IHCTPYKIIA

71T MEJUYHOTO 3aCTOCYBAHHS JIiIKapChKOTO 3aco0y

IU®TIOKAH®

(DIFLUCAN®)

Cknao:
ditoua pevosuHa: ¢pnykoHaszon / fluconazole;
1 kamcyna mictuth 50 Mr abo 100 mMr rykoHa3omy;

0ONnoMmidCcHI peyo8uHU: TaKTO3a, MOHOTiIpaT; KpoXMalb KyKypPyA3sSHUM; HaTpPilo JTaypucyiabdar;
MarHilo cTeaparT; KPeMHilo OioOKCHU KOMOImHUM Oe3BOOHUM.

Jlikapcbka ¢opma. Kancymu.
OcHo8HI (pi3uKo-ximMiuHi 81aCMUBOCMI:

50 MT - TBEPMi HEMPO30Pi XKenaTUHOBI Kancynu (po3mip kamcynu Ned), 110 MicTSTh Ginuii MOPOIIOK, 3i
CBiT/10-61p1030B0-6JITAKUTHOIO KPUIIIEYKOIO Ta 6iTUM KOPIIyCOM, 3 HAaHECEHUMHU YOPHUM YOPHUIOM
norotunoM Pfizer ta Hagnucom FLU-50.

100 Mr - TBep[i HETPO30pi XKeJTaTUHOBI Karcynu (po3mip Kancynu Ne2), 110 MicTSTh Oinuil IIOPOIIOK,
3 6JTaKUTHOIO KPHUIIIEYKOI0 Ta OimuM KOpIycoM, 3 HAaHECEeHUMU YOPHUM YOPHHUJIOM JioroturnoM Pfizer
ta HagnucoMm FLU-100.

dapMakoTepaneBTHYHA rpymna. [IpoTurpubkoBi 3acobu [yIsi CHCTEMHOT'O 3aCTOCyBaHHS. [ToximHi
Tpuasony. Kog ATX JO2A CO1.

®Papmako102iuHi 8 1acmueocmi.

®apmakoOuHamika.

MexaHi3M mil.

®nykoHa3051 € TPOTUTPHOKOBUM 3aC000M KJlacy Tpua3osiB. [IlepBUHHUM MexaHi3MOM Horo fil €
IPUTHiIYeHHS IPUOKOBOro 14-anmbda-I1aHoCcTepo-IeMeTHIIIOBAHHS, 0II0CEePeIKOBaHOT0 IUTOXPOMOM
P450, 10 € HeBifg'eMHUM eTanoM 6ioCHHTE3y IPUOKOBOTO eprocrepony. Akymynauisa 14-anbda-MeTun-
CTEPOJIiB KOPEJTIOE 3 MTOMAJIBIIOI BTPATO €ProcTepoy MeMOpaHoio rpubKOBOI KITITUHU Ta MOXKE
BiiMOBifaTH 3a MPOTUTPUOKOBY aKTUBHICTEL QriyKoHa307y. ®1yKoHa3071 € GinbIl CEIEKTUBHUM [I0
rpubkoBux hepMeHTiB 1uToxpomy P450, HiXK [0 pi3HUX cucteM GpepMeHTiB ruToxpoMy P450 ccasiiis.



3acTocyBaHHS (HITyKOHa30my y mo3i 50 Mr Ha mo0y mpoTsarom 28 [HIB He BIIMBAE Ha PiBeHb
TECTOCTEPOHY y IIJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb EHOOTEHHUX CTEPOIMiB ¥ KiHOK
pemnponyKTuBHOro Biky. ®mykoHa3on y 1o3i 200-400 mr Ha moby He MPOSIBIISE KITiHIYHO 3HAYYLIOTO
BIIJIUBY Ha PiBeHb €HAOTE€HHUX CTEPOifiB a0 Ha BigMOBib Ha CTUMYIISIIII0 aMPEHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3mopoBux f0OPOBOJIBLIB YOI0BiUOl CTATI.

HocnigeHHS B3a€MO{Iil 3 aHTUMIIPHHOM IIPOAEMOHCTPYBaIH, 0 3acTocyBaHHA 50 Mr GIIyKOHa301y
pa30Bo uu 6araTopa3oBo He BIJIMBA€ Ha MeTab0Ii3M aHTUIIIPUHY.

YyTnusicTs in vitro.

®nykoHa307 in vitro eMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO KJTiIHIYHO MOMKUPEHUX BUMIIB
Candida (Bkmtouatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata neMOHCTpy€ 3HUXKEHY
YyTIUBICTH H0 (IyKoHa3o1y, a C. krusei ta C. auris € CTIUKUMU [0 PryKoHa301y. MiHiManbHi
inriOyroui KoHIIeHTpallii Ta enigeMionoriune nmoporose 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 mpoTy eHAeMiuyHUX IIiCHABUX IpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’s130K (hapMaKOKIHETUUHUX i hapMaKOOUHAMIUHUX BJIACTUBOCTEH.

BipgmoBigHO 00 pe3ynbTaTiB HOCIIOXKEHb Ha TBAPUHAX, ICHY€E KOpealisd MiX MiHiMaIbHOK
iHri0y104010 KOHIIEHTpPALi€I0 Ta e)eKTUBHICTIO IIPOTU eKCIIEPUMEHTAIbHUX MOoesiel MiK03iB,
cripuuynHeHUX BugamMu Candida. BifmoBigHO 0o pe3ynbTaTiB KIIIHIYHUX JOCIiAKEHb, iCHY€E JliHiliHa
3anexHicTh Mizk AUC Ta go3oio ¢pnykoHa3zony (nmpubnusno 1:1). Takox icHye npsMuii, ane
HeJoCTaTHiii 3B’5130K Mixk AUC a0o0 03010 Ta MO3UTHBHOIO K/TiHIYHOIO BigIIOBIANIO Ha JIiIKyBaHHS
OpaJIbHOT'0 KaHOUO03Y Ta MEHIIIO MipoI0 - KaHOuOeMil. AHAIOTiYHO JTiKyBaHHS iHQEKIIiH,
CIIPUYMHEHUX IITaMaMHu, 10 IKUX (GJIyKOHA30Jl AEMOHCTPYE BUCOKY MiHiMabHY iHTiOy0uy
KOHIIEHTPAIIil0, € MEHIII 3aI0BiTbHUM.

MexaHi3M pe3UCTEHTHOCTI.

Mikpooprauiamu pony Candida meMOHCTPYIOTh YKCJIeHHI MeXaHi3MU PEe3UCTEHTHOCTI 0 a30IbHUX
IPOTUrpubKOBUX 3ac06iB. OITYyKOHA30/1 IEMOHCTPYE BUCOKY MiHiMasbHY iHTi0yI09y KOHIIEHTpALIil0
IIPOTH 1ITaMiB rpubiB, SKi MaloTh oguH abo GinbIlle MeXaHi3MiB PE3UCTEHTHOCTI, 1110 HETAaTUBHO
BIITMBA€ Ha e(DEKTUBHICTD in vivo Ta B KITiHIYHIM IPaKTHUIII.

Y 3a3Bruan uytnuBux BUAiB Candida Hal4acTillIUM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B IKOMY
3afisHi inboBi hepMeHTH a30iB, BifmoBiganbHi 3a 6i0CUHTE3 eprocTepony. Pe3uCTEHTHICTh MOXKe
OyTu 00yMOBIeHa MyTalliIM{, IOCUJIEHHSIM IPOAYyKIil hepMeHTy, MexaHi3MaMu e(IIIOKCY IIpenapaTy
ab0 pO3BUTKOM KOMIIEHCATOPHUX IIIIXiB.

[MoBimommnsnocs npo cynepindexii Candida spp., cnpudunHeHi iHmmMu Hix C. albicans BugaMu, 1o
YacTO MalTh 3HUXKEHY uyTnuBicTh (C. glabrata) abo € criikumu (Hanpuknag, C. krusei, C. auris) o
bnykonasony. [Iy1s miKyBaHHS TakKux iH(EKIiN clifg 3aCTOCOBYBaTH albTePHATUBHI TPOTUTPUOKOBI
3aco0u. MexaHi3Mu Pe3UCTEHTHOCTI IIle He [0 KiHIlg BUBYEHi B IesIKUX MPUPORHO cTivkux (C. krusei)
a6o sHOBUX (C. auris) BumiB Candida.

KontponsHi Touku EUCAST (E€BponerchbKOTro KOMITETY 3 HOCIiIKeHb YYTIUBOCTI 10 aHTUMIKPOOHUX
3ac00iB).


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

Basyoounck Ha gocligXKeHHi ¢papMaKoKiHeTUUHOI/papMaKogrHaMigHOI iHpopMaliii, YyTAUBOCTi
in vitro Ta KJiHi4yHOI BifmoBigi, 6y/10 BU3HAYEHO KOHTPOJIbHI TOYKM A7 (GIIYKOHA30ITY [JIS
Mikpoopra#ni3Mmis poay Candida (CynpoBigaui po3’sscHioBanbHUM foKyMeHT EUCAST pns

dnykonasomy (2020) - Bepcig 3; EBpONeNCLKUY KOMITET i3 JOCHiIXKeHb YYTIUBOCTI 10
aHTUMIKPOOHUX 3ac006iB, [TpoTurpubkoBi 3acobu, TabnuIli KOHTPOILHUX TOYOK /I iHTepHpeTalrii

MIK, Bepcisg 10.0, HabyB ynHHOCTI 04.02.2020 p.). BoHu Oynu po3nofineHi Ha KOHTPOJIbHI TOYKH, 1110
He TIOB’sI3aHi i3 MeBHUM BUIOM, SKi Oi/IbI1I0I0 MipOI0 BU3HAYAIUCS Ha OCHOBI

(bapMakoKiHeTUYHOI/(papMaKoIrHaMiYHOI iH(pOpMallil i He 3ayeXaTh Bif PO3NOAiTy Ha IIeBHI BUAM 3a
MiHiMabHOIO iHTi0yI040I0 KOHIIEHTPAlli€lo, Ta Ha KOHTPOJIbHI TOYKY, TIOB’sI3aHi 3 IIEBHUM BHUJIOM, III0
Haly4acTille acoIio0ThCA i3 iHpeKLigMu y moauHy. 11i KOHTPONIbHI TOYKY HaBeeHi HuXKyue.

[Tpomuepubxosull [KOHMPObHI MOYKU, N08’A3aHi i3 neeHUM 8u00M, [KOHMPOAbHI
3acib S</R>yme/n mouku, He
noe’s3ami 3

nesHum suoom,’
S</R>yme/n

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

2/4 2/4 2/4

OyKOHA3071 2/4 2/4 0,001*/16

S = 4yyTnuBuy;
R = pe3ucrenTHH;

a - KOHTPOJIbHI TOYKH, III0 He IIOB’SI3aHi i3 IeBHUM BHIOM, SKi Oi/IbIIIOI0 MipOI0 BU3HAYAIKCS Ha
OCHOBI (hapMaKOKiHeTUYHOI/PpapMaKoarHaMiuHOl iHdopMalril i He 3arexkaTh Bifl pO3MOMiNy Ha MeBHi
BHOY 3a MiHiMa/lIbHOIO iHTiOYyI049010 KOHIIEHTpallie0. BoHM [OCTifXKyBaIuCh Nuille ¥ MiKpoOpraHi3Mis,
y SIKUX He iCHye€ crenu¢pigyHol KOHTPOJIbHOI TOYKY;

-- OCTIimKEeHHS YyTIUBOCTI He peKOMEeH0BaHi, OCKiJIbKY aHUYU BUJ HE € METOI0 JIiIKapChKOl Teparii;

* Yci moka3uuku C. glabrata B kateropii I. MIK mpotu C. glabrata cnif o1liHIOBaTH SK Pe3UCTEHTHI,
KOJIX BOHM IepeBuIlyioTh 16 mr/n. Kateropia wytnusocTi (< 0,001 Mr/in) BUKOPHUCTOBYETHCS JIUILIE
a1 3anobiraHHsg TOMUIKOBOL Knacudikariii mramis I gk mtamis S. [ - 9yTnuBuil 3a yMOBU
MigBUIIEHOI eKCITO3UIlii: MiKpOOPraHi3M HaJIeXKUTh [0 KaTeropil «4yTIWBUYM 3a YMOBHU ITiIBUIIIEHO]
€KCIIO3HUIIi1» y pa3i, KoM iCHy€e BUCOKa MMOBipHICTh TePANleBTUYHOTO YCIIiXy, OCKIIbKY €KCITO3ULis
npemnapary Oysa 36inmbIlIeHa 3a paXyHOK KOPEKIIil pekuMy Ho3yBaHHS abo #oro KOHIIEHTpalii y
BOTHHUII iHDeKITil.

dapmaxkoKiHemuxka.

dapMaKOKiHETUYHI BTaCTUBOCTi (PJIYKOHA307Ty € MOAiOHUMY IIPY BHYTPIITHLOBEHHOMY i
IIepopaibHOMY 3aCTOCYBaHHI.

AGcopOiis.

®yKoHa301 106pe BCMOKTYEThCS IIPY IIEPOPATIbHOMY 3aCTOCYBaHHi, a piBeHb Ipemnaparty y mia3Mmi
KpOBi i cuctemMHa GiogocTymHicTh mepeBulyioTh 90 % piBHS HIIyKOHA30y Y M1a3Mi KPOBi, 1110
[OCATAEThCS IPU BHYTPIIIHEOBEHHOMY BBe[leHH] IpenapaTy. OgHOYacHe BXKUBaHHS 1Ki He BIIJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy P M0T0 IlepopalbHOMY 3aCToCyBaHHI. [1iKkoBa KOHLIEHTpallisl y IIy1a3Mi
KpPOBi focaraeTtecsd 4yepes 0,5-1,5 roguHu micng npuoMy npenapaTty HaTileceple. KoHIeHTpalis
Ipernapary y Ijia3Mi KpoBi pomnopiiiHa go3i. PiBHoBaxkHa 90 % KOHIIeHTpallid 4OCATaEThCS Ha



4-5 mo6y niKyBaHHS IIpelapaToM IIpy OaraTopa3oBOMY 3aCTOCyBaHHI OfMH pa3 Ha fo0y. PiBHOBaXKHa
KOHIIeHTpalig Ha piBHI 90 % mocsaraeTbcs Ha OPYTUM OeHb JIIKYBaHHS IPU 3aCTOCYBaHHI y MIepIIni
IeHb HaBaHTaXKyBaJIbHOI 103, I1I0 BABiUi MepeBUlllye 3BU4YaHy T0O0BY H03Y.

Poznmomin.

0O0’eM posmnopiny npubIU3HO JOPIBHIOE 3araJlbHOMY BMICTY PifWHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oinkamu mra3mMu KpoBi Hu3bke (11-12 %).

®nykoHa3on fobpe IPOHUKAE B YCi AOCTiAXKYyBaHi pifuHU opraHi3My. PiBeHb QiykoHa305y y CIuHI Ta
MOKPOTHHHI € TOAIOHUM 10 KOHIIEHTPAllii penapaTy y mja3Mi KpoBi. Y maIieHTiB, XBopux Ha
rpuOKOBUYM MEHIHTIT, piBeHb QIIYKOHA301y V CIHHHOMO3KOBIH pinuni mocsirae 80 % KoHIeHTpalil y
I1J1a3Mi KPOB.

Bucoki koHLeHTpallil ¢GIyKOHa301y y WKipi, 10 TePeBUINYIOTh CHPOBATKOBI, OCATAIOTHCS Y
porosoMy I1api, enigepMici, aepmi Ta 1moTi. ®JIyKOHAa30JI HAKONUYYETHCA y PorosoMy wapi. [Ipu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha go0y KOHIIeHTpalis GIyKoHa30iy micisa 12 gHiB niKyBaHHS
cTaHOBHJA 73 MKT/T, a 4epe3 7 OHIB MiCIS 3aBepIIeHHS JTiKyBaHHSA KOHI[EHTpPALlis BCe Ille CTaHOBUIIa
5,8 Mkr/r. [Ipu 3acTocyBanHi fo3u 150 Mr 1 pa3 Ha TUXKAEHb KOHLIEHTpalisd GIyKOHAa30Jly Ha 7 TeHb
JIiKyBaHHSI cTaHOBUAA 23,4 MKT/T; yepe3 7 OHIB IiCg 3aCTOCYBaHHS HACTYIIHOI O3 KOHILIEHTpAllis
BCe IIle cTaHoBuaa 7,1 MKTI/T.

KonnenTpanis ¢pnykoHa3omy B HIrTax micns 4 MmicsaniB 3acTocyBaHHS 150 Mr 1 pa3 Ha TUXOeHb
craHoBuia 4,05 MKI/T y 3M0poBUX 10OpOBOJIBIIB Ta 1,8 MKI/T IIpu 3aXBOPIOBAHHSX HITTiB;
(byKOoHa30J1 BU3HAYaBCsA Y 3pa3Kax HirTiB uepes 6 MicAIliB micis 3aBeplleHHS Teparil.

BioTpancdopmarris.

®nykona3on MeTabomi3yeThCst He3HAYHOI0 Mipoto. [Ipu BBefleHHi 103U, MideHOl pagioaKTUBHUMHU
izoTonmamu, nuie 11 % ¢GpnayKoHa307ly eKCKPETYEThCA 3 Cedero y 3MiHeHOMY BUTIAAL. OIIyKOHA30I1 €
noMmipauM iHribitopom izodepmentis CYP2C9 ta CYP3A4, a TaK0XK IMOTYKHUM iHTiGiTOpOM
izopepmenty CYP2C19.

BuBeneHHd.

[Tepion HamiBBUBemeHHS GIYKOHA30Ty i3 MJIa3MU KPOBi cTaHOBUTH 61u3bK0 30 roguH. Binbina
YacTHHa IipernapaTy BUBOAUTHCS HUPKaMu, mpudoMmy 80 % BBeeHOl 703U BUSBISETHCS Y CEUi B
He3MiHeHOMY cTaHi. KimipeHc ¢ykoHa30/1y TpONOpLiHNY 10 KIipeHCy KpeaTuHiHy. LIUpKymo0dux
MeTaboJIiTiB He BUSBIIEHO.

TpuBanuii nepion HamiBBUBEOEeHH IIpenapaTy 3 IJla3MHU KPOBi Ja€ MOXKJIUBICTH pa30BOr0
3aCTOCYBaHHA IIpeliapaTy [IpY BariHaJbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaTty 1 pa3 Ha
TUX[EHb IPU IHIIUX TOKa3aHHSAX.

HupkKoBa HEIOCTATHICTS.

Y mairieHTiB i3 HUPKOBOIO HEJOCTATHICTIO TSIKKOTO CTYIeHs (IBUOKICTh KIy60uKOBOi dinbTparii

< 20 mn/xB) nepion HamiBBUBeneHHS 30inbiyeThes 3 30 roguH mo 98 rogun. Tomy 11iit KaTeropii
nalieHTiB HeoOXigHO 3MEHIUTH 103y (QriyKoHa3omy. ®IyKoHa307 BUAANISETHCS IIISTXOM I'eMOofiiai3y,
Ta MEHIIOK MipOI0 - IIJITXOM iHTpallepuTOHeaIbHOro fianidy. CeaHC reMofianisy TPUBaiCTIO

3 roguHY 3HUXKYE piBeHb (IyKOHA30Iy Y I1a3Mi Kposi mpubnu3so Ha 50 %.



JIakTalriq.

KonnenTpauii ¢pyKoHa30/y y m1a3Mi i MaTepUHCHKOMY MOJIOLi BIIPOOBXK 48 ToguH Miciisg IpUioMy
omHOpPa30Boi fo3u 150 mr npenapaty [udnaiokaH OLiHIOBaIN ¥ X0Ai papMakoKiHETUYHOTO
MOCITi?KEeHHS 3@ y4acCTIO eCSATH XKIiHOK Yy Iepiofi MaKTallii, sKi TUM4YacoBo ab0 MOCTIHHO TPUITHMHIINA
rOflyBaTU CBOIX HEMOBJIAT IPYAMI0. Y MaTEPUHCHKOMY MOJIOI (hIyKOHA30J1 BUSIBUIIU Y CEPENHIN
KOHIIeHTpallil npubnusno 98 % Bifg Toi, 10 Big3Havanu y nna3Mi MaTepi. Yepes 5,2 roguH micns
IIPUUOMY [O3U CEpenHs IMiKoBa KOHIIEHTPallid y MaTePHHCHKOMY MOJIOLL CTaHOBUIA 2,61 Mr/m.
o6oBa mo3a (IyKOoHa30Iy, OTpMaHa HEMOBJISIM 3 MaTEPHHCHKOTO MOJIOKA (SKIIO IPUUHATH
CepenHe CIOXKUBAHHS MOjIoKa 3a 150 Mi/Kr/mo0y), po3paxoBaHa Ha OCHOBI CepeaHbOI MKOBOI
KOHIIeHTpallil y Moo, 1o gopiBHioe 0,39 Mr/kr/moby, ctaHoBUTh npubnusno 40 % Big mo3u,
PEKOMEHI0BaHOI HOBOHAPOIXKEHNUM (BikKOoM < 2 TuXKHiB), ab6o 13 % Bifm m031, peKOMEHO0BAHOI
HEMOBJIITaM [JIs JTIKyBaHHS KaHOUO03y CIU30BUX 000IOHOK.

iTH.

Hani 3 hapmakokineTuku O6ynu onineni y 113 mite#t mig yac 5 gocifzKeHs: 2 OOCTiAXKEHHS Pa30BOT0
3aCTOCYBaHHS, 2 MOCHiIXKeHHSI 0araTopa3oBOT0 3aCTOCYBaHHS Ta 1 HOCIigKeHHS HEJOHOIIeHUX
HOBOHAPOOXKEHUX.

[Ticna BBegeHHs 2-8 Mr/Kr (priyKOoHa30/1y OiTSM BikoM Bif 9 Micsanis mo 15 pokiB AUC cTaHOBUTa
6nmu3bko 38 Mkr*rop/min Ha 1 Mr/kr mo3u. [licias 6araTopa3oBoro 3aCTOCyBaHHS CEpefHil mepion
HalliBBUBeMeHHS (HIyKOHA30I1y i3 1a3Mu KpoBi BapitoBaBcd Mix 15 Ta 18 ronunamu; 06’'eM
po3nopniny ctaHoBuB 880 Myi/Kr. BinbIn TpuBaIuy 1epion HaIliBBUBENEHHS 13 JIa3MU KPOBI, 110
CTAHOBUB MpubIN3HO 24 roguHu, OYB MiC/Is Pa30BOT0 3aCTOCYBaHHS (IYKOHA301y. Llel MoOKa3HUK €
CIIiBCTABHUM 3 IIEPiOAOM HalliBBUBEAEHHS (IYKOHA30JIy i3 IIa3MH KPOBi MiCIs Pa30BOTo
3aCTOCyBaHHS 003U 3 MI/KT BHYTPIIlTHbOBEHHO HiTSIM BikoM Bif 11 gHiB go 11 MmicsiiB. O0’em
PO3MOAiNy y mallieHTiB I11i€l BiKOBOI rpymu CTAaHOBUB 0/113bK0 950 MII/KT.

Iocsin 3acTocyBaHHS (IyKOHA30Jly HOBOHAPOAXKEHUM 00MeXKYETHCS hapMaKOKiHETHYHUMHU
OOCIIXKeHHAMY 12 HeIOHOIIEHUX [iTed i3 TepMiHOM recTaliil npubnu3uo 28 TuxkHiB. CepenHii BiK
OUTHHY IIPU BBEIEHHI IepIIol 103U CTaHOBUB 24 roguuu (Bim 9 mo 36 roguH); cepemqHs Bara Ipu
HapomxkeHHi ctanoBuna 900 r (Big 750 mo 1100 r). s 7 maIieHTiB TPOTOKOJI HOCTiAXKEHHS 0YI10
BMKOHAHO. MakCHMyM 5 BHYTpPIITHbOBEHHUX iH €KIIiN (DITyKOHA30Jly ¥ 4031 6 MI/KT BBOOWIN KOXKHI
72 rogunu. CepenHid mepion HaMiBBUBEIEHHS CTaHOBUB 74 rogunu (44-185) B mepmiui meHb, MOTIM
3uu3uBca 0o 53 rogul (30-131) Ha 7-1 meHb Ta 0o 47 (27-68) Ha 13- mens. [1noia mig KpUBOIO
(Mxr*rom/mn) cranoBuina 271 (173-385) B nepumuit meHs, 30inpmmnacs no 490 (292-734) Ha 7-# neHsb,
noTiM 3uu3unacs no 360 (167-566) Ha 13-it gerb. O6’eM po3mofminy (MJI/KT) CTAHOBUB

1183 (1070-1470) y nepuuit nenb, 36inmpiyBaBcs o 1184 (510-2130) Ha 7-# meHb Ta o

1328 (1040-1680) Ha 13-i1 meHb.

[TaIieHTH TITHLOTO BIiKY.

®apMakKOKiHeTHUHE OOCIiIXKeHHs IPOBOAUIIM 3a y4acTHO 22 Nalli€HTiB (BiKOM Bif 65 POKiB), aKi
3actocoByBanu 50 Mr ¢rnykoHa301y nepopanbHo. 10 namieHTiB 0gHOYAaCHO 3aCTOCOBYBAJIM [iyPETUKH.
C.,..x CTaHOBHJIA 1,54 MKIr/MI Ta gocAranacs IpoTAroM 1,3 TOOMHY MiC/Is 3aCTOCYBaHHS (HIIyKOHA30IY.
Cepepns AUC cranoBuna 76,4+20,3 Mmrr*roa/min. CepenHiii nmepion HamiBBuBefeHHS 46,2 rogunu. Li
bapMakoKiHETUYHI TOKA3HUKY € BUILIUMU MOPIiBHSHO i3 aHAJIOTIYHUMU Y 30OPOBUX NOOPOBOJIBIIIB
MOJIOAIIOro BiKy. OgHOYacHe 3aCTOCYBaHHS AlypPETUKIB HE Majio 3Ha4YHOro BmiuBy Ha C,,, Ta AUC.
Takox KiipeHC KpeaTuHiny (74 Mi/xB), BifcoToK (pIIyKOHaA30:/y, 110 eKCKPETYBABCS i3 ceuelo y
He3MiHeHOoMY Buriapni (0-24 roguny, 22 %), Ta HUPKOBUM KJlipeHC guykoHa3omy (0,124 Mi/XB/KT) y
Talli€HTIB [aHOl BiKOBOI Ipymny Oy HUKYKMMU, HiXK aHAJIOTi4Hi TOKA3HUKHU Y MOJIOMIINX



no6poBobLiB. ToMy 3MiHM (papMaKOKiHETHKY Y MAI[i€HTIB JTITHLOTO BiKy OUEBUAHO 3ajieKaTh Bif
napaMeTpiB (QyHKIIi HUPOK.

KrinigHi xapaKTepHCTHKH.
Iloka3anus.

Oudmokan® MoKa3aHWH A7 JiKyBaHHSA TAKHX IPUOKOBUX iH(EKI[H y MOPOCIUX (IUB. PO3MIiN
«®apMaKoouHaAMiKa»):

- KPUIITOKOKOBUM MEHIHTIT (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»);
- KOKIMIioimo3 (ouB. po3min «Oco0IuBOCTi 3aCTOCYBaHHS »);
- iHBa3UBHi KaHIUI03H;

- KaHAU03M CIU30BUX 000JI0OHOK, BKJII0OUYal0YM KaHOUA03 POTOTJIOTKY Ta KaHAUA03 CTPAaBOXOMY,
KaHOUOYPis, XPOHIYHUN KaHOUO03 WKIPH i CTU30BUX 000IOHOK;

- XpOHIYHUY aTpoiuHNM KaHAUI03 POTOBOI MOPOXKHUHY (KaHAUL03, CIPUYNHEHNN BUKOPUCTaHHIM
3yOHUX MPOTE3iB) Mpu HeeeKTUBHOCTI TiriEeHN POTOBOI MOPOXKHUHY ab0 MicIleBOl Teparii;

- BariHaJIbHUM KaHOUO03, TOCTPUM UM PEIMOVWBHUM, KOIM MiCIleBa Tepallisi He € OOIiIbHOIO;
- KaHOUOo3HUY 0aslaHiT, KOIU MiclieBa Tepallis He € HOLiTbHOIO;

- IepMaTOMiKO3H1, BKJIIOYalOUY¥ MiK03 CTOI, MiK03 TJIafleHbKOI IITKipH, TTaX0BUH OepPMaTOMIKO3,
pisHOOapBHUM NHIllall Ta KAHAWOO3HI iHQEKIIi] IKipK, KoMK IT0Ka3aHo 3aCTOCOBYBATU CUCTEMHY
Tepartito;

- mepMaTOQiTHUYN OHIXOMiK03, KOJIM 3aCTOCYBaHHS iHIIKX JIIKAPCHKUX 3aC00iB HE € JOLITbHUM.
Iudmokan”® moKa3aHWi A4 TPoQiTaKTHKK TaKKMX 3aXBOPIOBAHb Y NOPOCIHUX, IK:
- PELUAUB KPUIITOKOKOBOTO MEHIHTITY y IAI[l€EHTIB 3 BUCOKUM PU3UKOM MOT'0 PO3BUTKY;

- PeluauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOoAy y malieHTiB 3 BIJI 3 BUCOKMM PU3UKOM HOT0
PO3BUTKY;

- IJIs1 3HUKEHHS YaCTOTH PelUOUBIB BariHaabHOr0 KaHAUI03Y (4 abo Ginbllle BUMaiKU Ha PikK);

- npodinakTUKa KaHAUOO3HUX iH(EKIIiN y MaI[i€HTiB i3 TPUBaIIO HEUTPOIEHI€I0 (HanpuKiaf,
TIAIIEHTIB 3i 37T0KiCHUMH 3aXBOPIOBAHHSIMY KPOBI, SIKi OTpUMYIOTh XiMioTepariio abo nalieHTiB mpu
TPaHCIUIaHTallil TeMOIIOEeTUYHUX CTOBOYPOBUX KIiTHH) (OUB. po3min «®apMaKoiIoTiyHi BIaCTUBOCTI.
dapmakoguHaMiKa»).

Iudmokan® MOKa3aHUH MiTAM IS TiKyBaHHS KaHAUI03iB CIIM30BUX 000JI0OHOK (KaHIUI03
POTOTJIOTKH, KAHAUA03 CTPAaBOXOAY), iHBa3MBHUX KaHAU03iB, KPUIITOKOKOBOI'O MEHIHTITY Ta OJis
npodiTakKTUKY KaHOUOO03HUX iH(pEKIiN y MallieHTiB 31 3HUXKeHUM iMyHiTeTOoM. [IpenapaT MoXKHa
3aCTOCOBYBATH SK IMiATPUMYBaIbHY Tepariio AJis MonepeaKeHHs PeluOUBY KPUITOKOKOBOTO
MEHIHTITY Y AiTel i3 BUCOKMM PU3UKOM HOT'0 PO3BUTKY (AUB. Po3ain «OcoO6NMMBOCTI 3aCTOCYBaHHST»).



3aCcTOCOBYBATH JTiKapChKu 3aci® y ¢hopmi Karicyr I1ift KaTeropil namieHTiB MOXKHa TOMi, KOJIU [iTH
3maTHi 6€3MeYHO MPOKOBTHYTHU KAICYJTy, IO 3a3BUYail € MOXKJIMBUM Y Billi Bifi 5 POKiB.

Teparmio npenapaToMm Judmokan® MoXHa PO3NOYMHATH 4O OTPEMAHHS Pe3yNbTaTiB KyJIbTypalbHUX
Ta iHMKX 1a00paTOPHUX JOCTiAXKEHb; OOHAK ITiC/IsT OTPUMAHHS PE3YJIbTaTiB IPOTHIHGEKIIHHY
Tepallilo CJIiI CKOPUTYBaTH BiAIIOBIAHUM YUHOM.

IIpomunoka3aHHs.

- T'imepuyTnuBicTh 70 GIyKOHA30JTY, iHITNX a30IbHUX CIIOIYK a00 H0 OyOb-SKOI 3 MOTIOMiXKHUX
PEeYOoBUH IIpelapaTy, 3a3HayeHux B po3aii «Ckian».

- OgHOYacHe 3acToCyBaHHS (HITyKOHA30/Iy Ta TeppeHaguHy Nali€HTaM, SKi 3aCTOCOBYIOTh
bnykoHa3o1n 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rimHO 3 pe3yIbTaTaMy JOCTiIXKEHHS
B3aeMofil 6araTopa3oBoOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (QIYKOHA30JTy Ta iHIIMX JTiIKapChKUX 3aC006iB, IIT0 TOIOBKYIOThH iHTEpBA
QT ta meTabomizyoTbcs 3a gornoMoroio hepmenty CYP3A4 (Hanpukiap 1U3anpuay, acTeMi3ony,
niMO3Uy, XiHiIUHY Ta epUTPOMILIMHY) (AUB. po3ainu «OcobnuBOCTi 3acTOCyBaHHSA» Ta «B3aemopmis 3
iHITMMU NTiKapCbKUMHM 3aco0aMu Ta iHII BUOYM B3aEMOii»).

B3aemodisa 3 iHwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

HQOTI/IHOKEBBHO CyMiCHe 3aCTOCYBaHHSA @HyKOHaBOHy Ta HUXKYE3a3HaYEeHNUX HiKaQCBKI/IX 3aco0iB.

Iuzanpuo: mMoBiKOMIIANIOCS IPO PO3BUTOK MOOIUHUX peaklii 3 00Ky ceplis, Y TOMY YKCIIi IIPO
[TapOKCH3MabHy IIIYHOUYKOBY TaxiKapfilo TUIY «IIipyeT» y Malli€HTiB, IKi OHHOYACHO 3aCTOCOBYBalA
GbnyKoHa301 Ta nu3anpun. KoHTponboBaHe JOCTIgXKEHHS IPOgeMOHCTPYBAJIo, [0 ONHOYaCHe
3actocyBaHHs 200 Mr ¢rykoHazomny 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha J00y ITPU3BOIUIIO
[0 3HAYHOI'0 IigBUIIEHHS PiBHA LU3aNpUAY V IIJIa3Mi KpoBi Ta 40 nomoBXkeHHS iHTepBany QT.
OpHOYacCHe 3aCTOCYBaHHS (PIyKOHA30JIy Ta LA3alpUay IPOTUIIOKa3aHe (OUB. PO3Min
«IIpoTUNIOKa3aHHS»).

TepgeHaOuH: yepe3 BUMIaAKU PO3BUTKY TAXKKUX CEPLIEBUX apUTMill, CHPUUYNHEHUX [TOA0BKEHHIM
intepBany QTc, y mauieHTiB, iKi 3aCTOCOBYBaIN a30/IbHi TPOTUTPUOKOBI TiKapCchKi 3ac00M 0OTHOYACHO
3 TepheHaguHOM, OyIM MPOBEEH] MOCTiIKeHHs B3a€MO/Iil ITUX IIperapaTiB. Y X0fi 0qHOTO
MOCTiIKEeHHS IIPU 3aCTOCYBaHHi GyKoHa3omny y mo3i 200 Mr Ha o6y He Oy10 BUSIBIIEHO ITOMOBXKEHHS
inTepBany QTc. [HIIe gocmifXKeHHS IPU 3aCTOCyBaHHI ¢yKoHa3o1y y go3ax 400 mr ta 800 Mr Ha
no0y IpoeMOHCTPYBAJIo, 1[0 3aCTOCYBaHHSA QIyKoHa307y v mo3ax 400 Mr Ha noOy abo BHllle 3HAYHO
IiABUINYE PiBeHb TeppeHafuHy y MJIa3Mi KpoBi IIpU 0OJHOYACHOMY 3aCTOCYBaHHI IIUX IIpelaparTis.
CywMicHe 3acTocyBaHHS (HTyKoHA30/1y y go3ax 400 mMr a6o Buile 3 TepheHaguHOM IPOTUIIOKa3aHe
(muB. po3min «IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHi QrykoHa3omy y mo3ax Hux4e 400 Mr Ha moOy
OJIHOYaCHO 3 TepheHaguHOM CIIifl IPOBOAUTH PETENIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmemi30: CyMiCHe 3aCTOCYBaHHSI (PIIyKOHA30JTy Ta aCTeMi30JIy MOXKe 3MEHIIUTH KITipeHC
actemizony. CupuunHeHe UMM IIiABUINEHHS KOHLIEHTpallil aCTeMi30JTy y IIJla3Mi KPOBi MOXKe
IIPU3BECTH [10 Oof0BKeHHs iHTepBany QT Ta y pigKiCHUX BUIAgKax - 10 IapOKCU3MaJIbHOI
IIJTyHOYKOBOI TaxikKappil Tumy «mipyeT». OgHO4YacHe 3aCTOCYBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IIpOTUIIOKa3aHe (OuB. po3min «IIpoTunoKa3aHHI»).



ITimo3u0 ma xiHiOuH: CyMicHe 3aCTOCYBaHHS (PIIyKOHA30/y Ta MiM0o3uay a0do XiHiguHy MoXe
IPU3BOIUTH [0 MPUTHIUEHHS MeTa0oi3My miMo3uny abo XiHimWHYy, X04a BifAIOBIgHUX OOCIigXKEHb in
vitro Ta in vivo He poBomuiH. ITigBUIIIEHHS KOHIIEHTpalii miMo3umy a0o XiHiguHy y m1a3Mi KpoBi
MOXKe CIPUYUHATY NONOBXKeHH iHTepBany QT Ta y pigKiCHUX BUNIagKaX IPU3BOOUTHU OO PO3BUTKY
IIapOKCH3MaJIbHOI IIJTYHOYKOBOI TaxiKapfii Tumy «mipyeTr». OgHOYacHe 3aCTOCYBaHHSA (IyKOHA301Ty
Ta MiMo3uAy abo XiHifWHY IpoTUloKasaHe (OUB. po3ain «[IpoTUlloKa3aHHI»).

EpumpomiyuH: ogHOYAaCHe 3aCTOCYBaHHS €pUTPOMINMHY Ta (IyKOHA30Jly MOXE IIPU3BONUTH [0
MigBUIIEHHS PU3UKY PO3BUTKY KapHiOTOKCUYHOCTI (mogoBxKeHHs iHTepBany QT, mapokcu3MaibHa
IIJTyHOYKOBA TaXikKapphis TUIY «IipyeT») Ta, K HACMigoK, 4O PalTOBOl CEPIIeBOl CMEPTi.
3acTocyBaHHs KOMOiHaIll KX JIikapchKUX 3aco6iB mpoTUIIOKa3aHe (IuB. po3ain «IIpoTUnoKa3aHHS»).

He PEKOMEHOYVETHCA OJHOYACHE 3dCTOCYBAHHSA @J’IyKOHaBOHy Td HUKYE3da3Ha9EHNX HiKaQCbKI/IX

3acobiB.

T'anopaHmpuH: GIyKOHA30II MOXKE CIPUYUHUTH IMiIBUIIEHHS KOHIIEHTpallil rano@aHTpuHy y Iaa3Mi
KpPOBi 3a paxyHOK npurHiuenuss CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIUX JTiIKAPCHKUX 3ac00iB MoXKe
IIPA3BOJUTH [0 MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (mogoBxkeHHs iHTepBany QT,
IapoKcu3MaJlibHa IIJTYHOYKOBa TaxiKapfis TUIy «IIipyeT») Ta, sSIK HACJigoK, M0 PalToBOl CepIieBoi
cMepri. Crtig yHUKATH 3aCTOCYyBaHHSA KOMOiHaIlil X TiKapchkux 3aco6iB (auB. po3min «OcobnuBocTi
3aCTOCYBaHHS»).

CyMicHe 3acToCcyBaHHS QIVKOHA30IY Ta HUXKYe3a3HaUYeHUX JIiKapChKUX 3aC00iB BUMarae
00€pexKHOCTI.

AMioOapoH: omHOYaCHE 3aCTOCYBaHHS (DIIYKOHA30/y 3 aMiogapOHOM MOXKe IPU3BECTH [0
nogoBxkeHHs iHTepBany QT. ®mykoHa3on ciig 3 06epexkHICTIO 3aCTOCOBYBATH Pa30M 3 aMiofapoHOM,
0Cco0/IMBO Y pa3i mpu3HauYeHHs BUCOKOI 103u ¢iyKoHasony (800 mr).

CyMicHe 3acTocyBaHHS QIYKOHA30IY Ta HUXKYe3a3HAaYEeHUX JIIKaPChKUX 3ac006iB BUMArae
00epekKHOCTi Ta KOPUTYBAHHS NO3H.

- Bnaue iHwux snikapcvKux 3acobis Ha (pa1yKoHA30.1.

HocmifKeHHS B3a€EMOIil IPOJEMOHCTPYBAJIH, III0 TepopajibHe 3aCTOCYBaHHS (IyKOHa30ITy
OJHOYACHO i3 BXKMBAHHSIM iXKi, TPUAOMOM UMETHUIUHY, aHTALUIIB a60 MOOABIINM ONPOMiHEHHSIM
yCBOT'0 TiNla {7 Iepecagky KiCTKOBOTO MO3KY He Ma€ KJIiHiYHO 3HAYYILIOT0 BIIUBY Ha abCcopOIriio
bmyKoHa301y.

PugpamniyuH: omHOYaCHe 3aCTOCYBaHHS (PIyKOHA30Jy Ta pA(aMITiuHy IPU3BOAUIIO [0 3HUXKEHHSI
AUC Ha 25 % Ta cKOpo4yBaJo Iepiof HamiBBUBeAeHHS GuyKoHa3omy Ha 20 %. ToMy A malfieHTis,
SKi 3aCTOCOBYIOTh pU(aMIIiIKH, CIIi PO3TISHYTH HOLIIBHICTh NiABUIIEHHS H03U (PIIyKOHA3O0IY.

I'idpoxs1opomia3ud: y mochifxeHHi papMaKOKiHeTUYHOI B3a€MOIil omHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TiIpOXI0POTia3uay 300POBUM NOOPOBOIBISAM, SIKi OTpHMYyBanu (HIyKoHA307I,
IiABUINYBAJIO KOHI[EHTPAIlil0 (JIyKOHa30/y v mia3Mi Kposi Ha 40 %. Taki mapamMeTpu B3aeEMofil He
BHMMaralTh 3MiH y pekuMi 0o3yBaHHS (PIIyKOHA30/Iy AJIS Malli€HTiB, SKi ODHOYACHO OTPUMYIOTh
cevoriHHi 3aco0u.

- Bnaue ¢paykoHaszony Ha iHWi aikapcvki 3acobu.

®nykoHa3on € noMmipHuM iHriditopom muroxpomy P450 (CYP) isodepmenty 2C9 Ta 3A4. ®nykKoHa301
€ IOTykHUM iHTi6iTOpoM i30depmenty CYP2C19. Ha nogaTok [0 CoCTepekyBaHUX/TOKYMEHTAIEHO



IiATBEPAKEHNX B3aEMOiN, 1110 ONKCaHi HUXKYe, IPU OMHOYACHOMY 3aCTOCYBaHHI 3 (IyKOHA30JI0M
icHy€e pU3uK MiABUILEHHS Y Ia3Mi KpOBi KOHLIEHTPAli# iHIIKUX CIIONYK, 10 MeTaboTi3y0ThCs
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH TaKi KoMOiHallil mpemnapariB Ciif 3
00epexkHiCTIO; TpU IbOMY HeoOXiTHO PeTebHO CIIOCTEpiraTv 3a CTAaHOM MallieHTiB. [IpurHiuyBanibHa
nist rykoHa3ony Ha pepMeHTH 36epiraeTbcs IpoTsaroM 4-5 fid micis oro 3acTOCyBaHHS y 3B'S3KY 3
JI0TO TPUBAJIUM I1epiogoM HamiBBUBeEeHHS (OUB. po3Hin «IIpOTUIIOKa3aHHS»).

Anb(peHmawia: mif 4ac OGHOYACHOTO 3aCTOCYBaHHSA anb(eHTaHiny y fo3i 20 MKI/KT Ta (pIyKoHAa30Jy
y mo3i 400 Mr 3mopoBUM J0OPOBOJIBIAM CIIOCTepiranocs geokpaTHe 30inbienHss AUC,,, MOXKINBO
yepe3 inridysanus CYP3A4. Moxe 6yTu He0OXiqHUM KOPUTYBaHHS 003U albpeHTaHiny.

Amimpunmusin, HopmpunmuiH: GJIYKOHA30J IOCUJIIOE Tif0 aMiTPUNITUIIHY Ta HOPTPUIITUIIIHY.
PekoMeHIy€eThCSI BUMIpPIOBATH KOHIIEHTpAllil 5-HOPTPUNITUIIHY Ta/a00 S-aMiTPUNITUIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Teparii Ta yepe3 1 THXKOeHb. Y pa3i HeoOXigHOCTI CIlif BiAKOPUTYBATH 103y
aMITPUNTWIIHY/HOPTPUIITUIIIHY .

Am¢pomepuuuH B: ogHOYaCHe 3aCTOCyBaHHS (HJIyKOHA30/Iy Ta aM(poTepuluHy B iHpiKOBaHUM MUIIaM
i3 HopMa/IbHUM iMyHiITETOM Ta iH(}iKOBaHMM MHUIIAM 3i 3HUKEHUM iMyHITEeTOM Jasio TakKi pe3yybTaTu:
HEBEJIMKUY agUuTUBHUM NPOTUTPUOKOBUH ebeKT mpu cucteMHii indexuii C. albicans, BiiCyTHICTb
B3a€EMOi1 IpU BHYTPIITHbOYEPenHi iHbekil Cryptococcus neoformans Ta aHTaroHi3M [ABOX
IIpenapariB IpU CUCTEMHIM iHbekKIIi1 Aspergillus fumigatus. KiiHiuHe 3Ha4YeHHS pe3y/bTaTiB,
OTPUMaHUX Y XOZl KX AOCIiAXKEHb, HEBIOME.

AHMuKoaz2yasaHmMu: SiK i Ipu 3aCTOCYBaHHi iHIIMX a30/TbHUX ITPOTUTPHUOKOBUX 3ac00iB, Ipu
OJIHOYaCHOMY 3aCTOCYBaHHI (PIyKOHA30/1y Ta BaphapuHy IOBIIOMIISLIOCSA IPO BUIIaAKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, IITYHKOBO-KUIIKOBUX KPOBOTEY, TeMaTypii Ta MeJeHu) y
MIOENHAHHI 3 ITOMOBXKEHHIM ITPOTPOMOiHOBOTO Yacy. [Ipu ogHOYACHOMY 3aCTOCYBaHHI (GIIyKOHA30Iy
Ta Bap(dapuHy crocTepiranocs ABOKpaTHE IiBUIIEHHS MPOTPOMOiHOBOTO Yacy, IMOBIPHO, BHACTIIIOK
npurHiyeHHs MeTabosniamy Baphapuny yepe3 CYP2C9. Crig peTebHO KOHTPOIOBATH
IpoTpoMOiHOBHUI YacC y MAlli€eHTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTHKOATYISIHTA ab0
inmamenion. Moxe OyTH HeoOXimHOI0 KOPEeKIlisd N03U aHTUKOATyISHTY.

BeH3o0iaseniHu Kopomkoi 0ii, Hanpukaad mMida3osam, mpua3onam: Ipu3HadyeHHs (PIIyKOHA30Iy
IIiCJIs IepOpaIbHOT0 3aCTOCYBaHHS Mifla30/laMy IIPH3BOAWIIO A0 3HAYHOTO IiIBUILIEHHST KOHIIEHTpallil
Mifla30/1aMy Ta [I0 IIOCUJIEHHS IICUXOMOTOPHUX epeKTiB. OmgHOYacHe 3aCTOCyBaHHS (HIIYKOHA30Iy Y
no3i 200 Mr Ta mMigasonaMy y [03i 7,5 Mr mepopaibHO mpu3Boguso oo nigsuitieHHsa AUC Ta mepiony
HalliBBUBEJEeHHS Miga3onaMy y 3,7 Ta 2,2 pa3a BifIoOBiIHO. 3aCTOCYBaHHS (PIyKOHA30y V HO3i

200 Mr/mo06y Ta 0,25 Mr TprasonaMy repopaibHO mpu3Boauso mo migsuinenHs AUC Ta nepiogy
HalliBBUBEeJeHHS Tpralonamy y 4,4 ta 2,3 pa3a BignosigHo. [Ipu ogHOYacHOMY 3aCTOCYBaHHI
(bIyKOHa30Jy Ta TpHa3ojliaMy CIIOCTepiraaocs MOTeHIliIoBaHHS Ta IIPOJIOHTallis epeKTiB Tpua3onamy.
AKI10 MalieHTy, IKUM MPOXOOUTh KyPC JiKyBaHHS (PIIYKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3enmiHaMu, 703y OCTAHHIX CJTiff 3MEHIIIUTH Ta BCTAHOBUTH HaJIEXKHUM HATJISA[ 3a
CTaHOM TalIli€HTa.

Kapbama3zeniu: pmyKoHa30/1 IpurHiuye MeTa0os1i3aM KapOaMa3zeliny Ta CIPUYUHSIE MigBUILIEHHS
piBHS KapOaMasemniny B cupoBaTili KpoBi Ha 30 %. IcHye pu3uK pPO3BUTKY IIPOSIBIB TOKCUYHOCTI 3 GOKY
kKap6aMmaseniny. Moxke OyTy HeoOXiIHUM KOPUTYBaHHS 103U KapbaMas3eniHy 3a7ekHO Bifl piBHS #0ro
KOHIIEeHTPaIlil Ta Oil mpemapary.

bokamopu Kaavyiesux KaHanie: mesKi aHTaroHiCTH Kablliio (HipeaumiH, icpaduniH, aMIOOUITIIH Ta
¢denopumnin) MmetabonisyoThes pepmernToM CYP3A4. ®nyKoHA30I1 MOTEHIIMHO MOXKe IiIBUIIyBaTH
CHCTEMHY eKCII03UIlif0 O7I0KaTOPiB KabIlieBUX KaHaliB. PEeKOMEHIOBaHUY PEeTENIbHUN MOHITOPUHT



00 PO3BUTKY MOOIYHUX peakiii.

Llenexokcub: mpu OMHOYACHOMY 3aCTOCYBaHHi (iykoHasony (200 mMr Ha moby) Ta 1e1eKokcuby

(200 mr) C,,, Ta AUC nenekokcuby migBuiiyBanucs Ha 68 % ta 134 % BigmosigHo. ITpu omHOYaCHOMY
3aCTOCyBaHHI 1leieKoKcuOy Ta QriykoHa3051y Moxke OyTH HeOOXigHUM 3MeHIIeHHS 03U IeJIeKOKCHOY
BABIUi.

Huxknaogpocpamio: ogHOYACHE 3aCTOCYBaHHA IUKI0pochaminy Ta GIyKOHa30Iy IPU3BOTUTH 0
nigBUIIeHHS piBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, 3BaXKaloul Ha PU3UK MiIBUILIEHHS KOHIeHTpalil Oinipybiny Ta
KpeaTHHIHYy B CUPOBATLi KPOBI.

deHmaHi: TOBIOMIISINIOCS TIPO ONUH JeTalbHUM BUIMIAMOK iHTOKCHKaAIlil (heHTaHiIOM BHACIIOK
MOXKJIMBOI B3aeMofii peHTaHinmy Ta prnykoHa3omny. [1o TOT0 XK y HOCTiIXKEHHI 3a y4acTIO 30OPOBUX
noOpoBOIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (PJIYKOHA30 I 3HAYHO YIIOBiIbHIOBAB eJTIiMiHalli0
benTaniny. [ligBuiieHHS KOHIIEHTPalil PeHTaHiTy MOXKe IPU3BECTU [0 IPUTHIYEHHS JUXaHHS, TOMY
CJIifl peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe O0yTH HeoOXiHO0 KOpeKIisd 103U GeHTaHimy.

IH2i6imopu I'MI-KoA-pedykmasu: cyMicHe 3acToCcyBaHHS ¢IyKoHa30my Ta iHribitropis I'MI-KoA-
penykrasH, 1mo Metabonizyiotrecs CYP3A4 (aTopBacTaTHH Ta CUMBacTaTHH), abo iHribiTopiB M-
KoA-penyxkTa3sy, mo Metabonizyiotscsas CYP2C9 (drmyBacTaTuH), MiABUIIyEe PU3UK PO3BUTKY MiomaTil
Ta pabmomioni3y. Y pa3i HeoOXiIHOCTI OMHOYACHOTO 3aCTOCYBaHHS LIMX IIpENapaTiB Cllif peTeabHO
CIoCTepiraTu 3a MalieHTOM II0JJ0 BUHUKHEHHS] CUMIITOMIB MiomaTii Ta pabmomionidy i mpoBoguTu
MOHITOPHHT PiBHSA KpeaTHHKIHA3MU. Y pa3i 3HAaYHOTO MMABUINIEHHS PiBHA KpeaTUHKIHA3H, a TAKOXK IPHU
miarHocTyBaHHi abo migo3pi Ha MiomaTiio/pabmomiosti3 3acTocyBaHHs iHribiTopiB MI-KoA-penykTasu
CITii TPUTTUHUTH.

I6pumuHni6: momipHi inribitopu CYP3A4, Taki sk GpryKoHa3071, MigBUIIYIOTh KOHIIEHTPALIiI0
iOpuTHHIOy B I71a3Mi Ta MOXKYTh IiIBULITyBaTU PU3UK TOKCUYHOCTI. K0 HEMOXKIINBO YHUKHYTH
KoMOiHallil TpenapariB, MOTPiOHO 3HU3UTHU N03Y iOpuTHHIOY mo 280 Mr oguH pa3 Ha Ho0y (2 Karcynu)
3 METOI0 ITPOIOBXKEHHS 3aCTOCYyBaHHS iHTi6iTOPY Ta 3a6e3MeYnTy MOCTINHUN KITiHIYHUN MOHITOPUHT.

Isaka¢pmop: ogHOYACHE 3aCTOCYyBaHHS iBakadTOPy, peryasaTopa TpaHCMeMOpaHHOI IPOBIAHOCTI IpU
mykoBiciumosi (CFTR), 36inbiumo ekcro3utito iBakahTopy B 3 pa3u Ta eKCIO3HUIIi0
rigpokcumeTtuniBakadTopy (M1) y 1,9 pasa. [lauienTam, SKi 0oqHOYACHO MPUMNMaIOTh TOMipHi
inri6itopu CYP3A, Taki 9K ¢IyKOHA30J Ta ePUTPOMILIMH, PeKOMEHI0BAHO 3HU3UTHU [03Y iBakapTOpy
no 150 mMr opuH pa3 Ha go0y.

Osanapub: momipHi inribitopu CYP3A4, Taki sk pmykoHa3071, 36iMbLUIyIOTh Ia3MOBi KOHIIEHTPAIIil
osnanapu0y; iX oHOYacHe 3aCTOCYBaHHS He PEKOMEHAYEThCS. AKII0 Takol KoMOiHaIlil He MOXKHa
YHUKHYTH, IPUKOM oJlannapu0y o0MexyioTh go3amu 200 Mr gBidi Ha 700y.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaiMyC, CUPOAIMYC I MAKPOAIMYC).

HuxkaocnopuH: GIyKOHa30J1 3HAYHO MifBuiye KoHeHTpauio Ta AUC nuknocnopuny. [Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHi ¢pnyKoHa301my y 1o3i 200 Mr/go0y Ta IUKJIOCIIOPUHY Y H03i

2,7 mr/kr/mo0y cnoctepiranocs 30inemenHs AUC nukimocnopuny vy 1,8 pasa. Li mpenapaTtu MoXHa
3aCTOCOBYBATH OOHOYACHO 3@ YMOBH 3MEHIIIEHHS 103U LIUKJIOCIIOPUHY 3aJIe3KHO Bifl 10T0
KOHITIeHTpalIil.

Esepoaimyc: X04a [OCTIOXKEHbD in Vitro Ta in vivo He IPOBOAUIIH, BifOMO, I10 (PIIyKOHA30JI MOXKEe
MigBUIYBAaTH KOHIIEHTPALIi0 €BEePOJIIMyCy B CUPOBaTLi KpOBi yepe3 npurHiyvenss CYP3A4.



Cuposimyc: hIyKoHA30/ MiABUIIY€E KOHIIEHTPAIil0 CUPOIIMYCY y IIJla3Mi KPOBi, UMOBIpHO, IIJITXOM
IpPUTHIYeHHS MeTaboniamy cuponimycy pepmentom CYP3A4 ta P-rmikonpoTeinom. Lli npenapatu
MOZKHa 3aCTOCOBYBaTU OJHOYACHO 3a YMOBY KOPUTYBaHHS [0O3U CHUPOJIIMYCY 3aJIe’KHO Bif] PiBHSA
KOHIIEHTpallil Ta eeKTiB Ipemnapary.

Takpoaimyc: pIyKoHA30 MOXKe IMigBUITYBaTH KOHIIEHTpPAIlil TAKPOJIIMyCy B CUPOBATIIi KPOBi 70

5 pasiB 1pu #oro nepopajbHOMY 3aCTOCYBaHHi Yepe3 MPUTHiUeHHS MeTaboIi3My TaKpomiMycy
depmenTom CYP3A4 y kumieyHuKky. [Ipu BHyTPIITHEOBEHHOMY 3aCTOCYBaHHI TAKpPOIIMYCY He
CIIOCTEpiranocs 3HaYHUX 3MiH papMaKoKiHeTUKH. [TifBullleHi piBHI TaKpOJIiMyCy acoIliloloThCA i3
He(POTOKCUYHICTIO. [103y TaKpOIiMyCy A5l IepOpabHOr0 3aCTOCYBaHHS CIIif 3HUKYBaTH 3aJIeKHO
BiJl KOHIIEHTpAIlil TaKPOJIIMyCy.

JIozapman: pryKoHa30/1 IPUTHIYYe MeTab01i3M J103apTaHy [0 Horo akTuBHOTrO MeTabosity (E-31 74),
1110 06yMOBJTIOE OilbIIly YaCTUHY aHTArOHI3MYy [0 PeLenTopiB aHrioTeH3uny Il mig yac 3acTocyBaHHSA
Jlo3apTaHy. PeKoMeH0BaHO 3[1MCHIOBATU IIOCTIMHUAN MOHITOPUHT apTepiaJbHOr0 TUCKY Y Ialll€HTiB.

MemadoH: GnyKoHa3071 MOXKe IMifBUIyBaTH KOHIIEHTPAllil0 METalOHY ¥ CUPOBaTLi KpoBi. [1pu
OHOYaCHOMY 3aCTOCYBaHHi MeTaioHy Ta (GIYKOHA30/1y Moxke 0yTH HeoOXimHUM KOPUTYBaHHS 03U
MeTafoHy.

Hecmepoidui npomudanaavHi npenapamu (HI13I1): ipu 0gHOYaCHOMY 3aCTOCYyBaHHI 3 (DJIyKOHA30JI0M
C.x Ta AUC dnypOinpodeny migsuiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIBHSIHO 3 BiANOBIAHUMU
TIOKa3HWKaMU IIPYU 3aCTOCYBaHHi Tinbku ¢Gypbinpodeny. AHaNOTiYHO IPYU OMHOYACHOMY
3acTocyBaHHi prrykKoHa3omny 3 pauemignuM ibynpodenom (400 mr) C,,, Ta AUC apmakoiorivao
aKTHBHOTrO i30Mepy S-( )-ibynpodeny migsuinyBanmucs Ha 15 % Ta 82 % BifmoBigHO, MOPIBHAHO 3
TAKUMU TOKa3HUKaMU IIPU 3aCTOCYBaHHI TiIbKY palieMiyHoro ibynpodeny.

Xoua crelianbHUX JOCTiIXKEeHb He TPOBOAUIIH, (IYKOHA30JT MOXKE IMiJBUIIyBATH CUCTEMHY
ekcno3uito inmmx HII3I1, mo MeTtabonisyiotscst CYP2C9 (Hanpukian HalPpOKCEHY, IOPHOKCHKAMY,
MeJIOKCUKaMy, TuKiodeHaky). PeKOMeHI0BaHO MEPIOJUYHO 3MiCHIOBATH MOHITOPUHT IMOOIYHUX
peaxliiif Ta TOKCUYHUX IIPOSIBiB, OB A3auux i3 HII3I1. Moxe OyTu noTpibHe KOPUTYBaHHS 03U
HIT3II.

®eHimoiH: HTyKoHA30I MPUTHiUye MeTaboi3M GeHiToiny B nevinii. OqHo4acHe 6araTopa3oBe
3actocyBaHHS 200 MT riykoHa3omy Ta 250 Mr ¢eHiTOIHy BHYTPIIIHHOBEHHO NIPHU3BOAUTE 10
nigsuiienHs AUC,, beniToiHy Ha 75 % Ta C,,Ha 128 %. IIpu omHOYacCHOMY 3aCTOCYBaHHI IIUX
JiKapChKUX 3aco0iB CITifl MPOBOOUTH MOHITOPUHT KOHIIEHTpalii GeHiTOIHY Yy CHpOBaTIli KPOBi s
YHUKHEHHS PO3BUTKY TOKCHYHOI [iii HeHiToiHy.

ITpeOHi30H: TIOBIOMIISIIOCS NP0 BUMAMOK, KOIY Yy MallieHTa MMiC/Isa TpaHCIJIaHTallil MeYiHKY Ha T
3aCTOCYBaHHS IPEOHI30HY PO3BUHYJIAcd rocTpa HedocmamHicms KOpu HagHUPKOBUX 3aJ103, 1110
BMHUKJIA IiCJIS IPUIIMHEHHS TPUMICIYHOTO KypCy Teparil ¢piaykoHa3010M. [IpunuHeHHS
3aCTOCyBaHHS (DITYKOHA30Jy, UMOBIPHO, CIIPUYMHUIIO TOCHIeHHS akTUBHOCTI CYP3A4, 110 npussesno
[0 IPUCKOpPeHHs MeTabomi3My npegHi3ony. Cuil peTebHO CTEXUTH 3a HalliEHTaMH, SKi IPOTSIToM
TPUBAJIOTO YacCy OOHOYACHO 3aCTOCOBYIOTh (DIIYKOHA30J1 Ta MPEgHi30H, 3 METOI0 IOIepeaKeHHS
PO3BUTKY HeOOCMAamHoCcmi Kopu HagHUPKOBUX 3aJ103 IIiCJIS IPUNMHEHHS 3aCTOCYBaHHS
bnyKoHa3o01y.

PugabymuH: GpryKoHa301 MiABUIIYE KOHIIEHTPAIiI0 prudabyTUHY B CHPOBATII KPOBI, II0 IIPU3BOAUTD
no 30inpuieHHs AUC pudabytuny mo 80 %. [Ipu omfHOYaCHOMY 3aCTOCYBaHHI (JIyKOHA301y Ta
pudabyTuHY TOBiIOMIISIOCS IIPO BUIAOKU PO3BUTKY yBeiTy. [Ipu 3acTocyBaHHi Takol KoMOiHaIlil
JiKapchbKUX 3aco0iB cmig OpaTu OO yBaru CUMIITOMHU TOKCHYHOI mil pudadytuny. CakeiHasip:



dbnykonason mipeumiye AUC Tta C,,, cakBiHaBipy npu6nu3uo Ha 50 % Ta 55 % BifmoBimHO yepes
npurHiyeHHs MeTabosi3aMy cakBiHaBipy y medinili pepmernTom CYP3A4 Ta yepe3 iHribyBauHs P-
riikonpoTteiny. Blaemopmil Mixk (yKOHa30J10M Ta CaKBiHaBipOM/pUTOHABIpOM He HOCIiIKyBaJUCS,
TOMY BOHUM MOXKYTb OyTH Oifblll BUpaxkeHUMH. Moxe 0yTH HeoOXifHMM KOPUTYBaHHS 03U
CakBiHaBIpY.

IToxiOHi cynb(hOoHICEHOBUHU: TIPU OTHOYACHOMY 3aCTOCYyBaHHI (DJTyKOHA30 IPOJIOHTYE TIEPiof
HaIliBBUBEIEHHS MEPOPANIbHUX MOXIAHUX CYTbGOHIICEUOBUHY (XJTOpIIponaminy, rinibeHKnaminy,
T1ini3uny Ta TonlyTaMify) Mpu iX 3aCTOCYBaHHI 3MOPOBUM HOOPOBOIBISIM. PEKOMEHYETHCS
IIPOBOOUTH YaCTUX KOHTPOJIb LIYKPY B KPOBIi Ta BIANIOBITHMM YMHOM 3HUXKYBaTHU [03Y IMOXITHUX
Cynb(pOHITICEYOBUHY IIPU OOJHOYACHOMY 3aCTOCYBaHHi i3 (hJIyKOHA30/I0M.

TeoginiH: y imane60-KOHTPOIBOBAaHOMY [OCTiIXKEHH] B3a€MOii TpemnapaTiB 3aCTOCYBaHHS
bmykoHazony mo 200 mr npoTsaroM 14 gHIB NpU3BeENO 00 3HMUKEHHS CEPEeIHBOr0 KIIipeHCy TeoDiliny
B I71a3Mi KpoBi Ha 18 %. 3a maitieHTaMu, sIKi 3aCTOCOBYIOTh Teo(isliH y BUCOKUX H03ax a0 sIKi MaloTh
MiABUIIEHNYN PU3UK PO3BUTKY TOKCUYHUX NIPOSBIB TeOQIIiHY 3 iHINX IPUYUH, CJIil BCTAHOBUTHU
Harjap 00 BUSIBIEHHS O3HAK PO3BUTKY TOKCUYHOI Hil Teodininy. Tepamnito ciif 3MiHUTH U MOSBi
03HaK TOKCHUYHOCTI.

Toppayumuni6: BumuB ToparuTUHIOY 3poCcTae Npyu 0OJHOYACHOMY 3aCTOCYBaHHI 3 JiKapChbKUMU
3acobaMu, IKi MpuU3BOOATh [0 moMipHoro iuribyBanus CYP3A4 Ta moTyxkHoro iHridyBanus CYP2C19
(Hanpuknan gnykoHa3oi). ToMy peKOMeHI0BaHO 3HU3UTH 03y TOPalUuTHHIOY 70 5 MI OMH pa3 Ha
noOy B KoMOiHalligX 3 I[UMU IIpelapaTaMu.

Toaganmau: eKCIO3ullig TonBanTany 3HayHO 3pocTana (200 % AUC, 80 % C,,.,), KOIu TONIBaITaH,
cyoctpaT CYP3A4, 3acTocoByBaIu OOHOYACHO 3 QriyKoHa30s10M, moMipHuM iHribitopom CYP3A4, npu
ITbOMY 3HAYHO 3POCTAaB PU3UK BUHUKHEHHS MOOIYHUX peakiliii, 30KpeMa 3HaYHOTr0 30iTbIIeHHS
niype3y, 3HEBOMHEHHS Ta TOCTPOl HUPKOBOI HEJOCTATHOCTI. Y pa3i 0MHOYaCHOT0 IPHU3HAYEeHHS CIIif
3MEHIIUTH J03Y TOJIBAllTaHy 3TifHO 3 BKa3iBKaMU B iHCTPYKIIil 3 MEIUYHOT'0 3aCTOCYBaHHA Ta
PETyJISIpPHO TEPEBIPSITH CTaH NallieHTa Ha HagBHICTh OyAb-IKUX MOOIYHUX peakllii, OB A3aHUX i3
TOJIBAIITAHOM.

Akanoiou 6apeiHky: xo4a BifTOBIMHUX MOCTiAKEHb He IPOBOOUIY, (GJIIYKOHA30JI, HMOBIPHO Yyepe3
inribyBanus CYP3A4, Moxke COPUYMHSTH MigBUINEHHS KOHIIEHTPAIIil aKasoimiB 0apBiHKY y Mma3Mi
KpPOBi (HampuKiaj BiHKPUCTUHY Ta BiHOMACTHUHY), 110 TPU3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX
e(exTiB.

BimamiH A: IOBiZOMJISINIOCS, 110 y NALlieHTa, IKUU OOHOYaCHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHCIOTY (KucoTHa ¢popma BiTaminy A) Ta GIyKoHaA301, criocTepiranucs nobiuHi peaxiiii 3 60Ky
1eHTpanbHOi HepBoBol cuctemu (LTHC) y dhopmi mceBmoTyMOpy TOJIOBHOTO MO3KY; HaHui eheKT 3HUK
micns BigMiHu QrnykoHa3omy. Li mikapchKi 3aco6u MOXKHa 3aCTOCOBYBaTH OJHOYACHO, ajie CIIif
naM’sITaTé PO PU3UK BUHUKHEHHS M00iuHuX peakuint 3 60ky ITHC.

BopukoHa3so (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): ogHOYaCHe 3aCTOCYBaHHS BOPUKOHA30ITy
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotarom 1 gus, notiMm 1o 200 mMr KoxHi 12 rogun
npoTAroM 2,5 gHiB) Ta GIyKoHa301y mepopanbHO (400 Mr B mepiui geHs, oTiM mo 200 Mr KoxKHi
24 roguHu MPOTATOM 4 OHIB) 8 3MOPOBHUM JOOPOBOJIBIIIM YOJIOBIYOI CTATI MPU3BEJIO OO0 HiABUINEHHS
C,.xTa AUC, BopuKOHa301y B cepegHboMy 10 57 % (90 % [OI: 20 %, 107 %) ta 79 % (90 % [OI: 40 %,
128 %) BigmoBigHO. HeBimoMo, 4 MpU3BOOUTL 3HUKEHHS NO3U Ta/a00 YacTOTH 3aCTOCYBAHHS
BOPUKOHA30/1y ab0 GIyKoHa30JTy I0 YCYHEeHHs Takoro edekTy. IIpu 3acTOCyBaHHI BOPUKOHA30TY
mics GpIyKoHa30Ty CIIif ITPOBOAUTH CIIOCTEPEXKEHHS 00 PO3BUTKY MOGIYHUX e(eKTiB,
acoIlii0BaHUX i3 BOPUKOHA30JIOM.



3udosyouH: pnykonaszon nigsuiye C, .. Ta AUC 3umoBynuny Ha 84 % Ta 74 % BimmoBigHO, 1110
3YMOBJIEHO 3HUKEHHSIM KITipeHCYy 3U0BYOUHY NMpuOIu3HO0 Ha 45 % IIpHu HOT0 IepopaabHOMY
3acTocyBaHHi. [Iepion HamiBBUBeNeHHS 3UNOBYAUHY OYB TaK0XK ITOOBXKEeHUM MpruOnmu3Ho Ha 128 %
micys 3acTocyBaHHS KoMOiHalil (GIyKoHa30Iy Ta 3WJOBYAUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
Taky KoMOiHaIlito mikapchkux 3aco06iB, CTif criocTepiraTy 00 PO3BUTKY MOOIYHUX peakiil,
II0B’A3aHUX 13 3aCTOCYBaHHAM 3UNOBYIUHY. MOXKHaA PO3TJISHYTU OOUUIBHICTE 3HUKEHHS N03U
3UOBYIUHY.

A3umpoMiluH: y X0l BITKPUTOIO0 paHAOMi30BaHOI'0 TPUCTOPOHHLOTO [IEPEXPECHOI0 OOCTIAXKEHHS, B
SIKOMY B3$1JIM y4acTh 18 3M0poBuX HOOPOBOIIBLIIB, OIiHIOBAJK BIIJIUB a3UTPOMIIIMHY Ta (PIIYKOHA30ITY
Ha (papMaKOKiHETUKY OIMH OMHOTO IIPU iX OMHOYACHOMY IIepopajbHOMY Pa30BOMY 3aCTOCYBaHHi y
no3ax 1200 mr ta 800 mr BigmoBigHO. 2KOOHUX 3HAUYLIUX (papMaKOKIHETUYHUX B3a€EMOMiM BUSBIEHO
He OyIo0.

ITepopanvHi KOHMpayenmueu: TPoOBOTUIOCS 2 hapMaKOKiHETUYHUX MOCIiIXKeHHST 6araTopa3oBoro
3acToCyBaHHS (HITyKOHA30/1y Ta KOMOIHOBAHOTO TEePOpaibHOr0 KOHTpalenTusa. [Ipu 3acTocyBaHHi
bnykoHa301y y mo3i 50 Mr BIIMBY Ha piBeHb TOPMOHIB He 0YJ10, TOMI SIK IIPU 3aCTOCYBaHHi
bnykonazony y no3i 200 mMr Ha moby cnocTepiranmocs 36inpmenns AUC etuninectpamiony Ha 40 % Ta
neBoHOpPrecTpeny - Ha 24 %. Ile cBiguuTh PO Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (GIYKOHA30Iy Y
3a3HaY€eHUX [[03axX HaBPAJM YU MOXKe BIJIMBATH Ha e(peKTHBHICTh KOMOIHOBAHOT'O TIEPOPAIbHOTO
KOHTpaLleNTUBA.

Oco06.1ueocmi 3acmocyeaHHsi.

Hepmamocgimis. BigmoBigHO 70 pe3ysbTaTiB HOCHIAXKeHHS (HIYKOHA30Jy AJS JTiKyBaHHS gepMaTodiTil
y mitel, IyKoHa30/1 He TepeBUIye rpu3eodynbBil 3a e(PEeKTUBHICTIO i 3arabHUM ITOKAa3HUK
edekTuBHOCTI cTaHOBUThL MeHIe 20 %. Tomy Oudmokan® He CIIifl 3aCTOCOBYBATH AJIS JIIKYBaHHS
nepMaTodiTil.

Kpunmoxkoko3s. [1loka3iB e(eKTUBHOCTI (HIIyKOHA30JIy AJIS TiKyBaHHS KPUITOKOKO3Y iHIIKX
JI0Kani3aniil (HanpuKiag JIeTeHeBOr0 KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTATHBO, TOMY
PEeKOMeHaliy Iog0 JO30BOT0 PEeXUMY IJIs JTIKyBaHHS TaKUX 3aXBOPIOBAHb HEMAE.

I'1uboki eHOemiuHi Miko3u. [Joka3iB eeKTUBHOCTI (IyKOHA301y [JIs JTiKyBaHHS iHIINX (GOpM
eHIeMiYHNX MiK03iB, TaKMX K IapaKOKIHUIi0iqoMiK03, TiCTOmIa3M03 Ta MKipHO-TiMpaTHIHuN
CIIOPOTPUX03, HEJOCTAaTHHO, TOMY PEKOMEHMAI! 00 J030BOT0 PeXKUMY AJ1S TiIKyBaHHS TaKUX
3aXBOpIOBaHb HEMaAE.

Hupkosa cucmema. IlanienTam i3 mopyueHHIM (QYHKIIM HUPOK IIpernapar Clif 3aCTOCOBYBaTHU 3
obepexHicTiO (DuB. po3min «Cmocib 3aCTOCyBaHHS Ta MO3U»).

Hedocmamuicmb HaOHUpPKoBuX 3a103. KeTOKOHA3011, K BifOMO, CIIPUYHMHSAE HEOOCTATHICTh
HATHUPKOBUX 3aJI03, i Ile TAKOXK MOXKe CTOCYBaTHUCS (IYKOHA30JTy, X04a CIIOCTEPITAETHCS PigKO.
HepocTtaTHiCTh HAOHUPKOBUX 3aJ103, IOB'I3aHa 3 OMHOYACHUM JIIKyBaHHSIM IPENHI30HOM, ONKCaHa B
po3mini «B3aemogmis 3 iHIIMMY JTiKapChbKUMHU 3aco0aMu Ta iHII BUOM B3aEMOfid. Brius GhiykoHa30my
Ha iHIm TiKapchKi 3acobu».

I'enamobiaiapHa cucmema. IlamieHTaMm i3 mopyureHHAM QYHKIIM IeYiHKY mIpemapar Cliif
3aCTOCOBYBaTH 3 00epeXkHiCTI0. 3aCTOCyBaHHS (HITYKOHA30JIy acoIliloBasocs 3 BUHUKHEHHSIM
PiAKiCHUX BUIAMKIB PO3BUTKY TSAXKKOI relTaTOTOKCUYHOCTI, BKJIIOUAI0O4YH JeTalbHi BUTIAJKH, TOJIOBHUM



YUHOM Y Ialli€eHTiB i3 TAXKKUMHU OCHOBHUMU 3aXBOPIOBAHHSIMMU. Y BUIaIKaX, KOIM PO3BUTOK
remnaToTOKCUYHOCTI acollifoBaBCs i3 3acTocyBaHHSAM (IIyKOHa30:1y, He OyJI0 Bif3HAYeHO i1 IBHOI
3aJIeKHOCTI Bif 3aranbHoi H060BOI f03U IIpenapary, TPUBaoCTi Tepamil, craTi abo BiKy maltieHTa.
3a3BUYaill TenaToTOKCUYHICTD, cupuyrHeHa (p1yKoHa3010M, 060pPOTHA, a il TPOosiBY 3HUKAIOTH IiCs
IPUNIMHEeHHS Teparrii.

3a malfieHTaMH, y SKMX [IPU 3aCTOCYBaHHI (PJIyKOHA30J1y CIIOCTEPIral0ThCS BigXUIEHHS pe3ybTaTiB
GyHKILIOHATBHUX P00 MeYiHKY, CTifl BCTAHOBUTY PETENIbHUM HaTJIA[ 040 PO3BUTKY OiNIbII TAKKOTO
ypaXKeHHS IeYiHKH.

[TamieHnTiB Ccig npoiHGOpPMyBaTH PO CUMIITOMH, 1[0 MOXKYTh CBifYUTH IIPO CEPUO3HUM BIIJIUB Ha
MeYiHKy (BUpaXKeHa aCTeHisl, aHOPEKCisl, MOCTiliHa HygoTa, O/II0BaHHS Ta XKOBTSHUIIS). Y TaKOMY
BUTIAOKY 3aCTOCYBaHHSA (IYKOHA30Iy CJIifi HETalHO MIPUIIMHUTH Ta MIPOKOHCYIbTYBATUCS 3 JTIKapeM.

Cepueso-cyOuHHa cucmema. [Jesiki a30/1H, ¥ TOMY YUCTIi ¥ (HITyKOHA30J1, aCOLi0I0ThCS 3
nopoBxkeHHAM iHTepBaity QT Ha enexkTpokapniorpami. ®nykoHa30i1 nogoBxKye iHTepBanl QT nuisaxom
IPUTHIYEHHS BUIPAMIIS0Yoro Kaniesoro kanany (I,.). ITogoBxkenHus intepBany QT BHacmigox mii
iHmuX miKapchKux 3aco0iB (HaIpukian aMiogapoHy) MOXKe IIOCUJIIOBATUCS Y Pe3y/IbTaTi IPUTHIYeHHS
dbepmenTy CYP3A4 mmutoxpomy P450. TToBimoMsiimocst mpo myKe PifKiCHI BUMTaAK¥ IOOBXKEHHS
inTepBany QT Ta mapoKCcu3MabHOI IITyHOYKOBOL TaxikKapmil TUMY «IipyeT» IPU 3aCTOCYBaHHI
npenapaty Judmokan”. Taki MOBiJOMIEHHS CTOCYBaJIKCS IALiCHTIB i3 TAXKAMY 3aXBOPIOBAaHHIMH
IpU NoefHaHHI 6araTbox (GakKTOPiB PU3UKY, TAKUMHU SK CTPYKTYPHI 3aXBOPIOBAHHS CEPIId,
IIOPYIIEeHHS eJIeKTPOJIiTHOr0o 0OMiHY Ta OTHOYACHE 3aCTOCYBaHHS iHIINX JiKapChKUX 3aco0iB, 1110
BI/IMBaOTh Ha iHTepBas QT. [amieHTy 3 rinokanieMiero Ta IPOrpecydo0 CeplieBO0 HEAOCTAaTHICTIO
MaloTh MigBUILIEHUY PU3UK BUHUKHEHHS 3aTPO3/IMBUX [IJIS XXKUTTS HUIYHOYKOBUX apUTMill Ta
IapOKCU3MaJIbHOI IIJTyHOYKOBOI TaxiKapmil TUMY «IipyeT».

IOudmokan® ciif 3 06epexkHiCTIO 3aCTOCOBYBATH MAIliEHTaM i3 PU3MKOM PO3BUTKY apUTMIil.
OpHOYaCHe 3aCTOCYBaHHS Pa3oM i3 TiKapChKUME 3acobaMu, 1110 IPOJIOHTYIOTE iHTepBan QTc Ta
MeTabommi3yoThes 3a gonoMoroio hepmenty CYP3A4 nutoxpomy P450, mpoTumioka3aHe (quB. pO3inu
«IIpoTunoka3aHHs» Ta «B3aemois 3 iHIIUMY JTiKapChbKUMH 3aco0aMu Ta iHIIT BUOU B3a€EMOMIN»).

I'anoppanmpun. T'anodanTtpun € cydctpatom pepmenty CYP3A4 i mponourye intepsan QTc mpu
3aCTOCYBaHHi y peKOMeHI0BaHUX TepalleBTUYHUX fo3ax. OgHOYacHe 3aCTOCyBaHHA ranohaHTPUHY Ta
GbyKoHa30Ily He peKOMEHAY€EThCs (OUB. Po3min «B3aemopmist 3 iHIIMMU JTiKapCbKUMU 3aco0aMu Ta
igmI BuUOM B3aEMOMin»).

Lepmamosoeiuni peakuii. ITig 9yac 3acTocyBaHHS (IyKOHA30Jy PigKO MOBiAOMIISIOCS IIPO PO3BUTOK
TaKWX eKC(osiaTUBHUX IIKIPHUX peakilil, K curapoM CTiBeHCa-[I)KOHCOHA Ta TOKCUYHUM
enigepManbHUl HeKponi3. [ToBimoMsanoca Ipo MeguKaMeHTO3HY peaklIliio 3 eo3uHodisiero i
cuctemuuMu nposieamMu (DRESS-cunpmpom). ITarientu 3i CHIloM GinbIll CXUTbHI 00 PO3BUTKY TSIXKKHUX
MIKiPpHUX peakiliil mpy 3aCTOCyBaHHi 6araThoXx JiKapchKuXx 3aco6iB. FAKIO y MallieHTa i3 T0BepXHEBOIO
rpubKOBOIO iH(EKITi€t0 3’ IBNII0TLCS BUCHUIIH, 1[0 MOXKHA IIOB’SI3aTH i3 3aCTOCYyBaHHSIM (DITYyKOHA307Y,
IIofasibllle 3aCTOCYBAHHA IIpernaparTy CIIif NPUIUHUTH. fKINo y Imalie’Ta 3 IHBa3UBHOK/CUCTEMHOI0
rpubKOBOIO0 iH(EKIi€w0 3’ IBMII0TLCS BUCUIIM Ha IIKipi, 32 KOTO CTAHOM IOTPIOHO PeTeNnbHO
CIIOCTepiraTu, a y BUMafKy PO3BUTKY OyIb03HUX BUCUIIB a00 MyIbTU(GOPMHOI epUTEMU
3aCTOCyBaHHS (DITyKOHA30JIY CJIif IPUIHHUTH.

I'inepuymaugicmy. YV pigKiCHUX BUNIafKaX IOBITOMIISANIOCS IPO PO3BUTOK aHa(hiNaKTUYHUX PeaKIlin
(muB. po3min «IIpoTUOKa3aHHSI»).

ITumoxpom P450. ®nykona3on € momipauM inribitopom pepmenTtis CYP2C9 Ta CYP3A4. Takox



byKoHa30711 € MOTYyKHUM iHTibiTopoMm dhepmenTy CYP2C19. Cnip cmocTepiraTé 3a CTaHOM IAIli€HTIB,
SIKi 0[HOYACHO 3aCTOCOBYIOTh u(ioKan” Ta IpemnapaTy 3 By3bKUM TepaleBTUYHUAM BiKHOM, IO
MeTabomi3yoThcs 3a yyactio CYP2C9, CYP2C19 ta CYP3A4 (guB. po3min «B3aemogmis 3 iHIIuMu
JiKapChKUMH 3ac00aMu Ta iHIIi BUAKW B3AEMOTIiN»).

Tepgperadun. Crig peTeIbHO CIIOCTEPIraTH 3a CTAHOM IallieHTa IMPY OJHOYaCHOMY 3aCTOCYBaHHi
tTepdenaguny Ta GryKoHa3omy y no3i Menie 400 mMr Ha mo0y (ouB. po3ninu «[IpoTunoka3aHHSI» Ta
«B3aeMopis 3 iHMMMH JTiKapChbKUMK 3aC00aMM Ta iHIII BUAM B3aEMOIii»).

Kanoudoas. JocnmigKeHHS MIPOOeMOHCTPYBaJId 3pOCTaHHS MOMIMPEHOCTI iHDEKIiN, CIpUYNHEHUX
inmumu Bugamu Candida, kpim C. albicans. BoHu 4acTo € MPUPOAHO CTikuMu (Hanpukinag, C. krusei
ta C. auris) abo JeMOHCTPYIOTh 3HUKEHY YyTIuUBIiCTh o dhiaykoHa3ony (C. glabrata). Taki indexii
MOXKYTh OTPeOyBaTH anbTepHAaTHBHOI IPOTUTPUOKOBOI Teparil micis HeBHanoro JikyBaHHI. OTxe,
nmiKapsM, SKi Tpu3Ha4aloTh 3acib, pPEKOMEHYEThCSI BPaXOBYBATH MOIIUPEHICTh CTIHKOCTI pi3HUX
BufiB Candida mo ¢hmyKoHa301y.

IlonomidcHi pevoguHu. ITpenapat MiCTUTh MakTO3y. [lallieHTaM 3 PiIKiICHUMU CHafgKOBUMU
3aXBOPIOBaAHHSIMM, TAKMMU K HEIIEPEHOCUMICTh rajlaKTO3U, HeJOCTaTHICTh jlakTa3u Jlamnma Ta
MasibabcopOilis T1I0K03U-TajlakTo3H, He CJIifl 3aCTOCOBYBATH 1ieH Iperapar.

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

3acmocyeanHs y nepiod eazimnocmi a6o 200yeanHs 2pyodio.
Bazimuicmo.

3a maHuMu 06CepBaliiHOTO NOCTIIXKEHHS, iCHY€ MiIBULIEHUN PU3UK CIIOHTAHHOTO abopTy y XKiHOK,
SKi OTpUMYyBasu (pIyKOHA30JI IPOTITOM IIE€PIIOT0 TPUMECTPY BariTHOCTI.

IlaHi 110710 KiTbKOX THCSY BaTriTHUX XKiHOK, SKi OTPUMYBaJIHU JIiKyBaHHS (PJIyKOHA30JIOM y
KyMYJIATHBHIN 1031 < 150 Mr y nepioMy TpUMECTPi, JeMOHCTPYIOTh BiICYTHICTh 3POCTAHHS
3arajbHOTO PU3MKY Bafl PO3BUTKY IJIOAY. B OMHOMY BEeIMKOMY CIIOCTEPEKHOMY KOTOPTHOMY
IOCTiIKeHH] TepopaibHe 3aCTOCYBaHHS (DIIyKOHA30J1y B IIePIIOMY TpUMecTpi 0yJio moB’si3aHe 3
HEBEJIMKUM IigBUIIEHUM PU3UKOM Bal] PO3BUTKY CKEJIETHO-M S30BOI CUCTEMH, III0 BiTIOBimaE
npubnu3no 1 gomatkoBomy Bumagky Ha 1000 XKiHOK, SIKi OTpUMYyBaiyd KyMyJIATUBHI fo3u < 450 M,
TIOPiBHSHO 3 XKiHKaMM, SIKi OTpUMYyBaiX a30JId MiclieBoi fil, i mpubau3Ho 4 JOJaTKOBUM BUIIAAKaM Ha
1000 xiHOK, gKi OTpUMYyBaIu KyMyJISTHBHI 7031 Oinbie 450 Mr. CKOpUTOBaHUY BiTHOCHUYN PU3UK
ctaHoBuB 1,29 (95 % [OI: 1,05-1,58) ons go3u ¢piaykoHaszony 150 mr nepopanssao Ta 1,98 (95 % [l:
1,23-3,17) ons mo3 dhnykoHasony Oinbie 450 mr.

[ToBimomuIsiyiocs: IPO YKCJIEHH] BPOAZKEeHi MaTosoril y HOBOHapoaKeHuX (BKItodaioun Opaxinedarntiio,
OUCIINTa3iio BYIIHOI paKOBUHU, HaAMipHe 30iNblIeHHS IepPeqHbOT0 TiM STUKa, BUKPUBIIEHHST CTETHA,
IIJIeYOIIPOMEHEBUH CHHOCTO3), MaTepi IKUX MpUUMaIu BUCOKi no3u ¢ykorHazomy (400-800 Mr/moby)
IIPOTSITOM IIPUHAWMHI TpboX a0 GifbIlle MicALiB s JTiKyBaHHS KOKIMAi0im03y. 3B’I30K Mixk
3aCTOCYBaHHSM (pIyKOHA30Jly Ta IMMU BUNIaJKaMHi He BU3HAYEHUU.

HocnigKeHHs1 Ha TBapUHAX IIPOAEMOHCTPYBAIU PENPONYKTUBHY TOKCUYHICTE.

He cnig 3acTocoByBaTH 3BMYaliHi 103U (HIYKOHA30Jly Ta KOPOTKOTPUBAI KyPCH JTiIKyBaHHS
(bIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSITKOM KpaliHboi He0OXigHOCTI.



He cnip 3acTocoByBaTH BUCOKI 103U (hITyKOHA301y Ta/abo TpuBasli KypcH JIiKyBaHHS (IyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIiIKyBaHHS iH(EKIIi}, 110 MOXKYThb 3arp0KyBaTH XKUTTIO.

T'odyeaHHA 2pydoo.

®nyKoHa30J1 TPOHUKAE ¥ TPyOHE MOJIOKO Ta [AOocATra€ KOHIEHTpallii mofi0Hol g0 piBHA Yy Myia3Mi KPOBi
(Ous. po3pin «®apMakoKiHeTHKa»). ['ofyBaHHSA I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCIIg PA30BOr0
3aCTOCYBaHHS 3BUYANHOI 103U (IyKOHA3011y, 0 cTaHOBUTh 150 Mr. ['omyBatu rpyanio He
PEKOMEHyeThCS IpU 0araTopa3oBoOMy 3aCTOCYBaHHI (IyKoHa30/1y abo IIpu 3aCTOCyBaHHI BUCOKUX
no3 ¢guykoHasomy. Clif OI[iHUTH KOPUCTh TOOYBaHHS TPYAAI0 AJIS PO3BUTKY 1 3MOPOB’d AUTHHY, a
TaKOXK KIiHiuHYy moTpeby MaTtepi y mpemnapari [IudmiokaH i 6ymb-saKi noTeHIilHI mo6iuHi epekTn
npemnapaty Judmokad abo 0OCHOBHOTO 3aXBOPIOBaHHS MaTepi A IUTUHHY, SKa OTPUMYE TPyIHE
BUTOIOBYBaHHS.

depmuabHiCMb.

®yKOoHA30J He BIJIUBAB Ha (DEePTUIIBHICT CaMIliB Ta CaMOK LIyPiB.

30amuicmsb enaueamu Ha weudKicms peakuii npu KepyeaHHi asmompaHcnopmom a6o
iHwumu mexaHizmamu.

IocnifKeHs BIKBY npenapaty Judmokan” Ha 30aTHICTh KepyBaTH aBTOTPAHCIOPTOM a6o
[IpaIfioBaTy 3 IHIIMMH MeXaHi3MaM{ He IIPOBOOUIIN.

[MTauieHTiB cnig mpoiHGoOpMyBaTH PO MOKIJIMBICTE PO3BUTKY 3allaMOPOYEHHS ab0 cymoM (IuUB. PO3Mis
«IToGiuHi peakmii») mif 9ac 3acToCoByBaHHs npenapaty Judmokan®. IIpu pO3BATKY TaKuX
CHMIITOMIB He PeKOMEHIYETLCS KePyBaTH aBTOTPAHCIIOPTOM abo MpaljfoBaTH 3 iHIIMMU MeXaHi3MaMHu.

Cnocid 3acmocyeaHHsi ma do3u.

Io3a ryKoHa30/1y 3aexkuTh Bif BUAY i TAKKOCTI rprbOKoBOI iHdekIril. [ GinbInocTi BUMaKiB
BariHa/JIbHOT0 KaHAMU03Y NOCTAaTHBO Pa30BOI0 3aCTOCYBAHHS IIpernapary.

[Tpu HeobximHOCTI 6GaraTopa3o0BOro 3aCTOCYBaHHS IIPelapaTy JTiKyBaHHS iHGEKIIiN cin
IIPOJIOBXKYBATH 00 3HUKHEHHS KJTiHIYHUX Ta 1ab0paTOPHUX IIPOSBiB aKTUBHOCTI rpuOKOBOI iH(eKIIil.
HepocTaTHS TpUBaIiCTh JTiKyBaHHS MOXKe NIPU3BECTH OO BiTHOBIEHHS aKTUBHOTO iH(QEKITINHOTO
IIPOIIECY.

IOudmokan® 3aCTOCOBYIOTh, 3a/I€2KHO Bifl TiKapChKol (GopMHU, epopabHo (Karcynu) abo
BHYTPIIIHEOBEHHO IINIIXOM iH(QY3ii (po3uuH fyis iHPy3iit). Crocib 3acTocyBaHHS IpenapaTy
3aJIeKUTh Bifl KJIiHIYHOTO CTaHy mnatienTa. Hemae HeobxigHOCTI ¥ 3MiHi 1000BO1 103U MpenapaTy mpu
3MiHi 19Xy M0r0 3aCTOCYBaHHS 3 IIePOPaIbHOTO Ha BHYTPIIIHBOBEHHUY Ta HaBIIaKU.

Kancynu cnig koBratu uinumu. [Ipuiiom npenapaTy He 3a/1eXKUTh Biff IPUIAOMY 1XKi.

Llopocai.

Kpunmokokos.



- JIikyBaHHS KPUIITOKOKOBOT'O MEHIHTITY: HaBaHTaXXyBa/lbHa [03a CTaHOBUTH 400 MT y nepiIui qeHb.
[TigTpumyBanbHa go3a - 200-400 Mr oguH pa3 Ha fo6y. TpuBanicTh MiKyBaHHS 3a3BUYall CTAHOBUTH
moHauMeHIe 6-8 TuKHIB. [Ipy iHbEKIAX, 110 3aTrPOXKYIOTh KUTTIO, TOOOBY H03Y MOXKHA 30iTbIIUTH
oo 800 mr.

- [TinTpuMyBasibHa Tepallis OJis NOoNepeaXXeHHs PelUuIUBY KPUIITOKOKOBOTO MEHIHTITY y Halli€HTIB 3
BUCOKMM PU3UKOM MOT0 PO3BUTKY: PEKOMEH/I0BaHa [103a IIpemnapaTy cTaHoBUTh 200 MI ofuH pa3 Ha
no0y mpoTsiroM HeoOMeKeHOro0 dacy.

Koxuuodioidos.

- PexomeHoBaHa fio3a craHoBuTh 200-400 Mr oguH pa3 Ha 0o0y. TpuBamicTh TiKyBaHHS CTAHOBUTH
11-24 wmicari 41 goBIIe 3a/7eXKHO Bif cTaHy mamieHTa. [I1s niKyBaHHA AeaKux GopM iHdekil, a
0C00IMBO 015 NiKyBaHHS MEHIHTiTy, MoXke OyTH HOLiTbHUM 3acTocyBaHHA fo3u 800 Mr/oo0y.

IHBa3usHi kaHOuOo03U.

- HaBaHTaxyBanbHa fo3a ctaHoBUTH 800 Mr y nepiui aeHs. [linTpuMyBanbHa go3a - 400 Mr ogus
pa3 Ha mo0y. 3a3BHUYall peKOMeHI0BaHa TPHBAJIICTh JTiIKyBaHHS KaHOUOEMii CTAHOBUTH 2 TUXKHI Iicys
IepIIUX HeTaTUBHUX Pe3y/IbTaTiB TeMOKYIbTYPH Ta 3HUKHEHHS 03HaK i CHMIITOMIB KaHOUAeMil.

KaHOudo3 cau3osux 06010HOK.

- Kangupos poTornoTku: HaBaHTaXKyBajlbHa [03a cTaHOBUTH 200-400 Mr y mepiuuil AeHb,
nigTpuMyBanbHa fo3a - 100-200 mMr oguH pa3 Ha go0y. TpuBamicTh TiKyBaHHS CTaHOBUTHL 7-21 meHb
(oo mocsirHeHHS peMicil), ane Moxe OyTu 30inbllIeHa AJIS MAIi€HTIB i3 TAKKUM iMyHOAEDIIIUTOM.

- Kangupnos cTpaBoxony: HaBaHTaxKyBajlbHa [03a cTaHOBUTH 200-400 Mr y mepiuil AeHb,
nigTpuMyBaibHa fo3a - 100-200 mr oguH pa3 Ha fo0y. TpuBamicTs nikyBaHHS cTaHOBUTE 14-30 [mHIB
(mo mocsirHeHHS peMicii), ane Mmoxe OyTu 30iibIlIeHa IJIS MAIEHTIB i3 TAKKUM iMyHOmEDIIIUTOM.

- Kangunypisi: pekoMeHgoBaHa go3a ctaHoBUThH 200-400 Mr omuH pa3 Ha go0y npoTsroM 7-21 mHiB.
I7ns malfienTiB i3 TAKKUM iMyHOmEeIIIMTOM TPUBAIICTh JIIKYBaHHS MOXKHA 30iTbIINTH.

- XponiuHu# aTpodivyHMl KaHAUA03: PEeKOMeHI0BaHa f03a CTaHOBUTH 50 MI ofuH pa3 Ha fo0y
npoTaroMm 14 gHiB.

- XpOHiIYHUY KaHOUA03 MIKipU Ta CIU30BUX 000JIOHOK: PEKOMEHIOBaHa [103a CTAHOBUTD
50-100 Mr oguH pa3 Ha moOy. TpuBaiCTh JTiKyBaHHS CTAHOBUTD 10O 28 MHIB, ane Moxe OyTH
30inbIIeHa 3aIe3KHO Bif TSXKKOCTI Ta BUAY iH}ek1il abo 3HMKEHHS iMyHITETY.

ITonepe0daceHHA peuudusy kaHOu0o03y cau3osux 00010HOK y nauieHmis 3 BIJI, aki maromb 8ucokull
pU3UK 1020 PO3BUMKY).

- KaHaKMmo03 poTOryIOTKH, KaHAUA03 CTPAaBOXOAY: PEKOMEHI0BaHa J03a CTaHOBUTH
100-200 mr omuH pa3 Ha mo6y a6o 200 Mr 3 pa3u Ha TUXKEHb. TPUBAJIICTD TiKYBaHHS €
HeoOMeKeHO0 [IJIs TMaIli€HTIiB i3 MPUTHIYeHUM IMyHITETOM.

ITpoginakmuka kaHOUOO3HUX TH(peKYil y nauieHmia i3 mpusa/n0t0 HelumponeHie.

- PexomeHmgoBaHa fo3a craHoBuTh 200-400 Mr omguH pa3 Ha moOy. JIiKyBaHHS CJIifl pO3IOYMHATH 3@
KillbKa OHIB J0 O4iKyBaHOTO PO3BUTKY HEUTPOIIEHIl Ta IPOMOBXKYBATU IPOTATOM 7 OHIB MiCHs
TMiIBHUINEHHS KibKocCTi HeliTpodinis moram 1000/mm’.



T'eHimanvHi KaHOUOO3U.

- FocTpuit BariHambHUM KaHOWI03, KAHAWI03HUM OalaHiT: peKOMEeHI0BaHa /103a CTaHOBUTH 150 Mr
pas3oBo.

- JIikyBaHHS Ta mpodinakThKa peluAuBHNX BariHanbHUX KaHAUO03iB (4 abo Oinblle BUMaAKiB Ha PiK):
pekoMeHAoBaHa f03a cTaHoBuTh 150 Mr 1 pa3 Ha 3 gHi. Beworo cmig 3actocyBaTtu 3 1o3u (1 meHs,

4 nesb Ta 7 gens). [licisa uporo Ciuif 3aCTOCOBYBaTH HMigTpuMyBaibHy 103y 150 Mr 1 pa3 Ha TUXIEHb
IIPOTSATOM 6 MiCSLiB.

Ilepmamomiko3su.

- Miko3 cToI, MiK03 riIafeHbKol Kipy, TaX0BUY JepMaTOMiK03, KaHAUI03Hi iHeKIIil mKipu:
peKoMeHI0BaHa fo03a cTaHoBUThL 150 Mr 1 pa3 Ha TuxkaeHb abo 50 Mr 1 pa3 Ha f00y. TpuBasicTh
JIIKyBaHHS CTAHOBUTH 2-4 TUXKHI. JIiKyBaHHSA MIKO3y CTOIl MOXK€E TPUBATHU [0 6 TUXKHIB.

- PiznoGapBHMiL nuitaii: peKoMeHnoBaHa fo3a cTaHoBUTH 300-400 Mr 1 pa3 Ha TUXKEHb IPOTSATOM
1-3 TuxHiB a60 50 Mr Ha 700y MPOTATOM 2-4 TUXKHIB.

- IepMaTodiTHUI OHIXOMIKO3: peKOMeHI0BaHa fo3a cTaHoBUTh 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 BEJIUKUX IablgX Hir 3a3BU4ail HeoOXimHO

3-6 micamiB Ta 6-12 Mics1iB BigmosigHo. OgHAK MBUAKICTb POCTY HITTiB y MallieHTiB MoXe OyTH
pi3HOI0 Ta 3anexkatu Bif Biky. [licyg ycHminrHOTo MiKyBaHHS TPHBa/INX XPOHIUHUX iHGeKIiN hopma
HITrTs iHOMI 3aIHIIAETHCS 3MiHEHOIO.

IHauieHmu AimHb020 BIKY.

o3y HeoOximHO migOupaTH 3a1eXKHO Bifl cTaHy QYHKIiM HUPOK (OuB. «IlallieHTH 3 HUPKOBOIO
HEeTOCTAaTHICTIO» HUXKYE).

IlauieHmu 3 HUPK0BOI HEAOCMAMHIiCmio.

IudmoKaH BUBOOUTHCS 3 OPraHi3My mepeBaxHO 3 cedyelo Y He3aMiHeHOMY BUTIAni. [Ipu pa3oBoMy
3aCTOCyBaHHI KOpUTYBaTH 03y GIyKOHaA30Iy He moTpibHo. [TanieHTaM (BKITIOYa04u fiTel) i3
NOpYyIIeHHAM GYHKIIIN HUPOK NpX HeoOXimHOCTi 6araTopa3oBOT0 3aCTOCYBaHHS IIperapary y mepiIui
[eHb JIIKyBaHHA CJIi[l 3aCTOCOBYBATHU [I0YATKOBY O3y

50-400 Mr 3aexkHO Bif Moka3aHH:. [Ticns 1poro mo0oBY m03Yy (3a/Ie’KHO Bifl MOKAa3aHHS) CIIif
PO3paxOByBaTH BiATIOBITHO M0 TaONUIl HUXKYE:

K 1ipeHC KpeamuHiHy (M/x8) [Biocomok 8i0 pekomeHOo8aHoi 003u
> 50 100 %

< 50 (6e3 remopiamisy) 50 %

['emomiamnmi3 100 % micrmst KOXKHOT0 reMofiani3y

[MauienTu, siki nepeOyBaloOTh Ha PeryasIpHOMY remopianisi, moBuHHi orpumyBat 100 %
PEKOMEH0BaHOI /103U IIiC/s KOKHOT0 reMofianidy. Y meHb, KONU [iali3 He IIPOBOAUTHCS, TAIliEHT
IIOBUHEH OTPUMYBATH 003y, BIAKOPUT0BaHY 3aJIeXKHO BiJ KJIIpEHCY KpeaTHHIHY.

IMauieHmu 3 nopyweHHAM GYHKUIU NeYiHKU.

®yKOHA3071 CIIifl 3aCTOCOBYBAaTH 3 00€PEKHICTIO MallieHTaM i3 MOpyuIeHHAMY QYHKIIH IeYiHKH,
OCKiJIbKM iH(opMallil o010 3acToCyBaHHS (IYKOHA30I1y I1ili KaTeropii maijieHTiB HeOCTaTHLO (IUB.



po3minu «Ocob6auBOCTI 3acTOCyBaHHSI» Ta «I100iuHi peakirii»).
imu.
He crig mepeBuilyBaT MaKCuMalbHy 1060By m03y 400 Mmr.

4K i npu aHaNMOTiYHUX iHPEKIiIX y JOPOCIUX, TPUBAJICTE JIiKyBaHHS 3aJ€KUTh Bif KJIiHIYHOI Ta
MikoJorigsoi Bigmosini. Judmokar® 3acTocoByoTh 1 pa3 Ha f006y.

Ilo3yBaHHA Ipenaparty AJd AiTel i3 nopylneHHAM QYHKIIIN HUPOK HaBedeHO Y Po3aii «[lamienTu 3
HADPKOBOI HEIOCTaTHICTIO».

dapmakoKiHeTHKa (JIyKOHA30Jly He JOCIigKyBanacs y OiTed i3 HUPKOBOI HeJOCTaTHICTIO.
Limu eixom 8i0 12 pokis.

3asiexHo Bif Macu Tila Ta my6epTaTHOT'O0 PO3BUTKY JIiKapio CJIifl OLIHUTH, gKa [03a Ipenaparty (ams
OOPOCTIUX YU [JIS OiTel) € ONTUMAaJbHOI [JId NalieHTa. KimiHiyHi fani cBigyaTs 0po Te, 10 y AiTel
KJIipeHC (IyKOHAa30Jly € BULIUM IIOPIBHSAHO 3 JOPOCIUMHU. 3acTtocyBaHHs fo3 100, 200 Ta 400 mr
mopociuM Ta fo3 3, 6 Ta 12 MI/Kr ofuH pa3 Ha #o0y AiTSM MPU3BOOUTE [0 NOCATHEHHS CIIiBCTaBHOI
CHCTEMHOI eKCIIO3MIIil.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYyBaHHS IIpenaparTy Ojis JIiKyBaHHS T'eHiTallbHUX KaHAUAO03IB ¥ OiTen
He BCTaHOBJeHi. HasiBHa Ha ChOTOJHIIIHIM IeHb iHdopMallis HaBefleHa y po3aini «I[1o6iyni peaxiii».
fkimo icHye HarasnbHa moTpeba 3aCTOCYBaHHS IIpernapary miamiTkaM (BikoM Big 12 mo 17 pokiB), ciin
3aCTOCOBYBaTU 3BUYalHI 03U [AJIS JOPOCTIUX.

Ilimu sixom 8i0 5 do 11 pokis.

Kannunosu cnu30Bux 000JI0HOK: ITOYATKOBA [103a CTAHOBUTEL 6 MT/Kr/mo0y, migTpuMyBasibHa q03a -
3 Mr/kr/mo0y. [TouaTKOBY 03y MOXKHA 3aCTOCOBYBATH B IEPILIXH NEHb 3 METOI0 OiNIbII IIBUIKOTO
OOCSTHEHHS PiBHOBAXKHOI KOHIIEHTpPAIIil.

[HBa3uBHI KaHAWA03U, KPUIITOKOKOBAM MEHIHTIT: J03a IIpenapaTy CTaHOBUTH 6-12 MI/Kr OguH pa3 Ha
o0y 3a/1exKHO Bifl CTYIEHS TSIKKOCTI 3aXBOPIOBAHHS.

[ligTpuMyBasibHa Tepamis AJid NolepenXKeHHsl PeLUIUBY KPUIITOKOKOBOTO MEHIHTITY y HOiTeH i3
BHCOKUM PHU3UKOM MOT0 PO3BUTKY: [03a IIpenapaTy CTaHOBUTH 6 MI/KT OOUH pa3 Ha 00y 3ayiexXHo
Bil CTYIIEHS TAXKOCTI 3aXBOPIOBAHHS.

[TpodinakTrka KaHAUAO3IB y NAIi€HTIB 3 iMyHOAeimUTOM: f03a IIpenapaTy CTaHOBUTh
3-12 Mr/KT OfiMH pa3 Ha Ho0y 3ajie’kKHO Bifi BUPaXKEeHOCTi Ta TPUBAJIOCTI iHAYKOBaHOI HEUTPOIIEeHil
(muB. §O3U OIS OPOCIHUX).

Himu.

3acTOCOBYBAaTH JIiKapChKUii 3acib y ¢popMi Karcyn il KaTeropii maiieHTiB MoxkKHa TOMi, KOIH HiTH
3maTHi 6e3meYH0 TPOKOBTHYTH KAIICYy, 110 3a3BUYail € MOXKJIMBUM Y Billi Bif 5 PoKiB (OuB. po3min
«Croci6 3aCcTOCYBaHHS Ta HO3U»).



Ilepedo3yeanHs.

OTpuMaHO MOBiIOMIIEHHS PO IepPeno3yBaHHS (PIIYKOHA307I0M; OMHOYACHO ITOBIAOMIISIIOCS IIPO
rajIonuHalil Ta napaHoifanabHy MOBEHIHKY.

[Tpu nepeno3yBaHHI HeOOXiTHO TPOBECTH CUMIITOMATAYHY MiATPUMYyBaJIbHY Tepallilo Ta y pasi
HeOoOXiTHOCTI TPOMUTH IITYHOK.

®nyKOHA3071 3HAYHOIO MipOI0 €KCKPETYETLCS 3 ceuelo; (OPCOBaHUY Aiype3 MOXKe IPUCKOPUTH
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBAJiCTIO 3 TOOUHU 3HUXKYE PiBeHb QPIYKOHA30ITY y
m1a3Mi KpoBi mpubnmu3Ho Ha 50 %.

ITo6iuni peakuii.

Pesiome npodinio 6e3meyHoCTi

Y 3B’43Ky 3 NiKyBaHHAM (DJIyKOHA30JI0M IOBIIOMIISIIOCS IIPO MEOUKAMEHTO3HY peaklliio 3
eo3nHO(imiero i cucremuumu nposisamu (DRESS-curmpom) (muB. po3min «Ocob6auBOCTi
3aCTOCYBAHHS»).

Haiiuacrie moBigoMisnocs Ipo Taki mobiuHi peakilii: ronoBHUM 6inb, 6isb ¥ YepeBHiN MOPOXKHUHI,
miapes, HygoTa, 6/1i0BaHHS, MiABUILIEHHS PiBHS alaHiHaMmiHoTpaHcdepasu (AJIT), migBUIleHHS PiBHS

acnaprataMiHoTpaHcdepasu (ACT), migBuiieHHS piBHA NyXKHOI hochaTa3u KPoBi, BUCUTIAHHS.

[I71s OLiHKY YaCTOTU BUHUKHEHHS MOOIYHUX peakIliii BUKOPHUCTOBYIOTh TaKy Kiacudikariito: gyxe
yacTo (=1/10), gacro (Big =1/100 mo <1/10), HewacTo (Bim =1/1000 go <1/100), pigko (Big =1/10000
no <1/1000), myxe pigko (<1/10000), yacToTa HeBigoMa (HeMOXKJIMBO OL[IHATH Ha IiICTaBi HasIBHUX
OAHUX).

3 6oky cucmemu Kposi ma aimpamuyHoi cucmemu.

HeuacTo: aHewmis.

Pigko: arpaHynouuTos, JTeMKOIeHis, TPOMOOLUTOIEHisI, HEUTPOIEHis.
3 boky imyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaiyHi ma asimeHmapHi po3aaou.

HedacTo: 3HUXEHHS alleTUTy.

Pigko: rinepxonecTepuHeMis, TinepTpUriilepuaeMis, rinokaniemis.
ITcuxiuHi nopyweHHA.

HeuacTo: 0€3COHHS, COHJIUBICTE.

3 boky Hepeoegoi cucmemu.

YacTo: roIoBHUH Oiflb.



HewacTo: cymomu, mmapecTesis, 3alraMOpOYeHHsI, IIOPYIIEeHHS CMaKy.
Pigxo: Tpemop.

3 6oky opaaHis cayxy ma eecmubyaipHO20 anapamy.

Heuacro: BepTHuro.

3 boky cepus.

Pigko: mapokcu3MasbHa IUIYHOYKOBA TaxXiKapmisd TUILY «IipyeT», onoBkeHHd iHTepBany QT (mus.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

YacTo: 6inb y yepeBHill OPOXKHKHI, HYIOTa, miapest, OJII0BaHHS.

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

I'enamobiaiapHi po3aadu.

YacTo: nmigBullleHHs PiBHSA anaHiHamiHoTpaHchepasu (AJIT), migBuIlleHHS piBHS
acnaprataMinoTpaHncdepasu (ACT), migBuileHHS PiBHA IyKHOI ¢hocdarTasu (TUB. PO3Tin

«Oco6MMBOCTI 3aCTOCYBaHHS»).

HeuacTo: x0ecTas, JKOBTSIHUIA, MiABUILIEHHS piBHS OinipyOiny (muB. po3min «OcobnuBoCTi
3aCTOCYBaHHS»).

Pigko: mediHKoBa HEIOCTATHICTh, TeNaTOLENIONAPHAN HEKPO3, TeNaTUTH, TenaToleoIsIpHe
ypaXeHH$ (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHI»).

3 6oky wkipu ma niOwKipHOi MKAHUHU.
YacTo: Bucunanus (ouB. po3ain «OcoONMMBOCTi 3aCTOCYBaHHS»).

HeuacTo: MemuKaMeHTO3HUM AepMaTUT (BKIII0Yaouu ¢GiKCOBaHUU MEIUKAMEHTO3HUU IEePMAaTHT),
KPOIKB’sTHKA, CBepOixXK, MiiBUIlleHe TIOTOBUOiNIEHHS (UB. po3Hin «OCco6IUBOCTI 3aCTOCYBaHHS»).

Pigko: TOKCMYHUY emlimepManbHUM HEKPOi3, cuHapoM CTiBeHca-[[:KOHCOHA, TOCTPUHI
reHepai30BaHUM €K3aHTeMaTO3HUU [IyCTY/Ib03, eKC(HOTIaTUBHUN IePMaTUT, aHTI0HEBPOTUYHUYN
HaOpsK, HaOpsK 06Uy ys, amoneniss (DuB. po3misn «OcoBIUBOCTI 3aCTOCYBAHHS»).

HeBigoMo: MegrKaMeHTO3Ha peakllisd 3 eo3uHodinieo i cucteMuuMu nposiBaMu (DRESS-cungpom).
3 60Ky ONOpPHO-PYX08020 anapamy ma CnoAYy4YHOi MKAHUHU.

Heuacrto: mianris.

3azanvHi po3aadu ma peakuyii y micui e8e0eHHA.

HeuacTo: mifgBuilleHa BTOMJTIOBaHICTh, HE3[yKaHHS, aCTeHis, rapsgdka.

Himu.

YacToTa Ta xapakTep 06iYHUX peakilii i BigxuieHb Bif HOpMU pe3yyIbTaTiB 1abopaTOPHUX aHaMli3iB y



XOMi KJTiHIYHUX OOCTIAXKEHb 3a Y4aCTIO OiTel CIiBCTaBHI 3 TAKUMHU Y JOPOCIIHUX.
3gimyeaHHs npo nido3prosaHi nobiuHi peakui.

3BiTyBaHHS IIPO Mifmo3pioBaHi MobiuHi peakilil micns peecTpatiii TikapcbKoro 3aco0y Ma€ BaXkKJIuBe
3HaueHH4d. Lle nae 3Mory mpoBoauTy 6e3mepepBHUN MOHITOPHHT CITiBBiIHOIIEHHS MiXK KOPHUCTIO i
pU3UKaMH, IOB’I3aHUMHU i3 3aCTOCYBaHHAM I[bOTO JTIKapChKOTO 3aco0y. MeInUHUX IPaliBHUKIB
IIPOCSATH 3BiTyBaTH PO Oyab-gKi mimo3pioBaHi mo6iuHi peakiil BifmoBigHO 40 BUMOT MiCIIEBOTO
3aKOHOMIAaBCTBa.

Tepmin npudamHocmi. 5 pOKiB.

YmMmoBH 30epiranssi.

30epiratu npu TeMiepatypi He Buile 30 °C y HeIOCTYITHOMY [T AiTel MicCIIi.

Ynakoska.
Kamncynu o 50 mr: 1o 7 Kancyn y 6mnictepi, o 1 61icTepy B KapTOHHIN yIakoBIIi.

Kamncymu o 100 mr: no 10 kamcyn y 67ictepi, mo 1 6yicTepy B KapTOHHIM yIIaKOBII.

Kareropisi Bignmycky. 3a pelemnToM.

BupoOHHUK.

®apesa Ambya3s / Fareva Amboise.

Micue3HaxoIKeHHsI BUPOOHHKA Ta MOr0 aJpeca MicCIisi IPOBaKeHHsI Tisi/IbHOCTI.
3oHe Iapactpiane, 29 poyt gec Iapactpic, 37530 IToce-ctop-Cic, Opanuis /

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



