Ckian

Oitoua pevosuHa: ¢pnykoHa3zon / fluconazole;
1 M1 pO34UHY MICTUTE 2 MT' (PJIyKOHA30I1y;

O0ONOMIJHICHI pedyoB8UHU: HAaTPilo XJIOPHU, BoOda OIS iH’ €KIIil.
JIikapcbKa ¢dpopMma

Po3uun gnsa iHpy3iu.

OcHo8HI (pi3uKo-ximMiuHi 8racmue8ocmi: Ipo3opa 6e30apBHa pimuHa.
®dapMaKoTepalleBTHUYHA Ipyna

[TpoTurpuOKOBi 3acoOu AJIsT CUCTEMHOI0 3acTocyBaHHS. [ToxigHi Tpuasomny. Kom ATX
JO2A CO1.

®apMaKoOJIOridyHi BJIaCTHUBOCTI

dapmaKkoduHamika.

MexaHi3M nmil

®nykoHa3071, IPOTUTPUOKOBUY 3acib Kiacy Tpuas3oiiB. [IepBUHHUM MeXaHi3MOM MOT0
mil € mpurHidyeHHs rpubKoBoro 14-anbda-1aHOCTEPOI-IEMETHUTIOBAHHSI,
oIrmocepegKoBaHOTro HuToxpoMoMm P450, 1110 € HEBim'€MHUM eTaroM 0i0CUHTE3Y
rpuOKOBOT0O eprocTepony. AKymynsiis 14-anbda-MeTHUII-CTEPOJIiB KOPETIOE 3
TTOJaJIbIIOI0 BTPATOIO0 €ProCcTePONy MeMOpaHoio rpuOKOBO1 KIIiTUHU Ta MOXKe
BimoBigaTH 3a NPOTUTPUOKOBY aKTUBHICTH (QIIyKOHA3051y. OITYKOHA30JI € OiIbII
CeJIeKTUBHUM [0 rpubKOBUX pepMeHTiB uToxpomy P450, HiXK [0 pisHUX cuCTEM
(pepmenTis nutoxpomy P450 ccaBiis.

3acTtocyBaHHSA (HIyKOHa305y y #o3i 50 Mr Ha go0y npoTsarom 28 OHIB He BIIJIMBA€E Ha
piBEHb TECTOCTEPOHY Yy MJIa3Mi KPOBi y 40JIOBiKiB a00 Ha piBeHb €HIOTE€HHUX CTEPOIiB
y XKIiHOK penpoayKTUBHOTO Biky. ®nykoHa30n y mo3i 200-400 Mr Ha go0y He IPOSIBIISE
KJTIHiYHO 3HaAYyIIOT0 BILJINBY Ha PiBeHb €eHOOTEHHUX CTEPOiNiB abo Ha BiANOBiObL Ha
CTUMYIISIIiI0O afpeHOKOPTUKOTponHOTO ropMoHy (AKTI) y 3mopoBux moOGpPOBOJIBIIIB
40JIOBiYOl CTaTi.

IocmigKeHHs B3aEMOil 3 aHTUIIPUHOM IIPOAEMOHCTPYBaJIH, M0 3aCTOCyBaHHA 50 Mr
dbnykoHa3omy pa3oBo abo 6araTopa3oBO He BIIJINBAE HAa MeTa0O0JIi3M aHTUITIPUHY.



YyTnuBiCTE in Vitro

®nykoHa3011 in vitro meMOHCTPY€E NPOTUTPUOKOBY aKTUBHICTH 1110110 BumiB Candida, 1110
3ycTpivaloThCs HandacTime (Bkmoudatouu C. albicans, C. parapsilosis, C. tropicalis).
C. glabrata peMOHCTPY€E 3HUXKEHY YYTJIUBICTh OO pIIyKOHaA301y, Toai AK C. krusei Ta
C. auris € pe3uCTeHTHUMU A0 QIYKOHA30IIy.

MiunimanbHi iHrioyrooui koHeHTparii (MIK) Ta enimemMionoriuie moporose 3HaYeHHS
srigao 3 EUCAST (ECOFF) ona ¢dnykoHazony mono C. guilliermondii Bullli, HiXK 11010
C. albicans.

Takoxk (IyKOHA3071 in vitro HEMOHCTPYE aKTUBHICTD AK npoTu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TPOTHY €eHOAEMIUYHUX TIIiCHSIBUX rpubiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta
Paracoccidioides brasiliensis.

B3aeM03B’s130K hapMaKOKIiHETHYHHUX Ta (apMaKOOUHAMIUYHUX BIAaCTHUBOCTEH

BigmoBigHO [0 pe3ybTaTiB OOCIIIAXKEeHb Ha TBapUHAaX, iICHY€E KOPesALisa Mix
MiHiMaIbHOIO iHTiIOYI04Y010 KOHIIEHTpPAlli€lo Ta e(peKTUBHICTIO MPOTH
eKCIIepuMeHTaJIbHUX Mofiejie MiK0o3iB, cnpuynHeHux BugamMmu Candida. BigmoBigHo mo
pe3yJbTaTiB KJIIHIYHUX OOCIIiAXKEeHb, ICHY€ JiHiliHa 3anexHicTh MixK AUC Ta 003010
dnykonazony (mpubnusno 1:1). TakoxkK iCHye mpsiMui, ajie HeIOCTATHiM 3B sI30K Mix
AUC abo 103010 Ta IMO3UTHUBHOIO KJIiHIYHOIO BiANOBIAAI0 Ha JIiIKyBaHHS OpPabHOTO
KaHOMO03y Ta MEHIIIO0 Mipoio - KaHguaeMil. AHAJIOTi4HO JIiKyBaHHSA iH(EKIIiH,
CIIPUYMHEHUX LITaMaMH, 00 AKUX (PJIyKOHA30JI JEMOHCTPY€E BUCOKY MiHiMalbHY
iHri0ylo4y KOHIIEHTPAllil0, € MEHII 3aJOBilTbHUM.

MexaHi3M Pe3uCTEeHTHOCTI

Mikpooprasidamu pony Candida 0eMOHCTPYIOTh YHCJIEHH]I MeXaHi3MU Pe3UCTEHTHOCTI
00 a30JIbHUX IIPOTUTPUOKOBUX 3ac06iB. ®IyKOHA30JI AEMOHCTPYE BUCOKY MiHiMaIbHY
iHribyrouy KOHIIEHTpAallil0 IPOTHU IITaMiB rpubiB, siKi MaloTh OOUH abo OinbIle
MeXaHi3MiB Pe3UCTEeHTHOCTI, 110 HeraTUBHO BIIIMBa€E Ha e(PEeKTUBHICTS in Vivo Ta B
KJTIHIYHIN ITPaKTHULI.

Y 3a3Buuail yytnuBux BUmiB Candida Hal9acCTillIUM € MeXaHi3M PO3BUTKY
PE3UCTEHTHOCTI, B SIKOMY 3afisiHi IIiIbOBi (pepMeHTH a30JIiB, BiAIIOBigasIbHi 3a
O0iocuHTE3 eprocTeposy. Pe3aucTeHTHICTh MOXkKe OyTH 0O0yMOBJIeHa MyTalliiMU,
ITOCUJIEHHSIM NPOOYKIIil (hepMeHTy, MexaHi3aMaMu e(III0KCY TiKapChKoro 3acoby abo
PO3BUTKOM KOMIIEHCATOPHUX LIJIAXIB.

[ToBimoMisiniu IPO BUMAAKM PO3BUTKY cynepiHdexkilil Candida spp., CHpAUYNHEHI
inmumu, HixK C. albicans, BugaMu, 1110 4aCTO MalOTh 3HUXKEeHY 9yTnuBicTh (C. glabrata)



abo € pe3ucTeHTHUMHU [0 GaykKoHa3ony (Hanpuknan C. krusei, C. auris). [Ins

JIIKYBaHHS TaKuX iHMEKITi# CJIil 3acCTOCOBYBATU albTePHATUBHI MPOTUTPUOKOBI

3aco0u.

MexaHi3MMu PE3UCTEHTHOCTI Ille He [0 KiHIs BUBYEHI B IesIKNUX IPUPOOHO CTINKUX (
C. krusei) aboo HoBux (C. auris) sunis Candida.

KouTtponbHi Touku EUCAST (BigmoBigHO OO0 peKOMeHOallii EBPOIIENChKOT0 KOMITETY 3

OOCIIiA2KeHb YyTJIUBOCTI 10 aHTUMIKPOOHUX 3ac0o0iB)

Bbasyrouuncs Ha gocrnigKeHHi apMaKOKiHeTUYHOI/(apMaKoOnHaMigHO1 iHdopMaiiii,

YYyTJIMBOCTI in vitro Ta KJIiHi4HOI BiAnoBiAi, 0ys10 BU3HAYEHO KOHTPOJIbHI TOUKHU OJI

(pnnykoHaszomny ajsa MikpooprasnismiB pony Candida (CynpoBigHUMN PO3’sICHIOBAJIbHUN

nokyMeHT EUCAST pns dnykora3zony (2020) - Bepcis 3; €EBponeUCchbKUY KOMITET i3

OOCJIiAXKEeHb YyTJIUBOCTI 10 aHTUMIKPOOHUX 3ac0o0iB, MpoTUTrpuOKOBi 3acobu, Tabmuili

KOHTPOJIBHUX TOYOK 1s inTeprnpertatil MIK, Bepcis 10.0, HabyB unHHOCTI 04.02.2020

p.). BoHu O6ynu po3mnopineHi Ha KOHTPOJIbHI TOYKHM, 1110 He MOB’sI3aHi 3 TEBHUM BUIOM,

sIKi OiJIBIIIOI0 MipOI0 BU3HAYAJIMCS Ha OCHOBI (hapMaKoOKiHeTUYHOI/hapMaKoOuHAMidHOI

ingopmariil i He 3ayezkasyu Bifl PO3MOMily Ha MEBHi BUAY 3a MiHiMaIbHOIO iHTiOyI0YO0I0

KOHIIEHTpPAIli€l0, Ta Ha KOHTPOJIbHI TOYKM, OB’ sI3aHi 3 IIEBHUM BUOM, 110 HaW4dacTille

acolriroroBanucs 3 iHpeKIiaMu y moauHu. L[i KOHTPOIbHI TOYKK HaBeOeHi HUXKYe.

. , . Konmpob-
KoHmpoabHI mouKu, no8’A3aHi 3 neBHUM 8UOOM .
Hi MOYKU,
S</R>ywme/n He
IIpomu- noe’ A3aHi
epubkosul 3 NesHUM
3aci6 sudom?
Candida|Candida Candida |Candida|Candida Candida
albicans|dubliniensis|glabrata |krusei |parapsilosis|tropicals S=/R>y
Me/n
dnykoHa3oi|2/4 2/4 0,001*/16 o - |2/4 2/4 2/4

S - yyTnuBUY;

R - pe3ucTteHTHUY;

O - KOHTPOJIbHI TOYKH, 1110 He IT0B’sI3aHi 3 IIEBHUM BUAOM, SIKi OiJIbII0I0 MipOio

BH3HaYa/JKUCsd Ha OCHOBI (hapMaKOKiHETHUYHOI/(hapMaKOAMHAMIUHO] iHpopMaliil i He

3ajexaThb Bif pO3IOMIisy Ha IMeBHiI BUOM 3a MiHiMalIbHOIO iHTiIOYI0Y0I0 KOHIIEHTPAIII€O0.




Ix gocnmigKyBanu nuille y MiKpoOpraHisMiB, y SKHUX He iCHye crenudigHoi KOHTPOJIBHOI
TOYKU;

e - — JOCJIIAKEHHS YYTJIUBOCTI HEe PEKOMEHO0BaHi, OCKIJIbKM OaHUU BUI HE € METOI0
JIIKapChKOI Tepartii;

* ¥Yci nokasuuku C. glabrata B kateropil I. MIK npotu C. glabrata cnip olliHioBaTH SIK
PE3UCTEHTHI, KOJIU BOHU nepeBulllyioTh 16 mr/n. Kateropisa gwyrtnusocTti (= 0,001 mr/m)
BUKOPUCTOBYETLCS JTUIIIE IS 3aro0iraHHs ITOMUJIKOBOI Kiacudikariii mramis I sk
mTaMiB S. I - 9yTIUBUYA 3a YMOBM ITiABUIIEHOl €KCIIO3UIlil: MiKpOOpPTraHi3M HaJlIeXKUTh
OO0 KaTeropil «4yTIUBUM 3a YMOBU MiIBUIIIEHOI €KCIIO3Ullii» y pa3i, KoIu iCHye BUCOKA
VMOBIPHICTh TEPAIEBTUYHOTO YCIIiXy, OCKiJIbKM €KCIO3UIlis TiKapChKoro 3acoby Oyma
30i7IbIIIeHa 3a paXyHOK KOPeKIil pexXuMy Oo3yBaHHSA a00 MOoTro KOHIIEHTpallil y
BOTHHUIII iHeKITil.

dapmaKoKiHemuKa.

dapMaKOKiHETUYHI BIaCTUBOCTI PIIYKOHA30J1y € MOAIOHUMU ITPU BHYTPIITHEOBEHHOMY
1 IepopaJIbHOMY 3aCTOCYBaHHI.

AGcopbiiist

®nykoHa3071 mobpe BCMOKTYETHCS ITPU IIEPOPaIbHOMY 3aCTOCYBaHHi, a piBeHb
Imperapary y Ijia3Mi KpoBi i cucTteMHa 6iogoCTyIHiCTh mepeBullyioTh 90 % piBHS
(bnnykoHa3o0my y maa3Mi KpPOBi, 10 AOCATAETHCA IPU BHYTPIIITHBOBEHHOMY BBEOEHHI
npenapaty. OgHOYacHe BXKHWBaHHS 1Ki He BIIJIMBAa€ Ha BCMOKTYBaHHS IIpemnapary IIpu
MOro ImepopajabHOMY 3acTocyBaHHi. [IlikoBa KOHILIEHTpAllis y jIa3Mi KPOBi JOCATa€EThCS
yepe3s 0,5-1,5 roguHu micnsg npuroMy Ipenaparty HaTinecepiie. KoHlleHTpallis
npemnapary y Ijla3Mi KpoBi ITponopiiiiHa no3i. PiBHoBaxkHa 90 % KOHIIEeHTpallisd
pocsaraeTbecs Ha 4-5 moOy JliKyBaHHS ITpenapaToM IIpu 6araTopa3oBOMY 3aCTOCYBaHHI
1 pa3 Ha moOy. PiBHOBaxkHa KOHIIeHTpallis Ha piBHI 90 % mocssraeThCs Ha OPYTUM IeHb
JIIKYBaHHS ITPY 3aCTOCYBaHHI y IepIIui IeHb HaBaHTaXKyBaJIbHOI O3, 110 BABiUi
IepeBUITYy€E 3BUYaNHy JOOOBY HO3Y.

Poz3mnonin

O6’eM po3nopiny npubIU3HO NOPiBHIOE 3arajbHOMY BMIiCTy PiIMHU B OpraHi3Mi.
3B’s13yBaHHS 3 OimKaMu Ij1a3Mu KpoBi HU3bKe (11-12 %).

®dnykoHa3on mobpe MPOHUKAE B YCi MOCHiIXKyBaHi piguHu opraHiamy. PiBeHb
(brykoHa305y y CIMHI Ta MOKPOTHHHI € MOAiIOHUM [0 KOHIIEHTpallil mpenapary y
IJ1a3Mi KpoBi. Y mallieHTiB, XBOPUX Ha TPUOKOBUM MEHIHTIT, piBeHb QIIYKOHA30Jy Y
CIIMHHOMO3KOBIi# piguHi mocsirae 80 % KOHIIeHTpallil y Ija3Mi KPOBi.



Bucoki KoHIIeHTpallil GpIyKOoHa30y y IIKipi, 10 IIePEeBUINYIOTh CUPOBATKOBI,
OOCATal0ThCS Yy POrOBOMY Illapi, emigepMici, gepMi Ta noti. ®1yKoHa30751
HaAKOIIMYYETHCSA Y poroBomy Iapi. [Ipu 3acTocyBaHHi go3u 50 Mr 1 pa3s Ha mo0y
KOHIIeHTpalis (payKoHa3o0my miciasd 12 OHiB niKyBaHHS CTaHOBHUIJIA /3 MKT/T, a yepe3 7
IOHIB IiCJIs 3aBepIleHHs JIIKyBaHHS KOHIIEHTpallis Bce 1e cTaHoBuia 5,8 MKr/r. Ilpu
3acTtocyBaHHi go3u 150 mMr 1 pa3 Ha TUXKAEHb KOHIIEHTpalisa GIyKOHa30JIy Ha 7-U JeHb
JIIKyBaHHS CTaHOBUIa 23,4 MKT/T; 4epe3 7 OHIB IIiCISA 3aCTOCYBaHHSA HACTYIIHOL JO3U
KOHIIEHTpallisd BCe IIe cTaHoBumna 7,1 MKr/r.

KonueHnTpanis gpiykoHa3omny y Hirrax micns 4 micanis 3actocyBaHHa 150 mr 1 pas Ha
TUKOEeHb cTaHOBUA 4,05 MKT/T y 3M0poBUX A0OPOBOBIIB Ta 1,8 MKT/T ipu
3aXBOPIOBaHHSIX HIrTiB; QpJIyKOHa30J1 BU3Ha4YaBCs y 3pa3Kax HirTiB yepe3 6 MicsIIiB
IiCJIs 3aBePILIEeHHS Teparril.

BioTrpancdopmairis

®dnykoHa3on MeTabosi3yeThCsI HE3HAUHOIO Mipoto. [Ipu BBeeHHi 0031, MidyeHol
pamioakTUBHUMU i3oTonamu, nuiie 11 % GpaykKoHa3071y eKCKPETYETHCS 3 CEYEl0 ¥
3MiHeHOMY BUrnsafgi. ®1yKoHa30J € ToOMipHUM iHTibiTOopoM i3opepmenTiB CYP2C9 Ta
CYP3A4, a TakOX IOTYKHUM iHTiGiTOpOM i30pepmenty CYP2C19.

BuBepgeHHs

[Tepion HamiBBUBeOeHHS (JIyKOHA30J/Iy 3 MJjIa3MU KPOBi CTaHOBUTH O0/113bK0 30 rOOuH.
binpmra yacTuHa npemnapaTy BUBOOUTHCA HUPKaMu, mpudoMy 80 % BBegeHOl 403U
BUSIBIISIETHCSA Y Cedi y He3MiHeHOMY cTaHi. KimipeHc (GpyKOHa30/1y IPONOPLiNHUMN OO
KJIipeHCy KpeaTuHiny. LIupKysmoodnx MeTabOoJIiTiB He BUSIBIIEHO.

TpuBanuu nmepion HaNiBBUBEOEHHS IIpenapary 3 IJIa3MU KPOBi Ja€ MOXKIIUBICTh
Pa30BOro 3aCTOCYBaHHA IpellapaTy IPU BariHaJIbHOMY KaHOXWO031, a TaK0OXK
3aCTOCyBaHH4 Ipenapatry 1 pa3 Ha TUXKOEeHb IPU IHIINX IOKa3aHHAX.

HupkoBa HEJOCTATHICTD

Y naiieHTiB i3 HUPKOBOIO HEJOCTATHICTIO TAXKKOIO CTYIeHs (IMIBAOKICTh KITyOOUYKOBOI
dinbTpanii < 20 Mi/xB) nepion HamiBBUBeAeHHS 30inbiryeThcsa 3 30 TOOUH OO

98 roguH. ToMy 1itt KaTeropil malieHTiB He0OXimMHO 3MEHIIUTH 03y (PIIYKOHA3O0IY.
®yKOHa30JI BUBOOUTHCS IIIJIIXOM I'eMOfiasi3dy, Ta MEHIIIO MipOi0 - IIIAX0M
IHTpanepuTOHeanbHOT 0 aianidy. CeaHc remMopiani3dy TPUBaIICTIO 3 TOOUHU 3HUXKYE
piBeHb QIIYKOHA30JIy y mna3Mi KpoBi mpubnausxHo Ha 50 %.

JlakTaniga



KonnenTpartil ¢yKoHa30/1y y ma3Mi KpoBi i MaTepUHCHKOMY MOJIOL BIPOOOBXK 48
TOOMH ITiCJIS IIPUHOMY OOHOPa30Bol fo3u 150 Mr npenapaty OIyKOHA30JI OL[iHIOBAJIMN Y
x0pni papMaKOKIiHETUYHOIO JOCIIOXKEHHS 3a y4acTio 10 XiHOK y IIepiofi ronyBaHHS
TPYOOI0, IKi TUMYacoBO abo0 MOCTIMHO NIPUIIMHUIINA I'OAyBaTH CBOIX HEMOBIIST T'PYAMIO.
Y maTepuHCBKOMY MOJIOLi (hIyKOHA30JI BUSABUIN Y CEPENHINM KOHIIEeHTPallil TpuOIU3HO
98 % Bipm TOI, IIIO BiA3Ha4asnu y naa3Mi maTtepi. Yepe3 5,2 roOOUHU TiCIII IPUUOMY O03HU
cepefHs MiKoBa KOHIIEHTpAllisl Y MaTEPUHCHKOMY MOJIOLI CTaHOBHUa 2,61 Mr/m.
ITob6oBa mo3a (p1ykKoHa301/1y, OTpUMaHa HEMOBJISIM 3 MaTEPUHCHKOT0 MOJIOKA (SKIIIO
MIPUNHSATYU CEPEIHE CIIOXKUBAHHS MoOJIoKa 3a 150 Mi/kKr/moby), po3paxoBaHa Ha OCHOBI
cepemHbOl MiKOBOI KOHIIEHTpAllil y MOJIo1li, 110 mopiBHioe 0,39 Mr/Kr/mo0y, CTaHOBUTH
npubnusxo 40 % Big mo3u, peKOMEeHI0BaHOI HOBOHAPOIXKEHUM (BiKOM < 2 THUXKHIB),
a6o 13 % Bim mo3u, peKOMEeHA0BaHOl HEMOBJISITAM [JI5 JIIKyBaHHS KaHOUI03Y CJIM30BUX
000JIOHOK.

iT;

IMani 3 papmakokiHeTuku Oysnu ouiHeHi y 113 miTeu mig wac 5 mocmigXKeHb: 2
OOCITiIKEeHHS Pa30BOT0 3aCTOCYBaHHS, 2 OOCIigXKeHHSI 6araTopa3oBOro 3aCTOCYBaHHS
Ta 1 gocmiaKeHHs HeOOHOIIIEHUX HOBOHAPOOXKEHUX.

[Ticnsa BBemeHHS 2-8 MI/KT (hJIyKOHA30J/Iy OiTsIM BiKoM Bifg 9 micaniB mo 15 pokis AUC
cTtaHoBuJIa 6/1u3bK0 38 MKr*roma/miu Ha 1 Mr/kr mo3u. ITicis 6araTopa3oBOro
3aCTOCyBaHHS CepeQHil mepioq HamiBBUBeOeHHS (QIYKOHA30JIy 3 MJIa3MU KPOBI
BapitoBaBcs Mixk 15 Tta 18 rogmaamu; 06’eM posnofginy ctaHoBuB 880 MJi/Kr. Binbii
TPUBAJINU IIepiod HAIliBBUBEAEHHS 3 MJIa3MHU KPOBI, 110 CTAHOBUB IIPUOIU3HO 24
roguHu, OyB IIiC/Is pa30BOT0 3aCTOCyBaHHS (pryKoHa3o0iy. Llei moKa3HUK €
CIIIBCTaBHUM 3 IE€PiOOM HamliBBUBEOEHHS (PJIyKOHA30JIy 3 IMJIa3MHU KPOBI IIiCIa
Pa30BOro 3aCTOCYBaHHSA A03U 3 MI/KI BHYTPIILIHBOBEHHO AiTAM BikoM Bixg 11 mHiB go 11
MicsauiB. O6’eM PO3MOAiNTY y MALi€HTIB 1i€l BIKOBOI Pyl CTAHOBUB OJIN3bKO

950 mn/Kr.

IocBig 3acTocyBaHHS (PJIyKOHA30/Ty HOBOHAPOOXKEHUM 00MEXKYETHCS
(bapMakOKiHETUYHNMH OOCITIAXKEHHAMU 12 HEJOHOIIEHUX OiTel i3 TepMiHOM recTaiiil
nmpubnu3Ho 28 TuxkHiB. CepenHil BiKk OUTUHU IIPU BBEJIEHHI MepPIIol 103U CTaHOBUB 24
roguHu (Bim 9 mo 36 roguH); cepenoHs Maca Tijla Ipu HapoOXKeHHi ctaHoBuiaa 900 r
(Big 750 mo 1100 r). I 7 mallieHTiB IPOTOKOJI AOCIiAXKeHHs 0yJ10 BUKOHAHO.
MakcuMyM 5 BHYTPIIIHBOBEHHUX iH €KL (IIYKOHA30J1y y J031 6 MI/KI BBOOUJIA KOXKHI
72 roguHu. CepenHin nepion HalliBBUBeOeHHs CTaHOBUB 74 roguuu (44-185) y
MepIIu OeHb, ToTiM 3HU3uBCSA A0 53 roguH (30-131) Ha 7-1 meHb Ta 00 47 (27-68) Ha
13-1 mensb. ITnoia mig KpuBoio (MKr*rogus/mi) ctaHoBuna 271 (173-385) y nepiauu
neHb, 30inbmmunacs oo 490 (292-734) Ha 7-# geHb, noTiM 3HU3UIacSa no 360 (167-
566) Ha 13-t genb. O6’em po3mnominy (Mi/Kr) cranoBuB 1183 (1070-1470) y nepimit



neHb, 30inbiryBaBcst 0o 1184 (510-2130) Ha 7-# meHb Ta mo 1328 (1040-1680) Ha 13-i1
OEeHb.

ITamieHTH TITHBOTO BIKY

dapMaKOKiHETUYHE OOCIiAXKEHHS IIPOBOAUIIN 3a y4acTio 22 HallieHTiB (BiKOM Bifg 65
POKiB), siKi 3acTocoByBanu 50 Mr ¢gykoHa3ony nepopaibHo. 10 maIfieHTiB 0MHOYaCHO

3aCTOCOBYBAJIU HiyPETUKMU. Cm  CTAHOBMIIA 1,54 MKr/MJI Ta gocsirajiacs IpPOTSTOM

1,3 rogurM micnsa 3aCTOCYBaHHE;{ dnykonazony. Cepenusa AUC cTtaHOBHUIIA
76,4+20,3 mrr*rog/min. CepegHiu mepioq HamiBBUBeOeHHA - 46,2 rogunu. Lli
(bapmMakoOKiHETMYHI MOKa3HUKHU € BUIIIUMMU IIOPIBHAHO 3 @HAJIOTIYHUMH y 3TOPOBUX
DoOPOBOIBIIB MOJIOANIIOTO BiKy. OQHOYaCHe 3aCTOCYBaHHS [OiypeTUKiB He MaJjio

3HAYHOI'O BIJIUBY Ha Cm L Ta AUC. Takox KilipeHC KpeaTuHiny (74 MI1/XB), BiOCOTOK

bnykoHaszony, 1o eKCKpgTy'BaBCH i3 ceuero y He3aMiHeHoMY Burmisami (0-24 rogusw,

22 %), Ta HUPKOBUU KitipeHC prykoHa3omy (0,124 Mi/xXB/KT) y Ialli€eHTiB JaHOl BiKOBO1
rpynu 0yau HUKYKUMM, Hi’K aHaJIOTiYHi MOKa3HUKU Y MOJIOOIINX HOOPOBOIBIIIB. ToMy
3MiHU (papMaKOKIiHETHUKH y IAlli€HTIiB JIITHBOTO BiKy, OUEBHUAHO, 3ajieKaTh Bif

rmapaMeTpiB QyHKITiil HUPOK.
IToka3zaHHsA

®nyKoHa30J1 MOKa3aHUM OJIs JTiKyBaHHS TaKUX PUOKOBUX iH(GEKIIiN y mopocnux (OuB.
po3min «®apMaKOJIOTiYHiI BIaCTUBOCTI»):

e KPUNITOKOKOBUU MEHIHTIT (OuB. po3min «OCoBIUBOCTiI 3aCTOCYBaHHS»);

e KOKIIUMi01m03 (AuB. po3min «OcoOIUBOCTI 3aCTOCYBAHHS»);

e iHBA3MBHI KaHOUOO3MU;

e KAQHOUIIO3U CIIM30BUX 000JIOHOK, BK/IIOYAIOUYM KaHOUI03 POTOTJIOTKY Ta KaHOUI03
CTPaBOXOy, KAHOUOYPisA, XPOHIYHUN KaHAUIO3 IIKipHU i CITU30BUX 000JIOHOK;

e XPOHIUHUM aTPOPiYHUN KaHOMUO03 POTOBOI ITOPOKHUHY (KaHOUI03, CIPUIYMHEHUN
BHKOPUCTAHHSAM 3yOHUX MPOTE3iB) IIpu HeeeKTUBHOCTI TirieHu poTOBOI1
MMOPOKHUHU ab0 MiclleBoi Teparrii.

®nykoHa30/1 MOKa3aHUM AJid IPOQiTaKTUKKU TaKMX 3aXBOPIOBaAHb Yy HOPOCIIUX SK:

e PelUauB KPUIITOKOKOBOI'O MEHIHTITY y IAlli€HTiB 3 BUCOKUM PU3UKOM HOI'0
PO3BUTKY;

e peluauB KaHOUA03y POTOTIIOTKM ab0 cTpaBoxony y namieHTiB 3 BIJI 3 BUCOKUM
PU3UKOM UOT0 PO3BUTKY;

e IpodiakKTKa KaHOUOO3HUX iH(MEKIIN Y MalliEHTIB i3 TPUBaJIO0 HEUTPOIEHIEIO
(HampuKIaz IMalli€HTiB 3i 3T0AKICHUMH 3aXBOPIOBAaHHSAMHU KPOBI, IKi OTPUMYIOTh
xiMmioTeparrito, abo mallieHTiB IpY TPaHCIJIAHTAlIlil TEMOIIOETUYHUX CTOBOYPOBUX
KIIiTUH) (ouB. po3min «®apMaKoOIOridHi BTaCTUBOCTI»).



®dykKoHAa30JI MOKa3aHUM OiTAM Bil HAPOOXKEHHS OJI1s JIIKYyBaHHS KaHOUOO031B CIU30BUX
000JI0HOK (KaHOMO03 POTOTJIOTKH, KaHANI03 CTPABOXO0Y), iHBA3UBHUX KaHOUI03iB,
KPUIITOKOKOBOTO MEHIHTITY Ta [AJI1d IPOoPiTaKTUKU KaHOUOO3HUX iHPEKIIiN y Halli€HTiB
31 3HMXKEHUM IMyHIiTeTOM. [IpenapaT MOXKXHa 3aCTOCOBYBaTH SK IIIATPUMYBAJIbHY
Teparlliio AJjisd NonepenXKeHHsI peluauBY KPUIITOKOKOBOTO MEHIHTITY y OiTeu i3
BHUCOKUM PU3UKOM HMOT'0 PO3BUTKY (AUB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHS»).

Teparito npenapatoM ®IyKOHA30J1I MOXKHA PO3MIOYUHATU OO OTPUMaHHSA pe3yJibTaTiB
KyJIbTypaJbHUX Ta iHIIMX JTab0paTOPHUX AOCIiAXKEeHb; OOQHAK IIiCJIs OTPUMaHHS
pe3yibTaTiB MPOTUIHGPEKIINHY Tepalliio CJIif CKOPUTyBaTH BiAIOBIAHUM YHHOM.

IIporunnoka3aHHs

e l'imepuyTnuBicTh o GIyKOHA30JIy, iHIINX a30JIbHUX CIIOJIYK abo0 A0 Oyab-IKoi 3
OOIIOMIKHUX PEYOBUH IIpelapaTy, 3a3HadyeHux y po3aini «Ckiam».

e OgHO4YacHe 3aCTOCyBaHHSA (IIYKOHA30/Iy Ta TepdeHaguHy MalieHTaM, AKi
3acCTOCOBYIOTH (psiyKoHa301, OaraTopa3oBo y mo3ax 400 mr/moOy Ta Buillle (3TigHO 3
pe3ynbTaTaMM OOCITiIXKEeHHS B3a€EMOil 6araTopa30BOro 3aCTOCYBaHHS).

e OgHOYAaCHe 3aCTOCyBaHHS (IIYKOHA30JIy Ta iHIINUX JTIKapChKUX 3ac00iB, II10
ogoBXKYyIOTh iHTepBan QT Ta MeTabo0i3yI0THCSA 3a JOIIOMOTr0i0 EPMEHTY
CYP3A4 (manmpukiafn Hu3alpuay, aCTeMi30ly, HiMO3UAy, XiHIAUHY Ta
epuTpoMinuny) (ouB. po3minu «OcobIMBOCTI 3aCTOCyBaHHSI» Ta «B3aeMomisa 3
IHIIMMY JTiKapChbKUMH 3aco0aMu Ta iHIIi BUOW B3aEMOII»).

B3aemogisi 3 iHIIMMH JTiKapChbKHMH 3aco0aMH Ta iHIIi BHIH B3a€Moail

[IpoTunoOKa3aHe CyMiCHe 3aCTOCYBaHHS (IIYKOHA30JY Ta HMXXK4Ye3a3HadyeHHuX

JIIKapChbKUX 3aC00iB

[uzanpud: MOBiHOMJISIJIN IIPO PO3BUTOK IMOOIYHUX peakiliti 3 60Ky cepliisi, Y TOMY YHCITi
IIPO TapOKCU3MaJbHy LUIIYHOYKOBY TaXiKapAilo TUIY «IIIpyeT» y IAlll€HTIB, Kl
OOHOYACHO 3aCTOCOBYBasu (PJIyKOHaA30J Ta nqu3anpun. KoHTponboBaHe OOCITiAXKEHHSI
ITPOOEMOHCTPYBAJIO, 1110 ogHoYacHe 3acTtocyBaHHS 200 Mr ¢piykoHa3ony 1 pa3 Ha moby
ta 20 Mr nu3anpuny 4 pa3u Ha 000y IIPU3BOAUIIO 0 3HAYHOTO ITiABUILEHHS PiBHS
nU3anpuny y mjaa3Mi Kposi Ta 0o rnogoBXkeHHs iHTepBany QT. OgHoyacHe
3acToCyBaHHS (PJIyKOHA30JIy Ta IU3aIlpUOy IIPOTUNOKa3aHe (OUB. PO3Mis
«I[IpoTunioKka3zaHHI»).

TepeHaOuH: yepe3 BUIIAAKU PO3BUTKY TSXKKUX CEPLEBUX apUTMil, CHPUYMNHEHUX
nopoBxkeHHSAM iHTepBaly QTc, y mamieHTiB, gKi 3aCTOCOBYBaJId a30JIbHI
MIPOTUTPUOKOBI TiKapCchKi 3aco0u ogHOYaCHO 3 TepdpeHanmHoM, OyIu NpoBedeHi
OOCHII>KeHHs B3aeMOoil IIUX ImpernapartiB. Y Xo/i OgHOT0 OOCHiIXKEeHHS ITPU



3acTocyBaHHi GiykoHa305y y mo3i 200 Mr Ha mo0y He 0yJI0 BUSIBJIEHO MOOBXKEHH S
iHTepBany QTc. IHIlle moCimKeHHS IPU 3aCTOCYyBaHHI QIyKoHa30iy y go3ax 400 mr
Ta 800 Mr Ha moOy IPOOEMOHCTPYBAJIo, 0 3aCTOCyBaHHA (GIyKOHa30/y y mo3ax 400
MT Ha moOy abo BHUIlle 3HAYHO ITiOBUIIYE PiBeHb TeppeHaauHy y n1a3Mi KpoBi mpu
OOHOYACHOMY 3aCTOCYBaHHI 1Iux npemnapartiB. CyMicHe 3acTOCyBaHHS (QIIYKOHA30Jy y
no3ax 400 mr a6o Buille 3 TepheHaanHOM IPOTUNOKa3aHe (OUB. PO3Min
«IIpotunoka3anHs»). [Ipu 3acTocyBaHHi prykKoHa301y y mo3ax Hux4de 400 Mr Ha moby
OOHOYACHO 3 TeppeHaguHOM CJIifl IPOBOOUTH PETEIbHUU MOHITOPUHT CTaHY IalliEHTA.

Acmemi3oa: CyMiCHe 3aCTOCyBaHHSA (pJIYyKOHA30J/Iy Ta aCTEMi30JIy MOXKe 3MEHIIUTHU
KJlipeHc acTteMizoiny. COpuYMHEHE IIUM ITiABUILEHHS KOHIIEHTPallil acTeMi30ny y
IJ1a3Mi KpOBi MOXKe IIPU3BECTU A0 NOoA0oBXKeHHs iHTepBany QT Ta y piakicHUX
BUIIafKaX - 00 NapOKCU3MaJIbHOI IITYHOYKOBOI TaxXiKapAil Tumy «mipyeT». OgHO4YacHe
3acTOCyBaHHS (PJIyKOHA30JIy Ta aCTeMi30Jly IpOTUIIOKa3aHe (OUB. PO3Min
«[TpoTUIIOKa3aHHSI»).

ITimo3u0 ma xiHiOuH: cyMicHe 3acToCyBaHHS (QIIYKOHA30JIy Ta IIiMO3uny abo XiHiouHy
MO2Ke ITPU3BOOUTHU [0 MPUTHIYeHHS MeTabomiaMy niMmo3uay abo XiHiguHy, xo4a
BiITIOBIHUX MOCJIiIKEHB in vitro Ta in vivo He mmpoBoaunu. [TigBuilleHHS KOHIeHTpallil
mimMo3uay abo XiHImWHY y I1a3Mi KPOBi MOXKe CIPUYUHSTU ITOA0BXKEeHHs iHTepBany QT
Ta Y PiAKICHUX BUIIaAKaX - IPU3BOAUTU OO0 PO3BUTKY MAapPOKCU3MaIbHOI IIJTYHOYKOBOI1
Taxikapmil Tumny «mipyeT». OgHOYaCHe 3aCTOCyBaHHSA (hJIIyKOHA30JIy Ta I1iMo3ugy abo
XiHIOMHY DPOTUIIOKa3aHe (gquB. po3ain «I[IpoTunoka3zaHHa»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHS €PUTPOMIIIMHY Ta QIIYKOHA30JIy MOXKe
MIPU3BOOUTHU [0 ITiOBUIIIEHHS PU3UKY PO3BUTKY KapOiOTOKCUYHOCTI (TOOOBXKEHHS
inTepBany QT, nmapokcu3MasibHa LHIJIYHOYKOBA TaXiKapnisa TUIY «IipyeT») i, IK
HACJIiOOK, O PaIlTOBOI CeplieBOi cMepTi. 3acToCyBaHHS KOMOiHaIlil ITUX JTiIKapChbKUX
3aco0iB mpoTuIioKka3aHe (OuB. Po3min «IIpoTumoKa3aHHsI»).

He peKoOMeHOYy€eThCsI OHOYAaCHE 3aCTOCYBaHHA (PJIYKOHA30/1Y Ta HHUXKYe3a3HadYeHuX

JIiIKapChbKUX 3aC00iB

I'anoppaHmpuH: GIyKOHA30JI MOXKE CIIPUYNHUTHU IMiOABUIIEHHS KOHIIEHTPAIIil
rajopaHTPUHY y IJ1a3Mi KPOBi 3a paxyHOK npurHiueHHsa CYP3A4. OgaogacHe
3aCTOCYBaHHS IIMX JTiKapPChKUX 3aC00iB MO2Ke MPU3BOOUTH [0 MiABUIIEHHS PU3UKY
PO3BUTKY KapAiOTOKCUYHOCTI (MogoBxKeHHd iHTepBany QT, mapokcu3sManbHa
IIJTYHOYKOBA TaxXiKap[is TUNY «IIipyeT») i, 1K HACIioK, O PalTOBOl CepPIlieBOl CMEPTi.
Crninm yHHUKaTU 3aCTOCyBaHHS KOMOiHaIll 1IMX JTiIKapChKUX 3ac00iB (QUB. po3ain
«OCcOoOIUBOCTi 3aCTOCYBAHHS»).

CyMicHe 3acToCcyBaHHS (GJIYKOHA30IY Ta HUXKYe3a3HaYeHUX JIiIKapChKHUX 3aco0iB

BHUMarac o0epezxKHOCTi




AmioOapoH: omjHOYaCHE 3aCTOCYyBaHHS (PJIyKOHA30JIy 3 aMiogapOHOM MOXKe IIPU3BECTH
oo rogoBxkeHHs iHTepBany QT. ®mykKoHa30J1 ciif 3 00epexkHiCTI0O 3aCTOCOBYBATH
pa3oMm 3 amiomapoHOM, 0COOIMBO Y pa3i Mpu3HaYeHHS BUCOKOIL A03U (QIyKOHA30JIy
(800 Mr).

CyMicHe 3acTocyBaHHS (BJIYKOHA30Y Ta HHXKYe3a3HaYeHUX JIiIKapChbKHUX 3aco0iB

BUMAara€ o0epekXHOCTi Ta KOPUTYBAHHS OO3U

Bnaus iHwux nikapcvKux 3acobis8 Ha ¢p1yKOHA30.1

[ocmigKeHHs B3a€EMO[il MPOOeMOHCTPYBalH, 110 IepopajlbHe 3aCTOCYBaHHS
(brykoHa30/1y ojHOYaCHO i3 BXKUBAHHAM 1XKi, TPUHOMOM UMETUANHY, aHTalUAiB abo
rmopasiblilie OIIPOMIHEHHS YChOI'O Tijla OJis IepecafKy KiCTKOBOI'O MO3KY He Ma€
KJIiHIYHO 3HAYyIIOT0 BIIJIMBY Ha abcopO1ito (GIyKoHa30ITy.

PugamniyuH: ogHOYACHE 3aCTOCYBaHHSA (hJIIyKOHA30JIy Ta pu(paMIIilnHy IPU3BOAUIIO
no 3aukeHHI AUC Ha 25 % Ta CKOpodyBaJio Iepiof HalliBBUBEeOEeHHS (PIIyKOHa30Jly Ha
20 %. Tomy Ois malli€HTiB, AKi 3aCTOCOBYIOTh PUMAMIIILINH, CIIig PO3TISHYTHU
OOLIIBbHICTE MiABUIIEHHSA O03U (PIIYKOHA3O0IIY.

I'iOopoxsaopomia3u0: y gocninKeHHi (papMaKOKiHETUYHOI B3a€EMO/il OHOYaCHE
OaraTokpaTHe 3aCTOCYBaHHS TigpOXJI0pOTia3uay 3mMOpPOBUM AOOPOBOIBIISAM, SIKi
oTpuMyBanu GIYKOHA30JI, HigBUINyBaio KOHIIEHTPaIlilo GIyKOHaA30/y y Ijla3Mi KpoBi
Ha 40 %. Taki mapamMeTpu B3aeEMO[il He BUMaraloTh 3MiH y peXXUMi JO3yBaHHSI
bnykoHa30my oS MalieHTiB, sIKi OTHOYaCHO OTPUMYIOTh CEYOTiHHI 3aco0u.

Bnaus ¢paykoHa3ony HA iHWI AiKapcbki 3acobu

®dnykoHazon € noMipauM iHri6iTopoM mutoxpomy P450 (CYP) isodpepmenTty 2C9 Ta
3A4. OnyKoHa30J1 € IOTYyKHUM iHTi6iTOpOM i30pepmenTy CYP2C19. Ha gomaTok Oo
CIIOCTEPEeXKYyBaHUX/OOKYMEHTaIbHO HiATBEPAKEHNX B3a€EMOIN, 1110 ONMCaHl HUXK4e,
IIPY OOHOYAaCHOMY 3aCTOCYBaHHI i3 (PJIyKOHa30JI0M iCHY€ PU3UK HiABUILIEHHS y IIJ1a3Mi
KPOBi KOHIIeHTpallill iHIINX COONYK, 110 MeTabomnidyioTbcss CYP2C9, CYP2C19 Ta
CYP3A4. Tomy 3acTOCOBYBaTH TaKi KOMOiHaIlil mperaparTiB ciif 3 00epeKHiCTIO; TIpU
IIbOMY HeOOXiTHO peTebHO CIIOCTepiraTu 3a CTaHOM TallieHTiB. [IpurHidyyBanbHa His
dbnykoHazony Ha ¢hepMeHTU 30epiraeThCs MPOTIrom 4-5 mib micist Horo 3aCTOCYBaHHS
Yy 3B’A3Ky 3 MOT0 TpUBAJIUM I1€piogoM HaliBBUBEOEeHHSA (OUB. PO3OiNI
«[TpoTUIIOKa3aHHI»).

Abpouumunib: pnykonazon (inriéitop CYP2C19, 2C9, 3A4) migBuIllyBaB €KCIIO3UIIiI0
aKTUBHOI YacTUHU aOporuTuHiOy Ha 155 %. [Ipu omHOYacHOMY 3aCTOCYBaHHI 3
(pr1yKOHa30J10M CJTifl BifKOPUTyBaTH A03y aOpPOLUTHHIOY BiAMOBITHO OO iHCTPYKIIil OIS
MEeOUYHOTO 3aCTOCYBaHHS aOpOIUTHHIOY.



AnvpeHmania: i 4ac OQHOYACHOT'O 3aCTOCYBaHHS anbheHTaHiTy ¥y fo3i 20 MKT/KT Ta
dbnykonazony y mo3i 400 Mr 30OopoBUM I0OPOBOJILISIM CIIOCTEPIrasocs IBOKpaTHEe

30inbmenHsa AUC, |, MoxkuBo, yepe3 iHrioyBanHs CYP3A4. Moxe OyTu HeoOXigHUM
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KOPUTYBaHHSA OO3U ajlbPeHTaHiny.

AmimpunmuniH, HopmpunmuiH: GIYKOHA30JI IIOCUIIIOE [if0 aMiTPUIITUIIIHY Ta
HOPTPUNTHUNIHY. PEKOMEHYETHCS BUMipIOBaTH KOHIIEHTPALlil 5-HOPTPUIITUITIHY Ta/abo
S-aMiTpunTHIIiHY Ha IMoYaTKy KoMOiHOBaHOI Teparrii Ta 4yepe3 1 TuXkaeHb. Y pasi
HeOoOXiOHOCTI CJIig BigKOpUTyBaTH O03y aMiTPUIITUIIHY/HOPTPUIITUIIIHY.

AmpomepuyuH B: omHOYaCHe 3aCTOCyBaHHSA (IIYKOHA30/y Ta aMdoTepunuHy B
iH(iKOBaHMM MHUILIAM i3 HOPpMaJIbHUM IMyHITETOM Ta iH(piKOBaHMM MUIIIaM 3i
3HU2KEHUM iMyHITETOM Aajio TaKi pe3yabTaTh: HEBEJIUKUU aJUTUBHUU
MPOTUTPUOKOBUM eheKT ITPu cucTeMHil iHdekirii C. albicans, BinCyTHICTh B3aEMOil
IpY BHYTPIIIHbOYEPEnHil iHpeKIIil Cryptococcus neoformans Ta aHTaAroHi3M ABOX
penapariB IIpu CUCTEeMHIiM iHpeKil Aspergillus fumigatus. KiiHidHe 3Ha4YeHHS
pe3ybTaTiB, OTPUMAaHUX Y X041 IIUX OOCIIiAXKEHb, HEBIIOME.

AHmukoaz2yaaHmMu: K i Ipu 3aCTOCYBaHHI iHIIMX a30IbHUX ITPOTUTPUOKOBUX 3aCO0iB,
IPY OOHOYAaCHOMY 3aCTOCyBaHHIi (pIyKOHa30J1y Ta BapdapuHy IOBIHOMIISIIN IIPO
BUIIAJKM PO3BUTKY KPOBOTEY (reMaToOM, HOCOBOl KPOBOTEYi, IIIITYHKOBO-KUIIIKOBUX
KPOBOTeY, reMaTypil Ta MeJleHU) y MOeAHaHHi i3 TOAOBXKEHHSIM IPOTPOMOiHOBOTO
yacy. [Ipu ogHOYacHOMY 3aCTOCyBaHHIi (pJIyKOHA30J/1y Ta BapdapuHy CIIOCTEpPIraaocs
OBOKpAaTHE MigBUILIEHHSA TPOTPOMOIHOBOTO Yacy, MMOBIpHO, BHACJIiHOK MPUTHIYeHHS
MeTabomniaMmy Bapdapuny depe3 CYP2C9. Criig peTenbHO KOHTPOIIOBATHU
MPOTPOMOIHOBHUI YacC y MAIli€HTIB, IKi OMHOYACHO 3aCTOCOBYIOTh KyMapHUHOBI
AHTUKOATyJISIHTH abo iHmaHemioH. Moxke O0yTu HeOOXimHOI KOPEKIIist MO3u
aHTUKOATyJIgHTAa.

BbeH3odia3eniHu kopomkoi 0ii, Hanpuk.i1ad mMi0a3041amM, mpua3oaam: IIPU3HaYeHHs
(pr1yKoHa305y micis mepopaabHOT0 3aCTOCYBaHHS Mifa30jiaMy IPHU3BOAUIIO OO
3HAYHOTO MigBHUINIEHHS KOHIIEHTpAallil Miga30jlaMy Ta [0 MOCUJIEHHS IICUXOMOTOPHUX
edekTiB. OgHOYACHe 3aCTOCyBaHHSA QIYKOHA305y y go3i 200 Mr Ta Migmasonamy y mo3i
7,5 MI mepopasibHO Npu3Boauso ao nigsuineHHsa AUC Ta mepiony HalliBBUBEOEHHS
Migasonamy y 3,7 Ta 2,2 pa3u BigmoBigHO. 3acTOCyBaHHA (QIyKOHaA30/y y go3i 200
Mr/goOy ta 0,25 Mr Tpumalonamy IepopaibHO ITpu3Bonuio mo nigsuileHHs AUC Ta
nepiony HamiBBUBEOEeHHSA Tpua3onamy y 4,4 ta 2,3 pa3u BignosigHo. [Ipu
OOHOYACHOMY 3aCTOCYBaHHI (JIyKOHA30JIy Ta Tpral30jiaMy CIIOCTepiraaocs
MIOTEHIII0BaHHS Ta IIPOJIOHTallid epeKTiB TprasomaMy. AKIIO Nali€eHTy, IKUU
IPOXOAUTH KYyPC JIIKyBaHHSA (PJIyKOHA30JI0OM, CJIif OMHOYACHO NPU3HAYUTHU TePaIlliio
OeH30mia3emniHaMu, MO3y OCTAHHIX CJIig 3MEHIIUTY Ta BCTAHOBUTHU HaJIeXKHUU HaTJISAM
3a CTAHOM IIalli€EHTa.



KapbamaszeniH: GnykoHa30J MpurHiyye metabosiamM KapOamMas3elliHy Ta CIPUYUHSIE
ITigBUIIIEeHHS PiBHSA KapOaMaseIiny B cupoBaTili KpoBi Ha 30 %. ICHye pu3UK PO3BUTKY
IIPOSIBiB TOKCMYHOCTI 3 60Ky KapOaMa3eliny. Moxke OyTu HeoOXimHUM KOPUT'YBaHHS
mo3u KapOaMaseIliHy 3ajie’KHO Bif piBHS MOro KOHIIEHTpallil Ta fil mpemapary.

biaokamopu kaavuiesux KaHanie: Oesiki aHTaroHiCTH Kablliio (Hibeounid, icpagumix,
aMJIoguITiH Ta denoguirin) metabonisyioThcsa hepmerTom CYP3A4. ®ykKoHA3011
MMOTEHIIMHO MOXKe ITiABUIITyBaTHU CUCTEMHY €KCIO3uIlif0 6JI0KaTOPiB KalbIliEBUX
KaHaiB. PeKOMeHOOBaHUM peTeJIbHUM MOHITOPHUHT IIIO[0 PO3BUTKY NOOIYHUX peakKIlii.

Ilesnekokcub: Tpu OMHOYACHOMY 3aCTOCyBaHHi ¢piykoHa3ony (200 mr Ha goby) Ta
1ienekokcuoy (200 mr) Cmax Ta AUC nenekokcu6y nigBuinryBanucs Ha 68 % ta 134 %
BigmoBigHO. [Ipy ogHOYaCHOMY 3aCTOCyBaHHI 11eJIeKOKCHUOYy Ta (QIIyKOHA30JIy MOXKe
OyTu HeoOXiTHMM 3MEHIIIEHHS 03U 11eJIEKOKCUOYy BABii.

Llukaogocgamio: ogHOYACHE 3aCTOCyBaHHSA MUKIodpochamiay Ta PpryKoHa30Iy
MMPU3BOOUTH IO ITiABUIIIEHHS PiBHS OinMipy0OiHy Ta KpeaTHHiHY B cupoBaTiii KpoBi. Li
ImperapaTy MOXKHa 3aCTOCOBYBaTH OJHOYACHO, ajie CJIi 3BaXKaTX Ha PU3UK
MMiaABUIIIEHHS KOHIIeHTpallil 0inipy0iHy Ta KpeaTUHiHY B CUPOBATIII KPOBI.

deHmaHia: IOBiDOMIISANIN TIPO OOUH JieTaJlbHUY BHUIIAAOK iHTOKCHKAIIil heHTaHiioM
BHACJIIJOK MOXKJINBOI B3aeEMofil peHTaHiny Ta ¢piaykoHa3lony. [1o TOro XK, y
OOCITiI»KEeHHi 3a Yy4acTiO 3TOPOBUX MOOPOBOJIBLIIIB OYJI0 ITPOAEeMOHCTPOBAHO, 1110
(b1ryKoHa3071 3HAYHO yHOBiIbHIOBAB eJliMiHaliio peHTaHiny. [TigBUIleHHA
KOHIIeHTpallil (eHTaHiTy MOXKe ITPU3BECTU [0 IPUTHIYEHHS OUXaHHS, TOMY CIIif
peTenbHO KOHTPOJIIOBATH CTaH IallieHTa. Moxke O0yTH HeOoOXigfHOI0 KOPEKIIisl MO3Uu
deHTaHITY.

IH2i6imopu I'MI'-KoA-pedykmasu: CyMicHe 3aCcTOoCyBaHHS (JIyKOHa30/1y Ta iHrib6iTopiB
I'MTI'-KoA-penykTa3su, 1110 Metabonizyotrbcsi CYP3A4 (aTopBacTaTUH Ta CUMBACTAaTHUH),
a6o iuriditopis 'MI'-KoA-penykTasy, 1o metabonisyoTecss CYP2C9 (bnyBacTtaTun
(3HUKEHHS MMe4YiHKOBOT0 MeTabo0Ii3aMy CTaTHUHY)), MiABUIITYE PU3UK PO3BUTKY MiomarTil
Ta pabmoMionti3y (mo3o03anexkHo). Y pa3i HeoOXigHOCTI OMHOYAaCHOT'O0 3aCTOCYBaHHS LIUX
pernapartiB CJIii peTeIbHO CIOCTEPiraTy 3a MalliEHTOM IIOO0 BUHUKHEHHS CUMIITOMIB
MiomnaTii Ta pabgomioni3y i IPOBOOUTY MOHITOPUHT PiBHS KpeaTUHKiHa3u. Y pasi
3HAYHOTO MigBUINIEHHS PiBHS KpeaTWHKiHa3M, a TAKOXK MPHU OiarHOCTyBaHHi abo
Imigmo3pi Ha MiomaTiio/pabmoMioni3a 3acTocyBaHHs iHribiTopiB 'MI-KoA-pegyKTa3u Ciif
MPUIUHUTHA. MoXKe BUHUKHYTH HeOOXigHICTh 3HUXKEHHS [03 iHridiTopiB I'MI-KoA-
penyKTa3u, K 3a3Ha4YeHO B iHCTPYKIIil AJI1 MEeOUYHOT0 3aCTOCyBaHHS CTaTUHIB.

I6pymuHi6: momipHi inridiTopu CYP3A4 (Hanpuknag ¢hJIyKOHa30JI) TiTBUIIYIOTh
KOHIIeHTpaIliio iOpyTUHiIOy B I1a3Mi Ta MOXKYTh 30i/IbIITYBAaTU PU3UK TOKCUYHOCTI.
AKINO HEMOXKIMBO YHUKHYTH KOMOiHaIlil ITpemnapaTiB, HEOOXiTHO 3HU3UTHU IO3Y



i0pyTuHioOy mo 280 Mr 1 pa3 Ha moOy (2 Kallcyau) 3 MeTOIO IIPOIOBXKEHH S
3acTOCyBaHHs iHTrib6iTOpy Ta 3a0e3nedyuTy IMOCTINHUYN KITIHIYHUNM MOHITOPUHT.

Isakagpmop (1K MoHOMepanisa abo 8 KombiHauii 3 npenapamamu MmakKo20 Camo20
mepanesmuyHO20 K/1dcCy): CyIIyTHE 3aCTOCYyBaHHS 3 iBaKadpTOpPOM, perysasaTopa
TpaHCcMeMOpaHHOI ITpoBigHOCTI npu MyKoBicuumo3i (CFTR), migBuillye eKCIIO3HUIIiI0
iBakadTOpy B 3 pa3u, a rimpokcumetumniBakapTopy (M1) -y 1,9 paza. HeobxigHe
3HUKEHHS 103U iBakadTOpy (K MOHOTepamnii abo B koMOiHallil), IK 3a3Ha4eHO B
IHCTPYKIIil /1T MEIUYHOT0 3aCTOCYyBaHHS iBakadTOpy (IK MOHOTeparrii abo B
KoMOiHartrii).

Osnanapub: nomipHi iari6iTopu CYP3A4, Taki sk ¢1yKoHa307, 30iMbIIyIOTh ITJTa3MOBi
KOHIIeHTpallil omanapu0y; iXx ogHO4YaCHe 3aCTOCYBaHHS HEe PEKOMEHOYEThCA. AKIIO
Takoi KoMOiHallil He MOXKHa YHUKHYTH, IPUNOM onanapudy oo6MexyoTh mo3damu 200
MT OBiudi Ha goOy.

ImyHOocynpecopu (Hanpukaad yuK/a10CNOPUH, e8epoaiMyc, CUPOAIMYC I mMaKpoaimyc)

IlukaocnopuH: (pIyKOHA30J1 3HAaYHO MiABHUIllye KOHIIeHTpalio Ta AUC LHUKIIOCIOPHUHY.
[Tpu ogHOYaCHOMY 3acTOCyBaHHi (yKoHa305y y #o3i 200 Mr/moby Ta IIUKIIOCIIOPUHY Y
no3si 2,7 mr/kr/moby crioctepiranocs 36ineiendss AUC muknocnopuny B 1,8 pa3u. Li
IpenapaTd MOXHa 3aCTOCOBYBATU OOHOYACHO 3a YMOBU 3MEHIIEHHS OO3U
LIMKJIOCIIOPUHY 3aJIe’KHO Bif MOT0 KOHIIEHTpPAIlil.

Egeposimyc: xo4a OOCIIAXKEHE in Vitro Ta in vivo He IIPOBOLUIIN, BiIOMO, 1110
(pr1ryKOoHa3051 MOXKe MifgBHUIlyBaTH KOHIIEHTpPALIiI0 €eBEePOJIiMyCy B CHPOBATIIi KPOBi yepe3
npurHiveHHsa CYP3A4.

Cupoaimyc: GIyKOHA30JI ITiABUINYE KOHIIEHTPAIIil0 CUPOJIiMyCy V IIJIa3Mi KPOBI,
WMOBIpHO, IIIJITXOM IIPUTHIYEeHHS MeTabosiamy cuponimycy ¢depmentom CYP3A4 ta P-
raikompoTeiHoM. Lli mpenapaTu MOXKHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBH
KOPUTYBaHHS O3U CUPOJIIMYCYy 3aJIe?KHO Bill piBHS KOHIIeHTpallil Ta epeKTiB
npemnapary.

Takpoaimyc: pIyKOHa30J1 MOKe HiABUIIYyBaTU KOHIIEHTPAllil TaKPOJIiMyCy B CUPOBATIIi
KpOBi 10 5 pa3iB IIpu UOro rnepopajbHOMY 3aCTOCYBaHHI yepe3 IPUTrHiYeHHS
MeTabomnizMy Takponimycy ¢pepmenToMm CYP3A4 y kumeunuky. [Ipu
BHYTPIIIHBOBEHHOMY 3aCTOCYBaHHI TaKpPOJIIMYyCYy He CIIOCTepirajocss 3Ha4YHUX 3MiH
(papmakokineTuku. [ligBuIilleHHS PiBHS TaKPOJIiMyCy aCOLiIOEThCS i3
HepPOTOKCUYHICTIO. [103y TaKpOJIIMyCy AJis IepOpabHOro 3aCTOCYBaHHS CIIif
3HMKYBaTH 3aJIeKHO Bifl KOHIIEHTpalIlil TaKPOIiMyCy.

JIozapman: ¢GIyKoHa30J IpUrHiuye MeTaboi1i3M j103apTaHy [0 MOr0 aKTUBHOTO
MmeTabomnity (E-31 74), 1110 3yMOBIIIO€ OilbIlly YaCTUHY aHTAroOHi3My [0 PelenTopiB



aHrioren3uny Il mig yac 3acTocyBaHHSA 103apTaHy. PEKOMeHIOBaHO 30ilCHIOBATU
IIOCTIMHUYN MOHITOPUHI apTepiaJbHOr0 TUCKY Y MalLli€HTIB.

JIypa3uodoH: moMipHi iuriditopu CYP3A4, Taki K GpJIyKOHa30JI, MOXKYTh HiTBUIITYBaTU
KOHIIEHTpPALlilo JIypa3ugoHy y I1jla3Mi KpoBi. fKI0 He MOXKHa YHUKHYTHU OOQHOYaCHOI'O
3aCTOCyBaHHS, CJIi 3MEHIIUTH A03y JIypa3ugoHy, K 3a3Ha4e€HO B iHCTPYKIIil OJIs
MEOUYHOI'0 3aCTOCYBaHHS Iypa3ugoHy.

MemaooH: GpryKoHa30JI MOXKe ITiABUIIYBaTH KOHIIEHTPAIlil0 MEeTaOoOHYy ¥ CUPOBATIIi
KpoBi. [Ipu ogHOYacHOMY 3aCTOCYBaHHiI MeTafgoHYy Ta (GJIyKOHaA30/Iy MOoXe OyTu
HeOoOXigHUM KOPUTYBaHHS 03U METaIOoHY.

Hecmepoioni npomu3anaavHi npenapamu (HII3I1): ipu ogHOYaCHOMY 3aCTOCyBaHHi 3
bnykoHazomnom Cmax ta AUC ¢pnypbinpodeny migBuiiryBanucs Ha 23 % Ta 81 %
BiITIOBIOHO MOPiBHSHO 3 TAKUMM ITIOKa3HMKaMHU IPU 3aCTOCYBaHHI TiIbKHU
bnypbinpodeny. AHAIOTiYHO ITPU OOHOYACHOMY 3aCTOCYBaHHi (hIIyKOHA30Ty 3
paneMiunuM ibynpodernom (400 mMr) Cmax Ta AUC ¢dapMaKoIoriyHO aKTUBHOTO
isomepy S-(+)-ibynpodeny migBuiyBanucs Ha 15 % Ta 82 % BigmoBimHO, IOPiIBHSHO 3
TaKUMU MOKa3HWKaMU IIPU 3aCTOCYBaHHI TiJIbKM palleMidyHoro ioynpodeny.

Xod4a creniaJabHUX OOCHIAXKEHb HE IPOBOAWIN, PIIYKOHA30J1 30aTHUH ITiABUIITyBaTH
cucTeMHy ekcrio3uirito iHmmx HII3II, 1o metabomnisyroTrbess CYP2C9 (Hampukiap,
HaMIPOKCEHY, TOPHOKCUKaMy, MeJIOKCUKaMy, OUKJIopeHaKy). PekoMmeHIOBaHO
IMepioanyYHO 3[iCHIOBATH MOHITOPUHT MOOIYHUX peaklliii Ta TOKCUYHUX ITPOSBIB,
noB’si3anux i3 HII3I1. Moxe O6yTu noTpibHe KopuryBauHusa mo3u HIT3IT.

deHimoiH: GIYKOHA30JI IIPpUrHiuye Metabomni3M ¢peHiTolHy y nedinii. OgHo4YacHe
O6araTopa3oBe 3actocyBaHHsa 200 Mr ¢ykoHasony Ta 250 Mr ¢GeHiTOIHY
BHYTPIIIHEOBEHHO IPU3BOOUTH [0 HiABUIIIEHHSA AUC2 4 denitoiny Ha 75 %, Cmin - Ha
128 %. IIpu ogHOYACHOMY 3aCTOCYBaHHi ITUX JIiIKapChbKUX 3aC00iB CIIiZl ITPOBOOUTH
MOHITOPUHT KOHIIeHTpallil ¢eHiTOIHy Y CUPOBaTLi KPOBi AJisi YHUKHEHHS PO3BUTKY

TOKCHUYHOI il QpeHiToiHy.

IIpedHi30H: MOBIAOMIISIY IPO BUIIAAOK, KOJIX y MalliEHTa Mic/s TpaHCIIJIaHTallil
IeYiHKU Ha TJIi 3aCTOCYBaHHS IIPEOHI30HY PO3BUHYJIACS IOCTPa HEOOCTATHICTh KOPHU
HaJHUPKOBUX 3aJI03, 10 BUHHUKIIA ITiCJII IPUINHEHHS TPUMICIYHOTO KypCy Teparril
(nykoHazonom. [IpunuHeHHS 3aCTOCYBaHHS (PJIIyKOHA30J1y, UMOBIPHO, COPUYUHUIIO
nmocuneHHsa akTuBHoCTi CYP3A4, 110 Ipu3BEI0 A0 IPUCKOPEHHS MeTabonizMy
npenHi3oHy. Ciifg peTesbHO CTEXKUTH 3a HallieHTaMU, AKi IPOTSATrOM TPUBAJIOT0 Yacy
OOHOYACHO 3aCTOCOBYIOTH (PJIyKOHA30J1 Ta IPEeOHi30H, 3 METOI0 ONepenKeHHs
PO3BUTKY HEOCTATHOCTI KOPHU HaOHUPKOBHUX 3aJI03 MiCJIA IIPUIIUHEHHS 3aCTOCYBaHHSI
bnykoHasomy.



Pugabymun: GIyKOHa30I MigBUILYE KOHIIEHTpPallilo prudabyTUHY B CUPOBATIII KPOBI,
1110 IpU3BOOUTSE [0 30inbiienHss AUC pudabytuny no 80 %. [Ipu omHOYacHOMY
3acToCcyBaHHI (JIyKOHa30/y Ta prudabyTUHY MOBIZOMIISIN IIPO BUIIAAKU PO3BUTKY
yBeity. [Ipu 3acTocyBaHHi Takol KoMOiHallil TiKapCchKuX 3acobiB cirig 6paTu 40 yBaru
CUMIITOMM TOKCHUYHOI fil pudabyTuHY.

CaxkeiHagip: dnykoHazomn migsuirye AUC Ta Cmax cakBiHaBipy npubmu3H0 Ha 50 % Ta
55 % BiAIIOBiAHO Yepe3 MPUTHiYeHHsS MeTabo0J1i3aMy cakBiHaBipy y medinii ¢pepMeHTOM
CYP3A4 ta uepe3s inrioyBanHs P-rimikonporteiny. Blaemomito Mixk ¢GIyKoHa307I0M Ta
CakBiHaBipOM/pPUTOHABIPOM He JOCIiAXKYyBaJId, TOMy BOHa MOxKe OyTH OinbIl
BHUpPaXXeHo10. Moxke O0yTy HeoOXifHMM KOPUTYBaHHS 03U CaKBiHaBipy.

IToxiOHI cyabpoHinceyo8UHU: TP OOHOYACHOMY 3aCTOCYBaHHI (pJIyKOHa30J1 MPOJIOHTYE
Iepion HalliBBUBEOEHHS IIepopaJIbHUX MOXiAHUX CyJIb(pOHITICEYOBUHU (XJIOpHpoNIaMminy,
rinibeHKNIaMiny, riinisungy Ta TondyTaMify) 3 CUpOBaTKU KPOBi ITpH IX 3aCTOCYBaHHI
3IO0POBUM NOOPOBOJIBLSAM. PEKOMEHOYETHCS IPOBOOUTH YaCTHUM KOHTPOJIb IIYKPY B
KPOBIi Ta BiANIOBIZHMM YHMHOM 3HUXKYBaTHU O03y HOXIOHUX CYJIb(MOHIICEHOBUHU IIPU
OOHOYACHOMY 3aCTOCYBaHHI i3 pIyKoHa30/10M.

TeoiniH: y nyiaiie00-KOHTPOJILOBAHOMY OOCIiOXKEHHI B3aeMofii mpemnaparTiB
3acTocyBaHHSA ¢iykKoHa30my 1mo 200 Mr npoTtsiroM 14 gHIB IIPU3BENIO 00 3HUXKEHHS
CepemHbOTro KIIipeHCy TeodiniHny y maa3Mi KpoBi Ha 18 %. 3a namieHETamMu, sKi
3aCTOCOBYIOTh TeO(DiliH ¥ BUCOKUX Mo3ax abo SKi MaloTh ITiABUIIEHUN PU3UK PO3BUTKY
TOKCUYHUX IIPOSIBiB Te€OQisTiHy 3 iHIIWX OIPUYUH, CIIig BCTAHOBUTHU HATJIAL OO0
BUSBJIEHHS O3HAK PO3BUTKY TOKCUYHOI fil Teodininy. Teparito ciig 3MiHUTU TIpHU
OsIBi O3HAK TOKCUYHOCTI.

TogpauumuHi6: BiuB ToGaUTHHIOY 3pOCTAE IIPU OOHOYACHOMY 3aCTOCYBaHHIi 3
JIiIKapChbKUMHU 3acob0aMu, siKi IpU3BOOSTh 0 MoMipHoro inrioyBanus CYP3A4 Ta
notyxkHoro iurioysanuss CYP2C19 (Hanpukiapg ¢piayKoHas3o). ToMy peKOMeHIOBaHO
3HU3UTU 003y TohauuTuHiOy 0o 5 Mr 1 pa3 Ha moOy B KOMOiHAIliIX 3 [TUMU
nmperapaTamMu.

TosneanmaH: eKCIIO3ULIisA TOJIBaNITaHy 3Ha4HO 3pocTtaina (200 % AUC, 80 % Cmax)’
KoM TojnBarnTaH, cyoctpat CYP3A4, 3aCcTOCOBYBaji OMHOYACHO 3 (DIIYKOHA30JI0M,
nmomipHuUM iHridbitopom CYP3A4, ripu 11bOMY 3HAYHO 3POCTAB PU3UK BUHUKHEHHS
MoOiYHUX peakiliii, 30KpeMa 3HaYHOTro 30iIbIlIeHHS Oiype3y, 3HEBOJHEHHS Ta I'OCTPO1
HUPKOBOI HEJOCTATHOCTIi. ¥ pa3i 0MHOYaCHOTO ITPU3HAUYEeHHS CJIiJl 3MEHIIIUTH OO03Y
TOJIBAallTaHy 3TigHO 3 BKa3iBKaMM B iHCTPYKIIil O/ MEOUYHOT0 3aCTOCYBaHHS Ta
PEeryJsipHO epPeBipsiTU CTaH MalliEHTa Ha HasBHICTh OyOb-IKUX MOOIYHUX peakllii,
IIOB’sI3aHUX 13 TOJIBAIITaHOM.



Akanoiou 6apeiHKy: Xxo4a BiIIOBiMHUX HOCIIiIXKeHb He TPOBOOUIN, (GIIYKOHA3O0JI,
WMOBipHO, yepe3 iurioyBanuss CYP3A4, Moxke CIPUYNHSATH ITiOBUIIEHHS KOHIIEHTPalIlil
aJIKasoimiB 0apBiHKY y ma3Mi KpoBi (HampuKJiag BIHKPUCTHUHY Ta BiHOIACTUHY), 110
MNPU3BOAUTH OO0 PO3BUTKY HEMPOTOKCUYHUX €(PEKTIB.

BimamiH A: IOBigOMJISINIY, 110 y MAlli€HTa, AKUKW OOHOYAaCHO 3aCTOCOBYBaB
TPAHCPETUHOEBY KUCIOTY (KHCIOTHA ¢opMa BiTaMiHy A) Ta QIYKOHA3OJI,
crmocTepiranucs nobiuHi peakilil 3 60Ky 1leHTpasibHOI HepBoBOi cucteMu (ITHC) y
(opMi ICEeBOOTYMOPY I'OJIOBHOTO MO3KY; HaHUM e(PeKT 3HUK ITiCJIA BiTMiHU
dnykonazomny. Lli mikapchbKi 3acob6u MOXKHa 3aCTOCOBYBATU OHOYACHO, ajie CIIif
rmam’siTaTy IIPO PU3UK BUHUKHEHHS N0oOiYHMX peakiiu 3 6oky LTHC.

BopukoHa3o (iH2i6imop CYP2C9, CYP2C19 ma CYP3A4): omHOYacHe 3aCTOCYyBaHHS
BOPUKOHA30/1y nepopasnbHo (1o 400 Mr KoxHi 12 roguH npotaroM 1 gHS, IOTIM 110
200 mr koxkHi 12 roguu npoTtsarom 2,5 OHiB) Ta ¢piyKoHa301y nepopanbao (400 Mr y
nepmuy neHb, moTiM mo 200 Mr KOKHi 24 TOOuHU OPOTAToM 4 OHiB) 8 3mOpOBUM
TOOPOBOJIBIISIM YOJIOBIYOI CTATi ITPU3BEJIO OO0 MiABUIIEHHS Cmax Ta AUCT
BOPUKOHAa3011y B cepegaboMy 10 57 % (90 % OI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %,
128 %) BimmoBimHO. HeBimoMo, Y1 IPU3BOOUTDL 3HUXKEHHS 031 Ta/abo 4acTOTH
3aCTOCYBaHHSI BOPUKOHA30J1y abo (p1yKOHa3011y 0 YCYHEeHHs TakKoro edpekTy. [1pu
3aCTOCyBaHHI BOPUKOHA30Jy MHiciasa (IYKOHA30JIy CIIi IIPOBOOUTH CIIOCTEPEXKEHHS
100 PO3BUTKY NOOIiYHUX e(eKTiB, OB’ sI3aHUX 3 BOPUKOHA30JIOM.

3udo8yOuH: pIIyKOHaA30II MiABUIIYE Cmax Ta AUC 3ugoBynunHy Ha 84 % Ta 74 %
BiATIOBiAHO, III0 3yMOBJIEHO 3HUKEHHSAM KJTipeHCY 3U0BYAUHY Npuban3Ho Ha 45 %
IIpU MOro IepopasbHOMY 3acTOCyBaHHi. [lepion HamiBBUBeOeHHS 3UA0ByOUHY OYB
TAaKOXK MOOBXKeHUM npubinu3Ho Ha 128 % micisa 3acTocyBaHHSA KoMOiHaIlil
bnykoHa3o0sy Ta 3uAOBYAMHY. 3a MMallieHTaMH, SIKi 3aCTOCOBYIOTh TaKy KOMOiHaIlito
JIiKapChbKUX 3aco0iB, CIIifl CIIOCTEpiraTu 1040 PO3BUTKY ITOOIYHUX peaklliil, OB sI3aHUX
13 3aCTOCYBaHHAM 3UOOBYOUHY. MOXKHa PO3IJISHYTHU OOLIILHICTE 3HUXKEHHS N03U

3UIOOBYOUHY.

A3umpomiyuH: y X0ai BiTKPUTOTO0 PaHIOMIi30BaHOI'0 TPUCTOPOHHLOI'0O IEPEXPECHOTO
OOCIiAXKEeHHS, B IKOMY B3sJI1 y4acThb 18 3mopoBux JOOPOBOJIBIIIB, OLIIHIOBAJIN BIIJINB
a3UTPOMIIIUHY Ta PIIYKOHaA30/1y Ha (papMaKOKiHETUKY OOUH OOHOTO IIPH IX
OJHOYACHOMY IlepopaJIbHOMY pa30BOMY 3acTocyBaHHi y mo3ax 1200 mr ta 800 Mr
BigmoBigHO. 2KOOHUX 3HAUYYIINX (hapMaKOKiHETUYHUX B3a€EMOiM BUSBJIEHO He OyII0.

ITepopasavHi KOHMpauenmueu: TPOBOOUNU 2 apMaKOKiHETUYHUX OOCITiIXKEeHHS
faraTopal3oBOro 3aCTOCYBaHHS (IIyKOHA30Jly Ta KOMOiHOBAHOTO IIEPOPAIbHOTO
KOHTpalenTuBy. [Ipu 3acTocyBaHHI (piiyKoHa301y y mo3i 50 Mr BIJIMBY Ha PiBEHb
TOpMOHiB He Oy/10, TOAI SIK MPU 3acCTOCyBaHHiI prykoHa3osy y mo3i 200 Mr Ha moly



croctepiranocs 30inbiienas AUC etuninectpagiony Ha 40 % Ta 1eBOHOPTrecTpeIry -
Ha 24 %. Ile cBiguuTh PO Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (PIIYKOHA30IY V
3a3Ha4YeHUX 103aX HaBPSO YU MOIKE BIIJIMBATH Ha e(heKTUBHICTh KOMOiHOBAaHOTO
IepopargbHOr0 KOHTPALENITHUBY.

Oco00/1MBOCTi OO0 3aCTOCYBaHHSA

IIepmamodgimin

BigmoBinHO [0 pe3ynbTaTiB OOCIIOXKEeHHSA (QIYKOHA30JIy O/ JIIKyBaHHA AepMaTodiTil y
oiTeu, (IIYKOHA30JI He IepeBUIlye Irpu3eodybBiH 3a e(PeKTUBHICTIO i 3araJbHUU
MMOKa3HUK e(PeKTUBHOCTI CTaHOBUTHL MeHIlle 20 %. Tomy ¢pIyKoHA30I He CIIif
3aCTOCOBYBATHU [JIs JIIKYBaHHS OepMaTodiTil.

Kpunmokoko3s

[Toka3iB epeKTUBHOCTI (QIIYKOHA30JIy AJid JIIKyBaHHS KPUIITOKOKO3Y IHIINX
JIOKaJTi3alii (HalmpuKiaz JIeTeHeBOTr0 KPUIITOKOKO3Y Ta KPUIITOKOKO3Y HIKIpH)
HegoCTaTHbO, TOMY PEKOMEeH/allil 100 HO30BOI'0 PEXUMY [JId JIiKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

I'ruboki eHOeMiuHi MiKo3Uu

IToka3iB eeKTUBHOCTI (QIIYKOHA30JIy OJId JIIKyBaHHS iHIINMX (POPM €HOEMIUHUX MIiKO3iB,
TaKMX K MapaKOKIUOI01JOMIKO3, TiCTOM/Ia3M03 Ta IIKipHO-TiMpaTUIHUNA
CIIOPOTPHUX03, HEJZOCTAaTHHO, TOMY PEKOMEHOAIIN II0A0 JO30BOI0 PEXUMY OJId
JIIKyBaHHS TAaKUX 3aXBOPIOBAaHb HEMAE.

HUDKOGCI cucmemMma

[NamienTaM i3 mOpyHIeHHAM (QYHKIIM HUPOK (DIIYKOHA30JI C/Iil 3aCTOCOBYBATH 3
obGepexHicTio (OuB. po3min «Criocid 3aCTOCyBaHHS Ta OO3U»).

HedocmamHicmb HAOHUPKOBUX 34103

KeTokOHa3071, sIK BITOMO, CIPUYHWHSE HEOOCTAaTHICTh HAAHUPKOBUX 3aJ103, 1 I1e TaKOXK
MOXKe CTOCyBaTHCS (PJIyKOHa30Jly, X04a CIIOCTepiraeThcs pigko. HemocTaTHICTh
HaJHUPKOBUX 3aJ103, IOB’si3aHa 3 OOHOYACHHUM JIiIKyBaHHSAM NPEOHI30HOM, ONKCaHa B
po3mini «B3aeMomis 3 iHImMMMH niKapchbKUMM 3acoOaMu Ta iHIIN BUOU B3aeMomiii. Broius
dbykoHa305y Ha iHIIi JTiKapchKi 3acobu».

I'enamobisiapHa cucmema

[TamierTaM i3 mopyiieHHAM QYHKIIN MediHKU (pJIIyKOHAa30JI CJIif 3aCTOCOBYBATH 3
00epexkHiCTI0. 3aCTOCYBaHHSA (PJIYKOHA30JIy aCOLif0BaJIOCS 3 BUHUKHEHHSIM PiIKiCHUX



BUIIA[IKiB PO3BUTKY TSAXKKOl T€IaTOTOKCUYHOCTI, BKJIIOUAlO4YU JIeTalbHi BUIIAOKH,
TOJIOBHMM YMHOM V ITAIi€EHTIB i3 TSIXKKWMU OCHOBHUMHU 3aXBOPIOBAHHSIMH. Y BUIAJKaX,
KOJI¥ PO3BUTOK I'elTaTOTOKCHUYHOCTI aCOIlil0BaBCA i3 3aCTOCYyBaHHSAM (DIIYKOHA30Iy, HE
OyJi0 Bim3Ha4YeHO 1i IBHOI 3a/Ie2KHOCTI Bifl 3arajibHOI m0OO0OBOI1 03U MpeIrapary,
TPUBAJIOCTi Teparlil, cTaTi abo BiKy mailieHTa. 3a3BUYall TemaTOTOKCUYHICTB,
cupuuyrHeHa ¢GJIyKoHa307I0M, 000POTHA, a 1l TPOsiBY 3HUKAIOTh MiCJIsS IPUITUHEHHS
Teparil.

3a malfieHTaMu, y SKUX IPU 3aCTOCYBaHHI (PIIYKOHA30JIy CIIOCTEPIraloThCs BiOXUIEHHS
pe3ynbTaTiB QyHKITIOHATbHUX P00 IMEeUiHKM, CJIif BCTAHOBUTH PETEJIbHUM HaTr AL
IIIOJ0 PO3BUTKY OiJIbIII TAXKKOTO YPaXKeHHS IeYiHKU.

[NauieHTiB ciig mpoiH@OpMyBaTH PO CUMIITOMH, 110 MOXKYTh CBIJUUTH IIPO CEPUO3HUU
BII/IUB Ha I€YiHKY (BUpazKeHa aCTeHis, aHOPEKCis, moCTiliHa HyaoTa, OJII0BaHHS Ta
KOBTSIHHUIISA). Y TAKOMY BUIIQAKYy 3aCTOCYBaHHS (PJIyKOHA30JIy CIIif HETalHO
IIPUIIMHUTYU Ta IIPOKOHCYJIbTYBATUCS 3 JIIKapeM.

Cepueso-cy0uHHa cucmema

IlesiKi a3osu, y TOMY YHCHi i pIyKOHA3071, aCoIlil0I0ThCS 3 ITIOAOBXKEHHAM iHTEepBally
QT Ha enekTpokapgiorpami. ®nyKoHa30J1 HOoA0BXKYeE iHTepBan QT wmiaxom
IIPUTHIYEHHS BUIIPAMIISIOUYOr0 KalieBOro KaHally (Ikr)’ [TopmoBxkeHHs iHTepBany QT
BHACJIIOOK Mil iHIIKUX JTiKapChbKUX 3aCco0iB (HampuKIa[ aMiogapoHy) MOXKe
MIOCHUIIIOBATHUCS IIJIAXOM NpurHideHHs ¢pepmenTty CYP3A4 mutoxpomy P450.
[ToBimomiisAnu Ipo OyXKe PigKicHI BUNlagku nomoBxKeHHA iHTepBany QT Ta
IMapoKCHU3MaJIbHOI IINTYHOYKOBO1 TaXiKapAil TUIY «HipyeT» IIPU 3aCTOCyBaHHI
npemnapaty ®nykoHa30s1. Taki MOBiJOMJIEHHS CTOCYBalIMCS IAIlIEHTIB i3 TAXKKNUMU
3aXBOPIOBAaHHSAMU IIPU NOENHAHHI 6araTthbox (pakTOpiB PU3UKY, TAKUMHU SIK CTPYKTYPHI
3aXBOPIOBAHHS CepIls, MOPYIIEHHS eJIEKTPOJIITHOTO 0OMiHYy Ta ogHOYacHe
3aCTOCYBaHHS iHIIMX JiKapChKUX 3aco0iB, 1110 BIIKUBalOTh Ha iHTepBan QT. ITallienTu 3
rirnokaJsieMi€elo Ta IPOTPeCyrY0i0 CEPLIEBOI0 HEOOCTATHICTIO MAalOTh ITiABUILIEHUN
PU3UK BUHUKHEHHS 3arpO3J/IMBUX OJIS XKUTTS LUIJIYyHOYKOBUX apUTMIiU Ta
MapoOKCHU3MaJIbHOI IIJTYHOYKOBO1 TaXiKapAil TUIY «IipyeT».

®yKOoHa3071 CIifg 3 06epeKHICTIO 3aCTOCOBYBATHU IalliEHTaM i3 pU3UKOM PO3BUTKY
apuTMmiii. OgHOYaCHe 3aCTOCYBaHHS Pa30M i3 TiKapChbKUMM 3acobaMu, 110
MTPOJIOHTYIOTH iHTepBan QTc Ta MeTabomi3yloThCs 3a mormoMoroio ¢pepmenty CYP3A4
nutoxpoMmy P450, npoTtunoka3aHe (OuB. po3ninu «IIpoTunoka3aHHs» Ta «B3aeMmopisa 3
IHIIUMY TiKapChbKMMH 3aco0aMu Ta iHIIi BUOU B3aEMOMIIN»).

I'anogpanmpuH



l'anmodauTpuH € cyoctpaTtoM pepmenTy CYP3A4 i mpomnonrye inTepBan QTc npu
3aCTOCyBaHHI y peKOMEHAOBAHUX TepaneBTUYHUX A03ax. OgHOYacHe 3aCTOCyBaHHS
ranodaHTpUHYy Ta (PIyKOHA30/ly HE PEKOMEHOY€EThCA (OUB. po3min «Blaemomisa 3
IHIIMMY JTiKapChbKUMH 3aco0aMu Ta iHIIi BUOU B3AaEMOII»).

IlepmamonoziuHi peakuii

[Tig yac 3acTocyBaHHS (PJIyKOHA30JIy PiAKO MOBIAOMIISIIU IPO PO3BUTOK TaKUX
eKkcdomiaTUBHUX IIKIPpHUX peakiii sk cuHapoM CTiBeHca - [[?)KOHCOHA Ta TOKCUYHUU
enigepMasbHUU HEKPOJIi3.

[ToBimoMiisiniv IIPO peaxiiii TiKapChKOro 3aco0y 3 eo3uHOGITi€I0 i CHCTEMHUMU
cumnromamu (DRESS).

[MamienTn, xBopi Ha CHIJ, OinbIll CXMIBbHI IO PO3BUTKY TAXKKUX IIKIPHUX peakIliil Ipu
3aCTOCyBaHHIi OaraThox JIiKapchbKHUX 3aco0iB. SKIIO y ImallieHTa i3 TOBEPXHEBOIO
rpuOKOBOIO iHPEKITIE€I0 3’ IBNSIIOTHCS BUCUIIAHHS, SIKi MOXKHa ITOB’sI3aTH i3
3aCTOCyBaHHAM (PIIyKOHAa30J1y, IOofasblle 3aCTOCYyBaHHS Npenapary Ciif OIPUINHUTH.
AxkiIo y maitieHTa 3 iHBa3UBHOIO/CUCTEMHOIO TPUOKOBOIO iH(PEKITi€I0 3’ IBISAIOTHCS
BHCHUIIAaHHS Ha WIKipi, 3a 10T0 CTAHOM ITOTPiOHO pPEeTENbHO CIIOCTEPIraTH, a y BUMAOKY
PO3BUTKY OyJIbO3HUX BUCHUINIAHb a00 MYyJIbTU(HOPMHOI EPUTEMHU 3aCTOCYBaHHSA
(brmyKoHa30my Crig IPUITUHUTH.

I'inepuymausicmb

Y pigkicHHX BUIIagKaxX IIOBIOOMIISIN IIPO PO3BUTOK aHa(iTaKTUUYHUX peakliu (OuB.
po3min «I[IpoTUoka3aHHsI»).

LTumoxpom P450

®nykoHa301 € nmoMipHuM iHriditopom pepmentiB CYP2C9 ta CYP3A4. Takox
dbryKoHazon € moTykHuUM iHribitopom pepmenty CYP2C19. Cning cmoctepiratu 3a
CTAHOM IIalli€HTIB, SIKi OOHOYACHO 3aCTOCOBYIOTh (pJIYKOHA30JI Ta IIpenapaTu 3
BY3bKUM TepaleBTUYHUM BiKHOM, 110 MeTabo0J1i3yioThcs 3 yuacTio CYP2C9, CYP2C19
Ta CYP3A4 (guB. po3min «B3aeMofis 3 iHIIMMU JIiKapChKUMU 3acoO0aMu Ta iHII BUOH
B3aEMOOIN»).

TeppeHaduH

Ci1ipg peTeIbHO CIIOCTepiraTy 3a CTAHOM IallieHTa IIPU OOHOYaCHOMY 3aCTOCYBaHHI
TepdeHaguny Ta ¢GayKoHa3omny y no3i meHie 400 Mr Ha moOy (OuB. po3minu
«IIpoTunoka3saHHsa» Ta «B3aemMomis 3 iHIMUMHU TiKapCbKUMHK 3acoO0aMu Ta iHII BUOU
B3aEMOIIN»).

KaHouoo3



IocmimkeHHs TToKa3aixu 30iTbIITeHHS ITOIMIMPEeHOCTi iH(eKITiil BUKIUKAaHUX BUIAMU
Candida, sinmirHuMHu Bin C. albicans. YacTo 11i BUOU € IPUPOOHO PE3UCTEHTHUMMU
(Hanpuknan C. krusei Ta C. auris) abo meMOHCTPYIOTh 3HUXKEHY YYTJIUBICTb OO
dnykonazony (C. glabrata). Taki iHdeKIril MOXyTh TOTPpeOyBaTU albTEePHATUBHOL
IPOTUTrPUOKOBOI Teparlil miciss HeBOaJIoro JiKyBaHHs. ToMy JTiKapsaM PEKOMEHOYEThCS
BpPaxOBYBATH IOIINPEHICTh PE3UCTEHTHOCTI pi3HuX BuAiB Candida mo ¢piykKoHa3o0my.

IlonomidcHI peyo8uHUu
Lle# mikapchKu# 3aci® MiCTUTE:

7,7 mmonb (a6o 177 Mmr) HaTpito Ha o3y 100 mr (50 M), o ctaHoBUTH 8,9 % Bifn
pekoMmeHnoBaHol BOO3 makcuMasnbHOI 00O0BOI 403U 2 I HATPilO [OJI JOPOCIUX;

15,4 mmons (abo 354 mr) HaTtpito Ha o3y 200 mr (100 M), mo ctanoBuTh 17,7 % Bin
pekoMeHaoBaHol BOO3 makcuManbHOI 10060BOI 103U 2 T HATPilO AJI HOPOCIIUX;

30,8 mMmostb (a60 708 mr) HaTpito Ha go3y 400 mr (200 M), 10 cTaHOBUTL 35,4 % Bif
pekoMmeHmoBaHol BOO3 makcuManbHOI OO0OBOI 403K 2 T HATPIIO [JIs JOPOCIIUX.

MaxkcuMasibHa mo0oBa Jo3a IIbOro IIpernapaTy ekKBiBaneHTHa 71 % Bifg peKoMeHOoBaHOIL
BOO3 makcuMasbHOl J000BOI MO3W HATPilO.

®dnykoHa3071, PO3YUH O iHQY3iid 2 MT/MJI BITHOCUTHCS [0 PO3YNHIB 3 BUCOKUM
BMicTOM HaTpiro. Ile cmig ocob6muBoO 6paTH A0 yBaru, KOJIM IIpernapaT IPU3HAYaAEThCS
HaiieHTaM, Ki JOTPUMYIOTHCS OIETHU 3 HU3BKUM BMIiCTOM COJIi.

3acmocysaHHsA y nepiod sazimHocmi abo 200y8aHHs1 2py0010.

KIHKY 3 penpoOyKTUBHUM IMOTEHIIIAaJIOM

[lepen moyaTKOM JIiKyBaHHS HaIliEHTKY CIIif MpoiH(GopMyBaTH PO MOTEHIINHUN
PHU3UK OJId IJIOAA.

[Ticnst 3acTOoCyBaHHS OOHOPa30BO1 J03U (IIYKOHA30Jly PEKOMEHOYETHCSA BUTPUMATHU
nepion BUBeOEHHS TPUBAJiCTIO 1 TMXKOeHs (110 BiAmoBimae 5-6 mepiogam
HalliBBUBEOEHHS) Iepeq cIpo0oio 3aBariTHiTy (OuB. po3ain «®apMaKoIoriuHi
BITacTUBOCTi. PapMaKOKiHETHUKA»).

Y pasi TpuBasioro Kypcy JIiKyBaHHS XIHKaM 3 PENIPOOYKTUBHUM IIOTEHIlaJIOM CJIif
PO3TJISHYTHU MOXKJIMBICTh 3aCTOCYBaHHS KOHTpPALEIIil IPOTATOM yChOTO IIEPIOAY
JIIKyBaHHS Ta OIPOTATOM 1 THUIKHS ITiCJIA IPUKMOMY OCTaHHBOL JO3H.

BaritHiCcTb



OO6cepBallitiHi JOCIiAXKEeHHS CBifYaTh PO NifABUILEHUN PU3UK CIIOHTAHHOTO abopTy Y
XKIiHOK, SIKi oTpuMyBanu ¢GpIyKoHa301 npoTsaroM I tTa/ado II TpuMecTpy BariTHOCTI,
IIOPiBHSHO 3 KiHKaMH, SIKi He 3aCTOCOBYBasu (GIyKoHa30J1 abo oTpuMyBasu MicleBi
a30JI4 y TOM CaMUuM Iepiof.

IlaHi 00 KiJIbKOX TUCAY BariTHUX XKIHOK, SIKi OTPUMYyBaJid KyMYJISTUBHI 003U
¢pnykonazony = 150 mr npoTtsiroMm | TpuMecTpy BariTHOCTI, BKa3yIOTh Ha BiICYTHICTh
30i7IbIIIeHHS 3arajJbHOTO PU3UKY Bal PO3BUTKY mJiofa. B omHOMY BEITUKOMY
oGcepBalliftHOMYy KOTOPTHOMY [OCJIiI>KEeHHi BIIJIUB IIePOPaIbHOTO 3aCTOCYBaHHS
(pnnykoHazony npoTsaroMm I TpuMecTpy BariTHOCTI aCOLif0OBaBCS 3 HEBEJIMKUM
30isIbIIIeHHAM PU3UKY Baj[l PO3BUTKY KiCTKOBO-M’SI30BO1 CUCTEMH, III0 BiAIOBifa€
npubnu3Ho 1 gogatkoBoMy Bunagky Ha 1000 XKiHOK, SIKi OTpUMYyBaIy CYKYyIlHi JO3U <
450 Mr, v TIOPiBHSAHHI 3 XKiHKaMU, sIKi OTpUMYyBaJiu MiciieBi a305u, Ta Ipubmu3Ho 4
nomaTkoBUM Bumaakam Ha 1000 XiHOK, siKi OTpuMyBanu CyKynHi mo3u OinbImi Hix 450
Mr. CKOpUTroBaHUM BiTHOCHUM PU3UK cTaHOBUB 1,29 (95 % (IOI) 1,05-1,58) gns 150 mr
nepopanbHOro ¢paykoHasomny Tta 1,98 (95 % (1) 1,23-3,17) onsa mo3 GpIyKOHa30/Iy
Oinbimux Hixk 450 Mmr.

HasBHI emimeMionoriuHi JOCIIAXKEeHH MIOA0 PO3BUTKY Baj Ceplid IIPU 3aCTOCYBaHHI
(nmykoHa3o0my y mepion BariTHOCTI JalOTh CynepednuBi pe3ynbratu. OgHaK, MeTa-
aHaJi3 5 oOcepBaIliiHUX OOCIIAXKEeHb, 110 BKJIIOYaIX KiJlbKa THCSY BariTHUX XKiHOK, SKi
oTpuMyBanu (GIYKOHA30JI IIPOTATOM | TPUMECTPY BariTHOCTI, BUSIBUB MOIKJIUBICTh
MigBHUILIEHHS PU3UKY PO3BUTKY Baj cepus y 1,8-2 pa3u NOpiBHSAHO 3 TUM, KOJIHA
(IyKOHaA30JI He 3aCTOCOBYBaJiu Ta/ab0 OTpUMYyBasM MicIieBi a30H.

[ToBigoMIIsANIM PO BUIIQAKU BPOIAXKEHUX Ball PO3BUTKY Y HEMOBJIAT, MaTepi AKUX
IpUMManu BUCOKi mo3u ¢piykoHas3omny (Bim 400 mo 800 mr/mody) y mepion BariTHOCTI
npoTsaroM 3-x abo OinbIlle MiCSIIiB OIS JTiIKyBaHHS KOKIMAioimoMiko3y. Cepen
BPOMKEHUX Baj, sKi CIIOCTepiranucs y nux mitel - Opaxinedartis, gucnnasis ByIIHUX
PaKOBUH, HagMipHe 30iJbIIIeHHS NepeaHboro TiM’ ssuKa, BUKPUBJIEHHS CTerHa Ta
IIPOMEHEBO-IIJIEYOBUU CUHOCTO3. [I[pUUYMHHO-HACTIAKOBUM 3B’130K MiXK 3aCTOCyBaHHSAM
(pr1ykoHa305y Ta BpOOXKEHUMHU BafaMi PO3BUTKY HE BCTaHOBJIEHUMU.

He cmipg 3acTocoByBaTu 3BUM4YaliHi 403U (PJIyKOHA30/Iy Ta KOPOTKOTPHUBAJi KypCH
JIiKyBaHHS (PJIYKOHA30JI0M y IIepPion BariTHOCTI, 3a BUHATKOM KpalHbOl HEOOXimMHOCTI.

He crig 3acTocoByBaTu BHCOKi O03u (pJIyKOHA30/Iy Ta/ab0 TpUBaJli KypCH JIiKyBaHHS
(ps1yKOHa30710M y Iepiofn BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(MEKIIi, 110 MOXKYTh
3arpoxKyBaTU KHUTTIO.

l'ogyBaHHS I'PYOOIO




®yKOoHA30JI IPOHUKAE Y TPYIHE MOJIOKO Ta MOCSTAa€E KOHIeHTpallil momioHoi go piBHS
y IJ1a3Mi KpoBi (AuB. po3ain «®apMaKOoJIOTridyHi B1acTUBOCTi. PapMaKOKiHETHUKA»).
l'ogmyBaHHS IpyOoi0 MOKHa IIPOAOBKYBATH ITiC/ISI PA30BOT0 3aCTOCYBAHHS 3BUYAMHOIL
no3u (PpJIyKOHAa30J1y, 110 CTaHOBUTH 150 MT.

l'opgyBaTu rpyanio He peKOMEHOYyeThCSA IIpU 0araTopa3oBoMy 3aCTOCYBaHHI
dbrykoHazomy abo y BuCOKUx mo3ax. CJlif OLiHUTH KOPUCTh TOAyBaHHS IPYOOIO OIS
PO3BUTKY Ta 3[IOPOB’ST OUTHHU, @ TAaKOXK KIIiHIYHY noTpeOy MaTepi y mpemnapari
dnykoHazon i Oyab-aKi moTeHIiMHI mo6iuHi edpekTu npernapaTy abo OCHOBHOTO
3aXBOPIOBaHHS MaTepi O/Isi QUTHUHY, sIKa OTPUMY€E I'PyOHE BUTOOOBYBaHHS.

DOepPTUIBHICTD

®1yKOHA30J1 He BIIUBAB Ha QPEePTUNIbHICTD CaMIIiB Ta CaAaMOK IIypPiB.

30amHicmb enausamu Ha weudkKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
IHWuUMuU MexaHiamamu.

IocmnimkeHb BIIUBY (hJIIYKOHA30JTy Ha 3IaTHICTh KEPYBAaTU aBTOTPAHCIIOPTOM abo
IpaloBaTHd 3 IHIMUMU MeXaHi3MaMu He ITPOBOOUIIN.

[MauieHTiB crig mpoiH(gOpMyBaTH ITPO MOXKJIMBICTh PO3BUTKY 3allaMOpPOYeHHS abo
cynoM (muB. po3min «ITo6iuHi peakiii») mig yac 3aCTOCOBYBaHHS IIperapary
®nykKoHa301. [Ipu pO3BUTKY TaKUX CUMIITOMIB HE PEKOMEHOYETHCSA KEePyBaTU
aBTOTPAHCIIOPTOM abo ITpallloBaTH 3 iHIIMMU MeXaHi3MaMHu.

Cmocid 3acTocyBaHHs Ta M03H

Ilo3a pIyKOHa3051y 3aJI€XKUTh Bifl BUAY 1 TSI2KKOCTi rpruOKOBO] iH(pEKIIil.

[Tpu HeoOxigmHOCTI 6araTopa3oBOT0 3aCTOCYBaHHS IIpenapaTy JiKyBaHHS iHGEKIIiN ciin
MTPOMOBXKYBaTU [0 3HUKHEHHS KIIiHIYHUX Ta 1ab0paTOPHUX IIPOSIBiB aKTUBHOCTI
rpubKoBoi iHdekKIrii. HemocTaTHS TpUBaliCTh MTiKyBaHHS MOXKe ITPU3BECTHU OO0
BiTHOBJIEHHSI aKTUBHOI'O iHQEKIIIMHOTO IIPOIIECY.

®nyKoHaA3051 CJIil 3aCTOCOBYBaTH, 3aJIe’KHO Bifl TiKapchKol (OpMHU, IIePOPaIbHO
(kamcynu) abo MIISTXOM BHYTPIIIHBOBEHHO] iHQY3il (po3uuH s iHdy3iit). Crocid
3aCTOCYBaHHS{ IIpenapary 3aJIeKUTh Bif KJIIHIYHOTO CTaHy nallieHTa. Hemae
HeoOximHOCTi y 3MiHi 1060B01 03U (PJIYKOHA30/Iy IPU 3MiHi HIJIAXY MOT0 3aCTOCYBaHHSA
3 IepopasibHOr0 Ha BHYTPIIIIHLOBEHHUY Ta HaBIIaKU.

Po3uuH amnid iHdy3ii caig BBOOUTH 3i IIBUAKICTIO, 110 He nepeBuilye 10 Mi/xB.

CymicHicmb npenapamy



®nykoHa3071, PO3YUH O iHPy3ii CyMICHUUA 3 TAKMMU PO3YUHAMU SK:

e 5 % ta 20 % pPO34YUH I'IIOKO3WY;

po3uuH PiHrepa;

po34rH XapTMaHa;

PO34YMH KaJlilo XJIOPUOy y IJII0KO03i;

4,2 % ta 5 % po3umnH HaTpito 6ikapOoHATY;

3,5 % po34YrH aMiHO3UHY;
0,9 % pPoO34YKH HaATPiIO XJIOPUOY;
mianadnekc (6,36 % poO34uH AJI iHTpallepUTOHEeaIbHOr 0 miai3y).

®nyKoHa30/I MO2KHa BBOOUTHU B iHQPY3ilHY CUCTEMY Pa30M 3 OOHUM i3 3a3Ha4YeHUX
BHUIIle PO3YUHIB. X04Ya BUNAAKU HecnelrudiuyHOl HECYMICHOCTI ITpemnapaTy 3 iHIIUMU
3acobaMu He OmNHCaHi, He peKOMEHOYEThCS 3MimyBaTu OIyKOHA30J1 3 iHIIIUMU
npenapaTaMu nepeqn iHpy3i€ro.

Po3uuH 051 BHYTPIIIHEOBEHHUX iHQY3il NpU3HAYEHUN JIUIIIE OJIsT Pa30BOT0
3acToCyBaHHSA. PO3BemeHHs CIIif 3OiliCHIOBAaTU B aCENTUYHUX YMOBax. Po34uuH
HeOoOXigHO MepeBipUTH Ha HasIBHICTh CTOPOHHIX YaCTMHOK Ta 3MiHy 3a0apBlIeHHS.
Po3uuH ciig BUKOPUCTOBYBATH JIUIIlE TOMi, KOJIX BiH IIPO30PUY Ta HE MICTUTh
CTOPOHHIX YaCTUHOK. HeBUKOpPUCTaHi 3aIUIIKY IIperapaTy HeoOXiTHO 3HUIIIUTH.

Hopocai

Kpunmokokos

e JIiKyBaHHS KPUIITOKOKOBOI'O MEHIHTITY: HaBaHTaKyBaJIbHa 403a CTAHOBUTH
400 mr y nepimmui geHb. [linTpumyBanbHa go3a - 200-400 mr 1 pa3 Ha go0y.
TpuBasicTh JIiKyBaHHS 3a3BHYal CTaHOBUTH IIIOHAWMeHIIIe 6-8 ThuXKHIiB. [Ipu
iHdeK1isax, 1110 3arpoXKyIOTh KUTTIO, T0OOBY A03y MOKHa 30inbmuTtu o 800 mr.

e [linTpuMyBasibHa Tepalis OjIs [MolepeaXKeHHs PeUauBy KPUIITOKOKOBOTO
MEHIHTITY y HDali€HTiB 3 BUCOKUM PU3UKOM MOT0 PO3BUTKY: PEKOMEHO0OBaHa [03a
npemnapaty ctaHoBUTh 200 Mr 1 pa3 Ha go0y IIpOTSAroM HeOOMEXKEeHOro dacy.

Kokuuodioidos3. PekomeHnoBaHa no3a ctaHoBUTH 200-400 mr 1 pa3 Ha goOy. TpuBamicTh
JIIKyBaHHSI CTaHOBUTH 11-24 Mics1li UM JoBIlle 3aJIeKHO Bifl CTaHy mallieHTa. s
JIIKyBaHHS messkux hopM iHdeKIlil, a 0coOIUBO IS JIIKYBaHHS MEHIHTITY MOXKe OyTHu
OOIIiNTbHUM 3acTocyBaHHs go3u 800 mr/mo0y.

IneasusHi KaHOudo3u. HaBaHTaxXyBaJibHa J03a CTaHOBUTH 800 MI' y IepIiinil JeHb.
[TinTpuMmyBanbHa mo3a - 400 mr 1 pa3 Ha mo0y. 3a3BUYali peKoOMeHJoBaHa TPHUBaJIiCTh
JIIKyBaHHS KaHOUAEMIil CTAHOBUTH 2 TUXKHI ITiCJIA MEepIIMX HeETaTUBHUX Pe3yJIbTaTiB
TeMOKYJIbTYPH Ta 3HUKHEHHS O3HaK i CUMIITOMIiB KaHOUOEMIil.



KaHoudo3 causzosux 060410HOK

e KaHOUO03 POTOIJIOTKY: HaBaHTaXKyBaJjibHa A03a CTaHOBUTH 200-400 Mr y nepiuuu
oeHb, migTpuMyBanbHa go3a - 100-200 mr 1 pa3 Ha mobOy. TpuBamicTh JTiKyBaHHS
cTaHOBUTH 7-21 meHb (OO MOCSATHEHHS peMicii), aje Moxke OyTu 30inbllieHa OJis
Malli€EHTIB i3 TAXKKUM iMyHOOeiuTOM.

e KaHOuao3 cTpaBOXOAY: HaBaHTaXKyBajllbHa mo3a cTaHOBUTH 200-400 Mr y nepmmun
OeHb, migTpuMyBanbHa go3a - 100-200 mr 1 pa3 Ha moOy. TpuBasicTh JIiKyBaHHS
ctaHoBuTh 14-30 mHiB (MO mOCSTHEHHS peMicii), ae Mmoxke OyTH 30inbIlleHa OJIst
MAaIi€EHTIB i3 TAXKKUM iMyHOOE()IIUTOM.

e Kaunmupgypisi: peKkoMeHgoBaHa go3a ctaHoBUTH 200-400 Mmr 1 pa3 Ha mo0y
npoTsiroM 7-21 pHiB. [I715 mallieHTIB i3 TIXKKUM iMyHOAediluTOM TPUBAJiCTh
JIIKYBaHHST MOXKHa 30iTbIITUTH.

e XpOoHiIUHMM aTpPOGiyHMMN KaHONO03: peKOMeHAoBaHa fo3a cTaHoBUTh 50 mMr 1 pa3s
Ha moOy mpoTtsirom 14 mgHiB.

e XPOHIYHMY KAaHOUI03 IIKiPU Ta CIM30BUX 000JIOHOK: peKOMEeHI0BaHa mo3a
ctaHoBuTh 50-100 Mr 1 pa3 Ha mo0Oy. TpuBasmicTh MTiKyBaHHS CTaHOBUTH A0 28
OHiB, arle MoxKe OyTu 30inblIeHa 3a71eKHO0 Bifl TAXKKOCTI Ta BULY iHGeEKIIil abo
3HUXKEHHS IMyHITeTYy.

ITonepedaiceHHsa peuudusy KaHOUO03y CcAu308ux 06010HOK y nauieHmia 3 BIJI, ski
Marmos 8UCOKUU PUu3uk U020 po38UMKY

KaHanpgo3 poTOrIoTKY, KaHOWO03 CTPaBOXOOy: peKOMeHOoBaHa Ao3a CTaHOBUTH 100-
200 Mr 1 pa3 Ha o0y ab6o 200 Mr 3 pa3u Ha TUXK[AEHb. TPUBAICTh TiKyBaHHS €
HeoOMeKeHOI0 [IJIsI MalliEHTIB i3 IPUTHIYeHUM iMyHITETOM.

ITpoginakmuka KaHOuOo03HuUX iH(eKUil y nauieHmis i3 mpusa/10t0 HelimponeHi€ew

PexomeHnpgoBaHa mo3a ctaHoBUuTh 200-400 Mmr 1 pa3 Ha go0y. JIikyBaHHS CITif
pO3MOYMHATHU 3a KiJlbKa OHIiB IO O4iKyBaHOTO PO3BUTKY HEUTPOIIEHII Ta IPOJOBXKYBaTU
OPOTATOM 7 OHIB ITiC/IS MiABUINIEHHS KiTbKOCTI HEUTPO(diTiB moHa[ 1000/MM3.

[TamieHTH TITHHOTO BIKY

IIo3y HeoOximHO mimbupaTy 3a1eKHO Bifl cTaHy GYHKIIiM HUPOK (OuB. «ITallieHTu 3
HUPKOBOIO HEOOCTATHICTIO» HUXKYE).

ITamieHTH 3 HUPKOBOIO HEOOCTATHICTIO

®IyKOHA30JI BUBOOUTHCS 3 OPraHi3My IIepeBaXKHO 3 CeUel0 Y He3MiHEHOMY BUTJIALL.
[Tpu pa3oBOMYy 3aCTOCyBaHHiI KOPUTYBaTU H03y PpriyKoHa30Jy He moTpiOHo. [TammieHTaMm
(BKJTIIOYAIOYHU [iTel) i3 mopyleHHIM QYHKIIM HUPOK ITPU HEeOOXigHOCTI
6araTopal3oBOr0 3aCTOCYBaHHS (QIYKOHA30J1y y IEePIINM IeHb JIIKyBaHHS CJIif



3aCTOCOBYBaTH ITO4YaTKOBY m03y 50-400 Mr 3ajie’kHO Bif peKOMEHOOBAHOl OJIs
ImoKa3aHHsa mo060Boi mo3u. ITicis mboro go6oBYy mo3y (3a/1e2KHO Bill ITOKa3aHHS) CIIif
PO3paxoByBaTHU BiITIOBIMHO A0 TAOIUIII HUXKYE:

Kniperc kpeaTtuHiny (My1/xB) BigcOTOK Biff peKOMEHIOOBAHOl JO3U

> 50 100 %
=< 50 (6e3 remopmianizy) 50 %
I'emopiami3 100 % micnasa KOXXHOTO reMofianisy

[NamienTH, ki mepeOyBaloTh Ha reMofianisi, moBuHHI oTpumyBaTu 100 %
peKoMeHO0BaHOI 403U MiC/Isg KOXKHOI0 reMofianidy. Y meHb, KONu fiai3 He
IIPOBOOUTHLCS, NALIIEHT IOBUHEH OTPUMYBATHU A03Y, BIIKOPUTOBaHY 3aJI€XKHO Bif
KJIipEHCY KpeaTuHiHY.

[TarieHTH 3 OPVIIIEeHHSIM QYHKITIN NeYiHKKT

®yKoHAa30J1 CJIil 3aCTOCOBYBaTH 3 00EPEXKHICTIO IMalliEHTaM i3 ITOPYIIeHHSIMHU
dbyHKIIIM meuiHKY, OCKinbKY iH(pOpMallil om0 3aCTOCYBaHHS (PJIyKOHA301y MM
KaTeropil maiieHTiB HegoCcTaTHRO (OuB. po3ainu «OcobBIUBOCTI 3aCTOCYBaHHSI» Ta
«ITobGiuHi peakirii»).

HOitm
He cnig nmepeBuiryBaTu MakcuMalibHy 0o060BY go3y 400 mr.

4K i npu aHaNOTriYHUX iHPEKIiIX Yy JOPOCIINX, TPUBAJIICTh JIIKYBaHHS 3aJIeKUTh Bif
KJIiHiYHOI Ta MiKooriuHoi Bigmnosiai. ®1ykoHa301 3acTocoByBaTH 1 pa3 Ha mo0y.

I[lo3yBaHHS IIpemnaparTy AJd OiTel i3 mopyleHHsIM (QYHKIIM HUPOK HaBedeHOo Y POo3isi
«IlalieHTH 3 HUPKOBOI HEOOCTaTHICTIO».

dapmakoKiHETUKY (hJIyKOHA30JIy He AOCIIAXKyBaJii y OiTel i3 HUPKOBOIO
HeJOCTaTHICTIO (OuB. HUXKYe iH(popMalliio IIOO0 3aCTOCYBaHHSI HOBOHAPOOXKEHUM, Y
SIKMX 9aCTO CIIOCTEePIraeThbCs IMepBUHHA HE3PiIiCTh HUPOK).

Ilimu sikom 8i0 12 pokis

3anexkHO Bil Macu Tijla Ta My0epTaTHOTO PO3BUTKY JIiKapIio CIIi[ OI[IHUTH, SKa Ho3a
nmpemnapaty (O mopociaux abo s miTed) € ONTUMAaJIbHOI IS HalieHTa. KiiHiuHi



OaHi cBig4yaTh OPO Te, IO y OiTeu KilipeHC QIYKOHA30JIy € BUIIUM IIOPiBHSIHO 3
popocnumu. 3actocyBaHHs no3 100, 200 ta 400 mr gopocnuM Ta g03 3, 6 Ta 12 Mr/Kr
OiTSIM IPU3BOOUTH OO HOCATHEHHS CIIIBCTaBHOlI CUCTEMHOI €KCIIO3UIIil.

Ilimu eikom 8i0 28 0His 0o 11 pokia

e Kaunupo3u cnm30BuX 000JIOHOK: IT0YaTKOBA J03a CTAHOBUTHL 6 MT/KT/mo0y,
migTpuMyBajibHaA Ao3a - 3 Mr/Kr 1 pa3 Ha go0y. [TouaTKoOBY m03y MOXKHA
3aCTOCOBYBATH B IIEPIINH [eHb 3 METOIO OiJIbII IIBUAKOTO JOCATHEHHS
PiBHOBAzKHO1 KOHIIEHTpPAIIil.

e [HBa3WMBHI KAHOAWOO3MW, KPUITOKOKOBUYM MEHIHTIT: JO3a mpenapaTy CTAaHOBUTH 6-
12 mr/kr 1 pa3 Ha 000y 3a/1e2KHO BiJl CTYIIEeHS TSI2KKOCTi 3aXBOPIOBaHHSI.

e [linTpuMyBa/ibHa Tepallisa OjIsa NOoIepeaKeHHSA PeUONBY KPUIITOKOKOBOTO
MEHIHTITY y OiTel i3 BUCOKUM PU3UKOM MO0 PO3BUTKY: J03a Ipemnapary
CTaHOBUTH 6 MT/KT 1 pa3 Ha mo0y 3a/exKHO Biff CTYIIeHs TSKKOCTi 3aXBOPIOBaHHS.

e [IpodinakTKa KaHANUOO03IB Y MAIli€HTIB 3 iMyHOmeimUTOM: J03a IIpemapaTry
cTaHOBUTH 3-12 Mr/kr 1 pa3 Ha go0y 3a7eXHO Bifl BUPaKeHOCTi Ta TPUBAJIOCTi
iHOYKOBaHOl HEUTPOMEeHil (OUB. HO3U O/ HOPOCIIUX).

Iimu 8ikom 8i0 HapoOiceHHs 00 27 OHi8

Y HOBOHapoOmXKeHUX (PIYKOHA30JI BUBOOUTHCS 3 OpraHi3aMy moBibHO. [laHi 3
bapMakokiHeTUKM, Ha IKUX 0a3YIOTHCS MO3U OJISI OOHOIIEHUX HOBOHAPOIXKEHUX,
3a3HayeHi HuXK4Ye, HaBeeHo B po3aijii «®apMaKOJIOTiyHi BJIaCTUBOCTI.
dapMaKOKiHETHUKA».

e JloHoIIEeHI HOBOHapoaxKeHi BikoMm Big 0 0o 14 mHiB: m0o3u, aHAJIOTiYHI 3a3HAaYEHUM
BHUlILle 071 OiTen BikoM Bif 28 mHiB 0o 11 pokis, ciiig 3aCTOCOByBaTU KOXKHI 72
roguHu. He ciif nniepeBulllyBaTh MaKCUMaJIbHY OO3Y, 110 CTAHOBUTHL 12 MI/KT
KO>KHi 72 TOOHUHH.

e J[OHOIIIEH]I HOBOHAPOAXKEHI1 BIKOM Bifg 15 go 27 OgHIB: m0o3u, aHAJIOTI4HI
3a3Ha4YeHUM BUIlle OJid OiTel BikoM Big 28 mHiB mo 11 pokiB, ciiif 3aCTOCOByBaTHU
KOXHi 48 roguH. He crig nepeBulllyBaTh MaKCUMaJIbHY 403V, 110 CTAHOBUTH
12 Mmr/kr KoxkHi 48 roguH.

Iimu.

[IpemapaT 3aCTOCOBYBATH OiTSIM BiJl HApOOXKeHHS, OUB. po3ain «Crocibé 3acTocyBaHHS
Ta JO3U».

Ilepeno3yBaHHA

OTpuMaHO MOBIZOMJIEHHS IPO Nepefo3yBaHHS (PIIyKOHa30JI0M; OOHOYACHO
MMOBIHOMIISIJIM PO TalIOIUHAIIl Ta ITapaHOlgaldbHy IIOBEOiHKY.



[Tpu nepeno3yBaHHiI HEOOXiTHO IIPOBECTU CUMIITOMATHUYHY MiATPUMYBaJIbHY Teparliio
Ta y pa3i HeoOXimHOCTI IPOMUTH HITYHOK.

®nyKOHa30/I 3HAaYHOIO MipOI0 EKCKPETYETHCA 3 cedelo; GOpCOBaHUM Aiype3 MOXKe
IIPUCKOPUTU BUBEOEHHS IIpenapary. CeaHc reMopiasidy TPUBaJICTIO 3 TOOVHU 3HUXKYE
piBeHb QIIYKOHA30JIy y ma3Mi KpoBi mpubmau3Ho Ha 50 %.

IToGiuni epexT

Pesome npodino 6e3nmeyHocTi

[ToBimoMisiyiv TIPO peaxliii TiKapChKOro 3aco0y 3 eo3uHOMITi€I0 i CHCTEMHUMU
cumntomamu (DRESS), noB’si3aHi 3 niKyBaHHAM (IIyKOHA30JI0M (OUB. PO3Mi
«OCcOOIUBOCTI 3aCTOCYBAHHS»).

Hattyacrimie moBimoMiisinu mpo Taki mobGiuHi peakirii: romoBHuM 6inb, 61k y YepeBHil
IMIOPOKHUHI, miapes, HyooTa, OJII0BaHHS, IMiABUINIEHHS PiBHS ajlaHiHaMiHOTpaHchepa3u
(AJIT), migBuIilleHHS PiBHS acnapTtaTaMiHoTpaHcdepa3u (ACT), migBuIleHHS PiBHSA
n1ykHOo1 pocdaTa3u KpoBi, BUCUITAHHS.

[I715 OILiIHKY YaCTOTH BUHMKHEHHS ITOOIYHUX peakiliii BUKOPHUCTOBYIOTh TaKy
Kinacudikarlio: gyxe dacto (= 1/10), gacTo (Bim = 1/100 mo < 1/10), HeuacTo (Big =
1/1000 mo < 1/100), pigko (Big = 1/10000 mo < 1/1000), oy=xe pigko (< 1/10000),
4acToTa HeBimoMa (4acTOoTy He MOXKHa OIIHMWTH Ha ITIiACTaBi HasABHUX JaHUX).

3 6oky cucmemu Kposi ma aimgpamuuHoi cucmemu

Heuacto: anemis.

Pigko: arpaHy/nouuTO3, TIEUKOIIEHisI, TPOMOOIIUTOIIEHIsI, HEUTPOIIEHis.
3 60Ky iMmyHHOI cucmemu

Pigko: anadinakcis.

MemaboaiuHi ma animeHmapHi po3aadu

HeygacTo: 3HUKEHHS alleTUTy.

Pigko: rinepxonectepuHeMis, TiepTpUriinepuageMis, rirnokKaaieMisa.
IlcuxiuHi nopyweHHA

HeuacTo: 6€3COHHS, COHJIUBICTE.

3 60Ky Hepsosoi cucmemu



YacTo: TomoBHUM Oiflb.

HewacTo: cymomu, mapecTesis, 3arraMOpOYeHHS, MOPYIIEHHS CMaKy.
Pigko: Tpemop.

3 60Ky opaaHie cayxy ma eecmuby1sapHO20 anapamy

Heuacto: BepTuro.

3 6oky cepus

Pinko: mapokcu3masibHa IIUIYHOYKOBA TaXiKapis TUILY «IIipyeT», IOLOBXKEHHS
inTepBany QT (muB. po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

3 60Ky WAYHKOBO-KUWKOB020 MpaKmy

YacTo: 6inb y YepeBHil NOPOXKHUHI, HyOTa, miapesi, OJII0OBaHHS.
HeyacrTo: 3amnop, gucmencisa, MeTeopu3M, CyXiCThb y POTi.
I'enamobiaiapHi po3aadu

YacTo: miaBUIlleHHS PiBHA ajllaHiHaMiHOTpaHCdepas3u (AJIT), migBuilleHHS PiBHA
acnaprataminotpaHcdepa3u (ACT), migBuiieHHS piBHA Ty2KHOI ¢pocdaTa3u (Ous.
po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

HeuacTo: x0necras, 2KOBTSHUIIA, MiABUILEHHS piBHA OimipyOiHy (OUB. po3min
«OCco6IMBOCTI 3aCTOCYBAaHHS»).

Pigko: me4yiHKOBa HEOOCTATHICTD, renaTOLENIIAPHUN HEKPO3, TelaTUuTH,
reraTolleNoJIIpHe ypaxkeHHs (IuB. po3Min «OcobIMBOCTi 3aCTOCYBaHHS»).

3 60Ky wKipu ma nidwkKipHOI MKAHUHU
YacTto: BucunanHs (OuB. po3ain «Ocob6mIMBOCTI 3aCTOCYBaHHSI»).

HeuyacTo: MeguKaMeHTO3HUYN OepMaTHUT (BKIO4Yaoul (pikCoBaHNUN MeIUKaMeHTO3HUM
OepMaTHUT), KPOIHUB THKA, CBePOixK, ITigBUIIleHe TOTOBUIOIIeHHS (OUB. PO3MIis
«OCcOoOIUBOCTI 3aCTOCYBAHHST»).

Pigko: TOKCUYHMY eIlijepMaJlbHUU HEKPOJIi3, cuHApoM CTiBeHca - [I?2KOHCOHA, TOCTPUH
reHepasi30oBaHUU €K3aHTEMaTO3HUY IIyCTY/Ib03, eKCHOTiaTUBHUU OEePMAaTHT,
QHTiIOHEBPOTUYHUY HAOPSK, HAOPSAK o0nuyuus, anomnenis (oqus. po3min «Ocobm1uBoCTi
3aCTOCYBaHHS»).



HeBimoMo: peaxiiii miKapchKoro 3aco0y 3 eo3uHO}iTi€0 i CHCTEMHUMU CUMIITOMaMH
(DRESS).

3 60Ky ONOPHO-PYX08020 anapamy ma CNoAYy4YHOI MKAHUHU

HeuacTo: mianris.

3azanvHi po3aadu

HeuacTo: migBuIlieHa BTOMJIIOBAaHICTh, HE3OY2KAHHSI, aCTeHisI, rapsdka.
Iimu

YacTtoTa Ta xapakTep MoOiYHUX peaklliil i BimXuieHb Bil HOPMU pPe3yJIbTaTiB
sTabopaTOpPHUX aHali3iB y X0l KIiHIYHUX OOCITigKeHb 3a Yy4acTIO [iTel CITiBCTaBHi 3
TaKMMHU Y OJOPOCIIHUX.

IToBimoMIEHHS IPO Migo3pioBaHi MOOiIYHI peakiil

[ToBigomIieHHS IIPO Mimo3pioBaHi MoOiuHi peaxiiil micss peecTpaitlii TiKapCcbKOTro
3aco0y € BaXKJIUBOIO IIpolieaypolo. Lle mae 3Mory npogoBKyBaTH MOHITOPUHT
CIIiBBigHOIIIEHHS KOPUCTh/PU3UK [IJISI BiIIIOBIOHOTO JTiKapChKOT0 3aco0y. MeguuyHUM
ImpalliBHUKaM HeoOXigHO IMOBimOMISATH IIPo Oymb-sAKi Mimo3pioBaHi mobiyHi peakirii
yepes3 HallioHa/JIbHY CUCTeMY (hapMaKOHariasamy.

TepMin npuIaTHOCTI
2 POKH.
VYMmoBHu 30epiranHs

36epiraTtu B HEOOCTYIHOMY OJisg miTel Miciii. 30epiraTu nmpu TeMiiepatypi He Buiile 25
OC. 36epiratu B OpuriHaabHil YIaKOBII.

HecymMmicTHicTBh

He crmig 3minryBaTu npernapat 3 iHIINMY TiKapChbKMMM 3aco0aMu B OHiM €MHOCTI,
OKpiM 3a3HadeHuX y po3xini «Crnocid 3aCTOCyBaHHS Ta OO3U».

YnakoBkKa

ITo 50 mm a6o 100 M y s, mo 1 nnsgmii y mavii 3 KapToHy. ITo 50 M abo
100 M1 y nnsgmkax.

Kareropis Bignmycky



3a penemnTomMm.
BupooHuK

TOB «HOpisg-®apm».

Miciie3Haxo/dKeHHsI BHPOOHHKA Ta aJpeca MiCIisi IPOBadKeHHsI HOro
OisTIBHOCTI.

Ykpaina, 18030, Yepkacwvka 001m., M. Yepkacu, Bys. Ko63apceka, 108. Ten.: (044) 281-
01-01.



