Ckian

Oitoua pevuosuHda: GIyKOHA30I;
1 kanicyna mictuth QpiaykoHasony 150 mr;

OONOMIJCHI peuoB8uHU: JTaKTO3a, MOHOTiApaT; KpOXMalb KapTONJISHUN; ITOBiOOH;
KaJbllifo cTeapaT; 000JI0HKaA KalCyIu MiCTUTh OiaMaHToBuM cuHiu (E 133),
xinominoBu xxoBTHuM (E 104), )xkoBTuii 3axig FCF (E 110), tTutany giokcun (E 171),
KeJlaTUH, YOpHHUJIA YOPHIi (y pa3i HaHeCeHHS TOPTOBOT0 3HAKY ImiagnmpueMcTsa - 3T;
MicTATh 1mienak Glaze 45 % po34uH B eTaHOIi, 3ani3a okcug yopHuit (E 172),
MIPOMIIJIEHTJIIKOJIb, aMiaKy PO34YKH KOHIIEHTPOBaHUM).

JIikapcbKa ¢popMma

Kancynu tBepmi.

OCHOBHI (pi3uKOo-xiMIiuHI 81aCcMuUBOCMI: TBEP/i XKEIaTUHOBI KalCyJId 3 HEIIPO30PUMU
KOPIIYCOM 1 KPUIIKOIO 3€JIEHOI'0 KOJIbopy. Ha Karcysii monyckaeTsCa HaHOCUTHU
TOBapPHUM 3HaAK mingmpueMcTBa - 3T. BMicT Karncyn - mopoIiiok 6i/1oro 3 JKOBTYBaTUM
BiITIHKOM KOJILOPY. [JOIIyCKa€eThCS HAsABHICTH arjioMeparTiB 4aCTOK IIOPOLIKY.

dapMaKoTepalneBTUYHA Ipylna

[TpoTurpubOKOBi 3aco0U AJIT CUCTEMHOIO 3acTocyBaHHA. [ToxigHi Tpuasomny. Kog ATX
JO2A CO1.

®dapmMmakoguHaMiKa

MexaHi3M fil. ®1yKOHAa30J1, IPOTUTPUOKOBUM 3acib Kjacy TpUa30JIiB - IOTYyXKHUU

CeJIeKTUBHUMU iHTiOiTOpP rpuOKOBUX (hepPMEHTIB, HEOOXiTHUX OJII CUHTE3Y epTroCTEePOITy.
[lepBUHHUM MeXaHi3MOM MOTO [il € IPUTHiYeHHS rpuObKoBoro 14-anbda-maHoCcTepori-
OeMeTUuII0BaHHS, ormocepegkoBaHoro nutroxpomom P450 (CYP), 1110 € HeBig' eMHUM
eTaroM 6i0CUHTe3y IrpubKOBOT0 eprocrepoiy. Akymynsauis 14-anbda-MeTUnI-cTeposiB
KOPEJIIOE 3 MTOabIIIOI0 BTPATOI0 eprocTepony MeMOpaHoo rpubKOBOI KITITUHY Ta
MO2Ke BiITIOBigaTH 3a NPOTUTPUOKOBY aKTUBHICTh (IyKoHa3051y. OIIYKOHA30JI € OiIbII
CEeJIeKTUBHUM [0 TpubOKOBUX pepMeHTiB uToxpomy P450, HiXK [0 pi3HUX cUCTEM
depmenTiB nuToxpomy P450 ccaBiiiB.

3actocyBaHHs GIYKOHA305y y mo3i 50 Mr Ha go0y npoTsarom 28 mHIB He BIIJIMBAE Ha
PiBEHBb TECTOCTEPOHY Yy IIJIa3Mi KPOBi Yy YOJIOBiKiB Ta Ha PiBeHb €HOOTE€HHUX CTEPOIHIB Y
XKIiHOK PenpoayKTUBHOIO Biky. ®nykKoHa301 y mo3i 200-400 Mr Ha 0o0y He ITPOSIBIISE



KJTIHiYHO 3HAYyIIOTO BILJIMBY Ha PiBEHb €EHOOTEHHUX CTEPOiNiB abo Ha BiOmOBiabL Ha
CTUMYJISIIIiI0O aApPeHOKOPTUKOTpOonHOTO ropMoHy (AKTI') y 3mopoBux moOGPOBOJIBIIIB
40JIOBiUOl CTaTi.

IocnigKeHHs B3aEMOil 3 aHTUIIPUHOM IIPOAEMOHCTPYBAJIO, III0 3aCTOCyBaHHS 50 Mr
¢bnykoHazony pasoBo abo 6araTopa3oBO He BIIJIMBAE€E Ha MeTabO0IIi3M aHTUITIPUHY.

YyTnusicTh in vitro. ®1yKoHa3071 in vitro 1eMOHCTPY€E TPOTUTPHUOKOBY aKTUBHICTh

cTtocoBHO BupiB Candida, m10 3ycTpidaioThca HandacTime (Bkmtogatouu C. albicans, C.
parapsilosis, C. tropicalis). C. glabrata peMOHCTpPYy€ IIUPOKHUM Aialla30H YyTIUBOCTI OO
(pnykonaszony, Tomi sk C. krusei € 10 HbOTO PE3UCTEHTHOIO.

TakoxK (pIyKOHa3071 in vitro feMOHCTPYe aKTUBHICTD AK npoTu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TPOTHU €eHAEMIYHUX TIIiCHSIBUX rpubiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta
Paracoccidioides brasiliensis.

B3aeMo03B’s130K hapMaKOKiHETHUYHHUX i papMaKOOUHAMIUYHNX BJIACTUBOCTEH.

BigrmoBigHO [0 pe3ysbTaTiB OOCIIIAXKEeHb Ha TBapyUHAaX, ICHY€E KOpesaLisa Mix
MiHiMaIbHOIO iHTiI0YI049010 KOHIIEHTPAIli€l0 Ta e(peKTUBHICTIO TPOTH
eKCIlepUMeHTaJIbHUX MOIelel MiK03iB, cipuunHeHuX BupgaMu Candida. BigmoBigHO [0
pe3ynbTaTiB KIIIHIYHUX OOCHIAXKeHb, iCHy€ MiHilHa 3anexHicTh MizK AUC Ta go3010
dnykonazony (mpubnusno 1:1). Takoxk iCHye npssMui, ajie HeIOCTATHIiM 3B SI30K MixX
AUC abo0 703010 Ta IMO3UTHUBHOIO KJIIHIYHOIO BiINOBIAOI0 Ha JIiIKyBaHHS OpaIbHOTO
KaHOUAO03y Ta MEHIIOI0 Mipolo - KaHauAeMil. AHaAIOTiuHO JIiKyBaHHS iH(MEKIIiH,
CIIPUYHMHEHUX IIITaMaM¥, 0O SKUX (PJIyKOHA30JI JEMOHCTPYE BUCOKY MiHiMalIbHY
iHriOyio4y KOHIIEHTPAllif0, € MEHIII 3aJl0BiTbHUM.

MexaHi3M pe3uCTeHTHOCTI. Mikpoopra#iamu pony Candida MalOTh YUCII€HHI

MeXaHi3MU PEe3UCTEHTHOCTI 10 a30IbHUX MPOTUTPUOKOBUX 3ac00iB. PJIyKOHA3011
OEMOHCTPYE BUCOKY MiHiMasbHY iHTiOyI0Uy KOHIIEHTpPAIIil0 MPOTH IIITaMiB rpubiB, 1110
MaloTh OOUH abo Oinbllle MeXaHi3MiB Pe3UCTEHTHOCTI, III0 HETAaTUBHO BIIJIMBA€E Ha
e(eKTHUBHICTS in vivo Ta y KIiHiYHIN TpakTuili. [ToBigoMIsaIu Mpo BUIIagKXA PO3BUTKY
cynepindexknii Candida spp., inmumu, Hixk C. Albicans, Bugamu, 110 9acTo €
HeYyTIUBUMHU 00 QrnyKoHas3oiy (Hampukiam, C. krusei). [Ins miKyBaHHS TaKHUX
BUIIAAKIB CJIi 3aCTOCOBYBATH aJIbTePHATUBHI TPOTUTrPUOKOBi 3aco0MU.

®dapMaKOKiHeTHKa

dapMaKOKiHETHYHI BIaCTUBOCTI PJIYKOHA30JIy € NOOiOHUMU IPU BHYTPIIITHBOBEHHOMY
1 IepopaJIbHOMY 3aCTOCYBaHHI.



AGcopbirisi. ®1yKoHa30J1 foOpe BCMOKTYETHLCS IIPU IIepopajibHOMY 3aCTOCYBaHHI, a
piBeHb IIpemnapary y Ija3Mi KpoBi i cuctemMHa 6iomocTymnHicTh nmepeBuilyioTb 90 %
piBHS (pIyKOHA30I/y y Ija3Mi KpPOBi, III0 HOCATAETHCS IIPU BHYTPIIIHEOBEHHOMY
BBefeHHi nmpenapaTty. OmHOYacHe BXKUWBaHHS 1Ki He BIIJIMBA€E Ha BCMOKTyBaHHS
npenapaTy IIpu KOro mepopajbHOMY 3acTOCyBaHHi. [likoBa KOHIIeHTpallid y mjia3Mi
KpPOBi mocsiraeTbcsa dyepe3 0,5——1,5 roguHu micisa npuroMy IpenapaTry HaTiecepie.
PiBHoBaxkHa 90 % KOHIEHTpallis mocsAraeThbCcs Ha 4——5 moOy niKyBaHHS IIpenapaToM
mpu 6araTopa3oBOMY 3acToCyBaHHi 1 pa3 Ha moOy. KoHIleHTpallis npemnaparty y maa3mi
KPOBI IIponopLiHa a0 fo3u. PiBHOBaXKHa KOHIIeHTpalisa Ha piBHI 90 % mocAraeTtbcs Ha
OPYTUU [eHb JTiKyBaHHS IIPU 3aCTOCYBaHHI y IIepIIUY OeHb HaBaHTaXyBaJIbHOL JO3H,
III0 BABiYi ImepeBUlllye 3BU4YaiHy mOO0OBY A03Y.

Poznopin. O6’eM po3noniny npubIn3HO OOPiBHIOE 3arajbHOMY BMIiCTy PiIMHU B
opraHi3mi. 3B’s13yBaHHs 3 OilkamMu mna3Mu KpoBi Hu3bKe (11--12 %).

®dnykoHa3on mobpe MPOHUKAE B YCi MOCHiIXKyBaHi piguHu opraHiamy. PiBeHb
(¢bykoHa305y y CIMHI Ta MOKPOTHHHI € MOAiOHUM [0 KOHIIEHTpallil Ipenapary y
IJ1a3Mi KpoBi. Y mallieHTiB, XBOPUX Ha T'PUOKOBUM MEHIHTIT, piBeHb (QPIIYKOHA30Jy y
CIIMHHOMO3KOBIi# piguHi mocsirae 80 % KOHIIeHTpallil y Ij1a3Mi KPOBi.

Bucoki KoHIIeHTpallil GpIyKOoHa305y y IIKipi, 10 IIePEeBUINYIOTh CUPOBATKOBI,
OOCATal0ThCS Yy POrOBOMY Illapi, emigepMici, gepMi Ta moti. ®1yKOHa30751
HaKOIIMYYETHCA Y POrOBOMY LIapi.

Biotpancdopmarnisi. ®r1ykoHa30/1 MeTab0Mi3yeEThCSI HE3HAYHOIO Mipoio. [Tpu BBeeHHi

003U, MideHOol pafgioakKTuBHUMMU i3oTonamu, nmunie 11 % praykoHa30/1y eKCKPEeTyEThCS 3
ceuelo y 3MiHeHOMY BuUrnsagi. ®1ykoHa30m € moMipHUM iHTiGiTOpoM izodepmMeHTiB
CYP2C9 ta CYP3A4, a TakKOX NOTYXHUM iHTiOiTOpOM i30dpepmenTy CYP2C19.

Exckpenis. TY ¢maykKoHa30J1y i3 1m1a3Mu KpoBi cTaHOBUTH 0/113bK0 30 roguH. Binbiila
YacCTHHa IIpernapaTy BUBOOUTHCSA HUpPKamu, mpudomy 80 % 3acToCoOBaHOI A03U
BUSIBIISIETHCA Y Cedi y He3MiHeHOMY cTaHi. KimipeHc (pyKOHa30/1y IPONOPLiNHUN OO
KJlipeHCy KpeaTuHiny. LIupKynrooyux MeTaboJIiTiB He BUSBJIEHO.

TpuBanuu TY2 npenapaty 3 IJla3MU KPOBi Ja€ MOXKJIUBICTh pa30BOT0 3aCTOCYBaHHA
Ipelnaparty IIpu BariHaJIbHOMY KaHOUI031l, a TaKOXK 3aCTOCYBaHH4A IIpernapary 1 pa3 Ha
TUX[EHb [IPU IHINUX ITOKa3aHHIX.

Hupkosa HedocmamHicmb. Y Halli€HTiB i3 HUPKOBOIO HEOOCTATHICTIO TSAXKKOI'O
cTyneHs (WBUAKICTh KITyO0o4YKOBOI inbTpatii < 20 mi/xB) TY2 36inbiryetrbes 3 30
roguH mo 98 rogmH. ToMy 11iM KaTeropil namieHTiB HeOOXigHO 3MEHUIIUTH 03y
bnykoHazony. ®IyKOHA30JI BUOANSETHCS IIJIIXOM IeMofianily, MeHIIIO0 Mipoio -
IIJIAXOM IHTpamepuTOHeaIbHOr 0 Aiasnidy. CeaHC reMofiasi3y TPUBaJiCTIO 3 TOOUHU



3HUXKYE piBeHb GIJIYKOHA30/1y V y1a3Mi KpoBi mpubau3Ho Ha 50 %.
Jlakmauisa. ®1yKoHa30JI IPOHUKAE y I'PYAHE MOJIOKO.

Himu. ITicns BBegeHHs 2-8 MI/KT (QJIyKOHA30JIy OiTSIM BiKOM Bifg 9 micsAiB go 15 pokis
AUC cranoBuma 6n1u3bko 38 MKr*roa/mi Ha 1 Mr/kr mo3u. Ilicis 6araTopa3oBoro
3aCTOCYBaHHS CepefHil mepio HaniBBUBeOeHHS (PJIyKOHA301y i3 IM1a3Mu KPOBi
BapitoBaBcs Mixk 15 Ta 18 rogunamu; 06’eMm po3nopainy ctanoBuB 880 mi/Kr. Binbin
TPUBAJIUY IIepiof HaIliBBUBEeAEHHS 3 IJITa3MU KPOBI, 110 CTAHOBUB MTPUOJIN3HO 24
roguHu, OyB ITiCJIsT Pa30BOT0 3aCTOCYBaHHS QIIYKOHA30ITy.

ITauieHmu aimHbo20 BiKy. 3MiHN (PapMaKOKIHETUKHU Y IAlli€HTiB JIITHHOI'O BiKy
3ajiexkaTh Bif mapaMeTpiB QPyHKIIM HUPOK.

IToxa3aHHSA

JIiKkyBaHHS TaKuX rpubKOBUX iHGEKITiN y JOPOCIuX SIK (OuB. PO3Oia

«PapMakKoguHaMiKa»):

TOCTPUM BariHaIbHUYN KAaHONO03, KaHOUOO3HUM OanaHiT (KoJIiM MiclleBa Teparis €
HEeOoIliIbHOIO).

Teparito MOXXHa pO3MNOYMHATU OO0 OTPUMaHHSA pe3yJibTaTiB KyJIbTYypPaJbHUX Ta 1HIINUX
1abopaTOPHUX OOCIiAKEeHb; OOHAK MiCJI OTPUMaHHS pPe3y/IbTaTiB NPOTHIHDEKIINHY
Tepalriio ciif BignoBigHO ckopuryBatu. HeoOximHo 6paTu A0 yBaru odiminHi
peKoMeHallil 111010 BiATIOBiIHOTO 3aCTOCYBaHHS IIPOTUTPUOKOBUX 3ac00iB.

IIporunnoka3aHHs

lnepuyTnuBicTh A0 OyOb-IKMX KOMIIOHEHTIB ITpenapaTy/iHIIIuX a30JIbHUX CIIOJYK.
OpHo4YacHe 3aCTOCyBaHHSA (IIYKOHA30/Iy Ta TepdeHaAuHy MaljieHTaM, AKi
3acTOCOBYIOTh (pyiyKoHa301 6araTopa3oBo y mo3ax 400 mr/mo6y Ta Buiie. OmHOYacHe
3acToCyBaHHS (PJIYKOHA30JIy Ta iHIIUX JIiIKapChKUX 3ac00iB, 1110 TOOBXKYIOTh iHTEpBal
QT Ta meTabosi3yioThcsa 3a gonomoroi depmenTty CYP3A4 (Hanpukiag HU3anpuay,
acTeMi3oJly, MiMO3Uay, XiHIiTUHY Ta €PUTPOMILINHY).

B3aemogisi 3 iHIIMMH JTiKapChbKHMH 3aC00aMH4 Ta iHIIIi BHOH B3a€EMoOIin

IIpomunoka3aHe cyMiCHe 3aCmocCyB8dHHA PAYKOHA304y MAd HUMNCUE3A3HAYCHUX
JAiKapcbKux 3acobis.

L[uzanpuQ: OBigOMJISIIIN PO PO3BUTOK MMOOIYHUX peakiliii 3 00Ky ceplisd, Y TOMY YHCIIi
PO IMapOKCU3MaJIbHy IIIIYHOYKOBY TaxiKapAito TUMY «IipyeT» y IMalll€HTIB, sKi
OOHOYACHO 3aCTOCOByBanIu (QIyKOHA30JI Ta qu3anpun. OgHodacHe 3actocyBanHsga 200



Mr GiIyKoHa30sy 1 pa3 Ha goby Ta 20 Mr musanpunay 4 pa3u Ha go0y MIPU3BOAUIIO [0
3HAYHOT'O MiABUILIEHHSA PiBHS LIU3anpuay y Ijla3Mi KpOBi Ta [0 IIOJOBXEHHS IHTepBaly
QT. OgHoyacHe 3acToCyBaHHSA (PIIYKOHA30JIy Ta LM3alpUay OIPOTUIOKa3aHe.

TeppeHaOuH: yepe3 BUMIAAKU PO3BUTKY TAXKKUX CEPLEBUX apPUTMIil, CIPUYUHEHUX
nmomoBKeHHSM iHTepBany QTc, y mallieHTiB, SKi 3aCTOCOBYIOTh @a30/IbHi IPOTUTPUOKOBI
JIiIKapChKi 3aco0M OMHOYACHO 3 TepdeHaguHoM, OyIu ITPOBedeHi JOCTimKeHHS
B3aeMopil nux npemnapartis. [Ipu 3acTocyBaHHi piykoHa3ony y mo3i 200 Mr Ha goly He
Oysi0 BUSIBIIEHO IMOAOBXKeHHs iHTepBany QTc. 3acTocyBanHsa prnykKoHa3o0iy y mo3ax 400
MT Ha noOy abo BHUIlle 3HAYHO ITiOBUIIYE PiBeHb TepdeHanuHy y n1a3Mi KpoBi mpu
OOHO4YACHOMY 3aCTOCYBaHHI [ux npenaparTiB. CyMicHe 3aCTOCyBaHHA (QIYKOHA30Iy y
no3ax 400 mr abo Buille 3 TepdpeHaguHOM NPOTUIIOKa3aHe. [Ipu 3acTOCyBaHHI
drykoHazomny y mo3lax Huxx4de 400 Mr Ha moOy omHO4YaCHO 3 TepdheHaguHOM CIIif
IIPOBOOUTY peTeJIbHUU MOHITOPUHT CTaHy HallleHTa.

Acmemi3oa: cyMiCHe 3aCTOCyBaHHSA (pJIYyKOHA30/Iy Ta aCTEMi30JIy MOXKe 3MEHIIUTHU
KJiIipeHc acTteMizoiny. CopuYnHEHe IIUM ITiABUILEHHS KOHIIEHTPallil acTeMi30ny y
IJ1a3Mi KpOBi MOXKe IIPU3BECTU [0 NONOBXKeHHA iHTepBany QT Ta y pigKicHUX
BUIIafKaXxX - 10 HapOKCU3MaJIbHOI IITYHOYKOBOI TaxXiKaphil TUiy «mipyeT». OgHO4YacHe
3aCTOCyBaHHS (IIYKOHA30/Iy Ta aCTEMi30JIy IPOTUIIOKa3aHe.

ITimo3ud ma xiHiOuH: cyMicHe 3aCTOCyBaHHS (JIyKOHA30JIy Ta niMo3upgy abo XiHiguHy
MOZK€e IPU3BOAUTH [0 NPUTHiYeHHsS MeTabosi3My mmiMo3uny abo xiHiguHYy.
[TigBulIeHHS KOHIeHTpallil ImiMo3uny abo XiHiguHy y Ij1a3Mi KPOBi MOXKe CIIPUYUHSATHU
nonoBxkeHHd iHTepBany QT Ta y piAKiCHUX BUIIaAKaxX IPU3BOOUTU OO PO3BUTKY
MapoKCHU3MaJIbHOI IIUTYHOYKOBOI TaxXiKapAil TUIy «moipyeT». OgHO4YacHe 3aCTOCYBaHHA
dbnykoHazony Ta niMmo3uny abo XiHimUHY ITPOTUIIOKAa3aHe.

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHS €PUTPOMIIIUHY Ta (GIIYKOHA30Iy IIiABUIIYE
PHU3UK PO3BUTKY KapAIOTOKCUYHOCTI (ITogoBxKeHHS iHTepBany QT, mapokcu3manabHa
IIJIYHOYKOBA TaXiKappis TUIIy «IIipyeT»), IK HaCJIiJOK MOXKJIKBa palToBa ceplieBa
CcMepTh. 3aCTOCyBaHHSA KOMOiHAIll IMX JTiKapChKUX 3ac00iB MPOTUIIOKa3aHe.

He pekomeHOyembcss 00HOUACHE 3dCMOCYB8AHH S (PIYKOHA301Y MAd HUMNCYE3d3HAYEeHUX

JiKapcvKux 3acobis.

I'anoppaHnmpuH: GpIyKOHA30JI MOKEe CIPUYNHUTHU IMiABUIIEHHS KOHIIEHTPAaIlil
ragodaHTPUHY y IJIa3Mi KPOBi 3a paxyHOK npurHidenHusa CYP3A4. OgHodacHe
3aCTOCYBaHHS LIMX TiKapChKUX 3aC00iB IMiABUIIY€E PU3UK PO3BUTKY KapOiOTOKCUYHOCTI
(mopoBxkeHHs iHTepBany QT, mapokcu3MaybHa HIJIYyHOYKOBA TaXiKapAisd TUILY
«IipyeT»), K HaCJIiIOK MOXKJIKBa palToBa ceplieBa cMepTh. Ciil yHUKaTHU
3acToCyBaHHs KoMOiHallil 11ux IiKapchKuxX 3aco0iB.



CyMicHe 3acmoCcy8aHHs (paAYKOHA301y Md HUMHCUYE3A3HAYEHUX AiKaAPCbKUX 3acobis

guMaaae obepexcHocmi.

AMmMio0apoH: ogHOYacCHe 3aCTOCyBaHHS (IIYKOHA30JIy 3 aMiOJapOHOM MOIKe IIPU3BECTH
mo romoBzKeHHs iHTepBany QT. ®nykKoHa30J1 ciif 3 00epeKHiCTI0O 3aCTOCOBYBAaTHU
pa3oM 3 amiofgapoHOM, 0COOIMBO y pa3i Ipu3HaYeHHs BUCOKOI M03U (PIIYKOHA30JIIy
(800 mr).

CyMicHe 3acmocy8aHHs (paAYKOHA301y Md HUMHCYE3A3HAYEHUX JAiKAPCbKUX 3dcobis

guMdaaae obepexcHocmi ma Kopuz2y8aHHs 003U.

Bnaue iHWux sniKapcbKux 3acobis Ha ¢1yKoHa301. KiiHIYHO 3HAYYIIIOr0 BIJIUBY Ha

abcop6b1iito hIyKoHa30/Iy IIPU MOT0 IepopaibHOMY 3aCTOCyBaHHI He MalOTh
OOHOYACHUU NPHUKOM 1XKi, IMMETUANH, aHTallUXd, a TaKOXK MPOMeHeBa Tepallis yciel
OIITHKY Tina (Ipu mepecaplli KiCTKOBOTO MO3KY).

PugamniyuH: omHOYaACHE 3aCTOCYBaHHS (PIyKOHA30/1y Ta pudaMIIiliiHy IPU3BOOUIIO
mo 3umkeHHs AUC Ha 25 % Ta ckopouyBao T2 ¢pinykoHasony Ha 20 %. Tomy gnsa
Malli€eHTiB, Ki 3aCTOCOBYIOTh pU(aMIIilluH, CJIif PO3TJISHYTH OOLIIBHICTh NiABUIIEHHSA
mo3u (IIyKOHAa30Iy.

I'idpoxsopomia3ud: ogHoO4YacHe 6araToKpaTHE 3aCTOCYBaHHS TigpoXIopoTia3umy
3[0POBUM HOOPOBOJBIISAIM, SIKi OTpUMyBaiu QIYKOHA30JI, HiTBUIITyBaI0 KOHIIEHTPALIil0
(bnykoHnaszony y nina3mi KpoBi Ha 40 %. Taki mapaMeTpu B3a€MOiil He BUMaralTh 3MiH
Yy pexXuMi Jo3yBaHHSA QIYKOHA30JIy OIS Halli€EHTIB, IKi OOHOYACHO OTPUMYIOTH
CeYoriHHi 3aco0u.

Bnaue ¢paykoHa3oay HA iHWI aikapcvki 3acobu. ®MyKOHA30JI € TOMipHUM iHTiGiTOPpOM
CYP2C9 ta CYP3A4. Takoxk (IyKOHA30JI € ITIOTYKHUM iHTiGiTOpOM i30pepMeHTy

CYP2C19. OkpiMm 3adikcoBaHUX Ta ONMCAHUX B3aEMOMiN, IKi HaBeOeHi HUXK4Ye, iCHy€E
PHU3HUK HiABUILEHHS Y [IJ1a3Mi KPOBi KOHIIEHTpPAL[iM IHIINUX CIOJIYK, III0
MeTabomnizyoTreca CYP2C9, CYP2C19 ta CYP3A4, nipu ogfHOYaCHOMY 3aCTOCYBaHHI X
i3 ¢pnykonazomnoM. TomMy 3aCcTOCOBYBaTHU TakKi KoMOiHallil ITpemapartiB citifg 3
00epeXKHICTIO; TPHU LIbOMY HEOOXiTHO peTebHO CIIOCTepPiraT 3a CTAHOM TIAlli€HTIB. Y
3B’5I3Ky 3 TpuBaIuM 1Y2 GprIyKOHaA30JIy UOro IpUTHIYyBaJibHA Ai Ha PepMeHTH
30epiraetbcs potsarom 4—-5 mib.

AsnvheHmania: ogHOYACHE 3aCTOCyBaHHS (GpyIyKOHa30iy y mo3i 400 Mr ta
anbgeHTaHiny y go3i 20 MKI/KT CYIIPOBOMXKXYETHCS OBOKPATHUM 30iIbIIIEHHAM
noka3Huka AUC10 (moxkxnuBo, yepe3 inrioyBanus CYP3A4). Lle 3ymMoBiIoE
HeOOXiOHICTh Y KOPUT'YBaHHI 003U anbdeHTaHiy.

AmimpunmunaiH, HopmpunmuJiH: GIYKOHA30JI IIOCUJIIOE [Oif0 aMiTPUIITHUIIIHY Ta
HOPTPUIITUIIHY. PEKOMEHOYETHCSI BUMipIOBAaTH KOHIIEHTPAIlil 5-HOPTPUIITUIIHY Ta/abo



S-aMiTpuUnTHIIIHY Ha IMoYaTKy KOMOiHOBaHOI Teparrii Ta 4yepe3 1 TUXKOEHbD IIicis 1l
rmoyaTky. Y pa3i HeoOXimHOCTI CiIif BiIKOPUTYyBaTHU NO3y aMiTPUNTHUIIIHY YU
HOPTPUIITUIIIHY.

AmpomepuyuH B: omHOYaCHe 3aCTOCyBaHHA (QIIYKOHA30/ly Ta aMdoTepunuHy B
iH(ikOBaHMM MHUIIIAM i3 HOpMaJIbHUM iMyHITETOM Ta iH(piKOBaHMM MHUIllIaM 3i
3HUKEHUM IMyHITETOM Iajio TaKi pe3ynabTaTHu: HEBEJIUKUMN aduTUBHUN
IPOTUTrPuUOKOBUM eheKT ITpu cucTeMHiM iHdekirii C. albicans, BimcyTHiCTh B3aeMomil
Ipu BHYTpPimIHbOYepenHil iHdeKiril Cryptococcus neoformans Ta aHTaroHi3am OBOX
ImpernapariB Ipu cucTeMHin iHpeknii A. fumigatus. KniniuHe 3HauyeHHS 1TUX
pe3yJIbTaTiB HEBiOME.

AHmukoazyaaHmu: K i Ipu 3aCTOCYBaHHI iHIINMX a30IbHUX IIPOTUTPUOKOBUX 3aCO0iB,
IPY OOHOYAaCHOMY 3aCTOCyBaHHI (DIyKOHa30J1y Ta BapdapuHy ITOBIHOMIISIA IIPO
BUIIAJKU PO3BUTKY KPOBOTEY (reMaToMa, HOCOBa KpPOBOTeYa, IJIyHKOBO-KUIIIKOBA
KpOBOTeYa, reMaTypisi Ta MejleHa) Ha TJIi ITIOOOBXKEHHS IpoTpoMOiHoBOoTO Yacy. [1pu
OOHO4YaCHOMY 3aCTOCYyBaHHI (JIYKOHA30JIy Ta BapdapuHy CIIOCTepiraaocs OBOKpaTHE
MiABUIIEHHS ITPOTPOMOiIHOBOTO Yacy, iMOBIpHO, BHACIIIHOK MPUTHIYeHHSI MeTab01izMy
Bapdapuny yepe3 CYP2C9. Crig peTenbHO KOHTPOJIIOBATH IIPOTPOMOiIiHOBUM HacC y
MallieHTiB, SIKi OHOYACHO 3aCTOCOBYIOTh KYMapHUHOBI aHTUKOATYJITHTU abo
iHmaHemioH. Moxke O0yTu HeOOXimHOIO KOPEKITisl MO3W aHTUKOATYISTHTY.

Bben3oodiazeniHu Kopomkoi 0ii, Hanpuk.aao mida3o0/1am, mpua3oaam: Ipu3HaYeHHSI
(pr1yKoHa305y micis mepopaabHOT0 3aCTOCYBaHHS Mifja30jiaMy IPU3BOAUIIO OO
3HAYHOTO MigBHUIIIEHHS KOHIIEHTpAallil Miga30jlaMy Ta [0 IMOCUJIEHHS IICUXOMOTOPHUX
edekTiB. OgHOYAcHe 3aCTOCyBaHHSA QIyKOHA305y y go3i 200 Mr Ta Mima3onamy y mo3i
7,5 Mr mepopasibHO npu3Bonusio o mnipsuitnenHa AUC ta T2y 3,7 ta 2,2 pa3a
BinmoBigHO. 3acTocyBaHHS QiyKoHa30iy y mo3i 200 mr/moby ta 0,25 Mr TpuasomamMy
rnepopa’snbHO Ipu3sonuso go nigsumienus AUC ta TY2 y 4,4 ta 2,3 pa3a BigIoBIigHO.
ITpu ogHOYacHOMY 3aCTOCYBaHHI (PJIyKOHA30JIy Ta TpUa30jaMy CIIOoCTepiranocs
MMOTEHIIiI0BaHHS Ta IIPOJIOHTallid e(peKTiB Tprasomamy.

AKINO mauieHTy, SKUM IPOXOOUTH KypPC JIIKyBaHHSA (hJIyKOHA30JI0M, CJIiff OOHOYAaCHO
MIPU3HAYUTU Tepariio 6eH3oia3eniHaMu, 03y OCTaHHIX CJIifi 3MEHIIUTU Ta
BCTAQHOBUTU HAJIEXKHUU HATJIAM 3a CTAHOM IIalli€HTa.

Kapbama3zeniH: GpIIyKOHA30JI IPUTHIYYE MeTab0I1i3M KapOaMa3emniHy Ta CIIPUYHUHSIE
MMigBUIIEHHS PiBHA KapOaMa3seIliHny y cupoBaTii KpoBi Ha 30 %. ICHye pu3uK PO3BUTKY
IIPOSIBiB TOKCUYHOCTI 3 00Ky KapOaMa3eliny. Moxe OyTu HeOOXimIHUM KOPUT'YBaHHS
no3u Kapb6aMa3eniny 3ajie’KHO Bif piBHS MOro KOHIIEHTpPaAllil Ta Oil mpemnapary.

biaokamopu kKaavuiesux KaHanig: OesiKi aHTaroHiCTH Kanbliio (HidbeouniH, icpagumix,
aMJIoguIliH Ta penogulrin) metabonisyioTecsa pepmernToM CYP3A4. dnykKoHaA30/I MOXKe



MTiABUITYBATH CUCTEMHY €KCII03UIlil0 0JI0OKAaTOPiB KaJIbI[iEBUX KaHAIiB.
PekoMeHOOBaHUM peTebHUN MOHITOPUHT IIIOJI0 PO3BUTKY ITOOIYHUX peaKIlild.

Ilesnexkokcub: Ipu OMHOYACHOMY 3aCTOCYBaHHi ¢piykoHa3osy (200 Mr Ha goby) i
rienekokcu0Oy (200 mr) Cmax Ta AUC nenekokcu0Oy migBuiryBanucsa Ha 68 % ta 134 %
BigmoBigHO. [Ipy ogHOYaCHOMY 3aCTOCyBaHHI 11eJIeKOKCHUOy Ta (IIyKOHA30J1y MOXKe
O0yTH HeoOXigHMM 3MEeHIIEeHHS 03U I1eJIeKOKCUOY BOBidyi.

Llukaogocgamio: ogHOYACHE 3aCTOCyBaHHSA MUKIodpochamiay Ta GpirykKoHa3omy
MIPU3BOOUTH IO ITiIBUIIIEHHS PiBHS Oinipy0OiHy Ta KpeaTUHiHY y cupoBaTii KpoBi. L1i
npenapaTd MOXKHa 3aCTOCOBYBaTH OJJHOYACHO, ajie CJIil BpaxOByBaTH PU3UK
MMigBUIIIEHHS KOHIIeHTpallil Oinipy0iHy Ta KpeaTUHiIHY Y CUPOBATIIi KPOBI.

deHmawia: TTOBIHOMIISITIOCS IIPO OOWH JIeTaIbHUM BUMNAOOK BHACIIIOK iHTOKCHUKAIIil
(eHTaHiTOM Yepe3 MOXKIUBY B3a€EMOZII0 MiXK (peHTaHiIIOM Ta (JIyKOHA30JIOM.
®nyKOoHaA30J/I 3HAYHO YIOBUIBHIOE eJliMiHamiio ¢peHTaHiny. [limBumieHHS KOHIIEHTpaIlil
(beHTaAHINTY MOXe MPU3BOOUTHU A0 MIPUTHIYEHHS OUXaHHS, TOMY CJIii peTeIbHO
KOHTPOJIIOBATH CTaH IallieHTa. Moxke 0yTu HeoOXiTHOI0 KOPEKIIis Ho3u heHTaHimy.

IH2i6imopu I'MI'-KoA-pedykmasu: cCyMicHe 3aCTOCyBaHHS (GJIYKOHA30/y Ta iHTi6iTOpiB
I'MI'-KoA-penykTa3su, 110 metabosisyiorsbcst CYP3A4 (aTopBacTaTUH Ta CUMBACTaTUH),
a6o iuribitopis 'MI'-KoA-penykTa3su, 1o metabosisyiorsbcst CYP2C9 (pmyBacTaTuh),
IIigBUITY€E PU3UK PO3BUTKY MiomnarTii Ta pabmomioni3y. ¥ pa3i HeoOximHOCTI
OOHOYAaCHOT0 3aCTOCYBaHH LIUX IIpelapaTiB CJIifl peTeJIbHO CIIOCTepiraTtu 3a
MalliEeHTOM IIIOA0 BUHUKHEHHS CUMIITOMIB MiomnarTii Ta pabgoMiosti3y i mpoBoguTu
MOHITOPUHI PiBHS KpeaTUHKiIHa3u. Y pa3i 3HAYHOI'O MiABUIIEHHS PiBHA
KpeaTuHKiHa3u, a TaKOXK IIPH Iigo3pi abo BUSBJIEHHI MiomaTii/pabgomionizy
3acTtocyBaHHs iHTiOiTOpiB MI'-KOA-peayKTas3u CIiifg IpUIUHUTH.

Onanapub: nomipHi iHri6iTopu CYP3A4, Taki sik ¢pyKoHa3071, 30iIbIIyIOTh I1J1a3MOBi
KOHIIeHTpallil oyanapudy; IXx oqHOYaCHe 3aCTOCYBaHHS He PEKOMEHOYEThCS. AKII0
TakKol KoMOiHaIlil He MOXKHa YHUKHYTH, IIPUNOM oJiariapuly ciifg oOMexKyBaTH J03aMU
200 Mr gBiui Ha g00Yy.

ImyHocynpecopu (Hanpukaao, UUK/A10CNOPUH, e8epoaiMycC, CUPOAIMYC i makpoaimyc).

IlukaocnopuH: (p1yKOHa30/ 3HAaYHO MiAgBUIllye KOHIIeHTpaliio Ta AUC LHHUKIOCIOPHUHY.
[Tpu ogHOYAaCHOMY 3acTOCyBaHHi (yKoHa30my y 103i 200 Mr/mo6y Ta ITMKIJIOCIIOPUHY Y
mo3i 2,7 Mr/kr/go0y croctepiranocs 30inbiieHHss AUC muknocnopuny B 1,8 paza. Li
npenapaTd MOXKHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBU 3MEHILEHHS OO3U
LIMKJIOCIIOPUHY 3aJIe’KHO Biff 10T0 KOHIIEeHTpaIllil.

Eeepoaimyc: GIyKOHA30JI MOXKe ITiABUITYBAaTH KOHIIEHTPAIIiI0 €BEPOIIIMYCY Y
CHUpOBaTIll KPOBi yepes npurHivenusa CYP3A4.



Cupoaimyc: GIyKOHA30JI IIiABUIINYE KOHIIEHTPAIIil0 CUPOJIiMyCYy V IIJIa3Mi KPOBI,
iMOBipHO, IIIJISTIXOM ITPUTHiYeHHs MeTabosisamy cuponimycy pepmentom CYP3A4 Ta P-
riaikompoTelHoM. Lli mpenapaTy MOXKHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBH
KOPUTYBaHHS 03U CUPOJIIMYCYy 3aJle>KHO Bifl piBHSA KOHIIeHTpallil Ta epeKTiB Bif
IpUKUOMY IIpernapary.

Takpoaimyc: pIyKOHa30J1 MOXKe MigBUIIYyBaTU KOHIIEHTPAllil TaKPOJIiMyCy Yy CUPOBATIIi
KPOBI [0 5 pa3iB Ipu UOTr0 mepopajbHOMY 3aCTOCYBaHHI yepe3 IIPUTrHidYeHHS
MeTabomni3amy Takponimycy depmenTom CYP3A4 y kuieuyHuky. [1pu
BHYTPIILIHBOBEHHOMY 3aCTOCYBaHHI TaKPOJIIMYyCy He CIIOCTepirasiocs 3Ha4YHUX 3MiH
(papmakokineTuku. [ligBuIlieHi piBHI TaKpPOJIIMyCY aCOIIil0OI0ThCS i3
He(@pPOTOKCUUYHICTIO. [[03y TaKpPOJIiMyCy [AJIs IepOpabHOr0 3aCTOCYBaHHS CIIif
3HUIKYBATH 3aJIe’KHO Bif KOHIIEHTpPAIlil TAaKPOJIiMyCy.

JlozapmaH: GrIyKoHa30JI IPUTHIUYE IEePEeTBOPEHHS 103apTaHy OO0 MOT0 aKTUBHOTO
MeTaboJIiTy

(E-31 74). PekoMeHO0OBaHO 3[iMCHIOBATH MOCTIMHNY MOHITOPHUHI apTepPialbHOIO0 TUCKY
y Halli€HTiB.

MemadoH: GyKOHa30JI MOXKe MiIBUIYBaTH KOHIIEHTPAIlil0o METAJOHY Y CUPOBATIIi
KpoBi. [Ipu omHOYacHOMY 3aCTOCYBaHHiI MeTafgoHYy Ta (GJIYKOHA30/1y MOoXe OyTu
HeoOXimHUM KOPUT'yBaHHS OO3U METa[oHY.

HecmepoidHi npomu3anaavHi npenapamu: Ipu OGHOYaCHOMY 3aCTOCYBaHHI 3
dnykonazonom Cmax ta AUC ¢nypbinpodeny migsunryBanucs Ha 23 % ta 81 %
BIIIOBIJHO IIOPIBHAHO 3 BIANOBIAHMMHU IIOKa3HUKaMU I[IPU 3aCTOCYBaHHI TiJILKU
dbnypbinpodeny. AHaAIOTiYHO ITPU OOHOYACHOMY 3aCTOCYBaHHi (hIIYyKOHA30Ty 3
panieMmiunuM ioynpodernoMm (400 mr) Cmax ta AUC ¢papMaKOoJIOTidYHO aKTUBHOTO
isomepy S-(+)-ibynpodeny nigBuryBanucs Ha 15 % Ta 82 % BiOImmoBimHO ITOPiBHSHO 3
BiATIOBiOHMMU MOKaA3HMKAMU MIPU 3aCTOCYBaHHI TiJIbKM palleMidyHOro i6ymnpodeny.

®nyKOHa30JI MOTEHLINHO 30aTHUM IMiABUIIYBAaTU CUCTEMHY €KCIO3UIiI0 iIHIIIUX
HeCTepoIigHUX npoTulananbHux npenapartiB (HIT3I1), ujo meTabomnisdyioteca CYP2C9
(HammpuKiag HaOPOKCEHY, IOPHOKCUKaMy, MeJIOKCUKaMy, TUKI0(heHaKy).
PekoMeHOOBaHO NMepPiogUYHO 3[iMCHIOBATH MOHITOPUHT IMOOIYHUX peakllii Ta
TOKCUYHUX ITPOSIBiB, OB’s13aHux i3 HII3II. Moxe nmoTpebyBaTHUCsI KOPUTYBAHHS 03U
HIT3II.

®eHimoiH: GIYKOHA30JI IIpUrHiuye Metabomni3M ¢peHiToiHy y nedinii. OgHo4YacHe
OaraTopa3oBe 3acTtocyBaHHA 200 Mr ¢rykoHa3ony Ta 250 Mr ¢peHiTOIHY
BHYTPIIIHBOBEHHO MPU3BOAUTH o mipgBumieHHa AUC24 ¢eHiTOlHY Ha 75 % Ta Cmin Ha
128 %. IIpu ogHOYACHOMY 3aCTOCYBaHHi ITUX JIiIKapChbKUX 3aC00iB CITizl ITPOBOOUTH
MOHITOPUHT KOHIIEHTpAalil PeHITOIHY Y CUPOBATI]i KPOBIi 151 YyHUKHEHHS PO3BUTKY



TOKCHUYHOI il QPeHiToIHY.

ITpeOHi30H: TIOBIHOMIISIIN IIPO BUIIAAOK, KOJIU y IAIliEHTA ITIiCJIg TpaHCIIaHTallil
IIeYiHKHU Ha TJIl 3aCTOCYBaHHSA IIPEOHI30HY PO3BUHYJIACA IOCTPa HEOOCTATHICTh KOPHU
HaOHUPKOBUX 3aJ103, 1110 BUHUKIIA MiC/Is MIPUNIUHEHHS TPUMIiCSIYHOTO KypCy Teparil
¢bnykoHazonoM. [IpunuHeHHsS 3aCTOCyBaHHS (QIIYKOHA30J1y, iMOBIpHO, CIIPUYUHUIIO
rnmocusneHHs akTuBHoCTi CYP3A4, 1110 Ipu3BEI0 A0 IPUCKOPEHHST MeTaboIizMy
npernHizony. Ciiif peTesbHO CTEXUTH 3a HallieHTaMu, Kl IPOTATrOM TPUBAJIOT0 Yacy
OOHOYACHO 3aCTOCOBYIOTH (PJIYKOHA30J1 Ta IPEOHI30H, 3 METOI0 NONEepeaKeHH
PO3BUTKY HEJOCTATHOCTI KOPYU HAAHUPKOBUX 3aJI03 MiCJIA IIPUIIUHEHHS 3aCTOCYBaHHSA
(pnykoHaszomny.

PugabymuH: GIyKOHa30JI MigBUIIYE KOHIIEHTPallifo pudabyTUHY Y CUPOBATIIi KPOBI,
1110 IMpu3BoOuTh mo 30inbmieHHss AUC pudabytuny mo 80 %. [ITpu omHOYaCHOMY
3acToCcyBaHHIi (JIyKOHa3051y Ta pudabyTHUHY ITOBiMOMIISIN IIPO BUIIaAKU yBeiTy. [1pu
3acToCyBaHHi Takol KoM0OiHallil miKapchKkuX 3aco6iB cirim 6paTu 40 yBaru CUMIITOMU
TOKCUYHOI fil pudadbyTuny.

CakeiHasip: pnykonazon nigsuinye AUC Ta Cmax cakBiHaBipy npubnu3so Ha 50 % Ta
55 % BiANoBimHO Yepe3 NpUTHiYeHHS MeTaboJli3aMy cakBiHaBipy y nedidni pepMeHTOM
CYP3A4 Ta yepes iurioyBaHHs P-riikomnpoTeiny. Baaemofii MixK ¢GJIyKOHa3010M Ta
CakBiHaBipOM/pPUTOHABIPOM HEe [OCIIiAXKYBaJIKUCS, TOMY BOHHU MOXKYTb OyTH OibIIl
BUpPaxXeHUMU. Moxke OyTH HEOOXimMHUM KOPUT'YBAaHHS OO3U CaKBiHaBipy.

IToxidHi cyabghoHisiceyo8UHU: OOHOYACHE 3aCTOCYyBaHHA (QIIYKOHA30IIy 3
IMepopaJIbHUMU MMOXiITHUMU CYIb(OHIICEYOBUHM (XJIOPIIpOoIaMi, rinibeHKIaMi,
rimisug Ta Ton0yTaMin) TpuU3BOAUIIO A0 IPOJIOHTYBaHHS iX TY2. PeKoMeHOy€eThCSA
IIPOBOOUTY YaCTUU KOHTPOJIb YKPY Yy KPOBI Ta BIAMOBIOHUM YMHOM 3HUXKYBaTU OO3Y
MOXiOHUX CYIb(OHIICEHOBUHHU IIPU OOHOYACHOMY 3aCTOCYBaHHI i3 (PIIyKOHA30JI0M.

TeoginiH: 3acTocyBaHHA QiykKoHa301y 1mo 200 mr npotsrom 14 gHIB MPU3BENO OO
3HUIKEHHS CePegHbOro KJIipeHCy Teo(ininy y miaa3mi Kposi Ha 18 %. 3a nauieHTamy,
sIKi 3aCTOCOBYIOTh T€O(iITiH Y BUCOKUX HOo3ax abo SKi MaloTh ITiOABUIIEHUN PU3UK
PO3BUTKY TOKCUYHUX IIPOSIBIB TeOMiNiHy 3 iHIINX IPUYXH, CJIi BCTAHOBUTHU HATJIA[
OO0 BUSIBJIEHHS O3HAK TOKCUYHOI ail Teodininy. Tepamnito ciig 3MiHUTH IIPUA TOSBI
O3HaK TOKCUYHOCTI.

TogpauumuHi6: BimuB TOQarmTHHIOY 3pOCTAa€E IPU OOHOYACHOMY 3aCTOCYBaHHI 3
JIIKapChbKUMHU 3acob0aMu, siKi IpU3BOASATh OO0 moMmipHoro inrioyBanus CYP3A4 Ta
notyxkHoro iurioysanusa CYP2C19 (Hanpukiap ¢piayKoHa3oi). ToMy peKOMeHIOOBaHO
3MEHIIUTH 003y TohanuTuHiOy 0o 5 Mr 1 pa3 Ha mo0y B KOMOiHAIliIX 3 ITUMU
nmpenapaTaMu.



Ankanoiou 6apeiHKky: GIyKoHa30J1, iMoBipHO Yepe3 iurioyBanus CYP3A4, moxke
CIIPUYUHSITHU MiTBUIIIEHHS KOHIIEHTPAIlil aJlKanoifiB 60apBiHKY y IIJ1a3Mi KPOBi
(HampuKian BiHKPUCTUHY Ta BiHOJIACTUHY), 1110 IIPU3BOAUTDL OO PO3BUTKY
HEUPOTOKCUYHUX €(DEKTiB.

BimamiH A: IOBigOMJISINIY, 110 y MAlli€HTa, AKUKW OOHOYAaCHO 3aCTOCOBYBaB
TPAHCPETUHOEBY KUCIOTY (KHCIOTHA ¢opMa BiTaMiHy A) Ta QIYKOHA3OJI,
crmocTepiranucs nobiuHi peakilil 3 60Ky 1leHTpasibHOI HepBoBOi cucteMu (ITHC) y
(opmi mCceBOOTYyMOPY I'OJIOBHOTO MO3KY, IO 3HUK ITiC/Is BigMiHM QrnykKoHas3omy. i
JIiIKapChKi 3aco0U MOXKHA 3aCTOCOBYBATH OOHOYACHO, ajie CJIi ImaM’ATaTu PO PU3UK
BUHUKHEHHS IMOoOiYyHUX peakiri 3 6oky [THC.

BopukoHa3oa (iH2ibimop CYP2C9, CYP2C19 ma CYP3A4): ogHO4YacHe 3aCTOCyBaHHSA
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
nepumuy neHb, moTiM mo 200 Mr KOKHi 24 TOOUHU OPOTATroM 4 OHIB) IPU3BEJIO M0
nigsuinieHHss Cmax Ta AUCT BOpuKOHa3011y y cepegabomMy 0o 57 % (90 % II: 20 %,
107 %) ta 79 % (90 % IOI: 40 %, 128 %) BignoBigHO. HeBigoMo, 41 3HUZKEHHS OO3U
Ta/ab0 YaCTOTHU 3aCTOCYBaHHS BOPUKOHA30J1y abo GhJIyKOHA30/Ty YCyBa€ TakKui eeKT.
[Tpu 3acTocyBaHHI BOPUKOHA30MY ITiCJIs PIIYyKOHA30J1y CIIii TPOBOOUTHU
CIIOCTEPEKEeHHS 010 PO3BUTKY IMO0IYHUX e(heKTiB, acoIlifOBaHUX i3 BOPUKOHA30JIOM.

3udosyouH: ¢pnykoHa3zon migBumrye Cmax ta AUC 3umoBynuHy Ha 84 % ta 74 %
BiITIOBiAHO, 1110 3yMOBJIEHO 3HUKEHHSIM KJTipeHCY 3U0BYAUHY Npuban3Ho Ha 45 %
IIPY MOT0 IIepopaJbHOMY 3aCTOCyBaHHi. TY2 3umoByauHYy OyB TaKOXK ITOOOBXKEHUU
npubnu3Ho Ha 128 % micns 3acTocyBaHHS KoMOiHaIl (pIyKOHaA30/y Ta 3UTOBYIUHY.
3a mallieHTaMHu, IKi 3aCTOCOBYIOTh TaKy KOMOiHalliio JTiKapChKUX 3aco0iB, CIIif
CIIOCTEepiraTu IoA0 PO3BUTKY NOOIYHUX peakliii, OB’ I3aHUX i3 3aCTOCYBAHHSIM
3UOOBYOUHY. MOXKHa PO3TISAHYTHA OOLIIbHICTh 3HUXKEHHS OO3U 3UJOBYOUHY.

A3umpoMiyuH: IpU OODHOYAaCHOMY IIepOopaJIbHOMY Pa30BOMY 3aCTOCYBaHHI
a3uTPOMIIUHY Ta ¢payKoHa3o0my y gmo3ax 1200 mr ta 800 Mr BiAmOBiAHO KOOHUX
3HauyIuX (papMaKOKiHETUYHUX B3aEMOiN BUSIBIIEHO He OyJIo.

IlepopaavHi KOHMpauenmueu: IIPU 3aCTOCyBaHHI (pJIyKOHA30/1y ¥ A03i 50 MI BILIUBY
Ha piBeHb TOPMOHIB He OyJ10, TOMi SIK IPU 3aCTOCyBaHHiI prykoHa3omy y mo3i 200 Mr Ha
noOy criocTepirasnocs 30ineinenHs AUC etuHinectpamiony Ha 40 % Ta
JieBoHOpTrecTpeny - Ha 24 %. Lle cBimuuTh mpo Te, 110 6araTopa30Be 3aCTOCYBaHHSI
(prykoHa305y y 3a3HaUeHUX A03aX HaBPsA[d YU MOXKe BIJIMBATU Ha e(PeKTUBHICTH
KOMOIiHOBaHOTO ITepopasibHOr0 KOHTpalleIITUBa.

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



pasu, a rinpokcumeTuniBakapTopy (M1) -y 1,9 pa3za. [Ins mailieHTiB, IKi OgHOYACHO
3aCTOCOBYIOTH IMoMipHi iHri6iTopu CYP3A, Taki ik ¢GpIyKOHA30JI i epUTPOMIIINH,
PEKOMEHYETHCS 3HUKEHHS M0o3u iBakadTopy go 150 mr 1 pas Ha mo0Oy.

Oc00/1MBOCTi 3aCTOCYyBaHHSA

Hepmamogimia. Bigomo, 110 Ipu 3aCTOCyBaHHI (QIIYKOHA30J1y AJid JTiKyBaHHS
nepMaTo@iTil y OiTel OCTaHHIA He IepeBUIlye Ipu3eoyibBiH 3a €e(PEeKTUBHICTIO, i
3arajJbHUU MOKAa3HUK e(PeKTUBHOCTI cTaHOBUTH MeHIle 20 %. Tomy dpiaykoHa3om He
CJIii 3aCTOCOBYBATH [JIs JIIKyBaHHS AepMaToQiTii.

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.103. KeTOKOHAa3071, IK BiOMO, CIIPUYUHSIE
HeOOCTaTHICTh HaJHUPKOBUX 3aJ103, 1 I1e TaKOK MOXKe CTOCyBaTuCA (HIYKOHA30IIy,
X04a crocTepiraerbcs pigko. HemgocTaTHICT HaA-HUPKOBHUX 3aJ103, IIOB’sI3aHa 3
OJHOYACHUM JIIKyBaHHSIM IIPEOHI30HOM, OIlMcaHa B pPo3aiii «B3aemomisa 3 iHIIUMU
JIiKapChKUMHU 3aco0aMM Ta iHIIi BUOU B3aeEMOfiti. Brinmus ¢piyKoHa3051y Ha iHIIi
JIiIKapchbKi 3aco0u».

I'enamobiaiapHa cucmema. IatieATaM i3 mopymeHHaM QyHKITN ITeYiHKY IIpernapaT
CIIii 3aCTOCOBYBATHU 3 00epeKHICTI0. 3aCTOCyBaHHSA (hIIyKOHA30JTy acollifoBaiocs 3
BUHUKHEHHSIM PiIKiCHUX BUIIAIKiB PO3BUTKY TSAKKOI relaTOTOKCUYHOCTI, BKIII0OYAI0UHU
jleTalbHiI HACJIiOKH, TOJIOBHUM YHMHOM Y IAlli€HTIB i3 TAXKKHUMU OCHOBHUMMU
3axXBOPIOBaHHSAMM. Y BUIlagKax, KOJIX PO3BUTOK reIaTOTOKCUYHOCTI acollifoBaBCsd i3
3acToCcyBaHHSIM (psiyKOHa3011y, He OyJI0 Bim3Ha4YeHOo ii SBHOI 3aJIe2KHOCTI Bifl 3arajabHOI
mo00BOl 03U ITpelapaTy, TPUBAJIOCTI Teparril, cTaTi abo BiKy mailieHTa. 3a3BuYan
reraTOTOKCHUYHICTh, CIpUYMHEHAa (PJIyKOHa30J10M, 000POTHA, a 1l MPOsSBU 3HUKAIOTh
IiCJId IPUIIMHEHHS Tepartil.

3a malfieHTaMy, y SKUX IIPU 3aCTOCYBaHHI (DJIYyKOHA30J1y CIIOCTEPIraloThCs BiIXUIEHHS
pe3ynbTaTiB QyHKITIOHATbHUX P00 ITeYiHKM, CJIif BCTAHOBUTH PETEJIbHUM HaTr IS



IIIOJIO0 PO3BUTKY OiJIbIII TSAKKOTO YpaskKeHHS MeYiHKU.

[MTamienTiB cmig mpoiHgopMyBaTH IPO CUMIITOMH, IO MOXKYTh CBIOUUTU PO CEPHUO3HUU
BIUIMB Ha IeYiHKY (BUpaxkeHa aCTeHisl, aHOPEKCis, IMocTiiHa HymoTa, O/1I0BaHHS Ta
KOBTSHUIISA). Y TAKOMY BUIIaAKYy 3aCTOCYBaHHS (PJIyKOHA30JIy CJIig HErauHO
IIPUIIMHUTHU Ta IIPOKOHCYJIbTYBaTUCH 3 JIIKapeM.

Cepueso-cy0uHHa cucmema. [lesaKi a30/iy, y TOMY YUCIIi i GIIyKOHAa30J1, aCOLiI0I0ThCA 3
nopgoBxkeHHAM iHTepBany QT Ha enekTpokKapaiorpami. ®1yKOHa30J1 IIOJOBXKYE
iHTepBan QT mIIgaxXoM NPUTHIUEHHS BUNIPSIMIIAIOYOro KanieBoro KaHamy (Ikr).
[TomoBxkeHHs iHTepBany QT BHacCHTigoOK mil iHIIUX JIiKapChbKUX 3aCc00iB (HampukiIazn
aMiomapoHy) MOXKe IOCHUIIOBATUCSA ¥ pe3yibTaTi npurdidenus gpepmenty CYP3A4
nutoxpoMmy P450. TToBimoMisiiu Ipo OyzKe PiOKiCHI BUMIagKM IIOOOBXEHHS IHTepBaly
QT Ta mapokcu3MaabHOl HIJIYHOYKOBOI TaxXiKapfil TUNY «IIipyeT» IPU 3aCTOCYBaHHI
(pnykoHaszony. Taki moBimOMJIEHHSI CTOCYBaJIUCS IAIIEHTIB i3 TSIXKKUMU
3aXBOPIOBAaHHSAMU ITPU NOEOHAHHI OaraTthox (pakKTOpiB PU3UKY, TAKUX SIK CTPYKTYPHI
3aXBOPIOBAHHS CePIIs, MOPYILIEHHS €IeKTPOJIITHOTO OOMiHY Ta OfHOYacHe
3aCTOCYBaHHS iHIINX JTiKapChKUX 3aco0iB, 110 BIIKUBalOTh Ha iHTepBan QT.

®1yKOHA3071 CiIifl 3 00epeKHICTI0 3aCTOCOBYBATH MalliEHTaM i3 pU3UKOM PO3BUTKY
aputMmiti. OmgHOYacHe 3aCTOCyBaHHS pa30M i3 lIiKapChbKUMM 3acobaMu, 110
MPOJIOHTYIOTH iHTepBan QTc Ta MeTabomni3ylThCs 3a momoMmoroio ¢pepmeHTy CYP3A4,
OIPOTUIIOKA3aHe.

I'anogpanmpuH. T'anopauTpuH € cyoctpaTtoM pepmeHTy CYP3A4 i mponoHTye iHTEpBan
QTc nmpu 3acToCcyBaHHiI Y peKOMEHIOBAaHUX TepalleBTUYHUX Ao3ax. OmHoYacHe
3aCTOCyBaHHS rajopaHTPUHY Ta (JIyKOHA30/Iy HE PEKOMEHOYETHCS.

IlepmamonoziuHi peakuii. Ilig 4ac 3acTocyBaHHS (PIyKOHA30JIy PigAKO MOBiDOMIISIIN
IIPO PO3BUTOK TaKUX eKC(OIiaTUBHUX MIKIPHUX Peakliliii SK CUHOPOM
CriBeHca-[I>koHCOHa Ta cuHApoM Jlatenna. [TamienTu, xBopi Ha CHI, GinbIill CXUIbHI
OO0 PO3BUTKY TSIXKKHUX IIKIPHUX pPeaklii MpU 3aCTOCyBaHHi 6araThox JTiKapChKUX
3aco0iB. K10 y malieHTa 3 ITOBEPXHEBOIO TPUOKOBOIO iH(PEKIIi€IO 3’ ABIAIOTHCS
BHCHIIH, III0 MOXHa IIOB’I3aTH i3 3aCTOCYyBaHHAM (PJIyKOHA30J1y, IofasbIie
3aCTOCYBaHH Ipenaparty CJIif IPUNOUHUTU. JKIN0 y naliesTa 3
iHBa3MBHOIO/CUCTEMHOIO I'PUOKOBOIO iH(EKITiE€I0 3 IBISI0OTHCSA BUCUIIY Ha MIKipi, 3a
MOro CTAaHOM MOTPiOHO PEeTeNbHO CIIOCTEPIraTH, a y BUIIagKy PO3BUTKY OYJILO3HUX
BHUCHIIIB a00 My TbTU(HOPMHOI EPUTEMHU 3aCTOCYBaHHS (PJIYKOHA30Yy CIIiI IPUTTUHUTH.

I'inepuymausgicmb. Y pigKiCHUX BUIIaAKaX IIOBIIOMIIAIN IIPO PO3BUTOK
aHa(iTaKTUYHUX pPeakIliid.



CYP. ®nykoHa3o01 € noMipuum iuriéitopom pepmenty CYP2C9 ta CYP3A4. Takox
dbnykoHazon € noryxkHuM iHriditopom ¢pepmenty CYP2C19. Crnin cmocTepiratu 3a
CTaQHOM ITIalli€HTIB, SIKi OOHOYACHO 3aCTOCOBYIOTh (pJIYKOHA30JI Ta IIpenapaTu 3
BY3bKUM TepaleBTUYHUM BiKHOM, 110 MeTaboJ1i3yioThcsa 3 yuacTio CYP2C9, CYP2C19
Ta CYP3A4.

TeppernaouH. Crim peTenbHO CIIOCTEPIraTy 3a CTAHOM IalliEHTa IIPY OGHOYaCHOMY
3acTocyBaHHi TepdeHanuHy Ta ¢paykoHazony y go3i menie 400 mr Ha gooy.

[IpemapaT MiCTUTh TaKTO3y. AKIIO y IallieHTa BCTaAHOBJIEHA HEIIEPEHOCUMICTh OesIKUX
LIYKPiB, CJIi IIPOKOHCYJIbTYBATUCS 3 JIIKapeM, HepIl HiK IpuMaTH el TiKapChbKuu
3acib.

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

IlocnmigzkeHb BIIUBY (hJTyKOHA30JTy Ha 3[aTHICTh KepyBaTU aBTOTPaHCIIOPTOM abo
IIpalroBaTy 3 iHIIMMU MeXaHi3MaMU He IIPOBOOUIIN.

[TamieHTiB cnig nmpoiHGOpMyBaTHU PO MOXKJIMBICTH PO3BUTKY 3allaMOpPOYeHHS abo
CYLOM IIiff YaC 3aCTOCOBYBaHHA Ipernapary. [Ipy po3BUTKY TaKUX CUMIITOMIB He
PEKOMEHYEThCS KeEPyBaTU aBTOTPAHCIOPTOM a0o0 IpalioBaTy 3 iHIIIUMU
MexXaHi3MaMHu.

3acTocyBaHHSA y nepioa BariTHocCTi a00 rogmyBaHHs IPpyaaio

IcHye migBuUllleHUY PU3UK CIIOHTAHHOTO abOpPTY Yy XKIiHOK, sIKi oTpuMyBanu (GJIyKOHA30J1
npotsroMm I TpuMecTpy BariTHOCTI. [ToBimOMIIsiaM PO YUCJIEHH]I BPOAXKEHI ITaTOJOril y
HOBOHaPOIXKeHUX (BKIIo4Yatouu Opaxinedartito, AucIiiasiio BYIIHOI paKOBUHH,
HaaMipHe 30iNbIlIeHHS IIePedHbOT0 TiM TYKa, BUKPUBJIEHHS CTETHA, MJI€4YO0IiKThbOBUMU
CHHOCTO03), MaTepi SKUX IIPUNManIu BUCOKi mo3u ¢piaykoHa3omny (400-800 mr/moby)
MIPOTSTOM ITPUHAWMHI TPpbOX ab0 OinbIlle MiCSIIiB OIS TiKyBaHHSI KOKIIUAIOIA03Yy.
3B’sI30K MiXK 3aCTOCyBaHHAM (PJIYKOHA30J1y Ta MMM BUIIaJKaMU He BU3HAYEHUU.

ITocnigXeHHs Ha TBapUHAaX IIPOLEeMOHCTPYBaJid PENPONYKTUBHY TOKCUYHICTE.

He cnig 3acTocoByBaTH 3BUYalHi 403U (PIIyKOHA30J1ly Ta KOPOTKOTPUBAIIi KypCcHu
JIIKyBaHHS (PJIyKOHA30JIOM Y IIepiof BariTHOCTI, 3a BUHATKOM KpaWHbOl HEOOXigHOCTI.

He cnig 3acTocoByBaTu BUCOKIi mo3u (piyKoHa30i/y Ta/ab0 TpuUBasli KypCcHu JIiKyBaHHS
(br1yKoHa30510M y mepion BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(QEKIIiH, 1110
3arpoXkKylTh XKUTTIO.



®yKoHA30JI IPOHUKAE Y TPyIHE MOJIOKO Ta HOCSTa€ KOHIeHTpallil, momiOHol 1o piBHSA
y my1a3Mi KpoBi. ['ogyBaHHS I'PYAA0 MOXKHA NPOAOBXKYBaTH IIiC/IA pa30BOro
3aCTOCYBaHHS 3BUYaMHOI 103U (JIyKOHA301y, 1110 cTaHOBUThE 200 Mr ab0o MeHIIIe.

l'opyBaTu rpyanio He PeKOMEHAYEThCS IpU 6araTropa3oBoMy 3aCTOCYBaHHI
dbnykoHa3oiy abo IIpy 3aCTOCyBaHHI BUCOKUX 003 GiyKoHa3o0y. Ciig omiHuTu
KOPHUCTh TOAYBaHHS T'PYOOI0 OJI PO3BUTKY i 3OPOB’ST AUTUHU, @ TAaKOXK KITIHIYHY
notpely MaTepi y npemnapari i 6yab-saKi moteH1iiiHi nobiuHi edpekTH npemnapaty abo
OCHOBHOT'O 3aXBOPIOBAHHS MaTepi OJid AUTUHY, SKa OTPUMYE IPyaHEe BUTOOOBYBaHHS.

depmuabHicmo.

®dnyKOHa30JI He BIJIMBAB Ha (PEepPTUJILHICTH CaMIIiB Ta CaMOK IIIypiB.
Cmocid 3acTocyBaHHs Ta J03H

Kancynu cnig koBTtatu minumu. [IpuiioM mmpenapaTty He 3aJIeKUTh Bifl IPUHUOMY 1XKi.
Lopocai. IlpenapaT 3aCTOCOByBaTu mepopasbHO y 0031 150 Mr ogHOpa3oBo.

ITauienmu aimHbvo20 8iKy. IIpu BiACYTHOCTI 03HaK NOPYIIEeHHS QYHKIIIM HUPOK OJIS
JIIKyBaHHS IIi€l KaTeropil nali€eHTiB 3aCTOCOBYBaTU 3BUYANHY A03Y A/ OOPOCIIUX.

INopyweHHsa ¢pyHKuilu Hupok. PTyKOHA30/1 BUBOOUTHCS B OCHOBHOMY 3 CE€UYEI0 ¥
He3MiHeHOMY Burisgi. I[Ipu pazoBoMy 3acToCyBaHHI ITperiapaTy KOPpUr'yBaTu O03y Li
KaTeropii marieHTiB He MMOTPiOHO.

ITopyweHH:A ¢pyHKUil neviHku. ®ITyKOHA30JI CIIifl 3aCTOCOBYBaTH 3 00€PEKHICTIO
ralfieHTaM i3 mopyleHHAMU (QYHKIIN ITe4iHKY, OCKinbKM iH(opMaliil momo
3acToCyBaHHS (PJIyKOHA30JIy 1il KaTeropii naiieHTiB HeJOCTaTHLO.

itk

EdexTuBHicTh Ta 6e3eKa 3aCTOCYBaHHS IIpernapary OJisd JIiKyBaHHS IeHiTaJIbHUX
KaHOWOO03iB y OiTel He BCTAHOBJIEHI, He3BaXKal4yM Ha BUYEPIHI JaHi 1040
3acToCyBaHHS (PJIyKOHA30Jy OiTAM. AKIIO iCHy€e HarajabHa noTpeba 3aCTOCyBaHHS
npenapary migniTkam (Bikom Bim 12 go 17 pokiB), Cii 3aCTOCOBYBATH 3BUYAWHI J03U
IOJIs1 TOPOCJIUX.

Ilepego3yBaHHA

Cumnmomu: TamolnHallil Ta HapaHOIHaHBHa IIOBE[IHKaA.



JIikysaHHA: cCHMIITOMaTH4YHe (y TOMYy 4YHCJIi IPOMUBaHHS IIJTyHKa 1 MigTpUMyBaJibHa
Teparisa). ®IyKOHa30JI BUBOOUTHCS B OCHOBHOMY 3 ceuelo, ToOMY (opcoBaHUH Oiypes
MOXKe IIPUCKOPUTHU BUBEOEHHS IpenapaTty. CeaHC reMofiai3y TPpUBaJICTIO 3 TOOUHU
3HUXKYE piBeHb QIIYKOHA30J1y y mya3Mi KpoBi mpubnusxHo Ha 50 %.

IToOiuni peakmii

HatituacrTime (> 1/10) noBigomsiiu IIpo Taki mobiuHi peakirii: rojoBHuM 6innb, 6inb y
YyepeBHil ITOPOXKHUHI, miapes, HyooTa, O/II0BaHHS, MiABUIIIEHHS PiBHSI
anaHiHaMiHOTpaHchepa3u (AJIT), migBuIlleHHs PiBHS acoapTaTaMiHOTpaHCcdepa3u
(ACT), migBuiieHHS piBHS NMy>KHOI pocdaTa3u KpPoBi, BUCUTIaHHS.

3 60Ky cucmemu Kposi ma AimpamuyHoi cucmemu: aHeMisi, aTPaHyJIOIIUTO3,
JIEMKOIIEeHisI, HEUTPOMEeHisT, TPOMOOIIUTOIEHiA.

3 60Ky iMmyHHOI cucmemu: anadinakcis.

MemaboaiuHi ma animeHmapHi po3iadu: 3HUKEHHS alleTUTY, TinepTPUTIIillepumeMis,
rimepxojieCTepUHEMIs, TilmoKasieMis.

ITcuxiuHi nopyweHHs: 6€3COHHS, COHIUBICTD.

3 60Ky Hepsosoi cucmemu: TONOBHUM Oiflb, CYIOMHU, 3allaMOPOYEHHS, TapecTesii,
MIOPYIIEHHS CMaKy, TPEMODP.

3 60Ky opeaHis cayxy ma secmuby/1sipHO20 anapamy: BepTUrO.

3 60Ky cepus: TapoKcu3MaJibHa IITYHOYKOBA TaxXiKapAisi TUIIY «IIipyeT», IIOJOBXKEHHS
inTepBany QT.

3 60Ky WAYHKOBO-KUWKOB020 mMpakKmy: Oillb Y YepeBHil ITOPOKHUHI, giapesi, HyOo0Ta,
O1I0BaHHS, 3all0p, OUCIIEICisl, METEOPU3M, CYXiCTb Y POTi.

I'enamobinaiapHi po3aadu: TIigBUIleHHS PiBHA anaHiHaMiHoTpaHcdepas3u (AJIT),
acnaprataminorpaHcdepa3u (ACT), nyxkHo1 ¢pocdaTasu, XonecTas, JKOBTIHHUILISA,
IIigBUIIEHHS PiBHSA Oinipy0OiHy, me4YiHKOBa HEIOCTATHICTh, TelaTolleN0ISPHUN HEKPO3,
rernaTuTH, renaToLeloIsIpHe YpaXKeHH .

3 60Ky wkKipu ma nidwkipHOi MKAHUHU: BUCUTIaHHS, CBepOixkK, MegUKaMeHTO3HUMU
OepMaTuT (BKIO4Yaouu GpikCcoBaHNN MeOUKaAaMEeHTO3HUU JepMaTUT), KPOIIUB' SHKa,
OigBHUIleHE ITOTOBUOIIEHHS, CHHAPOM Jlaunenna, cuEgpoM CTiBeHCca-IIKOHCOHa,
TOCTPHUY I'eHepasli30BaHWY €K3aHTeMaTO3HUY IIyCTYy/Ib03, eKCHOIiaTUBHUU OepMaTuT,
QHTiIOHEBPOTUYHUYN HAOPSK, HAOPSAK 00MMYYs, ajolellisi, MefuKaMeHTO3Ha peakKllis 3
eo3uHodimnieto i cucremaumu nposisamu (DRESS).



3 60Ky OnOpHO-pPyX08020 anapamy ma cnoAy4YHoi MKaHUHU: Miairis.
3aeanvHi po3aadu: migBUIleHa BTOMIIIOBAHICTh, HE3Oy2KaHHS, aCTeHis, raps4ka.

Iimu. YacToTa Ta XapakTep IMoOiYHUX peakllil i BimXuieHb Bil HOPMU Pe3yJIbTaTiB
mabopaToOpHUX aHali3iB IIOPiBHSAHHI 3 TAKUMU y OTOPOCIIUX.

TepMmin npuagaTHOCTI
5 pOKiB.
VYMmoBHu 30epiranHs

30epiraTty B OpuTiHaibHiM yIIAaKOBIIi ITpu TeMIepaTypi He Buile 25 °C.

30epiraTty y HeIOCTYIIHOMY OJISI OiTeM MicCIti.

YnakoBka

ITo 1 karcymi B 611icTepi B KOpPOOIIi.

KaTeropis Bignycky

bes penenra.

BupoOHUK

ToBapuCTBO 3 00MEXKEHOI0 BifIIOBimanbHiCTI0O «®apMalleBTUYHA KOMITaHisT «3M0POB’sI».

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoBaaKeHHsI
IisIIHLHOCTI

Ykpaina, 61013, XapkiBcbKka 0071., micTo XapkiB, Bynuils [lleBueHKa, OygUHOK 22.
[Ixepesno iHCTPYyKIil

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

JIiIKapChKHX 3ac00iB YKpaiHu.
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