Ckian

Oitoua pevuosuHda: GIyKOHA30I;

1 kancyna mictuth prykoHazony 150 mr;

OONOMINCHI peuoB8UHU: JTaKTO3a, MOHOTiApaT; KpOXMalb KyKyPyA3sSHUNA
IIpexeaTUHi30BaHUM, KPEMHIiI0 DiOKCHUI KOIoigHUIM O0e3BOOHUM, HATPiIo
JlaypuicynbdaT, MarHito cTeaparT; OO CKIaAy KaICyJid BXOOsATh: MIaTEHTOBAHUU CUHIN
V (E 131), tutany miokcup (E 171), xxenaTus.

JIikapcbKa ¢popMma

Karmcynu.

OcHoBHI (pi3uKo-xiMiuHi 81acmuBocmi: TBepaa XKejlaTUHOBA KarlcyJja po3Mmipom 1, 3
0JIAKMTHOIO OCHOBOIO Ta OJIJAKMTHOIO KPHUIIIEYKOIO, TKa MiCTHUTh MMOPOIIOK 0iioro
KOJILODY.

dapMaKoTepalneBTUYHA Ipylna

[TpoTurpubOKOBi 3aco0U AJIS CUCTEMHOIO 3acTocyBaHH. [ToxigHi Tpuasomny. Kog ATX
JO2A CO1.

®dapmMmakoguHaMiKa

MexaHi3M mil.

®dnykoHa3071, IPOTUTPUOKOBUY 3acib Kilacy TpHa30JIiB, IIOTYXKHUU CEJIeKTUBHUM
iHri0iTOp rPUOKOBUX (pepMEHTIB, HEOOXiOHUX HOJIsi CUHTE3y eprocrepoiny. [lepBUHHUM
MeXaHi3MOM #oro fii € nmpurHidyeHHs rpubkoBoro 14—anbda-1aHOCTEPOII-
OeMeTUII0OBaHHS, OITOCEPEgKOBAaHOro HuToxpoMom P450, 1110 € HEBIg ' €MHUM €TalioM
OiocuHTEe3y rpubKOBOr0 eprocrepony. Akymynsailisa 14—anbda-MeTUI-CTePOIIiB
KOPEJIIOE 3 MOaIbIlIO0 BTPATOI0 eprocTepony MeMOpaHoo rpuOKOBOI KITITUHY Ta
MO2Ke BiITIOBigaTH 3a NPOTUTPUOKOBY aKTUBHICTh (IyKOoHa3051y. OIIyKOHA30J1 € OiIbIIl
CENeKTUBHUM [0 TpuOKOBUX (epPMEHTiB 1uToXpoMy P450, HixK 10 pisHOMaHITHUX
cucteMm ¢pepmeHTiB iuToxpomy P450 ccasiiis.



3acTtocyBaHHs GIYKOHA30y y mo3i 50 Mr Ha go0y npoTsarom 28 mHIB He BIIJIMBA€E Ha
piBEHBb TECTOCTEPOHY Y IJIa3Mi KPOBi Y YOIOBiKiB a00 Ha piBeHb €EHIOT€HHUX CTEPOIMIiB
Yy KIiHOK pPenpomyKTUBHOIO Biky. ®nykoHa30n1 y mo3i 200-400 mr Ha fo0y He BUSBIISE
KJIiHIiYHO 3HAYYIIIOT0 BIIJIMBY Ha PiBeHb €eHAOTeHHUX CTEPOIiB YU Ha BiANOBiAb Ha
ctumynsnito AKTT y 3popoBux DoOPOBOIIBIIB YOJIOBIUOl CTaTi.

IocmigKeHHsT B3a€MOIil 3 AaHTUMNIPMHOM IIPOAEMOHCTPYBAO, IO
3acTtocyBaHHa 50 Mr ¢IyKoHa30/y pa30BO YU OHaraTopa3oBO He BIJINBA€ Ha
MeTabo0JIi3M aHTUIIIPUHY.

YyTAuBICTH in Vitro.

®dnykoHa3o in vitro meMOHCTPY€ NPOTUTPHUOKOBY aKTUBHICTh CTOCOBHO BUmiB Candida,
110 3yCTpidaloThCs HaudacTimie (BKmatogaiouu C.albicans, C.parapsilosis, C.tropicalis).
C.glabrata peMOHCTpPY€E INPOKUM Oialla30H YYTIUBOCTI OO0 (pmyKoHa3omny, Tomi gk C.
krusei € ;O HBOTO PE3UCTEHTHOIO.

Takoxk (IyKOHaA3071 in vitro HEMOHCTPYE aKTUBHICTD AK npoTu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TPOTU €eHOAEMIUYHUX TIIiCHSIBUX rpubiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta
Paracoccidioides brasiliensis.

MexaHi3M PE3UCTEHTHOCTI.

Mikpoopraniamu poay Candida neMOHCTPYIOTh YHCJII€HHI MeXaHi3MMU Pe3UCTEHTHOCTI
00 a30JIbHUX ITPOTUTPUOKOBUX 3ac00iB. ®PTyKOHA30/I MEMOHCTPYE BUCOKY MiHiMalbHY
iHri0yto4y KOHIIEHTpAllil0 IPOTHU IITaMiB rpuliB, siKi MaloTh OOUH abo OinbIle
MeXaHi3MiB pe3uCTEHTHOCTI, 110 HEraTUBHO BIIJIMBa€ Ha e(peKTUBHICTE in Vivo Ta B
KIiHiyHiM npakTuii. [ToBigoMsnocs npo BUIAOKXU PO3BUTKY cymepindekiili Candida
Spp., CHpAUYKUHEHO1 iHmuMu HiXK C. albicans BugamMu, 110 4aCTO € HEUYYTJIUBUMH OO0
(nykonaszony (Hanpuknan Candida krusei). 171 miKyBaHHS TaKMX BUIIAOKIB CIIif
3aCTOCOBYBaTHU albTEPHATHUBHI MPOTUTPUOKOBI 3aco0Ou.

dapMaKOKiHeTHKa

dapMaKOKiHETUYHI BJIACTUBOCTI (PIYKOHA30Jy € NMOAiOHUMHU TIpHU
BHYTPIIIHBOBEHHOMY i IepopaibHOMY 3aCTOCYBaHHI.

AGcop0iris.

®dnykoHa30/1 moOpe BCMOKTYETHCS NP IIepOPaIbHOMY 3aCTOCYyBaHHi, a piBeHb
Impernapary y Ijia3Mi KpoBi i cucTteMHa 6iogoCTyIIHICTh mepeBulyoTh 90 % piBHS



(bnykoHa3o0my y mjaa3Mi KPOBi, 10 JOCATAETLCA IPU BHYTPIIITHBOBEHHOMY BBEOEHHI
npenapaty. OgHOYacHe BXKHWBaHHS 1Ki He BIIJIMBAa€ Ha BCMOKTYBaHHS IIpemnapary IIpu
UOTro mepopajsibHOMY 3acToCyBaHHIi. [IikoBa KOHIIeHTpallis y I1jla3Mi KPOBi JOCATAETHCSA
yepes 0,5-1,5 roguHu micnsa npuioMy npenaparty. KoHIleHTpallisa mpenapary y Ijia3Mi
KPOBI IMpomnopliiiiHa A0 Jo3u. PiBHOBaXKHa KOHIIeHTpallisa Ha piBHi 90 % mocsAraeTbcs Ha
OPYTUH OeHb JIIKyBaHHS ITIPU 3aCTOCYBaHHI y IIePINi OeHb HaBaHTaXKyBaJIbHOI MO3H,
III0 BABiYi ImepeBUIllye 3BUYaNHy mOO0OBY O03Y.

Poz3nomin.

O6’eM po3nofiny mpubIN3HO OOPiBHIOE 3araJlIbHOMY BMICTY PifWHY B OpraHi3Mi.
3B’s13yBaHHS 3 OiKaMu I1a3Mu KpoBi HU3bKe (11-12 %).

®nykoHa301 foOpe IPOHUKAE B YCi AOCIiAXKYBaHi piiuHU opraHi3My. PiBeHb
dbIyKOHA30JIy y CIIMHI Ta MOKPOTHHHI € TOAiOHUM A0 KOHIIEHTpAallil Ipenapary y
IJ1a3Mi KpoBi. Y mallieHTiB, XBOpUX Ha 'PUOKOBUM MEHIHTIT, piBeHb QIYKOHA30Jy Y
CIIMHHOMO3KOBIiH piguHi gocsrae 80 % KOHIIeHTpallil y Ijia3Mi KPOBI.

Bucoki koHIIeHTpalii GIyKOHa30J1y y MIKipi, 10 IepeBUIlyI0Th CUPOBATKOBI,
OOCATal0ThCS Y POrOBOMY IIapi, emimepMici, gepMi Ta noti. ®1yKoHa3011
HaAKOMNUYYETHCS y poroBoMmy Iapi. [Tpu 3acTtocyBanHi go3u 50 Mr 1 pa3 Ha go0y
KOHIIeHTpallisa GIyKoHa30y Imicnasa 12 gHiB IiKyBaHHS CTaHOBUJIA 73 MKI/T, a 4yepes 7
[OHIB ITiCJIS 3aBEPILUEHHS JIIKyBaHHS KOHIIEHTpPAaLlisd BCe 11le CTaHoBUia 5,8 MKr/r. [Ipu
3acTtocyBaHHi mo3u 150 Mr 1 pa3 Ha TUXKOEHb KOHIIeHTPaLisa (IyKOHA30/ly Ha 7 OeHb
JIIKyBaHHS cTaHOBUIa 23,4 MKT/T; 4yepe3 7 OHIB ITiCIs 3aCTOCYBaHHS HACTYITHOl IO3U
KOHIIeHTpallid BCe 1Ie cTaHOoBUsa 7,1 MKrI/T.

KonueHnTpanis ¢paykoHa3ony B Hirtax micis 4 micamiB 3actocyBanHg 150 mr 1 pas Ha
TUXKIOEeHb cTaHOBUA 4,05 MKT/T Yy 3M0pOBUX OOOPOBOJIBIIB Ta 1,8 MKI/T ipu
3aXBOPIOBaHHSAX HIrTiB; (pJIyKOHaA30JI BU3Ha4YaBCA Y 3pa3Kax Hir'TiB uepe3 6 MicAIliB
IIicJist 3aBepIlleHHs Teparii. bioTpancdopmarris.

®dnykoHazon MeTaboi3yeThCSI HE3HAUHOIO Mipoto. [Ipu BBeJeHHi 1031, MideHOol
pagioakTuBHUMU i30Tonamu, nuine 11 % prIyKoHa30JIy eKCKPETYETHCA 3 CEUEl0 ¥
3MiHeHoMYy BuUrasgi. ®IyKoOHA30JI € CeIeKTUBHUM iHTibiTopoM izodepmenTtiB CYP2C9
ta CYP3A4, a Takox iHri6iTopom izopepmenty CYP2C19.

Exckpernis.

[lepion HamiBBUBEeOeHHS QIYKOHA30JIy 3 IJIa3MU KPOBi CTAHOBUTH O1U3bK0 30 roguH.
Binbpllla 4yacTWHa IIpenapaTy BUBOOUTHCSA HUpKamu, mpudomy 80 % BBeIOeHOl 103U
BUSBJIIETLCS y Ccedi y He3MiHeHoMY cTaHi. KimipeHc GyKoHa3051y MPOIOPIiNHUN [0
KJlipeHCcy KpeaTuHiny. LIupkyniolounx MeTaboJiTiB He BUSBJIEHO.



TpuBanuy nepion HaniBBUBEOEHH IIpenapaTy 3 I1JlJa3MU KPOBi Ja€ MOXKJIUBICTh
Pa30BOro 3aCTOCYBaHHA IIpellapaTy IpU BariHaJIbHOMY KaHOXWO031, a TaK0XK
3aCTOCyBaHH4 Ipenapatry 1 pa3 Ha TUXOEeHb [IPU IHIINX [IOKa3aHHAX.

HupkoBa HEJOCTATHICTh.

Y nainieHTiB i3 HUPKOBOIO HEJOCTATHICTIO TAXKKOIO CTyIeHs (IIBAAKICTh KITyOOUYKOBOI
dinpTpanii < 20 Mn/xB) nepion HamiBBUBeOeHHs 30inburyeTbest 3 30 roguH mo 98
roguH. ToMy 11itt KaTeropii maiieHTiB HeoOXimHO 3HU3UTH T03Y QIYKOHA30ITY.
®yKOHA30JI BUOAJISIETHCA LUIAXOM reMofiani3dy, Ta MEeHIIO MipO0 - LIJIIXOM
IHTpanepuToOHeaIbHOT O aianidy. CeaHc remMopiani3dy TPUBaIICTIO 3 TOOUHYU 3HUXKYE
piBeHb QIIYKOHA30JIy y ma3Mi KpoBi mpubmau3Ho Ha 50 %.

[TammieHTH JTITHHOTO BIKY.

CepepnHill mepion HalliBBUBEAEeHHS CTaHOBUTH 46,2 rogunu. 1li hapmMakoKiHETHYHI
MMOKa3HUKY € BULIMMMU IOPiBHSHO 3 aHAJIOTIiYHUMHU Y 3TOPOBUX TOOPOBOJIBIIIB
MOJIOAIIOrO BiKy. OgHOYacHe 3aCTOCYBaHHS OiypeTUKIB He MaJIo 3HAQYHOI'0 BIJIUBY Ha
Cmax Ta AUC. KnipeHc KpeaTuHiHy (74 MII/XB), BifCOTOK (hJIyKOHA30JIy, 110
€KCKpeTyBaBC4 i3 cedero y He3aMiHeHoMYy Burnisafi (0-24 rogunuu, 22 %) Ta HUPKOBUM
KiipeHc ¢nykoHazony (0,124 Mi/XB/KT) y HallieHTiB JaHOI BiKOBO1 rpynu Oyiu
HUKYMMHU, Hi2K aHaJIOTiYHi MOKA3HUKU Y MOJIOOIINX HOOPOBOBIIIB. ToMy 3MiHU
(papMaKOKiHETUKM y NALi€HTIiB JIITHBOTO BiKy 3ajiekaTh Bifl TapaMeTpiB QyHKIIN

HUPOK.
IToxa3aHHSA

e ['ocTpuil BariHajgbHUM KaHOUO03, KOJIU MiClleBa Tepallisg He € OOLUIBHOIO.
e Kannupo3uuit 6anaHiT, KOJIU MiclleBa Tepallisi He € [OIiJIbHOIO.

IIporunnoka3aHHs

e IimepuyTnuBiCTh OO QIIYKOHA30JIy, iHIIUX a30JIbHUX CIIOJIYK ab0 mo Oyab-sKol 3
OOTIOMIKHUX PEYOBHUH IIpeIapary.

e OmHO4YacHe 3aCTOCyBaHHS (GIIYKOHA30/Iy Ta TepdeHaauHy MallieHTaM, SKi
3aCTOCOBYIOTH (psIyKOoHa301 6araTopa3oBo y mo3ax 400 mr/moOy Ta Builie (3rimHO 3
pe3ynbTaTaMM OOCIIiIXKEeHHS B3aEMOIii 6araTopa30BOro 3aCTOCYBaHHS).

e OgHOYacHe 3acToCyBaHHS (IIYKOHA30Jy Ta iHIIKUX JTiIKapChKUX 3ac00iB, II10
MOAOBXKYIOTEH iHTepBan QT Ta MeTabo/i3yI0THCS 3a JOTIOMOTr0i0 EPMEHTY
CYP2A4 (Hampukiafg Uu3alpuay, acCTeMi30y, MiMO3UAYy, XiHIOUHY, aMiogapoHy Ta
€PUTPOMIIIUHY).

B3aeMoqisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHU B3a€EMOIiN



ITpomunoka3aHo CymiCHe 3acmocy8aHHA (GAYKOHA301y Md HUHNCYE3A3HAYEeHUX

JAiKapcvKux 3acobis.

Iuzanpu0: MOBigOMIISAIOCS IIPO PO3BUTOK IMOOIYHUX peakliii 3 00Ky Ceplisi, y TOMY
YUCJIL IPO IMapOKCU3MaJIbHY IIJIYHOYKOBY TaXiKapAilo TUILY «IIipyeT» y Malli€HTIB, sKi
OLHOYAaCHO 3aCTOCOBYBasnu (IyKOHAa30JI Ta qu3anpun. KoHTpoiIboBaHe OOCTigXKEeHH S
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»).

TepeHaOuH: yepe3 BUIIAOKUA PO3BUTKY TSXKKUX CEPLIEBUX apUTMil, CHPUYMHEHUX
MogoBxXKeHHsIM iHTepBany QTc, y mallieHTiB, siKi 3aCTOCOBYIOTh a30/IbHi MPOTUTPUOKOBI
JIiKapchKi 3acobu omHOYACHO 3 TepdeHaauHoM, 0yJio ITPoBeOeHOo OOCITiaXKeHHS
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
Oinbllle 3HAYHO IMiABUILYE PiBeHb TepheHaauHy y IJ1a3Mi KPOBi TPpU 0OAHOYACHOMY
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.

Acmemi3os: cyMicHe 3aCTOCyBaHHS (PJIyKOHA30JIy Ta aCTEMi30/Iy MOXKe 3MEHIIUTH
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
3aCTOCyBaHHS (PJIyKOHA30Jly Ta aCTEMi30Jly IPOTUIIOKa3aHe.

ITimo3u0 ma xiHiOuH: CyMiCHe 3aCcTOCyBaHHS (IIYKOHA30J1y Ta IIiMOo3uny abo XiHiguHy
MOJK€e IPU3BOOUTH [0 MPUTHIYEeHHs MeTaboni3aMy mmiMmo3uny abo xiHimuHy, X04a
BIAIOBIOHUX OOCHIAXKEHD in Vitro Ta in vivo He IpoBOOUIUCS. [IigBUIIIeHHSA
KOHIIeHTpallil niMo3uay abo XiHimuHY y n1a3Mi KpoBi MOXKe CITPUYUHSITU MONOBXKEHH S
inTepBany QT Ta y pigKicHUX BUNaAKaX IPU3BOAUTHU OO0 PO3BUTKY MapOKCHU3MalIbHOI
IIJTYHOYKOBOI Taxikapmil Tumy «mnipyet». OmHo4yacHe 3aCTOCYBaHHS (PJIyKOHA30IIy Ta
nimMo3uny abo XiHIIWHY IPOTUIIOKa3aHe.

EpumpomiyuH: ogHOYaCHE 3aCTOCYBaHHS €EPUTPOMIIIMHY Ta (GIYKOHA30JIy IIOTEHITINHO
MOZKe NPU3BOOUTH OO0 MiABUILEHHS PU3UKY PO3BUTKY KapOiOTOKCUYHOCTI
(mopgoBxkeHHA iHTepBany QT, mapokcu3MayibHa HIJTIYHOYKOBA TaXiKapAis TUILY
«IipyeT») Ta, K HACJIAOK, IO PaIllTOBOl CEpPlieBOl CMePTi. 3aCTOCyBaHHSA KOMOiHaIlil



OaHUX JIIKAPChKKUX 3aC00iB IPOTHUIIOKA3aHe.

AMmMio0apoH: ogHOYacCHe 3aCTOCyBaHHSA (IIYKOHA30JIy 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'anogpaHmpuH: pyKoHA30/1 MOXKE COPUYMHUTHU HiIBUIIIEHHS KOHIIEHTpPAIlil
rajgogaHTPUHY Yy IJIa3Mi KPOBi 3a paxyHOK npurHidenusa CYP3A4. OgHo4yacHe
3aCTOCYBaHHS LIMX JTiKapPChKUX 3aC00iB MOTEHIIMHO MOKe IPU3BOOUTH A0 MiABUILEHHS
PU3UKY PO3BUTKY KapOiOTOKCUYHOCTI (TomoBxkeHHd iHTepBany QT, mapokcu3MarbHa
IIIJTIYHOYKOBA TaXiKaphis TUNY «IipyeT») Ta, K HACJIiOOK, IO palTOBOl CEPIEBO1
cMmeprTi. Criifg yHUKaTH 3aCTOCYBaHHS KOMOiHallil JaHuX JIiKapChKUX 3aco0iB.

CyMicHe 3acmocy8aHHA (PAYKOHA30/1y MAd HUNMCYE3d3HAYEeHUX NIKapCbKuX 3acobis

sumMmazae

obepesicHocmi ma Kopuz2ysaHHs 003U.

Bnaus iHwux aikapcvKux 3acobi8 Ha ¢p1YKOHA301.

OpmHouyacHe BXKUWBaHHSA 1XKi, IMMETUWHY, aHTalUAiB a00 ImofasbIlle OIPOMiHEHHS
YCBOT'0 Tijla [OJI IepecagKy KiCTKOBOI'O MO3KYy He Ma€ KIIIHIYHO 3HavyIloro BIIJIUBY Ha
abcop6b11ito hIyKOoHa30Jy IIPU MOT0 IepopaibHOMY 3aCTOCYBaHHi.

PupamniyuH: ogjHOYaCHE 3aCTOCYBaHHS (HJIIyKOHA30J1y Ta pUdaMIIiliuHy IPU3BOOUIO
mo 3umkKeHHs AUC Ha 25 % Ta CKOpoYyBaJlo nepiof HaniBBUBeOeHHSA (pJIyKOHA30/Iy Ha
20 %. Tomy Onsa mali€eHTiB, Ki 3aCTOCOBYIOTh pU(aMIIillvH, CIi PO3TISAHYTH
OOLUIBHICTD HNiABUINIEHHS OO3U (QIIYKOHA30ITy.

I'iOpoxsopomia3ud: y gocininKeHHi (papMaKOKiHETUYHOI B3a€EMOIil OHOYAaCHE
OaraTokpaTHe 3aCTOCYBaHHS TifpOXJIOPOTia3uay B 30OPOBUX HOOPOBOIBIIIB, SKi
oTpuMyBanu GpJIyKOHaA30J1, IMiABUIIYBaI0 KOHIIeHTpallifo (pJIyKOHa30J1y B Jia3Mi KPOBi
Ha 40 %. Taki mapamMeTpu B3aEMO/il He BUMaraioTh 3MiH y peKUMi JO3yBaHHSI
bnykoHa305y OIS MallieHTiB, sIKi OTHOYAaCHO OTPUMYIOTh CEYOTiHHI 3aco0u.

Bniaus ¢pa1yKoHa301y HaA iHWI AiKapcuki 3acobu.

®dnykoHa30 € mOTyKHUM iHTibiTopoM i3odpepmenTy 2C9 nutoxpomy P450 (CYP) Ta
nomipHuM iHridiTopom CYP3A4. Takoxk ¢pnykoHa3oin € iHribitopom CYP2C19. Okpim
CIIOCTEPEXKYBAaHUX/MOKYMEHTAJILHO MiITBEPAXKEHUX B3a€EMOii, 1110 ONUCaHi HUXKYe,



IIPY OOHOYAaCHOMY 3aCTOCYBaHHI 3 (DJIyKOHA30JI0M iCHY€ PU3UK MiABUIIEHHS y IJIa3Mi
KPOBi KOHITeHTpAllill iHIIMX cIonyk, 1o MmeTabonidyiorbcss CYP2C9 ta CYP3A4. Tomy
3aCTOCOBYBaTHU TakKi KoMOiHallil mpemnapaTiB ciifg 3 00epexKHiCTIO; IPU IILOMY
HeoOXigHO peTeJIbHO CIIOCTepiraTu 3a CTaHOM IlallieHTiB. [IpurHiyyBanbHa Ois
¢bnykoHazony Ha pepMeHTH 30epiraeThcsa NpoTsarom 4—-5 Oib Imicsss 1oro 3aCTOCYyBaHHS
Yy 3B’SI3Ky 3 MO0 TPUBAJIMM I1€PiogoM HalliBBUBEOEHHS.

AsvpeHmaHi: T 4ac OQHOYACHOT'O 3aCTOCYBaHHS albpeHTaHiTy y fo3i 20 MKT/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.

AmimpunmuuniH, HopmpunmuJiH: GIYKOHA30JI ITIOCUIIIOE [if0 aMiTPUIITUIIIHY Ta
HOPTPUNTHUIIHY. PEKOMEHIyETHCS BUMipIOBaTH KOHIIEHTPAllil 5-HOPTPUIITUIIIHY Ta/abo
S-aMiTpunTHIIIHY Ha IMoYyaTKy KoMOiHOBaHOI Teparrii Ta 4yepe3 1 TuXkaeHb. Y pasi
HeOoOXigHOCTi CJIig BigKOpUTyBaTH A03y aMiTPUIITUIIHY/HOPTPUIITUITIHY.

AmpomepuyuH B: omHOYaCHe 3aCTOCyBaHHSA (IIYKOHA30/y Ta aMdoTepunuay B
iH(ikOBaHMM MHUIIIAM i3 HOpPMaJIbHUM iMyHITETOM Ta iH(piKOBaHMM MUIlIaM 3i
3HU2KEHUM iMyHITETOM IIPU3BEJIO A0 TAaKUX Pe3yIbTaTiB: HEBEJIUKUU afUTUBHUU
MPOTUTPUOKOBUM eheKT ITpu cucTeMHiM iHdekirii C. albicans, BinCyTHICTh B3aEMOil
IIpu BHYTPIIHbOYEpenHil iHdeKIlil Cryptococcus neoformans Ta aHTaroHi3M OBOX
penapariB IIpu CUCTEMHIM iHpeKIil A. fumigatus. KniHiduHe 3HaYeHHs Pe3yJbTaTiB,
OTPUMAaHUX y XOMAi IUX AOCJIIKEHb, HEBIJOME.

AHmukoaz2yaaHmu: SIK i Ipu 3aCTOCYBaHHI iHIIMX a30IbHUX IIPOTUTPUOKOBUX 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
AHTUKOATYyJISIHTHU abo iHgaHmioH. Moxke 0yTu HeoOXiTHOI0 KOPEKIIisl JO3U
QHTUKOATYJISAHTY.

BbeH3odia3eniHu kopomkoi 0ii, Hanpuk.iao Mi0a3041amM, mpua3oaam: IIPU3HaYeHHSs
(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
IPOJIOHTalis e(eKTiB Tpuano3aMy. AKII0 NallieHTy, SKUU IPOXOOUTh KypPC JIiKyBaHHS
¢bnykoHa30oM, ciiig ogHOYaCcHO IMMPU3HAYUTH Tepamniio 6eH3o0mia3eniHaMu, 103y
OCTaHHIX CJIi 3MEHIIIUTU Ta BCTAHOBUTY HaJIE’KHUU HATJIAM 3a CTAHOM IIallieHTa.

KapbamaszeniH: GnykoHa30J MpurHiuye MmetabosmiamM KapOaMas3elliHy Ta CIPUYHHSIE
IMiOBUINIEHHS PiBHSA KapOaMa3elriny B cupoBaTili KpoBi Ha 30 %. IcCHye pu3UK PO3BUTKY
IIPOSIBiB TOKCUYHOCTI 3 60Ky KapOaMa3eliny. Moxke OyTu HeOOXimIHUM KOPUT'YBaHHS
mo3u KapOaMaseIliHy 3ajie’KHO Bif piBHS MOro KOHIIEHTpallil Ta fil mpemapary.

baokamopu Kaavuiesux KaHanig: mesiKi aHTaroHiCTH Kanbliiio (HibeouniH, icpagumiy,
aMmJioguIlid Ta penogurrin) metabonidyioTecsa pepmerTom CYP3A4. ®nykoHa301
MMOTEHIIMHO MOXKe ITiABUIITyBaTH CUCTEMHY €KCIO3UIlil0 6JI0KaTOPiB KalbIliEBUX
KaHaJliB. PeKOMeHIOBaHUY PETEJIbHUN MOHITOPUHT 1IOA0 PO3BUTKY MOOIYHUX PeaKIliil.

Ilenekokcub: mpu 0OOHOYAaCHOMY 3acTOCyBaHHi ¢piykoHa3omy (200 mr Ha goOy) Ta
1ienekokcuoy (200 mr) Cmax Ta AUC 1enekokcu0y migBuiiiyBanucs Ha 68 % ta 134 %
BigmoBigHO. [Ipy ogHOYaCHOMY 3aCTOCyBaHHI 11eIeKOKCUOy Ta (QIIyKOHA30J1y MOXKe
OyTu HeoOXiTHMM 3MEHIIIEHHS 03U 11eJIEKOKCUOYy BABiUi.

Llukaogocgamio: ogHOYACHE 3aCTOCyBaHHSA MUKIodpochaminy Ta GpirykKoHa3omy
MMPU3BOOUTH IO ITiIBUIIEHHS PiBHS Oilipy0OiHy Ta KpeaTHHiHY B cupoBaTiii KpoBi. Li
npenapaTd MOXKHa 3aCTOCOBYBaTH OJHOYACHO, 3BaKal04M Ha PU3HUK ITiABUILEHHS
KOHIIeHTpallil 6inipy06iHy Ta KpeaTHUHiIHY B CUPOBATIIi KPOBI.

deHmawia: TIOBIHOMIISITIOCS IIPO OOWH JIeTallbHUM BUMNANOK iHTOKCHKAIil (peHTaHiTOM
YHaCJIiDOK MOKJIMBO1 B3aeMOZil ¢peHTaHiny Ta GiayKoHa30i1y. OIyKOHA30J1 3HAaYHO
YIOBUIBHIOBAB ejliMiHamiio ¢peHTaHiny. [linBumieHHS KOHIIEHTPAaIlil (eHTaHiTy MOoXKe
IPU3BECTH A0 NIPUTHIYEHHS OWXaHHS, TOMY CJIiTl peTeJIbHO KOHTPOJIIOBATU CTaH
naiieHTa. Moxe O0yTu HeOoOXigHOIO KOpEeKIliad mo3u peHTaHiny.

IH2i6imopu I'MI'-KoA-pedykmasu: cyMicHe 3acToCyBaHHS (GJIYKOHA30/1y Ta iHTi6iTOpiB
I'MT'-KoA-penykTa3su, 110 Metabonizyiotbcsi CYP3A4 (aTopBacTaTUH Ta CUMBaCTaTHUH),
a6o iuridiTopis 'MI'-KoA-penykTasu, 1o MetabonizyoTecss CYP2C9 (bnyBacTaTus),
IMiOBUIIYE PU3UK PO3BUTKY MiomarTii Ta pabmoMiostidy. ¥ pasi HeoOximHOCTI
OOHOYAaCHOT0O 3aCTOCYBaHH LIUX IIpenaparTis CJIifl peTeJIbHO CIIOCTepiraTtu 3a
MalliEHTOM IIIOA0 BUHUKHEHHS CUMIITOMIB MiomnarTii Ta pabgoMiosti3y i mpoBoguTu
MOHITOPUHT PiBHA KpeaTUHKIHa3Mu. Y BUIIaAKy 3HAYHOI'O ITIABUIIIEHHS PIBHA
KpeaTUHKiHa3M, a TaKOXK IIPU AiarHOCTYBaHHI abo migo3pi Ha MionaTiro/pabgomMiortis
3acTtocyBaHHs iHTiOiTOpiB MI'-KOA-penyKTas3u ciig npunuHuTH. IMyHOCynpecopu
(Hanpuk.aad YuK/a10CNOPUH, e8epoliMyc, CUpPoAiMyC i makpoaimyc). LIuKA0CNOPUH:
(bnmykoHa30n1 3Ha4YHO migBuIllye KOHIIeHTpalio Ta AUC uuknocunopuny. [1pu



OOHOYACHOMY 3aCTOCYBaHHi GiykKoHa305y y mo3i 200 Mr/mo0y Ta IIMKIOCIOPUHY Y 031
2,7 mr/kr/go0y croctepirasnocs 30inbienHs AUC nmuknocnopuny y 1,8 pasa. Li
npenapaTd MOXKHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBU 3MEHIIIEHHS OO3U
IIMKJIOCTIOPUHY 3aJIe’KHO Biff 1O0T0 KOHIIeHTpallil.

Egeposimyc: ¢pnyKoHa30/1 MOKe MigBUIIYBAaTH KOHIIEHTPAIIil0 €EBEPOIIMYCY B
cupoBarTiii KpoBi yepes npurHidenuss CYP3A4. Cupoaimyc: GpIyKOHaA30I MiOBUIIYE
KOHIIEHTPAlIil0 CUPOJIIMYyCY y IIJIa3Mi KPOBi UMOBIPHO LIJIIXOM IIPUTHIYEHHA
MeTabomniamy cuponimycy ¢pepmernToM CYP3A4 Ta P-rinikonporteinomM. Lli mpenapatu
MOZKHa 3aCTOCOBYBaTU OOHOYACHO 38 YMOBU KOPUT'YBaHHSA OO3U CUPOJIIMYCY 3aJIeXKHO
BiZl piBHS KOHIIEHTpallil Ta epeKTiB mpenapary.

Takpoaimyc: GpIyKOHaA30JI MOXKe MigBUIYBaTU KOHIIEHTPAI[il0 TaKPOJIiMyCy B
CHPOBATIIl KPOBi 0 5 pa3iB IpU MOro IIepopalbHOMY 3aCTOCYBaHHI 4yepes
MIpUTrHiYeHHsa MeTabosiaMy Takponimycy depmerToMm CYP3A4 y kuieuyHuky. [1pu
BHYTPIIIHBOBEHHOMY 3aCTOCYBaHHI TaKpPOJIIMYyCYy He CIIOCTepirajocss 3Ha4YHUX 3MiH
(papmakokineTuku. [ligBuIlleHi piBHI TaKPOJIIMyCY aCOIlilOI0THCSA 3 HEPPOTOKCUYUHICTIO.
o3y TakpoJIiMyCy [Jis IepopajbHOr0 3aCTOCYBAaHHA CJIi 3HMXKYBaTHU 3aJIeXKHO Bif
MOTro KOHIIeHTpallil.

JIozapman: ¢GIyKoHa30J IpUrHiuye MeTabos1i3M j103apTaHy [0 MOT0 aKTUBHOTO
MmeTtabomnity (E-31 74), 1m0 o6yMOBJII0€ OiNTbITy YaCTUHY @aHTAroHi3aMy OO0 PelenTopiB
aHrioteH3uHny Il mig yac 3acToCcyBaHHs ji03apTaHy. PeKoOMeHOoOBaHUU ITOCTIMHUN
MOHITOPUHT apTepiajibHOI0 TUCKY Yy ITALlIEHTIB.

MemadoH: GIyKOHA30JI MOXKe ITiABUIIYBAaTH KOHIIEHTPALII0 METAaLOHY Y CUPOBATII
KpoBi. [Ipu ogHOYACHOMY 3aCTOCYyBaHHi MeTafoHY Ta (GpIyKOHA30/1y MOoXe OyTHu
HeOoOXiTHUM KOPUTYBAHHS JO3W METAOHY.

HecmepoidHi npomu3anaavHi npenapamu: Ipyu OOGHOYaCHOMY 3aCTOCYBaHHI 3
(pnykoHasomnom CmaX ta AUC ¢pnypbinpodeny migBuiiryBanucs Ha 23 % Ta 81 %
BiITIOBiAHO MTOPiIBHSAHO 3 BiATIOBIIHUMU MOKa3HWKaMU IIPU 3aCTOCYBaHHI TiJIbKU
bnypbinpodeny. AHaAIOTiYHO ITPU OQHOYAaCHOMY 3aCTOCyBaHHI (hJIyKOHA301y 3

paneMiunuM ioynpodernom (400 mr) Cm < Ta AUC ¢papMakooriyHo akTUBHOTO

a
isomepy S-(+)-i6ynpodeny nigsuiiyBanucs Ha 15 % ta 82 % BiAmOBimHO IOPIBHSHO 3

BiATTOBiOHUMU MOKA3HMKAMU MPU 3aCTOCYBaHHI TiIbKM palleMiuyHoro ibymnpodeny.

®nyKOHa30JI MOTEHILINHO 30aTHUM IMiOABUIIYBAaTHU CUCTEMHY eKcrno3umito inmux HIT3II,
110 MetabonizyoTtbcsi CYP2C9 (Hanpukiiag HallpOKCEHY, JIOPHOKCUKaMY,
MeJIOKCUKaMy, [OuKiodpeHakKy). PeKoMeHOyeThCa NepPiOgUuYHUUN MOHITOPUHT
moOiYHUX peaklliii Ta TOKCUYHUX ITPOSBIiB, 1MOB’s13anHux i3 HIT3I1. Moxke OyTu moTpibHe
KopuryBaHHsa go3u HII3II.



@eHimoiH: GIyKOHa30JI IpUrHiuye MeTabosi3M peHiToiHy B nedinili. OgHOoYacHe
O6araTopa3oBe 3acTtocyBaHHA 200 Mr ¢pykoHasony Ta 250 Mr ¢GeHiTOIHY

BHYTPIIIHBOBEHHO IIPU3BOOUTH [0 ITiABUILIEHHS AUC2 4 deniTOlHY Ha 75 % Ta C Ha

min
128 %. Ilpu ogHOYaCHOMY 3aCTOCYBaHHI ITUX JIiIKapChbKUX 3ac00iB CITiZl ITPOBOOUTH
MOHITOPHUHT KOHIIEHTpallil PeHiTOIHY Yy CUPOBATIli KPOBi /151 YHUKHEHHS PO3BUTKY

TOKCHUYHOI il QPeHiToiHy.

IIpedHi3oH: MOBIAOMIIAIOCS IIPO BUIIQAOK, KOJIM y Malli€HTa IiCJig TpaHCIJIaHTallil
IIeYiHKHU Ha TJIl 3aCTOCYBaHHS IIPEOHI30HY PO3BUHYJIACSA IOCTPa HEOOCTATHICTh KOPHU
HaOHUPKOBUX 3aJ103, 10 BUHUKIIA MiC/Is IIPUNUHEHHS TPUMiCSIYHOTO KypCy Teparil
(pnykonaszonom. [IpunuHeHHS 3aCTOCYBaHHSA (PIIyKOHA30J1y, UMOBIPHO, CIPUYUHUIIO
nocuneHHsa akTuBHOCTi CYP3A4, 110 Ipu3BEI0 A0 IPUCKOPEHHS MeTabomizMy
npenHi3oHy. Ciig peTebHO CTEXKHUTHU 3a HalliEHTaMH, SKi IPOTSATOM TPHUBAJIOTO 4Yacy
OOHOYACHO 3aCTOCOBYIOTH (PJIYKOHa30J1 Ta IPEAHI30H, 3 METOI0 NONepeaKeHH
PO3BUTKY HEIOCTATHOCTI KOPU HAJHUPKOBUX 3aJ103 [IiC/IA IPUNUHEHHSA 3aCTOCYBaHHSA
(pnykoHaszomny.

PugabymuH: GIyKOHA30JI MiABUIIYE KOHIIEHTPAIlil0 prudabyTHHY 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 pudabyTuHy.

CakeiHagip: pnykoHa3oin nigsuigye AUC Ta Cmax cakBiHaBipy npu6au3Ho Ha 50 % Ta
55 % BiOMOBiAHO Yepe3 NpUTHiIYeHHs MeTaboli3My cakKBiHaBipy y mediHili pepMeHTOM
CYP3A4 Ta uepes iuridbyBaHHs P-riikomnpoTeiny. Baaemofii Mixk ¢J1yKoHa3010M Ta
CakBiHaBipOM/pPUTOHABIPOM He [OCIIiIXKYBaIKUCs, TOMY BOHH MOXKYTb OyTH OibIIl
BUpPaxXKeHUMU. Moxke OyTH HEOOXimHUM KOPUT'YBAaHHS OO3U CaKBiHaBipy.

IToxiOHi cyabgoHisiceyo8UHU: TPU OOHOYACHOMY 3aCTOCYBaHHI (PJIyKOHA30J1 IPOJIOHTYE
repiop HaIliBBUBEOEHHS IIepOpaJbHUX NOXiAHUX CYIb(OHIICEHOBUHHU (XJIOpHpOonIaMiny,
ruibeHKIaMiny, raini3ugy Ta Toa0yTaMiny) IIPu 1X 3aCTOCYBaHHI 3[IOPOBUM
noOpOBOIBIISIM. PEKOMEHIOYETHCS IPOBOAUTH YaCTUM KOHTPOJIb LIYPKY B KPOBi Ta
BiATIOBIAHUM YMHOM 3HUXKYBATHU O03y MOXITHUX CYIb(POHITICEYOBUHU IIPU
OOHOYaCHOMY 3aCTOCYBaHHI i3 (pJIyKOHa30110M.

TeoginiH: 3acTocyBaHHA QiykKoHa301y 1mo 200 mr npotsarom 14 gHIB IPU3BEIO OO
3HUIKEHHS CEPeqHbOro KJIipeHCy Teo(ininy y miaa3mi KpoBi Ha 18 %. 3a nanieHTamu,
sIKi 3aCTOCOBYIOTh T€O(DisIiH y BUCOKUX J03ax abo sKi MaloTh HiIBUIIEHUU PU3UK
PO3BUTKY TOKCUYHUX IIPOSIBIB TEOMiNiHY 3 iHIINX IIPUYXH, CJIif BCTAHOBUTHU HATJIA[
IIIOOO0 BUSIBJIEHHS O3HAK PO3BUTKY TOKCHYHOI il Teodininy. Tepamito ciig 3MiHUTHU IpUA
[10S1Bl O3HAK TOKCUYHOCTI.



Ankanoiou 6apeiHKky: GIyKoOHa30J1, iMoBipHO, yepe3s iHrioyBanuss CYP3A4 moxke
IMigBUITyBATHU KOHIIEHTPAIII0 ajTKaioifiB OapBiHKY y IJ1a3Mi KPoOBi (HampuKiiam
BIHKPUCTUHY Ta BiHOJIACTHHY), 1110 MPU3BOOUTH OO PO3BUTKY HEMPOTOKCUYHUX
edeKTiB.

BimamiH A: IOBiJOMIISIZIOCS, IO y HallieHTa, SIKUM OOHOYaCHO 3aCTOCOBYBaB
TPaHCPETUHOEBY KHUCIIOTY (KUCIOoTHa popMa BiTaMiHy A) Ta (pIyKOHA3O017I,
crnocTtepiranucs nobiuHi peakilii 3 60Ky ITHC y ¢dopmi nceBOoTyMOpy TOJIOBHOTO
MO3KY, III0 3HUK Ticnsa BigMminu piykoHa3oy. i mikapchki 3acobu MoxKHa
3aCTOCOBYBATU OHOYACHO, ajie CJIif ImaM’ATaTu PO PU3UK BUHUKHEHHS MOOIYHUX
peakiriit 3 6oky LTHC.

BopukoHa3o (iH2i6imop CYP2C9 ma CYP3A4): omHOYaCHe 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
TOOPOBOJIBIISIM YOJIOBIYOI CTATi ITPU3BEJIO OO0 MiABUIIEHHS Cmax Ta AUCt
BOPUKOHAa3011y B cepenaboMy 10 57 % (90 % OI: 20 %, 107 %) ta 79 % (90 % IOI: 40
%, 128 %) BigmoBigmHO. HeBimomo, 41 MPU3BOOUTh 3HUKEHHS J031 Ta/abo 94acToTH
3aCTOCYBaHHSI BOPUKOHA30J1y abo (p1yKOHa3011y 0 YCYHEeHHs TakKoro edpekTy. [1pu
3aCTOCyBaHHI BOPUKOHA30Jy MHiciasa (IYKOHA30JIy CIIi IIPOBOOUTH CIIOCTEPEXKEHHS
1000 PO3BUTKY N0OOiUHUX e(eKTiB, acolliiioBaHUX i3 BOPUKOHA30JIOM.

3udo8yOuH: pIIyKOHaA30II MiABUIIYE Cmax Ta AUC 3ugoBynuHy 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 3UJOBYAMHOM. MOXHa PO3TJIAHYTU OOLIJIbHICTE 3HUXKEHHS NO03U 3UNOBYOUHY.

A3umpomiyuH: KOOHUX 3HAYYIINX (hapMaKOKIiHETUYHUX B3a€EMOMIN MixX
($bIyKOHA30JI0M Ta a3UTPOMIIMHOM BUSBIIEHO He OyJIo.

IlepopaavHi KOHMpauenmueu: IIPU 3aCTOCyBaHHI (pJIyKOHA30/1y ¥ A03i 50 MI BILIUBY
Ha piBeHb TOPMOHIB HE CIIOCTEPIrajocs, TOAi K IIPU 3aCTOCyBaHHI (pIyKOHA301y y
no3i 200 mr Ha gooy AUC eTuHinectpapmiony 36inbiryBanocs Ha 40 % Ta
sieBoHOpPTrecTpeny — Ha 24 %. lle cBiguuTh IIpo Te, 1110 OaraTopa3oBe 3aCTOCYBaHHSA
(prykoHa305y y 3a3HaUeHUX A03aX HaBPsA[d YU MOXKe BIJIMBATU Ha e(PeKTUBHICTH
KOMOiIHOBaHOT'O IIepPOPaJIbHOTO KOHTPAIEIITHUBY.

Isaka¢pmop: cynyTHE 3aCTOCYBaHHA 3 iBaKapTOPOM, IMiACUITIOBaYEM MYyKOBICIIUIO3HOTO
TpaHCMeMOpPaHHOTO pPeryasiTopa IPOBIMHOCTI, MiABUIIYE €KCII03UIlii0 iBaKadTOpy B 3



pasu, a rimpokcumetuniBakadTopy (M1) - 1,9 pasa. [Ij1a mali€eHTiB, sIKi ODHOYaCHO
3aCTOCOBYIOTH IMoMipHi iHribiTopu CYP3A, Taki K GpIyKOoHA30J1 i epUTPOMIITUH,
PEKOMEHYETHCS 3HUKEHHS M0o3u iBakadpTopy o 150 Mr oguH pas Ha mo0y.

Oc00/1MBOCTi 3aCTOCYyBaHHSA

IIepmamogimis. BiammoBigHO 00 pe3ynabTaTiB OOCHIAKEHHSI QIYKOHA30JIy OIS
JIIKyBaHHS OepMaTodiTil y giteid, GIyKOHA30JI He IepPeBUIlly€e rpu3eoyabBiH 3a
e(PeKTUBHICTIO i1 3arajlbHUU IOKA3HUK e(PEeKTUBHOCTLI cTaHOBUTH MeHIle 20 %. Tomy
(brykoHa305 He CJTIim 3aCTOCOBYBATH OJIsI JTiKyBaHHS gepMaTo@iTii.

Kpunmokoko3. [1oka3iB epeKTUBHOCTI (hIIyKOHA30Iy AJIS IiKyBaHHS KPUIITOKOKO3Y
IHIIKWX JIO0KaJsi3anii (Hanpukiiap JJereHeBOro KPUIITOKOKO3y Ta KPUIITOKOKO3Y LIKipH)
HEeOOCTaTHHO, TOMY PEKOMEHAllil 1100 OO30BOT0 PEeXUMY [JIs JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

I'nuboki eHOemiuHi miko3u. [Joka3iB epeKTUBHOCTI PIyKOHA30/Iy OJIS JTIKyBaHHS
iHIIMX (OopM eHOAeMiUYHNUX MiK03iB, TAaKUX SK ITIaPaKOKIIMIiOIHOMiK03, TiCTOI/Ia3M03 Ta
IIKipHO-TiM(paTUYHUN CIIOPOTPUX03, HEJOCTAaTHHO, TOMY peKOMeHOallii 00
I030BOT'0 PEXKUMY [OJIs JIIKyBaHHS TaKMX 3aXBOPIOBaHb HEMaAE.

Hupkoea cucmema. TTaniieETaM i3 mopymeHHIM QYHKIIM HUPOK IIpemnapart CIIif
3aCTOCOBYBaTHU 3 00epexkHicTio (OuB. po3main «Criocib 3acTOCyBaHHS Ta OO3U»).

Hedocmamuicmb HaOHuUpKosux 3a.s103. KeTOKOHa3071, sIK BiOMO, CIIPUYUHSIE
HeOOCTaTHICTh HAAHUPKOBUX 3aJ103, 1 I1e TaK0OXK MOXKe CTOCYyBaTUCs (PIIyKOHAa30Ily,
X04a CIIOCTepiraeTrscsa pinko. HemocTtaTHICTE HAAHMPKOBUX 3aJ103, 110 IOB’A3aHa 3
OOHOYACHUM JIiKyBaHHSM, OIKCaHa B PO3AuIi «Briinus ¢gpyKoHa30/1y Ha iHIII JTiIKapChKi
3acobu».

I'enamobiaiapHa cucmema. TlalieHTaMm i3 mopyuieHHSIM QYHKITiIM ITeYiHKY nperapaT
CIIii 3aCTOCOBYBATH 3 00epekHiCTI0. 3aCTOCyBaHHSA (hIIyKOHA30JTy acollifoBaocs 3
BHHUKHEHHSM DPiAKiCHUX BUMNAJKiB PO3BUTKY TSI2KKOI relaTOTOKCUYHOCTi, BKII04Yal04u
jleTalbHiI BUAAKHU, TOJIOBHUM YHMHOM Y IAIlIE€HTIB i3 TAXKKHUMU OCHOBHUMMU
3aXBOPIOBaHHSAMU. Y pa3i, KOJIU PO3BUTOK renaTOTOKCUYHOCTI acolLlitoBaBCA 13
3acTocyBaHHSIM (ps1ryKoHa3051y, He OyJ10 Bim3HaYeHOo ii SBHOI 3aJIe2KHOCTI Bifl 3arajabHOI
no00BOl 03U ITpemapaTy, TPUBAJIOCTI Teparril, cTaTi abo BikKy mailieHTa. 3a3Bu4an
reraTOTOKCUYHICTh, CIpUYMHEHa (PIyKoHa30J10M, 000POTHA, a il MPOsSBU 3HUKAIOTh
IicyIsi MPUIIMHEHHS Tepartil.

3a malljieHTaMy, y SSKUX IIPU 3aCTOCYBaHHI (DIIYKOHA30J1y CIIOCTEPIraloThCs BiOXUIIEHHS
pe3ynbTaTiB QyHKITIOHAIbHUX P00 IMeYiHKM, CJIi BCTAHOBUTH PETEJIbHUM HaTr IS
IIIOJI0 PO3BUTKY OiNIbII TSKKOTO YpaXkKeHHS MediHKU.



[NTamieHTiB ciig mpoiH@OpPMyBaTH PO CUMIITOMH, IO MOXKYTh CBIHUUTH IIPO CEPUO3HUU
BIUIMB Ha ITeYiHKY (BUpaxkeHa aCTeHisl, aHOPEKCisi, IMoCcTiliHa HymoTa, O/II0BaHHS Ta
KOBTSIHUIIS). Y TaKOMY pa3i 3aCTOCyBaHHSA (hIIyKOHA30JIy CIIiN HeraHO MPUINHUTYU Ta
IPOKOHCYJIbTYBaTHUCS 3 JIIKapeM.

Cepueso-cy0uHHa cucmema. [lesaki a30/u, Yy TOMYy YUCIIi ¥ PIIyKOHA30J1I, aCOLiI0I0ThCS
i3 momoBxkeHHAM iHTepBany QT Ha enekTpokapmiorpami. IToBigoMIsIIOoCs PO AyXKe
pioKicHI BUIagKu NomoBXKeHHA iHTepBany QT Ta mapokcu3mMaabHOl HIJTYHOYKOBOL
TaxiKapAil TUNY «OipyeT» IPU 3aCTOCYBaHHI IIpemapary. Taki HOBiHOMJIEHHS
CTOCYBAJIUCS TAIlIEHTIB i3 TAXKKUMHU 3aXBOPIOBAHHSIMU ITPU ITOENHAHHI OaraTbox
(pakTOpiB pU3HKKY, TaKUX SIK CTPYKTYPHI 3aXBOPIOBAHHS CepLis, MIOPYIIEHHSA
eJIEKTPOJIITHOTO OOMiHYy Ta OqHOYaCHe 3aCTOCyBaHHS iHIIINX JIiIKapChKUX 3aco0iB, 110
BIOIUBaIOTh Ha iHTepBan QT.

®1yKOHa30711 CiIifi 3 00epeKHICTIO 3aCTOCOBYBaTH MalliEHTaM i3 pU3UKOM PO3BUTKY
aputMmiii. OgHOYaCHe 3aCTOCYBaHHS pPa30oM i3 TiKapChbKUMM 3acobaMu, 110
MTPOJIOHTYIOTH iHTepBan QTc Ta MeTabomi3yl0ThCs 3a gormoMoroio pepmenty CYP3A4
nuToxpomy P450, mpoTunokasane. I'aso¢paHmpuH. 'anopaHTpUH € cybCcTpaTOM
depmenTy CYP3A4 i nmponourye inTepBan QTc npu 3acToCcyBaHHI Y peKOMEeHIOBaHUX
TepaneBTUYHUX A03ax. OQHOYaCHe 3aCTOCyBaHHSA rajo@aHTpuHy Ta QPIyKOHa30JIy He
PEKOMEHYETHCHA.

Iepmamonoeiuni peakuii. Ilig 4ac 3acTocyBaHHS (PJIYyKOHa30/Iy PiAKO ITOBIAOMIISIIIOCS
PO PO3BUTOK TaKUX eKCHOIiaTUBHUX IIKIPHUX peakiliii, SK CUHIPOM
CriBeHca-]I?KOHCOHa Ta TOKCUYHUH ellifepManbHui HeKpoii3. [lamientu 3i CHIom
OilIBIIT CXUJTBHI OO PO3BUTKY TSAXKKHUX IIKIPHUX Peakliii Mpu 3acCTOCYBaHHI OaraThbox
JIiKapchbKuX 3aco0iB. LKINO y malieHTa i3 moBepxHeBO IPUOKOBOIO iH(PEKITiEr0
3'SIBISIOTHCS BUCHUIIAHHS, III0 MOXKHA MOB’sI3aTH i3 3aCTOCYyBaHHAM (PIIyKOHA30ITy,
ropasiblile 3aCTOCYBaHHSA IIpenaparTy CIif NIPUIUHUTHU. fAKINOo y naliesTa 3
iHBa3MBHOIO/CUCTEMHOIO I'puOKOBOIO iH(pEKIIi€I0 3’ IBJISIOTHCS BUCUIIAHHS Ha IIKipi, 3a
MOTr0 CTaHOM HOTPiOHO PeTeNbHO CIIOCTEPIraTH, a y pa3i po3BUTKY OyJIbO3HUX
BHUCHUIIaHb a00 MyIbTH(GOPMHOI epUTEMU 3aCTOCYBaHHS (QIIYKOHA30JTy CJIif IPUITUHUTH.

I'inepuymaugicmy. Y pioKiCHUX BUlagKaX IIOBIOOMIISAIOCS IIPO PO3BUTOK
aHa(piTaKTUYHUX pPeakKIlii.

Llumoxpom P450. ®nykKoHa301 € MOTyKHUM iHribiTopoM pepmenTy CYP2C9 Ta
nomipHuM iHriditopom pepmenty CYP3A4. Takoxk ¢pIyKoHa30I € iHri6iTOpoM
dbepmenTy CYP2C19. Cnifg criocTepiratu 3a CTaHOM HaIli€HTIB, IKi OMHOYACHO
3aCTOCOBYIOTh (DIIYKOHA30JI Ta IpernapaTu 3 By3bKUM TepaleBTUYHUM BiKHOM, II10
MeTabomi3yrThes 3a yyacTio CYP2C9, CYP2C19 ta CYP3AA4.



TeppeHaduH. Criig peTenbHO CIIOCTEPIraTH 3a CTAaHOM MalliEHTa IIPHU OOHOYaCHOMY
3acTocyBaHHi TepdeHanuHy Ta ¢prykoHazony y go3i menie 400 mMr Ha gooy.

LlonomisicHi peyosuHu. [IpenapaTt MicTUuTh 1akTo3y. IlamieHTaM 3 pigKiCHUMU
CIIaIKOBUMH 3aXBOPIOBAHHSIMU, TAKUMH SIK HEIIEPEHOCUMICTD IaJIaKTO3H,
HeJIOCTAaTHICTh JlaKTa3u Jlara Ta ManbabCcopOIlis IIII0K03U-TalaKTO3H, He CIIif
3aCTOCOBYBATH 1€l Impemnapar.

3maTHiCTH BIUTHBATH Ha MIBHIKICTH peakiiii IpH KepyBaHHi aBTOTPaHCIIOPTOM
a0o0 iHIMMMHU MexaHiZMaMHu

Iocmim»xeHb BITUBY (hJIYKOHA30JIy Ha 30aTHICTh KePyBaTH aBTOTPAHCIIOPTOM abo
IpaloBaTy 3 IHIIMMU MeXaHi3MaMU He ITPOBOOUIIN.

[NamieHTiB ciig mpoiHgopMyBaTH ITPO MOXKJIMBICTh PO3BUTKY 3allaMOpPOYeHHsS abo
CYZOM IIif Yac 3aCTOCOBYBaHHS (PIIyKOHA30Jy. [Ipy PO3BUTKY TaKUX CUMIITOMIB HeE
PEKOMEHYETHCS KEPyBaTH aBTOTPAaHCIIOPTOM abo ITpallfoBaTy 3 iHIIUMU
MeXaHi3MaMHu.

3acTocyBaHHsA y nepioa BariTHoCTi a00 rogmyBaHHsI IPyIaio

BaritHicTb.

OOcepBalliliHi JOCHiAXKEHHSA TPOAEMOHCTPYBaJIM MiABUILEHNN PU3KUK CIIOHTAHHOTO
abopTy y XKiHOK, siKi oTpuMyBanu (GhJIyKOHA30JI IPOTATOM IIEPIIOTO0 TPUMECTPY
BaTriTHOCTI.

[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 ¢piaykoHas3oiy (400-800 mMr/mo0y) mpoTaroM IpruHaAWMHI TPhOX
a60 OimbIrle MiCSIIIiB OIS TiKyBaHHS KOKIIMAIOIA03y. 3B’ 30K MiXK 3aCTOCYBaHHSIM
(pr1ykoHa305/y Ta MUMHU BUIIafKaMU He BU3HAUYEHUU.

ITocnigXeHHs Ha TBapUHaX IPOLeMOHCTPYBaJId PENPONYKTUBHY TOKCUYHICTS.

He cnig 3acTocoByBaTH 3BUYalHi 403U (PIIyKOHA30Jly Ta KOPOTKOTPUBAIIi KypCcH
JIiIKyBaHHS (PJIyKOHA30JIOM Y IIePiof BariTHOCTI, 3a BUHATKOM HaraJibHOI IOTPeOH.

He crig 3acTocoByBaTH BHCOKi A03U (pJIyKOHA30/Iy Ta/ab0 TpUBaJl KypCH JTiKyBaHHS
(r1yKOHa30JI0M y IIepiof BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(EKIIiH, 110
IIOTEHIINHO 3arPOXKYIOTh XKUTTIO.

'pyoHe BUTOOOBYBAHHS.




®1yKOHA30J1 BUSABISIETHCS B TPYAHOMY MOJIOII B KOHIIEHTPALisIX, 6/TU3bKUX [0
[1JIa3MOBUX, TOMY MOr0 IpU3HAYEHHSA XKiHKaM y Iepiof jTaKTallil He peKOMEHOYETHCH.
['pyoHe BUTrOmOBYBaHHS MOIKJIMBE IIiCJIA OQHOPA30BOTI0 3aCTOCYBaHHS CTaHOAPTHOL
no3u ¢pnykoHasomny 200 mr abo meHmol. ['pygHe BUTOJOBYBaHHS HEe PEKOMEHOYETHCS
mpu 6araTopa30BOMY 3aCTOCyBaHHiI ab0 3aCTOCyBaHHiI BUCOKMX 03 (PJIyKOHA30Iy.

QOepPTUIBHICTS.

[ocmiaKeHHs Ha TBapyHAaX Y0JIOBiYOl Ta XKIHOYO01 CTaTi He IPOOEMOHCTPYBau BIJIUBY
(pnykoHazony Ha GepTUTBLHICTE.

Cmocid 3acTocyBaHHs Ta I03H

Kancynu cnig KkoBTatu minumu. [IpuiioM npenapaTy He 3aJeKUTh Biff IPUKXOMY 1XKi.
Ilopocai.

[IpemapaT 3aCTOCOBYIOTH IepopaibHO y 7031 150 Mr omHOpa3o0Bo.

ITauieHmu AiMHBLO20 BIK).

[Tpu BigCyTHOCTi O3HaK MOPYIIeHHS QPYyHKIIiM HUPOK OJIs JTiKyBaHHS HaHOI KaTeropil
Mali€eHTiB 3aCTOCOBYIOTh 3BUUYAUHY 03V, K OJI JOPOCIIHUX.

INopyweHHsa ¢pyHKUIU HUPOK.

®yKoHa30JI BUBOOQUTHCSA B OCHOBHOMY 3 Ceuel0 Y He3MiHeHoMY Burisangi. [lpu
pPa30BOMY 3aCTOCYBaHHI IpenapaTy KOPUT'yBaTHU A03y AaHiM KaTeropil maljieHTiB He
moTpibHO.

ITopyweHHA pYHKUIU neviHKU.

®yKoHA30I1 CJIif 3aCTOCOBYBaTH 3 00EPEXKHICTIO IalliEHTaM i3 ITOPYyIIeHHAMHA
(byHKIiN TediHKY, OCKiIbKY iH(pOpMallil OO0 3aCTOCYBaHHS (PIIyKOHA30Iy Lii
KaTeropil malieHTiB HeJOCTaTHLO.

itk

EdekTuBHiCTE Ta Oe3meKa 3aCTOCYBaHHS IpelaparTy AJid JiKyBaHHS TeHiTalbHUX
KaHOWOO03iB y OiTel He BCTAaHOBJIEHI, He3BaXKal04YM Ha BUYEPIIHI JaHi II0g0
3aCTOCYBaHHS IIpemapary miTsaM. fAKIo icHye HarajnbHa moTpeba 3acTOCyBaHHS
npenaparty migniTkam (Bikom Bim 12 go 17 pokiB), Ciii 3aCTOCOBYBATH 3BUYaAWHI J0O3U
OIS JOPOCIIUX.

Ilepeno3yBaHHA



OTpuMaHO MMOBIZOMJIEHHS PO Nepeno3yBaHHS (PIyKOHa30JI0M; OOHOYACHO
MMOBIHOMIISIJIOCS IIPO TralI0OKHALIl Ta mapaHolfgalbHy HOBEOIHKY.

[Tpu mepemo3yBaHHi HEOOXiAHO MPOBECTH CUMIITOMATUYHY MiATPUMYIOYY Tepariio Ta y
pa3i HeoOXigHOCTI TPOMUTH IIIITYHOK.

®1yKOHa30J1 3HAaYHOI0 MipOI0 €KCKPETYETHCA 3 cedero; GopCcoBaHuUM Oiype3 MoXKe
IIPUCKOPUTU BUBEOEHHA npenapaTry. CeaHcC remopianidy TPUBaIiCTIO 3 TOOUHU 3HUXKYE
piBeHb QIIYKOHA30Jy Y mia3Mi KpoBi mpubnausuo Ha 50 %.

IToOiuHi peakmii

Hamtuacrimmumu nmobivaumMu peakiismu (> 1/10) € romoBuu 6inp, 6inb y 4epeBHil
IMOPOKHUHI, miapesi, HygoTa, OJII0BaHHS, BUCUIIAHHSI, ITiTBUIIIEHHS PiBHS
anaHiHaMmiHOTpaHCcpepasu (AJIT), acnapratamiroTpanchepasu (ACT) Ta nyKHOI1
docdaTasu KpoBi.

II715 OLiIHKY YaCTOTH BUHUKHEHHS ITOOIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy
Knacugikatito: gyxke dacto (> 1/10), gacto (> 1/100i < 1/10), HegacTto (> 1/10001i <
1/100), pigxo (> 1/10000 i < 1/1000), nyxe pigko (< 1/10000), Ta yacToTa HeBimoOMa
(HeMOZKJIMBO OILIIHUTHU Ha HiCcTaBi HAABHUX JAaHUX).

Po3saadu 3 60Ky cucmemu Kposi ma aimgpamuyuHoi cucmemu.
Heuacto: anemis.

Pigko: arpaHy/nouuTO3, TIEUKOIIEHisI, HEUTPOIIEHisI, TDOMOOIIUTOIIEHIs.

Poznadu 3 60Ky iMyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaiuHi ma animeHmapHi po3aadu.
HeyacTo: 3HMKEHHS alleTUTy.

Pigko: rinepTpuriinepunemis, rinepxojieCTepuHeMis, rirnokamiemis.



ITcuxiyHi nopyweHHA.

HeuacTo: 6€3COHHS, COHJIUBICTE.

Po3saadu 3 60Ky Hepeosoi cucmemu.
YacTo: TomoBHUM Oifb.
HeuacTo: cygomMu, 3amaMOpPOY€eHHS, ITapecTe3il, MOpyIIeHHSI CMaKy.

Pigko: Tpemop.

Po3zsnadu 3 60Ky opaaHie cayxy ma eecmubyisipHO20 anapamy.

HeuacTo: BepTuro.

Po3znadu 3 60Ky cepus.

Pinko: mapokcu3MasibHa IIUIYHOYKOBA TaXiKapis TUILY «IIipyeT», HOLOBXKEHHS
inTepBany QT.

Po3aadu 3 60Ky WaAyHKOBO-KUWKOB020 MpPAKmy.
YacTo: 6inb y UepeBHiM MOPOXKHUHI, miapes, HygoTa, OI0BaHHS.

HeuacTo: 3amop, OUCIIencisa, MeTeopu3M, CyXiCTh Y POTi.

I'enamobiaiapHi po3aadu.

YacTo: migBuIlleHHS pPiBHS alaHiHaMiHoTpaHcdepa3u (AJIT),
acriaptataminoTpaHcdepasu (ACT), myxkHol pocdaTas3n.

HeuacTo: xonecTas, XKOBTSHUILISA, MiABUIIeHHS PiBHSA Oinipy6iny.

Pigko: me4diHKOBa HEOOCTaATHICTD, renaTOLEIIISAPHUN HEKPO3, TelIaTUuTH,
rernaToLesoIsapHe YpaXKeHHs.



Po3nadu 3 60Ky wKipu ma niOwkipHOi MKaHUHU.
YacTo: BUCUIIaHHA.

HeuacTo: cBepbixk, MeAUKaAaMEHTO3HUM JIepPMaTUT, BKII04Yaouu (hiKCOBaHUMU
MeOUKaMEeHTO3HHUHM JepMaTUT, KPOIIMB THKA, HigBUIlleHEe IIOTOBUOiIIeHHA. PigKo:
TOKCUYHUUN eIlligepMajlbHUM HEKpoii3, cuHgpoM CriBeHca—[[?KOHCOHa, TOCTpUU
reHepasi3oBaHUU €K3aHTEeMaTO3HUH IIyCTYIb03, eKCHOTiaTUBHUUA IEePMaTHT,
aHTiOHEBPOTUYHUM HaAOPAK, HAOPSAK 0OIUYYS, aJloellis.

Po3sadu 3 60Ky 0nOpHO-pPYyX08020 anapamy ma Cnoay4HOi mKaHuHU.

HeuacTo: Mianrig.

3azanvHi po3aadu.

HeuacTo: migBuilleHa BTOMJIIOBaHICTh, He3QyKaHHSA, aCTeHis, rapsidka.

Himu.

YacTtoTa Ta xapakTep MoOiYHUX peaklliil i BiIiXueHb Bill HOPMU Pe3yJIbTaTiB
sabopaTOPHUX aHalli3iB y X0l KITiHIYHUX OOCIiIXKeHb (PIIyKOHAa30/y 3 y4acTio OiTel
CIIiBCTaBHI 3 TAKUMH Y OOPOCIIUX.

TepMiH NpUIATHOCTI
4 pokKu.
YMoBHu 30epiranus

30epiraTu mpu Temmnepartypi He Buile 25 °C B OpUTiHaIbHIN YIIaKOBIIi B HEOCTYITHOMY
IJIsT giTel Miclii.

VYnakoBka
ITo 1 xarmcymi y 6ictepi; mo 1 6iricTepy B KapTOHHiNM KOPOOITi.

KaTeropist Bignycky



Be3s perenta.
BupooHuK
Mepokewmi JIT]I (LHentpansauil 3aBon)/Medochemie LTD (Central Factory).

Micie3Haxo/dKeHHsI BHPOOHHKA Ta HOro aJgpeca MicCIisi IpoBaJaXKeHHsI
IisITHLHOCTI

1-10 Byn. Koucrauntunynonec, Jlimaccosn, 3011, Kinp/

1-10 Constantinoupoleos Street, Limassol, 3011, Cyprus.
[Ixepesno iHCTPYyKIil

[HCTpYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiHOTO mKepesia — [lepKaBHOTO PEECTPY

JIiIKapChKHX 3aco0iB YKpaiHu.



http://www.drlz.com.ua/
http://www.drlz.com.ua/

