THCTPYKIIA

VTSI METMIHOT'0 3aCTOCYBaHHS JTIKapCHKOI'0 3aC00y

®JIYKOHA30JI

(FLUCONAZOLE)

CkKnao:
ditoua peuosuHa: HIIYKOHA30JI;
1 TabneTka MicTUTh prykoHazony 150 mr;

0ONOMIJCHI pe4o8UHU: TAaKTO3W MOHOTIAPAT, KPOXMallb KapTOMISHUM, ITOBiNOH, KPEMHIIO
mioKCcH[ KOIOImHUM 0e3BOMHUM, HATPil0 KPOCKAapMeJio3a, MarHilo cTeapar, rimpoMeno3a
(rigpoKCHUMIPOIiN-MeTUNIENI0I03a), TuTany miokcup (E 171), Tanbk, MONieTUNEHTTIIKOIb
6000 (makporoin 6000), momicopbat 80.

JIlikapcbKa ¢opMa. TabneTku, BKPUTi 000I0HKOIO.

OcHosHi (pizuko-ximiuHi 81acmugocmi: TabIETKU KPyTiol popmu, BKpUTI 0007I0HKO0, 6iroro abo
Matike 6i7I0ro KOJIbopy, BePXHS Ta HUKHS IIOBEPXHS SKUX ONMyKIIi. Ha po3nami mpu po3risgaHHi
TIi[] JIYTIOX0 BUIHO SITPO, OTOYEHE OTHUM CYLiTLHUM IIapOM.

®dapmakoTepaneBTUYHaA rpyna. [Tpoturpubkosi 3acobu [ CHCTEMHOT0 3aCTOCYBaHHS.
Moxigui Tpuasony. Kog ATX JO2A CO1.

dapmako.102iuHi 8 1acmueocmi.
®apmakoduHamika.

MexaHi3M mii.

®nykoHa3071, TPOTUTPUOKOBUY 3acib Knacy Tpra30iliB - MOTYKHUM Ta CeIeKTUBHUM iHTiIOiTOD
rpubKoBUX HepMeHTIB, HeOOXiIHUX [JIsI CHHTE3Y eprocTepoiny. [IlepBUHHUM MexaHi3MOM Horo fil €
npurHideHHs rpubKoBoro 14 anbda 1aHOCTEPOI-IEMETUIIOBAHHS, OTI0CEPENKOBAHOT0 LIUTOXPOMOM
P450, 110 € HeBif'eMHUM eTanoM 6ioCMHTe3y IPUOKOBOT0 eprocTepony. AKymynsiia 14 anbda-MeTun-
CTEPOJIiB KOPEJTIOE 3 MOMAIbIIOI BTPATO €ProcTepoy MeMOpaHoio rpubKOBOI KITITUHU Ta MOXKe
BifTIOBimaTH 3a MPOTUTPUOKOBY aKTUBHICTh (Pr1yKoHa305y. ®IyKoHa30J € OiNIbIl CeIEKTUBHUM M0
rpubkKoBux hepMeHTiB 1uToxpoMy P450, HiXK [0 pi3HUX cucTeM ¢pepMeHTiB 1uToxpoMy P450 ccasiiis.



3acTocyBaHHS (HITyKOHa30my y mo3i 50 Mr Ha mo0y mpoTsarom 28 [HIB He BIIMBAE Ha PiBeHb
TECTOCTEPOHY y IIJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb EHOOTEHHUX CTEPOIMiB ¥ KiHOK
pemnponyKTuBHOro Biky. ®mykoHa3on y 1o3i 200-400 mr Ha moby He MPOSIBIISE KITiHIYHO 3HAYYLIOTO
BIIJIUBY Ha PiBeHb €HIOTeHHUX CTepOifliB abo Ha BigmoBimb Ha ctumynsiito AKTT y 3mopoBux
noOPOBOJIBIIIB YOJIOBIYOl CTATI.

HocrnigxeHHS B3a€MO{Iil 3 aHTUMIIPHHOM IIPOAEMOHCTPYBaJIO, 10 3aCTOCyBaHHS 50 Mr QyIyKOHA301y
OJHOPa30BO YX OaraTopasoBoO He BIIJIUBAE Ha MeTa00J1i3M aHTUIIIPUHY.

YyTnusicTs in vitro.

®nykoHa307 in vitro eMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUAiB Candida, 1110
BUHUKAIOTh Hauvacrime (Bkmodawuu C.albicans, C.parapsilosis, C.tropicalis).

Takox (hykKOHa3011 in vitro IeMOHCTPY€E aKTUBHICTH K mpotu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i IpoTU eHAeMiUHUX IIicHIBUX rpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

MexaHi3M pe3uCTEeHTHOCTI.

Mikpoopraniamu poxy Candida [eMOHCTPYIOTh YUCEIIbHI MeXaHi3MHU PE3UCTEHTHOCTI OO a30JIbHUX
npoTUrpuOKOBUX 3ac00iB. PIIYKOHA30JI HEMOHCTPYE BUCOKY MiHiManbHY iHTiOyI04y KOHIIEHTpAllil0
IIPOTHU 1ITaMiB rpuliB, AKi MaloTh 0guH a0 Oinbille MeXaHi3MiB PE3UCTEHTHOCTI, 1110 HETAaTUBHO
BIIJIUBA€E Ha e(peKTUBHICTH in Vivo Ta y KJIiHiIYHIYA NpakTulli. [I0BifoMIsIn Ipo BUNIaAKYA PO3BUTKY
cynepindexuil Candida spp., kpiMm C.albicans, gKi 4aCTO MalOTh HU3bKY CTiMKICTh J0 (IyKOHA30Iy
(C.glabrata) abo criviki go ¢hmykoHasony (Hampuknan C.krusei Ta C.auris). [I1s mMiKyBaHHS TaKuX
BHUIIQ[IKiB MOXKYTh 3aCTOCOBYBATHCS aJlbTePHATUBHI MPOTUTPUOKOBi 3aC00H.

dapmaxkoKiHemuxka.

dapMaKOKiHEeTHYHI BIacTUBOCTI GJIYKOHA30Iy € MONIOHUMU IIPY BHYTPIITHLOBEHHOMY i
IIepopaibHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3om mo6pe BCMOKTYETHCS IIPHU II€POPaIbHOMY 3aCTOCYBaHHi, a piBeHb Ipenapary y maasmi
KpOBi i cuctemMHa 6iogocTymHicTh mepeBulyioTh 90 % piBHS HIYKOHA30Y Y M1a3Mi KPOBi, 1110
[OCSATAETHCS NIPYU BHYTPIITHEOBEHHOMY BBe[leHHI nIpenapaTy. OgHOYacHe BXKHBaHHS 1XKi He BIIJIUBa€
Ha BCMOKTYBaHHS IIpenapaTy IIpHU M0To IlepopalbHOMY 3acToCcyBaHHi. [1likoBa KOHLIEHTpallis y Iy1a3Mi
KpPOBi focaraeTtecsd 4yepes 0,5-1,5 rogunu micns npurioMy npenapaTy. KoHLIeHTpallisa npenaparty y
IIJTa3Mi KPOBi IIPOIOpILiiiHa A0 H034. PiBHOBaxXHa KOHILeHTpalisa Ha piBHI 90 % mocsiraeTscs Ha
OpyTUH OeHb JTiKyBaHHS [IPU 3aCTOCYBaHHI y IepIINi IeHb HaBaHTaXyBaJIbHOI J03H, 1110 BABiUi
TIepeBUIyE 3BUYANHY J0O0BY HO3Y.

Pozmomin.

006’em po3mnopiny mpubIu3HO OOPIBHIOE 3aralbHOMY BMICTY piiMHU B OpraHiaMi. 3B’si3yBaHHS 3
6inkamu mra3mMu KpoBi Hu3bke (11-12 %).

®nykoHa3on mobpe MPOHUKAE B YCi MOCTIXKYBaHi pifuHu opraHiaMy. PiBeHb (yKoHa301y y ClIuHI Ta
MOKPOTHHHI € MOIi0HMUM [0 KOHIIEHTpallil Iperapary y maa3Mi KpoBi. Y maiieHTiB, XBOpUx Ha
rpubKOBUYM MEHIHTIT, piBeHb QIYKOHA307y ¥ CIHHHOMO3KOBIH pifmuHi mocsirae 80 % KoHIeHTpallil y
I1J1a3Mi KPOB.



Bucoki koH1eHTpaltil ¢hyKoHa301y y WIKipi, 10 TepeBUINYIOTh CHPOBATKOBI, HOCSATAIOTHCS Y
porosoMy 11api, emigepMici, gepmi Ta noti. ®JIyKOHA30JI HAKOIUUYYETHCSA Y POroBoMy Iapi. [Tpu
3actocyBaHHi o3u 50 Mr 1 pa3 Ha o0y KOHIIEHTpaMis GIyKoHa30y micis 12 gHiB miKyBaHHS
CTaHOBUJIA 73 MKI/T, a 4epe3 7 OHIB MiCJISA 3aBepIIEeHHS JIiIKyBaHHSA KOHI[EHTpALlid BCe 1lle CTaHOBUJIa
5,8 Mxr/r. [Ipu 3actocyBaHHi 7o3u 150 mr 1 pa3 Ha TUXKAEHb KOHLIEHTpaLisa (GIyKoHa30Jy Ha 7 OeHb
JiKyBaHHS cTaHOBUJA 23,4 MKT/T; Yepe3 7 [IHIB MiCJIs 3aCTOCYBAHHS HACTYIHOI 03X KOHIIEHTPallis
Bce I11e cTaHoBuaa 7,1 MKTI/T.

KonnenTpauis ¢hayKoHa301y ¥ HIrTaXx micis 4 micsauiB 3acTtocyBaHHs 150 Mr 1 pa3 Ha TUXKAEHb
craHoBuia 4,05 MKI/T y 3M0poBUX H0OPOBOJIBIIB Ta 1,8 MKT/T Ipu 3aXBOPIOBAHHSIX HITTiB;
(byKOHa30J1 BU3HA4YaBCs Y 3pa3Kax HirTiB yepes3 6 MiCAIIB Iiclis 3aBepIlIeHHs Tepailil.

BiorpaHcdopmatiis.

®nykoHa301 MeTabomi3yeThCs He3HAYHOIO Mipoo. [Ipy BBefleHHi 103U, MideHOl PagioaKTUBHUMU
izoronamu, nuire 11 % ¢prykoHa307y €eKCKPEeTYEThCS 3 cedelo y 3MiHeHOMY BUrisafi. dykoHa3om €
ceneKTuBHUM iHribiTopoM i3odepmenTiB CYP2C9 ta CYP3A4, a Takox iHTiGiTOpOM i30hepMeHTy
CYP2C19.

Exkckperis.

[lepion HaniBBUBeneHHS (GIyKOHA30JTy i3 Ia3Mu KpoBi cTaHOBUTH 611u3bK0 30 rogus. Binmbina
YacTHHA [IpenapaTy BUBOOUTHCS HUPKaMmu, npudomy 80 % BBemEeHOI JO3U BUABISETHCS Y CEUl y
He3MiHeHOMY cTaHi. KimipeHc (pyKoHa305y IpOnopLUiiHuy 00 KJlipeHCy KpeaTuHiHy. LIupKynongux
MeTaloJIiTiB He BUSBIIEHO.

Tpusanuii nepion HamiBBUBEOEeHHS IIpenapaTy 3 IJ1a3MH KPOBi Jla€ MOXKJIUBICTh pa30BOT0
3aCTOCYBaHHS IIpelapaTy [IpU BariHaJbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaTy 1 pa3 Ha
TUXKOEHD IIPY iHIINX [TOKa3aHHIX.

HupKoBa HEIOCTaTHICTE.

Y natieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOTO CTYyIEeHs (IIBUAKICTb KIy00o4uKoBoi ¢inbTpatiii < 20
MJI/XB) TIepiofl HamiBBUBemeHH 36inmbiryeTbesa 3 30 ropun mo 98 rogus. ToMmy wLif KaTeropil nalieHTiB
HeoOXigHO 3MiHUTH 03y GIyKoHa301y. ®IyKoHA305 BUJANSETLCS HIISIXOM TeMOiali3y, Ta MEHIIIOI0
MIpOI0 - LIJIZXOM IHTpalepuToOHea bHOro gianidy. CeaHc reMofiani3y TPUBAIiCTIO 3 TOOUHU 3HUXKYE
piBeHb GIyKOHA301y y I1a3Mi KpoBi mpubausno Ha 50 %.

[TalieHTH MITHLOTO BIiKY.

3MiHM (papMaKOKiHETHKH Yy MAIi€HTIB JITHOTO BiKy 3a/ieXkaTh Bifl TapaMeTpiB (PyHKIIi! HUPOK.

KitiHiuHi XapaKTepUCTHKH.
Iloka3zanus.
F'ocTpuit BariHanbHUN KaHOAUA03, KOJIK MiCIleBa Tepallis He € JOPEYHO0.

Kannounosuuit OanmaHiT, KOJIK MiclleBa Teparllis He € JOPeYHOI0.



IIpomunoka3aHHs.

- limepuyTnuBicTh KO GIyKOHA301Ty, iHIIKUX a30IbHUX CIOIYK ab0 [0 OyOb-SKOi 3 JOIOMIiXKHUX
PEUYOBHUH IIpenapary.

- OgHOYacHe 3aCToCyBaHHS (HITyKOHA30/Iy Ta TeppeHaguHy Nali€eHTaM, SKi 3aCTOCOBYIOTh
bnykoHa3o1 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rimHO 3 pe3ybTaTaMy JOCTiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (QIYKOHA30JTy Ta iHIIMX JTiIKapChKUX 3aC006iB, IIT0 TOIOBKYIOThH iHTEpBA
QT ta meTtabomizyoTbcs 3a gonoMoroio hepmenty CYP3A4 (Hanpukiap 1U3anpuiy, acTeMi3ony,
miMO3U[y, XiHIAMHY, aMiOfapoHy Ta epUTPOMILIUHY).

B3aemo0ia 3 inwumu aikapcbKkumu 3acodamu ma iHwi eudu e3aemodill.

HpomunonasaHo C}ZMiCHe 3dCMOCYyBAHHA _d)fl YKOHA30/41y Md HUMCYe3d3HA4YeHUXx JliKGQCbKUX 3acobis.

[[uzanpud: MOBIIOMIISANIN PO PO3BUTOK IMOOIYHUX peakiii 3 60Ky Ceplsi, y TOMY YKCIIi PO
[TapOKCU3MaJIbHY IITYHOYKOBY TaxiKapAilo TUIY «IIipyeT» y Malli€HTIB, IKi OMHOYAaCHO
3acTocoByBaiu (IIyKOHAa30J Ta Iu3anpup. OgHodacHe 3actocyBaHHAa 200 mMr ¢piaykoHasomy 1
pa3 Ha go0y Ta 20 Mr uusanpupny 4 pa3u Ha fo0y MPU3BOAUIIO A0 3HAYHOTO MiABUIIEHHS
PiBHS LU3alpuAy y aa3Mi Kposi Ta fo nogosxkeHHd iHTepBany QT. OgHouacHe
3aCTOCyBaHHS (DJIyKOHA30JIy Ta [U3anpUAy IPOTUIIOKa3aHe (OUB. PO3MAiN
«[Tpomunoka3aHHA»).

TepheHaduH: TIOBIHOMJISIIA IPO BUNIAAKU PO3BUTKY TAKKUX CEPLIEBUX apPUTMil, CHPUUYNHEHNX
OofIOBXKeHHAM iHTepBany QTc, y mallieHTiB, SIKi 3aCTOCOBYIOTh a30/IbHi IPOTUTPHUOKOBI
JiKapchKi 3aco0bu ogHOYAcHO 3 TepdheHamuuoM. [Ipu 3acTocyBaHHi QrykoHa3ony y mo3i 200
MT Ha 100y He Oyy10 BUSIBIIEHO ITOmoBXeHHs iHTepBany QTc. 3acTocyBaHHS GIYKOHA30IY V
no3ax 400 mr ta 800 Mr Ha fo0y MPOAEMOHCTPYBAJIO, 110 3aCTOCYBaHHS (HITyKOHA30Iy Y
no3ax 400 mr Ha mo6y abo Bullle 3HAYHO IiABUIIYE pPiBeHb TepheHaaAuHy y MIa3Mi KpoBi mpu
OIHOYAaCHOMY 3aCTOCyBaHHi X IpemapaTiB. CyMicHe 3aCTOCyBaHHS (PIYKOHA30/Iy yV A03axX
400 mr abo Buire 3 TeppeHagUuHOM IIPOTUIIOKa3aHe (IuB. po3min «I[Ipomunoka3aHHa»). [Ipu
3acTocyBaHHI prykoHa30my y mo3ax Huxk4e 400 Mr Ha mo0y omHOYaCHO 3 TepheHaguHOM
CJIif IPOBOOUTH PEeTEeNIbHUY MOHITOPUHT CTaHY IallieHTa.

Acmemi3o/: CyMiCHE 3aCTOCYBaHHS (DIIyKOHA30J/1y Ta aCTEMi30Jly MOXKe 3MEHIIUTH KIIIPEHC
acteMizony. CupuyrvHeHe IIUM MiJBUILIeHHS KOHIIEHTpAIlil aCTEMi30JTy y IIJla3Mi KPOBi MOXKe
IIPH3BECTHU [I0 TTOOBXKeHHS iHTepBany QT Ta y pigKicHUX BUIIafKaXx - A0 TapOKCU3MaIbHOI
IIIYHOYKOBOI TaxXiKapmil Tuny «mipyeT». OmHO4YacHe 3aCTOCyBaHHS (PIyKOHA30IIy Ta
acTeMi30/1y IpOTUIIOKa3aHe.

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCYBaHHS (DIIYKOHA30Iy Ta MiMo3uay abo XiHiguHy Moxke
IPHU3BOOUTH [0 IPUTHIYeHHS MeTabomi3mMy mimMo3uay abo xiHiguny. ITimBuIneHHsS
KOHIIeHTpallil niMo3uny abo XiHiguHY y MI1a3Mi KPOBi MOXKe CIPUUYUHSATY ITONOBXKEHHS
inTepBany QT Ta y pifKiCHUX BANagKax MPU3BOOUTY A0 PO3BUTKY IapOKCHU3MaJbHOL
IIJIYHOYKOBOI TaXiKapmil Ty «mipyeT». OgHOYacHEe 3aCTOCYBaHHS (JIyKOHA30Jy Ta
nimMo3uny abo XiHimWHY IPOTUIIOKa3aHe.



EpumpomiyuH: OGHOYACHE 3aCTOCYBaHHS epPUTPOMIIIMHY Ta (PIyKOHA30/Iy MOTEeHI[INHO MOXKe
IIPU3BOAUTH [0 MiABUIIEHHSA PU3UKY PO3BUTKY KapHOiOTOKCUYHOCTI (IIOMOBKEHHS iHTepPBalLy
QT, mapokcu3ManbHa IIJTyHOUYKOBA TaxikKapAis TUIy «IipyeT») Ta, K HaCJIifoK, 4O panToBOl
3yNUHKY CepIisi. 3aCTOCyBaHHS KOMOiHalil JaHuX JTiKapChKUX 3ac00iB MPOTHIIOKa3aHe.

AmioO0apoH: OGHOYACHE 3aCTOCYBaHHS (PIIyKOHA30/1y 3 aMiOflapOHOM MOXKe IIPU3BECTH [0
IpUTHiIYeHHS MeTaboni3My aMiomapoHy. CriocTepiraBcs 3B’ 130K MiXK 3aCTOCYBaHHSIM
amioapoHy Ta nomoBkKeHHSAM iHTepBany QT. OmHodacHe 3acTOCyBaHHS (DIIyKOHA30Jy Ta
amiolapoHy IPOTHIIOKa3aHe (OAuB. po3min «IIpoTUoKa3aHHI»).

He lzel{OMeHa)ZGmbCﬂ 00HOYdcHe 3dCMOCYBAHHA gb.ﬂ)ZKOHGSO/l)Z ma Huxc4e3d3Ha4yeHux ﬂiKGQCbKUX

3acobis.

I'anopanmpuH: GIyKOHA30JI MOXKe CIPUYMHUTH MiABUIIEHHS KOHIIEHTPAllil ranopaHTpUHYy y
71a3Mi KpoBi 3a paxyHOK npurHidenHss CYP3A4. OgHodacHe 3aCTOCYBaHHS IIUX JTIKapPChKUX
3aco0iB ITOTEHITINHO MOXKe TPU3BOAUTH [0 IiIBUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI
(momoBxkeHHd iHTepBany QT, mapokcu3MalbHa HMITYHOYKOBA TaXiKapmis TUIY «IIipyeT») Ta,
SIK HACJIOK, IO PANTOBOI 3yMUHKYU cepiisd. CIil YHUKATH 3aCTOCYBaHHS KOMOiHallii JaHux
JiKapCchbKUX 3aco0biB.

C;ZMiCHe 3dCMOCYBAHHA _d)/l)ZKOHGSOfl}Z ma Huxc4ye3d3Ha4eHux ﬂiKGQCbKUX 3acobis sumazae
o6epe:}fCHocmi ma Kopue2yeaHHA do3u.

Bnaue iHwux aikapcbkux 3acobie Ha ¢pyKoHA3041.

OpgHoyacHe BXKWBaHHS 1XKi, IUMETUOVH, aHTalUAN abo mogabliie OIPOMiHEHHS yChOTO Tijla
IJIs1 TIepecagKy KiCTKOBOTO MO3KY He Ma€ KITiHiYHO 3HAUYYIIOro BIIJIMBY Ha abcopO1Iito
(bITyKOHA3011y IIpU MOT0 MEePOpPaIbHOMY 3aCTOCYBaHHI.

PugamniyuH: OgHOYACHE 3aCTOCYBaHHS (PIIYKOHA30JIy Ta pupaMIinyHy NPU3BOLUAIIO [0
3uuxkeHHs AUC Ha 25 % Ta cCKopouyBaJjio Iepiof HamiBBUBedeHHS GayKoHa3oiy Ha 20 %.
ToMy [7g malfieHTiB, SIKi 3aCTOCOBYIOTh pUGaMIIIUH, CIIif PO3T/ISHYTH JOLIIbHICTD
MiOBUINEHHS N03U (JIYKOHA30Jy.

I'idpoxs1opomia3ud: y mochifxeHHi hapMaKOKiHeTUYHOI B3aEMOfIil omHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TiPOXJIOPOTia3uay 300POBUM JOOPOBOJIBISM, SIKi OTPUMYBaIH (GIIyKOHA3017I,
IiABUINYBAJIO KOHI[EHTPAIiI0 (IyKoHa305y y mia3Mi Kposi Ha 40 %. Taki mapameTpu B3aeMofil He
BAMaraloTh 3MiH Y peXHMi [03yBaHHS (IyKOHA30JTy [AJIS MAIli€HTIB, IKi OQHOYACHO OTPUMYIOTh
cedorinHi 3acobu.

Bnaue ¢aykoHa3zony Ha iHWi Aikapceki 3acobu.

®TyKOHA3011 € MOTYyKHUM iHTi6iTOpoM i30depmenTy 2C9 nuroxpomy P450 (CYP) Ta
nomipHuM iHribiTopom CYP3A4. Takox ¢nykonason € inribitopom CYP2C19. Okpim
CIIOCTEpPeXyBaHUX/ JOKYMEHTA/IbHO IiATBEPIXKEHNX B3aEMO/IiH, [0 ONMKMCaHi HUXK4Ye, IPU
OIHOYaCHOMY 3aCTOCyBaHHI i3 (JIyKOHA30JI0M iCHy€ PU3UK IMiABUIIEHHS y IIa3Mi KPOBi
KOHIIEHTpAIlill iHIINX CIONyK, 110 MeTabomisyioTecss CYP2C9 ta CYP3A4. Tomy
3aCTOCOBYBaTH TaKi KoMOiHallii mpemapariB ciif 3 00epexXHiCTIO; Ipu LIboMYy HeoOXimHO
PEeTeNbHO CIIOCTepiraT 3a CTaHOM Malli€eHTiB. [IpuraivyBanbHa Ais pIyKoHA30/Iy Ha
bepmeHTH 30epiraeTbcsa IpoTAroM 4-5 mib micis Moro 3aCTOCYBaHHS y 3B'A3KY 3 KOT0



TPHUBAJIUM HepiOJIOM HalliBBUBEOEHHS.

AnvpeHmaHia: i 94ac OGHOYACHOT0 3aCTOCYBaHHA albPeHTaHiny y 0o3i 20 MKT/KT Ta
dbmykoHazony y go3i 400 Mr crocTepiranocs gBokpaTtHe 36inbierHs AUC,,, MOXKIIHBO, Yepes
inribyBanus CYP3A4. Moxe OyTu HEOOXimIHMM KOPUTYBaHHS 0034 alb(eHTaHiTy.

AmimpunmusiH, HopmpunmuJiH: GpIyKOHA30JI IOCUTIIOE Ail0 aMiTPUIITUIIIHY Ta HOPTPUITUIIIHY.
PekoMeHIyeThCST BUMIPIOBATH KOHIIEHTPAIi] 5-HOPTPUNITUIIHY Ta/ab0 S-aMiTpUNTUIIIHY Ha TOYATKY
kKoMOiHOBaHOI Teparii Ta yepe3 1 THXKOeHb. Y pa3i HeoOXigHOCTI cItif BifKOPUTYBATH 103y
aMITPUNTUIIHY/HOPTPUIITUIIIHY .

AmpomepuuuH B: ogHOUYaCHe 3aCTOCYBaHHS (GIIYKOHA30/y Ta aMpOTepuIHy B iHbiKoBaHUM
MUIIIaM i3 HOpMaJIbHUM IMyHITETOM Ta iH()IKOBAaHUM MUIIaM 3i 3HUKEHUM iMyHITETOM IIPU3BETIO [0
TAaKUX Pe3yJIbTaTiB: HEBEIMKUYN afUTUBHUM IPOTUTPUOKOBUM edeKT Ipu cucTeMHin iHdexkuii C.
albicans, BigCyTHICTh B3a€MO{Iil IpU BHYTPIIIHbOUEPENHIN iHeKIil Cryptococcus neoformans ta
aHTaroHi3M [BOX IIpellapaTiB IIpu CUCTeMHi iHdeknii A. fumigatus. Kniniune 3HaYeHHS pe3ybTaTiB,
OTPUMAaHUX Y XO[l LIUX AOCIiAXKEHb, HEBIOME.

AHmukoazyassHmu: SIK i IPX 3aCTOCYBaHHI iHIIMX a30JIbHUX TPOTUTPUOKOBUX 3ac00iB, Ipu
OHOYaCHOMY 3aCTOCyBaHHI (JTyKOHa30Jly Ta BapdapuHy IOBiIOMIISIN IPO BUMAOKH
PO3BUTKY KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, IITyHKOBO-KUIIIKOBUX KPOBOTEY, TeMaTypil
Ta MeJIeHU) y TOENHAHHI 3 ITOMOBXKEHHSAM IIPOTPOMOiIHOBOTO Yacy. [Ipu omHOYaCcHOMY
3aCTOCyBaHHI (PIIyKOHaA30J1y Ta Bap(papuHy CIIOCTEPIranocs ABOKpaTHE IiABUIIEHHS
IPOTPOMOiIHOBOTO Yacy, iMOBIpHO, BHACIIIIOK MPUTHiYeHHS MeTaboIi3My BaphapuHy yepes
CYP2C9. Crig peTenbHO KOHTPOJIIOBATH MTPOTPOMOIHOBUY Yac Y MAIliEHTIB, SKi OMHOYACHO
3aCTOCOBYIOTh KYMAapUHOBI aHTUKOATYISHTH abo iHgaHenion. Moxe 6yTyu He0OXiTHOIO
KOPEKIis 03U aHTUKOATyJISHTY.

BeHsodiazeninu kopomkoi 0ii, Hanpuk.aad midazonam, mpuasonam: TpU3HaYeHHS HIIYKOHA30IY
IIiCJIsl IepOpaIbHOr0 3aCTOCYBaHHS Mifa30aMy IPU3BOAUIIO OO0 3HAYHOTO MigBUIIEHHS
KOHI[eHTpallil Mifa30/1aMy Ta OO IOCUJIEHHS IICUXOMOTOPHUX edekTiB. OmHOYacHe
3acToCyBaHHS QnyKoHa30my y go3i 200 Mr Ta Mifa3onamy y go3i 7,5 MT IIepopaibHO
npu3Boauio po nipsuinenHs AUC Ta mepiony HamiBBUBeOeHHS y 3,7 Ta 2,2 pa3a BiAIOBiAHO.
3actocyBaHHs ¢nyKoHa3omy v no3i 200 mr/moby Ta 0,25 Mr TpralonaMy IepopaibHO
npu3Bonuio po mippuierHs AUC Ta mepiony HalliBBUBEOeHHS Tpua3onaMy y 4,4 Ta 2,3 pasa
BigmoBigHO. [Ipy omHOYACHOMY 3aCTOCyBaHHI (PIIyKOHA30J1y Ta TpUa3ojlaMy CIIOCTepiraaocs
IIOTEHIIiIOBaHHS Ta IPOJIOHTallis ePeKTiB Tpra30Iamy.

K10 malienTy, IKUM NPOXOOUTh KYPC TiKyBaHHSA (JIyKOHA30JI0M, CIIii OQHOYaCHO
IPHU3HAYUTH Teparito OeH3oia3eniHaMu, 103y OCTaHHIX CIIiJl 3MEHIIUTHA Ta BCTAHOBUTH
HaJIeXKHUU HATJIAd 3a CTAHOM IIallieHTa.

Kapbamaszenin: GIyKOHA30J IPUTHIUYE MeTab0/Ii3M KapOaMa3eIiny Ta CIIPUYUHSIE
MiOBUIEHHS PiBHA KapOaMa3emniHy y cupoBaTili KpoBi Ha 30 %. ICHye pu3uK PO3BUTKY
IIPOSIBiB TOKCUYHOCTI 3 00Ky KapOaMa3zemniny. Moxe 0yTy HeoOXifHUM KOPUTYBaHHS 03U
kKapOaMa3eIminy 3aj1eXKHO0 Bif piBHS M0Oro KOHIIEHTpallii Ta Ail mpemapary.

B0kamopu Kasavuiesux kaHaig: HessKi aHTarOHICTH Kanbliio (HipemumiH, icpagumiH,
aMJIOUIIIH Ta denoputin) Metaboni3yoTbcs pepmenToM CYP3A4. ®nyKoHa30J MOTEHIINHO



MOXKe IiABUINYBaTHA CUCTEMHY €KCIT03HIIil0 07I0KaTOPiB KabI[iEBUX KaHAJIiB.
PekoMeHIOBaHW PeTeNbHUN MOHITOPUHT II[OJI0 PO3BUTKY MOOIYHUX peakiliid.

Llenexokcub: IpU ODHOYACHOMY 3acToCyBaHHI prykoHa3ony (200 mr Ha goby) Ta
nenekokcudy (200 mr) C,,, Ta AUC nenekokcuby migBuiryBanucs Ha 68 % Tta 134 %
BifnoBinHO. [Ipy ogHOYACHOMY 3aCTOCYBaHHI LiefleKOKCHOy Ta (hIyKoHa30/ly Moxke OyTu
HeoOXiTHUM 3MeHIIeHHS 103U 11eJIeKOKCHUOY BABidi.

Lluknogocpamio: ogHOYACHE 3aCTOCYBaHHS NUKI0DochaMiny Ta GIyKOHA30Iy IPU3BOTUTH [0
migBUIEHHS PiBHA Oinipy0OiHy Ta KpeaTwHiHy B CHpOBATI KpoBi. Lli mpenapaTy MoxHa
3aCTOCOBYBaTH OTHOYACHO, 3BaXKal0YX Ha PU3UK IMiIBUIIeHHS KOHIIEHTpallil 6inipy6iny Ta
KpeaTUHIHY B CUPOBATI]l KPOBI.

dexHmaia: TIOBIIOMIISITIU TIPO OJWH JIeTaTbHUY BUMAMOK iHTOKCHKAIlil (heHTaHiIoM yHaCTigoK
MOXKJIMBOI B3aeMofil ¢heHTaHiny Ta ¢paykoHa3omy. 0o Toro Xk 0yJI0 IPomIeMOHCTPOBAHO, 110
(bTyKOHAa30J1 3HaYHO YTIOBi/IbHIOBAB efliMiHallilo peHTaHimy. [TifBuIleHHS KOHIIEHTPAIlil
(beHTaHIITy MOXe IPU3BECTU [0 IPUTHIYEHHS QUXaHHS, TOMY CJIi[ peTeJIbHO KOHTPOJII0BATH
CTaH marfieHta. Moxe 6yTy He0OXiTHOIO KOPEKITist mo3u heHTaHiny.

[Heibimopu I'MI-KoA-pedykmasu: CyMiCHe 3acToCyBaHHS (PrIyKOHa30y Ta iHribitopis [MI-
KoA-penykrasu, 110 Mmetaboni3yioTbcsi CYP3A4 (aTopBacTaTuH Ta CHMBACTaTHH), abo
inribiTopiB I'MI'-KoA-penykTasu, 1o Mmetabonisyiotscss CYP2C9 (dnyBacTaTtun), mipBuilye
PU3UK PO3BUTKY Miomarii Ta pabgomionisy. YV pa3i HeoOXigHOCTI 0HOYACHOTO 3aCTOCYBaHHS
I[UX IIperapariB CJIif peTeIbHO CIIOCTEepiraTy 3a MallieHTOM LIOA0 BUHUKHEHHS CUMIITOMIB
Mionarii Ta pabgomioni3y i TPOBOOUTY MOHITOPUHT PiBHSA KpeaTUHKiHA3U. Y BUIAQAKY
3HAQYHOTO IigBUIIIEHHS PiBHS KpeaTHHKia3y, a TAaKOX IIPU [iarHOCTYBaHHi abo mimo3pi Ha
MmiomaTito/pabmoMioni3 3acTocyBaHHs iHTiIOiTOPiB [MI-K0A-penykTasu Cilif IPUIUHUTH.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaiMycC, CUPOAIMYC I MAKPOAIMYC).

LlukaocnopuH: (HIIyKOHA30JI 3HAYHO MigBUIye KOHIeHTpalio Ta AUC nukimocnopuny. [Ipu
OJIHOYaCHOMY 3aCTOCyBaHHi ¢yKoHa30my y 0o3i 200 Mr/goly Ta HUKIIOCIIOPUHY Y HO03i

2,7 mr/kr/moby cmocTtepiranocs 36inbuierHs AUC uuknocmopuny y 1,8 pasa. Lli mpenapaTu
MOXKHa 3aCTOCOBYBaTH OMHOYACHO 3a YMOBHU 3MEHIIEHHS 03U LUKJIOCIIOPUHY 3aJIe?KHO Bif
10ro KOHIIEHTPalIii.

Eseposimyc: GIIyKOHA30JI MOXKe IMiABUINYBaTH KOHIIEHTPAILIil0 €BEPOIIMYCY B CUPOBATIIi KPOBi
yepe3d npurHivenns CYP3A4.

Cuposimyc: GIyKOHA30J1 MigBUIyE KOHIIEHTPAI[il0 CUPOIIMYCY y TIa3Mi KpOBi, iMOBIpHO,
IIJITXOM MIPUTHIYEeHHSA MeTaboniaMy cupomnimycy pepmertom CYP3A4 ta P-riikonporeinom.
L1i mpenapaTy MOXKHa 3aCTOCOBYBaTU OJHOYACHO 3a YMOBU KOPUT'YBaHHS 403U CUPOJIIMYCY
3aJIe’XKHO Bifl piBHS KOHI[eHTpallil Ta eeKTiB Bifl 3aCTOCyBaHHS IIpenapary.

Takpoaimyc: GIyKOHA301 MOXKE IMiABUIYBaTH KOHI[EHTpPAIlil TAaKPOJIIMYyCYy V CUPOBATIIi KPOBi
o 5 pasiB mpu Moro nepopabHOMY 3aCTOCYBaHHI Yyepe3 MpUrHiueHHs MeTabomi3my
Takpoinimycy pepmentom CYP3A4 y kumeyHuKy. [Ipy BHYTPIIIHEOBEHHOMY 3aCTOCYyBaHHI
TAKPOJIIMYyCYy He CIIOCTepiranocs 3Ha4HUX 3MiH (hapMaKoKiHeTHKH. [ligBuIleHi piBHi
TaAKPOJIIMYCY acOILiI0I0TLCS i3 HePOTOKCUYHICTIO. [103y TAaKPOIIMyCy O II€epOPabHOTO



3aCTOCYBAHHS CIIifl 3HUKYBATH 3aJI€3KHO Bifl KOHIIEHTPAIIii TaKPOJIiMyCy.

Jlozapman: GIYKOHA30JT MPUTHIYY€E MeTab0J1i3M J103apTaHy 10 HOT0 aKTUBHOI'0 MeTabOoJIiTy
(E-31 74), m1o 3yMoBJIIO€ OinbIlly YaCTHHY aHTaroHi3My 10 pelenTopiB aHrioreH3uny Il ming
Yac 3aCTOCYBaHHA JIo3apTaHy. PeKOMeHI0BaHO 3[iMCHIOBATH IOCTIMHUN MOHITOPUHT
apTepiajbHOrO TUCKY V IAl[i€HTIB.

MemadoH: PIyKOHA30/1 MOXKe IMiABUIYBaTH KOHI[EHTPAIlil0 METaOOHY ¥ CUPOBATII KpPoBi. [Ipu
OTHOYACHOMY 3aCTOCYBaHHiI MeTagoHy Ta (GIYKOHA30Jy Moxke OyTH HeoOXigHUM
KOPUT'YBaHHA 03U METaOHY.

Hecmepoioui npomusananvHi npenapamu: IPA OQHOYACHOMY 3aCTOCYBaHHi 3 (DIIyKOHA30JI0M
C,.x Ta AUC ¢mypOinpodeny miguiryBanucs Ha 23 % Ta 81 % BigmoBigHO MOPiBHSAHO 3
BiIMOBiMHMMY MMOKa3HUKAMU IIPU 3aCTOCYBaHHI Tinbku ¢nypOinpodeHy. AHaNOTiYHO IIpU
OJHOYACHOMY 3aCTOCYBaHHi QyKoHa30iy 3 paueMiynuM ibynpodenom (400 mr) C,,., Ta AUC
(bapMaKoJIOTiYHO aKTUBHOTO i3oMepy S-( )-ibynpodeny migBuiyBanucs Ha 15 % Ta 82 %
BI[IMOBIAHO MMOPIBHSAHO 3 BiATIOBIIHMMY ITIOKA3HUKAMU [IPU 3aCTOCYBaHHI TUIBKYU palleMiyHOr 0

ibympodeny.

®IyKOHA30J1 MOTEHI[IMHO 3TaTHUM MiABUINYBAaTH CUCTEMHY eKcrno3uuio inmux HIT3II, 1o
MeTabonizytoTbcs CYP2C9 (Hanmpukiaf HalpoOKCeHY, TOPHOKCUKaMy, MeJIOKCUKaMy,
nukinodeHaky). PeKoMeHI0BaHO MEPIOANMYHO 3[iICHIOBATA MOHITOPUHT MOOIYHUX peakliil Ta
TOKCUYHUX IIPOSIBiB, oB’s13aHux i3 HII3I1. Moxke 3HamoOuTucst KopuryBaHHs mo3u HIT3II.

®ernimoin: HITyKOHA30JI MPUTHiYy€e MeTabo01i3M (QeHiToiHYy y nedinni. OgHOYacHe
6aratopa3soBe 3actocyBaHHs 200 Mr ¢nykoHa3ony Ta 250 Mr QpeHiTOIHy BHYTPIIlITHLOBEHHO
mpu3BOOuTh O0 miguineHHs AUC,, ¢penitoiny Ha 75 % Tta C,;,,Ha 128 %. IIpu ogHOYacHOMY
3aCTOCYBaHHI IIUX JIiIKapCbKUX 3ac0o0iB CITifl MPOBOOUTY MOHITOPHHT KOHIIEHTPaIlil heHiToIHY
y CUPOBATIIi KPOBi /1T YHUKHEHHS PO3BUTKY TOKCUYHOI il HeHiTOoIHY.

IIpedHi3oH: TIOBIHOMIISITIM IIPO BUNAAOK, KOJIY Y MallieHTa MicIg TpaHCIJIaHTallil Te4YiHKY Ha
TJIl 3aCTOCYBaHHS IIPENHI30Hy PO3BUHYJIACA ['OCTPa HEeLOCTAaTHICTh KOPU HaHUPKOBUX
3aJ103, 10 BUHUKIIA MiC/IS IPUNIKUHEHHS TPUMICAYHOTO KypCy Tepallil (PIyKOHa30I0M.
[IpunuHEHHS 3aCTOCYBaHHSA (PIIyKOHA301y, iIMOBIPHO, CIPUYUHUIIO IIOCUJIEHHS aKTUBHOCTI
CYP3A4, 1o mpr3BesIo 10 IPHCKOPEHHS MeTaboi3aMy mpenHi3ony. Crif peTenbHO CTEXKUTH
3a [alieHTaMy, sKi IPOTAroM TPXBAJIOro 4acy OMHOYaCHO 3aCTOCOBYIOTh (PIIyKOHA30I Ta
IIPEefHI30H, 3 METO II0IepeNXKeHHs PO3BUTKY HELOCTATHOCTI KOPU HaHUPKOBUX 3aJ103
IiCysl IPUNMHEHHS 3aCTOCYBaHHA (PIIyKOHA30IYy.

Pupabymun: GIyKOHA30J MigBUILY€E KOHIIEHTpalliio pudabyTHHY B CUPOBATIIi KPOBi, 1110
npu3BoguTh 00 36inbiienHs AUC pudabytuny mo 80 %. [Ipu ogHOYaCHOMY 3aCTOCYBaHHi
brykoHa3omy Ta pudalbyTHHY MOBIIOMIISIN PO BUIIAAKK PO3BUTKY yBeiTy. [Tpu
3aCTOCyBaHHI TakKol KoMOiHallil JTikapchKuX 3aco0iB cilifg OpaTy A0 yBaru CUMIITOMU
TOKCHUYHOI [Iil pudalbyTuny.

Cakeinagip: prnykonason nipgsumiye AUC Ta C,,,, cakBiHaBipy npu6mau3ao Ha 50 % Ta 55 %
BiITIOBIOHO Uepe3 MpUTrHidYeHHS MeTabosi3My cakBiHaBipy y nedinni pepmentom CYP3A4 ta
yepe3s iHri0yBaHHs P-rnikonporeiny. B3aeMopii Mixk ¢rnykoHa3omoM Ta



CaKBiHaBipOM/PUTOHABIPOM He JOCIiXKyBaJUCs, TOMY BOHU MOXYTh OyTH OiblI
BHpaxXeHuMU. Moxe OyTH HeOOXiTHUM KOPUTYBAHHS 103U CaKBiHaBipy.

[ToxiOHi cynboHincewosuHU: TIPU OGHOYACHOMY 3aCTOCYBaHHI (pJIyKOHA30JI IIPOJIOHTYE Mepiof
HalliBBUBEOEeHHS MTePOPaIbHUX IMOXIJHUX CyIb(OHIICEYOBUHY (XJIOPIPOMIaMiay,
ribeHKmaminy, rainisuny ta TonbyTaMiny). PEKOMEHOYETHCS MPOBOOUTH YaCTUM KOHTPOIIb
IIYKPY B KPOBi Ta BigIIOBIAHMM YMHOM 3HUKYBATHU HO3Y MOXiOHUX CYIb()OHIICEYOBUHHU IIPU
OJHOYAaCHOMY 3aCTOCYBaHHi i3 pIyKOHa30JI0M.

TeoginiH: 3acTocyBaHHS PryKoHa30y o 200 mr npoTtsaroM 14 gHiB IPU3BENO OO0 3HUKEHHS
CepefHbOro KiIipeHCy Teodininy y mna3mi KpoBi Ha 18 %. 3a naimieHTaMu, gKi 3aCTOCOBYIOTh
TeodiniH y BUCOKUX 03ax abo fKi MaloTh MiIBUILIEHUH PU3UK PO3BUTKY TOKCUYHUX IIPOSIBIB
Teo(iniHy 3 IHIIKWX IPAYMH, C/Ii BCTAHOBUTHU HATJIAM OO0 BUSIBJIEHHS O03HAK PO3BUTKY
TOKCHYHOI [il Teodininy. Teparito CjIig 3MiHUTH IIPU MOSIBi 03HAK TOKCUYHOCTI.

Asxkanoiou 6apsinky: GIIyKOHa3071, iMOBipHO, Yyepe3 iHrioyBaHHs CYP3A4 MoxKe CIPUYHHSATH
MiOBUINEHHS KOHIIEHTPAIlil ajKasoifiB 6apBiHKY y IIy1a3Mi KPoBi (HalpUKiIad BIHKPUCTHHY Ta
BiHOIACTUHY), [0 IPU3BOAUTE 0 PO3BUTKY HEMPOTOKCUYHUX €(PEKTiB.

BimamiH A: IOBIAOMJISITIOCS, 1110 Y MallieHTa, SKAU OOHOYaCHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHUCOTY (KUCI0THA ¢hopMa BiTamiHy A) Ta GIyKOHA30JI, CIlocTepiranucs mobivHi peakiii 3
6oky IITHC y dhopMi 11ceBOOTYMOPY TOJIOBHOTO MO3KY, II0 3HUK ITiC/s BigMiHU (QIIyKOHA3017y.
[1i mikapchKi 3aco6u MOXKHa 3aCTOCOBYBATH OJHOYACHO, ajie CJIif ITaM’siTaTh PO PU3UK
BAHUKHEHHS MO0iYHKX peakuii 3 6oky [THC.

BopukoHa3zos (iHeibimop CYP2C9 ma CYP3A4): omHO4YaCcHe 3aCTOCYBaHHSI BOPUKOHA30JTy TePOpaibHO
(mo 400 mr xoxHi 12 rogus nmpoTsarom 1 gus, motiM mo 200 Mr KoxHi 12 rogus npoTtsarom 2,5 OHS) Ta
(bnykoHa3oiy nmepopanbHO (400 Mr y nepinii feHs, IoTiM 1o 200 Mr KOXHi 24 TOOUHYU IPOTATOM 4
[HiB) 0OOPOBOIBISIM HOJIOBiIUOl CTaTi Mpu3Beso Ao migsuieHHs C,,. Ta AUC, BODUKOHA30/IY y
cepegHboMy 110 57 % (90 % II: 20 %, 107 %) ta 79 % (90 % IOI: 40 %, 128 %) BigmosigHo. HeBimoMmo,
YU IPU3BONUTH 3HUKEHHS 03U Ta/ab0 4aCcTOTH 3aCTOCYBAaHHS BOPUKOHA30Jy abo ¢hIyKoHa301y 10
YCYHEHHS Takoro edekty. [Ipu 3acTocyBaHHI BOPUKOHA30J1y MiC/IA (PIyKOHA30Iy CIif IPOBOAUTHU
CIIOCTEPEXKEHHS OO0 PO3BUTKY MOOIYHUX e(eKTiB, acoliiioBaHUX i3 BOPUKOHA30JIOM.

3udosyouH: ¢pnykoHason mipsuinye C,.. Ta AUC 3umoByauHy Ha 84 % Ta 74 % BigmoBifHO, 110
3yYMOBJIEHO 3HUKEHHSIM KIIipeHCY 3UA0BYOUHY NpuOnu3Ho Ha 45 % mpu 1#oro nepopaabHOMY
3acTocyBaHHi. [lepion HaniBBUBeleHHS 3UNOBYANHY OYB TaKOXK IOJOBXKEHUM TPUOIU3HO Ha
128 % micnsa 3acTocyBaHHS KoMOiHaIlil (TyKOHA30Ily Ta 3U[OBYAUHY. 3a NallieHTaMu, SKi
3aCTOCOBYIOTH TaKy KOMOiHallifo JTikapChKUX 3ac00iB, CITiT CITIOCTEpPIiraTH 100 PO3BUTKY
no0iYHUX peaklliii, MOB’I3aHUX i3 3aCTOCYBaHHSAM 3UIOBYOUHY. MOXKHA PO3TIISHYTH
OOLIUIBHICTE 3HUXKEHHS 03U 3UOBYIUHY.

AsumpomiyuH: XKOTHUX 3HAUYIIKUX (PapMaKOKiHETUYHUX B3aEMOIi MiXK HUMU BUSBJIEHO He
oyo.

[IepopaavHi KOHMpayenmueu: IIPU 3aCTOCyBaHHI (HITyKOHa301y y 7031 50 Mr BIIMBY Ha piBeHb
TOPMOHIB He 0yJI0, TOMi SIK IIPX 3aCTOCyBaHHi (yKoHa3omy y no3i 200 Mr Ha mo0y
cnoctepirasnocs 30inpmennss AUC etuninectpagiony Ha 40 % Ta 1eBOHOPrecTpeny - Ha 24
%. Lle cBiguuTh IIpo Te, 110 6araTopa3oBe 3aCTOCYBaHHS GIYKOHA30Jy V 3a3HAaYEHUX 403aX



HaBpsAO 49U MOZKe€ BIIJIMBATH Ha e(beKTI/IBHiCTB KOMOiHOBaAHOTO IIepopaibHOI0 KOHTPAIEIITHBA.

Isaka¢pmop: cynyTHe 3acTOCyBaHHS 3 iBaKa®hTOPOM, MiACUII0OBAYEM MYKOBICIIUIO3HOTO
TpaHCMeMOPaHHOT0 PETYJISITOPa IIPOBIMHOCTI, MiBUIYE eKCII03uIlil0 iBakadTOpy B 3 pa3y, a
rigpokcumeTtuniBakadtopy (M1) - y 1,9 pa3. [Ing maIfieHTiB, SKi 0OJHOYACHO 3aCTOCOBYIOTh ITIOMipHi
inribitopu CYP3A, Taki 9K (II0KOHA30J1 i epUTPOMILIMH, PEKOMEHIYETHCS 3HUKEHHS 03U
iBakadTopy mo 150 Mr oguH pa3 Ha #o0y.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Hepmamodimis. [171g MiKyBaHHS gepMaToQiTil y giTen QIyKOHA30I He TIEPEBUIIYE
rpu3eodynbBiH 3a ePEeKTUBHICTIO i 3aralbHUM ITOKa3HUK e(eKTUBHOCTI CTAHOBUTH MeHIIe 20
%. ToMy mpemnapar He CJIifl 3aCTOCOBYBAaTH [AJIS TiIKyBaHHS AepMaTOodiTil.

Kpunmokoko3. J[loKa3iB e()eKTUBHOCTI (PIyKOHA30/1y AJid JIiKyBaHHS KPUITOKOKO3Y iHIINUX
JI0KaIi3aniil (HampuKJiaf JIeTeHeBOT0 KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKIPH) HEOOCTATHERO,
TOMY pPeKOMeHIalliil o0 030BOr0 PeXUMY [IJId JTiKyBaHHS TaKMX 3aXBOPIOBaHbL HEMaAE.

I'1uboki eHOemiuHi Miko3u. [Joka3iB eeKTUBHOCTI (IyKOHA301y [JIs TiIKyBaHHS iHIINX (HOpM
eHIeMiYHNX MiK03iB, TaKUX SK IapaKOKIHUIi0iqoMiK03, TiCTOmIa3M03 Ta MKipHO-TiMpaTUIHIN
CIIOPOTPUX03, HEJOCTaTHHO, TOMY PEKOMEHAII! 00 J030BOT0 PeXKUMY AJ1s TiIKyBaHHS TaKUX
3aXBOpPIOBaHb HEMaAE.

Hupkosa cucmema. IlaniieHTaM i3 mopyuIeHHSIM QYHKIIM HUPOK IIpernapar CiIifi 3aCTOCOBYyBaTH
3 obepexkHicTIO (MUB. po3Min «Crmocid 3aCTOCYyBaHHS Ta O3U»).

Hedocmamuicmb HaOHUPKOoBUX 3a103. KeTOKOHA30II, SIK BifOMO, CIIPUYHUHSIE HEOOCTATHICTh
HATHUPKOBUX 3aJI03, i Ile TAKOK MOXKe CTOCYBAaTUCS (IYKOHA30Jy, X04a CIIOCTEPITAETHCS PigKo.
HepocTtaTHiCTh HAOHUPKOBUX 3aJ103, IOB'A3aHa 3 OMHOYACHUM JIIKyBaHHSM, OIIMCaHa B PO3Mii
«Brnus ¢rykoHa3omy Ha iHm gikapchKi 3aco0u».

T'enamo6iniapHa cucmema. [TarieHTaM i3 mopyuIeHHAM QYHKIIM IeYiHKY IIpenapaT CIif
3aCTOCOBYBaTH 3 00epexKHiCTI0. 3aCTOCyBaHHS (PIYKOHA30/Iy acOIlifoBarocs 3 BUHUKHEHHAM
PiOKiCHUX BUIIaAKiB PO3BUTKY TSAKKOI TeIaTOTOKCUYHOCTI, BKIIOYAIOUM JeTalbHi BUIAJKH,
TOJIOBHMM YHMHOM Y TAIli€HTIB i3 TSIKKMMHU OCHOBHUMH 3aXBOPIOBAaHHSMU. Y BUIIAfKaX, KOIH
PO3BUTOK T'ellaTOTOKCUYHOCTI acollifoBaBCS i3 3aCTOCyBaHHAM (ITyKOHa3011y, He 0yIi0
Big3HA4eHO ii SBHOI 3aJIe2KHOCTI Bifl 3arasibHOi 4000BOI 103U IpenapaTy, TPUBAIOCTI Tepartii,
craTi ab0 BiKy malfieHTa. 3a3Br4ail TelmaTOTOKCUYHICTh, CIIPUYHHEHa (IYKOHA30JI0M,
000pOTHA, a 11 TPOSIBKM 3HUKAIOTH ITiCJIsg IPUIIMHEHHS Teparril.

3a mallieHTaMH, V SKUX IIPYU 3aCTOCYBaHHiI (PIIYKOHA30/1y CIIOCTEPIralOThCS BiTXUIEHHS pe3ybTaTiB
GYHKIIOHATBHUX P00 MEeYiHKY, CITil BCTAHOBUTHU PETENIbHUM HATJIS[ 000 PO3BUTKY OiNIbII TSIKKOTO
ypaXKeHHS eYiHKU.

[TauieHTiB cnifg TPoiH(GOPMyBaTH PO CUMITOMY, II0 MOXKYTh CBITYUTH NIPO CEPUO3HUY BIIJIUB Ha
NeYviHKy (BUpaXkKeHa acTeHis, aHOPeKCis, MoCTiiHa Hyq0Ta, O/TI0BaHHS Ta KOBTSHUILIS). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS (IyKOHA30Jly CIIif HeraHO NPUNWHUTY Ta IPOKOHCYIbTYBATUCA 3 JTiIKapeM.

Cepueso-cyouHHa cucmema. [lesiKi @304, y TOMY YHCII 1 (JTyKOHA30JI, aCOIiI0I0THC i3



nonoBxkeHHAM iHTepBany QT Ha enekTpokappiorpaMi. [loBimoMiisiiy po gyxe piaKicHi
BUIIAOKY TOOBXKEHHS iHTepBany QT Ta mapokcu3MalbHOI IIIYHOYKOBOI TaXikapil TUILY
«IipyeT» IIpU 3aCTOCYBaHHI IIpenapaTy. Taki IOBifOMIEHHS CTOCYBaJIACS IAl[i€HTIB i3
TSIKKUMM 3aXBOPIOBAHHSAMU IIPU NMOE€AHAHHI 0araTbox (akTOpiB pU3UKY, TAKUMHU SIK
CTPYKTYPHI 3aXBOPIOBaHHS CePIIsl, MOPYIIEHHS eeKTPOIiTHOrO 00MiHY Ta OOHOYACHE
3aCTOCYBaHHS iHIIKX JTiIKapChKUX 3ac006iB, 110 BIIMBAIOTh Ha inTepBain QT.

[Tpemapart cif 3 06epeXHICTI0O 3aCTOCOBYBATH TAIliEHTaM i3 PU3UKOM PO3BUTKY apuTMiit. OmHOYacHe
3aCTOCyBaHHS pa3oM i3 miKapchKUMH 3acob6aMu, 110 IPOJIOHTYIOTE iHTepBan QTc Ta MeTabomi3y0ThCS
3a pomomororw pepmenty CYP3A4 nutoxpomy P450, mpoTunokasaHe.

Tanopaumpun. TanodanTpul € cyoctpaToMm ¢pepmenty CYP3A4 i mponourye intepBan QTc
IIpY 3aCTOCYBaHHI y PEKOMEH0BaHUX TepaleBTUUHUX J03aX. OgHOYacHe 3aCTOCYBaHHS
ranodaHTpHHY Ta GIYKOHA30Jly HE PEKOMEHOYEThCS.

Hepmamosoeiuni peakuyii. TTig 9ac 3acTocyBaHHS (PIIYKOHA30JIy PiAKO MOBIOMIISNIA IIPO
PO3BUTOK TaKMX eKChOoIiaTUBHUX MIKipHUX peakmiil sk cuHapoM CriBeHca-[[:KOHCOHA Ta
TOKCUYHUM elligepManbHuil HeKpomi3. [TamienTtu, xBopi Ha CHIII GinbIln CXUIbHI 4O PO3BUTKY
TSAKKUX IMIKIPHUX peakllill Ipu 3aCTOCyBaHHi 6araTbox JTiKapChKUxX 3aco0iB. AKIIO y mallieHTa
i3 MOBePXHEBOI0 TPUOKOBOI0 iH(DEKITIEI0 3 IBISIOTHCS BUCUIIAHHS, III0 MOXKHaA II0B’sI3aTH i3
3aCTOCYBaHHSM (PIIyKOHA30I1y, TOAAJIbIIe 3aCTOCYBaHHSA IIpenapaTy CIif IPUNUHUTH. AKII0
y TallieHTa 3 iHBa3MBHOIO/CUCTEMHOI0 TPUOKOBOIO0 iH(EKITi€t0 3’ IBNIAIOTLCSA BUCUIIAHHS Ha
IIKipi, 3a 10TO CTaHOM ITOTPiOHO PeTEeNbHO CIIOCTEPIraTH, a y BUMAAKy PO3BUTKY OYIbO3HUX
BUCHIIaHb a00 My/TbTU(HOPMHOI EPUTEMH 3aCTOCYBaHHS (IYKOHA30Jy CIIif] IPUIUHUTH.

[ToBimoMIIsIIIOCS IIPO Peakxiliio JiKapChbKUX 3ac00iB 3 €03MHOPIMIE€I0 Ta CUCTEMHUMY CUMIITOMaMHU
(DRESS cungpom).

T'inepuymaugicmye. Y PifKiCHUX BUITagKaX MOBIHOMIIS/IN IIPO PO3BUTOK aHa(DiMaKTUUHUX
peakmin.

Llumoxpom P450. ®yKOHa30J11 € TOTYKHUM iHTibiTopoM pepmenTty CYP2C9 Ta momipHUM
inribiTopom dhepmenTy CYP3A4. Takox (nykoHason € inribitopom dhepmenty CYP2C19. Crnin
CIIOCTepiraTv 3a CTAHOM IIAIli€HTIB, SIKi OTHOYACHO 3aCTOCOBYIOTh (DJIyKOHA30JI Ta NpenapaTu
3 By3bKUM TepalleBTUYHUM BiKHOM, 1110 MeTabomi3yioThcsa 3 yuactio CYP2C9, CYP2C19 Ta
CYP3A4.

TepgeHaoun. CIiifi peTeIbHO CIIOCTEPIraTy 3a CTAHOM IaljieHTa IIPU OfHOYaCHOMY
3aCTOCYyBaHHI TepdeHamuHy Ta ¢ayKoHa3omy v no3i menie 400 Mr Ha mo0y.

Kanoudos. [TocnimXKeHHs MoKa3aay 30ibIIeHHS MOMKUPEeHOCTi iHdeKITin iHIMMY BUIaMU
Candida, xpim C.albicans. BoHu 4acTo CTi¥Ki 3a CBO€IO IPUPOHoIo (Hanmpuknamd, C.krusei Ta
C.auris) abo BUSBIAIOTh 3HUKEHY CIIPUUHATIUBICTH 00 PriykoHa3ony (C.glabrata). Taxi
iH(deKIl MOXYTh BUMaraT# ajJbTepPHATUBHOI IPOTUTPUOKOBOI Tepallii, IKa € HaClligKoM
BiIMOBH Bif JIiKyBaHHSA. TOMy PeKOMEHYEThCS BPaXxOBYyBaTU IOMUPEHICTh PE3UCTEHTHOCTI
pisHux BumiB Candida no GpnykoHa3017y.

HonomisxcHi peyosuru. [IpemapaT MiCTUTH J1aKTO3y. [1amieHTaM 3 piAKICHUMYU CIIafgKOBUMU
3aXBOPIOBAHHSAMY, TAKUMU K HEIIePEeHOCUMICTh rajlakTO34, HEJOCTATHICTE 1aKTa3u Jlanna



Ta Manba6cop6ui$1 TJIFOKO3U-TaJIaKTO3U, He CIIif 3daCTOCOBYBATHU e IIpernapar.

3acmocysaHHs 8 nepiod sazimHocmi abo 200y8aHHA 2py0d010.
XKiHKu penpodykmusH020 B8iKy
[Tepen moyaTkoOM JIiKyBaHHS MaLi€HTKY CIIif IPoiH(OpMyBaTH PO NOTEHIIMHUY PU3UK [AJIA IJIOAA.

[Ticns 3acTocyBaHHS OOHOPA30BOl MO3U CJIifl BATPUMATH TIePiof] BUBeleHHS (IyKOHA30Iy, IKUN
CTAHOBUTH MPUONMM3HO 1 THXKIEHS (1110 BigmoBigae 5-6 mepiogam HamiBBUBEIEHHS), 10 HAaCTaHHS
BariTHOCTI (OuB. po3min «PapMaKOKiHETUKA»).

[Ipu TprBanux Kypcax JIiKyBaHHS XKIHKAM PEPONYKTUBHOI'O BIiKY CJIif PO3TJISHYTU MOXKJIUBICTh
3aCTOCyBaHHS KOHTpAIEIIlil IPOTSATOM YChOTO Iepiofy TiKyBaHHS Ta MPOTITOM
1 TUXHS miCNsI IPUUOMY OCTAHHBOL JO3H.

OO6cepBalliliHi DOCHiIKEeHHS CBiqYaTh PO MiABUIEHUN PU3UK CIIOHTAHHOTO abopPTY V XKIiHOK, SKi
oTpuMyBaiX GJIYKOHA30JI IPOTSITOM IIEPIIOro Ta/abo OPyroro TPUMECTPY BaTriTHOCTI, IIOPIiBHSHO 3
XKiHKaMu, sKi He mpuiiManu GykKoHa3os abo OTpUMYBaIH MiCIeBi a30JIH y TOM Iepiof.

IlaHi OeKiNnbKOX TUCSY BariTHUX XKIiHOK, SIKi OTPUMYyBalIu KyMyIATUBHY 003y < 150 Mr ¢ayKoHa3o01my y
IIEePIIOMY TPUMECTPIi BaTiTHOCTI, He CBig4aTh PO 30inbIlIeHHS 3arajJbHOT0 PU3UKY PO3BUTKY Baau
PO3BUTKY Y IIJIOAy. B omHOMY BenuKoMy oOcepBalliiiHOMy KOTOPTHOMY HOOCITiIKEeHHi BIIJIUB B ITEPIIOMY
TPUMECTPI IepOPaIbHOr0 IPUKUOMY (hIyKOHA30Jy aCOLi0BaBCS 3 HEBEJIMKUM IiIBUIIEHUM PU3UKOM
PO3BUTKY OIIOPHO-PYXOBOTO amaparty, Io Bigmosigae npubau3Ho 1 gomaTkoBoMy Bumaaky Ha 1000
XKIHOK, sIKi OTpUMYyBa/I¥ CYKynHY 003y <450 Mr MOpiBHSAHO 3 XKIHKaMU, gKi OTpUMYBaJId MicleBi
asony, i mpubnu3Ho [0 4 nogaTkoBux BumankiB Ha 1000 XKiHOK, sSKi OTpUMYyBaIu KyMyIsSTUBHI 003U
noHap 450 mr. CKkoperoBaHHUY BimHOCHUM pu3uK ctaHoBuB 1,29 (95% I Bim 1,05 mo 1,58) onsa 150
MT IIepopaibHOro npuiiomy (rykonasony ta 1,98 (95% [II Big 1,23 o 3,17) pns go3 nowapg 450 Mr
bnyKoHa3o01y.

HasiBHi enifeMionoriyui JOCTigXKEeHHS 1010 PO3BUTKY Baf CepIis IIPU 3aCTOCYBaHHI (PIyKOHA30J1y Y
1epiof BariTHOCTI Jai0Th cynepednnBi pe3ynbraTi. OgHaK MeTaaHasi3 5 o0cepBaliitHUX AOCTiAKEHb,
IIPOBEMIEHUX 3a Y4aCTIO KiTbKOX THCSY BaTiTHUX XKiHOK, SKi OTpUMYyBaau (QIYKOHA30/ IPOTATOM
[IePILIOr0 TPUMECTPY, BUSIBUB IiIBUIIIEHHS PU3UKY PO3BUTKY Baf ceplid y 1,8-2 pa3u nmOpiBHAHO 3
TUM, KOJIX (DJTYKOHA30J1 HE 3aCTOCOBYBaIU Ta/abo BUKOPHUCTOBYBAJIH a30JIU AJIST MiCIIEBOTO
3aCTOCYBaHHS.

Y noBimOMIIEHHAX ONKCAHO BPOAKEHI Bafu PO3BUTKY Y HEMOBIIAAT, MaTepPl SKUX OTPUMYBaJId BUCOKI
no3u (Big 400 mo 800 Mr/mo0y) dbnykKoHa301y y Iepiof BariTHOCTI mpoTaroM 3 MmicsiiB abo Oinblile mpu
JiKyBaHHI KOKIMioimoMiko3y. Cepeq BPOOKeHUX Bafl, AKi CIIOCTepiraaucs y nux AiTeu, -
Opaxiuedarist, pucnasis ByIIHUX PAaKOBUH, HafMipHe 30iIbIIeHHS TePeIHbOr0 TiM I4YKa,
BUKPUBJIEHHSI CTETHOBOI KiCTKH Ta MMPOMEHEBO-TIJIEYOBUM CUHOCTO3. [IpUYMHHO HACITiTKOBUM
3B’SI30K MiX 3aCTOCyBaHHAM (DIIYKOHA30/1y Ta BPOIKEHUMHU BaJaMu He BCTAHOBJIEHUH.

He cnip 3acTocoByBaTH 3BMYarHi J03U (PIIyKOHA30/Iy Ta KOPOTKOTPHBAJIi KYPCH JTiKyBaHHS
(bIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSATKOM KpaliHbol HE0OXigHOCTI.

He crig 3acTocoByBaTH BUCOKi 003U (PIyKOHA30 Ty Ta/abo TprBai KypcH NiKyBaHHS (DITyKOHA30JI0M y
1epiof BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(EKIIiH, 1110 TOTEHIIHO 3aTPOKYIOTh KHUTTIO.



®nyKOHA30JI MPOHUKAE Y TPYIHE MOJIOKO Ta [OCSITAE HUXKYO0I KOHIIEHTpAllil, HiXK y I7Ta3Mi KPOBi.
ComyBaHHS IPYAOI0 MOXHA IMPOAOBKYBATH ITiCIIST pa30BOT0 3aCTOCYBAHHS 3BUYAMHOI 103U
bnykoHa3oy, 1mo ctaHoBuUTh 200 Mr abo MeHIIe.

l'omyBaTy rpyAIio He PEKOMEHOYEThCS Ipu 0araTopa3oBOMY 3aCTOCYBaHHi GIyKoHa301y abo
IIPY 3aCTOCYBaHHiI BUCOKUX 103 QIIyKOHA3OITY.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi asBmompaHcnopmom abo iHwumu
MexaHiamamu.

HocnimxeHb BINIUBY (IYKOHA30Jly Ha 30AaTHICTh KepyBaTH aBTOTPAHCIOPTOM abo ImpalioBaTy 3
iHMUMY MexaHi3MaMu He IpoBoguin. [1alieHTiB ciifg TpoiHGOpMyBaTH IIPO MOKIIUBICTH PO3BUTKY
3amaMopoYeHHs abo CyooM IIifi Yac 3aCTOCyBaHHA Ipenaparty. [Ipy pO3BUTKY TaKUX CUMIITOMIB He
PEKOMEH[IYEThCS KepyBaTH aBTOTPAHCIOPTOM abo IpaloBaTH 3 iHITMMU MeXaHi3MaMHu.

Cnocid 3acmocyeaHHsi ma 0o3u.
TabneTku ciig KoBTatu HinuMu. [IpuitoM IpemnapaTy He 3ajIeXKUTh Bifl MpuitoMy ixi.
Iopocnum.

[IpenapaT 3acTOCOBYBaTH IIEPOPAbHO y [03i 150 MIr 0mHOpPa30Bo.
ITayieHmam AimHb020 BIK).

[Ipu BimCYTHOCTI 0O3HaK MOPYIIEHHS QYHKIIiM HUPOK [JId JIiKyBaHHS JaHOl KaTeropil maIi€HTiB
3aCTOCOBYBaTHU 3BUYaUHY 03y [JII JOPOCIIHUX.

ITopyweHHA PYHKUiII HUPOK.

®yKOHA30J/1 BUBOAUTHCS B OCHOBHOMY i3 ce4elo y He3aMiHeHoMY BUTAmi. [Ipu pa3oBoMy
3aCTOCYBaHHI IpenapaTy KOPUTyBaTH 03y [aHil KaTeropil naiieHTiB He TOTPiOHO.

ITopyweHHA pyHKUIU neviHKU.

®nyKoHA307 CIifl 3aCTOCOBYBaTH 3 00€PEKHICTIO MAI[ieHTaM i3 MOPYLUIeHHSIMU (PYHKIIiM IIEeYiHKHY,
OCKiNIbKY iH(pOpMaIlil MOJ0 3aCTOCyBaHHS (HIIYKOHA30JIy IIill KaTeropil narieHTiB HeTOCTaTHEO.

Himu.

EdekTuBHICTb Ta 6€3MEeYHiCTh 3aCTOCYBaHHS (QIIYKOHA30J1y [AJIS JIiIKyBaHHS TeHiTalbHUX
KaHOWO03iB y [iTe! He BCTAHOBJIEHI, He3BaXKal4yy Ha BUYEPIIHI JaHi 11040 3aCTOCYBaHHSA
npernapary miTaM. fAKIo icHye HarajabHa nmotpeba 3acTOCYBaHHS MpemnapaTy HmifmiTKkam
(BikoM Bif 12 mo 17 pokKiB), CITifi 3aCTOCOBYBATH 3BUYalHi JO3HU AJIS JOPOCIIHUX.



Ilepedo3yeanHs.

[CHYIOTB ITOBiOMIIEHHS IIPO MTepef03yBaHHSA (PIYKOHA30JI0M; OMHOYACHO MTOBIJOMIISIIH IIPO
rajIonuHalil Ta napaHoifanabHy MOBEHIHKY.

[Tpu nepemo3yBaHHi HEOOXIMHO ITPOBECTH CUMIITOMATUYHY MiATPUMYIOUY Teparliio Ta y pasi
HeOoOXiTHOCTI TPOMUTH IITYHOK.

®nyKOHA3071 3HAYHOIO MipOI0 €KCKPETYETLCS 3 ceuelo; (OPCOBaHUY Aiype3 MOXKe IPUCKOPUTH
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBAJiCTIO 3 TOOUHU 3HUXKYE PiBeHb QPIYKOHA30ITY y
m1a3Mi KpoBi mpubnmu3Ho Ha 50 %.

ITo6iuni peakuii.

3 boky cucmemu Kkpogi ma Aim¢pamuuHoi cucmemu: aHeMisi, aTPaHyJIOLUTO3, JIEUKOIIEHIs,
HEUTPOIEHisT, TPOMOOIIUTOIIEHis.

3 6oky imyHHOI cucmemu: aHadinakcis.

MemaboaiuHi ma animeHmapHi po3nadu: 3HUKEHHS alleTUTY, TIepTPUIIilepumeMis,
rinepxojecTepuHeMis, TioKamiemis.

3 6oky ncuxiku: 663COHHS, COHIUBICTb.

3 6oky Hepeosoi cucmemu: TOJIOBHUM 6iflb, CYZOMHU, 3alIlaMOPOYEHHS, ITapecTe3il, IOopyIIeHHS
CMaky, TpeMop.

3 60Ky opeaHia cayxy ma secmubyA5pHO20 anapamy: BEPTHUTO.

3 6oky cepus: TapOKCU3MaJIbHa IIUIYHOUYKOBA TaxXikKapAisa TUIY «IipyeT», ION0BXEHHS
inTepBamny QT.

3 60Ky Kuwkoeo-wayHK08020 mpakmy: 6ifb y YepeBHiN MOPOXKHUHI, fiapes, HyOoTa, 6I0BaHHS,
3a10p, AUCIENCisd, METEOPU3M, CYXIiCTh y POTI.

3 6oky eenamobiniapHoi cucmemu: TMigBUINEHHS PiBHSA ajaHiHaMiHOTpaHchepasu (AJIT),
acnapraTtaminoTpaHcdepasu (ACT), myxkHol pocdaTasu, xonecTas, KOBTSIHUIIS, MiTBUIIEHHS
piBHS 0inipy0iny, MeYiHKOBa HEJOCTATHICTh, TeIaTOLeMI0NIPHUN HEKPO3, TelaTUTH,
renaToleoisipHe YpakeHHs.

3 60Ky wKipu ma niGwKipHoi MKaHuHu: BUCUIIAHHS, CBePOixK, MEIUKAaMEHTO3HUHN OepPMaTUT
(BKMO4ayu QpikCOBaHWM MeINKaMEeHTO3HWM JePMaTHUT), KPONIUB' THKA, MiABUIIeHE
IIOTOBUMOIJIEHHS, TOKCUYHUY emifepManbHud HEKPoi3, cuapoM CTiBeHCa-[[2KOHCOHa,
rOCTpUM reHepasi3oBaHUM €eK3aHTeMaTO3HUU IyCTY/Ib03, eKCHOITIaTUBHUYN OEePMaTHUT,
aHTiOHEBPOTUYHUY HaOpsAK, HaOpsK o0nuyuys, anomnenis. [ToBigoMIsAIOCS PO Peaxiito
JIiKapCchbKUX 3aco0iB 3 eo3uHOGimielo Ta cucteMauMu cumnroMamu (DRESS curgpom), 110
IIOBsI3aHi 3 NMiKyBaHHAM (HITyKOHa305I0M (OuB. po3Min «Oco0IUBOCTI 3aCTOCYBaHHS»).

3 60Ky onopHO-pyx08020 anapamy ma CnoAy4HOi MKaHUHU: MiaJirid.



3azanvHi po3nadu ma peakuii y micui e8edeHHA: MiOBUIleHa BTOMJIIOBAHICTL, HE3YXKaHHS,
acTeHis, rapg4ka.

Himu.

YacToTa Ta XapakTep no0iYHUX peakllill i BigxuieHs Big HOPMU Pe3yJIbTaTiB 1ab0paTOPHUX
aHaJli3iB y X0mi KIIIHIYHUX OOCIIAXKEHb 3 YUYaCTIO [iTe! CIIBCTaBHI 3 TAKUMU Y TOPOCIIUX.

Tepmin npudamHocmi. 3 POKW.

YMmoBH 30epirannsi.

B opurinanbHil yrmakosii npu Temnepatypi He Butile 30 °C. 36epiraTé y HEJOCTYIIHOMY OIS
OiTey Mmicti.

YnakoBka.

[To 1 Tabnetii mo3yBaHusaM 150 mr y GmicTepi; mo 1 6micTepy y nmadili 3 KapTOHY.

Kareropis Bigmycky.

bes penenra.

BupoOHHK.
[IpAT «TexHomor».
Micue3HaxoKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaAKeHHsI Tis/IbHOCTI.

Ykpaina, 20300, Yepkacbka 0071., MicTo YManb, Bynunsi Ctapa mpopisHa, OyOuHOK 8.






IHCTPYKIIA

IJIs1 MEIUYHOT 0 3aCTOCYBaHHsI IiKapChbKOro 3acooy

®JIYKOHA30J1

(FLUCONAZOLE)

Cknao:
ditoua pevoguHa: GIyKOHA30JI;
1 TabneTka micTuth pnykonasony 50 mr, 100 mr, 150 mr;

0ONOMIdCHI pey08UHU: TAKTO3W MOHOTIgpAT, KPOXMalb KapTOIJITHUM, TOBIAOH, KPEMHIIO
OioKCHUI KONMOImHUM 0e3BOHMUM, HAaTPil0 KPOCKapMello3a, MarHilo cTeapar, TimpoMeno3a
(TigpOKCUIPOIIN-MeTUNLeN0103a), Tutany aiokcup (E 171), Tanbk, MOMieTUIEHTTIKOIb
6000 (makporon 6000), momicopbat 80.

Jlikapcbka (popMa. TabmeTKH, BKPUTi 000JI0HKOIO.

OcHo8HI (i3uko-ximiuHi 81acmugocmi: TabNeTKX KPyTiioi popMu, BKPUTi 000I0HKOI0, 6istoro abo
MaiizKe 0iIoro KoJibopy, BEPXHS Ta HUKHS ITOBEPXHS SKUX OIMyKiIi. Ha po3nami mpu po3rnsaaHHi
T[T JTYTIO0 BUIHO SIIPO, OTOYEHE OIHUM CYIIIIbHUM IIapOM.

®dapmakoTepaneBTUYHA rpyna. [Ipoturpubkosi 3acobu [ CHCTEMHOT0 3aCTOCYBaHHS.
Moxigui Tpuasony. Kog ATX JO2A CO1.



Papmakono2iuHi e1acmusocmi.

dapmakoOuHamika.

MexaHi3M mii.

®nykoHa3071, TPOTUTPUOKOBUY 3acib Kinacy TpUa30liB - MOTYKHUM Ta CeIeKTUBHUY iHTIOITOD
rpubKoBUX (HepMeHTiB, HeOOXigHUX [JIT CUHTE3Y eprocrepony. I[IepBUHHUM MeXaHi3MOM HOTo fil €
IPUTHIYeHHS rpubKoBoro 14 anbda-1aHOCTEPO-IeMeTUII0OBaHHS, OII0CEPEeIKOBAaHOT0 IIUTOXPOMOM
P450, 110 € HeBig'eMHUM eTanoM 6iocuHTe3y IPUOKOBOr0 eprocrepony. AKymynsiis 14 anbda-MeTun-
CTEPOJIiB KOPEJIIOE 3 MOMIa/IbIlIO0 BTPATOI0 eprocTeposy MeMOpaHoo rpuOKOBOL KITITUHU Ta MOXKe
BifimoBigaTu 3a MPOTUTPUOKOBY aKTUBHICTH (Pr1yKoHa30/1y. ®IyKOHA30J € OiNIbII CEIEKTUBHUM 10
rpubkKoBux (hepMeHTiB iuToxpomy P450, HixK [0 pi3HUX cucTeM (pepMeHTiB nuToxpoMy P450 ccasiis.

3acTocyBaHHA (QyKoHa307y y [o3i 50 Mr Ha mo6y mpoTaroMm 28 [HiB He BIIJIMBAE Ha PiBeHb
TECTOCTEPOHY Y IJIa3Mi KPOBi y 40JIOBiKiB ab0 Ha PiBEHb EHIOTEHHUX CTEPOIMIB V XKiHOK
pemnponyKkTuBHOro Biky. ®mykona3on y mo3i 200-400 Mr Ha mo6y He MPOSIBIISE KITIHIYHO 3HAYYILIOTO
BIIJIUBY Ha PiBeHb €HIOTeHHUX CTepOifiB abo Ha BigmoBimb Ha ctumynsiito AKTT y 3gopoBux
noOPOBOJIBIIIB YOJIOBIYOl CTATI.

HocmigXeHHS B3a€MO{Iil 3 aHTUIMIIPUHOM IIPOAEMOHCTPYBaJIO, 10 3aCTOCyBaHHS 50 Mr QIyKOHA30/1y
OJHOPa30BO YX OaraTopasoBo He BIIJIUBAE Ha MeTa0o0J1i3M aHTUIIIPUHY.

YyTnusicTs in vitro.

®nykoHa30: in Vitro eMOHCTPY€E NPOTUTPUOKOBY aKTUBHICTL CTOCOBHO BUAiB Candida, 110
BUHHUKAIOTh Hanvacrime (Bkmodaiwouu C.albicans, C.parapsilosis, C.tropicalis).

Takox (hykKoHa3011 in vitro IeMOHCTPY€E aKTUBHICTH 5K mpotu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i MpoTH eHAeMiUHUX ITicHIBUX rpubiB Blastomices
dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

MexaHi3M pe3nCTEHTHOCTI.

Mikpoopraniamu pogy Candida [eMOHCTPYIOTh YUCEIIbHI MeXaHi3MHU PE3UCTEHTHOCTI OO a30IbHUX
npoTUrpuOKOBUX 3ac006iB. ®IyKOHA30JI AEMOHCTPYE BUCOKY MiHiMaIbHY iHTiOyI04y KOHIIEHTpALlil0
IPOTH InTamiB rpubiB, SKi MalOTh OOUH a00 OinbIille MexaHi3MiB pe3UCTEHTHOCTI, 1110 HETaTUBHO
BIIJIUBA€E Ha e(peKTUBHICTH in Vivo Ta y KJIiHiYHIY NpakTutli. [I0BifoMIsIn Ipo BUNIafAKHA PO3BUTKY
cynepindexkuii Candida spp., KpiM C.albicans, siKi 4acTO MalOTh HU3bKY CTiHKiCTh 10
dnykonazony (C.glabrata) abo criiiki go prnykonasony (Hanpuknag C.krusei Ta C.auris). [Ins
JiKyBaHHS TaKUX BUIIQMIKiB MOXKYTh 3aCTOCOBYBATHUCS aJIbTEePHATUBHI MIPOTUTPUOKOBI 3aCO0H.

dapmakoKiHemuxka.

dapMaKOKiHEeTHYHI BIacTUBOCTI GJIYKOHA30Iy € MONIOHUMU IIPY BHYTPIITHLOBEHHOMY i
IIepopaJibHOMY 3aCTOCYBaHHI.

AGcopOrris.

®nykoHa3071 fo6pe BCMOKTYETLCS IIPU IIepOpPaIbHOMY 3aCTOCYyBaHHI, a piBeHb IIpenapary y maa3Mi
KpOBi i cuctemMHa 6iogocTymHicTh mepeBulyoTh 90 % piBHS HIYKOHA30/Y Y M1a3Mi KPOBi, 1110
NOCSATAETHCS NIPYU BHYTPIIIHEOBEHHOMY BBe[leHHI nIpenapaTy. OgHOYacHe BXKHBaHHS 1XKi He BIIJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy [P M0T0 IlepopalbHOMY 3aCToCyBaHHi. [likoBa KOHLIEHTpallis y Iy1a3Mi



KpoOBi gocaraetbcs yepes 0,5-1,5 rogunu micns npuitomy npenapaty. KoHIleHTpallig mpemnaparty y
IIJTa3Mi KPOBi IIPOIOpLiiiHa A0 J034. PiBHOBaxXHa KOHLeHTpalisa Ha piBHI 90 % mocsiraeTecs Ha
OPYyTUi JeHb JTiKyBaHHS IIPU 3aCTOCYBaHHI y IepIIXi [eHb HaBaHTaXKyBaJlbHOI 03K, IO BABidi
TIepeBUIIye 3BUYAHy J0OOBY HO3Y.

Posmomin.

00’em posmnopiny mpubIu3HO OOPIBHIOE 3aralbHOMY BMICTY pifMHU B OpraHi3Mi. 3B’si3yBaHHS 3
Oinkamu mra3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3on mobpe IPOHUKAE B YCi HOCTIXKYBaHi pifuHu opraHiaMy. PiBeHb (IyKOHa301y y CIUHI Ta
MOKPOTHHHI € MOi0HMM [0 KOHIIEHTpallil ITperapary y Ijaa3Mi KpoBi. Y mailieHTiB, XBopUxX Ha
rpubKOBUYM MEHIHTIT, piBeHb QIYKOHA30Jy ¥ CIHHHOMO3KOBIH pifmuHi gocsirae 80 % KoHILeHTpallil y
I1J1a3Mi KPOB.

Bucoki KoHIIeHTpallil (GIyKoHa301y y MIKipi, 110 IePeBUIIYI0Th CUPOBATKOBI, HOCITAIOTHCS Y
POTrOBOMY IIapi, emifepMici, gepmi Ta noTi. GIyKOHa30JI HAKOIIUUYYETHCA Y POrosoMy mapi. [Tpu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha o0y KoHIIeHTpauis GIyKoHa30iy micisa 12 gHiB niKyBaHHS
CTaHOBMJA 73 MKT/T, a 4epe3 7 OHIB MiCI 3aBepIIeHHS JTiIKyBaHHSA KOHI[EHTpALlisd BCe Ille CTaHOBUJIa
5,8 Mxr/r. IIpu 3actocyBaHHi o3u 150 mMr 1 pa3 Ha TUXKOEHb KOHILIEHTpaIis (GIyKoHa30Jy Ha 7 JeHb
JIiKyBaHHSI cTaHOBUIA 23,4 MKT/T; yepe3 7 OHIB MiCJA 3aCTOCYBaHHS HACTYIIHOL O3 KOHLIEHTpAllis
Bce I11e cTaHoBmua 7,1 MKI/T.

KonnenTpanis GpnykoHa30my y HIrTax micis 4 micaiiB 3actocyBaHHS 150 Mr 1 pa3 Ha TUXKOEHb
craHoBuia 4,05 MKI/T y 3M0poBUX [0OPOBOJIBIIB Ta 1,8 MKTI/T Ipu 3aXBOPIOBaHHSX HITTiB;
(bIyKOoHa30J1 BU3HAYaBCsA Y 3pa3Kax HirTiB uepes 6 MicAIliB Micis 3aBeplleHHS Teparil.

BioTpancdopmariris.

®nykoHa3on MeTabomi3yeThCst He3HaYHOI0 Mipoto. [Ipy BBefieHHi 103K, MideHOl pagioaKTUBHUMHU
izoTonamu, nuie 11 % ¢pnaykoHa307y eKCKPEeTYEThCA 3 Cedero y 3MiHeHOMY BUrIAfi. OIyKOHa30711 €
ceneKTuBHUM iHTibiTOpoM i30depmenTiB CYP2C9 ta CYP3A4, a Takox iHTiOiTOpOM i30hepMeHTy
CYP2C19.

Exckperrid.

[Nepion HamiBBUBemeHHS (IYKOHA30Ty i3 MJIa3MU KPOBi cTaHOBUTH 0113bK0 30 roguH. Binbina
YacTHUHA IIpenapaTy BUBOOUTHCS HUPKaMu, npudomy 80 % BBemeHOI 03U BUABISETHCS Y CeUl y
He3MiHeHOMY cTaHi. KimipeHc (hyKoHa30/1y IPONOPLiMHUY 0 KIipeHCy KpeaTuHiHy. LIUpKymo0dnx
MeTaboJIiTiB He BUSBIIEHO.

TpuBanuii nepion HamiBBUBEOEHHS IIpenapaTy 3 IJ1a3MH KPOBi la€ MOXKJIUBICTh pa30BOT0
3aCTOCYBaHH IIpenapaTty Ipy BariHalbHOMY KaHAMWIO031, @ TaK0XK 3aCTOCYBaHHA Ipenapaty 1 pa3 Ha
TUXK[EHb [IPU IHINX T0Ka3aHHSX.

HupKoBa HEIOCTaTHICTE.

Y nmalieHTiB i3 HUPKOBOIO HEJIOCTATHICTIO TSXKKOTO CTyIeHs (IIBUAKICTb KIIy004YKOBOI GinbTpaliil

< 20 mn/xB) nepion HamiBBUBeAeHHS 30inbimyeThea 3 30 roguH go 98 rogusu. ToMy I1ili KaTeropil
mallieHTiB HeoOXimHO 3MiHUTH 103y QIyKoHa305y. OITyKOHA30/ BUOAISETHCS IIJITXOM reMofiiani3dy, Ta
MEHIIIO0 MipOo - IIXOM iHTpanepuTOHeasbHOro Aianidy. CeaHc remopiani3y TpUBaliCTO 3 TOGUHU
3HUXKYE piBeHb (HIYKOHA30I1y Y I1a3Mi KpoBi mpubnu3uo Ha 50 %.

[TalieHTH MITHLOTO BIiKY.



3MiHM (papMaKOKiHETHKH Y MAI[iEHTIB JIITHHOTO BiKy 3ajieXkaTh Bifl TapaMeTpiB QPyHKIIi! HUPOK.

KitiHiuHi XapaKTepHUCTHKH.
Iloka3aHHA.

JIiKyBaHHS TaKUX 3aXBOPIOBaHb Y JOPOCIIUX:
- KPUIITOKOKOBUY MEHIHTIT;

- KOKITUAi01g03;

- iHBa3UBHi KaHIUI03H;

- KaHAU03M CIU30BUX 000JI0OHOK, BKJII0OUYAl0YM KaHOUA03 POTOTJIOTKY Ta KaHAUA03 CTPaBOXOMY,
KaHOUOYPis, XpPOHIYHUN KaHAUO03 WKIPHU i CTU30BUX 000IOHOK;

- XpOoHiYHUY aTpodiuHNM KaHANA03 (KAaHAUA03, CIPUYNHEHNM BUKOPHUCTaHHAM 3yOHUX ITPOTE3iB) IPH
Hee(eKTUBHOCTI MiClIeBUX CTOMATOJIOTIYHUX TirieHiyHUX 3aco0iB;

- BariHalIbHUM KaHOUO03, TOCTPUM YK PElUOUBYIOUNY, KOJIX MiClieBa Tepallis He € JOPEeYHOI0;
- KaHOUOo3HUM 0asaHiT, KoMYW MiclieBa Tepallis He € HOPeYHOIo;

- IepMaTOMiK03H, BKJIIOUAl0UYM MiKO3 CTOII, MiKO3 I'JIafieHbKO] IKipH, ITaX0BUH
IepMaToMiko3, pisHoOapBHUN NHIlIall Ta KAHAKWOO03Hi iHQeKIIi] Kipy, KoMK IM0Ka3aHo 3aCTOCOBYBATH
CHCTEMHY Teparliio;

- mepMaTO(iTHUYN OHIXOMiKO03, KOJIM 3aCTOCYBaHHS iHIIKX JTIKAPCHKUX 3ac00iB HE € JOPEYHUM.
[TpodinakTka TaKMX 3aXBOPIOBaHb y JOPOCIIHX:
- PELUAUB KPUIITOKOKOBOTO MEHIHTITY y IAI[i€HTIB 3 BUCOKUM PU3UKOM MOT'0 PO3BUTKY;

- peluauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOoay y malieHTiB 3 BIJI 3 BUCOKMM PU3UKOM MOT0
PO3BUTKY;

- 3HUKEHHST YaCTOTH PeIUONBIB BariHaIbHOT0 KaHAUI03y (4 abo Ginble BUMIAAKX Ha PiK);

- npodinakTUKa KaHOIUOO3HUX iH(EKIIiN y MaI[i€HTiB i3 TPUBAIIO HEUTPOIEHI€I0 (HanpuKiaf,
MallieHTIB 31 3JI0IKICHUMHU 3aXBOPIOBAaHHAMU KPOBI, AKi OTPUMYIOTh XiMioTepallilo 4Yu NalieHTiB Ipu
TPaHCIIaHTallil TeMOITOETUYHUX CTOBOYPOBUX KITITHH).

iTH.
3acToCcoByBaTH JIiKapChKUY 3aci0 3a3BUYall € MOKJIMBUM Y Billi Bil 5 POKiB.

®nyKoHA30J1 MOXKHA 3aCTOCOBYBATH TiTSIM [JId JTiKyBaHHS KaHOUAO03iB CIM30BUX 000JIOHOK (KaHOUI03
POTOTJIOTKY, KAHAUI03 CTPAaBOXOAY), iHBa3MBHUX KaHAUI03iB, KPUIITOKOKOBOT'O MEHIHTITY Ta O
npodiTakKTUKY KaHAUA03HUX iHGEKIiH y MallieHTiB 31 3HUXKEeHUM iMyHiTeTOoM. [IpemapaT MoXKHa
3aCTOCOBYBaTHU fIK IiATPUMYIOUY Teparilo [jid [OoNepeaKeHHs PeuauBy KPUIITOKOKOBOIO MEHIHTITY
y OiTeH i3 BUCOKUM PU3UKOM HMOT'0 PO3BUTKY.



Tepamito npenapaToM MOXKHa PO3NOYMHATH 00 OTPUMAHHS PEe3y/IbTaTiB KyJIbTypPajbHUX Ta iHIINX
nabopaTOPHUX OOCTIIZKEHb; ITiC/IsT OTPUMAaHHS Pe3yJIbTaTiB aHTUOaKTepianbHy TepaIilo Cif
CKOPUT'YBATH BiONOBIIHUM YUHOM.

IIpomunoka3aHHs.

- T'inepuyTnuBicTh 70 QIyKOHA30JTy, iHIINX a30IbHUX CIIONIYK a00 n0 OyAb-SKO01 3 OTIOMiXKHUX
PEYOBHH IIpenapary.

- OgHOYaCHe 3aCTOCyBaHHA (DJIyKOHA30J1y Ta TeppeHaauHy nali€eHTaM, gKi 3aCTOCOBYIOTh
dbrykoHa30m 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Bullle (3rigHO 3 pe3yabTaTaMu OOCTiIXKeHHS
B3aeMofIii 6araTopa3oBoOro 3aCTOCYBaHHS).

- OgHOoYacHe 3aCcToCyBaHHS (HITYKOHA30IIy Ta iHINX JIiKapChKUX 3ac006iB, 110 TOIOBXKYIOTh iHTEpBA
QT ta meTabomizyoThcs 3a mormoMoroi hepmenTy CYP3A4 (Hampukiap U3anpUay, aCTeMi3oy,
miMO3HU[y, XiHIAMHY, aMiofapoHy Ta epUTPOMILIAHY).

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

ITpomunoka3aHo cymicHe 3acmocyB8aHHA (ayKOHA304Y MA HUNCYe3A3HAYEHUX AiKapCbKuX 3adcobis.

L[uzanpud: MOBiKOMIISNIN PO PO3BUTOK NMOOIYHUX peaklii 3 60Ky ceplsi, y TOMY YUCIIi IIPO
[IapOKCU3MaJIbHY LIJTyHOYKOBY TaxiKappilo TUIY «IIipyeT» y MallieHTiB, Ki OGHOYaCHO
3acTocoByBanu (IIyKOHAa3071 Ta Iu3anpun. OgHodacHe 3actocyBaHHsg 200 mMr diykoHazomy 1
pa3 Ha go0y Ta 20 Mr nu3anpuny 4 pa3u Ha fo0y MPU3BOAUIIO OO 3HAYHOTO MiIBUIIEHHS
PiBHA IIU3allpyUay y IIa3Mi KpoBi Ta 0o nofoBxkeHHs inTepBany QT. OgHodacHe
3aCTOCYBaHHS (DJIyKOHA30Jly Ta LU3anpUAy IPOTUIIOKa3aHe (OUB. PO3MiN
«[Tpomunoka3aHHs»).

TeppeHaduH: TIOBITOMIISININ IIPO BUTIAAKU PO3BUTKY TSIXKKUX CEPLIEBUX apUTMill, CHPUUYNHEHUX
OMIOBXKeHHAM iHTepBany QTc, y mallieHTiB, SIKi 3aCTOCOBYIOTh a30/IbHi IPOTUTPHUOKOBI
JiKapChKi 3ac00u ogHOYACHO 3 TepdheHamuHoM. IIpu 3acTocyBaHHiI QrykKoHa30my y mo3i 200
MT Ha 100y He Oy/0 BUSIBIEHO ITOmOBXKeHH iHTepBany QTc. 3acTocyBaHHSA (IyKOHA30IY y
no3ax 400 mr ta 800 Mr Ha fo0y MPOAEMOHCTPYBAJIO, 1110 3aCTOCYBaHHS (HITYKOHA30IY Y
no3ax 400 mr Ha go0y abo BUIlle 3HAYHO IiIBUIIY€E piBeHb TepheHaouHy y I1a3Mi KpoBi mpu
OJHOYAaCHOMY 3aCTOCyBaHHI IUX IpemnapaTiB. CyMiCHe 3aCTOCyBaHHS (PIYKOHA30/Iy y A03ax
400 mr abo Buille 3 TepheHaAUHOM IIPOTUIIOKa3aHe (OuB. po3min «I[IpomunokazaHHA»). [1pu
3acTocyBaHHI (QryKoHa30/y y mo3ax Hux4e 400 Mr Ha 100y omHOYACHO 3 TepheHaguHOM
CJIiT IPOBOOUTH PETENIbHUN MOHITOPHHT CTaHy IalliEHTa.

Acmemizo: CyMiCHE 3aCTOCYBaHHS (PIIyKOHA30/1y Ta aCTEMi30JTy MOXKe 3MEHIIUTH KITipeHC
acteMizony. CupuyrHeHe IIUM IigBUIlIeHHS KOHIIEHTpAIlil acTeMi30JTy V Ijla3Mi KPOBi MoxKe
IIPHU3BECTH [0 ONOBXKeHHS iHTepBany QT Ta y pigKicHUX BUIIafKaXx - IO TapOKCU3MaIbHOL
IIJIYHOYKOBOI TaxXiKapmil Ty «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (IYKOHA30Jy Ta
acTeMi30J1y IIPOTUIIOKa3aHe.

[Timo3ud ma xiHiOuH: CyMiCHe 3aCTOCYBaHHS (DJIyKOHA30Jy Ta MiMo3uAay abo XiHiguHy MoXKe



IIPU3BOOUTHU [0 IPUTHIYeHHS MeTa0o0mi3mMy mimMo3uay abo xiHiguny. ITifBuieHHS
KOHIIeHTpallil niMo3uny abo XiHiguHY y M1a3Mi KPOBi MOXKe CIPUUYUHSATY ITONOBXKEHHS
inTepBany QT Ta y pifKiCHUX BANagKax MPU3BOAUTH A0 PO3BUTKY apOKCH3MaJbHOL
IIJTyHOYKOBOI Taxikapfil Tumy «mipyeT». OmHOYacHe 3aCTOCYBaHHS (DIIyKOHA30JIy Ta
niMmo3uny abo XiHigMHY IPOTUIIOKa3aHe.

EpumpomiyuH: OGHOYACHE 3aCTOCYBaHHS epPUTPOMIIIMHY Ta (PIyKOHA30/1y MOTEHI[INHO MOXKe
IIPU3BOAUTH [0 MiJBUIIEHHSA PU3UKY PO3BUTKY KapHOiOTOKCUYHOCTI (IIOMOBKEHHS iHTepPBalLy
QT, mapokcu3ManbHa LIJIYHOUYKOBA TaXiKapdisd TUIY «IIipyeT») Ta, K HaCJigoK, J0
panToBOl 3yIMHKHU Ceplid. 3aCTOCyBaHHS KOMOiHallil JaHUX JTiKapChKuX 3ac00iB
IIPOTUIIOKa3aHe.

Amio0apoH: OGHOYACHE 3aCTOCYBaHHSA (PIIyKOHA30J1y 3 aMiofapOHOM MOXKe IIPU3BECTH [0
npurHidveHHs MeTabos1i3My amiogapoHy. CrocTepiraBcsi 3B’s1I30K MiXK 3aCTOCYBaHHSM
amiogapoHy Ta nogoBxkeHHSIM iHTepBany QT. OmHO4YacHe 3aCTOCyBaHHS (HITyKOHA30Jy Ta
amioflapoHy IIPOTUNIOKa3aHe (AuB. po3ain «IIpoTunoKa3aHHI»).

He pekomeHOyemubcs 00HOYACHe 3dCMOCYBAHHSA PAYKOHA304Y Md HUMCYE3A3HAYeHUX AiKAPCbKUX
3acobis.

Tanopanmpun: GIYKOHA30JI MOXKE CIPUYMHUTH IiABUIIEHHS KOHIIeHTpalil rano@aHTpuHy y
IJ1a3Mi KpoBi 3a paxyHOK npurHideHHs CYP3A4. OgHo4yacHe 3aCTOCYBaHHS LIUX JIIKapPChKUAX
3aco0iB ITOTEHITINHO MOXKe TPU3BOAUTH [0 IMiIBUINEHHS PU3UKY PO3BUTKY KapaiOTOKCUYHOCTI
(momoBxeHH4d iHTepBany QT, mapokcu3MasbHa LIJTYHOYKOBA TaXiKaphisd TUIY «IIipyeT») Ta,
K HaCIIiOK, 10 ParToBOl 3yMUHKYU cepiisd. Crifl yHUKaTH 3aCTOCYyBaHHS KOMOiHallii JaHux
JiKapChbKUX 3aco0iB.

C)ZMiCHe 3dCmMoOCyBAHHA Qb/l)ZKOHCISO/l)Z ma Huxc4e3d3Hd4eHux /liKCIQCbKUX 3acobie sumaaae

obepedicHOCMi Ma Kopu2y8aHHs 003U.

Bnsue iHwux snikapcvkux 3acobie Ha ha1yKoHa3041.

OpHoYacHe BXKUBAHHS 1XKi, IUMETUANH, aHTalUAKU abo mofasbline OIIPOMiHeHHS YCbOTO Tina mis
nepecagky KiCTKOBOTO MO3KYy He Ma€ KJIiHiYHO 3HaYyIIOTo BIIJIUBY Ha abcopOiIlito ¢GIyKoHa301y IpH
10r0 IIepopaibHOMY 3aCTOCyBaHHI.

PupamniyuH: OgHOYACHE 3aCTOCYBaHHSA (PJIyKOHA30/y Ta pudaMIilyHy IPU3BOLUAIIO [0
3unkeHHS AUC Ha 25 % Ta cKopouyBaJjio Ilepiof HamiBBUBedeHHS GyKoHa30iy Ha 20 %.
ToMy [ maIfieHTiB, SIKi 3aCTOCOBYIOTh pUGaMIIIIUH, CIIif PO3T/ISHYTH JOLIbHICTD
NiABUIIEHHS JO3U (PIIyKOHA30ILY.

Tidpoxsopomiasud: y HOCHimXKeHHi (hapMaKOKiHETMYHOI B3aEMO/Iil OqHOYaCHe GaraToKpaTHe
3aCTOCYBaHHA TiIpOXJIOPOTia3uAy 3[0POBUM HOOPOBOJIBIAM, IKi OTPUMYyBanu (GPIyKOHA30I,
IiOBUINYBaJIO KOHIIeHTpaIliio GykoHa30iy y maa3Mi Kposi Ha 40 %. Taki mapaMeTpu
B3a€MOZil He BUMaralTh 3MiH y pexXkuMi fo3yBaHHA (HIIYKOHA30Jy OJid NallieHTiB, sSKi
OJTHOYaCHO OTPUMYIOTh CEUOTiHHi 3ac0o0u.

Bnaus ¢paykoHasoay Ha iHwi aikapcwvki 3acobu.

®nykoHa3071 € TOTYKHUM iHTiOiTopoM i3odepmenty 2C9 uutoxpomy P450 (CYP) Ta momipHuUM



inriditopom CYP3A4. Takox ¢uykoHa3or € inribitopom CYP2C19. OxpiM criocTepekyBaHUX/
OOKYMEHTAJIbHO MigTBEPAXKEeHUX B3aEMOiH, 1110 OMKUCaHl HUXK4Ye, IPU OQHOYaCHOMY 3aCTOCYBaHHI i3
(bITyKOHa30JI0M iCHY€E PU3UK IiABUIIEHHS Y IJIa3Mi KPOBi KOHIIEHTPAIliM iHIIUX CIIONYK, 110
MeTabomnizytoTbest CYP2C9 ta CYP3A4. ToMy 3acTocoByBaTH TakKi KoMOiHallil mpemnaparis ciif 3
00epexkHiCTIO; IpX LIbOMY HeoOXiTHO PeTebHO CIIOCTEpiraT 3a CTAaHOM MallieHTiB. [IpurHiuyBansbHa
mist hryKkoHasony Ha pepMeHTH 30epiraeTbcsa mpoTsaroM 4-5 mib micssg #oro 3aCTOCyBaHHS Y 3B’ SI3KY 3
100 TPHBAIUM MEPiOOOM HalliBBUBEIEHHS.

Anvpenmatia: i 4ac OGHOYACHOT0 3aCTOCYBaHHA anbPeHTaHiny y 0o3i 20 MKT/KT Ta
dbmykoHazony y no3i 400 Mr crocTepiranocs gBokpaTtHe 36inbirerHs AUC,,, MOXKIIHUBO, Yepes
inrioyBanus CYP3A4. Moxke OyTu HeOOXiTHMM KOPUTYBAHHS NO34 alb(eHTaHiTy.

Amimpunmuaii, HopmpunmuiH: (GJIYKOHA30JI TOCUIIIOE [il0 aMiTPUNITUIIIHY Ta HOPTPUIITUIIIHY.
PekOoMeHIy€eThCS BUMipIOBaTH KOHIIEHTPAIll 5-HOPTPUIITUIIIHY Ta/ab0 S-aMiTpUNITUITIIHY Ha
mo4yaTKy KoMOiHOBaHOI Teparil Ta yepe3 1 TuXKageHb. Y pa3i HeoOXigHOCTI CJIifi BIHKOPUTYBaTH
[03y aMITPUITUIIHY/HOPTPULITUIIIHY.

Am¢pomepuuuH B: ogHOYACHE 3aCTOCYBaHHS (HIIYKOHA30/Iy Ta ampoTepulnHy B iHpikoBaHUM MUIlam
i3 HOpMa/IbHUM iMYyHITETOM Ta iH(}IKOBaHUM MUIIaAM 3i 3HUKEHUM iMyHITETOM NIPU3BEJIO OO TaKUX
pe3yJbTaTiB: HEBEIMKUY aguTUBHUYN ITPOTUTPUOKOBUY eeKT npu cucTeMHil indekuii C. albicans,
BiICyTHICTh B3a€MO{Iil IpU BHYTPiMIHbOUEPENHil iHPeKIil Cryptococcus neoformans Ta aHTaroHi3M
[IBOX TIperapaTiB Ipu CUCTeMHil iHdexkil A. fumigatus. KniHiuHe 3Ha4eHHS pe3y/bTaTiB, OTPUMaHUX
y XOA1 IIUX OOCIIiIXKEeHb, HEBIIOME.

AHMuKoazyasHmu: SIK i IpX 3aCTOCYBaHHI iHIIIMX a30JIbHUX TPOTUTPUOKOBUX 3ac00iB, Ipu
OIHOYaCHOMY 3aCTOCyBaHHi (JTyKOHa30Jly Ta BapdapuHy IOBiIOMIISIIN IPO BUMNAAKH
PO3BUTKY KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, IMITyHKOBO-KUIITKOBUX KPOBOTEY, TeMaTypil
Ta MeJIeHHU) V¥ ITOEOHaHHi i3 MomoBKEeHHIM IIPOTPOoMOiHOBOTO Hacy. [Ipu omHOYacHOMY
3aCTOCyBaHHI (PIIyKOHaA30J1y Ta Bap(papuHy CIIOCTEPIranocs ABOKpaTHEe MiABUIIEHHS
IPOTPOMOIHOBOTO Yacy, iMOBIpHO, BHACIIIIOK MPUTHiYeHHS MeTa0o1i3My BaphapuHy yepes
CYP2C9. Crig peTenbHO KOHTPOJIIOBATH MTPOTPOMOIHOBUY Yac Y MAIliEHTIB, SKi OMHOYACHO
3aCTOCOBYIOTh KYMAapUHOBI aHTUKOATYISHTH abo ingaHenion. Moxe 6yTyu He0OXiTHOIO
KOPEKIis 03U aHTUKOATyJISHTY.

BeHsodiazeninu kopomkoi 0ii, Hanpuk.aad midazonam, mpuasonam: Tpu3HadYeHHS HIIYKOHA30IY
IiCJIsl IepOpaIbHOr0 3aCTOCYBaHHS Mifa301aMy IPU3BOAUIIO OO0 3HAYHOTO MigBUIIEHHS
KOHIIeHTpallil Mifa30/1aMy Ta OO IOCUJIEHHS IICUXOMOTOPHUX edekTiB. OmHOYacCHe
3acToCcyBaHHS QnyKoHa30my y go3i 200 Mr Ta Mifa3onamy y 4o3i 7,5 MT IIepopaibHO
npu3Boauio po mipsuinenHs AUC Ta mepiony HamiBBUBeOeHHS y 3,7 Ta 2,2 pa3a BifIOBIAHO.
3actocyBaHHs GnyKoHa3omy v no3i 200 mr/moby Ta 0,25 Mr TpralonaMy IepopaibHO
mpu3Boauio po mippuierHHs AUC Ta mepiony HalliBBUBEOeHHS Tpua3oinaMy y 4,4 Ta 2,3 pasa
BigmoBigHO. [Ipy omHOYACHOMY 3aCTOCyBaHHI (PIIyKOHA30J1y Ta TpUa3ojiaMy CIIOCTepiraaocs
IIOTEHIIiIOBaHHS Ta IPOJIOHTallis ePeKTiB Tpra30Iamy.

SAKI110 malieHTy, IKA TPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OHOYACHO MPU3HAYUTH
Teparito 0eH30/ia3emiHamMy, 103y OCTAHHIX CITi 3MEHIIUTH Ta BCTAHOBUTY HalleXKHUW HaTJIAM 3a
CTaAHOM Malli€eHTa.

Kapbamaszenit: pIyKoHA30J IPUTHIYYE MeTab0/Ii3M KapOaMa3eIiny Ta CIIPUYUHSIE
migBUIIEHHS PiBHA KapOama3emniny y cupoBaTili KpoBi Ha 30 %. IcCHye pu3uK PO3BUTKY



IIPOSIBiB TOKCUYHOCTI 3 00Ky KapbOaMa3zemniny. Moxe OyTu HeOOXifHMM KOPUTYBaHHS OO3U
KapOaMa3eIiHy 3ajieXkKHO Bif] piBHS M0OTr0 KOHIIEHTpallii Ta Ail mpemapary.

Bokamopu Kasnbuiesux KaHaaie: NesSKi aHTAroHICTH Kanbliio (HidbenuiH, icpamuiH,
amonuiiH Ta penomgumin) MetabomnidyioTecs hepmernToM CYP3A4. OmyKoHa30I1 MIOTEHIINHO
MOXKe TigBUIIYBaTH CUCTEMHY €KCITO3UIlil0 67I0KaTOPiB KaJIbI[iEBUX KaHaIiB.
PekoMeHI0BaHNWI peTeNbHUY MOHITOPHHT IOJI0 PO3BUTKY MOOIYHUX peakiliid.

Llenekokcub: IpU OOQHOYACHOMY 3acTOCyBaHHI prykoHasony (200 mr Ha moby) Ta
nenekokcu0Oy (200 mr) C,,.,Ta AUC uenekokcuby migBuiryBanucs Ha 68 % Ta 134 %
BigmoBigHO. [Ipy 0IHOYACHOMY 3aCTOCYBaHHI 11eJ1IeKOKCcU0y Ta GIyKOHa30J7ly MOoxKe OyTH
HeOoOXiTHUM 3MeHIIeHHS 03U 11eJIeKOKCUOy BABiUi.

Lluxnopocpamio: omHOYACHE 3aCTOCYBaHHS LUKIIOPochaminy Ta prayKoHa30/1y MPU3BOOUTE A0
nifBUIeHHS piBHSA Oinipy6iHy Ta KpeaTuHiHY B cHpoBaTLi KpoBi. L]i mpemapaTy MOXHa
3aCTOCOBYBaTH OfJHOYACHO, 3BaXKal0YX Ha PU3UK MiIBUIIEHHS KOHIIEHTpallil 6inipyb6iHy Ta
KpeaTHHIHY B CUPOBATIL]i KPOBi.

deHmaia: TIOBIIOMIISIIU IIPO OJWH JIeTaIbHUY BUNAM0K iHTOKCHUKAIlil (heHTaHiIoM yHaCTigoK
MOXKJIMBOI B3aeMOfil ¢heHTaHiny Ta ¢paykoHa3omy. o Toro X 0yJI0 IPOoIeMOHCTPOBAHO, 110
(bTyKOHAa30J1 3HaYHO YTOBi/IbHIOBAB eJliMiHalilo peHTaHimy. [lifBUIIeHHS KOHIIEHTPAIlil
(heHTaHiIy MOXKe MPU3BECTHU 00 IPUTHIYEHHS OUXaHHSA, TOMY CJIiff peTeJIbHO KOHTPOJIIOBATH
CTaH marlieHta. Moxe 6yTy He0OXiTHOIO KOPEKIIist mo3u heHTaHiny.

IHei6imopu I'MI-KoA-pedykmasu: CyMiCHe 3aCTOCyBaHHS (IyKOHa30Jy Ta iHribiTopiB I'MI-
KoA-penykrasu, 110 Metabonisyiorscsi CYP3A4 (aTopBacTaTuH Ta CHMBacCTaTHH), abo
inrioiTopis I'MI'-KoA-penykTasu, mo Mmetabomni3yoTbess CYP2C9 (pnyBacTaTul), migBuUIIye
PHU3UK PO3BUTKY Mionarii Ta pabgomionisy. Y pa3i HeoOXigHOCTI 0IHOYACHOTO 3aCTOCYBaHHS
X MpelaparTiB CIIif PeTeIbHO CIIOCTEPIraTy 3a MalliEHTOM II[OA0 BUHUKHEHHS CUMIITOMIB
MmiormaTii Ta pabmoMioni3y i MPOBOAUTY MOHITOPUHT PiBHS KpeaTUHKiIHA3U. Y BUIATKY
3HAQYHOTO MigBUILEHHS PiBHS KpeaTHHKia3M, a TaKOXK IPU [AiarHOCTYBaHHI abo migo3pi Ha
Mionariro/pabmomiosi3 3acTocyBanHs iHTiOiTOpiB MI-KOA-penyKTa3u CiIif IPUIUHUTH.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaimMyc, CUPOAIMYC I MAKPOAIMYC).

LluxnocnopuH: (PIyKOHA30/I 3HAYHO MigBUIIy€e KoHIeHTpawnio Ta AUC muknocnopuny. [Ipu
OTHOYACHOMY 3aCTOCYBaHHi ¢hyKoHa30my v 0o3i 200 Mr/moby Ta HUKIIOCIIOPUHY YV H03i

2,7 mr/kr/moby cmocTtepiranmocs 36inbuienHs AUC uuknocmopuny y 1,8 pasa. Lli mpenapaTtu
MOXKHAa 3aCTOCOBYBaTH OMHOYACHO 3a YMOBY 3MEHIIEHHS JO3U LIUKJIOCIIOPUHY 3aJIe2KHO Bif
110TO KOHIIEHTpAIlil.

Egeposimyc: PIyKOHA30/I MOXKeE IMiABUINYBAaTH KOHIIEHTPAIIiI0 €BePOJIiIMyCY B CHPOBATIIi KPOBi
yepead npurHidyenns CYP3A4.

Cupoimyc: GIyKOHA30I MigBUINY€E KOHIIEHTPALiI0 CUPOJIIMYCY y IJa3Mi KPOBi, iMOBIpPHO,
IIJIIXOM IPUTHIYeHHsS MeTaboni3zmy cuponimycy pepmertom CYP3A4 ta P-ruikonpoTeiHoM.
[1i mpenapaTy MOXKHa 3aCTOCOBYBaTHA OJHOYACHO 3a YMOBU KOPUT'YBaHHS 03U CUPOJIIMYCY
3a/1eKHO Bifl piBHA KOHI[EHTpAIlil Ta e(eKTiB Bifl 3aCTOCYyBaHHS IIpemnapary.



Takposimyc: GIyKOHA30 MOXKe IiABUINYBATHA KOHI[EHTPAllil TaKPOJIiMyCy Y CUPOBaTIli KPOBi
1o 5 pasiB Ipu ¥Oro nepopagbHOMY 3aCTOCYBaHHiI yepes NMpUTrHidveHHs MeTaboi3aMy
takponimycy pepmertom CYP3A4 y kumreunuky. [Ipu BHYTPIlIHLOBEHHOMY 3aCTOCYyBaHHI
TaAKPOJIIMyCY He CIIOCTepiraaocs 3Ha4HuX 3MiH ¢apMakKoKiHeTUKH. [lifBuineHi piBHi
TaKPOJIIMYCY aCOIlif0OI0THCS i3 HEPPOTOKCUYHICTIO. [103y TaKpOJIiMyCy A IIepopPabHOTO
3aCTOCYBaHHS CJIiJ] 3HUXKYBATH 3aJIe2KHO Bif] KOHIIEHTpAIlil TAaKPOIiMyCy.

JIozapman: GIIYyKOHA30JI MPUTHIYY€e MeTab0J1i3M J103apTaHy [0 MOr0 aKTUBHOTO

MeTaboIiTy (E-31 74), u1o 3ymoBIto€e OinbIlly YaCTHHY aHTAroHi3My [0 pPelenTopiB
a"rioten3uny Il mig yac 3acTocyBaHHS J103apTaHy. PeKOMEHIOBaHO 3[iCHIOBATH IIOCTINHUN
MOHITOPUHT apTepialbHOTO TUCKY V MALli€HTIB.

MemadoH: QpIyKOHa30/1 MOXKe IMiABUIYyBaTH KOHIEHTPALlil0 MEeTagOHYy Y CUPOBaTLi KpoBi. [Ipu
OJHOYACHOMY 3aCTOCYBaHHI MeTafloHy Ta (QIyKOHa30Jy MOXe OyTH HeoOXigHUM
KOPUTYBaHHS 003U METAMOHY.

HecmepoioHi npomusananvHi npenapamu: IpA OGHOYACHOMY 3aCTOCYBaHHi 3 (DIIyKOHA30JI0M
C.ax Ta AUC dnypbinpodeny migBuinyBanucs Ha 23 % Ta 81 % BigmoBifmHO IOPiBHSIHO 3
BiATIOBiAHMMY MMOKa3HMKAMU IIPU 3aCTOCYBaHHI Tinbku ¢nypOinpodeny. AHaNOTiYHO IIpU
OTHOYACHOMY 3aCTOCyBaHHi ¢yKoHa3omy 3 pauemiynum ibynpodenom (400 mr) C,,,, Ta AUC
(dhapMaKoIoTiyHO aKTUBHOI0 i30Mepy S-( )-iOynpodeny migpuinyBanucs Ha 15 % Ta 82 %
BIIMIOBIAHO IMOPIBHAHO 3 BIATIOBIIHMMY ITIOKAa3HUKAMU [IPU 3aCTOCYBaHHI TUIBKY pPaLleMiYyHOr 0

ibympodeny.

®nyKOHA30JI MOTEHIINHO 3JaTHUY MiABUIYBaTH CUCTEMHY eKcno3ulito iHmux HIT3II, mo
MeTabomizyoTbcss CYP2C9 (HampuKiag HallPOKCEHY, IOPHOKCHKAMY, MeJIOKCUKaMy, DUKIOheHaKYy).
PekoMeHI0BaHO MEPiOOUYHO 3MiMCHIOBATY MOHITOPHHT MOOIYHUX peaklliii Ta TOKCUYHUX ITPOSBIB,
noB’si3aHux i3 HII3I1. Moxe 3HamobuTucs KopuryBanus mo3u HIT3TI.

®eHimoin: HIyKOHA30/ NPUTHIUYE MeTabomi3M ¢deHiToiny y nevinni. OgHo4acHe
b6araTtopa3soBe 3actocyBaHHS 200 Mr ¢rykoHa3omy Ta 250 MT QpeHiTOIHYy BHYTPIITHEOBEHHO
npu3BoguTh 0o mipBumernHs AUC,, enitoiny Ha 75 % Ta C,,,Ha 128 %. [Ipu ogHOYacHOMY
3aCTOCYBaHHI IUX JTiKAPChKUX 3aC00iB il MPOBOOUTH MOHITOPHMHT KOHIIeHTpallil peHiToiny
y CUPOBATIi KPOBi /I YHUKHEHHS PO3BUTKY TOKCUYHOI il HeHiTOIHY.

[IpedHizoH: TIOBIMOMIISIIN IIPO BUIIQMOK, KOMNIY y HAIli€HTa IiCJg TpaHCIJIaHTAallil IeYiHKY Ha
TJIi 3aCTOCYBaHHS MMPEOHI30HY PO3BUHYIACS IOCTPa HEJOCTATHICTh KOPY HaJHUPKOBUX
3aJ103, II0 BUHUKIIA IiC/Is MPUIMHEHHS TPUMICAYHOTO KypCy Tepartlii (prIyKoHa3010M.
[TpunuHeHHS 3aCTOCYBaHHS (HIIYKOHA30I1y, iMOBIPHO, CIPUYMHUIIO IIOCUJIEHHS aKTUBHOCTI
CYP3A4, mo npu3Beso [0 IPUCKOPEeHHS MeTabo1i3My mpefHi3oHy. Crif peTenbHO CTEXKUTH
3a malfieHTaMu, Ki IPOTSIrOM TPUBAJIOT0 Yacy OMHOYACHO 3aCTOCOBYIOTh (JTyKOHA30J Ta
IIPEOHI30H, 3 METOIO0 MoIepenKeHHs PO3BUTKY HEJJOCTAaTHOCTI KOPX HaJHUPKOBHUX 3aJ103
icisg IPUNUHEHHS 3aCTOCYyBaHHS (QITyKOHA30I1y.

Pupabymun: ¢hIyKOHA30J MigBUIITYE KOHIIEHTpAaIliio pudabyTHHY B CUPOBATIIi KPOBI, 1110
npu3BoguTh 00 30inbiieHHs AUC pudadbytuny mo 80 %. [Ipu ogHOYaCHOMY 3aCTOCYBaHHi
bnykoHazony Ta puhalbyTUHY TOBIIOMIISAIN NIPO BUMIAAKU PO3BUTKY yBeiTy. [Ipu
3aCTOCyBaHHI Takol KoMOiHallil miKapchKux 3aco0iB Cy1if OpaTu g0 yBard CUMIITOMU



TOKCHUYHOI [iil pudalbyTuny.

Cakeinasip: pnykonason mipguniye AUC Tta C,,, cakBinaBipy npubausuo Ha 50 % Ta 55 %
BifITIOBigHO Yepe3 MpurHiyeHHsT MeTabomi3aMy cakBiHaBipy y meuinti ¢pepmentom CYP3A4 ta
yepe3 iuribyBanHs P-rrnikonpoTeiny. Baemogmii Mixk ¢(pyKoHa30J10M Ta
CaKBiHaBipOM/PUTOHABIPOM He JOCiKYBaNKCs, TOMY BOHU MOXYTb OyTH OiNbIil
BUpaxXeHuMu. Moxe OyTH HeoOXiIHUM KOPUTYBAHHS J03U CaKBiHaBipy.

I[ToxiOHi cynb(hoHinceuosuHu: TP OGHOYACHOMY 3aCTOCYBaHHI (IyKOHA30J IIPOJIOHTYE IIepiof
HaliBBUBEOEHHS IIepOpaibHUX MOXigHUX CYIb(OHIICEYOBMHHU (XJIOPIPOIaMiay,
riibeHKaminy, rainiduay ta TonbyTaMiny). PeKOMEHAY€eThCS MPOBOOUTH YaCTHI KOHTPOIIb
IIyKPY B KPOBi Ta BiAIOBIAHMM YMHOM 3HUXKYBaTHU 003y MOXIAHUX CYIb()OHIICEYOBUHU NIPH
OOHOYACHOMY 3aCTOCYBaHHI i3 (IyKOHa307I0M.

Teoginin: 3acTocyBaHHS QprayKoHa301y 1mo 200 mr npoTsaroM 14 gHiB IPHU3BENO OO0 3HUKEHHS
CcepenHbOTO KiIipeHcy TeodiniHy y mna3mi KpoBi Ha 18 %. 3a malieHTamMu, SKi 3aCTOCOBYIOTh
Teo(isiH y BUCOKHUX M03ax a00 sIKi MaloTh MigBUIIEHUN PU3UK PO3BUTKY TOKCUYHUX ITPOSIBIB
TeOo(DisliHy 3 iHIMNX NPUYMH, CJIiJ BCTAHOBUTH HATJIA[ IIOA0 BUSBIEHHS 03HAK PO3BUTKY
TOKCHUYHOI fiil Teodininy. Teparmito ciif 3MiHUTH P MOSABI 03HAK TOKCUYHOCTI.

Askanoidu 6apeinky: GrykKoHa3om, iMoBipHO, yepe3s iuribyBanus CYP3A4 Moxke CIIpUYUHSTH
MiOBUIEHHS KOHILIEHTpAallil ajKasoifiB 6apBiHKY y Iyla3Mi KPOBi (HalpHKJiIaj BIHKPUCTHUHY Ta
BiHO/TaCTUHY), 10 IPU3BOAUTH OO0 PO3BUTKY HEMPOTOKCUYHUX e(EKTiB.

Bimamin A: IOBiIOMJISITIOCS, 10 y TallieHTa, IKAYW OQHOYAaCHO 3aCTOCOBYBAB TPAHCPETUHOEBRY
KHUCJIOTY (KuCNIoTHa ¢popMa BiTaminy A) Ta ¢hyKoHa3071, ciocTepiranucs mobiuni peaxitii 3 6oky [THC
y dopMi mmceBmOTYMOPY I'OJIOBHOTO MO3KY, 110 3HMK ITicJIs BigMiHu GykoHa3omy. Lli mikapceki 3acobu
MOXKHa 3aCTOCOBYBATH OMHOYACHO, ajie CJIifl TaM’ITaTy IIP0 PU3UK BUHUKHEHHS MOOIYHUX pPeakilii 3
6oky LTHC.

BopukoHa3zos (iHeibimop CYP2C9 ma CYP3A4): omHO4YacHe 3aCTOCYBaHHSI BOPUKOHA30JTy ITepopaibHO
(mo 400 mr xoxHi 12 rogus npotsarom 1 gus, motiM mo 200 Mr KoxHi 12 rogus npotsarom 2,5 OHS) Ta
(bykoHa3o0iy nmepopanbHO (400 Mr y nepiunii feHs, IoTiM 1o 200 Mr KoXHi 24 TOOUHYU IPOTATOM 4
OHiB) MOOPOBOJIBIISIM YOJIOBiYO0I cTaTi mpu3Beso mo migsuileHHs C,,, Ta AUC, BODUKOHA30My Y
cepegHboMy 110 57 % (90 % [OI: 20 %, 107 %) ta 79 % (90 % [I: 40 %, 128 %) BignosigHo. HeBimoMmo,
YU IPU3BONUTH 3HUKEHHS 03U Ta/ab0 4aCTOTH 3aCTOCYBAHHS BOPUKOHA30Jy abo ¢hIyKoHa301y 0
yCyHeHHS TakKoro edekty. [Ipu 3acTocyBaHHI BOPUKOHA30Y Iicisd (GIyKOHA30JTy CIIif IPOBOOUTH
CIIOCTEPEekKEHHS 100 PO3BUTKY M0OIYHUX e(eKTiB, acoLil0BaHMUX i3 BOPUKOHA30JIOM.

3udosydun: dhrmykoHason miguinye C,.. Ta AUC 3umoByauny Ha 84 % Ta 74 % BiAmoBi#HO, 110
3yYMOBJIEHO 3HUKEHHSIM KIIipeHCY 3UA0BYOUHY NpuOnu3Ho Ha 45 % mpu #oro nepopaabHOMY
3acTocyBaHHi. [lepiof HaniBBUBeleHHS 3UIOBYANHY OYB TaKOXK IOJOBKEHUM TPUOIU3HO Ha
128 %

nics 3acTocyBaHHSA KOMOiHaIll (yIyKOHa30 Ty Ta 3UAOBYAUHY. 3a NallieHTaMy, SKi
3aCTOCOBYIOTh TaKy KOMOiHaIlilo TiKapChKUX 3ac00iB, CIIifl CIIOCTepiraTy 00 PO3BUTKY
mo0iYHMX peakllili, OB’ 13aHMX i3 3aCTOCYBaHHSM 3UAOBYAUHY. M0XKHa PO3TIISHYTH
OOLIbHICTE 3HUKEHHS 03U 3U[OBYIUHY.

AzumpomiyuH: KOTHUX 3HAYYIIUX (GapMaKOKiHETUYHUX B3aEMOIil MiK HUMHU BUSBIIEHO He



Oyo.

IIepopanvHi KOHMpauenmueu: IPYU 3aCTOCyBaHHI (ITyKOHa301y y 7031 50 MT BIIMBY Ha piBeHb
TOPMOHIB He 0yJ10, TOA1 SIK IIPU 3aCTOCYBaHHI (yKoHa3o0my y fo3i 200 mMr Ha o0y
cnoctepirarnocs 30inpmenass AUC etuninecrpagiony Ha 40 % Ta 1eBOHOPrecTpeny - Ha 24
%. Lle cBiguuTh IIpoO Te, 110 6araTopa3oBe 3aCTOCYBaHHS GIIYKOHA30Jy V 3a3HAaYEHUX 403aX
HaBpSL YU MOXKe BIIJIUBATU Ha e(eKTUBHICTH KOMOIHOBAHOT'0 IEPOPalbHOI0 KOHTPALENITUBA.

Isakagmop: CyITyTHE 3aCTOCYBaHHS 3 iBaKapTOPOM, MiACUTI0OBaYEM MYKOBICIIMOO3HOTO
TpaHCMeMOPaHHOT0 PeTyJIsTOpa IIPOBIAHOCTI, MABUIITYE €KCITO3UlIil0 iBakadTopy B 3 pasy, a
rimpokcumetuiBakagpTopy (M1) - y 1,9 paa. [17151 malieHTiB, SKi OGHOYACHO 3aCTOCOBYIOTh
noMmipHi inri6itopu CYP3A, Taki gk ¢oKoHa307 i epUTPOMILIH, PEKOMEHTYETHCS 3HUKEHHS
no3u iBakadropy mo 150 Mr ogux pa3 Ha J00y.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Hepmamogpimis. [171g MiKyBaHHS gepMaTodiTil y giTen QrIyKoHaA30I He TIEPEBUIIYE
rpu3eodybBiH 3a €(PEKTUBHICTIO i 3arajlbHUM ITOKa3HUK e(heKTUBHOCTI CTAHOBUTH MeHIIe 20
%. ToMy mpenapaT He CJIif] 3aCTOCOBYBaTH IJ1s TiIKyBaHHS AepMaTOdiTil.

Kpunmoxoko3. [1oka3iB e(eKTUBHOCTI (PJIyKOHA30IIy AJ1S JIIKyBaHHS KPUIITOKOKO3Y iHIINX
JI0KaJIi3aliil (HampUKJiaf JIeTeHeBOTO KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKIPH) HEOOCTATHERO,
TOMY PEKOMeHAIli}l 00 A030BOr0 PeXKUMY [T JIIKyBaHHS TaKWUX 3aXBOPIOBaHb HEMaAE.

I'nuboki eHOemiuHi miko3u. [loka3iB eheKTUBHOCTI (DITyKOHA301y A JTiKyBaHHS iHIIUX Hopm
eHJIeMiYHMX MiKO03iB, TaKMX K IapaKOKIHUAi0IHOMIK03, TiCTOI/Ta3M03 Ta MIKipHO-TiM(paTUIHUK
CIIOPOTPHUX03, HEJOCTAaTHHO, TOMY PEKOMEHAII} 00 J030BOTO PEXKUMY OJIS TiIKyBaHHS TaKHUX
3aXBOPIOBaHb HEMAE.

Hupkosea cucmema. IlaniieHTaM i3 mopyuIeHHSIM QYHKIIM HUPOK IIpernapar CiIif 3aCTOCOByBaTH
3 obepexkHicTIO (MUB. Po3Min «Crmocid 3aCTOCYBaHHS Ta MO3U»).

Hedocmamuicmb HaOHUpPKOBuUX 3a103. KeTOKOHA30JI, SIK BifOMO, CIIPUYHUHSIE HEOOCTATHICTh
Ha[JHUPKOBUX 3aJ103, i lle TAKOXK MOXKe CTOCYBaTUCS (PIyKOHA30J1y, X04a CIIOCTEPIraeThCS PigKo.
HemocTaTHiCTh HaAHUPKOBUX 3aJ103, MTOB'43aHa 3 OMHOYACHUM JIIKYBaHHSAM, OIMCaHa B PO3Mii
«Brnu ¢rykoHa3omy Ha iHII ikapchKi 3aco0u».

T'enamobiniapHa cucmema. [TarieHTaM i3 mopyueHHAM QYHKITM IeYiHKY IpenapaT CIif
3aCTOCOBYBaTH 3 00epexKHiCTI0. 3aCcTOCyBaHHS (PIIYKOHA30/Iy acOIlifoBasoCcs 3 BUHUKHEHHSIM
PiOKiCHMX BUIIQAKiB PO3BUTKY TSKKOI TelIaTOTOKCUYHOCTI, BK/IIOYAIOUM JeTallbHi BUIAJIKH,
TOJIOBHUM YMHOM Y MALi€HTIB i3 TIXKKMMU OCHOBHUMU 3aXBOPIOBaHHSMU. Y BUIlaiKaX, KOIU
PO3BUTOK T'ellaTOTOKCUYHOCTI acollifoBaBCS i3 3aCTOCYBaHHAM (IIYyKOHA3011y, He 0yI0
Big3HAYeHO ii SBHOI 3aJIe2KHOCTI Bifl 3araibHOi 70O0BOI 103U MTpenapaTy, TPUBAIOCTI Tepartii,
craTi a0 BiKy malli€eHTa. 3a3BU4ail TelaTOTOKCUYHICTDh, CIIPUYMHEHAa (PIIyKOHA30JI0M,
000pOTHa, a il MPOosIBY 3HUKAIOTH IiCJIg IPUIIUHEHHS Tepartil.

3a malieHTaMu, y IKUX IIPU 3aCTOCYBaHHI (PIyKOHA30JTy CIIOCTEePIiraloThCs BiIXUIeHHS Pe3yibTaTiB
GyHKLiIOHATBHUX P00 MEeYiHKY, C/Tiff BCTAHOBUTY PETEIbHUM HATJIAL 000 PO3BUTKY OiNIBILI TAKKOTO



ypaXKeHHS MeYiHKH.

[TamieHTiB Ccig NpoiH(GOpMyBaTH PO CUMIITOMHY, 1[0 MOXKYTh CBIfYUTH IIPO CEPUO3HUM BIIJIUB Ha
Ie4iHKy (BUpaXkeHa acTeHis, aHOPeKCis, IOCTiiHa HyfgoTa, 6/1I0BaHHS Ta JKOBTSIHHUL). Y TAKOMY
BUIIa[IKy 3aCTOCYBaHHS (PIyKOHA30J1y CJIif HerallHO IPUNMHUTHU Ta IPOKOHCYIbTYBATUCA 3 JTIKapeM.

Cepueso-cyouHHa cucmema. JlesKi a30/1u, y TOMy 4uCJIi (PIIyKOHA3071, aCOIiI0I0THCS i3
nogoBxkeHHAM iHTepBany QT Ha enekTpokapgiorpami. [loBigomsanu Ipo gyxXe pifgKicHi
BUIMIAAKY NOJOBXKeHHS iHTepBany QT Ta mapokcu3MasnbHOI MUIYHOYKOBOL TaxXiKapmil TUILY
«IipyeT» IPU 3aCTOCYBaHHI IpernaparTy. Taki MOBIMOMJIEHHS CTOCYBaJIACS IMALi€HTIB 13
TAKKUMU 3aXBOPIOBaHHSAMU IIPU NIO€NHaHHI 6araTbox (GakTOpPiB pU3UKY, TAKUMU 5K
CTPYKTYPHI 3aXBOPIOBaHHS CEpIIs, IIOPYLUIEHHS eIeKTPOJIiTHOTO 00MiHYy Ta OgHOYaCHE
3aCTOCYBaHHS iHIIUX JTiIKapChKUX 3aco0iB, 110 BIIMBaIOTh Ha iHTepBasn QT.

[Tpenapar ciif 3 06epeXHiCTI0 3aCTOCOBYBATH IallieHTaM i3 pu3UKOM PO3BUTKY apuTMiil. OmHOYacHe
3aCTOCYBaHHS Pa3oM i3 TiKapchKUMH 3acobaMu, 110 IPOJIOHTYIOTE iHTepBan QTc Ta MeTabomi3y0ThCs
3a pmomomoroi pepmenty CYP3A4 uutoxpomy P450, mpoTunokasaHe.

Tanopanmpun. TanodanTtpun € cydctpatom pepmenty CYP3A4 i mpononrye intepsan QTc
IIPK 3aCTOCYBaHHI Y PEKOMEHIOBaHUX TepaNeBTUYHUX Ao3aX. OfHOYacHe 3aCTOCYBaHHS
ranoaHTpUHY Ta GIyKOHA30Jly He PEKOMEHOYEThCS.

Iepmamosoeiuni peakuii. TTig 9ac 3acTocyBaHHS (DIIYKOHA30y PiAKO MOBIOMIISNIN TIPO
PO3BUTOK TaKUX €KC(HOIiaTUBHUX MIKIpHUX peakwiil aK cuHapoM CTiBeHca-[[2KOHCOHa Ta
TOKCUYHUM ellifepManbHuit HeKpoJi3. [TanienTu, xBopi Ha CHII] GinblI cXUIbHI 10 PO3BUTKY
TSIKKUX IIKiDHUX pPeaklliii Ipy 3acTOCyBaHHI 0araThoX JTiKapChKUX 3aco0iB. fAKIIO y nalieHTa
i3 MoBepxHEeBO IPUOKOBOI0 iH(DEKITiEI0 3 IBISIOTHCS BUCUIIAHHS, III0 MOXKHA II0B’sI3aTH i3
3aCTOCYBaHHSM (PIIyKOHA30y, TOAAsIblIe 3aCTOCYBaHHSA IIpenapaTy CJIif IPUNUHUTH. AKII0
y TallieHTa 3 iHBa3UBHOIO/CHCTEMHOIO0 TPHOKOBOIO iH(EKITI€I0 3’ IBNSII0THCS BUCHUIIAHHS Ha
IIKipi, 3a 1OTO CTAHOM ITOTPiOHO PEeTENbHO CIOCTEPIraTH, a y BUNAAKY PO3BUTKY OyIbO3HUX
BUCHIIaHb a00 MyIbTU(HOPMHOI EPUTEMH 3aCTOCYBaHHS (GIYKOHA30Iy CIIif] IPUIHUHUTH.

[ToBimoMIISITIOCS IIPO PeakKIliio JTiKapChKUX 3ac00iB 3 €03MHOMITIEI0 Ta CHCTEMHUMH CUMIITOMaMHU
(DRESS cunmpom).

Tinepuymaugicms. Y PiAKiCHUX BUIMIagKaX IOBIJOMIISIA PO PO3BUTOK aHa(iTaKTUUHUX
peaxiriu.

LTumoxpom P450. ®nykoHa30 € IOTyKHUM iHTi6iTopoM dhepmenTy CYP2C9 Ta moMipHUM
inribitopom pepmenty CYP3A4. Takoxk ¢rnykoHa3on € inribitopom pepmenty CYP2C19. Crin
CIIOCTEpIiraTu 3a CTAHOM IIAIli€HTIB, SKi OHOYACHO 3aCTOCOBYIOThH (PJIIYKOHA30JI Ta IpernapaTH 3
BY3bKHMM TePaNeBTUYHUM BiKHOM, 1110 MeTabomi3yioThes 3 yuactio CYP2C9, CYP2C19 Ta CYP3A4.

TepgpeHadun. Crtif peTenbHO CIOCTEPIraTy 3a CTAHOM TIallieHTa IIPU OJHOYaCHOMY
3aCTOCYyBaHHI TepheHamruHy Ta ¢piayKoHa3omy y no3i menie 400 Mr Ha mo0y.

Kanoudos. [TocnimKeHHs ToKa3aau 30iblIeHHS MOMKUPEHOCTi iHdeKIii iHIuMu
Bumamu Candida, kpim C.albicans. BoHu 9acTo CTiliKi 3a CBOEIO IPHUPOIIOI0
(manmpuknap, C.krusei Ta C.auris) abo BUSIBISIOTh 3HUXKEHY CIIPUUHSTIUBICTD [0
dbmykonaszony (C.glabrata). Taki iH}eKIlil MOXKyTh BUMaraTH aJbTePHaTUBHOI



IPOTUTPUOKOBOI Tepallil, SKa € HacJligKOM BiIMOBH Bif TiKyBaHHS. TOMy pPeKOMEHIYETHCS
BpaxOBYBaTH MOIIKXPEHICTh PE3UCTEHTHOCTI pidHuX BuAiB Candida mo PprnyKoHa3017y.

HonomiscHi pevosuHu. [Ipenapat MiCTUTE j1akTO3y. [lamieHTaMm 3 pigKiCHUMHU CIIaAKOBUMU
3aXBOPIOBAHHAMYU, TAKUMU K HEIIEPEeHOCUMICTh rajlakTo3u, HeJOCTaTHICTE JTakTa3u Jlamnma
Ta ManabaOCcopO1Iis TII0KO3U-TalakKTo3H, He CJIifl 3aCTOCOBYBATH Iiel Impemnapar.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.
2KiHKu penpodyKkmugHo20 8IiKYy
[Tepen nmoyaTkoOM JiKyBaHHS MaLiEHTKY CIIif MpoiH(OpMyBaTH PO NOTEHIIMHNY PU3UK [AJIS MJIOAA.

[Ticrs 3acToCyBaHHSI OOHOPA30BO1 AO3U CIIifl BATPHMATHU MEPiOf BUBEAEHHS (PIyKOHA30ITy, IKUAU
CTaHOBHUTH MPUONMKU3HO 1 THXKIEHS (10 BigmoBigae 5-6 mepiogam HamiBBUBEIEHHS), 10 HACTaHHS
BariTHOCTI (OuB. po3min «PapMaKOKiHETUKA»).

[Ipu TpuBanux Kypcax JIiKyBaHHS XKIiHKaM PENPONYKTUBHOIO BiKy CJIif PO3TJISHYTU MOXKJIMBICTh
3aCTOCyBaHHS KOHTpAIEIIlii IPOTSATOM YChOTO IIepiofy TiKyBaHHS Ta MPOTITOM
1 TUXHS MicNsS IPUKUOMY OCTAHHBOI TO3H.

OOcepBalliliHi mocigKeHHS CBifYaTh PO MigBUIEHNN PU3UK CIIOHTAHHOTO abopTy y XKiHOK, gKi
OTpPUMYBaJK (IYKOHA30JI MIPOTITOM IIePIIOro Ta/abo APyroro TPUMECTPY BaTriTHOCTI, TOPiBHSIHO 3
JXKiHKaMH, fKi He puiiManu GIyKoHa30s abo OTpUMYyBasu MicIleBi a307u ¥ TOi mepiof.

IaHi DeKiNmbKOX TUCSY BariTHUX XKIiHOK, SIKi OTPUMYBalIu KyMyIITUBHY 003y < 150 Mr ¢hyKoHa301y y
TIEPIIOMY TPUMECTPi BaTriTHOCTI, He CBimuYaTh mMpo 30iNbIIeHHS 3araJlbHOTO PU3KUKY PO3BUTKY Bagu
PO3BUTKY Y IIJIofy. B omHOMY BenukKoMy oOcepBalliitHOMy KOTOPTHOMY HOOCITiIKEeHHi BIIJIUB B ITePIIOMY
TPHUMECTPI IepOPaIbHOr0 IPUKOMY (hIIYKOHA30Jy aCOLlil0BaBCS 3 HEBEJIMKUM ITiIBUIIEHUM PU3UKOM
PO3BUTKY OIIOPHO-PYXOBOTO allaparTy, IIo BiAmosigae mpubau3Ho 1 JofaTKOBOMY BUIMIAAKy Ha

1000 xiHOK, IKi OTpUMyBaIu CyKynHy A03y <450 Mr NOpiBHAHO 3 XKiHKaMU, sKi OTPUMYBaJIX MiCLleBi
asonu, i mpubnu3Ho [0 4 nogaTkoBuX BumankiB Ha 1000 XKiHOK, sIKi OTpUMYyBaIu KyMyIsSITUBHI 003U
nmoHapn 450 mr. CKoperoBaHHUY BiTHOCHUY pu3uK cTtaHoBuB 1,29 (95% [I Big 1,05 mo 1,58) mns 150
MT IIepopanbHOro npuiiomy (ykonasony ta 1,98 (95% [II Big 1,23 o 3,17) pns go3 nonapm 450 Mr
(byKOHa301y.

HasiBHi emifeMionoriyni JoCTigKeHHS 1010 PO3BUTKY Baj CepIls IPU 3aCTOCYBaHHI (GIyKOHA30Jy ¥
1epiof BariTHOCTI Jai0Th cynmepednuBi pe3ynbraTi. OgHaK MeTaaHasi3 5 oOcepBaliiitHUX AOCTiAKEHb,
IIPOBEJEHUX 3@ y4acCTIO KiJTbKOX THCSY BariTHUX XIiHOK, IKi OTPUMyBalIl (QIIyKOHA30JI IPOTATOM
IIePIIOTO TPUMECTPY, BUSBUB IMiABUIIEHHS PU3UKY PO3BUTKY Baf cepus y 1,8-2 pa3u MOPiBHSHO 3
TUM, KOJIX (DJTYKOHA30JI HE 3aCTOCOBYBaIU Ta/ab0 BUKOPHUCTOBYBAJH a30JIU AJIST MiCIIEBOTO
3aCTOCYBaHHS.

Y noBigOMJIEHHSX ONKCAHO BPOAKEHI Bail PO3BUTKY Y HEMOBJIAT, MaTepi IKUX OTPUMYBAJIX BUCOKI
no3u (Big 400 mo 800 Mr/mo0y) dbnykoHa301y y Iepiof BariTHOCTI mpoTsaroM 3 micsiiB ao Oinblire mpu
JMiKyBaHHI KOKIMioimoMiko3y. Cepel BPOOKeHUX Bafl, AKi CIIOCTepiranucs y 1ux Aiteu, -
Opaxinedaris, mrcnasis BYIIHUX PAaKOBUH, HafMipHe 30iIbIIeHHS TePeIHbOr0 TiM T4Ka,
BUKDPUBJIEHHS CTETHOBOI KiCTKH Ta MPOMEHEBO-TIIEYOBUY CUHOCTO3. [IpUYMHHO HACTigKOBUM
3B’30K MiX 3aCTOCYBaHHSAM (IyKOHA30Jly Ta BPO[XKEHUMHU BaflaMi He BCTAHOBJIEHUH.



He cnipm 3acTocoByBaT 3BU4akHi 1031 (PIIyKOHA30/1y Ta KOPOTKOTPUBAJI KYPCH JTIKyBaHHS
(bITyKOHA30JI0M Y Mepiof BariTHOCTI, 3a BUHSITKOM KpaliHbOi HeOOXigHOCT.

He cnip 3acTocoByBaTH BUCOKI 03U (hITyKOHA30/y Ta/abo TpuBasi KypcH JIiKyBaHHS (IyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIiIKyBaHHS iH(EKIIiH, 0 TOTEHIINHO 3aTPOXKYIOTh KHUTTIO.

®nyKoHA30/1 TPOHUKAE ¥ TPYOHE MOJIOKO Ta [OCSATa€ HUXKY0I KOHIIEHTpAllil, HiXK y II1a3Mi KpoBi.
TomyBaHHS IPYOII0 MOXKHA IIPOJOBXKYBATH ITiCJIsI PA30BOT0 3aCTOCYBaHHS 3BUYANHOI 7031
bnykoHa3oy, 1mo cTaHoBuUTh 200 Mr abo MeHIIe.

TomyBaTH TPYAIIO HE PEKOMEHAYEThCS IpU 6araTopa3oBOMYy 3aCTOCYBaHHi GIyKOHa301y abo mpu
3aCTOCYBaHHI BUCOKUX 03 (IIYKOHA30ITY.

30amuicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

HocnimxeHb BINKUBY (IYKOHA30Jly Ha 30AaTHICTh KepyBaTH aBTOTPAHCIOPTOM abo ImpalioBaTy 3
IHIMUMY MexaHi3MaMu He IpoBoguin. [lalieHTiB ciifg TpoiHpopMyBaTH IPO MOKIIUBICTH PO3BUTKY
3amaMopoYeHHs abo CyooM IIifi 4ac 3aCTOCyBaHHA Ipenapary. [Ipy pO3BUTKY TaKUX CUMIITOMIB He
PEKOMEH[IYEThCS KepyBaTH aBTOTPaHCIOPTOM abo IpaloBaTH 3 iHIMMU MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHss ma do3u.

o6oBa mo3a (hIyKoHa30J1y 3a/IeXKUTh Biff BUAY Ta TSAXKKOCTI rpubKoBoi iHdekii. [ 6ibocTi
BUIIAJKIB BariHAIbHOTO KaHOUA03Yy JOCTAaTHbBO PA30BOI'0 3aCTOCYBAHHS IIpemnapary.

[Tpu HeobxigHOCTI 6GaraTopa30BOro 3aCTOCYBaHHSA IIpelapaTy JiKyBaHHS iHGEKIIiN CIif
IIPOOBKYBATH [0 3HUKHEHHS KITIHIYHUX Ta 1Ta00paTOPHUX MPOSIBiB aKTUBHOCTI rPrOKOBOI
indexkiril. HegocTaTHs TPHBAJiCTh JTiIKyBaHHS MOXKe IIPU3BECTH 10 BiTHOBJIEHHS aKTUBHOTO
iH(DEeKIITHOT O MpoliecCy.

[TpemapaT 3aCTOCOBYBATH ITepPOPabHO a00 BHYTPIIIHBOBEHHO HUISIXOM iHGY3ii. Crocib 3acTocyBaHHS
Ipernapary 3aJeuTh Bifl KIiHiYHOTO cTaHy nainieHTa. Hemae HeoOximHOCTI y 3MiHi ;000BOiI K031
npenaparTy IpH 3MiHi IIJISXy M0TO 3aCTOCYBaHHS 3 II€POPaJbHOT0 Ha BHYTPIIIHLOBEHHUY Ta HaBIIaKH.

TabmeTKu ciig KOBTaTH Iinumu. [IpuiioM npemnapaTy He 3aJeKUTh Bifl mpuitoMy ixi.

0opoCAUM.

Kpunmokokos.

- JIikyBaHHSI KPUIITOKOKOBOI'0 MEHIHTITY: HaBaHTaXXyBa/lbHa [03a CTaHOBUTH 400 MT y nepIIui qeHb.
[MigTpumytoua no3a - 200-400 Mr/mo6y. TpuBanmicTh MiKyBaHHS 3a3BUYall CTAHOBUTH

moHaliMeHIe 6-8 TuxHiB. [Tpy iHGEKIIiAX, 110 3aTPOKYIOTh KUTTIO, 10O0BY 003y MOXKHA 30iMbIIUTH
oo 800 mr.

- [linTpuMyrouda Teparis A1 NoNepenXXeHHs PelUuaUBY KPUIITOKOKOBOTO MEHIHTITY y IAlliEHTIB 3
BHCOKMM PU3UKOM HMOT0 PO3BUTKY: PEKOMEHI0BaHa [03a IIpenapaTty cTaHOBUTh 200 Mr/moby
IPOTSTOM HEOOMEKEeHOT0 Jacy.



Kokuyuodioioos.

PexomenpoBaHa fo3a craHoBUThL 200-400 Mr/goOy. TprBamicTh MiKyBaHHS CTaHOBUTH 11-24 Micsmi
YU [OBIIIE 3aJIe’XKHO Bifl CTaHy malfieHTa. [15 NiKyBaHHS Aesakux GpopM iHdeknii, a 0coOIUBO OIS
NMiKyBaHHS MEHIHTiTy, MOXe OyTH [OLibHUM 3acTocyBaHHS 1031 800 Mr/ooly.

IHBa3usHi kaHOuOo03U.

HasanTaxyBasnbHa fo3a cTaHOBUTH 800 Mr y nmepimuii geHs. [linTpumyooda go3sa - 400
Mr/mo0y. 3a3BMYali peKOMEeHI0BaHA TPUBAJIICTh JIiIKyBaHHS KaHAWOEMil CTAHOBUTH 2 TUXKHI MiCIg
IepIINX HeTaTUBHUX Pe3yJIbTaTiB Ky/IbTYPH KPOBi Ta 3HUKHEHHS O3HAK i CUMIITOMIB KaHAUAEMIl.

KaHOoudo3 causzosux 06010HOK.

- KaHOMmo3 poTOTNIOTKY: HaBaHTaXyBalbHa A03a CTaHOBUTEL 200-400 Mr y mepInii feHb,
nigTpuMytoda mo3a - 100-200 mr/no0y. TpuBamicTh TiKyBaHHS CTaHOBUTH 7-21 meHb (OO JOCATHEHHS
peMicii), ame Mozxke OyTu 306inmbIneHa A7 HaLi€HTIB i3 TIXKUM iMyHOOeQIiITUTOM.

- KaHaumos cTpaBoXody: HaBaHTaXKyBallbHa [03a CTaHOBUTH 200-400 Mr y mepiiuy geHb,
nigTpuMytoda mo3a - 100-200 mr/mo0y. TpuBamicTs NTiKyBaHHS CTaHOBUTH 14-30 OHIB (0 MOCATHEHHS
peMicii), arme mMozxke OyTu 306inblleHa [AJg Malli€HTIB i3 TIXKKUM iMyHOOeQiITuTOM.

- Karmunypis: pekoMeHnoBaHa go3a cTaHoBUTh 200-400 mr/moOy mpotsirom 7-21 mgHiB. [I1s maIieHTiB
i3 TAKKUM iMyHOIEDIIIUTOM TPUBAJICTD JIIKYBaHHS MOXKHA 30iTbIIUTH.

- Xponiunu#t aTpodivyHUMi KaHAUI03: PEKOMEeHI0BaHa q03a CTaHOBUTh 50 Mr/mo0y mpotsirom 14 gHis.

- XpOHIYHMY KaHAUIO03 LIKipU Ta CIM30BUX 000JIOHOK: peKOMeHI0BaHa f103a cTaHoBUTH 50-100
Mr/mo0y. TpuBaicTh NTiKyBaHHS CTAHOBUTD 10 28 [HIB, ane Moxe OyTu 30inblleHa 3a/Ie’KHO Bif
TSKKOCTi Ta By iHdek1ii abo 3HMKEHHS IMyHITETY.

ITonepedceHHs peyudusy KaHOudo3y cau3ogux 06010HOK y nauieHmia 3 BIJI, aki maromb gucokutl
PU3UK 1020 PO3BUMKY).

- KaHmnmo3 poTOryIoTKY, KAHAKUI03 CTPABOXOOY: peKOMeHI0BaHa o3a cTaHoBUTEL 100-200 Mr/mo0y
abo

200 Mr 3 pa3u Ha TUXKOEHb. TPHUBaIiCTh TiKyBaHHS € He0OMeKEeHOIO [71g NallieHTiB i3 MpUrHidueHuM
iMyHITETOM.

ITpogpinakmuka KaHOUOO3HUX iHpeKUil y nauieHmis i3 mpuea/sor HelmponeHie.

PexomengoBana go3a craHoBUTH 200-400 mr. JIikyBaHHS CIifi pO3NI0YMHATH 3a KijJlbKa OHIB 0
O4iKyBaHOTO PO3BUTKY HEUTPOIEHII Ta TPOOOBXKYBATH IIPOTATOM 7 [HIB MiCIIS MiABUINEHHS KiIbKOCTI
HeiTpodinmiB moxag 1000/mm’.

I'eHimaavHi KaHOudo3U.

- T'ocTpwit BariHambHUM KaHOUI03, KAHAUOO03HUM OalaHiT: peKOMEHI0BaHa 103a CTaHOBUTEL 150 Mr
pa3oBo.

- JIikyBaHHS Ta npodimakThKa peluiuByIOYNX BariHaIbHUX KaHAUA03iB (4 abo Oinblle BUMagKiB Ha
piK): peKoMeHp0BaHa fo3a ctaHoBuTh 150 Mr 1 pa3 Ha 3 gHi. Bevoro cnif 3actocyBatu 3 mo3u (1-u
neHb, 4-i meHb Ta 7-u geHb). [1icns 1poro Ciif 3acTOCOBYBaTH HigTpuMytody Ao3y 150 mr 1 pa3 Ha



TUXKIOEHDb MPOTATOM
6 MicsI1iB.

Ilepmamomiko3u.

- Miko3 cTorm, MiK03 rJ1afeHbKO]l IKipH, TaX0BUU AepMaTOMiK03, KaHAUA03Hi iH(peKIIil mWKipu:
peKoMeHJoBaHa fo3a cTaHoBUTH 150 Mr 1 pa3 Ha TuxpaeHs, abo 50 mr 1 pa3 Ha goOy. TpuBamicTh
JIIKyBaHHSI CTAHOBUTH

2-4 TuxHi. JIikyBaHHS MIKO3y CTOII MOX€e TPUBATU OO0 6 TUXKHIB.

- PiznoGapBHMI Nulaii: peKoMeHaoBaHa fo3a cTaHoBUTH 300-400 Mr 1 pa3 Ha TUXK[EHb IPOTITOM
1-3 TuxHiB a60 50 Mr Ha 700y MPOTATOM 2-4 TUXKHIB.

- IepMaTodiTHUHM OHIXOMIKO3: peKOMeH0BaHa fo3a cTaHoBUThL 150 Mr 1 pa3 Ha TuXOeHb. JIiKyBaHHS
CJIiff IPOMOBXKYBaTU JOKM Ha MicCli iH(piKOBaHOTO HIrTS HE BUPOCTE 300POBUM. [I11s BiTpOCTaHHS
3[0POBUX HIT'TiB Ha pyKax Ta Ha BEJIUKUX Ia/IbLSIX HIr 3a3Bu4ail HeoOXigHo 3-6 MicsiiB Ta 6-12
Mics1iB BifmoBigHO. OfHaK MIBUAKICTE POCTY HITTIiB y IallieHTiB MoxKe OyTH Pi3HOIO Ta 3ajieXkaTu Bif
BiKy. [Ticns ycmimHoro nikyBaHHS TPUBAJIUX XPOHIYHUX iHQEKIiN (popMa HIrTS iHOAI 3a/IMIIAETHCS
3MiHEHOIO.

imam.
3acTOCOBYBAaTH JIiKapChKXi 3acib 3a3BUYall € MOXKJIMBUM Y Billi Bif 5 POKiB.
He cnig mepeBuilyBaT MakcuMalbHy 1060By m03y 400 Mmr.

4K i npu aHaNMOTiYHMX iHPEKIigX y JOPOCIUX, TPUBAJIICTE JIiKyBaHHS 3a71€XKUTh Bif KJIiHIYHOI Ta
MiKoJIoTiuHOI BifmoBigi. ®TyKoHa301 3acTocoByBaTH 1 pa3 Ha Ho0y.

[lo3yBaHHA IIpenaparty AiTSIM i3 MOpyIIeHHSAM (QYHKIIM HUPOK HaBedeHO Huxk4de. apMaKOKiHEeTHKa
(bIIyKOHa30J1y He [OCTIgXyBalu y AiTel i3 HUPKOBOK HeLOCTaTHICTIO.

Ilimam sikom 8i0 12 pokis.

3ajIezkHO Bif Macu Tisla Ta my6epTaTHOTO PO3BUTKY JIiKapio CIIif OLIHUTH, SIKa J03a Ipenapary (s
[NOPOCTIUX YM AJIS OiTel) € ONTHMAaJbHOIO [JIS MallieHTa. Y OiTel KiIipeHC (pIyKOHAa30Jy € BULIUM
IIOPIBHAHO 3 fopocinuMu. 3actocyBanHs 103 100, 200 ta 400 mr mopocnuM Ta 1o3 3, 6 Ta 12 mr/kr
OiTSM IPU3BOOUTH 10 MOCSATHEHHS CIIBCTAaBHOI CHCTEMHOI €KCITO3UIIil.

EdexTuBHiCTh Ta 0€3M€YHICTh 3aCTOCYBAHHS IIpenapary [js JIiKyBaHHS I'eHiTalbHUX KaHIUO03IB ¥
OiTel He BCTAHOBJIEHi, He3BaXKal04y Ha BUYEPIHI JaHi IIOA0 3aCTOCYBaHHS MIpenapaTty OiTIM. fAKIIo
icHye HaranmbHa moTpeba 3acTOCyBaHHS MpenapaTy miamiTkaM (BikoM Big 12 mo 17 pokiB), ciin
3aCTOCOBYBAaTHU 3BUYalHI NO3U [JI JOPOCIIUX.

Llimsam eixom 8i0 5 do 11 poxkis.

Kauaupmo3u cnu30Bux 060I0HOK: TI0YaTKOBA [03a CTAHOBUTH 6 MI/KTr/0o0y, migTpuMyoda 1o3a -
3 mr/kr/go0y. [ToyaTKoBYy 03y MOXKHa 3aCTOCOBYBATH y MePUINH IeHb 3 METOI0 Oi/bIII IBUAKOTO
OOCSTHEHHS PiBHOBAXKHOI KOHIIEHTpPAIIil.

[HBa3WBHI KaHAUI03M, KPUIITOKOKOBUYM MEHIHTIT: 03a IIpenapaTy CTaHOBUTDH 6-12 Mr/Kr/moby
3aJ1eXKHO Bifi CTyIIeHs TAXKKOCTi 3aXBOPIOBAaHHS.



[TigTpuMyroda Teparis Ajis nonepenXxeHHs PeUUAUBY KPUIITOKOKOBOI'O MEHIHTITY V AiTed i3 BUCOKUM
PU3UKOM HOT'0 PO3BUTKY: H03a IIpernapaTy CTAHOBUTH 6 MI/KT/0o0y 3a7eKHO Biff CTYIEeHS TSIXKKOCTI
3aXBOPIOBaHHS.

[TpodinakTKa KaHAUKO3IB y Mali€HTIB 3 iMyHOAEeDIlIUTOM: f03a IpenapaTy CTaHOBUTH 3-12
MT/KT/mo0y 3a7eKHO Bif BUPAXKEHOCTI Ta TPUBAJIOCTi iIHIYKOBAHOI HEUTPOIEHII (IUB. 103U OIS
OOPOCIHX).

[Tauienmam AimHb020 BIKY.
o3y HeoOXxifmHO migbupaTy 3aexkHO Bif cTaHy QYHKIIIM HUPOK (IUB. HUXKYE).

IlauieHmam i3 HUpPK0B8o1 Hedocmammuicmio.

[Tpu pa3oBOMY 3aCTOCYyBaHHI KOpPUTYBATH 403y (IyKOHa307y He mOTPiOHO. [TarienTam (BKI049anyu
miTed) i3 mopymeHHsAM QyHKLIN HUPOK Npu HeoOxigHOCTI 6araTopa3oBOro 3aCTOCYBaHHS IIpenaparty y
IIepIUUii IeHb JIIKyBaHHS CJIifl 3aCTOCOBYBaTHU IT0YaTKOBY 103y 50-400 Mr 3aeXkHO Bif IOKa3aHHS.
[Ticns uporo oOOBY O3y (3a/1eKHO Bifl TOKA3aHHS) CJIil pO3Pax0ByBaTH BiATIOBIIHO 10
HUX4YeHaBeneHol TaOIuIli:

Knipenc kpeamuniny (ms/xe) Bidcomok eid pekomeHdoeaHoi d03u
> 50 100 %

< 50 (6e3 miamizy) 50 %

Perynsipauii gianis 100 % micis KOXXHOTO Hiami3y

[MamienTy, siKi nepebyBalOTh Ha pPeryasIpHOMY miasisi, moBuHHI oTpuMyBaTH 100 % pekoMeHIOBaHOI
1034 IIiC/Is KOKHOTO0 Hianidy. Y meHb, KOJU fialii3 He IPOBOAUTHCS, MallieHT IOBUHEH OTPUMYBaTHU
103y, BIIKOPUTOBaHY 3aJIeXHO Bif] KJIIipEHCY KpeaTUuHIHY.

I[MauieHmam 3 nopyweHHAM (PYHKUIU NeYiHKU.

®ykoHa3071 CIlif 3aCTOCOBYBaTH 3 00€PEXKHICTIO MallieHTaM i3 MOpyIeHHSIMHU (QYHKIIH TediHKy,
OCKiNTbKHM iH(pOpMalil om0 3aCTOCyBaHHS (IYKOHA30J1y IIili KaTeropil naiieHTiB HeIOCTaTHEO.

Himu.

3aCcTOCOBYBATH JIiIKAPChKUM 3aci® MOXKIMBO V Billi Bif 5 pOKiB.

Ilepedo3yeaHHsi.

[cHYIOTH TOBiIOMJIEHHS NIPO IEepef03yBaHHA (PIYKOHA30JI0M; OGHOYACHO MOBIJOMIISIU IIPO
raJIlolUHalil Ta TapaHoiganbHy NOBENiHKY.

[Tpu mepeno3yBaHHI HEOOXiTHO MPOBECTH CUMIITOMATAYHY MigTPUMYIOUY TepaIlilo Ta y pasi
He0OXimHOCTI TPOMUTH IITYHOK.

®nyKoHa3071 3HAYHOIO MipOI0 eKCKPETYETHCS 3 ceuelo; (OpPCOBaHUY Aiype3 MOXKe IPUCKOPUTH
BUBeIeHHA npenapaTy. CeaHc reMofianily TPUBaJiCTIO 3 TOOUHU 3HUKYE PiBEHb QPIYKOHA30JTY V



na3Mi KpoBi npubnu3Ho Ha 50 %.

ITobiuni peakuii.

3 boky cucmemu Kkpogi ma aim¢pamuyuHoi cucmemu: aHeMisI, aTPaHYJIOLUTO3, JIEUKOTEHIs,
HEUTPOTIEHisT, TPOMOOLIUTOIIEHIS.

3 6oky imyHHOI cucmemu: aHadinakcis.

MemaboaiuHi ma asimeHmapHi po3aadu: 3HUXKEHHS alleTUTY, TiepTPUriilepuneMis,
rirepxosecTepuHeMid, rinokaniemis.

3 60oky ncuxiku: 0€3COHHS, COHJIUBICT.

3 60Ky Hepsosoi cucmemu: TOJIOBHUY OiNlb, CYIOMH, 3alIaMOPOYEHHS, TapecTesii, MopyIIeHHs
CMaKy, TPeMop.

3 6oky opaaHis cayxy ma eecmubya5ipHO20 anapamy: BEPTUTO.

3 6oky cepus: TapOKCU3MaJIbHa IIIYHOUYKOBA TaxikKapAid TUILY «IipyeT», ION0BXKEHHS
inTepsany QT.

3 60Ky KuwKoeo-wayHK08020 mpakmy: 6ifb y YepeBHil MOPOXKHUHI, fiapes, HyOoTa, 6I0BaHHS,
3a10p, AUCIENCisd, METEOPU3M, CYXiCTh y POTI.

3 6oky eenamobisiapHoi cucmemu: MigBUILIEHHS PiBHA alaHiHaMiHOTpaHCchepasu (AJIT),
acnaprataminoTpancdepasu (ACT), nmyxHo1 ¢pocdhaTasu, xoiectas, KOBTIHULS, MiBUIIEHHS
piBHS 0inipy0OiHy, MeviHKOBa HEJOCTATHICTh, TeTAaTOLIeMIONPHUN HEKPO3, FellaTUTH,
renaToleoisipHe YpakeHHs.

3 60Ky wKipu ma niGwkipHoi mKaHuHu: BUCUIIAHHS, CBePOixK, MEOUKAaMEHTO3HUN JePMaTUT
(BKiIOYalouyu (piKkCoBaHU MeOUKaMEHTO3HUM AepPMaTHUT), KPONIUB THKA, MiBUILIEHE
IIOTOBUMINIEHHS, TOKCUYHUM emifepMalbHuil HEKPOoi3, cuHapoMm CTiBeHCa-[[2KOHCOHa,
TOCTPUY reHepali30BaHUM €K3aHTeMaTO3HUM TyCTYyJIb03, eKCQOIIiaTUBHUYN AEPMAaTHUT,
aHTiOHEBPOTUYHUY HaOPsAK, HaOpsK o0nuyuyst, anomenis. [ToBimoOMIsIOCS PO PeaKIito
JiKapchbKUX 3aco0iB 3 eo3uHOGimieto Ta cucteMauMu cumnromamu (DRESS cungpom), 110
TIOBSI3aHi 3 MiKyBaHHAIM (ITyKOHA30/10M (IUB. po3ain «OCcoBIUBOCTI 3aCTOCYBaHHS»).

3 60Ky 0NOpHO-PYX08020 anapamy ma Cnoay4Hoi MKAHUHU: MiaJTis.

3aeanvHi po3nadu ma peakuii y micui e8edeHHA: MiIBUIleHa BTOMJIIOBAHICTL, HE3OYXKaHHS,
acCTeHis, rapsyka.

Himu.

YacToTa Ta xapakTep Mo6iYHUX peakili i BigxuieHb Big HOpMU pe3yybTaTiB labopaTOPHUX aHaMli3iB y
XOf1 KJTIHIYHUX JOCTiAKEeHb 3 y4acCTI0 AiTel CIiBCTaBHI 3 TAKUMU Y JOPOCIIUX.



Tepmin npudamuocmi. 3 POKHU.

YmMmoBu 30epiraHHsi.

B opurinanbHil yrmakosii nmpu Temnepatypi He Butile 30 °C. 36epiraTé y HEOCTYIIHOMY O
OiTey Micti.

YnakoBka.

[To 4 Tabnetku mo3yBaHHSIM 50 Mr Ta 100 Mr y 6micTepi; mo 1 6micTepy y nadili 3 KapTOHY.
I[To 7 Tabnetok go3yBaHHsM 50 Mr Ta 100 Mr y 6ricTepi; mo 1 6icTepy y mayuili 3 KapTOHY.
I[To 10 Tabnetok go3yBauHsAM 50 mr Ta 100 Mr y Grmictepi; mo 1 GmicTepy y mayili 3 KapTOHY.

[To 10 Tabnetok go3yBauHsAM 50 mr Ta 100 mr y Omictepi; mo 100 6micTepiB y Kopoobii 3
KapTOHY.

[To 1 Tabneti mo3yBanuaM 150 Mr y OmicTepi; mo 2 6micTepu y mayili 3 KapTOHY.

I[To 2 TabneTku mo3yBaHHSIM 150 Mr y OGmictepi; mo 1 GmicTepy y madili 3 KapToOHY.

Kareropis Bigmycky.

3a penenTomM.

BupoOHHK.

ITpAT «TexHomor».

Micne3HaxomKeHHsI BHPOOHHKA Ta HOT0 afipeca MicIisi MPOBaIKeHHS TisIbHOCTI.

Ykpaina, 20300, Yepkacbka 0071., MicTo YMansb, Bynuns Ctapa mpopisHa, OyOuHOK 8.



