[HCTPYKIIIA

71T MEAWYHOTO 3aCTOCYBAHHS JTiKapCHKOT'0 3acoby

®JII03AK

(FLUZAC)

Cknao:
ditoua pevuosuHa: GIyKoHA30I;
1 TabneTka MicTuTh GykoHazony 150 mr;

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

JIikapcbKka ¢popmMa. TabneTku.

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

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

dPapmakono2iuHi e1acmusocmi.

dapmakoOuHamika.

MexaHi3M mii.

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

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



ropmony (AKTT) y 3mopoBux m0OpOBOJIBIIIB YOIOBI4YOL CTATi.

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

YyTIUBICTE in Vitro.

®nykoHa3071 in vitro 0eMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUAIB Candida, 1110
3ycTpidaloThcs HandacTime (Bkimtodatoun C. albicans, C. parapsilosis, C. tropicalis). C. glabrata
OEMOHCTPYE 3HUKEHY YYTIUBICTh M0 GiyKoHa3ony, C. krusei Ta C. auris € CTIMKUMH 10
bnykoHa3oiy. MiniManbHi iHTiOy04i KOHIIEHTPAIlil Ta emifeMiooTiuHe IOPOroBe 3HAYEHHS 3TigHO
EUCAST (ECOFF) nns ¢pnykonasomy crocoBHo C. guilliermondii Buti, Hixk ctocoBHO C. albicans.

Takox (prryKoHa30: in vitro GEMOHCTPY€E aKTUBHICTh 9K IPOTU Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i mpoTu eHgeMiuHuX mIicHIBuX rpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aemMo038’ 130K (papMaKkoKiHemu4HuUx i hapmakoOuHamivHux siacmusocmell.

BigmoBigHO 10 pe3ybTaTiB OOCIIAXKEeHb Ha TBapUHaX, iICHYE KOPEJALisi MiXK MiHiMalIbHOIO
inribyrouoio KoHIIeHTpalli€lo Ta eeKTUBHICTIO IPOTH eKCIIepUMeHTaTbHUX MOesel MiKo3iB,
cripuuynHeHuX BupaMu Candida. BifnmoBifHO 00 pe3ynbTaTiB KIIIHIYHUX JOCIiAKeHb, iCHy€E JliHiliHa
3anexHicTh MizkK AUC Ta go3oio ¢piaykoHa3zony (mpubnusno 1:1). Takox icHye npsaMui, ane
He[loCTaTHii 3B’130K Mixk AUC ab0 103010 Ta MO3UTUBHOIO KJIiHIYHOIO BilTOBIAAI0 Ha TiKyBaHHS
Opa/IbHOT0 KaHANU03Y Ta MEHIIOK Mipoio - KaHAUAeMil. AHAJIOTiYHO JIiKyBaHHS iH(eKii,
CIPUYMHEHUX IITaMaMy, 10 IKUX (GJIyKOHA30Jl AEMOHCTPY€E BUCOKY MiHiMabHY iHTiOyouy
KOHIIEHTPAIIil0, € MEHIII 3aI0BiITbHUM.

MexaHi3M pe3uCTEHTHOCTI.

Mikpoopranizmu pony Candida meMOHCTPYIOTh YXCJIeHHI MeXaHi3MU Pe3UCTEHTHOCTI [0 a30JIbHUX
npoTUrpuOKOBUX 3ac006iB. PIyKOHA30JI HEMOHCTPYE BUCOKY MiHiManbHY iHTiOYyI04y KOHIIEHTPALlil0
IPOTH InTamiB rpubiB, SKi MalOTh OguH a00 Oinbille MexaHi3MiB pe3UCTEHTHOCTI, 110 HETaTUBHO
BIIJIUBA€ Ha e()eKTUBHICTE IN Vivo Ta B KJTiHIYHIY NPaKTULi. Y 3a3BUYal 4yTIUBUX BULIB Candida
Hal4acTilIuM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B AKOMY 3a/isiHi Linb0Bi pepMeHTH a30171iB,
BifmoBimanbHi 3a 6iocuHTE3 eprocTepoiny. Pe3ucTeHTHICTE MoKe OyTH 00yMOB/IeHa MyTallisiMH,
TIOCUJIEHHSM IPOOYKIIii hepMeHTy, MexaHi3MaMu edII0KCY IpernapaTy abo po3BUTKOM
KOMITIEHCATOPHUX LIISAXIB.

[ToBimomnsnocs mpo cynepingekuii Candida spp., cipu4yuHeHi inmuMu HiX C. albicans Bugamu, 1110
4YacTo MaloTh 3HUKeHY uyTnuBicTs (C. glabrata) abo € criiikumu (Hanpukiap, C. krusei, C. auris) mo
bnykoHasony. [ NiKyBaHHS TaKuUX iHQEKIIiH CIifl 3aCTOCOBYBaTH albTEPHATUBHI IPOTUTPHUOKOBI
3acobu. MexaHi3MHU PE3UCTEHTHOCTI IIle He [0 KiHIIS BUBYEHi B MesIKUX MPUPOHIHO cTiikux (C. krusei)
a6o HoBUX (C. auris) Bumis Candida.

KonTponsHi Touku EUCAST (E€BponeicbKOTro KOMITETY 3 HOCHIIXKEHb YYTIMBOCTI I0 aHTUMIKPOOHUX
3ac006iB).

Basyoounck Ha gocigKeHHi papMaKoKiHeTUUHOI/(papMaKogrHaMigHOI iHpopMaliii, YyTAUBOCTi

in vitro Ta kJiHi4yHOI BifmoBigi, 6y/10 BU3HaYEHO KOHTPOJIbHI TOUKY A7 (GIIYKOHA30ITYy IS
Mikpoopra#ni3Mmis poay Candida (CynpoBigaui po3’scHioBanbHUM foKymMeHT EUCAST pns
dbmykoHazony (2020) - Bepcis 3; €EBponerChbKUN KOMITET i3 HOCTigXKEeHb YyTIUBOCTI 10
aHTUMIKpPOOHUX 3ac006iB, [IpoTurpubkosi 3acobu, TaOmuIli KOHTPOIBHUX TOYOK [JIs iHTepIpeTailrii


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

MIK, Bepcis 10.0, HabyB gurHOCTI 04.02.2020 p.). Bou Oynu po3nofineHi Ha KOHTPOJIbHI TOYKH, 1110
He TOB’s13aHi i3 TeBHUM BUAOM, 5IKi GinbIIoi0 Mipoio BU3HAYaNuCcs Ha OCHOBI
(dhapmakoKiHeTH4YHOI/(papMaKogrHaMiuHOl iH(popMallil i He 3aexkaTh Bifl pO3MOAiNY Ha IIeBHI BUAU 3a
MiHiMaibHOIO iHTi0yI040I0 KOHIIEHTpPAlli€lo, Ta Ha KOHTPOJIbHI TOYKY, TIOB’sI3aHi 3 IIEBHUM BUIOM, III0
Haly4acTille acoIio0ThCA i3 iHpeKLigMu y moauHU. 11i KOHTPONIbHI TOYKY HaBeeHi HuXKyue.

[Tpomuepubxosull [ KOHMPOabHI MOYKU, NO8’A3aHi i3 nesHuUM 8udoM, KOHMPOAbHI
3acib S</R>yme/n mouku, He
noe’s3ami 3

nesHum suoom,’
S</R>yme/n

Candida |Candida Candida |CandidalCandida Candida
albicans |dubliniensis|glabrata |krusei |parapsilosis |tropicals
dyKoHa3071 2/4 2/4 0,001*/16}- 2/4 2/4 2/4

S wyTnuBuY;
R pesucrenTHU;

a - KOHTPOJIbHI TOYKH, III0 He II0B’SI3aHi i3 IeBHUM BHUIOM, SKi Oi/IbIIIOI0 MipOI0 BU3HAYAIKCS Ha
OCHOBI (hapMaKOKiHeTUYHOI/papMaKoarHaMiuHOl iHpopMalril i He 3arexkaTh Bifl pO3MOMiNy Ha MeBHi
BUOY 3a MiHiMa/IbHOIO iHTiOYyI049010 KOHIIEHTpalie€0. BoHM [HoCIifXKyBaIuch Iuille ¥ MiKpOoOpraHi3Mis,
y SIKUX He iCHye crenugigyHol KOHTPOJIbHOI TOYKY;

-- OCTIiAKeHHS 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 IepeBUIllytoTh 16 Mr/n. Kateropia gwytnusocTi (< 0,001 Mr/in) BUKOPHUCTOBYETHCS JIUILIE
n7ns 3ano0iraHHs moMuIKoBol Kimacudikanii mramis I sk mramis S. [ - 9yTIuBUi 3a YMOBH
MigBUIIEHOI eKCIIO3UIlil: MiKpOOpPraHi3M HaJleXKUTh A0 KaTeropil «4yTIUBUYM 3a YMOBHU ITiIBUIIIEHO]
€KCIIO3HUIIi1» y pa3i, KoM iCHy€e BUCOKa MMOBIipHICTh TePalleBTUYHOTO YCIiXy, OCKIJIbKY €KCIIO3ULlis
npemnapary Oysa 36inbIlIeHa 3a paXyHOK KOPEKIIil pekuMy no3yBaHHS a00 #oro KOHIIEHTpalii y
BOTHHUII iHDeKIil.

dapmMaxkoKiHemuxka.

dapMaKOKiHeTHYHI BIacTUBOCTI (GIYKOHA30Iy € MONIOHUMU IIPY BHYTPIITHLOBEHHOMY i
IIepopaibHOMY 3aCTOCYBaHHI.

AGcopOis.

®nyKoHa3051 Jo0pe BCMOKTYETLCS IIPU ITepOPabHOMY 3aCTOCYBaHHi, a piBeHb IpemnapaTy y mia3mi
KpOBi i cucteMHa 6iofoCTynHICTE TepeBuyioTh 90 % piBHSA (HIyKOHA301y ¥ IIa3Mi KpoBi, 110
[OCSATAETHCS NIPYU BHYTPIIIHEOBEHHOMY BBe[leHH]I nIpenapaTy. OgHO4YacHe BXKHBaHHS 1XKi He BIIJIUBaA€
Ha BCMOKTYBaHHS IIpenapaTy [IpHU M0T0 IlepopalbHOMY 3acToCcyBaHHi. [1ikoBa KOHLIEHTpallis y Iy1a3Mi
KpPOBi focaraeTtscsd 4yepes 0,5-1,5 roguHu micnsg npuoMy npenapaTy HaTileceplue. KoHIeHTpauis
mpernapary y Iia3Mi KpoBi mpomnopiiiHa go3i. PiBHoBaxkHa 90 % KOHIIEHTpallid JOCATaEThCS Ha

4-5 mo6y miKyBaHHS IIperapaToM Ipy 0araTopa3oBOMY 3aCTOCYBaHHI OfiuH pa3 Ha H00y. PiBHOBaXKHa
KOHIIeHTpalis Ha piBHI 90 % mocsaraeTsCs Ha OPYTUY J€eHb JIiIKyBaHHA IIPU 3aCTOCYBaHHI Y NepLIUi
IeHb HaBaHTaXKyBaJIbHOI /103U, 1110 BABiUi MepeBUIllye 3BU4alHy T0O0BY H03Y.



Posnmomin.

00’eM po3nopiny npubIU3HO OOPIBHIOE 3arajlbHOMY BMICTy PiIMHU B OpraHi3Mi. 3B’si3yBaHHS 3
Oinkamu mma3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3on mobpe IPOHUKAE B YCi AOCTiAKYyBaHi pifuHM opraHiaMy. PiBeHb QriykoHa305y y ClIUHI Ta
MOKPOTHHHI € MOAi0OHMM [0 KOHLIEHTpallil Ipenapary y Ija3Mi KpoBi. Y nallieHTiB, XBOpUX Ha
rpubKOBUY MEHIHTIT, piBeHb DIIYKOHA30/1y ¥ CIMHHOMO3KOBIM piguni gocsirae 80 % KoHIeHTpalil y
IIJTa3Mi KPOB.

Bucoki KoHIeHTpalil (GIyKOHA30Jy Y MIKipi, 10 IePeBUIIYI0Th CUPOBATKOBI, OCATAIOTHCH Y
porosoMy I1api, emigepMici, aepmi Ta moTi. ®IyKOHAa30/1 HAKONMUYYETHCS y POroBoMy iapi. [Ipu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha go0y KOHIIeHTpalis GIyKoHa30y micis 12 gHiB miKyBaHHS
CTaHOBUJIA 73 MKT/T, a Yepe3 7 OHIB MiC/Is 3aBepIIeHHS JIIKyBaHHSA KOHIIEHTpAIlid BCe Ille CTaHOBUJIa
5,8 MKr/r. IIpu 3acTocyBanHi fo3u 150 Mr 1 pa3 Ha TUKAEHb KOHIIEHTPaligd (GIyKOoHa30Jly Ha 7 IeHb
JIiKyBaHHS CTaHOBUJA 23,4 MKT/T; 4epe3 7 [OHIB MiC/Is 3aCTOCYBAHHS HaCTYMHOI 03X KOHIIEHTPAallis
BCe lLle cTaHoBuUNa 7,1 MKI/T.

KonmenTpanisi GpnykoHasomy B HirTax micns 4 micsniB 3acTocyBanHs 150 Mr 1 pa3 Ha TUXIOeHb
craHoBuia 4,05 MKI/T y 3M0poBuUx H0OpOBOJIBIIB Ta 1,8 MKT/T IIpu 3aXBOPIOBAHHSX HIrTiB;
(byKOHa301 BU3HA4YaBCs Y 3pa3Kax HirTiB yepes3 6 MiCAILB IMiCs 3aBepIlIeHHs Tepalil.

BbioTpancdopmarris.

®nykoHa3o1 MeTabomi3yeThCst He3HAYHOIO Mipoto. [Ipu BBeieHHi 103u, MiuyeHOl pPagioaKTUBHUMHU
i3oronamu, nmuure 11 % ¢rykoHa307y €eKCKPEeTYeThCS 3 cedelo y 3MiHeHOMY BUrnsani. dnykoHas3on €
noMmipHuM iHribitopom izodpepmenTtis CYP2C9 ta CYP3A4, a TakK0XK IMOTYKHUM iHTiGiTOpOM
iopepmenty CYP2C19.

BuBeneHHs.

[Nepion HaniBBUBemeHHS GIYKOHA30TY i3 MMJIa3Mu KPOBi CTaHOBUTH 61u3bK0 30 romuH. Binbina
YacTHHa IIpernapaTy BUBOAUTHCS HUPKaMu, mpudomy 80 % BBefieHOI 03U BUSIBIISIETHCS Y CEUi B
He3MiHeHOMY cTaHi. KimipeHc (iyKoHa305y IponopLUivHuy 40 KJlipeHCy KpeaTuHiHy. LIupKynongyux
MeTaboJIiTiB He BUSIBIIEHO.

Tpusanuii nepion HamiBBUBEOEHHS IIpenapaTy 3 IJ1a3MHU KPOBi Ja€ MOXKJIUBICTH pa30BOr0
3aCTOCYBaHHS IIpeliapaTy [IpU BariHaJbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpenapaTty 1 pa3 Ha
TUXK[EHb [IPU IHIUX [T0Ka3aHHSAX.

HupKkoBa HeJOCTATHICTE.

Y nmaiieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TAXKKOT0 CTyIeHs (IMBUAKICTh KIy004YKoBOl ¢inbTpatil < 20
MJI/XB) TIepiof HamiBBHUBemeHHs 30inmbiryeTbes 3 30 rogun mo 98 roguH. Tomy 1l KaTeropii mamieHTiB
HeoOXimHO 3MeHIUTH 003y (IykoHa3omy. OIyKoHa30/1 BUAANSIETHCS MUISIXOM reMofiiani3y, Ta
MEHIIIOK MipOI0 - LIJITXOM IHTpanepuToHealbHOTo fianidy. CeaHc reMofiai3y TpUBaiCTO 3 TOOVUHU
3HUKYE pPiBeHb PIIyKOHA30Y Y M1a3Mi KpoBi mpubnusHo Ha 50 %.

JlakTalris.

KonnenTpanii ¢prykoHa30iy y maa3Mi i MaTepuHCHKOMY MOJIOII BIIPOAOBXK 48 rofuH MiCs IpUUoMy
ofHOpa3oBoi 7o3u 150 Mr ¢pyKoHa3011y OLiHIOBAIM ¥ X041 GapMaKOKiHETUYHOT O JOCTiAKEeHHS 3a
y4acTIO OeCsITH XKiHOK Y Iepiofi nakTarliil, SKi TUM4acoBO ab0 IMOCTiMHO IPUIMHUIIN TOyBaTU CBOIX



HEMOBJIST TPYANI0. Y MaTEePUHCHKOMY MOJIOL (DIIYKOHA30/1 BUSIBUIIM ¥ CEPEeHili KOHIIeHTpallil
npubnu3no 98 % Big Toi, 1110 Big3Havamu y maa3Mi MaTepi. Yepea 5,2 rOOuH Mic/Is MPUAOMY J03H
cepenHs IMiKOoBa KOHIIEHTPAIlig Y MaTePUHCHKOMY MOJIOI cTaHOBUA 2,61 mr/n. [lo6oBa mo3a
GbIyKOoHa301y, OTpHMaHa HEMOBJISIM 3 MaTEPUHCHKOTO MOJIOKA (SIKIIO IPUUHSTHA CEPeqHE
CIIOXKHKBaHHS MoJioKa 3a 150 mi/kr/go0y), po3paxoBaHa Ha OCHOBI CepeiHbOl IIiKOBOI KOHI[EHTpAllil ¥
Morioni, o gopiaioe 0,39 Mr/Kr/moby, cTaHOBUTD mpubnu3Ho 40 % Bifg 03U, pEKOMEHI0BaHOI
HOBOHAPOMXKEHUM (BiKOM < 2 THXKHIB), a00 13 % Bif 403U, pEKOMEHI0BaHOI HEMOBISATAM [JIS
TiKYBaHHS KaHOUI03Y CIIU30BUX 000JIOHOK.

iTH.

Hani 3 papmakokineTuku Oynu ouineHi y 113 miteii mifg gyac 5 gocnigkeHs: 2 HOCTIAXKEHHS Pa30BOTO
3aCTOCYBaHHS, 2 MOCTiIXKeHHS 0araTopa3oBOro 3aCTOCYBaHHS Ta 1 HOCIigKeHHS HEeJOHOIIeHUX
HOBOHAPOOKEHUX.

[Ticns BBegeHHS 2-8 Mr/Kr (IyKOHa30Jy HiTAM BikoM Bif 9 micamnis fo 15 pokis AUC cTaHOBUTIA
6mu3bk0 38 Mkr*rom/mit Ha 1 Mr/kr mo3u. I[licis 6araTopa3oBoro 3aCTOCYBaHHSI CEPEHil mepion
HalliBBUBEMeHHS QIYKOHA30JIy i3 IJIa3MK KPOBi BapitoBaBca Mix 15 Ta 18 roguHamu; o06’em
po3nopiny ctaHoBuB 880 Mii/kr. BinbIn TpuBanIuy Nepiof HaliBBUBE[EHHS i3 JIa3MU KPOBi, 110
CTaHOBUB NPUOIN3HO 24 roguHU, OB IMiC/Is PA30BOT0 3aCTOCYBaHHS (IyKOHa301y. Llel MoKa3HUK €
CIIiBCTAaBHUM 3 [IePiofoM HalliBBUBe#eHHS (IyKOHA30Iy i3 IIa3MU KPOBI MiC/Ig Pa30BOT0
3aCTOCYBaHHS HO3U 3 MI/KT BHYTPIIlTHbOBEHHO MiTsIM BikoM Bixg 11 mHiB mo 11 micsiiB. O6’em
PO3MOoMiny y marfieHTiB 11i€l BiKoBOI rpymnu CTaHOBUB 0113bK0 950 MII/KT.

IocBim 3acTocyBaHHS (IYKOHA30Jy HOBOHAPOMXKEHUM 00MEeXKYEThCSI HapMaKOKiHETHYHUMHU
OOCIIXKeHHIMHU 12 HeIOHOIIeHUX [iTel i3 TepMiHOM recTariil npu0nu3Ho 28 TuxHiB. CepenHin BiK
OUTHHY IPU BBEIEHHI IepIol o3y CTaHOBUB 24 roguuu (Bim 9 mo 36 roguH); cepemgHs Bara Ipu
HapomxkeHHi ctaHoBuna 900 r (Big 750 mo 1100 r). [Ins 7 malieHTiB IPOTOKOJ AOCTiAKEHHS 0yI10
BMKOHAHO. MakCHMyM 5 BHYTpPIITHbOBEHHUX iH €KIIiN (hITyKOHA30Jy ¥ 4031 6 MI/KT BBOOUIN KOXKHI
72 ropunu. CepeqHiil mepion HaMiBBUBEOEeHHS CTaHOBUB 74 rogunu (44-185) B mepinii feHb, MOTIM
3uu3uBCca 0o 53 rogun (30-131) Ha 7-i meHb Ta 0o 47 (27-68) Ha 13-1 meHs. [Inoia mig KPUBOIO
(Mr*rom/mn) cranoBuia 271 (173-385) B mepuuii meHs, 30inbmmtacs go 490 (292-734) Ha 7-# meHsb,
noTiM 3Hu3unacs no 360 (167-566) Ha 13-it gerb. O6’eM po3nofiny (MJI/KT) CTAHOBUB

1183 (1070-1470) y nepuui neHb, 30inbiryBaBcs go 1184 (510-2130) Ha 7-1 meHb Ta [0

1328 (1040-1680) Ha 13-1 meHb.

[TamiedTH TiTHLOTO BIKY.

dapMaKOKiHETUYHE JOCIiAKEHHS IIPOBOAWIN 3a YYacTIo 22 MallieHTiB (BiKOM Biff 65 poKiB), sKi
3acTtocoByBanu 50 Mr ¢GrykoHa301y repopanabHo. 10 naIiesTiB 0qHOYAaCHO 3aCTOCOBYBAJIM iYPETUKH.
C,.x CTaHOBHUJA 1,54 MKI/MN Ta gocsAranacs IpoTAaroMm 1,3 TOOWHY MiC/Is 3aCTOCYBaHHS (HIIYKOHA307Y.
Cepenns AUC cranoBuna 76,4+20,3 mrr*rog/min. CepenHiii mepion HamiBBuBefeHHs 46,2 rogunau. Li
(dbapMaKOKiHeTUYHI TOKa3HUKU € BUIIMMHU ITOPIiBHSHO i3 aHAJIOTIYHUMU Y 300POBUX NOOPOBOJIBIIIB
MoJ1I07II0T0 BiKy. OgHOYaCHe 3aCTOCYBaHHS [iypeTUKIB He MaJio 3HayHoro BiiuBy Ha C,,, Ta AUC.
Takox KitipeHC KpeaTuHiHy (74 MJ1/XB), BifCOTOK (PJIyKOHA30I1y, 110 eKCKPETYBaBCH i3 Cevelo y
He3MiHeHOMY Burnafi (0-24 ropuny, 22 %), Ta HUPKOBUM KiipeHC prykoHasomny (0,124 mn/XB/KT) y
MAIliEHTIB aHOI BiKOBOI rpynu OyIM HUKYKUMY, HiXK aHAJIOTiYHi TOKA3HUKY Y MOJIOIIAX
no6poBosbliB. ToMy 3MiHM (hapMaKOKiHETHKY Yy Malli€HTIB JIITHHOTO BiKy OUYE€BUIHO 3ajieXkaTh Bif
ImapaMeTpiB QPYHKIIi HUPOK.



Kniniuni xapakKTepuCTHKH.
Iloka3aHnHs.

Jlikapcekuit 3aci6 ®mo3ak MokKa3aHuM s TiKyBaHHS TaKUX I'PUOKOBUX iHGEKIIN Yy 0Opociux (IuB.
po3min «PapMakoguHaMiKa»):

- FocTpuii BariHanbHUM KaHAMO03, KOJIK MiCIleBa Tepallis He € [OLiIbHOIO.
- Kanmgunosnui OanmaHiT, KOJIM MiclleBa Tepallis He € [OIiIbHOIO.

Teparmito ¢pIyKOHa30JI0M MOXKHA PO3MOYUHATH 10 OTPUMaHHS Pe3yJIbTaTiB Ky/IbTypPaJIbHUX Ta iHIIAX
7mabopaTOPHUX OCIIKEeHb; OHAK ITiC/IsI OTPUMAHHS pe3yIbTaTiB JOCTigKeHb IPOTUIHPEKIIHHY
Tepariio CJIil CKOPUT'YBaTHU BiIIIOBIAHUM YUHOM.

Heo06xigHo 6paTu fo yBaru odimifiHi peKkoMeHallii IoAo BigoBiIHOTO 3aCTOCYBaAHHS
IPOTUTPHUOKOBUX 3aC00iB.

IIpomunoka3aHHs.

- T'inepuyTnuBicTh 70 QIyKOHA30JTy, iHIINX a30IbHUX CIIOIYK a00 00 OyOb-SKOI 3 IOTIOMiXKHUX
PEYOBHH IIpenapary.

- OgHOYacHe 3aCTOCyBaHHA (DJIyKOHA30I1y Ta TeppeHaguHy nali€eHTaM, IKi 3aCTOCOBYIOTh
¢bnykoHa3on 6araTopa3oBo y po3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3yIbTaTaMu JOCHiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCyBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (PIIyKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC00iB, I10 TOOBKYIOThH iHTEPBA
QT Ta meTtabomi3ytoThcs 3a mornoMoroo ¢pepmenTy CYP3A4 (HanmpuKiafg HU3anpuay, acTeMi3ony,
nimMo3uny, XiHiquHy Ta epuTpoMiuuHy) (quB. po3ainu «OcoO6nMuBOCTI 3acTOCyBaHHS» Ta «B3aemopnis 3
iHITIMM JTiIKapChKUMHM 3aC00aM¥ Ta iHIINI BUOYM B3aEMOIii»).

B3aemodin 3 iHwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

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

ITuzanpud. [ToBigoMJIAIOCS TPO PO3BUTOK MOGIYHUX pPeakiliit 3 60Ky ceplls, y TOMY YHUCIIi PO
[IapOKCU3MaJIbHY LIUIYHOYKOBY TaxiKaphiio TUIY «IIipyeT» y Malli€HTiB, IKi ODHOYACHO 3aCTOCOBYBAJIU
GbnykoHa301n Ta nu3anpun. KoHTponboBaHe JOCTIIXEHHS IPOOEeMOHCTPYBAIO, [0 ONHOYaCHe
3actocyBaHHS 200 MT driykoHazomny 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha f00y TPU3BOIUIIO
[0 3HAYHOI'0 MiABUINIEHHS PiBHA LIU3aNpuay y Ija3Mi KpPoBi Ta 00 NogoBxKeHHS iHTepBany QT.
OpHOoYacHe 3acTOCyBaHHS (hITyKOHA30Jly Ta LUKU3alPHUAY IPOTUNIOKa3aHe (IUB. PO3Min
«[IpoTUnIOKa3aHH»).

TeppeHaduH. Yepe3 BUNIAOKU PO3BUTKY TAXKKHUX CEPLEBUX apUTMil, CHPUYNHEHUX TOJOBKEHHIM
inTepBany QTc, y malfieHTiB, gKi 3aCTOCOBYIOTh a30/IbHI MIPOTUTPUOKOBI JTikapCchKi 3ac00M 0OJHOYACHO
3 TepheHaguHOM, Oy/K MPOBEEH] MOCTiIKeHHs B3a€MO/Iil IIUX IIperaparTiB. Y X0fi 0qHOTO
MOCTiMKEeHHS IIPU 3aCTOCYBaHHI ¢nyKoHa3ony y no3i 200 Mr Ha o6y He Oys10 BUSIBIIEHO ITOOBXKEHHS
intepsany QTc. IHIle gocnmigKeHHs IPH 3aCTOCyBaHHi (HIyKoHa3omy y go3ax 400 mr ta 800 Mr Ha



no0y IpogeMOHCTPYBAaJo, 1[0 3aCTOCYyBaHHA (IyKoHa305y v mo3ax 400 mr Ha goOy abo BHllle 3HAYHO
HiABUINY€E PiBeHb TeppeHafuHy y IJla3Mi KpOBi IPU OGHOYACHOMY 3aCTOCYBaHHI IIUX IpelaparTis.
CymicHe 3actocyBaHHs (iykoHa3omny y mo3ax 400 mr a6o Buille 3 TepdheHaAUHOM IPOTUIIOKA3aHE
(muB. po3min «[Ipomunoka3aHHs»). [Ipu 3acTocyBaHHi GpryKoHa3omy y mo3ax Huxk4e 400 Mr Ha go0y
OJIHOYaCHO 3 TepheHaguHOM CIIifi IPOBOAUTHU PeTeNIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmewmizon. CymicHe 3aCTOCYyBaHHS (DIIyKOHA30/Iy Ta aCTEMi30Jly MOXKe 3MEHIIUTHU KIIipeHC
acrteMmizony. Cupu4ynHeHe UM IiABUIIEHHS KOHIIEHTPAIlil acTeMi30/Ty y Ija3Mi KpoBi MoXxKe
IIPU3BECTH [0 Oof0BXKeHH iHTepBany QT Ta y pigKiCHUX BUIagKax - IO IapOKCU3MaJIbHOI
IIJTyHOYKOBOI Taxikappil Tuny «mipyeT». OgHOYacHe 3aCTOCYBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IPOTUNIOKa3aHe (ouB. po3pin «IIpoTunokasaHHg»).

ITimo3ud ma xiHiduH. CyMicHe 3aCTOCyBaHHS (HITyKOHA30JIy Ta MiMo3uny abo XiHimuHy Moxe
IPU3BOIUTH [0 IIPUTHIUEHHS MeTaboi3My mimMo3uny abo XiHifuHYy, X04a BiATIOBIGHUX HOCIigXKEHb in
vitro Ta in vivo He poBomunu. ITifBUIIIEHHS KOHIIEHTpalii miMo3umy abo XiHiguHy y m1a3Mi KpoBi
MOXKe CIIpUYMHATU NogoBXKeHHs iHTepBany QT Ta y pigKiCHUX BUNagKax MPU3BOAUTHU OO PO3BUTKY
IIapOKCH3MaJIbHOI IITYHOYKOBOI TaxiKapfii Tumy «mipyeTr». OgHOYacHe 3aCTOCYBaHHSA (IyKOHA30ITy
Ta miMo3unay abo XiHigWHY MPOTUIIOKa3aHe (IUB. PO3MTin «[IpOTUIIOKa3aHHSI»).

EpumpomiyuH. OgHOYacHe 3aCTOCYBaHHS €PUTPOMIIMHY Ta (PIyKOHA30Jy MOXKe ITPU3BOTUTH JO
IiABUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (mogoBxkeHHS iHTepBany QT, napokcu3manbHOl
IIJTyHOYKOBOI TaXikKappil TUIY «IIipyeT») Ta, K HACIiIOK, OO PalTOBOl CepLeBOol CMEPTI.
3acTocyBaHHs KoMOiHaIlil ITUX TiKapchKUX 3ac00iB MPOTUIIOKA3aHe.

He QQKOMQH@)ZGmbCﬂ 00HOYdCHe 3dCMOCYBAHHA _d)/l)ZKOH(BOﬂy ma HuxMc4ye3d3Ha4yeHux /liKGQCbKUX

3acobis.

I'anoparnmput. ®IyKOHaA3071 MOXKe CIPUYNHUTH MigBUIIEHHS KOHIEHTpalil raJopaHTpUHY Y IIa3Mi
KpOBi 3a paxyHOK npurtiuenus CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIUX JIiIKApPCHKUX 3ac00iB MoXKe
IIPU3BOOUTH [0 MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (mogoBxKeHHs iHTepBany QT,
TTapOKCH3MaJsibHa IIIYHOYKOBA TaXiKapmis TUIY «IIipyeT») Ta, K HACHigOK, OO PAITOBOI CEPIeBol
cMeprTi. Crtig yHMKaATH 3aCTOCYBaHHS KOoMOiHallii JaHUX JIiKapChKUX 3ac00iB (OUB. PO3MiN
«OCc06IUBOCTi 3aCTOCYBAHHS»).

CyMicHe 3acTocyBaHHA MIVKOHA30IY Ta HUXKYe3a3HaUeHUX JIiIKapChbKUX 3ac00iB BUMarae
00€pexkKHOCTi.

AmiodapoH. OpHOYacHe 3aCTOCYBaHHS (PIIyKOHA30JIy 3 aMiofapoOHOM MOXKe IIPU3BECTH [0
nomoBxkeHHs iHTepBany QT. ®nykoHa3075 ciif 3 06epeKHICTIO 3aCTOCOBYBATH Pa30M 3 aMiOlapoOHOM,
0co0/IMBO y pa3i mpu3HaueHHs BUCOKOI 103U ¢iyKoHa3ony (800 mr).

CymicHe 3acmocyeaHHsA GaYyKOHA304y MA HUHCYE3a3HAYEeHUX AiKAPCbKUX 3acobis aumazae
obepedicHOCMi Ma Kopu2y8aHHs 003U.

Bnaue iHwux aikapcbkux 3acobie Ha payKkoHA304.

HocnifKeHHS B3a€EMOIil IPOJEMOHCTPYBAJH, III0 TepopajibHe 3aCTOCYBaHHS (IyKOHa30Iy
OOHOYACHE i3 BXKUBAHHAM 1XKi, IPUAOMOM IIUMETUANHY, aHTAUKAIB ab0 IMofaIbIIuM OIIPOMiHEHHSIM
yCBOT'0 TiNla [ IIepecagky KiCTKOBOTO MO3KY He Ma€ KJIiHIiYHO 3HAYYIIOT0 BIIMBY Ha abcopOILiio
(bIyKOHa3071y.

PugpamniyuH. OmHOYaCHe 3aCTOCYBaHHS (PIyKOHA30J Iy Ta pAU(PaMITiuHy IPHU3BOAUIIO 10 3HUKEHHSI
AUC Ha 25 % Ta cKOpo4dyBaJo Iepiof HamiBBUBeAeHHS (uyKoHa3omy Ha 20 %. ToMy [Ad malfieHTis,



SIKi 3aCTOCOBYIOTH PUGAMITILIVH, CJTif PO3TISHYTH OOLIMTbHICTh MigBUINEHHS NO3U (DITYKOHA3O0MY.

I'idpoxaopomia3ud. Y mocnifxeHHi papMaKOKiHEeTUYHOI B3a€MOIil omHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TiIPOXJIOPTia3uay ¥ 3G0POBUX OOPOBOJIBIIB, SIKi OTpUMyBanu (HpIyKoHA301I,
IiABUINYBAJIO KOHI[EHTPAIi0 (PIyKOHa301y B m1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3a€MOfil He
BUMaralTh 3MiH y pekuMi 003yBaHHS (IIyKOHA30/Iy AJIS Malli€HTiB, SKi ODHOYAaCHO OTPUMYIOTh
CevoTiHHi 3aco0u.

Bnaue ¢aykoHa3zoay Ha iHWi Aikapceki 3acobu.

®nykoHazon € nomipHuM iHribitopom mutoxpomy P450 (CYP) izodpepmenty 2C9 ta 3A4. dnykoHason
€ OTYKHUM iHTi6iTopoM i3odpepmenty CYP2C19. Ha momaToK [0 CIIOCTePeXYyBaHUX/ MOKYMEHTAJIbHO
igTBepAXKEeHUX B3a€MOiH, 10 ONKUCaHi HUXK4Ye, IPU OJHOYACHOMY 3aCTOCyBaHHI 3 (hJIyKOHA30JI0M
icHye pU3UK MigBUINEHHS Y MJIa3Mi KPOBi KOHLIEHTPAI[ill iHIINX CIIOJYK, 110 MeTaboIi3yI0ThCs
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3aCTOCOBYBaTH Taki KoMOiHallii mpemapaTiB ciif 3
00epexkHiCTIO; TPU ILOMY HeoOXiTHO PeTeIbHO CIIOCTepiraTv 3a CTAHOM MallieHTiB. [IpurHiyyBambpHa
mist rmykoHasony Ha pepMeHTH 36epiraeTbcs mpoTsarom 4-5 mib micis #oro 3aCTOCYyBaHHS Y 3B’ SI3KY 3
10r0 TPHUBAJIMM IIEPiOOOM HalliBBUBEMEHHS (IUB. po3min «[IpoTUIIOKa3aHHSI»).

AbpouumuHib. ®nykonaszon (iuribitop CYP2C19, 2C9, 3A4) nifBuinyBaB eKCIO3HUIIi0 aKTUBHOI
yacTuHYU abpouuTuHiOy Ha 155 %. [Ipu ogHOYacHOMY 3aCTOCYBaHHi 3 (PIIyKOHA30JI0M CITif
BiIKOpUTYyBaTH 03y abponuTHHIOY BiAMOBIAHO J0 iHCTPYKIII A1 MEOUYHOTO 3aCTOCYBaHHS
abpouuTuHioy.

AnvpeHmania. Y pasi oqHOYACHOTO 3aCTOCYyBaHHSA anb(eHTaHiny y 0o3i 20 MKI/KT Ta (GJIyKOHA301Iy y
no3i 400 Mr 3mopoBUM HOOPOBOJIBLSIM CIIOCTePiranocs ABokpaTHe 30inbiienHs AUC,,, MOXIIHUBO,
yepe3 inribysanus CYP3A4. Moxe 6yTu HeoOXiqHUM KOPUTYBaHHS 003U albpeHTaHiny.

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

Am¢pomepuuur B. OgHOo4acHe 3aCTOCyBaHHA (IIYKOHA30Jly Ta ampomepuluHy B iH}piKoBaHUM
MUIIaM i3 HOpMa/lbHUM iMyHITeTOM Ta iHGiKOBaHUM MUIIaM 3i 3HUKEHUM iIMyHITETOM [ajo Taki
pe3yNIbTaTh: HEBEIMKUY aqUTUBHUYN TPOTUTPUOKOBUY eeKT mpu cucTeMHil iHdekuii C. albicans,
BiICYTHICTh B3a€MOil IpX BHYTPiIHbOYEPENHiN iHbeKil Cryptococcus neoformans Ta aHTaroHi3M
OBOX IIperaparTiB IIpu CUCTeMHiN iHbekil Aspergillus fumigatus. KniHiuHe 3Ha4YeHHS pe3yJbTaTiB,
OTPUMaHUX Y XOMl KX AOCIIiAXKEHb, HEBIOME.

AHmukoaz2yasaHmu. 4K i mpu 3aCTOCYBaHHI iHIIKUX a30JIbHUX MPOTUTPUOKOBUX 3ac00iB, pu
OJIHOYaCHOMY 3aCTOCYBaHHI (PIyKOHA30/1y Ta BaphapuHy IOBIIOMIISIIOCSA IPO BUIIaAKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, IITYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypii Ta MeJeHu) y
MIOENHAHHI 3 ITOMOBXKEHHSIM ITPOTPOMOiHOBOTO Yacy. [Ipu ogHOYACHOMY 3aCTOCYBaHHi (GIIyKOHA30Iy
Ta BapdapuHy crocTepiranocs ABOKpaTHE IiBUIIEHHS MPOTPOMOiHOBOTO Yacy, IMOBIPHO, BHACIIIOK
npurHiyeHHs MeTabosniaMy Baphapuny yepe3 CYP2C9. Crig peTenbHO KOHTPOTIOBATH
IpoTpoMOiHOBHMI YacC y Malli€eHTiB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTHKOATYISIHTA abo
inmamenmion. Moxe OyTH HeoOXimHOI0 KOPEeKIlis N03U aHTUKOATyIsSHTY.

BbeH3odiazeniHu kopomkoi 0ii, Hanpukaad midazoaam, mpuasoaam. IIpu3HadyeHHs GIYKOHA30ITy
IIicJIs IepopaIbHOT0 3aCTOCYBaHHS Mifla30JlaMy IIPH3BOANIIO A0 3HAYHOTO IiIBUILIEHHS KOHIIEHTpallil
Miga3ojiaMy Ta 0o MMOCUJIEHHS IICUXOMOTOPHUX edekTiB. OmHOYacCHe 3aCTOCYBaHHS (PIIYKOHA30Iy V



no3i 200 Mr Ta migasonaMy y [03i 7,5 Mr mepopanbHo mpu3Boguso go nigsuineHHs AUC Ta mepiony
HaliBBUBeOeHHsS V 3,7 Ta 2,2 pas3a BiAmoBigHo. 3acTocyBaHHs GrykoHa3omy y mo3i 200 mr/mo0y Ta
0,25 Mr TpuazonaMmy nepopanabHO Ipu3Boguio o migsuinenss AUC Ta nepiofy HamiBBUBENEHHS
Tpralonamy y 4,4 ta 2,3 pa3a BignoigHo. [Ipu ogHOYACHOMY 3aCTOCyBaHHI (hJTyKOHA30Iy Ta
TpHa30JiaMy CIIOCTepiraaocs NOTEHIiI0BAHHSA Ta MPOJIOHTalisd eeKTiB TpHa3oiaMy.

AKI110 mauieHTy, IKAU TPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OQHOYACHO IPU3HAYUTH
Tepariio 6eH30ia3eniHaMu, 03y OCTaHHIX CJIifi 3SMEHIIIUTH Ta BCTAHOBUTH HaJIeKHUM HATJIAL 3a
CTAQHOM IIallieHTa.

KapbamaseniH. ®nyKoHA30/I MpUTHiYye MeTab01i3M KapOaMa3emniny Ta CIPUYUHSIE MMigBUIIEHHS
piBHa KapbaMaseniny B cupoBaTiii KpoBi Ha 30 %. [cHye pu3uK pO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6ama3zeniny. Moxe 6yTu He0OXiTHMM KOPUTYBaHHS 03K KapOaMaseliHy 3a7eXHO Bif PiBHS HOTO
KOHIIEHTpAIlil Ta [il mpemapary.

Baoxamopu kanvuiegux kaHasig. [lesgKi aHTAroOHICTH Kasbllilo (Hipenumin, icpaguiid, aMIOOUIIiH Ta
denonumin) metabomizyoThcst pepmernToMm CYP3A4. ®nyKoHaA30I1 MOTEHIIHHO MOXKe IiIBUILITYBATH
CHCTEMHY eKCII03HIIit0 OI0KaTOPiB Ka/IbIlieBUX KaHalliB. PeKOMeHIOBaHUYN PETEeNbHUN MOHITOPUHT
00 PO3BUTKY NOOIYHUX peakiliii.

ITenekokcu6. [Tpu ogHOYAaCHOMY 3acToCyBaHHi ¢ykoHa3ony (200 Mr Ha moby) Ta 1enekokcudy (200
mr) C,..Ta AUC nenekokcu0y nigBuinyBanucs Ha 68 % Ta 134 % BignosigHO. [Tpu ogHOYaCHOMY
3aCTOCyBaHHI 1enieKoKcuOy Ta GprryKoHa301y Moxke O6yTH HeOOXigHUM 3MeHIIeHHS 103U I1eJIeKOKCHOY
BOBiYi.

Huxkaogpocpamio. OgHOUACHE 3aCTOCYBaHHA IUKIoMochaMiny Ta GIyKOHA30Ily IPU3BOTUTD O
nigBUIeHHs piBHS OinipyOiHy Ta KpeaTHHIHY B cupoBaTiii KpoBi. Ili mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, 3BaXKalouM Ha PU3MK IiIBUILIEHHS KOHIeHTpalil 6inipybiny Ta
KpeaTUHIHY B CUPOBATLi KPOBI.

®enmaHia. TToBimOMIISIIOCS PO OOUH JIETATbHUY BUIAM0K iHTOKCHUKAIIil peHTaHiToM BHACIIIOK
MOK/IMBOI B3aeMopil peHTaHiny Ta ¢paykoHasomy. [Jo TOro X, ¥ OCTiAKeHHi 3a y4acTio 300POBUX
noOpPOBOJIBLIIB GyI0 MPOAEMOHCTPOBAHO, 10 (PIIYKOHA30JI 3HAYHO YIIOBi/TbHIOBAB eJliMiHallil0
dbenTaHiny. [ligBuleHHS KOHLEHTPaLil (eHTaHiTy MOXe IPU3BECTH [0 IPUTHIYEHHS IUXaHHS, TOMY
CJIi[T peTeIbHO KOHTPOJIIOBATH CTAH MallieHTa. Moxe OyTH HeoOXiIHOI0 KOpPeKIlis mo3u GeHTaHiy.

IH2i6imopu I'MI-KoA-pedykmasu. CymicHe 3acTocyBaHHS (rryKoHa3omy Ta iHribiTopis 'MI-KoA-
penykTasH, 1mo Metabonizyiorecs CYP3A4 (aTopBacTaTUH Ta CUMBAcTaTHH), abo iHriGiTopiB M-
KoA-penykTa3sy, mo Metabonizyiorbcs CYP2C9 (drmyBacTaTuH (3HMKEHHS IIEYiHKOBOTO MeTab0Ii3My
CTaTUHY)), MigBUINY€E PU3UK PO3BUTKY MiomaTil Ta pabmoMioni3y (mo303asiexkHo). Y pa3i HeoOXimHOCTI
OIHOYACHOT'0 3aCTOCYBaHHS IIUX IIPeIapaTiB CJIifl PETEIbHO CIIOCTEPIiraTu 3a MalliEHTOM II0MI0
BUHUKHEHHS CUMIITOMIB Mionarii Ta pa6momMiosni3y i mpoBOAUTY MOHITOPUHT pPiBHS KpeaTUHKiHa3u. Y
BUITIQ[IKy 3HAYHOTO IiABUINEHHS PiBHS KpeaTHHKIHA3M, a TAKOXK IIPU AiarHOCTYBaHHi a0o migo3pi Ha
MiomaTito/pabmoMioni3 3acTocyBaHHs iHTibiTopiB 'MI'-KoA-penyKTa3u ciif npunuHuT. Moxe
BUHUKHYTH HeOOXigHiCTh 3HUXKEHHS 103 iHribiTopiB [MI-KoA-penyKTa3y, K 3a3HauyeHO B iHCTPYKIIil
[JIsT MEIWYHOT0 3aCTOCYBaHHS CTaTHHIB.

I6pumuHni6. TTomipHi inri6iTopu CYP3A4, Taki sk HIyKOHA30, MigBUINYIOTh KOHIIEHTPALIiI0
iOpuTuHiOy B My1a3Mi Ta MOXKYTh MiIBUIIyBaTHA PU3UK TOKCUYHOCTI. AKII0 HEMOXK/INBO YHUKHYTH
koMOiHanii mpemapartis, MOTPiOHO 3HU3UTH 03y i6puTHHIOY Ho 280 Mr oguH pa3 Ha J00y 3 METOI0
IIPOOBKEHHS 3aCTOCYBaHHS iHTi6iTOpy Ta 3a6e3MeYnTy MOCTINHUN KITiHIYHUN MOHITOPHUHT.



Isakagpmop (six MoHOMepanis abo 8 koMbiHaUii 3 npenapamamu Mmako20 camo20 mepanesmuyHo20
Kaacy). OmpHOYaCHe 3aCTOCyBaHHS iBaKa(pTOPY, PEryasiTopa TpaHCMeMOpaHHOI TPOBIAHOCTI Tpu
mykoBiciumosi (CFTR), 36inbmuimo ekcro3utito iBakahTopy B 3 pa3u Ta eKCIIO3HUIIi0
rinpokcumeTtuniBakadtopy (M1) y 1,9 pasa. HeobxigHe 3HUKEHHS 7034 iBaKadTOpy (K MOHOTeparii
abo B kom0GiHaIlii), AK 3a3Ha4eHO B iHCTPYKIIil 3 MEIUYHOT0 3aCTOCYBaHHA iBakapTOpy (4K
MOHOTeparii abo B KombiHaiiii).

Osanapub. TTomipHi inri6iTopu CYP3A4, Taki K ¢hyKoHa30:1, 30i/IbIIYIOTh 171a3MOBi KOHIIEHTPAITii
ornanapu0y; iX omHOYacHe 3aCTOCYBaHHS He PEKOMEHAYEThCS. AKII0 Takol KoMOiHaIlil He MOXKHa
YHUKHYTH, IpUiioM onanapuby o6MexyoTh go3amu 200 Mr aBivi Ha [00y.

ImyHocynpecopu (Hanpukaad YuK/A0CNOPUH, e8epoaiMyc, CupoaiMyC i makpoaimyc).

HuxknaocnopuH. ®yKOHa30/1 3HA4YHO HifBUINye KoHIleHTpaniio Ta AUC nukinocnopuny. [1pu
OIHOYACHOMY 3aCTOCYyBaHHI (pnykoHa3omy y mo3i 200 Mr/moby Ta HMKIIOCIIOPUHY Y 103i 2,7
Mr/Kr/moby croctepiranocs 30inpuienHss AUC nukmocnopuny vy 1,8 paza. Lli mpemapaTu MOXHa
3aCTOCOBYBATU OOHOYACHO 3@ YMOBU 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe2KHO Bifl ©0T0
KOHIIeHTpallil.

Esepoaimyc. Xo4a OOCHTiAXKEHb in Vitro Ta in vivo He IPOBOAMIY, BifoMo, 110 (GIyKOHA30Jl MOXKe
MigBUIYBAaTU KOHIIEHTPALIi0 €BEePOJIIMyCy B CUPOBAaTLi KpOBi yepe3 npurHiyvenss CYP3A4.

Cuposimyc. ®1yKOHA30J MiABUIIYE KOHLIEHTPALiI0 CUPOJIIMYCY y IIJIa3Mi KpPOBi, UMOBIpPHO, IIJISIXOM
npurHiyeHHs Metaboniamy cuposimycy depmentom CYP3A4 ta P-rnikonporeinoM. Li mpemnapartu
MOXKHAa 3aCTOCOBYBAaTU OOHOYACHO 3a YMOBU KOPUT'YBaHHS NO3U CHUPOIIMYCY 3a71€KHO Bifi PiBHSA
KOHIIeHTpaIlil Ta e(eKTiB IIpemnapary.

Taxposimyc. ®IyKoHa30JI MOXKe IMigBUIIYBaTH KOHIIEHTPAIlil TAKPOJIiMyCy B CUPOBATIi KPOBi 710 5
pasiB Ipu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NMPUTHiYeHHS MeTab0/1i3My TaKpoIiMycy
dbepmenTom CYP3A4 y kuineyHuKy. [Ipy BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIIOCTepiranocs 3HaYyHUX 3MiH (papMaKOKiHeTHUKH. [TiBUIEHI PiBHI TAKPOIIMYCY acOILi0I0TLECS 3
He(pPOTOKCUYHICTIO. [103y TaKPOJIiMyCy AJISl IEPOPAIbHOT0 3aCTOCYBaHHS CIIiJ 3HUKYBATH 3aJIe’KHO
Bifl KOHIIEHTpAllil TaKpoiMycy.

JIozapman. ®nykKoHa30J IpUrHiyye Metabos1i3M J103apTaHy [0 HOro akTuBHOTrO MeTabority (E-31 74),
1110 00yMOBJTIOE OiNbINY YaCTUHY aHTaroHi3My 0 pellenTopiB aHrioTeH3uny Il mifg yac 3acTocyBaHHS
J03apTaHy. PeKOMeH0BaHO 3iMCHIOBATY IIOCTIMHUI MOHITOPUHT apTepiaJibHOTO TUCKY Yy Malli€HTiB.

JIypa3udoH. [TomipHi inribiTopu CYP3A4, Taki K (GIyKOHA30J1, MOXKYTh IiIBUIyBaTH KOHIIEHTpPAIIil0
Jypa3ufoHy y Mi1a3Mi KpoBi. AKIIo He MOXKHA YHUKHYTH OMHOYACHOT'0 3aCTOCYBaHHS, CJIif] 3MEHILIUTH
[03y Nypa3ugoHy, K 3a3Ha4€HO0 B iHCTPYKIIil A1 MEOUYHOTO 3aCTOCYBAHHS JTypPa3uioHy.

MemadoH. ®nyKoHa30/1 MOXKe IIiIBUIyBaTH KOHIIEHTpAallil0 MeTafoOHY Yy CUpOBaTLi KpoBi. [Ipu
OOHOYACHOMY 3aCTOCYBaHHI MeTafoHY Ta (GryKoHa30y Moxe 6yTH HeOOXiIHUM KOPUTYBAHHS 03U
METaJoHy.

HecmepoioHi npomu3anaavHi npenapamu (HIT3I1). [Ipyu ogHOYaCHOMY 3aCTOCYBaHHI 3
bnykonazonoMm C,,, Ta AUC ¢nypbinpodeny migutryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIiBHSIHO
3 BiAATIOBigHMMY NTOKa3HKWKaMU IIPHU 3aCTOCYBaHHi TimbKu QypbinpodeHy. AHAIOTiYHO IPU
OIHOYACHOMY 3aCTOCYBaHHi (IyKOoHa301y 3 pareMiyaum ibynpodperom (400 mr) C ., Ta AUC
(dhapMaKoJIOTiYHO aKTHBHOT0 i30Mepy S-( )-ibynpodeny migBuiiryBanucs Ha 15 % Ta 82 % BifmoBigHO
IIOPiBHSHO 3 TAKMMHU IMOKa3HWKaMU IIPU 3aCTOCYBaHHI TiJIbKY palleMidHOro i0ynpodeny.



®nyKOHa30JI MOTEHIINHO 3JaTHUY MiABUIyBaTH CUCTEMHY eKcno3uito inmux HIT3II, mo
MeTabomizyoTbcss CYP2C9 (HampuKiiag HallPOKCEHY, TOPHOKCHKAMY, MeJIOKCUKaMy, DUKJIOheHaKYy).
PekoMeH0BaHO MEPiOOUYHO 3MifCHIOBATY MOHITOPHHT MOOIYHUX peaklliil Ta TOKCUYHUX ITPOSBIB,
noB’si3anux i3 HII3I1. Moxe OyTu moTpibHe KopuryBanHs mo3u HIT3II.

®eHimoiH. dykoHa305 npurHivye MetaboniaM ¢eHiToiHy B nedinii. OgHouyacHe 6araTopa3oBe
3acrocyBaHHS 200 Mr ykoHazomny Ta 250 Mr (heHiTOIHY BHYTPIIIHBOBEHHO IIPU3BOOUTH 10
nigsuienHs AUC,, denitoiny Ha 75 % Ta C,;,Ha 128 %. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI IIUX
niKapchKux 3aco06iB CIify TPOBOJUTH MOHITOPUHT KOHIIEHTpalil (peHiTOIHy y CUpOBATI KPOBi AJist
YHUKHEHHS PO3BUTKY TOKCUYHOI [iil peHiTOIHY.

ITpeodHi3oH. TToBimOMIISIIOCS PO BUIIAAOK, KONIM Y MAIli€eHTa IiC/Is TPaHCIUIaHTallil TeYiHKY Ha TJIi
3aCTOCYBaHHS IPEOHI30HY PO3BUHYJIACSd rocTpa HedocmamHicms Kopu HagHUPKOBUX 3aJ103, III0
BMHUKJIA IiCJISI MPUIIMHEHHS TPUMICIYHOTO KypCy Teparil ¢piaykoHa30moM. [IpunuHeHHS
3acToCyBaHHS (HITYyKOHA30I1y, UMOBIPHO, CIIPHYMHNIIIO ITocHIeHHsS akThBHOCTI CYP3A4, 1110 mpu3Beso
[0 TMIPUCKOPEeHHS MeTabomidaMy npenHizony. Crif peTenbHO CTEXKUTH 3a MalliEHTaMHU, SIKi IPOTSITOM
TPUBAJIOTO Yacy OHHOYACHO 3aCTOCOBYIOTH (PIIYKOHA30JI Ta NPEeNHI30H, 3 METOI0 IONepPenKeHHS
PO3BUTKY HEIOCTAaTHOCTI KOPY HaJHUPKOBUX 3a/103 IiC/IS IPUIUHEHHS 3aCTOCYBaHHS (DIIyKOHA307y.

Pugpabymun. ®nykoHa3011 MiABUILYE KOHI[EHTpalil0 pudabyTUHY B CUPOBATILII KPOBI, 1110 TPU3BOOUTH
no 36inbmenHst AUC pudabytuny mo 80 %. [Ipu ogHOYacHOMY 3acTOCyBaHHI QIyKoHA305y Ta
pudabyTUHY MTOBiIOMIISIOCS IIPO BUIIAOKKU PO3BUTKY yBeiTy. IIpu 3acTocyBaHHi Takol KoMOiHaIlil
niKapchKux 3aco0iB cif 6paTtu g0 yBaru CUMIITOMY TOKCUYHOI il pudadyTuHy.

CakeiHagip. ®nykona3on migsuiirye AUC Ta C,,,, cakBiHaBipy npubau3uo Ha 50 % Ta 55 % BiAgmoBigHO
yepe3 NpUrHiveHHs: MetaboniaMy cakBiHaBipy y neuinii ¢pepmentom CYP3A4 Ta yepes inribyBaHHS
P-rrmikonpoTeiny. B3aemogii Mixk (hTyKOHa30JI0M Ta CaKBiHaBipOM/PHUTOHABIPOM He [OCIigKyBalIucs,
TOMY BOHUM MOXKYTb OyTH Oinbll BupaxkeHuMu. Moxe 0yTH HeoOXimHMM KOPUTYBaHHS 03U
CakKBiHaBIpy.

IToxioHi cyavpoHincewosuHu. I[Ipu ogHOYACHOMY 3aCTOCYBaHHI (hIyKOHA30JI IPOJIOHTYE MEePiof
HalliBBUBEJIeHHS ITepOpabHUX IOXIAHUX CYIbGOHIIICEeYOBUHY (XJIOpIpoIiaMiny, rmibeHKIaMiny,
rainmisugy Ta Toa0yTaMiny) mpu iX 3aCTOCYBaHHI 3MOPOBUM NOOPOBOJIBISIM. PEKOMEHAYETHCS
IIPOBOUTY YaCTHM KOHTPOJIB IYKPY B KPOBIi Ta BiAMOBITHUM YHHOM 3HUKYBATHU OO3Y MOXiTHUX
Cynb(pOHINICEYOBUHY IIPU OOHOYACHOMY 3aCTOCYyBaHHi 3 (OJTyKOHA30JI0M.

Teodinix. V nnaie60-KOHTPOIbOBAaHOMY JOCTiAXKEHHI B3a€MOIil ITpenapariB 3aCTOCYBaHHS
dbmykoHazony mo 200 mr npoTsiroM 14 gHIB MPU3BeENO 00 3HUKEHHS CEPEeIHBOT0 KITipeHCy Teodiminy
B Iy1a3Mi KpoBi Ha 18 %. 3a malfieHTaMu, siKi 3aCTOCOBYIOTh Teo(isliH y BUCOKUX H03ax abo sKi MaloTh
MigBUILIEHNY PU3UK PO3BUTKY TOKCHYHUX IIPOSABIB TEOQIIiHY 3 iHIIUX IPUYKH, CJIifi BCTAHOBUTU
Harjsgy o0 BUSBIEHHS 03HAK PO3BUTKY TOKCUYHOI Ail Teodininy. Tepamito ciif 3MiHUTH IPU MOSBi
03HaK TOKCUYHOCTI.

Toppayumuni6. Brinue TodanuTuHiOy 3p0CTaE IPU OMHOYACHOMY 3aCTOCYBaHHI 3 TiKApChKUMHU
3acobamu, SKi Mpu3BOAATh 0o moMipHOTo iHriOyBanHsa CYP3A4 Ta nmotyxHoro inri6ysanus CYP2C19
(nanpuknan GrykoHason). ToMy peKOMEHIOBAHO 3HU3UTH 03y TodaluTUHIOy 70 5 MT ONKH pa3 Ha
noOy B KoMOiHalligX 3 I[UMU IIpernapaTaMu.

Toasanman. EKcrio3uniist TonBanTaHy 3HauyHo 3pocTtana (200 % AUC, 80 % C,,,,), KOIU TONBaITaH,
cyoctpat CYP3A4, 3acTocoByBau OOHOYACHO 3 PIyKOHa30j10M, ToMipHUM iHTiGiTopoM CYP3A4, pu
IIbOMY 3HAYHO 3POCTaB PU3UK BUHUKHEHHS MOOIYHUX peakliii, 30KpeMa 3HaYHOTr0 30iIbIIeHHS
niype3y, 3HeBOLHEHHS Ta FOCTPOl HUPKOBOI HEOOCTATHOCTI. Y pa3i 0MHOYaCHOTO IPU3HAUYEHHS CIIif



3MEHIIUTH J03Y TOJBAITaHy 3TigHO 3 BKa3iBKaMM B iHCTPYKIIil 3 MEIUYHOT'0 3aCTOCYBaHHS Ta
PETYIISIPHO TEePEBIPSITH CTaH MallieHTa Ha HasIBHICTb OyOb-IKUX MOOIYHUX peakxiliid, OB I3aHUX i3
TOJIBAIITAHOM.

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

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

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

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

AsumpomiyuH. Y X0fi BIDKPATOr0 PaHIOMiI30BaHOTO TPUCTOPOHHBOTO MEPEXPECHOTO AOCTIIXKEeHHS, B
SIKOMY B3$1/TM y4acTb 18 300poBux OOPOBOIBIIIB, OLiHIOBAIK BIIJIUB a3UTPOMILIMHY Ta (GIIYKOHA30Iy
Ha ¢apMaKOKiHETHKY OfMH OJHOTO IIPH iX OMHOYAaCHOMY IIePOpaIbHOMY Pa30BOMY 3aCTOCYBaHHI y
no3ax 1200 mr ta 800 mr BigmoBimHO. 2KOgHUX 3HAUYLIUX PapMaKOKiHETUYHUX B3aEMOil BUSBIEHO
He OyI10.

ITepopanavHi koumpauenmuau. ITpoBogusnocs 2 papMaKOKiHETUYHUX JOCITiIKeHHs 6araTopa3oBoro
3acTocyBaHHS (GIyYKOHA30Jly Ta KOMOiHOBAHOTO ITepOPabHOI0 KOHTpalenTyuBa. [Ipu 3acTocyBaHHi
¢bnykoHa3o01y y go3i 50 Mr BIJIMBY Ha piBeHb TOPMOHIB He 0yJ10, TOAI SIK IIPU 3aCTOCYBaHHI
bnykonazony y no3i 200 Mr Ha mo6y cnocTepiranocs 30inpmenHs AUC etuninectpagiony Ha 40 % Ta
neBOHOpPrecTpeny - Ha 24 %. Lle cBiguuTh mpo Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (GIIyKOHA30Iy Y
3a3HayvyeHMX [103aX HaBPSA[ YU MOXKe BIUIMBATH Ha e(peKTUBHICTb KOMOIHOBAHOTO IIEPOPAJILHOTO
KOHTpAIleNTUBY.

Oco06.1ue8ocmi 3acmocyeaHHsi.

LHepmamocgimia. BignmoBigHO 00 pe3ysbTaTiB HOCHIIXEHHS (HIYKOHA30JIy AJIS JTiKyBaHHS OepMaTodiTil
y mitel, QIyKOHA30/1 He MepeBUlye rpu3eodynbBiH 3a e(PeKTUBHICTIO, i 3arajJbHUM TOKAa3HUK
epekTuBHOCTI cTaHOBUTH MeHIIe 20 %. Tomy ®nro3ak He CIIifl 3aCTOCOBYBATH [JIS JIiIKyBaHHS



nepMaTodiTii.

Kpunmoxkoko3s. [loka3iB eheKTUBHOCTI (HIIyKOHA30Iy AJId JIIKyBaHHS KPUIITOKOKO3Y IHIIUX
JI0Kai3alii (HaupuKiaf JiereHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y ILIKipK) HeJOCTaTHbO, TOMY
PEeKOMeHalii 00 JO030BOI0 PEXUMY 11 JIIKYBaHHS TaKUX 3aXBOPIOBAHb HEMAE.

I'nuboki eHOemiuHi miko3u. [Tloka3iB edeKTUBHOCTI (DITyKOHA30/Iy AT JTiKyBaHHS iHIIUX Hopm
eHIeMiYHUX MiK03iB, TaKUX K [TapaKOKIMAi0IA0MiKO03, TiCTOIIa3M03 Ta MIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEOOCTaTHHO, TOMY PEKOMEHAIlIX 1I0A0 JO30BOr0 PeXUMY AJIS JIIKYBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. IanienTam i3 mopyueHHIM QYHKIIM HUPOK IIpenapar CJlif 3aCTOCOBYBaTH 3
obepexHicTIO (AUB. po3ain «Cnocib 3acmocy8aHHs ma 003u»).

Hedocmamuicmb HaOHUpPKoBuX 3a103. KeTOKOHA30JI, SIK BifOMO, CIIPUYKMHSIE HETOCTATHICTh
Ha[JHUPKOBUX 3aJ103, i Ile TAK0XK MOXKe CTOCYBaTUCS (IyKOHA30Jy, X04a CIIOCTEPIraEThC PigKo.
HepocraTHiCT, HAMHUPKOBUX 3aJ103, [10B'A3aHa 3 ONHOYACHUM JIIKyBaHHAM IIPEAHI30HOM, OlIMCaHa B
po3mini «B3aemogis 3 iHIIUMY JTiKapChbKUMHU 3aco0aMH Ta iHIII BUAW B3a€EMOfid. Brinus ¢aykoHa3o0my
Ha iHmi miKapchKi 3aco0m».

I'enamobiaiapHa cucmema. TlanieHTaMm i3 mopyueHHIM GYHKIIIM MTeYiHKY mpenapar Ciif
3aCTOCOBYBaTH 3 00epexkHicTI0. 3acToCcyBaHHS (HIIYKOHA30JIy acolliloBasiocs 3 PiIKiCHUMY BUIIagKaMu
PO3BUTKY TSKKOI T€lTaTOTOKCUYHOCTI, BKJIIOUAIOUH JIeTalbHi BUIagK¥, TOJIOBHUM YMHOM Y IAIli€HTIB
i3 TAXKKMMHU OCHOBHMMU 3aXBOPIOBAHHSAMU. Y pa3i, KOJIX PO3BUTOK remaTOTOKCUYHOCTI aCoIlif0BaBCs
i3 3acTocyBaHHSIM (HITyKOHA30I1y, He OyJI0 Bifl3Ha4YeHO 11 SIBHOI 3aJIe2KHOCTI Bifi 3arajabHOI J000BO1
[O3U IIpenaparty, TPUBAJIOCTI Teparii, cTaTi abo BiKy malfieHTa. 3a3BU4ail renaTOTOKCUYHICTE,
crupuyrHeHa (GryKoHa30710M, 000POTHA, a il TPOsIBY 3HUKAIOTH ITiC/IS MPUIIMHEHHS Teparii.

3a mallieHTaMu, V SKUX IIPYU 3aCTOCYBaHHi (DIIYKOHA30/1y CIIOCTEPITralOThCS BiTXUIEHHS pe3ybTaTiB
GYHKIIOHATBHUX P00 MEeYiHKY, CJTil BCTAHOBUTHU PETENIbHUM HATJIS[ 040 PO3BUTKY OiNIbII TSIKKOTO
ypaXKeHHS IeYiHKU.

[NauieHTiB cnifg TpoiH(GOPMyBaTH PO CUMITOMY, 110 MOXKYTh CBITYUTHU IIPO CEPUO3HUY BIIJIUB Ha
NeYviHKy (BUpaXkKeHa acTeHis, aHOPeKCis, MOCTiiHa Hyg0Ta, O/TI0BaHHS Ta KOBTSIHUILIS). Y TAKOMY
BUIIa[IKy 3aCTOCYBaHHS (IYKOHA30Jly CIIif HerallHO NIPUNWHUTY Ta IPOKOHCYIbTYBATUCA 3 JTiIKapeM.

Cepuesgo-cyouHHa cucmema. [lesiki a301u, y TOMY YHCIIi ¥ (PIIyKOHA3071, aCOLi0I0ThCA 3
nopoBxeHHaM iHTepBany QT Ha enekTpokapaiorpaMi. ®nykoHa301 ogoBxKye iHTepsas QT mwisxom
IPUTHIYEHHS BUNIPSIMIISI0YOTO KanieBoro KaHany (I,,). [TogosxenHs intepsany QT BHacHimok mil
iHmuX miKapchkux 3aco6iB (Hampukiag aMiogapoHy) MOXKe IIOCUJTIOBATUCS Y Pe3yJIbTaTi IPUTHIYeHHS
dbepmenty CYP3A4 mutoxpomy P450. TToBimoMisnocs mpo gyzKe PifKiCHI BUMTaAKY IIOJOBXKEHHS
inTepBany QT Ta mapoKcu3MasbHOI IIJTYHOYKOBOI TaxiKapfii TUIy «IipyeT» IIpU 3aCTOCYBaHHi
bnykoHa3oiny. Taki IOBiOMIEHHS CTOCYBa/IMCS TAI[iEHTIB i3 TAKKUMU 3aXBOPIOBAaHHIMU IIpU
noefHaHHI 6araThox (HakTOPiB PU3NKY, TAKUX IK CTPYKTYPHI 3aXBOPIOBaHHSA CEPIlS, IOPYLUIEHHS
eJIEKTPOJIITHOr0 00MiHY Ta OHOYAaCHE 3aCTOCYBaHHS iHIIKX JIiKapChbKUX 3ac006iB, 1110 BIIJIUBAIOTH Ha
inTepBan QT. IlamieHTH 3 rinokasnieMi€ero Ta IPOrPECYI0Y0I0 CEePLeBOX HEOOCTaTHICTIO MalOTh
MigBUIIEHNY PU3UK BUHUKHEHHS 3aTPO3/IMBUX [JIS XKUTTS IUTYHOYKOBUX apUTMill Ta
IIapOKCH3MaJIbHOI IIJTYHOYKOBOI TaxiKapfii TUIY «IipyeT».

®mo3ax cytif 3 06epeKHICTIO 3aCTOCOBYBATH NallieHTaM i3 pU3UKOM PO3BUTKY apuTMiit. OgHOYacHe
3aCTOCyBaHHS pa3oM i3 miKapchKUMH 3acob6aMu, 110 IPOJIOHTYIOTE iHTepBan QTc Ta MeTabomi3y0ThCS
3a gonoMoroio ¢pepmeHTy CYP3A4 mutoxpomy P450, mpoTunokasaHe (OUB. PO3Oinu



«IIpoTunoka3aHHs» Ta «B3aemofis 3 iHIIMMY TiKapPCHKUMU 3aco0aMu Ta iHII BUOU B3a€EMOMIN»).

I'anopanmpun. F'anodanTtpun € cyoctpatoM pepmenty CYP3A4 i mponourye intepsan QTc npu
3aCTOCyBaHHI y peKOMEH[I0BaHUX TepaleBTUYHUX fAo3ax. OmHOYacHe 3aCTOCYBaHHS rajoaHTPUHY Ta
GbIyKOHA30I1y HEe PEeKOMEHIYEThCS (OUB. PO3MOin «B3aemopmist 3 iHIIMMY JTiKapChbKUMHU 3aco0aMu Ta
iHITTi BUIW B32€MOIIN»).

Ilepmamonoziuni peakuii. ITig 4ac 3acTocyBaHHS (HIIyKOHA30/Iy PiAKO MOBIMOMIISAIOCS PO PO3BUTOK
TaKUX eKCQOIliaTUBHUX LIKIPHUX peakwiid, K cuHapoM CTiBeHca-[[KOHCOHA Ta TOKCUYHUI
elifepManbHUX HEKPOIi3. [ToBimoMIsgIocs Ipo MegUKaMeHTO3HY peakllifo 3 e03nHOMIMI€Er i
cuctemHuMu nposiBaMu (DRESS-cunppom). ITatmienTtu 3i CHIIoM GinbIll CXUITbHI 00 PO3BUTKY TIKKHUX
MIKipHUX peakIlill Ipu 3aCTOCyBaHHi 6araThoXx JiKapchKux 3acobiB. fAKIO y malieHTa i3 T0BepXHEBOIO
rpubKOBOIO0 iH(MEKITIEIO 3’ IBIAIOTHCS BUCHUIIY, 1110 MOXKHA IIOB’SI3aTH i3 3aCTOCYBaHHAM (IIyKOHA30ITy,
IIofasbllle 3aCTOCYBaHHA MIpenaparTy CJIif NPUIUHUTH. JKIN0 y ImallieHTa 3 iIHBa3UBHOK/CUCTEMHO0
rpuOKOBOIO iH(EKIIi€I0 3’ IBISIOTHCS BUCUIIM Ha IKipi, 3a HOr0 CTAHOM IOTPiOHO peTeIbHO
CIIOCTEpIraTH, a ¥ pasi po3BUTKY OyIb03HUX BUCHUIIIB a60 MyIbTH(HOPMHOI €pPUTEMU 3aCTOCYBaHHS
GbIyKOHA30I1y CIIifl MPUNUHUTH.

I'inepuymausicmb. Y pigKiCHUX BUNIagKax MOBIIOMIISIOCS IIPO PO3BUTOK aHa(iIaKTUYHUX peaklii
(muB. po3min «IIpoTunoKasaHHI»).

ITumoxpom P450. ®nykoHa3on € nomipauM iHridiropom dhepmentis CYP2C9 ta CYP3A4. Takox
bnykona3o € inridiTopom pepmenty CYP2C19. Cnip criocTepiratu 3a CTaHOM IAIli€HTIB, AKi
OJIHOYACHO 3aCTOCOBYIOTh ®Jt03aK Ta MpernapaTy 3 By3bKUM TePaneBTUYHUM BiKHOM, III0
MeTabomi3yoThcs 3a yyactio CYP2C9, CYP2C19 ta CYP3A4 (guB. po3min «B3aemogmis 3 iHIIuMu
JiKapChKUMH 3aco00aMu Ta iHIIi BUOKW B3aEMOTIiN»).

Tepgperadun. Crig peTeIbHO CIIOCTEPIraTH 3a CTAHOM IallieHTa IIPY OJHOYaCHOMY 3aCTOCYBaHHI
Tepdenaguny Ta GryKoHa3omy y no3i Menie 400 mMr Ha mo0y (ouB. po3ninu «[IpoTunoka3aHHSI» Ta
«B3aeMopis 3 iHMMMY JTiKapChbKUMK 3aC00aMu Ta iHIII BUAM B3aEMOIiii»).

Kanoudos. JocnmigKeHHS MIPOOeMOHCTPYBaJd 3pOCTaHHS MOMIMPEHOCTI iHDEeKIIil, CIpUYNHEeHUX
inmumu Bugamu Candida, kpim C. albicans. BoHu 4acTo € MPUPOAHO CTiKuMu (Hanpukinag, C. krusei
ta C. auris) abo JeMOHCTPYIOTh 3HUKEHY YyTIUBIiCTE 10 dhiaykoHa3ony (C. glabrata). Taki indexii
MOXKYTbh TOTPeOyBaTH anbTepHATHBHOL IPOTUTPUOKOBOI Teparil micis HeBHanoro JikyBaHHI. OTxe,
nmiKapsM, SKi Tpu3Ha4aloTh 3acib, pPEKOMEHYEThCS BPaXOBYBATH MOIINPEHICTh CTIHKOCTI pi3HUX
BupiB Candida mo ¢hmyKoHa301y.

3acmocyeanns y nepiod eazimHocmi abo 200yeanuHs 2pydoio.
2KiHKu penpo0dyKmueH020 8iKy

Ilepen moOYaTKOM JIiKyBaHHSI MALi€HTKY CJIiJ mMpoiH(OpMyBaTH PO MOTEHI[iIHHUNA PU3HK [JIsI
wioaa.

ITicns 3acTocyBaHHS OTHOPA30BOI1 1034 MOTPiOHO BUTPHUMATH Nepio BUBEIEHHsI
dnykoHazony, SKUM CTaHOBUTH NPUOIU3HO 1 THKAEeHb (110 BinmoBigae 5-6 mepiogam
HalliBBUBEJI€HHsI), 10 HAaCTaHHSA BariTHOCTi (OuB. po3ain «®apMaKOKiHEeTHKa»)

Ilpu TpuBanux Kypcax JiKyBaHHS KiHKaM PenpoOIyKTHBHOTO BiKYy CJIifi pO3I/ISTHYTH
MOK/IMBICTh 3aCTOCYBaHHsI KOHTpallemllil MPOTAroM yChOro mepioay jJIikyBaHHsI Ta



npoTsiroM 1 THXKHSA Mic/Isi IPHHOMY OCTAaHHBOI I03H.
BazimHicmb

O6cepBariiiHi gocmigKeHHs CBifYaTh PO MigBUINEHUN PU3UK CIIOHTAHHOTO a0OPTY Y XKiHOK, SKi
OTpUMYyBanu (GIyKOHa30J MPOTATOM IEPIIOT0 Ta/abo APyroro TpuMeCTPY, MOPiBHSIHO 3
XiHKaMu, gKi He mpuiiManu ¢payKoHa3on abo oTpuMyBasid MicIleBi a307Id y TOM caMHUi Iepiof.

IlaHi KiTbKOX THCSY KIHOK, SKi OTpUMYBaau CYKynHY 0o3y < 150 mMr ¢nykonasony y I Tpumectpi
BariTHOCTI, He CBig4YaTh Ipo 30i/bIIEeHHS 3arajlbHOT0 PU3WKY BUHUKHEHHS BaJl PO3BUTKY Y
niaofa. B ogHoMy BenukoMmy o0cepBaliliHOMY KOTOPTHOMY AOCIIiIXKEHHi BIIJIUB II€POPaIbHOTO
3acTOoCyBaHHS (GJIYKOHA301y ¥ | TpUMeCTpi BariTHOCTI acouiloBaBCs 3 HEBEJIMKUM IiABUIIEHHSAM
PU3UKY PO3BUTKY IOPYIIEHH 3 O0OKY OMOPHO-PYXOBOTO amapary, 1o Bigmosimae mpubnusxo 1
nopaTtkoBoMy Bunaaky Ha 1000 XiHOK, gKi OTpUMyBaJid CYKYIIHY TepaneBTUYHY 003y < 450 Mmr
IIOPiBHAHO 3 XiHKaMH, IKi OTpUMyBajid MicleBi a307u, i mpubaU3HO 4 MOJaTKOBI BUMAAKU Ha
1000 xiHOK, fKi OTpUMYyBalIu KyMyJISTHBHI mo3u moHanm 450 MT. BifHOCHHHM PH3HK CTAaHOBHUB
1,29 (95 % IOI Big 1,05 mo 1,58) nmpu nmepopaisHOMYy npuHoMi ¢IyKoHa30/1y B m03i 150 Mr ta
1,98 (95 % O1 Big 1,23 mo 3,17) npu go3ax moHan 450 mr.

HasBHi enigeMiosioriysi goCiigXKeHHs 040 PO3BUTKY Baj CepLs IPU 3aCTOCYBaHHI
(GbIyKOHaA30J1y y Iepiof BariTHOCTI Aal0Th CynepedsuBi pe3ynbraTu. OgHAK MeTaaHasi3 b
obcepBaliliHUX [OCIiAXKeHb, IPOBEEHNUX 3@ Y4aCTIO KiJIbKOX THCSY BaTiTHUX XKIiHOK, SKi
OTpUMYyBanu (GIyKOHa30J MPOTATOM MEPIIOr0 TPUMECTPY, BUSBUB MiABUIEHHS PU3UKY PO3BUTKY
Bal Cepls y HEMOBIAT B 1,8-2 pa3u NOPiBHAHO 3 TaKUM Y HEMOBJIAT, MaTepi IKUX He
3acTocoByBanu (GpykKoHa301 Ta/abo BUKOPUCTOBYBAIM a30JIU [JIS MiCI[eBOT'O 3aCTOCYBaHHS.

Y noBigOMIEeHHSIX ONKXCAHO BPOOXKEHI BaAX PO3BUTKY y HEMOBJIST, MaTepi SKUX OTPUMYyBaliu
BrcoKi no3u (Big 400 mo 800 mMr/moby) ¢hrykoHa301y y mepion BariTHOCTI npoTsaroM 3 MicsiliB abo
6inbire npu nikyBaHHI KokiupgioigoMiko3dy. Cepen BPOAXKeHUX Bal, SIKi CIIOCTepiranucs y mux
mitel, - 6paxinedanis, AUCIIa3is BYIIHUX PaKOBHH, HagMipHe 30iNbllIeHHS ITepefHbOT0
TiM’sTYKa, BUKPUBJIEHHSI CTETHOBOI KiCTKH Ta IPOMEHEBO-IIJIEY0BUM CUHOCTO3. IIpuunHHO-
HaCJIiTKOBHH 3B’SI30K MiXK 3aCTOCYBaHHSAM (JIyKOHA30/Iy Ta BPOIXKEHHMH BaJaMH He
BCTaHOBJICHHH.

He cnig 3acTocoByBaTu 3BUYarHi [03U (JIYKOHA30/Iy Ta KOPOTKOTPHUBAJi KypCH JIiKyBaHHS
GbyKOHA30JI0M y Tlepion BariTHOCTI, 3a BUHATKOM KpaiHbOl HEOOXiIHOCTI.

He cnipm 3acTocoByBaTu BUCOKi m03u GpIyKOHa307y Ta/ab0 TpuBai KypCH JTiKyBaHHS
(GbIyKOHA30JI0M Y IIepiof BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(EKIil, 10 MOTEHIINHO
3arpoXkyI0Th XUTTIO.

I'odyeaHHA 2py00to

®nyKoHAa30J1 TPOHUKAE ¥ TPYOHE MOJIOKO Ta [OoCATa€ KOHIEHTpallii mofioHol J0 piBHS Yy M1a3Mi KpoBi
(muB. po3gin «®apMakoKiHeTHKa»). ['oiyBaHHS I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCIIS PA30BOI0
3aCTOCyBaHHS 3BUYANHOI J03U (IyKOHA30JTy, 1[0 CTaHOBUTE 150 Mr.

logyBatu rpynnio He peKOMEHIY€eThCS IIpu 0araTtopa3oBoMy 3aCTOCYBaHHI (IyKoHa301y abo npu
3aCTOCyBaHHI BUCOKUX 103 (priyKoHa30my. Cif OI[iHNTH KOPHUCTh TORYyBaHHS IPYAAI0 OJI PO3BUTKY i
3[I0POB’SI JUTUHY, a TAKOXK KIiHiYHY noTpeby MaTepi y dbiaykoHa30i i 6yab-aKi moTeHIIiiHI mo6iyHi
edexTu GhnaykoHa301y abo OCHOBHOT'O 3aXBOPIOBaHHS MaTepi A QUTUHY, IKa OTPUMYE TPyOHE
BUTOJOBYBaHHS.



depmuabHicmb

®yKOoHA301 He BIJIUBAB Ha (PEPTUIIBHICTL CaMIliB Ta CaMOK LIyPiB.

30amuicme enaueamu Ha weudkKicmov peakuii npu KkepyeaHHi asmompaHcnopmom adoo
iHwumMu mexaHizmamu.

HocmimxeHb BINIUBY IpemnapaTty ®Jo3ak Ha 3[aTHICTh KePyBaTH aBTOTPAHCIOPTOM abo MpalfioBaTu 3
IHIMMMY MeXaHi3MaM¥ He TPOBOIUIIH.

[TauieHTiB cnig mpoiHGoOpMyBaTH PO MOXKJIMBICTE PO3BUTKY 3allaMOpPOYeHHS abo CyooM IIif 4ac
3acTocyBaHH4 npenapaTy Omo3ak. [Ipy po3BUTKY TaKuX CUMIITOMIB He PEKOMEHYETHCS KepyBaTu
aBTOTPAHCIOPTOM a0o0 MpallloBaTH 3 iHIIMMU MeXaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.

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

[IpemapaT 3aCTOCOBYIOTH IIePOPaIbHO Y H03i 150 Mr omHOPa30Bo.

ITayieHmu AiMHbO20 BIKY.

[Tpu BigCyTHOCTI O3HaK MOPYLIeHHS (PYHKITM HUPOK [Jd JiKyBaHHS 1i€l KaTeropil nalieHTiB
3aCTOCOBYIOTh 3BUYAUHY 103y AJISA HOPOCIIHX.

ITopyweHHA PYHKUiIT HUPOK.

®nyKOHa30J1 BUBOAUTHCS B OCHOBHOMY i3 Cedelo y He3aMiHeHOMY BUTTIAAL. [Ipu pazoBoMy
3aCTOCYBaHHI ITpemnapaTy KOPUT'yBaTH OO3Y JaHil KaTeropii maieHTiB He mOTPiOHO.

IMopyweHHA pyHKUIU neviHKU.

®nyKoHA3071 CIifl 3aCTOCOBYBaTH 3 00€PEKHICTIO MallieHTaM i3 MOpYyLUIeHHIMU QYHKIIiH Ie4YiHKH,
OCKiJIbKY iH(popMaIiil om0 3aCTOCyBaHHS (HIIyKOHA30JIy IIili KaTeropil narjieHTiB HefOCTaTHEO.

Himu.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYBaHHS IIPenapaTy O JTiKyBaHHS T'eHiTallbHUX KaHAUI03IB y miTen
He BCTaHOBJIEHI, He3BaXKal04y Ha BUUYEPIIHI JaHi I0A0 3aCTOCyBaHHA (QIyKOHA30y AiTAM. AKIIO0
icHye HaranmbHa moTpeba 3aCTOCYyBaHHS IIpelapaTy mifgmiTkaM (BikoM Big 12 mo 17 pokiB), criin
3aCTOCOBYBATH 3BUYalHi 03U [JIS JOPOCTIHUX.

Ilepedo3yeanHns.



OTpuMaHO NOBiKOMIIEHHS NIPO TePefo3yBaHHA (HIYKOHA30JI0M; OGHOYACHO IOBIOMIISIOCS IIPO
raJilolyHalil Ta TapaHoiganbHy MOBENiHKY.

[Tpu nepeno3yBaHHi HEOOXiMHO TPOBECTH CHMITOMaTUYHY MiATPUMYIOUy Tepariio Ta y pasi
HeOOXiTHOCTI TPOMUTH IITTYHOK.

®nykKoHa3071 3HAUYHOIO MipOI0 eKCKPETYETHCH i3 ceuero; (opcoBaHUY Aiype3 MOXKe IPUCKOPUTH
BUBeNeHHA npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUKYE PiBEHb (PIYKOHA30JTY V
na3Mi KpoBi mpubnu3Ho Ha 50 %.

ITo6iuni peakuii.

Pesiome npodinio 6e3mekn

Y 3B’43Ky 3 NiKyBaHHAM (DJIyKOHA30JI0M IOBIIOMIISAIOCS IIPO MEOUKAaMEHTO3HY peakliiio 3
eo3uHo(inmiero i cucremuumu nposisamu (DRESS-curmpom) (muB. po3min «Ocob6auBOCTi
3aCTOCYBaHHS»).

Haiiuacrie moBifgoMisnocs Ipo Taki mobiuHi peakilii: TooBHUM Ginb, 6isb ¥ YepeBHiN MOPOXKHUHI,
miapes, HygoTa, 6/0BaHHS, BUCUIIaHHS, MiIBUILIEHHS PiBHS alaHiHaMiHoTpaHchepasu (AJIT),
IiABUIIEHHS PiBHS acmapTaTaMmiHoTpaHcdepasu (ACT), migBuineHHs PiBHSA JTyKHOI PocdaTasu KpoBi.

I OIIiHKY YaCTOTH BUHUKHEHHS MOOIYHUX peaklliii BUKOPUCTOBYIOTh TaKy Kiacudikalliio: myxe
yacTo (= 1/10), wacto (Big = 1/100 mo < 1/10), HeuacTo (Big = 1/1000 mo < 1/100), pigko (Bim =
1/10000 mo < 1/1000), my=xe pigko (< 1/10000), yacToTa HeBifoMa (HEMOXKJIMBO OI[IHUTU Ha MifiCTaBi
HAsSBHUX JaHUX).

3 6oky cucmemu Kkposi ma aimpamuyHoi cucmemu.

HeuacTo: anewmis.

Pinko: arpaHynonuTos, 1eiKomneHis, HeUTPOIeHis, TPOMOOLUTOTIEHIS.

3 6oky imyHHOI cucmemu.

Pigko: anadinmakcis.

MemaboaiuHi ma asimeHmapHi po3aadu.

HeuacTo: 3HMXKEHHS alleTUTYy.

Pigko: rinepTpuriiniepumeMis, rinepxojecTepuHEMIs, TiIOKaIieMis.

ITcuxiuHi nopyweHHA.

HeuacTo: 6€3COHHS, COHJIUBICTE.

3 boky Hepeoegoi cucmemu.

YacTo: ToIoBHUH Oiflb.

Heuacro: cynoMu, 3aniaMOpoYeHHs, ITapecTesii, mopylIieHHs CMaKy.



Pigxo: Tpemop.

3 6oky opaaHis cayxy ma eecmubyapHO20 anapamy.
Heuacro: BepTuro.

3 6oky cepus.

Pigko: mapokcu3MasbHa IUIYHOYKOBA TaXiKappis TUIY «IipyeT», mogoBkeHHd iHTepBany QT (mus.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

YacTo: 6inb y YepeBHill TOPOXKHUHI, miapes, HymOoTa, OII0BAHHS.

HeuacTo: 3amop, gucmenciss, MeTeopusM, CyXiCThb y POTI.

I'enamobiaiapHi po3aadu.

YacrTo: migBullleHHS PiBHA anaHiHaMiHOTpaHC(epa3u (AJIT), mifBuIineHHS piBHA
acnaptataMinoTpancdepasu (ACT), mimBuieHHs piBHSA NyxKHOI ¢pocdhaTasu (OuUB. po3mdin

«OCc06IUBOCTi 3aCTOCYBAHHS»).

Heuacro: xomecTas, JKOBTSIHULIS, MiABUILIEHHS PiBHA 0inipy0iny (muB. po3min «OcobnuBoCTi
3aCTOCYBaHHS»).

Pigko: me4yiHKOBa HEIOCTATHICTh, TeNaTOLENIONAPHAN HEKPO3, TeaTUTH, TenaToLeoIsIpHe
ypaxeHHs (OuB. po3min «Oco0MMBOCTi 3aCTOCYBAHHS»).

3 60Ky wkipu ma nidwKipHOi MKAHUHU.
Yacro: Bucunanas (ouB. po3min «OcobOnMMBOCTi 3aCTOCYBaHHS»).

HeuacTo: cBepOixk, MEIUKaMEHTO3HUY JepMaTUT (BK/II0Yaruu (HiKCOBaHUM MeOUKaMEeHTO3HUN
OepMaTHUT), KPOIUB THKA, IMiABUINIEHE TTOTOBUOINEHHS (OUB. po3min «OcoOnMMBOCTI 3aCTOCYBaHHS»).

Pigko: TOKCUYHUY emimepManbHUM HEKPOi3, cuHapoM CTiBeHca-[[:KOHCOHA, TOCTPUU
reHepasi3oBaHUY €K3aHTeMaTO3HUM IyCTYIb03, eKCPOIiaTUBHUYN AEePMaTUT, aHTiOHEBPOTUYHUN
HaOpsK, HabpsAK 00auYYs, amomneliss (guB. po3nin «OcobIUBOCTI 3aCTOCYBaHHS»).

HeBimoMo: MequkKaMeHTO3Ha peakilis 3 eo3uHo(isniero Ta cucteMuuMu cumnromamu (DRESS-
CUHAPOM).

3 60Ky 0nopHO-pyx08020 anapamy ma cnoay4Hoi MKaHUHU.

Heuacrto: mianris.

3azanvHi po3aadu ma peakuii y micui 88e0eHHA.

HeuacrTo: mifgBsuilieHa BTOMJIIOBaHICTh, HE3[yKaHHS, aCTeHis, rapsgdka.

HasiBHicTh GapBHUKa [ToHCO 4R (E 124) MoXKe CIpUYMHUTY aJieprivyHi peakiii, a
MeTunnaparigpokcuden3soaty (E 218) Ta mpominmaparigpokcuden3soaty (E 216) Moxke CIpUUYUHUTHI
aJieprivHi peakiii (MOXKIUBO, YIIOBIIbHEHOTO THUILY).



Himu. YacToTa Ta xapakTep MoOiYHNX peakllid i BigXuaeHb Bif HOPMU pPe3yJIbTaTiB 1ab0paTOpHUX
aHaJIi3iB y XOMi KJTiHIYHUX JOCIiAKEeHb 3a Y4acTHo [iTe! 3iCTaBHI 3 TaKUMU Y OOPOCIIUX.

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 mpaliBHUKIB
IIPOCSITH 3BiTyBaTH PO Oymb-siKi mimo3proBaHi moOiyHi peakilii BiAmoBigHO 0 BUMOT MiClIeBOTO
3aKOHOIABCTBA.

Tepmin npudamHocmi. 3 POKW.

YmMmoBHu 30epirannsa. 30epiratu npu teMneparTypi He Buile 25 °C. 30epiraTi B HELOCTYIIHOMY [JIs
OiTey Micrii.

YnakoBka. ITo 1 Tabneti y 6mictepi; mo 1 6micTepy B KapTOHHIN KOPOOITi.

Kareropis Bignycky. bes penenTa.

BupoOHUK.

@JIC Jlimitem,.

Micue3HaxoIKeHHsI BUPOOHHKA Ta afipeca Micis MpoBaIXKeHHS HOTr0 Tis/IbHOCTI.

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






IHCTPYKIIA

71T MEJUYHOTO 3aCTOCYBAHHS JTiIKapChKOT0 3aco0y

®JII03AK

(FLUZAC)

Cknao:
ditoua pevosuHa: GIyKOHA30J;
1 Tabnetka mMicTuTh dykonasony 50 mr, 150 mr a6o 200 mr;

0onoMidcHI peuoBUHU: KaJbllilo TifpodocdaT, KpoxMaib KyKyPYyA3sSHUM, KPEMHIIO Ti0KCHU[ KOJIOITHUH
6e3BomHMI, MarHil0 cTeapaT, HaTPil0o KPOXMAJBIIKOAT (TUM A), HaTpito aypuncynbdart,
MeTtunmnaparigpokcubensoart (E 218), mpominmaparigpokcubensoar (E 216), Tanbpk, 6apBHUK [T0HCO
4R (E 124).

JlikapcbKka ¢popma. TabneTku.

OcHosHi (pi3uko-xiMiyHi 8 1acmusocmi: TIIOCKi, KpyTli TabIeTKHA POKEBOT'0 KOJIbOPY 3
BKPAIIJIEHHSIMHU, 31 CKOIIeHUMH KpasMHU, 3 JIiHi€l0 po3710My 3 0gHOTO GOKY Ta rjafeHbKi 3 iHIIoro.

dapMmakoTepaneBTHYHA rpyna. [IpoTurpubKoBi 3aco0u AJisi CHCTEMHOTO 3acToCcyBaHHS. [loxinHi
Tpuasoiny. Kog ATX JO2A CO1.

dPapmako.102iuHi 8 1acmueocmi.

®apmakoOuHamika.

MexaHi3M mil.

®nykoHa3071 € TPOTUTPHOKOBHAM 3aCO00M KJlacy TprasosiB. [IepBUHHUM MexXaHi3MOM HOro fil €
IpUrHideHHs rpubKoBoro 14-anbda-1aHoCTePOsI-IeMETUIIOBAHHS, 0TI0CEPENKOBAaHOT0 IUTOXPOMOM
P450, 10 € HeBif'eMHUM eTanoM 6i0OCHHTE3y IPUOKOBOT0 eprocrepoiy. Akymynanisa 14-anbda-MeTun-
CTEPOJIiB KOPEJTIOE 3 MOMAJIbIIO BTPATO €ProcTepoy MeMOpaHoio rpubKOBOI KITITUHU Ta MOXKe
BifTOBigaTH 3a MPOTUTPUOKOBY aKTUBHICTh (Pr1yKoHa305y. ®yKoHa30J € OiNIbIl CEIEKTUBHUM 10
rpubkoBux hepMeHTiB 1uToxpomy P450, HiXK 10 pi3HUX cucTeM GpepMeHTiB 1uToxpoMy P450 ccasiiis.

3acTocyBaHHs prykoHa30my y 0o3i 50 Mr Ha moby npoTsiroMm 28 gHIB He BIIMBA€E Ha PiBEHb
TECTOCTEPOHY y IJIa3Mi KPOBi y 40JIOBiKiB a0 Ha piBeHb EHOOTeHHUX CTEPOIMiB ¥ KiHOK



penponyKTuBHOTO Biky. ®nykoHa3on y go3i 200-400 Mr Ha o0y He IPOSBIIL€E KIIiHIYHO 3HAUYIIOT0
BIUIMBY Ha PiBeHb €HAOTEHHUX CTEPOifiB a00 Ha BiATOBiAb Ha CTUMYJISIIIO aipPEeHOKOPTUKOTPOITHOTO
ropmony (AKTT') y 3mopoBux moOPOBOJIBIIiB YOI0BiUOl CTATI.

HocnmigXeHHsT B3a€MO{Iil 3 aHTUIIIPHHOM IIPOAEMOHCTPYBAJIO, 110 3aCTOCyBaHHS 50 Mr QIyKOHa30/1y
Pa30Bo uu 6araTopa3oBo He BIIMBA€E Ha MeTab0/Ii3M aHTUIIIPUHY.

YyTnusBicTs in vitro.

®nykoHa307 in vitro EMOHCTPY€E NPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUAIB Candida, 110
3ycTpivaroThca Hanvacriie (Bkmovdatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata
NEMOHCTPYE 3HUKEHY YYTIUBICTh A0 GiayKoHa3ony, C. krusei ta C. auris € CTIMKUMH J0
bnykoHa3oiny. MiniManbHi iHriOy04i KOHIIEHTPaIlil Ta emifieMioIoTiuHe IOPOroBe 3HAUYEeHHS 3TigHO
EUCAST (ECOFF) pgns ¢nykornasomy ctocoBHo C. guilliermondii Buti, Hix ctocoBHO C. albicans.

Takox (ykKoHa3011 in vitro IeMOHCTPY€E aKTUBHICTH SIK mpotu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i IpoTH eHAeMiYHUX IIICHABUX IpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aemo038’ 430K (hapMakKokKiHemuyHux i papMmakoOuHamiyHux 8s1acmusocmei.

BiamoBigHO 10 pe3ysbTaTiB OOCIIIXKEHDb Ha TBapUHAaX, ICHY€E KOPeJIALii MiX MiHIMalIbHO
iHri0yro4oio KOHIIeHTpalli€io Ta e()eKTUBHICTIO IPOTH eKCIIepUMeHTaNIbHUX MOAesell MiK03iB,
cripuunHeHux BugamMu Candida. BifmoBimHO 0o pe3ynbTaTiB KIIIHIYHUX JOCTiAXKEHb, iCHYE TiHiliHa
3anmexHicTh Mizk AUC Ta go3or0 ¢pinykoHasony (mpubnusso 1:1). Takox icHye nmpsaMuii, ane
HeJ0CTaTHii 3B’5130K Mixk AUC a60 103010 Ta MO3UTUBHOIO K/TiHIYHOIO BigIOBIAI0 Ha JIiIKYBaHHS
Opa/IbHOT0 KaHAU03Y Ta MEHIIIO Mipoio - KaHAuAeMil. AHAJIOTiYHO NiKyBaHHS iH(DeKIIii,
CIIPUYMHEHUX IITaMaMy, [0 SKUX (PIYKOHa30Jl AEMOHCTPYE BUCOKY MiHiManbHY iHTiOyI04y
KOHIIEHTpAIlif0, € MEHIII 3aJ0BiTbHUM.

MexaHi3M pe3uCTEeHTHOCTI.

Mikpoopraniamu pogy Candida [eMOHCTPYIOTh YUCIEHHI MeXaHi3MU Pe3UCTEeHTHOCTI 10 a30JIbHUX
npoTUrpuOKOBUX 3ac00iB. PIyKOHA30JI AEMOHCTPYE BUCOKY MiHiManbHYy iHTiOyI04y KOHIIEHTpALlil0
IIPOTHU WITaMiB rpuliB, AKi MaloTh 0guH a0 Oinbille MeXaHi3MiB PE3UCTEHTHOCTI, 1110 HETAaTUBHO
BIIJIMBA€E Ha e(peKTUBHICTH in Vivo Ta B KJIiHIYHIN IpaKTULi. Y 3a3BU4all 4yTnuBux BupiB Candida
HaNYacCTIiIIIM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B IKOMY 3afisHi LiTb0oBi (hepMeHTH a30IIiB,
BifmoBigasnbHi 3a 6iocMHTE3 eprocrepony. Pe3aucTeHTHICTh Moxke OyTH 00yMOBIeHa MyTalliIMH,
IIOCUTIEHHSM IPOAyKLii hepMeHTy, MexaHi3MaMu eIItoKCy Ipenapaty abo po3BUTKOM
KOMIIEHCATOPHUX IIJISAXIB.

[MoBimommnsnocs npo cynepindexiii Candida spp., cnpu4uHeHi iHmmMu Hix C. albicans BumaMu, 110
YacTO MalTh 3HUXKEHY uyTnuBicTh (C. glabrata) abo € criikumu (Hanpuknag, C. krusei, C. auris) o
dbnykonasony. 15 miKyBaHHS TakKux iH(MEKIiN clifg 3aCTOCOBYBaTH albTePHATUBHI TPOTUTPUOKOBI
3acobu. MexaHi3Mu pe3UCTEHTHOCTI 1lle He [0 KiHIISl BUBYEHi B OeIKUX NMPUPOOHO CTikkux (C. krusei)
a6o HOBUX (C. auris) BumiB Candida.

KonTponsHi Touku EUCAST (E€BponeichbKOro KOMITETY 3 HOCITiIKeHb YYTIUBOCTI 10 aHTUMIKPOOHUX
3ac00iB).

Bbasyrouunce Ha mocigKeHHI papMaKOKiHETUUHOI/papMaKOguHaMigHO1 iHdopMallil, 9y TIUBOCTI
in vitro Ta KJiHi4HOI BifmoBigi, 0y/0 BU3HAYeHO KOHTPOJIbHI TOUKM A7 (GIIYKOHA30ITy [JIs
Mikpoopra#ni3Mmis poay Candida (Cynposigaui po3’scHiooBanbHUM fokKyMeHT EUCAST pns


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

bnykonazony (2020) - Bepcig 3; €EBponeNChbKUIM KOMITET i3 JOCTigKeHb YYTIUBOCTI 0
aHTUMIKpOOHUX 3aco6iB, [TpoTurpubkoBi 3acobu, Tabnuili KOHTPOIBHUX TOYOK [T iHTepIpeTartii
MIK, Bepcis 10.0, HabyB yunHOCTi 04.02.2020 p.). BoHu 6ynu po3mnofineHi Ha KOHTPOJIbHI TOYKH, IO
He TI0B’sI3aHi i3 MeBHUM BHU[IOM, sSIKi Oi/IbIIIOI0 MipOI0 BU3HAYAINCSI Ha OCHOBI
dbapmakokiHeTuuHOI/PpapMakofrHaMiyHOI iHpopMaliii i He 3ajeKaTh Bif PO3MOAiNy Ha ITeBHI BUAM 3a
MiHiMaIbHOIO iHTi0yI040I0 KOHIIEHTPALli€lo, Ta Ha KOHTPOJIbHI TOYKY, TIOB’s13aHi 3 IEBHUM BUOM, III0
Haly4acTile acoIiio0ThCS i3 iHpeKIiaMu y moguHu. 11i KOHTPOIbHI TOYKY HaBelleHi HUXKyYe.

IIpomuzpubxosutl [KoHMpovbHi MOYKU, N08’A3aHi i3 nesHUM 8UO0OM, IKOHMpOAbHI
3acib S </R >y me/n MoyYkKu, He
noe’s13ami 3

nesHum suoom,”
S</R>yme/n

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

DJ1yKOHA30I1 2/4 2/4 0,001*/16}-- 2/4 2/4 2/4

S yyTnuBui;
R pe3ucTenTHUY;

a - KOHTPOJIbHI TOYKH, 1110 He IOB’sI3aHi i3 MEBHUM BUIOM, SIKi Oi/TbIII0I0 MipOI0 BU3HAYAIKCS Ha
OCHOBI (hpapMaKOKiHeTUYHOI/(papMaKOAMHaMiuHOI iH(popMaliil i He 3ayiexkaTh Bifl pO3NOAiNTY Ha MeBHi
BUOY 3a MiHiMaIbHOO iHTiOYI04Y010 KOHIIEHTPAIli€l0. BOHY [OCTiIXKYyBaIiCh JIHIIe Y MIKPOOpPTaHi3MiB,
y SIKUX He iCHy€e crenu¢pidHOl KOHTPOJIbHOI TOYKH;

-- HOCTIiAKEHHS YyTINBOCTI He PEKOMEH0BaHi, OCKIJIbKY JaHUY BUJ He € METOI0 JIIKapChKOl Teparil;

* Yci noka3uuku C. glabrata B kateropil I. MIK npotu C. glabrata cnif ouiHIOBaTH IK PE3UCTEHTHI,
KOJI BOHU nepeBumytoTh 16 mr/mn. Kateropia gytnusocTi (< 0,001 Mr/m) BUKOPUCTOBYETHCS JIULIE
nuist 3anofiraHHs IOMUIKOBOL Knacudikariii mramis I gk mtamiB S. [ - 9yTnuBuil 3a yMOBU
IiABHUIIEHOI eKCII03KIIii: MiKpoOpraHi3M HaJleXkUTh 00 KaTeropii «4yTIuBHAN 3a YMOBH IiiBUIIEHO]
€KCITO3UIlil» y pa3i, Kolu iCHye BUCOKa UMOBIpHICTh TePaNeBTUYHOTO YCIIiXy, OCKiJIbKM €KCIIO3UIIis
mpenaparty Oyna 30inbieHa 3a paXyHOK KOPEKIIii pexkuMy 0o3yBaHHS ab0 M0ro KOHIeHTpalil y
BOTHHUII iHDeKIil.

dapmakoKiHemuxka.

dapMaKoKiHETHYHI BIaCTUBOCTI (PJIyKOHA30JTy € MOAiOHUMY IIPU BHYTPIITHLOBEHHOMY i
IIepopajIbHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3om mobpe BCMOKTYETLCS IIPYU IIepOPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpemnapary y mjaasmi
KpOBi i cuctemMHa 6iogocTymHicTh epeBulyioTh 90 % piBHS HIyKOHA30/y Y IJ1a3Mi KPOBi, 110
[OCATa€eThCs NIPY BHYTPIIIHLOBEHHOMY BBe[eHHI npenapaTy. OfHOYacHe BXXUBAHHS 1Ki He BIJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy [IpU M0ro llepopalbHOMy 3aCcToCyBaHHI. [IiKkoBa KOHILIEHTpallisl y [y1a3Mi
KpOBi gocaraetbcs yepes 0,5-1,5 rogunu micns npuiiomMy npenapary Hatieceple. KoHLeHTpaLis
Iperapary y Iia3Mi KpoBi nponopuiiHa fo3i. PiBHoBaxkHa 90 % KOHIIeHTpallid 4OCATaEThHCSA Ha

4-5 moby niKyBaHHS IIpernapaToM IIpy OaraTopa3oBOMY 3aCTOCyBaHHI ofiuH pa3 Ha fo0y. PiBHOBaxKHa
KOHIIeHTpalig Ha piBHiI 90 % mocsaraeTbcs Ha OAPYTUl OeHb JIIKYBaHHS IPU 3aCTOCYBaHHI y IIepIIni



IeHb HaBaHTaXKyBaJIbHOI T03H, I1I0 BABiUi MepeBUIye 3BUYaiHy T0O0BY H03Y.

Po3moomin.

006’eM posmnopiny npubIU3HO NOPiBHIOE 3arabHOMY BMICTY pifyHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oinkamu mima3Mu KpoBi Hu3bKe (11-12 %).

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

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

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

Biorpancdopmatiis.

®nykoHazon MeTaboi3yeThCs He3HAYHO Mipoto. [1py BBe[IeHHI 003U, MiueHOi pagioaKTUBHUMU
izoronamu, nuure 11 % ¢prykoHa307y €eKCKPETYEThCS 3 cedelo Y 3MiHeHOMY BUrnsami. dnykoHas3on €
noMipauM iHri6itopom izodpepmentis CYP2C9 ta CYP3A4, a TakK0XK IMOTYKHUM iHTiGiTOpOM
izopepmenty CYP2C19.

BuBeneHHs.

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

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

HupkoBa HEIOCTaTHICTE.

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

JlakTamis.

KonnenTpanii ¢pnykoHa3omy y maa3Mi i MaTepuHCHKOMY MOJIOII BIIPOAOBXK 48 rofuH micis IpuiioMy



0flHOpPa30Boi 7o3u 150 Mr ¢hIyKoHa3011y OLiHIOBAIM ¥ X0m4i (hapMaKOKIiHETUYHOTO JOCTiIKEeHHS 3a
y4acCTIO IeCSITH XKIiHOK Y mepiofi akTarlii, SIKi TUMYacoBo ab0 MOCTIHHO MPUIIMHUIIKA TOIyBAaTH CBOIX
HEMOBJIAT TPYAAI0. Y MaTepUHCHKOMY MOJIOLI (PIIyKOHA30/1 BUSIBUNIM Y CepefHill KOHIIeHTpallil
npubnusno 98 % Big Tol, 1110 Big3Havanu y maa3Mi MaTepi. Yepes 5,2 rofuH IMicis MpUUOMY J03U
cepenHs MiKoBa KOHIIEHTPallig Y MaTePUHCHKOMY MOJIOIi cTaHOoBUa 2,61 mr/n. [lo6oBa mo3a
(bIyKOoHa30Jy, OTpHMaHa HEMOBJISIM 3 MaTEPUHCHKOTO MOJIOKA (SIKIO IPUUHSATHA CEPENHE
CIIoXKKBaHHA MoJioKa 3a 150 mii/kr/go0y), po3paxoBaHa Ha OCHOBI CepelHbOl IiKOBO1 KOHI[EHTpallil ¥
Moo, mo gopiraioe 0,39 Mr/kr/moby, cTaHOBUTD mpuOnu3Ho 40 % Big mo3u, pEKOMEHI0BaHOI
HOBOHAPOMKEHUM (BiKOM < 2 THXKHIB), a00 13 % Bif 1031, pEKOMEHIOBAaHOI HEMOBJISITAM [IJIsS
JiKyBaHHS KaHOAUI03Y CIU30BUX 000JIOHOK.

iTH.

Hani 3 hapmakokineTuku 6ynu onineni y 113 mite#t mig yac 5 gocifkeHs: 2 OOCTiAXKEHHS Pa30BOT0
3aCTOCYBaHHS, 2 [OCHiIKeHHSI 0araTopa3oBOT0 3aCTOCYBaHHS Ta 1 HOCIimXKeHHS HENOHOIIEeHUX
HOBOHAPOOXKEHUX.

[Ticna BBegeHHs 2-8 Mr/Kr (priyKoHa30/1y OiTSM BikoM Bif 9 MicsamniB mo 15 pokiB AUC cTaHOBUTa
6mu3bk0 38 MKr*rop/min Ha 1 Mr/kr mo3u. [licis 6araTopa3oBoro 3aCTOCyBaHHS CEpPeIHil mepion
HalliBBUBeMeHHS (HIyKOHA30I1y i3 1a3Mu KpoBi BapitoBaBcd Mix 15 Ta 18 ronunamu; 06’'eM
po3nopniny craHoBuB 880 Myi/Kr. BinbIn TpuBaIuy 1epion HaIiBBUBENEHHS 13 JIa3MU KPOBI, 110
CTAHOBUB MpubIN3HO 24 roguHu, OYB MiC/Is Pa30BOT0 3aCTOCYBaHHS (IYKOHA301y. Llei MOKa3HUK €
CIIiBCTABHUM 3 IIE€PiOAOM HalliBBUBEAEHHS (IyKOHA30JIy i3 I1a3MH KPOBi IiCIs Pa3oBOI0
3aCTOCYBaHHS 003U 3 MI/KT BHYTPIITHhOBEHHO HiTSIM BikoM Bif 11 mHiB go 11 micsiiB. O6’em
PO3MOAiNy y mallieHTiB I11i€l BiKOBOI rpyNy CTAHOBUB 0113bK0 950 MII/KT.

Iocsin 3acTocyBaHHS (GIYKOHA30Jly HOBOHAPOAXKEHUM 00MEXKYETHCS hapMaKOKiHETHYHUMHU
OOCIiIXKeHHsAMY 12 HeIOHOIIEHUX [iTel i3 TepMiHOM recTaliil npubnu3uo 28 TuxkHiB. CepenHii BiK
OUTHHY IIPU BBEIEHHI IepIIol 03K CTaHOBUB 24 roguuu (Bim 9 mo 36 roguH); cepemqHs Bara Ipu
HapomxeHHi ctaHoBuna 900 r (Big 750 mo 1100 r). s 7 maIieHTiB TPOTOKOJI HOCTiAXKEHHS 0YI10
BUKOHAHO. MakCUMyM 5 BHYTPIITHbOBEHHUX iH €KIIiN (hITyKOHA30J1y ¥ 4031 6 MI/KT BBOOWIN KOXKHI
72 roguau. CepenHid nepion HalliBBUBEIEHHS CTaHOBUB 74 rogunu (44-185) B mepmui meHb, MOTIM
3uu3uBca 0o 53 roguH (30-131) Ha 7-1 meHb Ta 0o 47 (27-68) Ha 13- mens. [1noia mig KpUBOIO
(Mr*rom/mn) cranoBuina 271 (173-385) B nepumuit meHs, 30inbpmmunacs go 490 (292-734) Ha 7-# neHsb,
noTiM 3Hu3unacs oo 360 (167-566) Ha 13-it gerb. O6’eM po3mofminy (MJI/KT) CTAHOBUB

1183 (1070-1470) y nepuuit nenb, 36inmpinyBaBcs 0 1184 (510-2130) Ha 7-# meHb Ta 1o

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

[TalieHTH TITHLOTO BIiKY.

dapMaKOKiHETUYHE JOCIiAKEeHHs IIPOBOAWIM 3a YYacTIo 22 MalieHTiB (BiKOM Bifl 65 pOKiB), sKi
3actocoByBanu 50 Mr ¢rykoHa301y nepopanbHo. 10 mamieHTiB 0qHOYAaCHO 3aCTOCOBYBAJIM [iyPETUKH.
C.,.x CTaHOBHUJIA 1,54 MKI/MI Ta gocsAranacs IpoTAroM 1,3 TOOMHY MiC/Is 3aCTOCYBaHHS (HIIyKOHA30IY.
Cepepns AUC cranoBuna 76,4+20,3 mrr*roa/min. CepenHiii mepiop HamiBBuBefeHHS 46,2 rogunu. Li
bapMakoKiHETUYHI TOKA3HUKY € BUILIUMU MOPIiBHSHO i3 aHAJIOTIYHUMU Y 30OPOBUX NOOPOBOJIBIIIB
MoJiofIIoro Biky. OgHO4acHe 3aCTOCYBaHHS [iypeTUKIB He MaJio 3HayHoro BiiuBy Ha C,,. Ta AUC.
Takox KiipeHC KpeaTuHiny (74 Mi/xB), BincoToK (pIyKOHaA30:y, 110 eKCKPETYBABCS i3 ceuelo y
He3MiHeHOMY Buriafi (0-24 roguny, 22 %), Ta HUPKOBUM KJlipeHC gykoHa3omy (0,124 Mi/XB/KT) y
Tali€HTIB [aHOl BiKOBOI Ipymny Oy/Iy HUKYKMMU, HiXK aHAJIOTi4HI TOKA3HUKHU Y MOJIOMIINX
no6poBobiliB. ToMy 3MiHM papMaKOKiHETHKY Y MAI[iEHTIB JTITHHOTO BiKy OUeBUOHO 3a/ieXKaTh Bif
IapaMeTpiB QPyHKIi HUPOK.



KrinigHi XxapaKTepHCTHKH.

Iloka3zaHHA.

JlikyBanHSs rpuOKoBuX iH(DeKii y mopocnux (ouB. po3mdin «dapMakomguHaMika»), SK:
- KPUIITOKOKOBUM MEHIHTIT (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHSI»);

- KOKIuAioino3 (muB. po3min «Oco0IuBOCTI 3aCTOCYBAHHSI»);

- iHBA3WBHI KaHOUOO3H;

- KaHU03M CIU30BUX 000JI0OHOK, BKJII0OUAI0YM KaHOUA03 POTOTJIOTKY Ta KaHAU03 CTPABOXOMY,
KaHIUOYPis, XpPOHIYHUN KaHOUO03 WKIPH i CTU30BUX 000IOHOK;

- XpOoHiYHUY aTpodiuHNM KaHAUI03 POTOBOI MOPOXKHUHY (KaHAUN03, CIPUYNHEHNN BUKOPUCTaHHIM
3yOHUX IIPOTE3iB), TPU HEePEKTUBHOCTI TirieHN POTOBOI TOPOKHUHYN ab0 MiClleBol Teparrii;

- BariHaJbHUM KaHOU03, TOCTPUY YU PEelMOUBYIOYN, KOJIU MiCclleBa Tepallisi He € JOPEYHOI0;
- KaHOUOO3HUY 0aslaHiT, KOIU MiclieBa Tepallis He € HOLiTbHOIO;

- IepMaTOMiKO03H, BKJII0Yal04y MiK03 CTOII, MiK03 I'JTafileHbKOl MIKipH, ITaXOBUM OepMaTOMiKO3,
pisHOOapBHUM NHIlal Ta KAHAKWOO3HI iHQEKIIi] IKipK, KoMK IT0Ka3aHO 3aCTOCOBYBATU CUCTEMHY
Tepartiio;

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

- peluauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOAy y MalieHTiB 3 BIJI 3 BUCOKMM PU3UKOM HOT0
PO3BUTKY;

- 3HMKEHHST YaCTOTH PEeIUONBIB BariHaIbHOT0 KaHAUI03y (4 abo Ginble BUMAAKIB Ha PiK);

- npodinakTUKa KaHAWOO3HUX iHGEKIIiN y Malli€HTiB i3 TPUBaJIO HEUTPOIEHi€l (Halpukian y
TIAIIEHTIB 3i 37T0KiICHUMH 3aXBOPIOBAHHSIMY KPOBI, SIKi OTPUMYIOTh XiMioTeparriio abo y malieHTiB mpu
TPaHCIUIaHTallil TeMOIIOETUYHUX CTOBOYPOBUX KIiTHH) (OUB. po3ain «®apMaKoIoTiyHi BIaCTUBOCT.
dapmakoguHaMiKa»).

imu.

3acToCOBYBATH JIiKapChKuit 3acib y ¢popMi TabIeToOK maHill KaTeropii maiieHTiB MOXKHA TO[i, KOJIU
miTH 3maTHiI 6e3MeYHO TPOKOBTHYTH TabeTKy, 110 3a3BMYall € MOXKJIMBUM Y Billi Bif 5 pPOKiB.

®1103aK 3aCTOCOBYIOTH [IiTSIM IJIs JTiIKYBaHHS KaHOUM03iB CIM30BUX 000JIOHOK (KaHAMI03 POTOTJIOTKH,
KaHJU03 CTPaBOXOMY), iHBA3UBHUX KaHAXU031B, KPUIITOKOKOBOTO MEHIHTITY Ta AJis MPO(diTaKTUKU
KaHIUI03HUX iH(EKIiN ¥ MallieHTiB 31 3HUKEeHUM iMyHiTeTOM. [IpenapaT MoXXHa 3aCTOCOBYBATH SIK
NiATPUMYyBa/IbHYy Tepalmiio Ajis IonepenXkeHHs PelUIUBy KpUIITOKOKOBOI'O MEHIHTITY y AiTeu i3
BUCOKUM PU3UKOM HOT0 PO3BUTKY (OUB. po3ain «OcobIUBOCTI 3aCTOCYBaHHSI»).



Tepamnito npenapatom ®nr03aK MOXHA PO3MOYMHATY [0 OTPUMAaHHS Pe3yJIbTaTiB Ky/IbTypabHUX Ta
iHmMX maGopaTOPHUX OOCTIMXKEHb; OMHAK IiC/IT OTPUMaHHS pPe3yIbTaTiB MPOTUiHGEKIINHY Tepariio
CJIi[i CKOPUTYBaTH BiNIIOBIMHUM YUHOM.

IIpomunoka3aHHs.

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

- OgHOYacHe 3aCcToCyBaHHS (HIIyKOHA30/Iy Ta TeppeHaguHy nali€HTaM, SKi 3aCTOCOBYIOTh
bnykoHa3on 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rimHO 3 pe3yibTaTaMM JOCTiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (QIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC006iB, II10 TOIOBKYIOThH iHTEpBA
QT ta meTtabomizyoTbcs 3a gornoMoroio hepmenty CYP3A4 (Hanpukiap 1U3anpuay, acTeMi3ony,
niMO3UAy, XiHiIWHY Ta epUTPOMILKHY) (AUB. po3ainu «Ocob6nMuBOCTI 3aCcTOCyBaHHSA» Ta «B3aemopmis 3
iHITMMY TiKapChKUMU 3ac00aMu Ta iHIII BUOU B3AEMOMIl»).

B3aemodisa 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu e3aemodiii.

ITpomunoka3aHo cymicHe 3acmocyB8aHHsA (GAYKOHA304Y Md HUACHE3d3HAYEHUX AiIKAPCbKUX 3acobis.

Iusanpuo. [ToBigoMIAIOCS IPO PO3BUTOK NMOGIYHUX peakifiii 3 00Ky ceplisl, y TOMY YHUCIIi IPOo
[IapOKCU3MaJIbHY LUIIYHOUYKOBY TaxikKaphito TUIY «IIipyeT», y Malli€HTiB, AKi ODHOYaCHO
3acToCcoByBanu (BprryKoHa307 Ta qu3anpun. KoOHTponboBaHe AOCTIXKEHHS IPOAEeMOHCTPYBAJo, 110
omHOYacHe 3acTtocyBaHHS 200 Mr ¢rykoHasony 1 pa3 Ha o6y Ta 20 MT nu3anpuny 4 pa3u Ha g00y
IIPU3BOAUJIIO N0 3HAYHOI'O IIiIBUIIIEHHS PIBHA LA3ANPUAY Y IJIa3Mi KPOBi Ta 40 IIOJOBXKEHHS
inTepBany QT. OgHOYacHe 3aCTOCYBaHHS (PIIyKOHA30/1y Ta LU3alpUy IPOTUIIOKa3aHe (OUB. PO3MAiN
«IIpoTunoka3aHHusg»).

TeppeHaduH. Yepe3 BUNIAAKU PO3BUTKY TAXKKHUX CEPLIEBUX apUTMill, CIPUYMHEHUX IOJOBKEHHSIM
inTepBany QTc, y nauieHTiB, sIKi 3aCTOCOBYIOTh a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3ac001 OMHOYACHO
3 TepheHaguHOM, OyIK MPOBEEH] HOCTiIKEeHHs B3a€MO/Iil ITUX IIperapaTiB. Y X0fi 0qHOTO
MOCTiIKEeHHS IIPU 3aCTOCYBaHHi GiyKoHa3ony y no3i 200 Mr Ha o6y He Oy10 BUSIBIIEHO ITOMOBXKEHHS
inTepBany QTc. [HIIe gocmifXKeHHA IPU 3aCTOCYyBaHHI ¢yKoHa3omy y go3ax 400 mr ta 800 Mr Ha
no0y IpoeMOHCTPYBAJIo, 1[0 3aCTOCYBaHHA QIyKoHa305y v mo3ax 400 Mr Ha noOy abo BHllle 3HAYHO
IiABHUINY€E PiBeHb TeppeHafuHy y IIJla3Mi KpoBi IIPU 0OJHOYACHOMY 3aCTOCYBaHHI IIUX IpelaparTis.
CymicHe 3actocyBaHHS (mykoHa3ony y mo3ax 400 mr abo Buie 3 TepheHaAUHOM IIPOTUIIOKA3aHE
(muB. po3min «IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHi QryKoHa3omy y mo3ax Hux4de 400 Mr Ha mo0y
OJIHOYaCHO 3 TepheHaguHOM CIIifl IPOBOAUTH PETENIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmewmizon. CymicHe 3acTOCyBaHHS (DIIyKOHA30/1y Ta aCTEMi30Jly MOXKe 3MEHIIUTHU KITipeHC
actemizony. CupuunHeHe IKMM IIiABUINEHHS KOHLIEHTpallil aCTeMi30JTy y IIJla3Mi KPOBi MoXKe
IIPU3BECTH 10 Oof0BXKeHH iHTepBany QT Ta y pigKiCHUX BUIagKax - 10 IapOKCU3MaJIbHOI
IIJTyHOYKOBOI Taxikappil Tumy «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IIpOTUIIOKa3aHe (OuB. po3ain «IIpoTuUnoKa3aHHSI»).

ITimo3ud ma xiHiduH. CyMicHe 3acTOCyBaHHS (ITyKOHA30J1y Ta MiMO3uAy abo XiHiIuHYy MoXKe
IIPU3BOOUTH [I0 IPUTHIYEHHST MeTa00i3My miMo3uay a0bo XiHiguHY, X04a BiIIIOBIgHUX [OCTiOXKEHb in



vitro Ta in vivo He mpoBogumu. [limBuIlleHHS KOHIIEHTPallil miMo3umy abo XiHiguHy y mi1a3Mi KpoBi
MOXKe CIPUYUHSATYU MOOOBXKeHHS iHTepBany QT Ta y pigKiCHUX BUMagKaX MPU3BOOUTH OO PO3BUTKY
IapoKCHU3MallbHOI LITYHOYKOBOI Taxikapmil TUMy «mipyeT». OgqHOYacHe 3aCTOCYBaHHS (DIIYKOHA30IIY
Ta MiMo3uny abo XiHifWHY IpoTUIIOKa3aHe (IUB. po3min «IIpoTUIIOKa3aHHI»).

EpumpomiyuH. OmHOYaCHe 3aCTOCYBaHHSI ePUTPOMILIMHY Ta (QIIYKOHA30JIy MOXKe IIPU3BOIUTH 10
MigBUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (mogoBxKeHHd iHTepBany QT, mapokcu3manbHOl
IIJTYHOYKOBOI TaxikKappil TUIY «IipyeT») Ta, SIK HACJiIOK, 7O pPalTOBOi CeplieBOi CMePTi.
3acTocyBaHHs KOMOiHaIlil IUX TiKapChKUX 3ac00iB MpOoTUIIOKa3aHe (OuB. po3min «[IpoTuoKa3aHH»).

He QQKOMQH@)ZGmbCﬂ 00HOYdCHe 3dCmMoCyB8AdHHA QQJIMKOHCISOJI)Z ma Huxc4e3d3Ha4eHux /liKCIQCbKUX

3acobis.

I'anopanmpuH. ®IyKOHA30J1 MOXKe CIPUYMHUTH MigBUIIEHHS KOHIIEHTpPallil rajJjoQpaHTpHUHY y IIa3Mi
KpOBi 3a paxyHOK npurHiueHHs CYP3A4. OpHoYacHe 3aCTOCYBaHHS LIUX JIIKAPCHKUX 3aC00iB MOXKe
IIPU3BOOUTHU [0 MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCUUYHOCTI (mogoBxkeHHs iHTepBany QT,
IapoKcu3MalibHa IITYHOYKOBA TaxikKapAis TUIY «IIipyeT») Ta, K HaCIigoK, [0 PalnTOBOl CepIeBol
cMepri. Crtig yHHKATH 3aCTOCYyBaHHS KOoMOiHallil JaHUX JTiKapChbKUX 3aco0iB (IUB. PO3Min
«Oco0IMBOCTI 3aCTOCYBaHHS).

CymicHe 3acmocyeaHHA GAYyKOHA301yY MA HUHCYe3a3HAYeHUX AiKapCbKux 3acobis aumazae
obepedicHOCMI.

AmiodapoH. OgHOYACHE 3aCTOCyBaHHA (QIIYKOHA30JIy 3 aMioflapOHOM MOXKe IIPU3BECTHU [0
nopoBxKeHHs iHTepBany QT. ®nyKoHa307 ciif 3 060epeKHICTIO 3aCTOCOBYBATH Pa3oM 3 aMioflapoOHOM,
0co0NIMBO y pa3i npu3HauyeHHs BUCOKOI 103U ¢ayKoHa3oiy (800 mr).

C)ZMiCHe 3dCmMoOCyYBAHHA Qb/l)ZKOHCISO/l)z ma Huxc4e3d3Hd4eHux /linQCbKUX 3acobis sumaaae

obepedicHOCMi Ma Kopu2y8aHHs 003U.

Bnius iHwux aiKkapcvkux 3dcobis Ha GayKOHA301.

HocmimKeHHS B3aEMO/Iii TPOIEMOHCTPYBAJIH, III0 ITepopajibHe 3aCTOCYBaHHS (IyYKOHA30ITy
OJHOYACHO i3 BXKMBaHHSM 1Xi, IPUAOMOM IUMETHOUHY, aHTAlUiB a00 MOasbIINM ONPOMiHEHHSIM
yCBOTO TiNla A7g IlepecagkKy KiCTKOBOTO MO3KY He Ma€ KJIiHIYHO 3HAYYIL[OT0 BIIMBY Ha abCopOIIiio
bmykoHa3o01y.

PugamniyuH. OgHOYaCHEe 3aCTOCYBaHHS (IYKOHA30Jy Ta pudaMIiluHy NPU3BOAUIO 00 3HUXKEHHS
AUC Ha 25 % Ta cKOpo4yBaJo Iepiof HamiBBUBeAeHHS (pnyKoHa3omy Ha 20 %. ToMy [7s mallieHTiB,
SIKi 3aCTOCOBYIOTh pU(aMIIiIKH, CITifl PO3TISHYTH AOLIMBHICTh MiABUIIEHHS [T03U (PIYKOHA30IY.

I'idpoxsaopmia3ud. YV gocrifxeHHi papMaKoKiHETUYHOI B3aeMOfii omHOYacHe 6araTokpaTHe
3aCTOCYBaHHS TiIPOXJI0OPTia3uay y 30OPOBUX NOOPOBOBIIB, SIKi OTprMyBanu GryKoHas3om,
IiABHUINYBAJIO KOHIIEHTPAIlil0 (pyKoHa30y B m1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3aeMofIil He
BHMAararTh 3MiH y peXUMi 0O03yBaHHA (PIIyKOHA30Iy AJIA [alli€HTiB, Ki ONHOYAaCHO OTPUMYIOTh
CeyvoriHHi 3acobu.

Bnjug ¢aVKoHA304y HA IHWI AiKapcuKi 3acobu.

®nykoHa3on € noMmipauM iHriditopom izodpepmenty 2C9 uutoxpomy P450 (CYP) Ta momipHuUM
inriitopom CYP3A4. ®nykoHa301 € MOTyKHUM iHTi6iTOpoM i30depmenTy CYP2C19. Ha gmomaTok mo
CIIOCTepeXKyBaHUX/ HOKYMEHTAJIbHO MiATBEPAXKEHUX B3aEMOii, 1110 ONMKUCaHi HUX4Ye, IPU
OJHOYACHOMY 3aCTOCYBaHHI i3 (IyKOHa30JI0M iCHY€ pU3UK MiABUINEHHS Y IIJ1a3Mi KpOBi



KOHIIEHTpAIlill iHIIKUX CIIONYK, 1110 MeTabonidyoTecss CYP2C9, CYP2C19 ta CYP3A4. Tomy
3aCTOCOBYBaTH TaKi KoMOiHallil nmpemapariB cif 3 060epeXHiCTIO; TPU LIbOMY HEOOXITHO peTeIbHO
CIIOCTEepiraTu 3a CTAaHOM MallieHTiB. [IpurHiuyBanbHa mist GrykoHa3ony Ha pepMeHTH 30epiraeTbcs
npoTsroM 4-5 mib micis #0ro 3aCTOCYyBaHHS Y 3B’SI3KY 3 MOTO TPUBAJIUM IIE€PioIOM HalliBBUBEOEHHS
(muB. po3min «IIpoTUOKa3aHHI»).

AbpouumuHib: drmykonason (iuribitop CYP2C19, 2C9, 3A4) migBuiilyBaB €KCIIO3UI[iI0 aKTUBHOI
yacTuHYU abpouuTuHiOy Ha 155 %. [Ipu ogHOYacHOMY 3aCTOCyBaHHi 3 (PIIyKOHA30JI0M CITif
BiIKOpUTYyBaTH [03y abponuTHHIOY BiAMOBIAHO J0 IHCTPYKIIl A1 MEOUYHOTO 3aCTOCYBaHHS
abpouuTuHiby.

Anvgpenmanin. Y pa3i ogHOUYACHOTO 3aCTOCYBaHHS anbPeHTaHiny y 0o3i 20 MKT/KT Ta QIyKOHa305y y
mo3i 400 Mr 3gopoBUM HOOPOBOJIBISIM CIIOCTePiranocs mBokpaTHe 36inmbinentss AUC,,, MOXKIIHBO,
yepe3 inribysanusg CYP3A4. Moxe 6yTu HeoOXigHMM KOPUTYBaHHS 003U albPeHTaHiny.

AmimpunmusniH, HopmpunmuaiH. ®IyKOHA30JI IOCUJIIOE [il0 aMITPUIITUIIIHY Ta HOPTPUIITUIIIHY.
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. OgHOUaCHe 3aCTOCYyBaHHS (IyKOHA30Jy Ta ampoTepununy B iHpikoBaHUM Muitam
i3 HOpMa/IbHUM iMyHITETOM Ta iH(}iKOBaHUM MUIIAM 3i 3HUKEHUM iIMyHITEeTOM Jaso TakKi pe3yibTaTu:
HEBEJIMKUY aguTUBHUM NPOTUTpUOKOBUM edeKT npu cucteMHii indexuii C. albicans, BiiCyTHICTb
B3a€EMOi] IpY BHYTPIIIHbOYEPenHil iHpeknil Cryptococcus neoformans Ta aHTaroHi3M ABOX
IpernapariB pu cUCTeMHi iHeKIIii Aspergillus fumigatus. Kniniune 3HaYeHHS pe3yybTaTiB,
OTPUMAaHUX Y XO[l LKX AOCIiAXKEHb, HEBIOME.

AHmukoazyaaHmu. 4K i mpu 3aCTOCYBaHHI iHIIUX a30JIbHUX MPOTUTPUOKOBUX 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
IpOoTPoMOiIHOBHMI YacC y MAalli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYISIHTA abo
inganenion. Moxe OyTu HEOOXiIHOI KOPEKIIiS HO3U aHTUKOATYIISHTY.

BeH3odiazeniHu kopomkoi 0ii, Hanpukaad midazoaam, mpua3oaam. IIpu3HadyeHHs GIYKOHA30ITy
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
HaliBBUBeMeHHS V 3,7 Ta 2,2 pas3a BiAmoBigHO. 3acTocyBaHHs QrykoHa3omy y mo3i 200 Mr/moby Ta
0,25 Mr TpuasojgaMy nepopanbHO Npu3BoAuio Ao miapuineHHs AUC Ta nepiofy HalliBBUBEIEHHS
Tpuasonamy y 4,4 ta 2,3 pa3sa BigmosigHo. [Ipu ogHOYaCHOMY 3aCTOCyBaHHI (QIyKOHA305y Ta
TpHa30JlaMy CIIOCTepiraaocs IOTEHIIiI0BaHHS Ta IIPOJIOHTalis edheKTiB TpHa3oiaMy.

ZAKII0 mamienTy, SKUi IPOXOAUTh KypPC JIiKyBaHHS (IYKOHA30JI0M, CJIifi OMHOYAaCHO MPU3HAYUTH
Tepariio 6eH30ia3emiHaMu, 703y OCTAHHIX CJTiff 3MEHIITUTH Ta BCTAHOBUTH HaJIEXKHUM HATJISA[ 3a
CTAaHOM IIallieHTa.

Kapbama3zeniH. ®nykoHa30y1 npurHiuye MmetabosiaM kapOaMa3eminy Ta CIPUYUHSIE MiIBULIEHHS
piBHs KapOaMa3semniny B cupoBaTili KpoBi Ha 30 %. [CHye pU3UK PO3BUTKY IPOSBIB TOKCUYHOCTI 3 OOKY
kKapbaMmaseniny. Moxke OyTu HeoOXiIHUM KOPUTYBaHHS 03U KapOaMa3eIiHny 3a7ekHO Bifl piBHS #0ro



KOHIIEHTpAIlil Ta il mpemapary.

baokamopu kanvyiesux kaHanie. [lesiKi aHTaroHICTH Kasblliio (Hibeguid, icpaguiid, aMIOOUITIiH Ta
dbenomgumnin) metabomisyoTecs hpepmerToM CYP3A4. ®nykoHA30J MOTEHIIINHO MOXKE ITigBUAITYBaTH
CUCTEMHY €KCII03UIIit0 6JI0KaTOPiB KasbllieBUX KaHasliB. PEKOMEH0BaHUM peTeNbHUE MOHITOPUHT
IIIOI0 PO3BUTKY MOOIYHUX peakKIriii.

ITenekokcu6. [Tpu ogHOYACHOMY 3acTOCYyBaHHi ¢ykoHasony (200 mMr Ha moby) Ta 1enekokcudy (200
mr) C,..Ta AUC nenekokcuOy nigBuimyBanucs Ha 68 % Ta 134 % BignmoBigHo. [Tpu ogHOYaCHOMY
3aCTOCYBaHHI 1eJIeKOKCUO0Y Ta GITyKOHA30/Iy MOoxKe OyTH HEOOXimHUM 3MEHIIeHHS N03U LEeIeKOKCU0y
BABiui.

Luknaogpocpamio. OgHOUACHE 3aCTOCYBaHHS ITUKI0(pochaminy Ta GpayKoHa307y IPU3BOOUTD OO0
nifBuIeHHs piBHS Ginipy6iny Ta KpeaTuHiHy B cupoBaTili Kposi. LIi mpenapatu MoxHa
3aCTOCOBYBATH OJHOYACHO, 3BaXKal0UM Ha PU3UK IIiIBUILIEHHS KOHIIEHTpalil 6inipybiny Ta
KpeaTUHIHY B CUPOBATLi KPOBI.

®enmaHia. IToBigOMIISIOCS PO OOWH JIeTalbHUY BUNAA0OK iHTOKCHKAIil PeHTaHiIoM BHACIIgOK
MOXKJIMBOI B3aeMofil peHTaHimy Ta PrykoHa3omy. [1o TOro X, y HOCTigXKEHHI 3a y4acTO 300POBUX
no6poBOIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (PIYKOHA30JI 3HAUYHO YIIOBiIbHIOBAB eJliMiHallio
¢benTaHiny. [ligBuieHHS KOHLEHTPaIlil (eHTaHiTy MOXKe IPU3BECTU [0 NPUTHIUEHHS AUXaHHS, TOMY
CJIi[T peTeIbHO KOHTPOJIIOBATH CTAH MallieHTa. Moxe OyTH HeoOXimHO KOPEeKIlis mo3u GeHTaHiy.

IHeibimopu I'MTI-KoA-pedykma3su. CymicHe 3acTocyBaHHS (yKoHa30my Ta inribiTopis 'MI-KoA-
penykTasH, 1mo MetabomizyioTecss CYP3A4 (aTopBacTaTHUH Ta CUMBACTaTHH), abo iHriGiTopiB ['MTI-
KoA-penyxkTasu, mo Metabonisytorscss CYP2C9 (dbnyBacTaTuH (3HUXKEHHS [Te4iHKOBOTO MeTab0s1i3My
CTATHHY)), MigBUIINYE PU3UK PO3BUTKY MiomaTil Ta pabmoMioni3y (mo303aexkHo). Y pa3i HeoOximHOCTI
OIHOYACHOI'0 3aCTOCYBaHHS LIUX IIpernapariB CJIiJl peTEJIbHO CIOCTEPIraTé 3a Mali€eHTOM L1040
BUHUKHEHHSI CUMIITOMIB MiomaTil Ta pabgoMiosi3y i TpOBOAUTH MOHITOPUHT PiBHS KpeaTHHKiHA3U. Y
pasi 3HaYHOTO MiBUIIEHHS PiBHS KpeaTUHKIHA3M, a TAaKOXK IIPH [iarHOCTyBaHHI abo mimo3pi Ha
miomarito/pabmomionis 3acTocyBanHs iHribitopis I'MI-KoA-penykTa3u ciig npunuHuTH. Moxe
BUHUKHYTH He0OXimHiCTh 3HUXKEeHHS 1003 iHribiTopiB [MI-KoA-penyKTa3y, SIK 3a3Ha4YeHO B iHCTPYKIIii
[JIsT MEIWYHOT0 3aCTOCYBaHHS CTATHHIB.

I6pumuHi6. TTomipHi iHri6iTopu CYP3A4, Taki gk QrykKoHa3071, HiIBUIIYIOTh KOHIIEHTPAITiI0
i6puTuHiOy y mIa3Mi KPOBi Ta MOXKYTh IMiABUIIYBATH PU3UK TOKCUYHOCTI. AKIIO HEMOXKITHBO
YHUKHYTH KOMOiHalii mpenaparis, MoTpibHO 3MeHIIUTH J03y i6puTruHiOy no 280 Mr oguH pa3 Ha fo0y
3 METOI0 TPOJOBKEHHS 3aCTOCYBaHHS iHTi0iTOPY Ta 3a0e3MeYuTH MOCTIMHNY KITiIHIYHUY MOHITOPUHT.

Isaxagpmop (sik MoHOMepanis abo 8 kombiHaYii 3 npenapamamu Mako20 camo20 mepanesmuyHo20
kaacy). OmpHO4YacHe 3aCTOCYBaHHS iBakaTOpy, perynsatopa TpaHCMeMOpPaHHOI IIPOBITHOCTI IPH
mykoBiciumosi (CFTR), 36inbmuimo ekcro3utito iBakahTopy B 3 pa3u Ta eKCIO3HUIIi0
rinpokcumeTtuniBakadtopy (M1) y 1,9 pasa. HeobxigHe 3HMKEHHS 7034 iBaKaTOpy (IK MOHOTEparii
abo B kombiHallii), sk 3a3Ha4eHO B iHCTPYKIIil 3 MEIUYHOT0 3aCTOCYBaHHS iBakapTopy (IK
MOHOTeparrii abo B kombiHairii).

Osanapub. TTomipHi inriditopu CYP3A4, Taki sk ¢ryKoHa30:1, 30iIbIIyI0Th I11a3MOBi KOHIIEHTPAITil
ornanapu0y, iX oMHOYaCHe 3aCTOCYyBaHHS He PeKOMEeHAY€EThCA. fAKIo Takoi KoMbiHalll He MOXKHa
YHUKHYTH, IPUHOM oJlannapu0y oOMexyooTh go3amu 200 Mr 2 pa3u Ha [o0y.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaimMyc, CUPOAIMYC I MAKPOAIMYC).



HuxkaocnopuH. ®yKOHa301 3HAYHO HifBuUINye KoHIleHTpanio Ta AUC nukinocnopuny. [1pu
OTHOYAaCHOMY 3aCTOCYBaHHi ¢iyKoHa301y y mo3i 200 Mr/moby Ta IUKIIOCIIOPUHY Y H03i

2,7 mr/kr/moby cnoctepiranmocst 36inpmenns AUC muknocnopuny y 1,8 pasa. Li mpemapatu MoxHa
3aCTOCOBYBAaTH OOHOYACHO 3a YMOBH 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe’KHO Bifl 0T
KOHIIEHTpAIIil.

Esepoaimyc. Xo4da OOCHTiAXKEHb in Vitro Ta in vivo He IPOBOAMIY, BifoMo, 110 (GIyKOHA30JI MOXKe
IMigBUIYBAaTH KOHILIEHTPAI[il0 €BEPOIIMYCY B CUPOBATIi KPOBi yepe3 npurHiyenss CYP3A4.

Cupoaimyc. ®nyKoHA30J MigBUIIY€E KOHIEHTPAL[iI0 CUPOJIIMYCY y IIJIa3Mi KPOBi, UMOBIPHO, IIJITXOM
npurHideHHs MeTaboniaMy cuposimycy depmerToM CYP3A4 ta P-rnikonporeinoM. Li mpemapartu
MO2KHa 3aCTOCOBYBaTH OQHOYACHO 3a YMOBU KOPUTYBaHHS NO3W CUPOJIIMYCY 3aIeKHO Bif PiBHA
KOHIIEHTpallil Ta eeKTiB Ipemapary.

Takpoaimyc. PIyKOHA30JT MOXKE IMigBUIIYBATH KOHIIEHTPAIlil TAaKPOJIiMyCy B CHPOBATII KPOBi 10 5
pasiB mpu #0ro nmepopaybHOMY 3aCTOCYBaHHI Yepe3 MPUTrHiueHHsT MeTabo/Ii3My TaKpotiMycy
dbepmenTom CYP3A4 y kumeyHuKy. [Ipy BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKPOIIMyCy HE
CIIoCTepiranocs 3HaYHUX 3MiH (papMaKOKiHeTHKH. [liiBUIEH]I PiBHI TAKPOIIMYCY acOILiI0I0TECS 3
He(pPOTOKCUYHICTIO. [103y TaKPOJIiMyCy AJIsl IEPOPaAIbHOT0 3aCTOCYBaHHS CIIif 3HUKYBATH 3aJIe’KHO
Bifl KOHIIEHTpAIlil TaKpOJIiMyCy.

Jlozapman. ®nyKoHa30J IPUTHiYye MeTabo0I1i3M JI03apTaHy A0 HOT0 aKTHUBHOT'O0 MeTaboIIiTy
(E-31 74), mo0 o6yMoBIIIO€ GinbIlly YaCTUHY aHTaroOHI3My [0 PellenTopiB aHrioTeH3uny Il mig gac
3aCTOCYBaHHA JI03apTaHy. PeKoMeH0BaHO 3[i¥CHIOBATH [IOCTIMHUY MOHITOPUHT apTepiarbHOro
TUCKY Y NAlli€HTIB.

JIypasudoH: momipHi iHri6iTopu CYP3A4, Taki fK GhIyKoHA30, MOXKYTh IiIBULIYBaTH KOHLIEHTPALIil0
JIlypa3sufoHy y Ijia3Mi KpoBi. AKIO He MOXKHA YHUKHYTU OOHOYACHOI'0 3aCTOCYBaHHS, CJIif 3MEHIIUTH
[o3y JTypa3ufoHy, K 3a3Ha4€HO B IHCTPYKIIil AJIsT MEIUYHOI0 3aCTOCYBaHHS JIypPa3uoHY.

MemadoH. ®nyKOHa30/1 MOXKe MiABUIIYBATHA KOHI[EHTPAllil0 METAJOHY y CUPOBATIi KpoBi. [Ipu
OHOYaCHOMY 3aCTOCYBaHHi MeTafioHy Ta (GIYKOHA30/1y Moxke OyTH HeoOXimHMM KOPUTYBaHHS 103U
MeTafoHy.

Hecmepoidui npomu3danaavHi npenapamu (HI13I1). [Ipu ogHOYaCHOMY 3aCTOCYBaHHI 3
¢bnykonazonoMm C,,, Ta AUC dnypbinpodeny migpuiiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIiBHIHO
3 BiMIOBiMHMMU ITOKA3HWKAMU IIPU 3aCTOCYBaHHi Tinbku ¢iypbinpodeny. AHanoriyuo npu
OHOYAaCHOMY 3aCTOCYBaHHi ¢yKoHa301y 3 paleMiyauMm ibynpodenom (400 mr) C,,,, Ta AUC
(hapMakoI0TivHO aKTUBHOTO i3oMepy S-( )-ibynpodeny migpumiyBanucs Ha 15 % Ta 82 % BigmoBimHO
TIOPiBHSTHO 3 TAKMMM IMOKA3HWKAMU IIPU 3aCTOCYBaHHI TiJIbKU palleMivHOro i6ymnpodeny.

®nyKOHa30JI MOTEHIINHO 3JaTHUY MiABUIyBaTU CUCTEMHY eKcno3uito inmux HIT3II, mo
MeTabomizyoTbcss CYP2C9 (HampuKiIag HallpOKCEHY, TOPHOKCHKAMY, MeJIOKCUKaMy, DUKIOGeHaKY).
PekoMeH0BaHO MEPiOAUYHO 3MifCHIOBATY MOHITOPUHT MOOIYHUX peakliliil Ta TOKCUYHUX ITPOSBIB,
noB’si3aHux i3 HII3I1. Moxe OyTu moTpibHe KopuryBanHs mo3u HIT3II.

®enimoiH. ®yKoHa3051 IpUTrHiYye MeTabosiaM ¢eHiTOiHY B nedinii. OmHoOYacHe 6araTopa3oBe
3actocyBaHHS 200 Mr driykoHa3omy Ta 250 Mr ¢eHiTOiHy BHYTPIIIHHOBEHHO ITPHU3BOAUTE [I0
nigsuimenHs AUC,, denitoiny Ha 75 % Ta C,;,Ha 128 %. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI IIUX
JiKapChKUX 3aco0iB CITifl MPOBOOUTH MOHITOPUHT KOHIIEHTpallii (GeHiTOIHy B CUPOBATII KPOBIi AJIs
YHUKHEHHS PO3BUTKY TOKCUYHOI Aiil peHiTOIHY.



ITpedHi3oH. [ToBimoMIISIIOCS PO BUITAAOK, KOJIM Y TMAIli€eHTa IiC/Is TPAHCIIaHTallil TeYiHKy Ha TIIi
3aCTOCYBaHHS IIPeAHI30HY PO3BUHYIACS TOCTPa HENOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BMHUKIIA IiC/IS MPUIKHEHHS TPUMICIYHOT0 Kypcy Tepatil GpiykKoHa3010M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, UMOBIPHO, CIPUYMHUIIO TOCUIeHHS akKTUBHOCTI CYP3A4, 1m0 npu3sseno
[0 IPUCKOpPeHHs MeTabomi3My npegHi3ony. Ciifl peTenbHO CTEXUTH 3a NalliEeHTaMH, SIKi IPOTIToM
TPUBAJIOTO Yacy OMHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta NMPefHi30H, 3 METOIO IIoNepenKeHHS
PO3BUTKY HEIOCTATHOCTI KOPY HaJHUPKOBUX 3a/103 IiC/Is MPUIIMHEHHS 3aCTOCYBaHHS (DIIYKOHA307Y.

PugpabymuH. ®nyKoHa3011 MiABUILYE KOHIIEHTPALi0 prudabyTHHY B CHPOBATILI KPOBI, 110 TPU3BOOUTH
no 36inpuenHs AUC pudabytuny mo 80 %. [Tpu omHOYaCHOMY 3aCTOCYBaHHi (IyKOHA301y Ta
pudabyTuHy OBiMOMIISIIOCS IIPO BUIIAAKK PO3BUTKY yBeiTy. [Ipu 3acTocyBaHHI Takoi KoMOiHaIIil
niKapchbKuX 3aco0iB cig 6paTé IO yBaru CUMIITOMHU TOKCUYHOI Oil pudabyTuHy.

CaxkeiHagip. ®nykonason migsuiye AUC Ta C,,, cakBiHaBipy npu6nu3no Ha 50 % Ta 55 % BigmoBigHO
yepes NpUTHiUeHHS MeTaboni3My cakBiHaBipy B neuinili ¢epmenTom CYP3A4 Ta depe3s inribyBaHHS
P-rnikomporeiny. B3aemogil Mixk (IyKoHa30/10M Ta CaKBiHaBipOM/pHUTOHABIPOM He JOCIigKyBaJIKCS,
TOMY BOHU MOXKYTh OyTH OifbIll BUpaxkeHuMu. Moxke 6yTu He0OXigHUM KOPUTYBaHHS 03U
CakBiHaBIpY.

IToxioHi cyavpoHincevosuHu. [Ipu ogHOYAaCHOMY 3aCTOCYBaHHI (hTyKOHA30JI IPOJIOHTYE MEPiof
HalliBBUBEJIeHHS TTePOPabHUX MOXITHUX CYIbGOHIIICEYOBUHY (XJIOpIpoaMiny, rmibeHKIaminy,
riimi3umy Ta TonbyTaMiny) IpH iX 3aCTOCYyBaHHI 3HOPOBUM HOOPOBOJBLSM. PeKOMEHIYETHCS
IIPOBOJUTY YaCTUU KOHTPOJIB I[yKPY B KPOBI Ta BiANOBITHUM YHHOM 3HUKYBaTHU 003y MOXiGHUX
Cynb(hOHINICEUOBUHY ITPU OOHOYACHOMY 3aCTOCYBaHHi 3 (hITyKOHA30JI0M.

Teoginin. 3acTocyBa"Hd (ykKoHa30iy mo 200 mr npoTsaroM 14 gHiB NPU3BENO OO0 3HUKEHHS
CcepenHbOro KiipeHcy Teodininy B mma3Mi KpoBi Ha 18 %. 3a malieHTaMu, SKi 3aCTOCOBYIOTh Teodinin
y BUCOKUX [03ax abo sIKi MaloTh MigBUILEHUH PU3UK PO3BUTKY TOKCUYHUX MPOSIBIB TeOdiniHy 3 iHIIMX
IIPUAYMH, CJIifi BCTAHOBUTH HATJIS[ OO0 BUSBIEHHS O3HAK PO3BUTKY TOKCUYHOI Ail TEOQimiHy.
Tepamito i 3MIHUTH IIPU MOSABI 03HAK TOKCUYHOCTI.

Togauyumuni6. Brimus TodauuTHHIOy 3pOCTa€E IPU OOHOYACHOMY 3aCTOCYBaHHI 3 JTiKApChbKUMU
3acobaMu, IKi MpU3BOOATH [0 moMipHoro inribyBanus CYP3A4 Ta moTyxkHoro iHrioyBanus CYP2C19
(Hanpuknan, GrnykoHa3om). ToMy peKOMeHI0BaHO 3HU3UTHU 03y ToaruTHHiIOy 1o 5 Mr 1 pa3 Ha go0y
B KOMOiHallisX i3 IMMU MTpenapaTaMu.

Toasanman. EKcrio3uuis TonBanTtady 3HadyHo 3pocTtana (200 % AUC, 80 % C,,.,), KOIu TONBaITaH,
cyobctpat CYP3A4, 3acToCOBYBaIM OOHOYACHO 3 GIyKoHa30j10M, moMipHuM iHribiTopom CYP3A4, mpu
IITbOMY 3HAYHO 3POCTaB PU3UK BUHUKHEHHS MMOOIYHUX peakiliii, 30KpeMa 3HaYHOTr0 30ibIIeHHS
niype3y, 3HeBOJHEHHS Ta I'0CTPOl HUPKOBOI HEJOCTATHOCTI. Y pa3i 0qHOYaCHOTO IPU3HAUYEeHHS CIIif
3MEHILIUTH 003y TOJIBAllTaHy 3TifHO 3 BKa3iBKaMU B iHCTPYKIIil 3 MEIUYHOT'0 3aCTOCYBaHHA Ta
PETYJISIPHO TMEePEeBipSITH CTaH IalliEHTa Ha HaSBHICTb OyOb-IKUX MOOIYHUX Peakxiliid, OB I3aHUX i3
TOJIBAIITAHOM.

Ankanoiou 6apeiHky. ®nykoHa30711, UMOBipHO, yepe3d inribyBanHs CYP3A4, Moxke CIPUYUHSITH
TiBUIIIEHHS KOHIIEHTPAllii anikasnoigiB 6apBiHKY y ma3Mi KpoBi (HanmpuKIiaf BIHKPUCTUHY Ta
BiHOTACTHHY), III0 TPHU3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX e(EKTIB.

Bimamin A. TToBigoMgocs, 110 Y NalliEHTa, SKAU OOHOYACHO 3aCTOCOBYBaB TPAaHCPETUHOEBY
KHCIOTY (KuCIoTHa ¢popMa BiTaminy A) Ta GIyKoHA301, criocTepiranucs nobiuHi peaxiiii 3 60Ky
IleHTpanbHoi HepBoBoi cuctemu (LTHC) y dhopmi mceBmoTyMOpy TOJIOBHOTO MO3KY; JaHul eheKT 3HUK
micns BigMiHu grnykoHa3omy. Li mikapchKi 3aco6u MOXKHa 3aCTOCOBYBaTH OJHOYACHO, ajie CIIif



maM’siTaTé PO PU3UK BUHUKHEHHS Mo0iuHuX peakuint 3 60ky [THC.

BopukoHa3so (iHeibimop CYP2C9, CYP2C19 ma CYP3A4). OnHO4acCHe 3aCTOCYBaHHST BOPUKOHA30JTY
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotarom 1 gus, motiMm 1mo 200 Mr KoxHi 12 rogun
IpoTATOM 2,5 OHS) Ta (pIyKoHa30iy nepopanbio (400 mr y nepmui gensb, noTiMm mo 200 Mr KoxHi 24
TOIUHY MPOTATOoM 4 [HiB) mpu3Beno o mipsuineHHs C, ., Ta AUC BOpUKOHA30/1y B CEPEIHBOMY [0 57
% (90 % [I: 20 %, 107 %) ta 79 % (90 % [I: 40 %, 128 %) BigmoBimHO. HeBimomo, 41 MPU3BOOUTH
3HUKEHHS 03U Ta/a00 YacTOTH 3aCTOCYBaHHS BOPUKOHA30Iy a00 (HIyKOHA30/Iy OO YCYHEeHHS TaKOTO
edekTy. [Ipu 3acToCyBaHHI BOPUKOHA30IIY Mic/Is (PIyKOHA30Ty CIIifl IPOBOOUTH CIIOCTEPEKEHHS
IIIOI0 PO3BUTKY M0OiYHUX epeKTiB, acOIifOBaHUX i3 BOPUKOHA30JIOM.

3udosyouH. ®mykoHason mipsumye C,.. Ta AUC 3unoByauny Ha 84 % Ta 74 % BifmoBifHO, 110
3YMOBJIEHO 3HUKEHHSIM KIIipeHCYy 3Uf0BYOUHY NpUOIN3HOo Ha 45 % IIpu KOT0 IepopaabHOMY
3actocyBaHHi. [Iepion HamiBBUBENEeHHS 3UNOBYAUHY OyB TaK0XK ITONOBXKEHUY MpuOn3Ho Ha 128 %
micis 3acTocyBaHHS KoMOiHallii (GyKoHa30/1y Ta 3UOBYOUHY. 3a MallieHTaMu, 5IKi 3aCTOCOBYIOTh
TakKy KomOiHalliio TiKapchbKux 3aco0iB, CJIifl ciocTepiraTy om0 PO3BUTKY MOOIYHUX peakKIlii,
II0B’sI3aHUX 13 3aCTOCYBaHHAM 3UI0BYAVHY. MOXKHA PO3IIISAHYTYU OOLIBHICTS 3HUXKEHHS NO3U
3UOBYIUHY.

AsumpomiyuH. Y X0fi BIDKPAUTOr0 PaHIOMi30BaHOTO TPUCTOPOHHBOTO MEPEXPECHOTO MOCTIIXKEeHHS, B
SKOMY B3$IJIM y4acTh 18 3m0poBuUX HOOPOBOIIBLIIB, OIiHIOBAJK BIIJIUB @3UTPOMILIMHY Ta (PIyKOHA30ITy
Ha (papMaKOKiHETHKY OIKWH OGHOTO IIPU IX OMHOYACHOMY IIepopajbHOMY Pa30BOMY 3aCTOCYBaHHI y
no3ax 1200 mr ta 800 Mr BigmoBigHO. 2KOmHUX 3HAUYIKMX (PapMakKOKiHETUYHUX B3a€MOZiM BUSBIEHO
He OyI10.

ITepopanvHi koHmpauenmusu. IIpoBogunocs 2 GpapMakoKiHETUUHUX NOCHTiAXKeHHS 6araTopa3oBoro
3acTocyBaHHS QIyKOHa30Jy Ta KOMOiHOBaHOTO ITepopabHOr0 KOHTpalenTuBa. [1pu 3acTocyBaHHi
bnykoHa3oiny y no3i 50 Mr BIIMBY Ha piBeHb TOPMOHIB He 0yJ10, TOAI SIK IIPU 3aCTOCYBaHHi
bnykonazony y no3i 200 Mr Ha mo6y cnocTepiranmocs 30inpmenus AUC etuninectpagiony Ha 40 % Ta
TeBOHOpPrecTpeiny - Ha 24 %. Lle cBiguuTh IIpo Te, 110 6araTopa3oBe 3aCTOCYBaHHS (QIYKOHA30Iy Y
3a3HavYeHMX [[03aX HaBPS[ YU MOXKEe BIUIMBATH Ha €(peKTUBHICTb KOMOIHOBAHOTO IIEPOPAJIEHOTO
KOHTpAIleNTUBY.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Hepmamocgimia. BignmoBigHO 00 pe3ysbTaTiB HOCHIAXKEHHS (HIYKOHA30JIy AJS TiKyBaHHS gepMaTodiTil
y mitel, QpIyKOHa30/1 He MepeBUIlye rpu3eodynbBiH 3a e(PeKTHUBHICTIO, i 3arajJlbHUM TOKa3HUK
epekTuBHOCTI cTaHOBUTH MeHIIe 20 %. Tomy ®nro3ak He CIIifl 3aCTOCOBYBATH [JIS JIiIKyBaHHS
nepMaTodiTii.

Kpunmoxkoko3s. [1oka3iB eeKTUBHOCTI (pIyKOHA30JTy [AJd JIiKyBaHHS KPUIITOKOKO3Y iHIINX
JI0Kani3anii (HanpuKiaf JIereHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTATHBO, TOMY
PEeKOMeHfaliii MoA0 JO30BOr0 PeXKUMY [JId JIIKyBaHHS TaKUX 3aXBOPHOBAHb HEMAE.

I'nuboki eHOemiuHi miko3u. [Toka3iB eheKTUBHOCTI (DITyKOHA30IY A JTiKyBaHHS iHIIUX hopm
eHJeMiUHNX MiK03iB, TaKUX K [TapaKOKIMAi0iA0MiKO03, TiCTOIIa3M03 Ta MIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEJOCTaTHbO, TOMY PEKOMEHMAIN 000 JO030BOT0 PeXKUMY AJ1s JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMaAE.

Hupkosa cucmema. INanienTam i3 mopyureHHIM QYHKIIIM HUPOK IIpemnapar CIlif 3aCTOCOBYBaTH 3



ob0epexHicTIO0 (UB. po3mis «Cnocib 3acmocysaHHs ma 003u»).

Hedocmamuicmb HaOHUpPKoBuxX 3a103. KeTOKOHA3011, SIK BifOMO, CIIPUYHMHSE HEOOCTATHICTh
HATHUPKOBUX 3aJI03, i Ile TAKO0XK MOXKe CTOCYBAaTHUCS (IYKOHA30Jy, X04a CIIOCTEPITaETHCS PigKO.
HepocTaTHiCTh HAMHUPKOBUX 3aJ103, ITOB'I3aHa 3 OMHOYACHUM JIiIKYBaHHSIM PEOHI30HOM, OKCaHa B
po3mini «BrmuB (GryKoHa301y Ha iHIIi JikapceKi 3aco6m».

I'enamobiaiapHa cucmema. TlanieHTam i3 mopyueHHSIM GYHKIIIM Te4iHKY Ipenapar Ciif
3aCTOCOBYBaTH 3 00€peXkKHiCTI0. 3aCTOCYBaHHS (HIIYKOHA30JIy acoIliloBaIoCcs 3 PifKiCHUMU BUMIaAKaMU
PO3BUTKY TSAKKOl TelTaTOTOKCUYHOCTI, BKJIIOUAIOUH JIeTaIlbHi BUIagKY, TOJIOBHUM YWHOM Y IAIli€HTIB
i3 TAXKKMMY OCHOBHHMMH 3aXBOPIOBAHHAMU. Y pa3si, KOJIX PO3BUTOK remaTOTOKCUYHOCTI aCcoIlif0BaBCs
i3 3acTocyBaHHAIM (HITyKOHA30I1y, He OyJI0 Bifl3Ha4YEHO 11 SIBHOI 3aJIe2KHOCTI Bifi 3arajabHOI 000BO1
MO3H Iperapary, TPUBAJIOCTI Teparii, cTaTi abo BiKy mallieHTa. 3a3BU4ail remaToTOKCUYHICTS,
cupuunHeHa (HIyKoHa3010M, 000pOTHA, a ii MPosiBY 3HUKAIOTH MiCyIs MPUIMHEHHS Teparii.

3a malfieHTaMH, V SKUX IIPU 3aCTOCYBaHHi (PIIyKOHA30/1y CIIOCTEPIralOThCS BiTXUIEHHS pe3ybTaTiB
GYHKIIOHATBHUX P00 MEeYiHKY, CITil BCTAHOBUTY PETENIbHUM HATJISA[ 000 PO3BUTKY OiNIbII TSKKOTO
ypaXeHHS IIeYiHKU.

[TamieHnTiB i MpoiH@OPMyBaTH PO CUMIITOMH, 1[0 MOXKYTh CBiTYUTH IIPO CEPHO3HUM BIIJIUB Ha
NeYviHKy (BUpaXkKeHa acTeHis, aHOPeKCis, MOoCTiliHa HyoTa, 6/TI0BaHHS Ta JKOBTSIHHUILIS). Y TaKOMY
BUMAOKY 3aCTOCyBaHHA (IIYKOHA30J1y CJIifi HeTalHO IPUNUHUTH Ta IPOKOHCY/IbTYBATUCS 3 JTiIKapeM.

Cepuego-cyouHHa cucmema. [lesiki a301u, y TOMy YHUCJIIi ¥ (PIIyKOHA30J1, aCOLi0I0ThCA 3
nopoBxeHHAM iHTepBany QT Ha enekTpokappiorpami. ®nykoHa3oi nofoBxKye iHTepBan QT muisixoM
IPUTHIYEHHS BUNIPSIMIISI0YOT0 KanieBoro kaHany (I,,). [Togosxenns intepsany QT BHacmimox mil
iHmMX nMiKapchKUX 3ac00iB (HaMpUKiIag aMiofapoHy) MOXKe IIOCUTIOBATHCS Y Pe3yibTaTi MIPUTrHiYeHHS
dbepmenty CYP3A4 mutoxpomy P450. TloBigoMmsnocs mpo gyKe PifKiCHI BUIIaAKY IIOJOBXKEHHS
inTepBany QT Ta mapoKcu3MaabHOL IITYHOUYKOBOI TaxiKappAil TUIy «IIipyeT» IpU 3aCTOCYBaHHI
bnykoHa3oiny. Taki IOBiOMIEHHS CTOCYBa/IMCS MAI[iEHTIB i3 TAKKUMU 3aXBOPIOBAaHHIMU IIpU
noegHaHHi 6araThoxX HakTOpiB PU3UKY, TaKUX K CTPYKTYPHI 3aXBOPIOBaHHS Ceplis, IOPYIIeHHS
eJIeKTPOJIITHOT0 0OMiHY Ta OmHOYAaCHE 3aCTOCYBAHHS iHIIUX JIiIKapChbKUX 3aco0iB, 1110 BIIMBAIOTh Ha
inTepBan QT. IlanieHTH 3 rinokasnieMi€ero Ta IPOrPECYI0Y0I0 CEPLIEeBOX HEAOCTATHICTIO MalOTh
MigBUILIEHUY PU3UK BUHUKHEHHS 3aTPO3/IMBUX [JIS XKUTTS HUIYHOYKOBUX apUTMill Ta
IIapOKCH3MaJIbHOI IIJTYHOYKOBOI TaxiKapfii TUIY «IipyeT».

®mio3axk ciif 3 06epeKHICTIO 3aCTOCOBYBATH NallieHTaM i3 pU3MKOM PO3BUTKY apuTMiii. OgHOYacHe
3aCTOCyBaHHS pa3oM i3 TiKapchKUMH 3acob6aMu, 110 IPOJIOHTYIOTE iHTepBan QTc Ta MeTabomi3y0ThCS
3a gonoMoroio ¢pepmeHTy CYP3A4 mutoxpomy P450, mpoTunokasaHe (OUB. PO3Oin
«IIpoTunoKa3aHHSI» Ta «B3aeMofisa 3 iHIMMMY JTiIKapChKUMK 3ac00aMu Ta iHIII BUOM B3aEMOMii»).

I'anopaumpun. l'anodanTtpus € cydctpatom pepmenty CYP3A4 i mpononrye inTepsan QTc mpu
3aCTOCyBaHHI y PEKOMEHIOBaHUX TepaleBTUYHUX fo3ax. OgHOYaCHe 3aCTOCYBaHHS rajiopaHTPUHY Ta
(bIyKOHA301ly HE PEKOMEHIYEThCS.

Llepmamonoeiuni peakuii. ITig 4ac 3acTocyBaHHS (HIIyKOHA30/Iy PiAKO MOBIJOMIISANIOCS IIPO PO3BUTOK
TaKUX eKC(OITiaTUBHUX IMIKiPHUX peakilii, Sk cuaapoM CTiBeHca-[[:KOHCOHA Ta TOKCUYHUU
elrimepManbHUM HEKPOITi3. IToBimoMIIsIIocst IPo peakliiio JTiKapchKux 3aco0iB 3 eo3uHODiniero Ta
cuctremauMu cumnromaMu (DRESS cungpowm). [ManienTu 31 CHIToM Oinblil CXUTBHI O PO3BUTKY
TSKKUX IMKIPHUX peaklIliii Ipyu 3aCTOCyBaHHI 0araThox JiKapChKuX 3aco0iB. fAKIo y malienTa i3
TIOBEPXHEBOI0 IPpuOKOBOI0 iH(EKITi€I0 3 IBNISII0THCS BUCUIIH, 1[0 MOXKHA IIOB’SI3aTH i3 3aCTOCYBaHHIM
(bTyKOHa3011y, IToAasbllle 3aCTOCYBaHHS IIpenaparTy Cif IPUIMHUTHU. fKIIO0 Yy MallieHTa 3



iHBAa3MBHOIO/CUCTEMHOI0 I'PUOKOBOIO iHGEKITI€I0 3’ IBISIOTHCS BUCUIIM Ha IIKipi, 3a #OT0 CTaHOM
TIOTPiOHO pPeTeNbHO CIOCTEPIraTu, a y pasi po3BUTKY OyIb03HUX BUCUIIB a00 MyIbTH(GOPMHOI
€pUTEMH 3aCTOCYBaHHS (HIYKOHA30IIY CIIif TPUIUHUTHU.

I'inepuymaugicmy. Y pigKiCHUX BUIIafKaX IMOBIJOMIISNIOCS IPO PO3BUTOK aHa(iNaKTUYHUX PeakIiiil.

IMumoxpom P450. dnykoHa305 € TOTyKHUM iHTiOiTopoM dhepmerHTy CYP2C9 Ta moMipHUM
inri6iTopom hepmenty CYP3A4. Takox dhnykoHa3on € inribitopom dpepmenty CYP2C19. Cnig
CIIOCTepiraTu 3a CTAHOM IAllI€HTIB, SKi OQHOYACHO 3aCTOCOBYIOTh ®II03aK Ta IIpenapaTy 3 By3bKUM
TepaneBTUYHUM BiKHOM, 110 MeTaboi3yioThcs 3a yuacTio CYP2C9, CYP2C19 ta CYP3A4.

Tepgperadun. Crig peTeIbHO CIIOCTEPIraTy 3a CTAHOM IallieHTa IPY OJHOYaCHOMY 3aCTOCYBaHHI
tepdenaguny Ta hayKoHa3omy y go3i Menie 400 mMr Ha mo0y (ouB. po3ninu «[IpoTunoka3aHHSI» Ta
«B3aeMopmis 3 iHIMMMY NTiKapChbKUMHK 3ac00aMM Ta iHIII BUAM B3AEMOIiii»).

Kanoudo3s. JocnmigKeHHS NPOOEeMOHCTPYBaJKd 3pOCTaHHS MOMINPEHOCTI iHDEeKIil, CIpUYNHEHUX
inmumu Bugamu Candida, kpim C. albicans. BoHu 4acTo € MPUPOAHO CTiikuMu (Hanpukinag, C. krusei
ta C. auris) abo JeMOHCTPYIOTh 3HUKEHY YyTIuBiCTh 10 ¢hiaykoHa3ony (C. glabrata). Taki indexil
MOXKYTb MOTPeOyBaTH albTePHATHBHOI IPOTUTPUOKOBOI Teparii micist HeBmanoro nmikyBanHs. OTxe,
miKapsM, SIKi Mpu3HavaloTh 3acif, peKOMEHOYEThCSI BpPaXOBYBATH IOMINPEHICTh CTIMKOCTI Pi3HUX
BufiB Candida mo ¢hiyKoHa301y.

3acmocyeanHs y nepiod eazimnocmi ado 200yeamnHs 2pyodio.
2KinKu penpodyKkmueHo020 8iKy

[Tepen moyaTKOM JIiKyBaHHS MALi€HTKY CHif IpOoiH(GOPMYyBaTHU PO NOTEHUINHUY PUIUK A9
nJofa.

[Ticns 3acTocyBaHHS OOHOPa30BOi 103U MOTPiOHO BUTpUMATH Mepiof BUBeNeHHSA (PIyKOHA30Iy,
SIKMUY CTAHOBUTBL Npubnu3Ho 1 THXMOEHBD (110 BifmoBimae 5-6 mepiogaM HalliBBUBENEHHS), IO
HaCTaHHS BariTHOCTI (quB. po3fin «PapMaKOKiHETHUKA»)

[Ipu TpuBanux Kypcax JIiKyBaHHS XKiHKaM PEIPOLYKTUBHOTO BiKY CJIifl pO3TISHYTU MOXKJIUBICTh
3aCTOCYyBaHHS KOHTpAIEIil IPOTATOM YChOTO IIepiofy JiKyBaHHS Ta IPOTAroM 1 TUXKHSA micis
IIPAUOMY OCTAHHBOI I03H.

BazimHicmb

O6cepBariiiHi gocmigXKeHHs CBifYaTh MIPO HMigBUINEHUN PU3UK CIIOHTAHHOTO a0O0PTY Y XKiHOK, SKi
OTpHUMYyBanu (GIyKOHA30J MPOTATOM IEPIIOT0 Ta/abo APyroro TpHMeCTPY, MOPiBHSIHO 3
XiHKaMu, gKi He mpuiiManu ¢paykKoHa3on abo oTpuMyBajid MicIleBi a307Id y TOM caMuil mepiof.

[laHi KiTbKOX THCSY KIHOK, SKi OTpUMYBaau CYKynHY 0o3y < 150 mMr ¢nykonasony y I TpumecTpi
BaTiTHOCTI, He CBig4YaTh Ipo 30i/bIIeHHS 3arajlbHOT0 PU3WKY BUHUKHEHHS Bafl PO3BUTKY Y
njonfa. B ogHoMy BenukoMmy o0cepBalilitHOMY KOTOPTHOMY AOCIiIXKEHHi BIIJIUB II€POPaIbHOTO
3aCTOCyBaHHS (GJIYKOHa301y ¥ | TpUMeCTpi BariTHOCTI acouiloBaBCs 3 HEBEJIMKUM IiABUIIEHHSIM
PU3UKY PO3BUTKY MOPYIIEHb 3 O0KY OMOPHO-PYXOBOTO amapary, 110 Bigmosimae mpubnusxo 1
nopaTtkoBoMy Bunaaky Ha 1000 XiHOK, gKi OTpUMyBaJii CYKYIIHY TepaneBTUYHY A03y < 450 Mr
IIOPiBHAHO 3 XiHKaMH, IKi OTpUMyBajid MicleBi a30iu, i mpubau3HO 4 MOJaTKOBI BUMAAKU Ha
1000 xiHOK, IKi OTpUMYBa/Ju KyMyJIaTUBHI 103U noHap 450 mr. BigHOCHUY pU3UK CTaHOBUB 1,29



(95 % OI Bim 1,05 mo 1,58) nmpu mepopanbHOMY IpuiioMi ¢paykoHasony B mo3i 150 mr ta 1,98 (95
% OI Big 1,23 mo 3,17) nipu mo3ax moHap 450 mr.

HasaBHi enigeMionoriyHi gocnigXeHHS MI0OA0 PO3BUTKY Baj CeplLs IIPU 3aCTOCYyBaHHI
GbIyKOHaA301y y Mepiof BariTHOCTI HalOTh CynmepednuBi pe3ynbraTu. OgHAK MeTaaHali3 5
obcepBaliiHUX [OCITiAXKeHb, MIPOBEEHNUX 3@ YYACTIO KiTbKOX THCSY BaTiTHUX XKIiHOK, SKi
OTpUMYyBalu (QPIyKOHA30JI IPOTATOM IIePLIOr0 TPUMECTPY, BUSBUB MiABUINEHHS PU3UKY PO3BUTKY
Baf ceplsd y HeMOBAT B 1,8-2 pa3u mopiBHAHO 3 TaKKUM y HEMOBJIAT, MaTepi SKUX He
3acTocoByBanu (pIyKoHa3071 Ta/ab0 BUKOPUCTOBYBAIM a30JI4 AJIS MiCI[eBOTO 3aCTOCYBaHHS.

Y noBigOMIIEHHSX ONKUCAHO BPOLXKEH] Baf¥ PO3BUTKY Y HEMOBJIAT, MaTepi AKUX OTPUMYyBaJlu
BUCOKi mo3u (Bim 400 mo 800 Mr/mo6y) dbaykKoHa301y ¥ Iepiod BariTHOCTI mpoTsarom 3 MicsuiB abo
6inbie mpu niKyBaHHI KoKuupioigomiko3y. Cepeq BpOoAXKeHUX Baf, SIKi criocTepiranucs y mux
miTeit, - Opaxinedaris, gucnnasis BymHUX paKOBUH, HagMipHe 30i/blIeHHS TepeIHLOTO
TiM’sTYKa, BUKPUBJIEHHSI CTETHOBOI KiCTKH Ta IPOMEHEBO-IIJIEYOBUNM CHUHOCTO3. [IpUYUHHO-
HaCJIiAKOBUM 3B’'S30K MiX 3aCTOCYBaHHAM ()JIYKOHA30JIy Ta BPOLOXKEHUMHU BajaMu He
BCTAHOBIIEHUMN.

He cnig 3acTocoByBaTu 3BUYarHi [03U (JIYKOHA30/Iy Ta KOPOTKOTPHUBAJi KypCH JIiKyBaHHSA
(bIyKOHA30JI0M y Ilepion BariTHOCTI, 3a BUHATKOM KpaiHbOl HEOOXiIHOCTI.

He cnipm 3acTocoByBaTu BHCOKi 103U QIyKOHa307y Ta/ab0 TpuBai KypCH JTiKyBaHHS
(GbIyKOHA30JI0M y Tepiog BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(}EKIIi, 110 MOTEeHIiNHO
3arpoXyIOTh XKUTTIO.

ITepiod 200ysaHHA 2pyd0io

®nyKoHa30JI IPOHUKAE ¥ TPyOHE MOJIOKO Ta [ocirae KOHIIEHTpallii, HiXK y mi1a3Mi Kposi. ['omyBaHHS
TPYOOI0 MOXKHA IMPOOOBKYBATH ITiCIIST pa30BOT0 3aCTOCYBAHHS 3BUYANHOI 103U (PIIyKOHA30Y, 110
cTaHoBuTL 150 mr.

Crip OIiHMTH KOPUCTh TOJYBAaHHS I'PYOII0 IS PO3BUTKY i 3MOPOB’ST IUTHHM, a TAKOXK KITiIHIUHY
noTpedby MaTepi v GbaykoHa307i i Oyab-sKi moTeHiiHI mobiuyHi edekTH HIyKoHa30/1y abo OCHOBHOTO
3aXBOPIOBAHHS MaTepi Oyt UTUHHU, SIKY TOOYIOTh TPYIOIO.

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

®epmuabHicMb

®nykKoHA30 He BIJIMBaB Ha (DEPTUIIbHICTL CaMIliB Ta CaMOK IIyPiB.

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

HocmimxeHb BINIUBY IpemnapaTty @Jo3ak Ha 3TaTHICTh KepyBaTH aBTOTPAHCIIOPTOM abo IpallioBaTH 3
IHIMMMY MexaHi3MaM# He MPOBOIUIIN.

[TauieHTiB cnifg mpoiHGOpMyBaTH PO MOXKJIMBICTh PO3BUTKY 3allaMOpPOYeHHs abo CyooM IIif yac
3acTocoByBaHHA npemnaparty ®mto3ak. [Ipu po3BUTKY TaKUX CUMIITOMIB HE PEKOMEHOYEThCS KepyBaTu
aBTOTPAHCIOPTOM a0o IMpallloBaTH 3 iHIIMMU MeXaHi3MaMu.



Cnoci6 3acmocyeaHHs1 ma do3u.

ITo6oBa mo3a (hIyKOHA30Jy 3a/IeXKUTh Biff BUAY Ta TSIXKKOCTI rpubKoBoi iHdexii. [I1s 6inbiiocTi
BUTIA[IKiB BariHaJIbHOI0 KaHAMOO03Y HOCTAaTHHO PA30BOT0 3aCTOCYBaHHS IIpenapary.

[Tpu HeoOxigHOCTI GaraToOpa30BOro 3aCTOCYBaHHS MpemapaTy JiKyBaHHS iHQeKLil cin
IIPOMOBKYBATH [0 3HUKHEHHS KTiIHIYHUX Ta 1Ja00paTOPHUX MPOSIBIB aKTUBHOCTI rpubKOBOi iHdeKIIil.
HepocTaTHs TpuBasiCTh TiKyBaHHS MOXKeE IIPU3BECTH A0 BiIHOBJIEHHS aKTUBHOIO iHPEKLIMHOTO
IIpoLecy.

®1yKoHAa30J1 3aCTOCOBYIOTD, 3aJIeXKHO Bifl JTikapchkol popMu, mepopanbHO ab0 BHYTPIIHbOBEHHO
mgxoM iHgysii. Crocib 3acTocyBaHHS MpenapaTy 3ajieXkUTh Bif KJIiHIYHOT0 CTaHy malieHTa. Hemae
HeoOXiHOCTI y 3MiHi 7000BOI AO3U IIpemapaTy Ipy 3MiHi IMIIIXy H0ro 3aCTOCYBaHHS 3 IEPOPaIbHOTO
Ha BHYTPIIIHbOBEHHUY Ta HaBIaKHU.

TabmeTKu crig KOBTaTH LinuMu. [IpuiioM mpemnapaTy He 3aJI€KUTh Bifl BXAKUBaHHS 1XKi.

[Topocai.

Kpunmokoxos.

- JIikyBaHHS KPUIITOKOKOBOTO MEHIHTITY: HaBaHTaxKyBajlbHa J03a CTaHOBUTH 400 Mr y nepiuuu geHb.
[MinTpumyBanbHa fno3a - 200-400 Mr/mo0y. TpuBamicTh NiKyBaHHS 3a3BU4all CTAHOBUTH IIOHAWMEHIIIE
6-8 TuxHiB. [Ipu iHQeEKIiAX, 10 3aTPOKYIOTh KUTTIO, 1000BY 103y MOXKHa 30inbuuT 10 800 MT.

- [linTpuMyBaJsibHa Tepallis OJid OoNepeaXeHHs PeluaUBY KPUIITOKOKOBOTO MEHIHTITY y HAlLli€HTIB 3
BHCOKUM PU3UKOM HMOT0 PO3BUTKY: PEKOMEHI0BaHa [03a IIpenapaTy cTaHOBUTL 200 Mr/moby
IPOTSTOM HEOOMEeKeHOr0 Jacy.

Kokuyu0dioioos.

- PexomeHgoBaHa fio3a craHoBUTEL 200-400 Mr/go0y. TprBamicTh MiKyBaHHS CTaHOBUTH 11-24 Micsmi
YU [OBIIE 3aJIe’KHO Bifl CTaHy malfieHTa. [ NiKyBaHHS Aesakux popM iHdek1ii, a 0coOIUBO AT
TMiKyBaHHS MEHIHTiTy, MOXe OyTH [OLiTbHUM 3acToCcyBaHHS 1031 800 Mr/moly.

IHBa3usHi kaHOuOo03U.

- HaBanTaxyBanbHa go3a cTaHoBUTH 800 Mr y nmepiuii neHb. [linTpumyBanbHa go3a - 400 Mr/mo0y.
3a3BUYall peKOMeHI0BaHa TPUBAIiCTh TiKyBaHHS KaHOUAEMil CTAHOBUTH 2 TUXKHI IiCIIA IEPIINX
HETaTUBHUX Pe3y/IbTaTiB TeMOKY/IbTYPH Ta 3HUKHEHHS O03HaK i CHMIITOMIB KaHAWEMil.

KaHOoudo3 caus3osux 06010HOK.

- Kanaunos poTornoTky: HaBaHTaXyBajlbHa f03a cTaHOBUTH 200-400 Mr y mepiiuii AeHb,
migTpuMyBanbHa mo3a - 100-200 mr/mo0y. TpuBamicTs MiKyBaHHS CTaHOBUTH 7-21 meHb (o
IOCSATHEHHS peMicii), ame Moxke OyTu 30inbineHa A7 HaLi€HTIB i3 TIXKUM iMyHOTeQiIIuTOM.

- KaHaumos cTpaBoOXody: HaBaHTaXKyBallbHa [03a cTaHOBUTH 200-400 Mr y mepiiuy geHb,
nigTpuMyBanbHa f03a - 100-200 mr/mo0y. TpuBanicTs nikyBaHHS cTaHOBUTH 14-30 mHIB (IO
IOCSATHEHHS peMicii), arme Moxke OyTu 306inbineHa A7 Halli€HTIB i3 TIXKUM iMyHOmeQiITuTOM.

- Karmunypis: pekoMeHnoBaHa go3a cTaHoBUTh 200-400 mr/mo0y mpotsrom 7-21 mgHiB. [I1s maIieHTiB



i3 TAKKUM iMyHOZE(DIIIUTOM TPUBAJIICTh JIIKyBaHHSA MOXKHA 30iTbIINTH.
- Xponiunu# aTpodiuyHUi KaHAUI03: PpeKOMEeHI0BaHa f03a CTaHOBUTH 50 Mr/mo0y npotsirom 14 gHiB.

- XpoHiYHUY KaHOUO03 MIKIiPU Ta CIU30BUX 000JIOHOK: PpEKOMEeHI0BaHa M03a cTaHoBUTh 50-100
Mr/mo0y. TpuBasicTh JIiKyBaHHS CTAHOBUTH 10 28 [HIB, ane Moxe OyTu 30inblleHa 3ae’kKHO Bif
TAKKOCTi Ta BULY iH(Dekil abo 3HMKEHHS IMyHITETY.

ITonepediceHHs peuudusy KaHOudo3y cau3osux 06040HOK y nauieHmia 3 BIJI, siki maromb sucokull
pU3UK U020 PO3BUMKY.

- KaH1go3 poTOrIOTKY, KAHAKW03 CTPAaBOXOAY: peKoMeHoBaHa fo3a cTaHoBUTE 100-200 Mr/go0y
a6o 200 mr 3 pa3u Ha TUXKOEeHb. TPUBAJICTh JIIKYBaHHS € HEOOMEKeHO IJIs MAI[iEHTIB i3
IPUTHIYEHUM IMyHITETOM.

ITpoginakmuka kaHOUOO3HUX TH(eKYill y nauienmia i3 mpusas0 HelimponeHie.

- PekomengoBaHa f03a ctaHoBUTh 200-400 mr. JIiKyBaHHS CIIif pO3MOYMHATH 3a KiflbKa OHIB [0
OYiKyBaHOTO PO3BUTKY HEUTPOIEHII Ta MPOAOBKYBATH IIPOTATOM 7 OHIB IiC/sA HMiABUIEHHS KiIbKOCTI
HeiiTpodinis moxan 1000/mm’.

TI'enimaavHi KaHOUO03U.

- TocTpui BariHambHUE KaHOUI03, KAHOUNO3HUY OalaHiT: peKOMeHIOBaHa q03a CTAHOBUTH 150 Mr
pas3oBo.

- JlikyBaHHS Ta mpodinakThKa peluAUBHUX BariHaTbHUX KaHAUI03iB (4 abo Oinblle BUNAMKiB Ha PiK):
pekomMeHoBaHa fo3a ctaHoBuTh 150 Mr 1 pa3 Ha 3 gHi. Beworo cmig 3actocyBatu 3 mo3u (1-1 geHs, 4-
U OeHb Ta 7-i AeHs). [1icnsa nporo Ciif 3aCTOCOBYBaTH MiATpUMYBaibHy 03y 150 Mr 1 pa3 Ha
TUKOEHD MPOTATOM 6 MIiCHIIIB.

Iepmamomikosu.

- Miko3 cToIm, MiK03 I'J1afeHbKO]l IKipH, TaX0BUU AepMaTOMiK03, KaHIUA03Hi iH(peKIIi] mKipu:
peKoMeH0BaHa f103a cTaHOBUThL 150 Mr 1 pa3 Ha TuxkaeHb abo 50 Mr 1 pa3 Ha mo6y. TpuBamicTh
JIIKyBaHHS CTaHOBUTH 2-4 TUXKHI. JIiKyBaHHSA MIKO3y CTOIl MOXK€E TPUBATHU [0 6 TUXKHIB.

- PismoGapBHUY nullaii: peKoMeHaoBaHa qo3a cTaHoBUTh 300-400 Mr 1 pa3 Ha THXKOEHb IPOTITOM
1-3 tTuxuiB a60 50 Mr Ha 700y MPOTATOM 2-4 TUXKHIB.

- IepMaTodiTHUI OHIXOMIKO3: peKOMEeHI0BaHa fio3a cTaHoBUTh 150 Mr 1 pa3 Ha TuXKOeHb. JIiKyBaHHS
CJIi[l TPOMOBKYBATH [IOTH, MOKH iHGiKOBaHUY HIroTh He Oyme 3MiHEHO 3M0poBUM. 115 BiIpoCTaHHS
3[0POBUX HITTiB Ha pyKax Ta Ha BEJIUKUX Ia/bLgX HIr 3a3Bu4ail HeoOXigHo 3-6 MicsiB Ta 6-12
Mics1iB BifmoBimHO. OfMHAK MIBUOKICTh POCTY HIr'TiB y HaIliEHTIB MOXKe OyTH Pi3HOI0 Ta 3ajiexkaTH Bif
BiKy. [licns ycminmHOro NiKyBaHHS TPUBAJIUX XPOHIYHUX iHQEKIiN (opMa HITTS iHOAL 3a/IUIIa€THCS
3MiHEHOIO.

ITauieHmu AiMHb020 BIKY.
o3y HeoOxigHO mimbupaTy 3a7eXKHO Bif CTaHy PYHKIIM HUPOK (OUB. HUXKYE).

IlauieHmu 3 HUPK0BO Hedocmammuicmio.

®yKOHA30JI BUBOAUTHCA 3 OPraHi3My IIepeBaXkHO 3 CeUYelo y He3MiHeHoMy Burisafi. [Ipu pazosoMy



3aCTOCYBaHHI KOPUTYBATH 03y (IyKOHA301y He MoTpibHo. [TamienTam (BK/II0Ya4u OiTei) i3
TIOPYIIeHHSIM (QYHKIIIN HUPOK MPHU HeoOXimHOCTi 6araTopa3oBOro 3aCTOCYBaHHS IIperapary y mepuIui
[eHb JIIKyBaHHS CJIifi 3aCTOCOBYBaTHU [104aTKOBY 103y 50-400 Mr 3ayieXHO Bif noka3aHHA. Ilicns
11,0T'0 T060BY NO3Y (3a/Ie’KHO Bifl TOKa3aHH) CITif PO3paxoByBaTH BifoOBimHO Ho Tabmulri 1:

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

[MauienTu, siki nepeOyBalOTh Ha pPeryasIpHOMY miainisi, moBuHHI oTpuMyBaTH 100 % pekoMeHmOBaHOI
[03U IIiC/Ig KOXKHOrO fianidy. Y meHb, KOJU [iajli3 He IIPOBOAUTHCS, IAllieHT I0OBUHEH OTPUMYBaTHU
[03y, BIOKOPUATOBaHY 3aJIeXKHO Bif] KIIPEHCY KpeaTHHIHY.

ITauieHmu 3 nopyweHHAM GYHKUIU NeYiHKU.

®nyKoHAa3071 CIifl 3aCTOCOBYBaTH 3 00€PEKHICTIO MallieHTaM i3 MOpylUIeHHAMY QYHKIIHM Ie4YiHKH,
OCKiNIbKY iH(popMalril o0 3aCToCyBaHHS (HIIYKOHA30IIy IIili KaTeropii malieHTiB HelOCTaTHEO.

imu.
He cnipg nepeBuiiryBaT MakCcuManbHy f000BYy 103y 400 Mmr.

4K i npy aHaNOTriYHUX iHQEKIisIX y TOPOCIUX, TPUBAIICTh JIIKyBaHHS 3a/IeKUTh Bifl K/IiHIYHOL Ta
MiKojIoTiuHOI BifmoBigi. ®03aK 3acToCOBYIOTh 1 pa3 Ha mo0y.

[o3yBaHHA npenapaTy O OiTel i3 IopylIeHHSAM (QYHKI HUPOK HaBeNeHO HUXKUe.
dapMakoKiHeTHKa (IIyKOHA30Jly He JOCIigKyBanacs y AiTed i3 HUPKOBOI HeJOCTaTHICTIO.

Llimu sixom 8i0 12 pokis.

3asiexHo Bif Macu Tila Ta my0epTaTHOTO PO3BUTKY JIiKapio CJIifl OLIHUTH, Ka [f03a Ipenaparty (ams
OOPOCIUX YM OJId AiTeH) € ONTUMaJbHOIO [AJId nalieHTa. KimiHiuHi faHi cBigyaTs Ipo Te, 0 V OiTer
KJIipeHC (IyKOHA30Jy € BULIUM IIOPIBHSAHO 3 JOpOoCHuMHU. 3acTtocyBaHHs f03 100, 200 Ta 400 mMr
OOpoCIuM Ta o3 3, 6 Ta 12 MT/KT OiTSM IPU3BOOUTH 10 MOCSTHEHHS 3iCTaBHOI CUCTEMHOI €KCIIO3MIIil.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYBaHHS IIpenapaTy O JTiKyBaHHS T'eHiTallbHUX KaHAUAO03IB y miTen
He BCTaHOBJIEHI, He3BaXKal4y Ha BUUYEPIIHI JaHi I0A0 3aCTOCyBaHHS (IIyKOHA30Iy AiTAM. AKIIO0
icHye HaranmbHa noTpeba 3aCTOCYBaHHS IpelapaTy mifgmiTkaM (BikoM Big 12 mo 17 pokiB), ciin
3aCTOCOBYBATU 3BUYalHi 03U [AJIS JOPOCTIUX.

Ilimu sixom 8i0 5 do 11 pokis.

Kanpanmosu cnu3oBrx 0007I0HOK: TI0YaTKOBA [I03a CTaHOBUTL 6 MT/KT/mo0y, migTpuMyBaibHa 403a -
3 mr/kr/mo0y. [ToyaTKOBY 003y MOXKHa 3aCTOCOBYBATH B IEPIIUii IeHb 3 METOIO0 OiJIbIII IIIBUIKOTO
IOOCSITHEHHS PiBHOBaXKHOI KOHIIEHTpAIIil.

[HBa3MBHI KaHAUO03K, KPUIITOKOKOBUY MEHIHTIT: l03a IpenapaTy CTaHOBUTh 6-12 Mr/Kr/moby
3a1eKHO Biff CTyIIeHs TSAKKOCTi 3aXBOPIOBaHHS.



[ligTpuMyBaibHa Tepamis AJisd NOoNepeaXKeHHs PeLUIUBY KPUIITOKOKOBOTO MEHIHTITY y HOiTeH i3
BUCOKUM PU3UKOM HOT0 PO3BUTKY: [03a IIPenapaTy CTaHOBUTh 6 MT/KTr/mo0y 3a/exHO Bif CTYIeHs
TSI2KKOCTi 3aXBOPIOBAHHS.

[TpodinakTKa KaHAUKO3IB y Mali€HTIB 3 iMyHOAEeDIlIUTOM: f03a IpenapaTy CTaHOBUTH 3-12
MT/KT/mo0y 3a7eKHO Bif BUPAXKEHOCTI Ta TPUBAJIOCTi iIHIYKOBAHOI HEUTPOIEHII (IUB. 103U OIS
OOPOCIHX).

Himu.

3acTOCOBYBAaTH JIiKapChKuii 3acib y ¢popMi TabIeToK I1iil KaTeropili marieHTiB MOXKHa TOAi, KOIU JiTH
3pmaTHi 6e3MeYHO IPOKOBTHYTH Tal/IeTKy, 10 3a3BUYall € MOXKJIMBUM Y Billi Bifl 5 pOKiB (OUB. po3min
«Croci6 3aCcTOCYBaHHS Ta HO3U»).

Ilepedo3yeanHns.

OTpuMaHO MOBiIOMIIEHHS PO ITepeno3yBaHHs (PIIYKOHA307I0M; OMHOYACHO ITOBIAOMIISIIOCS IIPO
rajIonyHalil Ta napaHoifajabHy MOBEHIHKY.

[Tpu nepeno3yBaHHi HEOOXiMHO ITPOBECTH CUMIITOMATUYHY MiATPUMYIOUY Tepariio Ta y pasi
He0oOXiIHOCTI TPOMUTH IITYHOK.

®nyKOoHA30J 3HaYHOIO MipOI0 EKCKPETYETHCS i3 ceuelo; (opcoBaHUM Aiype3 MOXKe IIPHUCKOPUTH
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBAJiCTIO 3 TOOUHU 3HUXKYE PiBeHb (QPIYKOHA30ITY V
m1a3Mi KpoBi mpu6nmu3Ho Ha 50 %.

ITo6iuni peakuii.

Pesiome npodinio 6e3mekn

[ToBimoMIIsANIOCS PO MeAUKaMEeHTO3HY peaklliio 3 e03uHOQINIi€l0 Ta CHCTEMHUMU CUMIITOMaMU
(DRESS-cuHOpoM), 1110 TIOB’si3aHi 3 NiKyBaHHAIM (IyKOHA30510M (AUB. po3ain «OcobmuBOCTi
3acTtocyBaHHS»). Hattgacrime (>1/10) moBigomisisiocsi mpo Taki moOiyHi peakiiii: TOIOBHUN 0inb, Oib
y 4epeBHill TOPOXKHUHI, miapes, Hy#oTa, OJII0BaHHS, BUCUIIAHHS, MTiIBUIIIEHHS PiBHS
ana"iHaMminoTpaHcdepasu (AJIT), migBuineHHs piBHA acnaprataMiHoTpaHcdepasu (ACT),
MigBUILEHHS PiBHS JTyKHOI hocdaTa3u KpPOBi.

I7s OIIiHKY YaCTOTY BUHUKHEHHS MOOIYHMX peaklliii BUKOPHUCTOBYIOTh TaKy Kiacudikariito: myxe
yacTo (= 1/10), vyacto (Bim =1/100 mo <1/10), HeuacTo (Big =1/1000 mo <1/100), pigko (Big =1/10000
no <1/1000), myxe pigko (<1/10000), yacToTa HeBigoMa (HEMOXKJIMBO OL[IHATH Ha IMiICTaBi HasiBHUX
OaHUX).

3 boky cucmemu Kposi ma AiMpamuyHoi cucmemu.
HeuacTo: aHeMisd.

Pigko: arpaHynouuTo3, TeHKOIeHis, HEeUTPOIeHiss, TPOMOOLUTOMEHis.



3 6oky imyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaiuHi ma asimeHmapHi po3aadu.

HewacTo: 3HMKEHHS alleTUTy.

Pigxo: rinepTpuriinepumeMis, rinepxojecTepuHEMIis, TiIOKaIieMis.
ITcuxiuHi nopyweHHA.

HeuacTo: 663COHHS, COHIUBICTB.

3 boky Hepeogoi cucmemu.

YacTo: ronoBHuM Oinb.

Heuacro: cynoMu, 3anlaMOpOYeHHs, ITapecTesii, mopylIeHHs CMaKy.
Pigxo: Tpemop.

3 60Ky opaaHis cayxy ma secmubya5pHO20 anapamy.

Heuacto: BepTuro.

3 6oky cepus.

Pigko: mapokcu3MasbHa NUIyHOYKOBA TaxXiKappisd TUILY «IipyeT», momoBkeHHd iHTepBany QT (mus.
po3min «OcobMMBOCTI 3aCTOCYBAHHS»).

3 60Ky WAYHKOBO-KUWKOBO20 MPAKMY.

YacTo: 0inb y YepeBHill IOPOXKHUHI, fiapesi, Hy#oTa, OJI0BaHHS.

HeuacTo: 3anop, gucrerncis, MeTeopusM, CyXiCTb Y POTi.

I'enamobiaiapHi po3aadu.

YacTo: migBUIeHHS piBHA anaHiHaMiHOTpaHcdepasu (AJIT), migBuieHHS PiBHA
acnaprataMinoTpancdepasu (ACT), mipBuieHHS piBHA NyKHOI PpocdaTa3u (OUB. PO3AiN

«Oc00IMBOCTI 3aCTOCYBaHHS»).

HeuacTo: x0ecTas, XKOBTSIHUIIS, MiIBUILIeHHS piBHS Oinipy06iny (muB. po3min «Ocob6nmuBoCTi
3aCTOCYBaHHS»).

Pigmko: me4iHKOBa HEIOCTATHICTh, FellaTONEMIONIPHAN HEKPO3, TeIaTUTH, TelaTOleTI0NIIpHE
ypaxeHHs (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

3 60Ky wkipu ma nidwKipHOi MKAHUHU.
YacTo: BUCUNIAHHS (OUB. Po3min «OcoONMMBOCTi 3aCTOCYBAHHS»).

HeuacTo: cBepbix, MequKaMeHTO3HUH JepMaTUT (BKIItoYaiouy GHikcoBaHUM MeIUKaMEeHTO3HUMN
IepMaTUT), KPOIIUB'THKA, MigBUIIIeHe TIOTOBUONeHHS (IUB. po3in «Oco6IMBOCTI 3aCTOCYBaHHSI»).



Pigko: TOKCUYHUY emifepMabHUN HEKPOJIi3, cuHAPoM CTiBeHCa-[[:KOHCOHA, TOCTPUMI
reHepasi3oBaHUY eK3aHTeMaTO3HUM IyCTYIb03, €KCQOIiaTUBHUYN AEePMaTUT, aHTIOHEBPOTUYHUN
HaOpPsK, HaOpsK oOnuyuyst, anomenis (AuB. po3nin «Ocob6IUBOCTI 3aCTOCYBAHHS» ).

HeBimoMo: MeguKaMeHTO3Ha peakilis 3 eo3uHo(isniero Ta cucteMuuMu cumnromamu (DRESS-
CUHIIPOM).

3 60Ky 0nopHO-pyx08020 anapamy ma cnoay4Hoi MKAHUHU.

HeuacTo: mianris.

3azanvHi po3nadu ma peakuii y micui 88e0eHHA.

HeuacrTo: mifBuiieHa BTOMJIIOBaHICTh, HE3MYKaHHS, aCTeHis, rapsg4ka.

HasiBaicTh 6apBHUKa [ToHCO 4R (E 124) MokKe CIPUYMHUTY aJleprivHi peakiiii, a
MeTunnaparigpokcubensoaty (E 218) Ta mpominmnaparigpokcuden3soaty (E 216) Moxke CIpUUYUHUTHI
aJiepriuHi peaxiiii (MOXKIMBO, YIIOBIIbHEHOTO TUILY).

Himu.

YacToTa Ta xapakTep Mo6iyHUX peakili i BigxuneHb Big HOpMU pe3yybTaTiB TabopaTOPHUX aHaMli3iB y
XOf1 KJTiHIYHUX JOCTIiAKEeHb 3a Y4acCTIO [JiTel 3iCTaBHi 3 TAKUMU Y JOPOCIIHX.

3gimyeaHHs npo nido3prosaHi nobiuHi peakuii.

3BiTyBaHHS IIPO Iimo3pioBaHi MoOiuHi peakilil micns peecTpatiii TikapcbKoro 3aco0y Ma€ BaXkKJIuBe
3HaueHH4d. Lle mae 3Mory mpoBoauTy 6e3mepepBHUN MOHITOPHHT CITiBBiIHOIIEHHS MiXK KOPHCTIO i
pU3KKaMH, TIOB’I3aHUMHU i3 3aCTOCYBaHHAM I[bOTO JTIKAapChKOT0 3aco0y. MeIUUHUX IIPalliBHUKIB
IIPOCSTH 3BiTyBaTH IIPO Oyab-gKi Mimo3pioBaHi mo6iyHi peakilil BifmoBigHO 40 BUMOT MiCIIEBOTO
3aKOHOMaBCTBA.

Tepmin npudamHocmi. 3 POKH.

YMoBu 30epiranHsi.

36epiratu nmpu TeMiepaTypi He Buine 25 °C. 36epiratv B HEOOCTYIHOMY IJIST OiTeH MicCIIi.

YnakoBka.
Tabmetku mo 50 Mr: o 4 abo mo 10 TabaeTok y 6micTepi; mo 1 6icTepy B KapTOHHIN KOPOOITi.
Tabnetku mo 150 mr: o 1 tabnerti y 61icTepi; mo 3 61icTepu B KAPTOHHINM KOPOOIIi.

Tabnetku mo 200 Mr: mo 2 TabmeTku y 6micTepi; mo 1 abo 1o 2 6micTepu B KApTOHHIM KOPOOIIi.



Kareropis Bigmycky. 3a perenTtom.

BupoOHHK.

OJIC Jlimiten.

Micue3HaxoaKeHHsI BHPOOHHKA Ta afjpeca MicCIsi IPOBaIXKeHHs MOro Jis/IbHOCTI.

JI-56/57, ®en3 II-II, Bepua Iagactpian Icteitt, Bepra, Cancert, ['oa - 403 722, [Hmis.



