IHCTPYKIIA

71T MEJUYHOTO 3aCTOCYBAHHS JTiIKapChKOT0 3aco0y

OIUOJTIOKAH®

(DIFLUCAN®)

Cknao:
ditoua pevosuHa: ¢pimykoHa3on / fluconazole;
1 kamcyna mictuth 50 Mr ab6o 100 mMr drykoHa3omy;

0ONnomidcHI peyo8uHU: TaKTO3a, MOHOTiIpaT; KpoXMallb KyKypPyA3sSHUM; HATpPilo JTaypucyabdar;
MarHilo cTeaparT; KPeMHilo OiOKCHUI KOIOIIHUYN Oe3BOTHUM.

JIikapcbka ¢opma. Kancymnu.
OCHOBHI (pi3uKo-XimMiuHI 81aCMUBOCMI:

50 MT - TBepAi HeImpPo30pi KenaTUHOBI Kancynu (po3Mip Karcynu Ned), 1m0 MicTaTh Giuii MOPOIIOK, 3i
CBiTJ10-6ipI030B0-0/TaKMTHOIO KPHUIIIEYKOI0 Ta BiTMM KOPIIyCOM, 3 HaHECEHHMU YOPHUM YOPHHUIIOM
sorotunoM Pfizer ta magnucom FLU-50.

100 mr - TBep[i HENIPO30pi XKeJTaTUHOBI Karncynu (po3mip Kancynu Ne2), 10 MicTSITh Oinuil IOPOIIIOK,
3 6JTaKUTHOIO KPUIIEYKOI0 Ta 0iMM KOPIycoM, 3 HAHECEeHUMU YOPHUM YOPHUJIOM JiorotunoM Pfizer
Ta HagnucoM FLU-100.

dapMakoTepaneBTHYHA rpyna. [IpoTurpubkoBi 3aco0u AJisi CHCTEMHOT'O 3acToCcyBaHHS. [ToxinHi
tpuasony. Kog ATX JO2A CO1.

dPapmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

MexaHi3M mii.

®nyKoHa307 € TPOTUTPUOKOBHAM 3aCO00M KJlacy Tpra3osiB. [IlepBUHHUM MexaHi3MOM HOro [il €
IPUTHIYEeHHS rpubOKoBOro 14-ambda-I1aHoCTEPOII-IEMETHITIOBAHHS, OII0CEPEIKOBAHOT0 IUTOXPOMOM
P450, 110 € HeBif'eMHUM eTanoM 6ioCHHTe3y IPUuOKOBOT0 eprocTepony. Akymynsiis 14-anbda-MeTumn-
CTEPOJIiB KOPEJIIOE 3 MOIaIbIIO BTPATOI eProcTeposy MeMOpaHooo rpubKOBOL KITITUHU Ta MOXKe



BifimoBigaTu 3a IPOTUTPUOKOBY aKTUBHICTh (PriyKOHa305y. ®IyKOHa30JI € OiNIbII CEIEKTUBHUM 10
rpubkoBux ¢hepMeHTiB uToxpomy P450, Hixk mo pisHux cucteMm pepmenTiB nuToxpomy P450 ccasiris.

3actocyBaHHS (HITyKOHa301my y mo3i 50 Mr Ha mo0y mpoTsarom 28 [HIB He BIIMBAE Ha PiBeHb
TECTOCTEPOHY y IJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb EHOOTEHHUX CTEPOIMiB ¥ KiHOK
pemnponyKTuBHOro Biky. ®mykoHa3on y 1o3i 200-400 mr Ha mo6y He MPOSIBIISE KITiHIYHO 3HAYYL[OTO
BIIJIUBY Ha PiBeHb €HAOTEeHHUX CTEPOifiiB a0 Ha BigMOBib Ha CTUMYIISIII0 aqPEeHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3mopoBux f0OPOBOJIBLIIB YOI0BIUOl CTATI.

HocrnigxeHHS B3a€MO{Iil 3 aHTUAMIIPHHOM IIPOAEMOHCTPYBaIH, 10 3acTocyBaHHA 50 Mr GpIyKOHa301y
pa30Bo uu 6araTopa3oBo He BIJIMBA€ Ha MeTab0/Ii3M aHTUIIIPUHY.

YyTnusicTs in vitro.

®nykoHa3071 in vitro EMOHCTPYE MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO KITiIHIYHO MOMKUPEHUX BUIIB
Candida (Bkmtouatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata neMOHCTpy€ 3HUXKEHY
YyTIUBICTH H0 (IyKoHa3o1y, a C. krusei ta C. auris € CTIUKAMU [0 pryKoHa301y. MiHiManbHi
inriOyroui KoHIIeHTpalii Ta emigeMionoriude moporose 3HaueHHs 3rinHo EUCAST (ECOFF) mns
dbmykoHa3ony ctocoBHO C. guilliermondii Bumii, HiXK cTocoBHO C. albicans.

Takox (pryKoHa30: in vitro GEMOHCTPY€E aKTUBHICTD IK IPOTU Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i mpoTH eHAeMiuyHUX ITiCHABUX IpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’s130K (hapMaKOKIHETUUHUX i hapMaKOOUHAMIUHUX BJIACTUBOCTEH.

BifmoBigHO 00 pe3ynbTaTiB HOCIIOXKEHb Ha TBAPUHAX, ICHY€E KOpeJalisd MiX MiHiMaIbHOK
iHri0y104010 KOHIIEHTpPAIli€I0 Ta e)EeKTUBHICTIO IIPOTU €KCIIEPUMEHTAIbHUX MOoesiel MiK03iB,
cripuuynHeHuX Bupgamu Candida. BigmoBigHO 00 pe3ynbTaTiB KIIIHIYHUX JOCTiAKeHb, iCHY€E JliHiliHa
3anexHicTh Mizk AUC Ta go3oio ¢pnykoHa3ony (nmpubnusHo 1:1). Takox icHye npsaMui, ane
HeJoCTaTHiii 3B’5130K MixK AUC abo0 03010 Ta MO3UTHUBHOIO K/TiHIYHOIO BigIIOBIANIO0 Ha JIiKyBaHHS
OpaIbHOT0 KaHOUA03Y Ta MEHIIIO MipoI0 - KaHOuOeMil. 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
POTUrpubKOBUX 3ac06iB. OITYyKOHA30/ IEMOHCTPYE BUCOKY MiHiMasbHY iHTi0yI0Yy KOHIIEHTpALlil0
IPOTH 1ITaMiB rpubiB, SKi MaloTh oguH abo Ginbllle MexXaHi3MiB PE3UCTEHTHOCTI, 1110 HETAaTUBHO
BIITMBA€ Ha e(DEKTUBHICTD in vivo Ta B KITiHIYHIM IPaKTHUIII.

Y 3a3Buyant yyTnuBUX BUOiB Candida Hal4aCTilIUM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B SKOMY
3apisHi inboBi hepMeHTH a30iB, BifmnoBiganbHi 3a 6i0CUHTE3 eprocTepony. Pe3uCTEHTHICTh MOXKe
O6yTu 00yMOBJIEHa MYTallisIMH, TIOCUJIEHHSAM IPOAYKIIl (epMeHTY, MexaHi3MaMu e(IIIOKCy IIpenapaTy
ab0 pO3BUTKOM KOMIIEHCATOPHUX IIJIIXIB.

[MoBimomnsnocs npo cynepindexii Candida spp., cnpu4unHeHi iHmmMu Hix C. albicans BumaMu, 1o
4YacTO MalTh 3HUXKEHY uyTnuBicTs (C. glabrata) abo € criikumu (Hanpuknag, C. krusei, C. auris) no
dbnykonasony. [I1s miKyBaHHS TakKux iH(EKIiN clifg 3aCTOCOBYBaTH albTePHATUBHI TPOTUTPUOKOBI
3aco0u. MexaHi3Mu Pe3UCTEHTHOCTI IIle He [0 KiHIlg BUBYEHi B IesIKUX MPUPORHO cTiikux (C. krusei)
a6o sHOBUX (C. auris) BumiB Candida.



KonTponsHi Touku EUCAST (E€BponeicbKOro KOMITETY 3 HOCHIIKEHb YYTIUBOCTI 10 aHTUMIKPOOHUX
3ac006iB).

Basyroounck Ha gocigKeHHi papMaKoKiHeTUUHOI/(papMaKogrHaMigHOI iHpopMaIii, 4YyTAUBOCTi

in vitro Ta kJiHi4yHOI BifmoBigi, 6y/10 BU3HaYEHO KOHTPOJIbHI TOUKY A7 (GIIYKOHA30ITYy IS
Mikpoopra#ni3Mmis poay Candida (CynpoBigaui po3’sscHioBanbHUM foKyMeHT EUCAST pns
dnykonasomny (2020) - Bepcid 3; EBpONEeNCLKUY KOMITET i3 JOCHiIXKeHb YYTIUBOCTI 10
aHTUMiKpoOHUX 3ac06iB, [IpoTUTrpuOKOBi 3aco06u, TaONUIli KOHTPOIBLHUX TOYOK IS iHTEepIpeTallii

MIK, Bepcisg 10.0, HabyB ynHHOCTI 04.02.2020 p.). Boru Oynu po3nofineHi Ha KOHTPOJIbHI TOYKH, 1110
He TT0B’sI3aHi i3 MeBHUM BHUIOM, SIKi GiIbIIIOI0 MipOi0 BU3HAYAIMCS Ha OCHOBI

(bapMakoKiHeTHYHOI/(papMaKoIrHaMIYHOI iHpOpMaIlil i He 3ayeXkaTh Bif PO3NOALTY Ha IIeBHI BUAM 3a
MiHiMaIbHOIO iHTi0yI040I0 KOHIIEHTPAIli€l0, Ta Ha KOHTPOJIbHI TOYKY, TIOB’sI3aHi 3 IIEBHUM BHUIOM, III0
Haly4acTille acoIio0ThCA i3 iHpeKLiaMu y moauHU. 11i KOHTPONIbHI TOYKY HaBeleHi HuXKye.

[Tpomuepubxosull [KOHMPO/bHI MOYKU, N08’A3aHI i3 neeHUM 8u00OM, [KOHMPObHI
3acib S</R>yme/n mouku, He
noe’s13ami 3

nesHum suoom,’
S</R>yme/n

Candida |Candida Candida |Candida |Candida Candida
albicans |dubliniensis|glabrata |krusei |parapsilosis|tropicals

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

S = 4yTnuBuY;
R = pe3ucrenTHU;

a - KOHTPOJIbHI TOYKH, III0 He IIOB’SI3aHi i3 IeBHUM BHUIOM, SKi Oi/IbIIIOI0 MipOI0 BU3HAYAIKCS Ha
OCHOBI (hapMaKOKiHeTUYHOI/papMaKoarHaMiuHOI iHpopMalril i He 3arexkaTh Bifl PO3MOMiNy Ha MeBHi
BUOY 3a MiHiMa/lbHOIO iHTiOYyI049010 KOHIIEHTpalli€0. BoHM [HoCifXKyBaIuch nuille y MiKpoOpraHi3Mis,
y SIKUX He iCHye€ crenu¢pigyHol KOHTPOJIbHOI TOYKY;

-- DOCTIiAKeHHS YyTIUBOCTI He peKOMEeH0BaHi, OCKiJIbKY JaHUYU BUJ HE € METOI0 JIiIKapChKOl Teparii;

* Yci moka3uuku C. glabrata B kateropii I. MIK mpotu C. glabrata cnif oLiHIOBaTH SK Pe3UCTEHTHI,
KOJIX BOHM IepeBuIlyioTh 16 mr/in. Karteropia gwytnusocTi (< 0,001 Mr/in) BUKOPHUCTOBYETHCS JIUILIE
a1 3anobiraHHg TOMUIKOBOL Knacudikariii mramis I gk mtamis S. [ - 9yTnuBuil 3a yMoBU
MigBUIIEHOI eKCII03UIlil: MiKpOOPraHi3M HaJIeXKUTh [0 KaTeropil «4yTIWBUYM 3a YMOBHU ITiIBUIIIEHO1
€KCIIO3HUIIi1» y pa3i, KoM iCHy€e BUCOKa MMOBipHICTh TePalleBTUYHOTO YCIIiXy, OCKIIbKY €eKCIIO3ULis
npemnapary Oysa 36inbIlIeHa 3a paXyHOK KOPEKIIil pekuMy no3yBaHHS abo #oro KOHIIEHTpalii y
BOTHHUII iHDeKIil.

dapmaKkoKiHemuxka.

®apMaKOKiHETUYHI BTaCTUBOCTI (PJIyKOHA30JTy € MOAiOHUMY IIPY BHYTPIIlTHLOBEHHOMY i
IIepopaibHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3om mobpe BCMOKTYETLCS IIPHU II€POPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary y maasmi
KpOBi i cuctemMHa GiogocTymHicTh epeBuliyioTh 90 % piBHS HIyKOHA30y Y M71a3Mi KPOBi, 1110
IOCATa€eThCs NIPY BHYTPIIIHLOBEHHOMY BBeJeHHI npenapaTy. OmHOYacHe BXKUBaHHS 1Ki He BIIJIMBAE


http://multitran.ru/c/m.exe?t=4784720_2_1
http://multitran.ru/c/m.exe?t=4784720_2_1

Ha BCMOKTYBaHHS IIpelapaTty Ipu Horo nepopaabHOMY 3acTOCyBaHHi. [TlikoBa KOHI[eHTpallisl y I1a3Mi
KpPOBi focaraeTtscsd 4yepes 0,5-1,5 roguHu micnsg npuoMy npenapaTy HaTileceple. KoHIeHTpauis
Ipernapary y Iia3Mi KpoBi nponopuiiHa fo3i. PiBHoBaxkHa 90 % KOHIIeHTpallid 4OCATaEThCS Ha

4-5 moby miKyBaHHS IIperapaToM IIpy OaraTopa3oBOMY 3aCTOCYyBaHHI ofiuH pa3 Ha Jo0y. PiBHOBaxKHa
KOHIIeHTpallig Ha piBHI 90 % mocsaraeTbcs Ha OPYTUi JeHb JIIKyBaHHS IIPU 3aCTOCYBaHHI y IIepIIni
IeHb HaBaHTaXKyBaJIbHOI 103, 110 BABiUi IepeBUIye 3BUYalHy H0O0OBY H03Y.

Po3noopmin.

0O06’eM po3smnopiny TpubIu3HO NOPIBHIOE 3araJlbHOMY BMICTY pifuHU B OpraHi3mi. 3B’s13yBaHHS 3
Oinkamu mima3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3on mobpe MPOHUKAE B YCi HOCTiAXKYyBaHi pifuHU opraHiaMy. PiBeHb QrykoHa30Jy y ClIUHI Ta
MOKPOTHHHI € OMi0HMM [0 KOHILIEHTpallil mpenapary y Ija3Mi KpoBi. Y nallieHTiB, XBOpUX Ha
rpuOKOBUYM MEHIHTIT, piBeHb (IYKOHA30Jly ¥ CHHHHOMO3KOBIH pifuHi gocsirae 80 % KoHLeHTpaLlil y
IJ1a3Mi KPOB.

Bucoki koHI1eHTpalril ¢hIyKoHa301y y WIKipi, 110 TePeBUINYIOTh CUPOBATKOBI, HOCSATAIOTHCS Y
porosoMy 11api, emigepMici, gepmi ta noti. ®JIyKOHa30J1 HAKOIIUUYYETHCSA ¥ POroBoMy Iapi. [Tpu
3actocyBaHHi o3u 50 Mr 1 pa3 Ha o0y KOHIIEHTpalis GIyKoHa30y micis 12 gHiB miKyBaHHS
CTaHOBUJIA 73 MKI/T, a 4epe3 7 OHIB MiCJA 3aBepIIEHHS JIiIKyBaHHSA KOHI[EHTpALlid BCe 1le CTaHOBUJIa
5,8 Mxr/r. [Ipu 3actocyBanHi 7o3u 150 mr 1 pa3 Ha TUXKAEHb KOHLIEHTpaLis (IyKOHa30Jy Ha 7 OeHb
JiKyBaHHS cTaHOBUNA 23,4 MKT/T; Yepe3 7 [HIB MiCJIs 3aCTOCYBAHHS HACTYMHOI 03X KOHIIEHTPAallis
Bce I11e cTaHoBuaa 7,1 MKT/T.

KonnenTpauis ¢haykoHa30i1y B HIrTsax micis 4 micaiiB 3actocyBaHHS 150 Mr 1 pa3 Ha TUXK[EHb
craHoBuia 4,05 MKI/T y 3M0poBUX T0OPOBOJIBIIB Ta 1,8 MKT/T Ipu 3aXBOPIOBAHHSX HITTiB;
(byKOHa30J1 BU3Ha4YaBCs Y 3pa3Kax HirTiB yepes3 6 MiCAIIB IMicIs 3aBepIlleHHs Tepailil.

BiorpaHcdopmatiis.

®nykoHa3o0m1 MeTabomi3yeThCs He3HAYHOIO Mipoio. [Ipu BBefleHHi 103K, MideHOl PagioaKTUBHUMU
izoronamu, nuure 11 % ¢prykoHa307y €eKCKPEeTYEThCS 3 cedelo Y 3MiHeHOMY BUrnsami. dnykoHas3on €
nomipauM iHri6iTopoM izodpepmenTtie CYP2C9 ta CYP3A4, a TakK0XK IMOTYKHUM iHTiGiTOpOM
izopepmenty CYP2C19.

BuBenenns.

[lepion HaniBBUBeneHHS (GIyKOHA30JTy i3 Ia3Mu KpoBi cTaHOBUTH 61113bK0 30 rogus. Binmbina
YacTHHa IIpenapaTy BUBOOUTLCS HUPKaMu, mpudoMy 80 % BBeOeHOI 403U BUSBIISIETLCSA Y CEUi B
He3MiHeHOMY cTaHi. KiipeHc GpiyKoHa305y IponopLUiiHuy 00 KJlipeHCy KpeaTuHiHy. LIupKynongux
MeTaboIiTiB He BUSBIIEHO.

TpuBanuii nepion HamiBBUBEOEHHS IIpenapaTy 3 IJ1a3MH KPOBi Jla€ MOXKJIUBICTH pa30BOr0
3aCTOCYBaHHS IIpelapaTy [IpU BariHaJIbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaTy 1 pa3 Ha
TUXKIOEHb [IPY iHIINX [TOKa3aHHIX.

HupKoBa HEIOCTaTHICTE.

Y maiieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSAXKKOTO CTYIeHs (IIBUAKICTh KIy004KOBOi QinmbTpatii <
20 M11/xB) mepion HamiBBUBeAeHHS 30inbiryeThcs 3 30 rogus mo 98 ropun. ToMy wii KaTeropil
nalnieHTiB HeoOXigHO 3MEHINTH 103y PriyKoHa30my. ®IyKoHa307 BUAANIIETHCS MIITXOM IreMofiiai3y,
Ta MEHIIOK MipOI0 - IIJIIXOM IHTpallepuTOHeaIbHOro gianidy. CeaHC reMofiani3y TPpUBAiCTIO



3 romuHY 3HUXKYE PiBeHb (HIIYKOHA30I1y Y IJ1a3Mi KpoBi nmpubausHo Ha 50 %.

JlakTalris.

KonnenTpanil ¢prykoHa30iy y maa3Mi i MaTepuHCHKOMY MOJIOI BIIPOAOBXK 48 rofuH MiCsg IPUUOMY
omHOpPa30Boi fo3u 150 mr npenapaty [udaiokaH olLiHIOBaIHU ¥ X0Ai papMaKOKiHETUYHOTO
IOCTiAKEHHS 3a YYacTIO [eCATH XKIiHOK y Iepiofii TaKTallii, SKi TAMYacoBO a00 MOCTINHO IPUINHUIIN
TOMlyBaTU CBOiX HEMOBJIST IPYAI0. Y MaTEPUHCHEKOMY MOJIOI (hIyKOHA30JT BUSIBUIIU Y CEPENHil
KOHIeHTpalil npubnusno 98 % Big Toi, 1m0 Big3Hayanu y mna3Mi matepi. Yepes 5,2 rogux micnis
IIPUMOMY 03U CepenHs IIiKOBa KOHIIEHTpaLlisd Y MaTePUHCHKOMY MOJIOL CTaHOBUIa 2,61 Mr/m.
o6oBa mo3a (IyKOHa30Iy, OTpHMaHa HEMOBJISIM 3 MaTEPHHCHKOTO MOJIOKA (SIKIIO IPUUHSATH
CepenHe CIOXKMBaHHS Moyoka 3a 150 Mi/kr/moby), po3paxoBaHa Ha OCHOBI CEpegHbOI MiKOBOI
KOHIIEHTpaIlil y Moroiri, 1o gopiBHioe 0,39 Mr/kr/go0y, ctaHoBuTh mpubau3no 40 % Big mo3u,
PEKOMEH0BaHOI HOBOHAPOMXKEHUM (BiKOM < 2 TUXKHiB), ab0 13 % Bim mo3u, peKOMeHI0BaHO1
HEMOBJIITAM [JIsI JTIKyBaHHS KaHOUOO03Yy CIIM30BUX 000JIOHOK.

iTH.

IaHi 3 papmakokiHeTuKu Oynu ouiHeHi y 113 miTel mig yac 5 HOCHTimXKeHb: 2 HOCTiIXKEHHS pa30BOT0
3aCTOCYBaHHS, 2 MOCTiIXKEeHHS 0araTopa3oBOro 3aCTOCYBaHHS Ta 1 HOCIigKeHHS HEeJOHOIIeHUX
HOBOHAPOOXKEHUX.

[Ticns BBegeHHS 2-8 Mr/Kr (IyKoHa30Jy OiTAM BikoM Bif 9 micamnis fo 15 pokis AUC cTaHOBUTIA
6mu3bko 38 Mkr*rom/mit Ha 1 Mr/kr mo3u. [licis 6araTopa3oBoro 3aCTOCYBaHHS CepPeHil mepion
HaliBBUBEMEeHHS QIYKOHA30JTy i3 IyIa3Mu KPOBi BapitoBaBca Mix 15 Ta 18 rogunamu; 06’em
po3nopiny ctaHoBuB 880 Mii/Kr. BinbIn TpuBanIuy Mepiof HaliBBUBE[EHHS i3 JIa3MU KPOBi, 110
CTaHOBUB NMPUOMKU3HO 24 roguHu, OYB Micsg Pa30BOr0 3aCTOCYBaHHS (IIyKOHa301y. Llel mOKa3HUK €
CIIiBCTaBHUM 3 [IePiofoM HalliBBUBe#eHHS (IyKOHA30Iy i3 IIa3MU KPOBI MiC/Ig Pa30BOTO
3aCTOCYBaHHS 003U 3 MI/KT BHYTPIIITHbOBEHHO HiTSIM BikoM Bixg 11 mHiB mo 11 micsiiB. O6’em
PO3TOAiny y malfieHTiB 11i€l BiKOBOI rpynu CTaHOBUB 0/113bK0 950 MII/KT.

Iocsin 3acTocyBaHHS (GIYKOHA30Jy HOBOHAPOAXKEHUM 00MEXKYETHCSI (hapMaKOKiHETHYHUMU
OOCIIXKeHHIMHU 12 HeIOHOIIeHUX [iTel i3 TepMiHOM recTariil npu0nu3uo 28 TuxkHiB. CepenHii BiK
OUTHHY IPU BBEIEHHI IepIol o031 CTaHOBUB 24 roguuu (Bim 9 mo 36 roguH); cepemqHs Bara Ipu
HapomxkeHHi ctaHoBuna 900 r (Big 750 mo 1100 r). [Ins 7 malieHTiB IPOTOKOJ AOCTiAKEHHS 0yI10
BMKOHAHO. MakCHMyM 5 BHYTpPIITHbOBEHHUX iH €KIIiN (DITyKOHA30J1y ¥ 4031 6 MI/KT BBOOUIN KOXKHI
72 ropunu. CepeqHiil mepion HaMiBBUBENEeHHS CTaHOBUB 74 roguuu (44-185) B mepiuii feHsb, MOTIM
3uu3uBCca 0o 53 roguH (30-131) Ha 7-4 meHb Ta mo 47 (27-68) Ha 13-1 mens. [Inoia mig KpUBOIO
(Mr*rom/mn) cranoBuia 271 (173-385) B mepuuit meHs, 30inbmmtacs go 490 (292-734) Ha 7-# meHsb,
noTiMm 3Hu3unacs no 360 (167-566) Ha 13-it geHb. O6’eM po3nofiny (MJI/KT) CTAHOBUB

1183 (1070-1470) y nepiuii meHs, 30inbiryBaBcs go 1184 (510-2130) Ha 7-# meHb Ta [0

1328 (1040-1680) Ha 13-it meHb.

[NalieHTH JiTHHOT'O BiKYV.

dapMaKOKiHETUYHE JOCIiAKEeHHS IPOBOAWIMN 3a Y4acTIo 22 MallieHTiB (BiKOM Biff 65 pOKiB), sKi
3actocoByBanu 50 Mr ¢rykoHa301y repopanabHo. 10 maImieHTiB 0qHOYAaCHO 3aCTOCOBYBAJIM iyPETUKH.
Cax CTaHOBUNA 1,54 MKT/MJI Ta JocsAranacs IpoTsaroM 1,3 TOOUHY MicNs 3aCTOCYBaHHS (DIIyKOHA30MY.
Cepenns AUC cranoBuna 76,4+20,3 mrr*rog/min. CepenHiii mepion HamiBBuBefeHHs 46,2 rogunan. Li
(dapMaKOKiHeTUYHI TOKa3HUKHU € BUIIMMHU ITOPIiBHSHO i3 aHAJIOTIYHUMY ¥ 300POBUX NOOPOBOJIBIIIB



MoJ104II0r0 BiKy. OgHOYACHe 3aCTOCYBaHHS [iypeTUKIB He MaJio 3HayHoro BmiuBy Ha C,,, Ta AUC.
Takox KiipeHC KpeaTuHiHy (74 MI1/XB), BifCOTOK (pJIyKOHA30I1y, 110 eKCKPETYBaBCH i3 cevelo y
He3MiHeHOMY Burnafi (0-24 ropuny, 22 %), Ta HUPKOBUM KilipeHC prykorasomny (0,124 mn/XB/KT) y
NAIli€HTIB [aHOl BiKOBOL Ipyny OyNy HUKYKUMU, HiXK aHAIOTi4Hi TOKA3HUKHU Y MOJIOAIINX
no6poBosbiiB. ToMy 3MiHKM (hapMaKOKiHETHKH Yy MAIli€HTIB JIITHHOT'O BiKy OUYE€BUIHO 3ajieXkaTh Bif
napaMeTpiB (pyHKI HUPOK.

Kniniuni xapakKTepuCTHKH.
Iloka3aHnHs.

Iudmokan® MoKa3aHMH A7 JIKyBaHHA TaKMX PUOKOBUX iHQEKIiH y MOPOCIMX (IUB. PO3MiT
«®apMaKoouHaMiKa»):

- KPUIITOKOKOBUM MEHIHTIT (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»);
- KOKIMIioimo3 (ouB. po3min «Oco0MMBOCTi 3aCTOCYBaHHS »);
- iHBA3UBHI KaHOUOO3U;

- KaHOU03M CIU30BUX 000JIOHOK, BKJII0UAI0YM KaHOWA03 POTOTJIOTKY Ta KaHAU03 CTPABOXOLY,
KaHOUOYPist, XpOHIYHUN KAaHOUOO03 LIKipH i CTU30BUX 000JI0OHOK;

- XpOHIYHUY aTPo(iuHNM KaHAUI03 POTOBOI MOPOXKHUHYU (KaHAUL03, CIPUYNHEHNN BUKOPUCTAHHIM
3yOHUX NPOTE3iB) Ipu Hee(PEeKTUBHOCTI TirieHN POTOBOI MOPOXKHUHU ab0 MiCIleBOl Teparil;

- BariHaJIbHUM KaHOUO03, TOCTPUM UM PELMOYWBHUM, KOIM MiCIleBa Tepallis He € AOILiIbHOIO;
- KaHOUOOo3HUY 0allaHiT, KOIU MiclieBa Tepallis He € HOLiNTbHOIO;

- IepMaTOMiKO3H, BKJIIOYalO4¥ MiK03 CTOI, MiK03 TJIafeHbKOI IITKipH, TTaX0BUH HePMaTOMIKO3,
pisHOOapBHUY NHIall Ta KAHAWOO3HI iHQEKIIi] IKipy, KoMK T0Ka3aHO 3aCTOCOBYBATU CUCTEMHY
Tepariio;

- mepMaTo(iTHUI OHIXOMiK03, KOJIM 3aCTOCYBaHHS iHIIKX JIIKAPCHKUX 3aC00iB HE € JOLITbHUM.
Iudmokan”® moKa3aHWi A4 TPOoQiTaKTHKK TaKKMX 3aXBOPIOBAHb y NOPOCIHUX, IK:
- PELUOUB KPUIITOKOKOBOTO MEHIHTITY Y IAI[iEHTIB 3 BUCOKMM PU3UKOM HOTO PO3BUTKY;

- peluauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOoay y malieHTiB 3 BIJI 3 BUCOKMM PU3UKOM MOT0
PO3BUTKY;

- 71 3HUKEHHS YaCTOTHU PEIUANBIB BariHaIbHOT0 KaHAUI03Y (4 abo Ginmble BUMAAKX Ha Pik);

- npodinakTUKa KaHOIWOO3HUX iHGEKIIN y MaI[i€HTiB i3 TPUBaIIO HEUTPOIEHI€I0 (HanpuKiaf,
TIAIiEHTIB 3i 37T0KiCHUMH 3aXBOPIOBAHHSIMM KPOBI, SIKi OTPUMYIOTh XiMioTepariio abo nalieHTiB mpu
TPaHCIIaHTallil TeMOMIOEeTUYHUX CTOBOYPOBUX KIiTHH) (OUB. po3min «®apMaKoIoTiyHi BIaCTUBOCTI.
dapmakoguHaMiKa»).

,]:[I/I(I)J'IIOKaH@) TIOKa3aHUM MiTIM AJIS JTiKyBaHHS KaHAUA03iB CIIM30BUX 000JI0HOK (KaHIUI03
POTOTJIOTKY, KAHAUA03 CTPAaBOXOAY), iHBa3MBHUX KaHAU03iB, KPUIITOKOKOBOI'O MEHIHTITY Ta AJIs



npodilakTUKY KaHAUA03HUX iH(DEKIiN y MallieHTiB 3i 3HUXKEHUM iMyHiTeTOM. [IpemnapaT MoXKHa
3aCTOCOBYBATH SIK MiATPUMYyBabHy Tepalito [jis IonepenkeHHs PelUuaIuBY KPUITOKOKOBOIO
MEHIHTITY Y #iTel i3 BUCOKMM PU3UKOM HOT'0 PO3BUTKY (AUB. Po3ain «OcoO6NMMBOCTI 3aCTOCYBAaHHT»).

3aCcTOCOBYBATH JIiIKapChKUM 3aci® y ¢popMi Karcyn il KaTeropii marieHTiB MoXKHa TOMi, KOIH OiTH
3maTHi 6e3MeYHO IIPOKOBTHYTHU KAICYJly, IO 3a3BUYai € MOXKJIMBUM Y Billi Bif 5 POKiB.

Teparmito npenapaToMm [Judmokan® MoXHa PO3MOYMHATH N0 OTPUMAHHS PE3y/IbTaTiB KyJIbTypalbHUX
Ta iHMKX 1a00paTOPHUX JOCTiAXKEeHb; OOHAK ITiCJIsT OTPUMAHHS Pe3yJIbTaTiB IPOTUIHGEKIHHY
Tepariio CJIil CKOPUT'yBaTHU BiIIOBIAHUM YUHOM.

IIpomunoka3aHHsi.

- T'inepuyTnuBicTh 70 GIyKOHA30JTy, iHIINX a30IbHUX CIIONYK a00 H0 OyOb-SKOI 3 OTIOMiXKHUX
PEeYOoBUH IIperaparTy, 3a3HayeHux B po3fini «Ckian».

- OgHOYacHe 3aCToCyBaHHS (HIIyKOHA30/Iy Ta TeppeHaguHy nali€eHTaM, SKi 3aCTOCOBYIOTh
¢bnykoHa3o1n 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3ybTaTaMu JOCIiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (QIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC00iB, III0 TOIOBKYIOThH iHTEpPBA
QT ta meTtabomizyoTbcs 3a gonoMoroio hepmenty CYP3A4 (Hanpukiap U3anpuay, acTeMi3ony,
miMO3UY, XiHIAUHY Ta epUTPOMIIIMHY) (OuB. po3minu «Oco0IMBOCTI 3aCTOCYBaHHA» Ta «B3aemofis 3
iHIMMMY TiKapChKUMU 3ac00aMu Ta iHIII BUOU B3aEMOMIl»).

B3aemodia 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

HQOTI/IHOKa3aHO CyMiCHe 3aCTOCYBaHHA @J’IyKOHHBOHy Ta HUXKYE3a3HaYEeHNX HiKaQCBKI/IX 3aco06iB.

Iuzanpu0: OBiKOMIIIOCS IPO PO3BUTOK MOGIYHUX peakiiiii 3 60Ky ceplisd, Y TOMY YHKCIIi IIPO
IIapOKCU3MaJIbHY LIIIYHOUYKOBY TaxikKaphiio TUIY «IIipyeT» y Malli€HTiB, Ki ODHOYACHO 3aCTOCOBYBAJIU
bnykoHa301 Ta nu3anpun. KoHTponboBaHe JOCTIgXXKEHHS IPOOEeMOHCTPYBAJIO, [0 ONHOYaCHe
3actocyBaHHS 200 Mr drykoHazony 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha f00y ITPU3BOIUIIO
[0 3HAYHOI'0 MiABUINEHHS PiBHA LIU3alpUAy V IJIa3Mi KPOBi Ta 00 MogoBxKeHHS iHTepBany QT.
OpHoYacHe 3aCTOCyBaHHS (HTyKOHA30Jly Ta LKA3alpPHUAY IPOTUIIOKa3aHe (IUB. PO3Mi
«IIpoTunoka3anusa»).

TeppeHalOuH: Yepe3 BUMAKU PO3BUTKY TAKKUX CEPLIEBUX apUTMil, CHPUYNHEHNX OJ0BKEHHIM
inTepBany QTc, y malfieHTiB, sKi 3aCTOCOBYBaH a30JIbHi TPOTUTPUOKOBI NTiKapchKi 3aco6u OIHOYACHO
3 TepdheHaguHOM, OyIM MPOBEEH] MOCTiIKeHHs B3a€MO/Iil ITUX IIperaparTiB. Y X0fi 0qHOTO
IOCTiAKEeHHS IIPU 3aCTOCYBaHHi GiyKoHa3ony y mo3i 200 Mr Ha o6y He Oys10 BUSIBIIEHO ITOMOBXKEHHS
inTepBany QTc. [HIIe gocHifXKeHH IPU 3aCTOCyBaHHI GIyKoHa3o01y y go3ax 400 mr ta 800 Mr Ha
o0y MpoeMOHCTPYBAJIO, II0 3aCTOCYBaHHS GIyKoHa301y y fo3ax 400 mr Ha foOy abo Bullle 3HaYHO
IiABUINY€E PiBEHb TeppeHafuHy y IIJIa3Mi KpOBi IPU OGHOYACHOMY 3aCTOCYBaHHI IIUX IpelaparTis.
CywmicHe 3acTtocyBaHHS (iykoHa3ony y mo3ax 400 mr a6o Buille 3 TepdheHaAUHOM IPOTUIIOKA3aHE
(muB. po3min «IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHi QryKoHa3omy y mo3ax Hux4e 400 mMr Ha mo0y
OJIHOYaCHO 3 TepheHaguHOM CIIi[i IPOBOAUTHU PETENIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmemi30.: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JTy Ta aCTeMi30JIy MOXKe 3MEHIIUTH KITipeHC



actemizony. CnpuurHeHe UM IiABUIIEHHS KOHIIEHTpAllil acTeMi30/Ty y Iy1a3Mi KpoBi Moxke
IIPU3BECTH [0 MTOAoBKeHH iHTepBany QT Ta y pigKicCHUX BUIIaiKaX - [0 TapOKCU3MaIbHOI
IIUTYHOYKOBOI TaxXikappil Tuny «mipyet». OgHO4YaCHEe 3aCTOCYyBaHHS (IYKOHA30Jly Ta aCTEMi30y
IIPOTUIIOKAa3aHe (OuB. po3min «IIpoTUIOKa3aHHSI»).

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCyBaHHS (PIIyKOHA30/1y Ta mimMo3uny abo xiHiguHYy MoXKe
IPU3BOUTHU [I0 IPUTHIUeHHS MeTaboi3My miMo3uny abo XiHifKWHYy, X04a BiATIOBIGHUX OOCIigXKEHb in
vitro Ta in vivo He poBoauiK. ITifBUIIIEeHHS KOHIIEHTpalii miMo3uay ado XiHiguHy y m1a3Mi KpoBi
MOXKe CIIPUYMHATH NogoBkKeHHS iHTepBany QT Ta y pifKicHUX BUNlagKaX MPHU3BOAUTH [0 PO3BUTKY
IapOKCU3MaJIbHOI IITyHOYKOBOI TaxiKapfil Tumly «mipyeT». OgHOYacHe 3aCTOCYBaHHSA (PIIyKOHA30Jy
Ta miMo3uny abo XiHimuHYy NpoTUNOKa3aHe (OUB. po3min «[IpoTUNIOKA3aHHS»).

EpumpomilyuH: omHOYaCHE 3aCTOCYBaHHSI ePUTPOMILIMHY Ta (HITYKOHA30JIy MOXKE IIPU3BOIUTH [I0
IiABUIIIEHHS PU3UKY PO3BUTKY KapoiOTOKCUYHOCTI (mogoBxkeHHs iHTepBany QT, mapokcu3ManbHa
IIIyHOYKOBA TaXiKappisd TUILY «IipyeT») Ta, K HaCJifoK, OO PallTOBOl CePIeBOl CMEPTI.
3acTocyBaHHs KOMOiHaIlil IUX TiKapchKUX 3ac06iB MpOoTUIIOKa3aHe (OuB. po3min «[IpoTUoKa3aHHSI»).

He PEKOMEHIOVETHECA ONHOYACHE 3aCTOCYBAHHA ghnyKOHasony Ta HUKYE€3d3HAaYEHUX J'IiKaQCbKI/IX

3aco0iB.

I'anopaHmpuH: GIyKOHA30I MOXKe CIPUYMHUTH MiABUIIEHHS KOHI[EHTpalil rajo@aHTpuHy y Iaa3Mi
KpOBi 3a paxyHOK npurHiuenHs CYP3A4. OpHoyacHe 3aCTOCYBaHHS LIUX JIiIKAPCHKUX 3aC00iB MoXKe
IPU3BONUTHU [0 MiIBUILIEHHS PU3UKY PO3BUTKY KapHiOTOKCUYHOCTI (momoBxkeHHS iHnTepBany QT,
apoKcu3MaJlibHa IITyHOYKOBa TaxiKappid TUIy «IIipyeT») Ta, sIK HaCJigoK, IO PalnToBOl CEPIeBOl
cMeprti. Crtig yHHKATH 3aCTOCYBaHHS KOMOiHaIIil X TiKapchKux 3aco6iB (muB. po3min «OcobnmuBoCTi
3aCTOCYBaHHS»).

CyMicHe 3acTOCYyBaHHS (DITYKOHA30AY Ta HUKYe3a3HaYeHUX JIIKapChbKUX 3ac00iB BUMarae
00ePEeKHOCTI.

AmioOapoH: ogHOYACHE 3aCTOCyBaHHS (HITyKOHA30J1y 3 aMioflapOHOM MOXKe IIPU3BECTHU J0
nopmoBxkeHHs iHTepBany QT. ®nykKoHa307 ciIif 3 06epeKHICTIO 3aCTOCOBYBATH Pa3oM 3 aMiOflapoOHOM,
0co0/IMBO y pa3i npu3HaueHHs BUCOKOI 103U ¢iyKoHa3oiy (800 mr).

CyMicHe 3acToCyBaHHS (DIIYKOHA301Y Ta HUKYe3a3HaYeHUX JIIKapChbKUX 3ac00iB BUMarae
00€epeKHOCTi Ta KOPUTYBAHHS NO3H.

- Bnaue iHwux sikapcvKux 3acobis Ha payKoHA3041.

HocmigxeHHST B3aEMOil MPOAEMOHCTPYBaJIH, 0 TepopajibHe 3aCTOCYBaHHS (PIYKOHA30ITy
OJHOYACHO i3 BXKMBaHHSIM 1XKi, IPUAOMOM IUMETHUIUHY, aHTALUIB ab0 TOaIbIINM ONPOMiHEHHSIM
yCBOTO TiJla [ IIepecagku KiCTKOBOTO MO3KY He Ma€ KJIiHiYHO 3HaYyI[OT0 BILIMBY Ha abcopOILiio
byKoHa3011y.

PugpamniyuH: ogHOYaCHE 3aCTOCYBaHHS (PIIyKOHA30JIy Ta pAU(PaMIiuHy IPU3BOAUIIO 0 3HUXKEHHSI
AUC =a 25 % Ta ckOopouyBaJio Iepiof HamiBBUBe#eHHS GiyKoHa3oiy Ha 20 %. ToMmy 01 malji€eHTis,
SKi 3aCTOCOBYIOTh PUGAMITILIVH, CNTif PO3TISHYTHA OOUiNbHICTh MigBUIIEHHS N03U (DIIyKOHA3O0MY.

I'idpoxs1opomia3ud: y HocHifXxeHHi (hapMaKOKiHEeTUYHOI B3a€MOfIil omHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TipPOXJIOPOTia3uay 300POBUM JOOPOBOJIBISM, SIKi OTPUMYBaIH (GIIyKOHA30]I,
IiABUINYBAJIO KOHIIEHTPALi0 (IyKOHa305y v Iwia3Mi Kposi Ha 40 %. Taki mapameTpu B3a€eMofil He
BAMaraloTh 3MiH y peXHMi J03yBaHHS (IyKOHA30J1y [AJIS MAIli€HTiB, IKi OHOYACHO OTPUMYIOTh
cedorinHi 3acobu.



- Bnaue ¢paykoHaszony Ha iHwi aikapcvki 3acobu.

®nykoHa3on € noMmipauM iHriditopom muroxpomy P450 (CYP) isodepmenty 2C9 Ta 3A4. ®nyKoHa301
€ IOTyXHUM iHTiOiTOpoM i3odpepmenty CYP2C19. Ha momaToK o CIIOCTepeXyBaHUX/MOKYMEHTAJIBHO
MigTBepAKEeHUX B3a€MOIiH, 1[0 ONMKUCAaHi HUXKYe, IPU OOJHOYACHOMY 3aCTOCYyBaHHi 3 (GIIyKOHA30JI0M
icHye pU3MK MigBUINEHHS Yy MJIa3Mi KPOBi KOHIIEHTPAIIiM iHIIKMX CIIONYK, 110 MeTaboTi3yI0ThCs
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOoCOBYBaTH TakKi KoMGiHallii mpenapatiB ciif 3
00epexkHiCTIO; IpX LIbOMY HeoOXiTHO PeTebHO CIIOCTEpiraT 3a CTAaHOM MallieHTiB. [IpurHiyyBaibHa
mist hryKoHa3omy Ha pepMeHTH 36epiraeTbcs IPoTsaroM 4-5 {id micis Woro 3aCcTOCyBaHHS y 3B'S3KY 3
10r0 TPHBAJIUM MEPiOgOM HalliBBUBEOEHHS (AUB. po3min «[IpoTunokasaHHI»).

Anv(peHmania: Tig 9ac OMHOYACHOTO 3aCTOCYBaHHS anbdeHTaHiny y mo3i 20 MKT/KT Ta GIyKoHa30I1y
y mo3i 400 Mr 3mopoBUM JOOPOBOJIBIIM CIIOCTEpiramocst gBokpaTHe 30inbiennss AUC,,, MOXKIUBO
yepe3 inribysanusg CYP3A4. Moxe 6yTu HeoOXigHMM KOPUTYBaHHS 003U albPeHTaHiny.

Amimpunmusin, HopmpunmuJiH: GJIYKOHA30J IOCUJIIIOE Iif0 aMiTPUNTUIIIHY Ta HOPTPUNITUIIIHY.
PekoMeHIy€eThCSI BUMIPIOBAaTH KOHIIEHTpAllil 5-HOPTPUNITUIIIHY Ta/a00 S-aMiTPpUNITHIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Tepartlii Ta 4epe3 1 THXKOeHb. Y pa3i HeoOXigHOCTI CIlif BiAKOPUTYBaTH 03y
aMITPUITUIIHY/HOPTPULITUIIIHY .

AmpomepuuuH B: ogHOYaCHe 3aCTOCYyBaHHS (IIyKOHA30/y Ta ampomepuuuHy B indikoBaHUM
MUIIIaM i3 HOpMaJIbHUM IMyHITETOM Ta iH()iKOBaHUM MUIIaM 3i 3HUKEHUM iMyHITETOM Jao Taki
pe3yNIbTaTh: HEBEIMKUY agUTUBHUYN NTPOTUTPUOKOBUY eeKT mpu cucTeMHil indekuii C. albicans,
BiICyTHICTh B3a€MO{Iil IpU BHYTPiIHbOUEPeNHil iHdeKIil Cryptococcus neoformans Ta aHTaroHi3M
[IBOX TIpeTaparTiB Ipu cUCTeMHil iHbekIil Aspergillus fumigatus. KrniHiuHe 3HaueHHS pe3yJIbTaTiB,
OTPUMAaHUX Y XO[l LKX AOCIiAXKEHb, HEBIOME.

AHmMuKoaz2yaaHmMu: SK i Ipu 3aCTOCYBaHHi iHIINX a30/IbHUX IIPOTUTPHOKOBHX 3ac00iB, Ipu
OJHOYaCHOMY 3aCTOCYyBaHHi (IyKOHa30Jy Ta BappaprHy IMOBiJOMIISIIOCS PO BUMIAKHA PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOI KPOBOTEUi, MIYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypii Ta MeJeHU) y
TOEIHAHHI 3 TOJOBXKEHHSIM ITPOTPOMOiIHOBOTO Yacy. IIpu ogHOYaCHOMY 3aCTOCyBaHHI (PIyKoHA30/Iy
Ta BapbapuHy CIoCcTepiraaocs: JBOKpaTHE MigBUIEHHS MPOTPOMOiHOBOI0 Yacy, UMOBIPHO, BHACIIOK
npurHidyeHHs MeTtaboniaMy Baphapuny yepe3 CYP2C9. Crig peTenbHO KOHTPOTIOBATH
IpOoTPoMOiIHOBHI YacC y MAalli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYISIHTA ab0
inganenion. Moxe 6yTu HEOOXiIHOI0 KOPEKIIiS HO3U aHTUKOATYIISHTY.

Bben3odiazeniHu kopomkoi 0ii, Hanpuk.aad Mida3oaam, mpuasonam: Tpu3HadeHHs GIyKOHa30Iy
iCJIst TepOPaIbHOI0 3aCTOCYBAHHS Miga3ojamMy MPU3BOAKUIIO OO0 3HAYHOTO IMigBUIIIEHHS KOHIIEHTpAIlil
Miga3ojiaMy Ta 0O MOCUIEHHS IICUXOMOTOPHUX edekTiB. OmHOYaCHe 3aCTOCYBaHHS (PIIYKOHA30Iy V
no3i 200 Mr Ta mMifgasonaMy y [o3i 7,5 Mr nmepopaibHO Ipu3Boauso oo nigsuitneHHs AUC Ta mepiony
HalliBBUBEJEeHHS Miga3oaMy y 3,7 Ta 2,2 pa3a BifNIOBiAHO. 3aCTOCYBaHHS (PIyKOHA30IY y A0O3i

200 Mr/mo0y Ta 0,25 Mr TpuasonaMy IepopaibHO Mpu3Boauio po nigsuinerHs AUC Ta nepiogy
HalliBBUBEJeHHS Tprualonamy y 4,4 Ta 2,3 pa3a BignosigHo. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI
(bITyKOHA30I1y Ta Tpra3ojlaMy CIOCTepiranocs MOTEHIIIOBaHHS Ta MIPOJIOHTallis edeKTiB TpHa3olaMy.
ZAKI10 malieHTy, IKAM TPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3emiHaMu, 103y OCTAHHIX CJTiff 3MEHIIIUTH Ta BCTAHOBUTH HaJIeKHUM HaTJISA[ 3a
CTaHOM IIallieHTa.

Kapbama3zeniH: prmykoHa301 npurHiuye Mmetabosi3aM kapOaMa3zelliny Ta CIPUYUHSIE MigBUAIIEHHS
piBHS KapbaMaseniny B cupoBaTiii KpoBi Ha 30 %. IcHye pu3uK pO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
Kap6aMaseniny. Moxe OyTy HeoOXiIHUM KOPUTYBaHHS 103U KapbaMaseniHy 3a7ekHO Bifi piBHS #0r0
KOHIIEHTpAIlil Ta il mpemapary.



biokamopu kaavuiesux KaHaaie: mesiki aHTaroHiCTY Kanbliio (Hipegumin, icpaguilid, aMJIOOUIliH Ta
dbenonurin) metabomidywoThcst pepmernToMm CYP3A4. ®nyKoHA30IT MOTEHIIHHO MOXKe MiIBUIITYBATH
CHUCTEMHY eKCII03HIIit0 OI0KaTOPiB Ka/IbIliEBUX KaHaliB. PEKOMEHIOBaHUYN PETEIbHUN MOHITOPUHT
010 PO3BUTKY NOOIYHUX peakIli.

Llenekokcub: mpu OMHOYACHOMY 3aCTOCyBaHHi (iykoHa3oimy (200 Mr Ha go0y) Ta 1e/IeKOKCHOy

(200 mr) C,,,Ta AUC nenekokcu6y mippuiiryBanucs Ha 68 % ta 134 % BigmosigHo. [Ipu ogHOYacHOMY
3aCTOCYBaHHI 1e1eKoKcuOy Ta GryKoHa3051y Moxke OyTH HeOOXigHUM 3MEHIIeHHS 103U IeJIeKOKCHOY
BABiui.

Huxkaogpocpamio: ogHOIACHE 3aCTOCYyBaHHS IuKIodochaminy Ta GIyKoOHA30/Iy IPU3BOLUTH O
migBUIeHHS PiBHS OinipyOiHy Ta KpeaTUHIHY B cupoBaTii KpoBi. 1li mpenapaTu MoxHa
3aCTOCOBYBATH OJHOYACHO, 3BaXKal0uy Ha PU3MK IIiIBUILIEHHS KOHIIeHTpallil 6inipybiny Ta
KpeaTUHIHY B CUPOBATILi KPOBI.

®eHmaHi: OBiIOMIISINIOCS IIPO ONMH JIeTaIbHUM BUIIAMOK iHTOKCHKAIlil peHTaHiToM BHACITIOOK
MOXKJIMBOI B3aeMopii peHTaHiny Ta ¢hayKoHa3omy. [Jo TOTo X ¥ OOCTigKeHHi 3a y4acTio 3T0POBUX
no6poBOIBLIIB OYJI0 IPOAEMOHCTPOBAHO, 110 (PIYKOHA30JI 3HAYHO YIIOBIIbHIOBAB eJIiMiHallio
denTaniny. [TigBuiieHHS KOHIIEHTPallil PeHTaHiTy MoXkKe MPU3BECTU [0 IPUTHIYEHHS QUXaHHS, TOMY
CJIi[l peTeIbHO KOHTPOJIIOBATH CTAH MallieHTa. Moxe OyTH HeoOXimHO KOPEeKIlis mo3u GeHTaHiy.

IH2i6imopu I'MI-KoA-pedykmasu: cyMicHe 3acTOCyBaHHS (IyKOHa301y Ta iuribitropis I'MI-KoA-
penykTasH, 1mo Metabonizyiotecss CYP3A4 (aTopBacTaTUH Ta CUMBACcTaTHH), abo iHTriGiTopiB ['MTI-
KoA-pemykTa3sy, mo metabomnizyiotscs CYP2C9 (drmyBacTaTuH), MiABUIIYE PU3UK PO3BUTKY MiomaTii
ta pabgomionisy. ¥ pa3i Heo6xigHOCTI 0HHOYACHOTO 3aCTOCYBaHHS LIMX MpelapaTiB CHifl peTeabHO
CIIOCTEpIiraTH 3a NallieHTOM IIIO0 BUHMKHEHHS CHMIITOMIB Miomartii Ta pabmomiosidy i mpoBoguTH
MOHITOPHUHT PiBHSI KpeaTWHKiHA3M. Y pa3i 3HAYHOTO MiBUINIEHHS PiBHA KpeaTUHKIHA3HM, a TAKOX IIPHU
miarHocTyBaHHi a0o migo3pi Ha MiomaTio/pabmomiosni3 3acTocyBanHs iHribiTopiB 'MI-KoA-penykTasu
CJIiJl IPUIIUHUTH.

I6pumuHni6: momipHi inribitopu CYP3A4, Taki gk prykoHa3071, MigBUIIYIOTh KOHLIEHTPALIil0
i6puTHHIOy B 1y1a3Mi Ta MOXKYTb IiIBULIYBaTU PU3UK TOKCUYHOCTI. SIKIII0 HEMOXKIIUBO YHUKHYTH
KoMOiHallii mpemaparis, MOTpPi6HO 3HM3UTH 003y i6puTHHIOY Ho 280 Mr ofguH pa3 Ha [00y (2 Kamcynu)
3 METOI0 IPOJOBKEHHS 3aCTOCYBaHHS iHTi0iTOpy Ta 3a0e3MeYUuTH MOCTINHNM KITiIHIYHUYA MOHITOPUHT.

Isakagpmop: omHOYACHe 3aCTOCYBaHHS iBakKahTOPY, peryasTopa TpaHCMeMOpaHHOI MPOBiAHOCTI pu
mykoBiciumo3si (CFTR), 30inbiuso ekcno3utiio iBakahTopy B 3 pa3u Ta eKCIIO3HUIIi0
rinpokcumetuniBakadtopy (M1) y 1,9 pasa. IlamieHTam, SKi 0HIHOYACHO IPUKUMAIOTh IIOMipHi
inri6iTopu CYP3A, Taki gk pryKoHa30J1 Ta EpUTPOMIIIMH, PEKOMEHIOBAHO 3HU3UTH 03y iBaKahTOpy
no 150 mMr omuH pa3 Ha go0y.

Osanapub6: nomipHi inribitopu CYP3A4, Taki gk ¢rmykoHa3o71, 30ibLUIyIOTE 1J1a3MOBi KOHIIEHTPAIlil
onanapu0y; iX OmHOYaCHe 3aCTOCYBAHHS He PEKOMEHAYETHCS. AKII0 Takol KoMOiHaIlil He MOXKHa
YHUKHYTH, IPUHOM oJlantapuly o0MexyioTh go3amu 200 Mr gBiui Ha m00y.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaimMyc, CUPOAIMYC i MAKPOAiMYC).

IuxkaocnopuH: GprnykKoHa30J 3HAUHO HigBumye KoHUeHTpalito Ta AUC nuknocnopusny. [lpu
OOHOYACHOMY 3acTocyBaHHi (prykoHasomny y no3i 200 Mr/moly Ta HUKIOCIOPUHY Y 003i

2,7 mr/kr/moby cnoctepiranmocs 36inpmenns AUC muknocnopuny y 1,8 pasa. Li mpemapatu MoxkHa
3aCTOCOBYBaTH OJHOYACHO 3a YMOBU 3MEHIIEHHS NO3U LUKIIOCIIOPUHY 3aJIe3XHO Bifj HOT0
KOHIIEHTpAIIil.



Esepoaimyc: Xo4a [OCTiIXKeHb in Vitro Ta in vivo He TPOBOIUIIH, BioMO, 1110 (PIIyKOHA30JI MOXKE
MigBUIIYBATU KOHLIEHTPALIiI0 €eBepOIiMyCy B CUPOBATLi KpOBi yepe3 npurdivenss CYP3A4.

Cuposimyc: hbIyKoHA30/ MiABUIY€E KOHIIEHTPAIil0 CUPOIIMYCY y IIJIla3Mi KPOBi, UMOBIpHO, IIJIIXOM
IpPUTHiYeHHS MeTaboniamy cuponimycy pepmentom CYP3A4 ta P-ruikonpoTeinom. i npenapatu
MOXKHa 3aCTOCOBYBaTU OJHOYACHO 3a YMOBY KOPUT'YBaHHS [O3U CHUPOJIIMYCY 3aJIe’KHO Bifj PiBHSA
KOHIIEHTpallil Ta eeKTiB Ipemnapary.

Takpoaimyc: GpIyKoHA307 MOXKe IMigBUAITYBaTH KOHIIEHTpPAIlil TAKPOJIIiMyCy B CHPOBATIII KPOBi IO

5 pasiB 1pu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NMPUTHiUeHHS MeTaboIi3My TaKpomimMycy
dbepmenTom CYP3A4 y kumieyHuky. IIpu BHyTPIIIHEOBEHHOMY 3aCTOCYBaHHI TAaKpPOIIMYCYy He
CIIOCTEpIranocs 3HaYHUX 3MiH apMaKoKiHeTHKH. [TifBullleHi piBHI TaKPOJIiMyCy acoIlilol0ThCA i3
He(POTOKCUYHICTIO. [103y TAaKpONIiMyCy A5l IEpOpaJbHOr0 3aCTOCYBaHHS CIIif 3HUKYBaTH 3aJIeXKHO
BiJ] KOHIIEHTpAIlil TAaKPOJIMyCYy.

JIozapman: pryKoHa30/1 IPUTHIYYE MeTab01i3M J103apTaHy [0 Horo akTuBHOro MeTabosity (E-31 74),
1110 00YMOBJTIOE OiNbINTY YaCTUHY aHTAroOHi3My IO pelenTopiB aHrioTeH3uny II mig yac 3acTocyBaHHS
Jlo3apTaHy. PeKoMeH0BaHO 31MCHIOBATU IIOCTIMHUN MOHITOPUHT apTepiaJibHOr0 TUCKY Y Ialll€HTiB.

MemadoH: GnyKoHa30J MOXKe IMifBUIyBaTH KOHIIEHTPALlil0 METalOHY ¥ CUPOBaTLi KPoBi. [1pu
OJHOYaCHOMY 3aCTOCYBaHHi MeTaioHy Ta (GIYKOHA30/1y Moxke 0yTH HeoOXimHMM KOPUTYBaHHS 03U
MeTafoHy.

HecmepoidHi npomu3danaavHi npenapamu (HI13I1): ipu 0gHOYaCHOMY 3aCTOCYyBaHHI 3 (DJIyKOHA30JI0M
C,x Ta AUC drypOinpodeny migsuiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIiBHSIHO 3 BiANOBIAHUMU
IIOKa3HWKaMU IIPU 3aCTOCYBaHHi Tinbku ¢Gypbinpodeny. AHaNOTiYHO IPYU OMHOYaCHOMY
3acTocyBaHHi (prryKoHa3omny 3 pauemignuM ibynpodenom (400 mr) C,., Ta AUC apmakoiorivao
aKTHBHOTrO i3oMepy S-( )-ibynpodeny migsuinyBanmucs Ha 15 % Ta 82 % BigmoBigHO, MOPiBHAHO 3
TAKMMHM ITOKAa3HUKAMU IIPU 3aCTOCYBaHHI TiTbKYM palleMiuHoro i0ympodeHy.

Xoua crelianbHUX JOCTiIXKEeHb He TPOBOAUIIH, (IYKOHA30JT MOXKE IMiJBUIIyBATH CUCTEMHY
ekcno3utito inmmx HIT3I1, mo MeTtabonisyiotbcss CYP2C9 (Hanpukian HalPpOKCEHY, IOPHOKCHKaMY,
MeJIOKCUKaMy, TuKiodeHaky). PeKOMeHI0BaHO MEPIOJUYHO 3MiCHIOBATH MOHITOPUHT IMOOIYHUX
peaxliiii Ta TOKCUYHUX IIPOSIBiB, 1MOB a3auux i3 HII3I1. Moxe OyTu noTpibHe KOPUTYBaHHS 03U
HIT3TI.

®eHimoiH: HIyKoHA30I MPUTHiUye MeTaboi3M GeHiToiny B nevinii. OqHo4acHe 6araTopa3oBe
3actocyBaHHS 200 MT driykoHa3omy Ta 250 Mr ¢GeHiTOIHy BHYTPIIIHHOBEHHO NIPHU3BOAUTE 10
nigsuiienHs AUC,, beniToiny Ha 75 % Ta C,,,Ha 128 %. IIpu omHOYaCHOMY 3aCTOCYBaHHI IIUX
JiKapChKUX 3aco0iB CITifl MPOBOOUTH MOHITOPUHT KOHIIEHTpalii GeHiTOIHY Yy CHpOBaTIli KPOBi OIs
YHUKHEHHS PO3BUTKY TOKCHYHOI [iii HeHiToIHy.

ITpedHi30H: IOBIIOMIISIIOCS IIPO BUIIAOK, KOIM Y MallieHTa IicJig TpaHCIJIaHTallil MeYiHKy Ha TJIi
3aCTOCYBaHHS IPEOHI30HY PO3BUHYJIaCd roCcTpa HEOOCTAaTHICTh KOPY HaHUPKOBUX 34103, 110
BHMHUKJIA iCJISI IPUIIMHEHHS TPUMICIYHOTO KypCy Teparil ¢piayKoHa3010M. [IpunuHeHHS
3aCTOCyBaHHS (DITyKOHA30J1y, UMOBIPHO, CIIPUYMHNIIIO TOCHIeHHS akTUBHOCTI CYP3A4, 110 npussesno
[0 IPUCKOPeHHs MeTabomi3My npegHi3ony. CIil peTeabHO CTEXUTH 3a HalliEHTaMH, SKi IPOTIToM
TPUBAJIOTO YacCy OOHOYACHO 3aCTOCOBYIOTh (DIIYKOHA301 Ta MPEgHi30H, 3 METOI0 IOIepeakKeHHS
PO3BUTKY HeO0CMAamHoCcmi Kopu HagHUPKOBUX 3aJ103 IIiCJISI IPUNMHEHHS 3aCTOCYBaHHS
bnyKoHa301y.

PugabymuH: GpryKoHa30 MiABUIIYE KOHIIEHTPAIi0 prudabyTUHY B CHPOBATII KPOBI, IO IIPU3BOAUTD



no 36inbmenHs AUC pudabytuny mo 80 %. [Ipu ogHOYacHOMY 3aCTOCYBaHHI (PIIyKOHA30JIy Ta
pudabyTuHy MOBIMOMIISIIOCS TIPO BUIIAAKK PO3BUTKY yBeiTy. IIpu 3acTocyBaHHI Takoi KoMOiHallil
niKapchbKuX 3aco0iB cmig OpaTé OO yBaru CUMIITOMHU TOKCUYHOI mil pudabytuny. CakeiHasip:
dnykonason migsuiye AUC ta C,,, cakBiHaBipy npu6nau3no Ha 50 % Ta 55 % BifmoBigHO Yepes
IPUTHIYeHHS MeTabosi3aMy cakBiHaBipy y neuinni ¢pepmerntom CYP3A4 Ta uepe3 iHridyBanHs P-
riikonporelny. Bzaemonil Mixk (hIyKOHA30/I0M Ta CaKBiHaBipOM/PUTOHABIPOM He OOCIIOKYBaJUCH,
TOMY BOHUM MOXKYTb OyTH Oinbll BupaxkeHUMu. Moxe 0yTH HeoOXimHMM KOPUTYBaHHS 03U
CaKBiHaBIpy.

IToxiOHi cynbhoHiNCeH08UHU: TIPA OOGHOYACHOMY 3aCTOCYBaHHI (TyKOHA30JI IPOJIOHTYE TIEPioN
HalliBBUBEJIEeHHS TePOpPaIbHUX IOXIMHUX CYIbGOHIIICEeYOBUHY (XJIOpIpoaMiny, ImibeHKIaMiny,
riimi3upy Ta TonbyTaMify) IpH IX 3aCTOCYBaHHI 3TOPOBUM HOOPOBOIBLSM. PeKOMEHIY€ETHCA
IIPOBOOUTH YaCTUX KOHTPOJIIb I[yKPY B KPOBIi Ta BiAMOBIIHMM YMHOM 3HHXKYBaTH A03Y IMOXiTHUX
Cynb(pOHINICEUOBUHY ITPU OOHOYACHOMY 3aCTOCYBaHHi i3 HTyKOHA30/I0M.

TeoginiH: y mnaie60-KOHTPOJILOBAHOMY AOCTiAXKEHHI B3a€MOJIil ITpenapaTiB 3aCTOCYBaHHS
bnykonazony no 200 mr npotaroMm 14 pHiB IpU3BEJIO 00 3HUKEHHS CEPETHLOTO KIIipeHCY Teo(dinminy
B I1a3Mi KpoBi Ha 18 %. 3a marieHTaMu, IKi 3aCTOCOBYIOTh T€OQiNTiH Y BUCOKUX H03ax abo sKi MaloTh
MigBUIIEHNY PU3UK PO3BUTKY TOKCHYHUX IIPOSABIB TEOQIIiHY 3 iHIINX IPUYUH, CJIifi BCTAHOBUTHU
HarJIsgy I[0J0 BUSBIEHHS 03HAK PO3BUTKY TOKCUYHOI fil Teodininy. Tepamito ciif 3MiHUTH IPU MOSBi
03HaK TOKCAYHOCTI.

Topayumuni6: BumuB ToarmTrHIOY 3pOCTae MNPy OJHOYACHOMY 3aCTOCYBaHHi 3 JTiIKapChKUMU
3acobaMu, IKi MIpU3BOAATH A0 noMipHoro inribyBanus CYP3A4 Ta moTyxkHoro inrioysanuas CYP2C19
(manpuknan GrykoHason). ToMy peKOMEHIOBAHO 3HU3UTH J03y TodaluTuHiOy 70 5 MT OfMH pa3 Ha
no0y B KoMOiHalliIX 3 IUMU ITperapaTaMu.

Tonsanmau: eKCIO3ullis ToNBanTaly 3HavHo 3pocTana (200 % AUC, 80 % C,.,), KOnu TONBAIITaH,
cyoctpatr CYP3A4, 3acTocoByBaiu OOHOYACHO 3 QIyKOHa30j10M, moMipHUM iHTi6iTopoM CYP3A4, pu
ITbOMY 3HAYHO 3POCTaB PU3UK BUHUKHEHHS MOOIYHUX peaklliif, 30KpeMa 3Ha4YHOTO 30i/IbIIeHHS
miype3y, 3HEBOMHEHHS Ta TOCTPOI HUPKOBOI HEJOCTATHOCTI. Y pa3i 0MHOYAaCHOTO IPHU3HAYEHHS CIIif
3MEHIIUTH J03Y TOJBAITaHy 3TifHO 3 BKa3iBKaMM B iHCTPYKIIil 3 MEIUYHOT0 3aCTOCYBaHHA Ta
PETYIISIPHO TIEPEBIPSITH CTaH IallieHTa Ha HasgBHICTb OyOb-KUX MOOIYHUX peakxiliil, OB I3aHUX i3
TOJIBAIITAHOM.

Askanoiou 6apeiHky: xo4a BiiMOBIAHUX NOCTiAXKEHb He ITPOBOAMIM, QIIYKOHA30JI, KMOBIpHO Uyepe3
inri6yBanHs CYP3A4, Moxe COPUYMHSTH MigBUIIEHHS KOHIIEHTPAIlil ajkasoifiB 0apBiHKY y m1a3Mi
KPOBi (HampuKIIaf BIHKPUCTUHY Ta BiHOJIACTHUHY), IO MPU3BOAUTD 10 PO3BUTKY HEMPOTOKCUYHUX
edexkTis.

BimamiH A: IOBIIOMJISITIOCS, 10 y NallieHTa, IKAU OQHOYAaCHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KUCIIOTY (KucnoTHa popma BiTaMiny A) Ta prykoHa3os, criocTepiranucs nmobiyHi peakiiii 3 60Ky
1eHTpaibHOl HepBoBol cuctemu (LITHC) y dhopmi nceBgoTyMOpy TOJIOBHOTO MO3KY; OJaHUM e(DeKT 3HUK
micns BigMinu gnykoHazomy. Li mikapceki 3aco6u MOXKHA 3aCTOCOBYBATH OJHOYACHO, ajie CIIif
maM’siTaTy PO PU3UK BUHUKHEHHS Mo0iyHuX peakiiit 3 6oky ITHC.

Bopukona3zoa (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): ogHO4YacHe 3aCTOCYBaHHS BOPUKOHA30Iy
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotsarom 1 gus, nmotiMm 1mo 200 Mr KoxHi 12 rogun
IpoTATroM 2,5 OHIB) Ta (IyKOHa30i1y nepopanbHO (400 Mr B nepiui geHs, 0TiM Mo 200 Mr KoxkHi
24 rogunu nMPOTSAroM 4 OHiB) 8 3MOPOBUM JOOPOBOIBIIIM YOI0BIYOI CTATi MPU3BENO OO0 MiABUIIEHHS
C,..Ta AUC, BopukoHa30m1y B cepemHboMy 00 57 % (90 % [OI: 20 %, 107 %) ta 79 % (90 % [OI: 40 %,
128 %) BigmoBigHO. HeBimoMo, 4 MpU3BOOUTD 3HUKEHHS 0031 Ta/ab0 4aCcTOTH 3aCTOCYBaHHS



BOPUKOHA30/1y a00 QIyKoHa30Jy 00 YCYHeHHs Takoro edekTy. [Ipu 3acToCyBaHHI BOPUKOHA30ITY
micnst GIyKOHA30I1y CIif TPOBOOUTH CIIOCTEPEXKEHHS 1010 PO3BUTKY MOGiYHUX e(eKTiB,
acoIii0BaHUX i3 BOPUKOHA30JIOM.

3udosyouH: pnykonaszon nigsumye C,,. Ta AUC 3umoBynuny Ha 84 % Ta 74 % BimmoBigHO, 1110
3yMOBJIEHO 3HUKEHHSIM KJIipEHCY 3UNOBYAUHY pUONU3HO Ha 45 % IIpu 10T0 IepopaibHOMY
3actocyBaHHi. [Iepion HamiBBUBeNeHHS 3UAOBYAUHY OYB TaK0XK MONOBXKeHUY MpruOu3Ho Ha 128 %
micis 3acTocyBaHHS KoMOiHallii GyKoHa30/1y Ta 3UOBYOUHY. 3a MallieHTaMu, SIKi 3aCTOCOBYIOTh
TaKy KoMOiHallio mikapchkux 3aco06iB, Clif CrocTepiraTy 00 PO3BUTKY MOOIYHUX peakiil,
II0B’sI3aHMX 13 3aCTOCYBaHHAM 3UO0BYAVHY. MOXKHa PO3IIISHYTH OOLIIBHICTh 3HUXKEHHS NO3U
3UOBYIUHY.

A3umpoMilyuH: y X0l BIIKPUTOTO PaHIOMi30BaHOTO TPUCTOPOHHBOI'0 IIEPEXPECHOTO0 JOCIIiAXKEHHS, B
SKOMY B3$1JIM y4acTh 18 3m0poBuX HOOPOBOIIBLIIB, OIiHIOBAJK BIIJIUB @3UTPOMILIMHY Ta (PIIyKOHA30ITy
Ha (papMaKoKiHETHKY OMH OMHOTO IIPU iX OMHOYACHOMY IIepopajbHOMY Pa30BOMY 3aCTOCYBaHHi y
no3ax 1200 mr ta 800 mr BigmoBimHO. 2KOogHUX 3HAUYLIIUX PapMaKOKiHETUYHUX B3aEMOIill BUSBIIEHO
He 0yI10.

ITepopanbHi KOHMpayenmueu: TPOBORUIOCS 2 papMaKOKiHETUYHUX NOCTioKeHHsI 6araTopa3oBoro
3acToCyBaHHS QIIyKOHA30Jly Ta KOMOiHOBAHOTO ITepopabHOr0 KOHTpalenTuBa. [1pu 3acTocyBaHHi
bnykoHa3oiy y go3i 50 Mr BIIMBY Ha piBeHb TOPMOHIB He 0YJ10, TOAI SIK IIPU 3aCTOCYBaHHi
bnykonazony y no3i 200 mMr Ha mo6y cnocTepiranocs 36inpmenas AUC etuninecrpamiony Ha 40 % Ta
neBoHOprecTpeny - Ha 24 %. Ile cBiguuTh IIpo Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (IYKOHA30Iy Y
3a3HaYEHUX [03axX HaBPA[ YU MOXKe BIJIMBATH Ha e(peKTHUBHICTh KOMOIHOBAHOT'O IEPOPAIbHOTO
KOHTpaLleNTUBA.

Oco6 1ueocmi 3acmocyeaHHsi.

Hepmamocgimia. BignmoBigHO [0 pe3ysbTaTiB AOCHIAXKEHHS (HIYKOHA30JIy AJS TiKyBaHHS gepMaTodiTil
y mitel, GpryKoHa30/1 He epeBUIIye rpu3eodynbBiH 3a e(PeKTHUBHICTIO i 3arabHUM ITOKa3HUK
edekTUBHOCTI cTaHOBUThL MeHIe 20 %. Tomy Oudmokan® He CIIifl 3aCTOCOBYBATH [JIS JIIKYBaHHS
nepmaToiTil.

Kpunmoxkoko3. [1oka3iB eeKTUBHOCTI (pIyKOHA30JTy A7 JIiKyBaHHS KPUIITOKOKO3Y iHIINX
JI0Kani3anii (HanpuKiaf JIeTeHeBOr0 KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTATHBO, TOMY
PEeKOMeHfaliii MoA0 JO30BOr0 PeXKUMY [JId JIIKyBaHHS TaKUX 3aXBOPIOBAaHb HEMAE.

I'nuboki eHOemiuHi Miko3u. [Toka3iB eheKTUBHOCTI (DITyKOHA30IY AT JTiKyBaHHS iHIIUX hopm
eHJeMiUHUX MiK03iB, TaKUX 5K [TapaKOKIMAi0iAOMiK03, TiCTOIIa3M03 Ta IIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEJOCTaTHbBO, TOMY PEKOMEHAIlN 040 JO030BOT0 PeXKUMY AJ1s IIKyBaHHS TaKUX
3aXBOPIOBaHb HEMaAE.

Hupxkosa cucmema. IanieHTaM i3 nopymeHHAM QYHKIIiI HAPOK IIpemnapar CJlif 3aCTOCOBYBaTH 3
obepexHicTiO (muB. po3min «Crocib 3aCTOCYBAHHS Ta IO3U»).

Hedocmamuicmb HaOHUpKosux 3as103. KeTOKOHa30, SIK BiloMO, CIIPUYNHSIE HEAOCTATHICTD
HaJHUPKOBUX 3aJ103, i Ile TAKOXK MOXKe CTOCYBaTUCS (IYKOHA30Jy, X04a CIIOCTEPITAETHCS PigKO.
HepocTraTHiCTh HAOHUPKOBUX 3aJ103, IOB'I3aHa 3 OMHOYACHUM JIIKyBaHHSIM IIPENHI30HOM, OIlKCaHa B
po3mini «B3aemopis 3 iHIIUMYU JTiKapCbKUMHU 3aco0aMu Ta iHII BUAX B3a€EMOfii. Brinus GykoHa3o0my
Ha iHmI miKapchKi 3acobu».



I'enamobiaiapHa cucmema. TlanienTam i3 mopyueHHIM GYHKIIIM MTeYiHKY ITpemapar CIif
3aCTOCOBYBATH 3 00€peXkKHiCTI0. 3aCTOCYBaHHS (DITYKOHA30JIY aCOIiI0BAIOCS 3 BUHUKHEHHSIM
PiOKiCHUX BUIIafKiB PO3BUTKY TSXKKOI rellaTOTOKCAYHOCTI, BK/II0Yal04y JieTajlbHi BUMIaiKU, TOJIOBHUM
YUHOM Y TALE€HTIB i3 TAXKKUMUA OCHOBHUMU 3aXBOPIOBAaHHAMU. Y BUIIAgKaX, KOJIU PO3BUTOK
rernaTOTOKCUYHOCTI acoIliloBaBCs i3 3aCTOCYBaHHAM (QIyKOHa307y, He Oy0 Big3HaueHo ii SBHOI
3aJ1eKHOCTI Biff 3aranbHOI J00OBOI AO3H IIpemnapaTty, TPUBAJIOCTI Teparii, cTaTi abo BiKy mallieHTa.
3a3BUYail TeaTOTOKCUYHICTh, CIpUYMHEHa (HITYKOHA3010M, 000POTHA, a 1 MposiBY 3HUKAIOTH IIiCTIs
NPUIMHEHHS Tepamil.

3a malieHTaMy, y SIKUX IIPU 3aCTOCYBaHHI (PIIyKOHA30JTy CIIOCTEPIiraloThCs BiIXUIEHHS Pe3y/IbTaTiB
GbyHKITioHaTbHUX P00 MEeYiHKY, CTif BCTAHOBUTH PEeTEeIbHUM HaTJISM 00 PO3BUTKY OibII TSAKKOTO
ypaXKeHHS IeYiHKU.

[TauieHTiB cnifg TpoiHGOPMyBaTH IPO CUMITOMY, II0 MOXKYTh CBITYUTH IIPO CEPUO3HUY BIIJIUB Ha
NeviHKy (BUpaXkKeHa acTeHis, aHOPeKCis, MOCTiiHa Hyq0Ta, 6/TI0BaHHS Ta KOBTSHUILIL). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS (IyKOHA30Jly CIIif HeralHO NPUNWHUTY Ta IPOKOHCYIbTYBATUCA 3 JTiKapeM.

Cepuego-cyouHHa cucmema. [lesiki a301u, y TOMY YHCJIIi ¥ (PIIyKOHA3071, aCOLi0I0ThCA 3
nopoBxeHHAM iHTepBany QT Ha enekTpokappiorpami. ®nykoHa301 nofoBxkye iHTepBan QT msixoM
IPUTHIYEHHS BUNIPSIMIISI0YOT0 KanieBoro kaHany (I,,). [Togosxenns intepsany QT BHacHimok mil
iHmMxX nmiKapchKUX 3ac06iB (HaMpUKiIag aMiogapoHy) MOXKe IIOCUTIOBATHCS Y Pe3y/bTaTi MPUTHiYeHHS
dbepmenty CYP3A4 mutoxpomy P450. TToBimoMisnocs mpo gyzKe PifKiCHI BUMIaAKU IIOJOBXKEHHS
inTepBany QT Ta mapoKcu3ManbHOL IITYHOUYKOBOL TaxiKapAil TUIy «IIipyeT» IpU 3aCTOCYBaHHI
npenapaty Judmokas®. Taki HOBiTOMIEHHS CTOCYBAIKCS MAIEHTIB i3 TAXKIMH 3aXBOPIOBAHHAMH
IIpU O€NHaHHI 6araThox (GakTOPiB PU3UKY, TAKUMU IK CTPYKTYPHI 3aXBOPIOBaHHS CEpId,
TIOPYIIEHHS eJIeKTPOJIiTHOTO 0OMiHY Ta OOHOYACHE 3aCTOCYBaHHS iHIINX JTIKAPCHKUX 3ac00iB, 110
BIIMBaIOTh Ha iHTepBas QT. IlamieHTH 3 rinokanieMi€ro Ta MIPOrpecyrydo0 CepleBo0 HefOCTaTHICTIO
MalOTh MigBUILEHUY PU3UK BUHUKHEHHS 3aTPO3/IUBUX [AJIS XKUTTS MUIYHOYKOBUX apUTMill Ta
IIapOKCH3MasbHOI NTyHOYKOBOL TaxiKaphil TUIy «IipyeT».

Iudmokan® ciifl 3 06epeXRHiCTIO 3aCTOCOBYBATH HaIlieHTaM i3 PU3MKOM PO3BUTKY apUTMIil.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 MiKapchKUMM 3acobaMu, 1110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoThcs 3a gonoMoroio hepmenTy CYP3A4 uutoxpomy P450, mpoTunoka3aHe (OQUB. pO3minu
«IIpoTunoKa3aHHsI» Ta «B3aeMofis 3 iHIMMY JTiIKapChKUMK 3ac00aMu Ta iHIIT BUOY B3aEMOMii»).

I'anopanmpun. T'anodanTtpun € cyoctpatoM pepmenty CYP3A4 i mponourye intepsan QTc npu
3aCTOCYBaHHI y pEKOMEHIOBaHUX TepPaleBTUYHUX f03aX. OOHOYACHE 3aCTOCYBaHHS raylohaHTPUHY Ta
GbIyKOHA30I1y HEe PeKOMEHIY€EThCs (OUB. Po3Mdin «B3aemopmist 3 iHIIMMU JTiKapChbKUMU 3aco0aMu Ta
iHIIT BUOW B3a€EMOIIN»).

Llepmamonoeziuni peakuii. ITig 9ac 3acTocyBaHHS (HIIyKOHA30/Iy PiAKO MOBIJOMIIANIOCS IIPO PO3BUTOK
TaKuX eKC(OIMiaTUBHUX IMIKIPHUX peakilid, 9K cuHapoM CTiBeHca-[[?)KOHCOHA Ta TOKCUYHUU
elnifepManbHUX HEKPOi3. [loBimoMisanocs Ipo MegUKaMeHTO3HY peakllifo 3 e03uHOPimi€ro i
cuctemHuMu niposiBamMu (DRESS-cunppom). IatmienTtu 3i CHIloM OinbIl CXUIbHI 00 PO3BUTKY TIKKUX
MIKiPpHUX peakIlil TPy 3aCTOCYyBaHHi OaraThoX JiKapchKux 3acobiB. fKIO y malieHTa i3 TOBEePXHEBOIO
rpubKOBOIO0 iH(DEKITEIO 3’ IBIAIOTHCS BUCHUIIY, 1110 MOXKHA IIOB’SI3aTH i3 3aCTOCYBaHHAM (IyKOHA30ITy,
Iofasblile 3aCTOCyBaHHS IIpernaparTy CIif NIPUIUHUTYU. JKII0 Y [TaljieHTa 3 IHBa3UBHOI/CUCTEMHO0
rpuOKOBOIO iHQEKIIi€I0 3’ IBISIOTHCS BUCUIIM Ha IIKipi, 3a HOr0 CTAHOM IOTPiOHO peTebHO
CIIOCTEpIraTH, a ¥ BUMAAKy PO3BUTKY OyJIbO3HUX BUCHUIIIB a00 MyNIbTU(POPMHOI EPUTEMHU
3aCTOCyBaHHS (DITyKOHA30Y CJIifi IPUIMHUTH.

I'inepuymausicmby. Y pigKiCHUX BUNaAKax MOBIIOMIISIOCS IIPO PO3BUTOK aHa(iIaKTUYHUX pPeaklii



(muB. po3min «IIpoTunokasaHHI»).

ITumoxpom P450. ®nykoHa3on € nomipauM inridiropom depmentis CYP2C9 ta CYP3A4. Takox
byKoHa30711 € IOTYyKHUM iHribiTopoMm dhepmenTy CYP2C19. Cnipm cmocTepiraTé 3a CTaHOM TAIli€HTIB,
SIKi OIHOYACHO 3aCTOCOBYIOTh u(ioKan” Ta IpenapaTy 3 By3bKUM TepaleBTUYHUAM BiKHOM, IO
MeTabomi3yoThes 3a yyactio CYP2C9, CYP2C19 ta CYP3A4 (guB. po3min «B3aemogmis 3 iHIIuMu
JiKapChKUMH 3ac00aMu Ta iHIIi BUIKW B3aEMOTIiN»).

Tepgperadun. Crig peTeIbHO CIIOCTEPIraTH 3a CTAHOM IallieHTa IMPY OJHOYaCHOMY 3aCTOCYBaHHI
tepdenaguny Ta GrykoHa3omy y no3i Menie 400 mMr Ha mo0y (ouB. po3ninu «[IpoTunoka3aHHSI» Ta
«B3aeMopmis 3 iHMMMY JTiKapChbKUMK 3ac00aM¥ Ta iHIII BUAM B3aEMOIii»).

Kanoudos. JocmigKeHHS MIPOOeMOHCTPYBaJd 3pOCTaHHS MOMIMPEHOCTI iHDeKIIil, CIpUYNHEHUX
inmumu Bugamu Candida, kpim C. albicans. BoHu 4acTo € MPUPOAHO CTiKuMu (Hanpukinag, C. krusei
ta C. auris) abo JeMOHCTPYIOTh 3HUKEHY YyTIUBIiCTE 1o dhiaykoHa3ony (C. glabrata). Taki indexii
MOXKYTbh IOTPeOyBaTH anbTepHATHBHOL IPOTUTPUOKOBOI Teparil micis HeBHanoro JikyBaHHI. OTxe,
nmiKapsM, SKi Tpu3Ha4aloTh 3acib, pPEKOMEHYEThCS BPaXOBYBATH MOIIUPEHICTh CTIHKOCTI pi3HUX
BufiB Candida mo ¢hmyKoHa3017y.

IlonomidcHi pevoguHu. IIpenapat MiCTUTh 1akTO3y. [lallieHTaM 3 PiIKiICHUMU CIafgKOBUMU
3aXBOPIOBAHHSAMHY, TAKUMH SK HEIIePEHOCUMICTh rajlakTo3u, HeJOCTAaTHICTh JTaKTa3u Jlamma Ta
MasibabcopOilis T1I0K03U-TajlakTo3H, He CJIifl 3aCTOCOBYBATH 1€l Ipermapar.

Opna xancyna npenapaty Judmokad® MiCTUTL MeHIIe 1 MMoJIb HaTpio (23 Mr), a 0TXKe, IpernapaT
MOXKHa BBaXaTH TAaKUM, III0 He MiCTATh HaTPIo.

3acmocyeanHs y nepiod eazimnocmi aéo 200yeanHs 2pyodio.
Bazimuicmo.

3a maHuMu 06CepBaliHOTO IOCTIOXKEHHS, iCHY€ MiIBULIEHUN PU3UK CIIOHTAHHOTO abopTy y XKiHOK,
SKi OTpUMYyBau (pIyKOHA30JI IPOTArOM IIE€PIIOr0 TPUMECTPY BariTHOCTI.

IlaHi 110710 KiTbKOX THCSY BaTriTHUX XKiHOK, SKi OTPUMYBaJIH JIiKyBaHHS (PJIyKOHA30JI0M y
KyMYJIATHBHIN 1031 < 150 Mr y nepioMy TpUMECTPi, JeMOHCTPYIOTh BiICYTHICTh 3POCTaHHS
3arajbHOTO PU3UKY Bafl PO3BUTKY IJIOAY. B OMHOMY BEIMKOMY CIIOCTEPEKHOMY KOTOPTHOMY
OOCIiIKeHHi IlepopaibHe 3aCTOCYBaHHS (JIYKOHA30Iy B IIEPIIOMY TPUMECTpPi OyIi0 OB’ g13aHe 3
HEBEJIMKUM IIigBUIIEHUM PU3UKOM BaJ] PO3BUTKY CKEJIETHO-M 30BOI CUCTEMH, III0 BiTIOBimaE
npubnu3no 1 gomatkoBomy Bumagky Ha 1000 XKiHOK, sSIKi OTpUMYyBaiyd KyMyJIATUBHI fo3u < 450 M,
TIOPiBHSHO 3 XKiHKaMM, SIKi OTpUMYyBaii a30JId MiclieBoi fil, i mpubau3Ho 4 JOJaTKOBUM BUIIaKaM Ha
1000 xiHOK, gKi OTpUMYyBaIu KyMyJISTHBHI 7031 Oinbie 450 Mr. CKOpUTOBaHUY BiTHOCHUYN PU3UK
craroBuB 1,29 (95 % [I: 1,05-1,58) gnsa mo3u ¢nykonasony 150 Mr nepopansHo Ta 1,98 (95 % [I:
1,23-3,17) ons mo3 dhnykoHasony Oinbie 450 mr.

[ToBimomusiyiocs: IPO YKCJIEHH] BPOAZKEeHi aTooril y HOBOHapooKeHuX (BKJto4aioun Opaxinedartiio,
OUCIINTa3iio BYIIHOI paKOBUHU, HaAMipHe 30iNblIeHHS IepPeqHbOro TiM TUKa, BUKPUBIIEHHS CTETHA,
IIJIeYOIIPOMEHEBUM CHHOCTO3), MaTepi IKUX MpUUMaIl BUCOKi no3u ¢ykoHazomy (400-800 Mr/moby)
IIPOTSITOM IPUHAWMHI TpbhoX abo GinbIlle MicALiB s TiKyBaHHS KOKIMAi0iM03y. 3B’ 130K Mixk
3aCTOCYBaHHSM (pIyKOHA30Jly Ta IMMU BUNIaJKaMHi He BU3HAYECHUU.

HocnigKeHHs Ha TBapUHAX IIPOAEMOHCTPYBAIU PENPONYKTUBHY TOKCUYHICTE.



He cnipm 3acTocoByBaT 3BU4akHi 1031 (PIIyKOHA30/1y Ta KOPOTKOTPUBAJI KYPCH JTIKyBaHHS
(bITyKOHA30JI0M Y Mepiof BariTHOCTI, 3a BUHSITKOM KpaliHbOi HeOOXigHOCT.

He cnip 3acTocoByBaTH BUCOKI 03U (hITyKOHA30/y Ta/abo TpuBasi KypcH JIiKyBaHHS (IyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIiIKyBaHHS iH(EKIIiH, 110 MOXKYTh 3arp0KyBaTH XKUTTIO.

T'o0yeaHHA 2pydoo.

®nyKoHa30J1 IPOHUKAE ¥ TPyOHE MOJIOKO Ta [AocATra€ KOHIIEHTpallii mofi0Hol 70 piBHA y Mia3Mi KPOBi
(Ous. po3pin «®apmakoKiHeTHKa»). ['omyBaHHSA I'PYAAI0 MOXKHA IIPOAOBXKYBATH IIiCIII PA30BOr0
3aCTOCYBaHHS 3BUYaNHOI 103U QIyKOHa301y, 0 cTaHOBUTh 150 Mr. ['omyBatu rpyanio He
PEKOMEHyeThCS IpU 0araTopa3oBoOMy 3aCTOCYBaHHI (IyKoHa301y abo IIpu 3aCTOCyBaHHI BUCOKUX
103 ¢puykoHasomy. Clif OI[iHUTA KOPUCTh TOOYBaHHS TPYAAI0 AJIS PO3BUTKY 1 3MOPOB’d AUTHHY, @
TaK0XK KIiHiuHYy moTpeOy MaTepi y mpemnaparti [IudmniokaH i 6ymb-saKi noTeHIilHI mo6iuHi epekTn
npemnapaty Oudmokad abo 0OCHOBHOTO 3aXBOPIOBaHHS MaTepi A IUTUHHY, SKa OTPUMYE TPyIHE
BUTOIOBYBaHHS.

depmuabHiCMb.

®nykKoHa301 He BIJIMBAB Ha (PePTUIIBLHICTh CaMIliB Ta CaMOK IIypiB.

30amuicmb enaueamu Ha weudkKicmov peakuii npu KkepyeaHHi asmompanHcnopmom ad6o
iHwumu mexaHizmamu.

TocmigXeHs BIIKUBY npenapaty Oudiokan” Ha 30aTHICTE KePyBaTH aBTOTPAHCIOPTOM abo
[IpaIioBaTy 3 IHIIMMH MeXaHi3MaM{ He IIPOBOOUIIN.

[MTauieHTiB cnig mpoiHGopMyBaTH PO MOKJIMBICTE PO3BUTKY 3allaMOPOYEHHS ab0 CcymoM (IUB. PO3Mis
«IToGiuHi peakmii») mif 9ac 3acToCOByBaHHs npenapaty Judmokan®. IIpu po3BATKY TaKuX
CHMIITOMIB He PeKOMEHIYETLCS KePyBaTH aBTOTPAHCIIOPTOM abo IMpaljfoBaTH 3 iHIIMMU MeXaHi3MaMHu.

Cnocib 3acmocyeaHHsi ma do3u.

Io3a (ryKoHa30/1y 3aiexkuTh Bif BUAY i TAKKOCTI rprOKoBOI iHdekIril. [ GinbInocTi BUMaKiB
BariHaJbHOTO KAHOUIO3Y NOCTATHBO PA30BOT0 3aCTOCYBaHHS Mpemapary.

[Tpu HeobximHOCTI 6GaraTopa30BOro 3aCTOCYBaHHS IIPelapaTy JTiKyBaHHS iHGEKIIiN cin
IIPOJOBXKYBATH 00 3HUKHEHHS KJTiIHIYHUX Ta 1ab0paTOPHUX NIPOSBiB aKTUBHOCTI I'PpuOKOBOI iH(eKIIil.
HepocTaTHS TPUBaiCTh JTiIKyBaHHS MOXKe NPU3BECTH OO BiTHOBIEHHS aKTUBHOTO iH(QEKIINHOTO
IIpO1LIECy.

IOudmokan® 3aCTOCOBYIOTh, 3a/I€2KHO Bifl TiKapChKol (popMH, epopabHo (Karcynu) abo
BHYTPIIIHbOBEHHO HUIIX0M iHGY3ii (po3uun s ingysii). Crocib 3acTocyBaHHS IIpenapary
3aJIeKUTh Bifl KJIiHIYHOTO CTaHy matlieHTa. Hemae HeobxigHOCTI ¥ 3MiHi 1000BO1 103U IpenapaTy Ipu
3MiHi 19Xy MOTr0 3aCTOCYBaHHS 3 IIePOPaIbHOTO Ha BHYTPIIIHBOBEHHUY Ta HaBIIaKU.

Kancynu cnip koBratu uinumu. [Ipuiiom npenapaTy He 3a/1eXKUTh Biff IPUIOMY 1XKi.

Llopocai.



Kpunmokokos.

- JIikyBaHHS KPUIITOKOKOBOTO MEHIHTITY: HaBaHTaXyBajbHa [03a CTaHOBUTH 400 MT y IIepuIuyl feHb.
[MTinTpumyBanbHa mgo3a - 200-400 Mr onuH pa3 Ha goOy. TpuBaliCTh MiKyBaHHS 3a3BU4ail CTAHOBUTH
moHauMeHIe 6-8 TuxHIB. [Ipy iHGEKIiAX, 110 3aTrPOXKYIOTh KUTTIO, FOOOBY H03Y MOXKHA 30iTbIIUTH
ro 800 mr.

- [ligTpuMyBa/ibHa Tepalisa A1 NolepeaXKeHHsl PeLIUIUBY KPUIITOKOKOBOI'O MEHIHTITY y Halli€HTIB 3
BUCOKMM PU3UKOM MOTO PO3BUTKY: PEKOMEH0BaHa f103a IIpemnapaTy cTaHOBUTh 200 MI ofuH pa3 Ha
noOy mpoTsiroM HeoOMeKeHOro0 Jacy.

Koxuuodioidos.

- PekoMenpoBaHa no3a ctanoBuTh 200-400 Mr oguH pa3 Ha moby. TpuBasicTh MiKyBaHHS CTaHOBUTH
11-24 wmicari yu goBIIe 3a7eKHO Bif cTaHy malieHTa. 115 niKyBaHHA AesaKux GopM iHdekil, a
0co0/IMBO OIS JTiKyBaHHS MEHIHTITy, Moxe OyTH HOIiIbHUM 3acTocyBaHHS no3u 800 mr/mo0by.

IHBa3usHi KaHOuUOO03U.

- HaBaHTaxyBanbHa go3a ctaHoBUTH 800 Mr y nepuui AeHs. [linTpuMyBanbHa go3a - 400 Mr oguH
pa3 Ha mo0y. 3a3BHUYall peKOMeHI0BaHa TPHBAIICTh JTiKyBaHHS KaHOUOEMii CTAHOBUTH 2 TUXKHI micys
NepIINX HeTaTUBHUX Pe3yJIbTaTiB TeMOKYIbTYPH Ta 3HUKHEHHS 03HaK i CUMIITOMIB KaHAUAEMil.

Kanouodos causosux 060/10HOK.

- KaHO1Mmo3 poTorynoTKy: HaBaHTaxXyBajibHa f03a CTaHOBUTH 200-400 Mr y mepluii IeHb,
nigTpuMyBanbHa go3a - 100-200 mMr oguH pa3 Ha go0y. TpuBamicTh MiKyBaHHS CTaHOBUTHL 7-21 meHb
(oo mocsirHeHHS peMicii), ane Moxe OyTu 30inbllIeHa AJIS MAlli€HTIB i3 TAKKUM iMyHO#EDIIIUTOM.

- Kangupnos cTpaBoxony: HaBaHTaXKyBalbHa [03a cTaHOBUTH 200-400 Mr y mepiuuii feHb,
nigTpuMyBanbHa fo3a - 100-200 mMr oguH pa3 Ha Ho0y. TpuBamicTh niKyBaHHS cTaHOBUTE 14-30 MHIB
(mo mocsTHEeHHS peMicii), arme Moxe OyTu 30inbIleHa AJIS MAIli€HTIB i3 TIXKKUM iMyHOIEeDilIUTOM.

- Kaupgupaypia: pekoMeHnoBaHa fo3a cTaHoBUTh 200-400 Mr oguH pa3 Ha mo0y npotsaroMm 7-21 [HiB.
[71g nauieHTiB i3 TAXKKUM iMyHOmeIiIMTOM TPUBAJIICTh JIiIKyBaHHS MOXKHA 301/IbIINTH.

- Xponiunu# aTpodiuyHMil KaHAUA03: PpEeKOMeHI0BaHa f03a CTaHOBUTH 50 MI ofuH pa3 Ha f00y
npoTaroMm 14 gHiB.

- XpOoHiIUHUY KaHOUO03 MIKipU Ta CIU30BUX 000JIOHOK: PEKOMEHI0BaHa /103a CTaHOBUTh 50-100 mr
OIUVH pa3 Ha mo0y. TpuBaicTs J1iKyBaHHS CTAHOBUTH 10 28 [HIB, are MoxXe OyTH 30ibIIeHa 3a/1e3KHO
Bifl TSI2KKOCTI Ta BUAY iHdeKIIii abo 3HUXKEHHS iIMyHITETY.

ITonepedsiceHHA peuudusy KaHOudo3y cau3osux 06040HOK y nauieHmia 3 BIJI, siki maromb 8ucokull
PU3UK 11020 PO3BUMKY).

- KaHAMmo3 poTOrnoTKY, KaHAMA03 CTPAaBOXOAy: PeKOMeHaoBaHa fo03a ctaHoBUTh 100-200 mr oguH
pas Ha mobOy ab6o 200 mMr 3 pa3u Ha TUXKOEeHb. TPUBAJIICTD JIiIKYBaHHS € HE0OMEKeHO IJIs MAIliEHTIB i3
IIPUTHIYEHUM IMyHITETOM.

ITpoginakmuka kaHOUOO3HUX IH(peKYil y nauieHmia i3 mpusasi0t0 HelumponeHier.

- PexomeHgoBaHa fo3a craHoBuTh 200-400 Mr omguH pa3 Ha moOy. JIiKkyBaHHS CJIifl pO3MOYMHATH 3@



KiJlbKa [HiB IO 049iKyBaHOT'0 PO3BUTKY HEUTPOIIEHil Ta IPOIOBXKYBATU IPOTIATOM 7 OHIB IiCis
Mi[BUINEHHS KiMbKOCTi HeiTpodinis moxazm 1000/mm’,

T'enimanvHi KaHOUOO3U.

- FocTpuit BariHambHUM KaHOWI03, KAHOWI03HKM OalaHiT: peKOMEeHI0BaHa /103a CTaHOBUTH 150 Mr
pas3oBo.

- JIikyBaHHS Ta nmpodinakThKa peluAuBHUX BariHanbHUX KaHAUO03iB (4 abo Oinblile BUMaAKiB Ha PiK):
pekomMeHoBaHa fo3a ctaHoBuTh 150 Mr 1 pa3 Ha 3 gHi. Beworo cmig 3actocyBatu 3 1o3u (1 meHs,

4 nesb Ta 7 gens). Ilicisa uporo Ciif 3aCTOCOBYBATH MigTpUMyBaiabHy H03y 150 Mr 1 pa3 Ha TUXIEHb
IIPOTATOM 6 MiCSLiB.

Ilepmamomiko3su.

- Miko3 cToIm, MiK03 I'J1afeHbKO]l IKipH, TaX0BUU AepMaTOMiK03, KaHAUA03Hi iH(eKIIi] WKipu:
peKoMeH[I0BaHa fo3a cTaHoBUTh 150 Mr 1 pa3 Ha TuxkaeHb abo 50 Mr 1 pa3 Ha f00y. TpuBamicTh
JIIKYBaHHSI CTAHOBUTH 2-4 TUXKHI. JIiKyBaHHSA MiK03y CTOIl MOXe TPUBATU [0 6 TUXKHIB.

- PiznoGapBHMI nuitaii: peKoMeHaoBaHa fo3a cTaHoBUTH 300-400 Mr 1 pa3 Ha TUXKEHb IPOTITOM
1-3 tuxHiB a6o 50 Mr Ha 700y IPOTATOM 2-4 THUKHIB.

- IepMaTodiTHUHM OHIXOMIKO3: peKOMeH0BaHa fo3a cTaHoBUThL 150 Mr 1 pa3 Ha TuXOeHb. JIiKyBaHHS
CJIi[l TPOMOBKYBATH [OTH, MOKH iHGiKOBaHUY HIroTh He Oyme 3MiHEHO 3mOpoBUM. 1715 BiIpOCTaHHS
3[0POBUX HIT'TiB Ha pyKax Ta Ha BEJIMKUX IMaJbLgX Hir 3a3Bu4ai HeoOXifmHO 3-6 MicSIliB Ta

6-12 micsaniB BigmoBigHo. OfHaK MIBUOKICTH POCTY HITTiB y Malli€eHTiB MOxe OyTH Pi3HOIO Ta 3anexkaTu
Bip BiKy. [licnis ycmimHOro IiKyBaHHS TPUBAIUX XPOHIYHUX iH(MEKLiX popMa HIrTa iHOAI 3a/IUIIaeThCS
3MiHEHOIO.

IHauieHmu AimHb020 BIKY.

o3y HeoOximHO migOupaTy 3aIeXKHO Bifl cTaHy QYHKIIM HUPOK (OuB. «IlallieHTH 3 HUPKOBOIO
HEeTOCTATHICTIO» HUXKYE).

ITauieHmu 3 HUPK0BOI HEAOCMAMHICMIO.

IudmoKaH BUBOOUTHCS 3 OPraHi3My ImepeBaxHO 3 cedyelo Y He3aMiHeHOMY BUTIAAi. [Ipu pa3oBoMy
3aCTOCyBaHHI KOpUTYBaTH 103y GIyKOHaA30Iy He MoTpibHo. [TamieHTaM (BKITIOYa04H fiTel) i3
TIOpYIIeHHAM (GYHKIIIN HUPOK NpX HeoOXimHOCTi 6araTopa3oBOro 3aCTOCYBaHHS IIperapary y mepuui
NeHb JIIKyBaHHSA CJIifi 3aCTOCOBYBaTH 1104aTKOBY 003y 50-400 Mr 3asexkHO Bif moka3aHH4. [licns
1150T0 1060BY 403y (3a/Ie’KHO Bifi TOKa3aHHA) CJIiJ PO3paxXx0BYyBaTH BiANOBIAHO 4O TabIUIl HUXKYE:

K 1ipeHC KpeamuHiHy (M/x8) [Biocomok 8i0 pekomeHO008aHOI 003U
> 50 100 %

< 50 (6e3 remopmiarnisy) 50 %

['emomianmi3 100 % micnsg KOXKHOro reMopiani3y

[MarmienTy, siki nepebyBaloTh Ha PETyIsIPHOMY reMofianisi, mnoBuHHi oTpuMyBaTu 100 %
PEKOMEeHI0BaHOl HO3M MiCJIg KOXKHOI0 reMofiianidy. Y neHb, KO Oiali3 He POBOAUTECS, MAIliEHT
IIOBUHEH OTPUMYBATU 003y, BIAKOPUTOBaHY 3aJIeKHO Bif KJIipEHCY KpeaTHHIHY.

IMauieHmu 3 nopyweHHAM GYHKUIU NeYiHKU.



®nyKoHA307 CIifl 3aCTOCOBYBaTH 3 00€PEKHICTIO MAIlieHTaM i3 MOPYIIeHHSIMU (QYHKIIiH IIe4YiHKH,
OCKiJIbKY iH(popMaIlil moao0 3aCTOCyBaHHS (IIYKOHA30J1y IIil KaTeropil marieHTiB HeJOCTAaTHLO (OUB.
po3minu «OcobmuBOCTi 3acToCyBaHHSI» Ta «I100iuHi peakirii»).

imu.
He cnig mepeBuiyBaT MakCcuMasbHy 1060By go3y 400 mr.

4K i npu aHanoriyHuX iHQEKIiAX y JOPOCIUX, TPUBAIICTh TiKyBaHHS 3a/Ie’KUTh Bifl K/IiHI4HOI Ta
MiKoJIorigHoi Bigmosini. Judmokar® 3acTocoByIOTH 1 pa3 Ha [00y.

Ilo3yBaHHA IpenapaTy Ad AiTel i3 TopylleHHAM (YHKIIN HUPOK HaBegeHO Yy Po3aii «[lamieHTu 3
HUPKOBOIK HEIOCTATHICTION.

dapmakokiHeTrKa (HIyKOHA30/y He JOCIifiKyBanacs y AiTel i3 HUPKOBOIO HEJOCTATHICTIO.
Ilimu e8ikom 8i0 12 pokis.

3ajiezkHO Biff MacHu Tisla Ta my6epTaTHOTO PO3BUTKY JIiKapio CIIiJ OLIHUTH, SIKa J03a Ipenapary (s
INOPOCTIUX 4M AJIS OiTel) € ONTUMAaJIbHOIO [J1s nalieHTa. KimiHiyHi gasi cBigyaTs Ipo Te, 1[0 y AiTel
KJTipeHC GIyKOHA30J1y € BUIIUM IOPIiBHSIHO 3 fopociauMu. 3acTocyBaHHs go3 100, 200 ta 400 mr
MOPOCIIMM Ta [03 3, 6 Ta 12 MI/Kr oguH pa3 Ha HoOy AiTSM MPU3BOOUTE [0 NOCSITHEHHS CIIiBCTABHOI
CHCTEMHOI eKCII03uIIil.

EdekTuBHicTh Ta 6e3meKa 3aCTOCYBaHHS IIpenapaTy AJid JTiKyBaHHS IeHiTaJTbHUX KaHAUO03iB y OiTen
He BCTaHOBJeHi. HasiBHa Ha ChOTOXHIIIHIM feHb iHGopMallis HaBeieHa y po3mini «I1o6iuHi peakiii».
fkmo icHye HaranbHa oTpeba 3aCTOCYyBaHHS IIpernapary miamiTkaM (BikoM Big 12 mo 17 poxkiB), ciin
3aCTOCOBYBAaTH 3BUYalHi 003U AJIS JOPOCIIHX.

Iimu sixom 8i0 5 0o 11 pokis.

Kanmumo3u cnu3oBux 000JI0HOK: TIOYATKOBA [103a CTAHOBUTHL 6 MI/KT/mo0y, migTpuMyBabHa H03a -
3 Mr/kr/mo0y. [TouaTKOBY 103y MOXKHA 3aCTOCOBYBATH B IEPIINH NeHb 3 METOIO OiJIbII MIBUIKOTO
INOCSITHEHHS PiBHOBAXKHOI KOHIIEHTpAITil.

[HBa3MBHI KaHANA03U, KPUIITOKOKOBUY MEHIHTIT: [03a IIpenapaTy CTAaHOBUThL 6-12 MI/KT OofuH pa3 Ha
no0y 3a71exKHO Bifl CTYIEeHS TSIKKOCTi 3aXBOPIOBAHHS.

[TigTpuMyBaibHa Tepamisd A NolepeaXXeHHs PeLUAUBY KPUIITOKOKOBOTO MEHIHTITY y [iTeH i3
BHCOKMM PU3UKOM HMOT0 PO3BUTKY: [03a IIpenapaTy CTaHOBUTHL 6 MTI/KT OOUH pa3 Ha H0o0y 3a/iexkHo
Bifl CTYTIEHS TSIXKKOCTI 3aXBOPIOBaAHHS.

[TpodinakTuka KaHOUOO3iB y NAIi€HTIB 3 iMyHOAeIinUTOM: f03a IIpenapaTy CTaHOBUTD 3-12 MI/Kr
OJIMH pa3 Ha Ho0y 3aJIeXKHO BiJf BUPAXKEHOCTi Ta TPUBAJIOCTI iHAYKOBaHOI HEUTPOIIEHII (OUB. OO3U OJIS
IOPOCIHX).

Himu.

3aCcTOCOBYBATH JIiKapPChKUM 3aci® y ¢popMi Karcyn ik KaTeropii marieHTiB MoXKHa TOMi, KOIH OiTH
3maTHi 6€3MeYHO IPOKOBTHYTHU KaICYJTy, 10 3a3BUYail € MOXKJIMBUM Y Billi Bifi 5 POKiB (OUB. po3min
«Croci6 3acTOCyBaHHS Ta HO3U»).



Ilepedo3yeanHsi.

OTpuMaHO NOBiKOMIIEHHS NIPO IePef03yBaHHA (HIYKOHA30JI0M; OGHOYACHO IOBIOMIISAIOCS IIPO
raslolyHalil Ta TapaHoiganbHy MOBENiHKY.

[Tpu mepeno3yBaHHI HEOOXiTHO TPOBECTH CUMIITOMATAYHY MiATPUMYyBaJIbHY TEpalilo Ta y pasi
He0OXimHOCTI TPOMUTH IITYHOK.

®nyKOHa3071 3HAYHOIO MipOI0 eKCKPETYETHCS 3 ceuelo; (OpPCOBaHUY Aiype3 MOXKe IPUCKOPUTH
BUBeIeHHA npenapaTy. CeaHc reMofianily TPUBaJiCTIO 3 TOOUHU 3HUKYE PiBEHb (PIYKOHA30JTy V
m1a3Mi KpoBi mpubnmu3Ho Ha 50 %.

ITo6iuni peakuii.

Pesiome mpodinio 6e3meyHocCTi

Y 3B’513Ky 3 NiKyBaHHAM (IIYKOHA30JI0M MOBiIOMIISAIOCS IPO MEIUKaMEeHTO3HYy Peakliio 3
eo3nHO(inmiero i cucremuumu nposBamu (DRESS-curmpom) (muB. po3min «Ocob6auBOCTi
3aCTOCYBaHHS»).

Haituacrie moBigoMsiocs Ipo Taki mobiuHi peakilii: ronoBHUM Ginb, 6isb ¥ YepeBHiN MTOPOXKHUHI,
miapes, HygoTa, 671i0BaHHS, IMiIBUILIEHHS PiBHS anaHiHaMmiHoTpaHcdepasu (AJIT), migBUIlleHHS PiBHS
acnaprataMiHoTpaHcdepasu (ACT), migBuilleHHS piBHS NyXKHOI hochaTa3u KPoBi, BUCUTIAHHS.

II71s OLiHKY YaCTOTU BUHUKHEHHS MOOIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikariito: myxe
yacTo (=1/10), gacro (Big =1/100 mo <1/10), HewacTo (Bim =1/1000 go <1/100), pigko (Big =1/10000

0o <1/1000), myxe pigko (<1/10000), yacToTa HEBifOMa (HEMOXKJIMBO OLIIHUTH Ha IIigCTaBl HaABHUX
OAHUX).

3 6oky cucmemu Kposi ma aimpamuyHoi cucmemu.

Heuacto: aneMid.

Pigko: arpaHynouuTo3, TeHKoIeHis, TPOMOOIIUTOIEHisl, HEUTPOIEHis.
3 boky imyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaiuHi ma asimeHmapHi po3aaou.

HeuacTo: 3HMKEHHS alleTUTY.

Pigko: rinepxonecTepuHeMis, TinepTpUriilepuaeMis, rinokaniemis.
IIcuxiuHi nopyweHHA.

HeuacTo: 6€3COHHS, COHJIUBICTE.

3 60Ky Hepsogoi cucmemu.



YacTo: ronoBHu Oink.

Heuacro: cymoMu, napecTesis, 3a1aMOpPOY€eHHs, [IOPYIIEHHSI CMaKy.
Pigxo: Tpemop.

3 60Ky opaaHis cayxy ma eecmubya5pHO20 anapamy.

Heuacro: BepTHuro.

3 boky cepus.

Pigko: mapokcu3ManbHa LITyHOYKOBA TaXiKapAis TUIY «IipyeT», MogoBxKeHHS iHTepBany QT (gus.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

3 60Ky WAYHKOBO-KUWKOBO20 MPAKmy.

YacTo: 0inb y YepeBHill TOPOXKHUHI, HY[OTa, giapes, O1I0BaHHS.

Heuacrto: 3amnop, gucrerncis, MeTeopusM, CyXiCTb ¥ POTI.

I'enamobiaiapHi po3aadu.

YacTo: nmigBuIlleHHs PiBHSA anaHiHaMmiHoTpaHchepasu (AJIT), migBuIlleHHS piBHS
acnaprartaMinoTpaHcdepasu (ACT), migBuIileHHS PiBHS IyKHOI ¢hocdaTasu (IUB. PO3Min

«Oco0IMBOCTI 3aCTOCYBaHHS»).

HeuacTo: xoecTas, JKOBTSIHUIA, MiIBUILIEHHS piBHS Oinipy06iny (muB. po3min «OcobnuBoCTi
3aCTOCYBAHHS»).

Pigko: me4yiHKOBa HEIOCTATHICTh, TeNaTOLENIONAPHAM HEKPO3, TEIaTUTH, TeaToOLe0IsIpHe
ypaxeHHs (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHSI»).

3 6oky wkipu ma niOwKipHOi MKAHUHU.
YacTo: Bucunanus (ouB. po3min «OcoOnMMBOCTi 3aCTOCYBaHHS»).

HeuacTo: MemuKaMeHTO3HUM OepMaTuT (BKIII04aouu ¢GiKCOBaHUN MeIUKAMEHTO3HUU MepMaTuT),
KPOIIKB’sTHKA, CBepOiXK, MiiBUIlleHe TIOTOBUIiNEHHS (IUB. po3ain «OCco6IUBOCTI 3aCTOCYBAaHHSI»).

Pimko: TOKCMYHUM emigjepMalIbHUN HEKPOIi3, CMHAPOM CTiBeHCa-/I2KOHCOHA, TOCTPHUH
reHepai3oBaHUM €K3aHTeMaTO3HUU MyCTY/Ib03, eKC(HOTIaTUBHUN IePMaTUT, aHTi0HEBPOTUYHUN
HaOpsK, HaOpgK oO6nuyuds, anomnenis (AuB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

HeBimoMo: MeqrKaMeHTO3Ha peakilisd 3 eo3uHodinieo i cuctemuuMu nposiBaMu (DRESS-cunmpom).
3 60Ky onopHO-pyx08020 anapamy ma cnoay4Hoi MKaHuHu.

Heuacto: mianris.

3azanvHi po3aadu ma peakuii y micui 8e0eHHA.

HeuacTo: mifBuIieHa BTOMJIOBaHiCTh, HE3[IyKAHHS, aCTeHis, rapsyka.

Himu.



YacToTa Ta xapakTep 06iYHUX peakiliii i BigxuieHb Bif HOpMU pe3yybTaTiB 1abopaTOPHUX aHaMli3iB y
XOMi KJTiHIYHUX AOCIAXKEHb 3a Y4aCTIO OiTeH CIiBCTaBHI 3 TAKUMHU Y JOPOCIIUX.

3gimyeaHHs npo nido3piosaHi nobiuHi peakui.

3BiTyBaHHS IIPO IiK03pIoBaHi MOOiUHi peakilil micis peecTpatiii TikapchKoro 3aco0y Ma€ BaXkKJIuBe
3HaueHH4. lle nae 3Mory mpoBoauTy 6e3mepepBHUN MOHITOPUHT CIIiBBiIHOIIEHHS MiXK KOPHUCTIO i
pU3MKaMH, II0B’I3aHUMHU i3 3aCTOCYBaHHSM LILOTO JIIKaPChKOTO 3ac0o0y. MeguyHuX npaliBHUKIB
IIPOCSITH 3BiTyBaTH PO Oymb-siKi mimo3proBaHi moOiyHi peakilii BiAmoBigHO 0 BUMOT MiClIeBOTO
3aKOHOIABCTBA.

Tepmin npudamHocmi. 5 POKiB.

YmoBH 30epiranns.

36epiratu nmpu Temepatypi He Buite 30 °C y HeIOCTYITHOMY [JIs [iTel MicCIIi.

YnakoBka.
Kancynu o 50 mr: o 7 kamncyn y 6mictepi, mo 1 6micTepy B KapTOHHIN yIIaKOBIIi.

Kamncynu o 100 mr: o 10 xancyn y 6micTepi, 1o 1 6micTepy B KapTOHHIY yIIaKOBIIi.

Kareropisi Bignmycky. 3a pelemnToM.

BupoOHUK.

®apeBa Ambya3s / Fareva Amboise.

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOT'0 aJpeca MicCIisi IPOBaKeHHsI Tis/TbHOCTI.
3one IHpmacTtpiane, 29 poyt gec Iagactpic, 37530 IToce-ciop-Cic, ®panirig /

Zone Industrielle, 29 route des Industries, 37530 Poce-sur-Cisse, France.



