2/8/2022 11:45:21 PM

.thmx

IHCTPYKLIA

A9 MeIMHHOT 0 3aCTOCYBAHHSA JTiIKaPCbKOro 3acoby

AN NMIOKAH®
(DIFLUCAN®)

Cknap:

Aitoya pevosmHa: nykoHason/ fluconazole;

1 kancynamictuTb 50 mr a6o 100 mMr piykoHasony;

AOMOMI>KHI PEYOBMHU: NaKT03a, MOHOTIAPAT; KpOXMasb KyKYPYA3SHUIA; HaTPit0 naypuncynbgaT; MarHito cteaparT; KpeMHito AioKCcuA KOMoigHWI 6e3BOAHWIA.

Nikapcbka hopma. Kancynu.

OCHOBHI (pi3MKO-XiMiYHi BNacTUBOCTI:

50 Mr — TBepAi Henpo3opi enaTuHOBI Kancynu (po3mip kancynun Ned), wo MiCTaTb 6inniA NOPOLUOK, 3i CBITN0-6ipt030BO-01aKUTHOK KPULLIEYKOK Ta 6inm
KOpPMyCOM, 3 HAaHECEHVUMW YOPHKM YOPHWIOM norotunom Pfizer Ta Hagnucom FLU-50.

100 Mr — TBepAi Henpo3opi enaTUHOBI Kancynu (po3mip Kancynm Ne2), wo MICTATb 6iIMIA MOPOLLOK, 3 6/1aKUTHOK KPULIEYKOH Ta 6ifiMM Kopnycom, 3
HaHeCeHVMU YOpPHUM YopHuiom norotunom Pfizer Ta Hagnvucom FLU-100.

dapmakoTepaneBTUYHa rpyna. NpoTurpmokosi 3aco6u Ans CUCTEMHOr0 3acTocyBaHHS. MNoxiaHi Tpuasony. Kog ATX JO2A CO1.

dapmMako/oriyHi BnacTmnBoCTI.

PapmakonHamika.

MexaHi3Mm fii.

®nyKoHa30/1 € NPOTUIPMOKOBMM 3aC060M Kracy Tpuasonis. MepBUHHUM MeXaHi3MOM Oro AiT € NPUrHiYeHHs rprbkoBoro 14-anbga-naHocTepos-AeMeTUNOBAHHS,
onocepeAKoBaHOro LUUTOXpoMoM P450, Lo € HeBif’eMHUM eTarnoM 6iocMHTe3y rpubkoBOro eprocteposny. Akymynsauis 14-anbda-mMeTui-cTeponis KOpentoe 3
MoJasibLLIOK BTPATOK eprocTeposly MemobpaHOoK rpyvOKOBOT KNITUHU Ta MOXe BiAMoBifaTy 3a NPOTUTPUOKOBY aKTUBHICTb (/IyKOHa30/1y. PyKoHa30n € GifbLu
CENIEKTUBHUM A0 FPUBKOBMX PePMEHTIB UMTOXpoMy P450, HiXK 10 pi3HMX cUCTeM (hepMeHTIB LmMToxpomy P450 ccaBuiB.

3acTocyBaHHA (P/1lyKoHa30/y y A03i 50 Mr Ha fo6y NpoTArom 28 LHIB He BMN/MBAE Ha PiBEHb TECTOCTEPOHY Y M1a3mi KPOBI Y YO/OBIKIB a60 Ha piBeHb EHAOreHHUX


mailto:

CTepOiAiB Y XXIHOK pPenpoayKTUBHOIO Biky. ®ykoHazony ao3i 200—-400 Mr Ha o6y He NPOsBAAE KIHIYHO 3HAYYLLOr0 BMN/IMBY Ha PiBEHb EHAOreHHMX CTEPOIAIB
abo Ha BignoBiab Ha CTUMYNALIKO aapPeHOKOPTUKOTPOMNHOro ropMoHy (AKTID) y 300poBUX A06POBO/ILLIB HYO/I0BIYOT CTaTI.

JocnipkeHHs B3aeMOfii 3 aHTUMIPUHOM NPOAEMOHCTPYBa/IM, WO 3acTocyBaHHA 50 Mr iykoHa3ony pa3oBO 4y 6araTopas’oBO He BMIMBaE Ha MeTaboniam
aHTUMIPUHY.

YyTAMBICTb in Vitro.

®1yKOHa30/1in Vitro leMOHCTPYE NPOTUIrpUOKOBY aKTUBHICTb CTOCOBHO BMAiB Candida, Lo 3ycTpivatoTbea HavacTie (Bkntovatoun C. albicans, C. parapsilosis,
C. tropicalis). C. glabrata geMOHCTpYE LUMPOKWIA fiana3oH YyTANBOCTI A0 haykoHaszony, Todi sk C. krusei € 40 HbOro pe3ncTEHTHOLO.

TakoxX (hNyKOoHa30/ in vitro AeMOHCTPYE aKTMBHICTb sSiK NpoTu Cryptococcus neoformans Ta Cryptococcus gattii, Tak i NpoTM eHAEMIYHUX NAICHABUX TpubiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’5130K (hapMaKOKIHETUYHUX | (hapMakKoANHaMiYHUX BNACTUBOCTEMN.

BignoBigHO [0 pe3ynbTaTiB AOCMIMKEHb Ha TBapUHaX, ICHYE KOpenauis MK MIHIMaIbHOK IHFIOYHUOK KOHLEHTpaLieto Ta eqeKTUBHICTIO NpoTu
eKCNepyMEHTa/IbHUX Moeneil MiKo3iB, cnpuinHeHnx Buaammn Candida. BignosigHo o pesynbTaTiB KNiHIYHMX LOCNIMKEHb, ICHYE NiHilHA 3aneXHicTb Mixk AUC
Ta 0300 (hnykoHazony (NpubamsHo 1:1). TakoX iCHye NpAMWIA, ane HeAocTaTHIN 3B’A30K MixX AUC abo A03010 Ta NO3UTMBHOK KiHIYHOK BignoBigAlo Ha
NiKyBaHHSA 0pa/lbHOro0 KaHAMA03Y Ta MEHLLOK MIpOt — KaHAUAeMIT. AHaNOrIYHO NiKYBaHHS iH(EKLiA, CIPUYMHEHUX LWTaMaMK, A0 SKUX (yKOHA30/ JEMOHCTPYE
BUCOKY MiHIMaJIbHY iHTi6Yyt04YYy KOHLEHTPALLit0, € MEHLL 3a0Bi/IbHUM.

MexaHi3M pe3anCTEHTHOCTI.

MikpoopraHiamu pogy Candida A4eMOHCTPYOTb YMC/IEHHI MeXaHi3MWN Pe3NCTEHTHOCTI A0 a30/1IbHUX MPOTUTrPUOKOBUX 3ac06iB. DIYKOHA30/ AEMOHCTPYE BUCOKY
MiHIMaNIbHY HriGYytOYYy KOHLEHTpaLit0 NpOTK WTaMiB rpubis, SKi MaoTb 04MH ab0 BiflbLue MeXaHi3MiB Pe3VCTEHTHOCTI, L0 HeraTUBHO BMN/IMBAE Ha eDEKTMBHICTb
in Vivo Ta B KNiHIYHIA npakTuui. Mosigomnsnocs npo BUNagkM po3suTKy cynepiHdekyii Candida spp., iHWwumy Hixk C. albicans BMgamu, Lo 4acto €
HeuyTInBMMM A0 rykoHasony (Hanpuknag Candida krusei). ns nikyBaHHA Takvx BUNALKiB C/if, 3aCTOCOBYBATU a/lbTEPHATUBHI NPOTUIPUOKOBI 3aC00M.
KOHTPO/bHI TOYKM (BiANOBIAHO A0 PEKOMEHAALLIN EBPONENCLKOro KOMITETY 3 AOCAIMKEHb YYTAMBOCTI A0 aHTUMIKPOOHUX 3aC00iB).

Basyrounch Ha JoCnigKeHHI (hapMakKoKiHETUYHOT/(hapMakoAHaMIYHOT IHpopMaLLiT, YyTAMBOCTI iN Vitro Ta KNiHIYHOT BiANOBIAi, 6y/10 BU3HAYEHO KOHTPO/bHI TOUKM
AN hnykoHasony ana Mikpoopradiamis pogy Candida. BoHn 6ynu po3nogineHi Ha KOHTPO/bHI TOYKM, WO He NOoB’A3aHi i3 NeBHUM BUAOM, AIKi BiNbLLOK MipOKD
BM3HAYa/INCA Ha OCHOBI (hapMaKOKiHETUYHOI/hapMaKoanMHaMIYHOT iHGopMaLil | He 3anexaTb Bif po3MnoAiny Ha MeBHI BUAW 3a MiHIMa/IbHOK IHFiGYHOUOHD
KOHLEHTpaLiet0, Ta Ha KOHTPO/IbHI TOUKM, NOB’S3aHi 3 NEBHUM BUAOM, L0 HalYacTille acouitorTbCs i3 IH(EeKUiaMM Yy NHOAMHA. Lii KOHTPONbHI TOYKN HaBeAeHI
HUXXYe.

MpoTurpn6KoBui KOHTPO/bHI TOYKY, NOB’A3aHI i3 NEBHUM BULOM KOHTPO/bHI  TOuKH,
3acib S</R> He MoB’A3aHi 3
NeBHUM BUAOME
S</R>
Candida |Candida |Candida | Candida Candida
albicans | glabrata | krusei parapsilosis | tropicals
®nyKoHaszon 2/14 IE - 2/14 2/14 2/14

S = YyTInBUIA;

R = pe3ncTeHTHWNA;

a— KOHTPO/bHI TOUKM, LLIO He MOB’A3aHi i3 NeBHMM BMAOM, SKi Bi/IbLLOK MipOK BU3HAYa/IMCA Ha OCHOBI (hapMaKOKIHETUYHOI/thapMakoAMHaMiYHOT iHopmauii | He
3a/1exarb Bifl PO3NOAiNy Ha MeBHI BMAM 33 MIHIMa/IbHOK IHFiOYHOUOK KOHLUEHTpauieto. BoHW [ocnifpKyBannch nville Yy MIKPOOPraHi3MiB, Y fKUX HE ICHYE
cneumivyHOT KOHTPO/bHOT TOUKM;
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-- OCNIPKEHHSA YYTAMBOCTI HE PEKOMEH/0BaHI, OCKINIbKN AaHWiA BU He € METOK NiKapcbKOoi Tepanii;
|E — [0Ka3iB W00 TOro, YN € AaHWIA B, METOO NiKapPCbKOT Tepanii, HeoCTaTHLO.

PapmakoKiHe TuKa.

dPapmakoKiHETUYHI BNacTUBOCTI (h/1yKOHA30/1y € NOAIOHMMM MPY BHYTPILLHLOBEHHOMY | MEPOpa/ibHOMY 3aCTOCYBaHHI.

Abcopbuis.

®yKoHa30n fobpe BCMOKTYETLCA NPU Nepopa/ibHOMY 3aCTOCYBaHHI, a piBeHb MpenapaTy y nnasmi KpoBi i cucteMHa 6io4oCTynHicTb nepeBuyoTb 90 % piBHSA
(pIyKOHa30/y Y Niasmi KPoBi, L0 [AOCAraeTbCA NPV BHYTPILHLOBEHHOMY BBefeHHI npenaparty. OfHOYacHe BXMBaHHA DKI He BMMBaE Ha BCMOKTYBAHHSA
npenapaTty npy MOro nepopasbHOMY 3acToCyBaHHi. MiKoBa KOHLEHTpauis y nnasmi Kposi fgocAraeTecs yepes 0,5-1,5 roguHu nicng npuiiomy npenapaty
HaTLecepue. KoHueHTpauis npenapaty y nnasmi KpoBi nporopuiiHa fo3i. PiBHoBaxkHa 90 % KOHLEHTpaLis 4oCAraeTbes Ha 4-5 06y NiKyBaHHSA NpenapaTom npu
6araTopa3oBOMY 3aCTOCYBaHHI OAVH pa3 Ha A06y. PiBHOBaXXHa KOHLEHTpaLif Ha piBHI 90 % gocaraeTbCs Ha Apyruid AeHb NiKyBaHHS NpW 3aCTOCYBaHHI Y NepLumnii
[eHb HaBaHTaXXyBa/IbHOT 031, LLLO BABIYiI NMepeBULLYE 3BMYainHy LO60BY [03Y.

Posnogis.

O6’em po3snoginy NpubAN3HO LOPIBHIOE 3arasibHOMY BMICTY pPifiHX B OpraHi3mi. 3B’A3yBaHHSA 3 6i/IkaMu nia3Mun KpoBi HU3bKe (11-12 %).

dnykoHa3on fobpe NPOHUKAE B YCi AOCNIAKYBaHI piAvHK opraHiaMy. PiBeHb (hlyKOHA30/1y Yy CAMHI Ta MOKPOTMHHI € NoAibHMM [0 KOHUEHTpaLil npenapaty y
nnasMi KpoBi. Y nauieHTiB, XBOPUX Ha FPUOKOBUIA MEHIHTIT, PiBEHb ()TyKOHA30/1y y CMMHHOMO3KOBIN pifnHi gocarae 80 % KOHLeHTpaLii y nia3Mmi Kposi.

Bucoki KoHUeHTpauil qykoHa3ony Yy LWKipi, WO MNepeBULLYOTb CMPOBATKOBI, A0OCAraldTbCs Yy POroBOMY LWapi, enigepmici, gepmi Ta noti. ®nykoHason
HaKOMMYY€eTLCA Y pOroBomy Luapi. Mpu 3actocyBaHHi fo3n 50 Mr 1 pa3 Ha A06Yy KOHLEeHTpaLis hyKoHas3ony nicns 12 AHIB NiKyBaHHS CTaHOBMMA 73 MKI/T, a Yepes
7 OHIB Nicns 3aBepLUeHHs NTiKyBaHHA KOHLEHTpaLia BCe e ctaHoBuna 5,8 MKr/r. MNpw 3acTocyBaHHI Ao3n 150 Mr 1 pa3 Ha TvbKAeHb KOHLEHTpaLis qykoHasony
Ha 7 [leHb NiKyBaHHA cTaHoBWNa 23,4 MKr/T; Yepe3 7 AHIB MiCNs 3aCTOCYBaHHS HAaCTYMNHOI 403W KOHLEHTpaLif BCe e cTaHoBWa 7,1 MKr/T.

KoHueHTpauis hyKoHa30y B HIrTax nicnsa 4 micauis 3actocyBaHHs 150 mr 1 pa3 Ha TWxkAeHb ctaHoBuna 4,05 MKr/T y 340poBux f06poBonbLis Ta 1,8 MKr/r npu
3aXBOPHOBAHHAX HIrTiB; o1yKOHA30/1 BU3HAYaBCA Y 3pa3kax HIrTiB yepes 6 MicALiB Micns 3aBepLUEHHS Teparii.

BioTpaHcdopmalLiist.

®nyKoHa30/1 MeTabonNi3yeTbCAa He3HaYHOK Mipoto. [Mpn BBEAEHHI J03W, MiYeHOT pafioakTUBHMMM i30TOnamu, nnwwe 11 % gpiyKoHa30/1y eKCKPEeTYETLCA 3 CeYeto Y
3MiHeHoMY BurnsAi. ®yKoHa301€ NOMIpHUM iHri6iTopoM i3othepmeHTiB CY P2C9 Ta CY P3A4, a TaKoX NOTY>XHUM iHri6iTopoM i3othepmeHTy CY P2C19.
BuBefeHHS.

Mepiog HaniBBMBEAEHHS P/TYKOHA30/1y i3 Nia3Mmn KPoBi CTaHOBUTL 6113bK0 30 roauH. binblua YacTuHa npenaparty BUBOAUTLCA HUPKamuy, npuyomy 80 % BBeAeHOI
[10311 BUSIBNSIETLCS Y CeYi B He3MiHEHOMY CTaHi. KnipeHc diykoHa3ony nponopuinHmid 4o KnipeHcy KpeaTuHiHy. LIMpKynoymx MeTaboniTis He BUSIB/EHO.
TpuBanuii nepiog HaniBBMBEAEHHA MpenapaTy 3 MNaasmy KPOBi Aae MOX/IMBICTb pa30BOro 3aCTOCYBaHHA Mpenapaty Mpy BariHa/lbHOMY KaHAMAO3i, a TakoX
3acTocyBaHHA npenapaty 1 pa3 Ha TVXAEHb NMPU iHLWKX NOKa3aHHAX.

HunpKoBa HeOCTATHICTb.

Y nauieHTiB i3 HUPKOBOK HEJOCTATHICTIO TAXKKOI0 CTYNEeHS (LWBMAKICTb KTy6OUKOBOT (ifibTpaLii

< 20 Mn/xB) nepiof HaniBBuBeAeHHS 36inbLUyeTbest 3 30 roamH Ao 98 roanH. ToMy il KaTeropii nauieHTiB HeoOXiAHO 3MeHLWNTN [03Y (DyKOHa30/y. PyKoHa30/
BUOANAETLCA LUNAXOM remojianidy, Ta MeHLUOK MIpOH — LUASAXOM IHTpanepuToHeasibHOro fianidy. CeaHc remogianisy TpUBanicTio 3 rOAMHU 3HUXKYE PiBEHb
(hNyKOHa30/y Yy nia3mi KpoBi Npr6m3HO Ha 50 %.




JNakTauis.
KoHueHTpauii hnykoHa3ony y nniasMi i MaTepMHCbKOMY MOJIOL BNPOAOBX 48 roguH nicns npuiiomy ogHopasosol fo3n 150 mr npenapaty AudtokaH ouiHoBanm

y Xof4i hapmMakoKiHETUHHOIO AOCMIIKEHHS 3a y4acTio AeCATU XKIHOK y nepiogi nakrauii, SKi TMM4YacoBo ab0o MOCTIMHO NPUNWHWUAW TOAYBaTW CBOIX HEMOB/AT
rPYAAK0. Y MaTepMHCbKOMY MOo/oLi thilyKOHa30/1 BUSIBUAN Y CepefHiin KOHLUEeHTpauii npnbnnsHo 98 % Bif TOT1, WO Big3Ha4Yanm y nnasmi matepi. Yepes 5,2 roguH
nicna nNpuiomy [o3v CepefHs MiKoBa KOHLEHTpaLis y MaTepuMHCbKOMY Mosoui cTaHoBwuna 2,61 mr/n. [oobosa [o3a (p/lyKOHA30/y, OTpUMaHa HEMOB/IAM 3
MaTepUHCLKOIo MOJIOKa (SKLO MPUIAHATY CepefHe CnoXKnBaHHS Mosoka 3a 150 M/Kr/foby), po3paxoBaHa Ha OCHOBI CepefHbOT MiKOBOT KOHLEHTpaL Ty MooLi,
wo popisHoe 0,39 mr/kr/goby, ctaHoBUTb NpubamsHo 40 % Bif 403K, PEKOMeHOBaHO! HOBOHApOMKeHMM (BIKOM < 2 TWXHIB), abo 13 % Big [o3u,
PeKOMeH/0BaHOI HeMOB/IATaM ANA NiKyBaHHA KaHANAO03Y C/IM30BUX 060/TIOHOK.

iTW.
[aHi 3 (hapmMakoKiHETUKM 6y ouiHeHi y 113 aiTeld nig yac 5 AocnigpkeHb: 2 A0CNi[KEHHS Pa30BOro 3aCTOCyBaHHS, 2 AOC/iIKEHHA 6araTopa3oBoro 3acToCyBaHHS
Ta 1 JOCNIgKEHHA HEAOHOLLEHNX HOBOHAPOKEHNX.
[Micna BBefeHHA 2—-8 Mr/Kr (hykoHasony AitamM Bikom Big 9 micauis 4o 15 pokis AUC ctaHoBmna 61m13bko 38 MKr* rog/mn Ha 1 mMr/kr fo3u. icns 6aratopasoBoro
3aCTOCYBaHHSA cepefiHil nepiof HaniBBMBeAEHHS (h1yKOHA30/Yy i3 Nia3Mm KPOoBi BapitoBaBcA MidX 15 Ta 18 roanHamn; 06’eM posnoginy ctaHoBmB 880 MA/KT. BinbLu
TPMBA/INIA Nepiog, HaniBBMBEAEHHS i3 MasMM KPOBi, WO CTaHOBUB MPUG/IU3HO 24 roguHu, OyB Nicns pasoBOro 3actocyBaHHSA (PykoHas3ony. Llei nokasHuK €
CniBCTaBHMM 3 NepiofoM HaniBBMBEAEHHS (D/TyKOHA30/Y i3 Miasmu KPOoBI Micns pa3oBOro 3aCTOCYBaHHA [03M 3 MI/KI BHYTPILLHbOBEHHO AiTAM BiKOM Big 11 AHIB
A0 11 micsauis. O6’eM po3nofiny y nawieHTiB L€l BIKOBOI Fpyny cTaHOBUB 6113bK0 950 MA/KT.
[ocBifg 3acTocyBaHHsA (hlyKOHAa30/ly HOBOHAPOLKEHUM OOMEXYETbCA (DapMaKOKIHETUYHUMMW AOCAIMKEHHSAMMU 12 HeAOHOLWIEHUX AiTel i3 TepMiHOM recTauii
NPUGAN3HO 28 TMXKHIB. CepefHiin BIK ANTUHU NPU BBEAEHHI NepLUOol J03KN CTaHOBMB 24 roanHu (Big 9 1o 36 roamH); cepefHs Bara nNpu HapopKeHHI CTaHOBMNA
9001 (Big 750 mo 1100T). Ana 7 nauieHTiB NPOTOKON AOCNILKEHHA 6YyN0 BUKOHAHO. MakcMmyM 5 BHYTPILUHbOBEHHUX [H’ €KL (DNyKOHA30/y Yy A03i 6 Mr/Kr
BBOAWAM KOXHI 72 roanHn. CepefHii nepiof HaniBBMBEAEHHS CTaHOBMB 74 roanHm (44—185) B nepwunii AeHb, NOTiM 3HM3MBCA A0 53 rogmH (30-131) Ha 7-i1 AeHb
Ta [0 47 (27-68) Ha 13- aeHb. MNnowa nig KpmBoto (MKr*roa/mn) ctaHoBuna 271 (173-385) B nepwunid AeHb, 36inblumnnacs ao 490 (292-734) Ha 7-i AeHb, NOTIM
3Hm3unaca fo 360 (167-566) Ha 13-i feHb. O6’em posnoginy (mn/kr) ctaHoBuB 1183 (1070-1470) y neplumnin feHb, 36inblyBasca go 1184 (510-2130) Ha 7-
7 aeHb Ta o 1328 (1040-1680) Ha 13-i1 aeHb.
MaLlieHTV NiITHLOIO BiKY.
PapMaKOKIHETUYHE LOCMIIKEHHSA MPOBOAMAN 32 Y4acTHO 22 nauieHTiB (BIKOM Bif 65 pokiB), Aki 3acTtocoByBain 50 Mr diykoHa30/1y nepopasibHO. 10 nauieHTis
OAHOYaCHO 3aCTOCOBYBa/N AiypeTuKkUN. Cpgx CTaHoBMAA 1,54 MKr/Mn Ta gocaranaca npotarom 1,3 roguHu nicnsd 3actocyBaHHA (ykoHasony. CepepHs AUC
cTaHoBuna 76,4+20,3 mkr*rog/mn. CepefHiin nepiof HaniBBMBeAeHHs 46,2 rognHn. Lli (hapMaKOKiHETUYHI MOKAa3HMKM € BULLMMW NOPIBHAHO i3 aHaNOriYHUMK Y
340p0OBMX A0BPOBO/ILLIB MOMOALIOrO BiKy. OjHOUACHE 3aCTOCYBaHHSA AiypPeTUKIB He Mao 3HAYHOrOo BNANBY Ha Cpa Ta AUC. TakoX KNipeHe KpeaTuHiHy (74 mn
/XB), BiAICOTOK (P/IyKOHa30/y, L0 eKCKPEeTyBaBCS i3 ceyverd y HeamiHeHoMy BUrnsagi (0-24 rogmHn, 22 %), Ta HUPKOBWUIA KnipeHe tnykoHasony (0,124 mn/xse/Kr) y
navuieHTIB AaHoi BIKOBOT Fpynu 6y HXYMMMK, HIDXK aHaNoriYHI NOKa3HMKK Y MONoAWNX 406POBO/bLIB. TOMY 3MiHN (PapMakKOKIHETUKM Y NaLiEHTIB MiTHLOrO BiKY
OYEBUHO 3a/1eXaTb Bif napameTpiB PyHKLIA HUPOK.

KniHiYHI XapaKTepUCTUKN.

lNoka3aHHS.

OudniokaH® nokasaHWii ans NikyBaHHs Takux FPUBKOBUX iH(EKL i y AOPOCNX (AUB. po3ain «PapMakoarHaMiKa):
— KPUNTOKOKOBWI MEHIHTIT (4UB. po3Lin «Oc06/IMBOCTI 3aCTOCYBaHHA);

— KoKUMAioiaos (ame. po3ain «OcobnmnBoCTi 3aCTOCYBaHHSI»);



— iHBa3MBHi KaHAMAO03M;

— KaHAMA03M CN30BUX 060/1I0HOK, BKIHOYAKUM KaHANA03 POTOMOTKM Ta KaHANA03 CTPABOXOAY, KaHAVAYPIS, XPOHIYHWIA KaHAWMA03 LWKIPW | CNM30BMX 060/I0HOK;

— XPOHIYHWI aTPOiYHNIA KaHAMAO3 POTOBOI MOPOXHUHM (KaHAWZAO03, CIPUYMHEHWUI BUKOPUCTaHHAM 3yOHWX NPOTe3iB) Npu HeetheKTUBHOCTI FirieHU poTOoBOI
MOPOXHMHK abo MicLLEeBOT Teparnii;

— BariHa/IbHUA KaHAWAO03, TOCTPUIA UM PeLnanBHIUI, KON MicLeBa Tepanis He € fOLiIbHOI;

— KaHAMA03HWIA 6anaHiT, Kon Micuesa Tepanis He € A0LiNIbHOLO;

— AepMaTOMiKO31, BK/IKOUakoUM MiKO3 CTOM, MiKO3 [afieHbKOT LLKipW, MaxoBuiA epMaToMiKo3, pi3HOGapBHMWIA NLwali Ta KaHAWAO03HI IHEKLIT LWKipK, KoM NoKa3aHo
3aCTOCOBYBaTU CUCTEMHY Tepanito;

— AepMaToiTHNUIA OHIXOMIKO3, KON 3aCTOCYBaHHS IHLLMX IKAPCbKMX 3aC06iB He € JOLi/IbHUM.

AundniokaH® nokasaHuii ans NPoQiNaKTUKL TaKUX 3aXBOPIOBaHb Y 1OPOCNX, SK:

— pPeunamB KpUNTOKOKOBOIO MEHIHTITY Y NaLieHTiB 3 BUCOKMM PU3NKOM MOr0 PO3BUTKY;

— peunamB KaHaMa03y pOTOrNOTKM abo CTpaBoXo4y Y nauieHTiB 3 BIJ1 3 BUCOKMM PU3MKOM MOr0 PO3BUTKY;

— NS 3HWXKEHHS YaCTOTU peLanBIB BariHasibHOro kKaHAMAo3y (4 abo GinbLue BUNaaKK Ha Pik);

— NpOogiNakTnKa KaHAMA03HNX IHEKLiA Yy NaLieHTIB i3 TPUBaIOK HEMTPOMEHIED (HanpyKnag, NauwieHTIB 3i 3M108KICHUMYM 3aXBOPHOBAHHSAMM KPOBI, IKi OTPUMYHOTb
XimioTepanito abo nauieHTiB Npy TpaHcnIaHTaL il reMonoeTUYHUX CTOBOYPOBUX KNITUH) (AMB. po3ain «PapMakonoriyHi BnacTnBoCTi. PapMakognuHaMiKa).
AudniokaH® nokazaHuin AiTAM A1 NiKyBaHHA KaHAWAO03iB CNM30BMX 060/I0HOK (KaHAWA03 POTOMNOTKU, KaHAWA03 CTPABOXOAY), iHBA3MBHUX KaHAW/03iB,
KPMNTOKOKOBOrO MEHIHFITY Ta A1 NpogiNakTUKM KaHAWAO3HUX iH(eKUi Yy nNauieHTiB 3i 3HWKEeHMM iMyHiTeTOM. [penapaT MOXHa 3acTOCOBYBaTU $IK
NigTPUMyBanbHY Tepanito 41 nonepeiXeHHs peunanBy KPUNTOKOKOBOIO MEHIHTITY Y AiTei i3 BUCOKUM PU3MKOM MOro Po3BMTKY (AMB. po3fin «OcobamBoCTi
3aCTOCYBaHHSA»).

3acTocoByBaTK NiKapCbKWiA 3aci6 y (hopmi Kancyn il kaTeropii nayieHTiB MOXHa TOAi, KOAW AiTW 3aaTHI 6e3MeyYHO MPOKOBTHYTKM Kancyny, WO 3a3Buyail €
MOX/IMBUM Y BiLli Bif 5 pOKiB.

Tepanito npenapatom AudokaH® MoXHa po3nounHaTW [0 OTPUMAaHHS pe3y/bTaTiB KyNbTypasbHUX Ta iHLUMX NaBGopaTOpHMX AOCNIAXKEHb; OAHaK nicns
OTPVMMaHHS pe3ynbTaTiB NPOTUIHMEKLIAHY Tepanito Cnif CKOpUryBaTy BiAnoBiAHUM YNHOM.

MpoTuUNoKasaHHs.

— [inepuyTAmMBICTb A0 (hIYKOHA30/1Y, iHLWMX a30/1bHUX CMOYK abo A0 Oy/b-AKO013 AONOMIKHUX PEHOBMH Npenapary, 3a3HayeHnX B po3aini «Cknag».

— OpHo4acHe 3acToCyBaHHA (hlyKOHAa30/y Ta TepdeHaAuHy nauieHTaM, AKi 3aCTOCOBYHOTh (hlyKOHa30/1 6aratopas3oso y fo3ax 400 mr/goby Ta Buule (3rigHo 3
pesynbTaTaMm JOCNiKEHHSA B3aEMOZIT 6aratopa3oBoro 3aCTOCyBaHHS).

— OfHo4acHe 3acToCcyBaHHSi (plyKOHAa30/y Ta IHWWX NliKapCbKUX 3aco6iB, WO MOAOBXYHTh iHTepBasl QT Ta MeTabosni3yroTbCA 3a 4OMOMOroH (PepmeHTy
CYP3A4 (Hanpuknag uusanpuay, actemisony, niMosugy, XiHiguHy T1a eputpomiumHy) (4us. po3ginv «Oco6MBOCTI 3aCTOCYBaHHSA» Ta «B3aemogis 3 iHWUMK
NiKapCbKMMM 3ac06amMu Ta iHLWI BUAW B3aEMOLII»).

B3aemogis 3 iHLUMMM NiKapCbKMMK 3aco6amMm Ta iHLWi BUAW B3aEMOZIN.

[MpoTrnoKasaHOo CyMiCHe 3aCTOCYBaHHA (h1yKOHA30/1Y Ta HUXKYe3a3Ha4eHMX JIIKapCbKMX 3aC00iB.

Linsanpug: nosifoMnsnocs npo po3BUTOK MOBGIYHUX peakuii 3 GOKy cepus, Y TOMY YMC/i MPO MapOKCUM3Ma/IbHY LUTYHOUKOBY TaxXikapgito Tuny «nipyet» y
nauieHTiB, AKi OLHOYACHO 3aCTOCOBYBaIN (PIYKOHA30/ Ta um3anpug. KoHTponboBaHe LOCMIIKEHHA NPOAEMOHCTPYBa/O, WO OfHOYacHe 3acTocyBaHHA 200 Mr
(bnykoHasony 1 pa3 Ha foby Ta 20 Mr umsanpuay 4 pasm Ha Jo6y npy3BOAMI0 40 3HAYHOrO NiABULLEHHA PIBHA LM3anpuiy y nnasmi Kposi Ta [0 MOLOBXeHHS
iHTepBasty QT. OAHOYacHe 3aCTOCYBaHHA (hIyKOHa30y Ta Lm3anpugy npoTurnokasaHe (4us. po3gin «poTmunoKasaHHs).




TepthbeHagnH: yepe3 BUMALKMA PO3BUTKY THKKUX CEPLEBMX apUTMIR, CPUUMHEHUX MOAOBXEHHAM iHTepBany QTC, Y MauieHTiB, SKi 3aCTOCOBYBa/M a30/bHi
NPOTUIPUOKOBI NiKapCbKi 3ac06y 0ofHOYacHO 3 TepdeHagnHoMm, 6y NpoBefeHi AOCNIMAXKEeHHSA B3aeMOfil UMX npenapaTiB. Y XOAi OAHOro AOCNi[XeHHS npu
3acTocyBaHHiI piykoHasony y fo3si 200 mr Ha o0y He 6y/10 BUABNEHO MOLOBXEHHS iHTepBany QTcC. IHLWe JoCNiIKEHHA NpY 3aCTOCYBaHHI (D1yKOHa30/y y f03aX
400 mr Ta 800 Mr Ha go6y NPOAEMOHCTPYBasIO, WO 3aCTOCYBaHHA iyKoHaszony y fo3ax 400 Mr Ha fo6y abo BULLE 3HAYHO MiABMLLYE PiBEHb TepeHaauHy Y
nnasmi KpoBi Npy 0fHOYaCHOMY 3aCTOCYBaHHI Umx npenapatis. CyMicHe 3acTocyBaHHS (1yKoHa3ony y fosax 400 Mr abo BuLle 3 TepdeHaMHOM NPoTUNoKasaHe
(amB. po3gin «MpoTunokKasaHHN»). Mpn 3acTocyBaHHI (PyKOHa30My y Ao3ax Hudkye 400 Mr Ha Jo6y OAHOYacHO 3 TepeHaAMHOM Chif MPOBOAUTM PETENbHUI
MOHITOPWHI CTaHy nauieHTa.

ACTEMI30/1: CyMiCHe 3aCTOCYBaHHSA (h/lyKOHA30/1y Ta acTeMi30/ly MOXe 3MEeHLUUTU K/lipeHC acTeMizony. CnpuymHeHe UMM NigBULLEHHS KOHLEHTpaL T acTeMizony y
nnasmi KpoBi MOXe MPU3BECTM [0 MOLOBXeHHs iHTepBasly QT Ta y PIAKICHMX BuMNagkax — [0 MapOKCUM3MasbHOT LUIYHOYKOBOI Taxikaphii TUMy «mnipyeTs.
OfiHoYaCHe 3aCTOCYBaHHS (PIYKOHA30/1y Ta acTeMi30/1y NPOTUMOKa3aHe (AMB. po34in «1poTUNOKa3aHH:A).

MiMo3ng Ta XiHiAWH: cyMicHe 3acTocyBaHHS (PIyKOHA30/1y Ta MiMo3nay abo XiHiguHY MOXXe NPU3BOAUTU A0 NPUrHIYeHHA MeTaboiaMy MiMo3ngy abo XiHiguHy,
Xo4a BifnoBIAHWX LOCNIMKEHb in Vvitro Ta in vivo He nposoavnuv. MigBuLEeHHS KOHUEeHTpauii niMosuay abo XiHiguvHY Yy nia3Mi KpoBi MOXEe CMPUUMHATY
NoAOBXeHHA iHTepBanly QT Ta Yy PIAKICHUX BuUMNagkax MPU3BOAUTM A0 PO3BUTKY MapOKCM3MasibHOI LUTYHOUYKOBOT Taxikapgii tuny «nipyet». OfHovacHe
3acTocyBaHHA (hlyKOHa30/1y Ta NiMo3ungy abo XiHignHY NpoTunokKasaHe (aUB. po3gin «poTMnoKasaHH:A»).

EpnTpoMiLnH: 0gHOYaCHE 3aCTOCYBaHHA epUTPOMILMHY Ta (TyKOHa30/1y MOXe NPU3BOAMTY 40 MiABULLEHHA PU3MKY PO3BUTKY KaphiOTOKCUYHOCTI (MOAOBXEHHS
iHTepBasly QT, napokcusmanbHa LUYHOUKOBa TaxikapAisa Tuny «nipyeT») Ta, K Hacnifjok, [0 panToBOI CepueBOl CMepTi. 3acTocyBaHHSA KOMOiHaUiT LMX
NiKapCcbKMX 3aco6iB NpoTunokasaHe (AvB. po3Lin «[1poTUNOKasaHH:).

He pekoMeHAYETbCA 0HOYACHE 3aCTOCYBaHHA (D1YKOHA30/1y Ta HXKYe3a3HAYEeHUX JTIKAPCbKMX 3aC00iB.

anoaHTpuUH: (PIyKOHa30/1 MOXE CMPUUYUHUTY MIABULLEHHS KOHLEHTpaLii rafoaHTpuHy y naasmi KpoBi 3a paxyHOK npurHideHHs CYP3A4. OpHouacHe
3aCTOCYBaHHA LMX NIKAPCbKUX 3ac00iB MOXe MPU3BOANUTU A0 MiABULLEHHSA PU3NKY PO3BUTKY KapAiOTOKCUYHOCTI (MOLOBXeHHS iHTepeastly QT, napokcu3MasibHa
LLTYHOUKOBA TaxXikapgia TUny «nipyeT») Ta, K HacNifoK, [0 PanToBOI cepueBol cMepTi. Cnif yHMKATK 3aCTOCYBaHHA KOMOIHaLT LMX NiKapcbKuX 3acobis (auB.
po34in «OCco6/IMBOCTI 3aCTOCYBaHHSA»).

CyMiCHe 3aCTOCYBaHHS (PIYKOHA30/1Y Ta HMXKYEe3a3HAYEHNX NiKAPCbKMX 3aC00iB BUMArae 06epe)kHOCTi.

AMiofapoH: OfHOYaCHe 3acTOCyBaHHSI (h/lyKOHa30/y 3 amioflapOHOM MOXKe MPU3BECTUM A0 MOAOBXKEHHS iHTepBany QT. PyKoHa3on cnif 3 06epexxHICcTIo
3aCTOCOBYBATU pa3oM 3 aMioapoHOM, 0CO6/IMBO Y pasi NPU3HaYeHHS BUCOKOT 403U (hykoHa3ony (800 mr).

CyMicHe 3acTOCYBaHHSA (D/1yKOHA30/1y Ta HUXKYe3a3HaYeHNX NiKapCbKMX 3ac06iB BUMArae 06epeXxxHOCTi Ta KOPUTYBaHHSA JO3W.

- Bnaue iHWWKX nikapcbKnx 3ac06iB Ha qpykoHa3on.

JocnifpkeHHs B3aeEMOZIT NPOAEMOHCTPYBa/IK, LLIO MepopasibHe 3aCTOCYBaHHA (DIyKOHa30/y 04HOYACHO i3 BXMBaHHAM XXi, NPUAOMOM LUMETUAMHY, aHTauuais abo
noJasibLUMM ONPOMIHEHHSIM YCbOr0 Tina A5 nepecasky KiCTKOBOro MO3Ky He Mae K/iHIYHO 3HaYyLL0ro BrnBy Ha abcop6Lito hilyKoHasony.

PuchamniyunH: ofiHoYacHe 3aCTOCYyBaHHSA (D/IyKOHA30/y Ta pudamniuuHy npussoguno Ao 3HwkeHHs AUC Ha 25 % Ta CKOpouyBasio nepioj HaniBBUBELEHHS
(hnykoHaszony Ha 20 %. Tomy AN NauieHTiB, SKi 3aCTOCOBYHOTL pUammiLH, CNif po3risHyTU A0LINbHICT MiABULLEHHS 03U (/TYKOHA30/y.

ligpoxnopoTiasug: y AOCNimKeHHI (hapMaKOKIHETMYHOT B3aEMOAIT OAHOYacHe GaraToKpaTHe 3aCTOCYBaHHS riApoXnopoTiasuay 3[40p0BUM A06POBOMbLAM, SKi
OTpUMYyBa/IM (PIYKOHA30/1, NiABULLYBa/I0 KOHLEHTpaLito (iykoHasony y nnasmi kposi Ha 40 %. Taki napamMeTpu B3aEMOAIT He BUMaratoTb 3MiH Y pPexumi
[03yBaHHA (hNyKOHa30/y AN15 NawieHTiB, SKi 04HOYACHO OTPUMYHOTb CEYOTiHHI 3aco6M.

- Brnnve donykoHas3ony Ha iHLWi nikapcbKi 3acobu.

®1yKoHa30/ € MOMipHUM iHriGiTopom unutoxpomy P450 (CY P) izodepmeHTy 2C9 Ta 3A4. ®yKOHA30/ € MOTY>KHUM iHTi6iTOpoMm i3othepmeHTy CY P2C19. Ha
[04aTOK 10 CNOCTepeXKyBaHUX/AOKYMEHTaIbHO MiATBEPIKEHNX B3aEMOAIN, WO OnucaHi HUXKYe, Npy 04HOYaCHOMY 3aCTOCYBaHHI 3 (P/1yKOHA30/10M iICHYE PU3KK
NiABULLEHHSA Y Na3mi KPOBi KOHLEHTpauii iHWKUX cnonyk, wo Metabonisytotecs CYP2C9, CYP2C191a CYP3A4. Tomy 3acTocOBYBaTW Taki KOMOiHALii




npenapartis Cnif 3 00EpPexHICTio; Mpu LbOMY HeOoOXiZHO peTeslbHO CMOCTepiraty 3a CTaHOM nauieHTiB. lMpurHidyBaibHa Ais QyKOHa30/y Ha (hepMeHTU
36epiraeTbcs NpoTArom 4-5 fAib nicns oro 3acTocyBaHHSA Y 3B’A3KY 3 MOro TpUBaIMM NepiogoM HaniBBMBeAEHHS (ANB. po3ain «poTMNoKasaHHS»).
AnbheHTaHiN: nig Yac OA4HOYACHOr0 3aCTOCYBaHHA asib(peHTaHiNy y fo3i 20 MKI/Kr Ta (pykoHasony y fo3i 400 Mr 340p0oBMM A06POBO/LLAM CNOCTepiranocs
ABoKpaTHe 36inbweHHs AUCg, MOXNMBO Yepes iHridysaHHsA CY P3A4. Moxe 6y Ty HEO6Xi4HUM KOPUTYBaHHSA 03U anb(eHTaHiny.

AMITPUNTUAIH, HOPTPUNTWUAIH: (TYKOHA30/1 MOCWITIOE Ait0 aMiTPUNTUAIHY Ta HOPTPUNTUIHY. PEKOMEHAYETHCA BUMIPHOBATU KOHLIEHTPALIT 5-HOPTPUNTUAIHY Ta
/abo S-amiTpunTUNiHY Ha NoYaTKy KOMGiHOBaHOT Tepanii Ta yepe3 1 TMXKAeHb. Y pasi Heo6XigHOCTI cnif BigKOpUrysatu 403y aMiTpUNTUAIHY/HOPTPUNTUNIHY.
AMdoTepuumH B: ogHoyacHe 3aCTOCyBaHHS (P/lyKOHa30/y Ta amoTepuumHy B iH(IKOBaHMM MuLWIaM i3 HOPMabHUM IMYHITETOM Ta iH()iKoBaHUM MULLAM 3i
3HWKEHUM IMYHITETOM Jano Taki pe3y/ibTaTu: HEBENIMKUIA afUTUBHUIA NPOTUTPUOKOBUIA edheKT Npu cucTeMHii iHdekyiT C. albicans, BigcyTHICTL B3aemogii npu
BHYTpiLLHbOYepenHin iH(ekuii Cryptococcus neoformans Ta aHTaroHiam 4BOX npenapaTiB Npu cucTeMHin iHgekuii Aspergillus fumigatus. KniHiuyHe 3Ha4eHHS
pe3ynbTaTiB, OTPUMAHUX Y X041 LMX LOCNILKeHb, HeBIAOME.

AHTUKOArynaHTU: SK | MpPWY 3aCTOCYBaHHI IHWWX a30/1bHUX MPOTUTPUOKOBMX 3aco6iB, MPW OLHOYACHOMY 3aCTOCyBaHHI (P/lyKOHa30/ly Ta BapgapuHy
MOBIZOMNANOCA MPO BUMaAKN PO3BUTKY KPOBOTEY (remMaToM, HOCOBOI KPOBOTEYi, LUYHKOBO-KULLKOBUX KPOBOTeY, reMaTypii Ta MefieHn) y MNOEAHaHHI 3
MOAOBXEHHAM NPOTPOMOIHOBOrO Yacy. pu ogHOYaCHOMY 3aCTOCYBaHHI (P/lyKOHA30/1y Ta Bap(apuHy CnocTepirasiocs ABOKpaTHe MifBULLEHHS MPOTPOMOIHOBOro
yacy, MMOBIpHO, BHAcMifoOK MPUrHiYeHHs MeTaboniamy BapapuHy yepe3 CYP2C9. Cnig peTenbHO KOHTPOMOBATU NPOTPOMOIHOBMIA Yac y NauieHTiB, fKi
OAHOYaCHO 3aCTOCOBYHOTb KyMap/HOBI aHTUKOArynsiHTV abo iHAaHeioH. Moxxe 6yTv HeobXigHOH KOPEKL,ifl 031 aHTUKOarynsHTy.

BeH3oaiaseniHn KOPOTKOI Ail, HAaNpWKnag Migasonam, Tpuasonam: NpusHadyeHHs qIyKoHa3oy Micns nepopasibHOro 3acToCyBaHHSA Mifa3onamy npu3BOAWO [0
3HAYHOrO MiABULLEHHA KOHUEeHTpauil Migasonamy Ta O MOCU/IEHHS MCMXOMOTOPHUX edekTiB. OfHOYacHe 3acToCyBaHHA (lykoHasony y fosi 200 Mr Ta
mifgasonamy y fo3i 7,5 Mr nepopasbHO npu3Boausio fo nigsuwieHHs AUC Ta nepiofy HaniBBMBeLeHHA migasonamy y 3,7 Ta 2,2 pasa BifnoBigHO. 3aCTOCYBaHHSA
(hnykoHaszony y gosi 200 mr/goby Ta 0,25 Mr Tprasonamy nepopasibHO Npu3BoAuno Ao nigsuweHHs AUC Ta nepiogy HaniBBuMBeAeHHSA Tpuasonamy y 4,4 Ta
2,3 pasa BignosigHo. Npn 0gHOYAaCHOMY 3aCcTOCyBaHHI (D/TlYKOHA30/y Ta Tpr1asoiamy CrocTepirasiocs NOTeHLiFoBaHHA Ta NPOIoHrauia eekTiB Tpyrasonamy. HAKLLO
nauieHTy, AKUA NPOXOAMTb KYPC NiKyBaHHA (hyKOHA30/10M, CAif OAHOYACHO MpM3HAYMTK Tepanito 6eH3ofiaszeniHamu, [O3Y OCTaHHIX Cnif 3MEHLWWTN Ta
BCTAHOBUTW HaIeXHWIA Harfsig 3a CTaHOM naljieHTa.

KapbamaseniH: (hyKoHa30/1 NpUrHivye metaboniam Kapb6amaseniHy Ta CnpUUYnHAE NiABULLEHHSA PiBHA KapbamaseniHy B cupoBatui KpoBi Ha 30 %. ICHYyE pu3mnK
PO3BUTKY NPOSBIB TOKCUYHOCTI 3 60Ky kapbamaseniHy. Moxe 6yTu HeoOXigHUM KOpUryBaHHS [03M kapb6amaseniHy 3a/1eXKHO Bifl PiBHSA Oro KOHUeHTpauil Ta il
npenapary.

BnokaTopy KasbUieBMX KaHasliB: AesKi aHTaroHiCTU Kanbuito (HideauniH, icpaguniH, amnoauniv Ta (enoamniH) metabonisytotbes epmeHTomM CYP3A4.
®1lyKoHa30/ NOTEHLINHO MOXKe MiABWLLYBaTU CUCTEMHY EKCMO3MLit0 610KaTOPIB Ka/bLieBUX KaHaniB. PeKOMeHA0BaHWIA PETeNbHWUIA MOHITOPUHT WOAO PO3BUTKY
No6IYHNX peakLiil.

Lienekokcub: npu ogHo4acHOMY 3acTocyBaHHI pnykoHasony (200 mr Ha fo6y) Ta uenekokemby (200 Mr) Chax Ta AUC Lenekokcnby nigsuilysanucs Ha 68 % Ta
134 % BignoBigHo. Mpy 0gHOYACHOMY 3aCTOCYBaHHI Lie/IEKOKCUOY Ta (/TyKOHa30/1y MOXKe 6y TV HeO6XiAHUM 3MEHLUEHHS 03U LieNeKOKCUOy BABIYi.
Limknodpochamip: ogHoYacHe 3aCTocyBaHHSA LuKnogochamigy Ta hyKoHasony npusBoaUTb 40 NiABULLEHHSA PiBHA 6inipy6iHY Ta KpeaTWHiHY B CMPOBATL KPOBI.
LLi npenapatn MOXKHa 3aCTOCOBYBATM O[JHOHYACHO, 3BaXKat0UM Ha PU3NK NiABULLEHHS KOHLEHTpaLiT 6inipy6iHy Ta KpeaTMHIHY B CMpOBaTL,i KPOBI.

PeHTaHIN: NoBIAOMNANOCA NPO OANH NEeTa/IbHUIA BUNALOK IHTOKCMKALLIT (PEHTaHINIOM BHACNILOK MOX/MBOT B3aEMOZIT (peHTaHiNy Ta qiykoHasony. [1o Toro X y
JOCNIDKeHHI 3a y4acTHO 3[40pOBMX [06pOBOMbLIB OY/10 NMPOAEMOHCTPOBAHO, WO ()/IyKOHA30/1 3HAYHO YMOBI/IbHIOBAB efliMiHauito (eHTaHiny. [igBuLLeHHS
KOHUeHTpauiT (heHTaHily MoXe NpPU3BeCcTn L0 NPUrHIYeHHS AUXaHHA, TOMY C/if peTe/lbHO KOHTPOJIOBATM CTaH nauieHTa. Moxe 6yTn Heo6XiAHOK KOpeKLis 403K
(heHTaHiny.

IHri6iTopn MMI-KoA-peaykTasu: cymicHe 3acTocyBaHHSA (h1yKOHa30/y Ta iHri6iTopis MMI-KoA-peaykTasu, wo metabonizytotecs CY P3A4 (aTopBacTaTviH Ta



cumBacTaTuH), abo iHribiTopis 'MI-KoA-peaykrasu, wo metabonizytotecad CY P2C9 ((hnyBacTtaTtuH), NiABULLYE PU3NK PO3BUTKY MionaTil Ta pabgomionisy. Y
pasi HeobXigHOCTI OAHOYACHOro 3acTOCyBaHHSI UMX MpenapaTtiB cfif peTenbHO crnocTepiraty 3a MauieHTOM LWOAO BMHWUKHEHHA CUMMMNTOMIB Mionartii Ta
pabaomionisy i NPOBOAWUTN MOHITOPUHT PIBHA KpeaTUHKIHAa3W. Y pasi 3HaYHOro MifBULLEHHS PIBHA KpeaTMHKIHA3M, a TaKoX Npw fiarHocTyBaHHI abo nifo3pi Ha
mionarito/pabfomioni3 3acTocyBaHHS iHriGiTopis TMI-KoA-peayKTasu ciig npunuHUTMA.

16pUTUHIG: NomipHi iHriGiTopn CYP3A4, Taki SK yKoHa3o/, NiABULLYHOTb KOHLEHTpaUito i6pUTUHIOY B NfasMi Ta MOXYTb MifBULLYBATU PU3MK TOKCUYHOCTI.
AKLLIO HEMOXMBO YHUKHYTU KOMOIHaLii npenaparis, NOTPIOGHO 3HM3NUTU [03Y i6pUTUHIGY A0 280 Mr oguH pa3 Ha o6y (2 Kamncynn) 3 MeTOK MPOAOBXKEHHSA
3aCTOCyBaHHS iHribiTopy Ta 3a6e3ne4nT NOCTINHMIA KNiHIYHWNIA MOHITOPVHT.

IBakachTOp: 0AHOYACHE 3aCTOCYBaHHA iBakaTopy, perynsaropa TpaHCMeMopaHHOT NpoBigHOCTI npy mykoicumaosi (CFTR), 36inbLWKA0 eKCno3unLito iBakapTopy
B 3 pa3u Ta ekcnosuuito rigpokcumvetunisakapropy (M1) y 1,9 pasa. MauieHTam, SKi 04HOYACHO NPUIMar0Tb NOMipHI iHriGiTopyn CY P3A, Taki fK (hyKoHa30/ Ta
epUTPOMILNH, PEKOMEH0BAHO 3HU3UTKM [03Y iBakaTopy A0 150 Mr ofMH pa3 Ha ooy .

Onanapu6: nomipHi iHricitopn CYP3A4, Taki SiK (hlyKOHa30/, 36i/bLYH0Tb M1a3MOBi KOHLEHTpaLii onanapmoy; iX ofHoYacHe 3aCTOCYyBaHHS He PEKOMEHAYETbLCS.
FAKLLO TaKoT KOMOIHaLIT He MOXKHA YHUKHYTW, MpuiioM onanapuby o6mexxytoTb gozamm 200 Mr fgidi Ha f06y.

IMyHOCcynpecopu (Hanpuknag LMKNOCNopuH, eBeponimyc, CUponiMyc i Takponimyc).

LimknocnopuH: yKoHa3oN 3Ha4yHO MifsuiLlye KoHueHTpauito Ta AUC umknocnopuHy. Npy ogHo4YacHOMY 3acToCyBaHHI (hiykoHasony y fosi 200 mr/goby Ta
LUMKNOCNOPUHY Y A03i 2,7 Mr/kr/goby crnoctepiranocs 36inbweHHs AUC umknocnopuHy y 1,8 pasa. Lii npenapatv MoXHa 3aCTOCOBYBaTW O4HOYACHO 33 YMOBM
3MEHLLEHHS [O3U UMKIOCNOPUHY 3a/1eXKHO Bif MOro KOHLeHTpaLii.

EBeponimyc: xo4a LOCNI[KEHb in Vitro Ta in vivo He NMPOBOAMN, BIAOMO, WO (H1yKOHA30/1 MOXE MiABULLYBAaTV KOHLEHTpaLito eBEpOsiiMyCy B CUPOBATL KpPOBI
yepes npurHiyeHHs CY P3A4.

Cuponimyc: yKoHa3on nNigsuLLye KOHUEHTpauito cuponimycy Yy nnasmi KpoBi, MMOBIPHO, LUISXOM MPUTHIYEHHA MeTabosniaMy cuponiimycy (epMeHTOM
CYP3A4 1a P-rnikonpoteiHoM. Lli npenapatn MoXHa 3aCTOCOBYBaTV OAHOYACHO 3a YMOBW KOPUTyBaHHSA [03M CUPOJIMYCY 3a/1eXXHO Bif PiBHA KOHLUEHTpauil Ta
e(heKTiB npenapary.

Takponimyc: pyKoHa301 MOXe MiABMLLYBaTV KOHLEHTpaLiT TakponiMycy B cvpoBaTLi KpoBi 40 5 pasiB npu M0ro nepopasibHOMY 3aCTOCYBaHHI Yepe3 NpUrHivYeHHs
meTaboniamy Ttakponimycy gepmeHToM CYP3A4y KuLeYHWUKY. pyv BHYTPILLHLOBEHHOMY 3aCTOCYBaHHI TaKpoOJliMyCy He CrocTepirasiocs 3Ha4yHuMX 3MiH
(hapmakoKiHeTUKM. MiaBULLEHI PIBHI TaKpoNiMyCy acouitoloTbCA i3 HEPPOTOKCUMYUHICTIO. [l03y TakposniMycy Ans NepopasibHOro 3aCTOCYBaHHS Cif, 3HVKYBATK
3a/1eXKHO Bif, KOHLEHTpaLiT Takponimycy.

JNlozapTaH: (p/iyKoHa3on NpurHiyye MeTaboniaM no3aptaHy [0 MOro akTMBHOro meta6onity (E-3174), wo 06yMOBMHOE 6inblly 4YaCTUHY aHTaroHisMy Ao
peLenTopiB aHrioTeH3uHy |l nig vac 3acTocyBaHHs f103apTaHy. PeKOMeH0BaHO 34iACHIOBATM NOCTIMHUIA MOHITOPUHI apTepiaibHOro TUCKY Y MauieHTiB.
MeTafoH: p/lyKOHa30/1 MOXKe MiABULLYBaTW KOHLEHTPAL,it0 MeTaloHy Y CMpOBaTLi KpoBi. [Npy 04HOYaCHOMY 3aCTOCYBaHHI MeTafloHy Ta (hlyKOHa30/1y MOXe 6yTu
HeoOXigHVM KOpUTyBaHHS 031 METafoHY.

HecTepoigHi npoTwu3anansHi npenapaTu (HIM3MM): npn ofHo4acHOMY 3aCTOCyBaHHI 3 PNyKOHa30/10M Crax Ta AUC nypbinpodeHy nigsuiysanmca Ha 23 % Ta
81 % BIANOBIAHO MOPIBHAHO 3 BIAMOBIAHMMM MOKa3HUKaMW MNPU 3aCTOCYBaHHI TiNbKK (ypbinpodeHy. AHaNOriyHO MpU OJHOYACHOMY 3acTOCYBaHHI
(hniyKoHasony 3 pauemivyHmum ibynpodeHom (400 Mr) Cpax Ta AUC hapmakonoriyHo aktmBHOro izomepy S-(+)-ibynpodeHy nigsuilysanvcs Ha 15 % ta 82 %
BIAMOBIAHO, NOPIBHAHO 3 TAKUMMW MOKA3HUKaMW NPY 3aCTOCYBaHHI Ti/IbKW paLemMivyHoro ioynpogeHy.

Xoya creyiasibHUX AOCMIMKEHb He NpoBOAUAM, (/IYKOHA30/1 MOXE MifBMLLYyBaTW CUCTEMHY eKCcrnosuuito iHwux HM3M, wo metabonisyoThbes
CY P2C9 (Hanpvknag, HanpoKCceHy, IOPHOKCUKaMy, MenoKcukamy, AMKnogeHaky). PeKOMeHA0BaHO NePIOAMYHO 34iNCHIOBATU MOHITOPUHI MOGIYHMX peakuii Ta
TOKCUYHUX NPOABIB, NoB’a3aHuX i3 HIM3M. Moxe 6yTv noTpibHe kKopurysaHHs fo3un HIM3I.

@eHITOIH: (1yKOHa30N MPUrHiYye MeTaboniam (eHiTOiHY B nediHui. OgHovacHe GaratopasoBe 3acTocyBaHHA 200 Mr (biykoHasony Ta 250 Mr (DeHITOIHY



BHYTPILLUHbOBEHHO MPU3BOANTL A0 MigsuweHHs AUCo, heHITOiHY Ha 75 % Ta Cppyiy Ha 128 %. Mpn ogHOoYacHOMY 3aCTOCYBaHHI LUX NiKapCbKMUX 3acobiB Cnif,
MPOBOAUTN MOHITOPUHI KOHLEHTpALIT (PEHITOIHY Y CMPOBATLL KPOBI A4/19 YHUKHEHHSA PO3BUTKY TOKCUYHOT AiT (DEHITOIHY.

MpefHi30H: NOBIAOM/IANOCA NMPO BUMAA0K, KOMM Y NauieHTa nicns TpaHcnaaHTauil NedviHKM Ha T1i 3aCTOCYBaHHA MPeAHI30HY PO3BMHY/AcA rocTpa HefoCTaTHICTb
KOpY HaHMPKOBMX 3a/103, L0 BUMHMKNA MICNA MPUNUHEHHA TPUMICAYHOrO Kypcy Tepanii qiyKoHa30/10M. MpunuHeHHs 3acTocyBaHHS (hlyKOHa30/y, MMOBIPHO,
CNPUYNHUIO NocunieHHs akTneHOCTI CY P3A4, W0 npr3Beso A0 NPUCKOPeHHs MeTabosi3My npefHi3oHy. Cnif peTenbHO CTEXWUTU 3a nauieHTamu, AKi NpoTArom
TPMBA/IONO Yacy OJHOYACHO 3aCTOCOBYHOTb (P/IYKOHA30/ Ta MPELHI30H, 3 METOH MorMepepkeHHs PO3BUTKY HefOCTaTHOCTI KOpW HALHUPKOBWX 3a/103 Mic/s
MPUMMHEHHS 3aCTOCYBaHHA (D/1yKOHA30/y.

PuhabyTuH: iyKoHa3on NiABULLYE KOHLUEHTpauito pugabyTuHy B CMpOBaTLi KpOBI, WO npu3BoauTb Ao 36inbweHHs AUC pudabytmuHy po 80 %. IMpwu
0[JHOYAaCHOMY 3aCTOCYyBaHHI o1lyKoHa30/y Ta puhabyTUHY MoBifAOM/ISN0CA NPO BUNAAKM PO3BUTKY YBEITY. Mpn 3acToCcyBaHHI Takoi KOMGIHaLLIT NikapCbKMX 3aco6iB
cnig 6paty 4o yBary CUMNTOMM TOKCUMYHOI AT pudabyTuHy. CaksiHasip: iykoHason nigsuwye AUC Ta Cpg CakBiHaBipy npubnusHo Ha 50 % Ta 55 %

BIAMOBIAHO Yepe3 NPUrHiYeHHs MeTaboni3My cakBiHaBipy Yy nediHui pepmeHTomM CY P3A4 Ta yepe3 iHribyBaHHA P-rnikonpoTeiHy. BaeMogii MidX g1yKoHa30/10M
Ta CaKBiHaBIPOM/PUTOHABIPOM He LOCNILKYBaINCS, TOMY BOHU MOXYTb Oy Tu 6ifibLL BUPaXKeHUMU. Moxe 6y T He0OXigHM KOPUTYBaHHS 031 CaKBiHaBIpy.
MoxifHi CynbOHINCEYOBMHM: NPU OLHOYACHOMY 3aCTOCYBaHHI (hlyKOHA30/1 MPOMOHIYe Mepiog HaniBBMBEAEHHS NepopasibHUX MOXiAHUX CYNb(OHINCEHOBUHM
(xnopnponamigy, rnibeHknamigy, rninisngy Ta Ton6yTamigy) npu X 3acToCyBaHHI 3[0pOBMM A06POBOMbLUAM. PEKOMEHAYETLCS NPOBOAUTW YaCTUA KOHTPO/b
LYKPY B KPOBI Ta BifNOBIAHNUM YNHOM 3HVKYBATK 403y MOXIAHUX CY/b(OHINCEYOBUHM MPY O4HOYACHOMY 3aCTOCYBaHHI i3 (D/1yKOHa30/10M.

TeoqpiniH: y nnaye60-KOHTPOIbOBAHOMY [AOCNIIKEHHI B3aEMOAIT npenapatiB 3acTOCYBaHHA (P/iyKoHa3ony no 200 Mr NpoTarom 14 AHiB NPU3BENo A0 3HMKEHHS
cepefHbOro KnipeHcy TeodiniHy B nnasmi Kposi Ha 18 %. 3a nauieHTamu, SAKi 3aCTOCOBYHOTb TeO(ifliH Y BUCOKMX [03axX abo AKi MatoTb MiABULLEHNIA PU3NK
PO3BUTKY TOKCUYHWUX MPOSABIB TEOMINIHY 3 IHWMX NPUYMH, CNif BCTAHOBUTU Harnsg WoA0 BUAB/MEHHS O3HAK PO3BUTKY TOKCWMYHOT AiT TeodiniHy. Tepanito cnig
3MIHWUTW NPY NOSBI 03HaK TOKCUYHOCTI.

TohaunTuHIG: BNAMB TOGAUUTMHIOY 3pOCTaEe Npy OAHOYACHOMY 3aCTOCYBaHHI 3 NiKapCbKMMU 3ac06amu, fKi NPU3BOAATL 40 MOMIPHOro iHribyBaHHs CY P3A4 Ta
NOTYXHOro iHridysaHHa CY P2C19 (Hanpuknag hnykKoHa3os). TOMY peKOMeH0BaHO 3HM3NUTKN [03Y ToaumMTuHIOy A0 5 Mr ofMH pa3 Ha [o06y B KOMOGIHaLifX 3
LUMMK npenapaTamu.

Ankanoign 6apBiHKy: Xo4a BIAMOBIAHWX [OCNIMLKEHb He MPOBOAWAM, (DyKOHa30/, MMOBIPHO uepe3 iHridyBaHHA CY P3A4, MOXe CMPUYMHATA NiBULLEHHS
KOHLEHTpaLiT ankanoigis 6apBiHKY Yy nnasmi KpoBi (Hanpuknag BiIHKPUCTUHY Ta BIHO6/1ACTUHY), WO NPU3BOANTL 0 PO3BUTKY HEMPOTOKCUYHUX eqieKTiB.

BiTamiH A: nosigomnsnocs, WO Yy MauieHTa, SKWA 04HOYACHO 3aCTOCOBYBAaB TPaHCPETMHOEBY KMCMOTY (KMUC/MOTHa opma BiTaMiHy A) Ta (haykoHasor,
cnocTepirannca nobiyHi peakuii 3 60Ky LeHTpanbHOT HepBoBoi cucTemmn (LIHC) y dopmi nceBaoTyMOpy ron0BHOrO MO3KY; AaHWIn eqpeKT 3HMK Micns BigMiHW
(hnykoHazony. Lii nikapcbKi 3aC06M MOXHa 3aCTOCOBYBaTU OAHOYACHO, /e C1ig nam’aTati Npo pU3nK BUHUKHEHHS MoBiYHMX peakuiin 3 60Ky LIHC.

BopukoHason (iHri6iTop CYP2C9, CYP2C19 Ta CYP3A4): ofHOYacHe 3aCTOCYBaHHA BOPMKOHA30/y nepopasibHo (no 400 Mr KOXHI 12 roguH npotarom 1 gHs,
noTiM no 200 Mr KOXHi 12 rognH nNpoTaroM 2,5 AHiB) Ta (hiyKoHasony nepopanbHo (400 Mr B nepLumnii AeHb, NoTiM No 200 Mr KOXHI 24 rOAMHN NPOTArom 4 AHIB)
8 300p0oBUM 06POBO/LLAM HOMOBIYOT CTaTi NpU3Beno Ao NigsuleHHs Coax Ta AUC, BOpMKOHa30/y B cepefHboMy 0 57 % (90 % Al: 20 %, 107 %) 1a 79 %

(90 % Al: 40 %, 128 %) BianosigHO. HeBigOMO, UM NPU3BOAUTL 3HMKEHHSA 031 Ta/abo 4acTOTW 3aCTOCYBaHHSA BOPMKOHa30/y abo (P/IlyKOHa30/y [0 YCYHEHHS
Takoro eekty. IMpu 3acTocyBaHHi BOPMKOHA30/1y Micns (yKoHa3ony Cnif NPoBOAUTU CMOCTEPEXXEHHS LWOLO PO3BUTKY MOGIYHUX e(eKTiB, acouinoBaHuX i3
BOPMKOHA30/10M.

3npoByanH: iykoHason nigsuye Coax 7@ AUC 31aoByauHy Ha 84 % Ta 74 % BigNoBILHO, L0 3YMOB/IEHO 3HVXEHHAM K/TipPeHCY 31AO0BYANHY NPUOIN3HO Ha
45 % npw noro nepopanbHOMY 3acToCyBaHHI. [Mepiof HaniBBUBEAEHHS 3MA0BYAMHY O6YB TaK0X NOAOBXKEHWI NPUOIN3HO Ha 128 % nicns 3acTocyBaHHSA KOMOiHaL, i1
(hNyKOHa30My Ta 31MA0BYAMHY. 3a naLjieHTamu, AKi 3aCTOCOBYHOTb TaKy KOMOIHaLit0 NiKapcbKUX 3aco6iB, cnif cnocTepirat Wo40 PO3BUTKY MOGIYHUX peakLil,
MOB’A3aHMX i3 3aCTOCYBaHHAM 31A0BYANHY. MOXHA PO3rNSAHYTU A0OLINbHICTL 3HVKEHHS 403U 3UA0BYAVHY.



A3NTPOMILUMH: Y XO4i BIAKPUTOr0 paHLO0Mi30BaHOr0 TPUCTOPOHHLOIO NEePeXPeCcHOro SOCIIKEHHS, B AKOMY B35/ y4acTb 18 340p0BMX 0OPOBO/bLIB, OLiHIOBaIN
BMN/IMB a3UTPOMILMHY Ta /IyKOHA30/y Ha (hapMaKOKIHETUKY OUH OHOr0 Mpu iX 0AHOYaCHOMY NepopasibHOMY Pa30BOMY 3aCTOCYBaHHI y fo3ax 1200 mr ta 800 Mr
BiANOBIAHO. XKOAHMX 3HAYYLLMX (hapMaKOKIHETUYHMX B3aEMOi BUSB/IEHO He BynoO.

MepopanbHi KOHTpauenTuBK: NPoBOANIOCA 2 (hapMaKOKIHETUYHUX AOCIIKEHHA 6araTopa3oBoro 3aCToCyBaHHA (D/lyKOHa30/1y Ta KOMOGIHOBaHOMO NepopasibHoro
KOHTpauenTuBa. Mpn 3acTocyBaHHI (hnyKoHa30ny Y Ao3i 50 Mr BNAMBY Ha piBeHb FOPMOHIB He OYyN0, TOAi K NpWU 3acTOCYBaHHI (P1yKoHasony y Ao3i 200 Mr Ha
[06y cnoctepiranocs 36inbweHHs AUC eTuHinectpagiony Ha 40 % Ta neBoHoprectpeny — Ha 24 %. Lle cBigunTb npo Te, WO Garatopas3oBe 3aCTOCyBaHHS
(p/lyKOHA30/y Y 3a3HaYeHuX [03ax HaBpsAS Y1 MOXKe BMN/IMBATK Ha e(DEKTUBHICTb KOMBIHOBAHOI 0 NeEpopasibHOr0 KOHTpaL,enTmBea.

Oco6MBOCTI 3aCTOCYBAHHSA.

JepmaTogiTis. BignoBigHo A0 pe3ynbTaTiB AOCNIMKEHHS (PIYKOHA30/My ANs NiKyBaHHA AepMaToiTii y AiTei, ilyKoHa301 He NepeBuLLYE rpu3eody bBiH 3a
e(eKTUBHICTIO i 3arasbHUI NMOKa3HMK eheKTUBHOCTI CTaHOBUTL MeHLe 20 %. Tomy AudntokaH® He cnif 3acTOCOBYBATM As NiKyBaHHs fepMaTOiTil.
KpunTokoko3. [lokasiB epeKTUBHOCTI (hyKOHA30/y AN1s NliKyBaHHA KPUMTOKOKO3Y IHLIMX NoKani3auiin (Hanpuknag nereHeBoro KpMNTOKOKO3Y Ta KPUMTOKOKO3Y
LUKipW) HeAOCTaTHLO, TOMY peKOMeHAaLil LLOAO L030BOM0 PeXMMY AN NiKyBaHHSA TaKUX 3aXBOPHOBaHb HEMAE.

"MBOKI eHAemiyHI Miko3n. [loka3iB eeKTUBHOCTI (P/IYKOHA30/y /151 TIKYBaHHSA IHLWMX (DOPM EHAEMIYHUX MIKO3iB, TaKUX K NMapakoKLMAioIL40OMiKO3, FiCTON1a3Mo3
Ta LWKIpHO-MiM{aTUYHNA CNOPOTPUXO03, HELOCTATHLO, TOMY PEKOMeHAALIN W00 LO30BOr0 PeXXuMy /15 NiKyBaHHS TaKUX 3aXBOPHOBaHb HEMAE.

Hupkosa cucTema. MNauieHTaM i3 NopyLleHHAM (OYHKL i HUPOK npenapar c/if 3aCTOCOBYBATW 3 06epeXHICTHO (AMB. po3gain «Cnocib 3acTOCyBaHHA Ta 403W»).
HepocTaTHICTb HagHUPKOBYX 3a103. KeTOKOHa30/1, K BiJOMO, CMPUYMNHAE HEAOCTATHICTb HAAHUPKOBKX 38103, i Lie TAKOX MOXe CTOCYBaTunCA (h1yKOHa30y, Xxoua
crocTepiraeTbCA pifKo. HefoCTaTHICTb HAAHUPKOBMX 3a/103, MOB'A3aHa 3 OAHOYACHUM NiKyBaHHAM MPeAHI30HOM, OnmucaHa B po3fini «B3aemogis 3 iHWUMK
NiKapcbKUMM 3ac06amMu Ta iHLLI BUAW B3aEMOZIN. BNAnB ¢iyKoHa30/y Ha iHLUI /TIKapCbKi 3aC00M1».

lenaTo6iniapHa cucTema. lMauieHTam i3 NOpPYLUEHHAM (YHKLUiIA NediHKM npenapat Cnij 3acTocoByBaTW 3 O00EPEeXHICTH0. 3acTocyBaHHA (yKOHa30/1y
acouitoBanocs 3 BUHUKHEHHAM PIAKICHUX BUMaAKiB PO3BUTKY TSXKKOI renaTOTOKCMYHOCTI, BK/OYaOUuM NeTasibHi BUNAAKW, rONI0BHMM YMHOM Y MauieHTIB i3
TSXKKMMW OCHOBHUMM 3aXBOPHOBAHHAMU. Y BUMaAKax, KON PO3BUTOK renaTtoTOKCMYHOCTI acoLLiF0BaBCSA i3 3aCTOCYBaHHAM (D/lyKOHa30/y, He BYy/10 Big3HayeHo ii
SBHOT 3a/1eXKHOCTI Bif 3arasbHOi [060BOI 03X npenapaTy, TpUBasOCTi Tepanii, cTaTi abo BiKy nauieHTa. 3a3Bu4yall renaTtoTOKCUYHICTb, CrpPUYMHEHA
(h/lyKOHa30/10M, 060POTHA, a 11 MPOABM 3HUKAKOTL MICNSA NPUMNMHEHHS Tepanii.

3a nmaujieHTamm, y SK1X Npu 3acTocyBaHHI (D1yKOHA30/y COCTEPIraloTbCs BiAXMNEHHS pe3ynbTaTiB (DyHKLUiOHaIbHUX NPO6 MeYviHKK, CNif BCTAaHOBUTU PETeNbHUI
Harns4 WoAo PO3BUTKY BiflbLU TSHKKOTO YPaXKEHHS NeYiHKW.

MauieHTiB cnig nNpoiHopmyBaTV NPO CUMMTOMU, O MOXYTb CBIAYMTM MPO CEPMO3HMIA BNAMB Ha MeYiHKy (BUpaXeHa acTeHis, aHOpeKcis, NocTiiHa HypaoTa,
6110BaHHSA Ta XXOBTAHULSA). Y TaKOMY BUMaAKY 3aCTOCYBaHHS (P/1yKOHa30/1y Cif HErainHO NPUNUHUTIL Ta NPOKOHCYNbTYBATUCA3 NiKapeMm.

CepueBo-cyanHHa cucTemMa. [eski a3onn, y TOMy 4ucii M (paykoHasos, acoLitolTbCA 3 NOAOBXEHHAM iHTepBany QT Ha enekTpokapgiorpami. ®nykoHas3on
MofJoBXYeE iHTepBaT QT LUIAXOM NMPUTHIYEHHA BUNPAMAAOYOro Kaniesoro kaHany (ly,). MNogosxeHHs iHTepsasly QT BHACNIZOK Al IHLWMX NIKAPCbKUX 3ac06iB
(Hanpvknag amiofapoHy) MOXke MOCU/IKBATUCA Y pe3ynbTaTi npurHideHHa (epmeHTty CYP3A4 uutoxpomy P450. MMosigomasnocs Npo Ay»e pigKiCHI BUNaLKu
MOAOBXEHHSA iHTepBanly QT Ta MapoKCWM3MaNbHOI LLUTYHOUYKOBOI TaxikapAil TUMy «MipyeT» Npu 3acTocyBaHHi npenapaty AudniokaH®. Taki nosigomneHHs
CTOCYB/IMCA MaLiEHTIB i3 THXKKMMU 3aXBOPHOBAHHAMM NPU MOEAHAHHI 6araTbOX (PaKkTopiB PU3MKY, TaKUMWN SK CTPYKTYPHI 3aXBOPIHOBaHHA Cepus, MOpYLUEeHHS
€1eKTPONITHOro 06MiHY Ta OfiHOYACHe 3aCTOCYBaHHSA IHLINX NIKAPCbKMX 3ac006iB, WO BNIMBAKOTL Ha iHTepBaa QT. MauieHTn 3 rinokanieMieto Ta MPOrpecytoyoro
CepLIeBO0 HEAOCTATHICTIO MatoTh MiABULLEHWIA PU3NK BUHUKHEHHS 3arpo3/IMBUX A5 XKUTTS LLTYHOUYKOBUX apUTMIlA Ta MapoKCU3Ma/IbHOT LLITYHOUKOBOT Taxikapaii
TUNY «mipyeTs.

Nundnokand® cnif 3 06epeXxHICTIO 3aCTOCOBYBATU NaLlieHTaM i3 PU3NKOM PO3BUTKY apuTMiil. OfjHOYacHe 3aCTOCYBaHHS PasoM i3 /iKapcbKUMK 3aco6amu, Lo



MPONOHIYIOTL iHTepBal QTC Ta MeTaboni3ytoTbes 3a fornomoroto epmeHTy CY P3A4 untoxpomy P450, npotunokasaHe (AvB. po3ginv «poTunokasaHHs» Ta
«B3aemofis 3 IHLMMW NiKapCbKMUMK 3ac06amm Ta iHLLI BUAM B3aEMOAIN).

anoganTpuH. ManoaHTpuH € cybetpatom gepmeHTy CYP3A4 1 nponoHrye iHTepBas QTC Mpu 3aCcTOCYBaHHI Y PEKOMEHAO0BaHMX TepaneBTUYHWX [03ax.
OfiHOoYaCHe 3aCTOCYBaHHA ranoaHTpuHy Ta (DYKOHa30/y He PEeKOMeHAYETbCA (AMB. po3ain «B3aemogisi 3 HWMMKU NiKapCbKMMK 3acobaMun Ta iHWI BUAW
B3aEMOLil»).

JepmaTonoriyni peakuii. IMig yac 3acTtocyBaHHS (PIYKOHA30/1y PifKO MOBILOM/IANOCA MPO PO3BUTOK TakMX EKCROMIaTUBHUX LUKIPHUX peakuiil, SK CUHLPOM
CriBeHCa—/[)KOHCOHa Ta TOKCUYHWIA enigepManbHUiA Hekponis. MauieHTy 3i CHILoM 6inbll CXMNbHI A0 PO3BUTKY TSHKKMX LUKIPHUX peakLiii npy 3acToCyBaHHI
GaratbOX JliKapCbKMX 3aco6iB. FAKLLO Y MauieHTa i3 NOBEPXHEBOK TPMOKOBOK IH(EKLIED 3’ABNAKOTLCA BUCUNK, WO MOXHA MOB’A3aTU i3 3aCTOCYBaHHSAM
(DNyKOHa30/Yy, NoAasibLLe 3aCTOCYBaHHA NpenapaTy Cig NPpUnuHUTA. AKLWO Y nauieHTa 3 iHBa3VBHOK/CUCTEMHOKO FPUOKOBOIO IH(IEKLIEID 3’ ABNAKOTLCA BUCUMU Ha
LUKipi, 3a MOro cTaHOM MOTPIGHO peTenbHO crocTepiraTi, a 'y BUNaaKy po3BUTKY BYNbO3HMUX BUCKNIB ab0 MyNbTUHNOPMHOT epUTEMI 3aCTOCYBaHHSA qTyKOHAa30/1y
CNIA NPUNUHUTN.

FinepuyTAMBICTb. Y pigKiCHWUX BUMaLKaxX MOBiJOM/IANOCA MPO PO3BUTOK aHagiNaKTUUHUX peakLi (4uB. po3ain «poTunokKasaHH).

LinToxpom P450. ®nykoHa3osn € nomipHUM iHribitopom gepmeHTiB CYP2C9 Ta CY P3A4. TakoX (h/lyKOHa30/ € MOTY>XHUM iHri6iTopom ¢epmeHTy CY P2C19.
Cnip crnocTepiraTy 3a CTaHOM NaLlieHTiB, SKi 0fIHOYaCHO 3aCTOCOBYHOTh AudnokaH® Ta npenapaT 3 By3bKNM TepaneBTUUHUM BiKHOM, L0 METabo/li3ytoThCs 3a
yuacTio CYP2C9, CYP2C19 ta CYP3A4 (auB. po3ain «B3aeMofis 3 iHLWUMK NiKapCbKMMKM 3ac06aMu Ta iHLWI BUAW B3aEMOLIN»).

TepdpeHaamH. Cnif peTenbHO CnocTepiraty 3a CTaHOM nauieHTa npy 04HOYaCHOMY 3aCTOCYBaHHI TepdeHaAnHy Ta qyKoHas3ony y f03i meHwe 400 mr Ha fo6y
(ovB. po3ginu «MpoTnnokasaHHs» Ta «B3aeMOogis 3 IHLWMMMW NiKapCbKMMM 3ac06aMu Ta iHLLI BUAW B3aEMOAI»).

[lonomMi>kHi  pevoBuHW. [MpenapaT MICTUTb NakTo3y. lMauieHTaMm 3 PigKICHUMMW CMaAKOBUMW 3aXBOPHOBAHHAMMW, TakMMU AK HENepeHOCUMICTb rasiakTosu,
HeLOCTaTHICTb NaKTasn Jlanna Ta MaibabcopoLis rNMHKO3M-ranakTo3u, He C/if 3aCTOCOBYBAaTY Liei npenapar.

OpHa Kancynanpenapaty AudatokaH® MicTUTb MeHLe 1 MMO/b HaTpito (23 Mr), a 0TXKe, NpenapaT MOXHa BBAXATV TaKM, L0 HE MIiCTUTb HaTpIto.

3acTocyBaHHSA y nepiof BarimTHOCTI abo rogyBaHHsA rpyagto.

BariTHiCcTb.

3a gaHnMu 06cepBaLintHOro JOCNIKEHHS, ICHYE MiABULLEHWUIA PU3UK CMIOHTAHHOIO abopTy Y XIHOK, AKi OTPUMYBa/IN P/1yKOHA30/1 MPOTAroM MepLLIOro TPUMECTPY
BariTHOCTI.

MoBigOMNANOCA NPO YUCNEHHI BPOMKEHI MaTosnorii y HOBOHAapPOMKeHMX (BKMKOYaroum Gpaxiuedanito, AMCNAasito BYLLIHOI PakOBUHW, HaAMipHe 36i/bLUeHHS
nepesHbLOro TiM’AYKa, BUKPUBNEHHSA CTErHa, naevyonpoMeHeBUIA CMHOCTO3), MaTepi AKMX NpuiAMany BUCOKI [03n (ykoHasony (400-800 mr/goby) npoTarom
NPUHaMHI TPpboX ab0 6GifbLue MicALIB ANa NiKYyBaHHA KOKUMAI0I403Y. 3B’ 930K MXK 3aCTOCYBaHHAM (0lyKOHA30/1y Ta LMK BUNaAKaMu He BU3HAYEHWA.
JocnipkeHHs Ha TBapuHaxX NPOLEMOHCTPYBaIN PENPOLYKTUBHY TOKCUYHICTb.

He cnig 3actocoByBaTy 3BUYaiiHi [03U (D/lyKOHa30/ly Ta KOPOTKOTPWBAI KypCU JliKyBaHHS (P/lyKOHA30/10M Y Mepioj BariTHOCTI, 3a BUHSATKOM KpaHbOI
HeobXiAHOCTI.

He cnig 3acTocoByBaTV BUCOKI 031 (hilyKOHA30/1y Ta/abo TpuBasi Kypcu NikyBaHHS (P/1yKOHA30/10M Yy Mepiof BariTHOCTI, 3a BUHATKOM NiKyBaHHS iH(EKLiN, L0
MOXYTb 3arpOXKyBaTu XXUTTHO.

["ofyBaHHA rpyaato.

®1yKOHA30/ MPOHMNKAE Y TPyAHe MOJIOKO Ta JOCArae KOHLUEeHTpauii noAibHoi Ao piBHA y nnia3mi Kposi ([vB. po3gin «PapMakoKiHETUKa»). [TofyBaHHSA rpyLato
MOXHa MPOAOBXYBaTW MICNSA Pa30BOro 3aCTOCYBaHHA 3BMYAHOT [03M (PIyKOHa30/y, WO cTaHoBWUTL 150 mr. ofyBaTu rpyafto0 He PeKOMEeHAYETbCA Mnpu
6araTopa3oBOMYy 3acTOCYBaHHI (o/lyKOHa30/1y abo npu 3acTocyBaHHi BMCOKMX A03 (hiyKoHas3ony. Cnif OuiHUTU KOPWUCTb FOAYBaHHS TPyAAt0 418 PO3BUTKY i
300POB’A AMTWHK, a TaKOX K/iHiYHYy noTpeby maTepi y npenapati AudntokaH i Oyab-aKi NOTeHUiNHI No6iuHi edekTn npenapaTy AudnokaH abo OCHOBHOMO



3aXBOPHOBaHHA MaTepi 419 ANTUHU, AKa OTPUMYE TPy LHE BUr040BYBaHHS.
PepTUNbHICT.
®nyKoHa30/ He BMN/IMBAB Ha (DePTU/IbHICTL CaMLiB Ta CaMOK LLYpIB.

30aTHICTb BNAMBATW Ha LUBUAKICTb peakuii Npy KepyBaHHI aBTOTPaHCNOPTOM abo iHLLIMMKW MeXaHi3MaMu.

[JocnigykeHb BNAMBY npenapaty AudntokaH® Ha 3faTHICTb KepyBaTi aBTOTPAHCMNOPTOM abo NPaLitoBaTy 3 iHLIMMI MexaHi3MaMi He MPOBOANIIMN.

MauieHTiB cnif NpoiH(MOPMYBaTN NPO MOX/IMBICTb PO3BUTKY 3anamopoyeHHs abo cyfoMm (AvB. po3gin «lMobiyHi peakuii») nif yac 3aCTOCOBYBaHHS MpenapaTy
AucpniokaH®. Mpu po3BUTKY TaKUX CUMMTOMIB HE PEKOMEH/YETLCS KepyBaTy aBTOTPAHCNOPTOM abo NpaLoBaTy 3 iHLLKMM MexXaHi3MaMu.

Cnoci6 3acTocyBaHHS Ta [03M.

[l03a (hlyKOHa30My 3a/1eXNUTh BIf BUAY | TSXKKOCTI rpubKOBOT iH(eKuUii. [Jns 6inbwocTi BUNaaKis BariHa1bHOro0 KaHAMA03Yy A0CTaTHbO Pas0BOro 3aCTOCYBaHHA
npenapary.

Mpy HeobXigHOCTI 6araTopa3oBOro 3aCTOCYBaHHA MpenapaTy NikyBaHHS iH(EKLiA cif NPOAOBXYBaTW A0 3HUKHEHHS KNiHIYHMX Ta NabopaTopHUX NposBiB
aKTMBHOCTI rpubKOBOT iHeKLiT. HegocTaTHs TpMBanicTb fliKyBaHHS MOXE MPWU3BECTU [0 BiJHOB/IEHHS aKTUBHOIO IHPEKLiIHOr0 npoLiecy.

OuniokaH® 3aCTOCOBYIOTh, 3aM1€XKHO Bifl NiKapcbKoi hopmu, nepopanbHo (Kancysn) ab0 BHYTPILLHbOBEHHO LUASXOM iHAY3ii (po3umH ans iHysiid). Cnoci6
3aCTOoCyBaHHS npenapary 3a1eXuTb Bif KNiHIYHOro CTaHy nauieHTa. Hemae Heo6XigHOCTI Y 3MiHI JO60BOT 403M Npenapaty Npu 3MiHi LWASAXY MOro 3aCTOCyBaHHS 3
MepopasibHOro Ha BHYTPILLUHbOBEHHWI Ta HaBMaKMu.

Kancynu cnig KoBTatu LinmMu. MNpuitom npenapaty He 3a1eXunTb Bif NpUinomy ixi.

Jopocri.

KpvnTOoKOKO3.

- JlikyBaHHSA KpUMNTOKOKOBOIO MEHIHTITY: HaBaHTaXyBa/lbHa f03a CTaHOBMTb 400 Mr y nepLunii geHb. MigTpumysanbHa fo3a — 200-400 Mr oguH pa3 Ha Aooy.
TpuBanicTb NiKyBaHHS 3a3BMYail CTaHOBUTb LLIOHANMEHLLIE 6—8 TUXKHIB. Mpu IHPEKLISX, L0 3arpoXyHTb XMTTHO, 060BY 403y MOXHA 36inbwnTK A0 800 M.

- MigTpumyBanbHa Tepanis 419 nonepempkeHH peLnanBy KPUNTOKOKOBOrO MEHIHTITY Y NauieHTiB 3 BUCOKMM PU3NKOM MOr0 PO3BUTKY: peKOMeHJOoBaHa A03a
npenapaty cTaHOBMTbL 200 MI O4UH pa3 Ha 00y NPOTArOM HEOOMEXEHOI O Yacy.

Kokuuaioigos.

- PekomeHfoBaHa fo3a ctaHoBUTbL 200-400 Mr oauH pa3 Ha Jo6y. TpmBanicTb NiKyBaHHSA CTaHOBUTbL 11-24 MicAUi UM [OBLUE 3a/1EXKHO Bif CTaHy nauieHTa. [4ns
NiKyBaHHA AesKMUX (POopM iH(eKLiT, a 0C06NMBO ANA NiKYBaHHA MEHIHTITY, MOXe 6YTIW A0LiINIbHUM 3acTOCyBaHHS 4031 800 mMr/ao6y.

IHBa3MBHI KaHAMAO3W.

- HaBaHTa)xxyBanibHa f103a CTaHOBUTL 800 Mr y nepLumnin feHb. MigTpumysanbHa go3a — 400 Mr oguH pas Ha fo6y. 3a3Buyali peKoMeHA0BaHa TPUBAICTb NiKyBaHHS
KaHAMAEMIT CTAHOBUTb 2 TVKHI MICNA NepLUMX HeraTUBHUX Pe3y/ibTaTiB reMOKY/IbTYpY Ta 3HUKHEHHSA 03HaK i CUMNTOMIB KaHAMAEMIT.

KaHanao3 cnm3oBmx 060/10HOK.

- KaHanao3 poTornoTkn: HaBaHTaXyBa/lbHa A03a cTaHoBMTb 200—-400 Mr y nepLumnin feHb, nigTpumyBanbHa fo3a — 100-200 mr oauH pa3 Ha fo6y. TpuBanicTb
NiKyBaHHSA CTAHOBUTb 7—21 [ieHb (40 AOCATHEHHS peMmiciT), ane Moxe 6yTu 36iMbLUeHa ANS NALIEHTIB i3 THXKKUM iMyHOAeDiLMTOM.

- KaHgnpos ctpaBoxofy: HaBaHTaXyBa/lbHa A03a cTaHoBMTb 200—-400 Mr y neplumnin feHb, nigtpumysaibHa fo3a — 100-200 mr oguH pa3 Ha fo6y. TpusanicTb
NiKyBaHHA cTaHOBUTb 14—30 AHIB (40 LOCATHEHHS peMicii), aie MoxXke 6y T 30ibLUeHa AN NaLiEHTIB i3 TAXKKUM IMYHOLeiLNTOM.

- KaHamaypisi: pekomeHaoBaHa fo3a cTaHOBMTb 200-400 Mr oAuH pa3 Ha Ao0y npoTarom 7-21 AHiB. [Na nauieHTiB i3 TSXKKAM iMyHoAeqiuMTOM TpUBanicTb
NiKYBaHHA MOXHa 30i/1bLUNTH.

- XPOHiyHWi aTpotiyHniA KaHAMA03: PEKOMEH0BaHa f03a CTaHOBUTL 50 M 0fMH pa3 Ha Jo6y NpoTAarom 14 fHis.



- XPOHiYHMI KaHANA03 LWKIPKU Ta CNM30BUX 060M0HOK: peKOMeHA0BaHa 403a CTaHOBUTb

50-100 Mr oavH pa3 Ha fo6y. TpuBanicTb NliKyBaHHA CTAHOBUTbL A0 28 AHIB, afe MOXe OyTy 36iNblUeHa 3a1eXKHO Bif TSXXKOCTI Ta BULY IH(eKLiT ab0 3HMKEHHS
IMYHITETY.

Monepea>KeHHs peuyanBy KaHAMA03Y CM30BMX 060I0HOK Y NauieHTiB 3 BIJ1, AKi MaloTb BUCOKMUIA PU3KK AOTO PO3BUTKY.

- KaHanao3 poTorioTkuy, KaHAMA03 CTPaBOXO4Y: PEKOMeHA0BaHa [03a CTaHOBUTb

100-200 Mr oauH pa3 Ha fo6y abo 200 Mr 3 pas3u Ha TMXXAEeHb. TpMBaNICTb /liKyBaHHA € HEOOMEXEHOI A4/1A NaLEHTIB i3 MPUTHIYEHUM IMYHITETOM.

Mpodhinak TuKa KaHAWA03HUX IHGEKLIN Y NalieHTIB i3 TPUBAIOK HE/TPONEHIELD.

- PekomeHfoBaHa fo3a ctaHoBMTb 200-400 Mr oamH pa3 Ha fJo6y. JliKyBaHHSA CNnif po3noYMHaTh 3a Kiflbka [HIB 40 OYiKyBaHOro PO3BUTKY HEWTPOMeHiT Ta
MPOAOBXXYBATN NPOTAroOM 7 [HIB MicNs NiABULLEHHS KiNbKOCTi HeliTpodinie noHas 1000/mMm3,

"eHiTanbHi KaHAN403M.

- [FocTpuii BariHabHWUIA KaHAWA03, KaHAMA03HWIA BanaHiT: peKoMeHA0BaHa fo3a CTaHoBUTL 150 Mr pa3oBo.

- JlikyBaHHSA Ta NpoinakTnKa peunanBHNX BariHaibHUX KaHAMAo3iB (4 abo Ginblue BMNAAKIB Ha piK): pekomeHAoBaHa Ao3a cTaHoBUTb 150 mr 1 pa3 Ha 3 fHi.
Bcboro cnig 3actocysatt 3 fo3n (1 AeHb, 4 aeHb Ta 7 AeHb). Ticns uboro cnifg 3actocoByBaTV NiATPUMYBa/IbHY A03y 150 Mr 1 pa3 Ha TWXKAEHb MPOTAroM
6 MmicAauiB.

[lepmaToMiKo3n.

- MiKo3 cTor, MiK03 rnafleHbKOT LLKipW, NaxoBuii AepMaToMiKo3, KaHAUA03HI iH(eKLIT LWKIpW: peKoMeHoBaHa fjo3a CTaHOBUTL 150 Mr 1 pa3 Ha TvxaeHb a6o 50 mr
1 pa3 Ha fo6y. TpmBanicTb NliKyBaHHA CTaHOBUTb 2—4 TVKHI. JTiKyBaHHS MiKO3Yy CTOMN MOXKe TPMBaTU 40 6 TUXKHIB.

- PisHOGapBHMIA NnLLaii: peKoMeHA0BaHa fo3a cTaHOBMTbL 300—400 Mr 1 pa3 Ha TMXAeHb NPOTAroM 1-3 TXKHIB a6o 50 Mr Ha 106y NPOTAroM 2—4 TUXKHIB.

- JepmaTohiTHWIA OHIXOMIKO3: peKOMeHA0BaHa A03a cTaHoBUTb 150 Mr 1 pa3 Ha TWXKAeHb. JTiKyBaHHS CNif NPOLOBXYBaTV A0TW, LOKM IH(iIKOBaHWIA HIroTb He 6yae
3MiHEHO 340p0BUM. [114 BIAPOCTaHHA 340POBUX HIrTIB Ha PyKax Ta Ha BEMKUX NanbUsAX HIr 3a3B14ail He06XiAHO

3—-6 micauis Ta 6-12 micsuis BignoBigHo. OfHaK LWBUAKICTb POCTY HIrTiB y NauieHTIB MOXKe 6yTW pPi3HOK Ta 3anexartu Bif BiKy. [icns ycnilHOro nikyBaHHS
TPUBA/INX XPOHIYHMX IH(EKLiIV (hopMa HIrTS IHOLI 3a/MLLAETLCA 3MIHEHOHO.

MauieH TV NiTHLOTO BIKY.

[l03y HeobXiHO NigbupaTy 3aN1eXHO Bif CTaHy PYHKLIA HUPOK (AMB. «[MauieHTV 3 HUPKOBOK HEAOCTATHICTHO» HIXKYE).

[MauieHTW 3 HUPKOBOK HEOCTATHICTHO.

AvdntokaH BUBOANTLCA 3 OPraHiamy nepeBaXKHO 3 CeYerd Yy He3MiHeHOMY BUrsAAi. Mpu pa3oBoMy 3acTOCyBaHHI KOpUryeatun fo3y (h/lyKOHa3o/y He NOTPi6GHO.
MauieHTaM (BKNtOYaOUM AiTei) i3 NopyLleHHAM QYHKLiA HUPOK Npu HeobXigHOCTI 6araTopa3oBOro 3aCTOCYBaHHS Mpenapaty Yy Meplinii AeHb NiKyBaHHSA Chif
3aCTOCOBYBAaTU NMOYATKOBY [03Y

50-400 Mr 3an1eXHo Bif NokasaHHS. IMicns LUboro 4060BY A03Y (3aM1€XKHO Bif MOKasaHHA) cNif po3paxoByBaTy BiAMOBIAHO 40 TabNNLLI HUXYeE:

KnipeHc KkpeaTuHiHy (MN/XB) BiZCOTOK Bifi pPEKOMEHJ0BAHOT 03K
> 50 100 %
< 50 (6e3 remopgianisy) 50 %
emopianis 100 % nicna KOXHOro remogianisy

MauieHTn, AKi NepebyBaroTb Ha PerynapHoMy remogianisi, noBuHHI otpumMysatn 100 % peKoMeHL0BaHOT 4031 MICNA KOXHOM0 reMoAianisy. Y feHb, KOnu fiasi3 He
MPOBOAUTBLCSA, NALIEHT NMOBUHEH OTPUMYBATHK 4,03y, BIAKOPUIOBaHY 3a/1€XKHO BIf KNIPEHCY KpeaTUHIHY.

MauieH TV 3 NOpYyLUEHHAM DYHKLIV NEYiHKW.

®1lyKOHa30A CAif 3aCTOCOBYBATM 3 0BEPEXHICTIO MauieHTaM i3 NOPYLUEHHAMMW (DYHKLiA NeYiHKK, OCKiNIbKM iH(OopMaLLil WoA0 3acToCyBaHHS (hlyKOHAa30My Uit
KaTeropii nauieHTiB HeaOCTaTHLO (AMB. PO3ainu «Oco6MBOCTI 3aCTOCYBaHHSA» Ta «[T0BIYHI peakLii»).




iTw.
He cnig nepesuLlyBaT MakcMmasbHy 1060BY f03y 400 mr.
AK i NpyU aHanoriYHMX iHGEKLisSX y 1OpOCAUX, TPUBANICTb MiKYBaHHSA 3aNeXWUTb Bif KNiHIYHOT Ta MikonoriuHol Bignosiai. AvdnokaH® 3acTocoBytoTh 1 pa3 Ha
[06y.
[lo3yBaHHA npenapaty Ana AiTei i3 NopyLeHHAM (YHKLiA HUPOK HaBeAeHO Y po3Aini «llauieHTn 3 HUPKOBOK HeJOCTATHICTIO».
dapmakoKiHeTVKa PIYKOHA30/1y He A0CNiLKYyBanaca y AiTei i3 HUPKOBOK HeAOCTATHICTHO.
[iTn Bikom Big 12 pokiB.
3anexHo Big mMacu Tina Ta nybepTaTHOro PO3BUTKY JiKapro CNif OLiHUTK, fAiKa 403a npenapaTy (419 AOPOCAUX Yn Ana AiTeid) € ONTUMabHOK A1 nauieHTa.
KniHiyHi gaHi cigyaTtb Npo Te, WO Y AiTein KnipeHc hyKOHAa30/y € BULLMM MOPIBHSAHO 3 gopocaumn. 3actocyBaHHs 403 100, 200 Ta 400 Mr gopocnum Ta o3 3,
6 Ta 12 Mr/Kr ofiMH pa3 Ha o6y AiTAM NPU3BOANTL 0 AOCATHEHHS CNIBCTaBHOT CUCTEMHOT eKCno3unLii.
EchekTMBHICTb Ta be3neka 3acTOCyBaHHA npenapary A1 NiKyBaHHA reHiTa/lbHUX KaHAWAO03IB Y fiTell He BCTaHOB/EHI. HafBHa Ha CbOrOAHILLHIN feHb iH(opMaLis
HaBefieHa y po3gini «IMo6ivHi peakuii». AKLLO iCHYe HarasbHa MoTpeba 3acTocyBaHHS npenapaty nignitkam (Bikom Big 12 Ao 17 pokiB), cnij 3acTOCOBYBATH
3BMYaliHI [,03K ANA JOPOC/UX.
[iTun BikomBig 5 f0 11 pokiB.
KaHanposn cnnsoBmx 060M10HOK: MOYaTKoBa f03a CTaHOBUTL 6 Mr/Kr/goby, migTpyMyBasibHa fo03a — 3 Mr/Kr/goby. oyaTkoBy 03y MOXXHa 3aCTOCOBYBAaTW B
nepLnii eHb 3 METOHO GiflbLL LIBMAKOIO JOCATHEHHS PIBHOBAXKHOT KOHLEHTpaLil.
IHBa3VBHI KaHAN403W, KPMNTOKOKOBWIA MEHIHTIT: A03a NpenapaTty CTaHOBUTb 6—12 MI/Kr OAMH pa3 Ha 400y 3aN1eXHO Bif CTYMNeHs TSHKKOCTI 3aXBOPHOBaHHS.
MigTpyMyBanbHa Tepanis s nonepeikeHHs peLmanBy KpUNTOKOKOBOIO MEHIHTITY Y AiTel i3 BUCOKUM PU3MKOM Oro PO3BUTKY: 03a Npenaparty CTaHOBUTb 6 Mr
/KT OAUH pa3 Ha [00Y 3a1eXKHO Bif, CTYMNeHs TAXKKOCTI 3aXBOPHOBAHHS.
MpoinakTnKa KaHAMAO3IB Y NaLieHTIB 3 iIMyHOAeILMTOM: 03a NpenapaTy CTaHOBUTb
3-12 MI/Kr oivH pa3 Ha 406y 3a/1eXHO Bifl BUPaXKEHOCTI Ta TPMBANOCTI iHAYKOBaHOI HEMTPONEHIT (AMB. 403K ANS JOPOCNX).

aiTn.
3acTocoByBaTU NiKapCcbKWiA 3aci6 y (hopmi Kancyn i Kateropii nauieHTiB MOXKHa TOAi, KoM AiTW 34aTHI 6e3ne4yHo NPOKOBTHYTW Karicysy, WO 3a3Buyai €
MOX/IMBUM Y BiUi Bif 5 pokiB (4MB. po3ain «Cnoci6 3acTocyBaHHS Ta [03n»).

NepenosyBaHHS.

OTpvMaHo NoBILOMNEHHS MPO Nepeao3yBaHHA (h1yKOHA30/10M; 0HOYaCHO NOBIAOM/IAN0CA MPO raIlouMHaLiT Ta napaHoifanbHy NMOBeLiHKY.

Mpv Nepef03yBaHHi HEOO6XiIAHO NPOBECTM CUMMTOMATUYHY MIATPUMYBa/IbHY Tepanito Ta 'y pasi Heo6XigHOCTi MPOMUTY LLTYHOK.

®1yKOHa30/1 3HA4YHOK MIpPOKD EKCKPETYETLCA 3 Ceyeto; (hopCcoBaHUI Aiype3 MoXe NPUCKOPUTU BUBeLeHHS npenapaty. CeaHc remogianisy TpuBaiicTio 3 rofvHM
3HWKYE piBEHb (P/TYKOHA30/1y Y Mna3mi KpoBi NpnbnmnsHo Ha 50 %.

Mo6iuHI peakuii.

HaliuacTiwe nosigomnsnoca npo Taki Mo6iYHi peakuil: rofoBHWA 6inb, 6iflb Yy YepeBHIN MNOPOXHWHI, Aiapesi, HyAoTa, 61tOBaHHA, MiABULLEHHS PiBHSA
anaHiHamiHoTpaHcgepasmn (AJ1T), niaBuLLEHHSA piBHA acnapTatamiHoTpaHcgepasun (ACT), NiABULLEHHSA PIBHA TYXHOT pocdaTasn KPoBi, BUCUMNAHHS.

[ns OLiHKM 4acTOTW BUHUKHEHHS MOGIYHMX peakLii BUKOPUCTOBYIOTb TaKy Knacudikauito: gyxe yacTto (=1/10), yacto (Big =1/100 go <1/10), HevacTo (Big =1
/1000 go <1/100), piako (Big =1/10000 go <1/1000), ay»xe pigko (<1/20000), yacTtoTa HeBifgomMa (HEMOXXMBO OLIHATY Ha NiACTaBi HAABHUX AaHUX).

3 60Ky CUCTEeMM KpPoBi Ta NimgaTUYHOT CUCTEMMU.



HeuacTo: aHemis.

PifIKO: arpaHynoumnTos, NeKoneHis, TPOMOOLMUTOMNEHISA, HEMTPOMNEHIS.

3 60Ky iIMYHHOT CUCTEMM.

PifKo: aHadinakcis.

MeTaboniyHi Ta aniMeHTapHi po3nagu.

HeyacTo: 3HMKEHHS aneTuty.

PifiKo: rinepxonecTepuHemis, rinepTpuriilepuaemis, rinokaniemis.

MMcMXivHi NopyLUEHHS.

HeuacTo: 6e3COHHS, COHNMBICT.

3 60Ky HEPBOBOT CUCTEMM.

YacTo: ronoBHuI 6inb.

HeuacTto: cygomu, napecTesis, 3anaMOpPOYeHHS, MOPYLUEHHSA CMaKy .

Pigko: Tpemop.

3 60Ky opraHis cnyxy Ta BeCTUOYnApHOro anapaTy.

HeuacTo: BepTuro.

3 60Ky cepui.

PifKO: MapoKcu3mMasibHa LLTYHOUKOBA TaxiKapAis TUNy «mipyeT», NofoBXeHH: iHTepBany QT (auB. po3ain «Oco6/MBOCTI 3aCTOCYBaHHS»).

3 60Ky LLIYHKOBO-KULLKOBOIO TPaKTY.

YacTo: 6ifib y YepeBHiil NOPOXHWHI, HY0Ta, fiapesi, 6/110BaHHS.

HeuacTo: 3anop, gucnencis, MeTeopu3m, CyXiCTb Yy poTi.

"enaTob6iniapHi posnagu.

UacTo: nigBuLLeHHs piBHA anaHiHamiHoTpaHcdepasn (AJTT), nigBuLLEHHSA piBHA acnapTaTaMmiHoTpaHchepasu (ACT), MigBULLEHHS PiBHA NYXXHOT ocdartasm (auB.
po34in «OCo6/IMBOCTI 3aCTOCYBaHHSA»).

HeuacTo: xonecTas, XXOBTAHULSA, MiABULLEEHHA PiBHS 6inipy6iHy (AMB. po3ain «OCo6/MBOCTI 3aCTOCYBaHHS»).

PifKko: NneyiHKOBa HeAOCTaTHICTb, renaToLeNtONAPHNIA HEKPO3, renaTUTK, renaToLentonapHe ypakeHHs (auB. po3ain «OcobnBOCTi 3aCTOCYBaHHS»).

3 60Ky LUKipW Ta NifLWKIpHOT TKaHWHK.

YacTo: BucunaHHa (amB. po3gin «OcobnmnBoCTi 3aCTOCYBaHHS»).

HeuacTo: MeavkamMeHTO3HWI fepMaTuT (BKIOYatouy (PiKCOBaHWUI MeANKAMEHTO3HWI AepMaTuT), KpOnuB’sHKa, cBepbidX, NijBuLLeHe NOTOBUAINEHHS (4UB. PO34in
«OCc0061MBOCTI 3aCTOCYBaHHS).

PifKO: TOKCMYHWIA enifepManbHUIA HeKponi3, cuHapom CTiBeHca-)KOHCOHa, roCcTpuiA reHepani3oBaHWin eK3aHTEMaTO3HWI NYCTYNb03, eEKCONIaTUBHUIA fepMaTuT,
aHriOHeBPOTMYHMIA HABPSK, HAbPSK 06MYus, anoneuis (AnB. po3ain «Ocob6MBOCTI 3aCTOCYBaHHS).

HeBifgomo: MeankaMeHTO3Ha peakLisi 3 e03MHOINiEL0 | cuctemHumun npossamn (DRESS).

3 60Ky OMOpHO-PYX0BOro anapaTy Ta CroNyYHOT TKaHWHW.

HeuacTto: miasris.

3arasnbHi po3nagm Ta peakuiiy MiCLi BBeLEeHHS.

HeuacTo: nifBuLLEHa BTOM/IHOBAHICTb, HE34Y)XKaHHS, aCTEHIs, rapsayka.

aiTn.

YacToTa Ta Xapaktep NobivyHMX peakwiii i BigXnneHb Bij HOPMU pe3ynbTaTiB 1abopaTopHUX aHani3iB y X0A4i KNiHIYHMX LOCNIAKEHb 3a Y4aCTHO AiTei criBCTaBHI 3



TaKUMW y JOPOCNNX.

3BiTYyBaHHSA NPO Nigo3ptoBaHi No6iYHI peakuil.

3BiTyBaHHA NMpo Nigo3ptoBaHi NO6IYHI peakuii nicns peecTpayii NikapcbKOro 3acoby Mae BaXX/MBe 3HaUYeHHS. Lle aae 3mory npoBoguTy 6e3nepepBHNIA MOHITOPUHT
CMNiBBIAHOLLEHHA MDX KOPUCTHO | p3nKamu, NOB’A3aHMMM i3 3aCTOCYBaHHAM LibOro /1iKapCbKOro 3acoby. MeAnyHMX npauiBHUKIB NPOCATbL 3BiTYBaTH NPO OYyA4b-AKi
nifo3proBaHi NOGIYHI peakuii BigNoOBiAHO A0 BUMOI MICLEBOro 3aKOHOAaBCTBa.

TepMiH NpuAaTHOCTI. 5 poKiB.

YM0BM 36epiraHHs.
36epiraty npu Temnepatypi He Bue 30 °C y HeAOCTYNMHOMY ANs AiTel Micui.

YnakoBKa.
Kancynu no 50 mMr: no 7 kancyny 6nictepi, no 1 6nictepy B KApTOHHIN yNakoBL,i.
Kancynu no 100 mr: no 10 kancyny 6nictepi, no 1 6nicTepy B KApTOHHIA yNakoBLi.

KaTeropis Bignycky. 3a peLenTom.

BupobHuMK.
dapeBa AMbya3 / Fareva Amboise.

Micue3HaxomkeHHs1 BUPOOHMKA Ta 1ioro agpeca Micus NPoBamKeHHS AisiNIbHOCTI.
30He IHpacTpiane, 29 poyT gec IHgacTpic, 37530 Moce-ctop-Cic, PpaHuis /
Zone Industrielle, 29 route des Industries, 37530 Poce-sur-Cisse, France.



