Ckian

Oitoua pevuosuHda: GIyKOHA30I;
1 kanicyna mictuthk 150 Mr priykoHasony;

OONOMIJCHI peuoB8uHU: JTaKTO3a, MOHOTIApaT; KpOoXMalb KyKyPyA3sSHUU; KPEMHIIO
OiOKCHU[ KOJIOImMHUYM O0e3BOOHUIM; MarHilo cTeapaT; HaTPiio Jaypuscynabdar.

JIikapcbKa ¢dpopMma

Karmcynu.

OcHOBHI (pi3uKo-xiMiuHI 81acmu8ocmi: Tony00ro/romy60oro KOnbopy TBEPHi
JKeJIaTUHOBI IBOCTYJIKOBI Karicynu po3Mipy 1 3 nanucom «RANBAXY» yopHUM
Xap4yoBUM YOPHUJIOM Ha KPUIEYIli Ta KOPIYCi KAllCyJiy, KalCyJIu MICTATh IOPOIIOK
6inoro abo Maiike 6ilIOTO KOJILOPY.

®dapMaKoTepalneBTHYHA Irpyna

[TpoTurpubKoBi 3acobu AJIsT CUCTEMHOT0 3acToCcyBaHH:A. [ToximHi Tpuasony. Kog ATX
JO2A CO1.

dapMakogHHaMiKa

MexaHism 0ii

®J1yKOHa30J1, TPOTUTPUOKOBUM 3acib Kjlacy TPHUa30JliB - MOTYKHUM Ta CEIeKTUBHUU
iHribiTop rpubKoBUX (pepMeHTIB, HEOOXiTHUX IOJI CUHTE3y eprocTepoly. [lepBUHHUM
MeXaHi3MOM Horo [fil € mpurHidveHHs rpubkoBoro 14 anbda-1aHoCTEpPOII-
OeMeTUIII0OBaHHs, OIIOCEPeaKOBaHOr o IuToXpomMom P450, 1110 € HEBig eMHUM eTarioM
O6iocuHTE3y rpubKOBOT0 eprocrepony. AKymynsailia 14 anbga-MeTUI-CTEPOJIiB KOPETIOE
3 IIOAaIbIIIOI0 BTPATOI0 €ProcTepoily MeMOpaHoio T'PUOKOBO] KIIITUHU Ta MOXKe
BimIOBigaTH 3a NPOTUTPUOKOBY aKTUBHICTH (IIYKOHA3051y. OIIYKOHA30JI € OiIbII
CEeJIeKTUBHUM [0 rpuOKOBUX (hepMeHTiB ruToxpoMy P450, HixK [0 pi3HUX cuUCTEM
pepmenTis nutoxpomy P450 ccaBiiB.

3acTtocyBaHHS (GIyKOHa301y y mo3i 50 Mr Ha goOy npoTsarom 28 OHiB He BIIJIMBA€E Ha
piBEHb TECTOCTEPOHY Yy MJIa3Mi KPOBi y YOIOBiKiB ab0 Ha piBeHb €HJOT€HHUX CTEPOIMiB
y XKIiHOK pPenpoayKTUBHOTO Biky. ®nykoHa3on y mo3i 200 - 400 Mr Ha moby He
MIPOSIBNSIE KITIHIYHO 3HAYYIIOT0 BIJIMBY Ha PiBeHb €HOOTEHHUX CTEPOoiniB abo Ha
BigmoBige Ha ctumynanito AKTT y 3mopoBux moOpOBOIBIIIB YOJIOBIYOI CTATi.



[ocmiaKeHHs B3aEMO[il 3 aHTUIIPUHOM IIPOJAEMOHCTPYBAJIO, III0 3aCTOCyBaHHS 50 Mr
dbnykoHazony pasoBo abo 6araTopa3oBO He BIIJINBAE HAa MeTabO0JIi3M aHTUITIPUHY.

Yymauegicmo in vitro

®nykoHa3o01 in vitro meMoHCTPy€ NPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUiB Candida,
III0 3yCcTpivalThCcsa HadacrTime (Bkmodaiouu C.albicans, C.parapsilosis, C.tropicalis).
C.glabrata meMoHCTpy€ WUPOKUYU Oialla30H YyTIUBOCTI 0 (pJIyKOHA30Iy, TOOL K
C.krusei 0o HBOTO pe3UCTEHTHA.

Takoxk (IyKOHaA3071 in vitro JeMOHCTPY€E aKTUBHICTE AK npotu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TpoTu eHOeMiYHUX IIIiCHIBUX rpubiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum Ta
Paracoccidioides brasiliensis.

MexaHi3zm pe3ucmeHmHocmi

Mikpooprasnidamu pony Candida feMOHCTPYIOTh YHCEJIbHI MEeXaHi3MU PE3UCTEHTHOCTI
00 a30JIbHUX IIPOTUTPUOKOBUX 3ac06iB. ®IyKOHA30J1 AEMOHCTPYE BUCOKY MiHiMalIbHY
iHribyro4y KOHIIEHTpAallil0 IPOTHU IITaMiB rpubiB, siKi MaloTh OOUH abo OinbIle
MexXaHi3MiB pe3uCTEeHTHOCTI, 110 HeraTUBHO BIIJIMBa€ Ha e(peKTUBHICTE in vivo Ta B
KIiHiYHIN npakTuili. [ToBimoMsanocs mpo BuNagKu po3BUTKY cynepiHdekiril Candida
spp., inmuMu, Hixk C. Albicans, BugaMu, 110 4aCTO € HEUYTJIUBUMHU O0 QIYKOHA30ITY
(manmpuknazn Candida krusei). [171s1 JTiKyBaHHSI TaKKMX BUIIQJKiB CJIil 3aCTOCOByBaTHU
arnbTepPHATUBHI NPOTUTPUOKOBI 3aco0u.

dapMaKOKiHeTHKaA

dapMaKOKiHETUYHI BIaCTUBOCTI PIIyKOHA30J1y € NMOAIOHUMHU ITPU BHYTPIITHEOBEHHOMY
1 IepopaJibHOMY 3aCTOCYBaHHi.

Abcopbuis

®dnykoHa30m1 mobpe BCMOKTYETHCS MIPHU IIePOPaIbHOMY 3aCTOCYBaHHi, a piBeHb
Impernapary y Ijla3Mi KpoBi i cucTeMHa 0iogoCTyIIHICTh epeBUIllyioTh 90 % piBHSA
(bnykoHa30my y mjaa3Mi KPOBi, 10 OCSATAETLCA IPU BHYTPIIITHROBEHHOMY BBEOEHHI
npenapaty. OgHOYacHe BXKHWBaHHS 1Ki He BIIJIMBA€ Ha BCMOKTYBaHHS IpemnaparTy IIpu
UOTo0 mepopasibHOMY 3acTOCyBaHHI. [IikoBa KOHIIEHTpallis y Ijla3Mi KPOBi JOCATAETHCSI
yepes 0,5-1,5 roguHu micas npunoMmy npemnapary. KoHIleHTpallisa npemnapaTty y Ijia3Mmi
KPOBI IMpomopIiiiHa A0 Jo3u. PiBHOBaXKHa KOHIIeHTpallisa Ha piBHi 90 % mocsAraeTbcs Ha
OPYTUU [eHb JTiKyBaHHS IIPW 3aCTOCYBaHHI y IIepPIINY OeHb HaBaHTaXyBaJIbHOI JO3H,
III0 BABiYi IMepeBUIye 3BUYANHY MOO0OBY H03Y.

Po3noodin



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

®dnykoHa3on mobpe MPOHUKAE B YCi MOCHiIXKyBaHi piguHu opraHiamy. PiBeHb
(¢rykoHa305y y CIMHI Ta MOKPOTHHHI € MOAiIOHUM 10 KOHIIEHTpallil mpenapary y
IJ1a3Mi KpoBi. Y malli€eHTiB, XBOPUX Ha 'PUOKOBUM MEHIHTIT, piBeHb (QIIYKOHA30Iy y
CIIMHHOMO3KOBil piguHi mocsirae 80 % KOHIIeHTpallil y IjIa3Mi KPOBI.

Bucoki KoHIleHTpallil GpIyKOHa30/y y IIKipi, 10 IIePEeBUINYIOTh CUPOBATKOBI,
OOCSATal0ThCs Yy POrOBOMY Illapi, emigepMici, gepMi Ta moti. ®1yKoHa30751
HaAKOIIMYYETHCS Y poroBomy Iapi. [Ipu 3acTocyBaHHi go3u 50 Mr 1 pa3 Ha mo0y
KOHIIeHTpallisa (pIyKoHa3o0iy mmiciasd 12 gHiB niKyBaHHS CTaHOBHUIJIA 73 MKT/T, a yepe3 7
OHIB IIiCJIs 3aBepIleHHS JIIKyBaHHS KOHIIEHTpAllis Bce 1e cTaHoBuia 5,8 MkKr/r. Ilpu
3actocyBaHHi go3u 150 Mmr 1 pa3 Ha TUXKOEHb KOHIEeHTpaLisa GpJIyKOoHa30J/Iy Ha

7-U OeHb JIIKyBaHHS CTaHOBUJA 23,4 MKI/T; yepe3 7 OHIB ITiCJIg 3aCTOCYBaHHSA
HaCTyIOHOI J03U KOHIIEHTpallis BCe IIle cTaHOBUNa 7,1 MKI/T.

KonneHnTpanisa ¢GpiaykKoHa30/y B HIrtax micnasa 4 MmicaniB 3actocyBanHsa 150 mr 1 pa3s Ha
TUXKOEeHb cTaHOBUA 4,05 MKT/T Yy 3m0poBUX AO0OPOBOBIIB Ta 1,8 MKr/T ipu
3aXBOPIOBaHHSIX HIrTiB; (pJIyKOHa30J1 BU3Ha4YaBCs y 3pa3Kax HirTiB yepe3 6 MicsIIiB
IIiCJIs 3aBEPILIEHHS Teparril.

BbiompaHcpopmauisn

®dnykoHa3on MeTaboi3yeThCsI HE3HAUHOIO Mipoto. [Ipu BBeOeHHi 103U, MideHo1
pamioakTUBHUMU i3oTonamu, nuine 11 % ¢paykKoHa3071y eKCKPETYETHCS 3 CEUYEl0 Y
3MiHeHOMY BUrnsfi. ®IyKoHa30JI € CeIeKTUBHUM iHTiOiTOpoM i3odepmenTiB CYP2C9
Ta CYP3A4, a Takox inriéitopom izopepmenty CYP2C19.

BuseoeHHs

[Nepion HamiBBUBeOeHHS QIYKOHA30JIy 3 IJIa3MM KPOBi CTAHOBUTH OJIM3BKO

30 roguH. Binbila yacTuHa npernapaTy BUBOOUTLCS HUPKaMu, mpudomy 80 % BBemeHO1
003U BUSBIISIETHCS y Cedi B He3MiHeHOMY cTaHi. KiipeHc ¢p1yKoHa30/1y IpPOIOpPLiMHAK
[0 KJIipeHCy KpeaTuHiHy. LITupKym004nux MeTabo0IiTiB He BUSBIIEHO.

TpuBanuy nepion HaliBBUBEOEHH IIpenapaTy 3 IJla3MU KPOBi Ja€ MOXKJIUBICTh
Pa30BOro 3aCTOCYBaHHA IIpellapaTy IpU BariHaJIbHOMY KaHOXWO031, a TaK0XK
3aCToOCyBaHH4 Ipenapaty 1 pa3 Ha TUXKOEeHb IPU IHIINX IOKa3aHHAX.

Hupkosa HeOdocmamHicmb

Y nanieHTiB 3 HUPKOBOIO HEJOCTATHICTIO TSI2KKOT0O CTyHeHs (IIBUAKICTh KITyOO4YKOBOI1
dinbTpanii <20 M/XB) niepion HamiBBUBeOeHHS 30inbinyeThcsa 3 30 roguH o 98 roguH.



Tomy 11i#t KaTeropii marieHTiB He0OXimHO 3MEHIITUTH T03Y QIYKOHa3051y. OIIYKOHA30II
BUOAJISIETHCSA IIJIIXOM I'eMOofiai3dy, Ta MEHIIIOK MipOIo - HIJIIXOM
IHTparnepuTOHeaIbHOT 0 aianidy. CeaHc remMofiani3dy TPUBaIIiCTIO 3 TOOUHU 3HUXKYE
piBeHb QIIYKOHA30J1y y ma3Mi KpoBi mpubmau3Ho Ha 50 %.

ITauieHmu AiMHBLO20 BIKY

3MiHM (papMaKOKIHETHKHU Y IAlli€EHTIB IiTHHOTO BiKy 3ajeaTh Biff TapaMeTpiB
(pyHKIiN HUPOK.

IToxka3aHHA

e ['ocTpuit BariHanbHUY KaHOUO03, KOJIX MiCIleBa Tepallisd He € OOLIiIbHOIO.
e Kanmupo3Huuit 6ailaHiT, KOJIM MiclleBa Tepallisi He € [OIiIbHOIO.

HpOTHHOKa3aHHﬂ

e IimepuyTnuBIiCTb OO QIYKOHA30JIy, iHIIIUX a30JIbHUX CIIOJIYK ab0 mo OyOb-sKol 3
OOIIOMIXKHUX PEYOBUH IIpernapary.

e OgHOYacHe 3acToCyBaHHA (QIIYKOHA30Jy Ta TepheHaguHy naljieHTaM, SKi
3aCTOCOBYIOTh (ps1yKOHa301 6araTopa3oBo y mo3ax 400 mr/moby Ta Builie (3rimHo 3
pe3yJbTaTaMU OOCIiIXKEeHHS B3a€EMOZil 6araTopa3oBOro 3aCTOCYBaHHS).

e OmHOYaCHe 3aCTOCyBaHHSA (PIIYKOHA30Jly Ta iHIIMX JIiIKapChKUX 3aco06iB, 1110
momoBXKYyIOTh iHTepBan QT Ta MeTabo0i3yIOTHCS 3a MOMOMOT0I0 (EPMEHTY
CYP2A4 (manpukiapn nu3anpuay, acTeMi3oy, IiMO3uAy, XiHiguHy Ta
€PUTPOMILIUHY).

B3aemogisi 3 iHINIMMH JTiKapChbKHMH 3aC00aMH Ta iHIIIi BHOH B3a€EMoOIin

[TpoTunoka3saHoO CyMiCHe 3aCTOCyBaHHSA (PIIYKOHA30JIy Ta HUK4Ye3a3HadyeHUX
JIiKapCchKUX 3aco0iB.

L[uzanpud: OBigOMJISIJIOCS ITPO PO3BUTOK IMOOIYHUX peakxliiti 3 600Ky CepIisi, y TOMY
YUCJIl IPO IIapOKCU3MaJIbHY IIJIYHOYKOBY TaXiKaphilo TULY «IIipyeT» y HallieHTiB, AKi
OOHOYAaCHO 3aCTOCOBYBanIu (QIyYKOHA30JI Ta mu3anpua. OgHodacHe 3actocyBaHHsga 200
Mr ¢pyKoHa30sy 1 pa3 Ha goby Ta 20 Mr musanpuny 4 pa3u Ha 4oOy MPU3BOAUIIO [0
3HAYHOI'O MIiABUINIEHHSA PiBHSA IU3anpuay y Ijla3Mi KPOBi Ta [0 IIOOOBXEHHS IHTepBaly
QT. OgHOYacHe 3acToCyBaHHSI (QIIYKOHA30J1y Ta U3alpUAy IIPOTUIIOKa3aHe (OUuB.
po3ain «IIpoTunoka3zaHHa»).

TepeHnaOuH: yepe3 BUIIAAKU PO3BUTKY TSXKKUX CEPLEBUX apUTMil, COPUYMNHEHUX
rmomoBKeHHsIM iHTepBany QTc, nmaiieHTaM, sIKi 3aCTOCOBYIOTh a30JIbHI ITPOTUTPUOKOBI
JIiKapchKi 3aco0u OmHOYACHO 3 TepdeHanuHoM. [Ipu 3acTocyBaHHi GpIIyKOHA30MIy V



no3i 200 mr Ha moOy He OyJi0 BUSBIEHO NOmoBXKeHH iHTepBany QTc. ITpu
3acTocyBaHHi piykoHa3omy y mo3ax 400 mr ta 800 Mr Ha goOy MPoOOeMOHCTPYBaAIo,
III0 3aCTOCYBaHHS (prykoHazony y go3ax 400 mr Ha moOy abo BUllle 3HAYHO ITiIBUIITYE
piBeHb TepdheHaOuHy y IJIa3Mi KPOBi IIPU OOHOYACHOMY 3aCTOCYBaHHI IIUX IIpenaparis.
CymMicHe 3acTocyBaHHS (pryKoHa30my y go3ax 400 mr abo Buille 3 TepdpeHaguHOM
IpoTHUIOKa3aHe (OuB. po3min «IIpotunokalaHHsa»). [Ipu 3acTocyBaHHi (JIyKOHA30/Iy Y
no3ax Huxk4e 400 Mr Ha 7oOy ogHOYAcCHO 3 TepheHaanHOM CJIi TPOBOOUTHU
peTenbHUM MOHITOPUHI CTaHYy Halli€eHTa.

Acmemi3oa: CyMiCHe 3aCTOCyBaHHSA (pJIYyKOHA30J/Iy Ta aCTEMi30JIy MOXKe 3MEHIIUTHU
KJlipeHc acTteMizoiny. COpuYMHEHE IIUM ITiABUILEHHS KOHIIEHTPallil acTeMi30ny y
IJ1a3Mi KpOBi MOXKe IIPU3BECTU A0 NOoA0oBXKeHHs iHTepBany QT Ta y piakicHUX
BUIIafKaX - 00 NapOKCU3MaJIbHOI IITYHOYKOBOI TaxXiKapAil Tumy «mipyeT». OgHO4YacHe
3aCcTOCyBaHHS (PJIyKOHa30JIy Ta aCTeMi30JIy IPOTUIIOKa3aHe.

ITimo3ud ma xiHiOuH: CyMiCcHe 3aCTOCyBaHHS (hJIyKOHA30JIy Ta niMo3upgy abo XiHiguHy
MO2Ke ITPU3BOOUTHU 0 NPUTHiIYEeHHS MeTaboniaMy niMo3unay abo XiHimuHy.
[TigBuLIeHHS KOHIeHTpallil ImiMo3uny abo XiHiguHy y Ia1a3Mi KPOBi MOXKe CIIPUYHUHSATHU
nonoBxkeHHd iHTepBany QT Ta y pigKiCHUX BUIIafKaxX IPU3BOAUTU OO0 PO3BUTKY
MapoOKCHU3MaJIbHOI IIUTYHOYKOBOI TaXikKapAil TUIy «moipyeT». OgHOYaCHe 3aCTOCYBaHHA
dbnykoHazony Ta niMmo3uny abo XiHimUHY ITPOTUIIOKAa3aHe.

EpumpomiyuH: ogHOYaCHE 3aCTOCYBaHHS €PUTPOMIIIMHY Ta (GIYKOHA30JIy IIOTEHIIINHO
MOZKe IIPU3BOOUTH [0 MIABUILEHHSA PU3UKY PO3BUTKY KapOlOTOKCUYHOCTI
(momoBxxeHH4 iHTepBany QT, mapokcu3MasbHa IIJIYHOYKOBA TaXiKaphis TUILY
«IipyeT») Ta, K HaCJigoK, 00 PalTOBOI0 CEPIIEBOT0 JIeTaJIbHOIO HACJIiOKY.
3acTocyBaHHsI KOMOiHalIlil JaHUX JTiKapChKUX 3aCc00iB IPOTUIIOKa3aHe.

AMio0apoH: ogHOYacCHe 3aCTOCyBaHHSA (IIYKOHA30JIy 3 aMiOJapOHOM MOIKe IIPU3BECTH
00 NpurHideHHs MeTaboi3My amiomapoHy. CnocTepiraBcs 3B’sI30K MixK
3aCTOCyBaHHSM aMiofjapOHy Ta MOAOBXKeHHAM iHTepBany QT. OgHo4dacHe
3acTocyBaHHS (PJIyKOHA30Jly Ta aMiogapoHy IIPOTUIIOKa3aHe (OUB. PO3Tin
«IIpoTUioKa3aHHSI»).

He pekoMeHOy€eThCS OOHOYACHE 3aCTOCYBaHHS (QJIYKOHA30JTy Ta HUXKYe3a3HaYeHUX
JIiIKapChbKUX 3aC00iB.

I'anogpaHmpuH: pnyKoHA30/1 MOXKE COPUYMHUTHU HiTBUIIIEHHS KOHIIEHTpPAIlil
rajgoaHTPUHY Yy IJIa3Mi KPOBi 3a paxyHOK npurHideHnusa CYP3A4. OgHodacHe
3aCTOCYBaHHS LIMX JIiIKAPChKMX 3aCO0iB MOTEHIIMHO MOKe IPU3BOOUTH A0 IiABUILEHHS
PU3UKY PO3BUTKY KapOiOTOKCUYHOCTI (1TomoBxkeHHd iHTepBany QT, mapokcu3MarbHa
IIJTYyHOYKOBA TaxiKaphis TUNY «IIipyeT») Ta, SK HaCJIAOK, OO pPalTOBOTO CEPIEBOTO
JIeTaabHOT0 Hacaigky. Ciig YyHUKATHU 3aCTOCYBaHHS KOMOiHaIlil JaHUX TiKapChKUX



3aco0is.

CywmicHe 3acToCcyBaHHS (PIIyKOHA30JIy Ta HUXKYe3a3HaUYeHUX TiKapChKUX 3aco0iB
BUMara€ 00epeKHOCTi Ta KOPUTYBAHHS HO3MU.

BoyuB iHIIMX JTiKapchbKuX 3ac00iB Ha MIIYKOHA30II

[TepopanbHe 3acTOCYBaHHSA (PJIyKOHA30/Iy OJHOYACHO i3 BXKUBAHHSAM 1Ki, IPUHAOMOM
IIMMETUONHY, aHTalluOiB abo momaabIInM OIMPOMiHEHHSIM yChOTO Tijlla [OJIs mepecamkKu
KiCTKOBOT'O MO3KY He Ma€ KJIiHiYHO 3Ha4yIIIOTo BOJIUBY Ha abcopOirito GrykoHa30ITy.

PugamniyuH: omgHOYaACHE 3aCTOCYBaHHS (PIyKOHA30J/1y Ta pudaMIIiliuHy IPU3BOOUIIO
no 3uuxkeHHs AUC Ha 25 % Ta CKOpoYyBaJio nepion HaniBBUBEOeHHSA (DIIYKOHA30JIy Ha
20 %. TomMy Oyis mali€eHTiB, Ki 3aCTOCOBYIOTh PUMAaMIIILINH, CJIi PO3TISHYTHU
OOILIMbHICTh HMiABUIIIEHHS O03U (HJIIyKOHA30IIy.

I'iOpoxsopomia3ul: y gocnigKeHHi (hapMaKOKIiHETUYHOl B3a€EMOZil OMHOYaCHE
OaraToKpaTHe 3aCTOCYBaHHS TigpOXJI0POTia3uay y 3mOPOBUX JOOPOBOJIBIIIB, IKi
oTpuMyBanu (GIYKOHA30JI, HigBUIIYBaJi0 KOHIIEHTPpaIlilo (GJIyKOHa30/y y Ija3Mi KpoBi
Ha 40 %. Taki mapamMeTpu B3aEMO/Iil He BUMaralTh 3MiH y peKUMi JO3yBaHHS
(brykoHa305y OIS Mali€eHTiB, SIKi OJHOYaCHO OTPUMYIOTh CEYOTiHHI 3aco0u.

BonauB dnykKoHa30sy Ha iHIIL JiKapchKi 3acobu

@ AYyKOHA301 € NOMYHCHUM iH2i6imopom i3opepmenmy 2C9 uumoxpomy P450 (CYP)
ma nomipHum iHz2ibimopom CYP3A4. Takox ¢nykoHa3on € iuriditopom CYP2C19.
OkpiM criocTepexyBaHUX/ JOKyMEHTAJIbHO IMiATBEPAXKEeHUX B3a€EMOMIN, 1110 OIIUCaHI
HUXK4Ye, IIPU OOJHOYAaCHOMY 3aCTOCYBaHHI 3 (JIYKOHA30JI0M iCHY€E PU3UK ITiOABUIIEHHS Y
IJ1a3Mi KpOBi KOHIIEHTPalliMl iHIINX CHONyK, 110 MmeTabonidyiotbcss CYP2C9 ta CYP3A4.
Tomy 3acTocoByBaTH TakKi KoMOiHallii mpemnaparTiB ciif 3 00epeXHiCTIO; ITPU LILOMY
HeOoOXiHO peTenbHO CIIOCTEPIraTH 3a CTaHOM IallieHTiB. [IpurHivyBasabHa Ois
dbnykoHazony Ha ¢pepMeHTU 30epiraeThcs MPoTIrom 4-5 mib micist Moro 3aCTOCYBaHHS
Yy 3B’SI3Ky 3 MOTr0 TPUBAJIMM II€PiogOM HaliBBUBEOEHHS.

AsnbheHmania: g 4ac OGHOYACHOT0 3aCTOCYBaHHS ajlbPeHTaHiny y mo3i 20 MKI/KT Ta
dnykonazomny y mo3i 400 Mr criocTtepiranocs gBokpaTHe 30inbiieHas AUC10,
MOKJIMBO, Yyepe3s iHrioyBanus CYP3A4. Moxke 6yTu HeOOXiMHUM KOPUTYBaHHS 03U
anbpeHTaHiny.

AmMimpunmudsaiH, HopmpunmuJiH: GIYKOHA30JI IOCUIIIOE Oif0 aMiTPUOTUIIIHY Ta
HOPTPUIITUIiIHY. PEKOMEHOYETHCSI BUMipIOBaTU KOHIIEHTPAIlil 5-HOPTPUIITUIIHY Ta/abo
S-amiTpunTHIIiIHY Ha ITo4YaTKy KOMOiHOBaHOl Tepamil Ta 4yepe3 1 TuXkaeHb. Y pasi
HeOOXigHOCTI CJIif BigKOPUTyBaTH! A03y aMiTPUNTUIIHY/HOPTPUIITUIIIHY.



Am¢pomepuyuH B: ogHO4YacCHe 3aCTOCYBaHHSA (PIIyKOHA30/Iy Ta aM(PpoTepuiiuHy B
iH(piKOBaHMM MHUIIIAM i3 HOPMaJIbHUM iMyHITEeTOM Ta iH(piKOBaHMM MUIIIaM 3i
3HHUXKEHUM IMYHITETOM IPU3BEJIO [0 TAaKUX pPe3yIbTaTiB: HEBEJIUKUN aJUTUBHUU
MPOTUTrPUOKOBUM eheKT ITpu cucteMHin iHdekirii C. albicans, BimcyTHICTh B3aeMOfil
Ipu BHYTpPilIHbOYepenHin iHdekirili Cryptococcus neoformans Ta aHTaroHiam gBOX
mpernaparTiB Ipu cucTeMHiu iHpeKwil A. fumigatus. KniniuHe 3HaYyeHHS pe3ybTarTiB,
OTPUMAaHUX y X0l IIUX OOCIIiAXKeHb, HeBigoMe.

AHmMuKoaz2yasaHmMu: SIK i IpU 3aCTOCYBaHHI iHIIIMX a30IbHUX ITPOTUTPUOKOBUX 3aC00iB,
IPY OOHOYAaCHOMY 3aCTOCyBaHHI ()JIYKOHA30J1y Ta BapdPapuHy IOBIHOMIISIIOCS PO
BUIIaJKU PO3BUTKY KPOBOTEY (reMaToM, HOCOBOI KPOBOTEUi, IIIJTYHKOBO-KMIITKOBUX
KpOBOTEeY, TeMaTypil Ta MeJiIeH!) y TOEAHAaHHI 3 MMOOOBXKEHHSIM ITPOTPOMOiIiHOBOTO Yacy.
[Tpu ogHOYaCHOMY 3acTOCyBaHHI (hJIyKOHA30J1y Ta BapdapuHy CIIOCTepiramocs
OBOKpAaTHE MiABUIIEHHS MPOTPOMOIiHOBOT0O Yacy, iMOBipHO, BHACIIIOK IPUTHIYEeHHS
MeTabomni3amy Bapdapuny uepe3 CYP2C9. Criig peTenbHO KOHTPOIIOBATHU
MPOTPOMOIHOBHUY YacC y MAlIli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHUHOBI
AHTUKOAryJIsHTU. Moxke O0yTH HeoOXiJHOIO KOPEKIIis HO3W aHTUKOaTyIsSHTY.

beH3odia3eniHu kopomkoi 0ii, Hanpuk.aad Mi0a3041amM, mpua3oaadm: ITIpu3HaYeHHs
(prykoHa305y micig mepopanbHOTO 3aCTOCYyBaHHS Mifa30jlaMy IPU3BOOUIIO OO
3HAYHOTO HiABUINIEHHS KOHIIEHTpAIlil Mifa30jlaMy Ta OO0 IOCUJIEHHS IICUXOMOTOPHUX
edekTiB. OgHOYacHe 3aCTOCyBaHHA QIIyKOHaA30i1y y Ao3i 200 Mr Ta Miga3onamy y mo3i
7,5 MI' IepopasibHO Npu3Boausio ao niasuineHHa AUC Ta nepiofy HalliBBUBEOEHHS Y
3,7 Ta 2,2 pa3a BigmoBigHO. 3acTocyBaHHSA (QIIyKOHa30iy y mo3i 200 mr/moby ta 0,25
MI TpUa30JjlaMy IIepopasibHO IIPU3BOAUIIO A0 migBumleHHs AUC Ta nepiogy
HanisBuBeneHHd y 4,4 ta 2,3 pa3a BignosigHo. [Ipy ogHOYacHOMY 3aCTOCYBaHHI
(pr1yKOHAa305y Ta TprualojgaMy CIIOCTEpIiragocs NOTEHIIIOBAHHS Ta IPOJIOHTAlis
edeKTiB Tpualonamy.

AKIIO malieHTy, SKUU IPOXOOUTH KypPC JTiKyBaHHS (PJIyKOHA30JI0M, CJIil OOHOYaCHO
NMPU3HAYUTH Tepamiio 0eH3o0mia3eniHaMu, 103y OCTaHHIX CJIif 3MEHIIUTH Ta
BCTAQHOBUTU HaAJIEXKHUU HATJIA[ 3a CTAHOM IIalli€eHTa.

KapbamaszeniH: GnykoHa30J MpurHiuye metabomniamM KapbamMas3eliHy Ta CIPUYUHSIE
ITigBUIIIEHHS PiBHSA KapOaMa3seIiny B cupoBaTili KpoBi Ha 30 %. ICHye puU3UK PO3BUTKY
ITPOSIBiB TOKCUYHOCTI 3 00Ky KapOaMa3seIiny. Moxe OyTH HEOOXimIHUM KOPUTYBaHHS
mo3u KapOaMa3eIliHy 3aJjie’KHO Biff piBHS MOro KOHIIEHTpallil Ta [il mpemapary.

Biaokamopu kKaavuiesux KaHaig: OesiKi aHTaroHiCTH Kanblilo (HidheOguIrid, icpaguIliy,
aMJIoguIliH Ta penogulrin) metabonisyioTecsa pepmenTom CYP3A4. ®1ykKoHA30I1
MMOTEHIIMHO MOXKe MiABUIIYBAaTU CUCTEMHY €KCIIO3UIIil0 OJI0KATOPiB KalIbIliEBUX
KaHaiB. PeKOMeHOOBaHUM peTeJIbHUM MOHITOPUHT IIIO[0 PO3BUTKY NOOIYHUX peakIlii.



Ilenexokcub: mpu OHOYACHOMY 3aCTOCYyBaHHI (pirykoHa3omny (200 Mr Ha molOy) Ta
1ienekokcuoy (200 mr) Cmax ta AUC nenekokcu6y migBunryBanucs Ha 68 % ta 134 %
BinmoBigHO. [Ipy ogHOYAaCHOMY 3aCTOCYBaHHI 11e1IeKOKCUOy Ta (QIYKOHA30J1y MOXKe
O0yTu HeOoOXigHUM 3MEHIIEHHS 03U 1IeIeKOKCUOY BABidi.

Llukaogocgamio: ogHOYaCHEe 3aCTOCyBaHHSA IUKI0dochaMiny Ta pIyKoHa30omy
MTPU3BOAUTH OO MiABUIIEHHS PiBHS Oinipy6iHy Ta KpeaTHHiHY B CUpOBaTIIi KpoBi. Li
mpenapaTd MOXKHa 3aCTOCOBYBaTH OOHOYACHO, 3BaXKal04YM Ha PU3UK ITiABUIIEHHS
KOHIIeHTpallil 0inipy6iHy Ta KpeaTHUHiHY B CUPOBATIIi KPOBI.

deHmaHia: TIoBimOMIISITIOCS IPO OOWH JIETAaJIbHUM BUMAOK iHTOKCHKaAIlil (heHTaHiIoM
YHaCJIimOK MOXKJIMBO1 B3aeMofil ¢peHTaHiny Ta ¢piaykKoHas3omy. [Io Toro x, 0yno
IMPOAEMOHCTPOBAHO, 1110 (PIIYKOHA30JI 3HAaYHO YIIOBIJILHIOBAB eliMiHalliio ¢peHTaHiny.
[TigBunieHHsS KOHIeHTPallil PeHTaHiTy MOXKe NIPU3BECTU OO0 MPUTHIYeHHS OJUXaHHS,
TOMY CJIil peTeJIbHO KOHTPOJIIOBATHU CTaH NallieHTa. Moxe OyTH HeOoOXimHOI0 KOPEKIlis
mo3u peHTaHITY.

IH2i6imopu I'MI'-KoA-pedykmasu: cyMicHe 3aCTOCyBaHHS (GJIYKOHA30/Iy Ta iHrib6iTOpiB
'MT-KoA-penyKkTa3u, 110 MeTabostisyioTecsas CYP3A4 (aTopBacTaTUH Ta CUMBACTaTHH),
a6o inribiTopiB 'MTI-KoA-penykTa3u, mo MeTaboizytoTecsi CYP2C9 (¢pmyBacTaTuh),
MTiOBUIIYE PU3UK PO3BUTKY MiomarTii Ta pabmomiostidy. ¥ pasi HeoOximHOCTI
OJHOYAaCHOT0 3aCTOCYBaHHs LIUX IIpenaparTiB CJIifl peTeJIbHO CIIOCTepiraTtu 3a
MalieHTOM IIOA0 BUHUKHEHHS CUMIITOMIB Miomnartii Ta pabgoMiosti3y i mpoBoguTu
MOHITOPUHT PiBHA KpeaTUHKIHa3u. Y BUIIaJKy 3HAYHOI'O IIiABUIIIEHHS PIBHA
KpeaTUHKiHa3M, a TaKOXK IIPU AiarHOCTYBaHHI abo migo3pi Ha MionaTiro/pabgomiortis
3acTtocyBaHHs iHTiOiTOpiB MI'-KOA-peayKTas3u CIIig IPUITUHUTH.

IMmyHOCYIIpecopu (Hampukiaj IIMKJIOCIOPHUH, eBePOJIiIMYC, CUPOJIIMYC i TAKPOJIIMYC)

LlukaocnopuH: (p1yKOHaA30/1 3HAaYHO MiAgBHUIlye KOHIeHTpalio Ta AUC LHUKIOCIOPHUHY.
[Tpu ogHOYaCHOMY 3acTOCyBaHHi (yKoHa30my y m03i 200 Mr/mo0y Ta IIUKIJIOCIIOPUHY Y
mo3i 2,7 Mr/kr/mo0y crioctepiranocs 30inbiienHs AUC umuknocnopuny y 1,8 pasa. Li
ImperapaTé MOKHa 3aCTOCOBYBaTH OOHOYACHO 3a YMOBU 3MEHIIEHHS 03U
LIMKJIOCTIOPUHY 3aJIe’KHO Biff 1OT0 KOHIIEHTpaIlil.

EBeponimyc ¢pryKoHa30/I MOXKe IMiABUIIYBaTH KOHIIEHTPAIlil0 €BEePOJIIMyCy B CUPOBaTIi
KpOBi uepe3 npurHiyenus CYP3A4.

Cupoaimyc: GIyKOHA30JI IMiABUIIYE KOHIIEHTPAIlil0 CUPOJIIMYCYy y IIJIa3Mi KPOBI,
iMOBIpHO, IIIJITXOM ITPUTHiYeHHS MeTabosi3amy cuponimycy pepmentom CYP3A4 Ta P-
riaikonpoTeinoM. 1li mpenapaTy MOXKHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBH
KOPUTYBaAHHS JO3UW CUPOJIIMYCYy 3aJIe2KHO Bill PiBHSI KOHIIEHTpaIlil Ta epeKTiB
mpernapary.



Takpoaimyc: pIyKOHA30/1 MOXKe IMMiABUIIyBaTH KOHIIEHTpAllil TaKpOoJiMyCy B
CHpPOBATIIl KPOBi 10 5 pa3iB IpU MO0 IIepopalbHOMY 3aCTOCYBaHHI 4yepes
NpUTrHiveHHa MeTabosni3aMy Takponimycy dpepmerTom CYP3A4 y kumedyHuky. [1pu
BHYTPIIIHBOBEHHOMY 3aCTOCYBaHHI TAKPOJIIMYyCy He CIIOCTepirasiocs 3Ha4YHUX 3MiH
bapmakokineTuku. [limBuileHi piBHI TaKPOJIIMyCy acOIlif0OI0ThCSA 3 HE(POTOKCUYHICTIO.
o3y TaKpoJIiMyCy [OJis I1epopaibHOIO 3aCTOCYBaHHS CJIi 3HUXKYBaTU 3aJI€KHO Bif
KOHIIEHTpallil TaKpOJIiMycCy.

JIozapmat: GpIyKOHA30JI IPpUTHiuye MeTabo1i3M J103apTaHy [0 MOT0 aKTUBHOTO
MeTaboJIiTy

(E-31 74), mo 3yMOBIIO€ OinbIlly YaCTUHY aHTaroHi3My [0 pPelelTOPiB aHTioTeH3uHy 11
Iig yac 3aCTOCyBaHHS Jio3apTaHy. PeKOMeHOy€eThCS 3OiMCHIOBATU ITOCTIMHUN
MOHITOPUHT apTepiaJbHOIO TUCKY y HAlli€HTiB.

MemaooH: GpryKoHa30JI MOXKe ITiABUINYBaTH KOHIIEHTPAIlil0 MEeTaOoOHYy ¥ CUPOBATIIi
KpoBi. [Ipyr ogHOYacHOMY 3aCTOCYBaHHiI MeTafoHYy Ta (JIyKOHA30/Iy MOXe OyTu
HeoOXimHWM KOPUTYBAHHS MO3U METAMOoHY.

HecTepoigHi mpoTu3arnasnbHi IpenapaTy: IpU OOMHOYaCHOMY 3aCTOCYBaHHi 3
drykornazonom Cmax Ta AUC ¢nypbinpodeny migBuiryBanucs Ha 23 % Ta 81 %
BIAIIOBIOHO ITOPIBHSHO 3 BiANIOBIOHMMHU IIOKa3HUKaMHU IIPU 3aCTOCYBaHHI TiJIbKUA
bnypbinpodeny. AHaAIOTiYHO ITPU OOHOYACHOMY 3aCTOCYBaHHi (OIIYKOHA30Ty 3
panieMmiunuM ioynpodernoMm (400 mr) Cmax ta AUC ¢papMaKOJIOTiYHO aKTUBHOTO
isomepy S-(+)-ibynpodeny migBuiyBanucs Ha 15 % Ta 82 % BiAmoBimHO MOPiBHSIHO 3
BiATIOBiAHMMU MOKa3HMKAMU MIPU 3aCTOCYBaHHI TiJIbKM paleMigyHOro i0ynpodeny.

®dyKOHAa30JI MOTEHLIINHO 30aTHUU IMiABUIIYBAaTU CUCTEMHY eKcrno3umito inmux HII3II,
1o MeTtabomnisyiorbcsi CYP2C9 (Hanmpukian HalPOKCEHY, JIOPHOKCUKaMY,
MeJIOKCUKaMy, OuKinodeHakKy). PEeKoOMeHIOBaHO MEPIOAUYHO 3OiMCHIOBATU MOHITOPUHAT
MoOIYHUX peaklliii Ta TOKCUYHUX ITPOSBiB, OB si3aHux i3 HII3I1. Moxke 3HamoObuTucs
KopuryBaHHs go3u HII3II.

®eHimoiH: GIYKOHA30JI IPpUrHiuye MeTaboii3M ¢peHiToIHYy B nediHii. OmHoYacHe
O6araTopa3oBe 3actocyBaHHsa 200 Mr ¢ykoHasony Ta 250 Mr ¢GeHiTOIHY
BHYTPIIIHBOBEHHO NPU3BOAUTE o mipgBumieHHa AUC24 ¢eniTolHy Ha 75 % Ta Cmin Ha
128 %. IIpu ogHOYACHOMY 3aCTOCYBaHHI ITUX JIiIKapChbKUX 3aC00iB CITiZl ITPOBOOUTH
MOHITOPUHT KOHIIEHTpallil PeHiTOIHY y CUpOBaTIli KPOBi /151 YHUKHEHHS PO3BUTKY
TOKCHUYHOI il QPeHiToiHy.

IIpedHi30H: TOBIOMIISIOCS IIPO BUIIQAOK, KOJIM y Malli€HTa ITiCJIg TpaHCIJIaHTallil
IeYiHKHU Ha TJIi 3aCTOCYBaHHS IIPEOHI30HY PO3BUHYJIACSA IOCTPa HEOOCTATHICTh KOPHU
HaJgHUPKOBUX 3aJ103, 10 BUHUKIIA ITiCJII IPUNNHEHHS TPUMICIYHOTO KypCy Teparril
(nykonazonom. IIpunuHeHHS 3aCTOCYBaHHS (PJIIyKOHA30J/1y, UMOBIPHO, COIPUYUHUIIO



nmocusneHHs akTuBHocTi CYP3A4, 1110 Ipu3BEI0 00 IPUCKOPEHHS MeTaboIizMy
npenHi3oHy. Ciif peTesibHO CTEXKHUTHU 3a HalllEHTaMu, SIKi IPOTSATOM TPHUBAJIOTO 4Yacy
OOHOYACHO 3aCTOCOBYIOTH (PJIYKOHA30J1 Ta IPEOHI30H 3 METOIO II0NepeaKEeHHS
PO3BUTKY HEOCTATHOCTI KOPYU HAAHUPKOBUX 3aJI03 MiCJIA 3aKiHYEHHS 3aCTOCYBaHHSA
dbnykoHazomy.

Pugabymun: GIyKOHa30I MigBUIIYE KOHIIEHTpPallilo prudabyTUHY B CUPOBATIII KPOBI,
1110 Mpu3BoauTh mo 36inbiieHHss AUC pudabytuny mo 80 %. [Ipu omHOYacHOMY
3acToCyBaHHi QIyKOHa3051y Ta prudabyTUHY MOBiMOMIISIIOCS IIPO BUNAOKN PO3BUTOK
yBeity. [Ipu 3acTocyBaHHi Takoi KoM0OiHallil TiKapchKuX 3acobiB cirig 6paTu 00 yBaru
CUMIITOMM TOKCHUYHOI [ii pudabyTuHy.

CakeiHasip: ¢pnykonazon nigsuinye AUC Ta Cmax cakBiHaBipy npubnu3so Ha 50 % Ta
55 % BiATIOBiAHO Yepe3 MPUTHiYeHHsS MeTabo0J1i3aMy cakBiHaBipy y medinii ¢gepMeHTOM
CYP3A4 Ta yepes iurioyBanHs P-riikonpoTeiny. Bsaemogii MixK ¢GJIyKOHa30/10M Ta
CakBiHaBipOM/PUTOHABIPOM He JOCIIAXKYBaJIUCS, TOMYy BOHHU MOXKYTb OyTH OibIIl
BUpaXXKeHUMU. Moxke OyTH HEOOXimMHUM KOPUTYBaHHS OO3U CaKBiHaBipy.

IToxiOHi cyabpoHisnceyo8UHU: TP OOAHOYACHOMY 3aCTOCYBaHHI (pJIyKOHaA30J1 MPOJIOHTYE
Iepion HalliBBUBEAEHHS IIepOopaJbHUX MOXigHUX CyJIb(POHITICEYOBUHU (XJIOpIpoNaMminy,
rinibeHKnaMiny, riainisungy Ta TondyramMiny). PeKoMeHOyeTbCS ITPOBOOUTH YaCTUM
KOHTPOJIb IIYKPY B KPOBIi Ta BiAIOBIAHUM UMHOM 3HUXKYBATU NO3Y MMOXIOTHUX
Cynb(MOHIICEYOBUHM IIPU OJHOYAaCHOMY 3aCTOCYBaHHI 3 (PIIyKOHA30JIOM.

TeoginiH: 3acTocyBaHHA QiykKoHa30y 1o 200 mr npotsarom 14 gHIB IPU3BENIO OO
3HUKEHHS CEPeIHbOTr0 KiIipeHCcy Teodininy y nna3Mmi KpoBi Ha 18 %. 3a naijieHTamu,
sIKi 3aCTOCOBYIOTh T€O(isliH y BUCOKUX 03ax abo sKi MalOTh HNiTBUILIEHUN PU3UK
PO3BUTKY TOKCUYHUX IIPOSIBIB TEOMiNiHY 3 iHIINX IPUYXH, CJIi BCTAHOBUTHU HATJIA[
IIIOOO0 BUSIBIIEHHS O3HAK PO3BUTKY TOKCHYHOI il Teodininy. Tepamito Ciig 3MiHUTHU TIpU
[10S1Bl O3HAK TOKCUYHOCTI.

Ankanoiou b6apeiHky: GIyKOHa30I, iMoBipHO, Yepes iHrioyBanHs CYP3A4, moxe
CIIPUYHUHSATHU MiABUIIEHHS KOHIIEHTpPAIlil aTlKajoifiB O0apBiHKY y IIJIa3Mi KpPOBi
(HampuKiIam BiHKPUCTUHY Ta BiHOJIACTUHY), III0 IPHU3BOOUTH IO PO3BUTKY
HEWPOTOKCUYHUX €(PEKTIB.

BimamiH A: TOBIgOMIJISIJIOCS, 110 y IalLllEHTa, SKUU OJHOYaCHO 3aCTOCOBYBaB
TPAHCPETUHOEBY KUCIOTY (KHMCIOTHA ¢popMa BiTaMiHy A) Ta QIIyKOHA3O0JI,
criocTtepiranucs mobiuHi peakirii 3 6oky LIHC y ¢opmi mceBOOTyMOPY I'OJIOBHOTO
MO3KY, III0 3HUK Hicnig BigMmiau ¢piykKoHa3o0iy. Lli mikapchki 3acobu MOXKHa
3aCTOCOBYBATH OOHOYACHO, ajie CJIiJ maM’aTaTy IPO PU3UK BUHUKHEHHS ITOOIiuHMX
peakiriit 3 60ky LTHC.



Bopukona3soa (iHeibimop CYP2C9 ma CYP3A4): omHOYacHe 3aCTOCyBaHHS
BOPUKOHa301y nepopasnbHo (1o 400 Mr koxkHi 12 rogux npotsaroM 1 gHs, IOTiM O
200 mr koxHi 12 rogus npotsarom 2,5 oHA) Ta GIyKOHAa30iy nepopaibHo (400 Mry
nepinui aeHb, moTiM mo 200 Mr KoxkHi 24 TOOUHU IPOTATOM 4 OHiIB) HOOPOBOJIBIISIM
40JI0Bi4Ol cTaTi mpu3Beno o migBuineHHsI Cmax Ta AUCT BOPUKOHA30J1y B
cepegaboMy 00 57 % (90 % III: 20 %, 107 %) 1ta 79 % (90 % HOI: 40 %, 128 %)
BimmoBimHO. HeBigoMo, Yu mpu3BOAUTHL 3HUKEHHS OO3U Ta/ab0 YaCTOTH 3aCTOCYBaHHS
BOPHKOHa3011y abo (p1yKoHa30/1y 10 YCYHEHHs Takoro edeKkTty. IIpu 3acToCcyBaHHi
BOPUKOHA301y IIicisa QIyKOHA30JIy CJIi MPOBOOUTH CIIOCTEPEXKEHHS II00 PO3BUTKY
nmobiyHuX e(eKTiB, acoliiioBaHUX i3 BOPUKOHA30JIOM.

3udosyduH: pnaykonazon nigsumrye Cmax ta AUC 3upmoBynuHy Ha 84 % ta 74 %
BiOMOBIOHO, 1110 3yMOBJIEHO 3HUKEHHSIM KIIipeHCY 3UA0ByOUHY NTpubiu3Ho Ha 45 %
IIpU MOro IepopasbHOMY 3acTOCyBaHHi. [lepio HaniBBUBeOeHHS 3UA0ByOUHY OYB
TaKOXK MOMOBXKeHuM npubinu3Ho Ha 128 % micisa 3acTocyBaHHS KOMOiHaIlil
(pnnyKoHa30m1y Ta 3uAOBYOUHY. 3a CTAHOM MAIli€HTIB, sIKi 3aCTOCOBYIOTh TaKy
KoMOiHaIlifo TiKapCchKUX 3aco0iB, CIIiZl CIIOCTepiraTy 040 PO3BUTKY NOOIUHUX
peax1iiy, IIoB’sI3aHUX i3 3aCTOCYyBaHHAM 3UNOBYAUHY. MOXKHa PO3TIIAHYTU OOLIIBHICTH
3HUXKEHHS 003U 3UJOBYOVHY.

A3umpomiyuH: JKOOHUX 3HAUYYIINX PapMaKOKIHETUYHUX B3aEMOMIN MixK
a3UTPOMIIIMHOM Ta (PIIYKOHA30JIOM BUSIBIIEHO He OyIIO.

ITepopasavHi KOHMpPauenmueu: IPU 3aCTOCYyBaHHI (PJIyKOHa3051y y H03i 50 Mr BIIJIUBY
Ha piBeHb TOPMOHIB He OyJ10, TOMOI K IPU 3aCTOCyBaHHI priykoHa3omy y mo3i 200 Mr Ha
noOy crnocTtepiranocs 30inbuienHss AUC etuHinectpazmiony Ha 40 % Ta
JIeBOHOpPTrecTpeny - Ha 24 %. Lle cBimuuTh Ipo Te, 1110 6araTopa3oBe 3aCTOCYBaHHS
(pr1yKOHAa305y y 3a3HaUE€HUX A03aX HaBPA[d YU MOXKe BIJIMBATU Ha €(PEeKTUBHICTH
KOMOIiHOBAHOI0 ITepOopabHOr0 KOHTpalleIITUBa.

Isakagpmop: cynyTHE 3aCTOCyBaHHSA 3 iBaKapTOPOM, IOCUITI0OBaYE€M MYKOBICLIIUAO3HOTO
TpaHCMeMOpPaHHOTO peryasiTopa IPOBITHOCTI, MiABUIIYE €KCIIO3UIlil0 iBaKapTOpy B 3
pa3u, a rinpokcumeTuniBakapTopy (M1) -y 1,9 pa3za. [Ins mailieHTiB, IKi OgHOYACHO
3aCTOCOBYIOTH ITOMipHi iHriGiTopu CYP3A, Taki gk pryKoHa3051 i epUTpPOMIlvH,
PEKOMEHYETHCS 3HUKEHHS M0o3u iBakadTopy go 150 mr 1 pas Ha mo0Oy.

Oc006/1MBOCTi 3aCTOCYBaHHSA

Ilepmamogimis. BiamoBigHO 00 pe3yabTaTiB OOCHIAXKEHHSI QIYKOHA30JTy OIS
JIIKyBaHHS OepMaTodiTil y giTeil, PIyKOHA30JI He IepPeBUIlly€e rpu3eodyabBiH 3a
e(eKTHUBHICTIO i 3arajlbHUU NOKa3HUK e(EeKTUBHOCTLI cTaHOBUTH MeHIe 20 %. Tomy
(bykoHa305 He CJIim 3aCTOCOBYBATH OJIsI JTiKyBaHHS gepMaTogiTil.



Kpunmoxoko3. [1oka3iB eeKTUBHOCTI (PJIyKOHA305y OIS TiKyBaHHS KPUIITOKOKO3Y
IHIIUX JTOKaJsi3amnii (HanpuKiaan JIereHeBOro KPUIITOKOKO3y Ta KPUIITOKOKO3y MIKipH)
HEeOOCTaTHHO, TOMY PEKOMEHAllil 1100 OO30BOI0 PEeXUMY [JIA JIIKYBaHHSA TaKUX
3axBOpPIOBaHb HEMAE.

I'n1uboki eHOemiyHi miko3u. [IoKa3iB e(eKTUBHOCTI (IIyKOHA30J1y OJIS JIIKyBaHH S
iHIIMX POpPM eHOEeMiYHMX MIKO3iB, TAaKMX SIK ITapaKOKIIMOiOIMOMiKO03, TiCTOIJIa3M03 Ta
IIKIPHO-TiM(paTUYHUN CIIOPOTPUX03, HEAOCTAaTHHO, TOMY PEKOMEHAaIiil I0I0
IO30BOI'0 peXUMY [OJis JIIKYyBaHHS TaKUX 3aXBOPIOBaHb HEMaAE.

Hupxosa cucmema. INamieaTaM i3 mopyiueHHIM QYHKIIN HUPOK IIpemapar CIIif
3aCTOCOBYBaTHU 3 00epexkHicTio (OuB. po3ain «Crocib 3acToCyBaHHS Ta AO3U»).

I'enamobinaiapHa cucmema. [anieHTaM i3 mopymeHHsaM QyHKIIY ITeYiHKY ITpernapaT
CIIiZT 3aCTOCOBYBaTH 3 00epexkKHiCTI0. 3acTOCyBaHHS (QIIYKOHA30JIy acoIlifoBajiocs 3
BHHUKHEHHSM DPiOKICHUX BUNAJKiB PO3BUTKY TSI2KKOl rellaTOTOKCUYHOCTI, BKIIOYaI04U
jleTajIbHiI HaCJIiAKYU, TOJIOBHUM YHMHOM Y IALli€HTIB i3 TAXKKMMU OCHOBHUMMU
3aXBOPIOBaAHHSIMMU. Y BUIaOKaxX, KON PO3BUTOK IelIaTOTOKCUYHOCTI aCOIlif0BaBCs i3
3acToCcyBaHHSM (pyiyKoHa301y, He OyJi0 Bim3Ha4YeHO 11 SBHOI 3aJIe2KHOCTI Bifl 3arajbHO1
no0oBOI 403U IIpelnapaTy, TPUBAJIOCTi Teparrii, ctaTi abo BiKy malieHTa. 3a3Buyan
renaTOTOKCUYHICTh, cCIpuYMHEeHa QIIyKoHa30J10M, 000POTHA, a il MPosiBU 3HUKAIOTh
MMic/sl NPUIIMHEHHS Teparil.

3a maljieHTaMu, y SKUX IPU 3aCTOCYBaHHI (JIYKOHA30JIy CIIOCTEPIraloThCs BiOXUIEHHS
pe3ynbTaTiB QyHKITIOHATbHUX P00 MMEeUiHKM, CJIif BCTAHOBUTH PETEJIbHUU HaTr AL
IIIO0 PO3BUTKY OiJIbII TAXKKOTO YPaXKe€HHS ITeYiHKU.

[NamieHTiB ciig mpoiHgOpMyBaTH PO CUMIITOMH, 110 MOXKYTh CBIJUUTH IIPO CEPUO3HUU
BIIJIUB Ha IE€YiHKY (BUpaxKeHa aCTeHis, aHOPEKCisl, moCTiliHa HynoTa, OJII0BaHHS Ta
KOBTSHUIISA). Y TAKOMY BUIIQAKYy 3aCTOCYBaHHS (PJIyKOHA30JIy CIIi HETalHO
IIPUIIMHUTY Ta IIPOKOHCYJIbTYBATUCS 3 JIIKapeM.

Cepueso-cy0uHHa cucmemada. J[lesaKi a30ju, y TOMY YHUCIIi ¥ (PIIYKOHA30JI, aCOLil0I0THCS
i3 mogoBxkKeHHAM iHTepBany QT Ha enekTpokappaiorpami. IToBigoMIsiiocs Ipo gyxe
pimKicHI BUagKu nomoBxkKeHHS iHTepBany QT Ta mapokcu3ManabHOl HIJIYHOYKOBOL
Taxikapmil TUIly «IIipyeT» IIPU 3aCTOCyBaHHI npenaparty. Taki IOBigOMIIEHHS
CTOCYBAJIUCS TAIlIEHTIB i3 TAXKKUMHU 3aXBOPIOBAHHSIMU ITPU ITOENHAHHI 6araTbox
(paKTOpiB PU3UKY, TAKUMU K CTPYKTYPHI 3aXBOPIOBaHHSA CepIls, HOPYILIEHHS
eJIEKTPOJIITHOTO OOMiHy Ta OgHOYaCHe 3aCTOCyBaHHS iHIIMNX JTIiKapChKUX 3aco0iB, 110
BILJIMBAIOTh Ha iHTepBan QT.

®1yKOHA3071 CiIifl 3 00epeKHICTIO 3aCTOCOBYBaTH MalliEHTaM i3 pU3UKOM PO3BUTKY
apuTtMmiii. OgHOYaCHe 3aCTOCYBAaHHS Pa3oM 3 JIIKapChbKUMHU 3aco0aMu, IO



MTPOJIOHTYIOTH iHTepBan QTc Ta MeTaboi3y0ThCs 3a gormoMoroio pepmenty CYP3A4
unutoxpoMmy P450, mpoTuniokasaHe.

I'anogpanmpuH. T'anodauTpuH € cyoctpaTtoM pepmeHTy CYP3A4 i mponoHTye iHTepBan
QTc npu 3acTOCyBaHHI Yy pEKOMEHIOBAaHUX TepaleBTUYHUX no3ax. OgHoyacHe
3acTOCyBaHHS rajogaHTPUHY Ta (pIIyKOHA30/Iy HE PEKOMEHOYEThCS.

IlepmamonoziuHi peakuii. Ilig 4ac 3acTocyBaHHS (PJIIYKOHA30/Iy PiAKO MTOBIIOMIISIIOCS
IIPO PO3BUTOK TaKMX €KC(POJIiaTUBHUX IMIKIPHUX peakllii sk cuHapoM CTiBeHCa-
II>KOHCOHA Ta TOKCUYHUM emigepManbHuM Hekpomni3. ITamienTu 3i CHIMom 6inbin
CXMJIbHi IO PO3BUTKY TSIXKKHUX IIKipHUX Peaklliii Ipu 3aCTOCYBaHHI 6araTbox
JIiKapChbKUX 3aco0iB. AKIIO y MalliEeHTa 3 ITOBEPXHEBOIO I'PUOKOBOIO iH(PEKIIIEIO
3’ABJIAIOTHCSA BUCHUIIAHHS, III0 MOXKHA IT0B sI3aTH i3 3aCTOCyBaHHAM (PIIYKOHA30IIy,
ropa’sbllle 3aCTOCYyBaHHSA Ipenapary CIIif IPUIMHUTHU. K10 y nallieHTa 3
iHBa3UBHOIO/CUCTEMHOIO TPUOKOBOIO iH(DEKIIi€I0 3’ IBMISIOTHCS BUCUIIAHHS Ha IIKipi, 3a
MOTr0 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 € iHTriGiToOpoMm
depmenTy CYP2C19. Crim criocTepiraté 3a CTaHOM HAlli€HTIB, IKi OOHOYACHO
3aCTOCOBYIOTH (DJIIyKOHA30JI Ta IIperapaTy 3 By3bKUM TepaleBTUYHUM BiKHOM, IO
MeTabomni3yrThcs 3 ydacTio CYP2C9, CYP2C19 ta CYP3A4.

TeppeHaduH. Criig peTenbHO CIIOCTEPIraTH 3a CTAaHOM MalliEHTa ITPHU OJHOYAaCHOMY
3acTocyBaHHi TepdeHanuHy Ta ¢prykoHazony y go3i menie 400 mr Ha gooy.

IlonomiocHi peyosuHu. [Ipenapat MicTUTh 1akTo3y. IlalieHTaM 3 pigKiCHUMU
CIHaJKOBUMHU 3aXBOPIOBAHHSIMU, TAKMMHU SIK HEIIEPEHOCUMICTh rajlaKTO3H,
HeJIOCTATHICTh JlJaKTa3u Jlara Ta ManbabCcopOIlisi III0K03U-TalaKTO3H, He CIIif
3aCTOCOBYBaTH ey Ipenapar.

3maTHICTH BIUTHBATH Ha MIBHIKICTH peakiiii mIpH KepyBaHHiI aBTOTPaHCIIOPTOM
a00 iHImMUMHU MexaHiZMaMHu

IocnmigKeHb BIIMBY IpelapaTy Ha 3[aTHICTb KepyBaTH aBTOTPAaHCIOPTOM abo
IpalioBaTy 3 IHIIMMU MexXaHi3MaMu He TTPOBOOUIIN.

[NamienTiB cnig npoiHgopMyBaTH ITPO MOXKJIMBICTh PO3BUTKY 3allaMOPOYEeHHS abo
CyIOM IIif Yyac 3aCTOCOBYBaHH4 Ipenapary. [Ipu po3BUTKY TaKUX CUMIITOMIB He



PEKOMEHYETHCSI KEPYBATH aBTOTPAHCIIOPTOM abo ITpaIlfoBaTU 3 iHIITUMU
MeXaHi3MaMHu.

3acTocyBaHHs y nepioa BaritTHocTi a00 rogyBaHHsI IPyaaio

[ToBimoMiisiyiocsI PO YHCEJIbHI BPOAZKEHI IMaToJIOTil Yy HOBOHAPOAXKEHUX (BKIII0Yalo4yn
Opaxinedarriro, gucmnasiio BYNIHOI paKOBUHY, HagMipHe 30iIbIIIeHHS ITepeaHboro
TiM'I49Ka, BUKPUBJIEHHSI CTETHA, MIJI€eYOIIPOMEHEBUM CUHOCTO3), MaTePi IKUX
ImpuiManu BUCOKi mo3u ¢piaykoHas3omy (400 - 800 Mr/moby) mpoTsSTroM IpUHAWMHI TPHOX
abo OinbIe MicALiB A JIIKYBaHHS KOKIIUAI0IMO3Y. 3B’ I30K MiXK 3aCTOCYBaHHSIM
(brykoHa3ony Ta UMY BUIIafKaMU He BU3HAUYEHUMH.

IocmigXXeHHs Ha TBAPHWHAX ITIPOOEMOHCTPYBAJIN PEIIPOOYKTUBHY TOKCHUYHICTB.

IMaHi, oTpuMaHi mig 4ac ogHOPa30BOTr0 ab0 MTOBTOPHOTO 3aCTOCYBAHHS (GJIYKOHA3OIY Y
3BuYanHux go3ax (< 200 mr/mo0y) KiTbKOM COTHSIM BariTHUX XKIiHOK IPOTATOM I
TPUMECTPY BariTHOCTI, He IPOOEMOHCTPYBaIU IIIABUIIIEHOI'0 PU3UKY BUHUKHEHHS
MoOiYHUX peakliii y miofa.

He cnig 3actocoByBaTy 3BU4aliHi 403U GIyKOHA30Jly Ta KOPOTKOTPUBAJIL KypCHU
JIiKyBaHHS (PJIYKOHA30JI0M y epPion BariTHOCTI, 3a BUHATKOM KpalHbOl HEeOOXimHOCTI.

He cnig 3acTocoByBaTu BUCOKI Do3u (priyKoHa30i/y Ta/ab0 TpuUBasli KypCH JIiKyBaHHSA
(b1ryKOHa30/10M y mmepiofn BariTHOCTI, 3a BUHSATKOM JIiKyBaHHS iH(EKIIiH, 10 MOXKYTh
3arpoXKyBaTU XKUTTIO.

®nykKoHa30/1 IPOHUKAE ¥ TPyOHE MOJIOKO Ta OOCATA€E HUKYOI KOHIIEHTpallil, HiX y
1a3Mi Kposi. ['ogyBaHHS IpyAni0 MOXKHA IPOAOBXKYBATH IIICIIA pa3oBOro
3aCTOCYBaHHS 3BHUYAMHOI 103U (GJIYKOHA30Iy, 1110 cCTaHOBUThE 200 Mr aGo MeHIIe.

T'ogyBaTu rpyanio He PEKOMEHIYEThCS IPU OaraTopasoBOMY 3aCTOCYBaHHI
dbnykoHazony abo Impu 3acTOCyBaHHI BUCOKUX O03 (DJIIYKOHA3O0IY.

Cnocid 3acTocyBaHHs Ta I03H

Kancynu cnig koBTatu minumu. [IpuiioMm npenapaTy He 3aJIeKUTh Bif IPUHUOMY 1XKi.
Ilopocai

[IpemapaTt 3acTOCOBYBaTH IlepopasibHO ¥ 0031 150 M ogHOPa30Bo.

ITauieHmu AiMHBLO20 BIKY

[Tpu BigCyTHOCTi O3HaK MOPYIIeHHS (QPYyHKIIiM HUPOK OJIs JTiKyBaHHS HaHOl KaTeropil
MalieHTiB 3aCTOCOBYBaTU 3BUYANHY O03y OJI OOPOCIIUX.



ITopyweHHAa pyHKUIU HUPOK

®dyKoHa30JI BUBOOUTHCSA B OCHOBHOMY 3 Ceuel0 Y He3MiHeHoMYy Burisangi. [lpu
pPa30BOMY 3aCTOCYBaHHI IpenapaTy KOPUT'yBaTHU A03y AaHid KaTeropil malji€eHTiB He
MMOTPiOHO.

[MopyiieHHSA QYHKIIN ITI€YiHKH.

®JIyKOHA30J1 CJIil 3aCTOCOBYBAaTU 3 00EPEKHICTIO MalliEHTaM i3 MOPYIIEeHHSIMU
(pyHKIiN edYiHKY, OCKIIbKY iH(pOpPMaIlil OO0 3aCTOCYBaHHSA (PIIyKOHA30Jy Liid
KaTeropil mali€eHTiB HeJOCTaTHERO.

itk

EdexkTuBHicTh Ta 6e31eKa 3aCTOCYBaHHS Iperapary OJis JIiKyBaHHS reHiTaabHUX
KaQHOUMOO031B y OiTel He BCTAHOBJIEHI, He3BaXKalyu Ha BUYEPHHI JaHi 111000
3aCTOCYBaHHS IIpemapary OiTsaM. fAKIo icHye HarajnbHa moTpeba 3acTOCyBaHHS
npenaparty migniTkam (Bikom Bim 12 go 17 pokiB), Ciig 3aCTOCOBYBaTH 3BUYaAWHI JO3U
OJIs1 OPOCIIUX.

Ilepemo3yBaHHs

[ToBigoMIsAyIoCs IIPO BUNAOKM Iepeno3yBaHHS (pJIYyKOHa30JI0M; OOHOYACHO
ITOBiIOMJISIJIOCS TIPO TaJIIoIIMHAlIl Ta ITapaHoialbHy MOBEIIHKY.

[Tpu mepeno3yBaHHi HEOOXiAHO MIPOBECTH CUMIITOMATUYHY MiATPUMYIOYY Tepariio Ta y
pa3i HeoOXiAHOCTI TPOMUTH IIITYHOK.

®nyKoHa30J/1I 3HAYHOIO MipOi0 eKCKPETYETHCS 3 cedelo; (OPCOBaHUU [iype3 MoXKe
IIPUCKOPUTU BUBEOEHHA npenapaTy. CeaHC reMopianildy TPUBAIICTIO 3 TOOUHU 3HUXKYE
piBeHb QIIYKOHA30Jy y ma3Mi KpoBi mpubnusuo Ha 50 %.

IToOiuni peakmii

HarttuacrTime (> 1/10) moBigoMIsiiiocs IIPo Taki moOiuHi peakxiiii: romoBHUM 6ink, 6inb y
YyepeBHiM MOPOXKHWHI, miapes, HynoTa, O/1I0BaHHS, BUCUIIAHHS, HiIBUIIEHHS PiBHS
anaHiHaMmiHoTpaHcepasu (AJIT), acnaprataminorpaHcdepa3u (ACT) Ta myKHOIL
docdarasu KpoBi.

II715 OLiIHKY YaCTOTH BUHUKHEHHS ITOOIYHUX peakllili BUKOPHUCTOBYIOTh TaKy
Knacugikatito: gyxke dacto (= 1/10), gacto (= 1/100i < 1/10), HewacTto (= 1/10001i <
1/100), pigxo (= 1/10000 i < 1/1000), opyxe pigko (< 1/10000), yactoTa HeBimoOMa
(HEeMOZKJIMBO OILIIHUTHU Ha HiCcTaBi HAABHUX JAHUX).

3 6oKy cucmemu Kposi ma aimgpamuyHoi cucmemu



HeuacTo: anewMis.

Pimko: arpaHynonuTO3, TIEUKOIIEHisT, HEUTPOIIEeHisT, TPOMOOITUTOIIEHisI.
3 60Ky iMmyHHOI cucmemu

Pigko: anadinakcis.

MemaboaiuHi ma animeHmapHi po3aadu

HeyacTo: 3HMKEHHS alleTUTy.

Pigko: rinepTpuriinepunemis, rinepxojieCTepuHeMis, rirnokamiemis.
[IcuxiyHi IOpyLIEHHS.

HeuacTo: 6€3COHHS, COHJIUBICTb.

3 60Ky Hepsosoi cucmemu

YacTo: ronoBHUM Oiflb.

HeuacTo: cygomMu, 3amaMOpPOY€eHHS, ITapecTe3il, MOpyIIeHHI CMaKy.
Pigko: Tpemop.

3 60Ky opaaHis cayxy ma secmubyas1pHO20 anapamy

HeuacTo: BepTuro.

3 OOKy ceplis.

Pigko: mapokcu3MarnbHa HIJIYyHOYKOBA TaXiKapAisd TUILY «IIipyeT», IOJOBXKEHHS
inTepBany QT.

3 60Ky WAYHKOBO-KUWKOB020 MpaKmy

YacTo: 6inb y YepeBHil NOPOXKHUHI, miapes, HymoTa, OJII0OBaHHS.
HeuacrTo: 3amnop, gucIerncisa, MeTeopu3M, CyXiCThb y POTi.
I'enamobiaiapHi po3aadu

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

HeuacTo: xonecras, XKOBTSHULIA, MiABUIIIeHHS PiBHA 0inipy6iHy.



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

3 60Ky wkKipu ma nidwkKipHOI MKAHUHU
YacTo: BUCUIIaHHSA.

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

Pigko: TOKCMYHUY ellifepMarbHUK HEKPOJIi3, CUHOPOM CTiBeHca-[[?)KOHCOHa, TOCTPUH
reHepasi3oBaHUU €K3aHTeMaTO3HUU IIyCTY/Ib03, eKCHOTiaTUBHUU OEePMAaTHT,
AHTIOHEBPOTUYHUYM HAOPSK, HAOPSAK 00/IMYYs, alonellis.

3 60Ky ONOPHO-PYX08020 anapamy ma CNoAYy4YHOI MKAHUHU

Heyacrto: miasnrig.

3azanvHi po3aadu ma peakuii y micui e8e0eHHs

HeuacTo: migBuilleHa BTOMJIIOBaHICTh, He3QyKaHHSA, aCTeHis, rapsidka.
iTn

YacTtoTa Ta XxapakTep MoOiYHUX peaklliil i BimXuiaeHb Bil HOPMU pPe3yJIbTaTiB
TabopaTOpHUX aHali3iB y X0l KIiHIYHUX OOCIiAXKeHb 3 Y4acTIO [iTel MOPiBHSIHO 3
TaKMMU Yy OJOPOCIIUX.

TepMiH npuIaTHOCTI

3 POKH.

YMmoBHu 30epiranus

30epiraTtu B CyXoMy, HEAOCTYIIHOMY [JIsl OiTel MicIli mpu TeMmepaTypi He Buiile 25 °C.
YnakoBka

ITo 1 kamcymi y 6mictepi; mo 1 6iicTepy y KapTOHHIM KOPOOIIi.

Kareropis Bignmycky

bes penenra.

BupoOHUK



Can ®apwmacreroTukan [agmactpis Jlimiten.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaXKeHHsI
IJistIbHOCTI

Inpactpian Apea 3, [leBac - 455001, Iumis.
[Ixkepesto iHCTPYKITil

[HCTpyKIIifo TiKapChKOTro 3aco0y B3aTO 3 0illiiHOTO mKepesia — [lepKaBHOTO PEECTPY

JIiIKapChKHX 3ac00iB YKpalHu.
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