IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

®JIYKOHA30JI

(FLUCONAZOLE)

Cknao:
ditoua pevyosuHa: GIyKOHA30II;
100 M7 po34yuHYy MiCTATH (IyKOHa305y (y nepepaxyHky Ha cyxy 100 % pedosuny) 0,2 r;

0ONOMIdCHI peyoBUHU: HATPilO XJIOPU[, IMHATPII0 egeTaT, BoOa [JIs iH eKIIii.

Jlikapcbka popmMa. Po3uuH ang iHdy3iud.
OcHogHi (pi3uko-ximiuHi 81acmugocmi: mpo3opa Oe30apBHA PimTKUHA;

TeOpeTHYHa OCMOJIAPHicTE 315 MmocMmorne/n; pH 4,0-7,0.

dapMakoTepaneBTHYHA rpyna. [Ipoturpu6KoBi 3aco0u [7iss CUCTEMHOTO 3acToCyBaHHS. [ToxigHi
tTpuasoiny. Kog ATX JO2A CO1.

dPapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

MexaHi3M mii

®nykKoHa3071 € TPOTUTPUOKOBUM 3aCO00M KJ1acy Tpua3oiiB. [IlepBUHHUM MexaHi3MOM HOro fii €
IPUTHiIYeHHS rpUuOKoBOro 14-ambda-I1aHoCcTepo-oeMeTHIIIOBAHHS, 0II0CEPEIKOBaHOT0 IUTOXPOMOM
P450, 110 € HeBix'eMHUM eTanmoM 6ioCcMHTE3y I'PUOKOBOT0 eprocrepony. Akymynaiisa 14-anbda-MeTumn-
CTEPOJIiB KOPEJTIIOE 3 MOMaIbIIO0 BTPATOI0 eProcTeposy MeMOpaHoo rpuOKOBOL KITITUHU Ta MOXKe
BiiMOBiaTy 3a MPOTUTPUOKOBY aKTUBHICTEL GriyKoHa305y. ®IyKOHA307 € GinbIll CEJIEKTUBHUM [0
rpubkoBux ¢hepMeHTiB nuToxpomy P450, Hixk 1o pisHux cucteMm pepmenTiB nuToxpomy P450 ccasiiis.

3acTocyBaHHS GIyKOHa307y y mo3i 50 Mr Ha moOy mpoTsaroM 28 [HIiB He BIJTMBAE HA PiBeHb
TECTOCTEPOHY y IJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb EHOOTEHHUX CTEPOIMiB ¥ KiHOK
penponyKTUBHOTO Biky. ®nykoHa3on y no3i 200-400 Mr Ha moOy He MPOSIBIISE KITiHIYHO 3HAYYIIOTO
BIIJIUBY Ha PiBeHb €HAOTEeHHUX CTEPOifiiB a0 Ha BigMOBib Ha CTUMYJISILII0 aqPEHOKOPTAKOTPOIIHOTO
ropmony (AKTT) y 3mopoBux f0OPOBOJIBLIIB YOI0BIUOl CTATI.



HocmimKeHHS B3aEMOIil 3 aHTUIIIPUHOM NIPOEMOHCTPYBaIH, 110 3acTocyBaHHA 50 Mr (IyKOHA30I1y
OOHOPa30BO Yy 6araTopa3oBo He BIIJIMBAE Ha MeTabo0Ji3M aHTUIIIpUHY.

YyTauBicTh in vitro

®nykoHa3071 in vitro HeMOHCTPY€E POTUTPUOKOBY aKTUBHICTE I0A0 BUAiB Candida, 110
3ycTpivaroThcs Hanvacrime (Bkimtodatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata mae
IOHMKEHY YyT/IUBICTh 0 GIyKoHa301y, Tomi K C. krusei i C. aureus pe3uCTeHTHi 10 HIyKOHA30Iy.
MinimanbHi iHribyroui KoHLIEHTpalii Ta emigeMionoriyHe moporose 3HaueHHs 3rinHo EUCAST
(ECOFF) gnsa ¢dnykoHa3omy ctocoBHO C. guilliermondii Bumii, HixK cTocoBHO C. albicans. Takox
(byKOHa30711 in vitro [eMOHCTPY€E aKTUBHICTH 5K npotu Cryptococcus neoformans ta Cryptococcus
gattii, Tak i IpoTH eHAeMiuHUX IIicHABUX rpubiB Blastomyces dermatitidis, Coccidioides immitis,
Histoplasma capsulatum Tta Paracoccidioides brasiliensis.

B3aeM03B’930K (hapMaKOKIiHETUUYHUX i hapMaKOONHAMIUHUX BIIACTUBOCTEN

BiamoBigHO 10 pe3ysbTaTiB OOCIIIXKEHD Ha TBAapUHAX, ICHYE KOPEJIALia MiX MiHIMalIbHO0
iHri0yr04oi0 KOHIIEHTpaLi€lo Ta e()eKTUBHICTIO TPOTH eKCIIePUMEeHTANIbHUX MOAesell MiK03iB,
cupuyrHeHux Bugamu Candida. BiimoBigHO 00 pe3ynbTaTiB KIiHIYHUX OOCIIgXKEHb, iCHyE JiHiliHa
3aJIeKHICTh MixX IIJIOIIElo Mif (hapMaKOKiHETUYHOI0 KPUBOIO «KOHIIeHTpalisg-yac» (AUC) Ta mo3010
bnykonazony (mpubnusHo 1:1). TakoxX icHye npsiMuii, ane HeJOCTaTHii 3B’5130K Mixk AUC a60 103010
Ta IIO3UTUBHOIO KJIIHIYHOIO BINMOBIAAI0 Ha JIIKYBAaHHSI OPaJIbHOI'0 KAHOU03Y Ta MEHIIOK Mipo —
KaHOuaeMii. AHANIOTi4HO JTiKyBaHHS iHQEKIH, CIPUYNHEeHHUX IITaMaMH, 0 KX (QIyKOHa3071
IEeMOHCTPY€E BUCOKY MiHiMa/IbHY iHTiOyI04y KOHIIEHTPALIil0, € MEeHIII 3a[I0BiIbHUM.

MexaHi3M pe3uCTeHTHOCTI

Mikpoopraniamu pogy Candida [eMOHCTPYIOTh YUCI€HHI MeXaHi3MU Pe3UCTEHTHOCTI 10 a30JIbHUX
npoTUrpuOKoBUX 3ac00iB. PIyKOHA30JI AEMOHCTPYE BUCOKY MiHiManbHYy iHTiOyI049y KOHIIEHTpPALlil0
IPOTH ITaMiB rpubis, sAKi MalOTh 0guH abo GinbIlle MexaHi3MiB pe3UCTEHTHOCTI, 110 HETaTUBHO
BII/IUBA€E Ha e()eKTUBHICTE in Vivo Ta B KIiHIYHIY MpaKTXLi. Y 3a3BUYal YyTIuBUX BUAiB Candida
HaNYacCTilIIM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B IKOMY 3afisHi LiTb0oBi (hepMeHTH a30IIiB,
BifToBigasnbHi 3a 6iocuHTE3 eprocrepony. Pe3aucTeHTHICTS Moxke OyTH 00yMOBIeHa MyTalliiMH,
TIOCUJIEHHSM IIPOAYKIii hepMeHTy, MexaHi3MaMu e(IIoKCy IpenapaTy abo po3BUTKOM
KOMIIEHCATOPHUX NUIAXiB. [TOBimOMIISIIOCS PO BUMIAAKK CyNepiHQeKIii, CIpUYNHEeHi BUJaMu
Candida, Bigminaumu Bif C. albicans, siKi 4aCcTo MaloTh 3HUKEHY 4yTnuBicTh (C. glabrata) abo
Pe3uCTeHTHI 10 ¢payKoHa3ony (Hanpuknag, C. krusei, C. auris). Taki iHpeKIIili MOXYyTb BUMaraTu
aIbTEPHATHUBHOI MPOTUTPUOKOBOI Tepatii. MexaHi3Mu Pe3rCTEHTHOCTI ITle He [0 KiHIls BUBYEHi B
neskux npuponHo crikux (C. krusei) abo HoBux (C. auris) suniB Candida.

KoHTpONBHI TOYKY (BIAIOBIIHO OO0 pPeKOMEHalliii EBPONENChKOr0 KOMITETY 3 JOCHIIKeHb YYTANBOCTI
10 aHTUMIKPOOHUX 3ac06iB)

Basyoounch Ha gocrigKeHHi hapMakoKiHeTUUHOI/papMakogrHaMiyHOI iHpopMalii, 4yTIuBOCTi

in vitro Ta KJiHiYHOI BiAmoBizgi, Oy/i0 BU3HaUEHO KOHTPOJIbHI TOYKM A7 (QIYKOHA30JTy [JIs
Mikpoopra#i3mis pony Candida. (Cynposigauii po3’scHioBanbHNM fokKyMeHT EUCAST nns
bnykonasony (2020) - Bepcig 3; €BpONIENChKUM KOMITET i3 JOCTIgXKEeHb YYTIUBOCTI 0
aHTUMiKpoOHUX 3ac006iB, [IpoTurpubKoBi 3aco6u, TaGnuIli KOHTPOIBHUX TOYOK IS iHTepIpeTalrii
MIK, Bepcis 10.0, HabyB yunHOoCTi 04.02.2020 p.). BoHu 6ynu po3nofineHi Ha KOHTPOJIbHI TOYKY, HE
IIOB’sI3aHi 3 IeBHUM BHUOM, SIKi OilIbIIIOI0 MipOI0 BU3HAYAJKCS Ha OCHOBI (hapMaKOKiHETUYHOI/
dapmakoguHaMmiuHol iH(opMallii i He 3a1ekaTh Bifi pO3NOMiNy Ha IEeBHi BUAX 3a MiHiMaJIbHOIO
iHTi0y1049010 KOHIIEHTpALIi€I0, Ta Ha KOHTPOJIbHI TOYKHM, MTOB’sI3aHi 3 MEBHUM BUIOM, III0 Hal4acTile



acoliThes 3 iHdekiriamu y moguHu. LIi KOHTPOIbHI TOYKY HaBeleHi HUXKYe.

[TpoturpubkoBuit |[KOHTPOJIBHI TOYKH, IIOB’sI3aHi 3 IEBHUM BUOOM KOHTPOIBHI TOYKY,
3acib S</R> He IIOB'I3aHi 3
Candida |Candida Candida |Candida|Candida Candida |meBHUM BHIOM"
albicans |dubliniensis|glabrata |krusei |parapsilosisjtropicalis|S < /R >

DJIyKOHA30J1 2/4 2/4 0,001*/16}- 2/4 2/4 2/4

S — yymausul; R — pesucmenmuii;

a — KOHMpPOJIbHI MOYKU, He No8’s13aHi 3 nesHUM 8UOOM, sKi OibLWOW MipOH BU3HAYAAUCS HA OCHOBI
¢apmakxokiHemuuHoi/papmaxoOuHamiyHoi iHpopmauii i He 3asexcamsb 8i0 po3nodiny Ha nesHi suUdU 3a
MiHIMA/bHOMW TH2i6YI040H0 KOHUEeHMpAuier; 80HU 00CAIOHCYBAAUCA AUWE Y MIKPOOP2aHi3Mia, Y AKUX He iCHYE
cneuugivHoi KOHMPOALHOI MOYKU;

-- 00CAi0JCeHHA uymausocmi He peKoMeHO08aHI, OCKinbKu OaHull 8UO He € Memoto AiKapcbkoi mepanii;

* — ¥ci nokasHuku C. glabrata 8 kamezopii I. MIK npomu C. glabrata caid ouiHiosamu sK pe3ucmeHmHi, Koau
B80HU nepeauwiytoms 16 me/1. Kameeopis uymausocmi (< 0,001 m2/n) saukopucmosyemucs aAuwle 015
3anobi2aHHA noMuaKoeol Kaacupikauii wmamie I sk wmamie S. I - uymauaull 3a ymosu nidguu,eHoi
excno3uyii: MikpoopaaHiam Hasedxcums 00 Kamez0pii «uymausull 3a ymosu nidsuu,eHoi ekcno3uuii» y pasi,
K0/U iCHYe 8UCOKa LIMOBIpHICMb MmepanesmuyHo20 ycnixy, oCKiivbKu ekcno3uuis npenapamy 6yaa 36i1viueHa
3a paxyHok Kopekuii pexcumy 0o3ysaHHA abo 11020 KOHUeHmMpauii y o2Huw,i iHpexuyii..

dapmakoKiHemuxka.

dapMaKOKiHEeTHYHi BNacTUBOCTI GJIYKOHA30Iy € MOAI0OHUMY NIPY BHYTPIITHLOBEHHOMY i
IIepOpPaIbHOMY 3aCTOCYBAHHI.

AGcopbiris

®nykoHa3051 mobpe BCMOKTYETLCS IIPHU IIepOpaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary y maa3Mi
KPOBi i cucteMHa 6iogocTymHiCcTh epeBUlyioTh 90 % piBHS HIyKOHA30/y Y MJ1a3Mi KPOBi, 110
NOCSITAETHCS MIPU BHYTPIITHLOBEHHOMY BBeeHHI npenapaTy. OgHOYacHe BXKUBaHHS 1XKi He BIIJIUBAE
Ha BCMOKTYBaHHS IIpenapary IIpU X0ro IepopajbHOMY 3aCTOCyBaHHI. MaKcuManbHa KOHIEHTpaLlis y
na3mi Kposi (C,,,,) mocsraetbes yepes 0,5-1,5 roguHy micns NpuiioMy IpenapaTy HaTilecepile.
KoHueHTparis npemnapaTty y IIjia3Mi KpoBi IpomnopiiiiHa go3i. PiBHoBaxkHa 90 % KoHIIeHTpallis
mocsraeThes Ha 4-5 moOy JiKyBaHHS ITperapaToM Ipu 0araTopa3oBOMY 3aCTOCyBaHHiI 1 pa3 Ha mo0y.
PiBHOBakHa KOHIIeHTpalid Ha piBHI 90 % gocaraeTbcs Ha APYTrUuM AeHb JIIKyBaHHS IPU 3aCTOCYBaHHI
y Tepiuii JeHb HaBaHTaXKyBaIbHOI MO3H, IO BOBiYi IepeBuIlye 3BUYaiHy 0o0OBY [03Y.

Posmopin

00’em posmnopiny mpubIu3HO OOPIBHIOE 3arajlbHOMY BMICTYy pifMHU B OpraHi3Mi. 3B’si3yBaHHS 3
Oinkamu mra3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa30/1 qo0pe TPOHUKAE B YCi MOCTIgKyBaHi piguHu opraHiamy. PiBeHb GIyKOHA301y y CIHHI Ta
MOKPOTHUHHI OmiOHUH 10 KOHIIEHTPaIlil IperapaTy y Iaa3Mi KpoBi. Y mallieHTiB, XBOPUX Ha
rpubKOBUYM MEHIHTIT, piBeHb QIIYKOHA30Jy ¥ CIHHHOMO3KOBIH pifuHi gocsirae 80 % KoHILeHTpallil y
I1J1a3Mi KPOB.

Bucoki KoHIIeHTpallil (hIyKoHa301y Y MIKipi, 110 IepeBUIIyI0Th CUPOBATKOBI, HOCITAIOTHCS Y



poOroBOMYy Iapi, emigepMici, fepmi Ta moTi. ®IyKOHa30/1 HAKOMUYYETHCS Y POroBOMY 1api. [Tpu
3actocyBaHHi 1o3u 50 Mr 1 pa3 Ha go0y KoHIeHTpalis Grykonasomny micns 12 gHiB mikyBaHHS
CTaHOBUJIA 73 MKT/T, 4yepe3 7 OHIB IiC/s 3aBePIIEHHS JIiKyBaHHS KOHLIEHTPALis BCe IIie CTaHOBUIIa
5,8 Mxr/r. [Ipu 3actocyBaHHi 7o3u 150 mMr 1 pa3 Ha TUXKOEHb KOHLIEHTpaLisa (GIyKoHa30Jy Ha 7-1
IeHb JTiKyBaHHS CcTaHOBUNA 23,4 MKT/T, Yepe3 7 OHIB IicJig 3aCTOCYBaHHS HACTYIIHOI 03U
KOHIIeHTpallid Bce Ile cTaHoBuia 7,1 MKr/T.

KonnenTpauis ¢prykoHa3omy B HIrTax micns 4 micsaniB 3acTocyBaHHS 150 Mr 1 pa3 Ha TUXIOEHb
craHoBuia 4,05 MKI/T y 300poBuUx H0OpOBOJIBIIB Ta 1,8 MKI/T Ipu 3aXBOPIOBaHHSX HITTiB;
(byKOHa30J1 BU3HAYaBCs Y 3pa3Kax HirTiB uepes3 6 MiCAIIB IicIis 3aBepIIeHHs Tepairii.

BiorpaHcdopmatiis

®nykoHa3on MeTabomi3yeThCsl He3HaYHOIO Mipoio. [Ipy BBefieHHi 03K, MideHOl pagioaKTUBHUMHU
izoronmamu, nuiie 11 % ¢prykoHa307Ty eKCKPETYEThCS i3 cedelo y 3MiHeHOMY BUTIAML. PIyKOHA307I €
noMipauM iHri6iTopom izodpepmenTie CYP2C9 ta CYP3A4, a TaKOXK MOTYKHUM iHTiGiTOpOM
izopepmenty CYP2C19.

BuBengennsa

[Tepion HamiBBUBeneHHS (IYKOHA30I1y i3 MIa3MU KPOBi cTaHOBUTHL Npubnu3Ho 30 roguH. binbia
JacTHHA [IpenapaTy BUBOOUTHCS HUPKaMu, mpudoMmy 80 % BBemeHOl 03U BUSIBISETHCS y CEUi B
He3MiHeHOMY cTaHi. KimipeHc (pyKoHa305y IPOnopLUiiHuy 00 KIlipeHCy KpeaTuHiHy. LIupKymongdux
MeTaboJIiTiB He BUSBIIEHO.

TpuBanuii nepion HaliBBUBEAEHHS IIpenapaTy 3 [IJIJa3MU KPOBi Ja€ MOXKJIUBICTh OHOPA30BOr'0
3aCTOCYBaHHS IIpelapaTy IIpU BariHaJIbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaTy 1 pa3 Ha
TUXKEHb IPY iHIINX [T0Ka3aHHSX.

HupkoBa HENOCTATHICTEL

Y nmarnieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOT'0 CTYIEHs (IIBUAKICTb KIIyOO4YKOBOI GinbTparltii

< 20 mn/xB) nepion HamiBBUBeAeHHS 30inbiyeThcs 3 30 roguH 0o 98 roguH, ToMy Il KaTeropii
nalieHTiB HeoOXigHO 3MEHINNTH 103y (QrykKoHa3omy. ®IyKoHa30J BUAANISETHCS IIITXOM ITeMOofiiai3y
Ta MEHILOK MipOK — LIJIAXOM iHTpanepuTOHea IbHOT0 Aianidy. CeaHC reMofiaidy TpUBaIiCTIO

3 roguHU 3HUXKYE piBeHb (HIYKOHA30Iy y I1a3Mi KpoBi mpubausso Ha 50 %.

JlakTairis

Bimomo, 110 KoHIIeHTpalii (GIyKOHa30Iy ¥ IIJla3Mi i MaTepUHCHKOMY MOJIOLI BIIPOOBXK 48 roguH
Iicys mpuiioMy ogHOPa30Bol fo3u 150 Mr npenapaTy OLiHIOBaIM Y Imporeci hapMaKOKiHETUYHOTO
MOCTiMKEHHS 3a YYaCTIO IeCsITH XKiHOK y Iepiofi aKTarlii, sKi THM4YacoBo a00 MOCTIMHO MPUITUHUIIN
roflyBaTH CBOIX HEMOBJIAT IPYAMI0. Y MaTEPUHCHEKOMY MOJIOI (hIyKOHA30J1 BUSBUIIU Y CEPEeRHilN
KOHIIeHTpallil npubnusno 98 % Bifg Toi, M0 Big3Havanu y nna3Mi MaTepi. Yepes 5,2 TOOUHYU MiCIIS
IIPUUOMY [O3U CEepefHs IMiKoBa KOHIIEHTPallid y MaTePUHCHKOMY MOJIOLL CTaHOBUIA 2,61 Mr/m.
Io6oBa mo3a (prykKoHa30/1y, OTPHMaHa HEMOBIISIM 3 MAaTEPUHCHKOTO MOJIOKA (SIKIIO ITPUUHSTH
CepenHe CIOXKUBAHHS MOjoKa 3a 150 Mi/kr/mo6y), po3paxoBaHa Ha OCHOBI CepeaHbOI MKOBOI
KOHIIeHTPaIlil y Mooiri, 1o popiBHioe 0,39 Mr/kr/mo06y, ctaHoBUTh npubnu3Ho 40 % Bim gos3u,
PEKOMEHI0BaHOI HOBOHAPOIXKEHUM (BikoM < 2 THXKHiB), abo 13 % Bifm m031, peKOMEeHO0BaHOI
HEMOBJIITaM [JIs JIIKyBaHHS KaHOUO03y CIM30BUX 000JIOHOK.

it



IaHi 3 papmakokiHeTuKu Oynu omiHeHi y 113 miTel mig 4yac 5 HOCHiIXKeHb: 2 HOCITigXEHHS
OTHOPA30BOTI'0 3aCTOCYBaHHS, 2 MOCTigKeHHs 6araTopa3oBoro 3aCTOCYBaHHsS Ta 1 moCTimXeHHS
HETOHOIIIEHNX HOBOHAPOIKEHMX.

[Ticns BBegeHHS 2-8 Mr/Kr (IyKOHa30Jy OiTIM BikoM Bifg 9 micanis mo 15 pokis AUC cTaHOBUTIA
npubnu3Ho 38 MKr*rog/mn Ha 1 Mr/Kr mo3u. ITicyist 6araTopa3oBOro 3aCTOCYBaHHS CepenHiil mepiox
HalliBBUBEMeHHS QIYKOHA30JTy i3 IyIa3Mu KPOBi BapitoBaBca Mix 15 Ta 18 rogunamu; o6’em
po3nopniny ctaroBuB 880 Mii/kr. BinbIn TpuBanIuy Mepiof HaIliBBUBE[EHHS 3 IJIa3MU KPOBI, 110
CTaQHOBUB NPUOIN3HO 24 TOOWHHU, CIIOCTePiraBcs Iics OGHOPA30BOT0 3aCTOCYBaHHS (DITyKOHA30IY.
Lleii MOKa3HUK € CIiBCTaBHUM i3 IepiogoM HamiBBUBEAeHHS (HIIyKOHA30JIy 3 IJ1a3MU KPOBi micis
OIHOPA30BOTr0 3aCTOCYBaHHA 403U 3 MI/KI BHYTPIIIHbOBEHHO AiTAM BiKoM Bif 11 gHiB go 11 Micsis.
O06’eM po3MOoAiny y maIieHTiB 11i€l BiKOBOI rpynu CTAaHOBUB Mpubau3H0 950 MII/KT.

Iocsim 3acTocyBaHHS GIYKOHA30Jy HOBOHAPOAXKEHUM 00MEeXKYEThCSI hapMaKOKiHETHYHUMHU
OOCITIXKeHHIMHU 12 HeIOHOIIeHUX [iTel i3 TepMiHOM recTariil npu0nu3no 28 TuxkHiB. CepenHin BiK
OUTHHY IIPU BBEIEHHI IepIol mo3u cTaHoBUB 24 rogunu (Bim 9 mo 36 roguH); cepeqHs Maca Tina mpu
HapomxkeHHi ctaHoBuna 900 r (Big 750 mo 1100 r). [Ins 7 malieHTiB ITPOTOKOJ AOCTiAKEHHS 0yI10
BMKOHAHO. MakCHMyM 5 BHYTPIITHbOBEHHUX iH €KIIiN (hITyKOHA30Jy ¥ 4031 6 MI/KT BBOOUIN KOXKHIi

72 ropunu. CepefHiii mepion HaMiBBUBEOeHHS CTaHOBUB 74 rogunu (44-185) y mepiuii feHb, MOTIM
3HM3uBCA 0o b3 roguH (30-131) Ha 7-% geHb Ta mo 47 (27-68) — Ha 13- genb. AUC (MKr*rom/mi)
cranoBuina 271 (173-385) y nepuuii nensb, 36inbimunacs mo 490 (292-734) va 7-i geHb, MOTIM
3uu3umnacs go 360 (167-566) Ha 13-i mens. O0’em posmnopiny (Mi/kr) craHoBuB 1183 (1070-1470) y
nmepiu neHb, 30inbmuBcs 0o 1184 (510-2130) Ha 7-# menb Ta go 1328 (1040-1680) Ha 13-it meHb.

[TalieHTy JTITHLOTO BIKY

dapMaKOKiHETUYHE JOCTIiAKEHHS IIPOBOANIM 3a YYacTIo 22 MallieHTiB (BiKOM Biff 65 poOKiB), SKi
3acrtocoByBanu 50 Mr (rykoHa301y nepopanbHo. 10 namieHTiB 0O4HOYAaCHO 3aCTOCOBYBAJIU JiyPETUKH.
C,.x CTaHOBHUJA 1,54 MKI/MN Ta gocsranacs IpoTaroMm 1,3 TOOWHY IiC/s 3aCTOCYBaHHS (QITYKOHA30Y.
Cepennst AUC cranoBuna 76,4+20,3 Mxr*ron/min. CepenHiii mepioq HammiBBUBeNeHHS — 46,2 TOOUHU.
LIi hbapMakoOKiHETUYHI TOKA3HUKHY € BUILMMHU ITOPIiBHSIHO 3 aHAJIOTIYHUMU ¥ 300POBUX NOOPOBOJIBIIIB
MOJIOAWIOTro BiKy. OgHOYAaCHe 3aCTOCYBaHHS [iypeTUKIB He Majo 3HayHOro Bunusy Ha C,.. Ta AUC.
Takox KiipeHC KpeaTuHiHy (74 MI1/XB), BifCOTOK (pJIyKOHA30I1y, 110 eKCKPETYBaBCH i3 Ccevelo y
He3MiHeHOMY BUriAfi (0-24 ropuny, 22 %), Ta HUPKOBUM KilipeHC prykorasomy (0,124 mn/XB/KT) y
IIAIli€HTIB [aHOl BiKOBOL Ipyny Oyny HUKYKMMU, HiXK aHAJIOTi4Hi TOKA3HUKYU Y MOJIOAIINX
no6poBosbLiB. ToMy 3MiHM (papMaKOKiHETHKY Y MAI[i€HTIB JTITHOTO BiKy OUEBUAHO 3ajieKaTh Bif
napaMeTpiB (pyHKIIi1 HUPOK.

KniniyHi xapaKTepHCTHKH.
Iloka3aHnHs.

®nyKoHA30J1 TOKa3aHU [J1s JTiIKyBaHHS TaKUX TPUOKOBUX iH(EKIIi# v mopocnux (OuUB. PO3Min
«®apMaKoOuHaMiKa»):

- KPUIITOKOKOBUM MEHIHTIT (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»);
- KOKIMIioimo3 (ouB. po3min «Oco0MuMBOCTi 3aCTOCYBaHHSI »);

- iHBA3UBHI KaHOUOO3Y;



- KaHOUJ03M CIU30BUX 000JIOHOK, BKJII0UAI0YM KaHOUA03 POTOTJIOTKY Ta KaHAUA03 CTPABOXOLY,
KaHOUOYPist, XpOHIYHUY KAaHOUOO03 LIKIpH i CTU30BUX 000JIOHOK;

- XPOHiIYHUM aTpodiyHUN KaHOUI03 POTOBOI MOPOKHUHY (KaHOUI03, CIPUUYNHEHUY BUKOPHUCTAHHSIM
3yOHUX IIPOTE3iB) MPU HEe(eKTUBHOCTI TirieHu POTOBOI MOPOXKHUHU ab0 MicIeBoi Teparrii.

®ykoHa307 MOKa3aHUM mist TPodinaKTUKK TaKUX 3aXBOPIOBAHb Y TOPOCIIHX:
- pEeLUONB KPUIITOKOKOBOTO MEHIHTITY ¥ MAlli€HTiB 3 BUCOKUM PU3UKOM HOTO PO3BUTKY;

- pelUauB KaHAUI03Y POTOTIOTKY ab0 CTpPaBOXOAY Y MallieHTiB i3 BIJI 3 BUCOKUM PU3UKOM HOTO
PO3BUTKY;

- nmpodinakTvKa KaHOUOO3HUX iH(EeKLiN y MallieHTiB i3 TPHUBaI00 HEUTPOIIEHi€l (HalpUKiaf,
TIAlli€HTIB 3i 37I0KiCHUMH 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTepariio, abo nalieHTiB npu
TPaHCIIaHTAallil TeMOMOeTUYHUX CTOBOYPOBUX KITITUH) (OUB. Po3ain «®apMaKoJIOTiyHi BTaCTUBOCTI.
dapmakoguHaMika»).

®1yKoHA301 IIOKAa3aHUM OiTSIM Bil HAPOMXKEHHS [JIs JTiKYBAHHS KAaHOUI03iB CIIM30BUX 000JI0HOK
(KaHAMOO3 POTOTIOTKY, KaHAUA03 CTPABOXOAY), iHBa3MBHUX KaHAUA03iB, KDUIITOKOKOBOTO MEHIHTITy
Ta A7 NpodiaKTUKY KaHAUA03HUX iH(DEKIIiH y MallieHTiB 3i 3HUKeHUM iMyHiTeTOM. [IpenapaTt
MOXKHAa 3aCTOCOBYBATHU SIK MiATPUMYBaJIbHY Tepallilo [AJig IoNepeaKeHHs PeluANBy KPUIITOKOKOBOTO
MEHIHTITY y AiTel i3 BUCOKMM PU3UKOM HOTO PO3BUTKY (OUB. po37in «OcOoOIMBOCTI 3aCTOCYBaHHS»).

Teparito npenapaToM MOXHa PO3IOYUHATY [0 OTPUMAHHS Pe3yJIbTaTiB KyJIbTYpPaJbHUX Ta IHIINUX
nabopaTOPHUX [OCHIAXKEeHb, ONHAK IiC/IsI OTPUMaHHS pe3y/IbTaTiB MPOTUiH(GEKLiNHY Tepariio Clif
CKOPHUTYBaTHU BiAMIOBITHUM YMHOM.

IIpomunoka3aHHA.

TinepuyTnuBicTh K0 (HIYKOHA30/Iy, iHIIKUX a30JIbHUX CIOJIYK ab0 [0 Oymb-IKOl 3 JOTIOMiXKHUX PEYOBUH
npenapary, 3a3HaueHUX y po3pii «Ckiaam».

OpHOYacHe 3aCTOCyBaHHS (HITyKOHA30/y Ta TepheHafuHy MalieHTaM, IKi 3aCTOCOBYIOTh (IIyKOHA30IT
6araTopa3oBo y mo3ax 400 mMr Ha moOy Ta BuIlle (3rimHO 3 Pe3yIbTaTaMy JOCTiIXKEHHS B3aEMOIil
6araTopa3oBOr0 3aCTOCYBAHHS).

OpHOYacHe 3aCTOCYyBaHHS (HITYKOHA30JIy Ta iHIIUX JIiIKapChKUX 3aco0iB, 110 MOOOBXKYOTh iHTepBan QT
Ta MeTaboi3yI0ThCs 3a momomoroi ¢pepmenty CYP3A4, HanpuKiap IU3anpuIy, acTeMi3omy,
miMO3uy, XiHiIUHY Ta ePUTPOMILIMHY (OUB. po3Tinu «B3aemofisa 3 iHIIKMHU JTiKAPCHKAMHU 3aco0aMu Ta
iHmi Bugy B3aeMofi» Ta «OCOOIMBOCTI 3aCTOCYBAHHS»).

B3aemodisn 3 inwumu snikapceKumu 3acobamu ma iHwi eudu é3aemoditi.
[TpoTUnoKa3aHo CyMiCHe 3aCTOCYBaHHS (DIIYKOHA30Jy Ta HUKYe3a3HAYEHMX JIIKaPChKUX 3ac0o0iB
ITuzanpuo

[ToBimoMIISINIOCS TIPO PO3BUTOK MOOIYHUX peakiliit 3 60Ky ceplls, Y TOMY YUCJIi IIPO TapoKCU3MallbHY
IITyHOYKOBY TaXiKapfilo TUIy IMipyeT Yy MallieHTiB, AKi OQHOYACHO 3aCTOCOBYBalM (IyKOHA30JI Ta



mu3anpup. KoHTposboBaHe JOCHiAXKeHHS IPOeMOHCTPYBAJso, 1110 OgHOYacHe 3acTocyBaHHA 200 Mr
dnykonasony 1 pa3 Ha goOy Ta 20 Mr nu3anpuny 4 pasu Ha foOy IPU3BOAUIIO 40 3HAYHOTO
MigBUIIEHHS PiBHA LU3aNpUAY y IJIa3Mi KPOBi Ta 40 nomoBxKeHHS iHTepBany QT. OgHoyacHe
3aCTOCyBaHHS (HITYKOHA30Jy Ta LX3aIPUAY IPOTUIIOKa3aHe (IuB. po3ain «IIpoTUlloKa3aHHs»).

TeppenaduH

Yepes BUNIaOKU PO3BUTKY TSIXKKUX CePLEBUX apUTMild, COPpUYUHEHUX 0foBXKeHHAM iHTepBany QTc, y
TAIiE€HTIB, SIKi 3aCTOCOBYBAIM a30J/IbHI MPOTUTPUOKOBI TiKapchKi 3aco0u 0HOYACHO 3 TepdheHaguHOM,
Oynu TpoBefieHi MOCTiIKeHHST B3aEMO[Iii ITUX IperapariB. Y mpoiieci 0qHOTO [OCTiIXKeHHS IpU
3acTocyBaHHi (rykoHa3omy y mo3i 200 Mr Ha goOy He OyJi0 BUSBIEHO OoA0BKeHHS iHTepBany QTc.
[HIIe mOCHifXKeHHS IPU 3aCTOCyBaHHI prykoHa3omny y go3ax 400 mr ta 800 Mr Ha fo0y
IIPOAEMOHCTPYBAJIO, 1110 3aCTOCyBaHHs (GrykoHa3omy y go3ax 400 Mr Ha noOy abo Bullle 3HAYHO
IiABUINY€E PiBeHb TeppeHanuHy y IJla3Mi KpOBi IIPU OOHOYACHOMY 3aCTOCYBaHHI IIUX IpeaparTis.
CywmicHe 3acTocyBaHHS (HTyKoHa301y y go3ax 400 mr a6o Buile 3 TepdheHagUHOM IIPOTUIIOKA3aHe
(ouB. po3min «IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHi QrykoHa3omy y mo3ax Hux4e 400 Mr Ha 100y
OJHOYAaCHO 3 TepheHaguHOM CIIi[l TPOBOOUTH PETEIbHUN MOHITOPHHT CTaHy Ialli€HTa.

Acmemison

CywmicHe 3acToCcyBaHHS (DIIyKOHA30JIy Ta aCTeMi30Jly MOXKe 3MEHIIUTHU KIIipeHC acTeMi30Iy.
CrnpuuyrHeHe UM IigBUINEHHS KOHIIEHTPallil acTeMi301y y Ij1a3Mi KpoBi MO3Ke IIPU3BECTH [I0
nopoBxKeHHs iHTepBany QT Ta y pifKiCHUX BUIagKax — OO0 MaPOKCH3MalbHOI IIYHOYKOBOI TaxXiKapzil
tuny nipyet. ODHOYacHe 3aCTOCyBaHHS (DIIyKOHA30/1y Ta aCTeMi30Jy MPOTUII0OKa3aHe (OUB. PO3Tin
«[IpoTUnIOKa3aHH»).

ITimo3uo ma xiHiOuH

CywmicHe 3acTocyBaHHS (PIIyKOHA30/Iy Ta MiMO3UAy a00 XiHiAMHY MOXKe IMTPU3BOOUTHU [0 IPUTHIYEHHS
MeTabosizamy miMmo3uny abo XiHiguHY, X04a BifTIOBIIHUX JOCIiAXKEHb in Vitro Ta in vivo He TPOBOIUIIY.
[TinBuIeHHS KOHIEHTpAIll miMo3uny abo XiHimuHYy y mma3Mi KpoBi MoXKe CIIPUYUHSTH TOOOBXKEHHS
inTepBany QT Ta y pigKiCHUX BUIIafiKaX IPU3BOAUTH [0 PO3BUTKY IIapOKCHU3MaJIbHOI IITYHOYKOBOI
Taxikappii Tuny mipyet. OmHoO4YacHe 3acTOCyBaHHS (PIIyKOHA30JIy Ta ImiMo3uny abo XiHiguHy
IIpOTUIIOKa3aHe (OuB. po3min «IIpoTunoka3aHHI»).

EpumpomiuyuH

OpHOYacCHe 3aCTOCYBaHHS epPUTPOMILIMHY Ta (IIYKOHA30Jly MOXKe IIPU3BOOUTHU [0 IiABUILIEHHS PU3UKY
PO3BUTKY KapOiOTOKCUYHOCTI (1I00BXKeHHS iHTepBany QT, mapokcu3MasbHa IUIyHOYKOBA TaxXiKapmist
TUITy MipyeT) Ta, K HaCJiOK — [0 PalToBOI CEPIEBOl CMepTi. 3acToCyBaHHS KOMOiHalii 1[uX
JiKapChKUX 3aco0iB MPOTHUIIOKa3aHe (AuB. po3min «IIpoTUITOKa3aHHSI»).

He PEKOMEHOYVETHCA OJHOYACHE 3aCTOCYBAHHA gbﬂyKOHa30J’Iy Td HU2KYE3da3Ha49YEHUX HiKaQCbKI/IX

3acobiB
ranopaHmpuH

®nyKoHa3071 MOXKe CIPUYUHUTY MiABUIIEHHS KOHIIeHTPallil ranodaHTpUHY B IJ1a3Mi KPOBi 3a
paxyHok npurHideHHs CYP3A4. OgHOoYacHe 3aCTOCYyBaHHS IIUX JIiIKapChKUX 3aC00iB MOXKe
IIPU3BOOUTHU OO0 MigBULIEHHS PU3UKY PO3BUTKY KapAiOTOKCUUYHOCTI (mogoBxkeHHs iHTepBany QT,
IapoKcHu3MalibHa IITYHOYKOBA TaxiKapAis TUIy IipyeT) Ta, SIK HacCJIifoK — A0 PalTOoBOl CepIeBol
cMepri. Crtig yHUKATH 3aCTOCYBaHHS KOMOiHaIlil X TiKapchkux 3aco6iB (muB. po3min «OcobnuBocTi
3aCTOCYBaHHS»).



CyMicHe 3acTocyBaHHSA MIVKOHA30IY Ta HUXKYe3a3HaUeHUX JIiIKapChbKUX 3aCc00iB BUMarae
00epeKHOCTI

AmiodapoH

OpHoYacHe 3aCTOCyBaHHS (HITYyKOHA30J1y 3 aMiofapOHOM MOXKe IPU3BECTH [0 MOAOBXKEHHS iHTepBay
QT. ®nykoHasomn ciif 3 00epekHICTIO 3aCTOCOBYBATH Pa30M 3 aMiolapOHOM, 0COOIMBO Y pasi
IIpU3HAYEeHHS BUCOKOI 1031 ¢GyKoHa3ony (800 mr).

CyMicHe 3acTocyBaHHA (OIVKOHA30IY Ta HUXKYe3a3HaUeHUX JIiIKapChbKUX 3ac00iB BUMarae
00epekKHOCTi Ta KOPUTYBAHHS HO3U

Bnius iHwux aikapcvKux 3acobis Ha ha1yKoHA3041

HocnigXKeHHs B3aeMOIil IPOAEMOHCTPYBaH, 10 IepopasibHe 3aCTOCYBaHHA (BIYKOHA30Iy
OOHOYACHO i3 BXKUBAHHAM 1XKi, IPUIOMOM IIUMETHUANHY, aHTAUKAIB ab0 3 MOJaIbIINM OIPOMiHEHHIM
YChOTO TiNla [y1s lepecafkKeHHs KiCTKOBOTO MO3KY He Ma€ KJIiHiYHO 3HA4yIIOro BILIMBY Ha abcopOiito
bmyKoHa301y.

PugpamniyuH

OpHoYacHe 3acTOCyBaHHS (PIIyKOHA30/y Ta pudamiinuuy npusBoaumno ao 3uuxenHs AUC Ha 25 % Ta
CKOPOYYBaJo Mepiof HamliBBUBe#eHHS QprnyKoHa30my Ha 20 %. ToMy [jig mali€HTiB, SKi 3aCTOCOBYIOTh
pudaMITinmH, CIig PO3TISHYTH HOLIIBHICTh MiABUIIEHHS H03U (HIIyKOHA30IY.

l'iopoxsaopomia3ud

Y mocnimxeHHi papMaKoKiHETUYHOI B3a€MOMii omHOYacHe OaraTopa3oBe 3aCTOCYBAHHS
rigpoxopoTia3uay 3m0poBUM NOOPOBOJIBISAM, SIKi OTpUMyBau HIyKOHA30, MiIBUIIYBaTIO
KOHIIeHTpallio ¢hiayKoHa301y y miaa3Mi KpoBi Ha 40 %. Taki mapaMeTpu B3a€MOZil He BUMaraloTh 3MiH
y peXuMi 0o3yBaHHS (PIIyKOHA30y y MAI[iEHTIB, IKi OMHOYACHO OTPUMYIOTh CEYOTiHHI 3aCO0H.

Bnaue ¢aykoHa3ony Ha iHWi nikapcwki 3acobu

®nykonaszon € nomipauM iHribitopom muroxpomy P450 (CYP) izodepmenTy 2C9 Ta 3A4. dnykKoHa301
€ IOTYyKHUM iHribiTopoM i3odpepmenty CYP2C19. Ha momaToK 1o CIIOCTepeXyBaHUX/ MOKYMEHTAJIbHO
IMigTBepPAXKEeHUX B3a€MOLIH, 1[0 ONKUCaHi HUX4Ye, IPU OJHOYACHOMY 3aCTOCYyBaHHI 3 (pJIyKOHA30JI0M
iCHye pU3UK MigBUIEHHS Yy MJIa3Mi KPOBi KOHLIEHTPAI[iM iHINX CIIOJYK, 110 MeTaboIi3yI0ThCs
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH TaKi KoMOiHaIlii mpemnapatiB cif 3
00epexkHiCTIO, TP 1IbOMY HeOOXiTHO PeTeNbHO CIIOCTEPIraTv 3a CTAHOM MallieHTiB. [IpurHiyyBasbHa
mist rykoHasony Ha pepMeHTH 36epiraeTbcs mpoTsaroM 4-5 {i0 micis Woro 3aCTOCYBaHHS y 3B'SI3KY 3
10r0 TPHUBAJIMM IIEPiOOOM HalliBBUBEOEHHS (AUB. po3min «[IpoTUunokasaHHI»).

AbpoyumuHib

®nykonason (inribiTop CYP2C19, 2C9, 3A4) mimBuiyBaB eKCIIO3HUIIil0 aKTUBHOI YaCTUHU
abpouutuniOy Ha 155 %. [Ipu ogHOYACHOMY 3aCTOCYBaHHi 3 (PJIyKOHA30JI0M CIIiJ] BITKOPUTYBATH [03Y
abpounTUHiIOy BifIIOBIAHO MO iHCTPYKIii AJIST MEIUYHOTO 3aCTOCYBaHHSA aOpOIUTHHIOY.

Anvpenmanin

[Tig 9ac ogHOYACHOTO 3aCTOCYyBaHHA anb(eHTaHiny ¥y 0o3i 20 MKT/KT Ta ¢GiykKoHa30my y mo3i 400 mr
30POBUM 06POBOJIBLAM CIOCTepiranocs aBokpaTHe 306inbmeHHs AUC,,, MOXKIIKMBO, Yepe3



inrioyBanHs CYP3A4. Moxe OyTu HeOOXiTHUM KOPUTYBAHHS O03U alb(eHTaHiny.
AmimpunmuniH, HOpmpunmuJiH

®yKOHA30JI ITIOCUJIIOE [il0 aMITPUNITUIIIHY Ta HOPTPUNTUIIIHY. PEKOMEHIyeThCS BUMIPIOBATH
KOHIIEHTPaIlil 5-HOPTPUNITUIIiHY Ta/abo S-aMiTpunTHIiHy Ha MoYyaTKy KOMOiHOBaHOI Tepartlii Ta yepes
1 Tuxpens. Y pasi HeoOXiAHOCTI CIlif BiAKOPUTYBaTH H03Y aMiTPUITUIIHY/HOPTPUITUIIIHY.

Am¢pomepuuuH B

OpHOYacCHe 3aCTOCYyBaHHS (PIIyKOHA301Iy Ta aM(poTepuiuHy B iHpiKOBaHUM MHUIIAM i3 HOpMaJIbHUM
iMyHiTETOM Ta iHpiIKOBaHMM MUIIaM 3i 3HUKEHUM iMyHITETOM [ajio TakKi pe3yl1bTaTH: HEBEJIUKUH
aOUTUBHUYN TPOTUTPUOKOBUY edeKT npu cucTeMHil iHdekuii C. albicans, BinCcyTHICTh B3aeMofii mpu
BHYTPIIHbOYEPENHiN iHpeKIil Cryptococcus neoformans Ta aHTaroHi3M OBOX IIpenaparTiB Ipu
cucteMHin indekil Aspergillus fumigatus. KninidyHe 3Ha4eHHS pe3y/bTaTiB, OTPUMaHUX y IPOLECi
I1X OOCIiAXKeHb, HeBigoMe.

AHmukoazyassHmu

4K i Ipy 3acTOCyBaHHI iHIITMX a30IPHUX MPOTUTPUOKOBUX 3aC006iB, TPH OHOYACHOMY 3aCTOCYBaHHI
(byKOHa301y Ta BappapuHy MOBIJOMIIANIOCS IPO BUNAAKHA PO3BUTKY KPOBOTeY (reMaToMa, HOCOBa
KPOBOTeYa, IIJTyHKOBO-KUILIKOBA KPOBOTEYa, reMaTypisd Ta MejieHa) y IO€IHaHHI 3 TTOI0OBXXKEHHAM
npoTpoMbOiHOBOTO Yacy. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI (IyKOHa30Jly Ta BappapuHy
CIIOCTEpiranocs ABOKpaTHe MifBUILIEHHS IPOTPOMOIHOBOT0 Yacy, UMOBIPHO, BHACTIIOK IPUTHIYEHHS
meTabonizmy Baphapuny uepe3 CYP2C9. Crig peTebHO KOHTPOIIOBATH ITPOTPOMOIHOBUY Yac y
TIAIiE€HTIB, SIKi OMHOYACHO 3aCTOCOBYIOTh KyYMapHHOBI aHTUKOATYISHTHY a0 iHgaHmioH. Moxe 0yTu
HeoOXiTHOIO KOPEKIIis 03U aHTUKOATyJITHTY.

BbeH3o0iaseniHu kopomkoi 0ii, Hanpuk.aad mMi0a3oaam, mpuasonam

3acTocyBaHHS (IyKOHA30J1y MiC/Is IepOpaibHOr0 3aCTOCYBAHHS Mifa301aMy IPU3BOLUTIO 0
3HQYHOTO MMiIBUIIEHHS KOHI[eHTPallil Mila30/1aMy Ta [0 IIOCUJIeHHS IICUXOMOTOPHUX e(eKTiB.
OpHOYacHe 3acTOoCyBaHHS (PryKoHaA301y y 1o3i 200 Mr Ta Miga3onamy y Ao3i 7,5 Mr mepopajibHO
npu3Boguio po nigsuineHHs AUC Ta nepiony HalliBBUBeIeHHS Mifa3onaMy y 3,7 Ta 2,2 pa3a
BigmoBigHO. 3acTocyBaHHS PryKoHa30iy y #o3i 200 Mr Ha goOy Ta 0,25 Mr TpuasonaMy nepopaibHO
npu3Bonuio po nigsuiteHHs AUC Ta nepiony HaliBBUBeOeHHs Tpua3onamy y 4,4 ta 2,3 pasa
BigmoBigHO. ITpy 0MHOYaCHOMY 3aCTOCYBaHHI (PIIyKOHA30JIy Ta TpHa30/IaMy CIIOCTepiranocs
IIOTEHIIIIOBaHHS Ta IPOJIOHTalis eeKTiB Tpra3oiamy.

AKI110 maLieHTy, IKAU TPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3eniHaMu, 103y OCTaHHIX CJIifl 3MEHIIIUTH Ta BCTAHOBUTH HaJIe3KHUM HaTJIAL 3a
CTaHOM IIallieHTa.

Kapbama3zeniH

®nykoHa3on npurHiuye MmetabosiaMm kapOaMa3zelliny Ta CIPUYUHSIE MigBUAIIEHHS PiBHS
kKap6aMaseniny B cupoBaTiii KpoBi Ha 30 %. [cHye pu3uK PO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6aMaseniny. Moxe OyTy HeoOXiIHUM KOPUTYBaHHS 03U KapbaMaseniHy 3a/ekHO Bifl piBHS #0r0
KOHIIEHTpAllil Ta il mpemapary.

Baokamopu Kaavuiegux KaHanis

IesiKi aHTaroHIiCTH Kanblliio (Hipenurin, icpaauiid, aMIofUIIiH Ta ¢helofuIin) MeTaboi3yI0ThCs



dbepmerTom CYP3A4. ®nykoHa30/ MOTEHIINHO MOXKe IiIBUIIYBATA CUCTEMHY €KCIIO3HUIIi10
6;oKaTopiB KasbllieBUX KaHaliB. PeKOMeHIOBaHU PETEIbHUY MOHITOPUHT III00 PO3BUTKY MOOIYHUX
peaxtiiu.

Ilenekoxkcub

[Tpu omgHOYaCHOMY 3acTOCyBaHHI ¢iykoHa3ony (200 mMr Ha goOy) Ta nenekokcuby (200 mr) C,., Ta
AUC nenekokcu0y migBuiyBanucs Ha 68 % ta 134 % BigmosigHo. [Ipy oMHOYACHOMY 3aCTOCYBaHHI
1esieKokcuby Ta GIyKoHa30y Moxke OyTH HeoOXimHUM 3MeHIIeHHS 003U 1leIeKOKCUOy BOBidi.

ITukaogocpamio

OpHOoYacHe 3acToCyBaHHS HUKIIodochaminy Ta GpryKoHa301y NIPU3BOAUTE A0 MiIBUINEHHS PiBHSA
6inipy0iHy Ta KpeaTHHiHY B CHpOBaTIli KpoBi. LIi mpemapaTy MOXKHa 3aCTOCOBYBATH OJHOYACHO,
3BaXkalouu Ha PU3MK IMiIBUILIEHHS KOHIeHTpallil 0inipybiHy Ta KpeaTHUHIHY B CUPOBATIi KPOBI.

deHmatin

[ToBimOMIISINIOCS TPO OJMH JIeTAaIbHUM BUMAMIOK iHTOKCHUKAIll (DeHTaHiZIOM BHACTIIOK MOXKJIUBOI
B3aeMofil peHTaHiny Ta ¢prykoHa3omy. [Io TOTo X y [OCHIXKEHHI 3a y4acTiO 3[[0POBUX JOOPOBOJIBIIIB
Oy710 MPOIeMOHCTPOBAHO, 1110 (IYKOHA30JI 3HaYHO YIIOBiIbHIOBAB eJliMiHaIlil0 (GeHTaHiny.
[TigBulIleHHS KOHIIEHTpAallil (heHTaHiny MOxKe MPU3BECTHU OO0 MPUTHIYeHHS OUXaHHS, TOMY CIIif
peTebHO KOHTPOJIIOBATH CTaH MallieHTa. Moxke 6yTu HeoOXimHOIO KOPEKIis M03u (peHTaHiny.

IH2i6imopu I'MI-KoA-pedykmasu

CywmicHe 3acTocyBaHHS (priyKoHa30my Ta iuridiTopie 'MI-KoA-penykTa3suy, 1110 MeTaboIi3yIoThCs
CYP3A4 (aTopBacTaTHH Ta cUMBacTaTuH), abo iHridiTopis 'MI'-KoA-pegykTas#, 1m0 MeTaboli3y0ThCs
CYP2C9 (¢pnyBacTaTvH (3HUKEHHS IIE€YiHKOBOr0 MeTab01i3My CTaTUHY)), MiABUIIYE PU3UK PO3BUTKY
Mmiomarii Ta pabgomionisy (mo3o03anexkHo). Y pa3i HeoOXimHOCTI OIHOYACHOT'0 3aCTOCYBAHHS IUX
IpenapariB CIIiJl peTeNlbHO CIIOCTEPIraTy 3a MAIliEHTOM II0J0 BUHUKHEHHST CUMIITOMIB Miomarii Ta
pabmoMioni3y i KOHTPOJIoBaTH PiBeHb KpeaTUHKiIHA3U. Y pa3i 3HAUHOT0 MigBUIIEHHS PiBHS
KpeaTHHKiIHa3Y, a TaKOXK IIPU giarHOCTyBaHHi abo0 mifo3pi Ha MionaTito/pabmoMioni3 3aCTOCyBaHHS
inri6iTopis I'MI'-KoA-penyKTasu Cilif NpUIUHUTHA. MoXKe BUHUKHYTH HEOOXiIHICTb 3HUKEHHS 103
inri6itopie 'MI'-KoA-penykTasu, sIK 3a3Ha4eHO B iHCTPYKIIil 71T MEIUYHOT0 3aCTOCYBAHHS CTAaTHHIB.

I6pumuHi6

[TomipHi inri6itopu CYP3A4, Taki ik GryKoHa3071, MiIBULIYIOTH KOHIIEHTPalli0 i0puTHHIOy B mIa3mi
Ta MOXKYTh IiIBAIIYBATU PU3UK TOKCUYHOCTI. SKIIO HEMOXK/IMBO YHUKHYTH KOoMOiHallii mpemnaparTis,
OTPiOHO 3HU3UTH H03Y i0puTHHIOY mo 280 Mr ofuH pa3 Ha go0y (2 Kamcynu) 3 MEeTOI0 IIPONOBKEHHS
3aCTOCyBaHHS iHTiOiTOPY Ta 3a6e3meunTy IOCTIMHUN KITiHIYHUN MOHITOPUHT .

Isaxkagpmop (s1k MOHOMepanis abo 8 KoMbiHauii 3 npenapamamu Mako20 Camoz20 MmepanesmuyHo20
Kaacy)

OpHoYacHe 3aCTOCYyBaHHS iBakadTOpy, peryiasiaTopa TpaHcMeMOpaHHOI TPOBIMHOCTI TpH
mykoBiciumosi (CFTR), 306inpuuio ekcnosutiio iBakahTopy B 3 pa3u Ta eKCIIO3HUIIii0
rinpokcumeTtuniBakadtopy (M1) y 1,9 pasa. HeobxigHe 3HMKEHHS 7034 iBaKadTOpy (K MOHOTEpaIil
abo B koMm0biHariil), IK 3a3HA4YE€HO B IHCTPYKIIil A1 MEOUYHOTO 3aCTOCYyBaHHS iBakapTODy.

Osaanapub



[MTomipHi inri6iTopu CYP3A4, Taki sk ¢hayKoHa3011, 30i1b1IyI0TH 11JIa3MOBi KOHIIEHTpallil onanapuoy,
TOMY iX OTHOYaCHE 3aCTOCYBaHHS He PEKOMEHIYEThCS. AKII0 Takol KoMOiHallil He MOXKHa YHUKHYTH,
puiioM ojanapudy o0MexyooTh go3amu 200 Mr 2 pa3u Ha m00y.

ImyHocynpecopu (Hanpukaad, YUuK/A0CNOPUH, e8epoaimyc, CUpPoAiMYyC I makpoaimyc)
HukaocnopuH

®yKoHA307 3HaYHO NiABuUIye KOHLeHTpalito Ta AUC uuknocnopusy. [Ipu ogHOYacHOMY
3acToCcyBaHHi QykoHa3omy v 0o3i 200 Mr Ha go0y Ta UMKIIOCIIOPUHY Y H03i 2,7 MI/KT/mo0y
cnoctepiranocs 36inementss AUC nukiocnopuny y 1,8 pasa. 1li npenapaTu MoXHa 3aCTOCOBYBaTH
OHOYaCHO 3a YMOBHY 3MeHIIeHHS NO03U IIUKIOCIIOPUHY 3aJ1eKHO Biff H1OTO KOHIIEHTPaLlil.

Esepoaimyc

Xoua mocrifKeH»b in vitro Ta in vivo He IPOBOOUIY, BiToMO, 1[0 (PIIYKOHA30JI MOXKe MigBUIITYBaTH
KOHIIEHTpALlil0 eBepOoJIiMyCy B CUPOBaTLi KpOBi yepes npurniyenHs CYP3A4.

Cupoasaimyc

®1yKOHA30JI MigBUIIyE KOHLIEHTPALII0 CUPOJIIMYCY y IIJTa3Mi KPOBi, IMOBIPHO, IIJIIXOM IPUTHIYEHHSI
MeTabomnizmy cupomnimycy pepmerntom CYP3A4 Ta P-riuikompoTeinom. Lli mpenapaTu MoXHa
3aCTOCOBYBATH OOHOYACHO 3a YMOBU KOPUTYBaHHS AO3U CUPOJIIMYCY 3a/Ie?KHO Bifi piBHSA KOHILIEHTpAIlil
Ta e(eKTiB IIpenapary.

Takpoaimyc

®1yKOHA30JI MOXKe MiABULIYBATU KOHLIEHTPAL[II0 TAaKPOJIIMyCy B CUPOBATI KPOBi 0 5 pa3iB Ipu 1OT0
IIepopabHOMY 3aCTOCYBaHHI uepes MpuUrHiveHHs: MeTaboii3aMy Takposnimycy depmenTom CYP3A4 y
KUILIeYHUKY. [Ipy BHYTPIIIHEOBEHHOMY 3aCTOCYBaHHI TaKPOJIIMYCy He CIIOCTEPIrasocsa 3HayHUX 3MiH
(dapmakokiHeTuku. [ligBuilleH] piBHI TaKPOJIIMyCy aCOLi0I0ThHCA 13 He(POTOKCUYHICTIO. [103y
TAKPOJIIMyCy 7SI IIePOPaIbHOTO0 3aCTOCYBAHHS CJIil 3MEHIIIYBaTH 3a/Ie2KHO Bifl KOHIIEHTpAIlil
TaKpOoJIiMyCy.

JlozapmaH

®nykoHa3051 IpUrHiyye MeTabos1i3M j103apTaHy [0 M0ro aKTUBHOTO MeTaboJIiTy

(E-31 74), mo o6yMoBIIIO€ GinbIlly YaCTUHY aHTaroOHI3My 10 pellenTopiB aHrioTeH3uny I mig gac
3aCTOCYBaHHA JI03apTaHy. PeKoMeH0BaHO 3[0i¥CHIOBATH [IOCTIMHUY MOHITOPUHT apTepiarbHOro
TUCKY Y NALi€HTIB.

JIypasuooH

[MTomipHi inri6iTopu CYP3A4, Taki K (hIyKOHA30JI, MOXKYTh IiIBUIIYBATH KOHIIEHTPALIiI0 TYPA3UI0HY
y mi1a3Mi KpoBi. fKI0 He MOXKHa YHUKHYTU OJHOYACHOTO 3aCTOCYBaHHS, CJIifl 3MEHIIUTH 03y
JTypa3ufoHy, SIK 3a3Ha4€HO B iHCTPYKIil JJI1 MeIUYHOTO 3aCTOCYBaHHS JIypa3uAoHY.

MemadoH

®nyKoHA3071 MOXKe MigBUIIYBATH KOHIIEHTPAIIiI0 METaIOHy V CUPOBATII KpoBi. [Tpu ogHOYaCHOMY
3aCTOCYyBaHHI MeTagoHy Ta PIyKoHa30Jy MoxKe OyTH HeoOXimHUM KOPUTYBAHHS HO3U METAIOHY.

HecmepoidHi npomusanaavHi npenapamu (HII3I1)



[Tpu omgHOYACHOMY 3acTOCyBaHHI 3 ¢iykoHasonoM C,,. Ta AUC ¢nypbinpodeny migBuinyBanucs Ha
23 % Ta 81 % BiANoOBiAHO IOPIBHSAHO 3 BIANOBIIHUMY ITIOKa3HUKAMU IIPU 3aCTOCYBaHHI TiJIbKU
¢bnypbinpodeny. AHaNOTiYHO IIPX OMHOYACHOMY 3aCTOCYBaHHI (GIIyKOHA30/1y 3 palleMiuHIM
ibynpodenom (400 mr) C,., Ta AUC hapmMaKoJIOTi4YHO aKTUBHOTO i30Mepy S-( )-ibympodeny
migBuinyBanucd Ha 15 % ta 82 % BiANOBIgHO MOPIBHAHO 3 TAKUMU IOKa3HUKAMU IIPU 3aCTOCYBaHHI
TiBKU palieMivyHoro ibympodeny.

Xoya creniaabHUX JOCTiAKEeHb He IPOBOANUIIH, (hIIYKOHA30JI MOXKE IMiJBUIIyBaTH CUCTEMHY
ekcro3uttito inmux HII3II, mo metabomnizyiotbecst CYP2C9 (HanmpuKiiag, HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, OuKiodeHaKy). PeKoMeHO0BaHO MEPiOJUYHO 3[iiCHIOBATA MOHITOPUHT IMOOIYHUX
peaxtiiii Ta TOKCUYHUX IPOsBiB, 0B a3aHux i3 HII3I1. Moxe OyTu noTpibHEe KOPpUTYBaHHS 03U
HITI3II.

deHimoiH

®nykoHa3051 IpurHiyye MetabosiaM ¢eHiToiHy B nediHui. OqHOYacHe 6araTopa3oBe 3aCTOCYBaHHS
200 mr ¢pnykora3zony Ta 250 Mr QeHiTOIHY BHYTPIlIHbOBEHHO IPU3BONUTH OO0 MifBULEHHS

AUC,, deniToiny Ha 75 % Ta MiHiManbHOI KOHIIeHTpalil y maa3mi Kposi (C,,;,) Ha 128 %. [Ipu
OJHOYAaCHOMY 3aCTOCYBaHHI IINX JiKapChKUX 3aC00iB CIIif IPOBOAUTY MOHITOPHHT KOHIIEHTpaLlil
(beHiTOiHy y CUPOBATIIi KPOBi AJIsT YHUKHEHHS PO3BUTKY TOKCUYHOI [ii HeHiTOoiHy.

ITpeoHi3oH

[ToBimoMIsiyioCs TIPO BUIIQMIOK, KOJIM Y NallieHTa Iicjig TpaHCIJIaHTallii Te4YiHKK Ha TJi 3aCTOCYyBaHHS
IIpeIHI30HYy PO3BUHYIACS rOCTpa HEJOCTaTHICTh KOPYU HaJHUPKOBUX 3aJ103, 1110 BUHUKIIA IiC/IA
IPUNIMHEHHS TPUMICSAYHOTO KYpCy Teparil prnykoHa300M. [IpunuHeHHs 3aCTOCYBaHHS
(bIyKOHa301y, IMOBIDHO, CIPUYUHUIIO TOCUNIeHHT aKTuBHOCTI CYP3A4, 110 pu3Beio o
IPUCKOPeHHS MeTaboni3aMy npegHidony. Cifl peTeIbHO CTEXUTH 3a TNalliEHTaMH, SKi IPOTAToOM
TPUBAJIOTO YaCy OOGHOYACHO 3aCTOCOBYIOTh (DIIYKOHA301 Ta MPEOHi30H, 3 METOI0 IIOTepeakKeHHs
PO3BUTKY HEIOCTAaTHOCTI KOPY HaJHMUPKOBUX 34103 MiC/Isl IPUIIMHEHHS 3aCTOCYBaHHS (DJIYKOHA30IIY.

PugpabymuH

®nyKoHA3071 IiABUINY€E KOHIIEHTPAIlil0 pu¢aldyTUHY B CHPOBATIII KPOBi, III0 IPU3BOAUTH [0
36inbinenHs AUC pudabytuny mo 80 %. IIpu ogHOYacHOMY 3aCTOCyBaHHI (rIyKoOHA30/1y Ta
pudabyTHHY TOBIHOMIIAIOCS NIPO BUNIAAKU PO3BUTKY yBeiTy. [Ipu 3acTocyBaHHI Takol KOMOiHAIIi1
JiKapchbKuX 3aco0iB cifg 6paTé 40 yBaru CUMITOMYU TOKCUYHOL Oil pudadyTuHy.

CakseiHasip

®nykonaszon nigsuiye AUC Ta C,,,, cakBiHaBipy npu6nu3so Ha 50 % Ta 55 % BifmoBigHO Yyepe3
IPUTHIYeHHS MeTabosi3aMy cakBiHaBipy y neuinni ¢pepmentom CYP3A4 Ta uepe3 iHribyBanus P-
rIiKonpoTelny. B3aemogpil Mixk (GyKOHa307I0M Ta CakKBiHABipOM/PUTOHABIPOM He JOCHIAKYBaJIUCS,
TOMY BOHUM MOXKYTb OyTH Oinbll BupaxkeHUMHU. Moxe 0yTH HeoOXimHMUM KOPUTYBaHHS 03U
CakBiHaBIPY.

IToxiOHi cyabhoHiNCeH08UHU

[Tpu ogHOYACHOMY 3aCTOCYBaHHI (hJIyKOHA30JI IPOJIOHTYE MEePiof HalliBBUBEEHHS TepOPabHUX
TOXiIHUX CYIbGOHINICeYOBUHY (XJIOpIponaMifny, rmibeHKIaminy, raini3uay ta TonbyTaMmigy) npu ix
3aCTOCyBaHHI 3J0pPOBUM NOOPOBOIBISAM. PEKOMEHIYETHCS IPOBOAUTHI YaCTUHM KOHTPOJIb LIYKPY B
KPOBi Ta BiiMTOBiTHUM YMHOM 3HMKYBaTHU 03y MOXiAHUX CYIb(OHITICEYOBUHY IPU OMHOYACHOMY
3aCTOCYBaHHI 3 (JIyKOHA30JIOM.



TeoiniH

Y nnare60-KOHTPOILOBAHOMY OOCIigKEeHHi B3a€MOil IIpelapaTiB 3aCTOCyBaHHS (PITyKOHA30Y II0
200 mr npotsirom 14 gHIB IPU3BEJIO N0 3HUKEHHS CePeIHbOT0 KIipeHCy TeodiliHy B Ia3Mi KpoBi Ha
18 %. 3a marienTaMu, 5IKi 3aCTOCOBYIOTh TEOMiNTiH Y BUCOKUX Ho3ax abo sIKi MaloTh MigBUILEHUH
PU3UK PO3BUTKY TOKCHYHUX IIPOSBIB TEOQiNiHY 3 iHIINX IPUYKH, CJIifi BCTAHOBUTHU HATJISH OO0
BUSIBIIEHHS O3HaK PO3BUTKY TOKCHYHOI fil Teodiminy. Tepamito ciif 3MiHUTH IIPY MOSBi 03HAK
TOKCAYHOCTI.

TopauumuHib

Brnnus TodarmtrHiIOy 3pocTaEe mpy 0MHOYACHOMY 3aCTOCYBaHHI 3 TiKapChKUMU 3acobaMu, sKi
IPU3BOASTh N0 moMipHOro iHribyBanus CYP3A4 ta notyxkHoro iuribyBanus CYP2C19 (Hampuknag,
¢bnykona3oi). ToMy peKOMeHI0BaHO 3MEHIINTH 103y TohanuTuHiOy 1o 5 Mr 1 pas3 Ha o6y B
KOMOiHaIligX i3 MMM IIperapaTaMu.

ToasanmaH

Excmoautig TonBanTany 3Ha4yHo 3poctana (200 % AUC, 80 % C,,.,), KONu TonBamnTaH, cyocTpar
CYP3A4, 3acToCOByBau 0OOHOYACHO 3 (yIyKOHa30J10M, ToMipHuUM inribiTopom CYP3A4, nmpu upomy
3HAYHO 3POCTaB PM3UK BUHUKHEHHS IMOO0IYHUX peakilii, 30KpeMa 3HaYHOTOo 30ibIIeHHs [iype3y,
3HEBOJIHEHHS Ta I'OCTPOI HUPKOBOI HEJOCTATHOCTI. Y pa3i 0MHOYaCHOT0 MPU3HAYEHHS CJIifi 3MEHIIUTH
M03y TONBAITaHy 3TigHO 3 BKa3iBKaMU B iHCTPYKIIii 3 MEIUYHOI0 3aCTOCYBAHHS Ta PETYIIIPHO
IIepeBipsATH CTaH IallieHTa Ha HasBHICTh Oyb-IKUX MOOIYHUX peakllili, OB’ I3aHMX i3 TOJIBAIITAHOM.

AsKanoiou 6apeiHKy

Xoua BiATIOBIgHUX OOCIigXKeHb He TPOBOAUIH, (GIIYKOHA30JI, UMOBipHO, yepe3 inribyBanus CYP3A4,
MOXKe CIIPUYMHATH IiIBUILIeHHS KOHIIEHTpallil anKanoifiB 6apBiHKY y Iy1a3Mi KpoBi (Hanpukiazg,
BiHKPHUCTUHY Ta BiHOIACTUHY), 10 TPU3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX €(hEKTiB.

Bimawmin A

[ToBimomusinocs, 110 y HallieHTa, KWW OMHOYACHO 3aCTOCOBYBaB TPAaHCPETUHOEBY KUCIIOTY (KMCIOTHA
¢dbopma BiTaminy A) Ta GIyKOHA3071, CliocTepiranucs nobiuni peakiril 3 60Ky IleHTpaibHOI HEPBOBOI
cuctemu (ITHC) y dhopMi IIceBOOTYMOPY TOJIOBHOTO MO3KY, faHui eheKT 3HUK IIiCIIs BiIMiHU
dbnykonasony. Lli mikapchKi 3aco0u MoKHA 3aCTOCOBYBATH OMHOYACHO, ajie CJIif maM’ STaTu MMpo
PU3KK BUHUKHEHHS 1Mo0iuHuX peakuint 3 6oky LTHC.

BopukoHa3zos (iHeibimop CYP2C9, CYP2C19 ma CYP3A4)

OpHOYaCHe 3aCTOCYBaHHS BOPUKOHA3011y epopaibHo (110 400 Mr KoxHi 12 rogus npotsaroM 1 gus,
noTim o 200 mr KoxHi 12 rogus npotarom 2,5 gHIB) Ta GpIyKoHa30iy nepopaibao (400 Mry
IePIIUH IeHb, MoTiM mo 200 Mr KOXKHi 24 TOOWHYU IPOTIroM 4 nHiB) 8 3m0poBUM qO0OPOBOJIBIISIM
40J10BiYo0l cTaTi mpu3seno po nigsuinenHs C,,,, Ta AUC, BopruKoHa3011y B cepefHboMy 10 57 % (90 %
OI: 20 %, 107 %) ta 79 % (90 % OI: 40 %, 128 %) BimmoBigHo. HeBimoMo, Y¥ MPU3BOAUTEL 3MEHIIIEHHS
03U Ta/ab0 YaCTOTH 3aCTOCYBaHHS BOPUKOHA301y abo GiyKoHa30Jy 0O YCYHEHHS TaKOTro eeKTy.
[Tpu 3acTOCyBaHHI BOPUKOHA30IY IMiC/s (PIYKOHA30JTy CIIifi IPOBOOUTH CIIOCTEPEXKEHHS 100
PO3BUTKY N0OIiYHUX e(peKTiB, acOIliiOBaHUX i3 BOPUKOHA30JI0M.

3udosyouH

®nykonasorn migsuiye C,.. Ta AUC 3unoBynuny Ha 84 % Tta 74 % BigNoBifgHO, 110 3yMOBJIEHO



3HUKEHHSM KITipeHCYy 3UJ0BYAUHY NpuOIN3HO Ha 45 % mpu 10To nepopaabHOMY 3aCTOCYBaHHI.
[lepion HaniBBUBEOEHHS 3UOBYAUHY OYB TaKOXK MONOBXKeHUHN npubnu3no Ha 128 % micns
3acTocyBaHHS KoMOiHanii (hayKoHa30/1y Ta 3UIOBYAUHY. 3a MallieHTaMHy, SIKi 3aCTOCOBYIOTh TaKy
KoMOiHallifo JikapchbKuX 3aco0iB, CIlif criocTepiraTtu 00 PO3BUTKY MOOIYHUX peakiliif, OB AI3aHUX i3
3aCTOCYBaHHAM 3UOOBYAUHY. MOXHA PO3IIAHYTH OOUINBHICTh 3MEHIIEHHS N03U 3UN0BYUHY.

AsumpomiyuH

Y mpoueci BifKpUTOro paHAoMi30BaHOI'0 TPUCTOPOHHBOI'O IIEPEXPECHOI0 AOCHIAKEHHS, B SKOMY
B3sJIM y4acTh 18 3m0poBuxX 00OPOBOIIBIIB, OI[iHIOBAIM BIJIMB a3UTPOMIIIMHY Ta (IYKOHA30Jy Ha
(hapMaKOKiHETUKY OOUH OJHOTO IIPH iX OHOYACHOMY II€pOpaIbHOMY OOHOPa30BOMY 3aCTOCYBaHHI y
no3ax 1200 mr ta 800 mr BigmoBimHO. 2KOogHUX 3HAUYLIIUX papMaKOKiHETUYHUX B3aEMOIill BUSBIIEHO
He 0yI10.

IlepopanvHi KOHMpauenmueu

[TpoBomunocs 2 papMakKOKiHETUYHUX [OCHIIXKEHHS 6araTopa3oBOro 3aCTOCYyBaHHS (IYKOHA30Iy Ta
KOMOiHOBaHOTO IIepOPaIbHOTO KOHTpauenTuBy. [Ipu 3acTocyBaHHi ¢hayKoHa301y y £03i 50 MT BIIUBY
Ha piBeHb TOPMOHIB He 0y710, TOMi K IPU 3aCTOCyBaHHiI (HIyKoHa30y y go3i 200 Mr Ha mo0y
croctepiranocs 36inbeimenHs AUC etuninectpamiony Ha 40 % Ta neBoHoprecTpeny — Ha 24 %. Le
CBiYuUTH IIPO Te, 110 GaraTopa3oBe 3aCTOCYBaHHS (IYKOHA30Iy ¥ 3a3HaYEeHUX [03axX HaBPSM Un
MO2XKe BIIJINBATH Ha e(eKTUBHICTH KOMOiHOBaHOTO II€pPOPaIbHOTO KOHTPALEIITHURY.

Oco06.1ueocmi 3acmocy8aHHs1.

[epmamocgpimis. BifmoBigHO m0 pe3yIbTaTiB HAOCHiAXKeHHS GIYKOHA30Iy AJIS JTiKyBaHHS gepMaTodiTii
y miTei, QpIyKoHa30JI He IepeBUIye rpru3eodyibBiH 3a e(PeKTUBHICTIO, 3arabHIN IT0Ka3HUK
eexTuBHOCTI cTaHOBUTH MeHIIe 20 %. ToMmy (hIyKoHA30I He CIifl 3aCTOCOBYBATH LISl JIIKyBaHHS
nepMaTodiTil.

Kpunmoxkoko3s. [loka3iB e(eKTUBHOCTI (hTyKOHA30J1y AJIS JTiKyBaHHS KPUITOKOKO3Y iHIIKX
JIoKaJIi3aliil (Hanpukiag, JereHeBoro KpUITOKOKO3Y Ta KPUIITOKOKO3Y WIKIipK) HefoCTaTHbO, TOMY
PeKoMeHAalii 00 4O30BOT0 PeXKUMY [JId JIIKyBaHHSI TaKUX 3aXBOPIOBaHb HEMAE.

I'nuboki eHOemiuHi miko3u. [Toka3iB edeKTUBHOCTI (DITyKOHA301y AJI JTiKyBaHHS iHIIUX HopM
€HIEeMIiYHMX MiKO3iB, TaKUX SIK IapaKOKIIAIi0iMOMiK03, TiCTOMIa3M03 Ta IKipHO-TTiMbaTUYHUM
CIIOPOTPHUX03, HEJOCTAaTHHO, TOMY PEKOMEHAIi! 00 J030BOT0 PEXKUMY OJ1S TiIKyBaHHS TaKUX
3aXBOpIOBaHb HEMaAE.

Kanoudo3s. JocmigXeHHs MoKa3any 30imbIeHHs MOMKUPEHOCTI KAaHAUI03HUX iHDEKITiH, CIpUYnHEeHUX
Bumgamu, BimminauMu Bif C. albicans. Bonu yacto pe3uctenTHi (Hanpukmnap, C. krusei i C. auris) abo
MalTh 3HUKEHY YYTNUBICTh H0 QykKoHa3ony (C. glabrata). Taki iHdeKIil MOXKYTh TOTPeOyBaTH
arbTepPHATHUBHOI IPOTUTPUOKOBOI Teparii micis HeeeKTUBHOTO JIiKyBaHHS. TOMYy PEKOMEHOYEThCS
BpPaXOBYBaTHU MOLIMPEHICTh Pe3UCTEHTHOCTI pPidHUX BUAIB Candida go GpryKoHA30ITy.

Hupkoea cucmema. IauienTaM i3 nopymeHHAMY (YHKIIl HUPOK IIpemnapar CIIif 3aCTOCOBYBaTH 3
obepexHicTio (muB. po3min «Crocib 3aCTOCYBaHHS Ta [O3U»).

Hedocmamuicme HaOHUpKo8ux 3a103. KeTOKOHAa3071, K BifOMO, CIIPUYMHSIE HEAOCTaTHICTh
HaJHUPKOBUX 3aJI03, i Ile TAK0XK MOXKe CTOCYBaTUCS (IyKOHA30Jy, X04a CIIOCTEPIraEThCS PigKo.
HepocTraTHiCT, HAMHUPKOBUX 3aJ103, [I0B'43aHa 3 ONHOYACHUM JIIKyBaHHAM IIPENHI30HOM, OlMCaHa B



po3mini «B3aemogis 3 iHIIMMY JTiKapCHKUMHU 3aco0aMu Ta iHII BUAX B3a€EMOfid. Brinus ¢ykoHa3omy
Ha iHmi miKapchKi 3aco0m».

I'enamobiaiapHa cucmema. TlanieHTam i3 mopyueHHIMYU QYHKIII MeYiHKY Iperapar CIif
3aCTOCOBYBATH 3 00€peXkKHiCTI0. 3aCTOCYBaHHS (DITYKOHA30JIY ACOIiI0BAIOCS 3 BUHUKHEHHSIM
PiOKICHUX BUIIafKiB PO3BUTKY TSXKKOI rellaTOTOKCAYHOCTI, BK/II0Yal04y JIeTallbHi BUMIaAKU, TOJIOBHUM
YWHOM Y TAI[iE€HTIB i3 TAXKKUMUA OCHOBHUMU 3aXBOPIOBAaHHAMU. Y BUIIAgKaX, KOJIU PO3BUTOK
rernaTOTOKCUYHOCTI acoIliloBaBCs i3 3aCTOCYBaHHSAM (QIyKOHa307y, He Oy0 Big3HaueHo ii SBHOI
3aJ1eKHOCTI Biff 3aranbHOI J00OBOI AO3H IIpemnapaTty, TPUBAJIOCTI Teparii, cTaTi abo BiKy mallieHTa.
3a3BUYal TenaToTOKCUYHICTD, CIpuYrHeHa (BIyKoHa3010M, 000POTHA, a il TPOsiBY 3HUKAIOTH IiCIIs
IPUIMHEHHS Tepamil.

3a malfieHTaMH, V SKUX IIPU 3aCTOCYBaHHi (PIIYKOHA30/1y CIIOCTEPITralOThCS BiIXUIEHHS pe3ybTaTiB
GbyHKITIOHATEHUX P00 MEeYiHKY, CIif BCTAHOBUTH PEeTEeIbHUM HaTJISM 00 PO3BUTKY OibI TSAKKOTO
ypaXKeHHS IeYiHKU.

[TamienTiB i npoiH@OpPMyBaTH PO CUMIITOMH, 1[0 MOXKYTh CBiTYUTH IIPO CEPHO3HUM BIIJIUB Ha
NeYviHKy (BUpaXKeHa acTeHis, aHOPeKCis, MOoCTiliHa HygoTa, 6/TI0BaHHS Ta JKOBTSHUILISL). Y TaKOMY
BUMAOKY 3aCTOCYyBaHHA (IYKOHA30Jy CJIifi HeTalHO IPUNUHUTH Ta IPOKOHCYIbTYBATUCS 3 JTIKapeM.

Cepuego-cyouHHa cucmema. [lesiki a301u, y TOMy YHUCJIIi ¥ (PIIyKOHA30J1, aCOLi0I0TECSA 3
nopoBxeHHAM iHTepBany QT Ha enekTpokappiorpami. ®nykoHa301 nofoBxkye iHTepBan QT msixoM
IPUTHIYEHHS BUNIPSIMIISI0YOT0 KanieBoro KaHany (I,,). [lTogosxenns intepsany QT BHacHimok mil
iHmMX nmiKapchKuUx 3aco6iB (HAMPUKIIaJ, aMiofapoHy) MOXKe TIOCUTIOBATHCS IIUISTXOM IIPUTHIYEeHHS
dbepmenty CYP3A4 mutoxpomy P450. TToBimoMisnocs mpo gyzKe PifKiCHI BUMIaAKU IIOJOBXKEHHS
inTepBany QT Ta mapoKcu3MaabHOI IIJTYHOUKOBOI TaxiKappii TUIy IipyeT IIpU 3aCTOCYBaHHI
dbrykoHa3ony. Taki MOBiIOMIIEHHS CTOCYBAIMCS MAIiEHTIB i3 TAXKKAMM 3aXBOPIOBAHHSIMU IIPU
noegHaHHi 6araTbox (GAKTOPIB PU3UKY, TAKUMHU SK CTPYKTYPHI 3aXBOPIOBAHHS CEPIIs, IIOPYIIeHHS
eJIeKTPOJIITHOr0 0OMiHY Ta OMHOYACHE 3aCTOCYBAHHS iHIIUX JIiIKapChKUX 3aco0iB, 1110 BIIMBAIOTh Ha
inTepBan QT. IlanieHTH 3 rinokasnieMi€elo Ta IPOrPECYI0Y0I0 CEePLeBOX HEAOCTATHICTIO MalOTh
MiOBUILIEHNY PU3UK BUHUKHEHHS 3aTPO3/IMBUX [JIS XUTTS HUIYHOYKOBUX apUTMill Ta
IIapOKCH3MaJIbHOI IIJTYHOYKOBOI TaxiKappii TUIY mipyeT.

®nykoHa30: ciifl 3 06epeXHICTIO 3aCTOCOBYBATH TAIliEHTaM i3 PU3UKOM PO3BUTKY apUTMiid.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 TiKapchKUMU 3acobaMuy, 110 IPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoTecs 3a gonomoro hepmerTy CYP3A4 mutoxpomy P450, mpoTunoka3ase (AUB. pO3Oinu
«IIpoTunoKa3aHHSI» Ta «B3aeMofisa 3 iHIMKMMHY JTiKapChKUMK 3ac06aMu Ta iHIII BUOY B3a€EMOMIi»).

I'anopaumpun. I'anodanTtpus € cydctpatom pepmenty CYP3A4 i mpononrye inTepsan QTc mpu
3aCTOCYBaHHi Y peKOMeHI0BaHUX TepalleBTUUYHUX J03ax. OgHOYacHe 3aCTOCYBaHHS ranodaHTpUHY Ta
GbyKoHa30I1y He peKOMEHIY€EThCs (OUB. Po3Min «B3aemomist 3 iHIIMMY JTiKapCbKUMU 3aco0aMu Ta
iHIT BUOM B3aEMOMin»).

IlepmamonoziuHi peakuii. [ToBimOMIsIIOCS IPO PO3BUTOK MeIMKAMEHTO3HOI peakilil 3 e03uHOoDimi€ero i
cuctemauMu nposisaMu (DRESS). ITig gac 3acTocyBaHHS (GJIyKOHA30J1y PiAKO MOBIHOMIIAIOCS IIPO
PO3BUTOK TaKMX €KC(GOIIiaTUBHUX LMIKIPHUX peakiiit, ik cuaapoM CTiBeHca-[IKOHCOHA Ta TOKCUYHUN
emigepmManbHul Hekponi3. [TamienTtu 31 CHIloM GinbIn CXUbHI 10 PO3BUTKY TSIXKKUX IIKiPHUX
peaxiiit mpu 3acToCcyBaHHi 6araThox JTiKapchKuX 3aco6iB. JKIIO y MallieHTa i3 TOBePXHEBOIO
rpubKOoBOIO iH(DeEKIi€t0 3’ IBNII0TLCS BUCUIIAHHS, SIKi MOXKHA ITOB’SI3aTH i3 3aCTOCYBaHHSAM
(byKOHa3011y, IToAasblle 3aCTOCyBaHHS IIpenaparTy Cif IPUIXHUTHU. JKIIO0 y MallieHTa 3
iHBa3MBHOI0/CUCTEMHOIO I'PHOKOBOIO iH(DEKIIi€l0 3’ IBIAI0THCSA BUCUIIAaHHS Ha IIKipi, 3@ KOT0 CTaHOM
OTPiOHO pPeTeIbHO CIOCTEPIraTy, a y BUMAAKy PO3BUTKY OYIbO3HUX BUCUIIaHb 00 MyJIbTU(POPMHOI



€pUTEMH 3aCTOCYBAHHS (HIYKOHA3O0IY CIIif TPUIIUHUTH.

I'inepuymausicmby. Y pigKiCHUX BUNaAKax MOBIIOMIISIOCS IIPO PO3BUTOK aHa(iIaKTUYHUX pPeaklii
(muB. po3min «IIpoTunoKkasaHHI»).

ITumoxpom P450. ®nykoHa3on € nomipauM iHridiropom dhepmentis CYP2C9 ta CYP3A4. Takox
byKoHa30711 € MOTYyKHUM iHTibiTopoM dhepmenTy CYP2C19. Cnipm cmocTepiraTé 3a CTaHOM TAIli€HTIB,
SIKi OTHOYaCHO 3aCTOCOBYIOTh (PIYKOHA30JI Ta IIpernapaTy 3 By3bKUM TEPANEeBTUYHUM BiKHOM, III0
MeTabomizyoTbcs 3a yyactio CYP2C9, CYP2C19 ta CYP3A4 (guB. po3min «B3aemogmis 3 iHIIuMu
JiKapChKUMU 3aco0aMu Ta iHIIi BUIKM B3aEMOIiN»).

Tepgperadun. Crig peTeIbHO CIIOCTEPIraTy 3a CTAHOM IallieHTa IPY OJHOYaCHOMY 3aCTOCYBaHHI
tepdeHaguny Ta GayKoHa3omy y gosi Menine 400 Mr Ha go0y (muB. po3minu «[IpoTunokasaHHg» i
«B3aeMopmis 3 iHIMMMY NTiKapChbKUMHK 3ac00aMM Ta iHIII BUAM B3AEMOIiii»).

LonomigcHi peyosuHu. 1 My niKapchkoro 3aco0y MicTuTh 9 Mr HaTpito xnopuny ta 0,05 Mr gHHATPIiIO
egertarty (ekBiBaneHT 0,1543 MMonb HaTpito). Lle cmig 6paTé mo yBaru, Npu3Havaloyy Impernapar
nali€eHTaM, gKi JOTPUMYIOThCS Oi€TU 3 KOHTPOJIbOBAHUM BMiCTOM HATPI0.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2pyodoto.
2Kinku dimopodHo20 8iKy

[Tepen moyaTKOM JIiKyBaHHS HaLliEHTKY CIIif MOiH(QOpPMyBaTH PO MOTEHIINHNAN PU3UK AJIS IJIOHA.
[Ticrss omHOPa30BOr0 3aCTOCYBaHHS PEKOMEHAYETLCS MEPiof BUBEIEHHS NPOTAroM 1 TuxkHSA (110
BifiloBifa€e 5-6 mepiogaM HalliBBUBENEHHS) 10 HAaCTAHHS BariTHOCTI (OUB. PO3Miln
«PapMakoKiHeTUKa»). [l GinbIl TpUBanuX KypcCiB JiKyBaHHS Y XKiHOK JiTOPOGHOTO BiKY CIIif
PO3TISTHYTH MOXKJIMBICTh KOHTPALIEIIIil IPOTATOM YChOT0 IEPiOAY JiKyBaHHS Ta MPOTATOM 1 THUXKHS
IiCJIsT 3aCTOCYBaHHS OCTAHHBOL JO3M.

BazimHicme.

OO6cepBaliiliHi gOoCHiIXKeHHS CBiqYaTh PO MiABUIEHUN PU3UK CIIOHTAHHOTO ab0OPTY V XKIiHOK, SKi
oTpuMyBai GIYKOHA30JI IPOTSITOM IIEPIIOro Ta/abo APyroro TPUMECTPY, IMOPIiBHIHO 3 XKiHKaMH, SKi
He oTpuMYyBanu GIyKOHa30 abo MicIeBi a307K y TOM caMui mepiof.

[laHi TiKyBaHHS KiJIbBKOX TUCSY KIHOK B [IEPIIOMY TPUMECTPi BariTHOCTI 3 KYMYJIITUBHOIO L0300
bnykoHazony <150 Mr moKasyioTh, 110 B IiJIOMY PU3UK PO3BUTKY Baf y Iyiofia He 30inburyeTres. B
OJHOMY BeTMKOMY 06cepBalliiHOMY KOTOPTHOMY AOCTiAKeHH]i mepopaibHe 3aCTOCYBaHHS
(bIyKOHa30I1y B IIEPIIOMY TPUMECTPI BaTriTHOCTI OyJs10 1OB’I3aHe 3 HEBEITMKUM 30ibIIeHHAM PU3UKY
BaJl PO3BUTKY OIIOPHO-PYXOBOT'0 alapary, Io BifAmoBigae nmpubau3Ho 1 JomaTKOBOMY BUMIAAKY Ha
1000 xiHOK, gKi IpuMany KyMyJIATUBHI 03U <450 MI NOpiBHAHO 3 KiHKaMU, sKi IpUUMau
MiciieBo a3omnu, abo mpubmu3Ho 4 mogaTkoBuX Bumaaky Ha 1000 XiHOK, SIKi mpuiManu KyMyasTUBHI
no3u Ginmbiie 450 mr. CKopuroBaHui BigHoCHUYM pu3uk 1,29 (95 % I 1,05-1,58) miist mepopaibHOTO
3actocyBaHHS 150 mMr drykonazomny ta 1,98 (95 % II 1,23-3,17) ons no3 ¢prnykoHasomny Oinblire

450 mr.

IcHytoui enifeMionoriyHi JOCTiAXKEHHS Baf Cepls IPU 3aCTOCYBaHHI (PIIyKOHA30J Iy Iif Yac BariTHOCTI
[aloTh CyTepeusnuBi pe3ynbTaTu. [IpoTe MeTa-aHasi3 5 o0cepBaliitHIX AOCTiAKEHb, 1[0 BKITI0YaJIl
KilTbKa THCSTY BariTHUX XKiHOK, SIKi OTpUMYyBanu (GJIYKOHA30JII IPOTSITOM IIEPIIOro TPUMECTPY, BUSBUB
30inbIIeHHS PU3UKY Bafl cepls B 1,8-2 pa3u MOPiBHSAHO 3 TUM, KOIH QJIyKOHA30JI HE 3aCTOCOBYBaIH



Ta/abo 3aCTOCOBYBAJIM a30JIX MiCIIEBO.

Y noBigoMIeHHSX ONKCaHi BPOAXKEHI Bai Y HEMOBJIAT, YKl MaTepi Iif Yac BariTHOCTI OTpHMyBasu
BUCOKi mo3u ¢nykoHazony (400-800 mr/meHs) mpoTsaroM 3 micsiriB abo Oinbiiie [JIst MTiKyBaHHS
KOKIIMMi0imo3y. BpomkeHi neeKTH, 10 CIIOCTEePIiraloThCs Y IIUX HEMOBIIST, BKITIOUAIOTh
Opaxinedartiio, guCIIasiio BYIIHOI paKOBUHY, HagMipHe 30i/IbIlIeHHS IePegHbOTo TiM T4Ka,
BUKPUBIIEHHS CTETHa Ta IIJIEY0IIPOMEHEBUM CUHOCTO3. [IpHUYMHHO-HACTIAKOBUM 3B’ 130K MiX
3aCTOCYBaHHSM (IYKOHA30Jly Ta OUMHU BPOAKEHUMU BaflaMi He BCTAHOBJIEHUN.

He cnip 3acTocoByBaTH 3BUYarHi 103U (PIIyKOHA30/Iy Ta KOPOTKOTPUBAJIi KYpCH JTiKyBaHHS
(bIyKOHaA30JI0M Y Tepiof BariTHOCTI, 3a BUHSATKOM KpaliHbol He0OXigHOCT.

He crig 3acTocoByBaTH BUCOKi 0031 (PIyKOHA30 Ty Ta/abo TpuBai KypcH NiKyBaHHS (DITYyKOHA30JI0M Y
IIepiofl BariTHOCTI, 3a BUHATKOM JIIKyBaHHS 1H(EKIH, 10 MOXYTb 3arp0KyBaTH XUTTIO.

ITepiod 200ysanHA 2pydoio.

®yKoHA30J1 IPOHUKAE ¥ TPYOHE MOJIOKO Ta OCATa€ KOHIeHTpallil, mogiOHoi mo piBHS Y mIa3Mi KpoBi
(muB. po3gin «®apMakoKiHeTHKa»). ['ofiyBaHHS I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCIS PA30BOI0
3aCTOCyBaHHS 3BUYANHOI 103U (IyKOHA301y, 110 cTaHOBUThL 150 Mr. ['omyBaTu rpyanio He
PEKOMEHOYEThCS MpU 0araTopa3oBOMY 3aCTOCYBaHHI (pyKoHa301y abo Ipu 3aCTOCYBaHHI BUCOKUX
no3 ¢pnykoHasomy. CIif OI[iHUTH KOPHUCTh TOOYBAaHHS TPYANIO AJIST PO3BUTKY i 3MOPOB’I AUTHHH, a
TAKOX KITiHiYHY moTpeOy MaTepi y mpemnapari i 6yap-saki moTeHUiNHi mobiuHi edekTu mpemnaparty ado
OCHOBHOT'O 3aXBOPIOBaHHS MaTepi g IUTHHY, sSiKa epeldyBa€e Ha TPyIHOMY BUTOIOBYBaHHI.

depmuabHiCcMb.

®nykKOHA3071 He BIJIUBAB Ha (PePTUIIBHICTL CaMIliB Ta CaMOK IIypiB.

30amuicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

HocmigxeHb BIIUBY (GIYKOHA30Jy Ha 3[aTHICTh KEPYBATH aBTOTPAHCIOPTOM abo IpalfioBaTH 3
IHIIMMU MexXaHi3MaMU He IIPOBOOUIIU.

[NTauieHTiB cnifg TpoiHGOPMyBaTH PO MOXKJ/IUBICTh PO3BUTKY 3allaMOpPOYEHHS a00 CyAoM (IUB. PO3AiN
«[TobiuHi peakuii») mig yac 3acTocoByBaHHS (GIyKOHA30y. [Ipyu PO3BUTKY TAaKUX CUMIITOMIB He
PEKOMEH[YEThCS KepPyBaTH aBTOTPAHCIOPTOM abo IpaloBaTH 3 iHITMMY MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHs1 ma do3u.
o3a pryKoHa30/1y 3a/IexKUTh Bifl BUAY i TIKKOCTI TpubOKOBOI iHGEKITl.

[Tpu HeoOxigHOCTI GaraToOpa30BOro 3aCTOCYBaHHS MpenapaTy JiKyBaHHS iHQeKUil cin
IIPOJIOBXKYBATH 00 3HUKHEHHS KITIHIYHUX Ta 1Ta00paTOPHUX IIPOSBIiB aKTUBHOCTI IrpuOKOBOI iH(eKITii.
HepocTaTHs TpuBasiCTh TiKyBaHHS MOXKE IIPU3BECTH A0 BiIHOBJIEHHS aKTUBHOIO iH(PEKLIMHOTO
IIpOIIECy.

®yKoHAa30J1 3aCTOCOBYIOTD, 3aJIeXKHO Bifl JTikapchkol popMu, mepopanbHO ab0 BHYTPIIHLOBEHHO



migxoM iHdys3ii. Crocib 3acTocyBaHHS NpenapaTy 3ajieXXUTh Bif KJIIHIYHOTO CTaHy malfieHTa. Hemae
HeoOXimHOCTI y 3MiHi ;000BO1 03U ITpenapaTy IPK 3MiHi HMIITXY HOT0 3aCTOCYBaHHS 3 TePOPaIbHOTO
Ha BHYTPIIIHPOBEHHUY Ta HaBIIaKU.

Po3uun gng ivdys3ii cnig BBOOUTH 3i MIBUOKICTIO, 110 He nepesumye 10 mi/xs.
CymicHicmb npenapamy.

®IyKOHA30JI CyMICHUN 3 TAKUMU PO3YUHAMU:

-5 % Tta 20 % po34YuH I'IIOKO3Y;

- po3umH PiHrepa;

- po3umH XapTMaHa;

- PO3YMH KaJlil0 XJIOPUOY Y TII0K03i;

- 4,2 % ta 5 % po3uuH HaTpito OikapboHATY;

- 3,5 % po34YuH aMiHa3uHY;

- 0,9 % po34uH HATPIIO XJIOPULY;

- mianadnekc (6,36 % po34YuH [AJd iHTpalepUTOHEea IbHOI 0 fgiamisy).

®yKoHA307 MOKHA BBOOUTH B iH(QY3ilHY CHCTEMY Pa30M 3 OOHUM i3 3a3HaUYE€HUX BUIIE PO3YHHIB.
Xoua BUIa[KU Hecnelr}iuHol HeCcyMiCHOCTI IpemnaparTy 3 iHIIMMK 3aco0aMu He OMKCaHi, He
PEKOMEHOYEThCS 3MilTyBaTH (HIIYKOHA30J1 3 iHIIMMH IIperapaTaMu Iepefn iHPy3iero.

Po3uuH [a1g BHYTPIlIHbOBEHHUX 1H(Y3il IPU3HAYEHUY JIUILE [JI1 OGHOPA30BOT0 3aCTOCYBaHHS.
Po3BeneHHS i 37iMCHIOBATH B aCENITUYHUX YMOBax. Po3unH He0OXigHO MepeBipuTH Ha HasBHICTh
CTOPOHHIX YaCTHHOK Ta 3MiHy 3abapBieHHs. PO34uH CJIil BAKOPUCTOBYBATH JIKILIE TOMi, KOIH BiH
IIPO30pHUY Ta He MiCTUTh CTOPOHHIX YaCTUHOK. HeBUKOPUCTaHi 3anUIIKK IIpenapaTy HeoOxigHo
3HUIIUTHU.

Iopocri

Kpunmokoko3

- JIikyBaHHS KPUIITOKOKOBOTO MEHIHTITY: HaBaHTaXyBaJibHa 403a CTaHOBUTH 400 MT y Iepiiuil feHb.
[TigTpumyBanbHa go3a — 200-400 mr 1 pa3 Ha goOy. TpuBamicTh JIiKyBaHHS 3a3BUYail CTAHOBUTh
moHauMeHIe 6-8 TuKHIB. [Ipy iHGEKIAX, 1110 3aTPOKYIOTh KUTTIO, TOOOBY H03Y MOXKHA 30iTbIIUTH
oo 800 mr.

- IligTpuMyBaibHa Tepamia Ay MolepeaXkeHHsl PEIUANBY KPUIITOKOKOBOTO MEHIHTITY B MALli€HTIB 13
BHCOKMM PU3UKOM HMOT0 PO3BUTKY: PEKOMEHI0OBaHa [o03a IpemnapaTty craHoBuTh 200 Mr 1 pa3 Ha mo6y
IIPOTSATOM HEOOMEekKeHOT0 Jacy.

Koxuyudioido3

PexomeHgoBaHa fo3a cTaHoBUThL 200-400 Mr 1 pa3 Ha moby. TpuBamicTh TiKyBaHHS CTAaHOBUTH
11-24 micsi abo gosiile 3a7eKHO Bif CTaHy NHallieHTa. [ MiKyBaHHS Oeskux ¢hopm iHPeKIi,
0co0NMMBO A1 JIiKyBaHHS MEHIHTITY, MOXKe OyTH HOLiIbHUM 3acTocyBaHHS no3u 800 mMr Ha mo0y.



IHBa3usHi kaHOuOo03Uu

HaBanTaxyBanbHa fo3a cTaHOBUTH 800 Mr y nmepmuuii geHb. [linTpumyBanbHa fo3a — 400 mr 1 pas
Ha mo0y. 3a3BuYali peKOMeHIO0BaHa TPUBAJIICTh JIIKyBaHHS KaHAUAEeMil CTAHOBUTh 2 TUXKHI Imics
IepIIUX HeTaTUBHUX Pe3yJbTaTiB TeMOKYIbTYPHU Ta 3HUKHEHHS 03HAaK i CAMIITOMIB KaHOUOEMil.

KaHOoudo3 causzosux 06040HOK

- KaH[IUI03 POTOTJIOTKYU: HaBaHTaXyBaibHa f03a CTaHOBUTHL 200-400 Mr y mepuinii feHs,
nigTpumyBanbHa fo3a — 100-200 mr 1 pa3 Ha goOy. TpuBamicTh TiKyBaHHS CTAHOBUTEL 7-21 meHs (7o
IOCSATHEHHS peMicii), ame Moxke OyTu 30inbleHa A7 HaLli€HTIB i3 TIXKKUM iMyHOOeQiITuTOM.

- Kangumgo3 cTpaBoxofy: HaBaHTaxyBajbHa J03a CTaHOBUTH 200-400 Mr y mepiuuil 4eHb,
nigTpuMyBanbHa f03a — 100-200 Mr 1 pa3 Ha go0y. TpuBamicTs NikyBaHHS cTaHOBUTH 14-30 mHIB (IO
IOCATHEHHS peMicii), arme Moxke OyTu 30inbineHa [AJIg Halli€HTIB i3 TSIXKKUM iMyHOIEeQIiITuTOM.

- Kaugunypisi: pekoMeHpgoBaHa no3a ctraHoBuTh 200-400 Mr 1 pa3 Ha moby npotsirom 7-21 pHiB. s
TAIEHTIB i3 TAXKKUM iMyHOIeIIIMTOM TPUBAJIICTD JIIKYBaHHS MOXKHA 30i/IbUIUTH.

- XpoHiuHMY aTpOodiyHUN KaHOU03: peKOMEHI0BaHa 03a cTaHOBUTL 50 MTr 1 pa3 Ha o0y IPOTIroM
14 pHiB.

- XpoHiYHMY KaHAKUI03 MIKipU Ta CIM30BUX 000I0HOK: peKOMeHI0BaHa f03a cTaHOBUTh 50-100 mr
1 pa3 Ha mo6y. TpuBaicTh JTiKyBaHHS CTAHOBUTD IO 28 MHIB, ane Moxe OyTu 30inbllIeHa 3aIe’KHO Bif
TSKKOCTi Ta BULY iH(dek1ii abo 3HMKEHHS IMyHITETY.

ITonepedaiceHHs peyudusy KaHOudo3y cau3ogux 06010HOK y nauieHmia 3 BIJI, aki maomb gucokutl
PU3UK 11020 pO38UMKY

- Kanaumo3 poTorioTKy, KaHOUI03 CTPaBOXOAY: peKOMeHoBaHa fo03a ctanoBuTh 100-200 Mr 1 pas
Ha 700y abo 200 Mr 3 pa3u Ha THUXKOEHb. TpHUBaIiCTh MiKyBaHHS HeoOMeXKeHa [Jid TallieHTiB i3
[IPUTHIYEHUM IMyHITETOM.

ITpoginakmuka kaHOUOO3HUX TH(peKUil Yy nauieHmia i3 mpusan0t0 HeumponeHiew

PexomeHpoBaHa fio3a cTraHoBUTEL 200-400 Mr 1 pa3 Ha mo0y. JIiKyBaHHS CIIifl pO3MOYXHATH 3a KilbKa
[HiB 10 0YiKyBaHOTO PO3BUTKY HEUTPOIIEHII Ta IPOAOBXKYBATH IPOTSATOM 7 OHIB IiCJg HiABUILIEHHS
KinbKoCTi HeiTpodinis monam 1000/mm’.

[TaIieHTy JIITHLOIO BIKY

o3y HeoOximHO minGupaTy 3aj1eXkKHO Bifl cTaHy QyHKIII HUPOK (OuB. «IlallieHTH 3 HUPKOBOIO
HeJoCTaTHICTIO» HUXKYe).

ITallieHTH 3 HUPKOBOK HEOOCTATHICTIO

®yKOHa30JI BUBOAUTHLCA 3 OPraHi3My IepeBaXkHO i3 ceuero y He3aMiHeHoMy BUrisagi. [Ipu
OJHOPa30BOMY 3aCTOCYBaHHi KOPUTYBAaTH 003y QIyKOHa30Jy He oTpibHO. [TalieHTaM (BK/II04aloyu
[iTel) i3 mopyueHHSAMU QYHKIII HUPOK IPpU HeoOxigHOCTi 6araTopa3oBoro 3aCTOCYBaHHS IIpenapaTy
y HeplLInuy OeHb JiKyBaHHS CIIi 3aCTOCOBYBAaTU 04aTKOBY 103y 50-400 Mr 3a/eXHO Bif IOKa3aHb.
[Ticns uporo noOOBY mO3y (3a/IeKHO Bifl TOKA3aHb) CJIil po3paxyBaTH BilIIOBIIHO OO0 TabG Ul HUXKYeE:

[K niperc kpeamuniny (Ma/xs) [Biocomox 8id pexomendosaroi dosu




> 50 100 %
< 50 (6e3 remopianisy) 50 %
['emopiari3 100 % micis KOXKHOTO reMofiani3y

[NTamienTu, siki nepeOyBaloTh Ha reMofianisi, moBuHHI oTpuMyBaTH 100 % pekKoMeHO0BaHOI J03HU IMiC/Isa
KOXKHOT'0 reMofiiani3y. Y meHb, KO Oiali3 He MPOBOAUTLCS, MAIliEHT ITOBUHEH OTPUMYBATH [I03Y,
BiIKOPUTOBaHY 3aJIeXKHO Bif] KJIipeHCY KpeaTHHiHY.

[NarienTy i3 mopyieHHAMEU QYHKINI TeYiHKN

®nykoHa30: cif 3 06epeXHICTIO 3aCTOCOBYBATH TAIliEHTaM i3 MOPYLUIEHHSMU (PYHKII] IEYiHKH,
OCKiNnbKM iH(popMalii momo 3acToCcyBaHHS (IyKOHA30y I1ili KaTeropil maiieHTiB HeIOCTaTHLO (IUB.
po3ginu «Ocob6nauBoCTi 3acTocyBaHHI» Ta «[100iuHi peakii»).

ity
He cnip nepesulifyBaTé MakCcUManbHy f000BYy f03y 400 Mmr.

4K i npu aHanoriyHuX iHPEKIiAX y JOPOCIUX, TPUBAICTh TiKyBaHHS 3a/Ie’KUTh Bifl K/IiHIYHOI Ta
MiKoJI0Ti4HOI BigmoBigi. ®TyKoHAa30/1 3aCTOCOBYIOTh 1 pa3 Ha fo0y.

Io3yBaHHA IIpellapaTy [ fAiTel i3 mopyueHHAMU QyHKIII HUPOK HaBefeHO y po3mini «[lamienTu 3
HUPKOBOIO HEIOCTaTHICTIO».

dapMakokiHeTHKa (IyKOHA30Jly He JOCTifAKyBanacs y OiTed i3 HUPKOBOK HEJOCTaTHICTIO (IUB.
HUX4Ye iHpopMalliio IoA0 3aCTOCYyBaHHS HOBOHAPOAXKEHUM, V SKUX YaCTO CIIOCTEPIraeThCs IepBUHHA
HE3PiliCTh HUPOK).

Ilimu sixom 8id 12 pokis

3ajie’kHO Biff MacH Tijla Ta my0epTaTHOTO PO3BUTKY JIiKapio CIIif OLIHUTH, sIKa J03a Ipenapary (s
nopocux abo Iys [iTel) € ONTUMAaNbHOIO O nalienTa. KniniuHi gaHi cBigyaTh mpo Te, 1I0 ¥ OiTel
KJIipeHC (IyKOHA30Jy € BUIIMM IIOPIBHSAHO 3 JopocnuMu. 3actocyBaHHs mo3 100, 200 Ta 400 mr
OOPOCTUM Ta 0o3 3, 6 Ta 12 MI/KT AiTAM IPU3BOAUTH [0 OOCATHEHHS CIIBCTaBHOI CUCTEMHOI
€KCITO3MUIIil.

Limu sixom 8i0 28 oHie 0o 11 pokie

- Kangumos ciu30Bux 000JI0HOK: ITOYAaTKOBA A03a CTAHOBUTD 6 MI/Kr/mo0y, migTpuMyBajbHa J03a —
3 mr/kr 1 pa3 Ha go0y. [ToyaTKOBY D03y MOXKHa 3aCTOCOBYBATH B MEPIIHY OeHb 3 METO0 OiNbIil
IIIBUAKOTO OCSATHEHHS PiBHOBAXKHOI KOHIIEHTpPAIlil.

- |HBa3MBHI KaHAUO03U, KPUIITOKOKOBUY MEHIHTIT: j03a IpernapaTy CTaHOBUTh 6-12 MI/Kr 1 pa3 Ha
no0y 3a1exkHO Bifl CTYIeHS TSIKKOCTi 3aXBOPIOBAHHS.

- IligTpuMyBaibHa Tepamisa Ay IolepenXkeHHs peLUAuBY KPUIITOKOKOBOI'O MEHIHTITY y OiTeH i3
BHCOKMM PU3UKOM HMOT0 PO3BUTKY: [03a IperapaTy CTaHOBUTH 6 MI/KT 1 pa3 Ha 0o0y 3ayie’kHO Bif
CTyIeHS TSAKKOCTI 3aXBOPIOBaHHS.

- [IpodinakTrKa KaHOUOO31B y MallieHTIB 3 iMyHOmehiIUTOM: [03a IpenapaTy CTAaHOBUTH 3-12 Mr/Kr
1 pa3 Ha o0y 3aeKHO Biff BUpaKeHOCTi Ta TPUBAJIOCTI iHAYKOBaHOI HEUTPOIIeHil (DUB. 03U OIS
IOPOCIUX).



Limu 8i0 HapoOdceHH:A 0o 27 OHia

Y HOBOHApPOAXKEHUX (PIyKOHA30JI BUBOAUTHLCSA 3 OpraHi3My IMOBiIbHO. [laHi 3 papMaKOKiHETHUKY, Ha
aKuX 6a3yI0ThCS OO3U OJ151 JOHOIIEHWX HOBOHAPOMXKEHUX, 3a3HaUueHi HUXK4e, HaBeleHi B po3imni
«PapMaKOKiHETUKA».

- IoHolIeHi HOBOHapomxKeHi BikoM Bifg 0 mo 14 gHiB: 403U, aHAJIOTiYHI 3a3HaYe€HUM BHUILe A1 AiTen
BikoM Bif 28 pHiB 1o 11 pokis, ciif 3acTOCOBYBaTH KOXKHI 72 rogunu. He cif nepesuiyBatu
MaKCUMaJIbHy 03y, 0 CTaHOBUTH 12 MI/KT KOXKHI 72 TOOUHMU.

- [JoHOILIIeHI HOBOHAPOOXKeHi BiKoM Bif 15 mo 27 OHIB: 403U, aHAJIOTiYHI 3a3HaYe€HUM BUILE A1 AiTel
BiKOM Bif 28 nHiB mo 11 pokiB, ciif 3acTocoByBaTU KOXKHIi 48 rogus. He crifg nepeBuilyBaTu
MaKCHUMaJIbHy [03Y, 10 CTAHOBUTH 12 MI/KT KOXHIi 48 roguH.

Himu.

[Tpenapat 3aCTOCOBYIOTH HiTSIM Bifi HAPOAXKEHHS, AUB. Po3ain «Croci6 3acTOCYyBaHHS Ta HO3U».

Ilepedo3yeanHsi.

OTpuMaHO NOBiKOMIIEHHS NIPO TEPef03yBaHHA (HIIYKOHA30JI0M; OGHOYACHO IOBIOMIISIOCS IIPO
rasilolUHAalil Ta TapaHoiganbHy IOBENiHKY.

[Tpu mepeno3yBaHHI HEOOXiTHO MPOBECTH CUMIITOMATAYHY MiATPUMYyBaJIbHY TEpalilo Ta y pasi
HeOOXiTHOCTI TPOMUTH IITYHOK.

OyKOHA30JI 3HAYHOIO MipPOI0 eKCKPETYEThCA i3 ceuelo; GopCcoBaHMM [iype3 MoxkKe NPUCKOPUTHI
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUXKYE PiBeHb PIYKOHA30JTy V
m1a3Mi KpoBi mpubnmu3Ho Ha 50 %.

ITo6iuni peakuii.

Haituacrime (> 1/10) moBimoMisiiocs mpo Taki moOiuHi peakirii: rojoBHUM 6inb, 6i/1b y UepeBHii
TIOPOKHUHI, iapesi, Hy#oTa, OI0BaHHS, MiOBUINEHHS PiBHA anaHiHaMiHoTpaHcdepasu (AJIT),
IiABUINEHHS PiBHS acmapTaTaMmiHoTpaHcdepasu (ACT), migBuilleHHS piBHS TyKHOI PocdaTasu Kposi,
BUcUNIaHHA. [10BifOMIISNIOCS IPO PO3BUTOK MeOUKAMEHTO3HOI peakllil 3 e03UHOGIMIEI0 i CUCTEMHIMU
nposBamu (DRESS) mif yac nmikyBaHHSIM (QIyKOHa30710M (OUB. po3fin «Oco6IMBOCTI 3aCTOCYBAHHS»).

I7st OIIIHKY YaCTOTH BUHUKHEHHS MOOIYHMX peaklliii BUKOPHUCTOBYIOTh TaKy Kiacudikarito: gyxe
yacTo (= 1/10), wacto (Big = 1/100 mo < 1/10), HewacTo (Bim = 1/1000 mo < 1/100), pigko

(Bim = 1/10000 mo < 1/1000), my=xe pigko (< 1/10000), gwacToTa HeBifoMa (HEMOXKJIMBO OLIHUTH Ha
ImigcTaBi HAIBHUX HAHUX).

3 6oky cucmemu kposi ma aimpamuyHoi cucmemu. HeyacTo: aHeMisi. Pigko: arpanynouuTos,
JIeWKOIIeHist, TPOMOOIMTOIIEHisT, HEUTPOIEHis.

3 6oky imyHHOI cucmemu. Pigko: aHadinakcis.



MemaboaiuHi ma animeHmapHi po3nadu. HeyacTo: 3HUXKEHHS aneTUTy. Pigko:
rinepxoyieCTepUHEMIs, TiepTPUriilepuneMis, rinokamieMisa.

ITcuxiuHi nopyweHHA. HedacTo: 6€3COHHS, COHJIUBICTE.

3 6oky Hepeosoi cucmemu. YacTo: romoBHUM 6inb. HewacTo: cygoMu, mapecTesisi, 3al1aMOPOYeHHS,
IIOPYIIeHHs CMaKy. Pimko: TpeMop.

3 60Ky opeaHis cayxy ma secmuby1spHo20 anapamy. He4acTo: BepTHUro.

3 boky cepus. Pinko: mapokcu3MabHa IITYHOUYKOBA TaxXiKapis TUIY MipyeT, MOJOBXKEHHS iHTepBaIy
QT (muB. po3min «OcobnMMBOCTI 3aCTOCYBaHHS»).

3 60Ky wayHKoBO-KUWK0B8020 mpakmy. YacTo: 6inb y YepeBHil IOPOXKHUHI, Hy[I0Ta, miapes,
OmoBanHsa. HewyacTo: 3amop, OUCHENCis, METEOPU3M, CYXiCTh Y POTi.

I'enamobiaiapHi po3aadu. Yacto: migBuiienHs piBusg AJIT, migBunienHs piBHsg ACT, mimBuIneHHS
piBHA nyxkHOI hocdaTa3u (AuB. po3nin «OcobIuBOCTI 3acTocyBaHHSI»). HedacTo: xonecras,
JKOBTSIHULIS, TIiBUIIIEHHS piBHA OinipyO6iny (muB. po3nin «OcobnuBOCTi 3acToCyBaHHA»). Pigko:
IIe4iHKOBA HEJOCTaTHICTh, TeNaTOLeNI0NIIPHIN HEKPO3, TeaTUT, TellaTOeNIoIsIpHe YPaXKeHHs (IUB.
po3min «Oco6IUBOCTI 3aCTOCYBaHHS»).

3 6oky wkipu ma nidwkipHoi mkaHuHu. YacTo: BUucunaHHs (IuB. po3min «OcobmuBOCTi
3acToCcyBaHHS»). HeyacTo: MeguKaMeHTO3HUM AepMAaTHUT (BKJII0Ualouu (piKCOBAHUMI
MeIMKaMEeHTO3HUM IepMaTHUT), KPOIIMB THKA, CBEePOikK, MiIBUINIEHEe TOTOBUOINIEHHS (OUB. PO3Min
«Oco0nMBOCTI 3aCTOCYyBaHHS»). PifK0: TOKCUYHMY elligepMalbHIN HEKPOIi3, cuHapoM CTiBeHca-
II2KOHCOHa, TOCTPUY reHepali30BaHUY €eK3aHTEeMaTO3HUM IyCTyIb03, eKC(homiaTUBHUM IePMaTHUT,
aHTiOHEeBPOTUYHMM HaOpsK, HAOPSAK 00nMuyYs, anomnenis (DUB. po3fin «OcobIUBOCTI 3aCTOCYBaHHS»).
YacToTa HeBimoMa: MefMKaMeHTO3Ha peakIlis 3 eo3uHodimieo i cucremaumu npossamu (DRESS).

3 60Ky 0ONnopHO-pyx08020 anapamy ma cnoayyHoi mkaHuHu. HedacTo: mianris.

3azanvHi po3aadu ma peakuii y micui 8ederHs. HedacTo: migBuilleHa BTOMIIOBAHICTb, HE3OYXKaHHS,
acTeHid, rapg4ka.

Himu. YacToTa Ta xapakTep no0iYHMX peakIlil i BifxuneHs Big HOPMU pe3yibTaTiB 1abopaTOPHUX
aHaJli3iB y Ipoleci KITiHIYHUX OOCIIiAXKeHb 3a Y4YacTIo [iTeH CIIiBCTaBHI 3 TAKUMU Y JOPOCIIUX.

3gimyeaHHs npo nido3piosaHi nobiuHi peakui.

3BiTyBaHHS NIPO Iif03pI0BaHi MOOIUHI peakilil micis peecTpalii TikapchbKoro 3aco0y Ma€ BaXkKjIuBe
3HauyeHHs. Lle mae 3mMory npoBoguTy 6e3nepepBHIIM MOHITOPUHT CIIiBBiTHOLIEHHS MiX KOPUCTIO i
PU3HMKAMHM, TTOB’I3aHUMHU i3 3aCTOCYBaHHSIM I[OTO JTIKAPCHKOT0 3aco0y. MeIuuHUX IIPalliBHUKIB
IIPOCSITH 3BiTyBaTH PO OyAb-siKi mimo3pioBaHi moOiuHi peakilil BiAmOBigHO [0 BUMOT MiClIeBOTO
3aKOHOABCTBaA.

Tepmin npudamHocmi. 3 POKHU.

YmMmoBH 30epirannsi. 30epiratu B OpuriHajabHil yIaKoBIi IpX TeMnepaTypi He Buille 25 °Cy



HEeOCTYIIHOMY O OiTel MiCIIi.

HecymicHicmo.

OcobnuBocTel OO0 HECYMICHOCTI IIpenapaty He Bif3HaueHo. He crif 3MmimyBaTu npemnapar 3
iHIIMMU TiKapCchbKUMU 3aco0aMy B OFHIN €MKOCTI, OKpiM 3a3HaueHuX y po3aini «Crmocib 3acTocyBaHHS
Ta GO3U».

VYnakoska. [1o 100 mn y ngmng; mo 1 magmmi y naygi.

Kareropis Bigmycky. 3a perenTtom.

Bupoo6nuk. [IprBaTHe aKllioHEpHE TOBAapPUCTBO «IHGY3isa».

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca Miclsi IpoBaIXKeHHs HOro Tis/IbHOCTI.

Ykpaina, 23219, Binauieka 0671., BiHHUIBKYI p-H, C. Binuuubki XyTopH, Byn. HemMupiBceKe 1ioce,
0. 84A.



