Ckian

Oitoua peuosuHa: fluconazole;
1 TabneTka mMicTuth prykoHazoiy 200 mr;

OONOMIJCHI peuoB8uHU: Kabllito TigpodocdaTt, KpoxMasnb KyKypPya3sHUM, KPEMHIIO
OiOKCHU KOJIOImMHUYM 0e3BOOHUM, MarHilo cTeapaT, HaTPil0 KPOXMabIIiKOIAT (TUIT A),
HaTpiio aypuncynbdart, MeTunmnaparigpokcudbensoar (E 218),
nporminmnaparigpokcuben3oat (E 216), Tanbk, 6apBHUK IToHco 4R (E 124).

JIikapcbKa ¢popmMma

TabneTku.

OcCHOBHI (pi3uKo-xiMiuHi 81aCcMuUBOCMI: MJIOCKi, KPYTIi TabeTKH POXKEBOT0 KOJILOPY 3
BKpAaIlJIEHHSIMHU, 31 CKOIIIEeHUMHU KpasiMH, 3 JIiHi€l0 p0O3JI0My 3 OJHOT0 OOKY Ta TIaJieHbKi
3 IHIIOTO.

®dapMaKoTepalneBTHUYHA Irpyna

[TpoTurpubkoBi 3acobu AJIsE CUCTEMHOT0 3acTocyBaHH:A. [ToximHi Tpuasomny. Kog ATX
JO2A CO1.

dapMakKogHHaMiKa

MexaHi3M mii.

®JIyKOHA30J1 € MPOTUTPUOKOBUM 3aCO00M Kjlacy Tpua30JiB. [[epBUHHUM MexaHi3MoOM
Moro mil € npurHiyeHHs rpubKoBoro 14-anbda-m1aHoCTePOsI-IeMETUIIOBAHHS,
orocepenkoBaHoro nutoxpomoM P450, 1110 € HEBig'eMHUM eTarioM 0i0OCUHTE3y
rpuOKOBOTO eprocTtepony. AKymynsilis 14-anbga-MeTUI-CTEPOIIiB KOPEJIoE 3
MMOJaIbIIOI0 BTPATOI eprocTepoiy MeMOpaHoo rpUOKOBOI KITITUHM Ta MOXKe
BimIOBigaTH 3a NPOTUTPUOKOBY aKTUBHICTH (IIYKOHA3051y. OIIYKOHA30JI € OiIbII
CEeIeKTUBHUM [0 rpuOKOBUX (hepMeHTiB 1uToxpoMy P450, HixK [0 pi3HUX cuUCTEM
pepmenTis nutoxpomy P450 ccaBiiB.

3acTtocyBaHHS (GIyKOHa30/y y mo3i 50 Mr Ha goOy npoTsarom 28 OHIB He BIIJIMBA€E Ha
piBEHBb TECTOCTEPOHY Yy MJIa3Mi KPOBi y YOIOBiKiB ab0 Ha piBeHb €HJOT€HHUX CTEPOIMiB
y XKIiHOK penpoayKTUBHOTO Biky. ®nykoHa3on y mo3i 200-400 Mr Ha o0y He IPOSIBIISE
KJTIHiYHO 3HAYyIIOTO BILJIMBY Ha PiBEHb €EHOOTEHHUX CTEPOiNiB abo Ha BiImoOBiabL Ha
CTUMYJISIIiI0 afpeHOKOPTUKOTpOonHOTO ropMoHy (AKTI) y 3mopoBux moOGpPOBOJIBIIIB
40JIOBiYOl CTaTi.



[ocmiaKeHHs B3aEMO[il 3 aHTUIIPUHOM IIPOJAEMOHCTPYBAJIO, III0 3aCTOCyBaHHS 50 Mr
¢bnykoHa3omy pa3oBo yu 6araTopasoBO He BIJIMBAE Ha MeTabO0Ii3M aHTUIIiIpUHY.

YyTnuBiCTE in vitro.

®dnykoHa3o in vitro meMOHCTPY€E NPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BuUmiB Candida,
III0 3yCcTpivalThCcsa HaldacrTiie (Bkmtodatouu C. albicans, C. parapsilosis, C. tropicalis
). C. glabrata npeMOHCTpPY€ IINPOKUM Oialla30H YYTIUBOCTI OO0 pryKoHa3omny, Tomi gk C.
krusei € ;O HBOTO PE3UCTEHTHOIO.

Takoxk (IyKOHaA3071 in vitro HEMOHCTPYE aKTUBHICTD K npoTtu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TPOTY eHOAEMiYHUX TIIiCHSIBUX IrpubiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum Ta
Paracoccidioides brasiliensis.

B3aemo38’a30K papmakoKiHemu4Hux i papmakoOuHamiyHuUx 8s1acmusocmell.

BigmoBigHO [0 pe3ynbTaTiB OOCIIAXKEeHb Ha TBaprUHAaX, iCHY€E KOpesaLisa Mix
MiHiMaIbHOIO iHTi0YI04Y010 KOHIIEHTPAlli€lo Ta e(PeKTUBHICTIO TPOTH
eKCIIepuMeHTalIbHUX MOOeiel MiK03iB, cnpuuynHeHuX Bugamu Candida. BigmoBigHO 00
pe3ysbTaTiB KIIHIYHUX OOCIOXKEeHb, iCHY€ NiHiliHa 3anexHicTh MiKkK AUC Ta 003010
drykonazomny (mpubnu3uo 1:1). Takoxk icHye npsaMui, aje HeJOCTaTHIiN 3B’ 130K MixK
AUC abo go3010 Ta IMO3UTHUBHOIO KJIiHIYHOIO BiINOBIAAI0 Ha JIIKyBaHHS OpPabHOTO
KaHOMO03y Ta MEHIIIO0 Mipoio - KaHguaeMil. AHAJIOTiYHO JIiKyBaHHSA iH(EKIIiH,
CIIPUYMHEHUX IITaMaMH, 0 KX (PJIyKOHA30JI HEMOHCTPY€E BUCOKY MiHIMalbHY
iHri0ylo4y KOHIIEHTpAallil0, € MEHIII 3aJOBilTbHUM.

MexaHi3M Pe3uCTEHTHOCTI.

Mikpooprasidamu pony Candida 0eMOHCTPYIOTh YHCJIEHHI MeXaHi3MU Pe3UCTEHTHOCTI
[0 a30JIbHUX IMIPOTUTPUOKOBUX 3ac06iB. ®IyKOHA30J1 AEMOHCTPYE BUCOKY MiHiManbHY
iHri0yrouy KOHIIEHTpAllil0 IPOTHU IITaMiB rpubiB, siKi MaloTh oguH abo OinbIle
MeXaHi3MiB Pe3UCTEHTHOCTI, 110 HEraTUBHO BIIJINBAa€ Ha €(peKTUBHICTH in Vivo Ta B
KIiHIYHIN TpakTuili. [ToBimoMIsanocs Ipo BUNAAKU PO3BUTKY CynepiHdexkirii,
cupuunHeHol Candida spp., inmmumu Hix C. Albicans BugamMu, IO 4acCTO €
HeYyTIUBUMHU 00 hrnyKoHas3oiy (Hanpukian Candida krusei). I niKyBaHHS TaKUX
BUIIQAKIB CJIig 3aCTOCOBYBATH aJIbTePHATUBHI IPOTUTrPUOKOBi 3aco0u.

®dapMaKOKiHeTHKa

dapmMaKOKiHETMYHI BIaCTUBOCTI PJIYKOHA30Jly € NOOiIOHUMU NPU BHYTPIIITHHOBEHHOMY
1 TepopajibHOMY 3aCTOCYBaHHI.

AGcopOr1is.



®dnykoHa30/1 moOpe BCMOKTYETHCS P IIePOPaIbHOMY 3aCTOCYBaHHi, a piBeHb
Imperapary y Ijla3Mi KpoBi i cucTteMHa 6iogoCTyIHICTh mepeBullyioTh 90 % piBHS
(pnmyKoHa30my y mjaa3Mi KpPOBi, 10 AOCATAETHCA IPU BHYTPIIITHBOBEHHOMY BBEOEHHI
npemnapaty. OmHodacHe BXKMBaHHS 1Ki He BIIJIMBA€ Ha BCMOKTYBaHHS ITpeliapaTy IIpu
MOro mepopajabHOMY 3acTocyBaHHI. [likoBa KOHIIEHTpallis y j1a3Mi KPOBi JOCATa€EThCSA
yepes 0,5-1,5 rogunu micnsa npuoMy npenapaty. KoHlleHTpallis ipenapary y Ijia3Mmi
KpOBIi nponopiliiHa n03i. PiBHOBaxkHa KOHIIeHTpalisa Ha piBHI 90 % pgocsAraeTscs Ha
OPYTHUU OeHb JIiKyBaHHS IIPU 3aCTOCYBaHHI y IIePIINY OeHb HaBaHTaXKyBaJIbHOL JO3H,
III0 BABiYi ImepeBUlllye 3BU4YaiHy m0O0OBY H03Y.

Pos3nonin.

O6’em po3nopminy mpubIU3HO OOPiIBHIOE 3arajlIbHOMY BMICTY PifWHY B OpraHi3Mi.
3B’s13yBaHHS 3 6ilkaMu I11a3Mu KpoBi HU3bKe (11-12 %).

®nykoHa301 mobpe IPOHUKAE B YCi OCIiAXKYBaHi piiuHu opraHiamMy. PiBeHb
(¢bykoHa305y y CIMHI Ta MOKPOTHHHI € MOAiOHUM 10 KOHIIEHTpallil mpenapary y
IJ1a3Mi KpoBi. Y mallieHTiB, XBOPUX Ha 'PUOKOBUM MEHIHTIT, piBeHb (QIYKOHA30Jy Y
CIIMHHOMO3KOBIi# piguHi mocsirae 80 % KoHIIeHTpallil y Ij1a3Mi KpOBi.

Bucoki koHLIeHTpalil GIyKOHa30JIy y MIKipi, 10 IepeBUIlyI0Th CHPOBATKOBI,
OOCSATal0ThCS Yy POrOBOMY Illapi, emigepMici, mepMi Ta moti. ®1yKOHa3011
HaAKOIIMYYETHCS Y poroBomy Imapi. [Ipu 3acTocyBaHHi go3u 50 Mr 1 pa3 Ha mo0y
KOHIIeHTpallia GIyKoHa301y Imicnsa 12 gHiB IiKyBaHHSA CTaHOBUJIA 73 MKI/T, a 4yepes 7
[HIB ITiCJIS 3aBEPILIEHHS JIIKyBaHHSA KOHIIEHTpAL[id BCe 1ile cTaHoBUsa 5,8 MKr/r. [Ipu
3acTtocyBaHHi mo3u 150 Mr 1 pa3 Ha TUXKOEHb KOHIIeHTpallia (hJIyKOHa30/Iy Ha 7 OeHb
JIIKyBaHHS CTaHOBHUIa 23,4 MKTI/T; 4epe3 7 OHIB IIiCISA 3aCTOCYBaHHSA HACTYIIHOl JO3HU
KOHIIeHTpallid BCe e cTaHoBUja 7,1 MKI/T.

KonnenTpanis ¢GpiaykKoHa30/Iy B HIrTax micis 4 MmicamiB 3actocyBanHsa 150 mr 1 pa3 Ha
TUXKOEHb cTaHOBUA 4,05 MKT/T y 3M0poBUX AO0OPOBOJBIIB Ta 1,8 MKT/T ipu
3aXBOPIOBaHHAX HIrTiB; pJIyKOHa30JI BU3Ha4YaBCA Y 3pa3Kax HirTiB uepes3 6 MicsALiB
IicJisg 3aBePILIEHHS Teparril.

BioTrpancdopmMmairis.

®nykoHa3051 MeTaboJ1i3yeThCa HE3HAYHOIO Mipoio. IIpu BBeeHHi 03U, MideHOo1
pamioakTUBHUMU i3oTonamu, nuine 11 % GpaykKoHa3071y eKCKPETYETHCS 3 CEUEl0 ¥
3MiHeHOMY BUrnsfi. ®IyKoOHa30J € CETeKTUBHUM iHTiOiTOpoM i3odepmenTiB CYP2C9
Ta CYP3A4, a Takox inriditopom izopepmenty CYP2C19.

BusegeHH4.




[Tepion HamiBBUBeOeHHs (IJIYKOHA30JIy i3 IMJIa3MU KPOBi CTaHOBUTDH 67113bK0 30 romuH.
binpmia yacTvHa npemnapaTy BUBOOUTLCA HUPKaMu, mpudoMy 80 % BBegeHOl J03U
BUSIBIISIETLCSA Yy CeUi B He3MiHeHOMY cTaHi. KimipeHC (pIyKOHa30/1y IPOMOPLiNHUMN OO
KJIipeHCy KpeaTuHiny. LIupkysmoodynx MeTaboJIiTiB He BUSIBIIEHO.

TpuBanuy nepion HaliBBUBEOEHHA IIpenapaTy 3 IIJla3MHU KPOBi Jja€ MOXKJIUBICTh
Pa30BOro 3aCTOCYBaHHJ IIpelapaTy IIPU BariHaJIbHOMY KaHOWO031, a TAKOXK
3aCTOCyBaHH4 npenapaTty 1 pa3 Ha TUXKIOeHb [IPU IHIIUX ITOKa3aHHIX.

HupkoBa HEOOCTATHICTE.

Y mailieHTiB i3 HUPKOBOIO HENOCTATHICTIO TAXKKOTO CTyIeHs (IIBUAKICTh KJIIyOOYKOBO1
dinbTpanii < 20 Mi/xB) nepion HamiBBUBeAeHHs 30inbinyeThcsa 3 30 rogus mo 98
roguH. ToMy LiiKi KaTeropil mamieHTiB He0OXiTHO 3MEHIIUTHU O03Y (PJIyKOHa30IIy.
®dyKOHAa30JI BUOAJISIETHCS LUIAXOM reMofiani3y, Ta MEHIIOH MipO0 - LIJIIXOM
IHTpanepUuToHeaIbHOTO Aianidy. CeaHC remopianidy TPUBAJIICTIO 3 TOOUHU 3HUXKYE
piBeHb (pyIyKOHa30/1y y nia3mi KpoBi npubam3Ho Ha 50 %.

3MiHU papMaKOKiHETHKM y Malli€HTiB JIITHHOT'O BiKy, OY€BUOHO, 3ajiexKaTh Bif
rmapaMeTpiB QyHKITiil HUPOK.

IToxa3aHHSA

JIikyBaHHS TaKUX 3aXBOPIOBaHb y JOPOCIIUX, AK:

e KPUIITOKOKOBUM MEHIHTIT;

e KOKIIUIOIMO3;

e IHBA3MBHI KaHOUOO3U;

e KAQHOUIO3M CIIM30BUX 000JIOHOK, BK/IIOYAIOUYM KaHOUI03 POTOTJIOTKY Ta KaHOUI03
CTPaBOXOYy, KAHOUOYPisi, XPOHIYHUNM KaHOUIO3 IIKipHU i CITU30BUX 000JIOHOK;

e XPOHIYHMU aTpodiuyHNN KaHOUOO03 (KaHOHUO03, CIPUYMHEHNN BUKOPUCTAHHSIM
3yOHUX IIPOTE3iB), IPpU Hee(PEeKTUBHOCTI MiCIIeBUX CTOMATOJIOTiYHUX Tiri€eHiYHUX
3aco0iB;

e BariHaJIbHUM KaHOWOO03, TOCTPUHM YM PEUOUBYIOYNM, KOJIM MiClleBa Tepallisd He €
OOPEYHOIO;

e KaHOUOO3HUM OaJaHiT, KOJIM MiclleBa Tepalis He € OOIiIbHOIO;

e IEPMATOMIKO3H, BKJIIOYAl0UM MiKO3 CTOI, MiK03 I'JlafeHbKO]I IIKipH, ITaX0BUM
OIepMaTOMiKO3, Pi3HOOApBHUM NUIlIall Ta KAaHOAWOO3HI iHGeKIIil MIKipu, KoIu
IIOKa3aHO 3aCTOCOBYBaTU CUCTEMHY Teparliio;

e mepMaTOdiTHUM OHIXOMiK03, KOJIM 3aCTOCYBaHHS iHIINX TiKapChbKUX 3ac00iB HE €
OOLIIJIBHUM.

[TpodimakTKa TaKUX 3aXBOPIOBaHb Yy JOPOCIIUX, SK:



penyuauB KPUIITOKOKOBOIO MEHIHTITY Y MALiEHTIB 3 BUCOKUM PU3UKOM UOT0
PO3BUTKY;
penuauB KaHOUO03y POTOTJIOTKM abo cTpaBoxony y nauieHTiB 3 BIJI 3 BUCOKUM

PHU3UKOM KOT0 PO3BUTKY;
3HM2KEHHS YaCTOTHU PelMONBiB BariHalbHOr0 KaHAuA03y (4 abo Oinblile BUIIagKiB

Ha piK);

npodinakTuKa KaHOUAO3HUX iHQEKIY y HalliEeHTIiB i3 TPUBaIOl0 HEUTPOIEHIEIO
(HammpuKiazn y Malli€eHTiB 3i 3T09KICHUMH 3aXBOPIOBAaHHSIMHU KPOBI, SIKi OTPUMYIOTh
xiMioTeparrito abo y mallieHTiB IpU TPaHCHJIaHTallil TeMOMMOETUYHUX CTOBOYPOBUX
KJIiTHH).

Himu.

3acTOCOBYBaTH JIiKapChKui 3acib y dopmi TabneTok maHilt KaTeropil mailieHTiB MOXXHa
TO[i, KOJIN OiTH 3maTHi 0e3MMeYHO IPOKOBTHYTHU TabJIETKY, 1110 3a3BUYail € MOXKJIUBUM Y
BIIIl Big 5 POKIB.

®r03aK 3aCTOCOBYIOTH OiTSIM OJI TiKyBaHHS KaHOMO03iB CIIM30BUX 000TIOHOK
(KaHOUOO03 POTOTJIOTKY, KaHOUOO03 CTPaBOX0ay), iHBa3UBHUX KaHOUAO3IB,
KPUIITOKOKOBOTO MEHIHTITY Ta OJ11 NpodinakKTUKM KaHOUOO03HUX iH(EKIli y Halli€HTiB
31 3HUXKeHUM iMyHiTeTOM. [IpenapaTt MoXKHa 3aCTOCOBYBATH SK IiATPUMYBAJIbHY
Teparrio s NonepenXKeHHsI PelUaIUBy KPUITOKOKOBOTO MEHIHTITY y AiTeH i3
BUCOKUM PU3UKOM MO0 PO3BUTKY.

Tepamito npenapatoM Pnro3ak MOXKHa PO3NOYUHATU OO0 OTPUMaHHA Pe3yJIbTaTiB
KyIbTypalbHUX Ta iHIINX 1a00paTOPHUX OOCIHIAXKEHb; IIiCIs OTPUMaHHS pe3ybTaTiB
aHTHOaKTepiaJbHY Tepariio CiIif CKOPUT'yBaTH BidIOBIiIHUM YMHOM.

HpOTHHOKa3aHHﬂ

e IimepuyTnuBIiCTb OO QIYKOHA30JIy, iHIIIUX a30JIbHUX CITIOJIYK ab0 mo OyOb-sKol 3
OOIOMIXKHUX PEYOBHUH IIpernapary.

e OgHOYacHe 3acToCyBaHHA (QIIYKOHA30Jy Ta TepheHaguHy nalieHTaM, SKi
3aCTOCOBYIOTh (psIyKOHA3011 6araTopa3oBo y mo3ax 400 mr/moOy Ta Buiiie (3rimHo 3
pe3ybTaTaMu OOCIiIXKEeHHS B3a€EMOZil 6araTopa3oBOro 3aCTOCYBaHHS).

e OmHOYaCHe 3aCcTOCyBaHHSA (PIIyKOHA30Jly Ta iHIIMX JIiKapChKUX 3aco06iB, 1110
momoBXKYyIOTh iHTepBan QT Ta MeTaboi3yIOTHCS 3a MOMOMOT0I0 (EPMEHTY
CYP3A4 (Hampukiapn nu3anpuay, acTeMi3osy, IiMOo3Uuay, XiHiguHy, aMiogapoHy
Ta ePUTPOMILINHY).

B3aemofisi 3 iHINIMMH JTiKapChbKHMH 3aC00aMH Ta iHIIIi BHOH B3a€EMoOIin



ITpomunoka3aHo CymiCHe 3acmocy8aHHA (GAYKOHA301y Md HUHNCYE3A3HAYEeHUX

JAiKapcvKux 3acobis.

Iuzanpud. IToBigoMsiioCs IPO PO3BUTOK NOOIYHUX peakiliii 3 60Ky cepiis, y TOMY
YUCJIL IPO IMapOKCU3MaJIbHY IIJIVHOYKOBY TaXiKapAilo TUILY «IIipyeT», Yy Halll€HTIB, AKi
OOHOYACHO 3aCTOCOBYBanu (prykKoHa301 Ta nu3anpun. KoHTponboBaHe OOCITigXKEeHHSI
MIPOIEMOHCTPYBAJIO, 1110 OgHOYacHe 3acTocyBaHHs 200 Mr ¢pnykoHa3osy 1 pa3 Ha goOy
ta 20 Mr nu3anpuny 4 pa3u Ha 000y IPU3BOAUIIO [0 3HAYHOTO ITiABUINEHHS PiBHS
LU3anpuay y mjaa3Mi KposBi Ta Oo0 nogoBxKeHHs iHTepBany QT. OgHoyacHe
3aCTOCyBaHHS (PJIyKOHA30Jly Ta U3alpUay IPOTUNOKa3aHe (OUB. PO3Tis
«[TpoTUIIOKa3aHHI»).

TeppernaouH. Yepes3 BUIIaAKU PO3BUTKY TSXKKUX CEPLEBUX apUTMil, CHPUYMHEHUX
MogoBxXKeHHsIM iHTepBany QTc, y mallieHTiB, siKi 3aCTOCOBYIOTh a30/IbHi MPOTUTPUOKOBI
JIiKapchKi 3aco01 OmMHOYACHO 3 TepdeHanuHoM, OyIu MIPOBeeHi ToCTimKeHHs
B3a€eMOfil IUX ImpenaparTiB. Y X0l OOHOTO OOCTiAXKEeHHS IPU 3aCTOCYBaHHI
dnykoHazony y mosi 200 Mr Ha moOy He OyJ10 BUSIBIIEHO IOA0OBXKeHHS iHTepBany QTc.
[HIIIe goCHimzKeHHs IIPU 3aCTOCyBaHHi ¢pyKoHa3omy y go3ax 400 mr ta 800 Mr Ha
no0y IPOOEMOHCTPYBAIo, 110 3aCTOCYBaHHA (GJIyKOHa30ny y mo3ax 400 mr Ha moby abo
BHUIIle 3HAYHO IIiABUIIYE PiBeHb TeppeHaauHy y mj1a3Mi KpOoBi IpU OGHOYaCHOMY
3acToCyBaHHI 1Iux npemnapartiB. CyMicHe 3aCTOCyBaHHSA (QIIyKOHAa30iy y mo3ax 400 mr
abo Bumie 3 TeppeHaguHOM IIPOTUNIOKa3aHe (OuB. po3main «I[IpoTunoka3laHHs»). [Ipu
3acToCcyBaHHi (QIyKOHa3051y y mo3ax Huxk4de 400 Mr Ha moOy ogHOYaCHO 3
TepdpeHaguHOM CIIil IPOBOOUTHU PETEJIbHUM MOHITOPUHT CTaHy Halli€eHTa.

Acmewmizon. CyMmicHe 3aCTOCyBaHHS (JIYKOHA30JIy Ta aCTEMi30JIy MOXKEe 3MEHIIUTHU
KJIipeHC acTteMi3ony. COpUuYMHEHE LIUM ITiABUILEHHS KOHIIEHTPAallil acTeMi30Iy y
I1J1a3Mi KpOBi MOXKe ITPU3BECTU OO0 IIONOBXKeHHA iHTepBany QT Ta y piokKicHUX
BUIIaAKaxX - 10 MapOKCU3MaJIbHOI ITYHOYKOBOI TaxXiKapmil Tumy «mipyeT». OgHO4YacHe
3aCTOCyBaHHA (pJIIYKOHA30JIy Ta aCTEMIi30JIy IPOTUIIOKa3aHe.

ITimo3u0 ma xiHiduH. CyMicHe 3aCcTOCyBaHHS (hJIyKOHA30JIy Ta IIiMO3uAy abo XiHiguHy
MOJK€e IPU3BOOUTH [0 MPUTHIYEeHHs MeTaboni3aMy mmiMmo3uny abo xiHimuHy, X04a
BiATIOBIOHUX OOCJIOKEHB in Vvitro Ta in vivo He mmpoBoaunu. [TigBUllleHHS KOHIeHTpallil
nmimMo3uay abo XiHimWHY y IIJ1a3Mi KPOBi MOXKe CIPUYUHSITHU ITOA0BXKeHHs iHTepBany QT
Ta y PigKiCHUX BUNaZKaxX IPU3BOAUTHU OO PO3BUTKY MIapOKCU3MaJIbHOIL IIJIYHOYKOBOI
Taxikapmil Tumny «mipyeT». OgHO4YaCHe 3aCTOCyBaHHSA (hIIyKOHA30JIy Ta IIiMo3upgy abo
XIHIAWHY IIPOTUIIOKAa3aHe.

EpumpomiyuH. OgHoO4YaCcHe 3aCTOCYBaHHS €EPUTPOMIIIMHY Ta (IYKOHA30JIy MOXKe
IPU3BOOUTHU OO0 HiABUILEHHS PU3UKY PO3BUTKY KapAiOTOKCAUYHOCTI (ITOOOBXKEHHS
iHTepBany QT, mapokcu3MasbHOI HIJIyHOYKOBOI TaxiKapmil TUIY «IIipyeT») Ta, IK
HaCJIiOOK, M0 PaIlToBOl CeplieBOl cCMepTi. 3aCToCyBaHHS KOMOiHallil ITUX JIiIKapChbKUX



3aco0iB MpPOTHUIIOKA3aHe.

AmiodapoH. OgHOYacHe 3aCTOCyBaHHSA (QIIYKOHA30JIy 3 aMioJapOHOM MOIKe ITPU3BECTH
oo IMpurHideHHs MeTab0J1iaMy amiogapoHy. CriocTepiraBcst 3B sI30K MixK
3aCTOCYBaHHSAM aMiofapoHy Ta nonoBXeHHAM iHTepBany QT. OgHoyacHe
3acTocyBaHHS (PJIyKOHA30JIy Ta aMiogapoHy IIPOTUIIOKa3aHe (OUB. PO3Tin
«[TpoTUIIOKa3aHHI»).

He pekomeHOyemuvcsa 00HOUYACHE 3aCmMOoCYB8AHHA )AYKOHA301y MA HUMNCYE3d3HAYeHUX

JAiKapcvKux 3acobis.

I'aaropanmpuH. ®IyKOHA30JI MOXKe COPUYUHUTHU ITiOBUILIEHHS KOHIIEHTpallil
rajgogaHTPUHY Yy IJIa3Mi KPOBi 3a paxyHOK npurHidenusa CYP3A4. OgHo4yacHe
3aCTOCYBaHHS LIMX TiKapChKUX 3aC00iB MOKe NPHU3BOOUTH [0 MiABUILIEHHSA PU3UKY
PO3BUTKY KapaiOTOKCUYHOCTI (mogoBxkeHHd iHTepBaiy QT, mapokcu3sMasibHa
IUIYHOYKOBA TaxiKaphisd TUIY «IipyeT») Ta, K HACJIiJOK, 4O PalTOBOl CepPleBOol
cMmepTi. Citig yHUKATH 3aCTOCYBaHHS KoOMOiHaIlil JaHuX IiKapCchKUX 3aco0iB.

CyMicHe 3acmoCcy8aHHA (PaAYKOHA301Y Md HUMCYE3d3HAYEeHUX AiKaAPCbKUX 3acobis

guMmazae obepedcHocmi ma Kopuz2y8aHHs 0o3u.

Bnaus iHwux aikapcbKux 3acobi8 Ha ¢p1YKOHA301.

IMocnigkeHHs B3a€EMO[il MPOOeMOHCTPYBalH, III0 IepopalbHe 3aCTOCYBAaHHS
(b1ykoHa305/1y 0OfHOYACHO i3 BXKUBAHHSAM 1XKi, TpUHOMOM HUMETUINHY, aHTAlUOiB abo
ofaIbIIuM OIIPOMiIHEHHSAM YChOTO TijIa [OJid IlepecagKd KiCTKOBOI'O MO3KY HE Ma€
KJIiHIiYHO 3HAYYIIOT0 BIIJIMBY Ha abcopO1iito (GIyKoHa30ITy.

PupamniyuH. OgHOYaCHe 3aCTOCYyBaHHS (QIIyKOHA30J1y Ta pUdaMIIilinHy IPU3BOOUIIO
mo 3umkKeHHs AUC Ha 25 % Ta CKOpoYyBaJlo mepiof HaniBBUBeOeHHA (PpJIyKOHA30/Iy Ha
20 %. Tomy Onsa mali€eHTiB, Ki 3aCTOCOBYIOTh pU(aMIIillvH, CIi PO3TISAHYTH
OOLUIBHICTD HNiABUINIEHHS OO3U (QIIYKOHA30IIy.

I'iopoxsaopmia3ud. Y gocnigzkeHHi papMaKOKiHETHYHOI B3aEMO/il OJHOYACHEe
OaraTokpaTHe 3aCTOCYBaHHS TigpOXJIOpPTia3uay y 340POBUX HOOPOBOIIBIIIB, SKi
oTpuMyBanu GpJIyKOHA30J1, IMiABUIIYBaI0 KOHIIeHTpallifo (pJIyKOHa30J1y B Jjia3Mi KPOBi
Ha 40 %. Taki mapamMeTpu B3aEMO/il He BUMaraioTh 3MiH y peKUMi JO3yBaHHSI
bnykoHa305y OIS MallieHTiB, sIKi OTHOYAaCHO OTPUMYIOTh CEYOTiHHI 3aco0u.

Bniaus ¢payKoHa301y HaA iHWI AiKapcuki 3acobu.

®dnykoHa30 € mOTyKHUM iHTibiTopoM i3odpepmenTy 2C9 nutoxpomy P450 (CYP) Ta
nomipHuM iHridiTopom CYP3A4. ®nykoHasoin € iHribitopom CYP2C19. Ha gomaTok fo
CIIOCTEePEeXYBaHUX/ MOKYMEHTAIbHO MiATBEPOKEHUX B3aEMOIiH, III0 ONTMCaHi HUXKYe,



IIPY OOHOYAaCHOMY 3aCTOCYBaHHI i3 (pJIyKOHa30JI0M iCHY€E PU3UK MiABUILIEHHSA Y IJIa3Mi
KPOBi KOHIIEHTpAllill iHIINX COONyK, 1110 MmeTabonidytorecst CYP2C9, CYP2C19 Ta
CYP3A4. Tomy 3acTOCOBYBaTH TaKi KOMOiHallil mperaparTiB ciif 3 00epexKHiCTIO; IpHU
IIbOMY HeOOXiTHO peTeIbHO CIIOCTepiraTu 3a CTaHOM IallieHTiB. [IpurHiuyBanbHa Hist
¢bnykoHa3ony Ha ¢pepMeHTU 30epiraeThcsa NpoTIrom 4-5 mib micias Moro 3aCTOCYBaHHSA
Yy 3B’SI3Ky 3 MO0 TPUBAJIMM I1€PiogoM HalliBBUBEOEHHS.

Anvpenmania. Y pa3i 04HOYACHOTO 3aCTOCyBaHHA anb(eHTaHiny y 0o3i 20 MKI/KT Ta
dbnykonazomny y mo3i 400 Mr 30opoBUM I10OPOBOJIBISIM CIIOCTEPIrasocs OIBOKpaTHEe

30inpmenHsa AUC, |, MoxkuBo, yepe3 iHrioyBanas CYP3A4. Moxe OyTu HeoOXigHUM

10’
KOPUTYBaHHS OO3U ajlb(PeHTaHiny.

AmimpunmuniH, HopmpunmusiH. OJIyKOHA30JI IIOCUJIIOE 110 aMITPUIITUIIIHY Ta
HOPTPUNTHUIIHY. PEKOMEHIyETHCS BUMipIOBaTH KOHIIEHTPAllil 5-HOPTPUIITUIIIHY Ta/abo
S-aMiTpunTHIIIHY Ha IMoYyaTKy KoMOiHOBaHOI Teparrii Ta 4yepe3 1 TuXkaeHb. Y pasi
HeOoOXimHOCTI CIif BigKOpUT'yBaTHU 03y aMiTPUIITUIIIHY/HOPTPUNTUIIIHY.

AmpomepuyuH B. OmpHOYaCHe 3aCTOCyBaHHA (QIYKOHA30JIy Ta ampomepuyuHy B
iH(ikOBaHMM MHUIIIAM i3 HOpPMaJIbHUM iMyHITETOM Ta iH(piKOBaHMM MUIlIaM 3i
3HU2KEHUM iMYHITETOM Aajio TaKi pe3ynbTaTh: HEBEJIUKUU afUTUBHUU
MPOTUTPUOKOBUM eheKT ITpu cucTeMHil iHdekirii C. albicans, BinCyTHICTh B3aEMOil
IIpu BHYTPIIHbOYEpenHil iHdeKIlil Cryptococcus neoformans Ta aHTaroHi3M OBOX
penapariB IIpU CUCTEeMHIiM iHpeKil Aspergillus fumigatus. KiiHidyHe 3HaYeHHS
pe3ybTaTiB, OTPUMAaHUX Y X041 IIUX OOCIIiAXKEHDb, HEBIIOME.

AHmukoazcyaaHmu. 9K i Ipu 3aCTOCyBaHHI iHIIIUX a30JIbHUX NIPOTUTPHUOKOBUX 3aC00iB,
IIPY OOHOYAaCHOMY 3aCTOCyBaHHi (pIyKOHAa30J1y Ta BapdaprHy IIOBiHOMIISIIOCS PO
BUIIaAKM PO3BUTKY KPOBOTEY (reMaTOM, HOCOBOI KPOBOTEYi, IIIJTYHKOBO-KUIIIKOBUX
KPOBOTEeY, reMaTypii Ta MeJieH!) y IOEAHAHHI 3 ITOIOBXKEHHSIM ITPOTPOMOiIiHOBOTO Yacy.
[Tpu ogHOYacHOMY 3aCcTOCYBaHHI (PJIyKOHA30JIy Ta BapdapHuHy CIIOCTEpPiragocs
OBOKpaTHeE MigBUILIEHHSA MPOTPOMOIHOBOTO Yacy, MMOBIpHO, BHACJIiHOK MPUTHIYeHHS
MeTabomniaMmy Bapdapuny depe3 CYP2C9. Criig peTenbHO KOHTPOIIOBATHU
MpoTpoMOiHOBUM YacC y MallieHTiB, IKi OMHOYACHO 3aCTOCOBYIOTH KyMapUHOBI
AHTUKOATyJISTHTH abo iHmaHemioH. Moxke O0yTy HeOOXimHOI KOPEKIIisl mo3u
QHTUKOATYJISAHTY.

BbeH3odia3eniHu kopomkoi 0ii, Hanpukiao mida3oaam, mpua3oaam. ITpu3HayeHHs
(pr1yKoHa305y micis mepopabHOT0 3aCTOCYBaHHS Mifa30jiaMy IPHU3BOAUIIO OO
3HAYHOTO MigBHUINIEHHS KOHIIEHTpAallil Miga30jiaMy Ta [0 IMOCUJIEHHS IICUXOMOTOPHUX
edekTiB. OgHOYAcHe 3aCTOCyBaHHSA QIyYKOHA305y y go3i 200 Mr Ta Migmasonamy y mo3i
7,5 MI mepopasibHO Npu3Boauso ao nigsuineHHa AUC Ta nepiony HalliBBUBEOEHHS Y
3,7 Ta 2,2 pasa BinmmoBigHo. 3acTocyBaHHS QIIyKOoHa30iy y mo3i 200 mr/moby Tta 0,25
MI' TpUa30JlaMy IIepopasibHO IIPpU3BOoausIo go nigsuiieHHs AUC Ta nepiony



HaliBBUBeOeHHSA Tpua3oiamy y 4,4 ta 2,3 pa3a BignosigHo. IIpu ogHOYaCHOMY
3acToCyBaHHI (JIYKOHA30Jly Ta Tpua3oJjiaMy CIOCTepirajocs IMOTEeHIiI0OBaHHSA Ta
pOoJIoOHTalis epeKTiB TprualojaaMy.

AKII0 malieHTy, SKUKW IPOXOOUTH KypPC JTiKyBaHHS (PJIIyKOHA30JI0M, CJIil OOHOYaCHO
MPpU3HAYUTH Tepamiio 6eH3o0mia3eniHaMu, 103y OCTaHHIX CJIif 3MEHIIUTH Ta
BCTAHOBUTHU HAJIEXKHUU HATJISAO 3a CTAHOM IIAlli€eHTa.

KapbamaszeniH. ®1ykKoHa30J1 NpUrHiyye metabosiamM Kap6aMa3eniny Ta CIIPUYUHSIE
ITigBUIIIEHHS PiBHSA KapOaMaseIiny B cupoBaTili KpoBi Ha 30 %. ICHye pu3UK PO3BUTKY
IIPOSIBiB TOKCUYHOCTI 3 60Ky KapOaMa3eliny. Moxe OyTu HeOOXimIHUM KOPUT'YBaHHS
mo3u KapOaMaseIliHy 3ajie’KHO Bif piBHS MOro KOHIIEHTpallil Ta [il mpemapary.

Biaokamopu kKaavuiesux KaHaig. [lesaKi aHTaroHiCTH Kanbllilo (HidenuriH, icpaduniH,
aMJIoguIriH Ta denoguirin) metabonisyioThcsa pepmenTom CYP3A4. ®1ykKoHaA3011
MMOTEHIIMHO MOXKe ITiABUIITyBaTH CUCTEMHY €KCIO03uIlif0 6JI0KaTOPiB KalbIliEBUX
KaHaiB. PeKOMeHOOBaHUM peTeJIbHUM MOHITOPHUHT IIIOA0 PO3BUTKY MOOIYHUX peakIlii.

Ilenekokcub. [Tpu omHOYAaCHOMY 3acTOCyBaHHI piaykoHa3omny (200 mr Ha goby) Ta
rienekokcuoy (200 mr) Cmax Ta AUC nenekokcu0y migBuiryBanucs Ha 68 % ta 134 %
BimmoBimHO. [Tpu 0HOYAaCHOMY 3aCTOCYBaHHI 11eJIeKOKCUOy Ta GIyKoHa30/1y MOXKe
OyTu HeoOXiTHMM 3MEHIIIEHHS 03U 11eJIEKOKCUOYy BABIiUi.

Lukaogpocgpamio. OgHOYACHE 3aCTOCYBaHHSA IMKIIOopochaminy Ta GIyKOHa30Iy
IIPU3BOOUTH IO ITiABUIIIEHHS PiBHSA Oinipy0OiHy Ta KpeaTUHiHY B cupoBaTiii KpoBi. Li
npenapaTd MOXKHa 3aCTOCOBYBaTH OJHOYACHO, 3BaKal04M Ha PU3HUK IIiABUILIEHHS
KOHIIeHTpallil 6inipy0iHy Ta KpeaTHUHiIHY B CUPOBATIIi KPOBI.

®eHmaHia. TToBimOMIISITIOCS IPO OOWH JIeTaJIbHUM BUNaJOK iHTOKCHUKaAIlil (heHTaHIIOM
BHACJIIOOK MOXKJINBOI1 B3aeMofil peHTaHiny Ta ¢piaykoHa3ony. [1o Toro X, y
OOCITiIKEeHHi 3a Yy4acTIO 3TOPOBUX MOOPOBOJIBLIIIB OYJI0 ITPOAEeMOHCTPOBAHO, 10
(br1ryKOHa3071 3HAYHO yHOBiIbHIOBAB eJliMiHaliio deHTaHiny. [TigBUIleHHA
KOHIIeHTpallil (eHTaHiTy MOXKe ITPU3BECTH [0 NIPUTHIYEHHS OUXaHHS, TOMY CIIif
peTenbHO KOHTPOJIIOBATH CTaH IallieHTa. Moxke O0yTyu HeoOXigHOI0 KOPEKIIis HO3Uu
benTaHITY.

IH2i6imopu I'MI'-KoA-pedykma3su. CyMmicHe 3acTocyBaHHS (pJIyKOHA30/1y Ta iHTi6iTOpiB
I'MTI'-KoA-penykTa3u, 110 MetabosrisyioTecss CYP3A4 (aTopBacTaTUH Ta CUMBACTATHH),
a6o inridiTopiB 'MI'-KoA-penykTa3su, 10 Mmetabomnidyiotbcsi CYP2C9 (bnyBacTtaTus),
MigABUIITY€E PU3UK PO3BUTKY MiomnarTii Ta pabmomioni3dy. Y pa3i HeoOXimHOCTI
OOHOYACHOTO 3aCTOCYyBaHHS IIUX IpellapaTiB ClIii peTelbHO CIOCTepiraTu 3a
MalieHToOM IIO0 BUHMKHEHHSI CUMIITOMIB MiomaTii Ta pabgomionisy i mpoBoguTu
MOHITOPUHT PiBHA KpeaTHWHKIHa3M. Y pa3i 3HAaUHOrO IigBUIIEHHS PiBHSA KpeaTHHKia3y,



a TAKOXK IIPH [iarHOCTYBaHHI abo mimo3pi Ha MiomaTiio/pabmoMiosiz 3acTocyBaHHS
inridiTopiB I'MI'-KoA-penykTa3u CIif MPUIUHUTH.

ImyHOocynpecopu (Hanpukaad yuK/a10CNOPUH, e8epoaiMyc, CUPOAIMYC I MAKpPOAIiMYC).

IHukaocnopuH. ®1yKOHA30J1 3HAYHO IIiABUIIYE KOHIIeHTpalio Ta AUC LUKIIOCIIOPUHY.
[Tpu ogHOYaCHOMY 3acTOCyBaHHi (yKoHa30my y #o3i 200 Mr/mo0y Ta IIUKIJIOCIIOPUHY Y
no3si 2,7 mr/kr/moby crioctepiranocs 36ineiendss AUC muknocnopuny y 1,8 pasa. Lli
pemnapaTv MOXKHa 3aCTOCOBYBaATH OOHOYACHO 3a YMOBU 3MEHIIIEHHS 103U
LIMKJIOCIIOPUHY 3aJIe’KHO Bif MOT0 KOHIIEHTPAIlil.

Esepoaimyc. ®1yKOHA30JI MOZXKe MiABUILIYBATU KOHIIEHTPAL[il0 €BEPOJIIMYyCY B
CHUPOBaATIIi KPOBi yepes npurHivenHs CYP3A4.

Cupoaimyc. ®1yKOHA30J1 HigBUIIy€E€ KOHIIEHTPALIil0 CUPOJIIMYyCY Y I1JIa3Mi KPOBI,
WMOBIpHO, IIIJITXOM ITPUTHIYEeHHS MeTabomiamy cuponimycy ¢depmentom CYP3A4 ta P-
riaikonpoTelnoM. Lli mpenapaTy MOXKHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBH
KOPUTYBaHHS JO3UW CHUPOJIIMYCYy 3a/Ie?KHO Bifl piBHS KOHIIEHTpallil Ta epeKTiB
nmpemnapary.

Takpoaimyc. ®yKOHa30JI MOXKe ITiABUIIYyBaTU KOHIIEHTpPaIlil TaKpPOJIiMyCy B CUPOBATIIi
KpOBi 10 5 pa3iB IIpu UOro rnepopajbHOMY 3aCTOCYBaHHI yepe3 IPUTrHiYeHHS
MeTabomnizMy Takpomnimycy ¢pepmenTom CYP3A4 y kumieuHnuky. [Ipu
BHYTPIIIHBOBEHHOMY 3aCTOCYBaHHI TaKpPOJIIMYyCy He CIIOCTepirajiocss 3Ha4YHUX 3MiH
(papmakokineTuku. [ligBuIlieHi piBHI TaKPOJIIMYCY aCOIIil0OI0THCSA 3 HEPPOTOKCUYUHICTIO.
o3y TakpoJIiMyCy [Jis IepopabHOIr0 3aCTOCYBAaHHA CJIi 3HMXKYBaTU 3aJIeXKHO Bif
KOHIIeHTpallil TaKpOIiMyCy.

JIozapmat. ®yKOHA30JI MPUrHiuye MmetabosIi3M 103apTaHy g0 HO0ro aKTUBHOT'O
MeTaboIIiTy

(E-31 74), 1m0 00yMOBIIIO€ OilbIlly YaCTUHY aHTAaroHi3My [0 PeleIlTOPiB aHTi0OTEH3UHY
Il mig yac 3acTocyBaHHSA 103apTaHy. PEKOMeHOOBaHO 3[iMCHIOBATH IMOCTIMHUMT
MOHITOPUHT apTeplajibHOI0 TUCKY Y ITAIll€EHTIB.

MemadoH. ®1yKOHaA30JI MOXKE MiIBUIIYBAaTU KOHIIEHTPAIlil0 METAOHY Y CUPOBATII
KpoBi. [Ipr ogHOYaCHOMY 3aCTOCYBaHHI MeTafOHY Ta (JIYKOHA30JIy MOxXkKe OyTHU
HeoOXimHUM KOPUT'YBaHHS OO3U METaioOHY.

HecmepoidHi npomu3sanaavHi npenapamu (HII3I1). TTpu ogHOYaCHOMY 3aCTOCYBaHHI 3
(pnykoHasomnom Cmax ta AUC ¢pnypbinpodeny migBuiiryBanucs Ha 23 % Ta 81 %
BiITIOBIOHO MOPiBHSHO 3 BiANOBIOHMMU IMOKa3HUKAMU IIPU 3aCTOCYBaHHI TiJIbKU
bnypbinpodeny. AHaIOTiYHO ITPU OQHOYAaCHOMY 3aCTOCyBaHHI ()JIyKOHA30JIy 3
paneMiunuM ioynpodernom (400 mr) Cmax Ta AUC ¢dapMaKoIOTidYHO aKTUBHOTO
izomepy S-(+)-ibynpodeny migBuiyBanucs Ha 15 % Ta 82 % BigmoBimHO MOPiBHSIHO 3



TAaKUMHU MOKA3HUKAMM IIPU 3aCTOCYBAHHI TiTbKK pallemMiuyHoro ioynpodeny.

®yKoHA30JI IOTEHLIIUHO 30aTHUU ITiABUIIlYBATU CUCTEMHY eKcro3umito inmux HII3II,
1o MetabonizytoTrbesi CYP2C9 (Hanpukiiag HallpOKCEHY, JIOPHOKCUKAMY,
MeJIOKCUKaMy, fuKiodeHakKy). PEKOMeHOOBaHO MEPIOAUYHO 301 CHIOBATU MOHITOPUHT
MoOiYHMX peaklliii Ta TOKCUYHUX ITPOSABiB, 1oB’ si3aHux i3 HII3I1. Moxke OyTu moTpidbHe
KopuryBaHHs go3u HII3II.

®eHimoiH. ®yKoHA30J1 MPUrHiyye MeTaboi3M ¢eHiTOiHy B nediHIli. OmHOYacHe
O6araTopa3oBe 3acTtocyBaHHA 200 Mr ¢pykoHasony Ta 250 Mr ¢deHiTOIHY
BHYTPIIIHBOBEHHO IIPU3BOOUTH [0 ITIABUILIEHHS AUC2 4 denitoiny Ha 75 % Ta Cmin Ha
128 %. IIpu ogHOYaCHOMY 3aCTOCYBaHHI ITUX JIiIKapChbKUX 3aC00iB CITiZl ITPOBOOUTH
MOHITOPHUHT KOHIIEHTpallil PeHiTOIHYy B CUPOBaTIi KPOBi O/Is1 YyHUKHEHHS PO3BUTKY

TOKCHUYHOI il QPeHiToIHY.

IIpedHizoH. TToBimoOMIAIOCS IPO BUNAOOK, KOJM Yy MallieHTa ITiCs TpaHCIJIaHTallil
MMEeYiHKH Ha TJIi 3aCTOCYBAHHS IIPEAHI30HY PO3BUHYJIACsa rOoCTpa He0oCmamHicmbs Kopu
HagHUPKOBUX 3aj103, 10 BUHUKIIA [iCJIs NPUNUHEHHS TPUMICAYHOT0 KypCy Teparil
dbrykoHazonoM. [IpunuHeHHS 3aCcTOCYyBaHHS (DJIIyKOHA30J1y, UMOBIPHO, CHPUYUHUIIO
nocunenHs akTuBHocTi CYP3A4, 1110 mpu3BeIO0 [0 MPUCKOPEHHS MeTaboi3mMy
npenHizony. Ciin peTeslbHO CTEXKUTH 3a NallieHTaMU, K1 IPOTATrOM TPUBAJIOT0 Yacy
OOHOYACHO 3aCTOCOBYIOTH (PJIYKOHa30J1 Ta IPEOHI30H, 3 METOI0 NONEepPeaKeHH
PO3BUTKY HE0OCMAmMHOCMI KOpu HaOHUPKOBHUX 3aJ103 HiC/Is NPUIIUHEHHSA
3aCTOCyBaHHSA (PIIYKOHA30IIy.

Pugpabymun. ®myKOHA30JI IIigABUIIY€E KOHIIeHTPaIlilo pudalbyTUHY B CUPOBATIIi KPOBI,
1110 IMPu3BOOuTh mo 30inbiieHHss AUC pudabytuny mo 80 %. [Ipu omHOYaCHOMY
3acTOCyBaHHiI QIIyKOHA3051y Ta prudabyTUHY IMOBiTOMJISIIOCS PO BUNAAKU PO3BUTKY
yBeity. IIpu 3acTocyBaHHi Takol Kom0OiHallil JikapcbKuX 3aco0iB ciifg OpaTu 40 yBaru
CUMIITOMM TOKCHUYHOI fii pudabyTuHy.

CaxeiHagip. ®nykoHa3on nigsuiiye AUC Ta Cmax cakBiHaBipy nmpubnu3Ho Ha 50 % Ta
55 % BiOMOBiAHO Yepe3 NpUTHiIYeHHs MeTaboJ1i3My caKBiHaBipy B IediHIli (hepMEeHTOM
CYP3A4 Ta yepes iurioyBanHus P-riikonpoTeiny. Baaemofii Mix ¢GJIyKOHaA3010M Ta
CakBiHaBipOM/pPUTOHABIPOM HEe [OCIIiOXKYBaIUCs, TOMY BOHH MOXKYTb OyTH OibIIl
BUpPaXXKeHUMU. Moxke OyTH HEOOXimMHUM KOPUT'YBAaHHS OO3U CaKBiHaBipy.

IToxidHi cyavgoHiscevyosuHu. [Ipu ogHOYACHOMY 3aCTOCyBaHHI (pIyKOHA3011
IIPOJIOHTYE Mepioa HalliBBUBEAEHHS IepOopaJbHUX MOXiAHUX CYIb(POHIICEHOBUHUA
(xnmopnponaminy, riaibeHKIaMiny, Iimi3ugy Ta Toja0yTaMifny) Opu 1X 3aCTOCYBaHHI
3I0POBUM NOOPOBOJILLISIM. PEKOMEHOYETHCS MPOBOOUTU YAaCTUM KOHTPOJIb LIYPKY B
KPOBI Ta BiANOBiAHUM YMHOM 3HUXKYBaTU O03y MOXITHUX CYIb(POHIICEYOBUHU IIPUA
OOHOYaCHOMY 3aCTOCYBaHHI 3 (PJIyKOHA30JIOM.



TeoginiH. 3actocyBaHHA QiyKoHa30iy 1o 200 mr nmpoTsiroM 14 OHIB IPU3BEJIO OO
3HUIKEHHS CEPeOHbOro KJIipeHCy Teo(dininy B miaa3mi Kposi Ha 18 %. 3a maliieHTamu,
sIKi 3aCTOCOBYIOTh T€O(isIiH y BUCOKUX m03ax abo SKi MalOTh HiTBUILIEHUN PUIUK
PO3BUTKY TOKCUYHUX IIPOSBIB TeOQiTiHy 3 iHIIUX NIPUYUH, C/Iif BCTAHOBUTHU HaATJIAL
00 BUSIBIIEHHS O3HAK PO3BUTKY TOKCUYHOI Oil Teodininy. Tepamito ciig 3MiHUTH IIpU
OsIBi O3HAK TOKCUYHOCTI.

Ankanoiou 6apeiHky. ®TyKOHA30JI, UMOBipHO, Yyepe3 iurioyBauus CYP3A4, moxke
CIIPUYUHSITHU MiTBUIIIEHHS KOHIIEHTPAIlil allKanoifiB 60apBiHKY y IJ1a3Mi KPOBi
(HampuKial BIHKPUCTUHY Ta BiHOIACTUHY), III0 IIPU3BOAUTDL OO PO3BUTKY
HEUPOTOKCUYHUX €(DEeKTiB.

Bimawmin A. TloBigoMIIsANIOCS, 10 y HallieHTa, AKUM OOHOYaCHO 3aCTOCOBYBaB
TPAHCPETUHOEBY KUCIOTY (KHMCIOTHA ¢opMa BiTaMiHy A) Ta QIYKOHA3OJI,
crmocTepiranucs nobiuHi peakilil 3 60Ky IleHTpasibHOI HepBOoBOi cucteMu (ITHC) y
(opmi mceBOOTYyMOPY I'OJIOBHOTO MO3KY; OaHUU e(PEeKT 3HUK ITiCJIA BigMiHU
dnykonazomy. Lli mikapchbKi 3acoO61 MOXKHa 3aCTOCOBYBATU OJHOYACHO, ajie CIIif
rmaMm’siTaTy IIPO PU3UK BUHUKHEHHS NOOiYHMX peakiiu 3 6oky LTHC.

BopukoHa3o (iH2i6imop CYP2C9, CYP2C19 ma CYP3A4). OgHo4YacHe 3aCTOCyBaHHSA
BOPUKOHA30/1y nepopasnbHo (1o 400 Mr KoxHi 12 roguH npotaroM 1 gHS, IOTIM 110
200 mr koxHi 12 rogus npotsarom 2,5 gHA) Ta GIyKOHA30iy nepopaibHO (400 Mr y
nepluu geHb, ToTiM o 200 Mr KoxkHi 24 TOOUHU IPOTATOM 4 OHIB) IIPU3BEIIO OO0
igBUIIIEeHHS Cmax Ta AUC BOopuKOHa30/1y B cepegaboMy [0 57 % (90 % IOI: 20 %, 107
%) Ta 79 % (90 % OI: 40 %, 128 %) BimmoBigHO. HeBigoMO, Y¥ NPU3BOOUTh 3HUIKEHHS
no3u Ta/abo 94aCTOTHU 3aCTOCYBaHHS BOPUKOHA30J1y ab0 (GJIyKOHA30/Iy [0 YCYHEHHS
Takoro epekry. [Ipu 3acToCyBaHHI BOPUKOHA30JIy Hic/isg QPIYKOHA30JIy CJIif IPOBOOUTHA

CIIOCTEPEKEeHHS MI0JI0 PO3BUTKY IMOOIYHUX e(heKTiB, acoIlifoBaHUX i3 BOPUKOHA30JIOM.

3udosyOuH. OIyKOHA30JI IIiABUIIYE Cma
BiTIOBiAHO, 1110 3yMOBJIEHO 3HUXKEHHSAM KJTipeHCY 3U0BYAUHY Npubn3Ho Ha 45 %

L Ta AUC 3upmoBynunry Ha 84 % ta 74 %

IIpU MOTro IepopajbHOMY 3acToCyBaHHi. [lepion HaniBBUBeOeHHS 3UA0BYAUHY OyB
TaKOXK MOIOBXeHuM npubinu3Ho Ha 128 % micisa 3acTocyBaHHS KoMOiHaIlil
bnykoHa305my Ta 3UOOBYAMHY. 3a MMalliEHTaMH, sIKi 3aCTOCOBYIOTh TaKy KOMOiHaIIlito
JIiKapChbKUX 3aco0iB, CIIifl CIIOCTEpiraTu 10a0 PO3BUTKY IMOOIYHUX peakiliil, OB sI3aHUX
13 3aCTOCYBaHHAM 3UOOBYOUHY. MOXKHa PO3IJISHYTHU OOLIJIbHICTE 3HUXKEHHS N03U
3UOBYOUHY.

A3umpomiyuH. IIpu ogHOYaACHOMY IIepOpaibHOMY Pa30BOMY 3aCTOCYBaHHI
a3UTPOMIIIUHY Ta ¢pIyKoHa3o0my y mo3ax 1200 mr ta 800 Mr BiAIOBiOHO KOOHUX
3Hauynux ¢papMaKOKiHETUYHUX B3aEMOiM BUSBIIEHO He OYII0.



IlepopaavHi kKoHMpauenmuaeu. IIpu 3acTocyBaHHI pIyKOoHA30/1y ¥ A03i 50 MTI BILIUBY
Ha piBeHb TOPMOHIB He OyJI0, TOMi SIK IPU 3aCTOCYyBaHHI prykoHa3omy y mo3i 200 Mr Ha
no0Oy crioctepiranocs 36ineinenHs AUC etuHinectpamiony Ha 40 % Ta
JieBoHOpTrecTpeny - Ha 24 %. Lle cBimuuTh Ipo Te, 1110 6araTopa3oBe 3aCTOCYyBaHHSI
(r1ykoHa305y y 3a3HaUeHUX A03aX HaBPs[d YU MOXKe BIIJIMBATU Ha e(PeKTUBHICTH
KOMOIHOBaAHOTO ITePOPasIbHOIr0 KOHTPALEIITUBY.

Isakagpmop. CymyTHE 3aCTOCyBaHHS 3 iBaKapTOPOM, TigCUITIOBAaYEM
MYKOBiCIIMIIO3HOTO TpaHCMeMOpaHHOTo peryisaTtopa nposigHocTi (CFTR),
MigBHUILyBaJIO €KCIO3UIil0 iBakadTOPy B 3 pa3H, a rimpokcumeTuiaiBakapropy (M1) -y
1,9 paza. [I51g maIlieHTiB, SKi OMHOYaCHO 3aCTOCOBYIOTh moMipHi iHTiGiTopu CYP3A,
Taki gK (PJIyKOHA30JI Ta EPUTPOMILIVH, PpEKOMEHAYETHCS 3HNUKEHHS 003U iBaKapTOpy
mo 150 Mr oguH pas Ha mo0y.

Oco006/1MBOCTi 3aCTOCYBaHHS

Hepmamocgimisa. BiomioBigHO 00 pe3yabTaTiB OOCHIAXKEHHS PIYKOHA30JIy OIS
JIIKyBaHHS OepMaTodiTil y giTeil, GIyKOHa30JI He IepeBUIly€e rpu3eodyabBiH 3a
e(eKTUBHICTIO, i 3araJbHUM MTOKa3HUK €(PeKTUBHOCTiI CTaHOBUTE MeHIIe 20 %. Tomy
®rmr03aK He CJIif 3aCTOCOBYBATHU OJIs JIIKyBaHHS AepMaTodiTil.

Kpunmoxokos. [1oka3iB e(peKTUBHOCTI PIIyKOHA30/y O TiKyBaHHS KPUIITOKOKO3Y
IHIIUX JTI0KaJsi3amnii (HanpuKiaf JIeTeHeBOro KPUIITOKOKO3y Ta KPUIITOKOKO3Y IIKipH)
HeIOoCTaTHbO, TOMY PEKOMEHallill 11040 J030BOT0 PEXKUMY [OJIS JTiKyBaHHS TaKUX
3axBOPIOBaHb HEMAE.

I'nuboki eHoemiyHi miko3u. [1oka3iB e(eKTUBHOCTI (hIyKOHA30J1y AJIS JIIKyBaHHS
iHIMX (POpPM €eHOEeMIYHUX MIKO3iB, TAKMX K ITapaKOKIIMOi01MOMiKO03, IiCTOILIa3M03 Ta
IIKipHO-TiM(PaTUYHUN CIOPOTPUX03, HEOOCTAaTHLO, TOMY PEKOMEHOallil 100
O030BOT0 PEeXXUMY OJIid JIiIKyBaHHS TaKMX 3aXBOPIOBaHb HEMaAE.

Hupkoea cucmema. T1amtieHTaM i3 mopymeHHSM QYHKITi HUPOK IIpemnapaT CIIif
3aCTOCOBYBaTHU 3 00epexkHicTIO (OuB. po3min «Cnocib 3acmocy8aHHs ma 003u»).

Hedocmamuicmb HaOHUpKo8ux 3a.a103. KeTOKOHAa3071, SIK BifOMO, CIIPUYUHSE
HeJOCTaTHICTh HAMHUPKOBUX 3aJI03, i I1e TaKOXK MOXKe CTOCYyBaTHCSA (QIYKOHA3O0IY,
X04a CIIoCTepiraeTrbcsd pinko. HemocTtaTHICTE HAAHMPKOBUX 3aJ103, IIOB'sI13aHa 3
OOHOYACHUM JIIKyBaHHSM IIPEOHI30HOM, OIMcaHa B po3hini «Bnnus ¢piyKoHa30/1y Ha
iHIIi TiKapCchKi 3aCcO0m».

I'enamobinaiapHa cucmema. [anieHTaM i3 nmopyumeHHAM QyHKIIN ITeYiHKY IIpernapaT
CJIii 3aCTOCOBYBATH 3 00epexkHiCTI0. 3aCTOCyBaHHA (hIIYKOHA30JIY aCOIlit0BaIoCcs 3
PiAKiICHMMY BUIIaAKaMU PO3BUTKY TSAXKKOl TeIaTOTOKCUYHOCTI, BKJIIOYAI04M JIeTaJIbHi



BUIIQAKH, TOJIOBHUM YHMHOM Y IMAIi€HTIB i3 TSIXKKUMH OCHOBHUMHM 3aXBOPIOBAHHSIMHU. Y
pa3i, KOJIu PO3BUTOK I'€llaTOTOKCUYHOCTI acollifoBaBCs i3 3aCTOCYBaHHSAM
dbnykoHazomny, He OyJi0 Bim3Ha4YeHO 1i ABHOI 3a/Ie2KHOCTI Bifl 3arajbHOI m0o60BOi J03U
ImperapaTy, TPUBAJIOCTi Teparrii, cTaTi abo BikKy mailieHTa. 3a3BU4au
rermaTOTOKCHUYHICTh, CHpUYMHEHAa (PIyKOHa30J10M, 000POTHA, a il MPOsSBU 3HUKAIOTh
ITicJIsI IPUITMHEHHS Teparrii.

3a maifieHTaMy, y SIKUX IIPU 3aCTOCyBaHHI (DJIYyKOHA30J1y CIIOCTEPIraloThCs BiOXUIEHHS
pe3ynbTaTiB QyHKITIOHAIbHUX P00 ITeYiHKM, CJIif BCTAHOBUTH PETEJIbHUM HaTr IS
IIIOJI0 PO3BUTKY OiNIbII TAXKKOI'O YPaXkKeHHS ITeYiHKU.

[TamienTiB ciig npoiHdgopMyBaTH IPO CUMIITOMH, IO MOXKYTh CBIUUTHU PO CEPHUO3HUU
BIIMB Ha IeYiHKY (BUpaXeHa aCTeHisl, aHOPEKCis, MOoCTiiHa Hy#oTa, O/1I0BaHHS Ta
KOBTSIHUIISA). Y TaKOMYy BUNIAJKy 3aCTOCyBaHHSA (QIIYKOHA30JIy CIIi HeralHO
IIPUIIMHUTYU Ta IIPOKOHCYJIbTYBATUCS 3 JIIKapeM.

Cepueso-cy0uHHa cucmema. [lesaki a30jii, y TOMY YHCIIi U (QIYKOHA30JI, aCOIilI0I0THCS
3 nogoBxkeHHAM iHTepBany QT Ha enekTpokapzaiorpami. [ToBimomMiisiiocs Ipo OyxKe
pimKicHi Bunagku nomoBxkKeHHS iHTepBany QT Ta mapokcu3maiabHOl HIJTYHOYKOBOL
Taxikappil TUIYy «IIipyeT» IIPU 3aCTOCyBaHHI (IyKOHa3051y. Taki mOoBiTOMIEHHSA
CTOCYBa/IUCS MAIE€HTIB i3 TAXKKUMHU 3aXBOPIOBAHHSMU IIPU IMOEOHAHHI 6araTbox
(pakTOpiB PU3UKY, TAKUX SIK CTPYKTYPHI 3aXBOPIOBaHHS CEPIls, HOPYLIEHHS
eJIEKTPOJIITHOTO OOMiHy Ta OOHOYAaCHEe 3aCTOCYBaHHS iHIIMUX JTiIKapPChKUX 3aC00iB, 1110
BIIZIMBAIOTH Ha iHTepBan QT.

®mro3ak ciif 3 00epekKHiICTI0O 3aCTOCOBYBATH MAalliEHTaAM i3 pPU3UKOM PO3BUTKY
apuTtMiii. OgHOYaCHe 3aCTOCYBAHHS Pa30M i3 JIiKapChKUMM 3acoOaMu, 10
ITPOJIOHTYIOTH iHTepBan QTc Ta MeTaboi3y0ThCs 3a gormoMoroio pepmenty CYP3A4
uutoxpoMy P450, mpoTuioka3saHe.

I'anogpanmpuH. T'anodauTpuH € cyoctpaTtoM pepmeHTy CYP3A4 i mponoHTye iHTEepBan
QTc npu 3acTOCyBaHHI Y pPEeKOMEHIOBAHUX T€PANeBTUYHUX Ho03ax. OmHOYacHe
3aCTOCYBaHHS rajodaHTPUHY Ta GPJIYKOHA30/ly He PEKOMEHOYEThCH.

IlepmamonoziuHi peakuii. Ilig 4ac 3acTocyBaHHS (PJIYKOHA30/Iy PiAKO ITOBIIOMIISIIOCS
IIPO PO3BUTOK TaKMWX €KC(POJIiaTUBHUX IIKIPHUX peakllii, 1K cuHapoM CTiBeHCca-
II>KOHCOHa Ta TOKCUYHUM emigepManbHuM Hekpomni3. ITamienTu 3i CHIMom 6inbin
CXMJIbHi IO PO3BUTKY TSAXKKHUX IIKipHUX peaklliii Ipu 3aCTOCYBaHHI OaraThbox
JIiKapChbKUX 3aco0iB. AKIIO y MalliEeHTa i3 MOBEepXHEeBOIO TPUOKOBOIO iH(PEKITiEI0
3’ABJISIOTHCS BUCHUIIM, IO MOXKHA MOB’sI3aTH i3 3aCTOCYBaHHSAM (PIIyKOHA30IIy,
ropjasbllle 3aCTOCYyBaHHSA Ipenaparty CIIif IPUIMHUTHU. K10 y nallieHTa 3
iHBa3MBHOIO/CUCTEMHOIO I'PUOKOBOIO iH(EKITi€I0 3 IBISII0OTHCS BUCUIIM Ha MIKipi, 3a
MO0 CTAHOM ITOTPiIOHO PETEeNbHO CIOCTEPIraTH, a y pa3i po3BUTKY OyIbO3HUX BUCHUIIIB



a60 MynbTH(HOPMHOI EPUTEMH 3aCTOCYBaHHS (PJIYKOHA30Y CIIifl MPUITUHUTH.

I'inepuymaugicmb. Y pigKiCHUX BUIIagKaX IIOBIOOMIIAIOCS IIPO PO3BUTOK
aHa(piIaKTUYHUX pPeaKIlii.

Llumoxpom P450. ®nykKoHa301 € IOTyKHUM iHTibiTopoM pepmenTy CYP2C9 Ta
nomipHuM iHridiTopom pepmenTty CYP3A4. Takoxk (hryKoHa30J € iHTibiTOpOM
depmenTy CYP2C19. Crim criocTepiraTty 3a CTaHOM MHAlli€HTIB, IKi OOHOYACHO
3aCTOCOBYIOTh ®JII03aK Ta IpenapaTu 3 By3bKUM TepalleBTUYHUM BIKHOM, I10
MeTabomi3yrThcs 3a yyacTio CYP2C9, CYP2C19 ta CYP3AA4.

TeppeHaduH. Crig peTenbHO CIIOCTEPIraTy 3a CTAaHOM HalliEHTa IIPXU OJHOYaCHOMY
3acTocyBaHHi TepdeHanuHy Ta pirykoHalony y go3i menie 400 mr Ha go0y.

3maTHiCTh BIUIMBATH HaA IIBHIKICTH peakilili mpu KepyBaHHIi aBTOTPAaHCIIOPTOM
a00 iHImuMHU MexaHizMaMHu

HocrigkeHb BIUIUBY npernapaty OJro3aK Ha 30aTHICT KepyBaTH aBTOTPAHCIIOPTOM
abo mpaIlfoBaTH 3 iHIMUMK MeXaHi3MaMu He ITPOBOIUIIN.

[TamieHTiB cnig nmpoiHGOpMyBaTHU PO MOXKJIMBICTH PO3BUTKY 3allaMOpPOYeHHS abo
CyIOM IIif Yyac 3aCTOCOBYBaHH4 Ipenapaty ®nro3ak. [Ipy pO3BUTKY TaKUX CUMIITOMIB
He PeKOMEHOYEThCS KepyBaTU aBTOTPAHCIOPTOM a0o0 IpalioBaTy 3 iHIIUMU
MeXaHIi3MaMHu.

3acTocyBaHHSA y nepioa BariTHocCTi a00 rogmyBaHHs IPpyaaio

[ToBigoMIsANIOCS PO YHCIIEHHI BPOAZKEHI MaTOIOTil Y HOBOHAPOOXKEHUX (BKIIIOUAI04YU
Opaxinedarrito, gucnasio BYNIIHOI paKOBUHY, HagMipHe 30iIbIIeHHS ITepPeaHboTro
TiM’siYKa, BUKPUBJIEHHS CTETrHa, MJIeY0NPOMEHEBUM CUHOCTO3), MaTepPi IKUX
mpuiiManu BUCOKi mo3u ¢piaykoHas3omy (400-800 Mr/go0y) MpoTATroM IMIpUHANMHI TPhOX
a60 OimbIrle MiCSIIIiB OIS TiKyBaHHS KOKIIMAIOIA03y. 3B’ 30K MiXK 3aCTOCYBaHHSIM
(pr1ykoHa305/y Ta MUMHU BUIIafKaMU He BU3HAUYEHUU.

ITocnigXeHHs Ha TBapUHaX IPOLeMOHCTPYBaJId PENPONYKTUBHY TOKCUYHICTS.

IMaHi, oTprMaHi Iig Yac 0ogHOPa30BOTr0 abo TOBTOPHOTO 3aCTOCYBaHHS (PJIYyKOHA30Y Y
3BU4YauHuX Ho3ax (< 200 Mr/mo0y) KiTbKOM COTHSIM BariTHUX KiHOK IPOTSToM I
TPUMECTPY BariTHOCTI, He MPOAEMOHCTPYBaIU MigBUIIEHOT0 PU3UKY BUHUKHEHHS
mo6iyHUX peaklliil y miopa.

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



He cnig 3acTocoByBaTu BUCOKIi mo3u (piyKoHa30iy Ta/ab0 TpuUBasli KypCcHu JIiKyBaHHSA
(br1yKoHa30510M y mmepiofn BariTHOCTI, 3a BUHSATKOM JIiKyBaHHS iH(MEKIIil, 10 MOXKYTh
3arpoxKyBaTU XKUTTIO.

®nykKoHa30/I IPOHUKAE ¥ TPyOHE MOJIOKO Ta OOCSATA€E HMUKYO0I KOHIIEHTpallil, HiX y
na3Mi KpoBi. 'ogyBaHHS rpyAA0 MOXKHA IPOJOBXKYBaTHU MiCIsA pa30BOTO
3aCTOCYBaHHS 3BHYAMHOI 403U (GJIYKOHA30Iy, 1110 cTaHOBUThH 200 Mr a6o MeHIIe.

T'ogyBaTu rpyanio He PEKOMEHIYEThCS IPU 6araTopasoBOMY 3aCTOCYBaHHI
dbnykoHazony abo mpu 3acTOCyBaHHI BUCOKUX O03 (JIIYKOHA3OIY.

®nyKOHa30J He BIJIMBaB Ha (PEepPTUIILHICTH CAaMIIiB Ta CAaMOK JOCJIiIXKyBaHUX TBapHUH.
Cmocid 3acTocyBaHHs Ta 03U

IloGoBa mo3a GIyKOHaA30J1y 3a/IeKUTh Bifl BUAY Ta TSAXKKOCTI rpuOKoBOI iHdeKIrii. [11sa
OinbIIOCTi BUMIAAKiB BariHaJbHOTO0 KAHAUA03Yy OOCTAaTHHO Pa30BOT0 3aCTOCYBaHHS
mmpernapary.

[Tpu HeoOximHOCTI 6araTopa3oBOT0 3aCTOCYBaHHS IIpenapary JIiKyBaHHSA iHGEKIii CITif
ITPOAOBXKYBaTH A0 3HUKHEHHS KIiHIYHUX Ta 1ab0paTOPHUX MPOSBiB aKTUBHOCTI
rpuOKoBOi iHdeKIrii. HemocTaTHSI TPUBAIICTD JIIKyBaHHS MOXKe ITPU3BECTH OO0
BiTHOBJIEHHSI aKTUBHOI'O iH(EKIIIMHOTO IPOIIECY.

®nyKoHa30J/1 3aCTOCOBYIOTh, 3a/I€KHO Bifl JlikapcbKoi popMu, mepopasibHo abo
BHYTPIIIHbOBEHHO HIIsAX0M iH(DYy3il. Cr1ocib 3acTocyBaHHS IIpenapaTy 3ajIeKUTh Bif
KJIiHIYHOTO CcTaHy mnallieHTa. HeMae HeoOxigHOCTI y 3MiHi m0O0OBO1 03U IperapaTy IIpu
3MiHi HIJIIXy MOT0 3aCTOCYBaHHS 3 IEPOPabHOTO Ha BHYTPIIHBOBEHHUY Ta HaBIaKU.

TabneTku ciig KoBTaTu Linumu. [IpuiioM mpernaparty He 3ajeXUTh Bifl BXKUBaHHS 1XKi.
Hopocai.
Kpunmokokoas.

- JIikyBaHHS KPUIITOKOKOBOI'O MEHIHTITY: HaBaHTaxKyBaJibHa A03a cTaHOBUTH 400 Mr y
nepiuii geHsb. [linTpuMmyBanbHa go3a - 200-400 mr/goOy. TpuBamicTh JIiIKyBaHHSA
3a3BUYal CTAHOBUTH MIOHaWMeHIIe 6-8 TUXKHiB. [1pu iHPeKIisax, 10 3arpoKyI0Th
KUTTIO, OOOBY M03y MOKHa 36inbpimTu 7o 800 mr.

- [TigTpuMyBasibHa Tepalis Ojis IoNepPenXeHHs peluguBy KPUIITOKOKOBOTO MEHIHTITY
y Halli€HTiB 3 BUCOKMM PU3UKOM MO0 PO3BUTKY: PEKOMEHOOBaHa [03a IIpenapary
ctaHoBuTh 200 Mr/mo0y mpoTATroM HeOOMEeKEeHOT 0 Yacy.

Kokuudioidos.



- PekomeHnpoBaHa go3a ctaHoBuTh 200-400 mr/mo0y. TpuBamicTh miKyBaHHSI CTaHOBUTD
11-24 mics11i 41 goBIIIe 3ajIeKHO Bifl CTaHy mallieHTa. [1Jis JiKyBaHHS OesIKuX GopMm
iH(deKI1il, a 0cOOIUBO [ JIIKYBaHHS MEHIHTITy, MOXKe OyTH OOIIIbHUM 3aCTOCYBaHHS
no3u 800 mr/mo0y.

IHsa3usHi kaHOuOo3U.

- HaBaHTaxyBanbHa go3a cTaHoBuTh 800 Mr y mepiuui geHb. [linTpuMyBanbHa Oo3a -
400 mr/mo6y. 3a3BUYali peKOMeH0BaHa TPUBAJIICTh JIIKyBaHHS KaHAUAEMil CTAHOBUTD
2 TUZKHI ICJIA [IepIIUX HeraTUBHUX pPe3yJIbTaTiB FeMOKYJIbTYPU Ta 3HUKHEHHS O3HaK 1
CUMIITOMIB KaHOUOEeMil.

KaHoudo3 cau3zosux 060/40HOK.

- KaHaupo3 poTOrIOTKY: HaBaHTaxXyBaJibHa [03a cTaHOoBUTH 200-400 Mr y nepiauu
OeHb, migTpuMyBanbHa go3a - 100-200 mr/mo6y. TpuBasicTh TiKyBaHHS CTaHOBUTH
7-21 peHb (MO MOCSATHEHHS peMicii), ame Moxke OyTH 30inbIlleHa OJIs IallieHTiB i3
TSKKUM IMyHOOEDIIIUTOM.

- KaHaupo3 cTpaBoXoAy: HaBaHTaXKyBajibHa Ho3a cTaHOBUTH 200-400 Mr y nepiumnu
oeHb, migTpumyBanbHa go3a - 100-200 mr/mo6y. TpuBamicTh JTiKyBaHHSI CTAHOBUTH
14-30 pgHiB (Do mOCSTHEHHS pPeMicii), ane Moxke OyTH 30inbiIeHa AJis MalieHTiB i3
TSKKUM iMyHOOEe)IilIMTOM.

- Kaugunypisi: pekomeHmoBaHa mo3a ctaHoBuTh 200-400 mr/mo0y nmpoTtsiroMm 7-21 mHiB.
[I71s1 mauieHTiB i3 TAKKUM iMyHOAEe)IITUTOM TPUBAJIICTh JIIKyBaHHS MOXKHa 301/IbIIUTH.

- XpoHiuHu# aTpodivHNM KaHOUO03: PEKOMEHI0BaHa J03a CTaHOBUTH 50 Mr/moly
npotsarom 14 oHiB.

- XpoHiYHUY KaHOUOO3 LIKipU Ta CIU30BUX 000JIOHOK: peKOMEHI0BaHa [03a
ctaHoBuTh 50-100 Mr/mo6y. TpuBasicTh TiKyBaHHS CTaHOBUTH OO 28 OHIB, ajle MOXe
OyTu 30inbIIeHa 3a/1e2KHO Bill TSAXKKOCTI Ta BUAY iH(eKIlil abo 3HUKEeHHS iMyHITEeTY.

ITonepedaiceHHs peuudusy KaHOUO03y cau308ux 06010HOK y nauieHmis 3 BIJI, saki
Mdarms 8UCOKUU PU3UK U020 pO3BUMKY.

- KaHOn03 pOTOTIOTKY, KaHON03 CTPaBOXOAY: PEKOMEeHJOBaHa A03a CTaHOBUTH
100-200 mr/mo0y a6o 200 Mr 3 pa3u Ha TUXKAEHb. TpUBAiCTb TiKyBaHHS €
HeoOMeKeHOI0 [IJIs MalliEHTIB i3 IPUTHIYeHUM iMyHITETOM.

ITpoginakmuka KaHOuOo03HUX IHeKUil y nauieHmia i3 mpusasi0t0 HelUMmpPONEeHIEHo.

- PexomeHnpnoBaHa no3a ctaHoBuTh 200-400 mr. JIikyBaHHSA CIIif PO3IIOYMHATH 3a
KifbKa OHIB 40 0YiKyBaHOTO PO3BUTKY HEUTPOIIEHIl Ta ITPOAOBXKYBATHU MPOTITOM 7 OHIB



IMiCJIsg MigBUIEHHS KiTbKOCTI HEUTPODiIiB ITOHAT 1000/mm3.

I'eHimasavHi KaHOUOO3U.

- F'ocTpuit BariHanbHUM KaHOUO03, KAHOUIO3HMUM OajlaHiT: peKoMeHaoBaHa Jo3a
cTaHOBUTH 150 MI pa30Bo.

- JIikyBaHHS Ta IpodiakThKa pPeluaNBHUX BariHaJIbHUX KaHOUA03iB (4 abo Oinblie
BUMIAAKIB Ha PiK): peKOMeHaoBaHa go3a cTaHoBuTh 150 Mr 1 pa3 Ha 3 gHi. Becworo crmig
3actocyBaTtu 3 mo3u (1-i meHsb, 4-i1 geHb Ta 7-u geHb). [1icas uporo ciif
3aCTOCOBYBaTH HigTpuMyBaibHY 703y 150 Mr 1 pa3 Ha TUXKIOEHb IPOTIATOM 6 MiCSIIiB.

Ilepmamomikosu.

- Miko3 cToI1, MiK03 IJIafeHbKOol IIKipH, ITaX0BUM JepMaTOMiK03, KaHOUI03Hi iHdexKIril
IIKipHA: peKOMeHOoBaHa mo3a cTaHoBUTh 150 Mr 1 pa3 Ha TuxkpaeHb abo 50 mr 1 pas Ha
noOy. TpuBamicTh JIIKyBaHHS CTAHOBUTH 2-4 THUXKHi. JIiKyBaHHSI MiKO3y CTOII MOXKe
TpUBaTU 0O O TUXKHIB.

- PisHoOapBHUM nulllaii: peKoMeHaoBaHa go3a ctaHoBUTh 300-400 Mr 1 pa3 Ha
TUKIOEHb TPOTATOM 1-3 TukKHiIB abo 50 Mr Ha goOy IMpoTATroM 2-4 TUXKHIB.

- IlepmaTodiTHUM OHiIXOMiK03: peKOMeHIoBaHa go3a cTaHOBUTH 150 Mr 1 pa3 Ha
TUXKIOEeHb. JIIKyBaHHS CIIi TPOJOBXKYBATHU JOTH, HOKM iH(pIKOBaHUM HIrOoTh He Oyne
3MiHEHO 300POBUM. [I71g BiIpOCTaHHSA 300POBUX HII'TiB HA pPyKaX Ta Ha BeJIMKUX
IaJIbISIX HIir 3a3BU4Yai HeoOximHo 3-6 MicsaliB Ta 6-12 MicsaiiB BignoBigHo. OmgHaK
IIBUAKICTh POCTY HIir'TiB y malieHTiB MoxkKe OyTHU Pi3HOIO Ta 3ajexkaTHu Bif Biky. ITicisa
YCIIIIIHOTO JIIKyBaHHS TPUBaJIMX XPOHIYHUX iHPeKLii (popMa HIrTA iHOAI 3a/TUIIAETHCA
3MiHEHOIO.

ITauieHmu A1iMHbBO20 BIKY.

ITo3y HeoOximHO mimbupaTu 3aIeXHO Big cTaHy QYHKIIIN HUPOK (OUB. HUXKYE).

ITauieHmMu 3 HUPKOBOK HeAOoCMAamHicmio.

[Tpu pa3oBOMYy 3aCTOCYBaHHi KOPUT'YBaTU H03y PIyKoHa30Jy He moTpiOHo. [TamieHTam
(BKJTIOYAIOYU [iTel) i3 mopyueHHIM QYHKIi HUPOK ITPU HEeoOXimHOCTI
OaraTopal30BOT0 3aCTOCYBaHHS IpelnapaTry y Neplinil AeHb JIIKyBaHHS CIIif
3aCTOCOBYBaTu N04YaTKOBY Ho3y 50-400 Mr 3aiezkHO Bif mokKa3aHHs. [Ticiasa mporo
no00BY mO3Y (3a/1eKHO Bifl ITOKAa3aHHS) CJIig po3paxoByBaTH BigMoOBimHO 1o TabmuIli 1:

Tabmnuisa 1



KaipeHc kpeamuHiHy (mMa/x8) Bidcomok 8i0 pekomeHO08aHOI 003U
> 50 100 %

=< 50 (6e3 miamizy) 50 %

Perynsapuuu nmiani3 100 % micns KOXXHOTO Hianisy

[TamieHnTH, sKi mepeOyBalOTh Ha PerylasapHOMY Aianisi, moBuHHI oTpuMyBaTu 100 %
PEKOMEHO0BaHOl JO3HU MiCJIsA KOXKHOTO fAianidy. Y meHb, KOIU [iali3 He IPOBOOUTHCS,
Ialli€eHT IOBUHEH OTPUMYyBaTH 03y, BIOKOPUTOBaHY 3ajIeXKHO Bif KJIipeHCYy
KpeaTuHiHy.

ITauieHmu 3 nopyweHHAM QYHKUIU neyiHKU.

®TyKOHA30J1 CJIi 3aCTOCOBYBAaTH 3 00EPEXKHICTIO IMallieHTaM i3 ITOpPYIIeHHSIMHU
(pyHKIiN TeYiHKY, OCKIIbKY iH(pOpMaIlil OO0 3aCTOCYBaHHS (PIIyKOHA30Jy Lii
KaTeropil mali€eHTiB HeJOCTaTHEO.

imu.
He crig mepeBuillyBaTu MakCUMalibHy 0000BY mo3y 400 mr.

Ak i mpu aHaMOTiYHUX iHPEKIiIX ¥ JOPOCIINX, TPUBAJIICTD IiKyBaHHS 3aJIeKUTh Bifl
KJIiHiYHOI Ta MikKooriuHoi BigmoBimgi. ®r03akK 3aCTOCOBYIOTEH 1 pa3 Ha moly.

I[lo3yBaHHS IIpelnapary OJisd OiTel i3 mopyIIeHHIM QYHKIIN HUPOK HaBedeHO HUXK4e.
dapmakokiHeTHKa (PpJIyKOHaA30JIly He OOCIiOKyBajlacs y OiTed i3 HUPKOBOIO
HeOoCTaTHICTIO.

Iimu 8ikom 8i0 12 pokis.

3asiekHo Bim MacH Tisa Ta my0epTaTHOTO PO3BUTKY JIiKapPIO CJIif OIIHUTH, KA J03a
npemnapary (Ojas DOPOCIrX YU OJIS OiTel) € ONTUMalIbHOIO [OJid NallieHTa. KiiHiyHi gaHi
CBimYaTh IIPO Te, IO Y AiTel KIipeHC (pIyKOHa30JIy € BUIINM HOPIBHAHO 3 HOPOCINMHU.
3actocyBanHsa o3 100, 200 ta 400 Mr gopocnuMm Ta 03 3, 6 Ta 12 MI/Kr giTam
MIPU3BOOUTH 10 MOCSATHEHHS 3iCTaBHOI CUCTEMHOI €KCITO3HIIil.

EdekTuBHiCTE Ta Oe3meKa 3aCTOCYBaHHS IpelaparTy AJid JiKyBaHHS TeHiTalbHUX
KaHOWOO03iB y OiTel He BCTAaHOBIIEHI, He3BaXKal04YM Ha BUYEPIIHI JaHi II0g0
3acToCyBaHHS (PpJIyKOHA305y OiTAM. LAKINO iCHye HarajabHa noTpeda 3aCTOCyBaHHS
npenaparty migniTkam (Bikom Bim 12 go 17 pokiB), Ciiig 3aCTOCOBYBATH 3BUYaAWHI J0O3U
IOJIS DOPOCIIUX.

Ilimu eikom 8i0 5 0o 11 poxis.



Kanpuposu cnu3oBux 000JIOHOK: ITOYaTKOBA 103a CTAHOBUTH 6 MI/KT/mo0y,
migTpuMyBaJjibHa mo03a - 3 Mr/Kr/mo0y. ITouaTKoBy m03y MOXKHA 3aCTOCOBYBATHU B
MIePIINH IeHb 3 MEeTOI0 OibIII ITBUOKOTO MOCATHEHHS PiBHOBaXKHOI KOHIIEHTPAIIil.

IHBa3MBHI KaHOWOO3M, KPUIITOKOKOBUM MEHIHTIT: J03a IIpenapaTy CTaHOBUTH 6-12
MT/KT/mo0y 3ajie’kKHO Biff CTyIeHs TAXKKOCTi 3aXBOPIOBaHHS.

[TligTpuMyBanbHa Tepamis OIS IMoNepeaKeHHs PeUuaUBY KPUIITOKOKOBOTO MEHIHTITY ¥
OiTed i3 BUCOKMM PU3UKOM MOT'0 PO3BUTKY: J03a IpernapaTy CTAHOBUTh 6 MI/Kr/mo0y
3aJIeKHO Bi[ CTYII€HS TAXKKOCTI 3aXBOPIOBaHHS.

[TpodimakTKa KaHOUOO3iB y MAIli€EHTIB 3 iMyHOAeimTOM: J03a IIpernapaTry
CTaHOBUTH 3-12 Mr/Kr/mo0y 3aexXKHO BiJl BUPaKE€HOCTi Ta TPHUBAJIOCTi iHAYKOBaHOI1
HEUTPOTIeHil (OIUB. HO3U [OJI JOPOCIUX).

itk

3acTocoByBaTH JiKapChKui 3acib y popMi Tabn1eToK 11i#i KaTeropii maiieHTiB MOXXKHa
TOMi, KOJU OiTHU 30aTHiI 6€31eYHO IMTPOKOBTHYTHU TaOJIETKY, 10 3a3BUYall € MOXKJIMBUM ¥
Bili Big 5 pokiB (quB. po3min «Criocib 3acTOCyBaHHS Ta JO3U»).

Ilepemo3yBaHHs

OTpuMaHO MOBIHOMJIEHHS IIPO epeao3yBaHHA (QIYKOHA30JI0M; OOHOYAaCHO
MMOBiTOMJISIJIOCS TIPO TaJIIolIMHAllil Ta ITapaHoifalbHy MOBEIIHKY.

[Tpu mepeno3yBaHHi HEOOXiAHO IMIPOBECTH CUMIITOMATUYHY MiATPUMYIOYY Tepariio Ta y
pa3i HeoOXigHOCTI TPOMUTH IIJTYHOK.

®nyKOHa30/I 3HAYHOIO MipOI0 eKCKPETYETHLCA i3 ceuero; (OpCoOBaHUU Iiype3 MOXKe
IIPUCKOPUTU BUBEOEHHS IIpenapary. CeaHC reMopiaiidy TPpUBaJIICTIO 3 TOOVHU 3HUXKYE
piBeHb QIIYKOHA30J1y y mya3Mi KpoBi mpubnusxHo Ha 50 %.

IToOiuni peakii

HattuacrTime (>1/10) moBimomMiisijiocst Ipo Taki mobiuHi peakilii: rooBHUM 6inb, 6inb v
YyepeBHil ITOPOXKHUHI, miapes, HyooTa, OJII0BaHHS, BUCUIIAHHS, ITiABUIIIEHHS PiBHS
anaHiHamiHoTpaHcdepasu (AJIT), acnmapratamiHoTpanchepasu (ACT) Ta myxKHOI
docdarasu KpoBi.

[I715 OLIHKY YaCTOTH BUHMKHEHHS ITOO0IYHUX peakiliii BUKOPHUCTOBYIOTh TaKy
Kinacudikaliito: ayxe dacto (= 1/10), gyacTo (Big =1/100 mo <1/10), HeyacTo (Bifg
=1/1000 mo <1/100), pigko (Big =1/10000 go <1/1000), oyxe pigko (<1/10000),
YacToTa HeBigoMa (HeMOZKJIMBO OIIIHUTHU Ha MifcTaBi HAABHUX JaHUX).



3 6oKy cucmemu Kposi ma aimgpamudyHoi cucmemu.

HeuacTo: anewMis.

Pimko: arpaHy/nonuTO3, TEUKOIIEHisT, HEUTPOIIEHisT, TPOMOOITUTOIIEHisI.
3 60Ky iMmyHHOI cucmemu.

Pimko: anadinakcis.

MemaboaiuHi ma animeHmapHi po3aadu.

HeyacTo: 3HUXKEHHS alleTUuTy.

Pigko: rimepTpuriinepugeMis, rinepxojecTepuHeMis, rinokKaiemis.
IlcuxiuHi nopyweHHA.

HeuacTo: 6€3COHHS, COHJIUBICTb.

3 6oky Hepsosoi cucmemu.

YacTo: ToJIOBHUM Oifb.

HewgacTo: cygomMu, 3amaMOpPOY€eHHS, ITapecTesil, HOpPyIIeHHI CMaKy.
Pigko: Tpemop.

3 60Ky opeaaHis cayxy ma eecmubyasipHO20 anapamy.

HeuacTo: BepTuro.

3 6oky cepus.

Pigko: mapokcu3MasibHa IIJIYHOYKOBA TaXiKaphis TUILY «IIipyeT», HOLOBXKEHHS
inTepBany QT.

3 60Ky WAYHKOBO-KUWKOB020 MpPAaKmy.

YacTo: 6inb y YepeBHil MOPOXKHUHI, [iapes, HymoTa, OJII0OBaHHS.
HeuacrTo: 3amnop, gucrmerncisa, MeTeopu3M, CyXiCThb y POTi.
I'enamobiaiapHi po3aadu.

YacTo: migBullleHHS PiBHSA ajlaHiHaMiHoTpaHCcdepasu (AJIT),
acnaprataminorpaHcdepa3u (ACT), nyxkHol ¢pocdaTasu.

HeuacTo: xonecras, XKOBTSHULIA, MiABUIIEeHHS PiBHA 0inipyOiHy.



Pigko: me4yiHKOBa HEOOCTaATHICTD, renaTOLEeIIIAPHUN HEKPO3, TelaTUuTH,
rernaToLesIsapHe YpaKeHHs.

3 60Ky wKipu ma nidOwkKipHOi MKAHUHU.
YacTo: BUCUIIaHHSA.

HeuyacTo: cBepbixk, MeOIUKaMEHTO3HUM JepMaTUT (BKITIo4auu GpikcoBaHUM
MeOUKaMeHTO3HUI JePMaTHUT), KPOIIHUB THKA, IMiABUIIeHe IIOTOBUIIIeHHSI.

Pigko: TOKCMYHUY ellifepMabHUU HEKPOJIi3, cuHOpPoM CTiBeHca-[l2KOHCOHa, TOCTpUM
reHepasi3oBaHUU €K3aHTeMaTO3HUU IIyCTY/Ib03, eKCHOTiaTUBHUU OEePMAaTHT,
AHTIOHEBPOTUYHUYM HAOPSK, HAOPSAK 00/IMYYs, alonellis.

3 60Ky 0ONOpPHO-PYyX08020 anapamy ma CNoAYy4YHOI MKAHUHU.

Heyacrto: miasnrig.

3azanvHi po3nadu ma peakuii y micui e8e0eHHs.

HeuacTo: migBuilleHa BTOMJIIOBaHICTh, He3QyKaHHSA, aCTeHis, rapsidka.

HasiBHicTh 6apBHUKa IToHCO 4R (E 124) MoXKe CIpUYMHUTH ajepriuHi peaxkiii, a
MeTunnaparigpokcubeun3zoarty (E 218) Ta nponinnaparigpokcubeun3zoarty (E 216) Mmoxke
CIIPUYMHUTHU ajepriufi peakilili (MOXKJINBO, YIIOBIIbHEHOTO TUITY).

Himu.

YacToTa Ta xapakKTep NoOiYHUX peakllil i BimxuieHb Bio HOPMU Pe3yIbTaTiB
sTabopaTOpPHUX aHali3iB y X0l KIiHIYHUX HOCITigKeHb 3a y4YacTIo [iTe 3icTaBHi 3
TAaKUMU YV OJOPOCIIUX.

3eimyeaHHs1 npo ni003pro8aHi NobiuHi peakuii.

3BiTyBaHHS IIPO ITIigo3pioBaHi MOOIUHI peakilil micyisa peecTpailiil JIikapCbKOro 3aco0y
Ma€ BaxXKJIMBe 3Ha4YeHHs. lle mae 3Mory MpoBOAUTU Oe3MepepBHUN MOHITOPUHT
CIIiBBIIHOIIIEHHS MiXX KOPUCTIO 1 pU3UKaMU, II0B’I3aHUMU 13 3aCTOCYyBaHHAM IIbOT0
JIIKapChbKOT0 3aco0y. MeguuyHUX IIPaIliBHUKIB ITPOCSATH 3BiTyBaTU PO OyOb-sIKi
ITigmo3poBaHi MoOiYHiI peakiiil BiAIIOBIAHO MO BUMOT MiCIleBOTO 3aKOHOIaBCTBaA.

TepMmin npuagaTHOCTI
3 POKH.

VYMoBHM 30epiranus



36epiraTu mmpu Temnepartypi He Buile 25 °C. 30epiraTtu B HeOOCTYITHOMY [JIS OiTeln
MiCI1i.

YnakoBka

[To 2 TabneTtku y 6iicTepi; mo 1 6icTepy B KapTOHHIN KOPOOIIi.
KaTeropis Bignycky

3a peLenTomMm.

BupooHHK

O IIC JlimiTen.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaKeHHs
IJistIbHOCTI

JI-56/57, ®eus II-II, Bepua Iumactpian Icteut, BepHa, Cancert, 'oa - 403 722, Iagis.
[Ixkepeso iHCTPYKITil

[HCTpPyKIIifo TiKapChKOTro 3aco0y B31TO 3 0illiiHOTO mKepesia — [lepKaBHOTO PEECTPY

JTiIKapChKHX 3ac00iB YKpalHu.
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