIITOMATUYHY MigTPUMYIOUY Tepariiio Ta y pasi
He0oOXiTHOCTi TPOMUTH IITYHOK.

®nyKOoHA30J 3HaYHOI0 MipOI0 EKCKPETYETHCA i3 cevelo; (OpcoBaHUY Aiype3 MOXKe IIPUCKOPUTH
BUBeIeHHS npenapaTy. CeaHc remMofianily TPUBaJIiCTIO 3 TOOUHU 3HUXKYE PiBeHb (QPIYKOHA30IY y
na3Mi KpoBi npubnu3Ho Ha 50 %.

ITo6iuni peakuii.

Haituacrime (>1/10) moBigoMysiocs mpo Taki moOiuHi peakiiii: rojoBHUM 6inb, 6i/1b y UepeBHii
IIOPOXKHWHI, fiapes, HynoTa, O/I0BaHHS, BUCUIIAHHS, IiABUIIEHHS PiBHS alaHiHaMiHOTpaHCc(epasu
(AJIT), acnaptataminotpancdepasu (ACT) Ta nyxkHoi pochaTa3u KpoBi. [ToBimoMisiiocs mpo
peaxirito ikapchkux 3acobiB 3 eo3uHodiniero Ta cuctemaumu cumnromamu (DRESS cunppom), 1o
TIOB’s13aHi 3 NMiKyBaHHSIM (PITyKOHA30710M (OUB. Po3min «OcoONMMBOCTI 3aCTOCYBAHHS»).

II71s1 OLiHKY YaCTOTU BUHUKHEHHS MOOIYHUX peakIliii BUKOPHUCTOBYIOTh TaKy Knacudikarriio: myxe
yacTto (= 1/10), gyacto (Bim =1/100 mo <1/10), HewacTo (Big =1/1000 mo <1/100), pigko (Big =1/10000



o <1/1000), myxe pigko (<1/10000), yacToTa HEBifOMa (HEMOXKJIMBO OLIIHUTH Ha IigCTaBl HAABHUX
OaHUX).

3 60Ky cucmemu Kposi ma aimpamuyHoi cucmemu.

HeuacTo: aHemis.

Pigko: arpaHynouuTo3s, TeNKoIeHis, HEUTPOIeHiss, TPOMOOLIUTOEHIs.
3 6oky imyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaiyHi ma asimeHmapHi po3aaou.

HeuacTo: 3HUXKEHHS alleTUTY.

Pigko: rineprpurnitepunemis, rinepxojiecTepuHeMis, TinoKaIieMisa.
ITcuxiuHi nopyweHHA.

HeuacTo: 6€3COHHS, COHJIUBICTE.

3 6oky Hepsogoi cucmemu.

YacTo: ronoBHUM 6ifb.

HeuacTo: cygomu, 3anamMopo4YeHHs, ITapecTesii, MOPyIIeHHsS CMaKy.
Pigko: Tpemop.

3 6oky opaaHis cayxy ma eecmubyaspHO20 anapamy.

Heuacro: BepTuro.

3 6oky cepus.

Pigko: mapokcu3ManbHa LITyHOYKOBA TaXiKaphis TUIY «IipyeT», MOAoBXeHHd iHTepsany QT.
3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

YacTo: 6inb y yepeBHill OPOXKHUHI, miapes, HymOTa, OII0BAHHS.
HeuacTo: 3anop, QUCIIENciss, MeTeOprU3M, CyXiCTh V POTi.
I'enamobiaiapHi po3aadu.

YacTo: nmigBullleHHs PiBHSA anaHiHamiHoTpaHcdepasu (AJIT), acmapratraminoTpancdepasu (ACT),
myxHol pocdaTasu.

HeuacTo: xomecTas, JKOBTSIHULIA, iBUILIeHHS PiBHSA OinipybiHy.

Pigko: me4yiHKOBa HEIOCTATHICTh, TeNATOIENIONSAPHUM HEKPO3, TEIaTUTH, TeIaTOLe oIS pHe
ypaxKeHHS.



3 60Ky wkipu ma nidwKipHOi MKAHUHU.
YacTo: BUCUNIAHHSA.

HeuacTo: cBepOixk, MEIUKaMEeHTO3HUY JepMaTHUT (BK/II0Yar4u HiKCOBaHUYM MeOUKaMEeHTO3HUN
OepMaTuT), KpOIUB SHKA, MiIBUIIleHE TOTOBUIIIEHHS.

Pigko: TOKCMYHUY emlimepManbHUM HEKPOi3, cuHapoM CTiBeHca-[I;)KOHCOHA, TOCTPUM
reHepasi3oBaHUW eK3aHTeMaTO3HUM IyCTYIb03, eKCPOiaTUBHUYN NEPMaTUT, aHTiIOHEBPOTUYHUMN
HaOpsK, HaOpSK 006/TUYYs, aomelis.

HegimoMmo: peakilis Ha nmikKapcbKuii 3acib 3 eo3uHodinieio Ta cucreMauMu cumnromamu (DRESS).
3 60Ky ONoOpHO-pPYXx08020 anapamy ma cnoAYy4YHOi MKAHUHU.

Heuacrto: mianris.

3azanvHi po3aadu ma peakuyii y micui 8e0eHHA.

HeuacTo: mifBuIlieHa BTOMJIIOBaHICTh, HE3OYyKaHH, aCTeHis, raps4ka.

HassnicTs 6apBuuKa [ToHco 4R (E 124) MoXe CIpUYMHUTH ajlepriuyHi peakxiii, a
MeTunnaparigpokcuden3soaty (E 218) Ta mpominmaparigpokcuben3soaty (E 216) Moxke CIPUYUHUTHI
aJsiepriyHi peakilil (MOXKJIMBO, YIIOBIIBHEHOTO THUITY).

Himu.

YactoTa Ta xapakTep nobiyHuX peakiiii i BigxuneHs Bif HOpMU pe3yJIbTaTiB 1ab0paTOPHUX aHaMi3iB y
XO[l KIJTIHIYHUX JOCTIiAXKEeHD 3a Y4acCTIO [JiTel 3iCTaBHi 3 TAKUMU Y JOPOCIIUX.

3gimyeaHHs npo nido3piosaHi nobiuHi peakui.

3BiTyBaHHS NP0 Migo3pioBaHi mo6ivHi peakiii micis peecTpatlil TiKapCchKoro 3aco6y Ma€e BaXKjuBe
3HauyeHHs. Lle mae 3mMory npoBoguTy 6e3rnepepBHII MOHITOPUHT CIIiBBiTHOLIEHHS MiX KOPUCTIO i
PU3HMKAMHM, TTOB’I3aHUMHU i3 3aCTOCYBAaHHSM I[OTO JIIKAPCHKOT0 3aco0y. MeIuuHUX IIPalliBHUKIB
IIPOCSITH 3BiTyBaTH 1Po Oyab-siKi mimo3pioBaHi moOiyHi peakilil BiAOBigHO [0 BUMOT MiClIeBOTO
3aKOHO/aBCTRA.

Tepmin npudamHocmi. 3 POKHU.

YmMmoBH 30epiranssi.

30epiratu npu TeMiepaTypi He Buine 25 °C. 30epiratu B HEOOCTYITHOMY OJISl OiTEW MiCIIi.

YnakoBka.

Tabmetku 1o 50 mr: 1o 4 abo mo 10 TabeToK y 61icTepi; mo 1 6ricTepy B KapTOHHIN KOPOOIIi.



Tabmetku o 150 mr: o 1 TabneTi y 6micTepi; mo 3 67icTepu B KapTOHHIM KOPOOIIi.

Tabmetku o 200 mr: mo 2 TabneTku y 61icTepi; mo 1 abo 1o 2 GmicTepy B KAPTOHHIN KOPOOIIi.

Kareropis Bignmycky. 3a peLenToM.

BupoOHHK.

OJIIC Jlimiten.

Micue3HaxoaKeHHsI BHPOOHHKA Ta afpeca MicCIsi IPOBaIKeHHs HOro Jis/IbHOCTI.

JI-56/57, ®eu3 II-1I, BepHa Iugactpian IcterTt, Bepra, Cancert, ['oa - 403 722, Iapis.



