IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

AN ONIOKAH®
(DIFLUCAN®)

Cknag:

Aitoya peyosmHa: nykoHason/ fluconazole;

1 kancynamictutb 150 mr dpykoHasony;

[OMOMI>KHI PEYOBMHU: 1aKT03a, MOHOTIAPAT; KPOXMasb KYKYPYA3AHWUIA; HATPito NnaypuncynbgaT; MarHito cTeapar; KpeMHito fioKCUA KONMOoigHWIA 6e3BOLHWIA.

JlikapcbKa thopma. Karncynu.
OCHOBHI (i3uKO-XiMiYHi BNACTMBOCTI: TBepLi HENPO30pi >enaTuHOBI kancynu (po3mip kancynu Ne 1), 1o MicTATb 6inuniA NOpOLLOK, 3i CBIT/M10-6ipr030B0-6/1aKUTHOO
KPWLLIEYKOHO Ta KOPMYCOM, 3 HAHECEHNMM YOPHUM YOpHWU/IOM fioroTunom Pfizer Ta Hagnucom FLU-150.

dapmakoTepaneBTUYHa rpyna. Npoturpnbkosi 3acobu 419 CUCTEMHOIO 3acTocyBaHHA. MoxigHi Tpuasony. Kog ATX JO2A CO1.

dapmMaKkosIoriyHi B/laCTUBOCTI.
dapmakogyHamika.

MexaHi3m fii.
®1lyKOHa30/ € NPOTUIPUOKOBMM 3aC060M Knacy Tpuasonis. MNepBUHHUM MeXaHi3MOM Oro fii € NPUrHiYeHHs rprbkoBoro 14-anbda-naHocTepos-AeMeTUIOBaHHS,

OrMocepeKoBaHOro LMToXpomMom P450, o € HeBif’eMHVMM eTarnom 6i0CMHTe3y rpubKOBOro eproctepony. AKymynsauis 14-anbga-MeTu-CTeponiB KOPenoe 3
MoJasibLLIOKD BTPATOK eprocTeposly MemopaHOoK rpuOKOBOI KNITUHM Ta MOXe BIAMOBILaTM 3a NMPOTUIPUOKOBY aKTUBHICTb (hlyKOHa3ony. ®nykoHas3osn € BifbL
CENeKTMBHUM 10 TPMOKOBUX (PEPMEHTIB LUTOXPOMY P450, HiXX [0 Pi3HUX CMCTEM (PepMEHTIB LmuToXpomy P450 ccasuiB.

3acTocyBaHHA (hykoHa3ony y fo3i 50 Mr Ha fo6y NpoTArom 28 AHIB He BMNIMBAE Ha PiBEHb TECTOCTEPOHY Y Ma3Mi KPOBi Yy YOMOBIKIB ab0 Ha piBeHb eHA0reHHNX
CTEpOIAiB Y XIHOK PenpoAyKTUBHOIO Biky. ®nykoHasony fo3i 200-400 mr Ha f,06Yy He NPOSB/AE KNiHIYHO 3HAYYLLLOro BMN/IMBY Ha PiBeHb eHA0reHHNX CTepoigiB abo
Ha BiAnoBiAb Ha CTUMY/IALIK0 aaPeHOKOPTUKOTPOMHOro ropMoHy (AKTIY) y 300poBuX L06POBO/ILLIB YO/IOBIYOT CTATI.

JocnimpkeHHs B3aeMOAIT 3 aHTUMIPMHOM NPOLEMOHCTPYBa/IN, LIO 3acTocyBaHHA 50 Mr (lykoHa3o/ly pa3oBO 4y 6aratopasoBO He BM/MBaE Ha MeTabosi3m
aHTUNIPUHY .

YyTAMBICTb in Vitro.

dnyKoHa30n in vitro AeMOHCTPYE MPOTUTPUOKOBY aKTUBHICTb CTOCOBHO BMAiIB Candida, Lo 3ycTpivatoTbest HaivacTiwe (Bknovatoum C. albicans, C. parapsilosis,
C. tropicalis). C. glabrata geMOHCTpYE LUMPOKKMIA fiana3oH YyTANBOCTI A0 aykoHaszony, Togi gk C. krusei € 0 HbOro pe3snucTEHTHOLO.

TakoX (plyKoHa30n in vitro eMOHCTPYe aKTMBHICTb K npoTu Cryptococcus neoformans Ta Cryptococcus gattii, Tak i NpoTh eHAEMIYHUX NAICHABUX TpUbiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’ 30K (PapmMaKOKIHETUYHUX | (hapmMakoAMHaMIYHMX BNACTUBOCTEN.

BignosigHO [0 pe3ynbTaTiB AOCNIAKEeHb Ha TBapuUHaXx, ICHYE KOpensauis MDK MiHIMalbHOK iHFIOYHUOK KOHLUEHTpaUietd Ta e(eKTUBHICTIO NpoTU
eKCrnepuMeHTasIbHUX Mojenelt MiKo3iB, cnpuyunHeHnx sugamm Candida. BignoigHo Ao pe3ynbTaTiB KNiHIYHUX JOCiIpKeHb, iICHYE NiHiHa 3anexHicTb Mixk AUC Ta
[030t0 (hiyKoHazony (Npr6amsHo 1:1). TakoX iCHye NpsMWiA, ane HeAoCTaTHIl 38°A30K Mk AUC ab0o 03010 Ta NO3UTUBHOK KiHIYHOK BIAMOBIAAK Ha NiKyBaHHS




Opa/lbHOM0 KaHAMA03y Ta MEHLLOKH MIpot — KaHAMAeMmil. AHaAIONYHO NiKyBaHHS IH(EKUi, CIPUYMHEHUX LITaMaMK, A0 AKUX (hyKOHA301 AEMOHCTPYE BUCOKY
MiHIMaIbHY IHFi6YHOUY KOHLIEHTpAL,it0, € MEHLU 3a0Bi/lbHUM.

MexaHi3M pPe3NCTEHTHOCTI.

MikpoopraHiamu pogy Candida feMOHCTPYIHOTb YMCNEHHI MeXaHi3MU Pe3NCTEHTHOCTI [0 a30/IbHUX MPOTUrPMOKOBUX 3ac06iB. PyKOHA30/1 AEMOHCTPYE BUCOKY
MiHIManbHY HTi6YyOYy KOHLEHTpaLito NPOTK WTaMiB rpubiB, AKi MatoTb OAMH abo GifbLue MexaHi3MiB Pe3UCTEHTHOCTI, L0 HeraTUBHO BMN/IMBAE Ha ePEKTUBHICTL in
VIVO Ta B KiHIYHI/ npakTuui. Mosigomnsnocs npo Bunagkun po3sutky cynepiHgekyii Candida spp., iHwummn Hix C. albicans Bugamu, L0 4acTo € HeYyT/IMBUMU 10
(hnykoHasony (Hanpuknag Candida krusei). [1ns nikyBaHHA TakKUX BUNAAKIB CNif 3aCTOCOBYBATU a/ibTEPHATUBHI MPOTUIPUOKOBI 3ac00M.

KOHTPO/IbHI TOUYKM (BiANOBIAHO A0 PEKOMEHAALLIN EBPONENCLKOro KOMITETY 3 AOCAIMKEHb YYTAMBOCTI A0 aHTUMIKPOOHUX 3aC00iB).

Basyrounch Ha focnimkeHHI papmMakoKiHETUYHOI/hapMaKogMHaMIYHOI IH(opmaLiT, YyTAMBOCTI in vitro Ta KNiHIYHOT Bi4NOBIAl, 6Y/10 BU3HAYEHO KOHTPOJIbHI TOYUKM
Ana piykoHasony Ansa mikpoopraHisMie pogy Candida. BoHn 6ynu po3nogineHi Ha KOHTPO/IbHI TOYKM, LLO He MOB’s3aHi i3 MeBHMM BMAOM, AKi 6i/bLUOK MipoKo
BM3HAYa/IMCA HAa OCHOBI (PapMaKOKIHETUYHOT/hapmakoAMHaMiYHOT TH(opMaLii 1 He 3anexxaTb Bif PO3MOAily Ha NeBHI BUAM 3a MIHIMAIbHOK iHriBYyHOYOH0
KOHLEHTpaLiet0, Ta Ha KOHTPO/bHI TOYKK, NOB’A3aHi 3 NMEBHMM BUOM, L0 HaiyacTille acouitorTbCs i3 iHEKLiaMU Yy NOANHW. Lii KOHTPONbHI TOYKN HaBedeHi
HUXYe.

MpoTurpnbkKosuii 3aci6 | KOHTPO/bHI TOUKK, NOB’A3aHi 3 NEBHUM BUAOM KOHTPONbHI TOuKK, He
S</R> MoB’A3aHi 3  MEBHUM
BMgoma
S</R>
Candida Candida Candida Candida Candida
albicans glabrata krusei parapsilosis tropicals
dnyKoHason 2/4 IE -- 2/14 2/4 2/14
S = uyTAnBUIA;

R = pe3ncTeHTHWiA;

a — KOHTPO/IbHI TOYKM, WO He MOB’A3aHi i3 NeBHUM BUAOM, AKi 6iNbLLOK MIPOKO BU3HAYaIMCA HA OCHOBI (hapMaKOKiHETUYHOT/(papmakoLMHaMiYHOT iHhopmauii | He
3anexaTb Bif po3noAiny Ha MeBHi BMAM 3a MiHIMa/ibHOK iHriGYHOUO KOHLEHTpaujieto. BoHM pocnigpKyBanmch Nvule Yy MIKPOOPraHiamiB, Yy SKMX He iCHYeE
CMeunMivHOT KOHTPONbHOT TOYUKN;

-- OCNIKEHHSA YYTAMBOCTI HE PEKOMEH/0BaHi, OCKINbKN AaHWiA BU He € METOK NiKapcbKOoi Tepanii;

|E — poKasiB W00 TOro, Yn € faHWin BUA, METOLO NTiKapCbKOT Tepanii, HefoCTaTHbLO.

dapmakoKiHe TuKa.

dapmakoKiHETUYHI BNacTUBOCTI (hlyKOHa30/1y € NOAIOHMMM MPY BHYTPILLHLOBEHHOMY i MepPopasibHOMY 3aCTOCYBaHHI.

Abcopbuis.

dnykoHa3on Jobpe BCMOKTYETLCA MPU NepopasibHOMY 3aCTOCYBaHHI, a piBeHb npenapaTy y nnasmi KpoBi i cucTemMHa 6i040CTynHICTb nepeBuwyoTb 90 % piBHA
(bNlyKOHa30/y y nsia3mi KpoBi, WO AOCAraeTbCA NP BHYTPILLHLOBEHHOMY BBefEHHI npenapaTy. OgHoYacHe BXMBaHHA DKi He BNMBaE Ha BCMOKTYBaHHSA npenapary
npu 1Oro nepopasibHOMY 3acTocyBaHHi. [MikoBa KOHUEeHTpauis y nnasmi Kposi gocaraetbes uepe3 0,5-1,5 rogMHun nicna npuiioMy npenapaty Hatliecepue.
KoHLeHTpauis npenapaTy y naa3Mi KpoBi nponopuiiHa fo3i. PiBHoBaxxHa 90 % KOHLEHTpaLlis gocAraeTbes Ha 4-5 o6y nikyBaHHSA nNpenapaTom npu 6aratopasoBomy
3aCToCyBaHHI OAMH pa3 Ha Aoby.  PiBHOBaKHa KOHUeHTpauisi Ha piBHI 90 % [ocAraeTbCAd Ha ApYrui [eHb NliKyBaHHS NPV 3aCTOCYBaHHI Y Neplimnin AeHb
HaBaHTaXXyBa/IbHOT 03U, LU0 BABIYI NepeBULLYyE 3BMYaiiHy 10O0BY [03Y.

Posnogis.

O6’em po3noginy NpMbn3HO JOPIBHIOE 3ara/lbHOMY BMICTY PiAVHN B OpraHiami. 38’s3yBaHHA 3 6ilkamMu nna3mu KpoBi HU3bke (11-12 %).

®nyKoHa30n fobpe NPOHMKaE B yCi AOCMIAKYBaHi piAvHW opraHiamy. PiBeHb (P/lyKOHA30/1y Y C/IMHI Ta MOKPOTUHHI € MOA4IOHUM A0 KOHLEHTpau T npenapary y niasmi
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KpOBI. Y MauieHTiB, XBOPUX Ha FPUOKOBWIA MEHIHTIT, piBeHb (h1lyKOHA30/1y y CMHHOMO3KOBIN pignHi gocarae 80 % KOHLEeHTpaLii y niasMmi Kposi.

Bucoki KOHUeHTpauii ¢oykoHa3ony Yy LWKipi, WO MepeBULLYIOTb CMPOBATKOBI, [AOCArat0oTbCA Yy POroBOMY LUapi, enigepmici, gepmi Ta noTi. ®nykoHason
HaKOMMYY€ETLCA Y POroBomy Lwapi. Mpw 3actocyBaHHi fo3u 50 Mr 1 pa3 Ha f00y KOHUeHTpauis hiyKoHasony nicns 12 AHiB NikyBaHHSA CTaHOBWMA 73 MKT/T, a Yyepes
7 QHIB Nicns 3aBepLUEHHSA NiKyBaHHA KOHLEHTpaLis BCe We cTaHoBuna 5,8 Mkr/r. MNpwu 3actocyBaHHI 031 150 Mr 1 pa3 Ha TUXKAEeHb KOHLEHTpaLis q1yKoHa3ony Ha
7 feHb NiKyBaHHA cTaHoBMNa 23,4 MKI/T; Yyepes 7 AHIB Nicis 3aCTOCYBaHHA HACTYMHOT 103K KOHLEHTpaLisi Bce Wwe ctaHoBuna 7,1 MKr/r.

KoHueHTpauia diykoHasony B HIrTax nicna 4 micayis 3actocyBaHHs 150 mr 1 pa3 Ha TxKAaeHb ctaHosuna 4,05 MKr/r y 340poBux f06poBonbLiB Ta 1,8 MKI/r npu
3aXBOPHOBAHHAX HIrTiB; o1yKOHA30/1 BU3HAYaBCA Y 3pa3kax HIrTiB yepes 6 MicALiB Micns 3aBepLUEHHS Teparii.

BioTpaHcdopmalLiisi.

®nyKoHa30/1 MeTabosi3yeTbCA HE3HAYHOK MipOK0. [py BBeLEHHI 403K, MiYeHOT pagioakTMBHUMM i30Tonamu, nvwe 11 % ¢ykoHa301y eKCKPeTYETbCSA 3 CeYero y
3MiHeHoMY BuUrnsAi. ®nyKoHa30M1€ NOMipHUM iHriGiTopoM i3oepmeHTiB CY P2C9 Ta CY P3A4, a TaKOX MOTY>XXHWUM iHri6iTopom isoepmeHTy CY P2C19.
BuBefeHHS.

Mepiog HaniBBMBELEHHA (h/lyKOHA30/1Y i3 Mna3mMn KpoBi CTaHOBUTb 6/1M3bK0 30 roguH. binblia YacTuHa npenapaTy BUBOAUTLCA HUPKamu, npuyomy 80 % BBeeHOI
[10311 BUSBNSIETLCS Y CeYi B He3MiHEHOMY CTaHi. KnipeHc diykoHa3ony nponopuinHmid 4o KnipeHcy KpeaTuHiHy. LIpKynoymx MeTaboniTis He BUSIB/EHO.

TpuBanuii nepiof HaniBBMBEAEHHS MpenapaTy 3 NJasMu KPOBi Aa€ MOX/MBICTb Pa30BOr0o 3acTOCYBaHHS MpenapaTy Mpy BariHalbHOMY KaHAMA03i, a TakKoX
3acTocyBaHHA npenapaty 1 pa3 Ha TVXAEHb NMPU iHLWKX NOKa3aHHAX.

HunpKoBa HeOCTATHICTb.

Y nauieHTIB i3 HUPKOBOK HELOCTATHICTIO TAXKOro CTyneHs (LUBUAKICTb Ky604KOBOT (ifibTpaui’ < 20 Mn/xB) nepiof HaniBBrBeAeHHS 36inbLyeTbes 3 30 roguH 40
98 roguH. Tomy Ui KaTeropii nawieHTiB HEOOXIAHO 3MEHLLUMTIU A03Y PIyKoHa3o/y. PyKOHa30/1 BUAANAETLCA LUASAXOM remMogianisy, Ta MEHLIOK MIpOH — LLISXOM
iHTpanepuToHeanbHOro gianisy. CeaHc remogianisy TpmMBanicTio 3 roAMHN 3HUXKYE PiBEHb (hyKOHA30/y Y nniasmi KpoBi NpubamsHo Ha 50 %.

NakTauis.

KoHueHTpauii hnykoHa3ony y nnasmi i MaTepuHCbKOMY MOJIOLL BNPOAOBX 48 roguH nicns npuiniomy ofHOpa3oBoi Ao3u 150 Mr npenapaty AundtokaH ouiHoBann y
X0[i (hapMaKOKIHETUYHOIO AOCNIPKEHHS 38 YHaCTHO LecATH XIHOK Y nepiogi nakrauii, AKi TMM4acoBo abo NOCTINHO NPUMUHWAM FOLYBATU CBOIX HEMOB/AT IPYALHO.
Y MaTepuvHCbKOMY MOOL (hyKOHA301 BUSIBUM Yy CepeaHili KOHUeHTpauil npmbnnsHo 98 % Big Toi, WO BiAg3Ha4anu y nnasmi matepi. Yepes 5,2 rogunH nicns
NpUIOMy [031 CepefHs NiKoBa KOHLEHTpaLis Y MaTepyHCbKOMY MOoLi cTaHoBWMa 2,61 mr/n. [o6osa go3a (iyKoHas30/1y, OTpMaHa HEMOB/IAIM 3 MaTePUHCBKOro
MOJIOKa (SIKWO MPUIAHATY CepefHE CNoXKMBaHHS Monoka 3a 150 Mn/kr/goby), po3paxoBaHa Ha OCHOBI CepefHbOi MiKOBOI KOHUEHTpauii y Monoui, Wo AOPIBHIOE
0,39 mr/kr/poby, ctaHoBUTL NPW6/M3HO 40 % Big 403K, PEKOMEHL0BaHOT HOBOHAPOKEHNM (BIKOM < 2 TUXHIB), abo 13 % Bij 031, PeKOMeH0BaHOT HEMOB/IATaM
[N15 NiKyBaHHA KaHAMA03Y CNU30BUX 060/IOHOK.

iTn.

[JaHi 3 hapmakoKiHeTUKM B6ynn ouiHeHi y 113 aiTei nig vac 5 gocnigpkeHb: 2 A0CiIKEHHS pa3oBOro 3acToCyBaHHS, 2 A0CiIpKeHHS 6araTopa3oBoro 3acTocyBaHHS Ta
1 foCnifKeHHSA HeJOHOLEHNX HOBOHAPOLKEHNX.

Micns BBefeHHA 2—8 Mr/Kr diyKoHas3ony AiTam Bikom Big 9 micauis go 15 pokie AUC cTaHoBMNa 6513bKo 38 MKr*roa/mn Ha 1 mr/kr gosu. lNicns 6aratopasoBoro
3acTocyBaHHS cepefHiil nepiog HaniBBMBEAEHHS (PIYKOHA30/y i3 M1a3Mu KpoBi BapitoBaBcA Mix 15 Ta 18 roguHamu; 06’em posnoginy ctaHoBuB 880 MA/Kr. BinbLu
TpuBaMIA Nepio HaniBBUMBEAEHHS 3 Ma3MU KPOBI, WO CTaHOBMB MPWGAN3HO 24 roavHu, 6yB Micns pa3oBOro 3acToCyBaHHS (hyKOHa30/y. Lleid nokasHuK €
CMniBCTaBHMM 3 NepiooOM HaniBBMBEAEHHS (D/1YKOHA30/y 3 NasMu KPOoBI NIiCiA pa3oBoro 3acToCyBaHHA 4031 3 MI/Kr BHYTPILLUHbOBEHHO AiTAM BiKOM Bif 11 AHiB 0
11 micsyis. O6’eM po3noginy y nauieHTIB L€l BIKOBOI rpynu CTaHOBUB 6/1M3bK0 950 MA/KT.

[ocBig 3acTocyBaHHS (h/lyKOHa30/ly HOBOHAPOMKEHUM OOMEXYETbCA (HapMaKOKIHETUYHUMW [AOCNIIKEHHAMU 12 HeIOHOLIEHUX AiTel i3 TepMiHOM rectauil
Npr6an3HO 28 TMXKHIB. CepefHiii BiK AUTUHW NpW BBEAEHHI NepLUOT 403K cTaHOBMB 24 roauHu (Big 9 Ao 36 rogmH); cepefiHs Bara npy HapogKeHHi ctaHosmna 900 r



(Big 750 go 1100r). Ans 7 nauieHTiB NPOTOKON AOCNIMKEHHSA OYN0 BUKOHAHO. MakcMyM 5 BHYTPILUHbOBEHHWNX [H’ €KL (yKOHa301y Y A03i 6 MI/Kr BBOAWIN
KOXHI 72 roguHun. CepefiHiiA nepiof HaniBBMBEAEHHS CTaHOBUB 74 roanHun (44-185) B nepLunii AeHb, NOTiM 3HM3MBCA A0 53 roguH (30-131) Ha 7-i AeHb Ta Ao
47 (27-68) Ha 13- feHb. Mnowa nig Kpusoto (MKr*rog/mn) craHoswna 271 (173-385) B nepwumii geHb, 36inbwmnnaca go 490 (292-734) Ha 7-i AeHb, MOTIM
3HM3munaca go 360 (167-566) Ha 13-/ geHb. O6’eMm po3noginy (Mn/kr) ctaHoBmB 1183 (1070-1470) y nepwinii AeHb, 36inbwyBaBca Ao 1184 (510-2130) Ha 7-i AeHb
Ta A0 1328 (1040-1680) Ha 13- feHb.

MawieHTW NiTHLOI O BIKY.

dapmakoKiHETUYHE AOCIIKEHHA MPOBOAMN 3a y4acTio 22 nauieHTiB (BiKOM Bif 65 pokiB), ki 3acTocoByBaiM 50 Mr qiykoHaszony nepopanbHo. 10 nauieHTiB
OAHOYacHO 3acTocoByBa/in AiypeTuKU. Cpgx CTaHoBuna 1,54 Mkr/mn Ta gocaranaca npotaroMm 1,3 roguHu nicna 3actocyBaHHA nykoHasony. CepegHa AUC
cTaHoBWna 76,4+20,3 mkr*rog/mn. CepefHiin nepiog HanisBMBeAeHHsA — 46,2 rognHun. Lii (hapMakoKiHETUYHI NOKa3HWKN € BULLMMUW NOPIBHAHO i3 aHaNoriYHUMK Y
300pOBMX LOOGPOBOMBLIB MONOALIONO BiKy. OfiHOUYaCHE 3aCTOCYBaHHA LiypeTUKIiB He Mano 3HA4YHOro BNAMBY Ha Cpg Ta AUC. TakoX KNipeHC KpeaTuHiHy (74 mn
/XB), BIICOTOK (D/TyKOHA30/MY, L0 EKCKPETYBaBCS i3 ceveto y HeaMiHeHoMy BUrnsagi (0-24 roamHu, 22 %), Ta HUPKOBUIA KnipeHc dnykoHazony (0,124 mn/xs/kr) y
nauieHTIB faHOT BIKOBOI Fpynu GY/iN HMXKUYMMM, HDDK aHATOTIYHI MOKa3HWKM Y MONOALINX A06POBONLLIB. TOMY 3MIHV (PapMakoKIHETUKM Y MALiEHTIB NITHLOrO BiKy
OYEBMAHO 3a/1eXaThb Bif napaMeTpiB PYHKLii HAPOK.

KniHiYHI XapaKTepUCTUKN.

Noka3aHHA.

AucniokaH® nokasaHuii Ans NikyBaHHA TaKUX rPUGKOBMX iHAEKLLII y Aopocnnx (auB. po3fin «dapmMakoanHaMiKa»):

- [ocTpwii BariHanbHWUIA KaHAWA03, KONW MiCLieBa Tepanisi He € A0LiNIbHOH.

- KaHanao3Huin 6anaHit, Kom MicLieBa Tepanisi He € A0LINbHOH.

Tepanito npenapaToM AudniokaH® MoXXHa po3noUmHaTK 10 OTPUMAHHS Pe3yNbTaTiB KyNbTypasbHUX Ta iHLWIMX NabopaTopHUX AOCNIAKEHb; OAHAK MiCNs OTPUMAHHS
pe3ynbTaTiB A4oCNiAKeHb NPOTUIHMEKLIHY Tepanito Cif CKOpUryBaTu BiAnoBiAHUM YNHOM.

Heob6xigHo 6paTi Ao yBaru ogiliiHi pekoMeHAawii WoAao BignoBiAHOMO 3aCTOCYBaHHA NPOTUIPUOKOBKX 3aC00iB.

MpoTuUnokasaHHs.

— [inepyyTMBICTb A0 PIYKOHA30/1Y, IHLMX a30/IbHUX CNONYK abo 40 6yAb-AKOi 3 JOMOMDKHUX PeYOBMH Mpenapary, 3a3Ha4yeHnX B po3gini «Cknag».

— OflHo4acHe 3acTocyBaHHsi (olyKOHa30/y Ta TepieHaAMHy nauieHTaM, SiKi 3aCTOCOBYHOTb (P/lyKOHa30/ 6aratopa3oBo y gosax 400 mr/go6y Ta suuwe (3rigHo 3
pe3ybTaTaMu SOC/IPKEHHA B3aEMOAIT 6aratopasoBoro 3aCToCyBaHHs).

— OfiHo4acHe 3aCTOCyBaHHA (P/IYKOHA30/1y Ta IHLIMX NIKApPCbKMX 3ac006iB, L0 NOAOBXKYHOTL iHTepBan QT Ta MeTaboni3yroTbea 3a gornomoroto epmeHty CYP3A4
(Hanpvknag uusanpuay, actemisony, niMosuay, XiHiguHy Ta epuTpomiumHy) (amB. po3ainm «OcobMBOCTI 3aCTOCYBaHHSA» Ta «B3aemopis 3 iHWMMK NiKapCbKUMM
3aco6amMm Ta iHLWWi BUAW B3aEMOLIN»).

B3aemogis 3 iHLUMMM NiKapcbKMMK 3aco6amMm Ta iHLi BUAM B3aEMOLIN.

[MpoTMnoKa3aHO CyMiCHE 3aCTOCYBaHHA (h1yKOHA30/1y Ta HUXKYe3a3HaYeHWX JIIKapCbKMX 3aC00iB.

Lim3anpua: noBigoMnsanocs npo po3BMTOK NOGIYHMX peakLiin 3 60Ky cepus, y TOMY YKCAi NP0 NapoKCU3MasibHY LLYHOUKOBY TaxikapAito TUMY «nipyeT» Y nauieHTiB,
AKI 0HOYaCHO 3aCTOCOBYBa/N (D/IYKOHA30/1 Ta umsanpui. KoHTposiboBaHe LOCNIAKEHHA MPOAEMOHCTPYBaO, L0 0AHOoYacHe 3actocyBaHHA 200 Mr giykoHasony 1
pa3 Ha foby Ta 20 mr umsanpugy 4 pasv Ha o6y Npv3BOAWMIO 4O 3HAYHOrO MIABULLEHHA PIBHA LM3anpuay y nnasmi KpoBi Ta A0 MOAOBXeHHS iHTepany QT.
OfHoYacHe 3aCTOCYBaHHS (PIYKOHA30/1y Ta L3anpuay npoTunokasaHe (aue. po3gin «poTunoKasaHHN»).

TepbeHagnH: Yepe3 BUMAAKN PO3BUTKY TSHKKUX CEPLEBUX apUTMil, CPUUYMHEHUX MOAOBXEHHAM iHTepBanly QTcC, Yy nauieHTiB, fKi 3aCTOCOBYBa/IM a30/1bHi




MPOTUIPUOKOBI NiKapCbKi 3aC06M OAHOYACHO 3 TepdieHaAMHOM, Oynn MpoBeAeHi AOCMIMKEHHA B3aeMOAil UMX npenapatiB. Y XOA4i OAHOI0 AOCNI[KEHHA Mpwu
3acTocyBaHHiI (hnyKoHa3ony y fo3i 200 Mr Ha goby He 6yno BUABNEHO NOAOBXKEHHS iHTepBasly QTc. IHWe JoCNiMKeHHS NpK 3acToCyBaHHI (1yKOHa30y y Ao3ax
400 mr Ta 800 Mr Ha 406y NPOAEMOHCTPYBASIO, L0 3aCTOCYBaHHA (PyKoHa3o/y y fo3ax 400 Mr Ha f06y ab0 BuLLEe 3HAYHO NiABULLYE PiBEHb TePMEHAANHY Y M1a3Mi
KPOBI MpW OAHOYaCHOMY 3acToCyBaHHI LMxX npenapaTiB. CymiCcHe 3acTocyBaHHS (hlykoHa3ony y gosax 400 mr abo Buwle 3 TepdeHagnMHOM NpoTUnoKasaHe (AMB.
po3ain «poTunokasaHHs»). Mpwu 3acToCyBaHHI (PyKOHA30/y Y f03ax HuK4Ye 400 Mr Ha o6y 04HOYACHO 3 TepeHaLMHOM CAif NPOBOAUTU PeTeIbHUIA MOHITOPUHT
CTaHy navjieHTa.

ACTEMI30/1: CYMiCHe 3aCTOCYBaHHS (P/1yKOHA30/1y Ta aCTEMI30/y MOXe 3MEHLUUTU KNipeHC acTemi3ony. CnpuumHeHe UMM MiABULLEHHA KOHLEHTpaLii acTeMizony y
nnasmi KpoBi MOXKe NPU3BECTM A0 NOAOBXEHHS iHTepBaly QT Ta Yy pifKiCHUX BUNagKax — A0 NapoKCU3MaibHOT LWTYHOUKOBOT Taxikapdii Tuny «nipyeTs». OgHovacHe
3aCTOCyBaHHA (hlyKOHA30/1y Ta acTeMi30y NpoTUnokasaHe (AuB. po3ain «poTUNoKasaHHN»).

Mimo3ung Ta XiHiAnH: CcyMicHe 3acToCyBaHHSA (D/1yKOHa30/y Ta NiMo3uay abo XiHifMHY MOXe NMPU3BOAMTU A0 MPUrHIYEHHS mMeTaboniamy nimo3sungy abo XiHiguHy,
X04a BiANOoBIAHMX AOCNILKeHb N vitro Ta in vivo He npoBoguau. MigBULLEHHA KOHLEHTpauiT nimo3ugy abo XiHiguHY y naasmi KpoBi MOXe CIPUYUHATY NOLOBXKEHHSA
iHTepBanly QT Ta Yy PIiAKICHMX BuNafkax MPU3BOAUTU 4O PO3BUTKY MapOKCM3MasIbHOT LUYHOYKOBOI Taxikapdii Tuny «nipyeT». OgHoyacHe 3acToCyBaHHS
(hnyKoHa30y Ta NiMo3unay abo XiHiguHy NpoTunokasaHe (AMB. po3ain «poTUNoKasaHHs).

EpnTpOoMILMH: OfHOYACHE 3aCTOCYBaHHA epUTPOMILMHY Ta (hIyKOHa30/1y MOXE MPU3BOAUTM L0 MIABULLEHHA PUSUKY PO3BUTKY KapAiOTOKCUYHOCTI (MOLOBXKEHHS
iHTepBany QT, NapoKcu3masibHa LWTYyHOUYKOBa TaxiKapAia TUny «nipyer») Ta, SK Hacnifok, [0 panToBOI CepLeBOi CMepTi. 3aCTOCyBaHHA KOMOIHALIT LIMX NiKapCbKUX
3ac06iB nNpoTunokasaHe (4AMB. po3ain «MpoTUNoKa3aHH:»).

He pekoMeHAYETLCA 0JHOYACHE 3aCTOCYBaHHA (DIYKOHA30/1y Ta HMKYe3a3HAYEHMX JTIKAPCbKMX 3aC00iB.

ranoaHTpuH: (IyKOHA30/1 MOXE CMPUYMHUTU MiABMLLEHHS KOHUEHTpauii ranogaHTpuHy Yy nnasmi KpoBi 3a paxyHOK npurHideHHs CYP3A4. OpHouacHe
3aCTOCYBaHHA LMX JIIKAPCbKMX 3aC00IB MOXE MPU3BOAUTY L0 NIABULLEHHA PU3NKY PO3BUTKY KapLiOTOKCUMYHOCTI (MOAOBXeHHS iHTepBany QT, nmapokcu3MasibHa
LLTYHOYKOBA Taxikapiif TUny «nipyeTt») Ta, AK HacMifoK, A0 panToBoi cepueBol cmepTi. Cnif YHWKATV 3aCTOCYBaHHA KOMOIHALIT LMX NiKapCbKUX 3aco6iB (4uB.
po3ain «Oco6/IMBOCTI 3aCTOCYBaHHSI»).

CyMiCHe 3aCTOCYBaHHSA (D/1YKOHA30/1y Ta HUXKYe3a3HauYeHNX NiKaPCbKKX 3aC00iB BYMArae 06epeXxxHoCTi.

AMiOfapoH: OfHOYacHe 3aCTOCyBaHHA (hlyKOHa30/y 3 aMiofapOHOM MOXKe MPU3BECTM [0 MOLOBXeHHs iHTepsasly QT. ®PniyKoHas3o/n cnif 3 06epexHicTio
3aCTOCOBYBaTW pa3oM 3 aMiofapoHOM, 0C06/IMBO Y pasi NpU3HaYeHHs BUCOKOT 4031 hykoHaszony (800 mr).

CyMiCHe 3aCTOCYBaHHSA (D/1YKOHA30/1y Ta HUXKYe3a3HaUYEHWNX NiKAPCbKMX 3aC00iB BUMArae 06epeXxxHOCTI Ta KOPUTYBaHHSA JO3W.

- Bname iHWKMX NikapCcbKmx 3aco6iB Ha qoyKoHason.

JocnipkeHHs B3aeEMOZIT MPOAEMOHCTPYBa/M, L0 MepopasibHe 3aCTOCyBaHHSA ()lyKOHa30/1y OfHOYACHO i3 BXXMBaHHAM Xi, MPUAOMOM LUMMETUAMHY, aHTauuais abo
noanbLLUMM ONPOMIHEHHSIM YCbOTr0 TiNa 41 nepecaiky KiCTKOBOro MO3KY He Mae KNiHIYHO 3Ha4yLLLOoro BnavBy Ha abcopbuito (hlyKoHas3ony.

PuchamniynH: ofHoYacHe 3acTOCYBaHHS (PIYKOHA30/ly Ta pudamniuvHy npus3Boanno Ao 3HmkeHHs AUC Ha 25 % Ta ckopodyBasio nepiof HaniBBUBELEHHS
(hnykoHasony Ha 20 %. Tomy /19 nawieHTiB, fKi 3aCTOCOBYOTb pUamMniumH, Cif po3riaHYTU JOLINBHICTb NiABULLEHHSA A03M (/TYKOHA30/1y.

ligpoxnopoTiasug: y AOCNiMKeHHI (papMakKOKIHETUYHOT B3aEMOAIT OfHOYacHe GaraToKpaTHe 3aCTOCyBaHHSA TifpOoXnopoTiasuay 340p0BUM A06POBOMLLUAM, SKi
OTpUMyBa/IM (h/TYKOHA30/, MiABULLYBa/IO KOHLUEHTpaLito hyKoHas3ony y nnasmi Kposi Ha 40 %. Taki napameTpu B3aEMOAIT He BUMaratoTb 3MiH Y peXXumi go3yBaHHS
(DNyKOHa30/y AN5 NaLieHTiB, AKi 04HOYACHO OTPUMYHOTb CEYOTiHHI 3aco6u.

- Bnnme thnykoHa3ony Ha iHLWi nikapcbKi 3aco6u.

®1lyKoHa30M € NOMipHUM iHri6iTopom uutoxpomy PA50 (CYP) isodepmeHTy 2C9 Ta 3A4. ®iyKOHa30/1 € MOTY)KHUM  iHri6iTopom i3odepmeHTy CY P2C19. Ha
AOAATOK [0 CMOCTEPeXyBaHWUX/AOKYMEHTaNbHO MiATBEPMAKEHMX B3aEMOAIN, L0 ONMCaHi HMXKYe, NpY 04HOYACHOMY 3aCTOCYBaHHI 3 (P/lYKOHa30/10M iCHYE PU3MK
NiABWLLEHHS Y NMa3Mi KpoBi KOHLEHTpPaUi iHWKXX cnonyk, wo Metabonisytoteca CY P2C9, CYP2C19 ta CY P3A4. Tomy 3aCcTOCOBYBaTU Taki KOMGiHaLiT npenaparTis
Cnif 3 06epeXHICTIO; NPy LbOMY HEOOXIAHO PeTesIbHO CrOoCTepiraTy 3a CTaHOM nauieHTiB. MpurHidyBaibHa i (1yKOHA30/1y Ha (DepMeHTU 36epiraeTbeca NpoTArom




4-5 pi6 nicng oro 3acTocyBaHHA Y 3B’A3KY 3 MOr0 TpUBa/IMM Mepiogom HaniBBrBeLeHHS (AMB. PO34in «POTUMNOKA3aHHS»).
AnbeHTaHin: nifg Yac OAHOYACHOrO 3aCTOCYBaHHA asbeHTaHiny y Ao3i 20 MKI/Kr Ta (nykoHasony y fo3i 400 Mr 340poBUM A06POBO/MLLAM CrocTepiranocs
ABOKpaTHe 36inbeHHs AUC g, MOXNMBO Yepe3 iHribysaHHsA CY P3A4. Moxe 6yTy HEO6XiAHUM KOPUTYBaHHSA 03U anb(eHTaHiny.

AMITPUNTUAIH, HOPTPUNTUAIH: (P1YKOHA30/1 NMOCUMIOE AIK0 aMITPUNTUAIHY Ta HOPTPUNTUNIHY. PEKOMEHAYETLCA BUMIPHOBATU KOHUEHTpau i S5-HOPTPUNTUAIHY Ta
/abo S-amiTpUNTUNIHY Ha NOYaTKy KOMBIHOBaHOI Tepanii Ta yepe3 1 TWXKAeHb. Y pasi He0O6XIAHOCTI Cnif, BIAKOPUTYBaTY 03y aMITPUNTUAIHY/HOPTPUNTUNIHY.
AmoTepuumH B: ofHo4YacHe 3acToCyBaHHSA (DIYKOHa30/y Ta aMgoTepuumHy B iH(ikoBaHMM MuLWaM i3 HOPMaibHUM IMYHITETOM Ta iH(iKOBaHUM MuLIaM 3i
3HVKEHUM IMYHITETOM [ano TaKi pe3ynbTaTu: HEBEMKUIA afUTUBHUIA NPOTUIPUOKOBUIA edeKT npu cucTeMHii iHgekuii C. albicans, BiagCyTHICTb B3aemopii npu
BHYTPiLLHbOYepenHii iHgekuii Cryptococcus neoformans Ta aHTaroHi3M [BOX MnpenapatiB npyu cUcTeMHIM iHdekuiT Aspergillus fumigatus. KniHiuHe 3HayeHHs
pe3y/nbTaTiB, OTPUMAaHNX Y X041 UMX JOCNiIKeHb, HEBIAOME.

AHTUKOAryNnsaHTW: SK i NPY 3aCTOCYBaHHI iHLWMX a30/IbHUX NPOTUIPUOKOBMX 3aC06iB, NPY 0fHOYACHOMY 3aCTOCYBaHHI (hlyKOHa30/1y Ta Bap(hapuHy NoBifLOMNANOCS
Mpo BWNAaLKM PO3BUTKY KPOBOTeY (remMaTom, HOCOBOI KPOBOTEYi, LUMYHKOBO-KULLIKOBMX KPOBOTEY, rematypil Ta MefieHW) Yy MOELHAaHHI 3 MOAOBXEHHAM
NMPOTPOMBIHOBOr0 Yacy. Npu ofHOYaCHOMY 3aCTOCYBaHHI (D/1yKOHA30/1y Ta BapdapuHy crocTepiranocs ABOKpPaTHe MiABULLEHHA NPOTPOMBIHOBOIO Yacy, MMOBIPHO,
BHaCNigoK NpUrHivyeHHs metabonismy BapdapuHy vepes CYP2C9. Cnig peTeibHO KOHTPO/OBATK NPOTPOMOIHOBMIA Yac y NauieHTiB, AKi 0f4HOYaCHO 3aCTOCOBYHOTh
KyMapWHOBI aHTUKoarynsaHTn abo iHaaHeaioH. Moxke 6y T HeOOXIHOK KOPEKLia 1031 aHTUKOoarynsHTa.

BeH3ogiaseniHn KOpPOTKOT fii, Hanpuknag migasonam, Tpuasonam: Mpu3HadYeHHs (IyKoHas301y Micns nepopaibHOro 3acTocyBaHHSA MifasonaMmy Npu3BOAMIO [0
3HAYHOrO MiABULLEHHA KOHLEHTpaLiT Mifa3oniamy Ta A0 NOCUMIEHHS NMCUXOMOTOPHUX ethekTiB. OAHOYaCHe 3acToCyBaHHA iykoHaszony y fo3i 200 mr Ta mMigasonamy
y A03i 7,5 Mr nepopasibHO Npu3soamno ao nigsuweHHs AUC Ta nepiofy HaniBB/MBeAeHHSA Migasonamy y 3,7 Ta 2,2 pasa BifnoBifgHO. 3aCTOCyBaHHSA (P/TYKOHa30/y Y
po3i 200 mr/goby Ta 0,25 Mr Tprasonamy nepopasibHO NpPU3BOAMM0 A0 nigsuueHHs AUC Ta nepiogy HaniBBvBeAeHHs Tpuasonavy y 4,4 Ta 2,3 pasa BijnoBifgHO.
Mpy ogHOYaCHOMY 3acCTOCyBaHHI (PIyKOHa30/y Ta Tpurasonamy CnocTepiranocs NOTeHLiOBaHHA Ta NPOMOHrauis eqekTiB Tpuasonamy. HKWO MauieHTy, SKWid
MPOXOANTb KYpC NiKyBaHHS (hlyKOHA30/10M, CNif, OAHOYACHO NPU3HAYMTK Tepanito 6eH3oAiaseniHaMu, [03y OCTaHHIX CNif 3MEHLUTW Ta BCTAaHOBUTU HaNIEXHWUIA
Harnsg 3a CTaHOM naujieHTa.

KapbamaseniH: (yKoHa301 NpUrHiyye metaboniam kapbamaseniHy Ta CpUUYMHAE NiABWLLEHHS PiBHSA KapbamaseriHy B cmpoBaTui Kposi Ha 30 %. ICHye pusuk
PO3BUTKY MPOSIBIB TOKCUYHOCTI 3 B6OKY Kap6amaseniHy. Moxe 6yTy HeoOXiAHMM KOpPUryBaHHS 4031 KapbamaserniHy 3a/1eXXHO Bif PiBHA MOro KOHUEeHTpauil Ta aii
npenapary.

bnokaTopy Ka/nbLieBUX KaHaniB: AesKi aHTaroHICTM Kanblito (HideauniH, icpagunid, amnoguniH Ta enoauniH) metabonidyrotecs epmeHTom CYP3A4.
®1lyKOHa30/ NOTEHLIAHO MOXe MNifBULLYBaTU CUCTEMHY €KCMO3uLito 6/10KaTOPiB KasbLieBUX KaHaniB. PeKOMeHA0BaHWI peTeNbHUIA MOHITOPUHT LLOAO PO3BUTKY
NoGIYHNX peakLil.

Lienekokcn6: npu ogHOYaCHOMY 3acTocyBaHHI (hiykoHaszony (200 mr Ha fo6y) Ta uenekokcundy (200 Mr) Cpax Ta AUC Lenekokenby nigsuilysanmcs Ha 68 % Ta
134 % BignosigHo. Npn 0gHOYaCHOMY 3aCTOCYBaHHI LIeNeKOKCKOBY Ta (h/lyKOHa30/1y MOXKe 6y TU HEOOXiAHUM 3MEHLLEHHS 403U Lie/IeKOKCUOY BABIMi.

Limknochocthamip: ogHouacHe 3acTocyBaHHSA LMKnodochamigy Ta ¢hyKoHa301y NPU3BOANTL A0 NiABULLEHHS PiBHS 6inipy6iHY Ta KpeaTUHIHY B CMpOBaTLL KpoBi. Ll
npenapaTy MOXHa 3aCTOCOBYBATW O4HOYACHO, 3BaXKar0UM Ha PU3MK MiABULLEHHA KOHLEHTpauil 6inipybiHy Ta KpeaTUHIHY B CMPOBATLL KPOBI.

deHTaHIN: NoBIAOMAANOCS MPO OAMH NeTalbHUA BUNaAO0K IHTOKCMKALIT (heHTaHINIOM BHACNiAOK MOX/IMBOT B3aEMOAIT (heHTaHiny Ta qiykoHaszony. [Jo Toro X y
[OCNIKEHHI 32 y4acTio 3[40poBMX [06POBO/bLIB OYN0 NPOAEMOHCTPOBAHO, WO (IYKOHA30/1 3HAYHO YMOBIMbHIOBAB efiMiHauito (eHTaHiny. MigBuLeHHSs
KOHLEHTpaLiT (heHTaHiNly MOXe NPu3BeCTU 40 MPUIHIYEHHA AUXaHHSA, TOMY Clij PeTeNbHO KOHTPOBaTK CTaH nauieHTa. Moxe 6yTy HeoOXiHO KOpeKLis f03u
(heHTaHiNy.

IHri6iTopn MMI-KoA-pesykTasn: CymiCHe 3aCTOCyBaHHA (P/lyKOHa30/y Ta iHri6iTopis TMIM-KoA-peaykTasu, Wwo metabonisytotecs CYP3A4 (aTopBactaTviH Ta
cumBacTaTuH), abo iHri6iTopis TMI-KOA-pefyKTasn, Wwo metabonisytotbcst CY P2C9 (driyBacTaTuH), NigBULLYE PU3MK PO3BUTKY MionaTii Ta pabaomionisy. Y pasi
HeoOXiAHOCTI OIHOYACHOr0 3aCTOCYBaHHSA LIMX NpenapaTiB Cif PeTeflbHO CocTepiraT 3a NauieHToOM LWOAO BUHWKHEHHS CUMMNTOMIB MionaTii Ta pabaomMioniay i



MPOBOAUTM MOHITOPVHI PIBHA KpeaTUHKIHa3W. Y pasi 3HAuYHOro NiABMLLEHHA PIBHA KpeaTWMHKIHA3W, a TakoX Npu fiarHocTyBaHHI abo nifo3pi Ha MionaTito
/pabaomioni3 3acTocyBaHHs iHribiTopis TMIT-KoA-peayKTtasu ciif, npunuHUTK.

16pNTWHI6: nomipHi iHri6iTopn CYP3A4, Taki fK (yKOHa30/, NiABULLYIOTb KOHLEHTpaLito i6puTUHIOY B Nnasmi Ta MOXYTb NiABULLYBaTU PU3NK TOKCUYHOCTI.
AKWO HEMOX/MBO YHUKHYTWM KOMOIHaUii npenapaTiB, MOTPIOGHO 3HM3UTK A03Yy 16pUTUHIGY A0 280 Mr ofAuH pa3 Ha o6y (2 kancynu) 3 MeTOK MPOAOBXKEHHS
3aCTOCYBaHHS IHri6iTOpY Ta 3a6e3ne4nTy NOCTINHWUIA KNIHIYHWMIA MOHITOPUHT .

IBakaTOp: 04HOYACHE 3aCTOCYBaHHSA iBaKaTopy, peryndaropa TpaHcMeMbpaHHoi nposigHocTi npu Mykosicumaosi (CFTR), 36iibLwmnio ekcrnosuLito iBakadtopy B
3 pasn Ta ekcnosuuito rigpokcumeTuniBakadropy (M1) y 1,9 pasa. MNMauieHTam, SKi 0AHOYACHO NPMIAMatoTb NOMipHI iHriGiTopy CYP3A, Taki SiK (hnykoHas3on Ta
epUTPOMILNH, PEKOMEH0BAHO 3HM3UTY [03Y iBakaTopy A0 150 Mr ofMH pa3 Ha ooy .

Onanapu6: nomipHi iHri6iTopn CYP3A4, Taki K (p/1yKOHa30/1, 361/bLWYH0Th N1a3MOBI KOHLEHTpaLiT onanapuby; iX 0gHOYaCcHE 3aCTOCYBaHHSA He PEKOMEHAYETLCA.
AKLWO TaKoi KOMGIHaLLIT He MOYKHa YHUKHYTU, NPUInOM onanapuby o6mMexyroTs go3amu 200 Mr agidi Ha fo0y.

IMyHOCYnpecopy (Hanpuknag LKIOCNOPYH, eBepONiMyc, CUPONIMYC i Takponimyc).

LIMknocnopuH: (hnyKoHa3on 3Ha4YHO MifBuLLye KoHueHTpauito Ta AUC umknocnopuHy. lMpu ogHoYacHOMY 3acTocyBaHHI (hiykoHaszony y fosi 200 mr/goby Ta
LUMKNOCNOPUHY Yy [03i 2,7 Mr/kr/goby cnocTepiranocs 36inbweHHs AUC yuknocnopuHy y 1,8 pasa. Lli npenapaT MOXHa 3aCTOCOBYBaTV OHOYaCHO 3a YMOBU
3MEHLLEHHS [03V LMKIOCNOPUHY 3a/1eXKHO Bif MOro KOHLEeHTpaLii.

EBeponimyc: xo4a focnifkeHb in vitro Ta in vivo He NPoBOAWM, BIIOMO, WO (TyKOHA30/1 MOXe MifBULLYBaTN KOHLEHTPaLit0 eBepoiMyCy B CMpOBaTLi KPOBi Yepes
npurHiyeHHs CY P3A4.

Cuiponimyc: thilyKoHa30/ NifBULLYe KOHLEHTPALLi0 CUPONiMycy Y nnasMmi KpoBi, AIMOBIPHO, LLISXOM MPUTHIYeHHs MeTabonisMy cuponimycy epmeHtom CY P3A4 Ta
P-rnikonpoteiHom. Lli npenapatv MOXHa 3aCcTOCOBYBAaTWM OJHOYACHO 3a YMOBW KOPUTYBaHHA [0O3U CUPONIMYCY 3a/IeXXHO Bif PiBHA KOHLUEHTpauil Ta edqekTis
npenapary.

Takponimyc: thilyKoHa30/1 MOXe NifBuULLYyBaTK KOHLEHTpaLiT TakponiMycy B CMpOBaTL,i KpoBi A0 5 pa3iB npu Moro nepopasibHOMY 3aCTOCYBaHHI Yepe3 NPUrHiYeHHs
meTaboniamy Takponimycy ¢epmeHToM CYP3A4 y KuweyHuky. [py BHYTPILUHbOBEHHOMY 3aCTOCYBaHHI TaKpoO/iMyCy He CrocTepiranocs 3HauyHWX 3MiH
(hapMakoKiHeTVKW. TMigBULLEHI PiBHI TakponiMycCy acoLilolThbCA i3 HePPOTOKCMYHICTIO. [lo3y Takponimycy A/ MepopasibHOro 3acTOCYBaHHA CAif 3HVKYBaTU
3a/1eXKHO Bif, KOHLEHTpaLiT Takponimycy.

JlozapTaH: yKoHa3on NpurHivyye Metaboniam nosapTaHy A0 MOro akTuBHoOro metabonity (E 31 74), wo 06ymoBtoe GiNbLUy YaCTUHY aHTaroHi3My [0 peLenTopiB
aHrioTeHauHy |l nig vac 3acTocyBaHHs no3apTaHy. PeKOMeHA0BaHO 3A4iAICHIOBAT NOCTIHNIA MOHITOPUHI apTepiasibHOro TUCKY Y MaLieHTiB.

MeTagoH: (h/lyKOHa30/1 MOXKe NifBULLYBaTU KOHLEHTpaLito MeTafloHy Yy cmpoBartLi KpoBi. [py 04HOYaCHOMY 3aCTOCYBaHHI MeTafloHy Ta (P/1lyKOHa30/1y MOXe 6yTu
HeoO6XiHNM KOPUTYBaHHS 03U METafOHY.

HecTepoigHi npoTusananbHi npenapaTw (HIM3MM): npy ogHoYacHOMY 3aCTOCyBaHHI 3 (hTyKOHa30/10M Cax T2 AUC dnypbinpodeHy nigsuiysanmca Ha 23 % Ta

81 % BiANOBIAHO MOPIBHAHO 3 BIAMOBIAHMMMN NMOKa3HMKaMU NMPU 3aCTOCYBaHHI TifibkKu (hyp6inpodeHy. AHasIorivyHoO Npy 04HOYACHOMY 3aCTOCYBaHHI (P/TlyKOHA30/1y 3
pauemiyHum i6ynpogeHom (400 Mr) Crax T& AUC hapmakonoriyHo akTMBHOrO isomepy S-(+)-ibynpodeHy nigsuiysanucs Ha 15 % ta 82 % BiANoBIAHO, MOPIBHAHO
3 TaKMMK MOKa3HMKaMM NMpu 3aCTOCYBaHHI Ti/IbKW paLemMiyHoro i6ynpogeHy.

Xoua cneuianbHUX AocnifXeHb He NPOBOAUIM, (hTyKOHA30/1 MOXe MigBULLYBaTU CUCTEMHY ekcno3uuito iHWux HIM3IM, wo metabonisytoTbes CY P2C9 (Hanpuknag,
HanpPOKCEeHY, NIOPHOKCUKaMy, MeIoKCUKaMy, AMKIogeHaKy). PeKOMeHA0BaHO NepiognyHO 3AiACHI0BATM MOHITOPUHI MOBIYHMX peakuili Ta TOKCUYHWUX MPOsBIB,
noB’a3aHuX i3 HI3IM. Moxe 6yTn noTpibHe kopuryeaHHsa fo3u HIM3I.

@eHITOIH: (hyKOHa30N NPUrHivyye metaboniam (eHiTOIHY B nediHui. OaHovacHe 6GaraTopa3oBe 3acTocyBaHHA 200 Mr (ykoHa3ony Ta 250 Mr (DEHITOIHY
BHYTPILLUHLOBEHHO MPU3BOAMTL A0 NiABuLeHHA AUC,, (heHiToiHY Ha 75 % Ta C,in Ha 128 %. Mpn ogHoYacHOMY 3aCTOCYBaHHI LMX /TIKApPCbKMX 3acobiB Chif
NPOBOAMNTN MOHITOPUHT KOHUEHTpaL i PeHITOIHY Yy CMpoBaTLi KPOBI AN YHUKHEHHSA PO3BUTKY TOKCUYHOT il (PEHITOTHY.

[MpesHi30H: NOBILOMNAMOCA MPO BUMAA0K, KOMM Y NauieHTa Nicis TpaHcnaaHTauii neviHKU Ha TAi 3aCTOCYBaHHA MpPefHI30HY PO3BMHYMAcA rocTpa HefoCTaTHICTb



KOpW HaJHMPKOBKX 3a/103, WO BUHUKNAA NICNSA NPUNMHEHHA TPUMICAYHOro Kypcy Tepanii hlyKoHa30/10M. MPUMNMHEHHS 3aCTOCYBaHHS (P/1yKOHa30/1y, MMOBIPHO,
CNpUYNHUIO NocuneHHs aktuBHocTi CY P3A4, Wwo npu3seno A0 NPUCKOPeHHA MeTaboniamy npefHi3oHy. Cnif peTenbHO CTEXWUTU 3a NauieHTamu, AKi NpoTArom
TPMBAIOrO Yacy OAHOYACHO 3aCTOCOBYHOTb (D/IYKOHA30/1 Ta NPEeAHI30H, 3 METOK TOMepeiyKeHHA PO3BUTKY HEAOCTaTHOCTI KOPW HAAHMPKOBMX 3a/103 Nicns
MPUMMUHEHHS 3aCTOCYBaHHA (D/TyKOHA30/Yy.

Puchaby TuH: hnyKoHa30n NifBuLLYe KOHLEHTpaUito putabyTUHy B cMpoBaTLi KPOBI, WO Npr3BoANTb 40 36inbleHHs AUC pudabyTuny 1o 80 %. Mpu ogHOoYacHOMY
3acTocyBaHHI (P/1yKOHa30/y Ta prdadbyTvHY NOBISOMIANOCA NPO BUMALKM PO3BUTKY YBEITY. Mpy 3aCTOCYBaHHI Takol KOMOIHALLIT NiKapCcbKKx 3acobiB cnif 6patv Ao
yBarv CUMNTOMM TOKCUYHOT AiT pucabyTuHy.

CaksiHasip: ¢nykoHason nigsumuye AUC Ta Cp o CakBiHaBipy npnbnnsHo Ha 50 % Ta 55 % BiANOBIAHO Yepe3 NPUrHidYeHHs MeTaboni3My CakBiHaBipy Y MeyiHLi

(hepmeHTOM CY P3A4 Ta yepes iHribysaHHsA P-rnikonpoTteiHy. Bsaemogii MidXX (h1yKOHa30/10M Ta CakBiHaBipOM/PUTOHaBIPOM He [0C/iAKYBa/IUCA, TOMY BOHU MOXYTb
OyTu 6iNbLL BUpaXXeHNMMW. MoXe 6y T He0OXigHMM KOPUTyBaHHS 031 CaKBiHaBipy.

MoxifgHi CyNb(OHINCEYOBMHM: NPXU OLHOYACHOMY 3aCTOCYBaHHI (0lyKOHA30/1 MPOIOHIYE Mepiog HaniBBMBEAEHHSA MNepopasibHUX MOXIAHUX CYNb(OHINCEHOBUHN
(xnopnponamigy, rnieHknamigy, rniniaugy Ta Tonéytamigy) npu ix 3acToCyBaHHiI 340p0BUM L0OPOBO/bLAM. PEKOMEHAYETHCA NPOBOAUTUN YaCTUIA KOHTPO/Ib LYKPY B
KpOBI Ta BifNOBIAHNUM YNHOM 3HVKYBATK J03Y MOXIAHNX CY/b(OHINCEYOBUHM NPY OLHOYACHOMY 3aCTOCYBaHHI i3 (D/1yKOHa30/10M.

TeoqpiniH: y nnauebo-KOHTPONLOBAHOMY AOCMIIKEHHI B3aEMOAIT npenapariB 3acTocyBaHHA (hlykoHa301y no 200 Mr npoTsarom 14 fHIB NPW3BEN0 A0 3HMKEHHS
cepeHbOro KipeHcy TeodiniHy B nnasmMi KpoBi Ha 18 %. 3a nauieHTamu, SKi 3aCTOCOBYHOTb TEOQINiH Y BUCOKUX A03axX ab0 SKi MaroTb MiABULLIEHNIA PU3NK PO3BUTKY
TOKCUYHUX NPOSABIB TeOMINiHY 3 IHLWMX MPUYKUH, CNif BCTAHOBUTM Harnsag, WOAO BUABNEHHSA O3HAK PO3BUTKY TOKCUYHOI Aii TeodiniHy. Tepanito cif 3MiHATY npu
MosiBi 03HaK TOKCUYHOCTI.

TohaunTuHI6: BNANB TOhaUUTUHIBY 3pocTae NPU OAHOYACHOMY 3aCTOCYBaHHI 3 NiKapCbKMMKM 3acob6amu, SKi NPM3BOAATL 40 NOMIpHOro iHridyBaHHs CY P3A4 Ta
MOTY>XHOr O iHribyeaHHa CY P2C19 (Hanpviknag, ¢lyKoHa3os). ToMy peKOMeHA0BaHOo 3HU3UTK J03Yy ToPaunTUHIOY 40 5 Mr 04WH pa3 Ha o0y B KOMOiHAUifX 3 LMy
npenaparamu.

Ankanoign 6apBiHKy: Xo4a BiLNOBILHUX [OCMILKEHb He MPOBOAWAM, (hYKOHA30/, MMOBIPHO, Yepe3 iHridyBaHHA CYP3A4, MOXe CNpUYUHATA NiLBULLEHHA
KOHLEeHTpaLiT ankanoigiB 6apBiHKy y nna3Mi KpoBi (Hanpyknag BiIHKPUCTUHY Ta BIHGNACTMHY), LLO NPU3BOANTbL A0 PO3BUTKY HEMPOTOKCUYHNX eqEKTIB.

BiTamin A: nosigomnsnocs, Wo Yy nauieHTa, SKUA OAHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCNOTY (KUCNOTHa (opma BiTamiHy A) Ta (1yKoHason,
crnocTepiranncs NobiyHi peakuii 3 60Ky LeHTpanbHOI HepsoBoi cuctemu (LLHC) y dopmi nceBAoTyMOpY ro/IOBHOrO MO3KY; [LaHWI eqeKT 3HWK nicns BiAMIHM
(hnykoHasony. Lli nikapcbKi 3ac061 MOXHa 3aCTOCOBYBaTV OAHOYACHO, afe cnif nam’aTaTtv Npo pUsnK BUHUKHEHHS NO6IYHNX peakuiil 3 60Ky LIHC.

BopukoHason (iHri6iTop CYP2C9, CYP2C19 Ta CYP3A4): ogHO4YacHe 3aCTOCYBaHHA BOPMKOHa301y nepopasibHo (Mo 400 Mr KoXHi 12 rognH npotaroM 1 AHs, NoTim
no 200 Mr KoXHi 12 roguH npoTtarom 2,5 AHiB) Ta (hyKoHa3ony nepopaibHo (400 Mr B neplunini AeHb, NoTiM no 200 MI KOXHI 24 rogvH1 NpoTsaroM 4 fHis) 8
340pOBMM [06POBO/LLIAM HOMOBIYOT CTATI NPU3BENO A0 NiABULLEHHA Chax Ta AUC BOPMKOHa30/y B cepefiHboMy Ao 57 % (90 % Al: 20 %, 107 %) ta 79 % (90 %

Al: 40 %, 128 %) BignosigHo. HeBigoMo, UM NPU3BOAMTL 3HMXKEHHSI 403M Ta/abo 4acTOTM 3aCTOCYBaHHA BOPUKOHA30/y abo (hlyKOHa30/1y [0 YCYHEHHSI Takoro
edekTy. Tpn 3acTocyBaHHI BOPWMKOHA30/ly Micns (hIyKOHAa30My Chif NPOBOAWUTU CMOCTEPEXEHHS LWWOA0 PO3BUTKY MOGIYHMX eqeKTiB, acouilioBaHUX i3
BOPMKOHA30/10M.

3npoByavH: dnykoHason nigsuwye Cpg 7@ AUC 31aoByanHy Ha 84 % 1a 74 % BifNOBIAHO, L0 3YMOBNEHO 3HVKEHHAM K/TipeHCY 3UA0BYAMHY NpUbansHo Ha 45 %

npy Moro nepopanbHOMY 3acTOCyBaHHi. Mepiof HaniBBMBEAEHHS 3UA0BYAMHY OYyB TaKOX MOAOBXEHWUI Npubnv3Ho Ha 128 % nicns 3acTocyBaHHS KOMOIHaUii
(hNyKOHa301y Ta 31A0BYAMHY. 3a NauieHTaMu, SIKi 3aCTOCOBYHOTb TaKy KOMOGIHaAL|it0 MiKapCbKUX 3aco6iB, cnif cnocTepirat WoA0 PO3BUTKY MOGIYHUX peakLii,
MOB’A3aHMUX i3 3aCTOCYBaHHAM 31A0BYANHY. MOXHA PO3rNSHYTU A0OLiNbHICTL 3HVKEHHS 403U 3UA0BYAVHY.

A3NTPOMIUMH: Y XOAi BiAKPUTOro paHAOMi30BaHOr0 TPUCTOPOHHLOTO MEPEXPECHOTO AOCNILKEHHSA, B AKOMY B3A/M yyacTb 18 340p0BUX AOOPOBO/LLIB, OLHIOBAIN
BMN/IMB a3UTPOMILMHY Ta (PIYKOHA30/1y Ha (hapMakKOKIHeTVKY OAWMH OLHOr0 Npu 1X 04HOYaCHOMY NepopasibHOMY Pa30BOMY 3aCTOCYBaHHI y fo3ax 1200 mr ta 800 mr
BiANOBIAHO. XX0OAHMX 3HaYYLLMX (hapMaKOKIHETUYHMX B3aEMO/i BUSIBNEHO He BYnO.



[MepopanbHi KOHTpauenTusn: NPOBOAWUNOCA 2 (DapMaKOKIHETUYHMX AOCNILKEHHS 6aratopa3oBoro 3acTocyBaHHs (D/1yKOHa30/y Ta KOMOIHOBaHOro NnepopasibHoro
KoHTpauenTuea. Mpun 3acTocyBaHHi (hyKoHa301y Y A03i 50 Mr BN/MBY Ha piBeHb FOPMOHIB He 610, TOAI K NPKU 3acToCyBaHHI (hlyKoHa30ny y fo3i 200 Mr Ha 106y
crnocTepiranocs 36inbweHHa AUC eTuHinectpagiony Ha 40 % Ta neBoHoprecTpeny — Ha 24 %. Lie cBigunTb Npo Te, WO 6aratopa3oBe 3aCTOCYBaHHS (P/IyKOHa30/1y y
3a3HayYeHUnX [03ax HaBpsAL Y1 MOXKE BMMBATU Ha ePEKTUBHICTL KOMBIHOBAHOI O MEPOPa/IbHOr0 KOHTpaLenTmBa.

Oc061MBOCTI 3aCTOCYBAHHA.

[JepmaTodiTis. BignoBigHO A0 pe3ynbTaTiB AOCAIMKEHHS (hyKOHA30/1y AN NiKyBaHHA AepMaToqiTil y AiTeld, (hyKoHa30n He nepeBuLLyE rpu3eodynbBiH 3a
e(heKTUBHICTIO i 3arasbHUI NMOKa3HMK eheKTUBHOCTI CTaHOBUTL MeHLe 20 %. Tomy AudntokaH® He cnif 3acTOCOBYBATM A4S NiKyBaHHs fepMaTOiTil.
KpunTokoko3s. [loka3iB e(heKTUBHOCTI (hyKOHa30/1y ANs NMiKyBaHHS KPUMTOKOKO3Y IHLLMX fIOKani3auii (Hanpuknag NereHeBoro KpMNTOKOKO3Y Ta KPUMTOKOKO3Y
LUKipW) HeAOCTaTHLO, TOMY peKOMeHAaLil LLOAO L030BOM0 PEXMMY AN NiKyBaHHSA TaKUX 3aXBOPHOBaHb HEMAE.

["MBOKI eHAeMiYHI MiKO3W. [JoKa3iB e(PeKTUBHOCTI (hIyKOHA30/Y AN NiKYBaHHA iHLIMX (POPM eHAEMIYHUX MIKO3iB, TAKUX K MapakoKLMAi0if0MiKO3, riCTOMnIa3mMos Ta
LUKipPHO-NiMhaTUYHWIA CNOPOTPUX03, HEAOCTATHLO, TOMY PEKOMEHAL,IN LL0AO0 LO30BOr0 PEXUMY A/15 NiKyBaHHA TakMX 3aXBOPtOBaHb HEMAE.

Hupkosa cucTema. MauieHTam i3 nopyLleHHAM YHKLIA HAPOK npenapar C/if 3aCToCoBYyBaTU 3 06epeXHICTHO (AMB. po3ain «Cnoci6 3acToCyBaHHS Ta [031»).
HepgocTaTHICTbL HagHWPKOBYX 3a103. KeTOKOHa30/, K BiJOMO, CMIPUYMHSAE HEAOCTaTHICTb HAAHUPKOBMX 3a/103, | Lie TaKOX MOXe CTOCyBaTUCA (P/TyKOHA30/1y, Xo4a
crnocTepiraeTbCA pifko. HepocTaTHICTb HAAHMPKOBMX 3a/103, MOB'A3aHa 3 OAHOYACHMM JiKyBaHHAM MpPeAHi30HOM, onucaHa B po3gini «Bsaemofis 3 iHWMMK
NniKapcbK1MmM 3acobamu Ta iHLWI BUAM B3aEMOAin. Bnamne hilyKoHa30/y Ha iHLLI /TiKapCbKi 3aC00M».

enaTo6iniapHa cucTema. MNauieHTam i3 NOpyLIEHHAM (YHKLiA NeYiHKK npenapar Cnif 3aCTOCOBYBaTU 3 00EPEXHICTHO. 3aCTOCyBaHHS (h/lyKOHA30/1y acoL,itoBasioCs
3 BUHVKHEHHSAM PiAKICHUX BUMNAAKIB PO3BUTKY TSXKKOI renaToTOKCUYHOCTI, BK/KOYAOUM NeTasibHi BUNaAKM, FOIOBHUM YMHOM Y NALEHTIB i3 TAXKNMMU OCHOBHUMMU
3aXBOPHOBAHHAMM. Y BUMaAKax, KOMM PO3BMTOK rernaTOTOKCUYHOCTI acoLitoBaBCs i3 3aCTOCYyBaHHAM (1yKOHa30/y, He 6Yy/10 Big3HayYeHO 11 ABHOI 3a/1eXKHOCTI Bif,
3aranbHOi 4060BOI 403V NpenapaTy, TPUBaNOCTI Tepanii, cTaTi abo BiKy nauieHTa. 3a3BMyail renaToTOKCUYHICTb, CIPUYMHEHA (/TYKOHa30/10M, 060pOTHa, a i NposiBy
3HMKAKOTb NiCNA NPUNMHEHHS Teparii.

3a nauieHTamn, y SKMX NpKU 3acTOCYBaHHI ()YKOHA30/1y COCTepIraloTbCa BiXWUMNEHHA pe3ynbTaTiB PYHKLiOHaIbHMX NPO6 NeYiHKK, chif BCTaHOBUTW PeTeNibHUI
Harnsag WozAo Po3BUTKY BifbLL TSXKKOIO YPaXKEHHS NMEYiHKN.

MauieHTiB cnig npoiHopMyBaTh NP0 CUMMTOMMU, WO MOXYTb CBIAYMTU MPO CEPMO3HWUIA BMAMB Ha MeYiHKY (BMpaXXeHa acTeHisl, aHOpeKcid, NocTiiHa HyAdoTa,
61t0BaHHS Ta XXOBTSAHULS). Y TaKOMY BUMAAKY 3aCTOCYBaHHA (h/lyKOHA30/y C/if HeranHO NPUNMUHUTY Ta NPOKOHCY/IbTYBaTUCA3 NliKapeM.

CepueBo-cyanHHa cucTema. [eski azonu, y ToMy Yncni 1 piyKoHasos1, acoLitorThCA 3 NOAOBXKEHHAM iHTepBaly QT Ha enekTpokapgiorpami. ®yKoHa301 NOA0BXYE
iHTepBa QT LWNAXOM MPUTHIYEHHS BUNPAMAAOYOro Kaniesoro kaHany (ly,). MogoexxeHHs iHTepBany QT BHACMIAOK AiT IHWMX NIKAPCbKMX 3ac06iB (Hanpuknag
amioflapoHy) MOXKe MocuoBaTuca y pesynbTaTi NpurHivyeHHs gepmeHTty CYP3A4 yutoxpomy P450. MNosigoMnsanocs nNpo AyXke pPiaKiCHI BUNAAKW MOAOBXKEHHS
iHTepanly QT Ta NapoKCU3MasbHOT LLTYHOUKOBOI Taxikapil Tuny «mipyeT» Npu 3acTocyBaHHi npenapaty AudnokaH®. Taki NoBiflOMNEHHS CTOCYBanMCs NaLlieHTiB
i3 TAOKKUMUW 3aXBOPHOBAHHAMM NPU NOELHaHHI 6araTtbox (HaKTOPiB PU3NKY, TaKUMU K CTPYKTYPHI 3aXBOPIHOBAHHA CepLd, NMOPYLUEHHS eNIeKTPOIITHOr0 06MiHYy Ta
OfHOYaCHe 3aCTOCYBaHHSA IHLUMX NiKapCbKUX 3acobiB, WO BNAMBaOTL Ha iHTepBan QT. MauieHTV 3 rinokanieMietd Ta NPOrpecyroyord CepLeBotd HefoCTaTHICTIO
MaroTb MiABULLEHWI PUSNK BUHUKHEHHS 3arpo3/IMBUX NS XXUTTS LWTYHOUKOBUX apUTMIl Ta MapOKCM3Ma/IbHOT LUNYHOYKOBOT TaxikapAii TUny «nipyeTs.

Aundniokad® cnif 3 06epeXxHiCTI0 3aCTOCOBYBATU MaljieHTaM i3 PU3MKOM PO3BUTKY apuTMiid. OfHOYacHe 3aCTOCYBaHHS Pa3oM i3 NIKapChbKUMMK 3ac06amu, Lo
MPONOHIYIOTL iHTepBan QTc Ta MeTaboni3yoTbes 3a goromoror epmeHty CYP3A4 yutoxpomy P450, npotunokasaHe (AvB. po3aiin «poTUMNoKa3aHHA» Ta
«B3aemofis 3 iHLMMK NiKaPCbKMMK 3aco6ami Ta iHLLI BUAM B3aEMOAIN).

anoanTpuH. ManogaHTpnH € cybectpatom tepmeHTy CYP3A4 i nponioHrye iHTepBas QTC Mpu 3acTOCyBaHHI Y PeKOMEHAO0BaHUX TepaneBTUYHUX [03aX.
OfHOoYacHe 3acToCyBaHHA rasloaHTpUHY Ta (DIyKOHa30/y He PeKOMeHAyeTbCs (AMB. po3fin «B3aeMofis 3 IHWWMK NiKapCbKMMK 3acobamMu Ta iHWI BUAW
B3aEMOLil»).



JepmaTonoriyHi peakuii. Mg 4ac 3acToCyBaHHA (h/lyKOHA30/y PiAKO MOBIAOMAANOCA MPO PO3BUTOK TaKMX €KC(OMiaTUBHUX LUKIPHUX peakuiil, K CUHAPOM
CriBeHca-[>KOHCOHa Ta TOKCUYHWIA enigepManbHuil Hekponis. MauieHTn 3i CHIZom 6inbll CXWNbHI A0 PO3BUTKY TSHXXKKUX LUKIPHUX peakuiii npu 3acTocyBaHHI
GaraTtbOX NiKapcbKMx 3acob6iB. AKLWO Yy nNauieHTa i3 NOBEPXHEBOK TPUOKOBOID IHMEKLIED 3’ABMASIOTLCA BUCUMM, LLO MOXHA MOB’A3aTW i3 3aCTOCYBaHHSAM
(bNyKOHa30/y, NofasibLLe 3aCTOCYBaHHA Npenapary cig npUnMHUTA. AKLWO Y nauieHTa 3 iHBa3VBHOK/CUCTEMHOK TPUOKOBOO IH(IEKLIEID 3’ ABMAKOTLCA BUCUMNN Ha
LLKIpi, 32 A0Oro cTaHOM NOTPIGHO PeTesibHO CrocTepiraT, a 'y BunagKy po3BuUTKY OY/bO3HMX BUCUMIB a60 MYy/bTU(OPMHOT epUTEMI 3aCTOCYBaHHSA (DTyKOHA30/Y Crif
NPUMUHATH.

FinepuyTAMBICTb. Y PiAKICHMX BMNaAKax NoOBiAOM/ISNOCA NPO PO3BMTOK aHa(hiNaKTUYHNX peakuiin (aue. po3ain «poTUNoKasaHHN»).

LinToxpom P450. ®nykoHa3on € noMipHUM iHri6iTopom depmeHTiB CY P2C9 Ta CY P3A4. TakoxX 1lyKoHa30/ € NOTY>XHUM iHri6iTopom thepmeHTy CY P2C19. Chifg
crnocTepiraTy 3a CTaHOM MalieHTiB, SKi 0HOYAaCHO 3aCTOCOBYHOThL AnditokaH® Ta npenapati 3 BY3bKMUM TepaneBTUUHUM BiKHOM, LU0 MeTabo/i3yoTbCst 3a Y4acTo
CYP2C9, CYP2C19 ta CYP3A4 (auB. po3ain «B3aemopis 3 iIHLLIMMK NiKaPCbKMMUK 3aco6ami Ta iHLLI BUAM B3aEMOAINA).

TepdheHaamH. Cnif, peTesibHO CocTepiraTy 3a CTaHOM navjieHTa Npy 04HOYaCHOMY 3aCTOCYBaHHI TepdeHaanHy Ta piyKoHasony y Ao3i MeHwe 400 Mr Ha foby (4ms.
po3ainu «MpoTunokasaHHsA» Ta «B3aeMogis 3 iIHLLIMMYM NiKapCbKMMK 3aC06aMm Ta iHLLI BUAW B3aEMOAIN»).

[lonoMi>KHi  peyoBuHW. TlpenapaT MICTUTb NlakTo3y. [MayieHTamM 3 PigKICHAMM CNafKOBMMMW 3aXBOPHOBAHHAMM, TaKMMW SIK HENepeHOCUMICTb ranakTosu,
HeLOCTaTHICTb NaKTasn Jlanna Ta MaibabcopoLis rNMHKO3M-ranakTo3u, He C/if 3aCTOCOBYBAaTY Lieii npenapar.

OpHa Karnicyna npenapaty Audnokad® micTuTb MeHLe 1 MMonb HaTpito (23 Mr), a 0TXe, NpenapaTt MOXKHa BBaXATU TaKUM, L0 HE MiCTUTb HaTpito.

3acTocyBaHHSA y nepiof BariTHOCTI abo rogyBaHHs rpyato.

BariTHiCTb.

3a faHMmuy 06cepBaLiiHOro AOCNIMKEHHS, ICHYE NiABULLEHUIA PU3UK CMIOHTAHHOIO abopTy Y XKIHOK, AKi OTpUMYBa/IN (DlyKOHa30/1 MPOTArOM MepLIOro TPUMECTPY
BariTHOCTI.

MoBifOMNANOCA NPO YMCNEHHI BPOMPKEHI MATOMOrT Yy HOBOHAPOMKEHMX (BK/OYatoum Gpaxiuedanito, Avcnnaszito BYLIHOT PakoOBWMHW, HagMipHe 36iNblUeHHS
nepesHbLOro TiM’AYKa, BUKPUB/IEHHS CTErHa, N/eYOnpoOMeHeBUA CUMHOCTO3), MaTepi SKUX MpuiiMann BUCOKI [o3n iykoHasony (400-800 mr/goby) npoTarom
NPUHaNMHI TPbOX abo GifbLue MicALiB ANA NiKyBaHHSA KOKLMAI0i403Y. 3B’A30K MiXK 3aCTOCYBaHHAM (hlyKOHA30/1y Ta LMW BUMAaAKaMU He BUHAYEHWIA.

JocnimpKeHHs Ha TBapuUHaxX NPOAEMOHCTPYBaIN PENPOAYKTUBHY TOKCUYHICTb.

He cnig 3acTocoByBaTV 3BUYaliHi 1031 (h/lyKOHA30/y Ta KOPOTKOTPMBai Kypcy NiKyBaHHS h/lyKOHa30/10M Y Mepiof BariTHOCTI, 3a BUHATKOM KpaiHbOi He06XiAHOCTI.

He cnig 3acTocoByBaTV BMCOKI 03K (DYKOHa30/y Ta/abo TpumBasi Kypcu NiKyBaHHSA (D1YKOHA30/10M Y Nepiof BariTHOCTI, 3a BUHATKOM NliKyBaHHA iH(EKLin, Wwo
MOXYTb 3arPOXKyBaTu XUTTHO.

["ofyBaHHA rpyaato.

dnNyKoHa30/1 MPOHUKAE Y TPYAHE MOJIOKO Ta A0CArae KOHUeHTpaL i nogibHOI A0 piBHA Y nnasmi Kposi (AuB. po3gin «PapmakoKiHETUKa»). [04yBaHHA TPYAAH0 MOXHA
MPOLOBXYBATK MiCNA Pa30BOro 3aCTOCYBaHHS 3BMYaiHOI 403U (PYKOHA30/y, WO cTaHoBUTL 150 Mr. MogyBaTtu rpyAato He peKOMeHAYeTbCA npy 6aratopasoBomy
3acTocyBaHHI (hlyKOHa30/1y abo npw 3aCTOCyBaHHI BUCOKUX A03 (hyKoHa3ony. Crif OLiHUTY KOPUCTb FOAYBaHHSA FPYAA0 418 PO3BUTKY | 340P0B’A AUTUHM, & TaKOoX
KNiHiuHy noTpeGy Mmatepi Y npenapati AudnokaH® i 6yab-aKi NoTeHLUidHi NobiuHi edekTn npenapaty AndniokaH® a6o 0CHOBHOrO 3aXBOPHOBAHHS MaTepi Ans
OUTUHW, IKa OTPUMYE TPYLHe BUTOL0BYBaHHS.

PepTULHICTb.

®nyKoHa30/1 He BMN/IMBaB Ha (DepTU/IbHICTL CaMLiB Ta CaMOK LLYPIB.

30aTHICTb BNIMBATU Ha LUBMAKICTb peakLii Npy KepyBaHHI a8 TOTPAHCNOPTOM abo iHLWINMK MeXaHi3mamu.
[ocnimpkeHb BNMBY npenapaty AuditokaH® Ha 30aTHICTb KepyBaTyi aBTOTPaHCMOPTOM a6o MpaLtoBaTy 3 iHLWKMMW MexaHi3MaMu He NPOBOAVIIN.



MayieHTiB cnif NpoiHpopMyBaT! NP0 MOX/MBICTL PO3BUTKY 3arnaMopoyeHHs abo cyfoMm (amB. po3gin «IMobiyvHi peakuii») nif yYac 3aCTOCOBYBaHHS Mpenaparty
Aundniokad®. Mpu po3BUTKY TaKMX CUMNTOMIB HE PEKOMEH/YETLCS KepyBaTy aBTOTPAHCMOPTOM a60 MpaLtoBaTHi 3 iHLLMMM MeXaHi3Mamu.

Cniocib 3acTocyBaHHA Ta [03Mu.

Kancynu cnig KoBTatu LinumMu. MNpuitom npenaparty He 3a1eXunTb Bif NpUnomy iKi.

[opocni.

Mpenapat 3aCTOCOBYHOTH NepopasibHO y A03i 150 Mr ogHOpa30Bo.

MauieHTu NiTHLOrO BiKY.

Mpwv BIACYTHOCTI 03HaK MNOPYLUEHHA hYHKLiA HUPOK ANs NiKyBaHHS L€l KaTeropii nayieHTiB 3aCTOCOBYHOTb 3BMYaiiHy 403y AN JOPOC/NX.

MopyLUeHHS OYHKLi HAPOK.

®1lyKOHa30/1 BUBOAUTLCA B OCHOBHOMY 3 CeYetd Yy HeamiHeHOMY Burnsgi. Mpu pasoBoMy 3aCcTOCyBaHHI mpenapaTy KOpuryeatu Ao3y Uil KaTeropii nauieHTiB He
NoTPi6HO.

MopyLUeHHS OYHKLIA NEeYiHKN.

®lyKOHa30/ CNif, 3aCTOCOBYBATWN 3 0GEPEXHICTIO NauieHTaM i3 NOPYLUEHHAMMW (YHKLiA NeYiHKK, OCKiNbKM iHopMauii LLOAO 3acToCyBaHHSA (hyKOHa30My Liid
KaTeropii nauieHTiB HeaOCTaTHLO (AMB. PO3ainu «Oco6MBOCTI 3aCTOCYBaHHSA» Ta «[T0BIYHI peaKkLii>).

aiTn.

EeKTMBHICTb Ta 6e3MneKa 3aCTOCyBaHHS npenapary AN NiKyBaHHA reHiTalbHUX KaHAMAO03iB Y [iTeil He BCTaHOB/EHI. HasiBHa Ha CbOroAHi iHhopmMalisi HaBefeHa y
po3gaini «MobivHi peakuii». FAKLLO iCHYe HarasbHa noTpeba 3acTocyBaHHA npenapaty nignitkam (Bikom Big 12 fo 17 pokiB), Cif 3aCTOCOBYBATUN 3BMYaiiHI 03U 415
[0pOC/nX.

Nepeno3yBaHHS.

OTpvMaHo NOBILOMNEHHS MPO Nepeao3yBaHHA (h1yKOHA30/10M; 0HOYaCHO NOBIAOM/IANOCA MPO ratoumMHaLiT Ta napaHoiganbHy NMOBeLiHKY.

Mpv Nepefo3yBaHHi HEOOXiAHO NPOBECTY CUMMTOMATUYHY MiIATPUMYBaIbHY Tepanito Ta 'y pasi Heo6XigHOCTI MPOMUTY LLTYHOK.

®1yKOHa30/1 3HAYHOK MIPOK EKCKPETYETLCA 3 Ceyero; (hopcoBaHWUiA Aiype3 MOXKe NPUCKOPUTK BMBeAeHHS npenapaTy. CeaHC remogianisy TpuBaiicTio 3 rognHu
3HWXKYE piBEHb (P/TYKOHA30/1y Y Mna3mi KpoBi NpnbnmnsHo Ha 50 %.

Mo6iyHiI peakuil.

HaliuacTiwe noBigoMnanoca npo Taki MNo6ivHi peakuii: rofoBHWA 6inb, 6iNb Yy YepPeBHIN MOPOXKHWHI, fiapesd, HyAoTa, 6M10BaHHS, NiABULLEHHS PiBHS
anaHiHamiHoTpaHcepasmn (AJ1T), niaBuLLEHHSA piBHA acnapTatamiHoTpaHcgepasun (ACT), NiABULLEHHSA PiBHA TYXXHOT pocaTasn KPoBi, BUCUMAHHS.

[N4 OLiHKM 4acTOTN BUHUKHEHHS MOBIYHNX peakLiin BUKOPUCTOBYHOTL TaKy Knacudikauito: ay»e yvacto (= 1/10), yacto (Big = 1/100 go < 1/10), HeyvacTo (Big = 1
/1000 po < 1/100), pigko (Big = 1/10000 go < 1/1000), ay»xe pigko (< 1/10000), yactoTa HeBifoMa (HEMOX/IMBO OLLIHUTK Ha NiACTaBi HAABHUX LAHUX).

3 60Ky CUCTEeMM KPOoBi Ta NimgaTUYHOT CUCTEMMU.

HeyacTo: aHeMis.

PifKo: arpaHynoumnTos, NerikoneHis, TPOMOOLMUTONEHIS, HEATPOMNEHIS.

3 60Ky IMYHHOT CMCTEMM.

Pigko: aHadinakcis.

MeTaboniyHi Ta aniMeHTapHi posnagu.



HeyacTo: 3HMXKEHHS aneTuty.

PifiKo: rinepxonecTepuHemis, rinepTpuriilepuaemis, rinokaniemis.

cuxiuHi NopyLLEeHHS.

HeuacTo: 6e3COHHS, COHNMBICTD.

3 60Ky HEPBOBOT CUCTEMM.

YacTo: ronosHuiA 6inb.

HeuacTto: cygomu, napecTesis, 3anaMOpOYeHHs, MOPYLUEHHA CMaKy .

Pigko: Tpemop.

3 60Ky opraHis cnyxy Ta BeCTUOYNApHOro anapaTy.

HeuacTo: BepTuro.

3 6oky cepus.

PifIKO: napokcu3mMasibHa LWYyHOUYKOBa Taxikapais TUMy «nipyeT», NOA0BXeHHs iHTepsany QT (AvB. po3ain «Oco6/MBOCTI 3aCTOCYBaHHS»).

3 60Ky LLTYHKOBO-KULLIKOBOIO TPaKTY.

UacTo: 6iflb Y YepeBHill MOPOXHWHI, HY0Ta, Aiapes, 6/110BaHHS.

HeuacTo: 3anop, Avcnencisa, MeTeopusm, CyXiCTb Y poTi.

"enaTob6iniapHi po3nagu.

UacTo: nmigBuLLEeHHS piBHA anaHiHaMmiHoTpaHchepasu (AJ1T), NiABULLEHHA pPiBHA acnapTataMmiHoTpaHchepasm (ACT), NiABULLEHHA PIBHA NY>XHOI docdartasn (4us.
po3ain «OCco6/IMBOCTI 3aCTOCYBAHHS»).

HeuacTo: x0necTas, XXOBTAHULA, MiABULLEHHA PiBHA 6inipy6iHy (AMB. po3ain «OCo6/IMBOCTI 3aCTOCYBaHHSA»).

PifKko: NneyiHKoBa HeAOCTaTHICTb, renaToLEeNONAPHNIA HEKPO3, renaTUTK, renaToLentonapHe ypakeHHs (auB. po3ain «Ocob/nBOCTI 3aCTOCYBaHHS»).

3 60Ky LUKIpW Ta NifLWKipHOT TKaHWHK.

UacTo: BucunaHHa (amB. po3gin «OcobnnBoCTi 3aCTOCYBaHHSA»).

HeuacTo: MeanKaMeHTO3HWI AepMaTuT (BKNOYatouM (hikCOBaHUIA MeMKaMEHTO3HUIA AepMaTUT), KPONUB’AHKa, CBEPOIX, NiABMLLEHE MOTOBUAINEHHSA (AMB. po34in
«OCc061MBOCTI 3aCTOCYBAHHS).

PifKO: TOKCMYHWIA enigepManbHUIA HEKpPONi3, cnHApom CTiBeHca-[)KOHCOHa, rOCTPWiA reHepaizoBaHMn eK3aHTEMATO3HUIA NYCTYNb03, eKCONiaTUBHUIA AepMaTuT,
aHrioHeBPOTMYHUIA HabpsK, HAbpPsK 06MyYs, anonewis (ane. po3ain «OcobIMBOCTI 3aCTOCYBAHHS).

HeBifoMo: MeavKaMeHTO3Ha peakLisi 3 eo3nHOIier0 | cuctemHummn nposisamu (DRESS).

3 60Ky OMOpHO-PYX0BOro anapaTy Ta CroNyYHOT TKaHWUHW.

HeuvacTo: miasnris.

3aranbHi po3naamn Ta peakuiiy MiCLi BBeEeHHS.

HeuacTo: nifBuLLEeHa BTOM/IHOBAHICTb, He3Y)XKaHHS, aCTeHIs, rapayka.

aiTn.

YacToTa Ta xapakTep NOGIYHNX peakuili i BiAXWNeHb Bif HOPMU pe3ynbTaTiB nabopaTOpHUX aHani3iB y Xo4i KNiHIYHUX LOCNIMKEHb 3a Y4YacTHo AiTeil MOpiBHAHI 3
Tak1MK y OPOC/INX.

3BiTYyBaHHA NPO Mifo3ptoBaHi NOBIYHI peakuil.

3BiTyBaHHS NPO Migo3proBaHi No6IYHI peakuii nicns peectpayii NiKapcbKOro 3ac00y Mae BaX/MBe 3Ha4YeHHs. Lie fae 3mory npoBoauTy 6e3rnepepBHUIA MOHITOPUHT
CMNiBBIAHOLLEHHA MiXK KOPUCTIO | pM3MKaMu, MOB’A3aHNMM i3 3aCTOCYBaHHSAM LIbOro /1iKapCbKOro 3acoby. MeanyHnx npauiBHUKIB NPOCATbL 3BiTyBaTV NPO 6yAb-sKi
nifo3proBaHi NOBGIYHI peakuii Bi4NOBIAHO [0 BUMOr MICLEBOro 3aKOHOAaBCTBa.



TepMiH NpuaaTHOCTI. 5 poKiB.

YMmoBu 36epiraHHsA. 36epiratv npy Temnepatypi He Buwle 30 °C y HeAOCTYNHOMY A1s AiTel MicL,i.
Ynakoska.llo 1 kancyniy 6nictepi; no 1 6nictepy y KapTOHHIl yNakoBL,.

KaTteropis Bignycky. be3 peuenTa.

BupobHuk. ®apesa Ambyas / Fareva Amboise.

Micue3HaxomkeHHS BUPOOHMKa Ta oro agpeca mMicus NpoBamKeHHs 4isiNIbHOCTI.

3oHe IHgacTpiane, 29 poyT gec IHgacTpic, 37530 Moce-ctop-Cic, PpaHuis /
Zone Industrielle, 29 route des Industries, 37530 Poce-sur-Cisse, France.



