IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHs JIiKapChKOI'0o 3aCo0y

MEIOO®JIIOKOH
(MEDOFLUCON)
Cknao:
ditoua pevuosuHa: pIyKoHA30I;
1 kancyna Mictuth hrykoHa3omy 50 Mr;

0OnoMIdCHI pe40B8UHU: TaKTO3a, MOHOTIAPAT; KPOXMalb KyKypPyO3sSHUM IpeKeTaTuHI30BaHUY;
KPEeMHilo TioKCUM KOonoigHui 6e3BOIHUIM; HATPi0 Naypuiicynabdar; MarHilo cTeapaT; OO CKIamy
KallCy/u BXoAsaTh: KapMoisuH (E 122), natenToBauuit cuniit V (E 131), tutany giokcup (E 171),
KeJIaTUH.

JIikapcbKa ¢opma. Kamcynu.

OcHosHi (pi3uko-xiMiuHi 81acmusocmi: TBEPAaA XKeJlaTUHOBA KarcyJsa po3MipoM 3, 3 611010 0CHOBOIO
Ta O6JTAaKMTHOIO KPUIIIEYKOIO, SKa MiCTUTD MOPOIIOK 6i/I0ro KOILOpY.

dapMakoTepaneBTHYHA rpymna. [IpoturpuOKoBi 3aco0u I CUCTEMHOTO 3aCToCyBaHHs. [ToxigHi
TPHUA30JIy.

Kog ATX JO2A CO1.

dPapmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

MexaHi3Mm mii. ®1yKoHA3071, TPOTUTPUOKOBUY 3acib Kiacy TpUa30JliB, MOTYXKHUN CeIeKTUBHUN
iHri6iTOop rpubKOBUX PepPMEHTIB, HEOOXIIHUX IJIsT CUHTE3Y eprocTepoy. [IlepBUHHUM MeXaHi3MOM
1oro fii € mpurHiveHHs rpu0OKoBoro 14—anbda-1aHoCTePO-IeMeTUIIOBAHHS, OTI0CEPEIKOBAaHOT O
muToxpoMoM P450, 1110 € HeBif'eMHUM eTanioM 6i0oCMHTE3y TPUOKOBOT0 €proCcTepPOIy. AKyMyIsIis
14-ambtha-MeTUn-CTepoIiiB KOPeoe 3 MOAaIbIIO BTPATOI eprocTepoIy MeMOpaHoio IpubKOBOI
KJIITUHY Ta MOXe BifMOBiaTH 3a MPOTUTPUOKOBY aKTUBHICTE (IyKoHa301y. OIIyKoHA30 € GibIn
CEJIeKTUBHUM [0 IpubKoBUX (hepMeHTiB iuToxpomy P450, HixK [0 pi3HOMaHITHUX CUCTEM (HepPMEHTIB
nutoxpomy P450 ccasiiis.

3acTocyBaHHS GIyKOHa307y y mo3i 50 Mr Ha moOy mpoTsaroMm 28 mHiB He BIJTUBAE HA PiBeHb
TECTOCTEPOHY y IIJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb EHOOTEHHUX CTEPOIMiB V¥ KiHOK
PenponyKTUBHOTO Biky. ®nykoHa3om y 0o3i 200-400 mMr Ha no0y He BUSBIISE KITIHIYHO 3HAYYIIOTO
BIIJIUBY Ha PiBeHb €HAOTeHHUX CTEPOIMiB UM Ha BiAmoBigs Ha cTumynsiiio AKTI y 3mopoBux



noOPOBOJIBIIIB YOJIOBiYOl CTATI.

HocmimKeHHS B3a€EMOfil 3 AQHTHUIIPHHOM IIPOOEMOHCTPYBajo, IO 3acTocyBaHHS 50 Mr
(byKOHa3011y pa30Bo YK 0AaraTopa3oBO He BIIJIMBA€ Ha MeTab0/Ii3M aHTUITiPUHY.

YyTauBicTh in vitro. ®IyKoHA3071 in Vitro [eMOHCTPY€E IPOTUTPUOKOBY aKTUBHICTH CTOCOBHO BUTIB
Candida, mo 3ycTpidaioThcsl HadacTinie (Bkmodatoun C.albicans, C.parapsilosis, C.tropicalis).

C. glabrata neMOHCTpPY€ 3HMKEHY YYTIUBICTb OO GiyKoHa3ony, Tofmi K C. Krusei Ta C. auris € 10
HbOTO PE3UCTEHTHUMHU.

Takox (pryKoHa30: in vitro [EMOHCTPY€E aKTUBHICTh 9K IPOTU Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i mpoTu eHgeMiuHuX mIicHIBuX rpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

MexaHi3M pe3ucTeHTHOCTi. Mikpoopranidamu pony Candida meMOHCTPYIOTh YUC/IEHHI MeXaHi3MHI
PE3UCTEHTHOCTI 0 a30IbHUX MPOTUTPUOKOBUX 3ac06iB. ®IyKOHA30JT HEMOHCTPYE BUCOKY MiHiMaIbHY
inribyrouy KOHILIeHTPaIlil0 IPOTH LITaMiB TpuliB, SKi MaloTh oguH abo Oinbille MexaHi3MiB
PE3UCTEHTHOCTI, 10 HeTaTUBHO BIINBA€E Ha €(DeKTUBHICTS in Vivo Ta B KJTiHIUHIM TPaKTUIl.
[ToBimomisiiocs: IPO BUINIaAKU PO3BUTKY cynepindexil Candida spp., CHpUYNHEHO] iHmuMH Hix C.
albicans BumaMu, sKi 4acTo MaloTh 3HUXKeHY uyTnuBicTh (C. glabrata) abo pe3ucTpeHTHi 10
dbnykoHasony (Hanpuknag, C. krusei, C. auris). [Ins niKyBaHHSI TaKUX iHGEKIiH CIIii 3aCTOCOBYBaTH
abTEPHATHUBHI TPOTUTPUOKOBi 3ac0o0u.

dapmaxoKiHemuxka.

dapMakoKiHeTHYHi BIACTUBOCTI (PIyKOHA30Jy € MOAIOHMMHU NIpPU BHYTPIIIHHOBEHHOMY i
IIepopaibHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3om mobpe BCMOKTYETLCS IIPHU II€POPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary y maasmi
KpOBi i cuctemMHa GiogocTymHicTh mepeBulyioTh 90 % piBHS HIIYyKOHA30y Y M1a3Mi KPOBi, 1110
IoCATaeThCs NIPY BHYTPIIIHLOBEHHOMY BBeJeHHI npenapaTy. OmHOYacHe BXKUBaHHS 1Ki He BIIJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy P M0T0 IlepopalbHOMY 3aCcToCyBaHHI. [1iKkoBa KOHLIEHTpallisl y [y1a3Mi
KpPOBi focaraeTtecsd 4yepes 0,5-1,5 rogunu nicng npuiioMy npenapaty. KoHIleHTpallis penapary y
IIJTa3Mi KPOBi IIPOIOpLiiiHa [0 H034. PiBHOBaxKHa KOHLeHTpalisa Ha piBHI 90 % mocsraeTscs Ha
OPYyTUi JeHb JTiKyBaHHS IIPU 3aCTOCYBaHHI y IepIIXi [eHb HaBaHTaKyBaJlbHOI 03K, IO BABiUi
TIepeBUIy€E 3BUYaliHy J0OOBY HO3Y.

Posmoogin.

006’em posmnopiny mpubIu3HO OOPIBHIOE 3aralbHOMY BMICTYy PiiMHU B OpraHi3Mi. 3B’si3yBaHHS 3
Oinkamu mra3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3on mobpe MPOHUKAE B YCi MOCTiXKYBaHi pifuHu opraHiaMy. PiBeHb (IyKOHA301y ¥ CIUHI Ta
MOKPOTHHHI € MOiOHMM [0 KOHIIeHTpallil IpernapaTy B I1a3Mi KpPoBi. Y mallieHTiB, XBOPUX Ha
rpubKOBUYM MEHIHTIT, piBeHb QIYKOHA30Jy ¥ CHHHHOMO3KOBIH pifuHi gocsirae 80 % KoHIeHTpallil y
I1J1a3Mi KPOB.

Bucoki KoHLIleHTpallil (GIyKoHa301y Y MIKipi, 110 IePeBUIIYI0Th CUPOBATKOBI, HOCITAIOTHCS Y
POTroBOMY IIapi, emifepMici, gepmi Ta noTi. GIyKOHa30JI HAKOIIUYYETHCA Y POroBoMy mapi. [Tpu
3actocyBaHHi 7o3u 50 Mr 1 pa3 Ha o0y KOHIIeHTpauis GIyKoHa30iy micnsa 12 oHiB niKyBaHHS
CTaHOBUJIA 73 MKTI/T, a Yepe3 7 OHIB MiC/Is 3aBepIIeHH JIIKyBaHHS KOHIIEHTpALlid BCe Ille CTaHOBUJIa



5,8 MKr/r. IIpu 3acTocyBanHi fo3u 150 Mr 1 pa3 Ha TUKAEHb KOHIIEHTPaligd (GIyKOoHa30Jly Ha 7 IeHb
JIiKyBaHHSI CTaHOBUNA 23,4 MKT/T; Yepe3 7 OHIB MiC/Is 3aCTOCYBAHHS HACTYMHOI 03X KOHIIEHTpallisd
BCe lle cTaHoBuUNa 7,1 MKI/T.

KonmenTpanis GpnykoHasomy B HIrTax micns 4 MmicsniB 3acTocyBanHs 150 Mr 1 pa3 Ha TUXIeHb
cra”oBuia 4,05 MKI/T y 3M0poBUX 10OPOBOJIBIIB Ta 1,8 MKT/T IIpu 3aXBOPIOBAHHSX HIrTiB;
(byKOHa301 BU3HA4YaBCs Y 3pa3Kax HirTiB yepes3 6 MiCAILIB IMicis 3aBepIlIeHHs Teparllil.

bioTpancdopmarris.

®nykoHa3om1 MeTabomi3yeThCst He3HAYHOI0 Mipoto. [Ipu BBeieHHi 103u, MiuyeHOl pagioaKTUBHUMHU
i3oronamu, nmuure 11 % ¢rykoHa307y eKCKPeTYeThCS 3 cedelo y 3MiHeHOMY Burnsani. dnykoHas3on €
cenleKTUBHUM iHribiTopoM i3odepmenTiB CYP2C9 Ta CYP3A4, a TakoxX iHri6iTopoM i3odepMeHTy
CYP2C19.

Ekckperris.

[Tepion HaniBBMBemeHHS (GIYKOHA30Iy 3 IJIa3MHU KPOBi cTaHOBUTL 61113bK0 30 roguH. binbia
YyacTHHA NpernapaTy BUBOAUTHCS HUPKaMu, mpudomy 80 % BBemeHOI 03U BUSABISETHCS B CEUi B
He3MiHeHOMY cTaHi. KiipeHc ¢hykoHa30y IPONOPIiiHUYN 10 KIipeHCcy KpeaTuHiHy. LIUpKymo0dux
MeTaboJIiTiB He BUSIBIIEHO.

Tpusanuii nepion HamiBBUBEOEeHHS IIpenapaTy 3 IJla3MHU KPOBi Jla€ MOXKJIUBICTH pa30BOr0
3aCTOCYBaHHS IIpelapaTy [IpU BariHaJbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpenapaTty 1 pa3 Ha
TUXK[EHb [IPU IHIUX T0Ka3aHHSAX.

HupkoBa HEIOCTATHICTE.

Y mnallieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSAXKKOI'0 CTyIeHs (IBUAKICTh KIIyOOYKOBOI QinbTparil <
20 M11/xB) mepion HamiBBUBeHeHHs 30inbiryeThest 3 30 rogus mo 98 rogux. Tomy wHiit KaTeropii
nalieHTiB HeoOXimHO 3HU3UTU 003y (pryKoHa3omy. OIyKoHa30/1 BUAANISETLCS LIUIIXOM reMOfiani3y Ta
MEHIIIOK MipOI0 - LIJITXOM IHTpalnepuToOHealbHOTo fdianidy. CeaHc reMofiai3y TpUBaiCTO 3 TOOVUHU
3HUKYE PiBeHb PIIyKOHA30Y Y M1a3Mi KpoBi mpubnu3Ho Ha 50 %.

[TaIieHTH JTITHLOIO BiKY.

CepenHnili epion HamiBBUBe#eHHS — 46,2 rogunu. Lli hapMakoKiHEeTUYHI TOKA3HUKY € BUIIUMU
TIOPiBHSIHO 3 aHAJIOTIYHUMHU y 3[I0POBUX [OOPOBOJIBIIIB MOIOAIIOTO BiKy. OffHOYaCHE 3aCTOCyBaHHS
OiypeTuKiB He Mao 3HayHOro BiuBy Ha C,,, Ta AUC. KripeHrc KkpeaTuHiHy (74 M/XB), BiICOTOK
(bTyKOHa3011y, 0 eKCKPEeTYBaBCA i3 cevero y HeaMineHoMY Burisami (0-24 rogunu, 22 %) Ta
HUPKOBU KitipeHC pnykoHazomy (0,124 My/XB/KT) y Talli€EHTiB JaHOi BiKOBOI I'Pymy OyIu HUXKYUMHY,
HiXK aHAJIOTi4Hi MOKAa3HUKHY y MOJIOAIINX K0OpoBobLiB. ToMy 3MiHU (papMaKOKiHETHUKY Y Malli€HTiB
JIITHBOTO BiKY 3ajeXaTh Biff HapaMeTpiB (PyHKIIi HUPOK.

KriniyHi xapaKTepHCTHKH.
IToka3zanHus.
JlikyBaHHSI TaKMX 3aXBOPIOBaHb ¥ JOPOCIIUX, SIK:

* KPUIITOKOKOBHAM MEHIHTIT;



* KOKLIUA101003;
* IHBA3WBHI KaHOUOO3H;

* KQHIU03U CIIM30BUX 000JIOHOK, BKJIIOYAI0YM KaHOUI03 POTOTIOTKY Ta KAHAKU03 CTPABOXOMY,
KaHOUAYPis, XpOHIYHKY KaHAXWO03 LIKIpU i CTU30BUX 000JI0HOK;

* XpOHiYHUY aTpodiyHNM KaHAUA03 (KAaHAKUO03, CIPUYMHEHNE BUKOPUCTaHHAM 3yOHUX ITPOTE3iB) IpH
Hee(eKTHBHOCTI MiCIIeBUX CTOMATOJIOTiYHUX TirieHiYHUX 3aco0iB;

* BariHaJIbHUU KaHOUOO03, TOCTPUM YU PEIUANBYIOYNY, KOJIM MiClleBa Tepallisd He € AOLIIbHOIO;
* KaHOUOO3HUM 0aslaHiT, KON MiclieBa Tepallis He € HOLiTbHOIO;

* IepMaTOMiKO3H, BKIII04al04y MiK03 CTOII, MiK03 I'JIafIkOl IIKipH, TaX0BUM NepPMaTOMIKO3,
pisHOoOapBHUY NHIIal Ta KAHAUOO03HI iHQEKIIi] IKipy, KoMK IT0Ka3aHo 3aCTOCOBYBATH CUCTEMHY
Tepariio;

* mepMaTO(iTHUN OHIXOMiKO03, KOJIM 3aCTOCYBaHHS iHIIKX JTiIKapChKUX 3ac00iB € He JOPEYHUM.
[TpodinakTuka TaKMX 3aXBOPIOBaHb y OPOCIHX, SK:
* pelnuauB KPUNITOKOKOBOI'O MEHIHTITY y IAIi€HTIB 3 BUCOKUM PU3UKOM UOT'0 PO3BUTKY;

* penUaMB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOOY y MaIieHTiB 3 BIJI 3 BUCOKMM PU3UKOM HOTO
PO3BUTKY;

* 3HUKEHHS YaCTOTH PEeLUAXBIB BariHalbHOTO KaHAUA03y (4 abo Oinble BUMagKX Ha pik);

* podinakTuKa KaHAUOO3HUX iHGEKIIiN y MallieHTiB i3 TPUBaJIO HEUTPOIEHi€l0 (Halpukian
NAI€HTIB 31 3/JI09KICHUMU 3aXBOPIOBaHHIMU KPOBI, IKi OTPUMYIOTh XiMiOTeparito, 4y MalieHTiB Ipu
TPaHCIIaHTallil TeMOII0OeTUYHUX CTOBOYPOBUX KITITHH).

[TiTu. 3aCTOCOBYBATH JliKapChKUii 3acib y ¢hopMi Kamncys maHilk KaTeropii nmamieHTiB MoXHa TOMi, KOIK
miTy 3maTHi 6e3MeYH0 TPOKOBTHYTH KaIICYy, 110 3a3BUYail € MOXKJIMBHUM Y Billi Bif 5 poKiB.

®yKOoHa3071 3aCTOCOBYIOTh IiTSM IS JIIKYBAHHS KaHAUIO03iB CIM30BUX 000JIOHOK (KaHAUI03
POTOTJIOTKY, KAHAUA03 CTPAaBOXOAY), iHBa3MBHUX KaHAU03iB, KPDUIITOKOKOBOT'O MEHIHTITY Ta O
npodiTakTUKY KaHAUOO03HUX iHQEKiN y MallieHTiB 31 3HUXKEeHUM iMyHiTeTOoM. [IpenapaT MoXKHa
3aCTOCOBYBaTHU fK IIATPUMYIOYY Tepallilo [Jid [oNepeXKeHHs PelUuauBy KPUIITOKOKOBOIO MEHIHTITY
y OiTeH i3 BUCOKUM PU3UKOM HMOT'0 PO3BUTKY.

Tepamito npenapaToM MOXKHa PO3NOYMHATH 00 OTPUMaHHS PEe3y/IbTaTiB KyJIbTypPaJbHUX Ta iHIINX
71ab0paTOPHUX HOCIXKEeHb; MiC/Ig OTPUMaHHS Pe3y/ibTaTiB aHTUOaKTepiaabHy Tepalliio CIIif
CKOPHUTYBaTHU BiATIOBITHUM YMHOM.

IIpomunoka3aHHs.

lnepuyTnuBicTs 70 GIyKOHa30y, iHIINX a30JIbHUX CIIONYK ab0 0o OyIb-IKOl 3 JOMOMIXKHUX PEYOBUH
pemnapary.

OmHOYacHe 3aCTOCYBaHHS (GIyKOHA30JTy Ta TepheHaAuHy MalieHTaM, siKi 3aCTOCOBYIOTh (IyKOHA30T



6araTopa3oBo y no3ax 400 Mr/go0y Ta Buille (3rifHO 3 pe3ylbTaTaMu OOCIiIKeHHS B3aEMOIl
06araTopa3oBOr0 3aCTOCYBAHHS).

OpHoYacHe 3aCTOCYBaHHS (PIIYKOHA30JTy Ta iHIIKX JTiKapCchKuX 3ac00iB, 1110 TOmMOBXKYIOTh iHTepBan QT
Ta MeTaboTi3yI0ThCs 3a mormomorow Gepmenty CYP2A4 (Hampukian HU3aIpPUAY, aCTeMi3oy,
miMO3HU[y, XiHIAMHY, aMiofapoHy Ta epUTPOMILIAHY).

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

IIpomunoka3aHe cymicHe 3aCmocyB8aHHs (GAYKOHA304Y Md HUNCYe3d3HAYeHUX AiKapcbKux 3acobis.

Luzanpud: mMoOBiKOMIISIOCS IIPO PO3BUTOK MOOIYHUX peakliit 3 60Ky ceplis, Y TOMY YHCTIi IIPO
[IapOKCU3MaJIbHY LUIYHOYKOBY TaxiKaphiio TUIY «IIipyeT» y Ialli€HTiB, AKi ODHOYACHO 3aCTOCOBYBAJIU
bnykoHa301n Ta nu3anpun. KoHTponboBaHe JOCTIIXXEHHS IPOOEeMOHCTPYBAJIO, [0 ONHOYaCHe
3actocyBaHHS 200 mMr driykoHazomny 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha f00y ITPU3BOIUIIO
[0 3HAYHOI'0 MiABUIIEHHS PiBHA LIU3aNpuay y Ija3Mi KPoBi Ta 00 NogoBXKeHHS iHTepBany QT.
OpHoYacHe 3acTOCyBaHHS (HIIyKOHA30Jly Ta LHKU3alPHUAY IPOTUIIOKa3aHe (IUB. PO3Min
«IIpomunoka3aHHs»).

TepgpeHaOuH: yepe3 BUMTAAKKU PO3BUTKY TSKKUX CEPILIEBUX apPUTMil, CHPUUYMHEHUX ITOOOBXKEHHIM
inTepBany QTc, y malfieHTiB, sSKi 3aCTOCOBYIOTh a30/IbHI MIPOTUTrPUOKOBI JTikapCchKi 3ac00M 0OQHOYACHO
3 TepdeHaguHOM, OyIJI0 TPOBENEHO MOCITiIKEeHHS B3a€MO/Iil ITUX IIperaparTiB. Y Xofi 0qHOTO
MOCTiIKEeHHS IIPU 3aCTOCYBaHHI ¢nyKoHa3ony y no3i 200 Mr Ha o6y He Oys10 BUSIBIIEHO ITOOBXKEHHS
inTepsany QTc. IHile gocnmigKeHHS IPH 3aCTOCyBaHHi (hIyKoHa30my y go3ax 400 mr ta 800 Mr Ha
no0y MpPogeMOHCTPYBAJo, 10 3aCTOCYBaHHS GiyKoHa3omy ¥ o3ax 400 Mr Ha goOy abo OinbIme
3HAQYHO IiABUIIYE PiBeHb TepPeHaauHy y IIa3Mi KPOBi IPU OMHOYACHOMY 3aCTOCYBaHHI IUX
npemnapartiB. CymicHe 3acTocyBaHHs QrnykoHa3omy y mo3ax 400 mr abo Buile 3 TeppeHaguHOM
IIpOTHUIIOKa3aHe (OuB. po3min «I[Ipomunoka3aHHs»). IIpu 3acToCyBaHHI (PIyKOHA30Jy V¥ A03aX HUKYE
400 Mr Ha moOy ogHOYACHO 3 TepheHaguHOM CIIifl TPOBOJUTH PETEIbHUN MOHITOPHUHT CTaHY
MMaIlieHTa.

Acmemi30: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta aCTeMi30J/Iy MOXKe 3MEHIIUTHU KIIipeHC
acteMizony. Cupu4ynHeHe UM IiABUIIEHHS KOHI[EeHTPAIlil acTeMi30JTy y Ij1a3Mi KpoBi MoXe
IPU3BECTH [0 NofoBXKeHH iHTepBany QT Ta y pifKicHUX BUIAgKax — OO0 IapOKCU3MaJbHOL
IIJTyHOYKOBOI TaxikKappil Tuny «mipyeT». OgHOYacHe 3aCTOCYBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IIPOTUIIOKA3aHe.

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCYyBaHHS (PIIyKOHA30/1y Ta mimMo3uny abo XiHiguHYy MoXKe
IPU3BOUTHU [I0 IPUTHiUeHHS MeTaboi3My miMo3uny abo XiHifWHYy, X04a BiATIOBIGHUX OOCIigXKEHb in
vitro Ta in vivo He poBoauiocs. [TinBuilleHHS KOHIIEHTpallil miMo3uny abo XiHifuHy y maa3mi KpoBi
MOXKe CIIPUYMHATH MogoBKeHHS iHTepBany QT Ta y pifKicHUX BUNlagKaX MPHU3BOAUTH 0 PO3BUTKY
IapOKCHU3MaJIbHOI IITYHOYKOBOI TaxiKapfil Tumly «mipyeT». OgHOYacHe 3aCTOCYBaHHSA (PIIyKOHa30JTy
Ta MiMo3uny abo XiHiTWHY ITPOTUIIOKA3aHe.

EpumpoMilyuH: omHOYaCHE 3aCTOCYBaHHSI EPUTPOMILIMHY Ta (HIIYKOHA30I1y IMOTEHIIINHO MOXKe

IIPU3BOOUTHU [0 MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCUUYHOCTI (mogoBxkeHHs iHTepBany QT,
apoKcu3MaJibHa IITyHOYKOBa TaxiKappida TUIy «IipyeT») Ta, sSIK HaCJigoK, A0 PanToBOl CEPIeBOl
cMmepTi. 3acTocyBaHHsI KOMOiHalll JaHUX JIiKapChKUX 3aC00iB MPOTUIIOKA3aHE.

AMio0apoH: omHOYACHEe 3aCTOCYBaHHS (HIYKOHA30/Iy 3 aMiOJapOHOM MOXKe IIPU3BECTH [0



MpUTHIYeHHST MeTabosi3aMy amiomapony. CriocTepiraBcst 3B’130K MiXK 3aCTOCYBaHHSM aMioflapoHy Ta
nopoBxXeHHAM iHTepBany QT. OmHOYacHe 3acTOCyBaHHS (PIIYKOHA30JIy Ta aMiOfapoHy
IPOTHUIIOKa3aHe (OuB. po3min «IIpoTUIIOKa3aHHI»).

He QQKOMQH@)ZGmbCﬂ 00HOYdCHe 3dCMOCYBAHHA _d)/l)ZKOHGSO/UZ ma Huxc4e3d3Hd4eHux ﬂiKGQCbKUX

3acobis.

I'anoppanmpuH: GrIyKoHa30JI MOXKe CIPUUNHUTY IiABUIIEHHS KOHI[EHTpallil ranodaHTpuHy y Iia3Mi
KpPOBi 3a paxyHoK npurHiyenHs CYP3A4. OpHo4yacHe 3aCTOCYBaHHS IIUX JTiKapChKUX 3ac00iB
IIOTEHIIINHO MOXKe IIPU3BOAUTHU [0 NiABUIIEHHS PU3UKY PO3BUTKY KapOIOTOKCUYHOCTI (IONOBKEHHS
inTepBany QT, napokcu3MasbHa IUIYHOYKOBA TaxiKaphis TUIY «IipyeT») Ta, K HaACJigoK, OO0
parnToBoi cepiieBoi cMepTi. Crtifg yHUKATH 3aCTOCYBaHHS KOMOiHaIlil JlaHuX JIiKapChbKUX 3aco0iB.

CymicHe 3acmocyB8aHHsA (hAyKOHA304y MA HUNCYe3ad3HAYeHUX AiKapcbKux 3acobie sumdazae
obepedicHOCMi Ma Kopu2y8aHHs 003U.
Bnaue iHwux aikapcbkux 3acobie Ha ¢pyKoHA3041.

OpHoYacHe BXKMBaAHHS 1XKi, MUMETUANHY, aHTalUiB a00 IoAasnblile OMIPOMiHEHHS YChOTO TiNla AJis
mepecagky KiCTKOBOTO MO3KY He Ma€ KJIiHiYHO 3HAYYIIOT0 BIIJIUBY Ha abcopOiIito ¢hiayKoHA301y IPH
10r0 IIepopajibHOMY 3aCTOCYyBaHHI.

PugamniyuH: omHOYaCHe 3aCTOCYBaHHS (PIIYKOHA30JTy Ta pU(aMITiIIuHy IPU3BOAUIIO [0 3HUXKEHHSI
AUC =a 25 % Ta ckOopoudyBaJio Iepion HamiBBUBe#eHHs GiyKoHa3oiy Ha 20 %. Tomy njis marji€eHTis,
SIKi 3aCTOCOBYIOTh pU(aMIIIKH, CIIifl PO3TIAHYTH HOLIIBHICTh MiABUIIEHHS 03U (PIyKOHA30IY.

I'idpoxsnopomia3ud: y mochifxeHHi papMaKOKiHEeTUYHOI B3a€MOIil omHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TiIpOXI0pOTia3uay B 3MOPOBUX NOOPOBOJIBIIB, SIKi OTpUMYyBaiu GIyKoHA30,
IiABHUINYBaJI0O KOHIIEHTPaIliio (pIyKoHa30 Ty B m1a3Mi KpoBi Ha 40 %. Taki mapameTpu B3aeMofIil He
BUMaraloTh 3MiH y peXuMi 103yBaHHS (IYKOHA30ITy [JIS MAIli€HTiB, SKi OQHOYACHO OTPUMYIOTh
CeYOorTiHHi 3aco0mH.

Bnaus ¢paykoHasoay Ha iHwi Aikapcwvki 3acobu.

®nykoHa3051 € TOTyKHUM iHTiOiTopoM i3odepmenTy 2C9 uutoxpomy P450 (CYP) Ta moMipHUM
inribitopom CYP3A4. Takox ¢ykoHa3or € inribitopom CYP2C19. OxpiM criocTepekyBaHUX/
NOKYMEHTAJIbHO MiATBEePAXKEHUX B3a€MOi, 1110 ONKCaHl HUXKYe, IPU OOHOYaCHOMY 3aCTOCYBaHHI 3
(bITyKOHa30JI0M iCHY€E PU3UK IiABUIIEHHSA Y IJIa3Mi KPOBI KOHIIEHTPAIliM iHIIUX CIIONYK, 110
MeTabomnizytoTbecss CYP2C9 Ta CYP3A4. ToMy 3acTocoByBaTH Taki KoMOiHallil mpemaparis cif 3
00epexkHiCTIO; IpX LIbOMY HeoOXiTHO PeTeIbHO CIIOCTepiraT 3a CTAaHOM MallieHTiB. [IpurHiyyBaibHa
mist prykoHa3omny Ha pepMeHTH 36epiraeTbcs npoTsaroMm 4-5 mib micys Horo 3aCTOCYyBaHHS Y 3B’I3KY 3
10r0 TPHBAJIUM MEPiOOOM HalliBBUBEIEHHS.

Ab(heHmawia: Mg 4ac OGHOYACHOTO 3aCTOCYBaHHS anbheHTaHiny y mo3i 20 MKT/KT Ta (pIyKOHA30JTy
y mo3i 400 Mr 3mopoBUM J0OPOBOJIBIIM CIIOCTEpiramocs: gBokpaTHe 30inbimenuss AUC,,, MOXIHBO,
yepe3 inriobysanus CYP3A4. Moxe 6yTu HeoOXigHMM KOPUTYBaHHS 003U albpeHTaHiny.

Amimpunmusin, HopmpunmuJiH: GJIYKOHA30J IIOCUJIIOE Tif0 aMiTPUNTUIIHY Ta HOPTPUNIITUIIIHY.
PekoMeHIy€eThCSI BUMIPIOBAaTH KOHIIEHTpAllil 5-HOPTPUNITUIIIHY Ta/a00 S-aMiTPpUNITHIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Tepariii Ta yepe3 1 THXKHOeHb. Y pa3i HeoOXigHOCTI CIlif BiAKOPUTYBaTH 03y
aMITPUITUIIHY/HOPTPULITUIIIHY .



Am¢pomepuuuH B: ogHOYaCHe 3aCTOCYBaHHS (HIIYKOHA30/1y Ta ampoTepulnHy B iH}pikoBaHUM MUIlam
i3 HOpMa/IbHUM iMYyHITETOM Ta iH(}IKOBaHUM MUIIAM 3i 3HUKEHUM IMyHITETOM IPU3BEJIO OO TaKUX
pe3yIbTaTiB: HeBENTUKUY afUTUBHUYN MIPOTUTpuOKOBUit edeKT mpu cucTeMHin iHdektii C. albicans,
BiICyTHICTh B3a€MO{Iil IpU BHYTPiMIHbOUEPeNHil iHdeKIil Cryptococcus neoformans Ta aHTaroHi3M
IIBOX TIperapaTiB Ipu CUCTeMHil iHdexkil A. fumigatus. KniHiuHe 3Ha4eHHS pe3y/bTaTiB, OTPUMaHUX
y XOA1 IIUX OOCIIiXKEHb, HEBIOME.

AHmMuKoaz2yaaHmMu: SK i Ipu 3aCTOCYBaHHi iHIINX a30/IbHUX IIPOTUTPHOKOBHX 3ac00iB, Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHi (IyKOHa30Jly Ta BappaprHy MOBiJOMIISIIOCS PO BUIMIAAKHA PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOl KPOBOTEUi, MIYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypil Ta MeJIeHU) y
TIOEJHAHHI 3 TIONOBXEHHSM POTPoMOiHOBOTO Yacy. [Ipu ogHOYAaCHOMY 3aCTOCYBaHHI QIIYKOHA30/Iy
Ta BaphapuHy CIocTepiraaocs: JBOKpaTHE MigBUIIEHHS MPOTPOMOiHOBOT0 Yacy, UMOBIPHO, BHACIIIIOK
npurHidveHHs MeTaboniaMy Baphapuny yepe3 CYP2C9. Crig peTenbHO KOHTPOIOBATH
IpOoTpoMOiIHOBHMI YacC y MAalli€HTiB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATyISIHTUA abo
inmaHgioH. Moxe OyTy HeOOXiIHOIO KOPEKIiS 03U aHTUKOATYJITHTY.

BbeH3odiazeniHu kopomkoi 0ii, Hanpuk.aad Mida3oaam, mpuasonam: Tpu3HadeHHs GIyKOHa30Iy
IiCJIsT TIepOPaIbHOI0 3aCTOCYBAHHS Miga3ojamMy MPU3BOAKUIIO 00 3HAYHOTO IMigBUIIIEHHS KOHIIEHTpAIlil
Miga3ojaMy Ta 4O MOCUIEHHS IICUXOMOTOPHUX edekTiB. OfHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30Iy V
no3i 200 Mr Ta mMifgasonaMy y [o3i 7,5 Mr nmepopaibHO pu3Boauso oo nigsuineHHs AUC Ta mepiony
HaliBBUBeMeHHS V 3,7 Ta 2,2 pas3a BiAmoBigHo. 3acTocyBaHHs QrykoHa3omy y mo3i 200 mr/moby Ta
0,25 Mr TpuasojaMy nepopaabHO Npu3BoAuio Ao miasuineHHs AUC Ta nepiofy HalliBBUBEEHHS
Tpuasonamy y 4,4 ta 2,3 pa3sa BignosigHo. [Ipu ogHOYaCHOMY 3aCTOCyBaHHI (QIyKOHa305y Ta
TpHa30JlaMy CIIOCTepiraaocs MOTEHIIiI0BaHHS Ta IIPOJIOHTalis edheKTiB TpHano3aMy.

SKI1I10 MallieHTy, IKWM MPOXOOUTh KyPC JiKyBaHHS (PIIYKOHA30JI0M, CJIil OQHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3emiHaMu, 103y OCTAHHIX CJTiff 3MEHIITUTH Ta BCTAHOBUTH HaJIEXKHUM HATJISA[ 3a
CTAaHOM IIallieHTa.

Kapbama3zeniH: pmyKoHa301 IpuUrHiuye MeTa0os1i3M KapOaMa3eliny Ta CIPUYUHSIE MigBUILIIEHHS
piBHs KapOaMasemniny B cupoBaTiii KpoBi Ha 30 %. IcHye pu3uK PO3BUTKY IIPOSIBIB TOKCUYHOCTI 3 GOKY
kKap6aMaseniny. Moxke OyTy HeoOXiIHUM KOPUTYBaHHS 103U KapbaMaseniny 3a7ekHO Bifl piBHS #0ro
KOHIIEHTPaIllil Ta Oil mpemapary.

baokamopu Kaavuiesux KaHanie: mesKi aHTaroOHICTH Kalbllito (HipemumiH, icpaguiild, aMJIOOUIIIH Ta
denopumnin) MmetabonizyoThes pepmernToM CYP3A4. ®nyKoHa30I1 MOTEHIIMHO MOXKe IiIBUIIyBaTH
CHUCTEMHY eKCIIO3HIIil0 6I0KaTOPiB Ka/lbIlieBUX KaHalliB. PeKOMeHIOBaHUY PETEIbHUN MOHITOPUHT
OO0 PO3BUTKY MOOIYHUX peaKITii.

Ilenekokcub: mpu OMHOYACHOMY 3aCTOCyBaHHi (hykoHa3ony (200 mr Ha go0y) Ta 1enekokcuoy (200
mr) C,.. Ta AUC nenekokcu0Oy migBuiyBanucs Ha 68 % ta 134 % BigmosigHo. [Ipu omHOYaCHOMY
3aCTOCyBaHHI 1leieKoKcuOy Ta QrryKoHa3051y MoxKe OyTH HeOOXigHUM 3MeHIIeHHS 03U IeJIEKOKCHOy
BOBiui.

Huxknaogpocpamio: ogHOYACHE 3aCTOCYBaHHA LUKI0pochaminy Ta GIyKOHA30Ily IPU3BOTUTH 0
nigBUIIeHHS PiBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxHa
3aCTOCOBYBATH OMHOYACHO, 3BaXKal0yy Ha PU3UK IMiJBUIIEHHS KOHIEeHTpalil 6inipy6iny Ta
KpeaTHHIHY B CUPOBATLi KPOBI.

deHmaHi: TOBIOMIISITIOCS PO OOWH JIeTaJbHUM BUIAQOK iHTOKCHKAIlil (eHTaHiIOM YHACTiIOK
MOXKJIMBOI1 B3aeMopil peHTaHiny Ta prykoHasony. yKoHa301 3HAYHO YIOBIIBHIOBAB €JIiMiHalli0
benTaniny. [ligBuiieHHS KOHIIEHTPaLil PeHTaHiTy MOXKe IPU3BECTU [0 IPUTHIYEHHS QUXaHHS, TOMY



CJIi peTebHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe 6yTH HeOOXiIHOI KOPEKIIis no3u heHTaHiny.

IH2ibimopu I'MTI-KoA-pedykma3su: cyMiCHe 3aCTOCyBaHHS (IyKOHa301y Ta iHribiTopiB I'MI-KoA-
penykTasu, 1o MeTtabomnizytorecss CYP3A4 (aTopBacTaTUH Ta CUMBACTaTHH), abo iHribiTopis 'MI -
KoA-penykTa3sy, mo Metabonisyworscss CYP2C9 (dryBacTaTuH), migBuUIllye pu3uK PO3BUTKY MiomaTil
Ta pabgomionisy. ¥ pa3i Heo6xigHOCTI 0OQHOYACHOTO 3aCTOCYBaHHS LIKMX MTpelapaTiB CHIifl peTeabHO
CIIOCTEpiraTu 3a NallieHTOM IIIO0 BUHMKHEHHS CHMIITOMIB Miomartii Ta pabmomiosidy i mpoBoguTH
MOHITOPUHT PiBHA KpeaTUHKIHA3M. Y BUNA[Ky 3HAUYHOTI'O MiIBUILIEHHS PIBHA KpeaTUHKIHA3Y, a TAKOXK
IIpY [iarHOCTYyBaHHI abo migo3pi Ha MiomaTio/pabmomionii3 3acTocyBaHHS iHTiOiTOPiB [MI-KO0A-
PenyKTas3u CIIifi IPUIIUHUTH.

ImyHocynpecopu (Hanpukaad YuK/A0CNOPUH, e8epoaiMyc, CupoaiMycC i makpoaimyc).

HuxaocnopuH: GIyKOHA30J1 3HAYHO MifBuInye KoHleHTpauio Ta AUC nuknocnopuny. [Ipu
OIHOYACHOMY 3aCTOCYyBaHHI (pnykoHa3omy y mo3i 200 Mr/moby Ta HMKIIOCIIOPHUHY y 103i 2,7
Mr/Kr/moby croctepiranocs 30inbuienass AUC nukmocnopuny y 1,8 pa3za. Li mpemapaTu MOXHa
3aCTOCOBYBATH OOHOYACHO 3@ YMOBU 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe’KHO Bifl ©OT0
KOHIIeHTpallil.

Esepoaimyc: prnykoHa301 MOXKe IiABUITYBaTU KOHILIEHTPAIIiI0 eBEPOIIMYCY B CUPOBATII KPOBi Yepe3
npurHidenHs CYP3A4.

Cupoaimyc: GIyKoHa30 IiABUIIYE KOHLIEHTPAIII0 CHPOIIMYCY y IJ1a3Mi KPOBi, UMOBIPHO, IIJITXOM
npurHiyeHHs Metaboniamy cuposimycy depmentom CYP3A4 ta P-rmikonporeinoM. Li mpemnapartu
MOXKHAa 3aCTOCOBYBAaTU OOHOYACHO 3a YMOBU KOPUT'YBaHHS JO3U CHUPOJIIMYCY 3a71€KHO Biff PiBHSA
KOHIIeHTpaIlil Ta e(eKTiB IIpemnapary.

Takpoaimyc: GpIyKoHA30 MOXKe IMiABUILIYBAaTU KOHLIEHTPAI[il0 TAaKPOJIIMyCy B CUPOBATII KPOBi 70 5
pasiB Ipu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NPUTrHiueHHS MeTab0/1i3My TaKpoIiMycy
dbepmenTom CYP3A4 y kuineyHuKy. [Ipy BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIIOCTepiranocs 3HaYyHUX 3MiH (papMaKOKiHeTHUKH. [TiBUIEHI PiBHI TAKPOIIMYCY acOILi0I0TLECS 3
He(pPOTOKCUYHICTIO. [103y TaKPOJIiMyCy AJISl IEPOPAIbHOT0 3aCTOCYBaHHS CIIiJ 3HUKYBATH 3aJIe’KHO
Bif 10TO KOHIIEHTPALIii.

Jlozapman: pryKoHa30/1 IPUTHiYye MeTabo0J1i3M J103apTaHy [0 #oro aktuBHOro MeTtabomity (E-31
74), 110 06yMOBITIO€E OinbIly YaCTUHY aHTArOHI3MY 10 PellenTopiB aHrioTeH3uny Il mig gac
3aCTOCYBaHHA JIo3apTaHy. PekoMeHqoBaHMY TOCTIMHUY MOHITOPUHT apTepiaabHOI0 TUCKY Y
Malli€HTiB.

MemadoH: GpnyKoHa30J1 MOXKe MiIBUIyBaTH KOHIIEHTPALIil0 MeTafloHy V¥ CHPOBaTIIi KpoBi. [Tpu
OOHOYACHOMY 3aCTOCYBaHHI MeTafoHY Ta GryKoHa30y Moxe OyTH HEOOXiIHUM KOPUTYBAHHS 03U
METaJoHYy.

HecmepoidHi npomu3anaabHi npenapamu: Ipu 0GHOYACHOMY 3aCTOCYyBaHHi 3 ¢piaykoHa3zonoMm C,.. Ta
AUC ¢nypbinpodeny nigpuiysanucs Ha 23 % Ta 81 % BigmoBifmHO MOPiBHSAHO 3 BiATIOBigHUMHU
IIOKa3HUKaMH NIPU 3aCTOCYBaHHI TinbKu (ypOinpodery. AHaNIOTiYHO IPU OGHOYACHOMY
3aCcTOCyBaHHi (yKoHa305y 3 paueMiyauM ibympodenom (400 mr) C,,, Ta AUC papmakonoriguo
aKTHBHOTO i3oMepy S-( )-ibynpodeny migBuiiryBanucs Ha 15 % Ta 82 % BiAmoBigHO MOPIBHSHO 3
BiTIOBigHMMMU MTOKa3HWKAMU IIPU 3aCTOCYBaHHI TiJIbKM palleMidHoro i0ymnpodeHy.

®IyKOHA30JI MOTEHIIINHO 3MaTHUM MigBUIIYBaTH CUCTEMHY eKcrno3uiito inmmux HII3TI, mo
MeTabomizyoTbcss CYP2C9 (HampuKian HallpOKCEHY, IOPHOKCHKaMy, MeJIOKCUKaMy, DUKIoheHaKy).



PekxoMeHOy€eTLCS MePiOOUYHUN 3MiNCHIOBATH MOHITOPUHT MOOIYHUX peaklli Ta TOKCUYHUX ITPOSIBIB,
noB’s3anux i3 HIT3I1. Moxe 6yTu moTpibHe KopuryBauus mo3u HIT3TI.

®eHimoiH: HIyKOHA30/I IPUTHIUye MeTaboi3M (eHiToiHy B nedinii. OqHo4acHe GaraTopa3oBe
3actocyBaHHS 200 MTr riykoHa30my Ta 250 Mr (GeHITOIHY BHYTPIIIHLOBEHHO IPU3BOAUTE 0
nigunieHHs AUC,, denitoiny Ha 75 % Ta C,;, Ha 128 %. [Ipu ogHOYACHOMY 3aCTOCYBaHHI IIUX
JIiKapChKUX 3aco0iB CIIifl IPOBOOUTH MOHITOPUHT KOHIIEHTpalii GeHiTOIHY Yy CHpOBaTLli KPOBi A
YHUKHEHHS PO3BUTKY TOKCHYHOI il HeHiTOoIHY.

ITpeOHi30H: TIOBiOOMIISIIIOCS TIPO BUMAMOK, KOIY Y MallieHTa ITic/s TpaHCIJIaHTallil MeviHKy Ha T
3aCTOCYBaHHS IIPeHi30HY PO3BUHYIACS TOCTPa HEHOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BMHUKIIA MiC/IS MPUIKMHEHHS TPUMICIYHOTr0 Kypcy Tepatil hpaykKoHa30m10M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, UMOBIPHO, CIPUUYMHUIIO TOCUNIeHHS akKTUBHOCTI CYP3A4, 1m0 npu3sseno
[0 IpUCKOpeHHs MeTabomi3My npegHi3ony. Ciifl peTenbHO CTEXUTH 3a NallieHTaMH, SIKi IPOTIToM
TPUBAJIOTO Yacy OIHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta MPefHi30H, 3 METOI0 IoNepenKeHHs
PO3BUTKY HEIOCTATHOCTI KOPY HaJHUPKOBUX 3a/103 IIiC/IsI IPUIIMHEHHS 3aCTOCYBaHHS (DIIYKOHA307Y.

PugabymuH: GrykoHa301 MiABUIIYE KOHIIEHTPaIii0 prudabyTUHY B CUPOBATII KPOBi, II0 IIPU3BOAUTD
no 36inpuenHss AUC pudabytuny mo 80 %. [Tpu omHOYaCHOMY 3aCTOCYBaHHi (IyKOHA301y Ta
pudabyTuHy MOBIMOMIISIIOCS IIPO BUIIAAKK PO3BUTKY yBeiTy. IIpu 3acTocyBaHHI Takoi KoMOiHaIIil
JiKapchbKuX 3aco0iB cifg 6paTé IO yBaru CUMIITOMHU TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip: dnykonason migsuriye AUC ta C,,,, cakBiHaBipy nmpubau3uo Ha 50 % Ta 55 % BifgmoBigHO
yepe3 NIpUTrHideHHS MeTabo0i3My cakBiHaBipy y neuinni ¢pepmerntom CYP3A4 Ta yepes iHriOyBaHHSA
P-rnikonmporeiny. B3aemogil Mixk (IyKoHa30/I0M Ta CaKBiHaBipoM/ pUTOHABIpOM He OOCIiAKyBaUCs,
TOMY BOHU MOXKYTh OyTH OinbIll BUpaxkeHuMu. Moxke 6yTu HeoOXigHUM KOPUTYBaHHS 03U
CakBiHaBIpY.

IToxiOHi cynbhoHINCeH08UHU: TIPA OOGHOYACHOMY 3aCTOCYBaHHi (TyKOHA30JI IPOJIOHTYE TIEPiofN
HalliBBUBEJIeHHS TTePOPabHUX MOXIMHUX CYIbGOHIIICEYOBUHY (XJIOpIponaMiny, rnibeHKIaminy,
riimizumy Ta TonbyTaMify) Ipu iX 3aCTOCYBaHHI 3MOPOBUM HOOPOBOJBLSM. PeKOMEHIYETHCS
IIPOBOJUTY YaCTUU KOHTPOJIB I[yPKY B KPOBI Ta BiANOBITHUM YHHOM 3HUKYBaTHU OO3Y MOXiGHUX
CynbGhOHINICEeYOBUHY ITPU OOHOYACHOMY 3aCTOCYBaHHi i3 HITyKOHA30/I0M.

Teoginin: 3acTocyBaHHS (PryKoHa30ay o 200 Mr npoTtsarom 14 [HIB IPU3BEJIO N0 3HUKEHHS
CepenHbOro KiipeHcy Teodininy y mma3Mi KpoBi Ha 18 %. 3a malieHTamMu, sKi 3aCTOCOBYIOTh Teodinin
y BUCOKUX [03ax abo sIKi MaloTh MigBUILEHUH PU3UK PO3BUTKY TOKCUYHUX MPOSIBIB TeodiniHy 3 iHIIMX
IPUAYMH, CJIifi BCTAHOBUTH HATJISM OO0 BUSBJIEHHS O3HAK PO3BUTKY TOKCUYHOI Ail TEOQimiHy.
Tepamito ciig 3MIHUTH IIPU MOSBI 03HAaK TOKCUYHOCTI.

Askanoiou 6apeiHky: GprnykoHa3oJ, iMoBipHO, yepe3 iHridyBanus CYP3A4 MoxKe MifBUITYBaTH
KOHIIeHTPaAIlil0 ajKasoifiB 0apBiHKY y Ma3Mi KpoBi (HampuKiag BIHKPUCTUHY Ta BiHOIACTHHY), 10
IIPU3BOOUTH 10 PO3BUTKY HEUPOTOKCHUYHUX €(EKTIB.

Bimamin A: IOBiIOMIISITIOCS, IO y TALliEHTa, IKAU OQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHCJOTY (KuciaoTHa ¢hopmMa BiTamiHy A) Ta GIyKoHa301, criocTepiranucs nodiuni peakirii 3 6oky LIHC
y dopMmi ICeBOOTYMOPY TOJIOBHOTO MO3KY, 1[0 3HUK ITicIs BimMiHu ¢yKoHa3ony. Lli mikapchki 3acobu
MO2KHa 3aCTOCOBYBaTH OMHOYACHO, ajle CJIiJ IaM’aTaT! IIP0 PU3UK BUHUKHEHHS MOOIYHUX peakiiil 3
6oky LTHC.

BopukoHa3so (iHeibimop CYP2C9 ma CYP3A4): ogpHOYaCHe 3aCTOCYyBaHHS BOPUKOHA30JTy ITepopaIbHO
(mo 400 mr xoxHi 12 rogus npotsarom 1 gus, motiM mo 200 Mr KoxHi 12 rogus npotsarom 2,5 oHS) Ta



dbrykoHa3oimy mepopanbHo (400 Mr y nepiuunii feHs, moTiM 1mo 200 M KoXHi 24 TOOUHYU IPOTITOoM 4
OHiB) 8 3MOPOBUM HOOPOBOJIBLISIM YOJIOBIYOI CTATi MPU3BesIo Ao migBuinenHs C,,, Ta AUC,
BOPUKOHA3011y B cepemaboMy 00 57 % (90 % HI: 20 %, 107 %) ta 79 % (90 % [OI: 40 %, 128 %)
BigmoBigHO. HeBimoMo, 4y IpU3BOAUTh 3HUXKEHHS 003U Ta/ab0 4aCTOTH 3aCTOCYBaHHS BOPUKOHA30Y
abo ¢rykoHa301y 00 yCYHEeHHS TaKoro edekTy. IIpu 3aCcTOCyBaHHI BOPUKOHA3O0IIY IiCIs
(bIYKOHA30I1y CIIifl MPOBOOUTHU CIIOCTEPEeXEeHHS 1010 PO3BUTKY MoOiuHMX e(eKTiB, acoIiiioBaHuX i3
BOPUKOHA30JI0M.

3udosyouH: pnykona3zon nigsuiye C, .. Ta AUC 3umoBynuny Ha 84 % Tta 74 % BigmoBigHO, 1110
3YMOBJIEHO 3HUKEHHSM KITipeHCYy 3U0BYOUHY NpUOIN3HO0 Ha 45 % IIpHu HOT0 IepopaabHOMY
3actocyBaHHi. [Iepion HamiBBUBeNeHHS 3UAOBYAUHY OYB TaK0XK ITONOBXEHUYU MpuOn3Ho Ha 128 %
micis 3acTocyBaHHS KoMOiHallii hyKoHa30/1y Ta 3UOBYOUHY. 3a MallieHTaMu, 5IKi 3aCTOCOBYIOTh
TakKy KomOiHalliio TiKkapchKux 3aco0iB, CIIifl cIiocTepiraTy om0 PO3BUTKY MOOIYHUX peakKIlii,
II0B’sI3aHUX 13 3UNOBYIUHOM. MOXHa PO3IJIAHYTU OOLIIbHICTh 3HUXKEHHS 103U 3ULOBYAUHY.

A3umpoMilyuH: JXOOHUX 3HAUYLIUX papMaKOKIHETUUHUX B3aEMOJiX MiXK (PIIyKOHa30I0M Ta
a3UTPOMIIIMHOM BUSBJIEHO He OyJI0.

ITepopasvHi KOHMpayenmueu: IPU 3aCTOCYBaHHI (IyKoHa30iy y fo3i 50 Mr BIIMBY Ha PiBEHb
TOPMOHIB He CIIOCTepiranocs, TOfi IK IIpU 3aCcToCcyBaHHi (ykoHa3omy y go3i 200 mMr Ha moby AUC
eTHUHinecTtpagiony 36inbiyBanocs Ha 40 % Ta neBoHOprecTpeny - Ha 24 %. Lle cBiTYuTh PO Te, II0
OaraTopa30Be 3aCTOCYBaHHS (DIIyKOHA30/y y 3a3HaUYEHUX 003aX HaBPS UM MOXKe BIJINBATH Ha
e(heKTUBHICTE KOMOIHOBAHOTO ITePOPaIbHOI0 KOHTPALENITHUBY.

Isaka¢pmop: cynyTHE 3aCTOCYBaHHS 3 iBaKa)TOPOM, MigCUIIOBAYEM MYKOBICIIMIO3HOTO
TpaHCMeMOPaHHOT0 PerysgTopa MPOBigHOCTI, MiBUIIYE €KCIIO3UIIiI0 iBakadTOpy B 3 pa3y, a
rigpokcumeTtuniBakadTopy (M1) - 1,9 pasa. [I51s mallieHTiB, AKi 0OHOYACHO 3aCTOCOBYIOThH ITOMipHi
inribitopu CYP3A, Taki 9K QpIyKoHa30Jl i epUTPOMIIINH, PEKOMEHAYEThCS 3HUKEHHS NO3U
iBakadTopy mo 150 Mr oguH pa3 Ha [o0y.

Oco6 1ueocmi 3acmocye8aHHs1.

Kanoudo3s. JocmimXeHHs MoKa3any 30inbIneHHs nomuperocTi indekirit sumis Candida, Kpim

C. albicans. Bonu 4acTo CTiiKi 3a CBO€IO IMpuponoo (Hanpukiapm, C. krusei ta C. auris) abo
BUSBJIAIOTH 3HNUKEHY CIIPUUHATIUBICTE A0 QiyKoHa3ony (C. glabrata). Taki iH(peKIil MOXKYTb
noTpeOyBaTy anbTEPHATUBHOI MPOTUTPUOKOBOI Tepalrii JOHaTKOBO Iiciisg Hee(peKTUBHOCTI
norepegHboi Teparii. ToMy peKOMeHIy€eThCst OpaTy 40 YBaru MOIUPEHICTh PE3UCTEHTHOCTI Pi3HUX
BufiB Candida mo ¢hIyKoHa301y.

Llepmamodpimia. BiimoBigHO A0 pe3yNbTaTiB AOCTIAKEeHHS (PIIyKOHA30/Iy g JiKyBaHHS OepMaTodiTil
y Oitel, QIyKOHa30/1 He MepeBulye rpu3eodyibBiH 3a e(PeKTHUBHICTIO i 3arajJbHUM TOKAa3HUK
edexTuBHOCTI cTaHOBUTH MeHIle 20 %. ToMmy GbIyKOHA301 He CIIifl 3aCTOCOBYBATH 1S JIIKyBaHHS
nepMaTodiTii.

Kpunmokoko3. [Joka3iB epeKTUBHOCTI GIyKOHA301y A1 JIIKyBaHHS KPUIITOKOKO3Y iHIINX
JI0Kai3alii (HaupuKiaf JiereHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTaTHbO, TOMY
PEeKOMeHalii 00 JO030BOI0 PEXUMY [ JIIKyBaHHS TaKUX 3aXBOPIOBAHb HEMAE.

I'nuboki eHOemiuHi miko3u. [loka3iB edeKTUBHOCTI (DITyKOHA301y AN JTiKyBaHHS iHIIUX Hopm
eHIeMiYHUX MiKO3iB, TaKUX K TapaKOKIMAi0IA0OMIKO03, TiCTOIIa3M03 Ta MKipHO-TiMbaTuIHNN



CIIOPOTPHX03, HEOOCTATHLO, TOMY PEKOMEH/AIIi# 11010 M030BOI'0 PeKUMY [IJIs JTIKyBaHHS TaKUX
3aXBOPIOBaHb HEMaAE.

Hupxkoea cucmema. IanieHTam i3 mopyureHHIM QYHKIIIM HUPOK IIpernaparT CIliJ 3aCTOCOBYBAaTH 3
obepexHicTiO (muB. po3min «Croci6 3aCTOCYBAHHS Ta IO3U»).

Hedocmamuicmb HaOHUpkKosux 3as103. KeTOKOHa301, SIK BilOMO, CIIPUYMHSIE HEAOCTATHICTD
HaJHUPKOBUX 3aJ103, i Ile TAKOXK MOXKe CTOCYBaTUCS (IYKOHA30Jy, X04a CIIOCTEPITaETHCS PigKO.
HepocTtaTHiCTh HAOHUPKOBUX 3aJ103, 1110 [IOB’'I3aHa 3 OMHOYACHUM JIIKyBaHHSM, ONMCaHa B PO3Misi
«BmmuB GryKoHa30:1y Ha iHIIi TiKapchKi 3aco0u».

I'enamobiaiapHa cucmema. IlarieHTaMm i3 mopyureHHAM QYHKIIM IeYiHKY mIpemapar CIiif
3aCTOCOBYBaTH 3 00epexkHiCTI0. 3aCTOCyBaHHS (HITYKOHA30JIy acoIliloBasocs 3 BAHUKHEHHSIM
PiAKiCHUX BUMAMKIB PO3BUTKY TSAXKKOI r€lIaTOTOKCUYHOCTI, BKJIIOUAIOYH JeTalbHi BUTIAgKH, TOJIOBHUM
YUHOM Y TAlli€HTIB i3 TIXKKAUMUA OCHOBHUMHU 3aXBOPIOBAHHAMU. Y pPa3i, KOJIU PO3BUTOK
remnaToTOKCUYHOCTI acollifoBaBCs i3 3acTocyBaHHSAM (IIyKOHa30:y, He OyI0 Bif3HA4Y€eHO i IBHOI
3aJIeKHOCTI Bif 3aranbHoi f060BOI f03U IIpenapary, TPUBaoCTi Tepamil, cTaTi abo BiKy marltieHTa.
3a3BUYaill TenaToTOKCUYHICTD, cCipuyrHeHa (pIyKoHa3010M, 060POTHA, a il TPOosiBY 3HUKAIOTH MiCIIs
IPUNIMHEHHS Teparrii.

3a malfieHTaMH, y SKUX IIPU 3aCTOCYBaHHi (PJIyKOHA30J1y CIIOCTEPIral0ThCS BigXUIEHHS pe3ybTaTiB
GyHKILIOHATBHUX P00 MEeYiHKY, CMTifl BCTAHOBUTY PETENIbHUM HaTJIA[ 040 PO3BUTKY OiNIbII TAKKOTO
ypaXKeHHS IIeYiHKHU.

[TamieHnTiB cig npoiHpOpMyBaTH PO CUMIITOMH, 1[0 MOXKYTh CBifYUTH IIPO CEPUO3HUM BIIJIUB Ha
IeviHKy (BUpaXkeHa acTeHis, aHOPeKCis, OCTiiHa HyfoTa, 6/1I0BaHHS Ta JKOBTSHHUILIA). Y TaKOMYy pasi
3aCTOCyBaHHS (DITYyKOHA30JIY CJIii HEraHO IPUIIMHUTY Ta IPOKOHCY/IbTYBATUCS 3 JIIKApeM.

Cepueso-cyOuHHa cucmema. [lesiki a30/1H, y TOMy YUCTIi 1 (JIyKOHA30J1, aCOLiI0I0ThCS i3
nopoBxkeHHAM iHTepBany QT Ha enekTpokappiorpami. IToBigoMisiiocs Ipo OyKe PiAKiCHI BUTagKu
nomoBxkeHHd iHTepBany QT Ta mapoKcH3MasbHOI IUTYHOYKOBOI TaxXiKappil TUIY «IipyeT» MpH
3aCTOCyBaHHI (yKoHa305y. Taki MOBiqOMIEHHS CTOCYBAJIACS MALIEHTIB i3 TIXKKUMU
3aXBOPIOBaHHSIMU IIpU NOeOHAHHI 6araThox (HakTopiB PU3UKY, TaKUX IK CTPYKTYPHi 3aXBOPIOBaHHS
ceplis, IOpyIIeHHs eJeKTPOJIiTHOro 00MiHy Ta OfHOYACHe 3aCTOCYyBaHHS iHINNX JiKapChKUX 3ac00iB,
110 BIIJIMBalOTh Ha iHTepBan QT.

®nykoHa30: cif 3 00epeXHICTIO 3aCTOCOBYBATH TAIliEHTaM i3 pU3UKOM PO3BUTKY apUTMIiid.
OmHovacHe 3aCTOCYBaHHS Pa30oM i3 liKapChKUMM 3aco0aMu, 10 MTPOJIOHTYI0Th iHTepBan QTc ta
MeTaboi3yoTecs 3a gonomoro hepmenTy CYP3A4 uutoxpomy P450, mpoTumokasaHe.
I'anopanmpuH. TanodanTtpun € cydctpatom pepmenty CYP3A4 i mpornonrye intepsan QTc npu
3aCTOCyBaHHI y PEKOMEH[I0BaHUX TepaleBTUYHUX fo3ax. OgHOYacHe 3aCTOCYyBaHHS rajioGaHTPUHY Ta
(bITyKOHa30/ly He PEKOMEHYETHCH.

Lepmamonoeiuni peakuii. ITig 9yac 3acTocyBaHHs (IyYKOHA30Jy PigKO MOBiMOMIISIOCS IIPO PO3BUTOK
TaKUX €KC(QOoJiaTUBHUX LIKIPHUX peakliid, K cuaapoM CTiBeHca — [[2KOHCOHA Ta TOKCUYHUMI
enigepMmanbHul Hekponis. [TamienTtu 31 CHIIoM Ginbll CXUIBHI 40 PO3BUTKY TAKKHUX ITKipHUX
peaxiiif mpu 3aCcTOCyBaHHi 6araThoX JTiKapchKuX 3aco6iB. JKIIO y MallieHTa i3 TOBePXHEBOIO
rpubKOoBOIO0 iH(DeKIi€t0 3’ IBNIII0TLCS BUCUIIAHHS, SIKi MOXKHA ITOB’SI3aTH i3 3aCTOCYBaHHSAM
(bTyKOHa3011y, oAasblle 3aCTOCYBaHHS IIpenaparTy CIif IPUIXHUTHU. fKIIO0 y MallieHTa 3
iHBa3MBHOI/CUCTEMHOIO I'PUOKOBOI0 iH(EKIII€I0 3’ IBISIOTHCS BUCUIIM Ha IKipi, 3a #Or0 CTAHOM
IOTPiOHO peTeJIbHO CIOCTEPIraTy, a y pa3i po3BUTKY OyJIbO3HUX BUCUIIIB a00 MyIbTU(POPMHOI
epUTeMU 3aCTOCYyBaHHS (DIIYKOHA30JIY CJIifi NPUNUHUTHU. [T0BiTOMIANIOCS PO MeIUKaMEHTO3HY



peaxtrito 3 eo3uHodinieio Ta cucteMauMu cuMntoMaMu (DRESS-cunmpom).
I'inepuymausgicmby. Y pigKiCHUX BUNIaAKax IOBIIOMIISIOCS IPO PO3BUTOK aHAa(iNaKTUYHUX peakKlii.

ITumoxpom P450. ®nykoHa30 € IOTyKHUM iHTibiTopoM dhepmenTy CYP2C9 Ta moMipHUM
inribitopom pepmenTy CYP3A4. Takox dhmykoHas3on € iHriditopom ¢pepmenty CYP2C19. Cnin
CIIOCTEpIraTH 3a CTAHOM IAIli€HTIB, SKi OIHOYACHO 3aCTOCOBYIOTH (PIIYKOHA30JI Ta IpernapaTH 3
BY3bKHMM TePaNeBTUYHUM BiKHOM, 1110 MeTabomi3yioThes 3a yuacTio CYP2C9, CYP2C19 ta CYP3A4.

Tepgperadun. Crig peTeIbHO CIIOCTEPIraTH 3a CTAHOM IalliEHTa ITPY OJHOYACHOMY 3aCTOCYBaHHi
TepbeHanuHy Ta GryKoHa30iy y go3i meHmte 400 Mr Ha [00y.

IlonomiocHi pevoguHu. ITpenapat MiCTUTh MakTo3y. [lallieHTaM 3 PiAKiICHUMU CIafgKOBUMU
3aXBOPIOBaAHHSIMM, TAKMMU SIK HEIIEPEHOCUMICTh TajlaKTO3U, HeOCTaTHICTh jTaKTa3u Jlamma Ta
MaJibabcopOilis TII0K03U-TajlakTo3H, He CJIifl 3aCTOCOBYBATH 1Ie¥ Ipermapar.

3acmocyeanns y nepiod eazimHocmi abo 200yeanHs 2pydoio.
BaritHiCTb.

[aHi KiTbKOX THCSAY KiHOK, IKi OTpEMyBalu CyKymnHy 0o3y < 150 mr ¢nykoHasomny y I Tpumectpi
BariTHOCTI, He CBimYaTh PO 30i/bIIEHHS 3aTajbHOTO PU3NKY BUHUKHEHHS Bafl PO3BUTKY V Iyioda. B
OJHOMY BeTMKOMY 06cepBalliiHOMY KOTOPTHOMY AOCTiAKeHH]i epopaibHe 3aCTOCYBaHHS
(bykoHa301y y I TpuMecTpi BariTHOCTI aCoLif0BaI0Cs 3 HeSKUM IMiJBUILIEHHIM PU3UKY PO3BUTKY Y
IIJI0fIa ITOPYIIEeHb 3 O0KY OMMOPHO-PYX0BOI'0 allaparty, Io BifnoBigae mpubau3Ho 1 fogaTKOBOMY
Bunagky Ha 1000 XiHOK, fKi OTpUMyBajU CYKYIIHY TepalneBTU4Hy 003y <450 Mr, OpiBHAHO 3
JXKiHKaMu, SKi OTPUMYBaIH MicleBi a3oiu, i mpubnusHo 4 momaTkoBuM BunagkaM Ha 1000 XiHOK, sKi
OTPUMYBaJIl KYMYyISITUBHI 703U moHaf 450 mr. BigHocHui pusuk ctaHoBuB 1,29 (95 % moBipuuii
intepsan ([I) Big 1,05 mo 1,58) npu nepopanpHOMY npuiiomi ¢paykoHa3oiy B go3i 150 mr ta 1,98 (95
% II Big 1,23 go 3,17) npu mo3ax moHapm 450 mr.

[ToBimomusiyiocs IPO YKCIIEHHI BPOAKEeHi maTosoril y HOBOHapoOKeHuX (BKJtodaiouu Opaxinedartiio,
[UCIIIa3iio ByIIHOI paKOBUHU, HaAMipHe 30i/IbIIIeHHS TepefHbOr0 TiM'sTYKa, BUKPUBIIEHHS CTETHA,
IJIeY0IIPOMEHEBHH CHHOCTO3), MaTepi IKUX MpHUiMaIu BUCOKi no3u ¢ykorazomy (400-800 mr/moby)
IIPOTSITOM IIPUHAWMHI TPhoX ab0 OifbIlle MicSIiB s JTiKyBaHHS KOKITUAi0im03y. 3B’I30K Mixk
3aCTOCYBaHHSM (IYKOHA30Jly Ta IMMU BUNIaJKaMHi He BU3HAYEHUU.

HocrnigXeHHs Ha TBapUHAX IPOOEMOHCTPYBAJIA PEIIPONYKTUBHY TOKCUYHICTE.

He cnig 3acTocoByBaTH 3BMYaiiHi 103U (IyKOHA30Jly Ta KOPOTKOTPUBAI KyPCH JTiKyBaHHS
(bIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSTKOM HarasbHOI IIOTPeOH.

He cnmip 3acTocoByBaTH BUCOKI 1031 (hiryKOHa301y Ta/abo TpuBasi KypcH JIiKyBaHHS (IYKOHA30JIOM Y
mepion BariTHOCTI, 3a BUHSTKOM JIiIKyBaHHS iH(EKIii, 110 TOTEHIIMHO 3aTPOXKYIOTh XKUTTIO.

pruHe BUTOOOBYBAHHA.

®nyKOHA3071 BUABISETHCA B TPYIHOMY MOJIOLI B KOHIIEHTPAligX, OIU3bKUX [0 MJIa3MOBUX, TOMY HOTO
IpU3HaUYeHHd XiHKaM y IIepiof akTallil He peKOMeHOyeThCs. ['pymHe BUTOOOBYBaHHS MOXKIIUBE
IiCJI OMHOPA30BOI'0 3aCTOCYBAHHS CTAHAAPTHOI 03U ¢dykoHa3ony 200 Mr abo MenIoi. ['pyaHe
BUTOIOBYBaHHSI He PEKOMEHYETHCS IIpu 6araTopa3oBoMy 3aCTOCyBaHHI ab0 3aCTOCyBaHHI BUCOKUX



103 (hIIyKOHA30IIy.

OepTUNLHICTS.

HocmimKeHHS Ha TBApXHAX YOJIOBiYOI Ta XKiHOYOI CTaTi HE MPOAEMOHCTPYBaIM BIUIUBY (PITyKOHA30IY
Ha PepTUILHICTS.

30amuicmb enaueamu Ha weudkKicmov peakuii npu KkepyeaHHi asmompaHcnopmom adoo
iHwumMu mexaHizmamu.

HocnimxeHb BINUBY GIIYKOHA30Jy Ha 30AaTHICTh KePYBaTH aBTOTPAHCIIOPTOM abo ITpallioBaTH 3
IHIMMMY MeXaHi3MaM# He TPOBOIUIIN.

[TamieHTiB cnig mpoiHGOpMyBaTH PO MOXKJIMBICTE PO3BUTKY 3allaMOpPOYeHHs abo CymoM i yac
3aCTOCOBYBaHHS (PriyKoHa30my. [Ipu pO3BUTKY TaKUX CUMIITOMIB HE PEKOMEHOYETLCS KEPyBaTh
aBTOTPAHCIOPTOM a0o MpallloBaTH 3 iHIIMMU MeXaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.

o6oBa mo3a (hIyKOHA30Iy 3a/IeXKUTh Bifl BUAY Ta TSIXKKOCTI rpubKoBoi iHdexkii. [ 6inbiocTi
BUTIAJKIB BariHAIbHOTO KaHAHUI03Yy JOCTATHLO PA30BOT0 3aCTOCYBaHHS Ipemnapaty. [Ipu HeoOxigHOCTI
0araTopa30BOr0 3aCTOCYBaHHS IIpelapaTy JiKyBaHHS iH(EKIIiN CIil MpomoBXKYBaTH 10 3HUKHEHHS
KJTiHiYHUX Ta 1Tab0paTOPHUX ITPOSBIiB aKTUBHOCTI rpubKoBOi iHdekii. HemocTaTHS TpHUBaIiCTh
JIIKyBaHHSI MO2Ke€ ITPU3BECTHU [0 BifHOBIEHHS aKTUBHOTO iH(EKIINHOTO IIPOLECy.

[TpemapaT 3aCTOCOBYIOTh IepopasibHo. Crioci6 3acTOCyBaHHS MpemnapaTy 3ajeXkuTh Bif KITiHIYHOTO
CTaHy nauieHTa. Kancymnu cnig KoBraTy LinuMu. [IpuitoM npenapaTy He 3aJeXHUTh Bifl IPUIOMY 1Xi.

Hopocai.

Kpunmokoxkos.

— JIikyBaHHSI KPUIITOKOKOBOI'O MEHIHTITYy: HaBaHTaXKyBaJlbHa [03a CTaHOBUTH 400 MI y nepIiuy geHb.
[TinTpumytoua mo3a - 200-400 mr/mo0y. TpuBamicTh JiKyBaHHS 3a3BU4all CTAHOBUTH IIOHAWMEHIIIE
6-8 TuxHiB. [Ipu iHQeEKIiAX, 10 3aTPOKYIOTh KUTTIO, 1000BY 103y MOXKHa 301t 10 800 MT.

— IligTpuMyoy4a Teparis [ nonepenKeHHsI pelUIUuBy KPUIITOKOKOBOI'O MEHIHTITY y IIallleHTiB 3
BHCOKUM PU3UKOM HMOT0 PO3BUTKY: PEKOMEHI0BaHa [03a IIpenapaTy cTaHOBUTh 200 Mr/moby
IIPOTATOM HEOOMEKEHOT0 Yacy.

Kokuyuodioidos. PekomeHnpmoBaHa fo3a ctaHOBUTE 200-400 Mr/go0y. TpuBamicTh MiKyBaHHS CTaHOBUTH
11-24 wmicsri uu goBIIe 3a7eKHO Bif cTaHy mallieHTa. [I7151 MiKyBaHHS Aeskux GopM iHbekii, a
0Cco0NUBO IS JTIKyBaHHS MEHIHTITY, MOXKe OyTH HOIIFHIUM 3aCTOCYBaHHS HO3U 800 mr/mo0y.

IneasusHi kaHOudo3u. HaBaHTaxyBaibHa 003a cTaHOBUTH 800 Mr y nepiuii geHs. [linTpuMyoda
no3a - 400 mMr/mo6y. 3a3Buyall peKOMeHI0BaHa TPUBATICTh JIiIKyBaHHS KaHAUOEMil CTaHOBUTH 2
THAXKHI TICJIA NeplInX HeraTUBHUX Pe3yJIbTaTiB KyJIbTyPU KPOBi Ta 3HUKHEHHS O3HaK 1 CUMIITOMIB
KaHaumeMil.

Kanouodos causosux 060/10HOK.



— KaHauno3 poTOrIOTKY: HaBaHTaxyBalbHa q03a cTaHOBUTH 200-400 MT y mepiuiuil OeHb,
nigTpuMytoda mo3a - 100-200 mr/no0y. TpuBamicTh NiKyBaHHS CTaHOBUTH 7-21 meHb (OO JOCATHEHHS
peMicii), ame Mozxke OyTu 306inmbIneHa A7 HALi€HTIB i3 TIXKKUM iMyHOOeQiITuTOM.

— KaHauno3 cTpaBoxoay: HaBaHTaxXyBalbHa A03a CTaHOBUTHL 200-400 Mr y mepliuuii feHb,
nigTpuMytoda mo3a - 100-200 mr/mo0y. TpuBamicTs NTiKyBaHHS CTaHOBUTH 14-30 OHIB (0 MOCATHEHHS
peMicii), arme mMozxke O6yTu 306inblleHa A4 HalLi€HTIB i3 TIXKKUM iMyHOOEeQiITUTOM.

— Kanpunypisi: pekomeHgoBaHa fo3a cTaHoBUTh 200-400 Mr/mo0y mpotsirom 7-21 pHiB. s
TALEHTIB i3 TAXKKUM iMyHOmeIIIMTOM TPUBAJIICTD JIIKYBaHHS MOXKHA 30i/IbUIUTH.

— XponiuHuit aTpodiuHui KaHAUI03: PEKOMEHI0BaHa J03a CTAHOBUTh 50 MI/mo0y mpoTsrom 14
IOHiB.

— XpOoHIYHKM KaHOUO03 IMKiPH Ta CIU30BUX 000JIOHOK: PEKOMEHIOBaHa 03a CTaHOBUTH
50-100 Mr/go0Oy. TpuBamicTh NMiKyBaHHS CTaHOBUTH 10 28 OHIB, ane Moxke OyTu 30inblIeHa
3aJIeKHO Bifl TAKKOCTI Ta BUAY iHeKIil abo 3HUKEeHHS iIMyHITETY.

ITonepedceHHs peuudusy KaHOudo3y cau3osux 06040HOK y nauieHmia 3 BIJI, siki maromb sucokuli
PU3UK U020 PO3BUMKY).

- Kauaumo3 poTornoTKy, KaHAKU03 CTPaBOXOAY: PEKOMEHI0BaHa 103a CTAHOBUTH
100-200 mr/moby a6o 200 Mr 3 pa3u Ha TUXKAEHb. TpPUBAIICTh TiKyBaHHS € HEOOMEXKEHOIO I
MAI€HTIB i3 IPUTHIYEHUM IMyHITETOM.

ITpogpinakmuka kaHOuOO3HUX iHpeKUil y nauieHmis i3 mpueasow HelimponeHiel. PeKoMeHOBaHa
no3a ctaHoBUTh 200-400 mr. JIikyBaHHS CIIiff pO3MOYMHATH 3a KijibKa OHIB 40 0YiKyBAHOI'0 PO3BUTKY
HEUTPOIIEHil Ta TPOJOBKYBATH IPOTATOM 7 OHIB MiC/IS MigBUINEHHS KiTbKOCTI HEUTPOOIIIB IOHAN
1000/mm°.

TI'enimasvHi KaHOUOO3U.

- FocTpuit BariHambHUM KaHOWI03, KAHAUI03HKM OalaHiT: peKOMEHI0BaHa /103a CTaHOBUTD 150
MT pa30Bo.

- JlikyBaHHS Ta mpodilakTKa peluANBYI0YNX BariHaIbHUX KaHOU03iB (4 abo Oinbile BUMagKiB Ha
PiK): peKoMeHioBaHa fio3a ctaHoBUTh 150 Mr 1 pa3 Ha 3 gHi. Ycboro ciif 3actocyBatu 3 mo3u (1
IeHb, 4 meHb Ta 7 meHb). [licasg mporo ciifg 3acTocyBaTd miATPUMYI04y 003y 150 Mr 1 pa3 Ha TUXKOEeHb
IIPOTSATOM 6 MiCSAIIiB.

Iepmamomikosu.

- Miko3u cToI, MiK03 IJIafKol IIKipH, TaX0BUM NepMaToMiK03, KaHOUAO03HI iH(eKil mKipu:
peKoMeHoBaHa f1o3a cTaHOBUThL 150 Mr 1 pa3 Ha TuxknaeHb abo 50 Mr 1 pa3 Ha m00y. TpuBamicTh
JIiIKyBaHHSI CTAHOBUTH 2-4 THXKHi. JIiKyBaHHS MiK03y CTOIl MOXKe TPUBaTH A0 6 TUXKHIB.

- PisHoOapBHUM nTuiaii: peKoMeHnoBaHa fno3a cTaHoBUTh 300-400 Mr 1 pa3 Ha THUXKIEHB IPOTITOM
1-3 TuxuiB a6o 50 Mr Ha 700y MPOTATOM 2-4 TUXKHIB.

- HepMaTodiTHUI OHIXOMIKO3: peKOMeH0BaHa f0o3a cTaHoBUTh 150 Mr 1 pa3 Ha TuXKOeHb. JIiKyBaHHS
CJIif IPOOBXKYBaTH, IOKX Ha MiCIli iH(pIKOBAHOT0 HIrTSd He BUPOCTE 3[0POBUU. [1715 BiAPOCTaHHS
3[0POBUX HITTiB Ha pyKax Ta Ha BEJIUKUX IasibLIgX HIir 3a3BU4ail HeoOXimHO 3-6 micamiB Ta
6-12 micsmiB BimmoBigHOo. OfHaK MIBUOKICTH POCTY HIrTiB y Malli€eHTiB MO3Ke OyTH Pi3HOI0 Ta 3a1exKaTu



Bip BiKy. [licns ycmimHOro IiKyBaHHS TpUBAIUX XPOHIYHUX iH(MeKLiX (popMa HIrTa iHOfAI 3a/IUIIaeThCS
nedopMoBaHoO0.

imu.

3aCcTOCOBYBATH JIiKapChKU 3aci® y ¢popMi Karcyn maHiil KaTeropii maiieHTiB MOXXHA TO[i, KOJIU OiTH
3maTHi 6e3mevHO MPOKOBTHYTH KAIICYITy, 110 3a3BHYal € MOXKJIMBUM Y Billi Big 5 POKiB.

He cnipg nepeBuiityBaT MakCuManbHy f000BYy 703y 400 Mmr.

4K i npy aHanOriyHUX iHYEKIisAX y TOPOCIUX, TPUBAIICTh JIiKyBaHHS 3a/IeKUTh Bifl K/ITiHIYHOL Ta
MiKoJIoTiuHOI BifgmoBigi. ®TyKoHA30/1 3aCTOCOBYIOTh 1 pa3 Ha m006y.

Ilo3yBaHHA IIpenaparty [iTsSM i3 mopyIeHHsM GQYHKIIM HUPOK HaBegeHe HUuK4Ye. DapMaKOKiHETHKA
(bTyKOHa30I1y He [OCTigXKyBanacs y AiTel i3 HUPKOBOIO HEJOCTaTHICTIO.

ity BikoM Big 12 poOKiB.

3ajie’kHO Biff Macu Tijla Ta my0epTaTHOTO PO3BUTKY JIiKapio CIIiJ OLIHWTH, sIKa J03a Ipenapary (s
IOPOCHUX YM OJId AiTel) € ONTUMAaJbHOIO [AJIs nalieHTa. KiniHiuHi gaHi cBig4yaTs Ipo Te, 0 y OiTer
KJTipeHC (IyKOHA30Jly € BUIIUM IOPIBHAHO 3 HopociauMu. 3acTocyBaHHS 0o3 100 mr, 200 mr ta 400
MT IIOPOCJIMM Ta 03 3 MI/KT, 6 MI/KT Ta 12 MI/KT OiTSM MPU3BOIUTH OO0 MOCATHEHHS MOPiBHIHHOL
CHUCTEMHOI eKCIIO3MUIIl.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYBaHHS IIPenapaTy O JTiKyBaHHS T'eHiTallbHUX KaHAUI03IB y miTen
He BCTaHOBJIEHI, He3BaXKal4y Ha BUUYEPIIHI JaHi II0A0 3aCTOCyBaHHA (IIYKOHA30Iy AiTAM. AKIIO0
icHye HaranmbHa moTpeba 3aCTOCYyBaHHS IIpelapaTy mifgiTkaM (BikoM Big 12 mo 17 pokiB), criif
3aCTOCOBYBATH 3BUYalHi 03U [JIS JOPOCTIUX.

[TiTy Bikom Bim 5 mo 11 poKiB.

Kananmosu cnu3oBrx 0007I0HOK: II0YATKOBA [I03a CTAHOBUTL 6 MT/KT/0o0y, migTpuMyoda fo3a - 3
Mr/Kr/mo0y. ITogyaTKoOBy 403y MOXKHA 3aCTOCOBYBATHU B MEPIINM IeHb 3 METOI0 IIBUMIIOTO JOCATHEHHS
PiBHOBaXKHOI KOHIIEHTpALIil.

[HBa3WBHI KaHANU03M, KPUIITOKOKOBUYM MEHIHTIT: f03a IIpenapaTy CTaHOBUTD 6-12 Mr/Kr/moby
3aJIeKHO Bifl CTYIIEHS TSIXKKOCT1 3aXBOPIOBAHHS.

[TigTpuMyroda Teparis Ajis nonepenXeHHs PeLIUANBY KPUIITOKOKOBOI'0 MEHIHTITY V AiTed i3 BUCOKUM
PU3UKOM MO0 PO3BUTKY: H03a IIpernapaTy CTAHOBUTH 6 MI/KT/0o0y 3a7eKHO Biff CTYIEeHS TSIXKKOCTI
3aXBOPIOBAHHS.

[TpodinakTKa KaHAUZO3IB Y MaIli€HTIB 3 iMyHOmeIIMTOM: [03a IpenapaTy CTaHOBUTH
3-12 mr/kr/mo0y 3a/ekHO Bifi BUPazKEHOCTi Ta TPHUBAJIOCTI iHOAYKOBAaHOI HEUTPOIIEHIi (IUB. 03U IS
OOPOCIHX).

ITauieHmu AimHb020 BIKY.
o3y HeoOximHO migOupaTH 3aIeXKHO Bifl CTaHY HUPOK (OUMB. HUKYE).

IlauieHmu 3 nopyweHHAM (PYHKUIU HUDOK.




[Tpu pa3oBOMY 3aCTOCYyBaHHI KOPUTYBaTH 403y (IyKOHa30Jy He mOTPiOHO. [TarieHTam (BKI049anyu
miTed) i3 mopymeHHsAM QyHKLIN HUPOK pu HeoOxigHOCTI 6araTopa3oBOro 3aCTOCYBaHHS MIpenapaTy y
IIePIUUi NeHb JIIKyBaHHS CJIifl 3aCTOCOBYBATHU [I0YATKOBY 03y 50-400 Mr 3aexHO Bif
nokazaHHS. [Ticisa nporo qoOoBY o3y (3a/1exKHO Bifl TOKa3aHHS) CJIil po3paxoByBaTH BiATIOBIIHO 10
HUX4YeHaBeneHol TaOInIli:

K 1ipeHc KpeamuHiny (ma/x8) Biocomok 8i0 pekomMeH008aHOI 003U
> 50 100 %

< 50 (6e3 miamizy) 50 %

PerynsipHuul gianis 100 % micns KOXKHOro gianisdy

[MTamieHTaM, sKi mepeOyBaOTh Ha PETYNISIpHOMY miamnisi, HeobxigHo oTpuMyBaTé 100 %
PEKOMeH0BaHOI 103U IiC/s KOKHOTO Aianidy. Y meHb, KoK [iali3 He TPOBOAUTHCS, MAI[IEHT Mae
OTPHUMYBATH 003y, BiIKOPUTOBaHY 3aJIe2KHO Bifl KITipEHCY KpeaTHHiHY.

IlopyweHHA QYHKUIU neyviHKu.

®nyKoHA3071 CIIifl 3aCTOCOBYBaTH 3 00€PEeKHICTIO MallieHTaM i3 MOpyLIIeHHAMU QYHKIIiHM IeYiHKH,
OCKiNIbKY iH(popMallil o0 3acToCyBaHHS (HITyKOHA30IIy IIifi KaTeropii maljieHTiB HelOCTaTHEO.

Himu.

3acTOCOBYBAaTH JIiKapChKuii 3acib y popMi Karcyn faHill KaTeropil nmaiieHTiB MOXKHAa TOfi, KOJIU AiTH
3maTHi 6e3meYHO IPOKOBTHYTH KAICyIly, 10 3a3BAYall MOXKJIMBO Y Billi Bifl 5 POKiB.

Ilepedo3yeaHHsi.

OTpuMaHO NOBiKOMIIEHHS NIPO Iepefo3yBaHHA (HIYKOHA30JI0M; OGHOYACHO IOBIOMIIAIOCS IIPO
rasilolKHalil Ta TapaHoiganbHy NOBENiHKY.

[Tpu nepeno3yBaHHi HEOOXiMHO IPOBECTH CUMITOMaTUYHY MiATPUMYIOUy Tepariio Ta y pasi
HeOOXiTHOCTI TPOMUTH IITYHOK.

OTyKOHA301 3HAYHOIO MipOI0 eKCKPETYETHCA 3 ceuelo; (OopCoBaHMM Iiype3 MoXkKe PUCKOPUTHI
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUKYE PiBEHb PIYKOHA30ITY V
m1a3Mi KpoBi mpubnmu3uo Ha 50 %

IIob6iuHi peakuii.

Haituacrime nmob6iunuMu peakitisgmu (> 1/10) € romoBHu 6inb, 6i1b y YepeBHil MOPOXKHUHI, Hiapes,
HymoTa, 6710BaHHS, BUCUIIaHHS, MiIBUILIEHHS PiBHS allaHiHaMiHoTpaHchepasu (AJIT),
acnaprataMinoTpaHcdepasu (ACT) Ta nyxkHoi ¢pocdaTa3u KpoBsi. [[719 OLIHKKA YaCTOTU BUHUKHEHHS
moOiYHUX peakllii BUKOPUCTOBYIOTh TaKy Kilacudikalito: myxke gacto (> 1/10), gacto (> 1/1001i <



1/10), meuacto (> 1/1000 i < 1/100), pigko (> 1/10000i < 1/1000), myxe pigko (< 1/10000) Ta
YacToTa HeBimoMa (HeMOXKJIMBO OLIIHUTHY Ha IIifCTaBi HASIBHUX MaHUX).

Posaadu 3 60Ky cucmemu kposi ma AimpamuyHoi cucmemu.
HeuacTo: aHemis.

Pigko: arpaHynouuTo3, TeHKoIeHis, HEUTPOIeHiss, TPOMOOLUTOEHIs.
Posaadu 3 60Ky iMmyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaiyHi ma asimeHmapHi po3aaou.

HeuacTo: 3HUXKEHHS alleTUTY.

Pigko: rineprpurninepunemis, rinepxojiecTepuHeMis, TinoKaIieMisa.
ITcuxiuHi nopyweHHA.

HeuacTo: 6€3COHHS, COHJIUBICTE.

Posaadu 3 60Ky Hepeosoi cucmemu.

YacTo: ronoBHUM 6ifb.

HeuacTo: cygomu, 3anamMopo4YeHHs, ITapecTesii, MOPyIIeHHsS CMaKy.
Pigko: Tpemop.

Po3nadu 3 60Ky opaaHie ciyxy ma secmubyapHO20 anapamy.
Heuacro: BepTuro.

Posaadu 3 60Ky cepus.

Pigko: mapokcu3ManbHa LITyHOYKOBA TaXiKaphis TUIY «IipyeT», MOAoBXeHHd iHTepsany QT.
Po3znadu 3 60Ky WayHKOBO-KUWKOB020 MpPakmy.

YacTo: 6inb y yepeBHill OPOXKHUHI, miapes, HymOTa, OII0BAHHS.
HeuacTo: 3anop, QUCIIENciss, MeTeOprU3M, CyXiCTh V POTi.
I'enamobiaiapHi po3aadu.

YacTo: nmigBullleHHs PiBHSA anaHiHamiHoTpaHcdepasu (AJIT), acmapratraminoTpancdepasu (ACT),
nmyxHO1 pochaTasu KpoB.i.

HeuacTo: xomecTas, JKOBTSIHULIA, IiiBUILIeHHS PiBHSA OinipybiHy.

Pigko: me4yiHKOBa HEIOCTATHICTh, TeNATOIENIONSAPHUM HEKPO3, TEIaTUTH, TelaTOLe IS pHe
ypaxKeHHS.



Po3aadu 3 60Ky wkipu ma nidwKipHOi MKAHUHU.
YacTo: BUCUNIAHHSA.

HeuacTo: cBepOixk, MEIUKaMEeHTO3HUN JePMATHUT, BKIOYaloyy (GpikcoBaHUM MeIUKaMEeHTO3HUM
OepMaTuT, KPOIIUB IHKA, IMifBUILEHEe TOTOBUIIIEHHS.

Pigko: TOKCMYHUY emlimepManbHUM HEKPOi3, cuHapoM CTiBeHCa — [[2KOHCOHA, TOCTPUU
reHepasi3oBaHUW eK3aHTeMaTO3HUM IyCTYIb03, eKCPOiaTUBHUYN AEePMaTUT, aHTiOHEBPOTUYHUM
HaOpsK, HaOpSK 006/TUYYs, aomelis.

YacToTa HeBioMa: MeIlMKaMeHTO3Ha peakilisi 3 eo3uHodimieto i cuctemuumu nposieamu (DRESS).
Po3nadu 3 60Ky 0noOpHO-pyx08020 anapamy ma cnoAy4YHoi MKAHUHU.

Heuacrto: mianris.

3azanvHi po3aadu.

HeuacTo: mifBuIlieHa BTOMJIIOBaHICTh, HE3OYyKaHH, aCTeHis, raps4ka.

Himu.

YacToTa Ta xapakTep 06iYHUX peakllii i BigxuieHb Bif HOpMU pe3yyIbTaTiB 1abopaTOPHUX aHaMli3iB y
XO[i KTiHIYHUX OOCIigXKeHb (IyKOHA30Jy 3 Y4acCTIO [iTel CHiBCTaBHI 3 TAKUMU Y JOPOCIUX.

Tepmin npudamHocmi. 4 POKH.

YMoBu 30epiranssi.

30epiratu npu TeMnepartypi He Buie 25 °C B OpuUTiHaIbHiM YIIaKOBIli B HEJOCTYIIHOMY OIS HiTel
MicIi.

YnakoBka.

[To 7 kamcyn y 6mictepi, o 1 67icTepy B KapTOHHiN KOPOOIIi.

Kareropis Bigmycky. 3a perenTtom.

BupoOHHK.

Mepokewmi JIT]] (Llertpansaui 3aBon)/Medochemie LTD (Central Factory).



Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro aJpeca MicCIsi IPOBaJKeHHsI Tis/IbHOCTI.
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