IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

®JIYKOHA3OJJI-JAPHUILIA

(FluconazolE-dARNITSA)

Cknao:
ditoua pevosuHa: fluconazole;
1 kancyna mictuth pnykonazony 50 mr, 100 mr a6o 150 wmr;

0ONnoMidcHI peyo8uHU: KpOXMallh KapTOIJITHUM, TaKT03a MOHOTIAPAT, KPEMHIiI0 OioOKCHU KOIOImHUHM
0e3BOOHUM, HATPIIO JTaypuicynbdart, MarHilo cTeapar, XKeJlaTuH, TUTaHy miokcun (E 171).

JIikapcbKka ¢opma. Kamcynu.

OcHosHI (i3uko-xiMiyHi 81acmueocmi: TBEPAL KeJTaTUHOBI KalCyJK 3 KOPIIyCOM Ta KPUIIEUKOIO
6imoro kompopy. BmicT Kamcymnu - mopoiok 6inoro abo mMaiixke 06i0oro Koibopy.

®apMakoTepaneBTUYHA Irpyna.
[TpoTturpuOKOBi 3aco0u [JIT CUCTEMHOTO 3aCTOCyBaHH4. [ToxigHi Tprasomy.

Kom ATX JO2A CO1.

®Papmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.

MexaHi3Mm pmii. ®11yKoHAa3071, TPOTUTPUOKOBUY 3acib Kiacy TpUa30JliB - IOTYKHUM Ta CeTeKTUBHUN
inribiTop rpubOKOBUX PepMeHTiB, HEOOXigHUX OJISI CHHTE3y eprocTepoy. [[epBUHHUM MexaHi3MOM
10TO [iil € IpUrHiYeHHs TpuOKOBOTO 14-ambda-naHoCTEPON-IeMEeTHIIOBaHHS, OII0CEPETKOBAHOTO
nuToXpoMoM P450, 1110 € HeBig eMHUM eTanoM 6ioCUHTe3y TpuOKOBOT0 eprocrepony. Akymynsuis 14-
anbda-MeTHII-CTEPOITiB KOPEJIIOE 3 TIOAJIbIIOI BTPATOI0 eprocTepoiy MeMOpaHoo IpubKOBOi KITITHHI
Ta MOKe BifiTIOBigaTu 3a MPOTUTPHUOKOBY aKTUBHICTb (HTyKoHa301y. 1yKoHa30: € GibI
CEeJIeKTUBHUM [0 IpuOKOBUX (hepMeHTiB 1uToxpomy P450, HixXK 10 pi3sHUX cucTeM (pepMeHTiB
utoxpoMy P450 ccasiiis.

YyTnuBicTh in vitro. ®yKoHA3071 in Vitro [eMOHCTPY€E IPOTUTPUOKOBY aKTUBHICTH CTOCOBHO BUTIB




Candida, mo 3ycTpivaloThcst HavacTimme (Bkmodatouu C. albicans, C. parapsilosis, C. tropicalis).

C. glabrata peMOHCTpPye MIUPOKUY Aiana30H YyTIUBOCTI 00 (IyKoHa30my, Tofi 9K C. krusei € 1o
HbOT'O PE3UCTEHTHOM0. TakoXK (DIIYKOHA30 in vitro MEMOHCTPYE aKTUBHICTE K mpoTu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TpoTu eHaeMiyHuX IIicHsIBUX rpubiB Blastomices
dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

dapmakoKiHemuxka.

A6copbuisa. dnykoHa30s foOpe BCMOKTYETLCS IIPHU ITepopabHOMY 3aCTOCYBaHHi, a piBeHb
JiKapCchKOro 3aco0y y mia3Mi KpoBi i cucTeMHa 6iofoCcTynHICT nepeBuilyioTh 90 % piBeHb
(bIyKOHa301y Y IJIa3Mi KPOBi, 1[0 JOCATAETLCS IPYU BHYTPIITHEOBEHHOMY BBE[I€HHI JTiIKapChKOT0
3aco0y. OgHOYacHe BXKMBaHHS i He BIIJIUBA€ Ha BCMOKTYBaHHS JIiIKapChbKOT0 3aco0y IIpu 10ro
IIepopaibHOMY 3aCTOCyBaHHI. [1ikoBa KOHI[eHTpallid y IIJla3Mi KPOBi JOCATAETHCS Yepes

0,5-1,5 roguHu micns mpuroMy Jlikapchbkoro 3aco0y. KoHIleHTpallis 1ikapChKoro 3acoly y
II7Ta3Mi KPOBi IIPOIOpIIiiiHa [0 J034. PiBHOBaxXHa KOHIIeHTpallisa Ha piBHI 90 % mocsiraeThes Ha
OpyTuil IeHb JTiKyBaHHS [IPX 3aCTOCYBaHHI y IepIINil IeHb HaBaHTaKyBaJIbHOI J03H, 1110 BABiUi
TIepEBUIIYE 3BUYANHY J000BY 03Y.

Posnopin. O6’em po3nofiny npuban3HO JOPiBHIOE 3arajJbHOMY BMICTY PiIMHU B OpraHi3Mi.
3B’s3yBaHHs 3 Ginkamu mia3Mu Kposi Hu3bKe (11-12 %). dnykoHa3o01 nobpe MpOHUKAE B yCi
IOCTimXKyBaHi pifuHYU opraHiamy. PiBeHb QIyKoHA30JTy y CIMHI Ta MOKPOTUHHI € MOAiOHUM [0
KOHIIeHTPallil TikapchKoro 3aco0y y mia3Mi KpoBi. YV mallieHTiB, XBOPUX Ha TPUOKOBHY MEHIHTIT,
piBeHb PIyKOHA30Jy y CIMHHOMO3KOBIi# pifuHi gocsirae 80 % KOHIeHTPaIlil ¥ Ij1a3Mi KPOBi.

Bucoki KoHLleHTpallil (GIyKoHa3011y y MIKipi, 110 IePeBUIIYI0Th CUPOBATKOBI, HOCITAIOTHCS Y
porosoMy Iapi, emigepMici, sepmi Ta 11oTi. ®JIyKOHAa30JI HAKONUYYETHCS Y POTOBOMY LIapi.

BiorpancdopmMmariiis. PnykoHa301 MeTab0i3yeThCsl HE3HAUHOI0 Mipoio - nuiie npubnusao 11 %
(byKOHa301y eKCKPETYETHCS 3 Ccedelo y 3MiHeHOMY BUTTIIAI OTyKOHA30J1 € CeJIEKTUBHUM iHTi0iTOpOoM
izopepmenTtiB CYP2C9 ta CYP3A4, a Takox iuri6iTopoMm izodhepmenty CYP2C19.

®nykoHa3on € noMmipauM iHriditopom izodpepmenTtiB CYP2C9 ta CYP3A4, a TakK0XK MOTYXKHUM
inribitopom izopepmenty CYP2C19.

Exckpernid. [Tepion HaniBBUBeneHHS (IyKOHA30JTy i3 IIJIa3MU KPOBi CTaHOBUTH 0611113bK0 30 rOOuH.
Binbila yacTuHa J1iKapChKOT0 3aco00y BUBOOUTHCS HUPKamu, mpudomy 80 % BBemeHOi o3u
BUSBJISIETHCSA ¥ Ce4i B He3MiHeHOMY cTaHi. KiipeHC QykKoHa30Ty NpOnopuUiiHuM J0 KIipeHCy
KpeaTuHiny. Llupkymioiounx MeTaboJIiTiB He BUsIBIIeHO. TpuBanuil nepioy HaniBBUBEIEHHS
JiKapCchKOTro 3aco0y 3 MyIa3MU KPOBi a€ MOXKJIMBICTh Pa30BOTr'0 3aCTOCYBaHHS JIIKAPCHKOTO 3aC00y
IIPY BariHa/JbHOMY KaHAMIO03i, @ TaKOXK 3aCTOCYBaHHS JIiKapChKOTO 3aco0y 1 pa3 Ha TUXKAEHb IIPU
IHIMX TOKa3aHHSX.

dapmakoKkiHemuka 8 0cob1usux Kamez0pisix nauieHmis.

HupkoBa HEJOCTATHICTh. Y MAIi€HTIB i3 HUPKOBOIO HEJOCTATHICTIO TAKKOTO CTyIIeHs (IIBUAKICTh
KJIy604KOBOI QinbTparil < 20 Mn/xB) nepion HamiBBuBe#eHH 30inbiyeTbed 3 30 roguH g0 98 roguH.
ToMmy 11i#1 KaTeropii nauieHTiB He0OXiTHO 3HU3UTHU 003y DIIyKOHA30/1y. PIYKOHA30]T BUNAISIETHCS
[IJIIXOM reMOfiani3y i MeHIII0 Mipoo - LIJIIXOM iHTpalepuTOHeaIbHOTO gianidy. CeaHC remMopianisy



TPUBAJIICTIO 3 TOOUHU 3HUXKYE PiBeHb (PIIYKOHA30/y y IIa3Mi KpoBi mpubnu3uo Ha 50 %.

[TamiedT TiTHLOTO BIKY.

3MiHu (papMaKOKiHETHKH y Nalli€HTIiB JIITHLOTO BiKy, 0YeBHUIOHO, 3ajieXXaTh Bifl TapamMeTpiB QyHKIIiN
HUPOK.

Kniniuni xapaKTepuCTHKH.

IToka3auns.

I[Topocii.

JIiKy8aHHA: KPUIITOKOKOBXY MEHIHTIT; KOKLIUi01A03; iHBA3WBHI KaHAUA03U; KaHOUOO3M CIIU30BUX
000JI0HOK, BK/II0Yal0UX KaHAKW03 POTOTJIOTKM, CTPABOXOAY, KAHAUAYPil0, XPOHIUHUYM KaHAUI03 MIKipu
i cmu30BUX 000JIOHOK; XPOHIYHMYM aTpodivHuY KaHAUA03 (KAaHAUI03, CIPUYNHEHUY BUKOPUCTAHHSIM
3yOHUX MPOTE3iB) TP Hee(PeKTUBHOCTI MiClIeBIUX CTOMATO/IOTiYHUX TirieHiYHUX 3aco0iB; BariHaIbHUN
KaHOUO03, TOCTpUi a60 PeluauBYIOUME, KO MicIleBa Tepallis He € [OIiIbHO; KAHTUOO3HUH
OasaHiT, KoK MiclieBa Teparlis He € OOIIbHOIO; 1epMaTOMIK03H, BKITII0Yal04Y MiK03 CTOII,
T7IaleHbKOI MKipH, TaX0BUM IePMaTOMiK03, PidHOOapBHUY JHINAM, KaHOUO03Hi iHDeKITil mKipu, KOIu
CHACTEMHA Teparis € AOLiIbHOI0; JepMaTOIiTHUN OHIXOMiKO03, KOJIX 3aCTOCYBaHHS iHIINX JIIKAPChKUX
3aco0iB He € MOLILHUM.

ITpoginakmuka: peluguB KPUIITOKOKOBOTO MEHIHTITY Y IAI[iEHTiB 3 BUCOKUM PU3UKOM HOTO
PO3BUTKY; PELUONB KaHTUO03Y POTOTJIOTKH abo cTpaBoxony y marieHTiB 3 BIJI 3 BUCOKUM pHU3UKOM
110TO PO3BUTKY;

IJIs1 3HUKEHHS YaCTOTU PelUANBiB BariHalIbHOr0 KaHAKU03Y (4 abo Oinbille BUNAAKYU Ha PiK);
npodinakTrKa KaHAUAO3HUX iH(EKIIiN y TallieHTiB i3 TpUBajI00 HEUTPOIIEHI€I0 (HallpuKiag,
NaLi€HTIB 3i 37TOSIKICHUME 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTH XiMioTeparito, abo mallieHTiB npu
TPaHCIIaHTallil TeMOII0OeTUYHUX CTOBOYPOBUX KITITHH).

itu.
JIiKy8aHHA: KPUITOKOKOBUY MEHIHTIT; KaHAUI03HU CIU30BUX 000JIOHOK; iHBa3WBHI KaHOUIO3M.

ITpoghinakmuka KaHOUOO3HUX iHQEKITiN ¥ MallieHTiB 3i 3HUKEHUM IMyHITETOM.

JlikapceKui 3acib M0KHa 3aCTOCOBYBATHU SIK IiATPUMYIOYY Tepallilo OIS oNepenKeHHS PeLUIUBY
KPUIITOKOKOBOTO MEHIHTITY y [iTe! i3 BUCOKAM PU3UKOM MOTO PO3BUTKY.

Tepamito mikapchbkuM 3ac000M MOXKHA PO3NOYMHATH N0 OTPUMAHHS Pe3yJIbTaTiB KylIbTyPaJIbHUX Ta
iHmuX 1a00pPaTOPHUX NOCTIKEHb; IIiC/Is OTPUMaHHS pe3yJIbTaTiB aHTUOaKTepianbHe TiKyBaHHS CIIif
CKOPHUTYBaTHU BiATIOBITHUM YMHOM.

IIpomunoka3aHHs.

- I[TigBuIleHa YYTIUBICTE J0 (GIIYKOHA30Y, iHIIKUX a30/IbHUX CIIOIYK ab0 0 iHIIKMX KOMIIOHEHTIB
JiKapChKOTro 3acoby;



- OJHOYACHe 3aCTOCYBaHHS (PIyKoHa30/1y Ta TepbeHaguHy MallieHTaM, sKi 3aCTOCOBYIOTh
bnykoHa301 6araTopa3oBo y mo3ax 400 mr/moba Ta Bullle (3rigHO 3 pe3ylIbTaTaMu JOCTiIXKEeHHS
B3aeMofil 6araTopa3oBoOro 3aCTOCYBaHHS);

- OOHOYACHEe 3aCTOCYBaHHS (IYKOHA30JIy Ta iHIMMX JTiKapChKUX 3ac00iB, 10 MTOMOBXKYIOTh
inTepsan QT Ta MeTabomi3yoThcs 3a gornoMoro ¢depmenTty CYP3A4 (HanmpuKiap IU3anpUmy,
acTeMi3ony, miMO3uAy, XiHiIuHYy Ta ePUTPOMIIUHY).

B3aemodisa 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

ITpomunoka3aHe cymicHe 3aCmMocyB8aHHs (AyKOHA301y Md HUNCYe3d3HAYeHUX AiKapcbKux 3dcobis.

Iuzanpuo: moBiKOMIIANIOCS IPO PO3BUTOK MOOIUHUX peaklliii 3 00Ky ceplis, Y TOMY YKCIIi IIPO
TapOKCU3MAaJIbHY IIIIYHOYKOBY TaxXiKapmilo TUIY «IIipyeT» y MalliEHTiB, sIKi OMHOYAaCHO 3aCTOCOBYBaJU
dbrykoHa30: Ta nu3anpu. KoHTpoaboBaHe MOCTiIXKeHHS IIPOAEMOHCTPYBAJO, 110 OQHOYaCHe
3actocyBaHHsS 200 Mr ¢nykorazony 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha 100y ITPU3BOIUIIO
[0 3HAYHOI'0 IigBUIIIEHHS PiBHA LU3aNpUAY V IIJIa3Mi KpoBi Ta 40 no#oBXKeHHS iHTepBany QT.
OpHOYacCHe 3aCTOCYBaHHS (PIyKOHA30JIy Ta LX3alpUAy IPOTUIIOKa3aHe (OUB. PO3MOin
«IIpoTunoka3aHHsg»).

TepeHalOuH: yepe3 BUMIAIKU PO3BUTKY TAKKUX CEPLIEBUX apUTMil, CIPUYNHEHNX I0JOBXKEHHAM
inTepBany QTc, y nalieHTiB, gKi 3aCTOCOBYBaIy a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3ac00U OLHOYACHO
3 TepheHaguHOM, Oy MPOBEIEH] HOCTiIXKeHHs B3a€MO/Iil ITUX IIperapaTiB. Y X0fi 0qHOTO
MOCTiIKEeHHS IPU 3aCTOCYBaHHi GiyKoHa3omny y mo3i 200 Mr Ha o6y He Oy10 BUSIBIIEHO ITOMOBXKEHHS
inTepBany QTc. [HIIe gocHifXKeHHA IPU 3aCTOCYyBaHHi GyKoHa3o1y y go3ax 400 mr ta 800 Mr Ha
no0y IpoeMOHCTPYBAJIo, 1[0 3aCTOCYBaHHSA QIyKoHa307y v mo3ax 400 Mr Ha noOy abo BHIlle 3HAYHO
IMigBUIY€E PiBeHb TepPeHaAuHy y IIJIa3Mi KPOBi IPK OMHOYACHOMY 3aCTOCYBaHHI IIUX IIpenaparib.
CywMicHe 3acTocyBaHHS (HIyKoHa301y y go3ax 400 mMr abo Buile 3 TepheHaguHOM IIPOTUIIOKa3aHe
(muB. po3min «IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHi QrykKoHa3omy y mo3ax Hux4e 400 Mr Ha mo0y
OJHOYaCHO 3 TepheHaguHOM CIIifl TPOBOAUTH PETENIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmemi30.: CyMiCHe 3aCTOCyBaHHS (DJIyKOHA30/1y Ta aCTeMi30JIy MOXKe 3MEHIINTH KITipeHC
actemizony. CupuunHeHe UMM IIiABUIEHHS KOHILIEHTpallil aCTeMi30JTy y IIJla3Mi KPOBi MoXKe
IIPU3BECTH 10 TOA0BKeHHd iHTepBany QT Ta y pigKiCHUX BUIIafiKaX - A0 TapOKCU3MaIbHOL
IIJTyHOYKOBOI TaxikKappil Tumy «mipyet». OgHOo4YacHe 3aCTOCYyBaHHS (IYKOHA30Jy Ta aCTEMi30Iy
IIpOTUIIOKa3aHe (OuB. po3nin «IIpoTunoka3aHHSD»).

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCyBaHHS (PIIyKOHA30/y Ta mimMo3ugy abo XiHiguHy MoXkKe
IPU3BOOUTH [I0 IPUTHIUEHHST MeTa0omi3My miMo3uay a0bo XiHiguHYy, Xo4a BiIIIOBIgHUX [OCTiOXKEHb in
vitro Ta in vivo He mpoBom¥IH. ITimBUIIIEHHS KOHIIEHTpaLii miMo3umy a0o XiHiguHy y mIa3Mi KpoBi
MOXKe CIpUYUHATU NONoBXKeHHd iHTepBany QT Ta y pimKiCHUX BUNIaAKaxX IPU3BOAUTHU OO PO3BUTKY
ITapoOKCHU3MaJlbHOI LITYHOYKOBOI Taxikaphil TUmy «mipyeTr». OgqHOYacHe 3aCTOCYBaHHS (DIIYKOHA30IIy
Ta MiMo3uny abo XiHifWHY IpoTUlioKasaHe (IUB. po3ain «IIpoTUlloKa3aHHI»).

EpumpomiyuH: ogHOYaCHE 3aCTOCYBaHHSI €PUTPOMILIMHY Ta (HIIYyKOHA30JIly MOXKe IIPU3BOJUTH 10
MigBUIIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (mogoBxKeHHs iHTepBany QT, mapokcu3ManbHa
IIJTyHOYKOBA TaXikKappis TUIY «IipyeT») Ta, K HACMigoK, 4O PalToBOl CEPIIeBOI CMEePTi.
3acTtocyBaHHs KoMOiHallil ITUX JTiKapCchbKUX 3aCc00iB MPOTUIIOKa3aHe (OuB. po3mdin «IIpoTumnoka3aHHsg»).

OO0HoYdacHe 3acmocy8aHHA BAYKOHA304Y Md HUNCYE3d3HAYEHUX AiKapCcbkux 3acobis He
DeKoMeHOYEMbCA.




T'anopaHmpuH: GIyKOHA30II MOXKeE CIPUYUHUTH IMiIBUIIEHHS KOHIIEHTpallil rano@aHTpuHy y maa3Mi
KpOBi 3a paxyHoK npurHiuenHss CYP3A4. OpHo4YacHe 3aCTOCYBaHHS LIKX JIiIKAPCHKUX 3aC00iB
IIOTEHLIMHO MOXe MPU3BOAUTHU OO0 PO3BUTKY KapHiOTOKCUYHOCTI (MomoBxKeHHS iHTepBany QT,
IIapoKcHu3MalibHa IIIYHOYKOBA TaxikKapAis TUIY «IIipyeT») Ta, K HaCJigoK, J0 PalnToBOl CepleBol
cMepri. Crtig yHUKATH 3aCTOCYyBaHHS KOMOiHallil JaHUX JTiKapChbKUX 3ac0o0iB (IUB. PO3Min
«Oco0IMBOCTI 3aCTOCYBaHHS»).

C)ZMiCHe 3dCMoOCyYBAHHA Qb/l)ZKOHCISO/l)z ma Huxc4e3d3Hd4eHux /liKCIQCbKUX 3acobie sumaaae

obepescHocmi.

AmioOapoH: ogHOYACHE 3aCTOCyBaHHA (HIIyKOHA30J1y 3 aMioflapOHOM MOXKe IPU3BECTHU [0
nopoBxkeHHs iHTepBany QT. ®nyKoHa307 CiIif 3 06epPekHICTIO 3aCTOCOBYBATH OOHOYACHO 3
aMiomapoHOM, 0COOIMBO Y pa3i Mpu3HauYeHHs BUCOKOI 103u GiayKoHa30iy (800 mr).

- Bnaue iHwux snikapcvKux 3acobis Ha ¢pa1yKoHA30.1.

HocnifKeHHS B3aEMO/Iii TPOIEMOHCTPYBAJIH, III0 ITepopajibHe 3aCTOCYBaHHS (IyKOHA30ITy
OJHOYACHO i3 BXKMBaHHAM 1Xi, IPUAOMOM IUMETHOUHY, aHTalUiB a00 MOAasIbIINM ONPOMiHEHHSIM
yChOTO TiNla [j1sl Tepecafky KiCTKOBOI'O MO3KY He Ma€ KJIiHiYHO 3HAYyL[oro BIJIUBY Ha abcopOitiio
bmykoHa3o01y.

PugamniyuH: omHOYaCHe 3aCTOCYBaHHS (PIIYKOHA30Jy Ta pU(aMITiIIuHy IPU3BOOUIIO [0 3HUXKEHHS
AUC =a 25 % Ta ckOpoudyBaJio Iepion HamiBBUBe#eHHs GiyKoHa3oiy Ha 20 %. Tomy njis maIji€eHTis,
SIKi 3aCTOCOBYIOTh pU(aMIIIKH, CIIifl PO3TIAHYTH HOLIIBHICTh HiABUIIEHHS 03U (PIyKOHA30IY.

I'idpoxsaopomia3ud: y mochifxeHHi hapMaKOKiHEeTUYHOI B3a€MOIil omHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TiIpOXI0pOTia3uay 300POBUM NOOPOBOIBIISAM, SIKi OTpHMYyBanu (HIyKoHa301,
IiABUINYBAJIO KOHI[EHTPAIliio (pIyKoHa305y v mia3Mi KpoBi Ha 40 %. Taki mapaMeTpu B3aeMOfii He
BUMaraloTh 3MiH y peXuMi 103yBaHHS (IYKOHA30JTy [JIS MAIli€HTiB, SKi OQHOYACHO OTPUMYIOTh
CeYOorTiHHi 3aco0mH.

- Bnaue ¢paykoHaszony Ha iHwi aikapcvki 3acobu.

®nykoHa3zon € nomipauM iHridiropom izodpepmentis CYP2C9 ta CYP 3A4 mutoxpomy P450.
®nykoHa30m € TOoTyKHUM iHTiOiTopoM i3odpepmenty CYP2C19. Okpim
CIIOCTepeXyBaHUX/OOKYMEHTa/IbHO MiATBEPIXKEHUX B3a€EMO/IH, 1110 ONIMCaHI HUXKYe, IIpU
OIHOYaCHOMY 3aCTOCYBaHHI 3 (PIIyKOHA30JI0M iCHYE PU3UK IMiIBUIIEHHS y IJ1a3Mi KPOBi KOHIIeHTpaIlii
iHmux cronyx, mo MeTtabomidyotrbcsi CYP2C9, CYP2C19 ta CYP3A4. ToMy 3aCTOCOBYBaTH TakKi
KoMOiHallii mpemnaparis citig 3 00epeXKHiCTIO; MPHU I[bOMY HeOOXiTHO PETeNIbHO CIIOCTEpIraTu 3a
cTaHoM TalfieHTiB. [IpuraiuyBanbHa Ais QrykoHa301y Ha ¢pepMeHTH 30epiraeTbcs npoTsarom 4-5 nid
IIiC/IS MOT0 3aCTOCYBaHHSA y 3B’SI3KY 3 MOTO TPUBAJIUM II€PiOAOM HalliBBUBEAEHHS (OUB. PO3MAiN
«[IpoTUnIOKa3aHH»).

AbpouumuHib: dmykonason (iuribitop CYP2C19, 2C9, 3A4) migBuiilyBaB €KCIIO3UI[iI0 aKTUBHOI
yacTuHYU abpouuTuHiOy Ha 155 %. [Ipu ogHOYACcHOMY 3aCTOCYBaHHi 3 (PIIyKOHA30I0M CITif
BiIKOpUTYBaTH 03y abponuTHHIOY BifMOBIAHO M0 iHCTPYKIIII /I MEOUYHOTO 3aCTOCYBaHHS
abpouuTuHioy.

Anb(heHmania: mif 4ac OGHOYACHOTO 3aCTOCYBaHHS anbheHTaHiny y mo3i 20 MKT/Kr Ta QpIyKoHa30ITy
y mo3i 400 Mr 3mopoBUM JOOPOBOJIBIAM CIIoCcTepiramocs geokpaTHe 30inbiuenHss AUC10, MOXKITHBO
yepe3 inrioysanus CYP3A4. Moxe 6yTu HeoOXigHUM KOPUTYBaHHS 003U alb(peHTaHiNy.

AmimpunmusniH/HopmpunmuuiH: GIyKOHA30J IIOCUJIIOE [if0 aMIiTPUNTUIIIHY Ta HOPTPUNITUIIIHY.



PexoMeHOy€eThCS BUMIPIOBATH KOHIIEHTpAllil 5-HOPTPUNTUIIHY Ta/ab0o S-aMiTPpUNTHIIIHY Ha TOYaTKY
kKoMOiHOBaHOI Teparii, yepe3 1 TuxaeHb. Y pa3i He0OXiMHOCTI Cif BiTKOPUTYBATU HO3Y
aMITPUNTUIIHY/HOPTPUIITUIIIHY .

AmpomepuuuH B: ogHOYaCHe 3aCTOCYyBaHHS (IIyKOHA30/1y Ta aMboTepuluHy B iHdikoBaHUM MuUlIaM
i3 HOpMa/IbHUM IMYHITETOM Ta iH(}IKOBaHUM MHUIIAM 3i 3HUKEHUM IMyHITETOM Jaso Taki pe3y/lbTaTu:
HEBEJIUKUHN aguTHBHUM MPOTUTPUOKOBUY ePeKT npu cucteMHil indexuii C. albicans, BifCyTHICTB
B3a€EMOJil IpH BHYTpPIlIHbOUepenHil iHdekIil Cryptococcus neoformans Ta aHTaroHi3M OBOX
IpelnapariB Ipu CUCTeMHi iHeKIii Aspergillus fumigatus. Kniniune 3HaYeHHS pe3yybTaTiB,
OTPHUMaHUX y X0 LKUX AOCIiAXKEHb, HEBigOME.

AHmMukoaz2yaaHmu: SK i Ipu 3aCTOCYBaHHi iHINX a30/IbHUX IPOTUTPHOKOBUX 3ac00iB, Ipu
OJHOYACHOMY 3aCTOCYyBaHHI (IyKOHA30Jly Ta Bap(papruHy MOBIJOMIISAIOCS PO BUIAAKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOL KPOBOTEUi, MUIYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypil Ta MeJeHU) y
TIOEHAHHI i3 TOOBXKEHHSAM IIPOTPOMOiIHOBOTO Yacy. [Ipu ogHOYaCcHOMY 3aCTOCyBaHHI QryKoHa30my
Ta BapdapuHy CIocTepiraaocs: JBOKpaTHe MigBUIIEHHS MPOTPOMOiHOBOT0 Yacy, iMOBIpHO BHACIIIOK
npurHideHHs MeTabosnizaMy Baphapuny dyepe3 CYP2C9. Crig peTenbHO KOHTPOTIOBATH
IPOTPOMOiIHOBHUI YacC y MAalli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATyIsIHTA abo
inmaHemioH. Moxe OyTu HeOOXiTHOI KOPEKIIis 03U aHTUKOATyISHTA.

BeH3o0iaseniHu Kopomkoi 0ii, Hanpukaad mMida3osam, mpual3onam: Tpu3HauyeHHs PIIyKOHA30/Iy
IiCJIs IepopaIbHOr0 3aCTOCYBaHHA Mifa30/laMy IIPU3BOAWIO A0 3HAYHOTO MiABUIIEHHS KOHIIEHTpallil
Mifga3ojaMy Ta 0O MMOCHUJIEHHS IICUXOMOTOPHUX edeKTiB. [Ipy ogHOYAaCHOMY 3aCTOCYBaHHI TiKapChKUX
3aco00iB peKOMEHIYETLCS PETENIbHUM MOHITOPUHT CTaHY MallieHTa Ta 3MeHIIeHHS 031
O6en3opmiaseniniB. OmHOYacHe 3acTOCyBaHHS (HIyKoHa30y ¥ 0o3i 200 MT Ta Miga3onamy y mo3i 7,5 Mr
nepopaibHO npu3Boauio fo nigsuiierHs AUC Ta nepiofy HamiBBuBefOeHHA Y 3,7 Ta 2,2 pa3a
BigmoBigHO. 3acTocyBaHHS GrykoHa30my y mo3i 200 mr/mo0y ta 0,25 Mr Tpra3onaMy epopaibHO
npusBoauso Ao nigsuineHHs AUC Ta mepiony HalliBBUBENEHHS Tpua3ojaaMy y 4,4 ta 2,3 pa3sa
BigmoBigHO. IIpy 0MHOYaCHOMY 3aCTOCYBaHHI (PIIyKOHA30/Iy Ta TpHa30jiaMy CIIOCTepiranocs
IIOTEHIIIIOBAaHHS Ta IPOJIOHTalisl eeKTiB Tpra3onaMmy. AKI0 Nali€eHTy, IKAU IPOXOOUTh KypC
JiKyBaHHS (QIYKOHA30JI0M, CJIif] OMHOYAaCHO IPU3HAUYUTH Tepariio OeH30dia3eniHaMu, 403y OCTaHHIX
CJIify 3MEHIINTHY Ta BCTAHOBUTU HaJIeKHUY HATJIAM 3@ CTAHOM IallieHTa.

KapbamaseniH: GnykKoHa30I IPUTHiYye MeTabomi3M KapOaMaseriny Ta CIPUYUHSIE MiIBUIIEHHS
piBHs KapOama3zemniny B cupoBaTili KpoBi Ha 30 %. [CHye pU3UK PO3BUTKY IIPOSBIB TOKCUYHOCTI 3 OOKY
kap6ama3zeniny. Moxe 6yTu He0OXiIHMM KOPUTYBaHHS 03U KapOaMaseliHy 3a7eXHO Bif PiBHS HOTO
KOHIIEHTpAIlil Ta [il mpemapary.

Biaokamopu kKanvuiegux KaHasie: OesiKi aHTaroOHICTH Kanblio (HibequmiH, icpagumid, aMJIOOUIIH Ta

dbenonumin) MmetabomidywoThcst pepmernToM CYP3A4. ®nyKoHA30IT MOTEHIIHHO MOXKe MiIBUITYBATH
CUCTEMHY €KCII03UIIil0 6JI0KaTOPiB KabllieBUX KaHaJliB. PEKOMEH0BaHUM peTeIbHUE MOHITOPUHT
IIOZI0 PO3BUTKY MOOIYHUX peakIliii.

Ilenekokcub: mpu OMHOYACHOMY 3aCTOCyBaHHi (ykoHa3ony (200 mr Ha go0y) Ta 1enekokcuoy (200
mr) C,.. Ta AUC nenekokcu0Oy migBuiyBanucst Ha 68 % ta 134 % BigmosigHo. [Ipu omHOYaCHOMY
3aCTOCYBaHHI 1eIeKoKcuOy Ta GryKoHa3051y Moxke OyTH HeOOXigHUM 3MEHIIeHHS 103U IeJIeKOKCHOY
BABiui.

Huxkaogpocpamio: ogHOIACHE 3aCTOCYyBaHHS IuKIodochaminy Ta GIyKoHA30/Iy IPU3BOLUTH O
nifBuieHHs piBHA 6inipy6iny Ta KpeaTuHiHy B cupoBaTii KpoBi. Kom0biHarito MoxHa
BUKOPUCTOBYBATH, IPUIIIAIOUM ITiIBUILIEHY YBary PU3UKY ITiOBUIIEHHS PiBHA GinipyOiHy Ta



KpeaTHHIHY CUPOBATKU KPOBI.

®eHmaHi: TOBIOMIISIIIOCS TIPO OJUH JeTalbHUM BUIMIAMOK iHTOKCHKaAIlil (heHTaHiIOM BHACTIIOK
MOXKJIMBOI B3aeMofii GpeHTaHinmy Ta prnykoHasomny. [1o TOT0 XK y HOCIiIXKEHHI 3a y4acTIO 30OPOBUX
moOpoBOIIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (GJIYKOHA30 I 3HAYHO YIIOBiIbHIOBAB eJTiMiHalli0
dbenTaniny. [ligBuiieHHS KOHIIEHTPalil PeHTaHiTy MOXKe IPU3BECTU [0 IPUTHIYEHHS JUXaHHS, TOMY
CJIi[l peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe OyTH HeoOXiHOI0 KOpPeKIis mo3u GeHTaHiy.

[TinBuIIeHHS KOHIIEHTPAIlil anKanoigiB 6apBiHKY y m1a3Mi KpoBi (HanpukIafd, BIHKPUCTUHY i
BiHO/TaCTHHY) IPHU3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX edeKTiB. [ligBuIieHi piBHi TakpomiMycy
acoIrioI0ThCA 3 HeQPOTOKCHYHICTIO. 3aCTOCOBYBaTH TakKi KoMOiHallil mikapchbkux 3aco0iB ciif 3
00epexkHiCTIO, IIPHU I[bOMY CJIifi IPOBOAUTU PEeTEIbHUY MOHITOPUHT CTaHYy Malli€eHTiB. [IpurdiyyBanbHa
nist bIyKoHa301y Ha pepMeHTH 30epiraeTbCsi TPOTATOM 4-5 mib micys 1oro 3aCTOCYBaHHS Y 3B'SI3KY 3
1l0r0 TpUBAJIUM IepiofoM HamiBBUBeneHHs. B3aeMopii Mixk ¢ykoHa3omoM i komOiHaIi€o
CaKBiHaBip/pUTOHABIP HE MOCHIIXKYBAIKUCS, TOMY BOHU MOXKYTh OyTU OilbIll BUpakKeHUMHU.

IH2i6imopul MI-KoA-pedykmasu: cyMicHe 3acTOoCyBaHHS ¢GIyKoHa301y Ta inribitropis I'MI-KoA-

penykTasH, 1mo Metabomizyiotecss CYP3A4 (aTopBacTaTHUH Ta CUMBACTaTHH), abo iHriGiTopiB ['MTI-
KoA-penyxkTasu, mo Metabonisytorscss CYP2C9 (dbnyBacTaTul (3HUXKEHHS [Te4iHKOBOTO MeTab0s1i3My
CTaTHHY)), MigBUINY€E PU3UK PO3BUTKY MiomaTil Ta pabmoMioni3y (mo303aexkHo). Y pa3i HeoOXimHOCTI
OIHOYACHOI'0 3aCTOCYBaHHS WX IIperapariB CJIif peTeJIbHO CIIOCTEPIraT! 3a Mali€eHTOM L1040
BUHUKHEHHSI CUMIITOMIB MiomaTil Ta pabmoMiosi3y i TpOBOAUTH MOHITOPUHT PiBHS KpeaTHHKiHA3U. Y
pa3i 3HaYHOTO MigBUILEHHS PiBHSA KpeaTUHKIHA3M, a TaKOXK IIPU [giarHOCTyBaHHi a0o mimo3pi Ha
miomarito/pabmomioni3 3acTocyBanHs iHribiTopiB [MI-KoA-penykTa3u ciig npunuHuT. Moxe
BUHUKHYTH HeoOXimHiCTh 3HUXKEeHHS 1003 iHribiTopiB [MI-KoA-penyKTa3y, SIK 3a3Ha4YeHO B iHCTPYKIIii
[JI MEQUYHOTI'0 3aCTOCYBaHHSA CTATUHIB.

I6pumuHi6: momiphi inriéitopu CYP3A4, Taki 9K GprykKoHa30J1, TiABUIIYIOTh KOHIIEHTPAIIiI0
i6puTUHIOy B MyIa3Mi Ta MOXKYTh IiIBUIIyBaTHA PU3UK TOKCUYHOCTI. AKII0 HEMOXKINBO YHUKHYTH
KoMOiHallii mpemnaparis, MOTPiOHO 3HM3UTH 003y i6puTHHIOY 7o 280 Mr oguH pa3 Ha [0y (2
KallCy/IM) 3 MeTOI0 IIPOJIOBXKEHHS 3aCTOCYyBaHHA iHTi6iTOPY Ta 3abe3nednuTy NOCTIMHUYN KITiIHIYHUN
MOHITOPUHT.

Isakagpmop (six MoHOMepanis abo 8 koMbiHaUii 3 npenapamamu Mmakoz20 camoz20 mepanesmuyHo20
K/acy): ogHOYacHe 3aCTOCYBaHHS iBakahTOpY, pETyIsaTopa TpaHCMeMOpaHHOI TPOBITHOCTI IPH
mykoBiciumosi (CFTR), 36inbuuimo ekcro3utito iBakahTopy B 3 pa3u Ta eKCIIO3HUIIi0
rinpokcumeTtuniBakadtopy (M1) y 1,9 pasa. HeobxigHe 3HUKEHHS 7034 iBaKadTOpy (K MOHOTeEparii
abo B kombiHaIlii), 1K 3a3Ha4eHO B iHCTPYKIIil 3 MEIUYHOT0 3aCTOCYBaHHA iBakapTOpy (4K
MOHOTepaIrii abo B KoMOiHallii); peKOMEHIY€EThCSI 3HUKEHHS M03u iBakadTopy mo 150 Mr oguH pa3s Ha
no0y.

Osanapub6: nomipHi inribitopu CYP3A4, Taki sk prykoHa3o71, 30iMbLUIYIOTH 1J1a3MOBi KOHIIEHTPAIIil
ornarmapu0y; ix ogHOYaCHe 3aCTOCYBAaHHS HE PEKOMEHIYEThCs. AKIo Takoi KoMOiHaIlil He MOXKHa
YHUKHYTH, IPUHAOM oJlamapuly o0MexyoTh go3amu 200 Mr gBiui Ha m006y.

ImyHocynpecopu (Hanpukaad yuK/A0CNOPUH, e8epoaimyc, CUPOAIMYC i MaKpoaimyc).

IukaocnopuH: GprnykKoHa30JI 3HAUHO HifgBuUIIye KoHIeHTpalilo Ta AUC nuknocnopuny. [lpu
OIHOYAaCHOMY 3aCTOCYBaHHi ¢yKoHa301y y mo3i 200 Mr/moby Ta IUKIIOCIIOPUHY Y H03i

2,7 mr/kr/moby cnoctepiranocs 36inpmennss AUC muknocnopuny y 1,8 paza. Li
IIpernapaTyé MOXKHa 3aCTOCOBYBATH OJHOYACHO 3a YMOBU 3MEHIIEHHS NO3U LKUKJIOCIIOPUHY 3a1eKHO



Big 10TO KOHIIEHTPALIii.

Egepoaimyc: X04a OOCTIgXKEHb in Vitro Ta in vivo He IPOBOAUIIH, BiIOMO, I10 (PIIyKOHA30JI MOXKEe
MigBUIIYBAaTU KOHLIEHTPAL[iI0 €BEePOIiMyCYy B CUPOBATLi KpOBi yepe3 npurHiyenss CYP3A4.

Cuposimyc: GbIyKoHA30 MiABUIY€E KOHIIEHTPAIlil0 CUPOIIMYCY y IIJIla3Mi KPOBi, IMOBIpHO, IIJITXOM
npurHideHHs MeTaboniaMy cuponimycy depmerTom CYP3A4 ta P-rnikonporeinoM. Li mpemnapatu
MOXKHAa 3aCTOCOBYBATU OOHOYACHO 3@ YMOBU KOPUT'YBaHHS NO3U CUPOJIIMYCY 3a71€XKHO Bifi PiBHSA
KOHIIEHTpallil Ta eeKTiB Ipemnapary.

Takpoaimyc: pnyKoHA30 MOXKe MigBUAIITYBAaTH KOHIIEHTpPAIlil TAKPOJIIiMyCy B CUPOBATII KPOBi 10 5
pasiB mmpu #oro nepopaybHOMY 3aCTOCYBaHHI Yepe3 MpUrHiueHHS MeTab01i3My TaKpomiMycy
dbepmenTom CYP3A4 y kumieyHuKy. [Ipu BHyTPIIIHEOBEHHOMY 3aCTOCYBaHHI TAKpPOIIMYCY He
CIlocTepiranocs 3HaYHUX 3MiH (papMaKoKiHeTUKH. [TiiBUIIEH]I piBHI TAKPOIIMYCY aCOLi0I0TLCS i3
HePOTOKCUYHICTIO. [103y TAaKpOIiMyCy OJisl IepOpabHOr0 3aCTOCYBaHHS CIIiJ 3HUKYBaTH 3aJIeKHO
BiJl KOHIIEHTpAIlil TaKPOJIIMyCy.

Jlozapmat: GpnyKoHa305 IPUTHIYYE MeTab0J1i3M JT03apTaHy A0 WOT0 aKTUBHOTO MeTabOoMiTy

(E-31 74), wo nepeBaxHO i 3yMOBJIIOE aHTArOHI3M [0 pelenTopiB anrioteH3uny Il nig yac
3aCTOCYBaHHS J103apTaHy. PeKOMeHI0BaHUY [TOCTIMHUY MOHITOPUHT apTepiabHOTO TUCKY Y
MIAlli€HTiB.

JIypasudoH: nomipHi inribiTopu CYP3A4, Taki fK GhIyKoHA30J1, MOXKYTh IiIBULITyBaTU KOHLIEHTPAllil0
JIypa3sufoHy y I1a3Mi KpoBi. fAKINo He MOXKHA YHUKHYTY OAHOYACHOI'0 3aCTOCYBaHHS, CJIif 3MEHIIUTH
[03y JIypa3ufoHy, K 3a3Ha4eHO B iHCTPYKIil AJ1s1 MEOUYHOTI0 3aCTOCYBaHHS JTyPa3unoHy.

MemadoH: GpnyKoHa30J1 MOXKe MifBUIyBaTH KOHIIEHTPALlil0 METalOHY Y CUPOBaTLi KpoBi. [1pu
OJHOYaCHOMY 3aCTOCYBaHHi MeTaioHy Ta (GIyKOHa30/1y Moxke 0yTH HeoOXimHMUM KOPUTYBaHHS 03U
MeTafloHY.

HecmepoidHi npomu3anaavHi npenapamu (HII3I1): mpu ogHOYaCHOMY 3aCTOCYBaHHi 3 IIyKOHa30J10M
C,.x Ta AUC dnypbinpodeny migsuiryBanucs Ha 23 % Ta 81 % BiAMoOBigHO MOPIBHSIHO 3 BiOMOBiqHUMMU
IIOKa3HUKaMHU MPU 3aCTOCYBaHHi Tinbku ypbinpodery. AHaNIOTiYHO IPU OOGHOYACHOMY
3acTocyBaHHi rrykKoHa3omny 3 pauemignuM ibynpodenom (400 mr) C,,, Ta AUC papmakonorivao
aKTUBHOTO i30Mepy S-( )-ibynpodeny migBumryBanucs Ha 15 % Ta 82 % BifmoBifHO, MOPIBHSHO 3
TAKMMHU ITOKa3HUKAMU IIPU 3aCTOCYBaHHI TiJIbKYM palleMiuHoro i0ympodeny.

Xoya crelianbHUX JOCTiAXKEeHb He TPOBOAUIH, (hIYKOHA30JT MOXKE MiJBUIIyBaTH CUCTEMHY
ekcro3utrito inmux HII3II, mo metabonizytotbess CYP2C9 (Hanpukiiag HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, TuKiodeHaKy). PeKOMeHI0BaHO EPIOJUYHO 3[iiCHIOBATH MOHITOPUHT IMOOIYHUX
peaxliiii Ta TOKCUYHUX IPOSBIB, OB 13aHUX i3 3acTocyBanHsAM HII3II. Moxe Oytu notpibHe
KopuryBaHHs no3u HIT3IT.

®eHimoiH: HITyKOHA30/I MPUTHiUye MeTaboi3M GeHiToiny B nedini. OqHo4acHe 6araTopa3ose
3actocyBaHHS 200 Mr riykoHa30my Ta 250 MT (GeHiTOIHY BHYTPIIIHHOBEHHO IPU3BOAUTE 0
nigsuiierHs AUC,, denitoiny Ha 75 % Ta C,;, Ha 128 %. [Ipu ogHOYACHOMY 3aCTOCYBaHHI IIUX
JiKapChKUX 3aco0iB CIIifl MPOBOOUTH MOHITOPUHT KOHIIEHTpalii GeHiTOIHY y CHpOoBaTili KPOBi s
YHUKHEHHS PO3BUTKY TOKCHYHOI il HeHiTOoIHy.

ITpedHi30oH: IOBIIOMIISANIOCS PO BUIIAAOK, KOIM Y MallieHTa IMicig TpaHCIJIaHTallil TeYiHKY Ha TJIi
3aCTOCYBaHHS IIPeHi30HY PO3BUHYIACS TOCTPa HEHOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BUHUKIIA ITiC/ISI MPUIMHEHHS TPUMICSIYHOT0 Kypcy Tepatil hbrykoHa30m10M. [IpunuHeHHS



3aCTOCyBaHHS (DIIYKOHA30J1y, UMOBIPHO, CIIPUYMHNIIIO TOCHIeHHS akThBHOCTI CYP3A4, 1110 mpu3Beso
[0 IPUCKOpPeHHS MeTabomi3My mpegHizony. CIifl peTeabHO CTEXUTH 3a CTAHOM MAIli€HTIB, SKi
IIPOTSITOM TPUBAJIOTO Yacy OOHOYACHO 3aCTOCOBYIOTH (DIIYKOHA30JI Ta IPENHI30H, 3 METO0
NoNepeIXXeHHs PO3BUTKY HEJOCTATHOCTI KOPY HaJHUPKOBUX 3aJ103 MiC/Is IPUIIMHEHHS 3aCTOCYBaHHS
(bIyKOHa301y.

PugabymuH: ¢nykoHa30J MigBUINYE KOHLIEHTPaIlilo prudadyTUHY B CHPOBATIIi KPOBi, III0 TPHU3BOAUTH
no 36inbimenHss AUC pudabytuny mo 80 %. [Ipu ogHOYacHOMY 3aCTOCyBaHHI QIIyKOHa305y Ta
pudadbyTuHY TOBIHOMIIANIOCS PO BUIAaAKU PO3BUTKY yBeiTy. [Ipu 3acTocyBaHHI Takol KOMOiHAIIi1
JiKapchbKUX 3aco0iB cimig OpaTu OO yBaru CUMITOMHU TOKCHYHOI mil pudadytuny. CakeiHasip:
dnykonason migsuiye AUC ta C,,, cakBiHaBipy mpubnu3Ho Ha 50 % Ta 55 % BigmoBigHO yepes
npurHideHHs MeTabosi3My cakBiHaBipy y medinili pepmernTom CYP3A4 Ta yepe3 inribyBauHs P-
riikonpoTteiny. Blaemopil Mixk (IyKOHa30/10M Ta CaKBiHaBipOM/PUTOHABIpOM He OOCIigKyBaJIUCH,
TOMY BOHU MOXKYTh OyTH OifbIll BUpaxkeHuMu. Moxke 6yTu He0OXigHUM KOPUTYBaHHS 03U
CakBiHaBIpY.

IToxiOHi cynbhoHINCeH08UHU: TIPA OOGHOYACHOMY 3aCTOCYBaHHi (TyKOHA30JI IPOJIOHTYE TIEPiofN
HalliBBUBEJIeHHS TePOPabHUX MOXITHUX CYIbGOHIIICEYOBUHY (XJIOpIponaMiny, rnibeHKIaminy,
raimisumy Ta TonbyTaMiny) y 3mopoBuX H0OPOBOIIbLIiB. PEKOMEHIYETHCS ITPOBOAUTH YaCTUHM KOHTPOIIb
PiBHS LYKPY B KPOBi Ta BiATIOBIAHMM YMHOM 3HUXKYBaATU [03Y NOXiAHUX CyIb(OHIICEUOBUHU IIPU
OTHOYACHOMY 3aCTOCYBaHHI i3 (IyKOHA30JIOM.

TeoiniH: y inane60-KOHTPOIHOBAaHOMY [OCTiI2KEHH] B3a€MOIil TpernapaTiB 3aCTOCYBaHHS
dbrykoHazony y mo3i 200 mr npoTsarom 14 gHiB MPU3BeNO M0 3HUXKEHHS CEPENHLOTO KIIipeHCy
Teodininy B ma3mi KpoBi Ha 18 %. 3a cTaHOM Mali€HTiB, SKi 3aCTOCOBYIOTh T€O(iIiH ¥ BUCOKUX
mo3ax abo sKi MaloTh MiABUINEHUN PU3UK PO3BUTKY TOKCUYHUX MPOSBIB TEOGIiNIiHY 3 iHIINX TPUYUH,
CJIifl BCTAHOBUTH HArJIs[ OO0 BUSBJIEHHS O3HAK PO3BUTKY TOKCUYHOI Ail Teodininy. Teparito ciig
3MIHUTH IIPH ITOSIBI 03HAK TOKCUYHOCTI.

TogpauyumuHi6: BrauB ToPaluTHHIOY 3pOoCcTa€e MpX OMHOYACHOMY 3aCTOCYBaHHI 3 JTiKapChbKUMU
3acobaMu, IKi MpU3BOOATH [0 oMipHoro inribyBanus CYP3A4 Ta moTyxkHoro iHrioyBanus CYP2C19
(Hanpuknap gnykoHa3oi). ToMy peKOMeHI0OBaHO 3HU3UTH 03y TOPaluuTHHIOy 70 5 MI OOUH pa3 Ha
no0y B KoMOiHAllisIX 3 IMMU IIpernapaTaMu.

ToaganmaH: eKCIO3ullia TolBanTany 3Ha4yHO 3pocTana (200 % AUC, 80 % C,,.,), KO TO/IBaINTaH,
cyoctpatr CYP3A4, 3acTOCOBYBa/IM OOHOYACHO 3 IyKOHA30J10M, moMipHUM iHTiOiTopoM CYP3A4. [Tpu
ITbOMY 3HAYHO 3POCTaB PU3UK BUHUKHEHHS IMOOIYHUX peaklliii, 30KpeMa 3HauHOT0 30i/IbIIeHHS
niype3y, 3HeBOJHEHHS Ta I'0CTPOl HUPKOBOI HEJOCTATHOCTI. Y pa3i 0AHOYaCHOTO NPU3HAUYeHHS CIIif
3MEHIIUTHU J03Y

TOJIBAIITaHy 3TifHO 3 BKa3iBKaMM B iHCTPYKIIil 3 MEAUYHOTO 3aCTOCYBaHHS Ta PETYISPHO IepPeBipATH
CTaH MallieHTa Ha HasgBHICTh OyOb-sIKUX MOOIYHUX peaklliii, IIOB’S3aHuX i3 TOIBANITAHOM.

AsKkanoiou 6apeiHKy: Xxo4a BiTIOBiMHUX JOCIiAKEHb He MTPOBOAUIH, GIIYKOHA30]I, UMOBIpHO Yepes
inribyBanust CYP3A4, MoXe CIPUYMHSTH IiBUIIEHHS KOHLIEHTPAllii aKanoifiB 6apBiHKY y m1a3mi
KPOBi (HampuKaj BIHKPUCTUHY Ta BiHOJIACTUHY), 110 IPU3BOAUTD 10 PO3BUTKY HEMPOTOKCUYHUX
eexTiB.

BimamiH A: IOBIZOMJISINIOCS, 10 y NALlieHTa, SKUU OOHOYaCHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHCIOTY (KuCIoTHa ¢popMa BiTaminy A) Ta GIyKoHA301, criocTepiranucs nobiuHi peaxiiii 3 60Ky
IleHTpanbHOi HepBoBol cuctemu (LTHC) y dhopmi mceBgoTYMOpPY T'OJIOBHOTO MO3KY, SKUM 3HUKAE IiCIIs
BigmiHu ¢nykoHa3ony. Lli mikapchbki 3aco6u MozKHa 3aCTOCOBYBaTH OFMHOYACHO, ajie CIif maM ATaTh



IIPO PM3UK BUHUKHEHHS M00iyHuX peaktiii 3 6oky [THC.

BopukoHa3so (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): ogHOYaCHe 3aCTOCYBaHHS BOPUKOHA30ITy
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotarom 1 gus, motiMm 1mo 200 Mr KoxHi 12 rogun
mpoTATroM 2,5 gHs) Ta GpaykKoHa3omy nepopanbio (400 Mr B mepmuil AeHsb, notiM 1m0 200 Mr KoxHi 24
TOIMHY IPOTATroM 4 mHiB) 8 3mopoBuM HO0OPOBOJIBISIM YOJIOBIUOI CTATi MPHU3BEIIO A0 MigBuineHHS C, ..
Tta AUC, BopuKOHa30jy B cepegHboMy 10 57 % (90 % OI: 20 %, 107 %) ta 79 % (90 % OI: 40 %, 128
%) BigmoBimHO. HeBimoMo, 41 mIpU3BOAUTH 3HUKEHHS 03U Ta/ab0 4aCTOTH 3aCTOCYBaHHS
BOPUKOHA30/1y ab0 GyKoHa30Jy 00 YCyHeHHs Takoro edekTy. [Ipu 3acTOoCyBaHHI BOPUKOHA30TY
micysa QIyKOHa30JTy CIIif CIIOCTepiraT 3a CTAHOM IIallieHTa 040 PO3BUTKY MOGIYHUX e(eKTiB,
acoIlii0BaHUX i3 BOPUKOHA30JIOM.

3udosyoduH: dnykonaszon nigsumye C,.. Ta AUC 3ugoBynuny Ha 84 % Tta 74 % BiAmoBifHO, 10
3YMOBJIEHO 3HUKEHHSIM KITipeHCYy 3u0BYOUHY MpubIn3HO0 Ha 45 % IIpU HOT0 IepopaabHOMY
3acTocyBaHHi. [Iepion HamiBBUBENeHHS 3UNOBYAUHY OYB TaK0XK ITOOBXKeHUM MpruOnu3Ho Ha 128 %
nicis 3acTocyBaHHS KoMOiHanii GIyKoHa30Iy Ta 3ULOBYAUHY. 3a CTQHOM ITallieHTiB, AKi
3aCTOCOBYIOTh TaKy KoMOiHalliio TiKapChbKUX 3ac00iB, CIIif CIIOCTepiraTul MoA0 PO3BUTKY MOOIUHUX
peaxitiiyi, OB’ I3aHuX i3 3aCTOCYBaHHSAM 3UA0BYAUHY. MOXHa PO3TNISHYTH OOLIIbHICTh 3HUXKEHHS
[03U 3UJOBYLOUHY.

A3umpoMiluH: y XOIi BiTKPUTOTO PaHAOMi30BaHOT'0 TPUCTOPOHHLOTO ITIEPEXPECHOTO [OCTIIXKEHHS, B
SIKOMY B3$1JIM y4acTh 18 3M0poBuX HOOPOBOIIBLIIB, OIiHIOBAJK BIIJIUB a3UTPOMIIIMHY Ta (PIIYKOHA30ITY
Ha (hapMaKOKiHETHKY OfMH OJHOIO IIPH 1X OMHOYAaCHOMY IIepOpabHOMY pa30BOMY 3aCTOCYBaHHI y
no3ax 1200 mr ta 800 mr BigmoBigHO. 2KOOHUX 3HAYYLIUX (papMaKOKiHETUYHUX B3a€EMOJiM BUSBIEHO
He OyI10.

ITepopanvHi KOoHMpavyenmueu: TPOBOTUIIOCS 2 ¢hapMaKOKIiHETUYHUX MOCIIIKeHHsT 6araTopa3oBoro

3acTocyBaHHS (HITYyKOHA30/1y Ta KOMOIHOBAHOT'O ITePOpaibHOr0 KOHTPalenTuBa. [Ipu 3acTocyBaHHi
¢bnykoHa3o0iy y fo3i 50 Mr BIIMBY Ha piBeHb TOPMOHIB He 0yJ10, TOAI SIK IIPU 3aCTOCYBaHHI
dbrykoHazony y mo3i 200 mr Ha mo0y crioctepiranocs 30inemenHss AUC etuninectpaniony Ha 40 % Ta
neBOHOpPrecTpeny - Ha 24 %. Lle cBimuuTh mpo Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (GIIYKOHA301y Y
3a3HaueHMX [[03aX HaBPSA[ YU MOXKe BIUIMBATU Ha e(peKTUBHICTb KOMOIHOBAHOTO IIEPOPAJILHOTO
KOHTpAaIleNTHBa.

Oco06.1ueocmi 3acmocyeaHHsi.

HepocTaTHS TpUBaIiCTh JTiKyBaHHS MOXKe NPU3BECTH OO BiTHOBIEHHS aKTUBHOTO iHQEKIINHOTO
IIPo1IEeCy.

Hepmamocgimis. BigmoBigHO 70 pe3ysbTaTiB HOCHIAXKeHHS (HIYKOHA30J1y AJS JTiKyBaHHS gepMaTodiTil
y mitel, pIyKoHa30/1 He MepeBUIye rpu3eodynbBiH 3a e(PEeKTHUBHICTIO i 3arabHUM ITOKAa3HUK
eexTuBHOCTI cTaHOBUTH MeHIIIe 20 %. Tomy nmikapcbkuit 3aci6 ®nykoHa3o0mn-[lapHUIS He CIIif
3aCTOCOBYBATH I JiKyBaHHS OepMaTo(iTil.

Kpunmoxkoko3s. [1oka3iB eeKTUBHOCTI (HIIyKOHA30JIy AJIS JTiKyBaHHS KPUITOKOKO3Y 1HIIUX
JIOKaJIi3aliil (Halnpukiag JereHeBoro KpUITOKOKO3Yy Ta KPUIITOKOKO3Y IIKipH) HeTOCTaTHbO, TOMY
PEeKOMeHfaliil MoA0 J030BOr0 PeXXUMY [JId JIIKyBaHHS TAaKHUX 3aXBOPIOBaHb HEMAE.

I'1uboki eHOemiuHi Miko3u. [Joka3iB eeKTUBHOCTI (IyKOHA307y [JIs TiKyBaHHS iHIINX (GOopM
eHJIeMiYHMX MiK03iB, TaKMX SK IapaKOKIHUIi0iqoMiK03, TicTOmIa3M03 Ta MKipHO-TiMpaTUIHUN



CIIOPOTPHX03, HEOOCTATHLO, TOMY PEKOMEH/AIIi# 11010 T030BOr'0 PeXKUMY [JIs JTIKyBaHHS TaKUX
3aXBOPIOBaHb HEMaAE.

CeuvosuodinvbHa cucmema. IlalieHTaM i3 opymeHHAM (QYHKIII HUPOK IIpemnapar Cllif 3aCTOCOBYBaTH 3
obepexHicTiO (muB. po3min «Croci6 3aCTOCYBAHHS Ta IO3U»).

Hedocmamuicmb HaOHUpkKosux 3as103. KeTOKOHa301, SIK BiloMO, CIIPUYUHSIE HEAOCTATHICTD
HaJHUPKOBUX 3aJ103, i Ile TAK0XK MOXKe CTOCYBaTUCS (IYKOHA30Jy, X04a CIIOCTEPITaETHCS PigKO.
HepocTtaTHiICTh HAOHUPKOBUX 3aJ103, I0B'43aHa 3 OMHOYACHUM JIIKyBaHHSM IIPEAHI30HOM, ONMCaHa B
po3mini «B3aemopis 3 iHIIUMYU JTiKapChbKUMHU 3aco0aMu Ta iHII BUAW B3aEMOfii. Brinus GykoHa3omy
Ha iHmI miKapchKi 3acobu».

I'enamobiaiapHa cucmema. IlarieHTaMm i3 mopyuieHHAM QYHKIIM IeYiHKY mpemapar Cliif
3aCTOCOBYBaTH 3 00epexkHiCcTI0. 3aCTOCyBaHHS (HIIYKOHA30JIy acoIliloBasocs 3 PifKiCHUMU BUMIafiKaMu
PO3BUTKY TSKKOI T€ITaTOTOKCUYHOCTI, BKJTIOUAIOYM JIeTaIbHi BUTTAgKHU, TOJIOBHUM YMHOM V IAlliEHTIB
i3 TIKKAMU OCHOBHAMU 3aXBOPIOBAaHHSIMU. Y BUITagKaX, KOIM PO3BUTOK I'eMaTOTOKCUYHOCTI
acoIliI0BaBCs i3 3aCTOCYBAHHSAM (QIYKOHA30Ty, He OyJI0 Bif3HaueHo ii SBHOI 3a/1e3KHOCTI Bif 3arajibHO1
no00BOI 103U IIpemnapaTy, TPUBAJIOCTI Teparii, ctaTi abo BiKy mallieHTa. 3a3Bu4ail remaTOTOKCUYHICTD,
crpuyrHeHa (ryKoHa3010M, 060pOTHA, a il TPOosiBY 3HUKAIOTH ITiC/Is MPUNMHEHHS Teparlil.

3a CTaHOM IIAIli€EHTIB, ¥ SKUX IIPU 3aCTOCYBaHHI (PIIyKOHA30JTy CIIOCTEPIral0ThCS BiIXUIEHHS Bif
HOPMHU pe3yJIbTaTiB QYHKI[IOHAIbHUX P00 MEeUiHKHU, CJIifi BCTAHOBUTU PETEeNIbHUN HATJISAL 00
PO3BUTKY OiNIbII TAXKKOTO YpazkKeHHS IMeYiHKHU.

[TamieHnTiB cig npoiHpOpMyBaTH PO CUMIITOMH, 1[0 MOXKYTh CBifYUTH IIPO CEPUO3HUM BIIJIUB Ha
NeviHKy (BUpaXkeHa acTeHis, aHOPeKCis, oCTiiHa HyfoTa, 6/1I0BaHHS Ta JKOBTSIHHUILA). Y TaKOMY
BUTIAOKY 3aCTOCYBaHHS (IYKOHA30Iy CJIiff HETalHO IMIPUIIMHUTH Ta MIPOKOHCYIbTYBATUCS 3 JTIKapeM.

Cepueso-cyOuHHa cucmema. [Jesiki a30/1u, ¥ TOMY YUCTIi ¥ (HITyKOHA30J1, aCOLiI0I0ThCS 3
nopoBxkeHHAM iHTepBainy QT Ha enexkTpokapniorpami. ®nykoHa301 nofoBxKye iHTepBan QT nuisixom
IPUTHIYEHHS BUNIPAMIIS0Uoro Kaniesoro kanany (I,.). ITogoBxkenHs inTepBany QT BHacmigox mii
iHmMX MiKapchKUX 3aco0iB (HaNpUKiag aMiofapoHy) MOKe IIOCUIIOBATHCS Y pe3yibTaTi MIpUrHideHHS
dbepmenTy CYP3A4 mutoxpomy P450. TToBimoMsiimocst Ipo myKe PifKiCHI BUMTaAKM IOIOBXKEHHS
inTepBany QT Ta mapoKcu3MabHOI IITyHOYKOBOL TaxikKapmil TUMY «IipyeT» IPU 3aCTOCYBaHHI
npemnapaty ®nykoHa30:. Taki IOBITOMIIEHHSI CTOCYBAJIACS IALI€HTIB i3 TAXKKUMU 3aXBOPIOBAHHIMU
IIPU NTOENHaHHI 0aratbox GaKTOPiB PU3KKY, TAKUMU SIK CTPYKTYPHI 3aXBOPIOBAHHS CEPIIf,
IIOPYIIeHHS eJIeKTPOJIiTHOr0 0OMiHY Ta OfHOYACHE 3aCTOCYBaHHS iHIINX JiKapChKUX 3aco0iB, 110
BIIMBAIOTH Ha iHTepBasn QT. IlamienTu 3 rinokamieMi€io Ta MPOTrPECYI0Y00 CePIEeBOI0 HEAOCTATHICTIO
MaloTh MigBUIIEHUY PU3UK BUHUKHEHHS 3aTPO3/IMBUX [JIS XXKUTTS HUIYHOYKOBUX apUTMill Ta
IapOKCU3MaJIbHOI IITyHOYKOBOL TaxikKapmil TUIY «IipyeT».

Jlikapcekui 3aci6 ®nmykoHa3on-[JapHUIS Cllifg 3 00epeXkHiCTI0 3aCTOCOBYBATH IMAIliEeHTaM i3 pU3UKOM
PO3BUTKY apuTMiit. OmHOYaCHEe 3aCTOCYBAHHS pPa3oM i3 JIiKapCbKUMHU 3aco0aMu, 110 MPOJIOHTYIOTh
inTepsan QTc Ta MeTaboni3yoThcs 3a gornoMoroio ¢pepmenTty CYP3A4 mutoxpomy P450,
IPOTHUIIOKA3aHe (IUB. po3minu «[IpoTUIoOKa3aHHI» Ta «B3aeMopmis 3 iHIIMME JTiKapChKUMHU 3aco0aMu
Ta iHI BUOY B3aEMOMIN»).

I'anopanmpun. T'anodanTpun € cydctpatom pepmenty CYP3A4 i mponourye intepsan QTc npu
3aCTOCyBaHHI y peKOMEH[I0BaHUX TepaleBTUYHUX fo3ax. OgHOoYacHe 3aCTOCYBaHHS rajodaHTPUHY Ta
GbIyKOHA30I1y HE PEeKOMEHIYEThCS (OUB. PO3Min «B3aemopmist 3 iHIIMMH JTiKapChbKUMU 3aco0aMu Ta
iHII BUOM B3aEMOMiN»).



ITepmamonoziuri peakuii. ITig 9ac 3acTocyBaHHS (HIIYKOHA30IY PiAKO MOBIMOMIISIOCS PO PO3BUTOK
TaKWX eKC(oJiaTUBHUX IIKIPHUX peakiil, K cuapoM CTiBeHCa-[I)KOHCOHA Ta TOKCUYHUU
elrifjepManbHuX HEKPOIi3. [ToBimoMIIsIoCs Tpo MeOUKaMEHTO3HY peakilifo 3 e03nHOMimi€ero i
cuctemuuMu nposieamMu (DRESS-cunppom). ITatnienTtu 3i CHIToM GinbIl CXUTbHI 00 PO3BUTKY TSIKKHUX
MIKipHUX peakilill Ipu 3aCTOCyBaHHi 6araThox JiKapchKux 3acobiB. fAKIO y MallieHTa i3 ToBepXHEBOIO
rpubKOBOIO iH(EKITi€t0 3’ IBMII0THCS BUCHUIIH, 1[0 MOXKHA II0B’SI3aTH i3 3aCTOCYyBaHHIM (DITyKOHA307Y,
Iofasbllle 3aCTOCYBaHHS MpenaparTy CJif NPUIUHUTH. JAKIO y mallieHTa 3 iHBa3UBHOK/CUCTEMHOI0
rpubKOBOIO iH(DeKITier0 3’ IBNIII0TLCS BUCHUIIM Ha IIKipi, 3a HOT0 CTAHOM MOTPIOHO PeTebHO
CIIOCTEpiraTu, a y pasi po3BUTKY OyIbO3HUX BUCUIIIB @60 MyIbTH(HOPMHOI ePUTEMU 3aCTOCYBAHHS
(bITyKOHA3011y CJIif IPUIUHUTH.

TI'inepuymausicmb. Y pigKiCHUX BHUIMIagKax IMOBiIOMIISIOCS IIPO PO3BUTOK aHa(iNIaKTUYHUX pPeakiii
(muB. po3min «IIpoTUOKa3aHHI»).

ITumoxpom P450. ®nykona3on € nomipauM inriditopom dhepmentis CYP2C9 ta CYP3A4. Takox
bnykoHa301 € noTyxkHUM iHribiTopom pepmenty CYP2C19. Crnig cocTepiratu 3a CTaHOM Ialli€HTIB,
SIKi OHHOYaCHO 3aCTOCOBYIOTH JTiKapchKui 3acid ®mykoHa301-apHUIS Ta IpenapaTy 3 By3bKUM
TepalleBTUYHUM BiKHOM, 1110 MeTa0o01i3yioThcst 3a yuacTio CYP2C9, CYP2C19 ta CYP3A4 (guB. po3min
«Bzaemogis 3 iHIIUMY JTiIKapCLKUMHU 3aco0aMu Ta iHIIM BUIU B3aEMOIIN»).

TepgpeHadun. Crig peTeIbHO CIIOCTEPIraTH 3a CTAHOM IIallieHTa ITPY OJHOYAaCHOMY 3aCTOCYBaHHI
tepdenaguny Ta GryKoHa30my y 0o3i Menie 400 mMr Ha mo6y (ouB. po3minu «[IpoTumoKa3aHHSI» Ta
«B3aeMopmis 3 iHIMMMH JTiKapChbKUMHK 3aC00aMM Ta iHIIII BUOM B3aEMOIii»).

KaHou0o3. JocnifxeHHS IPOAEMOHCTPYBaIA 3pOCTAHHS MOMUPEHOCT] iHPEKIil, CHPUYNHEHNX
inmumu Bugamu Candida, kpim C. albicans. BoHr 4acTo € MPUPOMHO CTIMKUMHU (HaIpHUKIIaf, C.
krusei Ta C. auris) abo 0eMOHCTPYIOTh 3HUKEHY YYTNUBICTh 10 ¢nyKoHa3ony (C. glabrata). Taki
iHGex1ii MoXyTh MOoTpeOyBaTH allbTePHATUBHOI MIPOTUTPUOKOBOI Teparlil mic/is HeBAaIoro TiKyBaHHS.
Otxe, miKapsaM, SKi IpU3Ha4aloTh 3acib, pPEKOMEHAYEThCS BPaXOByBaTH MOMINPEHICTh CTIMKOCTI
pisHux BumiB Candida mo ¢bayKoHa307y.

IlonomidcHi pevoguHu. ITpenapat MiCTUTh MakTo3y. [lallieHTaM 3 PiAKiICHUMU CHafgKOBUMU
3aXBOPIOBaAHHSIMM, TAKMMU SIK HEIIEPEHOCHUMICTh TajlaKTO3HU, 3arajibHa HeJJOCTAaTHICTh JJaKTa3! Ta
MaJibabcopOilis TII0K03U-TajIakKTO3H, He CJIifl 3aCTOCOBYBATH IleH Ipermapar.

Opna karncyna npenapaty ®ayKoHa30j MiCTUTh MeHIe 1 MMoJb HaTpito (23 MT), a 0TXKe, IIpenapaT
MOXKHa BBaXKaTU TaKUM, 110 HEe MICTUTh HATPilo.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
2KiHKU penpodykmueHo20 8iKY.
[Tepen nmoyaTkoOM JIiKyBaHHS MALiEHTKY CIIif IPOiH(OpPMyBaTH PO NOTEHIINHUY PU3UK [AJIA MJIOAA.

[Ticns 3acTocyBaHHS OOHOPA30BOl 03U MOTPIOHO BUTPUMATH IEPiof] BUBeeHHS GIyKOHA30Iy, IKUN
CTAHOBUTH MPUONMKU3HO 1 THXKEHS (1110 BigmoBigae 5-6 mepiogam HamliBBUBEIEHHS), 10 HAaCTaHHS
BariTHOCTI (OuB. po3min «PapMaKOKiHETUKA»).

[Ipu TprBanux Kypcax JIiKyBaHHSA XKIHKAM PENPONYKTUBHOI'O BiKY CJIif] PO3TJISHYTU MOXKIIUBICTh
3aCTOCyBaHHS KOHTpAIEIIii IPOTATOM YChOT0 IIepiofy JiKyBaHHS Ta IPOTAroM 1 TUXKHSA micis
IPUIOMY OCTAHHBOI TO3H.



BaeimHicme.

OOcepBalliliHi mocigKeHHS CBifYaTh PO MigBUIEHNY PU3UK CIIOHTAHHOTO abopTy y XKiHOK, gKi
OTpPUMYBaK (IYKOHA30JI IPOTITOM IepIIoro Ta/abo APyroro TPUMECTPY, IIOPIBHSIHO 3 XKiHKaMH, SIKi
He npuitManu GIyKoHa305 ab0 OTPUMYBAJIM MiClieBi a30/IH V TO¥ caMuii mmepiof,.

IlaHi 1I10[10 KiMhbKOX THCSY BaTiTHUX XKiHOK, SKi OTPUMYBAJIU JIiKyBaHHS (PJIYKOHA30JIOM y
KyMYJIATUBHIN 1031 < 150 Mr y nepiioMy TpUMeCTpi, IEMOHCTPYIOTh BiICYTHICTh 3POCTAHHS
3arajibHOTO PU3UKY BaJ PO3BUTKY IJI0fa. B 04HOMY BEIMKOMY CIIOCTEPEXKHOMY KOTOPTHOMY
IOCTiIKEeHHi TepopaibHe 3aCTOCYBaHHS (DITyKOHA30I1y B IIePIIOMY TPpUMecTpi Oy71o moB’si3aHe 3
HEBEJIMKHUM IiIBUIIEHHAM PU3UKY BUHUKHEHHS Ba PO3BUTKY CKEeJIETHO-M S30B0l CUCTEMH, 110
BigmoBigae npubau3Ho 1 gomaTkoBoMy Bunaaky Ha 1000 XiHOK, SKi OTpUMYBaIu KyMYJISTHBHI 703U
< 450 Mr, TOPiBHSHO 3 XiHKaMH, SKi OTPUMYBAIN a30JIM MicIieBoi fii, i mpubnu3Ho 4 JomaTKOBUM
BunagkaM Ha 1000 XkiHOK, IKi oTpUMyBanu KyMyIaTuBHI fo3u Oinbire 450 mr. CKOPpUTOBaHUM
BigHOCHUM pu3uK cTaHOBUB 1,29 (95 % [I: 1,05-1,58) mns go3u dhiaykoHa3ony 150 mMr mepopaibHO
ta 1,98 (95 % [I: 1,23-3,17) ons mo3 ¢nykoHazomy Oinbiie 450 mr.

HasiBHi emifeMionoriyui JoCmigKeHHS 1I[0I0 PO3BUTKY Baj Ceplis IPU 3aCTOCYBaHHI (GIyKOHA30Jy Y
1epiof BariTHOCTI Jai0Th cynmepednuBi pe3ynbraTi. OgHaK MeTaaHasi3 5 o0cepBalliitHUX NOCITiAKEHb,
IIPOBEMIEHUX 3@ Y4YacCTIO KiJIbKOX THCSY BariTHUX XKiHOK, SKi OTpUMYBanu GIyKOHA30JI IPOTATOM
[IePIIOTO TPUMECTPY, BUSBUB IMiABUIIIEeHHS PU3UKY PO3BUTKY Baf cepls y HEMOBAAT y 1,8-2 pa3u
TIOPiBHSTHO 3 TAKMM Yy HEMOBJISIT, MaTepPi SKUX He 3aCTOCOBYBaJIX Ta/a00 BUKOPUCTOBYBAJIM a30JIH IJIS
MICIIEBOTO 3aCTOCYBaHHS.

Y noBimOMIIEHHAX ONMKCAHO BUNAAKUA BPOAKEHUX BaJ PO3BUTKY Y HEMOBJIAT, MaTepi IKUX OTPUMYBaJIA
BHCOKi mo3u (Big 400 mo 800 mr/moby) drykoHa3omy y mepion BariTHOCTI mpoTsiroM 3 MicsiiB a6o
Oinble mpu JTiKyBaHHI KOKIUAioimoMiko3y. Cepen BpoOKeHUX Bafl, IKi CIIOCTepiranucs y 1ux OiTeu -
Opaxinedanis, gucnasis ByIIHWX PaKOBKH, HafiMipHe 30ibIIeHHS IIepeIHbOT0 TiM I4Ka,
BUKPUBIIEHHS CTErHa Ta IIPOMEHEBO-TII€Y0BUY CUHOCTO3. [IpUYMHHO-HACTIAKOBUM 3B’ 130K MiXK
3aCTOCYBaHHSM (IYKOHA30Jly Ta BPOIXKEHUMU BaflaMU HE BCTAHOBIIEHUH.

He cnig 3acTocoByBaTH 3BMYaiiHi 1031 (IyKOHA30Jly Ta KOPOTKOTPHBAI KypCH JTiKyBaHHS
(bITyKOHA30JI0M Y Mepiof BariTHOCTI, 3a BUHSITKOM KpalHbOI HeOOXigHOCT.

He cnip 3acTocoByBaTH BUCOKI 103U (hITyKOHAa30y Ta/abo TpuBasi KypcH JIiKyBaHHS (IyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIiIKyBaHHS iH(EKIIiH, 110 MOXKYTh 3arp0KyBaTH XKUTTIO.

T'odyeaHHA 2pydoio.

®nyKoHa30J1 TPOHUKAE ¥ TPyOHE MOJIOKO Ta AOocATra€ KOHIEHTpalii Mofi0Ho1 Jo piBHA y Myia3Mi KPOBi
(muB. po3gin «®apMakOKiHeTHKa»). ['0ofyBaHHS I'PYOA0 MOXKHA [IPOAOBXKYBATH IICIIS PA30BOr0
3aCTOCYBaHHS 3BUYalHOI 103U (PIyKOHA30Jy, 110 cCTaHOBUTL 150 Mr. ['omyBaTH rpyamio He
PEKOMEHyeThCS Ipu 0araTropa3oBoOMy 3aCTOCYBaHHI (IyKoHa30/1y abo IIpu 3aCTOCyBaHHI BUCOKUX
103 ¢pykoHasomy. Clif OI[iHUTA KOPUCTh TOOyBaHHS T'PYAAI0 AJ1S PO3BUTKY 1 3MOPOB’d AUTHHY, a
TaK0XK KIiHiuHYy moTpeby MaTepi y npenapati ®nykoHa3on-IlapHulld i 6yab-9Ki moTeHIiiHi mobiyHi
eekTu npemnapaty ®nykoHa3on-JapHuis ab0 OCHOBHOTO 3aXBOPIOBaHHS MaTepi A/l OUTHUHHU, SKa
OTPUMYE I'PYLHE BUTOLOBYBaHHS.

depmuabHiCMb.

®ykoHa307 He BIUIMBAB Ha GEepPTUIIBLHICT CaMIliB Ta CaMOK IIypiB.



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

HocnimxeHb BINIKUBY (IYKOHA30Jy Ha 3MATHICTh KepyBaTH aBTOTPAHCIOPTOM abo mpalfoBaTH 3
iHIMUMY MexaHi3MaMu He IpoBoguin. [1alieHTiB ciifg TpoiHGOpPMyBaTH IIPO MOKIIUBICTH PO3BUTKY
3anaMopo4yeHHs abo CyJoM IIiff 4ac 3aCTOCOBYBaHHS JTiKapchbKoro 3aco0y. IIpy po3BUTKY TaKUX
CUMIITOMIB He peKOMEH[IYEThCSI KEPYBATH aBTOTPAHCIIOPTOM afo0 iHIUMU MexaHi3MaMHu.

Cnoci6 3acmocyeaHHss ma do3u.

Ilo3a mikapchbKoro 3aco0y 3aeKUTh Bifl BUAY Ta TSIKKOCTI TpuOKoBOI iHGeKIIil. g 6imbInocTi
BUIIAIKIB BariHa/IbHOTO KaHAUA03Y OCTaTHHO Pa30BOr0 3aCTOCYBaHHS JIIKaPCHKOT0 3aC00y.

[Tpu HeobxigHOCTI 6GaraTopa30BOro 3aCTOCYBaHHS IIpelaparTy JIiKyBaHHS iHGEKIIiN CIif
IPOJOBXKYBATH 0O 3HUKHEHHS KJTiIHIYHUX Ta 1ab00paTOPHUX NPOSBIB aKTUBHOCTI 'PpuOKOBO1 iH(eEKIIil.
HepocTaTHS TpUBaIiCTh JTIKyBaHHS MOXKe NIPU3BECTH 0O BITHOBIEHHS aKTUBHOTO iH(QEKITIHOTO
IIPOLIECY.

®nykoHa3omn-IapHUIlST 3aCTOCOBYIOTE, 3aJIeXKHO Bifl TiKapchKoi (hopMu, mepopanbHo (Kamcynu) abo
BHYTPIIIHBOBEHHO IINIIX0M iHOY3ii (po3uuH st iHdy3iit). Croci0 3acTocyBaHHS IIpemnapaTy
3aJIeXXUTh Bif] KIIiHIYHOTO CTaHy MallieHTa. HeMae HeoOXigHOCTI y 3MiHi 1060BOI 03U IpemaparTy npu
3MiHi WIJIIXy M0T0 3aCTOCYBaHHS 3 IEPOPAIbHOI0 Ha BHYTPIIIHbOBEHHUY Ta HABIAKU.

Karncynu cnip koBTatu uinmuMu. [IpuiioM npenapaTy He 3a/IeXKUTh Biff IPUHOMY 1XKi.

I[Topocii.

Kpunmokoko3

- JIikyBaHHS KPUIITOKOKOBOI'O MEHIHTITY: HaBaHTaXXyBa/lbHa [03a CTaHOBUTH 400 MT y NepIIuil qeHb.
[MTinTpumyBanbHa mo3a - 200-400 Mr omuH pa3 Ha go0y. TpuBamiCTh MiKyBaHHS 3a3BUYail CTAHOBUTH
moHalMeHIe 6-8 TuxHiB. [Tpu iHGEKIIiAX, 110 3aTPOXKYIOTh KUTTIO, 10O0BY 003y MOXKHA 30iMbIIATH
mo 800 mr.

- [linTpuMyBasibHa Tepallis OJid NONepeNXKXeHHs PelUuIUBY KPUIITOKOKOBOTO MEHIHTITY y NAlli€HTIB 3
BHCOKHM PU3UKOM MOTO PO3BUTKY: PEKOMEHI0BaHa [03a IIpenapaTy cTaHoBuTh 200 Mr oiuH pa3 Ha
o0y MpoTSIroM HeoOMeKeHOTO Yacy.

Kokuyuodioidos

- PexomeHgoBaHa fio3a craHoBUThL 200-400 Mr ofivH pa3 Ha 0o0y. TpuBamiCTh TiKyBaHHS CTaHOBUTH
11-24 micsri 4u moBIme 3ayieXkHO Bifl cTaHy natfieHTa. [15 miKyBaHHS Aeskux GopM indexii, a
0CcOo0NMBO A1 JIiKyBaHHSA MEHIHTITy, MOXKe OyTH JOIIPHIM 3aCTOCYBaHHS NO3U 800
Mr/mo0y.

IHBa3usHi kaHOuOo03u

- HaBanTaxysanbHa go3a cTaHOBUTH 800 Mr y mepimuil geHs. [linTpumyBanbHa fo3a - 400 Mr oguH
pa3 Ha mo0y. 3a3Bu4all peKOMeHI0BaHa TPUBAICTD JTiKyBaHHSA KaHOUOEMil CTaHOBUTD 2 TUXKHI MMiCs
IepIIUX HETATUBHUX Pe3yJbTaTiB TeMOKYIbTYPHU Ta 3HUKHEHHS 03HaK i CAMIITOMIB KaHOUOEMil.



KaHOoudo3 causzosux 060g10HOK

- Kanaunos poTornoTky: HaBaHTaXKyBajlbHa f103a cTaHOBUTH 200-400 Mr y mepiiuii AeHb,
nigTpumyBanbHa fo3a - 100-200 mMr ogus pa3 Ha go0y. TpuBamicTh TiKyBaHHS CTAHOBUTH
7-21 meHb (OO DOCSTHEHHS peMicii), ane Moxe OyTy 30i/blIeHa [JIS MALiEHTIB i3 TAXKKUM
iMmyHOmEDIIUTOM.

- KaHmupmos cTpaBoXody: HaBaHTaXyBallbHa [03a CTaHOBUTH 200-400 Mr y nmepiiuy geHb,

nigTpuMyBanbHa go3a - 100-200 mMr oguH pa3 Ha go0y. TpuBamicTh MiKyBaHHS CTAHOBUTH
14-30 gHiB (M0 mOCcsATHEHHS peMicii), ane Moxe OyTH 30inbIleHa OIS MAIliEHTIB i3 TAXKKUM
iMyHOZEDIIUTOM.

- Kaupgunypisa: pekoMeHnoBaHa go3a cTaHoBUTh 200-400 Mr oguH pas3 Ha o0y IPOTIroM
7-21 gus. [I71d NaLieHTiB i3 TIXKKUM iMyHOAepillMTOM TPUBAICTh JTiKyBaHHS MOXKHA 30ibIINTH.

- Xponiunu# aTpodiuHMil KaHAUI03: PpeKOMeHI0BaHa 03a CTaHOBUTH 50 MI oouH pa3 Ha 00y
npoTaroMm 14 gHiB.

- XpoHiUHUY KaHOUA03 MIKipU Ta CIU30BUX 000JIOHOK: PEKOMEHI0BaHa /103a CTaHOBUTH 50-100 mr
Of¥H pa3 Ha mo0y. TpuBasicTh NiKyBaHHS CTAHOBUTH 10 28 [HIB, are MoxKe OyTH 30ibIleHa 3a1ekKHO
Bif] TSKKOCTi Ta BUAy iH(eKIIil abo 3HUKEHHS IMYHITETY.

ITonepediceHHs peuudusy KaHOud03y cau3osux 06040HOK y nauienmia 3 BIJI, siki maromb 8ucokull
pU3uK U020 po3sumky

- Kanaunos poTornoTku, KaHAUA03 CTPaBOXOAy: PeKOMeHI0BaHa fo3a ctaHoBuTh 100-200 Mr ogux
pa3 Ha moOy ab6o 200 mr 3 pa3u Ha TUXKOEeHb. TPUBAJIICTh JIiIKYBaHHS € HEOOMEKeHO IJIs MAIliEHTIB i3
IPUTHIYEHUM IMyHITETOM.

ITpoginakmuka kaHOUOO3HUX IH(eKYill y nauieHmia i3 mpusasot HelimponeHiew

- PekomenmgoBaHa mo3a ctaHoBuTh 200-400 Mr omuH pa3 Ha mo0y. JIikyBaHHS CIlifg pO3MOYMHATHY 3a
KiJlbKa [JHIB IO 049iKyBaHOT'0 PO3BUTKY HEUTPOIIEHil Ta IPONOBXKYBATU IPOTATOM 7 OHIB HiCHA
MigBUIIEHHS KiTbKOCTi HEUTPOPiniB moHad 1000/mm°.

TI'enimaavHi KaHOuoo3u

- TocTpuii BariHabHUE KaHOUI03, KAHOUNO3HKUY OalaHiT: peKOMeHI0OBaHa q03a CTAHOBUTH 150 Mr
pas3oBo.

- JlikyBaHHS Ta mpodilakTHKa pelUAUBHUX BariHaTbHUX KaHAUA03iB (4 abo Oinblle BUIAMKIB Ha PiK):
peKoMeHoBaHa f03a cTaHoBUTh 150 Mr 1 pa3 Ha 3 gHi. Bcboro ciig 3actocyBatu 3 [03U (1-m
neHb, 4-i meHb Ta 7-u geHb). [Iicis 1poro Ciif 3aCTOCOBYBaTH HiATpuMyBaibHy 103y 150 Mr 1 pa3 Ha
TUKOEHDb MPOTATOM 6 MICHIIIB.

Hepmamomiko3su
- Miko3 cTom, MiK03 I'JIafeHbKo]l IKipH, TaX0BUY AepMaTOMiK03, KaHIUA03H] iH(peKIIi] WKipu:
pPeKoMeHoBaHa f103a cTaHOBUThL 150 Mr 1 pa3 Ha TuxkaeHb a6o 50 Mr 1 pa3 Ha mo0y. TpuBamicTs

JIIKyBaHHS CTAQHOBUTH 2-4 TUXKHI. JIiKyBaHHSA MIKO3y CTOIl MOXK€E TPUBATHU [0 6 TUXKHIB.

- PismoGapBHUY nullaii: peKoMeHaoBaHa qo3a cTaHoBUTh 300-400 Mr 1 pa3 Ha THXKOEHb IPOTITOM
1-3 tTuxuiB a60 50 Mr Ha 700y MPOTATOM 2-4 TUXKHIB.



- DepMmaTodiTHUM OHIXOMIKO3: peKOMeHI0BaHa fio3a cTaHoBUThL 150 Mr 1 pa3 Ha TuXOeHb. JIiKyBaHHS
CJIifl TPOMOBXKYBATHU NOTH, JOKHY iHGiKOBaHUU HIroTh He Oyne 3MiHEHO 3MOPOBUM. 715 BiTpOCTaHHS
3[OPOBUX HIT'TiB Ha pyKax Ta Ha BEJIMKUX IaJIbLSX Hir 3a3BU4ail HEOOXimHO 3-6 Mics1iB
Ta 6-12 MicsuiB BigmoBigHO. OgHAK IIBUAKICTh POCTY HIrTiB y MaIlieHTiB MOXkKe OyTH Pi3HOIO Ta
3anexartu Bif BiKy. [licna ycmimmHOro jgiKyBaHHSI TPUBA/INX XPOHIYHUX iH(DEKIiN (hopMa HIrts iHofmi
3alUIIAETHCA 3MiHEHOIO.

ITayieHmu AiMHbO20 BIK)Y.

o3y HeoOximHO migOupaTy 3aeXKHO Bif cTaHy QyHKIiM HUPOK (OuB. «IlallieHTH 3 HUPKOBOIO
HeOOCTaTHICTIO» HUXKUE).

ITauieHmu 3 HUPKOBOIO HEAOCMAMHICMIO.

®yKOHa30JI BUBOAUTHCA 3 OPraHi3My IepeBaXkHO i3 ceuero y He3aMiHeHoMYy BUTIIAfil. [Ipu pazoBoMy
3aCTOCyBaHHI KOPUTYBaTU 03y GIyKOHa30Iy He MoTpibHo. [TalieHTaM (BKITI0Ya04u fiTel) i3
NopyIlIeHHAM QYHKIIINH HAPOK y pa3i HeobxigHOCTi 6araTopa3oBoro 3aCTOCYyBaHHS IIpenapary y
IepIUUii IeHb JIIKyBaHHS CJIifl 3aCTOCOBYBaTHU IT04YaTKOBY 103y 50-400 Mr 3a7eXKHO Bifj TOKa3aHHS.

[Ticns uporo noOOBY [03Y (3a/IeKHO Bifl TOKa3aHHS) CJIifl pO3pax0ByBaTH BifITIOBITHO peKOMeHallil,
HaBeOeHUX B TaOIUIl HAKYE:

K 1ipeHC KpeamuHiHy (M/x8) [Biocomok 8i0 pekomeH008aHOI 003U
> 50 100 %

< 50 (6e3 remopmiarnisy) 50 %

PerynapHui reMmopiani3 100 % micns KOXKHOro reMopiani3y

[MarmienTy, siki mepebyBaloTh Ha PETYISIPHOMY TeMofianisi, moBuHHi oTpuMyBaTu 100 %
PEKOMEeHI0BaHOI HO3M IiCJIs KOXKHOI0 reMofiianidy. Y neHb, KO Oiali3 He IPOBOAUTECS, MAIliEHT
[IOBUHEH OTPUMYBATU 003y, BIAKOPUTOBaHY 3aJIeKHO Bif KJIipeHCY KpeaTHHIHY.

ITauieHmu 3 nopyweHHAM PYHKUIU NeviHKU.

®yKOHA30J1 CJIifl 3aCTOCOBYBATU 3 00EPEKHICTIO MallieHTaM i3 MOPYLUIEHHIMY (QYHKIIN eYiHKHY,
OCKiNbKHM iH(popMalil om0 3acToCyBaHHS (IyKOHA30J1y IIill KaTeropil maiieHTiB HeIOCTaTHLO (IUB.
po3minu «Ocob6auBOCTi 3acTOCyBaHHSI» Ta «I100iuHi peakirii»).

Himu.
He cnipg nepeBuiilyBaT MakCuManbHy 7000BYy 103y 400 Mr.

4K i npu aHanoriyHUX iHYEKIiAX y JOPOCIUX, TPUBAIICTh JIiKyBaHHS 3a/IeKUTh Bif K/IiHIYHOI Ta
MiKoJIoTiuHOI BifgmoBigi. ®myKoHa30:-JapHUIS 3aCTOCOBYIOTH 1 pa3 Ha mo0y.

[o3yBaHHA IpeliapaTy s HiTel i3 mopyluIeHHSAM (QYyHKIIiM HUPOK HaBe[eHo B mifpo3aini «IlalienTy 3
HUPKOBOIK HENOCTATHICTIO.

dapmakokiHeTHKa (HIYKOHA30Jly He OOCIigXyBasacs y OiTel i3 HUPKOBOIO HELOCTATHICTIO.

Ilimu sixom 8i0 12 pokis.



3ajie’kHO Biff Macu Tijla Ta my0epTaTHOTO PO3BUTKY JIiKapio CJIif OLIHWTH, SKa 403a Ipenapary (mns
OOPOCIUX YM OJId AiTel) € ONTUMAaJbHOMO [JIs nalieHTa. KiiHiuHi faHi cBig4yaTs Ipo Te, 0 V OiTer
KJIipeHC (IyKOHAa30Jy € BULIMM IOPIiBHSAHO 3 HOpocIuMuU. 3acTtocyBaHHs fo3 100, 200 Ta 400
MT IOPOCNIMM Ta 03 3, 6 Ta 12 MI/KT oguH pa3 Ha K00y AiTSM MPU3BOOUTE [0 NOCATHEHHS
CIIiBCTABHOI CUCTEMHOI €eKCIIO3MUIIil.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYBaHHS IIpenapaTy O JTiKyBaHHS T'eHiTalbHUX KaHAUIO03IB y OiTen
He BcTaHOBJeHi. HasiBHa Ha chorofHi indopmallis HaBefeHa y po3fini «[Tobiuni peakuii». fAKimo icHye
HarajbHa moTpeba 3aCTOCyBaHHS IIpenapary AiTsaM BikoM Bif 12 mo 17 pokiB, ciig 3acTOCOBYBaTH
3BUYalHi 103U [AJIS JOPOCIIHX.

Ilimu sixom 8i0 5 do 11 pokis.
Kanpanmosu cnu3oBrx 0007I0HOK: TI0YaTKOBA [I03a CTaHOBUTL 6 MT/KT/0o0y, migTpuMyBaibHa 103a -

3 Mr/kr/mo0y. [TouaTKOBY 103y MOXKHa 3aCTOCOBYBATH B IEPIINH NEHb 3 METOIO OiJIbII MIBUAKOTO
INOCATHEHHS piBHOBaXKHOI KOHIIEHTpallii.

[HBa3MBHI KaHANA03U, KPUIITOKOKOBUY MEHIHTIT: [03a IpenapaTy CTAHOBUThL 6-12 MI/KT OfuH pa3 Ha
no0y 3a71exKHO Bifl CTYIeHS TSIKKOCTi 3aXBOPIOBAHHS.

[TigTpuMyBaibHa Tepamis A1 NolepeaXKeHHs PeLUAUBY KPUIITOKOKOBOTO MEHIHTITY y [iTeH i3
BHCOKUM PU3UKOM HMOT0 PO3BUTKY: [03a IIpenapaTy CTaHOBUTH 6 MT/KT OOUH pa3 Ha H0o0y 3aexkHo
Bifl CTYTIE€HS TSIXKKOCTI 3aXBOPIOBaHHS.

[TpodinakTKa KaHAUIO3IB ¥ Malli€HTIB 3 iMyHOmeiIMTOM: [03a IpenapaTy CTaHOBUTH 3-12 MT/KT
OIMH pa3 Ha mo0y 3a/1eXKHO Bifl BUPaXKeHOCTi Ta TPUBAJIOCTI iHIYKOBaHOI HEUTPOIeHil (quB. HO3U I
IOPOCIINX).

Himu.

Jlikapcekui 3aci6 y ¢opMmi Karcys 3aCTOCOBYBATH IIifi KaTeropil malieHTiB MOXKHA TOMi, KOJIU HiTH
3maTHi 6e3mevYHO MPOKOBTHYTH KAIICYITy, 110 3a3BHYall € MOXKJIMBUM Y Billi Big 5 pPOKiB.

Ilepedo3yeanHs.

[ToBigoMusinocs mpo mepeno3yBaHHS (DIIYKOHA30/1y Ta PO3BUTOK TajllOLMHALIN Ta TapaHoigaabHOL
IIOBEiHKHU.

JIiKy8aHHA: CUMIITOMaTU4Ha IiATPUMYylo4a Teparis, ¥ pa3i HeoOXiTfHOCTi - TPOMUBaHHS IITyHKA.
®yKOHA30J 3HaYHOI0 MipOI0 EKCKPETYETHCS 3 cedelo, ToMy (POpCOBaHUM [iype3 MOXKe MPUCKOPUTH
BHBeMIeHHS JTikapchKoro 3aco0y. CeaHc reMofiaii3y TPUBaiCcTiO 3 TOMUHU 3HUXKYE PiBeHb
byKoHa301y y mi1a3Mi KpoBi mpubnusno Ha 50 %.

Io6iuni peakuii.

Haiiuacrime (> 1/10) moBigoMsiiocs mpo Taki noOiuHi peakiiil: rojoBHUY 0inb, 6i/1b y YepeBHil
IIOPOKHUHI, miapest, HymoTa, O/II0BAHHS, BUCUIIAHHS, MiABUINIEHHS PiBHS ajaHiHaMiHOTpaHCcdepasu



(AJIT), acnaprataminotpancdepasu (ACT) Ta myxHol pochaTasu KpoBi, peakiisi Ha TiKapChbKUM
3acif, 110 CYyIpOBOIKYETLCS €03uHO0dimier0 Ta cuctemuuMu nposieamMu (DRESS-cunrpmpom), 1110
II0B’sI3aHa 3 JIiKyBaHHAM (IyKOHa30JI0M (OuB. po3in «OCcoBIMBOCTI 3aCTOCYBAHHS»).

I7ns OIiHKY YaCTOTH BUHUKHEHHS MOOIYHMX peaklliii BUKOPUCTOBYIOTh TaKy Kiacudikarlito: myxe
yacTto (= 1/10), vacto (= 1/100 i < 1/10), HewacTo (= 1/1000 i <1/100), pimko (= 1/10000 i

< 1/1000), myxe pigko (< 1/10000), yacToTa HeBigoMa (HEMOXKJIMBO OL[IHUTH Ha IiICTaBi HasIBHUX
OaHUX).

3 60Ky opaaHis cayxy ma secmubyaiapHo20 anapamy:

Heuacro: BepTHuro.

3 60Ky WAYHKOBO-KUWKOB020 MPpaKmMy:

YacTo: 6inb y yepeBHill MOPOXKHUHI, miapes, HymOTa, OII0BAHHS.
HeuacTo: 3anop, QUCIIENciss, MeTeOprU3M, CyXiCTh ¥ POTi.

3 60Ky neviHKU i H#0840BUBIOHUX WAAXIB:

YacTo: nmigBullleHHs PiBHSA anaHiHamiHoTpaHcdepasu (AJIT), acmapratraminoTpancdepasu (ACT),
myxHo1 pocdaTasu.

HeuacTo: xoecTas, JKOBTSIHUIIA, MiIBUILIEHHS piBHSA Oinipy6iHy y mia3Mi Kposi.

Pigko: me4yiHKOBa HEIOCTATHICTh, TeNATOIENMIONSIPHUM HEKPO3, TeIaTUTH, TelaTOLe IS pHe
ypaxKeHHS.

3 60Ky 06MiHYy pevuosuH, memaboniamy:

HedacTo: 3HMKEHHS alleTUTY.

Pigko: rineprpurmninepuneMis, rinepxojaecTepruHeMis, rinokamiemis.
3 60Ky Hepsosoi cucmemu:

YacTo: ronoBHUM Oiflb.

Heuacro: cynoMu, 3aniaMOpodeHHs, TapecTesii, mopylieHHs CMaKy.
Pigxo: Tpemop.

3 60Ky ncuxiku:

HeuacTo: 6e3COHHS, COHJIUBICTb.

3 60Ky cepueso-cyOuHHOI cucmemu:

Pigko: mapokcu3ManbHa LUITyHOYKOBA TaXiKapmis TUIY «IIipyeT», MOgoBx)eHHd iHTepBany QT.
3 6oky Kpoei ma aimpamuyHoi cucmemu:

HeuacTo: aneMis.



Pigko: arpaHynouuTo3, TeUKOIeHis, HEUTPOIEeHis, TPDOMOOLUTOIEHIS.
3 boky imyHHOI cucmemu:

Pigko: anadinakcist, 6poHXOCIa3M.

3 60Ky wkipu ma nidwKipHOi KAIMKOBUHU:

peaxtil rinepuyTINBOCTi, Y TOMY YHUCIIi:

YacTo: BUCUIIaHHA.

Heuacro: cBepOixk, rinepeMisi, MeIUKaMeHTO3HUYN AEePMaTUT, KPOIUB THKA, IiABUIIEHE
IIOTOBUAIJIEHH.

Pigko: TOKCUYHUY enifepMasibHUN HEKPOJIi3, cuHAPoM CriBeHCa-II;)KOHCOHA, TOCTPUU
reHepasi30BaHUY eK3aHTeMaTO3HUM IyCTYyIb03, €KCQOIiaTUBHIYN NEePMaTUT, aHTIOHEBPOTUYHUYI
HaOpsK, HAOpSIK 001MuYst, aHabiTaKTUYHUH 10K, ajIOIeIlis.

HeBimomo: peakirist Ha ikapchKuii 3aci6 3 eo3uHodinieio Ta cucteMaumu cumnromamu (DRESS).
3 60Ky onopHO-pyx080i cucmemu ma cnoAy4YHOi MKAHUHU:

HeuacTo: mianris.

3azanvHi po3aadu:

Heuacrto: mifBsuilieHa BTOMJIIOBaHICTh, HE3yKaHHS, aCTeHis, rapsg4ka.

Himu.

YacToTa Ta XxapakTep Mo6iYHUX peaklIli i BigxuieHb Big HOpMU pe3yybTaTiB TabopaTOPHUX aHAMI3iB y
XO[Ii KITiHIYHUX OOCIigKeHb 3a y4acTio OiTel OyJu CIiBBiTHOCHI 3 TAKUMHU Y TOPOCIIHX.

Tepmin npudamHocmi. 3 POKW.

YMmoBH 30epiranssi.
30epiratu B OpuriHanbHi¥ yIaKOBIi IpU TeMIepaTypi He Buile 25 °C.

30epiratu y HEJOCTYIIHOMY IJISI HiTeM MicIi.

VYnaxoBka.

Kancynu o 50 mMr a6o 100 mr: o 10 Kamncysn y KOHTYPHiM YapyHKOBIi# yrmakoBIy; o 1 KOHTYpHil
YapyHKOBIY yIIAKOBIIi B aYIli.

Kancynu o 150 Mr: o 1 Karncyni y KOHTYpHi#M 4apyHKOBIH yakKoBIli; 1o 2 a6o 3 KOHTYPHI YapyHKOBI
YIIaKOBKY B I1ayIli.



Kareropis Bignycky. 3a pelemnToM.

Bupoonuk. [IpAT «®apMmaneBTryHa ¢dipMa «JapHHUIS».

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOr0 aJpeca MicCIsi IPOBaKeHHsI Tisl/IbHOCTI.

Ykpaina, 02093, m. Kuis, Byn. bopucninsceka, 13.

IHCTPYKIIA

IJISI METUYIHOT 0 3aCTOCYBaHHSA JIIKapChKOT0 3aC0o0y

®JIYVKOHA3OJJI-JAPHUALIA

(FluconazolE-dARNITSA)

CKnao:



ditoua pevosuHa: fluconazole;
1 kamncyna Mictuth riykorasony 150 mr;

0ONoOMIdCHI peyo8uHU: KpOXMaJlh KaPTOIJITHUM, JTaKT03a MOHOTIAPAT, KPEMHi0 OiOKCH KOTOITHUH
0e3BOMHNUI, HATPilO TaypuscynbdaT, MarHiio creapart, KelaTuH, TUTaHy giokcun (E 171).

JIikapcbKa ¢opma. Kamcynu.

OCHOBHI (pi3uKo-XiMiYHI 81acMuUBOCMI: TBEPA1 KeJJaTUHOBI KAIICYJIX 3 KOPIIyCOM Ta KPUILIEYKO0
6inoro Kompopy. BMicT Kamcynu - mopoirok 6inoro abo mMaixke 6i10ro0 KOILOpY.

®dapMakoTepaneBTHUYHa Irpyna.

[TpoturpubkoBi 3aco0u A cucTeMHOro 3acTocyBaHHs. [ToxigHi Tpuasomny. Kog ATX JO2A CO1.

®Papmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.

MexaHi3Mm pmii. ®11yKoHa3071, TPOTUTPUOKOBUY 3acib Kiacy TpUa30JliB - IOTYKHUM Ta CeIeKTUBHUN
inribiTop rpubOKOBUX (PepMeHTiB, HEOOXigHUX OJISI CUHTE3Yy eprocTepoy. [I[epBUHHUM MexaHi3MOM
10TO [iil € IpUTrHiYeHHs TpuOKOBOTO 14-ambda-naHoCTEPON-IeMEeTHIIOBaHHS, OII0CEPETKOBAHOTO
nuToXpoMoM P450, 1110 € HeBig eMHUM eTanoM 6ioCuHTe3y TpuOKOBOT0 eprocrepony. Akymynsuis 14-
anbda-MeTHII-CTEPOITiB KOPEJIIOE 3 TIOJAJIBIIOI BTPATOI0 epProcTepoiy MeMOpaHo IpubKOBOi KITITHHI
Ta MOKe BifiTIOBigaTu 3a MPOTUTPHUOKOBY aKTUBHICTb (HTyKoHa301y. 1yKoHa30: € GibI
CEeJIeKTUBHUM [0 IpubKOBUX (hepMeHTiB 1uToxpoMy P450, HixK 10 pi3sHUX cucTeM pepMeHTiB
utoxpoMmy P450 ccasiiis.

YyTnusicTs in vitro. ®nyKoHa307 in vitro JeMOHCTPY€E IPOTUTPHUOKOBY aKTUBHICTbh CTOCOBHO BU[IIB
Candida, mo 3ycTpidyaioThcs Haldacrime (Bkmodatouu C. albicans, C. parapsilosis, C. tropicalis).

C. glabrata peMOHCTpPye LIMPOKUY Aiana30H YyTIUBOCTI OO (IyKoHa305y, Tofi 9K C. krusei € o
HbOT'O Pe3UCTEHTHOW. TakoXK (DIIYKOHA301 in vVitro MEMOHCTPYE aKTUBHICTE K mpoTu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TpoTu eHgeMiyHuX ITicHsIBUX rpubiB Blastomices
dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

dapmakokiHemuxka.

A6copbuisa. ®nykoHa307 foOpe BCMOKTYETLCS IIPU ITepopabHOMY 3aCTOCYBaHHi, a piBeHb
niKapchKOro 3aco0y y mia3Mi Kposi i cucteMHa 6iogocTynHicTh nepeBuinyioTs 90 % piBeHb
(bTyKOHa3011y y I1a3Mi KPOBI, III0 JOCATAETHCSA IIPU BHYTPILIHbOBEHHOMY BBEJIEHHI JIIKAPCHKOT O
3aco0y. OgHOYacHe BXKMBaHHS iKi He BIIJIUBA€ Ha BCMOKTYBaHHS JIiIKapChbKOT0 3aco0y Ipu “0To
IIepopasibHOMY 3acTOCyBaHHI. [1ikoBa KOHI[eHTpAallid y IIJIa3Mi KPOBi JOCATAETLCA Yepes

0,5-1,5 roguuu micns npuioMy JliKapchkoro 3acoby. KoHIleHTpallis 1ikapchbKoro 3acoly y mna3mi
KPOBI IIpomopIiiiHa A0 [A03u. PiBHOBaXKHa KOHIIeHTpallid Ha piBHI 90 % mocaraeTbcs Ha APYruil JeHb
JIiKyBaHHS IPU 3aCTOCYBaHHI y IePIINY OeHb HaBaHTaXyBaJIbHOL [O3Y, 110 BABiYi IEepPEBUILYE



3BUYaWHY 0OOOBY [103y.

Posnopin. O6’em po3nofiny nprbau3HO0 JOPiBHIOE 3arajJbHOMY BMIiCTY PiiMHU B OpraHi3Mi.
3B’s13yBaHHA 3 Oinkamu 1m1a3Mu KpoBi Hu3bke (11-12 %). ®nykoHa307 foOpe IPOHUKAE B YCi
IOCimXyBaHi piguHu opraniamy. PiBeHb GIyKOHA30Iy y CIMHI Ta MOKPOTHHHI € TOXiOGHUM [0
KOHIIEeHTPaIlil TikapchKoro 3aco0y y mi1a3Mi KpoBi. Y maIfieHTiB, XBOPUX Ha TPUOKOBHY MEHIHTIT,
piBeHb (PIIyKOHA30/1y y CHIMHHOMO3KOBIY piguHi focarae 80 % KOHIleHTpallil y Ia3Mi KpPoBi.

Bucoki koHLeHTpallil ¢GIyKOHa301y y WIKipi, 10 TePeBUINYIOTh CHPOBATKOBI, HOCATAIOTHCS Y
porosoMy 1iapi, emigepMici, aepmi Ta 1moTi. ®JIyKOHAa30J1 HAKONUYYETHCS Y POrOBOMY LIapi.

BioTpanchopMmanig. ®nykoHa301 MeTab0/Ii3yeThCS HE3HAYHOIO Mipolo - nuiile mpubau3so 11 %
GbIyKOHA301ly eKCKPETYETHCS 3 CEe4Yel0 Y 3MiHEeHOMY BUTTIAAL. PIyKOHA30II € CEeJIEKTUBHUM
inribitopoMm i3opepmenTiB CYP2C9 Ta CYP3A4, a Takox iHribitopom isodepmenty CYP2C19.

Exckpenis. [Tepion HaniBBUBeeHHS (GIyKOHA30I1y i3 M1a3MU KPOBi CTaHOBUTL 67113bK0 30 ToguH.
Binbila yacTrHa N1iKapCchKOTo 3aco0y BUBOAUTHCS HUPKaMmu, npudoMmy 80 % BBefeHOl 703U
BUSIBIISIETLCS Y CeUi B He3MiHEeHOMY cTaHi. KimipeHc QrykoHa30/1y MPOMOPIIiKHUY 10 KITipeHCY
KpeaTuHiny. Llupkymioiouux MeTa0oJIiTiB He BUsIBIIeHO. TpuBaIuil mepiof HaliBBUBEIEHHS
JiKapChKOTo 3aco0y 3 MIa3Mu KPOBi Ja€ MOXKJIMBICTh Pa30BOT'0 3aCTOCYBAHHS JIIKAPCHKOTO 3aC00y
IIPY BariHa/JIbHOMY KaHAMO03i, @ TaK0XK 3aCTOCYBAHHS JIiKapChKOT0 3acoby 1 pa3 Ha TUXKIEHb IIPU
IHIIUX TTOKa3aHHAIX.

dapmakokiHemuka 8 0cobusux Kamez0pisix nauieHmis.

HupkoBa HEJOCTATHICTh. Y MAIli€HTIB i3 HUPKOBOIO HEJOCTATHICTIO TAKKOTO CTyIleHs (IIBUAKICTh
KJ1Iy604KOBOI1 ¢inbTpalil < 20 My/xB) nepion HamiBBUBemeHHs 36inmbiryeTbes 3 30 rogun g0 98 roguH.
Tomy 1t KaTeropil nmauieHTiB HeOOXiAHO 3HU3UTH 103y HITyKoHa30/1y. OITyKOHA30/ BUAAISETHCS
[IIIXOM reMOfiani3y, i MeHIII0 Mipoo - MIJITXOM iHTpalepuTOHeanbHOTO gianidy. CeaHC reMopianisy
TPUBAICTIO 3 TOOWHY 3HUXKYE PiBeHb (PIIYyKOHA307Ty Y M1a3Mi KpoBi mpubiau3uo Ha 50 %.

[NalieHTH JiTHHOT'O BiKYV.

3MiHu (papMaKOKiHETHKH y Nalli€HTIiB JIITHLOTO BiKy, 0YeBUIOHO, 3ajieXXaTh Bifl TapaMeTpiB QyHKIIiN
HUPOK.

Kniniuni xapakKTepuCTHKH.
Iloka3aHHs.
TocTpuit BariHambHUM KaHOUI03, KAHOIUO03HUM OalaHIT (KOIKM MiclieBa Tepallis He [OIliIbHa).

Teparrito npenapaToM MOXHa PO3IOYUHATY OO0 OTPUMaHHS Pe3yJIbTaTiB KyJIbTypPaJbHUX Ta IHIINUX
7abopaTOPHUX [OCIifIKeHb; OfHAK ITiC/Isi OTPUMAaHHS pe3ybTaTiB JOCTigKeHb TPOTUIHPEKIIHHY
Tepariio CJIi CKOPUTYBaTHU BifIOBIAHUM YUHOM.

Heo06xigHo OGpaTu o yBaru odimiliHi peKoMeHzallii 100 BiAOBiIHOTO 3aCTOCYBaHHS
IPOTUTPUOKOBUX 3aC00iB.



IIpomunoka3aHHs.

- [TigBuIlleHa YYTNUBICTH [0 (GIYKOHA30JTy, iHIIUX a30JIbHUX CIIONYK a00 J0 iHIIuX
KOMITOHEHTIB JTiIkapChbKOT0 3acoly;

- OJIHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30/y Ta TepbeHaguHy MallieHTaM, SKi 3aCTOCOBYIOTh
bnykoHa301 6araTopa3oBo y mo3ax 400 mr/moba Ta Bullle (3rigHO 3 pe3ynbTaTaMu [OCTiIKEeHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS);

- OJHOYACHe 3aCTOCyBaHHS (HITYKOHA30JIy Ta iHIINX JIiKapChKUX 3ac00iB, 1110 MTOOOBXKYIOTh
inTepan QT Ta MeTabomi3yoThcs 3a gornoMoroio ¢pepmenTy CYP3A4 (HanpuKiap IU3anpumy,
acTeMi3osy, miMO3uAy, XiHiIuHY Ta ePUTPOMIIUHY).

B3aemodia 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemodiii.

HQOTI/IHOKa3aHe CyMiCHe 3dCTOCYBAaHHA @J’IyKOHEBOHy Ta HUXKYE€3a3HaYEeHUX HiKaQCBKI/IX 3ac006iB.

Lusanpud: mMOBimOMIISIIOCS TIPO PO3BUTOK MOOIYHUX peaklii 3 60Ky ceplis, Y TOMY YHCIIi IIPO
IIapOKCU3MaJIbHY LUIYHOUYKOBY TaxiKaphiio TUIY «IIipyeT» y Malli€HTiB, AKi ODHOYACHO 3aCTOCOBYBAJIU
GbnykoHa301 Ta nu3anpun. KoHTponboBaHe JOCTIIXEHHS IPOOEeMOHCTPYBAJIO, [0 ONHOYaCHe
3actocyBaHHS 200 Mr drykoHazomny 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha 00y ITPU3BOIUIIO
[0 3HAYHOI'0 MiABUINEHHS PiBHA IIU3anpuay y Ija3Mi KpoBi Ta 00 NogoBxKeHHS iHTepBany QT.
OpHoYacHe 3aCTOCyBaHHS (hIyKOHA30Jly Ta LHKA3alPHUAY IPOTUNIOKa3aHe (IUB. PO3Mi
«IIpoTunoka3anusa»).

TeppeHaOuH: Yepe3 BUMAIKU PO3BUTKY TAKKUX CEPLIEBUX apUTMil, CHPUYNHEHNX IIOJOBKEHHIM
inTepBany QTc, y malfieHTiB, sKi 3aCTOCOBYBaIH a30JIbHi TPOTUTPUOKOBI JTiKapchKi 3aco6u 0IHOYACHO
3 TepheHaguHOM, OyIK MPOBEeH] MOCTiIKeHHs B3aEMO/Iil ITUX IIperaparTiB. Y X0fi 0qHOTO
MOCTiAKEHHS IIPU 3aCTOCYBaHHi ¢iyKoHa3ony y no3i 200 Mr Ha 106y He Oys10 BUSIBIIEHO ITONOBXKEHHS
inTepBany QTc. [HI1e gocHiAXKeHH IPU 3aCTOCyBaHHI GIyKoHa3o0iy y go3ax 400 mr ta 800 Mr Ha
no0y IpogeMOHCTPYBAJo, 1[0 3aCTOCYyBaHHA (IyKoHa305y v mo3ax 400 mr Ha goOy abo BHllle 3HAYHO
HiABUINY€E PiBeHb TeppeHafuHy y IIJla3Mi KpOBi IPU OGHOYACHOMY 3aCTOCYBaHHI IIUX Ipelaparis.
CymicHe 3acTtocyBaHHs (iykoHa3omny y mo3ax 400 mr a6o Buille 3 TepdheHaAUHOM IPOTUIIOKA3aHE
(muB. po3min «IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHI QrykoHa3omy y mo3ax Hux4e 400 mMr Ha mo0y
OJIHOYaCHO 3 TepheHaguHOM CIIifl IPOBOAUTHU PEeTeIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmemi30: cyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JTy Ta aCTeMi30JIy MOXKe 3MEHIIUTH KITipeHC
acteMizony. Cupu4ynHeHe UM IiABUIIEHHS KOHIIEHTPAIlil acTeMi30/Ty y I1a3Mi KpoBi MoxKe
IIPU3BECTH [0 Oof0BXKeHH iHTepBany QT Ta y pigKiCHUX BUIagKax - 10 IapOKCU3MaJlbHOI
IIJTyHOYKOBOI TaXikKappil TUILY «IIipyeT».

OnHOoYacHe 3aCTOCYBaHHS (JIyKOHA30Jy Ta aCTEMi30JIy IPOTUIIOKa3aHe (IUB. PO3MiN
«[IpoTHIIOKa3aHH»).

ITimo3u0 ma xiHiOuH: CyMiCHe 3aCTOCyBaHHS (PJIyKOHA30/y Ta mimMo3ugy abo XiHiguHy MoXkKe
IPU3BOIUTH [0 MPUTHIUEHHS MeTa0oi3My mimMo3uny abo XiHimWHYy, X04a BiIOBIgHUX HOCIigXKEHb in
vitro Ta in vivo He poBomuiH. ITigBUIIIEHHS KOHIIEHTpaLii miMo3umy a0o XiHiguHy y mIa3Mi KpoBi
MOXK€e CIPUYMHATY NONOBXKeHH iHTepBany QT Ta y pigKiCHUX BUNIagKaX IPU3BOOUTHU 40 PO3BUTKY
IIapOKCH3MaJIbHOI IIJTYHOYKOBOI TaxiKapfii Tumy «mipyer». OgHOYacHe 3aCTOCYyBaHHS (IyKOHA301Ty
Ta MiMo3uAy abo XiHifWHY nTpoTUroKasaHe (OUB. po3ain «[IpoTUlloKa3aHHA»).



EpumpomilyuH: ogHOYaCHe 3aCTOCYBaHHS €pUTPOMIINHY Ta (PIyKOHA30Jly MOXKE IPU3BONUTH [0
IiABULIEHHS PU3UKY PO3BUTKY KapOiOTOKCUYHOCTI (mogoBxkeHHs iHTepBany QT, mapokcu3MaibHa
IIyHOYKOBA TaXiKappisd TUILY «IipyeT») Ta, K HacCJifgoK, OO PalTOBOl CepIieBOl CMEPTI.
3acTocyBaHHs KoMOiHaIlil IUX TiKapchKUX 3ac06iB MpOTUIIOKa3aHe (OuB. po3min «[IpoTUIIoKa3aHHI»).

He PEKOMEHOVETHLCA ONHOYACHE 3aCTOCYBAHHA @J’IyKOHEBOJ'Iy Ta HUKYE3d3HaYEeHUX J'IiKaQCBKI/IX

3aco0iB.

T'anopaHmpuH: GIyKOHA30I MOXKe CIPUYMHUTH IMiABUIIEHHS KOHI[EeHTpallil rajo@aHTpuHy y Ia3Mi
KpOBi 3a paxyHOK npurHiuenus CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIKX JIiIKapChKUX 3ac00iB MoxKe
IIPU3BOOUTH [0 MigBUILLIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (mogoBxKeHHs iHTepBany QT,
IapoKcu3MaJlibHa IIJTyHOYKOBa TaxiKappid TUIy «IIipyeT») Ta, K HACJigoK, A0 PalnToBOl CEpIeBOl
cMeprti. Crtig yHHKATH 3aCTOCYBaHHS KOMOiHaIIil ITiX TiKapchKux 3aco6iB (muB. po3min «OcoOnmuBoCTi
3aCTOCYBaHHS»).

CyMicHe 3acTocyBaHHS QIYKOHA30IY Ta HUXKYe3a3HAaYEeHUX JIIKaPChKUX 3ac0o06iB BUMarae
00ePeKHOCTI.

AmioOapoH: ogHOYACHE 3aCTOCyBaHHS (HITYyKOHA30Iy 3 aMioflapOHOM MOXKe ITPU3BECTHU J0
nonosxkeHHs iHTepBany QT. ®mykoHa30: ciif 3 06epeXkHICTI0 3aCTOCOBYBATH OJHOYACHO 3
aMmiomapoHoM, 0cOO/IMBO Y pa3i mpu3HaueHHs BUCOKOI 103U ¢yKoHa3omy (800 mr).

CyMicHe 3acToCyBaHHS (DITYKOHA30IY Ta HMKYe3a3HaYeHUX JIIKapChbKUX 3ac00iB BUMarae
00€epexkKHOCTi Ta KOPUTYBAHHS NO3H.

- Bnaue iHwux sikapcvKux 3acobis Ha (payKoHA3041.

HocmigXeHHsT B3a€MO{Iii TPOAEMOHCTPYBAJH, 1[0 TepopajibHe 3aCTOCYBaHHS (PIYKOHA30ITy
OJHOYACHO i3 BXKMBaHHSIM iXi, TPUAOMOM IUMETHUIUHY, aHTALUIIB ab0 MO IbIINM ONPOMIiHEHHSIM
yCBOT'0 TiNla [ IIepecagky KiCTKOBOTO MO3KY He Ma€ KJIiHiYHO 3HAYYIIOT0 BILIMBY Ha abcopOIliio
(bIyKOHa3071y.

PugpamniyuH: omHOYaCHe 3aCTOCyBaHHS (HIyKOHA30/y Ta prudaMIinuHy NPU3BOAUIIO N0 3HUKEHHSI
AUC =a 25 % Ta ckOopouyBaso nepion HamiBBuBeneHHs GiyKoHa3o0iy Ha 20 %. Tomy nis naljieHTis,
SIKi 3aCTOCOBYIOTh pHGbaMIilliH, C/Iif PO3TNISHYTH AOLINbHICT NiBULIEHHS 103U (DIIyKOHA30Iy.

I'idpoxs1opomia3ud: y mochifxeHHi (hapMaKOKiHEeTUYHOI B3aEMOfIil ofHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TiIpPOXI0POTia3ugy 30OPOBUM NOOPOBOIBINAM, SIKi OTpUMYyBasu (PIyKOHA307,
IiABUINYBAJIO KOHI[EHTPAIil0 (IyKOoHa305y y mia3Mi Kposi Ha 40 %. Taki mapamMeTpu B3aeMofil He
BHMaralTh 3MiH y pekuMi 0O03yBaHHSA (DIIyKOHA30Iy AJIS Nalli€HTiB, SKi ODHOYACHO OTPUMYOTh
CeYoTiHHi 3aco0u.

- Bnaue ¢paykoHasony Ha iHwi aikapcvki 3acobu.

®nykoHazon € nomipHuM inribitopom izobepmentis CYP2C9 ta CYP 3A4 mutoxpomy P450.
®nykoHa3on € noTykKHUM iHTi6iTopoM i3odpepmenty CYP2C19. Ha momaTok mo
CIIOCTepeXKyBaHUX/OOKYMEHTAa/IbHO MiATBEPAXKEHNX B3aEMO/IH, 1110 ONIMCaHi HUXK4e, IIpU
OIHOYaCHOMY 3aCTOCYBaHHI 3 (PIyKOHA30JI0M iCHY€ PU3UK MiABUIIEHHS y IJ1a3Mi KPOBi KOHIIEeHTpalliil
iHmMX cronyx, mo MeTabomidyoTrecsi CYP2C9, CYP2C19 ta CYP3A4. ToMy 3aCTOCOBYBaTH TakKi
kKoMOiHalii mpemapartis ciif 3 00epexkHICTIO; IPH 1IbOMY HEeOOXiTHO PETENIbHO CIIOCTEPIraT 3a
cTaHoM mailrieHTiB. [TpuraiuyBanbHa Oist GprykoHa3omy Ha ¢hepMeHTH 30epiraeTbcs mpoTsarom 4-5 mib
IIiCJIs KOT0 3aCTOCYBaHHA y 3B'SI3KY 3 MOr0 TPUBAIMM IIePiofoM HalliBBUBEAEeHHS (IUB. PO3MiN
«IIpoTUIOKa3aHHS»).



AbpouumuHib: hmykonason (iuribitop CYP2C19, 2C9, 3A4) migBuiilyBaB €KCIIO3UI[iI0 aKTHBHOI
yacTuHYU abpouuTuHiOy Ha 155 %. IIpu ogHOYACHOMY 3aCTOCYBaHHI 3 (PIIyKOHA30I0M CITif
BiIKOPUTYBaTH 03y abponuTHHIOY BiMOBIAHO M0 iHCTPYKIII A1 MEOUYHOTO 3aCTOCYBaHHS
abpouuTuHioy.

Anb(heHmawia: g 4ac 0OGHOYACHOTO 3aCTOCYBaHHS anbheHTaHiny y mo3i 20 MKT/KT Ta QpIyKoHa30Jy
y mo3i 400 Mr 3mopoBUM JOGPOBOJIBIIM CIIOCTepiramocs: gBokpaTHe 30inbienHss AUC10, MOXITHBO
yepe3 inrioysanus CYP3A4. Moxe 6yTu HeoOXigHMM KOPUTYBaHHS 0O3U albpeHTaHiny.

Amimpunmusin, HopmpunmuJiH: GJIYKOHA30J IOCUJIIIOE Iif0 aMiTPUNTUIIHY Ta HOPTPUNITUIIIHY .
PekoMeHy€eThCSI BUMIpIOBAaTH KOHIIEHTpallil 5-HOPTPUNTUIIIHY Ta/a00 S-aMiTPUNITHIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Teparii Ta 4epe3 1 TUXKHOeHb. Y pa3i HeoOXigHOCTI CIlif BiAKOPUTYBaTH 03y

aMITPUNTWIIHY/HOPTPUIITUIIIHY .

Am¢pomepuuuH B: ogHOYaCcHe 3aCTOCyBaHHS (HIIyKOHA30/Iy Ta aM(poTepulnHy B iHpiKOBaHUM MUIIaM
i3 HOpMa/JIbHUM IMYHITETOM Ta iH(}IKOBAHMM MHUIIAM 3i 3HUKEHUM IMyHITETOM [ajio TaKi pe3yIbTaTu:
HEBEJIMKNI aguTUBHUN IPOTUTPUOKOBUY epeKT npu cucteMHil indexuii C. albicans, BiACyTHICTH
B3a€MO[il TP BHYTPIIIHbOUEPeNHiY iH(eKil Cryptococcus neoformans Ta aHTaroOHi3M OBOX
IpenapariB IpHU CUCTEMHIM iHbeKIIi1 Aspergillus fumigatus. KniHiuHe 3Ha4YeHHS pe3ybTaTiB,
OTPUMaHUX y X0l LKX AOCIiAXKEHb, HEBIOME.

AHMuKoaz2yaaHmMu: SiK i Ipyu 3aCTOCYBaHHI iHIIMX a30/TbHUX IPOTUTPHOKOBUX 3aC00iB, Ipu
OJHOYACHOMY 3aCTOCYyBaHHI (IyKOHA301y Ta BappapruHy IOBIJOMIISAIOCS IPO BUIAAKU PO3BUTKY
KpOBOTeU (reMaToM, HOCOBOI KPOBOTEUi, IIIYyHKOBO-KUIIIKOBUX KPOBOTEY, TeMaTypil Ta MeJIeHU) ¥
NIOEHaHHI 3 TOJOBXKEHHAM IPOTPOMOiIHOBOTO Yacy. [Ipu ogHOYaCHOMY 3aCTOCyBaHHI (PIyKOHA30Iy
Ta BapdapuHy crocTepiranaocs ABOKpPaTHE IiBUIIEHHS MPOTPOMOiHOBOTO Yacy, IMOBIPHO, BHACIIIOK
IpUrHiYeHHs MeTaboni3aMy Bapdapuny uepe3 CYP2C9. Crnig peTenbHO KOHTPOIIOBATH
IpoTPoMOiHOBUI YacC y MAIliEHTIB, SKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTHKOATYISIHTA ab0
inmamenmion. Moxe OyTu He0oOXimHOI0 KOPEKIlis 03K aHTUKOarylIsHTa.

BbeH3o0iaseniHu Kopomkoi 0ii, Hanpukaad mMida3osam, mpual3onam: Ipu3HadyeHHS (PIyKOHA30Iy
IiCJIs IepOpaIbHOr0 3aCTOCYBaHHS Mifla30/laMy IIPH3BOAMIIO A0 3HAYHOTO IiIBUILIEHHS KOHIIEHTpallil
Mifla30/1aMy Ta [I0 IIOCUJIEHHS IICUXOMOTOPHUX epeKTiB. OmHOYacHe 3aCTOCyBaHHS (HIIYKOHA30Iy Y
no3i 200 Mr Ta MigasonaMy y [03i 7,5 Mr mepopaibHO Ipu3dBoauso go nigsuiieHHs AUC Ta mepiony
HaliBBUBEeeHHS Miga3onaMy vy 3,7 Ta 2,2 pa3a BifloBifHO. 3acToCyBaHHS (PryKoHa30my y mo3i 200
Mmr/mo0y Ta 0,25 Mr TpualoiaMy IepopaibHO Ipu3BoauiIo a0 mippuiienHs AUC Ta mepiony
HalliBBUBe[eHHSA Tpua3onamy y 4,4 ta 2,3 pasa BignosigHo. [Ipy ogHOYaCHOMY 3aCTOCYyBaHHI
(bIyKOHa30Jly Ta Tpra3ojiaMy CIOCTepiranaocs NOTEHLiI0BaHHS Ta IPOJIOHTallisd epeKTiB TpHa3oiaMy.
AK110 MalieHTy, IKUM MPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3emiHaMu, 703y OCTAHHIX CJTiff 3MEHIITUTH Ta BCTAHOBUTH HaJIEXKHUM HATJISA[ 3a
CTaHOM TIalli€HTa.

Kapbama3zeniH: GpmyKoHa30/1 IpUTrHiuye MeTa0os1i3M KapOaMa3elliny Ta CIPUYUHSIE MigBUIIEHHS
piBHs KapOaMasemniny B cupoBaTiii KpoBi Ha 30 %. IcHye pu3uK pPO3BUTKY IIPOSIBIB TOKCUYHOCTI 3 GOKY
kKap6aMaseniny. Moxke OyTu HeoOXiIHUM KOPUTYBaHHS 103U KapbaMa3eniny 3alekHO Bifl piBHS #0ro
KOHIIEHTPaIllil Ta Oil mpemapary.

bokamopu Kaavuiesux KaHanie: mesKi aHTaroHICTH Kalbllito (HipemumiH, icpaguiild, aMJIOOUIIIH Ta

dbenonumin) MmetabonisywoThcst pepmernToM CYP3A4. ®nykKoHa30I1 MOTEHIIMHO MOXKe IiIBUIITYBATH
CHUCTEMHY eKCII03HIIit0 6I0KaTOPiB Ka/IbIlieBUX KaHalliB. PEeKOMeHIOBaHUYN PETENbHUN MOHITOPUHT



00 PO3BUTKY MOOIYHUX peakiii.

Llesnexokcub: mpu OMHOYACHOMY 3aCTOCYBaHHI ¢ykoHa3ony (200 mMr Ha moby) Ta uenekokcuOy (200
mr) C,.. Ta AUC nenekokcuby migBuiryBanucs Ha 68 % ta 134 % BigmosigHo. ITpu omHOYaCHOMY
3aCTOCyBaHHI 1leieKoKcuOy Ta QriykoHa3051y Moxke OyTH HeOOXigHUM 3MeHIIeHHS 03U IeJIeKOKCHOY
BABIUi.

Huxknaogpocpamio: ogHOYACHE 3aCTOCYBaHHA IUKI0pochaminy Ta GIyKOHa30Iy IPU3BOTUTH 0
nigBUIIeHHS piBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, IPUAINAIOYY MigBUINEHY YBary pU3ukKy IifiBUIIeHHS piBHSA O0inipybiHy Ta
KpeaTHHIHY CUDOBATKU KPOBI.

deHmaHi: TOBIOMIISINIOCS TIPO ONUH JeTalbHUM BUIMIAMOK iHTOKCHKaAIlil (heHTaHiIOM BHACIIOK
MOXKJIMBOI B3aeMofii peHTaHinmy Ta prnykoHa3omny. [1o TOT0 XK y HOCTiIXKEHHI 3a y4acTIO 30OPOBUX
noOpoBOIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (PJIYKOHA30 I 3HAYHO YIIOBiIbHIOBAB eJTIiMiHalli0
benTaniny. [ligBuiieHHS KOHIIEHTPalil PeHTaHiTy MOXKe IPU3BECTU [0 IPUTHIYEHHS JUXaHHS, TOMY
CJIifl peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe O0yTH HeoOXiHO0 KOpeKIisd 103U GeHTaHimy.

IH2i6imopu I'MI-KoA-pedykmasu: cyMicHe 3acToCcyBaHHS ¢IyKoHa30my Ta iHribitropis I'MI-KoA-
penykrasH, 1mo Metabonizyiotrecs CYP3A4 (aTopBacTaTHH Ta CUMBacTaTHH), abo iHribiTopiB M-
KoA-penykrasu, mo Metabonidyorscsa CYP2C9 (bnyBacTaTus (3HUXKEHHS [I€4iHKOBOr0 MeTabo1i3My
CTATHHY)), MigBUIIYE PU3UK PO3BUTKY MiomaTil Ta pabmoMioni3y (mo303aexkHo). Y pa3i HeoOXimHOCTI
OIHOYaCHOI'0 3aCTOCYBaHHA I[UX [IpellaparTiB CJIif PeTeJIbHO CIIOCTepiraTu 3a MaljieHTOM LI0N0
BUHUKHEHHSI CUMIITOMIB MiomaTil Ta pabmoMiosni3y i IpoBOAUTY MOHITOPUHT PiBHS KpeaTUHKiHA3U. Y
pasi 3HAYHOTO MifBUIEeHHS PiBHS KpeaTUHKIHA3M, a TAaKOXK IIPH [iarHOCTyBaHHi abo mimo3pi Ha
MiomnaTito/pabmoMioni3 3acTocyBaHHs iHTi0iTOpiB 'MI'-K0A-penyKTa3u ciif npunuHuT. Moxe
BUHUKHYTH HeOOXigHICTh 3HUXKEeHHS 103 iHribiTopiB [MI-KoA-penyKTa3y, K 3a3Ha4yeHO B iHCTPYKIIil
[J11 MEOUYHOT'0 3aCTOCYBaHHS CTATUHIB.

I6pumuHni6: momipHi inribiTopu CYP3A4, Taki gk pryKoHa3071, MigBUIIYIOTh KOHLIEHTPALIil0
i6puTHHIOy B 1y1a3Mi Ta MOXKYTb IiIBULIYBATH PU3UK TOKCUUHOCTI. IKIII0 HEMOXKIIUBO YHUKHYTH
koMObiHalii mpenaparis, MOTPiOHO 3HU3UTH 03y i0puTHHiIOY mo 280 Mr onuH pa3 Ha go0y (2 Kamcymu)
3 METOI0 IPOJOBKEHHS 3aCTOCYBaHHS iHTi0iTOpY Ta 3a0e3MeYuTH MOCTINHUM KITIHIYHUY MOHITOPUHT.

Isaxagpmop (six MoHOomepanis abo 8 kombiHayii 3 npenapamamu Mako20 camo20 mepanesmuyHo20
K/acy): ogHO4YacHe 3aCTOCYBaHHS iBakadTopy, perynsitopa TpaHCcMeMOpaHHOI IIPOBITHOCTI IPH
mykoBiciumo3si (CFTR), 30inbiuso ekcno3utiio iBakahTopy B 3 pa3u Ta eKCIIO3HUIIi0
rinpokcumeTtuniBakadtopy (M1) y 1,9 pasa. HeobxigHe 3HUKEHHS 003U iBaKadTOPy (K MOHOTEpaIil
abo B koMmbiHalii), IK 3a3HaY€HO B iHCTPYKIIl 3 MEIUYHOTO 3aCTOCYyBaHHS iBakapTOpy (K
MOHOTeparii abo B KombiHailii).

Osanapub6: nomipHi inribitopu CYP3A4, Taki gk ¢rmykoHa3o71, 30ibLUIyIOTE 1J1a3MOBi KOHIIEHTPAIlil
onanapu0y; iX OmHOYaCHe 3aCTOCYBAHHS He PEKOMEHAYETHCS. AKII0 Takol KoMOiHaIlil He MOXKHa
YHUKHYTH, IPUHOM oJlantapuly o0MexyioTh go3amu 200 Mr gBiui Ha m00y.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaimMyc, CUPOAIMYC i MAKPOAiMYC).

IuxkaocnopuH: GpnyKoHa30J 3HAUHO HigBumye KoHUeHTpalito Ta AUC nuknocnopusny. [lpu
OOHOYACHOMY 3acTocyBaHHi (prykoHasomny y no3i 200 Mr/moly Ta HUKIOCIOPUHY Y 003i 2,7
Mr/Kr/moby croctepiranocs 36inbuiernHss AUC nukimocnopuny y 1,8 pasa. Li npemapaTu MOXHa
3aCTOCOBYBaTH OJHOYACHO 3a YMOBU 3MEHIIEHHS NO3U LUKIIOCIIOPUHY 3aJIe3XHO Bifj HOT0
KOHIIEHTpAIIil.



Esepoaimyc: Xo4a [OCTiIXKeHb in Vitro Ta in vivo He TPOBOIUIIH, BioMO, 1110 (PIIyKOHA30JI MOXKE
MigBUIIYBATU KOHLIEHTPALIiI0 €eBepOIiMyCy B CUPOBATLi KpOBi yepe3 npurdivenss CYP3A4.

Cuposimyc: hbIyKoHA30/ MiABUIY€E KOHIIEHTPAIil0 CUPOIIMYCY y IIJIla3Mi KPOBi, UMOBIpHO, IIJIIXOM
IpPUTHiYeHHS MeTaboniamy cuponimycy pepmentom CYP3A4 ta P-ruikonpoTeinom. i npenapatu
MOXKHa 3aCTOCOBYBaTU OJHOYACHO 3a YMOBY KOPUT'YBaHHS [O3U CHUPOJIIMYCY 3aJIe’KHO Bifj PiBHSA
KOHIIEHTpallil Ta eeKTiB Ipemnapary.

Takpoaimyc: pnyKoHA30 MOXKe MigBUIITYBAaTH KOHIIEHTpPAIlil TAKPOJIIMyCy B CHPOBATII KPOBi 10 5
pasiB mpu #oro nepopaybHOMY 3aCTOCYBaHHI Yepe3 MpUrHiueHHS MeTab01i3My TaKpomiMycy
dbepmenTom CYP3A4 y kumieyHuky. IIpu BHyTPIIIHEOBEHHOMY 3aCTOCYBaHHI TAaKpPOIIMYCYy He
CIIOCTEpIranocs 3HaYHUX 3MiH apMaKoKiHeTHKH. [TifBullleHi piBHI TaKPOJIiMyCy acoIlilol0ThCA i3
He(POTOKCUYHICTIO. [103y TAaKpONIiMyCy A5l IEpOpaJbHOr0 3aCTOCYBaHHS CIIif 3HUKYBaTH 3aJIeXKHO
BiJ] KOHIIEHTpAIlil TAaKPOJIMyCYy.

JIozapman: pryKoHa30/1 IPUTHIYYE MeTab01i3M J103apTaHy [0 Horo akTuBHOro Metabosity (E-31 74),
ITI0 TIepeBazkHO i 06YMOBITIOE OiNIbIITy YaCTUHY aHTArOHi3M [0 pelenTopiB aHTrioTeH3uny Il mig yac
3aCTOCYBaHHS J103apTaHy. PeKOMEeHI0BaHO 3[iliCHIOBATU IIOCTIMHUY MOHITOPUHT apTepiarbHOTO
TUCKY y ITalli€HTIB.

JIypa3udoH: momipHi iHri6iTopu CYP3A4, Taki sk GryKoHa305, MOXKYTb MigBUIIYBATH KOHIIEHTPAIIiI0
JIypa3ufoHy y I1a3Mi KpoBi. fAKIo He MOXKHA YHUKHYTY OAHOYACHOI'0 3aCTOCYBaHHS, CJIif 3MEHIIUTH
103y JTypa3ufioHy, K 3a3Ha4€HO B iHCTPYKIIil AJIsT MeIWYHOT0 3aCTOCYBaHHS JIypa3uoHy.

MemadoH: ¢pnyKoHa30J1 MOXKe MifBUINyBaTH KOHIIEHTPALlil0 METalOHY Y CUPOBaTLi KpoBi. [Tpu
OJHOYAaCHOMY 3aCTOCYBaHHiI MeTafloHy Ta (IyKOHa30/ly Moxke 0yTH HeoOXifHMM KOPUTYBaHHS 03U
MeTafloHYy.

HecmepoidHi npomu3anaavHi npenapamu (HIT3I1): pu 0gHOYACHOMY 3aCTOCYBaHHi 3 (QJIyKOHA30JI0M
C,.x Ta AUC ¢dnyp6inpodeny migBuiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIBHSIHO 3 BiAMOBIHHUMU
IIOKa3HMKaMHU IIPU 3aCTOCYBaHHi Tinbku (ypbinpodeny. AHanIOTiYHO IPU OOGHOYACHOMY
3acTocyBaHHI (prryKoHa3omy 3 pauemigauM ibynpodenom (400 mr) C,,, Ta AUC papmMakoiorivao
aKTHUBHOTrO i3oMepy S-( )-ibynpodeny migsuiyBanucs Ha 15 % Ta 82 % BifmoBigHO, MOPiBHSHO 3
TAKMMHU ITOKa3HUKaMU IIPU 3aCTOCYBaHHI TiJIbKM palleMiuHoro i0ympodeHy.

Xoya creniaabHUX JOCTiAKEeHb He IPOBOAUIIH, (hIIYKOHA30JI MOXKE IMigBUIyBaTH CUCTEMHY
ekcro3uttito inmux HII3II, mo metabonizyiotbecss CYP2C9 (Hanpukiiag HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, OuKiodeHaKky). PeKoMeHI0BaHO MEPiOJUYHO 3[iiCHIOBATA MOHITOPUHT IMOOIYHUX
peaxliiii Ta TOKCUYHUX IPOsBiB, 0B a3anHux i3 HII3I1. Moxe OyTu noTpibHEe KOPUTYBaHHS 03U
HIT3II.

®eHimoiH: HpIyKOHA30/I IPUTHIUYyE MeTaboi3M (eHiToiHy B nedinli. OqHo4acHe GaraTopa3ose
3actocyBaHHS 200 Mr riykoHa30my Ta 250 Mr GeHITOIHY BHYTPIIIHHOBEHHO IPU3BOAUTE IO
nigsuiierHs AUC,, deniToiny Ha 75 % Ta C,;, Ha 128 %. [Ipu ogHOYACHOMY 3aCTOCYBaHHI IIUX
JIiKapChKUX 3ac00iB CIIifl IPOBOOUTH MOHITOPUHT KOHIIEHTpalii GeHiTOIHY Y CHpOBaTILli KPOBi A
YHUKHEHHS PO3BUTKY TOKCHYHOI il HeHIiTOIHy.

ITpeOHi30H: TIOBiOOMIISIIIOCS TIPO BUMAMOK, KOIY Y MallieHTa IIic/s TpaHCIJIaHTallil MeviHKK Ha T
3aCTOCYBaHHS IIPeAHi30HY PO3BUHYIACS TOCTPa HEJOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BMHUKIIA IiC/IS MPUIKHEHHS TPUMICIYHOTr0 Kypcy Tepatil hbaykKoHa3010M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, UMOBIPHO, CIPUUYMHUIIO TOCUIeHHS akKTUBHOCTI CYP3A4, mo npu3sseno
[0 IpUCKOpeHHs MeTabomi3My npegHi3ony. Cuifl peTenbHO CTEXKUTH 3a CTAHOM IAIliEHTIB, AKi



IIPOTSTOM TPUBAJIOTO Yacy OMHOYACHO 3aCTOCOBYIOTH (PIIYKOHA30JI Ta MPEOHI30H, 3 METOI0
TOTIePEeIXKEeHHS PO3BUTKY HEIOCTATHOCTI KOPY HATHUPKOBUX 3aJ103 ITiCJIST MPUITMHEHHS 3aCTOCYBaHHS
bmykoHa301y.

PugabymuH: GprykoHa30 MiABUIITYE KOHIIEHTPaIi0 prudabyTUHY B CUPOBATII KPOBi, I110 ITPU3BOAUTD
no 36inbmenHss AUC pudabytuny mo 80 %. [Tpu ogHOYacHOMY 3acTOCyBaHHI QIyKoHA305y Ta
pudabyTUHY MTOBiIOMIISIOCS IIPO BUIIAOKKU PO3BUTKY yBeiTy. IIpu 3acTocyBaHHi Takoi KoMOiHaIlil
JiKapchbKuX 3aco0iB ciif 6paTé IO yBaru CUMIITOMHU TOKCUYHOI Oil pudabyTuHY.

CaxkeiHagip: dnykonason migsutiye AUC ta C,,,, cakBiHaBipy npu6au3uo Ha 50 % Ta 55 % BifgmoBigHO
yepes NpUrHiveHHs: MeTaboni3aMy cakBiHaBipy y neuinii ¢pepmentom CYP3A4 Ta yepes inribyBaHHS
P-rrmikonpoTeiny. B3aemogii Mixk (hTyKOHa30JI0M Ta CaKBiHaBipOM/PHUTOHABIPOM He [OCITigKyBaIucs,
TOMY BOHUM MOXKYTb OyTH Oinbll BupaxkeHUMu. Moxe 0yTH HeoOXimHUM KOPUTYBaHHS 03U
CakKBiHaBIpY.

IToxiOHi cynbhoHiNCeH0B8UHU: TIPA OGHOYACHOMY 3aCTOCYyBaHHI (TyKOHA30JI IPOJIOHTYE TEPiof
HalliBBUBEJIEeHHS ITePOpPabHUX IOXIAHUX CYIbGOHIIICEYOBUHY (XJIOpIpoaMiny, ImibeHKIaMiny,
riimi3upy Ta TonbyTaMiny) y 30opoBUX H0OPOBOIIBLIB. PEKOMEHIYETHCS ITPOBOAUTH YaCTUH KOHTPOJIb
IIOKa3HUKIB TJII0KO3U B KPOBi Ta BigNIOBIIHUM YMHOM 3HUXKYBATU NO3Yy MOXiJHUX CYIb(POHIICEYOBUHN
P OMHOYAaCHOMY 3aCTOCYBaHHI i3 (hIyKOHA30JI0M.

TeoginiH: y mnamne60-KOHTPOIOBAaHOMY MOCTiIKEHH] B3a€MOii mpemapaTiB 3aCTOCYBaHHS
bnykorazony no 200 mr npotaroM 14 pHIB IpU3BeJIO 00 3HUKEHHS CEPETHLOTO KIIipeHCY Teo(dinminy
B Iy1a3Mi KpoBi Ha 18 %. 3a marfieHTaMu, sIKi 3aCTOCOBYIOTh Teo(isliH y BUCOKUX H03ax abo sKi MaloTh
MigBUIIEHNY PU3UK PO3BUTKY TOKCHYHUX IIPOSABIB TEOQIIiHY 3 iHIIUX IPUYKH, CJIifi BCTAHOBUTHU
HarJIsgy 070 BUSBIEHHS 03HAK PO3BUTKY TOKCUYHOI fil Teodininy. Tepamito ciif BigMiHuUTH NTpU
0SBl 03HAK TOKCUYHOCTI.

Topayumuni6: BumuB ToarmTHHIOY 3pOCTae MpU OAHOYACHOMY 3aCTOCYBaHHi 3 TiIKapChKUMU
3acobaMu, gIKi IpU3BOAATH A0 noMipHoro inribyBanus CYP3A4 Ta moTyxkHoro inridysanuas CYP2C19
(nanpuknan GrykoHason). ToMy peKOMEHIOBAHO 3HU3UTH 003y TodaluTuHiOy 70 5 MT OKMH pa3 Ha
noOy B KoMOiHalligX 3 IUMU ITperapaTaMu.

Tonsanmau: eKCIO3ullisg ToNBanTaHy 3Ha4Ho 3pocTana (200 % AUC, 80 % C,,.,), KOnu TONBAIITaH,
cyoctpat CYP3A4, 3acTocoByBaIu OOHOYACHO 3 (IyKOHa30J10M, ToMipHUM iHTiOiTopoM CYP3A4. [Tpu
IIbOMY 3HAYHO 3POCTaB PU3UK BUHUKHEHHS MOOIYHUX peakliiif, 30KpeMa 3Ha4YHOTO 30i/IbIIeHHS
niype3y, 3HeBOLHEHHS Ta F'OCTPOl HUPKOBOI HEOOCTATHOCTI. Y pa3i 0MHOYaCHOTO IPU3HAUYEHHS CIIif
3MEHIIUTH J03Y TOJBANTaHy 3TifHO 3 BKa3iBKaMM B iHCTPYKIIil 3 MEIUYHOT0 3aCTOCYBaHHA Ta
PETYIISIPHO TIEPEBIPSITH CTaH MallieHTa Ha HasgBHICTb OyOb-KUX MOOIYHUX peakiliid, OB A3aHUX i3
TOJIBAIITAHOM.

Askanoiou 6apeiHky: xo4a BiiMOBIAHUX AOCTiAXKEHb He TPOBOAMIH, GIYKOHA30]I, KMOBIpHO, Yepe3
inribyBanHs CYP3A4, Moxe COPUYMHSTH MigBUIEHHS KOHIIEHTPAIlil aKasoifiB 0apBiHKY y M1a3Mi
KPOBi (HampuKIIaf BIHKPUCTUHY Ta BiHOIACTHUHY), 10 MPU3BOAUTD 10 PO3BUTKY HEMPOTOKCUYHUX
edexkTis.

Bimamin A: IOBiZOMIISINIOCS, 110 Y TAIliEHTa, SKUU OOQHOYAaCHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KUCIIOTY (KucnoTHa popma BiTaMiny A) Ta prykoHa3071, criocTepiranucs mobiyHi peakiiii 3 60Ky
1eHTpanbHol HepBoBol cucteMu (LITHC) y ¢opmi iceBAOTYMOPY TOJIOBHOTO MO3KY, SKUW 3HUKAE IiCHA
BigmiHu ¢dnykoHazony. Lli mikapchbki 3aco0u MozKHa 3aCTOCOBYBATH OfHOYACHO, ajie CJIif maM’ aTaTh
PO PM3UK BUHUKHEHHS Mo0iyHuX peakiiii 3 6oky ITHC.



BopukoHa3zos (iHz2ibimop CYP2C9, CYP2C19 ma CYP3A4): ogHOYacCHEe 3aCTOCYBaHHS BOPUKOHA30IY
nepopanbHo (mo 400 Mr KoxHi 12 rogus npotarom 1 gus, notiMm 1o 200 mMr koxHi 12 rogun
npoTAroM 2,5 gHs) Ta GpaykKoHa3omy nepopanbio (400 Mr B mepmuil AeHb, noTiM o 200 Mr KoxHi 24
TOIWHY IPOTATroM 4 mHiB) 8 3mopoBUM HOOPOBOJIBIISIM YOJIOBIUOi CTATi MPU3BEIIO A0 MigBuIneHHS C, .
Ta AUCT BOpUKOHa3011y B cepeguboMy 10 57 % (90 % III: 20 %, 107 %) ta 79 % (90 % II: 40 %, 128
%) BigmoBimHO. HeBimoMo, 41 mMpU3BOAUTH 3HUKEHHS J03K Ta/ab0 4aCTOTH 3aCTOCYBAHHS
BOPUKOHA30/1y ab0 GIyKoHa30Jy 40 YCYHeHHs Takoro edekTy. [Ipu 3acTOCyBaHHI BOPUKOHA30TY
micysa GpIyKoHa30JTy CIIif CIIoCTepiraT 3a CTAHOM ITallieHTa 00 PO3BUTKY MOGIYHUX e(eKTiB,
acoIlii0oBaHUX i3 BOPUKOHA30JIOM.

3udosyouH: ¢pnykonason nigsuiye C, .. Ta AUC 3umoBynuny Ha 84 % Tta 74 % BigmoBigHO, 110
3YMOBJIEHO 3HUKEHHSIM KITipeHCY 3UI0BYOUHY MPUOIN3HO Ha 45 % IIpu HOT0 IepopaabHOMY
3acTocyBaHHi. [Iepion HamiBBUBeNeHHS 3UNOBYIUHY OYB TaKOXK ITOIOBXKeHUM MpruOnu3Ho Ha 128 %
micysa 3acTocyBaHHS KoMOiHalil (GyKoHa30Iy Ta 3UJOBYAUHY. 3a CTAHOM IaIli€HTiB, SKi
3aCTOCOBYIOTh TaKy KOMOiHallifo TikapchKux 3aco0iB, CIIif CIIOCTepIiraTy 040 PO3BUTKY MOGIYHUX
peakliii, IOB’sI3aHUX i3 3aCTOCYBaHHAM 3UNOBYAUHY. MOXKHA PO3T/ISAHYTU HOLIbHICTh 3HUXKEHHS
103U 3UOBYOUHY.

A3umpoMmiyuH: y XOOi BITKPATOT0 PaHAOMI30BaHOTO TPUCTOPOHHBOTO MEPEXPECHOTO AOCTIAXKEHHS, B
SIKOMY B3$1JIM y49acTh 18 3M0poBUX MOOPOBOJIBIIIB, OI[iHIOBAJM BIIJIUB a3UTPOMIIIMHY Ta (PIIYKOHA30ITY
Ha (papMaKOKiHETHKY OLWH OGHOTO IIPU IX OGHOYaCHOMY IIepOpabHOMY Pa30BOMY 3aCTOCYBaHHI y
no3ax 1200 mr ta 800 mr BigmoBigHO. 2KOgHUX 3HAYYLIUX PapMaKOKiHETUYHUX B3a€EMOil BUSBIEHO
He Oy7o.

ITepopanavHi KOHMpayenmueu: TPOBOTUIIOCS 2 hapMaKOKIiHEeTUYHUX MOCIiIXKEeHHsI 6araTopa3oBoro
3acTocyBaHHS (HITyKOHA30/1y Ta KOMOIHOBAHOTO ITepOpaibHOr0 KOHTpalenTuBa. [Ipu 3acTocyBaHHi
¢bnykoHa3oiy y go3i 50 Mr BIJIMBY Ha piBeHb TOPMOHIB He 0yJ10, TOA1 SIK IIPU 3aCTOCYBaHHI
bnykoHasony y no3i 200 mMr Ha mo0y cnocTepiramocs 36insiments AUC etuninectpamiony Ha 40 % Ta
nmeBoHOpPrecTpeny - Ha 24 %. Ile cBiguuTh PO Te, 110 6araTopa3oBe 3aCTOCYBaHHS (GIYKOHA30IY Y
3a3HAYEHUX [103aX HaBPS[I UM MOXKe BIIJIUBATH Ha e(peKTHUBHICTh KOMOIHOBAHOT'O IEPOPAILHOTO
KOHTpalleNTUBA.

Oco06.1ueocmi 3acmocyeaHHsi.

Hepmamocgimisa. BigmoBigHO 70 pe3ysbTaTiB HOCHIAXKEHHS (HIYKOHA30JIy AJIS JTiKyBaHHS gepMaTodiTil
y mitel, GpIyKoHa30/1 He MepeBUIIye rpu3eodynbBiH 3a e(PEeKTHUBHICTIO i 3arabHUM ITOKAa3HUK
eexTUBHOCTI cTaHOBUTH MeHIIe 20 %. Tomy nmikapcbkuit 3aci6 ®nykoHa3o0i-[lapHUIS He CIIif
3aCTOCOBYBATH I JIIKyBaHHS OepMaTo(iTil.

Kpunmoxkoko3s. [1oka3iB epeKTUBHOCTI (HDIIyKOHA30JIy AJIS JIiKyBaHHS KPUITOKOKO3Y 1HIIKX
JIOKani3anii (HanpuKiaf JIeT€eHeBOro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTATHBO, TOMY
PEeKOMeHaliy o0 JO30BOT0 PeXUMY IJIf JIIKyBaHHS TAKUX 3aXBOPIOBAHb HEMAE.

I'1uboki eHOemivHi Miko3u. [JoKa3iB eeKTUBHOCTI (IyKOHA307y [ JTiKyBaHHS iHIINX (GOpM
eHJeMiuHNX MiK03iB, TaKUX 5K [TapaKOKIMAi0iAOMiK03, TiCTOIIa3M03 Ta IIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEJOCTaTHbBO, TOMY PEKOMEHAIIN 00 J030BOT0 PeXKUMY AJ1s JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMaAE.

CeuvosuodinvHa cucmema. IlalieHTaM i3 TopymeHHAM (QYHKIII HUPOK IIpemnapar Cllif 3aCTOCOBYBaTH 3
obepexHicTiO (muB. po3min «Crocib 3aCTOCYBAHHS Ta IO3U»).



Hedocmamuicmb HaOHUpKosux 3as03. KeTOKOHa301, SIK BiloMO, CIIPUYMHSIE HEAOCTATHICTD
HaTHUPKOBUX 3aJ103, i Ile TAK0XK MOXKe CTOCYBaTUCS (IYKOHA30Jy, X04a CIIOCTEPITaETHCS PigKO.
HepocTtaTHiCTh HAOHUPKOBUX 3aJ103, IOB'43aHa 3 OMHOYACHUM JIIKyBaHHSM IIPEAHI30HOM, ONMCaHa B
po3mini «B3aemopis 3 iHIIUMYU JTiKapCbKUMHU 3aco0aMu Ta iHI BUAX B3aEMOfid. Brinus GykoHa30my
Ha iHm miKapchKi 3acobu».

I'enamobiaiapHa cucmema. IlarieHTaM i3 mopyuieHHAM QYHKIIM IeYiHKY mpemapar Cliif
3aCTOCOBYBaTH 3 00epexkHiCTI0. 3aCTOCyBaHHS (HIIYKOHA30JIy acoIliloBasocs 3 PigKiCHUMHU BUMIafiKaMu
PO3BUTKY TAKKOI rellaTOTOKCAYHOCTI, BK/II0UAl0YH JleTalbHi BUMIAKH, TOJIOBHUM YHUHOM Y Ialli€HTiB
i3 TAKKAMU OCHOBHAMU 3aXBOPIOBAaHHSIMU. Y BUITagKaX, KOIM PO3BUTOK I'eMaTOTOKCUYHOCTI
aCoIIiI0BaBCS i3 3aCTOCYBAHHSAM (QIYKOHA30Ty, He OyJI0 Bif3HaueHo ii SBHOI 3a7Ie3KHOCTI Bif 3arajibHO1
no00BOI 103U IIpemnapaTy, TPUBAJIOCTI Teparii, cTaTi abo BiKy marlieHTa. 3a3Bu4ai remaTOTOKCUYHICTh,
crpuyrHeHa (ryKoHa3010M, 0600pOTHA, a il TPOosiBY 3HUKAIOTH IIiC/Isl MPUNIMHEHHS Teparlil.

3a CTaHOM IAIiEHTIB, ¥ SKUX IIPHU 3aCTOCYBaHHI (PIIyKOHA30JTy CIIOCTEPIral0ThCS BiIXUIEHHS Bif
HOPMHU pe3yJIbTaTiB QYHKI[IOHATbHUX P00 MEeUiHKHU, CJIiff BCTAHOBUTU PETENIbHUN HATJISAL 00
PO3BUTKY OiNIbII TSXKKOTO YpazKeHHS IeUiHKHU.

[TamieHTiB Ccif NpoiHGOpPMyBaTH PO CUMIITOMH, 1[0 MOXKYTh CBifYUTH IIPO CEPUO3HUM BIIJIUB Ha
NeviHKy (BUpaXkeHa acTeHis, aHOPeKCis, oCTiliHa HyfgoTa, 6/1I0BaHHS Ta JKOBTSIHHUL). Y TaKOMY
BUTIAOKY 3aCTOCYBaHHS (IYKOHA30Iy CJIiff HETalHO MIPUIIMHUTH Ta MIPOKOHCYIbTYBATUCS 3 JTIKapeM.

Cepueso-cyOuHHa cucmema. [JesiKi a30/11, ¥ TOMY YUCTIi ¥ HITyKOHA30J1, aCOIi0I0ThCS 3
nopoBxkeHHAM iHTepBainy QT Ha enexkTpokappiorpami. ®nykoHa301 n0ofoBxKye iHTepBan QT nuisixoMm
IPUTHIYEHHS BUNPSIMIIAI0YOro Kaniesoro kaHany (Lkr). [Tomosxenus iHTepBany QT BHaACTIAOK Hil
iHmMx nmikapchKUxX 3aco6iB (HAMpUKiIa[ aMiofapoHy) MOXKe IIOCUTIOBATHCS Y Pe3y/IbTaTi MIPUTHiYeHHS
dbepmenty CYP3A4 mutoxpomy P450. TToBigoMisnocs mpo gyKe PifKiCHI BUMIaAKU IIOJOBXKEHHS
inTepBany QT Ta mapoKcu3ManbHOL IITYHOUYKOBOI TaxiKappAil TUIY «IIipyeT» IpU 3aCTOCYBaHHI
npemnapaty ®nykoHa3on-Ilapaulisa. Taki MOBIHOMIEHHS CTOCYBAIMCS MALi€HTIB i3 TIXKKAMUI
3aXBOPIOBaHHSIMHU IIPU NO€OHAHHI 6araThoxX (HakTOpiB PU3UKY, TAKUMHU SK CTPYKTYPHI 3aXBOPIOBaHHS
ceplis, IOPYyIIeHHs eJIeKTPOJIiTHOro 00MiHy Ta OMHOYACHE 3aCTOCYBaHHS iHIIHMX JiKapChKUX 3ac00iB,
110 BIyiuBaloTh Ha iHTepBan QT. [TalienTy 3 rinokaitieMielo Ta IIPOrpecydor0 CEePLEBO0
HEeJOCTATHICTIO MAIOTh MiABUINEHUY PU3UK BUHUKHEHHS 3aTDO3JIUBUX [JIsl KUTTS IMITyHOYKOBUX
apUTMiil Ta TapOKCU3MaJIbHOI IITYHOYKOBOI TaxiKapfil TUIy «IIipyeT».

Jlikapcekuii 3aci6 ®nykoHa3on-[JapHUIS cllif 3 00epexkHiCTI0 3aCTOCOBYBATH IalliEeHTaM i3 pU3UKOM
PO3BUTKY apuTMiii. OmHOYacHe 3aCTOCYBaHHS pa30M i3 JIiKapCbKUMU 3aco0aMu, 110 IPOJIOHTYIOTh
inTepsan QTc Ta metabomi3yoThcs 3a gomoMoro ¢depmenty CYP3A4 mutoxpomy P450,
npoTumnokasaHe (quB. po3ninu «IIpoTunoka3anHs» Ta «B3aemopis 3 iHIIUMU TiKapChbKUMU 3aco0aMu
Ta iHII BUOU B3a€EMOMIN»).

I'anoppanmpun. T'anodanTtpun € cydctpatom pepmenty CYP3A4 i mponourye intepsan QTc mpu
3aCTOCYBaHHi y peKOMeHI0OBaHUX TepaleBTUUYHUX fo3ax. OgHOYacHe 3aCTOCyBaHHA ranohaHTPUHY Ta
bnyKoHa301y He peKOMEHIY€EThCs (OUB. Po3min «B3aemopmist 3 iHIIMMU JTiKapChbKUMU 3aco0aMu Ta
igII BUOM B3aEMOMi»).

Lepmamosoeiuni peakuii. ITig yac 3acTocyBaHHS (IyKOHA30Jy PigKO MOBiAOMIISIOCS IIPO PO3BUTOK
TaKWX eKC(osiaTUBHUX IMKIpHUX peakilil, K cuHapoM CTiBeHca-[[2KOHCOHa Ta TOKCUYHUN
emnigepManbHUl HeKpoi3. [ToBimoMsanoca Ipo MefuKaMeHTO3HY peaklliio 3 eo3uHodisiero i
cucrteMHuMy mposiBamu (DRESS-cunppowm). ITamienTu 3i CHIloM 6inbIn CXUITBHI 10 PO3BUTKY TSIKKUX
MKiPHUX peakiliil mpy 3aCTOCyBaHHi 6araThox JiKapchKux 3acobiB. FAKIO y MallieHTa i3 TOBepXHEBOIO
rpubKOoBOI0 iH(]EKITi€t0 3’ IBNII0TLCS BUCHUIIH, 1[0 MOXKHA IIOB’SI3aTH i3 3aCTOCYBaHHSIM (DITYyKOHA301Y,



Iofasbllle 3aCTOCYBaHHS MpenaparTy CJif NPUIUHUTH. JAKINO y mallieHTa 3 iHBa3UBHOK/CUCTEMHOIO
rpubKoBOI0 iH(DeKITier0 3’ IBIII0TLCS BUCHUIIM Ha IIKipi, 3a HOT0 CTAHOM MOTPIOHO PeTebHO
CIIOCTEpiraTu, a y pasi po3BUTKY OYIbO3HUX BUCHUIIIB @60 MyIbTU(HOPMHOI €PUTEMU 3aCTOCYBAHHS
(bITyKOHA3011y CJIiff IPUIIUHUTH.

I'inepuymausicmb. Y pigKiCHUX BUMagKax IMOBiIOMIISIOCS IIPO PO3BUTOK aHa(iNaKTUYHUX peakiii
(muB. po3min «IIpoTUOKa3aHHI»).

ITumoxpom P450. ®nykoHa3zon € nomipauM inribitopom dhepmentis CYP2C9 ta CYP3A4. Takox
bnykoHa301 € noTyxkHuM inribitopom pepmenty CYP2C19. Crnig cocTepiratu 3a CTaHOM Ialli€eHTIB,
SIKi OMHOYaCHO 3aCTOCOBYIOTH JTiKapchKui 3acid ®mykoHa30-JapHUIS Ta IpelapaTy 3 By3bKUM
TepaneBTUYHUM BiKHOM, 110 MeTabo1i3yioThcs 3a ydacTtio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3nin
«Bzaemogis 3 iHIIUMY JTiIKapCHKUMHU 3aco0aMu Ta iHIM BUTU B3aEMOIIN»).

TepgpeHadun. Crig peTeIbHO CIIOCTEPIraTH 3a CTAHOM IIalliEHTa ITPY OJHOYACHOMY 3aCTOCYBaHHi
tTepdenaguny Ta GyKoHa3omy y go3i Menie 400 mMr Ha 700y (ouB. po3ninu «[IpoTunoka3aHHS» Ta
«B3aemMopmis 3 iHMMMY JTiKapChbKUMK 3ac00aM¥ Ta iHII BUAM B3aEMOIii»).

Kanou0doa. JocnmigKeHHS MIPOOEeMOHCTPYBaJId 3pOCTaHHS MOMINPEHOCTI iHDEeKIIiN, CIpUYNHEHUX
inmumu Bugamu Candida, kpim C. albicans. BoHu 4acTo € MPUPOAHO CTiKuMu (Hanpukinag, C. krusei
ta C. auris) abo JeMOHCTPYIOTh 3HUKEHY YyTIUBIiCTh 1o dhiaykoHa3ony (C. glabrata). Taki indexii
MOXKYTbh IOTPeOyBaTH anbTepHATHBHOL IPOTUTPUOKOBOI Teparil micis HeBHanoro JikyBaHHS. OTxe,
nmiKapsM, SKi Tpu3Ha4aloTh 3acib, pPEKOMEHYEThCS BPaXOBYBATH MOIIUPEHICTh CTIHKOCTI pi3HUX
BufiB Candida mo ¢hIyKoHa301y.

IlonomidcHi pevoguHu. ITpenapat MiCTUTh 1akTO3y. [lallieHTaM 3 PiIKiICHUMU CIafgKOBUMU
3aXBOPIOBAHHSAMHY, TAKUMHU SK HEIIePEHOCUMICTDb rajlakTo3H, 3arajibHa HeJJOCTAaTHICTh JIaKTa3u Ta
MasibabcopOilis TI0K03U-TajlakTo3H, He CJIifl 3aCTOCOBYBaTH 1€l Ipermapar.

OpHa Kamncyna npenapaty OnykoHa30-[JapHULS MiCTUTh MeHIle 1 MMOJIb HaTpio (23 Mr), a OTXe,
IIpenapaT MOXKHa BBaXKaTHW TaKHUM, 110 HEe MICTUTh HATPIO.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.
2KiHKU penpodyKkmugHo20 8iKY.
[Tepen moyaTKOM JIiKyBaHHS MAIiEHTKY CIif MpoiHGOpMyBaTi PO NOTEHLINHNAN PU3UK IJIS MJI0Ja.

[Ticns 3acTocyBaHHS OOHOPa30BOl O3 MOTPIOHO BUTPUMATH NEPiof] BUBeeHHS GIyKOHA30Iy, IKUU
CTAHOBUTH MpubIU3HO 1 TUXKAEeHb (110 BiAmoBigae 5-6 mepiogaMm HamiBBUBENEHHS), 10 HACTAHHS
BariTHOCTI (ouB. po3min «PapMaKOKiHETUKE»).

[Ipu TpuBanux Kypcax JiKyBaHHS KIHKaM PENPOLYKTUBHOIO BiKYy CJIifi PO3TISHYTH MOXKJIUBICTh
3aCTOCYBaHHS KOHTpAIEIIil IPOTATOM YChOT0 IIepiofy JiKyBaHHS Ta IPOTAroM 1 TUXKHSA micns
IIPAUOMY OCTaHHBOI IO3H.

Bazimuicmbo.

O6cepBalliliHi JoCTigKeHHS CBiIYaTh PO MigBUIIEHUM PU3UK CTIOHTAHHOTO a00PTY Y XKiHOK, AKi



OTpPUMYBaK (IYKOHA30JI IPOTITOM IePIIoro Ta/abo APyroro TPUMECTPY, MOPIBHSIHO 3 XKiHKaMHU, SIKi
He npuitManu GIyKoHa305 abo OTPUMYBAJIA MiClieBi a30/IH Y TO¥ caMuii mmepiof.

[aHi MOm0 KiTbKOX TUCAY BariTHUX XKIiHOK, IKi OTPUMYBaJIU JTiKyBaHHS (PIYKOHA30JI0M Y
KyMyJIATUBHIN 1031 < 150 Mr y nepiioMy TpUMeCTpi, ZEMOHCTPYIOTh BiICYTHICTh 3POCTAHHSA
3arajgbHOIO PU3MUKY Baf PO3BUTKY IJIOAA. B OMHOMY BEJIMKOMY CIIOCTEPEKHOMY KOTOPTHOMY
IOCTiIKeHH] TepopaibHe 3aCTOCYBaHHS (DITYyKOHA30I1y B IIePIIOMY TPpUMecTpi 0y71o moB’si3aHe 3
HEeBEJIUKUM IIi[IBUINEHHAM PU3UKY BUHUKHEHHS Bafl PO3BUTKY CKEJIETHO-M 5130BOl CUCTEMHU, 1110
BigmoBigae npubau3Ho 1 gomaTkoBoMy Bumaaky Ha 1000 XKiHOK, SKi OTpUMYBaIu KyMYJISTHBHI 7031
< 450 Mr, OPiBHSHO 3 XiHKaMH, Ki OTPUMYBa/IX a30JI¥ MicueBoi Aii, i mpubmu3Ho 4 JogaTKOBUM
BunagkaM Ha 1000 XkiHOK, sIKi OTpUMyBanu KyMyJIaTuBHI fo3u Oinbine 450 Mr. CKOPUTOBaHUM
BigHOCHUM pu3uK cTaHOBUB 1,29 (95 % [I: 1,05-1,58) s go3u dhnykoHa3ony 150 Mr mepopaibHO Ta
1,98 (95 % [I: 1,23-3,17) ons mo3 ¢nykoHazomy Oinbiie 450 Mr.

HasiBHi emifeMionoriyni JocmigKeHHS I[0I0 PO3BUTKY Baj CEepPIls IPU 3aCTOCYBaHHI (GIIyKOHA30Iy ¥
nepiof BariTHOCTI Jal0Th cynepednuBi pe3ynbraTu. OgHaK MeTaaHasi3 5 o0cepBalliitHUX AOCTiAKEHb,
IIPOBEMIEHUX 3a Y4YacCTIO KiJIbKOX THCSY BariTHUX XKIiHOK, SKi OTpUMYBanu GIyKOHA30JI IPOTATOM
IIePIIOTO TPUMECTPY, BUSBUB IMiABUIIIEHHS PU3UKY PO3BUTKY Baf cepus Yy HEMOBAAT y 1,8-2 pa3u
IIOPiBHSTHO 3 TAKUM y HEMOBJISIT, MaTepi SKUX He 3aCTOCOBYBaJIX Ta/a00 BUKOPUCTOBYBAJIM a30JIH IJIS
MICIIEBOTO 3aCTOCYBaHHS.

Y noBimOMIIEHHSAX ONMKUCAHO BUNAAKUA BPOAKEHUX BaJ PO3BUTKY Y HEMOBJIAT, MaTepi IKUX OTPUMYBaJIA
BHCOKi mo3u (Big 400 mo 800 mr/moby) hrmykoHa30:y y mepion BariTHOCTI TpoTsaroM 3 MicsiliB abo
Oinbline mpu JTiKyBaHHI KOKIuAioimoMiko3y. Cepen BPoOKeHUX Bafl, IKi CIIOCTepiranaucs y 1ux OiTeu -
Opaxinedanis, gucmnnasis ByIIHWX PaKOBHH, HafiMipHe 30ibIIeHHS IIepeIHbOT0 TiM I4Ka,
BUKPUBIIEHHS CTErHa Ta IPOMEHEBO-MII€Y0BUY CUHOCTO3. [IpUYMHHO-HACTIAKOBUM 3B’ 130K MiXK
3aCTOCYBaHHSIM (IYKOHA30Jy Ta BPOIXKEHUMU BaflaMU HE BCTAHOBIIEHUH.

He crig 3acTocoByBaTH 3BUYaiiHi 1031 (IyKOHA30Jly Ta KOPOTKOTPHBaAI KypCH JTiKyBaHHS
(bIyKOHA30JI0M Y Mepiof BariTHOCTI, 3a BUHSITKOM KpalHbOi HeOOXigHOCT.

He cnip 3acTocoByBaTH BUCOKI 103U (hITyKOHA30/y Ta/abo TpuBasi KypcH JIiKyBaHHS (IyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIiIKyBaHHS iH(EKIIiH, 110 MOXKYTh 3arp0KyBaTH XKUTTIO.

T'odyeaHHA 2pydoo.

®nyKoHa30J1 IPOHUKAE ¥ TPyOHE MOJIOKO Ta AOocATrae KOHIEHTpallii mofi0Hol g0 piBHA y Myia3Mi KPOBi
(muB. po3gin «®apMakOKiHeTHuKa»). ['o0yBaHHS I'PYOA0 MOXKHA [IPOAOBXKYBATH IICIIS Pa30BOr0
3aCTOCYBaHHS 3BUYANHOI 103U (IyKOHA3011y, 0 cTaHOBUTh 150 Mr. ['omyBatu rpynanio He
PEKOMEHyeThCS IpU 0araTopa3oBoMy 3aCTOCYBaHHI (IyKoHa30/1y abo IIpu 3aCTOCyBaHHI BUCOKUX
no3 ¢pnykoHasomy. Clif OI[iHUTH KOPUCTh TOOyBaHHS TPYALI0 AJIS PO3BUTKY 1 3MOPOB’d AUTHHY, a
TaK0XK KIiHiuHYy moTpeby MaTepi y npemnapati ®nykoHa3om-IlapHulld i 6yab-9Ki moTeHIiiHi mobiyHi
eekTu npemnapaty ®nykoHa3on-JapHuls abo OCHOBHOTO 3aXBOPIOBAaHHS MaTepi Oy OUTHUHHU, SKa
OTPUMYE I'PYOHE BUTOLOBYBaHHS.

depmuabHiCMb.

®nykKoHa3071 He BIJIMBAB Ha (PePTUIIBHICTh CaMIliB Ta CaMOK IIypiB.



30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepysaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

HocninxkeHb BIMUBY (HIYKOHA30JIy Ha 3MaTHICTh KEPyBaTU aBTOTPAHCIOPTOM abo IpalfoBaTH 3
iHImMMUMY MexaHi3MaMu He IpoBofguin. [1alieHTiB ciifg TpoiHGopMyBaTH IIPO MOKIIUBICTH PO3BUTKY
3anaMopo4yeHHs abo CygoM IIif 4ac 3aCTOCOBYBaHHS JTiKapchbKoro 3aco0y. IIpy po3BUTKY TaKUX
CUMIITOMIB He PEKOMEHMIYEThCSI KEPYBATU aBTOTPAHCIIOPTOM afo0 iHIIUMU MexaHi3MaMHu.

Cnocid 3acmocyeaHHsi ma do3u.

JlikapceKui 3acib 3aCTOCOBYBaTH BHYTPILIHLO y [03i 150 Mr ogHOpa30Bo. Karncymu KoBTaTH IiTUMu
He3aJIeXHO Biff IpUUOMY 1Xi.

ITayieHmu AiMHbO20 BIKY.

[Tpu BimCyTHOCTI 0O3HaK MOPYIIEHHS (PYHKIIM HUPOK [JIg JiKyBaHHS JaHOl KaTeropil malfi€eHTiB
JiKapchbKUM 3acib 3aCTOCOBYBATH y 3BUYANHIN 0031 O JOPOCTIUX.

ITauieHmu 3 nopyweHHAM PYHKUIU HUPOK.

[Tpu ogHOPA30BOMY 3aCTOCYBaHHi (hIyKOHA30Jly XBOPUM 3 HUPKOBOIO HEOCTATHICTIO J1eTrKoro abo
CEepelHbOro CTYIEHS TSIKKOCTI KOPEKIis 103U He MoTpibHa.

ITauieHmu 3 nopyweHHAM PYHKUIU NeviHKU.

Jlikapcekui 3aci0 3aCTOCOBYBaTH 3 00€peXKHICTIO, OCKITbKY iH(pOopMaIlil 1010 3aCTOCYBaHHS
(byKOHa3011y Ii KaTeropil nami€eHTiB HEAOCTaTHRO.

Himu.

EdekTuBHICTh Ta 6e31eKa 3aCTOCYBaHHS JIIKapChKOT0 3aco0y AJIs JIIKyBaHHS TeHiTaTbHUX
KaHJNUJO03IB y [IiTel He BCTAHOBJIEHI, He3BaxXKal04yy Ha BUUEPIIHI JaHi 000 3aCTOCYBaHHS
bnykoHa3o0iy miTsaM. AKIo icHye HaraibHa oTpeba 3aCTOCyBaHHS JIiKapChKOTro 3aco0y MmigIiTkaM
(Bikom Bixg 12 mo 17 poKiB), CIif 3aCTOCOBYBaTH 3BUYalWHi A03U A1 OPOCIUX.

Ilepedo3yeanHsi.

[ToBimoMIsinocs mMpo mepeno3yBaHHs (DIIYKOHA30/1y Ta PO3BUTOK TajllOLKMHALIiN Ta TapaHoigaIbHOI
IIOBEOiHKH.

JIiKyBaHHA: CHMIITOMaTU4Ha MigTpUMyloda Tepatisi, y pa3i HeoOXiIHOCTI - MPOMUBaHHA IITyHKa.
OyKOHA301 3HAYHOIO MipPOI0 eKCKPETYETHCA 3 Ceuelo, TOMy (POpCOBaHUM [Iiype3 MoXkKe NPUCKOPUTHI
BHBeJIeHHS JTikapchKoro 3aco0y. CeaHc reMofiani3y TPpUBalicTiO 3 TOMUHU 3HUXKYE PiBeHb
bnykoHa301y y maa3Mi KpoBi npubiau3uo Ha 50 %.



ITobiuni peakuii.

Pestome npodinto 6e3meyHocTi

Y 3B’513Ky 3 JIiKyBaHHAM (IyKOHA30JI0M MOBiIOMIIAIOCS IPO MEeIUKaMEeHTO3HY peakliiio 3
eo3uHodinieto i cucreMuumu mposiBamu (DRESS-cunpmpom) (ous. po3nin «OcobmuBoCTi
3aCTOCYBaHHS»).

Hattyacrime (> 1/10) nmoBigomisinocs npo Taki mobiuHi peakiiii: ronoBaui 6inb, 6ib ¥ YepeBHin
TIOPOXKHUHI, miapest, HynoTa, O/II0BaHHS, BUCUIIAHHS, MiABUIIEHHS PiBHS ajaHiHaMiHOTpaHCcdepasu
(AJIT), acnaprataminotrpancdepasu (ACT) Ta myxkH0I PpochaTasu Kposi.

II71s1 OLiHKY YaCTOTU BUHUKHEHHS MOOIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikariito: myxe
yacTto (= 1/10), vacto (= 1/100 i < 1/10), mHewacto (= 1/1000 i <1/100), pimko (= 1/10000 i

< 1/1000), myxe pigko (< 1/10000), yacToTa HeBigoMa (HEMOXKJIMBO OL[IHUTH Ha MiCTaBi HasiBHUX
OaHUX).

3 6oky opaaHis cayxy ma eecmubyaspHO20 anapamy:

Heuacro: BepTuro.

3 60Ky WAYHK0BO-KUWKOB020 MPAKMY:

YacTo: 6inb y YepeBHilM IOPOXKHUHI, miapest, HyHOoTa, OII0BAHHS.
HeuacTo: 3amnop, gucIenciss, MeTeopu3M, CyXiCTh ¥ POTI.

3 60Ky neviHKu i oco8408UBIOHUX WAsXi8:

YacTo: migBUIlleHHS piBHA anaHiHaMmiHoTpaHcdepasu (AJIT), acnapraTaminoTpancdepasu (ACT),
nyxHOl pochaTasu (muB. po3minn «OcoONMMBOCTI 3aCTOCYBAHHS»).

Heuacro: xomecTas, JKOBTSIHUIIA, MiIBUILIEHHS PiBHSA 0inipyOiHy y mia3Mi KpoBsi.

Pigko: mediHKoBa HEIOCTATHICTh, TeNaTOLENIONAPHAN HEKPO3, TeNaTUTH, TenaToleoIsIpHe
ypaXeHHs (OuB. po3nin «Oco0IMBOCTI 3aCTOCYBaHHI»).

3 6oky 06MiHYy peuosuH, memaboaizmy:

Pigxo: rinepTpurnitepugemMis, rinepxojecTepuHeMis, rimoKamiemis.
HeuacTo: 3HMXKEHHS alleTUTy.

3 60Ky Hepeosoi cucmemu:

YacTo: ronoBHUM 6ifb.

HeuacTo: cygomu, 3anaMopo4YeHHs, ITapecTesii, MOpylIeHHsS CMaKy.
Pigko: Tpemop.

3 boky ncuxiku:

HeuacTo: 6€3COHHS, COHIUBICTE.



3 60Ky cepueso-cyOuHHOI cucmemu:

Pigko: mapokcu3MasbHa IUIYHOYKOBA TaxXiKappisd TUILY «IipyeT», momoBkeHHd iHTepBany QT (mus.
po3min «OcobMMBOCTI 3aCTOCYBAHHS»).

3 boky Kpoei ma aimpamuyHoi cucmemu:

HeuacTo: aHeMid.

Pigko: arpaHynouuTo3, NTeNKoIeHis, HeUTPOIeHiss, TPOMOOLUTOIEHis.
3 6oky imyHHOI cucmemu:

Pigko: aHadinmakcis.

3 60Ky wkipu ma nidwKipHOi KAiMKOBUHU:

peaxtiii rinepyyTANBOCTi, Y TOMY YHCIIi:

YacTo: Bucunanus (ouB. po3ain «OcoONMMBOCTi 3aCTOCYBaHHS»).

HeuacTo: MemuKaMeHTO3HUM AepMaTUT (BKIII049aouu ¢GiKCOBaHUN MEIUKAMEHTO3HUU NEePMaTuT),
cBepbixk, rimepeMisi, KpOIuB’THKa, IiABUINIEHE TOTOBUIINEHHS (IUB. po3ain «OcoOnmuBOCTi
3aCTOCYBaHHS»).

Pigko: TOKCUYHUY enifepMasbHUM HEKPOJIi3, CHHAPOM CriBeHCa-[I;)KOHCOHA, TOCTPUU
reHepasi3oBaHUW eK3aHTeMaTO3HUM IyCTYyIb03, eKCPOIiaTUBHUYN AEePMaTUT, aHTiOHEBPOTUYHUN
HaOpPsK, HaOpsSK o0nuyuyst, aHaiMaKTUIHUH 10K, anomnelis (auB. po3min «Oco0nmuBoCTi
3aCTOCYBaHHS»).

HeBimoMo: MequkKaMeHTO3Ha peakilis 3 eo3uHo(inieo i cucremuumu nposBamu (DRESS).
3 60Ky onopHO-pyx080i cucmemu ma cnoAy4YHOi MKAHUHU:

Heuacrto: mianris.

3azanvHi po3aadu:

HeuacrTo: mifBuilieHa BTOMJIIOBaHICTh, HE3yKaHHS, aCTeHis, rapsg4ka.

Himu.

YacToTa Ta xapakTep MoOiYHUX peakIlii i BigxuieHb Big HOpMU pe3ybTaTiB TabopaTOPHUX aHAMI3iB y
XO[Ii KITiHIYHUX OOCIigXKeHb 3a y4acTIo AiTel Oyu MOPiBHSAHHI 3 TAKMUMU Y HOPOCIIHX.

Tepmin npudamHocmi. 3 POKH.

YMoBu 30epiranHsi.

30epiratu B OpuTiHaIbHIN yIAKOBIIi IpU TeMIepaTypi He Buile 25 °C.



30epiraTv y HeIOCTYITHOMY [JISI OiTeH MicCIii.

YnakosBka.

[To 1 kancyni y KOHTYpHIY 4apyHKOBiM yIaKoBIli; 10 1 KOHTYpHIil YapyHKOBIN yIIAKOBIIl y Maylli.

Kareropis Bignmycky. bes peuenra.

Bupo6nuk. [IpAT «®apmarieBTryHa pipma «JapHUALIT>.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaKeHHsI Tis/IbHOCTI.

Ykpaina, 02093, m. Kuis, Byn. bopucminbceka, 13.



