[HCTPYKIIIA

71T MEAWYHOTO 3aCTOCYBAHHS JTiKapCHKOT'0 3acoby

®JIYKOHA30!JI

(FLUCONAZOLE)

Cknao:
Oitoua peuosuHa: fluconazole;
1 kancyna mictutek 150 Mr GIyKOHa301y;

O0ONOMIJCHI PeYO0BUHU: TaKTO3a, MOHOTIIPAT; KPOXMaslh KapPTOMJISTHUN; MarHiio cTeapar; KPeMHi0
OIOKCHUI KOJIOIMHUY Oe3BOOHUH;

CKna0 060/0HKU Kancyau: XenaTuH, TuTany giokcup (E 171), ingpurokapmin-6nakutuuit (E 132).

JIlikapcbKa ¢popmMa. Kancynu.

OcHosHi (izuko-ximiuHi 81acmugocmi: TBePAi KenaTUHOBL Kancynu Ne 1, nunmiHApUYHOL PopMH 3
HamiBCchepUYHUME KpasiM#, KOPIIYC - 6i710T0 KONMbOPY, KPHUIIKA - 6TaKUTHOT'0 a0 CUHBOTO
KOJIbOPY; BMICT KaICyJu - ITOPOIIoK 6istoro abo Maixke 6ioro Konsopy, 6e3 3amaxy.

dapMakoTepaneBTUYHA I'pyla.

[TpoTurpuOKOBi 3ac00M [JIST CUCTEMHOT0 3acTocyBaHHs. [ToximHi Tprasony. Komg ATX J02A CO1.

dPapmakonoziuHi e1acmueocmi.
®apmakoduHamika.
MexaHi3Mm fii.

®yKOHA3011, MPOTUTPUOKOBUH 3aci0 Kylacy TPHUa3o0JIiB - MOTYKHUM Ta CEEeKTUBHUM iHTiIOITOD
rpuOKoBUX (hepMEHTIB, HEOOXiTHUX O/ CUHTE3y eprocTepony. [IepBUHHUM MeXaHi3MOM
10ro [il € mpurHiveHHs rpubKoBoro 14 anbda-n1aHOCTEPOII-IeMeTUTIOBaHHS,
oTocepenKoBaHoOro 1uToxpoMoM P450, 1110 € HeBim' eMHUM eTanoM 6ioCUHTE3Y TPUOKOBOTO
eproctepony. Akymynsnisa 14 anbda-MeTHI-CTEPOIIiB KOPEIIOE 3 MOAabII0 BTPATO
eprocreposry MeMOpaHo rpubKOBOI KJTiITUHY Ta MOXKe BifITOBigaTH 3a MPOTUTPUOKOBY



aKTUBHICTh QryKoHa30my. OPIyKoHa307 € OilbIl CEJIEKTUBHUM [I0 TPUOKOBUX (DEPMEHTIB
nutoxpomy P450, HixK mo pi3HUX cucTeM ¢epMeHTiB uToxpomy P450 ccasiiis.

3acTocyBaHHS GITyKoHa301my y mo3i 50 Mr Ha mo0y mpoTsarom 28 OHIB He BIIMBAE Ha PiBeHb
TECTOCTEPOHY Y IJIa3Mi KPOBi ¥ 40JIOBiKiB a00 Ha piBeHb EHAOTEHHUX CTEPOITiB ¥ KiHOK
pemnponyKTuBHOro Biky. ®mykona3on y mo3i 200-400 mMr Ha go0y He BUSBIISE KTiHIYHO 3HAYYIIOTO
BIIJIUBY Ha PiBEHb €HAOTE€HHUX CTEPO1MiB UM Ha BiATIOBIOb HAa CTUMYJIALII aIPEeHOKOPTUKOTPOIIHOI'O
ropMmoHy (AKTT') y 3mopoBux m0GPOBOJIBIIIB YOI0BI4O0I CTATI.

HocmigXeHHS B3aEMO{Iil 3 aHTUMIIPUHOM IIPOAEMOHCTPYBaJIO, 110 3aCTOCyBaHHS 50 Mr (QJIyKOHa30/1y
pa3oBo uu 6araTopa3oBo He BIJIMBA€ Ha MeTab0Ii3M aHTUIIIPUHY.

YyTnusicTs in vitro.

®nykoHa30: in Vitro eMOHCTPY€E NPOTUTPUOKOBY aKTUBHICTL CTOCOBHO BUAiB Candida, 110
3ycTpivaioTecsd Hanvacrime (Bkmodatouu C.albicans, C.parapsilosis, C.tropicalis). C.glabrata
OEMOHCTPYE HU3BKY CIPUUHSTINBICTL 00 QPIyKOHa30my, Tofdi K C. krusei Ta C. auris CTilKi
10 pIyKOHa30Imy.

Takoxk ¢GyKOHA307 in Vitro eMOHCTPY€E aKTUBHICTE K mpotu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i TpOTH eHAEMiIUHUX MITiCHABUX rpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

MexaHi3M pe3nuCTEeHTHOCTI.

Mikpoopraniamu pony Candida BeMOHCTPYIOTh YMCIIEHH]I MeXaHi3MHU PEe3UCTEHTHOCTI 0
a30JIbHUX TPOTUTPHUOKOBUX 3ac00iB. 1TyKOHA30/1 IEMOHCTPYE BUCOKY MiHiManbHY iHTi0y0uy
KOHIIeHTpAIIilo TPOTH IITaMiB rpubiB, SKi MarOTh oguH abo Oinbllle MexaHi3MiB
PE3UCTEHTHOCTI, 1110 HEraTUBHO BIIJIUBA€ Ha e(PEeKTUBHICTS in Vivo Ta B KIiHIYHIN MPaKTHII.
[ToBimoMIISLIIH TIPO BUIIAAKK PO3BUTKY cymepindekuii Candida spp., CHPAYNHEHO] iHIIUMY, HiX C.
albicans, Bugam#, 1[0 4aCTO MalOTh HU3bKY cIpuiHATIUBICTE (C.glabrata) abo CTiMKiCTh 0O
dbnykoHasony (Hanpuknag, C. krusei,

C. auris). [Ins1 MiKyBaHHS TaKWX BUIAMKIB CIIiJl 3aCTOCOBYBaTU albTePHATUBHI MPOTUTPHUOKOBI
3acobu.

dapmakoKiHemuxka.

dapMakKOKiHETUYHI BIIACTUBOCTi (PJIyKOHA30JTy € IMOAiOHMMU IIPU BHYTPIIITHLOBEHHOMY i
IIepopaabHOMY 3aCTOCYBaHHI.

AGcopOiis.

®ykoHa3011 JoOpe BCMOKTYEThCS IIPY ITIepopaibHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary y
Tn71a3Mi KpoBi i cucTeMHa 0i0oCTyHICTh epeBulilyioTh 90 % piBHS QIYKOHA30My Y IIIa3Mi
KPOBI, III0 OCATa€EThCA IIPU BHYTPIIIHBOBEHHOMY BBe[eHHI nmpenaparty. OgHOYacHe
BXKMBaAHHS 1Ki He BIIJIMBA€ Ha BCMOKTYBaHHS IIpenapary P X0ro nepopaabHOMY
3acTocyBaHHi. [TikoBa KOHIIeHTpalis y m1a3Mi KpoBi gocsraeTscs yepes 0,5-1,5 roguau
iCNIs IpUKXOMY IIpemnapaTy. KoHIleHTpallid IIpenapaTy y IIJla3Mi KpPOBi IPOIOPIiiHa OO0 AO3H.
PiBHOBakHa KOHIIeHTpallisd Ha piBHI 90 % pmocsAraeTbCcsa Ha OPYTUU AeHb JIiKyBaHHS [IPU



3aCTOCYBaHHI y IepIIui JeHb HaBaHTaXKyBaJIbHOI MO3H, 1[0 BOBiUi MepeBUIly€e 3BUYANHY
no0OBYy [O3y.

Pozmoomin.

006’eM po3mopiny TpuOIN3HO NOPiBHIOE 3aralbHOMY BMICTY PifMHU B OpraHi3Mi. 3B’3yBaHHS
3 Oinkamu mma3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3011 fobpe IPOHUKAE B YCi JOCHiIXKYyBaHi pifuHu opraHi3aMy. PiBeHb GyKOHA307y Y
CIIMHI Ta MOKPOTHHHI € MOAiOHUM [0 KOHIIEHTPallii IpenaparTy y IIjla3Mi KpoBi. Y XBopux Ha
rpubKOBUYM MEHIHTIT, piBeHb (PIIyKOHA30/y Y CIMHHOMO3KOBIi piguHi mocsrae 80 %
KOHIIEHTpAllil ¥ IJ1a3Mi KPOBi.

Bucoxki KoHIleHTpalii (IyKOHa30/1y y WIKipi, 10 TepeBUIyIOTh CHPOBATKOBI, [OCATAIOTHCS Y
POroBOMY Luapi, emifgepmici, mepmi Ta noTi. PJIyKOHa30JI HAKOIIUUYYETHCA Y POTOBOMY IIapi.
[Ipu 3acTocyBanHi mo3u 50 Mr 1 pa3 Ha o0y KOHIeHTpallis GryKoHa3omy micias 12 gHiB
JIIKyBaHHS CTAHOBUJIA 73 MKT/T, a yepe3 7 OHIB IiC/s 3aBePILEHHS JIiIKyBaHHS KOHIIEHTpallis
BCe IIje cTaHoBUIA 5,8 MKr/r. Ilpu 3actocyBaHHI mo3u 150 Mr 1 pa3 Ha TUXIEHb
KOHIIeHTpallisgd GIyKoHa301y Ha

7-ii OeHb JIiKyBaHHS CTaHOBUJA 23,4 MKT/T; yepe3 7 OHIB Iic/Ig 3aCTOCYBaHHS HACTYIIHOI
[03U KOHIIEHTpallisl BCe 1ie cTaHoBuna 7,1 MKr/r.

KonneHTpallisa GpnykKoHa301y B HIrTax micisg 4 MicamiB 3actocyBaHHs 150 mr 1 pa3 Ha
THUXKMIEeHb cTaHOBUIIA 4,05 MKT/T y 300pOBUX MOOPOBOJIBINB Ta 1,8 MKT/T pu 3aXBOPIOBAHHSIX
HIiTrTiB; IyKOHA30/1 BU3HAYaBCS y 3pa3Kax Hir'TiB yepe3 6 MiCSIIiB MMicisa 3aBepIIeHHS
Teparil.

BioTrpaHcdopmarris.

®nykoHa3011 MeTaboTi3yeThCS He3HAYHOIO Mipoto. IIpu BBeieHHi 031, MiyeHO1
pagioakTuBHUMH i30Tonamy, nuule 11 % hryKoHa30/1y eKCKPETYETHCA 3 Ce4el0 Y 3MIHEHOMY
Burisaai. ®ykKoHa30711 € celeKTUBHUM iHTibiTOpoM i3opepmenTiB CYP2C9 ta CYP3A4, a
TaKoX iHribiropom izopepmenty CYP2C19.

BuBeneHHd.

[lepion HamiBBUBEeNEHHS (PIYKOHA30/Y 3 MJIa3MU KPOBi CTAHOBUTH OJTU3bKO

30 ropuH. binbllla YacTHa IpenapaTy BUBOAUTHCA HUpPKaMu, mpudoMy 80 % BBeOeHOL 03U
BUSIBIISIETHCS ¥ Cedi B He3MiHeHOMY cTaHi. KiipeHc (QryKoHa30/1y IpONOPIiMHUY J0 KITipeHCy
KpeaTuHiny. LIupkymoounx MeTaboIiTiB He BUSIBJIEHO.

TpuBanuy nepion HamiBBUBEOEeHHS IIpenapaTy 3 IIJla3MU KPOBi Ja€ MOXKJIUBICTh Pa30BOr0
3aCTOCYBaHHS IIperapaTy IIpPU BariHaJbHOMY KaHAMOO031, @ TAKOXK 3aCTOCYBaHHSA IIpernapary
1 pa3 Ha TUXKOEHb IIPU IHIIKUX [TOKa3aHHAIX.

HupKoBa HEOCTATHICTE.



Y nanieHTiB 3 HUPKOBOIO HEIOCTATHICTIO TAKKOTO CTyIeHs (IIBAAKICTb KITyOOYKOBOI
dinbrparrii menmie 20 m/xB) mepion HamiBBuBeneHHs 36inburyeTses 3 30 mo 98 rogun. Tomy
ITifl KaTeropii mamieHTiB HeoOXiqHO 3MEHIIUTH [03y GIyKOHAa305y. OIyKOHA30JI BUMASETHCS
[ISIXOM IeMOfiali3y, Ta MEeHIIO0K MipOo - IIIIX0M iHTpanepuTOHeanbHOoro gianidy. CeaHC
reMofiai3y TPpHUBaiCTI0 3 TONUHYU 3HUXKYE PiBeHb (JIYKOHA30JTy V IIJIa3Mi KpPOoBi MpubIU3HO
Ha 50 %.

[TaIieHTH JTITHLOIO BiKY.

3MiHu (hapMakKOKiHETHKY Yy MAIi€HTIB JIITHBOTO BiKy 3ajieXkaTh Bifj TapaMeTpiB (QyHKIIiN
HUPOK.

KrinigHi xapaKTepHCTHKH.
IToka3zanus.
FocTpuii BariHanpHUYM KaHOU03, KOJIU MiClleBa Tepallis He € OOLIIbHO.

Kannounosuuit OanmaHiT, KO MiclleBa Tepallis He € [OIiIbHOIO.

IIpomunoka3aHHsi.

- T'inepuyTnuBicTh 70 GIyKOHA30JTy, iHIINX a30IbHUX CIIONYK a00 H0 OyOb-SKO0I 3 OTIOMiXKHUX
PEYOBHH IIpenapary.

- OgHOYacHe 3aCcToCyBaHHS (HIIyKOHA30/Iy Ta TeppeHaguHy Nali€HTaM, IKi 3aCTOCOBYIOTh
bnykoHa3on 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3ybTaTaMy JOCTiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (QIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC00iB, III0 MTOIOBKYIOThH iHTEpPBA
QT ta meTtabomizyioTbcs 3a gonoMoroio hepmenty CYP2A4 (Hanpukiap U3anpuay, acTeMi3ony,
niMO3U[y, XIHIAMHY Ta €ePUTPOMILIUHY).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

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

ITuzanpud. [ToBigoMJIAIOCS IPO PO3BUTOK NMOGIYHUX pPeakiliit 3 60Ky ceplls, y TOMY YHUCIIi PO
[IapOKCH3MaJIbHy IUIYHOUYKOBY TaxiKappilo TUIY «IIipyeT» Yy Malli€HTiB, SKi 0GHOYACHO 3aCTOCOBYBaJIU
GbnykoHa30:n Ta nu3anpun. KoHTponboBaHe OOCTIIXEHHS IPOLEeMOHCTPYBAIO, [0 ONHOYaCHe
3actocyBaHHS 200 Mr driykoHazomny 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha 00y ITPU3BOIUIIO
[0 3HAYHOT0 MiIBUII[eHHS PiBHS I[M3aNpUy y Ija3Mi KpoBi Ta [0 mofoBxKeHHA iHTepBany QT.
OnHouacHe 3aCTOCyBaHHS (GIyKOHA30Jly Ta OU3alpULy IPOTUIIOKa3aHe (IUB. PO3MAiN
«IIpoTunoka3aHHsg»).

TeppeHaduH. Yepe3 BUNIAOKU PO3BUTKY TAXKKHUX CEPLEBUX apUTMill, CHPUYNHEHUX IOJOBKEHHAM
inTepBany QTc, y mallieHTiB, gKi 3aCTOCOBYBaIH a30JIbHi TPOTUTPUOKOBI JTiKapChKi 3aco06u OIHOYACHO



3 TepbeHaguHOM, Oy TPOBENEH] HOCTiOXKEHHS B3a€MO/Iil ITUX ITperapaTiB. Y Xofli OMHOTO
MOCTimKEeHHS IIPU 3aCTOCYBaHHi GiyKoHa3omy v mo3i 200 Mr Ha mo6y He Oy10 BUSIBIIEHO ITOMOBXKEHHS
intepBany QTc. [HIIe gocHifXKeHHS IPU 3aCTOCyBaHHi ¢yKoHa3omy y go3ax 400 mr ta 800 Mr Ha
no0y TpoeMOHCTPYBAJIO, 1[0 3aCTOCYBaHHS (QIyKoHa30my v mo3ax 400 Mr Ha noOy abo BHIlle 3HAYHO
IigBUIIY€E PiBeHb TepPeHaAuHy y IIJIa3Mi KPOBi IIPK OMHOYACHOMY 3aCTOCYBaHHI IIUX IIpernaparis.
CywMicHe 3acTocyBaHHS (HyKoHa301y y go3ax 400 mMr a6o Buile 3 TepheHaguHOM IIPOTUIIOKa3aHe
(muB. po3min «IIpotunokal3anHs»). [Ipu 3acTocyBaHHiI PprykoHa3omy y mo3ax Hux4e 400 mr Ha moby
OOHOYACHO 3 Tep(eHagUuHOM CJIif IPOBOOUTH PETEIbHUY MOHITOPUHT CTaHY Nalli€HTa.

Acmewmizon. CymicHe 3acToCyBaHHS (DIIYKOHA30/1y Ta aCTEMi30Jly MOXKe 3MEHIIUTHU KITipeHC
acteMizony. Cupu4YnHeHe UM HiABUINIEHHS KOHIIEHTPAIll acTeMi30/Ty y IIa3Mi KPoBi MOXe
IIPU3BECTH 10 NTOAoBKeHHd iHTepBany QT Ta y pigKiCHUX BUIIafiKaX - A0 TapOKCU3MaIbHOL
IIJTYHOYKOBOI TaxikKappii Tumy «mipyet». OgHOYacHe 3aCTOCYBaHHS (IYKOHA30Jy Ta aCTEMi30Iy
IIPOTUIIOKA3aHe.

ITimo3ud ma xiHiduH. CyMicHe 3acTOCyBaHHS (HJTyKOHA30JIy Ta MiMo3uny abo XiHifuHy MoXKe
IPU3BONUTHU [I0 IPUTHIUeHHS MeTaboi3My miMo3uay abo XiHifKWHYy, X04a BiATIOBIGHUX OOCIigXKeHb in
vitro Ta in vivo He poBogumu. [limBUIIeHHS KOHIIEHTPallil miMo3umy abo XiHiguHy y M1a3Mi KpoBi
MOXKe CIPUYUHATYU MONOBXKeHHS iHTepBany QT Ta y pigKiCHUX BUNagKaX MPU3BOOUTH OO PO3BUTKY
IapOKCHU3MaJlbHOI LITYHOYKOBOI TaxikKapmil TUmy «mipyeTr». OgHOYacHe 3aCTOCYBaHHS (DIIYKOHA30IIY
Ta miMo3uny abo XiHifWHY ITPOTUIIOKA3aHe.

EpumpomiyuH. OmHOYaCHe 3aCTOCYBaHHSI ePUTPOMILIMHY Ta (QIIYKOHA30JIy MOXKE IIPU3BOIUTH 10
IMigBUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (mogoBxKeHHs iHTepBany QT, mapokcu3ManbHa
IIJTyHOYKOBA TaXiKappis THIY «IipyeT») Ta, K HACIiJOK, OO PalToBOl CEPIIEBOI CMEePTi.
3acTocyBaHHS KOMOiHaIlil ITUX JTiIKapCchKuX 3aC00iB MPOTUIIOKA3aHe.

Amiodapox. OgHOYACHE 3aCTOCyBaHHA (IIYyKOHA30Jly 3 aMiofflapOHOM MOXKe IIPU3BECTHU [0
IpurHidveHHs MeTabosi3aMy aMiofapoHy. CriocTepiraBcs 3B'130K MiXK 3aCTOCyBaHHSIM aMiofapoHy Ta
nonoBxXKeHHAM iHTepBany QT. OmHOYacHe 3acTOCyBaHHS (PIIYKOHA30/Iy Ta aMiOfapoHy
IIPOTHUIIOKa3aHe (OuB. po3min «IIpoTUIOKa3aHHSI»).

He QQKOMQH@)ZGmbCﬂ 00HOYdCHe 3dCMOCYBAHHA _d)/l)ZKOHGSO/UZ ma Husc4e3d3Hd4eHux ﬂiKGQCbKUX

3acobis.

T'anopanmpuH. ®yKOHA30JI MOXKE CIPUYNHUATH MiABUIIEHHS KOHIIEHTPALil raJohaHTPUHY V MIa3Mi
KPOBi 3a paxyHOK npurHiueHHs CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIUX JIiIKAPCHKUX 3aC00iB MoXKe
IIPU3BOOUTHU [0 MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCUUYHOCTI (mogoBxkeHHs iHTepBany QT,
IapoKCcu3MaJibHa IITyHOYKOBa TaxiKapmid TUIy «IipyeT») Ta, sSIK HaCJigoK, A0 PanTOoBOl CEPIEeBOL
cMepri. Crtig yHUKATH 3aCTOCYBaHHS KOMOiHaIIil ITMX JTiKapchKuX 3aco0iB.

CymicHe 3acmocyeaHHsA GayKOHA304y MA HUHCYE3a3HAYeHUX AiKAPCbKuX 3acobis sumazae
obepedicHOCMi Ma Kopu2y8aHHs 003uU.

Bnaue iHwux aikapcbkux 3acobie Ha payKkoHA304.

HocnimKeHHS B3a€EMOIil MIPOJEMOHCTPYBAJIH, IO TepopajibHe 3aCTOCYBaHHS (IyKOHa30Iy
OOHOYACHO i3 BXKUBAHHAM 1XKi, IPUAOMOM IIUMETHUANHY, aHTAUUAIB ab0 MOmaIbIINM OIIPOMiHEHHSIM
yCBOT'0 TiNla [ IIepecagky KiCTKOBOTO MO3KY He Ma€ KJIiHIiYHO 3HAYYIIOT0 BILIMBY Ha abcopOIliio
(bIyKOHa301y.

PugpamniyuH. OmHOYaCHe 3aCTOCYBaHHS (PIyKOHA30Jy Ta pAU(PaMITiuHy IPHU3BOAUIIO 10 3HUKEHHSI



AUC =a 25 % Ta ckOopouyBaJio Iepiof HamiBBUBe#eHHS ¢iyKoHa3oiy Ha 20 %. ToMmy Ojis malji€eHTis,
SKi 3aCTOCOBYIOTh PUGAMITILIVH, CIif PO3TISHYTHA OOUiNbHICTh MigBUIIEHHS NO3U (DIIyKOHA3O0MY.

I'idpoxaopomia3ud. Y gocnifxeHHi (hapMaKOKiHETUYHOI B3aEMOfIil OfHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TipPOXJIOPOTia3uay 300POBUM JOOPOBOJIBISM, SIKi OTPUMYBaIH (GIyKOHA30]I,
IiABUINYBAJIO KOHI[EHTPALi0 (IyKOHa305y v Iwia3Mi Kposi Ha 40 %. Taki mapameTpu B3a€eMofil He
BAMararoTh 3MiH y peXHMi J03yBaHHS (IyKOHA30J1y [AJIS MAIli€HTiB, IKi OJHOYACHO OTPUMYIOTh
cedorinHi 3acobu.

Bnaue ¢aykoHaszony Ha iHWi nikapcwki 3acobu.

®nykoHa3om € TOTyKHUM iHTi6iTopoM i3odpepmenTy 2C9 nutoxpomy P450 (CYP) Ta momipHuM
inriitopom CYP3A4. ®nykoHa3o1 € iHribiTopom izopepmenty CYP2C19. Ha momaTok mo
CIIOCTepeXKyBaHUX/OOKYMEHTAa/IbHO MiATBEPAXKEHUX B3aEMO/IiH, 1110 ONIMCaHI HUXKYe, IIpU
OTHOYACHOMY 3aCTOCYBaHHI 3 (pIIyKOHA30JI0M iCHYE PU3UK IiIBUINEHHS y II71a3Mi KPOBi KOHIIeHTpallil
iHmwMX cronyxk, 1mo mMetabomnizyioTsesi CYP2C9, CYP2C19 Ta CYP3A4. ToMy 3aCTOCOBYBaTH Taki
kKoMOiHalii mpemapariB citig 3 00epeXKHICTIO; P I[bOMY HeOOXiTHO PeTeNIbHO CIIOCTepiraTu 3a
cTaHoM TalrieHTiB. [IpuraiuyBanbHa Oist GrykoHa3ony Ha ¢pepMeHTH 30epiraeTbcs npotsarom 4-5 nib
IiCJIs KOT0 3aCTOCYBaHHA Yy 3B'I3KY 3 MOT0 TPUBA/IMM IIePiogoM HalliBBUBEAEHHS.

Anvpenmania. Tlig 4ac 0mHOYACHOT'0 3aCTOCYBaHHS anbGeHTaHiny y f1o3i 20 MKI/KT Ta QpIyKoHa30Iy
y mo3i 400 Mr 3mopoBUM JOGPOBOJIBIAM CIIOCTEpiraaocs: gBokpaTHe 30inbirenHss AUC,,, MOXKIIHNBO,
yepe3 inridyBanus CYP3A4. Moxe 6yTu He0OXimHUM KOPUTYBAaHHS 003U albpeHTaHiny.

AmimpunmusniH, HopmpunmuaiH. ®TyKOHA30JI TOCUIIOE [IiI0 aMiTPUIITUITIHY Ta HOPTPUNITUIIIHY.
PekoMeHyeThCSI BUMIPIOBATH KOHIIEHTPAI] 5-HOPTPUNITUIIHY Ta/ab0 S-aMiTpUNTUIIIHY Ha TOYATKY
KoMOiHOBaHOI Tepartii Ta 4epe3 1 THXKOeHb. Y pa3i HeoOXigHOCTI CIlif BiIKOPUTYBATH 103y
aMITPUNTUWIIHY/HOPTPUIITUIIIHY .

AmpomepuuuH B. OgHouacHe 3aCTOCYBaHHS (PIYKOHA301y Ta ampomepuyuHy B iHpiKoBaHUM
MUIIIaM i3 HOpMaJIbHUM IMyHITETOM Ta iH()iKOBaHUM MUIIaM 3i 3HUKEHUM iMyHITETOM Jaio Taki
pe3ynbTaTH: HEBENIUKUY afUTUBHUYN MIPOTUTPpUOKOBUi edeKT rpu cucTeMHin iHdekrii C. albicans,
BiICyTHICTh B3a€MO{Iil IpU BHYTPiMIHbOUEPeNHil iHPeKIil Cryptococcus neoformans Ta aHTaroHi3M
[IBOX TIpenaparTiB Ipu CUCTeMHiM iHbekil Aspergillus fumigatus. KiniHiuHe 3HaueHHS pe3yJIbTaTiB,
OTPUMAaHUX Y XO[l IUX AOCIiAXKEHb, HEBIOMe.

AHmukoaz2yaaHmu. 4K i mpu 3aCTOCYBaHHI iHIIKUX a30JIbHUAX MPOTUTPUOKOBUX 3ac00iB, Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHi (IyKOHa30Jly Ta BappaprHy MOBIJOMIISIOCS NP0 BUIAIKHA PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOL KPOBOTEUi, MIYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypil Ta MeJeHU) y
TIOEJHAHHI 3 TIONOBXEHHSM NPOTPoMOiHOBOTO Yacy. [Ipu ogHOYAaCHOMY 3aCTOCYBaHHI QIIyKOHA30Iy
Ta BaphapuHy CIocTepiraaocst JBOKpaTHE MigBUIEHHS MPOTPOMOiHOBOI0 Yacy, iMOBipHO, BHACIIIIOK
npurHidveHHs MeTaboni3aMy Baphapuny yepe3 CYP2C9. Crig peTenbHO KOHTPOIOBATH
IPOoTPoMOiIHOBHMI YacC y MAalli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYISIHTA abo
inmaHenmioH. Moxe 0yTH He0OXiIHOI0 KOPEKIlid 03U aHTUKOATy/IsHTY.

BeH3odiazeniHu kopomkoi 0ii, Hanpukaad midazonam, mpuazonam. IIpu3HadyeHHS (HIyKOHA30ITy
IiCJIg ITepOopasbHOT0 3aCTOCYBaHHS Mifja3ojaMy IPU3BOAUIIO A0 3HAYHOTO MiABUIIEHHS
KOHIIeHTpaIlil Mifa30/1aMy Ta OO IOCUJIEHHS IICUXOMOTOPHUX edekTiB. OmHOYacHe
3acToCyBaHHSA QyKoHa30my y fo3i 200 Mr Ta Mifa3onamy y 4o3i 7,5 MI IepopaibHO
npu3soauio no nigsuienHsa AUC Ta nepiofy HaliBBUBEeOeHHS Y 3,7 Ta 2,2 pa3a BiAIOBiOHO.
3acTocyBaHHs GayKoHa30my v 0o3i 200 mr/moby Ta 0,25 Mr TpraloiaMy IepopaibHO



npu3Bonuio po nipsuinenHs AUC Ta mepiony HalliBBUBeOeHHS Tpua3oiaMy y 4,4 ta 2,3 pasa
BigmoBigHO. [Ipy omHOYACHOMY 3aCTOCyBaHHI (PIIyKOHA30/Iy Ta TpHa3ojlaMy CIIOCTepiramocs
IIOTEHIIiIOBaHHS Ta IPOJIOHTallis ePeKTiB TpHa3oIamy.

AKI110 mauieHTy, IKAU TPOXOOUTh KyPC JIiKyBaHHS (PIIyKOHA30JI0M, CJIii ODHOYACHO MPU3HAYUTH
Tepariio 6eH3o0ia3eniHaMu, 03y OCTaHHIX CJIifi 3SMEHIIIUTH Ta BCTAHOBUTH HaJle3KHUM HaTJIAL 3a
CTAHOM IIallieHTa.

KapbamaseniH. ®nyKoHA30/I MPUTHiYYyE MeTab011i3M KapOaMa3eminy Ta CIPUYUHSIE MigBUIIEHHS
piBHa KapOaMaseniny B cupoBaTii KpoBi Ha 30 %. [cHye pu3uK poO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kKapbama3zeniny. Moxe 6yTu He0OXiTHMM KOPUTYBAHHS 03U KapOaMaseliHy 3a7eXHO Bif PiBHS HOTO
KOHIIEHTpAllil Ta [il mpemapary.

Baoxamopu kanvuiegux kaHasig. [lesgKi aHTaroHiCTH Kambllito (Hipenumiy, icpaduniH, aMIOgUIIIH Ta
dbenonumnin) MmetabomnizyoThest pepmernToM CYP3A4. ®nyKoHa30I1 MOTEHIIMHO MOXKe MiIBUIITYBaTH
CHCTEMHY eKCII03HIIit0 OI0KaTOPiB Ka/IbIlieBUX KaHalliB. PeKOMeHIOBaHUY PeTEeNbHUN MOHITOPUHT
1010 PO3BUTKY IOOIYHUX peakiliil.

ITenekokcub. [Tpu ogHOYAaCHOMY 3acTOCyBaHHi dnykoHa3ony (200 Mr Ha mo0y) Ta 1eJIeKOKCHOY

(200 mr) C,,,Ta AUC nenekokcuby mippuiityBanucs Ha 68 % ta 134 % BigmosigHo. [Ipu omHOYacHOMY
3aCTOCYBaHHI 1eieKoKcuOy Ta GrryKoHa301y Moxke OyTH HEOOXiqHUM 3MeHIIeHHS 103U I1eJIeKOKCHOY
BIOBIiYi.

Luxnaogpocpamio. OgHOUYACHE 3aCTOCYBaHHA IUKI0(Pochaminy Ta GayKoHa30y IPU3BOAUTD OO
nigBUIeHHS piBHS OinipyOiHy Ta KpeaTHHIHY B cupoBaTiii KpoBi. Ili mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, 3BaXKalouu Ha PU3UK IiIBUILIEHHS KOHIeHTpallil Oinipybiny Ta
KpeaTUHIHY B CUPOBATL KPOBI.

®enmaHia. TToBimOMIISITIOCS PO OOUH JIETATbHUYM BUIAMIOK iHTOKCHUKAIlil peHTaHiToM BHACIITOK
MOXKJIMBOI B3aeMopil peHTaHiny Ta ¢haykoHa3omy. [Jo TOTo XK ¥ OOCIiAXKeHHi 3 y4acTiO 3M0POBUX
moOpoBOIIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (GJIYKOHA30JI 3HAYHO YIOBiIbHIOBAB €JTiMiHalli0
benTaHiny. [ligBuIeHHS KOHLEHTPALil (eHTaHiTy MOXe IPU3BECTH [0 IPUTHIYEHHS OIUXaHHS, TOMY
CJIi[l peTeIbHO KOHTPOJIIOBATH CTAH MallieHTa. Moxe OyTH HeoOXiHO KOpPEeKIlis 103U heHTaHiy.

IH2ibimopu I'MI-KoA-pedykmasu. CyMicHe 3acToCyBaHHS (GIyKOHa301y Ta inribitropis I'MI-
KoA-penykrasu, mo MeTtabomni3yiotbcsi CYP3A4 (aTopBacTaTHH Ta CUMBacTaTHH), abo
inribiTopiB I'MI'-KoA-penmykTasu, 1m0 Mmetabonisyiotbcss CYP2C9 (dnyBacTaTun), mipBuIiye
PU3UK PO3BUTKY Miomarii Ta pabgomionisy. YV pa3i HeoOXiqHOCTI 0IHOYACHOTO 3aCTOCYBaHHS
I[[UX TIperapariB CJIif peTeIbHO CIIOCTepIraTy 3a MalieHTOM LIOA0 BUHUKHEHHS CUMIITOMIB
Mionarii Ta pabmomioni3y i TpOBOOUTY MOHITOPUHT PiBHSA KpeaTUHKiHa3u. Y pa3i 3HaYHOTO
IiBUINEHHS PiBHS KpeaTUHKia3H, a TaKOXK IIPU [iarHOCTyBaHHi abo mimo3pi Ha
Mionariro/pabmomiosti3 3acTocyBaHHS iHTi0iTOpiB MI-KOA-penyKTasu Ciifi IPpUIAHUTH.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaimyc, CUPOAiMYC i MaKpoaimyc).

HuxkaocnopuH. OyKOHA30J1 3HA4YHO HifBuUIlye KoHIleHTpanio Ta AUC nukinocnopuny. [lpu
OJHOYACHOMY 3aCTOCYBaHHi GiyKoHa301y y mo3i 200 Mr/moly Ta IUKIIOCIOPUHY Y H03i

2,7 mr/kr/moby cnoctepiranmocst 36inpmenns AUC muknocnopuny y 1,8 pasa. Li mpemapatu MOxkHa
3aCTOCOBYBaTH OOHOYACHO 3@ YMOBH 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe’KHO Bifl OT0
KOHIIEHTpaIIlil.



Esepoaimyc. Xo4a OOCHTiIXKEHB in Vitro Ta in vivo He IPOBOAMIY, BimoMo, 1110 (hIYKOHA30JI MOXKe
MigBUIIYBATU KOHLIEHTPALIiI0 €eBepOIiMyCy B CUPOBATLi KpOBi yepe3 npurdivenss CYP3A4.

Cupoimyc: hbayKoHa30J MigBUIy€e KOHLIEHTPALII0 CHPOJIIMYCY y MIa3Mi KPOBi, iMOBIpHO, IIISIXOM
npurHidveHHs MeTaboniaMmy cuposimycy depmenTom CYP3A4 ta P-rmikonporeinoM. Li mpemapartu
MOJKHa 3aCTOCOBYBATU OJHOYACHO 3a YMOBY KOPUT'YBaHHSA [O3U CHAPOJIIMYCY 3aJIe’KHO Bifj PiBHA
KOHIIEHTpallil Ta eeKTiB Ipemapary.

Taxpoaimyc. ®yKoHa30J1 MOXKe MigBUIIYBaTH KOHIIEHTPAIlil TaKPOJIiMyCy B CHPOBATIIi KPOBi 10

5 pasiB npu 10ro nepopasbHOMY 3aCTOCYBaHHI Yepe3 NPUTHIUeHHS MeTaboIi3My TaKpoIiMycy
dbepmentom CYP3A4 y kuimeyHuKy. [Ipy BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIloCTepiranocs 3HaYHUX 3MiH (papMaKOKiHeTHUKH. [TiBUIEHI piBHI TAKPOIIMYCY aCOILiI0I0THCS i3
He(pPOTOKCUYHICTIO. [103y TaKPOJIiMyCy AJISl IEPOPAIbHOT0 3aCTOCYBaHHS CIIif 3HUKYBATH 3aJIe’KHO
Bifl KOHIIEHTpAIlil TaKpOoJiMyCy.

JIozapman. ®nyKoHa30J IpUTrHiyye MeTabo01i3M JI03apTaHy A0 HOT0 aKTUBHOT'O0 MeTaboIIiTy
(E-31 74), 1o 3yMoBIIIO€ GinbIlly YaCTUHY aHTArOHI3My 10 PellenTopiB aHrioTeH3uny Il mig gac
3aCTOCYBaHHA JI03apTaHy. PeKoOMeH0BaHO 3[i¥CHIOBATH [IOCTIMHUY MOHITOPUHT apTepiasbHOro
TUCKY Y NAlli€HTIB.

MemadoH. ®nyKoHa30/1 MOXKe IiiBUIyBaTH KOHIIEHTpAallil0 MEeTaJoOHY Yy CUPOBaTLi KpoBi. [Ipu
OOHOYACHOMY 3aCTOCYBaHHI MeTafloHy Ta (GryKoHa30Jy Moxe 6yTH HeOOXiIHUM KOPUTYBAHHS 03U
METaJOHYy.

Hecmepoioui npomu3anaavHi npenapamu (HIT3I1). [Ipu ogHOYaCHOMY 3aCTOCYBaHHI 3
bnykonazonoMm C,,, Ta AUC dnypbinpodeny migsuiiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIiBHSIHO
3 BiTIOBigHMMY NTOKa3HWKaMU IIPU 3aCTOCYBaHHi TinbKu QuypbinpodeHy. AHAIOTIiYHO IpU
OTHOYAaCHOMY 3aCTOCYBaHHi GIyKoHa301y 3 pareMiyaum ibympoderom (400 mr) C,,, Ta AUC
(hapMaKoJIOTiYHO aKTHBHOT0 i30Mepy S-( )-ibynpodeny migBuiiryBanucs Ha 15 % Ta 82 % BifmoBigHO
IIOPiBHSHO 3 TAKMMHU IMOKAa3HUKaMU IIPU 3aCTOCYBaHHI TiJIbKM palleMidHOro i0ynpodeny.

Xoya creniaJapHUX OOCTIAKEeHb He IPOBOAUIH, (hIYKOHA30JI MOXKe MiJBUIyBaTH CUCTEMHY
ekcrno3utito inmux HII3II, mo metabonizyiotbcss CYP2C9 (Hanpukiiag HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, TuKiIodeHaky). PeKOMEHIOBAaHO MEPiOJUYHO 3MiCHIOBATA MOHITOPHHT MOOIYHIX
peaxiiii Ta TOKCUYHUX IPOABIB, OB’ s13aHux i3 HII3I1. Moxe 3HamoOuTucs Kopurysanus go3u HIT3TI.

deHimoiH. dyKoHa30J1 IpUrHivye MeTaboniaM deHiToiny y neuinii. OgHoyacHe 6araTtopa3ose
3actocyBaHHS 200 MTr priykoHa30my Ta 250 Mr GeHITOIHY BHYTPIIIHLOBEHHO IPU3BOAUTE 10
nigsuiierHs AUC,, deniToiHy Ha 75 % Ta C,,,Ha 128 %. [Ipu ogHOYacHOMY 3aCTOCYBaHHI LIUX
JIiIKapChKUX 3ac00iB CIIifl IPOBOOUTH MOHITOPUHT KOHIIEHTpalii GeHITOIHY Y CHpOBaTLi KPOBi A/Is
YHUKHEHHS PO3BUTKY TOKCHYHOI [il HeHITOIHY.

ITpedHi3oH. [ToBimoMIIsIIOCS PO BUITAAOK, KOJIM Y TMAIliEeHTa IiC/Is TPaHCIIaHTallil TeYiHKX Ha TIIi
3aCTOCYBaHHS MIPEOHiI30HY PO3BUHYJACSd rocTpa HedocmamHicms Kopu HagHUPKOBUX 3aJ103, II10
BMHUKIIA IiC/ISl MPUIIKHEHHS TPUMICIYHOIr0 Kypcy Tepatil hpaykKoHa3010M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, iMOBIPHO, CIPUYMHUIIO ocuieHHsT akTuBHOCTI CYP3A4, mo npu3sseno
[0 IpUCKOpeHHs MeTabomi3My npegHi3ony. Cuifl peTenbHO CTEXUTH 3a NallieHTaMH, SIKi IPOTITOM
TPHBAJIOTO YacCy OOHOYACHO 3aCTOCOBYIOTh (DIIYKOHA30J1 Ta MPEOHI30H 3 METOI0 IOTIepenkKeHH S
PO3BUTKY HEIOCTATHOCTI KOPY HaJHUPKOBUX 3aJ103 IiC/Is IPUIIMHEHHS 3aCTOCYBaHHS (DIIYKOHA307Y.

PugabymuH. ®nyKoHa3011 MiABUILYE KOHIEHTPALil0 prudabyTHHY B CHPOBATILII KPOBI, 110 TPU3BOAUTH
no 36inbmenHs AUC pudabytuny mo 80 %. [Tpu ogHOYaCcHOMY 3aCTOCYBaHHI QIyKoOHA30/y Ta



pucdabyTHHY TOBiIOMIISIOCS IIPO BUIAOKKU PO3BUTKY yBeiTy. [Ipu 3acTocyBaHHi Takol KoMOiHaIlil
niKapchbKuX 3aco0iB cimig OpaTu OO yBaru CUMIITOMHU TOKCHYHOI Oil pudabytuny. CakeiHasip.
®nykonaszon nigsuiye AUC Tta C,,,, cakBiHaBipy mpubnu3tno Ha 50 % Ta 55 % BigmoBimHO yepes
npurHideHHs MeTabosi3aMy cakBiHaBipy y medinili pepmernTom CYP3A4 Ta yepe3 inribyBaHHs P-
riaikonpoTteiny. Blaemopis Mixk ¢GIyKoHA30JI0M Ta CaKBiHABipOM/PUTOHABIpOM HE LOCIiAKyBaJIUCH,
TOMY BOHU MOXKYTh OyTH OifbIll BUpaxkeHuMu. Moxke 6yTu He0OXigHUM KOPUTYBaHHS 03U
CakKBiHaBIpY.

IToxioHi cyavpoHincewosuHu. [Ipu ogHOYACHOMY 3aCTOCYBaHHI (hIyKOHA30J1 IPOJIOHTYE MEPiof
HalliBBUBEJIEHHS TTePOPabHUX IMOXIAHUX CYIbGOHIIICEYOBUHY (XJIOpIponaMiny, rnibeHKIaminy,
raimi3umy Ta TonbyTaMify) IpH iX 3aCTOCYyBaHHI 3MOPOBUM HOOPOBOJBLSM. PeKOMEHIYETHCS
IIPOBOJUTY YaCTUU KOHTPOJIB I[yKPY B KPOBI Ta BiANOBITHUM YHMHOM 3HUKYBaTHU 0O3Y MOXIGHUX
CynbGhOHINICEYOBUHY ITPU OOHOYACHOMY 3aCTOCYyBaHHi 3 (OJTyKOHA30JI0OM.

TeoginiH. Y gocnigKeHHi B3aeMoil IpemaparTiB 3acTocyBaHHS (GrykKoHa30my 1mo 200 Mr mpoTsarom
14 gHiB MpuU3BeNo 00 3HUKEHHS CEPEeIHBOTO0 KTipeHcy Teodininy y nna3mi kposi Ha 18 %. 3a
nalieHTaMH, sKi 3aCTOCOBYIOTh Te0diiH y BUCOKUX J03ax abo SIKi MalOTh MigBUIIEHUN PU3UK
PO3BUTKY TOKCUYHUX IIPOSIBIB TeO(DiNiHy 3 iHIIWX IPUYXH, CJIil BCTAHOBUTHU HATJIAM IIOA0 BUSBIEHHS
03HaK PO3BUTKY TOKCUYHOI il Teodininy. Tepamito cif 3MiHUTH IPU MOSIBi 03HAK TOKCUYHOCTI.

Asnkanoiou 6apeiHky. Xo4da BiflIOBigHUX HOCTioXKeHb He MPOBOOUIH, GIyKOHA3011, iMOBIpHO Yyepe3
inribyBanHs CYP3A4, MoxXe COPUYMHSTH MigBUIIEHHS KOHIIEHTPAIlil ajKasoifiB 0apBiHKY y m1a3Mi
KPOBi (HampUKIIa[ BIHKPUCTUHY Ta BiHOIACTHUHY), IO MPU3BOAUTD 10 PO3BUTKY HEMPOTOKCUYHUX
edexkTis.

Bimamin A. TloBigoMignocs, 10 y NallieHTa, SKU¥ OGHOYAaCHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHCJOTY (KuciaoTHa ¢hopma BiTamiHy A) Ta GIyKOHA307], cocTepiranucs nobiyHi peakiii 3 60Ky
IeHTpabHOI HepBoBol cuctemu (LITHC) y dhopmi nceBgoTyMOpy TOJIOBHOTO MO3KY; JaHUM e(eKT 3HUK
micns BimMiHu ¢pnykoHazomy. Li mikapceki 3acobu MOXKHA 3aCTOCOBYBATH OJHOYACHO, ajie CIIif
naMm’siTaTy PO PU3UK BUHUKHEHHS Mo0iyHuX peakiiit 3 6oky ITHC.

Bopukona3zoa (iHeibimop CYP2C9, CYP2C19 ta CYP3A4). OgHOo4acCHe 3aCTOCYBaHHS BOPUKOHA30IY
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotsarom 1 gus, nmotiM 1mo 200 Mr KoxHi 12 rogun
IpOTATOM 2,5 OHS) Ta GIyKoHa30jy nepopaibio (400 Mr y nepinui gensb, noTiM mo 200 Mr KoxHi
24 rogunu PoTSAroM 4 OHiB) 8 3MOPOBUM JOOPOBOIBIIIM YOIOBIYOI CTATi MPU3BENIO OO0 MiABUIIEHHS
C,.xTa AUC BopukOHa30j1y B cepegaboMy 0o 57 % (90 % II: 20 %, 107 %) ta 79 % (90 % [I: 40 %,
128 %) BigmoBigHO. HeBimoMo, U mpU3BOAUTDL 3HUKEHHS 0031 Ta/ab0 4aCTOTH 3aCTOCYBaHHS
BOPUKOHAa301y abo GhIyKoHa301y OO0 yCyHEeHHS Takoro edekry. IIpu 3acTocyBaHHI BOPDUKOHA30Iy
micnsa QIyKOHa30Ty CIlif IPOBOAUTY CIIOCTEPEXKEHHS M0N0 PO3BUTKY MOOIYHUX e(eKTiB,
acoLi0BaHUX 13 BODUKOHA30JI0M.

3udosyouH. ®mykonazon mippuiye C,.. Ta AUC 3unoBynuny Ha 84 % Ta 74 % BifmoBimHO, 110
3YMOBJIEHO 3HUKEHHSIM KITipeHCYy 3U0BYOUHY MpUOIN3HO0 Ha 45 % IIpU HOT0 IepopaabHOMY
3acTocyBaHHi. [Iepion HamiBBUBeNeHHS 3UNOBYAUHY OYB TaK0XK MTOOBXKEeHUM MpruOnu3Ho Ha 128 %
micys 3acToCcyBaHHS KOMOiHalil (IyKOHa30Iy Ta 3UJOBYAUHY. 3a MallieHTaMH, SIKi 3aCTOCOBYIOTh
TaKy KoMOiHallito mikapchkux 3aco06iB, Clif criocTepiraTu 00 PO3BUTKY MOOIYHUX peakiil,
II0B’A3aHUX 13 3aCTOCYBaHHAM 3UNOBYIUHY. MOXKHa PO3TJISHYTU OOLUUIBHICTE 3HUKEHHS N03U
3UOBYIUHY.

A3umpomiyuH. Y X0fi DOCHiKeHb OLIHIOBA/IM BIIJIUB a3UTPOMIIIMHY Ta (PIIyKOHA30/1y Ha
(hapMakKOKiHETHUKY OOMH OFHOTO IIPH 1X OGHOYACHOMY IIepopabHOMY Pa30BOMY 3aCTOCYBaHHI y [03ax
1200 mr ta 800 mr BigmoBigHO. ZKOOHUX 3HAYYLIUX (papMaKOKIHETUYHUX B3a€EMOfil BUSBIECHO HE



oyro.

ITepopanvHi koHmpauenmusu. IIpu 3acTocyBaHHI PIyKOoHA305y v 1031 50 Mr BIUIMBY Ha PiBEHb
TOPMOHIB He Oy0, TOMi SIK IPHU 3aCTOCYBaHHi QykKoHa30iy v fo3i 200 Mr Ha go0y crocTepiranocs
36inbimenHs AUC etuHinectpanmiony Ha 40 % Ta meBoHOprecTpeny - Ha 24 %. Lle cBiguuTh mpo Te, 1110
HaraTopa3oBe 3aCTOCYBaHHS (GIYKOHA30Jy V 3a3HAYEHUX [03aX HaBPSJ YU MOXKe BIJIMBAaTH Ha
eekTUBHICTH KOMOIHOBAHOI'O ITIEPOPAILHOT0 KOHTPAIENITHRA.

Isaxkagpmop. CynyTHE 3aCTOCYBaHHS 3 iBaKadTOPOM, MifCUITIOBaYeM MYKOBICIIMIO3HOTO
TpaHCMeMOPaHHOTO PETYJISITOPa IPOBIHOCTI, MiBUILYE eKCII03uIlil0 iBakadTOpy B 3 pa3y, a
rigpokcumeTtuniBakapTopy (M1) - B 1,9 pa3sa. [I515 nauieHTiB, SKi 0MHOYACHO 3aCTOCOBYIOTH IIOMipHi
inribitopu CYP3A, Taki 9K (IyKOHa30JI i epUTPOMIIINH, PEKOMEHAYETLCS 3HUKEHHS N03HU iBaKahTOpy
mo 150 mr 1 pa3 Ha mo0y.

Oco6 1ueocmi 3acmocyeaHHsi.

Hepmamocgpimis. BigmoBigHO J0 pe3ysbTaTiB HOCHIAXKEHHS (HIYKOHA30JIy AJS TiKyBaHHS JepMaTodiTil
y OiTeli, PIyKOHA30J He NepeBUlye rpu3eodyibBiH 3a e(EeKTUBHICTIO i 3arabHIN TOKa3HUK
epekTuBHOCTI cTaHOBUTH MeHIIe 20 %. ToMy ¢GhyKOHa3011 He CJlif 3aCTOCOBYBATH AJId JiKyBaHHS
nepMaTodiTii.

Kpunmoxkoko3. [1oka3iB eheKTUBHOCTI (pIyKOHA30JTy [AJd JIIKYBaHHS KPUIITOKOKO3Y iHIINX
JI0Kani3anii (HaupuKiaf JIereHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTATHBO, TOMY
PEeKOMeHfaliil MoA0 JO30BOr0 PEXXKUMY [JId JIIKyBaHHS TaKUX 3aXBOPIOBAHb HEMAE.

I'nuboki eHOemiuHi Miko3u. [Toka3iB eheKTUBHOCTI (DITyKOHA30IY AT JTiKyBaHHS iHIIUX Gopm
eHJeMiUHNX MiK03iB, TaKUX 5K TapaKOKIMAi0iAOMiKO03, TiCTOIIa3M03 Ta IIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEJOCTaTHbO, TOMY PEKOMEHAIlN 040 J030BOT0 PeXKUMY AJ1s IIKyBaHHS TaKUX
3aXBOPIOBaHb HEMaAE.

KaHouoos.
HocmifKeHHS TOKa3anu 30iIblIeHHS TOMMPEHOCT] iHdeKIil inmumu BugamMu Candida, KpiMm

C. albicans. Candida 4acTo CTiiiKi 3a cBo€t0 nmpupoaoro (Hamnpuknag, C. krusei ta C. auris) abo
BUSBJISE 3HUKEHY CIPUUHATIUBICTE 10 dnykoHasony (C. glabrata). [Onsa Takux iHpeKi Moxe
3HagoOUTHCS abTepHATUBHA IPOTUTPUOKOBa Teparis. ToMy nTikapsiM, SKi Mpu3HayaiTh
GbIyKOHA30J1, PeKOMEHIYEThCSI OpaTH 0 YBAru MOIMIUPEHICTh PE3UCTEHTHOCTI 10 Pi3HUX BUMIIB
Candida go ¢pnykKoHa30Iy.

Hupkosa cucmema. IanienTam i3 mopyureHHIM QYHKIIIM HUPOK IIpenapar CJlif 3aCTOCOBYBAaTH 3
obepexHicTio (muB. po3xin «Crocib 3aCTOCyBaHHS Ta IO3U»).

HedocmamHicmb HAOHUPKOBUX 3a103. KeTOKOHA30J1, SIK BilOMO, CIPUYUHSIE HEJOCTATHICTh
HaOHUPKOBUX 3aJ103, i Ile TaK0XK MOXKe CTOCYyBaTUCS (PIIyKOHA30JIy, X04a CIOCTePiraeThCs PioKo.
HepocTaTHiCTE HAHHUPKOBUX 3aJ103, [I0B’g3aHa 3 OOHOYACHUM JIIKyBaHHSM, OMCaHa B PO3Iisi
«Brnnus ¢rykoHa3omy Ha iHmI JTikapchKi 3aco0u».

I'enamobiaiapHa cucmema. TlanienTam i3 mopyueHHIM GYHKIIIM Te4YiHKY Ipenapar Ciif
3aCTOCOBYBaTH 3 00epexkHicTI0. 3acToCyBaHHS (HIYKOHA30JIy acOlil0BaIoCs 3 BUHUKHEHHSIM
PiAKiCHUX BUMNAMKIB PO3BUTKY TSAXKKOI IelTaTOTOKCUYHOCTI, BKJIIOUAIOYH JIeTalbHi HaCJiKU, TOJIOBHUM



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

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

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

Cepueso-cyouHHa cucmema. [lesiki a307u, y TOMY YHCJIi i HITyKOHA3071, aCOIlil0I0ThCS i3
nopoBxkeHHAM iHTepBany QT Ha enekTpokappiorpami. IToBigoMisisiocs Ipo OyKe pPiAKiCHI BUTagKU
nofoBxkeHHd iHTepBany QT Ta mapoKcH3MasbHOI IUTYHOYKOBOI TaxXiKappil TUIY «IipyeT» MpH
3aCTOCyBaHHI IpemnapaTy. Taki IOBiHOMJIEHHS CTOCYBa/IMCS MALE€HTIB i3 TAXKKUMYU 3aXBOPIOBAaHHAMU
IIpU NTOENHaHHI 0arathox GaKTOPiB PU3KKY, TAKUMU SIK CTPYKTYPHI 3aXBOPIOBAHHS CEPIIf,
IIOPYIIEeHHS eJIeKTPOJIiTHOro 00MiHY Ta OHOYACHE 3aCTOCYBAHHS iHIINX JiKapChKUX 3ac00iB, 110
BIIMBAIOTH Ha iHTepBan QT.

®nykoHa3051 ctifg 3 00epexkHiCTI0 3aCTOCOBYBATH IalliEeHTaM i3 pU3UKOM PO3BUTKY apUTMIH.
OpHOYacHe 3aCTOCYBaHHS Pa3oM 3 JIiKapChKUMU 3acobaMu, 110 IPOJIOHTYIOTE iHTepBan QTc Ta
MeTabommi3yoThCs 3a gormoMoroi hepmenty CYP3A4 nutoxpomy P450, mpoTumoka3aHe.

I'anopanmpun. F'anodanTtpun € cyoctpatoM pepmenTy CYP3A4 i mponourye intepsan QTc npu
3aCTOCYBaHHI y pEKOMEHIOBaHUX TepaleBTUYHUX f03aX. OgHOYACHE 3aCTOCYBaHHS raylohaHTPUHY Ta
bnykoHa30/1y He peKOMEHAYETHCS.

[lepmamooziuni peakuii. TIoBimoMIIsSIIN TPO peakxilito JTiKapCchKux 3aco0iB 3 eo3uHODisnieo Ta
cucteMHnMu cuMmntomaMu (DRESS-cunaapowm). I1ig yac 3acTocyBaHHS (pIyKOHA30JTy PiKO
MIOBIIOMIISITIOCST TTPO PO3BUTOK TAaKUX €KC(HOJiaTUBHUX IMTKIPHUX Peaklii, Sk cuHapoM CTiBeHCa-
IIK0HCOHA Ta TOKCUYHUY emimepManbHuit HeKpomi3. ITamienTtu 3i CHITom 6inbin CXuIbHI 10
PO3BUTKY TSKKHUX IKIPHUX PeaklIliii Mpy 3aCTOCyBaHHiI OaraThox MiKapChKUX 3ac0o0iB. AKII0 y
TalieHTa 3 MOBEPXHEBO IPUOKOBOI0 iH(EKITiEI0 3 IBISI0THCS BUCUIIAHHS, 110 MOXKHA OB’ I3aTH i3
3aCTOCYBaHHSM (IYKOHA3011y, II0fabIlle 3aCTOCYBaHHS IpenapaTy CIIif IPUIUHUATH. AKII0 y
malfieHTa 3 iHBa3MBHOI/CHCTEMHOI0 TPUOKOBOI0 iH(EKIIi€I0 3 IBISIOTHCSI BUCUIIAHHS Ha IKipi, 3a
M0T0 CTAHOM ITOTPiOHO PEeTEeNbHO CIIOCTEPIraTH, a y BUMaIKy PO3BUTKY OYIbO3HUX BUCHIIaHb ab0
MYJIbTU(QOPMHOI ePUTEMU 3aCTOCYBaHHS (IYKOHA30Iy CIIifl MIPUIUHUTH.

I'inepuymausicmby. Y pigKiCHUX BUNIaAKax IOBIIOMIISAIOCS IPO PO3BUTOK aHa(iNaKTUYHUX peakKlii.

ITumoxpom P450. ®nykoHa30 € IOTyKHUM iHTi6iTopoM dhepmenTy CYP2C9 Ta moMipHUM
inribitopom pepmenty CYP3A4. Takoxk ¢rnykoHa3on € inribitopom pepmenty CYP2C19. Crin
CIIOCTEpiraTu 3a CTAHOM IIAIli€HTIB, SKi OIHOYACHO 3aCTOCOBYIOTH (PIIYKOHA30JI Ta IpernapaTH 3
BY3bKHMM TePaNeBTUYHUM BiKHOM, 1110 MeTabomi3yioThes 3 yuactio CYP2C9, CYP2C19 Ta CYP3A4.

TepgpeHaduH. Crig peTeIbHO CIIOCTEPIraTH 3a CTAHOM ITallieHTa IIPY OJHOYACHOMY 3aCTOCYBaHHI
tTepbeHafuHy Ta GryKoHa30my y go3i meHine 400 Mr Ha [00y.

HonomioxcHi peyosguHu. [IpenapaT MiCTUTh nakTo3y. [lallieHTaM 3 PigKiCHUMHU CIIaJKOBUMU



3aXBOPIOBAHHAMHM, TAKHUMHU K HeHepeHOCI/IMiCTL raJaKTo3M, HeJIOCTATHICTh JaKTa3u Jlammna Ta
Manba6cop6ui;{ TTIIOKO3U-TaJaKTO3U, He CIIif 3aCTOCOBYBATH 1en IIpemnapar.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

[ToBimoMmsinu mpo YMCeNbHI BPOAXKEH] IAaTOJOTii y HOBOHAPOMXKEHUX (BKII0OUaoun Opaximedartito,
[UCIINIa3iio BYUIHOI PaKOBUHY, HagMipHe 30ilblIeHHS IePeqHbOro TiM TuKa, BUKPUBJIEHHS CTETHA,
IIJIEYONIPOMEHEBUY CUHOCTO03), MaTepi AKUX IpUUMai BUCOKI 103U PIyKOHA30ITy

(400-800 Mr/mo0y) mpoTSroM MpuHAWMHI TPboX abo Oinbiile MicsIiB OIS MTiKyBaHHS KOKIMIi0II03y. 3
OTJISINY Ha HasBHI faHi 3 JIiTepaTypu PO BPOOXKEHI Bagy PO3BUTKY, 1[0 MaJIu [IEBHUY YaCOBUU
3B’s130K i3 3acTocyBaHHAM GykoHa3ony PRAC, crifg BBaKaTH MPUYMHO-HACTIIKOBUM 3B’ I30K MiXK
(bITyKOHA30JI0M Ta BPOAXKEHUMHU BaflaM{d PO3BUTKY MMOBIpHUM.

,HOCJ'IiJI}KeHHH Ha TBAPHUHAX IIPOOEMOHCTPYBAJIN DEIIPOOYKTHUBHY TOKCUYHICTb.

Hani, oTprMaHi mif yac 3acTocyBaHHS (DIyKOHA30/1y y 0031 < 150 Mr KibKOM THCS4YaM BaTiTHUX
XKIHOK ITPOTSToM I TpUMeCTpy BariTHOCTI, He CBifYaTh MMpo 30iNbIIeHHS 3araJlbHOTO PU3UKY PO3BUTKY
BaJl PO3BUTKY Y ILJIOHA.

B onHOMY BenuKoMy 06CepBaliiHOMY KOTOPTHOMY OOCTIiI2KEHH] 3aCTOCYBaHHS IIEPOPAJIbHOTO
dbrykoHa301my y I TpuMecTpi acollitoBaBCS 3 HEBEITMKUM ITiIBUIIEHUM PU3UKOM PO3BUTKY Baj OIIOPHO-
PYXOBOTO amapary, 1o BifmnoBigae npubnu3Ho 1 nogatkoBoMy Bumaaky Ha 1000 XkiHOK, sKi
OTPUMYBaJIi CYKyIIHYy TepaneBTUUYHY 003y <450 MI IOpiBHAHO 3 XKiHKaMH, sIKi OTPUMYBaId MiCLieBi
asonw, i mpubau3Ho [0 4 gomaTkoBux Bumaaku Ha 1000 XiHOK, SKi OTpUMYBau CYKyIIHY
TepaneBTHYHY [03y moHam 450 mr. BinHocHu# pusuk cranosus 1,29 (95 % I Big 1,05 mo 1,58)
npu npuroMi 150 mr mepopanbHOro QriykoHasony ta 1,98 (95 % I Bix 1,23 mo 3,17) ans mos
noHapn 450 Mr QyKoHa30my.

He cnig 3acTocoByBaTH 3BMYaliHi 103U (IYKOHA30Jly Ta KOPOTKOTPUBaAIL KypCH JTiIKyBaHHS
(bIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSITKOM KpalHbol HEOOXigHOCTI.

He cnig 3acTocoByBaTH BUCOKi 0031 (PIyKOHA30 Ty Ta/abo TpuBai KypcH MiKyBaHHS (DITYKOHA30JI0M Y
Iepion BariTHOCTI, 3a BUHSATKOM JIIKyBaHHS iH(EKIIid, 1[0 MOXKYTh 3arPOXKyBaTH XKUTTIO.

®nyKoHA30J MPOHUKAE Y TPYIHE MOJIOKO Ta [AOCATaE HAXKYO0I KOHIIEHTpallil, HiXK y IIJla3Mi KPOBi.
TomyBaHHS I'PYAAI0 MOXKHA IIPOJOBXKYBATH ITiCJIS PA30BOT0 3aCTOCYBaHHS 3BUYANHOI 7031
bnykoHa3ony, mo ctaHoBUTh 200 Mr abo MeHIIIe.

TogyBatu rpyanio He peKOMEHIY€eThCS Ipu 0araTropa3oBOMy 3aCTOCYBaHHI (yKoHa301y abo mpu
3aCTOCYBaHHI BUCOKUX 03 GJIYKOHA30ITY.

30amHicmb 8nausamu Ha weudKicmb peakuii npu KkepysaHHi aamompaHcnopmom abo
[HWUMU MexXaHi3Mamu.

IocnimKeHb BIJIUBY IIpeNapaTy Ha 30aTHICTh KepyBaTU aBTOTPAHCIIOPTOM abo0 IpalfoBaT 3 iHIIUMU
MexaHi3MaMy He TPOBOAUIOCS.

[TauieHTiB cnifg mpoiHGOpPMyBaTH PO MOXKJIMBICTh PO3BUTKY 3allaMOpPOYeHHS abo CyooM Iif 4ac



3aCTOCOBYBaHHS IIpemnapary. IIpu po3BUTKY TaKUX CUMIITOMIB HE PEKOMEHIYEThCSI KePYBATH
aBTOTPAHCIIOPTOM a00 MpaIfoBaTH 3 iHITUMU MeXaHi3MaMHu.

Cnocid 3acmocyeaHHsi ma do3u.

Kancynu cnig KoBTratu IinuMu. [IpuiioMm mpemnapaTy He 3aJIeKUTh Bifl MPUAOMY 1XKi.
Hopocai.

[IpemapaT 3aCTOCOBYBaTH IepopasbHo y 1031 150 Mr ogHOPa30Bo.

IlauieHmu AIMHBO20 8iKY.

[Ipu BiICYTHOCTI 0O3HaK MOPYIIEHHS (PYHKIiM HUPOK [JIg JiKyBaHHS JaHOl KaTeropil maIfieHTiB
3aCTOCOBYIOTh 3BUYANHY A03Y AJIS JOPOCIIHX.

ITopyweHHA PYHKUIU HUPOK.
®1yKOHA30J1 BHBOJUTHCSA B OCHOBHOMY 3 C€4Yel0 Y
He3MiHeHOMY Buriasagi. [IIpy paszoBoMy 3aCTOCYBaHHI

nmpenapary KOPUIr'yBaTH 03y JaHiH KaTeropii mamieHTiB He
nmoTpioHo.

IMopyweHHA pyHKUIU neviHKU.

®nyKoHA3071 CIifl 3aCTOCOBYBaTH 3 00€PEKHICTIO MAllieHTaM i3 MOPYIIeHHAMU (QYHKIIiH Ie4YiHKHY,
OCKiJIbKY iH(popMaIiil om0 3aCTOCyBaHHS (HITyKOHA30JIy IIili KaTeropil narjieHTiB HefOCTaTHEO.

Himu.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYyBaHHS IIpenaparTy Ojis JIiKyBaHHS T'eHiTalbHUX KaHAUAO03IB ¥ OiTen
He BCTAHOBJIEH], He3BaXKal4yy Ha BUYEPIIHI faH] 00 3aCTOCYBAHHA IIpenapary AiTaM. fAKIo icHye
HarajbHa ImoTpeba 3aCTOCYBaHHS Ipenapary migtiTkaM (BikoM Big 12 mo 17 pokiB), cimig
3aCTOCOBYBaTU 3BUYalHI 03U [AJIS JOPOCTIUX.

Ilepedo3yeanHsi.

[ToBigoMIISITM TIPO BUTIAAKU TTEPEN03yBaHHS (DITYyKOHA30I0M; OMHOYACHO MTOBIIOMIISIIIM TIPO
rajifolHalil Ta mapaHoifjaIbHy OBEIiHKY.

[Tpu nepeno3yBaHHi HEOOXiMHO TPOBECTH CHMIITOMaTUYHY MigTPUMYIOUy Tepariio Ta y pasi
HEOOXiTHOCTI - MPOMHUTH IITYHOK.

OTyKOHA30J1 3HAaYHOIO MipOI0 eKCKPETYETHCA 3 ceuelo; (opCoBaHU iype3 MoXkKe MPUCKOPUTHI
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUKYE PiBEHb PIYKOHA30JTYy V



na3Mi KpoBi npubnu3Ho Ha 50 %.

ITobiuni peakuii.

Haituacrime (> 1/10) moBimoMisiiy Ipo Taki mo6ivHi peakirii: ronoBHuUi 6inb, 6inb y yepeBHik
TIOPOKHUHI, Iiapest, HynoTa, O/1I0BaHHS, BUCUIIAHHS, MiABUIIIEHHS PiBHA ajaHiHaMiHOTpaHCcdepasu
(AJIT), acnaprataminorpancdepasu (ACT) ta nmyxHuo0i pochaTasu (JIO) Kpoai.

[ToBimoMIISIIM TTPO peakilito JTiKapchKuX 3ac00iB 3 €03uHOMINTi€I0 Ta CHCTEMHUMY CUMIITOMAMMU
(DRESS-cunmpom), 1mo moB’st3aHi 3 MiKyBaHHIM (GIYKOHA30JI0M (OUB. po3min «OcobmIuBOCTi
3aCTOCYBaHHS»).

II71s1 OITiIHKY YaCTOTH BUHMKHEHHS MOOIYHUX pPeakIliii BUKOPUCTOBYIOTh TaKy Kitacudikairio:
nyxe gacto (= 1/10), wacto (= 1/100, < 1/10), meuacTto (= 1/1000, < 1/100), pigko (= 1/10
000, < 1/1000), my=xe pigko (< 1/10 000), yactoTa HeBigoMa (HEMOXKJIMBO OLIHUTH Ha
IigcTaBi HAIBHUX MAHUX).

3 60Ky cucmemu Kposi: He4acTo - aHeMisl; PigKo - arpaHyJIOIUTO3, IEMKOIEeHisl, HeUTPOIleHis,
TPOMOOIIUTOIIEHiS.

3 60Ky imyHHOI cucmemu: pimKo - aHadinakcis.

3 6oky memaboaizMy: HEYACTO - 3HUKEHHS alleTUTY; PiAKO - TilepTPUrilepuaeMis,
rinepxojecTepuHeMis, TiIOKaIieMis.

3 60Ky ncuxiku: He4acTo - 0€3COHHS, COHJIUBICTb.

3 60Ky Hepeosoi cucmemu: 4acTo - TOJIOBHUY Oiflb; HEYACTO - CYIOMH, 3allaMOPOYeHHSs, TapecTeail,
TIOPYIIEeHHS CMaKy; PigKo - TPEMOP.

3 60Ky opaaHis cayxy: HEYaCTO - BEPTUTO.

3 6oky cepus: pifKo - MapoKcU3MaJjbHa IIJTYHOYKOBA TaxiKapAis TUMY «IIipyeT», MOJOBXKEHHS
inTepBany QT.

3 60Ky mpasHo20 mpakmy: 4acTo - 6isb Y YepeBHil MOPOKHUHI, fiapes, HyOoTa, 6/II0BAaHHS; HEYACTO
- 3a1o0p, AUCIENCisg, MeTEOPU3M, CyXiCThb y POTI.

3 6oky eenamobiniapHoi cucmemu: 4acTo - miguienHs piBas AJIT, ACT, JI®; HedacTo - X0ecTas,
JKOBTSIHUIIS, TiBUIeHHS piBHS Oinipy6iHy; pimKo - me4iHKOBa HeIOCTATHICTh, TeNaToLeT0ITPHUN
HEKPO3, FeTaTUTH, FelaToLeTI0IspHe ypaXKeHHs.

3 60Ky wkipu ma nidwKipHOi MKAHUHU: 9YaCTO - BUCUIIAHHS; HEYACTO - CBepOikK, MeIUKaMeHTO3HUMN
oepMaTuT (BKIII04Yaoyu GiKCOBaHUN MeIWKaMEHTO3HUM NEepMaTHUT), KPOIUB SHKA, MiIBUIIIEHE
IIOTOBU[IINIEHHS; PIIKO - TOKCUYHU elifiepManbHul HeKPoIi3, cuHapoM CTiBeHca-[[2KOHCOHa,
TOCTPUM TeHepai3oBaHul eK3aHTEMaTO3HUM MyCTYyNIb03, eKC(hOoTiaTUBHUN JepMaTHT,
AHTiOHEBPOTUYHUY HAOPSIK, HAOPSK 00IUYYs, aJIONellis; YaCTOTa HeBimoMa - peakilis Ha JIiKapChbKUH
3acib 3 eo3uHODinmieo Ta cucTreMuuMu cumnTomMamu (DRESS).

3 6oky Kicmkogo-m’s13080i cucmemu: He4acCTO - MiarTis.



3azanvHi po3aadu: HEYACTO - MiABUIEHA BTOMIIOBAHICTh, HE3OyKaHHS, aCTeHis, raps4ka.

Himu. YacToTa Ta XapakTep m0o0iYHUX peakKIlilil i BigXuieHb Big HOPMU Pe3ybTaTiB
nabopaTOpPHUX aHAaNi3iB y XOAi KITiHIYHUX JOCigXKeHb 3 YYacTIO [iTel IOPiBHSIHO 3 TAKUMU Y
0OPOCIIUX.

38im npo nido3preaHi nobiduHI peakuyii.

3BiT 1po mimo3pioBaHi Mo6iuHi peakilii micnis peecTpallil 1iKapchbKoOro 3aco0y Ma€ BaKJIUBe
3Ha4eHHs. Lle gae 3mory npoBoguTu 6e3nepepBHUIM MOHITOPUHT CITiBBiIHOIIEHHS MiXK
KOPHCTIO i pU3uKaMH, [IOB’I3aHUMH i3 3aCTOCYBaHHSIM LIbOTO JIiIKapChKOTro 3aco0y. Megu4yHuX
IpaliBHUKIB ITPOCSATH 3BiTYyBaTH PO Oyab-sKi migo3pioBaHi mobiuHi peakiril BifmoBigHO 0o
BHAMOTI MiCLIEBOTO 3aKOHOAaBCTBa.

Tepmin npudamHocmi. 5 POKiB.

YMoBH 30epiraHHs.
30epiraTtu B OpuTiHanbHiY yIAaKOBIIi IpU TeMIepaTypi He Buile 25 °C.

30epiratu y HEJOCTYIIHOMY OJISI OiTe# MicCIi.



YnakoBka.

1 kamcyna y 6mictepi; mo 1, 2, 3 abo 4 6yicTepu y KOpoOIi.

KaTteropisa Bigmycky.
150 mr Ne 1 - Ge3 pelienTa.

150 mr Ne 2; Ne 3; Ne 4 - 3a perienToM.

BupoOHHK.

TOB «<ACTPA®APM».

Micue3HaxoaKeHHsI BHPOOHHKA Ta afpeca MiCIsi IPOBaIXKeHHs MOro Jis/IbHOCTI.

Ykpaina, 08132, KueBo-CBATOIKMHCEKUY pP-H, M. Buinaese, Byn. KuiBchbka, 6.



