IHCTPYKIIA

IJIs1 METUIHOT O 3aCTOCYBAaHHSI JTIKaPCHKOT0 3aCO0y

®JIYKOHA30JI

(FLUCONAZOLE)

Cknao:
ditoua peuosuHa: HITYKOHA3OTI;
1 Tabnetka mMictTuth dpnykonasdony 50 mr, 100 mr, 150 mr;

donomidcHi peyoguHU: JTAKTO3U MOHOTIAPAT, KPOXMaJlb KapTOIITHUY, IIOBIOH, KPEMHIIO
mioKcHup KonoigHui 0e3BOJHUM, HATPiI0 KpOoCcKapMeso3a, MarHilo cTeapar, TilipoMeno3a
(TigPOKCHUIIPOIiI-MeTUNIEN0N103a), TuTany Aiokcup (E 171), Tanbk, nomietuneHrnikoas 6000
(makporon 6000), momicopbat 80.

JIikapcbka ¢opma. TabmeTku, BKpUTi 0007I0HKOIO.

OcHosHi (pizuko-ximiuHi 81acmusocmi: TabIETKU KPYTiol GopMH, BKPUTi 000710HKO0, 0iloro
abo maiixke 6isToTo KOJbOPY, BEPXHS Ta HUXKHS [TOBEPXHS AKUX OnyKii. Ha po3mami npu
PO3TINsAfaHHI Mif Y0 BUOHO AP0, OTOYEHE OOHUM CYLIJIbHAM IIapoM.

dapMakoTepaneBTHYHA rpyna. [IpoTurpubkoBi 3aco0u [JIsi CHCTEMHOTO 3aCTOCyBaHHS. [ToxinHi
tpuazony. Kog ATX JO2A CO1.

dPapmakonoziuHi e1acmueocmi.
dapmakoduHamika.

Mexani3M mii.

®nykoHa30J1, TpOoTUTrpuOKOBUiL 3acib Ky1acy TpUa3oJIiB - MOTYKHUMN Ta CeJIEKTUBHUY iHTiOiTOD
rpubKoBUX HepMeHTIB, HeOOXiTHUX [IJIs CHHTE3Y eprocTepoiny. [IlepBUHHUM MexXaHi3MOM Horo fii €
IPUTHiIYeHHS rpubKoBoro 14 anbda-1aHOCTEPO-IeMeTUII0BaHHS, 0II0CEPEeIKOBAaHOT0 IIUTOXPOMOM
P450, 110 € HeBifg'eMHUM eTanoM 6iocuHTe3y IPUOKOBOT0 eprocrepony. AKymynsiia 14 anbda-MeTun-
CTEPOJIiB KOPEJIIOE 3 MOMIaIbIIO0 BTPATOI eProcTeposy MeMOpaHoo rpuOKOBOL KITITUHU Ta MOXKe
BiiMOBiaTy 3a MPOTUTPUOKOBY aKTUBHICTEL GriyKoHa307y. ®IyKOHA307 € GinbIll CEIEKTUBHUM [0
rpubkoBuX hepMeHTiB uToxpomy P450, Hixk mo pisHuX cucteM pepmenTiB nuToxpomy P450 ccasiiis.

3acTocyBaHHS QIyKOHa307y y mo3i 50 Mr Ha mo0y mpoTsaroM 28 mHIB He BIJTMBAE HA PiBeHb



TECTOCTEPOHY y IJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb eHOOTeHHUX CTEPOIMiB ¥ KiHOK
pemnponyKTuBHOTo Biky. ®mykoHa3on y mo3i 200-400 Mr Ha mo6y He MPOSIBIISIE KITIHIYHO 3HAYYLIOTO
BIIJIUBY Ha PiBEHb €HIOT€HHUX CTEPOifiB abo Ha BigmoBimb Ha ctumynsiito AKTT y 3mopoBux
nOOPOBOJIBIIIB YOJIOBIYOI CTATI.

HocnmigXeHHsT B3a€MO{Iil 3 aHTUIMIIPUHOM IIPOAEMOHCTPYBaJIO, 10 3aCTOCyBaHHS 50 Mr QIyKOHA30/1y
OJHOPa30BO YX 0araTopasoBO He BIIJIUBAE Ha MeTa00si3M aHTUIIIPUHY.

YyTnusicTs in vitro.

®nykoHa30:7 in Vitro eMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTL CTOCOBHO BUAiB Candida, 1110
BUHHUKAIOTh HalyacrTime (Bkmodawouu C.albicans, C.parapsilosis, C.tropicalis).

Takox (hyKoHa3011 in vitro IeMOHCTPY€E aKTUBHICTH SIK mpotu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i MpoTH eHAeMiUHUX ITicHIBUX rpubiB Blastomices
dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

MexaHi3M pe3nuCTEHTHOCTI.

Mikpoopraniamu pogy Candida meMOHCTPYIOTb YUCEIIbHI MEXaHi3MH PE3UCTEHTHOCTI OO0 a30IbHUX
npoTUrpuOKOBUX 3ac006iB. PIyKOHA30JI HEMOHCTPYE BUCOKY MiHiManbHY iHTiOyI04y KOHIIEHTPALlil0
IPOTH InTamiB rpubiB, SKi MalOTh OOUH a00 OinbIlle MexaHi3MiB pe3UCTEHTHOCTI, 110 HETaTUBHO
BIIJIUBA€E Ha e(peKTUBHICTH in Vivo Ta y KJIiHiYHIN npakTutli. [I0BifoMIsIM Ipo BUNIafAKHA PO3BUTKY
cynepindexkuii Candida spp., kpiMm C.albicans, siKi 4acT0 MalOTh HU3bKY CTiHKiCTh 10
dnykonazony (C.glabrata) abo criiiki go pnykonasony (Hanpuknag C.krusei Ta C.auris). s
JiKyBaHHS TaKUX BUIIQZIKiB MOXKYTh 3aCTOCOBYBATUCS ajlbTEPHATUBHI MIPOTUTrPUOKOBI 3ac0O0H.

dapmakoKiHemuka.

dapMaKOKiHEeTHYHI BIacCTUBOCTI (GIYKOHA30Iy € MOMiOHUMHU IIPY BHYTPIITHLOBEHHOMY i
IIepopaJibHOMY 3aCTOCYBaHHI.

AGcopOrTis.

®nykoHa3051 fo6pe BCMOKTYETLCS IIPU IIepOpPaIbHOMY 3aCTOCYyBaHHI, a piBeHb IIpenapary y maasMi
KpOBi i cuctemMHa 6iogocTymHicTh mepeBulyoTh 90 % piBHS HIYKOHA30Y Y M1a3Mi KPOBi, 1110
NOCSATAETHCS NP BHYTPIITHEOBEHHOMY BBeleHH]I npenapaTy. OgHOYacHe BXKHBaHHS 1XKi He BIIJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy IIpU M0ro IepopajbHOMY 3aCTOCyBaHHI. [IikoBa KOHIIEHTpalis y mia3mi
KpPOBi focaraeTtscsd dyepes 0,5-1,5 ropunm micns npuriomy npemnaparty. KoHIleHTpanis npemnapary y
II7Ta3Mi KPOBi IIPOIOpIiiiHa [0 J034. PiBHOBaxXXHa KOHIeHTpalisa Ha piBHI 90 % mocsiraeThcs Ha
OpyTui IeHb JTiKyBaHHS IIPX 3aCTOCYBaHHI y IepIINil eHb HaBaHTaKyBaJIbHOI J03H, 110 BABiUi
TIepEBUIIYE 3BUYANHY J000BY 03Y.

Poznmopin.

O0’eM posmnopiny npubIu3HO NOPIBHIOE 3araJlbHOMY BMICTY PifMHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oinkamu mra3mMu KpoBi HU3bKe (11-12 %).

®nykoHa30m1 fobpe IPOHUKAE B YCi AOCTiAXKYyBaHi pifuHM opraHiaMy. PiBeHb QriykoHa305y y CIUHI Ta
MOKPOTHHHI € TOOIOHUM 10 KOHIIEHTPAllii mpemnapaTy y mja3Mi KpoBi. Y marieHTiB, XBopux Ha
rpubKOBUYM MEHIHTIT, piBeHb QIIYKOHA301y V CIMHHOMO3KOBIH pimuHi mocsirae 80 % KoHIeHTpalil y
IIJIa3Mi KPOBI.



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 IJla3MHU KPOBi Ja€ MOXKJIUBICTH pa30BOr0
3aCTOCYBaHHS IIpeliapaTy [IpU BariHaJabHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaty 1 pa3 Ha
TUXK[EHb [IPU IHIUX [T0Ka3aHHAX.

HI/IQKOBa HEeIOCTaTHICTh.

Y malieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOT0 CTyIeHs (IIBUAKICTh KIyOO4YKOBOI (inbTpatiil

< 20 mn/xB) nepion HamiBBUBeneHHS 30inbiyeThest 3 30 rogus mo 98 rogun. Tomy 11iit KaTeropii
TalieHTiB HeoOXigHO 3MiHUTH 03y QryKoHa30my. ®IyKoHa30J BUOANSIETLCS IIJIIXOM TeMofiai3y, Ta
MEHIIIOK MipOI0 - LIJITXOM IHTpalnepuToHealbHOTo fdianidy. CeaHc reMopiai3y TpUBajiCTiO 3 TOOVUHU
3HUKYE PiBeHb PIIyKOHA30Y Yy M1a3Mi KpoBi mpubnu3Ho Ha 50 %.

[TalieHTH JTITHLOIO BiKY.

3minu papMaKOKiHETHKY y TAIli€HTIB JIITHLOTO BiKy 3ajieXKaTh Bif TapaMeTpiB QPYHKIIi HUPOK.

KriniyHi xapaKTepHCTHKH.

IToka3zanHus.

JIikyBaHHS TaKUX 3aXBOPIOBaHb Y NOPOCIIUX:
- KPUIITOKOKOBUY MEHIHTIT;

- KOKITUTi0ino3;



- iHBa3MBHI KaHIUIO3H;

- KaHU03M CIU30BUX 000JI0OHOK, BKJII0OUYAl0YM KaHOUA03 POTOTJIOTKY Ta KaHAU03 CTPABOXOMY,
KaHOUOYPis, XpPOHIYHUN KaHOUO03 WKIPH i CTU30BUX 000IOHOK;

- XpoHiYHUY aTpodiuHNM KaHANK03 (KaHAU03, CIPUYMHEHNN BUKOPHUCTaHHAM 3yOHUX ITPOTE3iB) IPH
Hee(eKTHBHOCTI MiCLIeBUX CTOMATOJIOTiYHUX TirieHiYHUX 3aco0iB;

- BariHaJbHUM KaHOUO03, TOCTPUM YU PELUOUBYIOYN, KOJIU MiCclleBa Tepallisi He € JOPEYHOI0;
- KaHOuOo3HuY 0aslaHiT, KOJIU MiclieBa Tepallis He € HOPeYHOIo;

- IepMaTOMiKO03H, BKJII0Yal04y MiK03 CTOII, MiK03 I'JTafleHbKOl MIKipH, TaXOBUI
nepMaToMiko3, pisHoOapBHUY NHIllall Ta KAHAKWOO03Hi iHPeKIIi] Kipy, KoMK IM0Ka3aHo 3aCTOCOBYBATH
CHUCTEMHY Tepalliio;

- mepMaTO(iTHUYN OHIXOMiK03, KOJIM 3aCTOCYBaHHS iHIIKX JTIKAPCHKUX 3ac00iB HE € JOPEYHUM.
[TpodinakTka TaKMX 3aXBOPIOBaHb y JOPOCIIHX:
- PELUAUB KPUIITOKOKOBOTO MEHIHTITY y IAI[l€EHTIB 3 BUCOKUM PU3UKOM MOT'0 PO3BUTKY;

- PeluauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOoAy y malieHTiB 3 BIJI 3 BUCOKMM PU3UKOM MOT0
PO3BUTKY;

- 3HUKEHHST YaCTOTH PEeIUONBIB BariHaIbHOT0 KaHAUI03y (4 abo Oinble BUMTAAKX Ha PiK);

- npodinakTUKa KaHOUOO3HUX iH(EKIIiN y MaI[i€HTiB i3 TPUBAIIO HEUTPOIIEHI€I0 (HanpuKiaf,
Malli€HTIB 31 37I0IKICHUMHU 3aXBOPIOBAaHHAMHU KPOBI, Ki OTPUMYIOTh XiMiOTepaIlio 4Yu NalieHTiB Ipu
TPaHCIIaHTallil TeMOII0eTUYHUX CTOBOYPOBUX KIIITHH).

iTH.
3acToCOByBaTH JIiKapChKUY 3aci0 3a3BUYall € MOKJIMBUAM Y Billi Bil 5 POKiB.

®nyKoHA30J1 MOXKHA 3aCTOCOBYBATH TiTSIM [JId JiKyBaHHS KaHOUOO03iB CIM30BUX 000JIOHOK (KaHOUI03
POTOTJIOTKY, KAHAMI03 CTPAaBOXOAY), iHBa3MBHUX KaHAUI03iB, KPUIITOKOKOBOT'O MEHIHTITY Ta O
npodiTakKTUKY KaHAUA03HUX iHGEKIiH y MallieHTiB 31 3HUXKEeHUM iMyHiTeTOM. [IpemapaT MoXKHa
3aCTOCOBYBaTHU fIK IIATPUMYIOUY Tepalilo [jid NoNepeaKeHHs PeuauBy KPUIITOKOKOBOIO MEHIHTITY
y OiTeH i3 BUCOKUM PU3UKOM HMOT0 PO3BUTKY.

Teparrito npenapaToM MOXHa PO3IOYUHATY OO OTPUMaHHS Pe3yJIbTaTiB KyJIbTypPaJbHUX Ta IHIINUX
7abopaTOPHUX [OCIIfIZKEeHb; ITiC/Ig OTPUMaHHS Pe3y/bTaTiB aHTUOaKTepiaabHy Tepalliio CIif
CKOpPUTYBaTH BiilIOBIIHUM YUHOM.

IIpomunoka3aHHs.

- T'imepuyTnuBicTh M0 GIyKOHA30JTY, iHIINX a30IbHUX CIIOIYK a00 H0 OYOb-SKO01 3 MOTIOMiXKHUX
PEYOBHH IIpenapary.

- OgHOYacHe 3aCToCyBaHHS (HITyKOHA30/Iy Ta TeppeHaguHy nali€eHTaM, IKi 3aCTOCOBYIOTh
bnykona3on 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rigHO 3 pe3ybTaTaMy JOCHiIXKEHHS



B3aEMOMI1 6araT0pa3OBoro 3aCTOCYBaHHH).

- OpHOYacHe 3aCTOCYBaHHS (PIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC00iB, II0 TOIOBKYIOThH iHTEpPBA
QT Ta meTtabormmi3yioThcs 3a mornoMoro ¢pepmenTy CYP3A4 (HanmpuKiam HU3anpuay, acTeMi3ony,
niMo3upy, XiHIAWMHY, aMiOfapoHy Ta epUTPOMILIUHY).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

ITpomunoka3aHo cymicHe 3acCmocyB8aHHA GAYKOHA304Y MA HUXCHE3d3HAYEHUX AiKapCbKux 3acobis.

L[uzanpud: MOBiTOMIISAIN IIPO PO3BUTOK MOOIYHUX peaklliil 3 00Ky Cepisl, y TOMY YHCII PO
[IapPOKCU3MAJIbHY IIIITYHOYKOBY TaxiKapAilo TUIY «IIipyeT» y Malli€HTIB, AKi OMHOYAaCHO
3acTocoByBanu (PprnykoHa3o0i Ta nulanpuf. OgHodacHe 3acTtocyBaHHS 200 Mr ¢rykoHazony 1
pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha fo0y MPU3BOAUIIO N0 3HAYHOTO MiIBUIIEHHS
PiBHA LIU3alpuUay y IjIa3Mi KpoBi Ta 0o nonoBxkeHHS iHTepBany QT. OgHodacHe
3aCTOCyBaHHS (PJIyKOHA30Jly Ta U3alpUAy IPOTUIIOKa3aHe (OUB. PO3MiN
«I[TpomunoKasaHHAa»).

TeppeHaduH: TOBIHOMIISIIA IIPO BUIIAKU PO3BUTKY TAKKUX CEPLEBUX apPUTMill, CHPUUYUHEHUX
nofgoBxKeHHAM iHTepBany QTc, y malieHTiB, SKi 3aCTOCOBYIOTh a30JIbHi MPOTUTPUOKOBI
JiKapChKi 3acobu ogHOYacHO 3 TepdheHapuHoM. [Ipu 3acTocyBaHHi prrykoHa301my y mo3i 200
MT Ha 100y He Oy710 BUSIBIEHO ITOmOBXKeHH iHTepBany QTc. 3acTocyBaHHs (IyKOHA30IY V
no3ax 400 mr ta 800 Mr Ha fo0y MPOAEMOHCTPYBAJIO, 110 3aCTOCYBaHHS HIIYKOHA30IY Y
no3ax 400 mr Ha o6y abo BuIlle 3HAYHO IiABUIIYE pPiBeHb TepheHaAnHy y MIa3Mi KpoBi pu
OHOYACHOMY 3aCTOCyBaHHI IIUX IpemnapaTiB. CyMiCHe 3aCTOCyBaHHS (PIYKOHA30/Iy Yy A03axX
400 mr abo Buille 3 TepheHaAUHOM ITPOTUIIOKa3aHe (OuB. Po3min «I[IpomunokazaHHA»). I1pu
3acTocyBaHHI QryKoHa30m1y y mo3ax Hux4e 400 Mr Ha mo0y omHOYaCHO 3 TepheHaguHOM
CJIil IPOBOOUTY pETEJIbHUU MOHITOPUHT CTaHy IallieHTa.

Acmewmi3os: CyMiCHe 3aCTOCYyBaHHS (PIIyKOHA30J1y Ta aCTEMi30Jly MOXKe 3MEHIIUTHU KITipeHC
acremizony. CuprunHeHe UM MigBUILIEHHS KOHIIEHTPallil acTeMi30/y y IIjIa3Mi KpOBi MOXKe
IIPHU3BECTH [0 OJOBXKeHHS iHTepBany QT Ta y pigKicHUX BUIIafKaXx - A0 TapOKCU3MalbHOl
IIJTYHOYKOBOI TaxXiKapmil TUMY «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (JIYKOHA30JIy Ta
acTeMi30J/1y IPOTUIIOKa3aHe.

[Timo3ud ma xiHiOuH: CyMiCHe 3aCTOCYBaHHS (DJIYKOHA30Iy Ta MiMo3uAy abo XiHiguHy MoXkKe
IIPHU3BOOUTHU [0 IPUTHIYeHHS MeTabommi3mMy mimMo3uny abo xiHiguny. ITimBuIieHHS
KOHIIeHTPallil mimMo3uay abo XiHimuHYy y mIa3Mi KpoBi MOXKe CIIPUYUHSITH MTOIOBXKEHHS
inTepBany QT Ta y pifKiCHUX BUIMIagKax MMPU3BOAUTY OO PO3BUTKY IapOKCH3MasbHOl
IIJTYHOYKOBOI TaxikKapgil Tumy «mipyeT». OgHOYaCHE 3aCTOCYBaHHS (PIIyKOHA30JIy Ta
niMo3uny abo XiHiAMHY IPOTUIIOKa3aHe.

EpumpomiyuH: OGHOYACHE 3aCTOCYBaHHS ePUTPOMIIMHY Ta (PIyKOHA30/1y MOTEHI[INHO MOXKe
IIPU3BOOUTH [0 MifBUIEHHSA PU3UKY PO3BUTKY KapAIOTOKCUYHOCTI (IIOMOBXKEHHS iHTePBaLy
QT, napokcu3MasbHa LIJTyHOYKOBA TaXiKapmisd TUIY «IIipyeT») Ta, K HaCJigoK, [0
PanToBOi 3yIUHKHM Ceplisd. 3aCTOCYBaHHS KOMOiHaIll JaHUX TiKapCchKuX 3ac00iB
IIPOTUIIOKa3aHe.



AmiodapoH: OGHOYACHE 3aCTOCYBaHHS (PIIyKOHA30/1y 3 aMiofapoOHOM MOXKe PU3BECTU [0
npurHiveHHs MeTabosi3My amiogapoHy. CrocTepiraBcs 3B’s1I30K MiXK 3aCTOCYBaHHSAM
amiogapoHy Ta nogoBxkeHHaM iHTepBany QT. OmHO4YacHe 3aCTOCyBaHHS (DITyKOHA30J1y Ta
amiogapoHy npoTunoka3aHe (OuB. po3nisl «[IpOTUIIOKA3aHH»).

He QQKOMQH@)ZGmbCﬂ 00HOYdCHe 3dCMOCYyBAHHA _d)/l)ZKOHGSOﬂy ma HuxMc4ye3d3Had4eHux /liKGQCbKUX

3acobis.

Tanopanmpun: GIYKOHA30II MOXKe CIIPUYMHUTHU IiABUILIEHHS KOHIIEHTPallil raTlo)aHTPUHY Y
IIJ1a3Mi KpoBi 3a paxyHOK npuraidyesHs CYP3A4. OgHo4yacHe 3aCTOCYBaHHS LIUX JIIKAPChKUX
3aco0iB ITOTEHITINHO MOXKe TPU3BOAUTH [0 IiIBUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI
(momoBxkeHH4 iHTepBany QT, mapokcu3ManbHa IIJTyHOUYKOBA TaXiKapAis TUIY «IipyeT») Ta,
K HaCIIJOK, 10 ParToBOl 3yNMUHKYU cepiisd. Crifl yHUKaTH 3aCTOCYyBaHHS KOMOiHallil JaHuX
JiKapChKUX 3aco0iB.

CymicHe 3acmocyeaHHs GAYyKOHA304y Ma HUHCYE3d3HAYeHUX AiKAPCbKUX 3dcobie sumazae
obepedicHOCMi Ma Kopu2y8aHHs 003U.

Bnius iHWwux sikapcvkux 3dcobis Ha GayKOHA301.

OmHovyacHe BXKUBAHHS 1XKi, IMMETUAWH, aHTAIUAXA a00 MOJasibIle OMPOMiHEHHS YChOTO Tinla st
Tiepecafkd KiCTKOBOTO MO3KY He Ma€ KITiHiYHO 3HAUyIIOT0 BIUIMBY Ha abcopObirito hIyKoHa30/Iy Ipu
H0T0 ITepopaIbHOMY 3aCTOCYBaHHi.

PugamniyuH: ODHOYACHE 3aCTOCYBaHHS (PIIyKOHA30/1y Ta pudaMIilluHy IPU3BOGUIO 4O
3unkeHHS AUC Ha 25 % Ta cCKopouyBaJjio Iepiof HamiBBUBeOeHHS GayKoHa30iy Ha 20 %.
ToMy {7 maIfieHTiB, SIKi 3aCTOCOBYIOTh pUGaMIIIUH, CIIiT PO3T/ISHYTH OOLIBHICTD
NiABUIIEHHS 103U (IyKOHA30JTy.

Tidpoxsaopomiasud: y HOCHiIXKeHHi (hapMaKOKiHETUYHOI B3aEMO/Iil OqHOYaCHe GaraToKpaTHe
3aCTOCYBaHHA TiIpOXJIOPOTia3uAy 3[0POBUM HOOPOBOJIBIAM, SIKi OTPUMYyBalIu (PIyKOHA30I,
igBUINYBaJIO KOHIIeHTpaIiio GIykoHa301y y maa3Mi KpoBi Ha 40 %. Taki mapaMeTpu
B3a€EMOIil He BUMAaraloTh 3MiH y PeXKUMi J03yBaHHS (PIIyKOHA30J1y OJs Halli€eHTiB, IKi
OJTHOYaCHO OTPUMYIOTh CEUOTiHHI 3ac00u.

Bnaue ¢aykoHaszoay Ha iHWi Aikapceki 3acobu.

®nykoHa3071 € TOTyKHUM iHTiOiTopoM i3odepmenty 2C9 uutoxpomy P450 (CYP) Ta momipHUM
inribiTopom CYP3A4. Takox ¢iykoHa3on € inribitopom CYP2C19. Oxpim ciocTepexyBaHUX/
NOKYMEHTAJIBHO MiATBEPAKEHUX B3a€EMO[IiH, 1110 ONUCaHl HUXKYe, IIPU ONHOYaCHOMY 3aCTOCYBaHHI i3
(bITyKOHa30JI0M iCHY€ PU3UK IiABUIIEHHSA Y IIJIa3Mi KPOBI KOHIIEHTPAI[iM iHIIUX CIIONYK, 110
MeTabomnizyiotbecss CYP2C9 ta CYP3A4. ToMy 3acTocoByBaTH TaKi KoMOiHallil mpemnapariB cif 3
00epexkHiCTIO; IpX LIbOMY HeoOXiTHO pPeTeIbHO CIIOCTepiraT 3a CTaHOM Malli€eHTiB. [IpurHiyyBaibHa
mist rykoHas3ony Ha GpepMeHTH 30epiraeTbcs mpoTsarom 4-5 mib micis #oro 3aCTOCYBaHHS Y 3B’ SI3KY 3
100 TPUBAJIUM [1E€PiOgOM HalliBBUBEIEHHS.

AnvpeHmatia: i 4ac OGHOYACHOTO 3aCTOCYBaHHA allbPeHTaHiny y 0o3i 20 MKT/KT Ta
dbmykoHazony y no3i 400 Mr crocTepiranocs gBokpaTtHe 36inbiierHs AUC,,, MOXKIIUBO, Yepes
inrioyBanHsa CYP3A4. Moxe O6yTu HeoOXigHUM KOPUTYBaHHS NO3U anb(eHTaHiny.

Amimpunmuaii, HopmpunmuiH: (GJIyKOHA30JI IOCUIIIOE [il0 aMiTPUNITUIIIHY Ta HOPTPUIITUIIIHY.



PekoMeHy€eThCS BUMipIOBAaTH KOHI[EHTPallil 5-HOPTPUNTUIIHY Ta/ab0o S-aMiTpUNITUIIIHY Ha
o4YaTKy KoMOiHOBaHOI Teparil Ta uepe3 1 TuXaeHb. Y pa3i HeoOXimqHOCTI CJIif BifKOPUTYBaTH
[03y aMITPUITUIIHY/HOPTPULITUIIIHY.

Am¢pomepuuuH B: ogHOYaCcHe 3aCTOCyBaHHS (HIIyKOHA30/Iy Ta aMpoTepulnHy B iHpiKOBaHUM MUIIaM
i3 HOpMa/lIbHUM IMyHITETOM Ta iH(pIKOBAHMM MHUILAM 3i 3HUKEHUM IMYHITETOM IIPU3BEJIO A0 TaKUX
pe3ybTaTiB: HEBEJIMKUY afUTUBHUYN IPOTUTPUOKOBUI edeKT Ipu cucTeMHid iHdekii C. albicans,
BiICYTHICTh B3a€EMO[Iil IIpX BHYTPiMIHbOYEpenHiN iHbeKil Cryptococcus neoformans Ta aHTaroHi3M
[BOX IIperaparTiB IIpU CUCTEMHI iHekil A. fumigatus. KniHiuyHe 3Ha4eHHS pe3y/IbTaTiB, OTPUMaHUX
y XOAi IIUX [OCIIifXKeHb, HeBijoMe.

AHmukoazyasHmu: K i IpX 3aCTOCYBaHHI iHIINX a30IbHUX IPOTUTPUOKOBUX 3aC00iB, TpU
OJIHOYaCHOMY 3aCTOCyBaHHi (JTyKOHa30Jly Ta BapdapuHy IOBiIOMIISIIN NP0 BAMIAOKH
PO3BUTKY KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, IIJTYHKOBO-KUIITKOBUX KPOBOTEY, reMaTypil
Ta MeJIeHH!) Y MOENHaHHI i3 TOJOBXKEHHSAM IIPOTPOMOiHOBOTO Hacy. [Ipyu omHOYaCHOMY
3aCTOCyBaHHI (DITyKOHA30JIy Ta BaphaprHy CIOCTEPIranocs OBOKpaTHE MifBUIIEHHS
IPOTPOMOiIHOBOTO Yacy, iMOBipHO, BHACIIIOK MPUTHiYeHHS MeTa0o11i3My BaphapuHy uepes
CYP2C9. Crig peTenbHO KOHTPOJIIOBAaTH TPOTPOMOIHOBUY Yac y MallieHTiB, sIKi 0QHOYACHO
3aCTOCOBYIOTh KyMapUHOBI aHTUKOATyISHTH abo inganenion. Moxe 6yTy HEOOXiTHOIO
KOPEKIIis 03U aHTUKOATYyJIAHTY.

BeHsodiaseninu kopomkoi dii, Hanpukaad midazosam, mpuaszosam: TpU3HaYeHHA HIYKOHA30ITy
IIiCJIsl IepOpaIbHOr0 3aCTOCYBaHHS Mifa30aMy IPHU3BOAUIIO A0 3HAYHOTO MiJBUINEHHS
KOHIIeHTpallil Mifa30/1aMy Ta OO IOCUJIEHHS IICUXOMOTOPHUX edekTiB. OmHOUYacHe
3acToCyBaHHSA QyKoHa30my y go3i 200 Mr Ta Mifa3onamy y 4o3i 7,5 MI IepopaibHO
npussonuio no nigsuienHsa AUC Ta nepiofy HamiBBUBEeOeHHA Y 3,7 Ta 2,2 pa3a BiAIOBiOHO.
3acTocyBaHHs GayKoHa30my v 0o3i 200 mr/moby Ta 0,25 Mr TpraloiaMy IepopaibHO
npu3Boauio po mippuinenHs AUC Ta mepiony HalliBBUBeOeHHS Tpua3onaMy y 4,4 Ta 2,3 pasa
BigmoBigHO. [Ipu omHOYACHOMY 3aCTOCYBaHHI (PIyKOHA30/Iy Ta TpHa30jlaMy CIIOCTepiramocs
IIOTEHIIiIOBaHHS Ta IIPOJIOHTallis ePeKTiB Tpra3omamy.

AKI110 malieHTy, IKAU TPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Tepariio 6eH3oia3eniHaMu, J03y OCTaHHIX CJTif 3MEHIIUTH Ta BCTAHOBUTU HaJIEXKHUM HATJIAM 3a
CTAHOM IIallieHTa.

Kapbamaszenin: GnyKOHA30J IPUTHIUYE MeTab0/mi3M KapOaMa3eIiny Ta CIIPUYnHSIE
nifBUIEeHHS PiBHS KapOaMa3zerniny y cupoBaTii KpoBi Ha 30 %. ICHye pU3UK PO3BUTKY
IIPOSIBiB TOKCUYHOCTI 3 00Ky KapbOaMa3zeminy. Moxe OyTu HeoOXifHUM KOPUTYBaHHS OO3U
KapOaMa3eIiny 3ajieXKHO Bif] piBHS M0Oro KOHIIEHTpallil Ta Ail mpemapary.

Bokamopu Kasnbuiesux KaHaaie: fesSKi aHTAroHICTH Kanbliio (HibenuriH, icpamumis,
amonuiiH Ta penomgumin) MetabomnidyioTecs hepmernToM CYP3A4. OnyKoHa3011 MOTEHIIINHO
MOXKe IiABHUINYBAaTH CUCTEMHY eKCIT03HIIit0 07I0KaTOPiB KaIbIlieBUX KaHAaJIiB.
PekoMeHIOBaHNW peTeNbHUY MOHITOPUHT II[OJI0 PO3BUTKY MOOIYHUX peakiliid.

Llenekokcub: IpU OOQHOYACHOMY 3acTOCyBaHHI prykoHasony (200 mr Ha moby) Ta
nenekokcu0Oy (200 mr) C,,., Ta AUC nenekokcuby migBuiryBanucs Ha 68 % Ta 134 %
BigmoBigHO. [Ipy 0IHOYACHOMY 3aCTOCYBaHHI 11eJ1IeKOKCU0y Ta GIyKOHa307ly MOxKe OyTH
HeOoOXiTHUM 3MeHIIeHHS 03U 11eJIeKOKCUOy BABiUi.



Lluknogocpamio: ogHOYACHE 3aCTOCYyBaHHS HUKI0odochaMiny Ta GIyKOHA30/Iy IPHU3BOTUTD [0
nmigBUIeHHS PiBHA Oinmipy0OiHy Ta KpeaTwHiHY B CHpPOBATI KpoBi. Lli mpenapaTy MoxHa
3aCTOCOBYBaTH OJHOYACHO, 3BaKal0YX Ha PU3UK IMigBUINEHHS KOHLEHTPallil 6inipy0iHy Ta
KpeaTHHIHY B CUPOBATI]i KPOBI.

®enmania: TTOBIHOMIISIIN TIPO OOWH JIeTaIbHUM BUIIAAOK iHTOKCHKAIIl ()eHTaHIIOM YHACIiZOK
MOXKJIMBOI B3a€MOZil ¢peHTaHiNny Ta ¢payKoHa3oiy. [o Toro XK 0yJi0 IPOoeMOHCTPOBaHO, 110
({bTyKOHA30J1 3HAaYHO YIIOBIIbHIOBAB efliMiHalio GeHTaHiny. [TifBuIeHHS KOHI[eHTpAaIlil
(dheHTaHiIy MOXKe MPU3BECTHU OO0 IPUTHIYEHHS OUXaHHS, TOMY CJIif] peTelIbHO KOHTPOJIIOBATH
CTaH maijieHTa. Moxe O6yTy He0OXiTHOIO KOPEKIIisl 103U (heHTaHiny.

IHeibimopu I'MTI-KoA-pedykma3su: CyMiCHe 3aCTOCyBaHHS (HITyKOHa301y Ta iHribitopis M-
KoA-penykrasu, mo MeTtabomni3yioTbcsi CYP3A4 (aTopBacTaTHH Ta CUMBAcTaTHH), abo
inri6iTopiB I'MI'-KoA-penmykTasu, 1m0 metabonisyiotscss CYP2C9 (dnyBacTaTtun), mimBuiye
PHU3UK PO3BUTKY Miomarii Ta pabgomionisy. ¥ pa3i HeoOXigHOCTI 0MHOYACHOTO 3aCTOCYBaHHS
LIMX IperaparTiB CIIif PeTeJIbHO CIIOCTEPIraTy 3a MalliEHTOM I[0OA0 BUHUKHEHHS CUMIITOMIB
Mionarii Ta pabmomioni3y i TpoOBOOUTY MOHITOPUHT PiBHS KpeaTUHKIHA3U. Y BUIAKY
3HAYHOTIO MigBHUINEHHS PiBHSA KpeaTHHKia3M, a TaKOX IIPH [iarHOCTyBaHHI abo mimo3pi Ha
Mionarito/pabmomiosi3 3acTocyBaHHs iHTi0iTOPiB MI-KOA-penyKTa3u CiIif IPpUIUHUTH.

ImyHocynpecopu (Hanpukaad yUuK/A0CNOPUH, e8epoaimMyc, CUPOAIMYC i MaKpoaimyc).

Lluxkaocnopun: GIyKOHA30JI 3HAYHO MigBUILy€E KOHLeHTpaliio Ta AUC nukimocnopuny. [Ipu
OIHOYACHOMY 3aCTOCyBaHHi ¢yKoHa3omny y 0o3i 200 Mr/moby Ta HMKIIOCIIOPUHY Y HO03i

2,7 mr/kr/moby cmocTtepiramocs 36inbuienHs AUC nuknocmopuny vy 1,8 pasa. Lli mpenapaTu
MOJKHa 3aCTOCOBYBaTH OMHOYACHO 3a YMOBU 3MEHILIEHHS [03U [UKIOCIIOPHUHY 3aJIe2KHO Bif
10r0 KOHIIEHTPalil.

Egeposimyc: PIyKOHa30JI MOXKeE IMiABUINYBAaTH KOHIEHTPAI[iI0 €BePOJIiMYyCY B CHPOBATLi KPOBi
yepes npurHideHHs CYP3A4.

Cuposimyc: (GIyKOHaA30JI MigBUINY€E KOHIIEHTPALIiI0 CUPOJIIMYCY y Ija3Mi KpOBi, iMOBIPHO,
IIJITXOM TIPUTHIYeHHS MeTaboniamy cupomnimycy pepmertom CYP3A4 ta P-riikonpoTreinom.
L1i mpenapaTy MOXKHa 3aCTOCOBYBaTHA OJHOYACHO 3a YMOBH KOPUTYBAHHS OO3U CUPOJIIMYCY
3aJIe’kKHO Bifl piBHS KOHIIeHTpallil Ta eeKTiB Bifl 3aCTOCyBaHHS IIpernapary.

Taxposimyc: GIyKOHA30 MOXKe IiABUINYBaTHA KOHI[EHTPallil TAaKPOJIiMyCy Y CUPOBAaTIIi KPOBi
1o 5 pasiB Ipu ¥Oro nepopagbHOMY 3aCTOCYBaHHI Yepes MpUTrHidveHHs MeTaboi3aMy
takponimycy pepmerntom CYP3A4 y kumreunuky. [Ipu BHYTPIlIHLOBEHHOMY 3aCTOCYyBaHHI
TaAKPOJIIMYyCY He CIIOCTepiragocs 3Ha4HuX 3MiH ¢apMaKoKiHeTuKH. [lifBuineHi piBHi
TaKPOJIIMYCY aCOIifOI0THCS i3 HEPPOTOKCUYHICTIO. [103y TAaKPOJIiMyCy A IIepopPabHOTO
3aCTOCYBaHHS CJIiJ 3HUXKYBATH 3aJIe2KHO Bif] KOHIIEHTpPAIlil TAaKPOIiMYyCy.

Jlozapman: GIIyKOHA30J1 IPUTHIYYEe MeTab0I1i3M JI03apTaHy A0 KOT0 aKTUBHOTO

MeTaboIiTy (E-31 74), u1o 3ymoBIioe OinbIlly YaCTHHY aHTaAroHi3My 0 pelenTopiB
a"rioten3uny lI mig yac 3acTocyBaHHS J103apTaHy. PeKOMEHI0BaHO 3[iMCHIOBATH IIOCTIMHUN
MOHITOPUHT apTepialbHOTO TUCKY V IAlli€HTIB.

MemadoH: GpIyKOHA30JI MOXKe IiABUIYBaTA KOHI[EHTPAllil0 METaZIOHY Y CUPOBATILi KpoBi. [Tpu



OOHOYACHOMY 3aCTOCYBaHHI MeTaOHy Ta HIyKOHA30JIy MoxKe OyTH HeoOXimHUM
KOPUTYBaHHS [[031 METa0HY.

HecmepoioHi npomu3ananbHi npenapamu: IPU OJHOYACHOMY 3aCTOCYBaHHI 3 (IIyKOHA30JI0M
C,.x Ta AUC dnypOinpodeny migutryBanucs Ha 23 % Ta 81 % BigmoBigHO MOPiBHSHO 3
BiATIOBiMHMMY MMOKAa3HUKAMU IIPU 3aCTOCYBaHHI Tinbku ¢nypOinpodeny. AHaNIOTiYHO ITpu
OOHOYACHOMY 3aCTOCyBaHHi (prykoHa3omy 3 panemiyauM idymnpodenom (400 mr) C,,, Ta AUC
(dhapMaKonoTiyHO aKTUBHOTO i30Mepy S-( )-ibynpodeny migpuinyBanucs Ha 15 % Ta 82 %
BI[IMOBIAHO MOPIBHSHO 3 BiATIOBIIHMMY ITOKAa3HMKaMU IIPU 3aCTOCYBaHHI TUIBKY palleMiYyHOr 0

ibympodeny.

®nyKOHA30JI IOTEHLINHO 30aTHUY MiABUIyBaTU CUCTEMHY eKcrno3ulito inmux HII3II, mo
MeTabomnizyioTbcst CYP2C9 (HampuKiiag HallpOKCEHY, IOPHOKCHKAMY, MEJIOKCUKaMy, DUKI0heHaKy).
PekxoMeHIOBaHO MEPiOAUYHO 3[iMCHIOBATA MOHITOPHUHT MOOIYHUX PeakKIliii Ta TOKCUYHUX IIPOSIBIB,
moB’ss3anux i3 HII3TI. Moxe 3HamobuTucs KopuryBauus mo3u HIT3II.

®ernimoin: HITyKOHA30JI MPUTHIYY€e MeTabo1i3M (QeHiToiHy y nevinni. OgHOYacHe
6aratopa3soBe 3actocyBaHHs 200 Mr ¢nykoHa3omny Ta 250 Mr QpeHiTOiHy BHYTPIIlTHLOBEHHO
mpu3BOOuUTh 0 miguineHHs AUC,, ¢penitoiny Ha 75 % Ta C,;,,Ha 128 %. [Ipu ogHOYaCcHOMY
3aCTOCYBaHHI LIUX TiKAaPChKUX 3aCc00iB CHIii MPOBOOUTH MOHITOPHHT KOHIIeHTpallil PeHiToIHy
y CUPOBATIIi KPOBi 1T YHUKHEHHS PO3BUTKY TOKCUYHOI [Iii HeHiTOoIHY.

[IpedHi3oH: TIOBIIOMJISIIN PO BUIIAAOK, KOJIM y Malli€HTa IIicjig TpaHCIJIaHTallil MeYiHKKA Ha
TJIi 3aCTOCYBaHHA NIPENHI30HY PO3BUHYJIACS IOCTPa HEJOCTATHICTh KOPU HAJHUPKOBUX
3aJ103, 110 BUHUKIIA IIiC/Is TPUNMHEHHS TPUMICAYHOTr0 KypCy Teparil GJIyKOHa30JI0M.
[IpunvHEHHS 3aCTOCYyBaHHA (IYKOHA30JTy, iMOBIpHO, CIPUYHUHUIIO ITOCHAJTIEHHS aKTUBHOCTI
CYP3A4, 1o mpu3BesIo 10 IPHCKOPeHHs MeTabomi3aMy mpenHi3ony. Crif peTenbHO CTEXKUTH
3a MalfieHTaMHu, SKi IPOTSITOM TPUBAJIOT0 Yacy OMHOYACHO 3aCTOCOBYIOTh (hJTYKOHA30JI Ta
IIPEeAHi30H, 3 METO0 IONePeIXKEeHHS PO3BUTKY HEJOCTATHOCTI KOPY HaAHUPKOBUX 347103
IiCJISl IPUNIMHEHHS 3aCTOCYBaHHA (QJIyKOHA30JTy.

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 citig OpaTy J0 YBaru CUMIITOMU
TOKCHUYHOI [Iil pudalbyTuny.

Cakeinasip: prnykonason mipsuniye AUC Ta C,,, cakBiHaBipy npu6au3ao Ha 50 % Ta 55 %
BiITIOBigHO Uepe3 MpUTrHiYeHHS MeTabosi3My cakBiHaBipy y nedinni pepmentom CYP3A4 ta
yepe3s iHri0yBaHHs P-rmikonporeiny. B3aeMopii Mixk ¢rnykoHa3omoMm Ta
CakBiHaBipOM/pUTOHABIPOM He MOCIIIXKYBaIuCs, TOMY BOHU MOXYTh OyTH OiNbIll
BUpaxXeHuMH. Moxe OyTH HEOOXiTHUM KOPUTYBAHHS 103U CaKBiHaBipy.

[ToxiOHi cynb(oHinceuosuHU: TIPU OGHOYACHOMY 3aCTOCYBaHHI (JIyKOHA30JI IIPOJIOHTYE IIepiof
HalliBBUBENEeHHS [TePOPaIbHUX IMOXIJHUX CyIb(OHIICEYOBUHH (XJIOPIPOMIaMiay,
raibeHKnaminy, ruimisuny ta TonbyTaMminy). PEeKOMEHIYETHCS MIPOBOAUTH YACTHUM KOHTPOIIh
IIyKPY B KPOBi Ta BiATIOBIAHAM YMHOM 3HUKYBaTH [03y IOXiOHUX CYIb()OHIIICEUOBUHU IIPU
OIHOYACHOMY 3aCTOCyBaHHi i3 (pIyKOHA30JI0M.



Teogiain: 3acTocyBaHHS PrykoHa3omy 1mo 200 mr npoTtsiroM 14 OHIB MPU3BETIO 10 3HUXKEHHS
CepemHbOro KilipeHCy Teodininy y mna3mi KpoBi Ha 18 %. 3a naimieHTaMu, gKi 3aCTOCOBYIOTh
TeodiniH y BUCOKUX 03ax abo fKi MaloTh MiIBUILIEHUH PU3UK PO3BUTKY TOKCUYHUX IIPOSIBIB
TeOoQiNiHy 3 iHIKUX IPUYUH, CJIil BCTAHOBUTH Harjdf LOO0 BUSBIEHHS O3HAK PO3BUTKY
TOKCHYHOI fil Teodininy. Teparito cjig 3MiHUTH IIPU MOSIBI 03HAK TOKCUYHOCTI.

Anxkanoiou 6apsinky: GIIyKOHa30J1, iMOBipHO, Yyepe3 iHrioyBaHHs CYP3A4 MoxXKe CIPUYUHSATH
MiOBUINEHHS KOHIIEHTPAIlil ajKasnoifiB 6apBiHKY y IIy1a3Mi KPoBi (HapyKiIa[ BIHKPUCTHHY Ta
BiHOIACTUHY), 10 IPU3BOAUTH 0 PO3BUTKY HEMPOTOKCUYHUX €(PEKTiB.

BimamiH A: IOBIAOMJISIJIOCS, 110 Y MAllleHTa, SKAU OOHOYaCHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHUCIOTY (KUCI0THA ¢hopMa BiTaMmiHy A) Ta GhIyKOHA30JI, CIIoCTepiranucs mobiuHi peakiii 3
6oky IITHC y dbopMi 1mceBOOTYMOpPY TOJIOBHOTO MO3KY, 1[0 3HUK IIiCJIg BigMiHU (PIyKOHA307y.
LIi mixapchbki 3aco0u MOXKHa 3aCTOCOBYBAaTH OOHOYACHO, ajie CJIif maM’ STaTh IIP0 PU3UK
BUHUKHEHHS Mo0iuyHMX peakii 3 6oky LTHC.

BopukoHa3zos (iHeibimop CYP2C9 ma CYP3A4): omHO4YacHe 3aCTOCYBaHHSI BOPUKOHA30JTy TIepopaibHO
(mo 400 mr xoxHi 12 rogus npoTsarom 1 gus, motiM mo 200 Mr KoxHi 12 rogus npotsarom 2,5 OHS) Ta
(bykoHa3o0iy nepopanbHO (400 Mr y nepiinii feHs, IoTiM 1o 200 Mr KoXHi 24 TOOUHYU IPOTATOM 4
OHiB) MOOPOBOJIBIISIM YOJIOBiYO0I cTaTi mpu3Beno mo migsuileHHs C,,, Ta AUC, BODUKOHA301y Y
cepegHboMy 110 57 % (90 % [I: 20 %, 107 %) ta 79 % (90 % [I: 40 %, 128 %) BignosigHo. HeBimoMmo,
YU IPU3BONUTH 3HUKEHHS 03U Ta/ab0 4acTOTH 3aCTOCYBaHHS BOPUKOHA30Jy abo ¢hIyKoHa3011y 0
yCyHeHHS TakKoro edekty. [Ipu 3acTocyBaHHI BOPUKOHA30IIY Micisg (IyKOHA30JTy CIIif IPOBOOUTH
CIIOCTEePeXEHHS 1010 PO3BUTKY M0GiyHUX e(DeKTiB, acoIiifoBaHUX i3 BOPUKOHA30JIOM.

3udosydun: dhrmykoHason migsuinye C,,. Ta AUC 3ugoBynuny Ha 84 % Ta 74 % BiAmoBi#HO, 110
3yYMOBJIEHO 3HUKEHHSIM KIIipeHCY 3UA0BYAUHY NpPuOu3Ho Ha 45 % mpu #oro nepopaabHOMY
3actocyBaHHi. [lepiof HaniBBUBeleHHS 3UIOBYANHY OyB TaKOXK IOJOBXKEHUM MTPUOIU3HO Ha
128 %

micys 3acTocyBaHHS KoMOiHallil GprykoHa30/1y Ta 3uNOBYOUHY. 3a MallieHTaMu, SKi
3aCTOCOBYIOTh TaKy KoMOiHaIlilo TiKapChKUX 3ac00iB, CIIifl CIIOCTepiraTy 00 PO3BUTKY
no0iYHUX peakKllill, MOB’I3aHUX i3 3aCTOCYBaHHSIM 3ULOBYOUHY. MOXHA PO3TJIIHYTU
OOLIbHICTE 3HUKEHHS 03U 3U[0BYIUHY.

AzumpomiyuH: KOTHUX 3HAYYLIUX (GapMaKOKiHETUYHUX B3aEMOIill MiK HUMHU BUSBIIEHO He
oyo.

IIepopaavHi KoHMpauenmueu: IPU 3aCTOCyBaHHi (GTyKoHa301y ¥ 7o3i 50 MT BIIMBY Ha piBeHb
TOPMOHIB He 0yJI0, TOi SIK IIPX 3aCTOCYBaHHi ¢hiyKoHa3omy y no3i 200 Mr Ha mo0y
cnoctepiranocs 30inpimennss AUC etuninectpagiony Ha 40 % Ta 1eBOHOPrecTpeny - Ha 24
%. Lle cBiguuTh PO Te, 10 OHaraTopa3oBe 3aCTOCYBaHHS (DIIYKOHA30JIy Y 3a3HaUYEeHUX [103axX
HaBPS YU MOXKe BIIJIUBATU Ha e(eKTHUBHICTH KOMOIHOBAHOT0 IEPOPabHOI0 KOHTPAIENITHBRA.

Igakagmop: CyIIyTHE 3aCTOCYBaHHA 3 iBaKa(pTOPOM, MifACUIIOBaYeM MYKOBICIIMAO3HOT O
TpaHCcMeMOpPaHHOT'0 PeryJsaTopa MPOBITHOCTI, MigBUIIY€E €KCIIO3UIIiI0 iBakadTOPy B 3 pas3y, a
rigpokcumetuniBakapTopy (M1) - y 1,9 pas. [l naiieHTiB, SKi O4HOYACHO 3aCTOCOBYIOTh
nomipHi iuribiTopu CYP3A, Taki K (Ii0KOHA30I i epUTPOMIlLIH, PEKOMEHIYETHCS 3HUKEHHS
no3u iBakagTopy no 150 Mr omuH pa3s Ha Ho0y.



Oco6 1ueocmi 3acmocyeaHHsi.

Iepmamodgimis. [I151 niKyBaHHSA AepMaTodiTil y giTel (GIyKoHa30J He IePEBUILIYE
rpu3eodynbBiH 3a ePeKTUBHICTIO i 3arajbHUAN IOKAa3HUK €(eKTUBHOCTI CTAHOBUTH MeHIIe 20
%. ToMy mpenapat He CJIiff 3aCTOCOBYBaTH OIS TiIKyBaHHS AepMaTOdiTil.

Kpunmoxoko3. [10ka3iB e()eKTUBHOCTI (PJIyKOHA30IIy AJ1S JTIIKyBaHHSA KPUIITOKOKO3Y iHIINX
JI0KaJTi3amiil (HamprKJiaf JIeTeHeBOT0 KPUIITOKOKO3Yy Ta KPUIITOKOKO3Y LIKIPH) HEJOCTATHERO,
TOMY PEKOMeHJAIli}l 00 N030BOr0 PeXKUMY [T JIIKyBaHHS TaKWX 3aXBOPIOBaHb HEMaAE.

I'nuboki eHOemiuHi miko3u. [loka3iB eheKTUBHOCTI (DITyKOHA301y AT JTiKyBaHHS iHIIUX Hopm
eHIeMiYHUX MiK03iB, TaKUX K TapaKOKIMAi0IA0OMIKO03, TiCTOIIa3M03 Ta MIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEOOCTAaTHLO, TOMY PEKOMEH[allil MOK0 JO30BOr0 PeKUMY [T JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupkosea cucmema. IlanieHTaM i3 mopyuIeHHSIM (QYHKIIIM HUPOK Ipenapar Ciif 3aCTOCOByBaTH
3 obepexHicTio (muB. po3min «Crocib 3acTOCyBaHHS Ta HO3U»).

Hedocmamuicmb HaOHUpPKoBuX 3a103. KeTOKOHA30JI, SIK BifOMO, CIIPUYMHSIE HEOOCTATHICTh
Ha[JHUPKOBUX 3aJ103, i Ile TAK0XK MOXKe CTOCYBaTUCS (IyKOHA30Jy, X04a CIIOCTEPIraeThCS PigKO.
HepocTraTHiCT, HAMHUPKOBUX 3aJ103, [I0B'43aHa 3 ONHOYACHUM JIIKyBaHHAM, OIIMCaHa B PO3MiIl
«BonmuB GyKoHa301y Ha iHIII TiKapchKi 3aco0m».

T'enamobiniapHa cucmema. TlallieHTaM i3 MOpPYyIIeHHIM (QYHKIIIM [T€YiHKY IIpenapaT CIif
3aCTOCOBYBaTHU 3 00epexkHiCTI0. 3aCTOCYBaHHS (PIIYKOHA30/Iy acOIlifoBaloCs 3 BUHUKHEHHSIM
PiOKiCHMX BUIIQAKiB PO3BUTKY TSKKOI T€lIaTOTOKCUYHOCTI, BKIIOYAIOUM JIeTallbHi BUMIAMIKH,
TOJIOBHMM YWMHOM V IAL€HTIB 13 TAXKKAMU OCHOBHMMU 3aXBOPIOBAHHAMU. Y BUNAAKAX, KOJIU
PO3BUTOK T'ellaTOTOKCUYHOCTI acoIlif0oBaBCS i3 3aCTOCYBaHHAM (ITyKOHA3011y, He 0yI10
Big3HAYEHO ii SBHOI 3aJIe2KHOCTI Bifl 3arasibHOi J000BOI 103K ITpenapaTy, TPUBAIOCTI Teparlii,
craTi abo BiKy mallieHTa. 3a3BU4ail TelaTOTOKCUYHICTDh, CIIPUYHUHEHa (IyKOHA30JI0M,
000pOTHA, a il MPOsBY 3HUKAIOTH ITiCJIg IPUIMHEHHS Tepailii.

3a malieHTaMu, y SKUX IIPU 3aCTOCYBaHHI (PIIyKOHA30J1y CIIOCTEPIral0ThCS BiIXUIEHHS pe3yibTaTiB
GyHKLiOHATBHUX P00 MEeYiHKY, CMTifl BCTAHOBUTY PETEIbHUM HaTJIAL 00 PO3BUTKY OiNIbII TAKKOTO
ypaXKeHHS IeYiHKHU.

[TanieHTiB cnig mpoiHGOpPMyBaTH PO CUMIITOMH, 110 MOXKYTh CBITYUTH NP0 CEPHO3HUY BIIJIUB Ha
TeviHKy (BUpaXKeHa acTeHis, aHOPEKCisl, MoCTiitHa HynoTa, 67TI0BAHHS Ta XKOBTSHULIS). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS ()IyKOHA30J1y CJIif HerallHO IPUNWHUTHU Ta IPOKOHCYIbTYBATUCA 3 JTIKapeM.

Cepueso-cyduHHa cucmema. J1esiKi @301, y TOMY YHUCII (PIIyKOHA30JI, aCOIiI0I0ThCS i3
nogoBxkeHHAM iHTepBany QT Ha enekTpokapmiorpami. [loBigomignu Ipo gyxXe pifgKicHi
BUTIAJKU MOJ0BKeHHS iHTepBany QT Ta mapoKcu3MaibHOl IIIYHOUYKOBOI TaxiKapmdil TUITY
«IipyeT» IPU 3aCTOCYBaHHI IpenaparTy. Taki MOBIMOMJIEHHS CTOCYBaJIACS MAL€HTIB 13
TSKKUMU 3aXBOPIOBAHHSMU IIPU MOE€AHAHHI 0araTbox (akToOpiB pU3UKY, TAKUMHU SK
CTPYKTYPHI 3aXBOPIOBaHHS CEpIIs, IOPYLUIEHHS eIeKTPOJIiTHOTO 00MiHY Ta OgHOYacHe
3aCTOCYBaHHS iHIIUX JIiIKapChKUX 3aco0iB, 110 BIIMBaIOTh Ha iHTepBasn QT.

[Tpenapar ciif 3 06epeXHiCTI0 3aCTOCOBYBATH TallieHTaM i3 pU3UKOM PO3BUTKY apuTMiil. OmHOYacHe



3aCTOCYBaHHS Pa30M i3 TiKapChbKUMH 3aco0aMy, 110 MPOJIOHTYIOTh iHTepBan QTc Ta MeTabomi3yThCs
3a gonoMmoroio ¢pepmerHTy CYP3A4 nutoxpomy P450, mpoTunokasaHe.

Tanopaumpun. T'anoparTpul € cyoctpatom ¢pepmenty CYP3A4 i mponourye intepBan QTc
IIPY 3aCTOCYBaHHI y peKOMEHI0BAHUX TepaneBTUYHUX f03aX. OfHOYaCHe 3aCTOCYyBaHHS
ranodaHTpUHY Ta (GIYKOHA30Jly He PEKOMEHOYEThCS.

HepmamoaoeiuHi peakuyii. ITig 9ac 3acTocyBaHHS (PIYKOHA30/1y PiAKO IMOBIZOMIISIA PO
PO3BUTOK TaKWX eKC(]OosIiaTUBHUX MKIPHUX pPeakiii Ak cuHapoM CTiBeHCa-[[KOHCOHA Ta
TOKCUYHUMU elligepManbHuil HeKpomi3. [TamienTtu, xBopi Ha CHIII 6inbIn cXumbHI 0O PO3BUTKY
TSKKUX IKiPHUX pPeaklliil Ipyu 3acTOCyBaHHI 0araTbox JMiKapChKUX 3aco0iB. AKIIO y nalieHTa
i3 moBepxHEBOI IPUOKOBOIO iH(EKITiEI0 3’ IBISI0THCS BUCHUIIAHHS, IIT0 MOXKHA IIOB’SI3aTH i3
3aCTOCYBaHHSM (PIIyKOHA30y, TOAasblile 3aCTOCYBaHHSA IIpenapaTy CIIif IPUNUHUTH. AKII0
y TallieHTa 3 iHBa3UBHOIO/CHCTEMHOI0 TPUOKOBOIO iH(EKITiEI0 3’ IBNSIIOThCSI BUCUIIAHHS Ha
IIKipi, 3a 10TO CTAaHOM ITOTPIOHO PEeTEeNbHO CIIOCTEPIraTH, a y BUMAAKy PO3BUTKY OYITbO3HUX
BHCHUIIaHb a00 MyJIbTU(POPMHOI epUTEMU 3aCTOCYBaHHS (PIIYKOHA30/Y CIIiJ MPUTIUHUTH.

[ToBimoMIIsIIOCS TIPO Peakiiito JTiKapChbKuX 3aco0iB 3 e03uHO(DiTi€l0 Ta CUCTEMHUMYU CUMIITOMaMHu
(DRESS cunmpom).

Tinepuymaugicmy. Y PiIKiCHUX BUNAgKax MOBIIOMIISIN IIPO PO3BUTOK aHa(DiTaKTUIHUX
peaxiriu.

Llumoxpom P450. ®1yKOHa30J € MOTYKHUM iHTi6iTopoM dhepmenTty CYP2C9 ta momipHuM
inribiTopoMm dhepmenTy CYP3A4. Takox (rnykoHa3on € inribitopom dhepmenty CYP2C19. Crnig
CIIOCTepiraTv 3a CTAHOM IIAIli€HTIB, SIKi OMHOYACHO 3aCTOCOBYIOThH (DJIYKOHA30JI Ta IIpenapaTtu
3 BY3bKUM TEPANeBTUYHUM BiKHOM, 1110 MeTabomi3yioThcst 3 yuactio CYP2C9, CYP2C19 ta
CYP3A4.

TepperaduH. Ciig peTeIbHO CIIOCTEpIraTy 3a CTaHOM IIallieHTa IIPU OGHOYACHOMY
3aCTOCyBaHHI TepdeHagrHy Ta GiayKoHa3omy v no3i menie 400 Mr Ha mo0y.

Kanoudos. [locmigxKeHHs MOKa3anu 30inbIIeHHs MOMUPEHOCTi iHGEeKIIiN iHmmuMY

Bupamu Candida, kpim C.albicans. BoHu 9acTo CTiliKi 3a CBOEIO MTPHUPOIOI0

(manpuknap, C.krusei Ta C.auris) abo BUSIBNISIIOTh 3HUXKEHY CIPUMHSATIUBICTD [0
dbmykonazony (C.glabrata). Taki iH}eKIlil MOXKyTh BUMaraTy aJlbTePHaTUBHOI
npoTUrprOKOBOI Teparllii, IKa € HAC/IigKOM BiTMOBH Bifi JIiKyBaHHSA. TOMy PEKOMEHYETHLCS
BPaXOBYBaTH MOIMINPEHICTh PE3UCTEHTHOCTI Pi3HUX BUAIB Candida 0o GpryKoHa30:y.

HonomiscHi peyosuru. [Ipenapat MiCTUTH j1aKTO3y. [lalieHTaM 3 pigKiCHUMHU CIIaJAKOBUMU
3aXBOPIOBAaHHSIMY, TAKUMHU K HEIIEPEHOCUMICTh raJlaKTO3HU, HeOCTaTHICTh 1aKTa3u Jlamnmna
Ta ManbabCcopOIlis TTII0K03U-TalakKTO3H, He CJIifl 3aCTOCOBYBATH 1€l Ipemapar.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.
2KiHKu penpo0yKkmugHO020 BIKy

[Tepen moyaTKOM JTiKyBaHHS Mali€HTKY Cif IpoiHGOPMyBaTU NP0 NOTEHUIINHUN PU3UK IJIS MI0JA.



[Ticrst 3acTOCYBaHHSI OOHOPA30BO1 MO3U CIIifl BATPHMATHU TEPiof BUBENEHHS (PIYKOHA30Ty, IKUM
CTAHOBUTH MpubIU3HO 1 TUXKAEeHb (110 BiAmoBigae 5-6 mepiogam HamiBBUBE[EHHS), 10 HACTAHHS
BariTHOCTI (muB. po31min «PapMaKOKiHETUKA»).

[Ipu TpuBanux Kypcax JliKyBaHHS XKiHKaM PEIPOAYKTUBHOIO BiKy CJIifl PO3TISHYTU MOXKIIMBICTh
3aCTOCYBaHHSI KOHTpPAIENIIil TPOTSATOM yChOTO IIePiofy TiKyBaHHS Ta IPOTSATOM
1 TUXKHS TiCNSA IPUIAOMY OCTaHHBOI JO3H.

OOGcepBalrilini mocigKeHHS CBiTYaTh PO MigBUINEHUN PU3UK CIIOHTAHHOTO abopTY y XKiHOK, SKi
OoTpuMyBaiu PIyKOHA30JI IPOTSITOM IIEPIIOTro Ta/abo APyroro TPUMECTPY BaTriTHOCTI, IOPIiBHSHO 3
XKiHKaMHu, 5Ki He mpuiiManu GiykKoHa30s abo OTpUMYBaIl MiCIeBi a30JIK y TOU Iepiof.

IlaHi OeKiNbKOX TUCSAY BariTHUX XKIiHOK, SKi OTPUMYyBalIu KyMyIATHBHY 003y < 150 mMr ¢paykoHa3omy y
IIepIIOMY TPUMECTPI BaTriTHOCTI, He CBig4aTh Mo 30inbllleHHs 3arajJbHOT0 PU3UKY PO3BUTKY Bagu
PO3BUTKY y IyioAy. B omHOMY BenukoMy 06CepBalliiHOMy KOTOPTHOMY OOCIIiIXKeHHi BIIJIUB B IIEPIIOMY
TPHUMECTPI MEPOPAIbHOT0 ITPUHOMY (hIYKOHA30Jy aCollil0oBaBCS 3 HEBEIUKUM ITiIBUIIEHUM PU3UKOM
PO3BUTKY OIIOPHO-PYXOBOT'0 alaparty, Io Bigmosigae mpubau3Ho 1 JogaTKOBOMY BUIIAAKY Ha

1000 XiHOK, sIKi OTpUMYyBaIu CYKynHY 003y <450 Mr IIOpIiBHAHO 3 XKiHKaMHU, AKi OTPUMYBaJIi MiCLeBi
asonw, i mpubau3Ho [0 4 gomaTKoBUX BumaakiB Ha 1000 XkiHOK, SIKi OTpUMYyBaIu KyMyJISTUBHI 003U
nmoHag 450 mr. CkoperoBaHHUY BimHOCHUM pu3uK ctaHoBuB 1,29 (95% I Big 1,05 mo 1,58) gnsa 150
MT IIepopanbHOro npuiiomy ¢nykonasony ta 1,98 (95% [II Big 1,23 mo 3,17) pns mo3 noHaxm 450 Mr
bmykoHa3o01y.

HasiBHi emimeMionoriuni mocmigXKeHHS 1010 PO3BUTKY Bajl CEPIls IPU 3aCTOCYBaHHI (IIyKOHA30Iy Y
mepiofl BariTHOCTI mai0Th cymepednuBi pe3ynbraTu. OgHAK MeTaaHasi3 5 o0cepBalliitHUX NOCIiAKEeHb,
IIPOBEMIEHUX 3a y4aCTIO KiTbKOX THCSY BaTriTHUX XKiHOK, SKi OTpUMYyBaIu (QIyKOHA30/ IPOTATOM
[IePIIOr0 TPUMECTPY, BUSIBUB IiIBUIIIEHHS PU3UKY PO3BUTKY Baf cepud y 1,8-2 pa3u MOpPiBHAHO 3
TUM, KOJIA (DJTyKOHA30J1 HE 3aCTOCOBYBaIy Ta/abo BUKOPHUCTOBYBAJX a30JIU AJIST MiCLIEBOTO
3aCTOCYBaHHS.

Y noBimoMIIEHHAX OIIKCAHO BPOAKEHI Bafu PO3BUTKY Y HEMOBIIAT, MaTepl AKUX OTPUMYBaJIA BUCOKI
no3u (Bim 400 mo 800 Mr/mo6y) ¢yKoHA30Ty y IIepiof BariTHOCTI MpoTaroM 3 MicsiiB abo Oinbiie mpu
JiKyBaHHI KOKIMAi01noMiko3y. Cepel BPOOKEHUX Bafl, AKi CIIOCTepirajucs y nux giteu, -
Opaxinedarnisi, guCIIa3is ByIIHUX PAaKOBKUH, HafiMipHe 30ibIIIeHHS IepPeIHbOT0 TiM S4Ka,
BUKPUBIIEHHS CTETHOBOI KiCTKM Ta IPOMEHEBO-TIJI€Y0BU CUHOCTO3. [[pUYMHHO HACTiOKOBHM 3B’ 130K
MiX 3aCTOCYBaHHSM (PpIyKOHA30Jly Ta BPOOXKEHUMU BaflaMU He BCTAHOBJIEHUH.

He cnip 3acTocoByBaT 3BMYairHi 103U (PIIyKOHA30/Iy Ta KOPOTKOTPHBAJi KYPCH JTiKyBaHHS
(bIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSATKOM KpaliHbol He0OXigHOCT.

He crig 3acTocoByBaTH BUCOKi 003U (PIyKOHA30JTy Ta/abo TpuBali KypcH NiKyBaHHS (DITYyKOHA30JI0M Y
mepiof BariTHOCTI, 3a BUHATKOM JIIKyBaHHS 1H(EKLil, [0 TOTEHLIMHO 3aTPOKYIOTh XKUTTIO.

®nyKoHAa30J1 IPOHUKAE ¥ TPyAHE MOJIOKO Ta IOCATAa€ HHUXKY0I KOHIIEHTpallii, HiXK y I1a3Mi KpoBi.
TomyBaHHS I'PYAAI0 MOXKHA IIPOJOBXKYBATH ITiC/IS PA30BOT0 3aCTOCYBaHHS 3BUYANHOI 703U
dbmykoHa3ony, mo ctaHoBuTh 200 MT abo MeHIIe.

TomyBaTy rpynAio He PpeKOMEHAYEThCS MpK OaraTopa3oBOMY 3aCTOCYyBaHHI PriyKoHa30iy abo mpu
3aCTOCYBaHHI BUCOKUX [03 QIIyKOHA30Y.

30amHicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu



MexaHiamamu.

HocnimxeHb BINIKUBY (IYKOHA30Jly Ha 30AaTHICTh KepyBaTH aBTOTPAHCIOPTOM abo ImpalioBaTy 3
iHIMUMY MexaHi3MaMu He IpoBoguin. [1alieHTiB ciifg TpoiHGopMyBaTH IIPO MOKIIUBICTH PO3BUTKY
3araMopoYeHHs abo CyooM IIifi Yac 3aCTOCyBaHHA Ipenaparty. [Ipy pO3BUTKY TaKUX CUMIITOMIB He
PEKOMEH[YEThCS KePyBaTH aBTOTPAHCIOPTOM abo IpaloBaTH 3 iHIIMMU MeXaHi3MaMHU.

Cnoci6 3acmocyeaHHss ma do3u.

o6oBa mo3a (hIyKOHa30I1y 3a/leXKUTh Bifl BUAY Ta TSIXKKOCTI rpubKoBoi iHdekii. 1 6ibinocTi
BHUIIQ[IKiB BaTriHAIbHOTO KAHAUI03Y JOCTATHLO PA30BOI'0 3aCTOCYBAHHS IIpemapary.

[Tpu HeobxigHOCTI 6GaraTopa30BOro 3aCTOCYBaHHS IIpelapaTy JiKyBaHHS iHGEKIIiN Cif
ITPOMOBXKYBATH [0 3HUKHEHHS KITIHIYHUX Ta Ta00paTOPHUX MPOSIBiB aKTUBHOCTI IrPrOKOBOI
indekii. HegocTtaTHs TPUBAJICTH JTiIKYBaHHS MOXKe IIPU3BECTH [I0 BiTHOBIIEHHSI aKTUBHOTO
iH(deKIIiHOTO Mpoliecy.

[TpemapaT 3aCTOCOBYBATH ITePOPAIbHO a00 BHYTPIIIHEOBEHHO IIISIXOM iHGY3ii. Crocib 3acTocyBaHHS
IIpernapary 3aJeXuTh Bifl KJIiHiYHOTO cTaHy nanieHTa. Hemae HeoOximHOCTI y 3MiHi ;060BOiI H0o3u
IpenaparTy IpH 3MiHi IJISXy M0T0 3aCTOCYBaHHS 3 II€POPaJbHOT0 Ha BHYTPIITHROBEHHUY Ta HaBIIaKH.

TabmeTKu citig KOBTATH IinuMu. [IpuiioM mpemnapaTy He 3aJeKUTh Bifl mpuitoMy ixi.

ﬂOQOC/IUM.

Kpunmokokos.

- JIikyBaHHSI KpUIITOKOKOBOTO MEHIHTITy: HaBaHTaXyBajIbHa J03a CTaHOBUTH 400 MT y IepUInui IeHb.
[TigTpumytoya no3a - 200-400 Mr/mo6y. TpuBanmicTh TiKyBaHHS 3a3BUYall CTAHOBUTH

moHauMeHIe 6-8 TuxHIB. [Ipy iHpEKIiAX, 1110 3aTrPOXKYIOTh KUTTIO, TOOOBY H03Y MOXKHA 36iTbIIUTH
oo 800 mr.

- [TinTpuMytouda Teparis A NonepenXXeHHs PelUuOUBY KPUIITOKOKOBOTO MEHIHTITY y IAIliEHTIB 3
BHCOKMM PU3UKOM HMOT0 PO3BUTKY: PEKOMEH0OBaHa [03a IIpernapaTy cTaHoBUTb 200 Mr/moby
IIPOTSATOM HEOOMEkKeHOT0 Jacy.

Koxuuodioidos.

PexkomenpoBaHa no3a craHoBuTh 200-400 mr/go0y. TpuBanicTs JTiKyBaHHS CTaHOBUTH 11-24 micsmi
YU [OBIIE 3aJIe’KHO Bifl cTaHy mallieHTa. [ NiKyBaHHS Aesakux ¢popM iHdexuii, a 0cobauBO A
JiKyBaHHS MEHIHTITY, MOXKe OyTH [OLNIbHUM 3acToCcyBaHHS 03U 800 Mr/mo0y.

IHBa3usHi kaHOuOo03U.

HaBaHTaxyBanbHa f03a cTaHoBUTh 800 Mr y nepiuuii geHs. [ligTpumytoda go3a - 400
Mr/mo0y. 3a3BMYali peKOMeH0BaHa TPUBAIICTh TiKyBaHHS KaHAWOEMil CTAHOBUTD 2 THXKHI MiCIsS
IepIINX HeTaTUBHUX Pe3yJIbTaTiB Ky/IbTYPH KPOBi Ta 3HUKHEHHS 03HAK i CUMIITOMIB KaHAUAEMIl.

KaHOudo3 cau3osux 06010HOK.

- KaHOumo3 poToryioTKy: HaBaHTaxXyBajlbHa A03a CTaHOBUTE 200-400 Mr y mepliuii IeHsb,
nigTpuMmyioda fo3a - 100-200 Mr/no0y. TpuBamicTh NiKyBaHHS CTaHOBUTH 7-21 eHb (OO OOCATHEHHS



pewmicii), arme moxe OyTu 30inbIleHa [JIS MAIli€HTIB i3 TIXKUM iMyHOOehilIuTOM.

- Kangunos cTpaBoxony: HaBaHTaXKyBajlbHa [03a cTaHOBUTH 200-400 Mr y mepiiuii AeHb,
migTpuMytoda mo3a - 100-200 mr/no0y. TpuBamicTs nmikyBaHHST cTaHOBUTE 14-30 mHIB (OO MOCATHEHHS
pemicii), ame Mozxke OyTu 30inmbINeHa A7 HALi€HTIB i3 TIXKKUM iMyHOOeQIiITuTOM.

- Kangunypisi: pekomeHngoBaHa no3a cTaHOBUTE 200-400 Mr/go6y npoTtsiroM 7-21 mHiB. [I71s mallieHTiB
i3 TsRKUM iMyHOmEiMTOM TPUBAJICTE MiKYBaHHS MOXKHA 301/bIIUTH.

- XponiuHu# aTpodivyHUM KaHAUI03: PEKOMEHI0BaHa f03a CTaHOBUTH 50 Mr/mo0y npotsirom 14 gHiB.

- XpoHiUHUY KaHAUO03 WIKIiPU Ta CIU30BUX 000JIOHOK: PpEKOMEeHI0BaHa f03a cTaHoBUTh 50-100
Mr/mo0y. TpuBasicTh TiKyBaHHS CTAHOBUTH [0 28 [HIB, ajme Moxe OyTu 30inbleHa 3a1exHOo Bif
TSKKOCTI Ta BUAY iH}ek1ii abo 3HUKEHHS IMyHITETY.

ITonepedaiceHHA peyudusy KaHOud03y cau3osux 06040HOK y nauienmia 3 BIJI, siki maromb 8ucokull
PU3UK 11020 PO3BUMKY).

- KaHmumo3 poTOrIOTKM, KAHOHUI03 CTPABOXOOY: PeKOMEeHI0BaHa 03a cTaHoBUTE 100-200 Mr/moby
abo

200 Mr 3 pa3u Ha TUXKOEHb. TPHUBAIICTh NiKyBaHHS € He0OMeKEeHOIO [IJId NallieHTiB i3 MpUrHiveHuM
IMyHITETOM.

ITpoginakmuka kaHOUOO3HUX TH(peKUil Yy nauieHmia i3 mpusa/n0t HelumponeHier.

Pekomenposana mo3a cranoBuTh 200-400 mr. JIikyBaHHS C/if PO3MOYMHATH 3a KijbKa OHIB 10
OYiKyBaHOTO PO3BUTKY HEUTPOIIEHII Ta MPOAOBKYBAaTH IPOTATOM 7 OHIB IiC/A HiABUIIEHHS KiTbKOCTI
HelTpodinis nmoxan 1000/mMm°.

I'enimaavHi KaHOUOoO3U.

- TocTpuit BariHanbHUM KaHAUI03, KaHAUIO03HUY OaaHiT: peKOMEHI0BaHa 103a CTaHOBUTEL 150 Mr
pas3oBo.

- JIikyBaHHS Ta Mpo@ilakTUKa PeluAUBYIOYHX BaTriHaIbHUX KaHAUI03iB (4 abo Oinblle BUIagKiB Ha
piK): pekoMeHfI0oBaHa fo3a ctaHoBUTh 150 Mr 1 pa3 Ha 3 gHi. Bevoro cnif 3actocyBatu 3 mo3u (1-u
IeHb, 4-11 IeHb Ta 7-U geHb). [1icisa nporo Ciif 3aCTOCOBYyBaTH HmigTpuMytody o3y 150 mr 1 pa3 Ha
TUXKOEHb IPOTSTOM

6 MicsIIiB.

Hepmamomikosu.

- Miko3 cTorm, MiK03 rJ1afeHbKO]l IKipH, TaX0BUU AepMaTOMiK03, KaHAUA03Hi iH(peKIIi] mWKipu:
peKoMeHJoBaHa fio3a cTaHoBUTH 150 Mr 1 pa3 Ha TuxpaeHs, abo 50 mr 1 pa3 Ha goOy. TpuBamicTh
JIIKYBaHHSI CTAHOBUTh

2-4 TuxHi. JIiKyBaHHS MIKO3y CTOII MOXe TPUBATU OO0 6 TUXKHIB.

- PiznoGapBHMI nuitaii: peKoMeHaoBaHa fo3a cTaHoBUTH 300-400 Mr 1 pa3 Ha TUXKIEHb IPOTITOM
1-3 tuxHiB a6o 50 Mr Ha 7o0y IPOTATOM 2-4 THUKHIB.

- IepMaTodiTHUM OHIXOMIKO3: peKOMeHI0BaHa fio3a cTaHoBUTh 150 Mr 1 pa3 Ha TuXOeHb. JIiKyBaHHS
CJIifl TPOMOBXKYBaTH JOKM Ha MicClli iH(piKOBaHOTO HIrTS HE BUPOCTE 300POBUi. [I11s1 BiTpOCTaHHS
3[0POBUX HIT'TiB Ha pyKax Ta Ha BEJIUKUX IaIbLSIX Hir 3a3Bu4ail HeoOXxigHo 3-6 MicsuiB Ta 6-12



Mics1iB BifgmoBimHO. OmHAK MIBUOKICTh POCTY HIrTiB y HaIliEHTIB MOXKe OyTH Pi3HOI0 Ta 3ajiexkaTH Bi
BiKy. [licns ycminmHoro nikyBaHHS TPUBAJIUX XPOHIYHUX iHQEKIiN (popMa HITTS iHOAL 3a/IUIIaETHCS
3MiHEHOIO.

imam.
3acTOCOBYBAaTH JIiKapChKU 3acib 3a3BMYall € MOXKJIMBUM Y Billi Biff 5 POKiB.
He cnip nepeBulifyBaTé MakcuManbHy f000BYy 703y 400 Mmr.

4K i npu aHanoriyHuX iHQEKIiTX y JOPOCIUX, TPUBAICTh TiKyBaHHS 3a/Ie’KUTh Bifl K/IiHI4HOI Ta
MiKoJI0Ti4HOI BifmoBigi. ®yKoHa30/1 3acTocoByBaTH 1 pa3 Ha #o0y.

[lo3yBaHHA IpenapaTy AiTSAM i3 MOpyIIeHHAM (YHKIiM HUPOK HaBedeHO HuxkK4e. dapMaKOKiHEeTHKa
(byKoHa30Iy He OOCIigXKyBaslu y giTel i3 HUPKOBOIO HEOCTaTHICTIO.

Ilimam eikom 8i0 12 pokis.

3a/Ie’kHO Biff MacHu Tijla Ta my0epTaTHOTO PO3BUTKY JIiKapio CIIif OLIHKUTH, sIKa J03a Ipenapary (s
OOPOCTIUX YM AJIS OiTel) € ONTUMAaJIbHOI [J1S MallieHTa. Y AiTel KIipeHC (pIyKOHA30JIy € BULIUM
MOPiBHAHO 3 mopocnuMu. 3actocyBaHHs 103 100, 200 ta 400 Mr mopocnuM Ta 703 3, 6 Ta 12 Mr/kr
OiTSM IPU3BOIUTH 10 NOCSATHEHHS CIIIBCTaBHOI CHCTEMHOI €KCITO3UIIil.

EdekTuBHiCTh Ta 6€3M€YHICTh 3aCTOCYBaHHA IIpelapaTy A4S JIiKyBaHHS T'eHiTalbHUX KaHAUA03iB y
IiTell He BCTAHOBJIEHI, He3BaXKal4Yy Ha BUYEPIIHI faHi [0J0 3aCTOCYBAaHHS IIpenapaTy OiTaM. fAKino
icHye HaranmbHa notpeba 3aCTOCYyBaHHS IIpemaparTy migmiTkaM (BikoM Big 12 mo 17 pokiB), cmin
3aCTOCOBYBaTH 3BAYalHI NO3U OIS JOPOCIUX.

Himsam eixom 8i0 5 0o 11 pokis.

Kanmumo3u cnu3oBUX 000JI0HOK: TI0OYATKOBA [103a CTAHOBUTEL 6 MT/KTr/mo0y, migTpuMyoyda [103a -
3 Mr/kr/mo0y. [TouaTKOBY 103y MOXKHA 3aCTOCOBYBATH Y MEPIIHUM JeHb 3 METO0 Oi/IbIIl ITBHIKOTO
NOCSITHEHHS PiBHOBAXKHOI KOHIIEHTpAITil.

[HBa3WBHI KaHAUI03M, KPUIITOKOKOBUYM MEHIHTIT: 03a IIpernapaTy CTaHOBUTD 6-12 Mr/Kr/moby
3aJ1eXKHO Bifi CTyIIeHs TAXKKOCTi 3aXBOPIOBAHHS.

[ligTpuMytoda Teparis Oy [olepeaKeHHs PeluauBY KPUIITOKOKOBOIO MEHIHTITY y AiTel i3 BUCOKUM
PU3KUKOM MO0 PO3BUTKY: 003a IIperapaTy CTaHOBUTD 6 MI/KT/mo0y 3a/Ie3KHO Bifl CTYIEeHs TSXKKOCTi
3aXBOPIOBaHHS.

[TpodinakTuka KaHAUOO3iB y NAI€HTIB 3 iMyHOAeIMTOM: f03a IIpenapaTy CTaHOBUTH 3-12
MT/KT/mo0y 3a7ekKHO Bif BUPaXKeHOCTI Ta TPUBAJIOCTi iIHAYKOBAHOI HEUTPOIEHIl (AUB. 103U A

IOPOCIUX).

IHauieHmam a1imHbo20 BiKV.

o3y HeoOxifmHO minGupaTy 3a1eXkKHO Bifl cTaHy QYHKIIiM HUPOK (OUB. HAXKYE).

IlauieHmam i3 HUPKOBOK HedocmamHicmio.

[Tpu pa3oBOMY 3aCTOCYBaHHI KOPUTYBATH 003y GIYKOHA307y He mOoTpibHO. [TarieHTam (BKI0o4anyu
miTe) i3 mopyuieHHSIM QYHKIIM HUPOK U HeoOximHOCTi 6araTopa3oBoro 3aCTOCYBaHHS IIpenapary y
IepIIUi IeHb JIiIKyBaHHS CJIifl 3aCTOCOBYBaTU IO04YaTKOBY 103y 50-400 Mr 3aeXKHO Bifj TOKa3aHHS.



[Ticns mboro mo6oBY 03y (3a7eKHO Bif TOKa3aHHS) CIIifl po3pax0ByBaTH BifTIOBIIHO 1O
HUK4YeHaBeIeHol TabIulli:

Kaipenc kpeamuniny (ma/xe) Bidcomok 8id pekomeHdoeaHoi do3u
> 50 100 %

< 50 (6e3 miamizy) 50 %

Perynsapuui gianmis 100 % micng KOXKHOrO giamisy

[MTauieHTu, siki nepeOyBaloTh Ha pPeryasIpHOMY fianisi, moBuHHI oTpuMyBaTH 100 % pekoMeHmOBaHOI
[03Y IIiC/Ig KOKHOTO fianidy. Y meHb, KoK [iasli3 He IIPOBOAUTHCS, IAllleHT I0OBUHEH OTPUMYBaTHU
[03y, BIAKOPUTOBaHY 3ajIeKHO Bif] KJIIIPEHCY KpeaTHHIHY.

ITauieHmam 3 nopyweHHAM GYHKUIU neviHKU.

®nyKoHA3071 CIIifl 3aCTOCOBYBaTH 3 00€PEKHICTIO MallieHTaM i3 MOpYyLUIeHHAMU QYHKIIiHM IeYiHKH,
OCKiNIbKY iH(popMallil om0 3acToCyBaHHS (HITyKOHA30IIy IIifi KaTeropii maijieHTiB HeIOCTaTHERO.

Himu.

3acTOCOBYBATH JIiKAPChKUY 3acib MOXKIIUBO ¥ Billi Biff 5 pOKiB.

Ilepedo3yeanHns.

[CHYIOTH MTOBITOMJIEHHST TTPO MTepeI03yBaHHs (IYKOHA30JI0M; OMHOYACHO TTOBiMOMIISIIIA IIPO
raJilolHallil Ta TapaHoiganbHy MOBEiHKY.

[Tpu nepeno3yBaHHi HEOOXIMHO ITPOBECTH CHMIITOMATUYHY MigTPUMYIOUy Tepariiio Ta y pasi
He0oOXiTHOCTi TPOMUTH IITYHOK.

®yKOHA30J 3HaYHOI0 MipOI0 EKCKPETYETHCS 3 cedelo; (OPCOBAHUY Aiype3 MOXKe IIPUCKOPUTH
BUBe[eHHs npenapaTy. Ceanc remMofianily TpUBaJIiCTIO 3 TOOUHU 3HUXKYE PiBEHb (QPIYKOHA30IY Y
na3Mi KpoBi npubnu3Ho Ha 50 %.

ITobiuni peakuii.

3 boky cucmemu kpogi ma aim¢pamuyuHoi cucmemu: aHeMisl, arPaHYJIOLUTO3, JIEUKOIIEHis,
HEUTPOTIEHIsT, TPOMOOLIUTOIIEHIS.

3 6oky imyHHOI cucmemu: aHadinakcis.

MemaboaiuHi ma asimeHmapHi po3nadu: 3HUXKEHHS alleTUTY, TiIepTPUIIilepumeMis,
rirepxosecTepuHeMid, rinokaniemis.

3 6oky ncuxiku: 63COHHS, COHIUBICTb.

3 60Ky Hepeosoi cucmemu: TOJIOBHUY OiNlb, CYIOMH, 3alIaMOPOYEHHS, TapecTesii, MopyIIeHHs



CMaky, TpeMop.
3 60Ky opeaHia cayxy ma secmubyA5pHO20 anapamy: BEPTHUTO.

3 6oky cepus: TAapOKCU3MaJIbHa IIUIYHOUYKOBA TaxXikKapAia TUIY «IipyeT», IONOBXEHHS
inTepBamny QT.

3 60Ky Kuwkoeo-wayHK08020 mpakmy: 6ifib y UepeBHiM MOPOXKHUHI, fiapes, HyOoTa, 6I0BaHHS,
3a10p, AUCIENCis, METEOPU3M, CYXICTh y POTI.

3 6oky eenamobiniapHoi cucmemu: MigBUINEHHS PiBHSA ajaHiHaMiHOTpaHchepasu (AJIT),
acnapraTtaminoTpancdepasu (ACT), myxkHol pocdaTasu, xomecTas, KOBTSIHUIIS, MigBUIIEHHS
piBHS 0inipy0OiHy, Me4YiHKOBa HEJOCTATHICTh, TelaTOLeTI0NIPHUN HEKPO3, FelaTuTH,
rernaToLesoIIpHe YpaXkeHH .

3 60Ky wKipu ma niGwKipHoi mMKaHuHu: BUCUIIAHHS, CBepPOixK, MEIUKaMEeHTO3HUHN JepPMaTUT
(BKMIO4aryu QpikCOBaHUU MeIUKaMEeHTO3HUU AEePMaTHUT), KPONIUB' THKA, [iABUIIEHE
IIOTOBUMIJIEHHS, TOKCUYHUY emifepMalbHuil HeKPoi3, cuaapoM CTiBeHCa-[[2KOHCOHa,
rOCTpUM reHepasi3oBaHUM €eK3aHTeMaTO3HUU IyCTY/Ib03, eKCPOIiaTUBHUYN OEePMaTHT,
AHTiOHEeBPOTUYHUM HAOPSK, HAOPSK o0nuyys, anomnelris. IIoBimoMsIoCs Mpo peakirito
nMiKapCchKUX 3aco0iB 3 eo3nHODiniero Ta cuctemuumu cumntomamu (DRESS curpmpom), 1m0
IOBsI3aHi 3 MiKyBaHHAM (HITyKOHa30JI0M (OuB. po3Min «Oco0IMBOCTI 3aCTOCYBaHHS»).

3 60Ky 0NOpPHO-PYX08020 anapamy ma CnoAyYHOi MKaHuHuU: MiaJTisd.

3azanvHi po3nadu ma peakuii y micui 8edeHHs: MigBUILleHa BTOMJIIOBAHICTh, HE3YKaHHS,
acTeHis, rapgdka.

Himu.

YacToTa Ta XxapakTep nobiyHuX peakilil i BigxuneHs Bif HOpMU Pe3yJIbTaTiB 1ab0paTOPHUX aHaMi3iB y
XOQi KJTiHIYHUX AOCTIAXKEHb 3 yYacCTIO [iTel CIiBCTaBHI 3 TAKUMU y JOPOCIIUX.

Tepmin npudamuocmi. 3 POKH.

YMoBu 30epiranHsi.

B opurinanbHii ynakosui npu TeMnepatypi He Buine 30 2C. 30epiratv y HEAOCTYITHOMY AJIS OiTeH
MicIti.

YnakoBka.

[To 4 Tabnetku molyBaHHsAM 50 Mr ta 100 Mr y 6micTepi; mo 1 6micTepy y madili 3 KapToHY.



[To 7 Tabnetok mo3yBanHsaM 50 mr ta 100 mr y Gmictepi; mo 1 GricTepy y madili 3 KapToHY.

[To 10 Tabnetok mo3yBauHAM 50 Mr ta 100 Mr y 6micTepi; o 1 6micTepy y mayili 3 KapTOHY.

[To 10 Tabnetok mo3yBauHsAM 50 Mr ta 100 mr y 6mictepi; mo 100 GicTepiB y KopoOili 3 KapTOHY.
I[To 1 tabmetui go3yBanHsaM 150 Mr y 61icTepi; mo 2 6icTepu y mayili 3 KAPTOHY.

[To 2 TabnmeTku go3yBaHHsAM 150 Mr y 6rmictepi; mo 1 6icTepy y maydili 3 KapToHY.

Kareropis Bigmycky.

3a pelLemnToM.

BupoOHHK.

IIpAT «TexHOMOT».

Micue3HaxoKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaKeHHsI Tis/IbHOCTI.

Ykpaina, 20300, Yepkaceka 00:1., MicTo YMaHb, Bynuilsi Ctapa ImpopisHa, 6yIuHOK 8.



