Ckian

Oitoua peuosuHa: fluconazole;
1 kanicyna mictuthk 150 Mr priykoHasony;

OONOMIJCHI peuoB8uUHU: JTaKTO03a, MOHOTiApaT; KpoXMajlb KapTONJISHUNU; MarHiio
cTeapaT; KpeMHiio gioKCcuO KOJOImHUYM Oe3BOOHUIM;

cKkn1a0 000/10HKU Kancyau: XenaTuH, TuTany giokcup (E 171), ingpurokapmis-
onmakutHui (E 132).

JIikapcbKa ¢popmMa

Karncynu.

OcHOBHI (pi3uKo-xiMiuHI 81acmuBoCcmi: TBePHi XKejlaTuHOBL Kancynu Ne 1,
IUITIHAPUYHOI POpMU 3 HaIliBChepUYHUMU KpPasiMU, KOPITyC - 06iJIoro KOIbopy, KpUIIIKa
- OnmakuTHOTO ab0 CUHBOTO KOJIbOPY; BMICT KalICY/IH - IIOPOIIIOK 6istoro abo Marxke
6inoro Kompopy, 6€3 3amaxy.

dapMaKoTepaneBTHYHA I'Pyla

[MTpoTurpuOKOBi 3acoOU AJIsS CUCTEMHOI0 3acTocyBaHHS. [ToxigHi Tpuasomny. Kom ATX
JO2A CO1.

dapMaKoauMHaMiKa

MexaHi3M mil.

®1yKOHa30J1, TPOTUTPUOKOBUM 3acib Kjlacy TPHUa30JIiiB - IOTYKHUM Ta CEIeKTUBHUU
iHri6iTop rpubKOBUX (pepMeHTiB, HEOOXigHUX MJIsT CUHTE3y eprocTepoiny. [lepBUHHUM
MexXaHi3aMOoM Horo fii € npurHideHHs: rpudkoBoro 14 anbda-1aHoCTEePOII-
OeMeTUII0BaHHS, OIIOCEPEgKOBAHOro HuToXpoMoM P450, 1110 € HEBIA'€MHUM €TalloM
O6iocuHTe3y rpuOKOBOr0 eprocTepony. AKymynsiis 14 anbda-MeTUI-CTEPOIIiB KOPEIIIOE
3 TIOfIaIbIIIOI0 BTPATOI0 €ProCcTePOIy MeMOpPaHO0 rPUOKOBOI KITITUHU Ta MOXKe
BiAmoBigaTH 3a NPOTUTPUOKOBY aKTUBHICTH (QIIyKOHAa3051y. OIIYKOHA30JI € OiIbII
CeJIeKTUBHUM [0 TpubKOBUX ¢pepMeHTiB muToxpomy P450, HiXK [0 pi3HUX cUCTEM
bepmenTiB nmTOoxpomy P450 ccaBliiB.

3acTtocyBaHHs GIYKOHA30y y mo3i 50 Mr Ha mo0y mpoTsarom 28 OHIB He BIIJIMBA€E Ha
piBEHb TECTOCTEPOHY Yy MJla3Mi KPOBi y 4OJIOBiKiB a00 Ha piBeHb eHIOT€HHUX CTEPOIMdiB
y XKIiHOK penpoayKTUBHOTO BikKy. ®nykoHa30n y mo3i 200-400 mr Ha fo0y He BUSIBIISE



KJIiHIYHO 3HAYyIIOr0 BIJIMBY Ha PiBEHb €eHAOT€HHUX CTEPOIiB YU Ha BiANOBiOAb Ha
CTUMYJISIIIiI0O aApPeHOKOPTUKOTpOonHOTO ropMoHy (AKTI') y 3mopoBux moOGPOBOJIBIIIB
40JIOBiUOl CTaTi.

IocnigKeHHs B3aEMOil 3 aHTUIIPUHOM IIPOAEMOHCTPYBAJIO, III0 3aCTOCyBaHHS 50 Mr
(¢bnykoHa30my pa3oBo 4u 6araTopa3oBO He BIJIMBAE Ha MeTa0O0/Ii3M aHTUIipUHY.

YyTnuBicTe in vitro.

®ykoHa3071 in vitro meMoHCTpy€e TPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BupiB Candida,
III0 3yCTpidaroThCs HaudacTimie (BKaogaiouu C.albicans, C.parapsilosis, C.tropicalis).
C.glabrata meMoOHCTpy€ WMMPOKUY Oialla30H Yy TIUBOCTI OO0 (PJIIyKOHA30I1y, TOAL AK
C.krusei € mo HBOTO PE3UCTEHTHA.

Takox (r1yKoHa307 in vitro meMoHCTPy€e aKTHUBHICTD K mpoTu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TpoTu eHOeMiYHUX IIiCHIBUX rpudiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum Ta
Paracoccidioides brasiliensis.

MexaHi3M Pe3nCTEHTHOCTI.

Mikpoopraniamu pony Candida meMOHCTPYIOTh YMCJIEHHI MeXaHi3MU Pe3UCTEHTHOCTI
[0 a30JIbHUX IPOTUTPUOKOBUX 3aC006iB. PJTIyKOHA30/I IEMOHCTPYE BUCOKY MiHiMaIbHY
iHriOyiouy KOHIIeHTpallifo ITPOTHU IITaMiB rpubiB, SKi MaloTh OOUH abo Oisnbliie
MeXaHi3MiB pe3UCTEHTHOCTI, 110 HeEraTUBHO BIIJINBa€ Ha €(peKTHUBHICTS in vivo Ta B
KiHi4yHiM npakTtuni. [ToBimoMisanocs npo BUIIagKXU PO3BUTKY cynepindekilil Candida
Spp., cripu4yuHeHol iHmumu, Hix C. albicans Bugamu, 1110 4aCTO € HEUYTIUBUMU [0
¢dnykonazony (Hanpukinapg Candida krusei). [I719 mikyBaHHS TaKUX BHIIaAKiB CIIif
3aCTOCOBYBATHU aJIbTEPHATHUBHI MPOTUTPUOKOBI 3aco0u.

dapMaKkoOKiHEeTHKA

dapMaKOKiHETHMYHI BIaCTUBOCTI PJIYKOHA30Jly € NOOiOHUMU NPU BHYTPIIITHHOBEHHOMY
1 IepopaJIbHOMY 3aCTOCYBaHHI.

AGcop0Orris.

®dnykoHa30/1 moOpe BCMOKTYETHCS MIPHU IIePOPaIbHOMY 3aCTOCYBaHHi, a piBeHb
Imperapary y Ijla3Mi KpoBi i cucTteMHa 6iogoCTyIIHICTb mepeBullyioTh 90 % piBHSA
(bnmyKoHa30my y mjaa3Mi KpPOBi, 10 AOCATAETHCA IPU BHYTPIIITHEOBEHHOMY BBEOEHHI
npemnapaty. OmHo4YacHe BXKMBaAHHS 1Ki He BIIJIMBA€ Ha BCMOKTYBaHHS ITpelapaTy IIpu
MOro nmepopajabHOMY 3acTocyBaHHI. [IlikoBa KOHIIEHTpallis y j1a3Mi KPOBi JOCATa€EThCSA
yepe3s 0,5-1,5 rogunu micisa npuioMy npenapaty. KoHlleHTpallisa npenapary y Ijia3Mmi
KPOBIi IponopiliHa [0 0o3u. PiBHOBaXkHa KOHIIeHTpallis Ha piBHiI 90 % mocsraeTbcs Ha



OPYTHUU OeHb JTiKyBaHHS IIPU 3aCTOCYBaHHI y IIePIINY OeHb HaBaHTaXyBaJIbHOL JO3H,
III0 BABiYi ImepeBUIllye 3BUYaNHy MOO0OBY O03Y.

Pos3nonin.

O6’em po3nofiny MpubIN3HO OOPiBHIOE 3arajlbHOMY BMICTY PifUHY B OpraHi3Mi.
3B’s13yBaHHA 3 OilKaMu Ijia3Mu KpoBi HU3bKe (11-12 %).

®nykoHa30/1 mobpe IPOHUKAE B yCi JOCIiAXKYBaHi pinuHu opraHiamy. PiBeHb
dbyKOoHA30Jy y CIIMHI Ta MOKPOTHHHI € TOAiOHUM A0 KOHIIEHTpAallil mpenaparty y
IJ1a3Mi KpoBi. Y XBopux Ha TPUOKOBUM MEHIHTIT, piBeHb (QIIYKOHA30IY Y
CIIMHHOMO3KOBIi# piguHi mocsirae 80 % KoHIleHTpallil y Ij1a3Mi KpPOoBi.

Bucoki koHIIeHTpalil GIyKOHa30J1y y MIKipi, 10 IepeBUIlyI0OTh CUPOBATKOBI,
OOCATal0ThCS Y POrOBOMY IlIapi, emimepMici, gepMi Ta noti. ®PIyKoHa3071
HaAKONUYYETHCS y poroBoMy iapi. [ITpu 3acTrocyBanHi go3u 50 mMr 1 pa3 Ha go0y
KOHIIeHTpallia GIyKoHa30Jy mmiciasa 12 gHiB IiKyBaHHS CTaHOBUJIA 73 MKI/T, a 4yepes 7
[OHIB ITiCJIs 3aBEPILUEHHS JIIKyBaHHS KOHIIEHTpPAaLlid BCe 11le CTaHoBuia 5,8 MKr/r. [Ipu
3acTtocyBaHHi mo3u 150 Mr 1 pa3 Ha TUXKOEHb KOHIIeHTpalisa GIyKOHA30/ly Ha 7-U OeHb
JIIKyBaHHS cTaHOBUIa 23,4 MKT/T; 4yepe3 7 OHIB ITiCIIS 3aCTOCYBaHHSA HACTYIIHOl [O3HU
KOHIIeHTpallid BCe e cTaHOBUja 7,1 MKI/T.

KonueHnTpanis ¢paykoHa3ony B Hirtax micis 4 micaniB 3actocyBanHA 150 mr 1 pas Ha
TUXKIOEeHb cTaHoBUA 4,05 MKT/T Yy 3M0poBUX OOOPOBOJIBIIB Ta 1,8 MKI/T ipu
3aXBOPIOBaHHSX HIrTiB; (pJIyKOHa30JI BU3Ha4YaBCA Y 3pa3Kax HirTiB uepe3 6 MicAIliB
IicJIsi 3aBepIleHHs Teparil.

BioTpancdopmariis.

®nykoHa3051 MeTabo0J1i3yeEThC HE3HAYHOI0 Mipoto. IIpu BBeeHHi 03U, MideHOol
pagioakTuBHUMU i30Tonamu, nuie 11 % pIyKoHa30Iy eKCKPETYETHCA 3 CEUEI0 ¥
3MiHeHOMY BUTsOi. ®ITYyKOHA30JI € CEIEKTUBHUM iHTiOiTOpoM i3odepmenTiB CYP2C9
Ta CYP3A4, a Takox iHri6itopom izopepmenty CYP2C19.

BuBeneHHs.

[Tepion HamiBBUBeAeHHS (hJIyKOHA30JIy 3 IJIa3MU KPOBi CTAHOBUTH O/1M3bK0 30 TOOUH.
Binbira yacTuHa nDpenapaTy BUBOOUTHCS HUpKaMmu, npudomy 80 % BBemeHOL 03U
BUSIBIISIETLCSA Y Cedi B He3MiHeHOMY cTaHi. KimipeHc ¢pIyKoHa30/1y IIPOMOPLiNHUMN 00
KJlipeHCy KpeaTuHiny. LlupKynioouux MeTaboJIiTiB He BUSIBJIEHO.

TpuBanuu nepion HaniBBUBEOEHHS IpenapaTy 3 IJla3MHU KPOBi Ja€ MOXKJIUBICTh
Pa30BOro 3aCTOCYBaHHS IIpelnapaTy IIPU BariHaJIbHOMY KaHOWA031, a TAaKOXK
3aCTOCyBaHH4 npenapaty 1 pa3 Ha TUXKIOEHb [IPHU IHIINX ITIOKa3aHHIX.



HupkKoBa HEOOCTATHICTh.

Y nailieHTiB 3 HUPKOBOIO HEJOCTATHICTIO TAXKKOTO CTyIeHs (IIBUAKICTh KJIIyOOYKOBO1
dinbTparnii meumie 20 MJ1/xB) mepion HamiBBUBegeHHs 30inburyeThes 3 30 mo 98 romuH.
Tomy 11i#1 KaTeropii maiieHTiB He0OXimHO 3MEHIIIUTH NO03y QIYKOHa30i1y. OIIyKOHAa30II
BUOAJIIETHCA LIJIAXOM reMofiani3y, Ta MeHIIOK MipOo - LIJISAX0M
iIHTpanepuUuToHeaIbHOTO Aianidy. CeaHcC remopianidy TPUBaAJIIiCTIO 3 TOOUHU 3HUXKYE
piBeHb (pIyKOHa301y y nia3mi KpoBi mpubau3Ho Ha 50 %.

IlamieHTH TITHHOTO BIKY.

3MiHM (papMaKOKIHETHUKHU Y IAlli€eHTIiB JIITHHOI'O BiKy 3ajeXkaTh Biff mapaMeTpiB
(pyHKLiN HUPOK.

IToxa3aHHSA

['ocTpuit BariHajibHUM KaHOUO03, KOJIU MiCIleBa Tepallis He € OOLIJIbHOIO.

Kanmupgo3uui 6aiaHIT, KOJIM MiclleBa Tepalis He € [OIiIbHOIO.
IIporunoka3aHHs

lNnepuyTnusicTh A0 GIIYKOHA30ITy, iHIIIUX a30IbHUX CIIOIYK abo0 [0 Oyob-IKOi 3
OOIIOMIKHUX PEeYOBUH IIpernapary.

OpHOo4YacHe 3aCTOCyBaHHSA (IIYKOHA30/Iy Ta TepdeHaauHy MaljieHTaM, gKi
3aCTOCOBYIOTH (psiyKoHa301 O6araTopa3oBo y mo3ax 400 mr/moOy Ta Buille (3TigHO 3
pe3ynbTaTaMM OOCITiOXKEeHHS B3a€EMOil 6araTopa30BOro 3aCTOCYBaHHS).

OpmHo4YacHe 3aCTOCyBaHHSA (JIYKOHA30JIy Ta iHIIKUX JTiKapChbKUX 3aco0iB, 1110
nmogoBxKYyIOTh iHTepBan QT Ta MeTabomni3yioThcs 3a gonomoroio depmenty CYP2A4
(HammpuKiang Hu3alpuay, aCTeMi30iy, IiMO3UAY, XiHIONHY Ta epPUTPOMILIUHY).

B3aeMofisi 3 iHIIEMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHU B3a€EMOIiH

IIpomunoka3aHo CVMiCHe 3dCcmoCyB8dHHA d)flVKOHCZSOflV ma Huxc4e3d3Ha4eHux

JAiKapcvKux 3acobis.

Iuzanpuo. IToBigoMJIsiIOCS IPO PO3BUTOK NOOIYHUX peakiliii 3 60Ky cepliis, y TOMY
YUCJIl IPO ITapOKCU3MaJIbHY IIJIYHOYKOBY TaXiKapilo TUIY «IIipyeT» Yy MallleHTiB, AKi
OOHOYACHO 3aCTOCOBYBau (PIyKoHa30J1 Ta nu3anpun. KoHTposaboBaHe OOCIIigXKEeHHS
IPOJEeMOHCTPYBAJo, 110 OgHO4YacHe 3actocyBaHHsa 200 mr ¢iykoHa3omny 1 pa3 Ha goOy
Ta 20 Mr nu3anpuay 4 pasu Ha o0y IPU3BOOUIIO A0 3HAYHOTO MiIBUILIEHHS PiBHS
nu3anpuny y mjaa3Mi KpoBi Ta 00 nogoBxeHHA iHTepBaiy QT. OgHouacHe



3acTocyBaHHS (QIyKOHA30J1y Ta IIU3alpUAy IIPOTUIIOKa3aHe (OUB. pO3Min
«[IpoTUioKa3aHHSI»).

TepernaduH. Yepes BUNIafKU PO3BUTKY TSAXKKUX CEPLEBUX apUTMIiN, COPUYNHEHUX
nopgoBxeHHAM iHTepBany QTc, y nmaieHTiB, sIKi 3aCTOCOBYBaJIU a30JIbHI
MPOTUTPUOKOBI TiKapChKi 3aco00M ogHOYaCcHO 3 TepdpeHanmHoM, OyIu IpoBedeHi
OOCHig>KEeHHSs B3aeMO[il IUX ITpernapartiB. Y X0/i OOHOTO OOCHIOKEeHHS IIpU
3acTocyBaHHi GiykoHa305y y mo3i 200 Mr Ha mo0y He OyJI0 BUSIBJIEHO MOOBXKEHH S
inTepBany QTc. IHIlle HOCTiOKEeHHS IPU 3aCTOCYBaHHI PIyKoHa30iy y go3ax 400 Mr
Ta 800 Mr Ha moOy IPOOEeMOHCTPYBaJio, 0 3aCTOCyBaHHA (GIyKOHa30/y y mo3ax 400
MT Ha HoOy abo BHUIlle 3HAYHO ITiOBUIINYE PiBeHb TeppeHaauHy y nj1a3Mi KpoBi mpu
OOHOYACHOMY 3aCTOCYBaHHI 1Iux npemnapartiB. CyMicHe 3acTOCyBaHHS (QIIYKOHA30Jy y
no3ax 400 mMr a6o Buille 3 TepheHaanHOM IPOTUNOKa3aHe (OUB. PO3Min
«IIpotunoka3anHs»). [Ipu 3acTocyBaHHi prykoHa301y y mo3ax Hux4de 400 Mr Ha moby
OOHOYACHO 3 TeppeHaguHOM CJIifl IPOBOOUTH PETEIbHUU MOHITOPUHT CTaHY IalliEHTa.

Acmewmizon. CyMmicHe 3aCTOCyBaHHSA (PJIYyKOHA30JIy Ta aCTEMi30JIy MOXKe 3MEHIIUTHU
KJlipeHcC acTteMizoiny. COpruYMHEHE 1IUM ITiABUILEHHS KOHIIEHTPAallil acTeMi30ny y
IJ1a3Mi KpOBi MOXKe IIPU3BECTU A0 NOoA0oBXKeHHs iHTepBainy QT Ta y piakicHUX
BUIIafKaXxX - 00 NapOKCU3MaJIbHOI IITYHOYKOBOI TaxXiKapAil Tumy «mipyeTr». OgHO4YacHe
3aCToCyBaHHS (hJIIyKOHAa30J1y Ta aCTeMi30Jly IPOTUIIOKa3aHe.

ITimo3u0 ma xiHiduH. CyMicHe 3acToCcyBaHHS (JIIYKOHA30JIy Ta IIiMo3ugy abo XiHiguHy
MO2Ke ITPU3BOOUTHU 0 MPUTHIYEeHHS MeTabosiaMy niMmo3uay abo XiHiguHy, xo4a
BiITIOBIOHUX MOCJIiIKEHb in vitro Ta in vivo He mmpoBoaunu. [TigBUIlleHHS KOHIeHTpallil
rmimMo3uay abo XiHImWHY y I1a3Mi KPOBi MOXKe CIPUYUHSTU ITOOOBXKEeHHS iHTepBany QT
Ta y PiOKiCHUX BUIIaAKaxX MIPU3BOAUTU OO0 PO3BUTKY MIapOKCU3MaJIbHOIL IITyHOYKOBO1
Taxikapmil Tumny «mipyeT». OgHOYacHe 3aCTOCyBaHHSA (hJIIyKOHA30JIy Ta I1iMo3ugy abo
XIHIAWHY IPOTUIIOKAa3aHe.

EpumpowmiyuH. OgHOYaCHE 3aCTOCYBaHHS €PUTPOMILIMHY Ta (QIIYKOHA30Jly MOXKe
MIPU3BOOUTHU [0 HiABUIIEHHS PU3UKY PO3BUTKY KapHAIOTOKCUYHOCTI (ITOOOBXKEHHS
iHTepBany QT, mapokcu3MasnbHa IIJIYHOYKOBA TaxXiKaphis TUNY «IIipyeT») Ta, K
HACJIiOOK, O PaIlTOBOI ceplieBoi cMepTi. 3aCToCyBaHHS KOMOiHAaIlil ITUX JTiIKapChbKUX
3aco0iB IMPOTHUIIOKA3aHe.

AmiodapoH. OgHOYacHe 3aCTOCyBaHHSA (QIIYKOHA30JIy 3 aMioJapOHOM MOIKe IIPU3BECTH
oo IpurHideHHs MeTaboi3aMy amiofgapoHy. CnocTtepiraBcs 3B’130K MiX
3aCTOCYyBaHHSM aMiofapOHy Ta NOAOBXKeHHAM iHTepBany QT. OgHo4dacHe
3acTOCyBaHHS (PJIyKOHa30JIy Ta aMiofapOoHy IIPOTUIIOKa3aHe (OUB. PO3Tin
«[TpoTUIoKa3aHHSI»).



He pekomeHOyemuvcs 00HOUYACHE 3aCMOCYB8AHHSA )AYKOHA304y MA HUMNCYE3A3HAYeHUX
JAiKapcvKux 3acobis.

lanodauTpuH. OIYKOHA30JI MOXKE CIPUYNHUTH ITiABUIIEHHS KOHIIEHTPAIIil
ranodaHTPUHY y IJIa3Mi KPOBi 3a paxyHOK npurHidenusa CYP3A4. OgHo4dacHe
3aCTOCYBaHHS LIMX TiKapChKUX 3aC00iB MO2Ke NPU3BOOUTH [0 MiABUILIEHHSA PU3UKY
PO3BUTKY KapaiOTOKCUYHOCTI (mogoBxkeHHd iHTepBaiy QT, mapokcu3MasibHa
IUIYHOYKOBA TaxiKaphisa TUILY «IipyeT») Ta, K HACJIiJOK, 4O PalTOBOl CepPIEeBOl
cMmeprTi. Crifg yHUKaTH 3aCTOCYBaHHS KOMOiHalIil ITUX JTiKapChKUX 3ac00iB.

CyMicHe 3acmoCcy8aHHA (PAYKOHA301Y Md HUMCYE3d3HAYEeHUX AIKaAPCbKUX 3acobis
guMdazae obepedxcHocmi ma KopuaysaHHs 003U.

Bnaus iHwux AikapcvKux 3acobi8 Ha ¢1YyKOHA301.

IMocnigkKeHHs B3a€MO[il MPOOeMOHCTPYBalH, II0 IepopajlbHe 3aCTOCYBAaHHS
(b1ykoHa30/1y 0OMHOYACHO i3 BXKUBAHHSIM 1XKi, TpUHOMOM HUMETUAUHY, aHTAlUOiB abo
IOoJaIbIINM OIIPOMIHEHHSAM YChOTO TijIa [OJid IlepecagKu KiCTKOBOIO MO3KY HE Ma€
KJIiHIiYHO 3HAYYIIOTO0 BIIJIMBY Ha abcopO1iito GIyKoHa30ITy.

PugamniyuH. OgHOYaCHEe 3aCTOCYBaHHS (hJIIyKOHA30/Iy Ta PUGpaMITiNHy ITPU3BOAUIIO
oo 3umkeHHs AUC Ha 25 % Ta CKOpoYyBaJlo nepiof HaniBBUBeOeHHS (JIyKOHA30/Iy Ha
20 %. Tomy Ons mali€eHTiB, SKi 3aCTOCOBYIOTh pu(aMIIilliH, CIi PO3TISIHYTH
OOLUIBHICTH HNiABUINIEHHS OO3U (QIIYKOHA30IIy.

I'iopoxaopomia3ud. Y mocnigxKeHHi (papMaKOKiHETUYHOI B3aEMOIil OOJHOYACHE
OaraTokpaTHe 3aCTOCYBaHHS TigpoXJIOpPOTia3uay 300POBUM OOOPOBOBILIAM, SKi
oTpuMyBanu (GpJIyKOHA30J1, IIiABUIIYBaI0 KOHIIeHTpallifo GIyKOHa30JIy y mj1a3Mi KpoBi
Ha 40 %. Taki mapamMeTpu B3aEMO/il He BUMaraloTh 3MiH y peKUMi JO3yBaHHS
bnykoHa305y OIS MallieHTiB, sIKi OTHOYAaCHO OTPUMYIOTh CEYOTiHHI 3aco0u.

Bnaue ¢paykoHa304y Ha iHWI AiKapcuKi 3acobu.

®dnykoHa301 € mOTyKHUM iHTi6iTopoM i3odpepmenTy 2C9 nutoxpomy P450 (CYP) Ta
nomipHuM iHridbitopom CYP3A4. ®nykoHa3oin € iHribitTopom izodhepmenty CYP2C19.
Ha momaTok o criocTepeKyBaHUX/IOKYMEHTAJIbHO ITiATBEPAKEHNX B3aEMOIN, 1110
OIIKMCaHi HUXK4Ye, TPU OOHOYACHOMY 3aCTOCYBaHHI 3 (DJIYKOHA30JI0M iCHY€E PU3UK
MiOBUINIEHHS Y IIJIa3Mi KPOBi KOHIIEHTPAallill iHIIIUX CIIONYK, III0 MeTabo0/Ii3yI0ThCs
CYP2C9, CYP2C19 ta CYP3A4. ToMmy 3acTOCOBYyBaTH TaKi KomOiHallil mpenapartiB CJTif
3 00epexKHiCTIO; MPU IIbOMY HEOOXiTHO peTebHO CIIOCTEPiraTu 3a CTAHOM IIAlli€HTIB.
[TpurHiuyBanbHa misg paykoHa3zony Ha GpepMeHTH 30epiraeTbcs npoTsarom 4-5 gid
ITiCcJIg MOT0 3aCTOCYyBaHHSA Y 3B’I3KY 3 MOT0 TPHUBaJIUM II€PiOAOM HalliBBUBEEHHS.



Anvppernmania. T1ig 4ac 0MHOYACHOTO 3aCTOCYBaHHS anbpeHTaHiny y go3i 20 MKI/KT Ta
dbnykonazony y mo3i 400 Mr 30OopoBUM I0OPOBOJILISIM CIIOCTEPIrasocs IBOKpaTHEe
30inpmierHsa AUC10, moxknuBo, yepe3d iHrioyBanHsa CYP3A4. Moxe 6yTu HeOOXiTHUM
KOPUTYBaHHSA OO3U ajlbPeHTaHiny.

AmimpunmuniH, HopmpunmusiH. ®JIYKOHA30JI IIOCUJIIOE 110 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. OmgHOYaCHe 3aCTOCyBaHHA (QIYKOHA30/y Ta aMpoTepunuHy B
iH(iKOBaHMM MHUILIAM i3 HOPpMaJIbHUM IMyHITETOM Ta iH(piKOBaHMM MUIIIaM 3i
3HU2KEHUM iMyHITETOM Aajio TaKi pe3yabTaTh: HEBEJIUKUU aJUTUBHUU
MPOTUTrPUOKOBUM eheKT IMpu cucTeMHil iHdekirii C. albicans, BimcyTHiCTE B3aeMomii
IpM BHYTpPiIHbOYepenHin iHdekKIril Cryptococcus neoformans Ta aHTAaroHi3m ABOX
npenapariB IIpu cUCTeMHiM iHpeKil Aspergillus fumigatus. KiinidyHe 3Ha4YeHHS
pe3ybTaTiB, OTPUMAaHUX Y X041 IIUX OOCIIiAXKEHb, HEBIIOME.

AHmukoazcyaaHmu. 9K i Ipu 3aCTOCyBaHHi iHIIUX a30JIbHUX NPOTUTPHUOKOBUX 3aC00iB,
IIPY OOHOYAaCHOMY 3aCTOCyBaHHi (pIyKOHa30J1y Ta BapdaprHy IIOBiHOMIISTIOCS PO
BUIIAJKM PO3BUTKY KPOBOTEY (reMaToOM, HOCOBOl KPOBOTEYi, IIIITYHKOBO-KUIIIKOBUX
KPOBOTEeY, reMaTypii Ta MeJieH!) y IOEAHAHHI 3 ITOIOBXKEHHSIM ITPOTPOMOIiHOBOTO Yacy.
[Tpu ogHOYacHOMY 3acTOCYBaHHI (PJIyKOHA30JIy Ta BapdapHuHy CIIOCTEpPiragocs
OBOKpaTHE MigBUILIEHHSA TPOTPOMOIHOBOTO Yacy, iMOBipHO, BHACIIIOK IIPUTHIYEHHS
MeTabomniaMmy Bapdapuny depe3 CYP2C9. Criig peTenbHO KOHTPOIIOBATHU
MPOTPOMOIHOBHUI YacC y MAIli€HTIB, IKi OMHOYACHO 3aCTOCOBYIOTh KyMapHUHOBI
AHTUKOATyJISIHTH abo iHmaHemioH. Moxke O0yTu HeOOXimHOI KOPEKIIist MO3u
aHTUKOATYJIIHTY.

Ben3opmia3erninu KOPOTKOI Ail, HanpuKiam Miga3onaM, Tpua3osaM. [Ipu3HadyeHHS
(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 MT IlepopasibHO Npu3BOAuUIIO o minsuinieHHss AUC Ta nepiony HaliBBUBEOEHHA Y
3,7 ta 2,2 pa3a BinmoBigHo. 3acTocyBaHHS QIyKOHa30iy y mo3i 200 mr/moby Tta 0,25
MI' TpUa30JlaMy IIepopasibHO IIPU3BOaUsIo g0 HigsuileHHs AUC Ta nepiony
HamiBBUBeOeHHS Tpua3onamy y 4,4 ta 2,3 pa3a BignosigHo. IIpu ogHOYaCHOMY
3acToCyBaHHi (OIIYyKOHA30JIy Ta Tpua3oJjiaMy CIOCTepirajocs IMOTeHIliIoBaHHS Ta
IIPOJIOHTalis e(peKTiB TpuasojaMy.

AKII0 MalieHTy, SKUKM IPOXOOUTh KypPC TiKyBaHHS (PJIyKOHA30JI0OM, CJIil OOHOYaCHO
MMPU3HAYUTHU Tepaliio 6eH3omia3eniHaMu, 03y OCTAHHIX CJIig 3MEHIIUTH Ta
BCTAHOBUTHU HaAJIEKHUM HATISA[ 3a CTAHOM IIalli€eHTa.



KapbamaszeniH. ®1ykKoHa30J1 NpUTrHiyye MmeTabosiamM KapOaMa3eniHy Ta CIIPUYUHSIE
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.

baokamopu kaavuiesux kaHasie. J1esiKi aHTaroHicTH Kanbliito (HidbeguniH, icpaguIriy,
aMJIoguITiH Ta denoguirin) metabonisyioThcsa hepmerTom CYP3A4. ®ykKoHA3011
MMOTEHIIMHO MOXKe ITiABUIITyBaTHU CUCTEMHY €KCIO3uIlif0 6JI0KaTOPiB KalbIliEBUX
KaHaiB. PeKOMeHOOBaHUM peTeJIbHUM MOHITOPHUHT IIIO[0 PO3BUTKY NOOIYHUX peakKIlii.

Ilenekokcub. [Tpu omHOYAaCHOMY 3acTOCyBaHHI iykoHa3omy (200 mr Ha goby) Ta
rienekokcu0Oy (200 mr) Cmax Ta AUC nenekokcu0Oy migBuiryBanucsa Ha 68 % ta 134 %
BigmoBigHO. [Ipy ogHOYaCHOMY 3aCTOCyBaHHI 11eJIeKOKCHUOYy Ta (QIIyKOHA30JIy MOXKe
OyTu HeoOXiTHMM 3MEHIIIEHHS 03U 11eJIEKOKCUOYy BABii.

Luxaogpocgpamio. OgHOYaCHE 3aCTOCYBaHHSA IMKIIopochaminy Ta GIyKOHa30Iy
MMPU3BOOUTH IO ITiABUIIIEHHS PiBHS OinMipy0OiHy Ta KpeaTHHiHY B cupoBaTiii KpoBi. Li
npenapaTd MOXKHa 3aCTOCOBYBaTH OJHOYACHO, 3BaKal0UM Ha PU3HUK ITIiABUILIEHHS
KOHIIeHTpallil 06inipy06iHy Ta KpeaTHHiIHY B CUPOBATIIi KPOBI.

®eHmaHia. TToBimOMISTIOCS IPO OOWH JIeTaJIbHUM BUNIAaJOK iHTOKCHUKaAIlil (eHTaHIIOM
BHACJIIJOK MOXKJINBOI1 B3aeEMofil peHTaHiny Ta ¢piyKoHa3omy. [1o TOTO XK y AOCITiOXKEeHHI
3 y4acTIO0 3T0POBUX NOOPOBOJIBIIB OyJI0 MPOAEMOHCTPOBAHO, IO (DJIYKOHA30JI 3HAYHO
YIOBUIBHIOBAB eJliMiHaniio ¢peHTaHiny. [linBulieHHS KOHIIEHTpAallil (eHTaHiTy MOXKe
IPU3BECTH A0 INIPUTHIYEHHS OUXaHHS, TOMY CJIil peTeJIbHO KOHTPOJIIOBATU CTaH
naiieHTa. Moxe O0yTu HeOOXigHOIO KOPEKIlid mo3u peHTaHiy.

IH2i6imopu I'MI-KoA-pedykma3su. CymicHe 3acTocyBaHHS (pJIYKOHA30/1y Ta iHTi6iTOpiB
I'MTI'-KoA-penykTa3u, 110 MeTabostisyioTecss CYP3A4 (aTopBacTaTUH Ta CUMBACTATHH),
a6o inridiTopiB I'MI'-KoA-penykTasu, 110 metabomnidyiotbcsi CYP2C9 (dnyBacTaTus),
IIigABUIITy€E PU3UK PO3BUTKY MiomnarTii Ta pabmomioni3dy. Y pa3i HeoOximHOCTI
OJHOYACHOTO 3aCTOCYBaHHSA LIUX IIpellapaTiB CJIi peTeJIbHO CIIOCTepiraTu 3a
Mali€eHTOM IIOA0 BUHUKHEHHS CUMIITOMIB MiomaTii Ta pabgoMioJti3y i mpoBoguTH
MOHITOPUHT PiBHA KpeaTUHKIHa3U. Y pa3i 3HaYHOI'O MifBUIlleHHS PiBHS KpeaTUHKIia3Wy,
a TAKOXK IIPH [iarHOCTYBaHHI a0o0 mimo3pi Ha MiomaTiio/pabmoMiosis 3acTocyBaHHS
inrioiTopiB I'MI'-KoA-penykTa3u Cii MPUIUHUTH.

ImyHocynpecopu (Hanpukaad yuK/a10CNOPUH, €e8epoaiMyc, CUPOAIMYC I MAKpPOAIMYC).

IukaocnopuH. ®1yKOHaA30JI 3HAYHO HigBUIIyE€ KOHIeHTpalito Ta AUC HUKIOCIOPUHY.
[Tpu ogHOYaCHOMY 3acTOCyBaHHI (yKoHa30my y #o3i 200 Mr/mo0y Ta IIUKIIOCIIOPUHY Y
no3si 2,7 mr/kr/moby crioctepiranocs 36ineiendss AUC muknocnopuny y 1,8 pasa. Lli
pernapaTv MOXKHa 3aCTOCOBYBATH OOHOYACHO 3a YMOBU 3MEHIIIEHHS 003U



LIMKJIOCIIOPUHY 3aJIe’KHO Biff 1OT0 KOHIIEHTpaIlil.

Eesepoaimyc. Xo4da gocaigzXKeHs in vitro Ta in vivo He IpOBOOWIIY, BiOMO, 11O
(brmyKoHa3051 MOXKe MigBUINyBaTH KOHIIEHTPAIIiI0 €eBEPOJIiMyCy B CHPOBATIIL KPOBi 4yepe3
npurHiveHHs CYP3A4.

Cupoaimyc: GIyKOHa30I MigBUIIYE KOHIIEHTPAIlil0 CUPOJIIMYyCY V IIJIa3Mi KpPOBI,
iMOBipHO, IIJITXOM NpPUTHiYeHHS MeTaboniamy cuposnimycy depmentom CYP3A4 Ta P-
riaikonpoTelnoM. Lli mpenapaTy MOXKHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBH
KOPUTYBaAHHS JO3UW CHUPOJIIMYCYy 3aJIe?KHO Bifl PiBHSI KOHIIEHTpAaIlil Ta epeKTiB
rpernapary.

Takpoaimyc. ®yKOHa30JI MOXKe ITiABUIIYyBaTU KOHIIEHTPaIlil TaKpPOJIiMyCy B CUPOBATIIi
KpOBi 10 5 pa3iB IIpu UOro nepopajbHOMY 3aCTOCYBaHHI Yepe3 IPUTrHiYeHHS
MeTabomnizMy Takpomnimycy ¢pepmenToMm CYP3A4 y kumieuHuky. [Ipu
BHYTPIIIHBOBEHHOMY 3aCTOCYBaHHI TaKpPOJIIMYyCy He CIIOCTepirajocs 3Ha4YHUX 3MiH
(papmakokineTuku. [linBunieHi piBHI TAaKPOJIIMYyCYy aCOLIIOI0THCA 13
HepPOTOKCHUYHICTIO. [103y TaKpOJIIMYCYy AJIsi IepOpaIbHOro 3aCTOCYBAHHS CIIif
3HMXKYBaTH 3a/JI€KHO BiJl KOHIIEHTpaIlil TaKPOIiMyCy.

JIozapmat. ®1yKOHa30J1 IPUTrHiuye MeTaboi3M Jio3apTaHy [0 MOr0 aKTUBHOIO
MmeTabomnity (E-31 74), 1110 3yMOBIIIO€ OiNbIly YaCTUHY aHTAroHi3My [0 pelenTopiB
aHrioteH3uny Il mig yac 3acToCyBaHHS j103apTaHy. PEKoOMeHO0BaHO 30iMCHIOBATU
IIOCTIMHUYN MOHITOPUHI apTepiaJbHOI0 TUCKY y MalLli€HTIB.

MemaooH. ®1yKOHa30J1 MOXKe MifgBUIyBaTH KOHIIEHTpPALlil0 MeTaJOHYy Y CUPOBaTIIi
KpoBi. [Ipy omjHOYAacHOMY 3aCTOCYBaHHI MeTafgoHY Ta (PJIyKOHaA30/1y MOXKe OyTHu
HeOoOXigHMM KOPUTYBaHHS 031 METaIOoHY.

HecmepoioHi npomu3anaavHi npenapamu (HII3I1). TTpu ogHOYaCHOMY 3aCTOCYBaHHI 3
dnykonazonom Cmax ta AUC ¢nypbinpodeny minunryBanucs Ha 23 % ta 81 %
BI[IIOBIZHO IIOPIBHSHO 3 BiANOBIAHMMHU IIOKa3HUKaMU IIPU 3aCTOCYBaHHI TiJIbKU
bnypbinpodeny. AHaOTiYHO ITPU OQHOYAaCHOMY 3aCTOCyBaHHi (hIyKOHA30Ty 3
pauemiunumM ioynpodernoMm (400 mr) Cmax ta AUC ¢papMaKOJIOTi4YHO aKTUBHOTO
izomepy S-(+)-ibynpodeny migBuiyBanucs Ha 15 % Ta 82 % BigmoBimHO MOPiBHSIHO 3
TAaKUMHU MOKA3HUKAMHU IIPU 3aCTOCYBAHHI TiTbKU palleMiuyHoro ioynpodeny.

Xou4a creniagbHUX OOCIIOXKEHb He IPOBOOWIN, (PIIYKOHA30JI MOXKe HiIBUIIyBaTU
cucTteMHy ekcrio3utrito inmmx HII3II, mo metabonisytoTrhess CYP2C9 (Hanmpukiapg,
HAIMPOKCEHY, IOPHOKCUKAMy, MeJIOKCUKaMy, OUKJIopeHaKy). PekomMmeHI0BaHO
MIepioAMYHO 3[iMCHIOBATH MOHITOPUHT MOOIYHUX peakliiii Ta TOKCUYHUX ITPOSBIB,
moB’si3anmx i3 HII3IT. Moxe 3HamoOuTHCs KopuryBauus go3u HIT3II.



@®eHimoiH. ®yKOHA30J1 MPUTrHivye MeTabosi3M ¢eHiToiHy v nedinni. OgHodacHe
O6araTopa3oBe 3acTtocyBaHHA 200 Mr ¢pykoHasony Ta 250 Mr ¢GeHiTOIHY
BHYTPIIIHBbOBEHHO MMPU3BOOUTH OO migBuineHHs AUC24 ¢eHiToiHy Ha 75 % Ta Cmin Ha
128 %. Ilpu ogHOYaCHOMY 3aCTOCYBaHHI ITUX JIiIKapChbKUX 3ac00iB CITiZl ITPOBOOUTH
MOHITOPHUHT KOHIIEHTpallil PeHiTOIHY Yy CUPOBATIli KPOBi /151 YHUKHEHHS PO3BUTKY
TOKCHUYHOI il QPeHiToiHy.

IlpedHizoH. TToBimoMIAIOCS IPO BUNAOOK, KOJM Y MallieHTa ITiCsA TpaHCIJIaHTallil
IIeYiHKHU Ha TJIl 3aCTOCYBaHHS IIPEOHI30HY PO3BUHYJIACSA IOCTPa HEOOCTATHICTh KOPHU
HaOHUPKOBUX 3aJ103, 10 BUHUKIIA MiC/Is IIPUNUHEHHS TPUMiCSIYHOTO KypCy Teparil
(pnykoHazonom. [IpunuHeHHS 3aCTOCYBaHHS (PJIyKOHA30J1y, iMOBIpHO, CIIPUYNHUIIO
nocuneHHsa akTuBHOCTi CYP3A4, 110 Ipu3BEI0 A0 IPUCKOPEHHS MeTabomizMy
npenHi3oHy. Ciig peTebHO CTEXKHUTHU 3a HalliEHTaMH, SKi IPOTSATOM TPHUBAJIOTO 4Yacy
OOHOYACHO 3aCTOCOBYIOTH (PJIYKOHA30J1 Ta IPEOHI30H 3 METOIO IIONEePeaKEeHHS
PO3BUTKY HEIOCTATHOCTI KOPU HAJHUPKOBUX 3aJ103 [IiC/IA IPUNUHEHHSA 3aCTOCYBaHHSA
(pnykoHaszomny.

Pugpabymun. ®myKOHA30JI IIiABUIIY€E KOHIIeHTPaIlilo pudalbyTUHYy B CUPOBATIIi KPOBI,
1110 TPU3BOOUTSE [0 30inbieHHst AUC pudabytuny no 80 %. [Ipu omHOYacHOMY
3acToCyBaHHiI QIIyKOHA3051y Ta pudaldyTUHY IMOBiTOMJISIIIOCS PO BUMNAKU PO3BUTKY
yBeity. IIpu 3acTocyBaHHi Takol Kom0OiHallii JikapcbKux 3aco0iB ciiig OpaTu 40 yBaru
CUMIITOMM TOKCHUYHOI mii pudadbytuny. CakBinasip. ®nykoHas3on migBuiye AUC Ta
Cmax cakBiHaBipy npu6au3Ho Ha 50 % Ta 55 % BiAmoBigHO Yepe3 NpUTHiIYEeHHS
MeTabosi3My cakBiHaBipy y nedinili pepmenToM CYP3A4 Ta yepe3 iuribyBanus P-
rIikonmpoTeliny. BsaeMomisa Mixk (IyKOHa30JI0M Ta CaKBiHaBipOM/pUTOHaBIpOM He
OOCIiAZKyBaJIMCsI, TOMY BOHM MOXKYTh OyTH OiNlbilll BUpaxkKeHUMHU. Moxe OyTu
HeOoOXigHMM KOPUTYBaHHS 03U CaKBiHaBipy.

IToxidHi cyavgoHiscevyosuHu. [Ipu ogHOYACHOMY 3aCTOCyBaHHI (pJIyKOHA3011
IIPOJIOHTYE Iepiofa HalliBBUBEAEHHS IepopaJbHUX NOXiAHUX CYIb(POHIICEHOBUHUA
(xnmopnponaminy, riaibeHKIaMiny, Timi3ugy Ta Toa0yTaMifny) Opu 1X 3aCTOCYBaHHI
3MOPOBUM HOOPOBOJIBILISAIM. PEKOMEHIYETHCS IMTPOBOOUTH YaCTUM KOHTPOJIb IIYKPY B
KPOBI Ta BiANOBIiAHUM YWHOM 3HUXKYBATH [03y MOXITHUX CYIb(OHIIICEYOBUHU IIPU
OOHOYAaCHOMY 3aCTOCYBaHHI 3 (PJIYKOHA30JIOM.

TeoginiH. Y pocrnmigKeHHi B3aeMOZil mperapaTiB 3acTocyBaHHs (rykoHa3oiy mo 200
MTI IIPOTATOoM 14 OHIB IPU3BEIO A0 3HUXKEHHS CEPEeOHBOr0 KIIIPpEeHCY TEOPiTiHy ¥
m1a3Mi KpoBi Ha 18 %. 3a malieHTaMu, siKi 3aCTOCOBYIOTh TEO(IJTiH ¥ BUCOKHX A03aX
ab0 sIKi MaloTh IMiABUIIIEHUN PU3UK PO3BUTKY TOKCUYHUX IIPOSIBIB TeodiniHy 3 iHIIMX
IPUYHH, CIIil BCTAHOBUTHU HArJIAA MO0 BUSIBIIEHHS O3HAK PO3BUTKY TOKCHUYHOI Ail
Teodininy. Tepamito Ciig 3MiHUTH OPU HOSABI 03HAK TOKCUYHOCTI.



Akanoiou 6apeiHKy. Xo4da BillTIOBIiMHUX MOCIIAXKEHb He ITPOBOAUIH, (PITYKOHA301I,
iMmoBipHO uepe3 inrioyBanuss CYP3A4, Moxe CIIPUYUHSITH MigBUINEHHS KOHIIEHTPAIIil
aJIKasoimiB 0apBiHKY y ma3Mi KpoBi (HampuKJiag BIHKPUCTHUHY Ta BiHOIACTUHY), 110
MNPU3BOAUTH OO0 PO3BUTKY HEMPOTOKCUYHUX €(PEKTIB.

Bimawmin A. TloBigoMIIsisIOCs, 10 y HallieHTa, AKUM OOHOYaCHO 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 (iH2ibimop CYP2C9, CYP2C19 ma CYP3A4). OgHo4YacHe 3aCTOCyBaHHS
BOPUKOHA30/1y nepopasnbHo (1o 400 Mr KoxHi 12 roguH npotaroM 1 gHS, IOTIM 110
200 mr koxkHi 12 rogus npoTtsarom 2,5 gHA) Ta GIyKOHAa30iy nepopaibHo (400 Mry
nepmuy neHb, moTiM mo 200 Mr KOKHi 24 TOOuHU OPOTAToM 4 OHiB) 8 3mOpOBUM
DOOPOBOJIBIISIM YOJIOBiYOI cTaTi mpu3Besno o migsuIinenHs Cmax Ta AUC
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
1000 PO3BUTKY N0OOiUHUX e(eKTiB, acolliiioBaHUX i3 BOPUKOHA30JIOM.

3udosyouH. OnykoHa3oi migsuinye Cmax ta AUC 3ugoByguHy 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
3UOOBYOUHY.

A3umpomiyuH. Y xofi gocaigzKeHb OIliHIOBAJIX BIIJINB a3UTPOMIIIMHY Ta (GIYKOHA30IY
Ha apMaKOKiHETHUKY OOWH OOHOTO IIPHU IX OOHOYAaCHOMY IepPOpPaIbHOMY Pa30BOMY
3actocyBaHHi y no3ax 1200 mr ta 800 mr BignoBigHO. 2KOOHUX 3HAUYIIUX
bapMakoKiHETUYHUX B3aEMOIiil BUSIBIIEHO He OYII0.

IlepopasavHi KoHMpauenmuasu. IIpu 3acToCcyBaHHI (PpIyKOHa305y y 0031 50 MI BIJIUBY
Ha piBeHb TOPMOHIB He OyJ10, TOAI K IPHU 3aCTOCyBaHHI priykoHa3omy y mo3i 200 Mr Ha
noOy crnocTtepiranocs 30inbuienHss AUC eTuHinectpagiony Ha 40 % Ta
JIeBOHOpPTrecTpeny - Ha 24 %. Lle cBimuuTh Ipo Te, 1110 6araTopa3oBe 3aCTOCYBaHHS
(pr1yKOHAa305y y 3a3HaUYEeHUX A03aX HaBPsA[d YU MOXKe BIJIMBATU Ha €(PEeKTUBHICTH
KOMOiHOBAHOI0 ITepopabHOr0 KOHTpalleITUBa.



Isakagpmop. CymyTHE 3aCTOCyBaHHSA 3 iBaKapTOpPOM, TigCUIIIOBaYEM
MYKOBIiCIIMIO3HOT'O TPAaHCMEeMOPaAHHOI'0 PETYJIATOPA NPOBIIHOCTI, MigBUIITYE
€KCIIO3uIlilo iBakadTopy B 3 pa3wu, a rigpokcuMetuiniBakadptopy (M1) - B 1,9 paza. [Ina
MallieHTiB, sIKi OMHOYACHO 3aCTOCOBYIOTH IoMipHi iHrib6iTopu CYP3A, Taki sk
(br1ykKOoHa3051 i epuTPOMIIIUH, peKOMEHAYETHCS 3HMKEHHS A03HU iBakadgTopy mo 150 mr
1 pa3 Ha moOy.

Oco006/1MBOCTi 3aCTOCYBaHHS

Iepmamogimisa. BigmoBigHO 00 pe3yabTaTiB OOCHIAXKEHHS PIYKOHA30JIy OIS
JIIKyBaHHS OepMaTodiTil y giTeil, GIyKOHa30JI He IepeBUIy€e rpu3eodyIbBiH 3a

e eKTHUBHICTIO i 3araJIbHUM ITOKA3HUK e(PeKTUBHOCTI cTaHOBUTHL MeHIIe 20 %. Tomy
(bmykoHa305: He CIIig 3aCTOCOBYBATHU [JIS MiKyBaHHS gepMaTo@iTii.

Kpunmoxoko3s. [1oka3iB e(eKTUBHOCTI (PIIyKOHA30/y O TiKyBaHHS KPUIITOKOKO3Y
IHIIUX JI0KaJji3anii (HanpuKiaan JIereHeBOro KPUIITOKOKO3y Ta KPUIITOKOKO3y MIKipH)
HeOOoCTaTHHO, TOMY PEKOMEHAllil 00 J030BOT0 PEXXUMY OIS JIIKyBaHHSA TaKUX
3axBOPIOBaHb HEMAE.

I'nruboki eHOemiyHi miko3u. [Ioka3iB e(eKTUBHOCTI (hIyKOHA30J1y AJIS JIIKyBaHHS
iHIMX POPM €eHOEeMIUYHUX MIKO3iB, TAKMX K IIapaKOKIIMOI01MOMIKO03, TiCTOILIa3M03 Ta
IIKipHO-TiM(PaTUYHHUN CIIOPOTPUX03, HEOOCTAaTHLRO, TOMY PEKOMeEHOallil 100
OO30BOr0 peXUMY AJid JIIKyBaHHS TaKWX 3aXBOPIOBaHb HEMaAE.

Hupkosa cucmema. IlatieaTaM i3 mopylueHHIM QYHKIIN HUPOK IIpemnapar CIIif
3aCTOCOBYBaTHU 3 00epekHiCcTIO (OuB. po3ain «Crocid 3acToCyBaHHS Ta JO3U»).

Hedocmamuicmb HaOHuUpKosux 3a.a103. KeTOKOHAa3071, SIK BiOMO, CIIPUYUHSIE
HEeOOCTaTHICTh HAAHUPKOBUX 3aJ103, 1 IIe TaKOXK MOXKe CTOCyBaTUCS (PIIyKOHaA30IIy,
X04a CIIoCTepiraeTbcsa pigko. HemocTtaTHICTE HAAHMPKOBUX 3aJ103, IIOB’d3aHa 3
OOHOYACHUM JIiIKyBaHHSM, OIIMCaHa B PO3[ini «Brnnus (¢p1yKoHa305/y Ha iHIII JTiKapChKi
3acobu».

I'enamobinaiapHa cucmema. [anieHTaM i3 mopymeHHAM QyHKIIIY ITeYiHKY IIpernapaT
CJIiT 3aCTOCOBYBATH 3 00epexkHICTI0. 3aCTOCYyBaHHA (hIIYKOHA30JIY aCOIlif0BaIoCcs 3
BUHUKHEHHSIM PiIKICHUX BUIIAIOKiB PO3BUTKY TAXKKOI relIaTOTOKCUYHOCTI, BKIII0OYAl0UHn
jleTajIbHiI HaCJIiAKYU, TOJIOBHUM YHMHOM Y IAIli€HTIB i3 TAXKKMMU OCHOBHUMMU
3aXBOPIOBaAHHSIMMU. Y BUMNaOKaX, KOJIM PO3BUTOK IelaTOTOKCUYHOCTI aCoIlit0BaBCs i3
3acToCyBaHHSM (pyiyKoHa301y, He OyJi0 Bim3Ha4YeHO 11 SBHOI 3aJIe2KHOCTI Bifl 3arajbHOI1
mo00BOl M03U ITpemapaTy, TPUBAJIOCTI Teparril, ctaTi abo Biky mailieHTa. 3a3Bu4an
renaTOTOKCUYHICTh, cIpuYuHeHa QIIyKoHa30J10M, 000POTHA, a il MPosiBU 3HUKAIOTh
Mics NPUIIMHEHHS Teparil.



3a maifieHTaMy, y SKUX IIPY 3aCTOCYBaHHI (PJIYyKOHA30J1y CIIOCTEPIraloThCs BiOXUIIEHHS
pe3ynbTaTiB QyHKITIOHAIbHUX P00 ITeUiHKM, CJIif BCTAHOBUTH PETEJIbHUM HaTr IS
IIIOJI0 PO3BUTKY OiNIbII TSKKOTO YpaxkKeHHS IMeYiHKU.

[TamienTiB ciig npoiHgOpMyBaTH IPO CUMIITOMH, IO MOXKYTh CBIYUTHU PO CEPHUO3HUU
BIIMB Ha IIE€YiHKY (BUpaXeHa aCTeHisl, aHOPEKCis, IMoCTiiHa Hy#oTa, O/1I0BaHHS Ta
JKOBTSIHHUIISA). Y TaKOMY BUIIAAKYy 3aCTOCYBAaHHS (PJIYKOHA30JIy CIIii HETalHO
MNPUIIMHUTH Ta IPOKOHCYIbTYBaTUCS 3 JTIKApeM.

Cepueso-cy0uHHa cucmema. [1esgKi a30ju, y TOMY YHCIi i PIIyKOHAa30J1, aCOLiI0I0ThCS
13 mopmoBxkeHHAM iHTepBany QT Ha enekTpokapgiorpami. IToBigoMisisIocs Ipo AyxKe
pimkicHi Bunagku nomoBxkKeHHS iHTepBany QT Ta mapokcu3maiabHOl HIJTYHOYKOBOL
TaxXiKapmil TUIy «IIipyeT» IIPU 3aCTOCyBaHHI npenaparTy. Taki mOBigOMIeHHS
CTOCYBAJIMCS TAIIEHTIB i3 TSXKKUMHU 3aXBOPIOBAHHSIMU ITPU ITOENHAHHI OaraTbox
(bakTOpiB pU3UKY, TAKUMHU K CTPYKTYPHI 3aXBOPIOBaHHS CEPIsi, IOPYIIEHHSI
eJIEKTPOJIITHOTO OOMiHYy Ta OgHOYaCHEe 3aCTOCYBaHHS iHIIIMUX JTiIKapChKUX 3aC00iB, 1110
BIIIMBAIOTH Ha iHTepBan QT.

®dnykoHa3om citif 3 00epekHICTI0 3aCTOCOBYBAaTH IalliEHTaM i3 pU3UKOM PO3BUTKY
aputMmiti. OmHOYacHe 3aCTOCYBaHHS pPa30M 3 JIiIKapChbKUMHU 3acoOaMu, IO
MTPOJIOHTYIOTH iHTepBan QTc Ta MeTaboi3y0THCs 3a gormoMoroio pepmenty CYP3A4
uutoxpoMy P450, mpoTuiokasaHe.

I'anogpanmpuH. T'anodauTpuH € cyoctpaTtoM ¢pepmerTy CYP3A4 i mponoHTye iHTepBan
QTc npu 3acTOCyBaHHI y peKOMEHI0OBaHUX TepaleBTUYHUX no3ax. OgHoyacHe
3acTOCyBaHHS rajopaHTPUHY Ta (pIIyKOHA30/Iy HE PEKOMEHOYETHCS.

IlepmamonoziuHi peakuii. Ilig 4ac 3acTocyBaHHS (GJIIYKOHA30/Iy PiAKO ITOBIIOMIISIIOCS
IIPO PO3BUTOK TaKMWX €KC(POJIiaTUBHUX IIKIPHUX peakllii, 1K cuHapoM CTiBeHCca-
II2KOHCOHA Ta TOKCUYHUM emigepManbHuM Hekpomni3. ITamienTu 3i CHIDom 6inbin
CXMJIbHI IO PO3BUTKY TSXKKHUX IIKipHUX Peaklliii Ipu 3aCTOCYBaHHI 6araTbox
JIiKapChbKUX 3aco0iB. AKIIO y MalliEeHTa 3 ITOBEPXHEBOIO I'PUOKOBOIO iH(PEKIIIEIO
3’ABJISIOTHCSA BUCHUIIAHHS, 1110 MOXKHA II0B’sI3aTH i3 3aCTOCyBaHHAM (PIIYKOHA30IIy,
ropjasbllle 3aCTOCYyBaHHSA Ipenaparty CIIif IPUIUHUTHU. K10 y nallieHTa 3
iHBa3UBHOIO/CUCTEMHOIO TPUOKOBOIO iH(DEKIIi€I0 3’ IBMISIOTHCS BUCUIIAHHS Ha IIKipi, 3a
MO0 CTAHOM ITOTPiIOHO PETEeNbHO CIIOCTEPITaTH, a Y BUIIaAKy PO3BUTKY OYIbO3HUX
BHUCHUIIaHb a00 MyIbTU(GOPMHOI epUTEMU 3aCTOCYBaHHS (QIIYKOHA30JIy CJIif IPUIIUHUTH.

I'inepuymausgicmb. Y pigKiCHUX BUIIaAKaX IIOBIIOMIIAIOCA IIPO PO3BUTOK
aHa(iTaKTUYHUX pPeakIliii.

Llumoxpom P450. ®nyKoHa30J1 € OTyKHUM iHTi6iTOpOoM hepmenTy CYP2C9 Ta
nmomipHuM iHriditopom pepmenty CYP3A4. Takoxk hrykKoHa30J € iHTiGiToOpom



depmenTy CYP2C19. Crim criocTepiraTté 3a CTaHOM MAlli€HTIB, IKi OOHOYACHO
3aCTOCOBYIOTh (DIIYKOHA30JI Ta IpenapaTu 3 By3bKUM TepaleBTUYHUM BiKHOM, II10
MeTabomni3yrThes 3 yuacTio CYP2C9, CYP2C19 ta CYP3A4.

TeppeHaduH. Crig peTenbHO CIIOCTEPIraTy 3a CTAaHOM HallieHTa IIPU OJHOYaCHOMY
3acTocyBaHHi TepdeHanuHy Ta paykoHazony y go3i menire 400 mr Ha goOy.

IlonomiocHi peyoguHu. I[IpenmapaTt MiCTUTh 1akKTOo3y. IlallieHTaM 3 PigKiCHUMU
CIIadKOBMMM 3aXBOPIOBAaHHSIMHU, TAKMMH SIK HEIIEPEHOCUMICTh IraIaKTO3H,
HeJIOCTATHICTh JlJakTa3u Jlarira Ta ManbabcopOIlisi III0KO3KU-TalaKTO3H, He CIIif
3aCTOCOBYBaTH liel Impenapar.

3maTHiCTh BIUDITMBATH HA IMIBHIKICTH peakilili mpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3MaMHu

IocnimkeHb BIIMBY IpelapaTy Ha 30aTHICTh KepyBaTH aBTOTPaHCIOPTOM abo
IpaloBaTyd 3 IHIMUMUA MeXaHi3MaMU He TPOBOAUIIOCH.

[TamieHTiB cnig mpoiHgGopMyBaTH PO MOXKJIMBICTHL PO3BUTKY 3allaMOPOYEHHS abo
CYZOM Iiff Yac 3aCTOCOBYBaHHA IIpemnapary. [Ipy po3BUTKY TaKUX CUMIITOMIB He
PEKOMEHAYETHCS KEPYBaTU aBTOTPAHCIIOPTOM abo0 IpalioBaTy 3 iHIITUMU
MexaHi3MaMHu.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 romyBaHHs IPpyaaio

[ToBimoMIIsiyIOCS IPO YHUCJIEHHI BPOAXKEHI IaTOJIOril Y HOBOHAPOAXKEHHUX (BKITI0UAl04Hn
Opaxinedarrito, gucmnasiio BYNIHOI paKOBUHY, HagMipHe 30iIbIIeHHS ITepeaHboro
TiM’I49Ka, BUKPUBJIEHHS CTETHA, IIJI€e4OIIPOMEHEBUM CUHOCTO3), MaTepPi AKUX
mpuiiManu BUCOKi mo3u ¢piaykoHas3omy (400-800 mr/mo6y) IpoTATroM NpruHaWMHI TPHOX
abo OinbIre MicALIB A1 JIIKYyBaHHSA KOKIIUAI01MO3Y. 3B’ 130K MiXK 3aCTOCYBaHHSIM
(brykoHa30y Ta UMHU BUIIafKaMU He BU3HAUYEHUU.

IocmigKeHHS Ha TBapUHaX IIPOIEeMOHCTPYBAJIM PENPOAYKTUBHY TOKCUYHICTb.

IaHi, oTpuMaHi mig Yac ogHOPa30BOT0 ab0 IMTOBTOPHOTO 3aCTOCYBAaHHS (PJIYKOHA30IY Y
3BuYanHuXx go3ax (< 200 mr/go0y) KiTbKOM COTHSIM BariTHUX XKIiHOK OPOTATOM I
TPUMECTPY BariTHOCTI, He IPOAEMOHCTPYBA/IU HiABUIIEHOT0 PU3UKY BUHUKHEHHS
nmoOiYHUX peakliid y miofaa.

He cmig 3acTocoByBaTu 3BU4YaliHi 403U (PJIyKOHA30/Iy Ta KOPOTKOTPHUBAJi KypCcHu
JIiKyBaHHS (PJIYKOHA30JI0M y IIepion BariTHOCTI, 3a BUHATKOM KpalHbOl HEOOXimMHOCTI.

He crig 3acTocoByBaTu BHCOKi 003U (JIyKOHA30/Iy Ta/ab0 TpUBaJli KypCH JIiKyBaHHS
(b1yKOHa30710M y mepiofn BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(PEKIIi, 10 MOXKYTh



3arpoxkKyBaTH XKUTTIO.

®nyKOHa30/I MIPOHUKAE y TPYAHE MOJIOKO Ta OOCSTa€ HMUKYO01 KOHIIeHTpallil, HiX y
nya3Mi KpoBi. ['ogyBaHHS I'PpyAa0 MOXKHA IPOAOBXKYBaTH IIIC/ISA pa30BOro
3aCTOCyBaHHS 3BUYaWHOI 403U (pIIyKOHA301y, 1110 cTaHOBUThE 200 Mr ab0o MeHIIe.

TomyBaTu rpyaonoio He PeKOMEHOYEThCs Ipu 6araTopa3oBoOMYy 3aCTOCYBaHHi
dbnykoHa30iy abo mpu 3aCTOCYBaHHI BUCOKUX 03 (MIIYKOHA3OIY.

Cmoci6 3acTocyBaHHS Ta I03H

Kancynu cnig koBTaTtu Hinumu. [IpuiioM nmpenapaTy He 3aJeKUTh Bif IpUioMy 1xi.
Ilopocai.

[TpenapaTt 3aCTOCOBYIOTH IIepOpabHO ¥ Ho3i 150 MIr ofHOPa30Bo.

ITauieHmu A1iMHBLO20 BIK).

[Tpu BimCyTHOCTI O3HaAK MOPYLIeHHSA (QYHKIIIM HUPOK AJIs JIIKyBaHHS OaHOl KaTeropil
Ialli€HTiB 3aCTOCOBYIOTh 3BUYAUHY 03y AJISA JOPOCIIUX.

ITopyweHHA pYHKUIU HUPOK.

®yKOHa30JI BUBOOUTHCSA B OCHOBHOMY 3 CeUYel0 Y He3MiHeHOMY BUrisagi. [lpu
Pa30BOMY 3aCTOCYBaHHI mpenapaTy KOPUTyBaTHU 03y OaHil KaTeropil mali€eHTiB He
MOTPiOHO.

INopyweHHA pyHKUIU NeyviHKU.

®1yKOHA30J1 CJIiff 3aCTOCOBYBATU 3 00EPEIKHICTIO MalliEeHTaM i3 IOpPYyILIeHHIMU
byHKIIIM TeYiHKY, OCKiNbKY iH(pOpMallil om0 3aCTOCYBaHHS (PIIyKOHA30My ik
KaTeropil maiieHTiB HeJOCTaTHLO.

itk

EdexTuBHicTh Ta 6e3neKa 3aCTOCYBaHHS IIpernapary OJisd JIiKyBaHHS IeHiTaJIbHUX
KaHOWOO03iB y OiTel He BCTAHOBJIEHI, He3BaXKal4yM Ha BUYEPIHI JaHi 1040
3aCTOCyBaHHS IIpemapary OiTaM. fAKIo iCHye HarajibHa moTpeba 3acTOCyBaHHS
npenapary migniTkam (Bikom Bim 12 go 17 pokiB), Cii 3aCTOCOBYBATH 3BUYAWHI J03U
IOJIs1 TOPOCJIUX.

Ilepego3yBaHHs



[ToBigoMIIsiyioCcs: TIPO BUITAAKM IIepeno3yBaHHs QIyKOHA30JI0M; OJJHOYaCHO
ITOBiTOMJISIJIOCS TIPO TaJIIOIMHAIIISIX Ta MapaHOoifabHy IOBEMiHKY.

[Tpu mepemo3yBaHHi HEOOXiAHO MPOBECTH CUMIITOMATUYHY MiATPUMYIOYY Tepariio Ta y
pa3i HeoOXigHOCTi - TPOMUTH HIJTYHOK.

®1yKOHa30J1 3HAaYHOI0 MipOI0 €KCKPETYETHCA 3 cedero; GopCcoBaHuUM Oiype3 MoXKe
IIPUCKOPUTU BUBEOEHHA npenapaTry. CeaHcC remopianidy TPUBaIiCTIO 3 TOOUHU 3HUXKYE
piBeHb QIIYKOHA30Jy Y my1a3Mi KpoBi mpubnusxHo Ha 50%.

IToOiuHi peakmii

HattuacrTime (> 1/10) noBigommnsanocs Ipo Taki mobiyHi peakxiiil: TomoBHUM Oifnb, Oinb y
yepeBHil ITOPOXKHUHI, miapes, HygoTa, OJTI0BaHHS, BUCUIIAHHS, ITiABUINEHHS PiBHS
anaHiHaMmiHOTpaHCcpepasu (AJIT), acnaprataminoTpancdepasu (ACT) Ta myKHO1
docharazu (JI®) Kkposi.

[17151 OLIIHKY 4YaCTOTU BUHUKHEHHS IMOOIYHUX peakllii BAKOPUCTOBYIOTh TaKy
Kinacudikaniro: gyxe dacto (= 1/10), gyacto (= 1/100, < 1/10), HegacTo (= 1/1000, <
1/100), pizxo (= 1/10 000, < 1/1000), nyxe pigko (< 1/10 000), yacTtoTa HeBigoMa
(HEeMOZKJINBO OIIIHUTHU Ha IiCcTaBl HAIBHUX OAaHUX).

3 60Ky cucmemu Kposi: HedacTO - aHeMisl; PilKo - arpaHyJIOLUTO3, JIENKOIEeHis,
HEUTPOIIeHiss, TPOMOOIIUTOIIEHis.

3 6oky iMmyHHOI cucmemu: pigko - aHadinakcis.

3 60Ky Mmemab0.1i3My: HEYACTO - 3HUKEHHS alleTUTY; PiIKO - TimepTPUriilepumeMis,
rimepxojieCTepuHeMIis, riIoKalieMis.

3 60Ky ncuxiku: He4acTo - 0e3COHHS, COHJIUBICTb.

3 60Ky Hepsosoi cucmemu: 4acTo - TOJIOBHUM 0ijib; HEYaCTO - CYIOMH,
3alaMOpPOYeHHs, mapecTe3il, IIOPYILIeHHS CMaKy; PiAKoO - TpeMop.

3 60Ky opeaaHie cayxy: HEYACTO - BEPTHUTO.

3 60Ky cepusi: pigKo - MapoKCcu3MaJllbHa IIIYHOYKOBA TaXiKapmist THUITY «IipyeT»,
nogoBxkKeHHd iHTepBany QT.

3 60Ky mpasHo20 mpakmy: 4acTo - Oiflb Y YepeBHil ITOPOXHUHI, giapesi, HyOoTa,
OJ1I0BaHHS; HEYaCTO - 3aIlop, JUCIIEICisl, MEeTEOPU3M, CYXiCThb y POTi.

3 60Ky 2enamobisiapHoi cucmemu: 4acTo - migBuiieHHs piBusg AJIT, ACT, J1®;
HedacCTO - XOJIeCTas, 2KOBTSHUIIA, MiABUILIEHHS PiBHS Oinmipy0OiHy; pioKo - rmediHKoOBa



HEeOOCTaTHICTh, FeHaTOHeHIOJIHpHI/Iﬂ HEKpPO3, I'ellaTUuTH, I'ellaTOLIEJII0JIAPHE YPazKeHH.

3 60Ky wkKipu ma niOwWKIipHOi MKAHUHU: 9YaCTO - BUCUIIAHHS; HEYaCTO - CBepOixK,
MeOIVKaMEeHTO3HUU JepMaTUT (BKI0Yaodu (PiKCOBaHUU MeOIUKaMEeHTO3HUM
OepMaTHuT), KPOIUB THKA, MTigBUIIeHEe ITOTOBUOIJIEHHS; PiIKO - TOKCUYHUU
emigepManbHUM HEKPOIi3, cuHOpoM CTiBeHca-II>KOHCOHA, TOCTPUU reHepali3oBaHUN
€K3aHTeMaTO3HHUU IIyCTy/Ib03, eKC(hOIiaTUBHUU OePMaTUT, aHTiIOHEBPOTUYHUMN
HaOpsK, HaOPSK 00IUYYs, aJloIellis.

3 60Ky Kicmkoso-M’5a30801 cucmemu: He4acTo - Miaris.

3aeanvHi po3anadu: He4acTo - IMigBUIlleHa BTOMJIIOBaHICTh, HE3MyKaHHS, aCTEeHid,
rapsgka.

Himu.

YacToTa Ta XxapakKTep NOOiYHUX peakllil i BimxuieHb Bio HOPMU Pe3yIbTaTiB
TabopaTOPHUX aHali3iB y X0l KIiHIYHUX OOCITigXKeHb 3 YYacTIO [iTel MOPiBHSIHO 3
TAaKUMU YV OJOPOCIIUX.

38im npo nido3prosaHi nobiuHi peakuii.

3BiT mpo mimo3proBaHi M0OiIYHI peaxiil micasa peecTpallil TiKkapchbKOro 3aco0y Ma€e
BaKJIMBe 3HaYeHHs. Lle mae 3mory nmpoBoguTHu Oe3MepepPBHUM MOHITOPUHT
CIIiBBIIHOIIIEHHS MiXX KOPUCTIO 1 pU3MKaMU, II0B’I3aHUMHU 13 3aCTOCYyBaHHAM I[bOT0
JIIKapChKOT0 3aco0y. MeguyHUX IIPaIliBHUKIB ITPOCSATH 3BiTyBaTHU MPO OyOb-sIKi
ITimo3pioBaHi MoOiYHiI peakiiil BiAIIOBIAHO MO BUMOT MiCIIeBOTO 3aKOHOIaBCTBaA.

TepMiH NpHIATHOCTI
2 POKH.
VYMoBHM 30epiranus

30epiraTtu B OpuTiHanbHil yIIaKOBIIi ITpu TeMIepaTypi He Bule 25 °C.

30epiraTty y HeZOCTYIIHOMY AJIS OiTE€U MicCIIi.
¥YnakoBka
1 kancyna y 6micTepi, mo 1 6ricTepy y KopooOiri.

Karteropis Bignycky



Be3s perenta.
BupooHuK
TOB «<ACTPA®APM».

Micie3Haxo/dKeHHsI BHPOOHHKA Ta HOro aJgpeca MicCIisi IpoBaJaXKeHHsI
IisITHLHOCTI

Ykpaina, 08132, KueBo-CBATOIMMHCHKUY p-H, M. Buiiiaese, Bys. KuiBcbka, 6.
[Ixepeso iHCTPYyKIil

[HCTPYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTO mkepesia — [lepKaBHOTO PEECTPY

JIIKapCbKUX 3aCc00iB YKpalHH.
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