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IHCTPYKUIA
NS MeAMYHOr0 3aCTOCYBaHHSA NiKapCbKOro 3acoby

ANDHO30/®
(DIFLUZOL ®)

Cknag:

Aitoya peyosmHa: pyKoHasorn,

1 KancynamicTuTb (ykoHasony, y nepepaxysaHHi Ha 100 % peyoBuHy 150 wmr;

[IOMOMI>KHI PEYOBMHW: KasibLiito CTeapar, HaTpito KpoxXmanbrnikondar (tun A);

CKnag, 060/I0HKM Kancynu: XenaTviH, NnaTeHToBaHuiA cuHin V (E131), xiHoniHoBWIA xo0BTuUiA (E 104), TutaHy giokeus (E 171).

JlikapcbKa thopma. Karncynu.
OcHOBHI (pi3MKO-XiMiYHI BNaCTUBOCTI: TBEPAI XKenaTuHOBI Kancynm Ne 1, kopnyc 6ipro30B0Oro Kosbopy, KPULLIKA 3e/1eHOT0 KO/bOpY.
BmicT kancyn— nopoLuok 6inoro abo Maixe 6inoro Konbopy, 6e3 3anaxy.

dapmakoTepaneBTUYHa rpyna. Npoturpnbkosi 3acobu /19 CUCTEMHOI0 3acTocyBaHHA. MoxigHi Tpuasony. Kog ATX JO2A CO1.

dapmMakosoriyHi BNacTnBOCTI.
PapmakofnHamika.

MexaHi3m fii.
®1yKOHa30/1 € NPOTUIPUOKOBUM 3aCO60M K/acy Tprasosis. MepBUHHUM MexaHi3MOM MOoro Ail € NpUrHiYeHHs rpubkoBoro 14-ab(a-naHocTepon-AeMeTUII0BaHHS,

0nocepefKoBaHOro LUUTOXpoMoM P450, WO € HeBif’eMHUM eTarnoM 6iocMHTe3y rpubkoBOro eproctepony. Akymynauis 14-anbja-meTus-CTeponis KOpentoe 3
noJasibLLIOK BTPATOK eprocTeposly MemopaHoK rpubKOBOT KNITUHU Ta MOXE BiAnoBifaTy 3a NPOTUrpuOKOBY aKTUBHICTb (IyKOHa30/1y. ®yKoHa30n € GinbLu
CENeKTMBHUM 10 TPMOKOBUX (PEPMEHTIB LUTOXPOMY P450, HiXX [0 Pi3HUX CMCTEM (PepMeHTIB LuToxpomy P450 ccasuiB.

3acTocyBaHHSA (p/1lyKoHa3osy y Ao3i 50 Mr Ha fo6y NpoTArom 28 AHiB He BN/MBAE Ha PiBEHb TECTOCTEPOHY Y Ma3Mi KPOBi Y YO/OBIKIB ab0 Ha piBeHb EHAOrEHHUX
CTepOiAiB Y XIHOK pPenpoayKTUBHOIO Biky. ®ykoHazony fo3i 200—-400 Mr Ha 406y He NPOsBAAE KAIHIYHO 3HAYYLLOrO BMN/IMBY Ha PiBEHb EHAOreHHUX CTEPOIAIB
abo Ha BignoBiab Ha CTUMYNALIK0 aapPeHOKOPTUKOTPOMNHOro ropMoHy (AKTIY) y 300poBUX L06POBO/ILLIB HYO/I0BIYOT CTaTI.

JocnimpkeHHs B3aEMOLIT 3 aHTUNIPUHOM NPOAEMOHCTPYBa/IM, WO 3acTocyBaHHA 50 Mr (hyKoHa30/y pa3oBO Yy GaraTtopasoBO He BMMBaE Ha MeTabonism
aHTUNIPUHY.


mailto:

YyTAMBICTb in Vitro.

®nyKoHa30n in vitro AeMOHCTPYE NPOTUIPUOKOBY aKTUBHICTL CTOCOBHO BMAIB Candida, Wwo 3ycTpivatoTbest HayacTiwe (Bkatovatoum C. albicans, C. parapsilosis,
C. tropicalis). C. glabrata 4eMOHCTpY€E LUMPOKKMIA fiana3oH YyTAnBOCTI A0 haykoHaszony, Todi gk C. krusel € 0 HbOro pesnucTeHTHOLO.

TakoX (PNyKOHa30/ in vitro AeMOHCTPYE aKTMBHICTb SiK nNpoTu Cryptococcus neoformans Ta Cryptococcus gattii, Tak i NpoTy eHAEMIYHUX NAICHABUX TpubiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’ 30K (PapMaKOKIHETUYHUX | (hapmMakoAMHaMIYHMX BNACTUBOCTEN.

BignosigHO [0 pe3ynbTaTiB AOCNIMKEHb Ha TBapuHaX, ICHYE KOpensauis MK MIHIMaIbHOK iHFIOYHOUOK KOHLUEHTpaLieto Ta eqeKTUBHICTIO NpoTu
eKCnepuMeHTaNlbHUX Moaenein Mikosis, cnpuunHeHux sugammn Candida. BignosigHo A0 pe3ynbTaTiB KNiHIYHUX AOCNIAXKEHb, iICHYE NiHINHA 3aneXHiCTb Mixk AUC
Ta [030t0 (hnykKoHazony (npnbnmsHo 1:1). Takox iCHye NpsMuiA, ane HeaocTaTHIl 3B°A30K MK AUC abo 03010 Ta MO3UTMBHOK K/IHIYHOK BIiANOBIAAK Ha
NiKyBaHHSA Opa/lbHOr0 KaHAMA03Y Ta MEHLLIOK MIpOK — KaHAnAeMiT. AHaNOriYHO NiKyBaHHSA iHPeKLi, CNPUYNHEHMX WTaMaMK, 40 AKUX (lyKOHa30/1 JeMOHCTPYE
BMCOKY MiHiMa/ibHY iHFiOYtO4Y KOHLEHTPaLit0, € MEHLL 3a[0Bi/lbHUM.

MexaHi3M pe3MCTEHTHOCTI.

MikpoopraHiamu pogy Candida 4eMOHCTPYOTb YMCNEHHI MeXaHi3MN Pe3NUCTEHTHOCTI 0 a30/bHUX MPOTUrPUOKOBUX 3ac06iB. PIYKOHA30/1 AEMOHCTPYE BUCOKY
MiHIMa/IbHY THTi6YHOUY KOHLEHTpALit0 MPOTK LWTamMiB rpubis, AKi MatOTb OAUH ab0 Bi/bLUe MexaHi3MiB PE3UCTEHTHOCTI, L0 HEraTUBHO BMN/INBAE Ha eNEKTUBHICTb
in vivo Ta B KNiHiYHIA npakTuui. Mosigomnsnocs Npo BUNagky po3BMTKY cynepiHdekuii Candida spp., iHwumy Hix C. albicans Bugamu, Lo 4acTo €
HeuyTAMBMMM A0 (hnykoHaszony (Hanpuknag Candida krusei). ins nikyBaHHSA TakMX BMNa/KiB CAif 3aCTOCOBYBATU a/lbTepHATUBHI MPOTUTPUOKOBI 3aC06MU.
KOHTpObHI TOYKM (BiANOBIAHO A0 peKOMeHALLIi EBPONENCLKOro KOMITETY 3 AOCNIMKEHb YYTANBOCTI 10 aHTUMiIKPOOHMX 3ac00iB).

basytoumcb Ha AOCNiMKEHHI (hapMaKOKiHeTUKM/thapMakoanHaMiKK, YyTAMBOCTI in vitro Ta KAiHIYHOT BignoBidi, 6yn0 BM3HAYEHO KOHTPO/IbHI TOYKM ANns
(hnykoHazony Ana mikpoopraHismis pogy Candida. BoHu 6ynn po3nofineHi Ha KOHTPO/bHI TOYKM, WO He NOB’A3aHi i3 MeBHUM BUAOM, SKi GiNbLIOK Mipoto
BM3HaYaIMCA HA OCHOBI (PapMakoKiHeTUKIN/hapMaKoAMHaMIKW | He 3a/1eXaTb BifJ pO3nogify Ha neBHi BUAM 38 MIHIMa/IbHOK HTiGYHOUOK KOHLEHTpaLi€eto, Ta Ha
KOHTPO/IbHI TOYKM, MOB’A3aHi 3 NEBHUM BUAOM, L0 HalvacTille acoLitotTbCA i3 THEKLiSMN Y MOANHN. LLi KOHTPO/bHI TOYKM HaBeAEeHI HUXKYe.

MpoTnrpnobKoBmii KOHTPO/bHI TOYKK, NOB’A3aHi i3 NEBHUM BUAOM KOHTPO/bHI TOYKN,
3acio S</R> He NoB’fA3aHi 3
NneBHUM BULOME
S</R>
Candida Candida Candida Candida Candida
albicans | glabrata | krusei parapsilosis | tropicals
dnykoHaszon 2/14 IE - 2/14 2/14 2/14

S = yyTAuBMiA.
R = pe3ucTeHTHWIA.

a KOHTPO/bHI TOYKM, WO He MOB’A3aHi i3 MeBHUM BWAOM, AKi GiNbLLOK MIpOK BU3HAYA/IMCA HA OCHOBI (DapMaKOKiHETUKWU/(hapMaKoAMHAMIKW i He 3aneXxaTb Bif po3nogisly Ha neBHi BUAM 3a
MiHIMa/IbHOIO iHFiBYHOUOK KOHLEHTpaLieto. BoHW foCiAXyBa/MCh NnLLE Y MiKPOOPraHi3miB, y AKUX He iCHYE cneuudiyHOi KOHTPONLHOT TOUKM.

-- [llocnimKeHHs YyTAUBOCTI He PeKOMEH0BaHI, OCKiNIbKM BKa3aHWI BUZ He € METOHO NikapcbKoT Tepanil.

|E — pokasiBs LLOA0 TOr0, UM € BKa3aHWi BUA METOHO NiKapCbKOi Tepanii, HeJOCTaTHLO.

dPapmakoKiHe TuKa.
dapmakoKiHETUYHI BNaCTUBOCTI (hlyKOHa30/1y € NOAIGHMMM MPY BHYTPILLHLOBEHHOMY i MEpPOpasibHOMY 3aCTOCYBaHHI.
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Abcopbuis.
®nykoHa3on gobpe BCMOKTYETLCA NPU NepopanbHOMY 3aCTOCYBaHHI, a piBeHb npenapaTy Y Nnasmi KpoBi i cMcTeMHa 6i040CTynHIiCTb nepeBuLLyoTh 90 % piBHS

(PyKOHa301y Yy nnasmi KPoBi, L0 [AOCAraeTbCA NPW BHYTPILLHLOBEHHOMY BBefeHHI npenapaty. OfHOYacHe BXMBaHHA KI He BMN/AMBaE Ha BCMOKTYBAHHS
npenapaTty npu 1Moro nepopasbHOMY 3acToCyBaHHI. [MiKoBa KOHUeHTpauis y nnasmi Kposi gocaraetbea yepes 0,5-1,5 roguHu nicng npuiiomy npenapary.
KoHueHTpauis npenapaty y nnasmi KpoBi nponopuiiHa Ao [o3n. PiBHOBaXKHa KOHUEHTpauis Ha piBHI 90 % pocAraeTbCsl Ha APYrvin AeHb NiKyBaHHA Mpu
3aCTOCYBaHHI Yy NepLUniA ieHb HaBaHTaXXYBa/lbHOT JO3W, WO BABIYI NEpeBULLYE 3BUYaiHY J060BY L03Y.

Posnogin.

O6’em po3snoginy NPpUGIN3HO AOPIBHIOE 3araibHOMY BMICTY PiAvHM B OpraHiami. 3B’a3yBaHHs 3 6ifIkamy niasMu KpoBi H13bke (11-12 %).

dnykoHa3on fobpe NPOHUKAE B YCi AOCNIMKYBaHI piAvHN opraHiaMy. PiBeHb (hlyKOHA30/1y Yy CAMHI Ta MOKPOTUHHI € NoAibHMM [0 KOHLUEHTpaLil npenapaty y
nnasmi KpoBi. Y nauieHTiB, XBOPUX Ha FPMOKOBUIA MEHIHTIT, piBEHb (P/TYKOHA30/1y Yy CMMHHOMO3KOBIV pianHi gocarae 80 % KOHLEeHTpauiiy nnasmi KpoBi.

Bucoki KoHueHTpauii iykoHasony y LWKipi, WO NepeBuLLYytOTb CMPOBATKOBI, AOCArat0TbCA Yy POroBomy Liapi, enigepmici, gepmi T1a noti. PnaykoHason
HaKOMMYy€eTLCA Y pOroBomy Luapi. Mpu 3actocysaHHiI 4o3n 50 Mr 1 pa3 Ha f00Yy KOHLEeHTpaLis (hlyKoHa3ony nicns 12 AHIB iKyBaHHA CTaHOBWMA 73 MKI/T, a Yepes
7 [HiB nicns 3aBepLUeHHs NiKyBaHHs KOHLIEHTPALlif Bee e cTaHoBMna 5,8 MKr/T. Ipu 3acTocyBaHHi Ao3n 150 Mr 1 pa3 Ha TWXKAEHb KOHLIEHTpaLis (hlyKoHasony
Ha 7-Y aeHb NiKyBaHHA CTaHOBWMA 23,4 MKI/T; Yepes 7 AHIB MiC/nA 3aCTOCYBaHHA HAaCTYMHOT f03W KOHLEHTpaLis BCe Lie cTaHoBuMa 7,1 MKr/T.

KoHueHTpauis hyKoHa30/y B HIrTax nicns 4 micauis 3actocyBaHHA 150 Mr 1 pa3 Ha TMxKeHb cTaHoBMna 4,05 MKI/r y 340p0oBMX 406poBONbLIB Ta 1,8 MKI/r npu
3aXBOPKOBAHHAX HITTIB; /IyKOHA30/1 BU3HAYaBCA Y 3pa3kax HIrTiB Yepes 6 micauiB Nicnsa 3aBepLUeHHs Tepanit.

bioTpaHcopmaLiis.

®1yKoHa30/1 MeTaboNi3yeTbCA HE3HAYHOK MipOt0. [Npy BBEAEHHI 03K, MiYeHOT pafioakTUBHUMK i30ToNamMu, nuwe 11 % thyKoHa30/1y EKCKPETYETLCA 3 CEYet0 Y
3MiHEHOMY BUrsiAi. ®yKOHa30M1€ CeNeKTUBHUM iHri6iTopom i3odepmeHTiB CY P2C9 Ta CY P3A4, a TakoX iHri6iTopom izogepmeHTy CY P2C109.

BusegeHHs.

Mepiog HaniBBMBEAEHHS P/TYKOHA30/1Y i3 Na3Mu KPoBi cTaHOBUTL 611M3bK0 30 roAuH. binblua YacTUHa npenaparty BUBOAUTLCA HUPKaMu, npuyomy 80 % BBeAeHOI
[10311 BUSBNSIETLCS Y CeYi B HE3MiHEHOMY CTaHi. KnipeHc diykoHa3ony nponopuinHni 4o KnipeHcy KpeaTuHiHy. LIpKynoymx MetaboniTis He BUSIBEHO.
TpuBanuii nepiog HaniBBMBEAEHHA MpenapaTy 3 Maasmy KPoBi Aae MOX/IMBICTb Pa30oBOro 3aCTOCYBaHHA npenapaty Mpy BariHa/lbHOMY KaHAMAO3i, a TaKoX
3acTocyBaHHA npenapaTy 1 pa3 Ha TMXXAEHb MPK IHLWNX NOKa3aHHAX.

HvpKoBa HeOCTaTHICTb.

Y nauieHTiB i3 HUPKOBOK HEAOCTATHICTIO TSXKKOro CTyneHs (LUBMAKICTb Ky604KOBOI (hinbTpauii < 20 mn/xB) nepiof HaniBBMBeAEHHS 36inbwyeTbCA 3 30
roguH a0 98 rogunH. Tomy Uil KaTeropii nayieHTiB HeOO6XiAHO 3MeHLINTY [03Y (hyKOHa301y. ®yKOHa30M1 BUAANSETLCA LUMISXOM reMofianisy, Ta MEHLIOK Mipoo —
LLNSIXOM IHTpanepuToHeasibHOro Aianidy. CeaHc remofianisy TPpMBanicTio 3 rOAMHN 3HUXKYE pPiBeHb (hlyKOHa30/y Y Nna3mi KpoBi Nprn6am3HO Ha 50 %.

MaLieHTV NiTHLOrO BiKY.

3MiHN papMaKOKIHETUKN Yy NALIEHTIB IITHLOMO BiKY O4YEBUHO 3a/1€XXUTb Bif NapameTpiB (YHKLIT HUPOK.

KniHiYHI XapaKTepuUCcTUKMN.

[Noka3aHHA.

Nndno3on® nokasaHwii 415 NiKyBaHHSA TaKUX FPUOKOBUX iH(EKLIA y fopocnunx (AuB. po3ain «dapMakoauHamika):

- FocTpuin BariHaibHWIA KaHAMA03, KOMW MicLieBa Tepanis He € A0LiNIbHO.

- KaHamaosHuid 6anaHit, Konm Micuesa Teparisi He € A0LiNbHO.

Tepanito nikapcbkKMM 3aco6om Audnio3on® MoxKHa po3noUMHaTL 0 OTPUMaHHS Pe3ynbTaTiB KyNbTypasbHUX Ta iHLIMX NabopaTopPHUX AOCNIAKEHb; OAHAK nicns
OTPUMaHHS pe3y/bTaTiB AoCNiLKeHb NPOTUIH(EKLIAHY Tepanito Cij CKOPUryBaTty BigMnoBigHUM YAHOM.

Heob6XxigHOo 6paTi Ao yBaru ogiliiHi pekoMeHaLii woAao BignoBiAHOMO 3aCTOCYBaHHS NPOTUIPUOKOBKX 3aC00iB.

lMpoTnnoKasaHHA.
— [inepyyTnMBICTb A0 IYKOHA30/Y, IHLLMX a30/IbHUX CNONYK abo 40 6yAb-AKOi3 4OMOMIKHUX PEYOBMH npernapary.



— OpHOoYacHe 3acToCyBaHHA (P/IyKOHa30/y Ta TepdeHagnHy naujieHTam, siKi 3aCTOCOBYIOTb (D/1yKOHa30/1 6araTopa3oso y fo3ax 400 mr/goby Ta Buule (3rigHo 3
pesy/bTaTamMu LOCNiAKEHHSA B3aeEMOAiT 6araTopa3oBOro 3acToCyBaHHS).

— OfiHoYacHe 3acToCyBaHHS (h/lyKOHA30/1y Ta IHLUMX NiKapCbKMX 3ac006iB, L0 NOAOBXYIOTb iHTepBan QT Ta MeTaboni3yoTbes 3a 4onoMoroto gepmeHty CY P3A4
(Hanpviknag umsanpuiy, actemizony, niMo3ngy, XiHiguHy Ta epuTPOMILUHY).

B3aemogisi 3 iHLLIMMW NiKapcbKUMM 3ac06aMu Ta iHLWi BUAW B3aEMOSINA.

[MpoTMNoKa3aHO CyMiCHE 3aCTOCYBaHHA (h1yKOHA30/1y Ta HXKYe3a3HaYeHMX JTIKapCbKMX 3aC00iB.

Limsanpug: noBigomasnocs nNpo po3BUTOK MOGIYHWMX peakui 3 6OKYy cepus, Y TOMY 4uC/li NPO NapOKCU3MasibHY LLUTYHOUYKOBY TaxiKaphito TNy «mipyer» y
nawuieHTiB, fKi 04HOYACHO 3aCTOCOBYBa/M (P/IYKOHA30/ Ta um3anpug. KoHTposboBaHe LOCNIMKEHHA NPOAEMOHCTPYBao, WO OAHOYacHe 3acTtocyBaHHA 200 mr
(bnykoHazony 1 pa3 Ha foby Ta 20 Mr umsanpuay 4 pasu Ha Jo6y npy3BOAMIO 40 3HAYHOrO MiABULLEHHA PIBHA UM3anpuiy y nnasmi Kposi Ta [0 MOLOBXeHHS
iHTepBanly QT. OfHOYacHe 3aCTOCYBaHHSA (P/1yKOHA30/1y Ta Ln3anpuay npoTurnokasaHe (aue. po3ain «poTunoKasaHHN»).

TepthbeHagnH: yepe3 BUMAAKMA PO3BUTKY TSHKKUX CEPLEBMX apUTMIi, CPUUMHEHUX MOAOBXEHHAM iHTepBany QTC, Y MauieHTiB, SKi 3aCTOCOBYBasM a30/bHi
NPOTUIPUOKOBI NiKAapPCbKi 3ac06M 0fHOYacHO 3 TepdeHaanHoM, 6y NpPoBeAeHi AOCNIAXEeHHS B3aeMOfil UMX npenapaTiB. Y XOAi OAHOro AOCNi[XEeHHS npu
3acTocyBaHHI piykoHasony y fo3si 200 mr Ha fo0y He 6y/10 BUABNEHO MOLOBXEHHS iHTepBany QTcC. IHLWe JOCNiIKEHHA NpY 3aCTOCYBaHHI (D/1yKOHa30/y y f03aX
400 mr Ta 800 Mr Ha o6y NPOAEMOHCTPYBAsIO, WO 3acTOCYBaHHA (iyKoHaszony y fo3ax 400 Mr Ha fo0y abo BULLEe 3HAYHO MifBULLYE PiBEHb TepeHaanHy Y
nnasmi KpoBi Npy 0fHOYaCHOMY 3aCTOCYBaHHI Lux npenapatis. CyMicHe 3acTocyBaHHS (1yKoHa30y y fo3ax 400 Mr abo BuLle 3 TepdeHafMHOM NPOTUNoKasaHe
(amB. po3sgin «MpoTunokasaHHN»). Mpy 3acToCyBaHHI (PyKOHa30/y y Ao3ax Hudkye 400 Mr Ha fo6y OAHOYacHO 3 TepeHaAMHOM Chif MPOBOAUTM PETENbHWIA
MOHITOPWHI CTaHy nauieHTa.

ACTeMi30/1: CyMiCHe 3aCTOCYBaHHA ()/lyKOHa30/1y Ta aCTEMI30/1y MOXKE 3MEHLUUTU KNipeHC acTemizony. CnpuynHeHe UMM NigBULLEHHA KOHLEHTpauiT actemisony y
nnasmi KpoBi MOXe MPU3BECTM [0 MOAOBXeHHs iHTepBasly QT Ta y PIAKICHMX BuNagkax — [0 NapOKCUM3MasbHOT LLUYHOUYKOBOI Taxikaphii TUMy «mnipyeTs.
OfHoYaCHe 3aCTOCYBaHHS (PIYKOHA30/1y Ta acTeMi30/1y NPOTUMNOKa3aHe (AMB. po3ain «[poTUNOKa3aHHA»).

MiMo3na Ta XiHIAWH: CyMICHE 3aCTOCyBaHHSA (P/1yKOHA30/y Ta MiMo3uay abo XiHIgMHY MOXe NPU3BOAUTY A0 NPUTHIYEHHA MeTabosi3My miMo3ugy abo XiHiguHY,
X0ua BIAgMNoBIigHMX AOCNIMQKeHb in Vvitro Ta in vivo He npoBoauvnu. MMigBULLEHHA KOHLUeHTpauii niMo3ngy abo XiHiguHy Yy nnasmi KPoBi MOXe CMpPUUUHATY
NoJOBXeHHS iHTepBasly QT Ta y PigKICHUX BUMaAKax MNPU3BOAUTM O PO3BUTKY MApOKCU3MasIbHOI LUYHOUKOBOI Taxikapgii Tvny «nipyeT». OgHovacHe
3acToCyBaHHA (hlyKOHa30/1y Ta NiMo3ungy abo XiHignHy npoTunokasaHe (auB. po3gin «poTMnoKasaHH:A»).

EpnTpoMiLnH: 0gHOYaCHE 3aCTOCYBaHHA epUTPOMILMHY Ta (TyKOHa30/1y MOXe NPU3BOAUTY 40 MiABULLEHHA PU3MKY PO3BUTKY KapAiOTOKCMYHOCTI (MOAOBXEHHSA
iHTepBany QT, napokcusMasibHa LUIYHOYKOBA Taxikapfifd Tuny «nipyer») Ta, AK Hacnifok, 4O panToBOi CepueBOi CMepTi. 3aCTOCYyBaHHA KOMOIHaUii LmX
NiKapCcbKMX 3ac06iB NpoTUNoKasaHe (AVB. po3Lin «[1poTUNOKa3aHH:).

He pekoMeHAYETbCA 0JHOYACHE 3aCTOCYBaHHA (DIYKOHA30/1y Ta HXKYe3a3HAYEeHMX JTIKAPCbKMX 3aC00iB.

anoaHTpUH: PIYKOHa30/1 MOXe CMPUUYUHUTY MiABULLEHHS KOHLEHTpaLii ranodaHTpuHy y naasmi Kposi 3a paxyHOK npurHideHHs CYP3A4. OpHouacHe
3aCTOCYBaHHA LMX NiKapCbKUX 3ac06iB MOXe MPU3BOANUTU A0 MiABULLEHHS PU3NKY PO3BUTKY KapAiOTOKCUYHOCTI (MOAOBXeHHS iHTepeastly QT, napokcu3MasibHa
LLI/TYHOUKOBA TaxXikapaia Tuny «nipyeT») Ta, K HaCNifoK, A0 PanToBOI cepueBol cMmepTi. Chif yHMKATK 3aCTOCYBaHHS KOMOIHALT LMX NiKapcbKuX 3acobis (auB.
po34in «OCo6/IMBOCTI 3aCTOCYBAHHSA»).

CyMiCHe 3aCTOCYBaHHS (PYKOHA30/1Y Ta HUXKYe3a3HAYEHUX NiKAPCbKMX 3aC00iB BUMArae 06epeyKHoCTi.

AmiofiapoH: OfHOYaCHe 3acTOCyBaHHSI (hlyKOHa30/y 3 amioflapOHOM MOXKe MPU3BECTVM A0 MNOAOBXKEHHS iHTepsany QT. PykoHa3on cnif 3 06epexxHIcTIo
3aCTOCOBYBATU pa3oM 3 aMioapoHOM, 0CO6/IMBO Y pasi NPU3HaYeHHS BUCOKOT 403K (hykoHa3ony (800 mr).

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

- BnamB iHWKX NiKapCcbKmx 3ac0o6iB Ha qoyKoHa3on.




JocnifpkeHHs B3aEMOZIT NPOAEMOHCTPYBa/IU, LLLO MepopasibHe 3aCTOCYBaHHA (D1yKOHa30/y 04HOYACHO i3 BXMBaHHAM Xi, NPUAOMOM LUMETUAMHY, aHTaumais abo
noAanbLLUMM ONPOMIHEHHSIM YCbOTr0 TiNa Ans nepecaiky KiCTKOBOro MO3KYy He Mae KiHIYHO 3HauyLLOro BnavMBy Ha abcopbuito thyKoHas3ony.

PuhamniumH: ogHoYacHe 3acTOCyBaHHA (PIyKOHAa30/y Ta pugamniuvHy npus3sBoanno Ao 3HmkeHHA AUC Ha 25 % Ta cKopodyBasio nepiof HaniBBMBEAEHHS
(hnykoHaszony Ha 20 %. Tomy AN nayieHTiB, SKi 3aCTOCOBYHOTL pUdammilH, CNif po3risHyTU A0LINbHICT MiABULLEHHS 03U (/TYKOHA30/y.

ligpoxnopoTiasug: y AOCNiIKeHHI (papMaKOKIHETMYHOT B3aEMOAIT 0fHOYacHe GaraToKpaTHe 3aCTOCyBaHHSA rifpoXnopoTiasuay 340p0BUM A06POBOMbLAM, SKi
OTPUMYBa/IM (D/IYKOHA30/, NiABULLYBaNO KOHLEHTpaLUilo (lyKoHa3ony y nnaasmi Kposi Ha 40 %. Taki napameTpu B3aEMOAIT He BMMaratoTb 3MiH Y Pexumi
[03yBaHHA (DyKOHa30/y 4715 NawieHTiB, AKi 04HOYACHO OTPUMYHOTb CEYOTiHHI 3aC06M.

- Bnnue thnykoHa3ony Ha iHLWI nikapcbKi 3aco6u.

®1yKoHa30/1 € MOMipHUM iHriGiTopom untoxpomy P450 (CY P) izodepmeHTy 2C9 Ta 3A4. ®iyKOHA30/ € MOTY>KHUM iHTi6ITOpoMm i3othepmeHTy CY P2C19. Ha
[04aTOK 10 CNOCTepeXKyBaHUX/AOKYMEHTa/IbHO MiATBEPIKEHNX B3aEMOAIN, WO OnucaHi HUXKYe, NPy OLHOYACHOMY 3aCTOCYBaHHI 3 (P/IYKOHA30/10M ICHYE pU3NK
NigBULLEHHS Y MMasMi KPOBi KOHLEHTpaLiin iHWKWX cnonyk, wo MmetabonisytoTbcd CYP2CY, CYP2C19 1a CYP3A4. ToMy 3acTocoByBaTW TakKi KOMOIHaLil
npenaparis Cnif 3 00epPeXHICTIO; Mpu LbOMY HeOOXifHO peTeslbHO CMOCTepiraty 3a CTaHOM nauieHTiB. lMpurHidyBanbHa Aia QyKoHa3ony Ha (hepMeHTU
36epiraeTbcs NPoTAroM 4-5 fi6 nicns Moro 3acTocyBaHHSA Y 3B’A3KY 3 AOr0 TPUBAIMM NepiofoM HarniBBMBEAEHHS (AMB. po34in «TpOTUMNOKa3aHHN»).

AnbeHTaHiN: nig Yac OA4HOYACHOr0 3aCTOCYBaHHA asib(peHTaHiny y fo3i 20 MKI/Kr Ta (piykoHasony y fo3i 400 Mr 340p0BMM A06POBO/bLAM CNOCTepiranocs
ABOKpaTHe 36inbeHHs AUC g, MOXNMBO Yepes iHridysaHHsA CY P3A4. Moxe 6yTu HEOOXi4HUM KOPUTYBaHHSA 03U anb(eHTaHiny.

AMITPUNTUAIH, HOPTPUNTWUIIH: (TYKOHA30/1 MOCWIIIOE Ait0 aMiTPUNTUAIHY Ta HOPTPUNTUIHY. PEKOMEHAYETLCA BUMIPHOBATU KOHLEHTPALT 5-HOPTPUNTUAIHY Ta
/abo S-amiTpunTUNiHY Ha NoYaTKy KOMBGiHOBaHOT Tepanii Ta yepe3 1 TMXK/AeHb. Y pasi Heo6XigHOCTI cnif BigKopUrysatu 403y aMiTpUNTUAIHY/HOPTPUNTUNIHY.
AmoTepuumnH B: ofHOoYacHe 3acToCyBaHHA (PIyKOHAa30/y Ta aMmgoTepuumHy B iH(IKOBAHUM MULIAM i3 HOPMa/lbHUM IMYHITETOM Ta IH(PIKOBAHUM MuLLaM 3i
3HWKEHUM IMYHITETOM Jano Taki pe3y/bTaTu: HEBENIMKUIA afUTUBHWIA NPOTUTPUOKOBUIA edheKT Npu cucTeMHii iHdekyiT C. albicans, BigcyTHICTL B3aemogii npu
BHYTpPiLLHbOYepenHil iHgekuii Cryptococcus neoformans Ta aHTaroHiam [4BoX npenapaTiB Npu cucTeMHin iHdekuiT Aspergillus fumigatus. KniHiuyHe 3Ha4eHHSs
pe3ynbTaTiB, OTPUMAHUX Y X041 UMX LOCNILKeHb, HEBILOME.

AHTUKOArynaHTU: SK | MpW 3aCTOCyBaHHI IHWWX a30/bHUX MPOTUTPUOKOBMX 3aco6iB, MPW OLHOYACHOMY 3aCTOCyBaHHI (D/lyKOHa30/ly Ta BapgapuHy
MOBIZOMNANOCA MPO BUMaAKN PO3BUTKY KPOBOTEY (remMaToM, HOCOBOI KPOBOTEYi, LUYHKOBO-KULLKOBUX KPOBOTeY, reMaTypii Ta MefeHn) y MNOEAHaHHI 3
MOAOBXEHHAM NMPOTPOMOIHOBOrO Yacy. pu ogHOYaCHOMY 3aCTOCYBaHHI (P/IyKOHA30/1y Ta Bap(apuHy CnocTepirasiocs ABOKpPaTHe MifBULLEHHS MPOTPOMOIHOBOIO
yacy, MMOBIPHO, BHAC/MifOK MPUrHivYeHHa MmeTabonismy BapapuHy yepes CYP2C9. Cnif peTenbHO KOHTPOOBAaTWM MPOTPOMOIHOBMIA Yac Yy NauieHTiB, AKi
0[HOYaCHO 3aCTOCOBYHOTb KYMapWUHOBI aHTUKOArynsHTY abo iH4aHedioH. Moxe 6yTu HeobXiLHOK KOPeKL i 03U aHTUKOArynaHTY.

BeH3ogfiaseniHn KOPOTKOI Ail, HAaNpWKNazg migasonam, Tpuasonam: NpyU3HauYeHHs (IyKoHa30y nicns nepopabHOro 3acToCyBaHHA Mifasonamy npusBousio L0
3HAYHOrO MiABWLLEHHA KOHUEHTpauil Migasonamy Ta [0 MOCU/IEHHS MCUMXOMOTOPHUX edekTiB. OfHOoYacHe 3acTocyBaHHA (hiykoHasony y fosi 200 Mr Ta
migasonamy y fosi 7,5 Mr nepopasibHO nNpu3BoAuIO 40 nigsuwieHHd AUC Ta nepiogy HaniBBMBeAEHHA Mifasonamy y 3,7 Ta 2,2 pasa BifnosifHO. 3aCTOCYBaHHS
(hnykoHaszony y aosi 200 mr/goby Ta 0,25 Mr Tpuasonamy nepopanbHO Npu3Boauno Ao nigsuweHHs AUC Ta nepiogy HaniBBuBefeHHA Tpuasonamy y 4,4 Ta
2,3 pasa BignosigHo. Npn 0gHOYaCHOMY 3acTOCyBaHHI (D/TlyKOHA30/1y Ta Tpr1asoiamy CrocTepirasiocs NOoTeHLioBaHHA Ta NPOIoHrauia eekTiB Tprasonamy. HAKLLO
nauieHTy, AKUA NPOXOAMUTL Kypc NiKyBaHHS (D/lyKOHa30/10M, C/lif OAHOYACHO Npu3HauuTK Tepanito 6eH3oAiazeniHamu, [03Yy OCTaHHIX Cnif 3MeHWWUTN Ta
BCTAHOBUTY Ha/IeXXHWIA Harfa4 3a CTaHOM NauieHTa.

Kapb6amaseniH: qykoHa3on npurHivye metabonism kapbamaseniHy Ta CNpUYMHAE NigBULLEHHSA PiBHA kapbamaseniHy B cupoBsartLi Kposi Ha 30 %. IcHye pu3mk
PO3BUTKY NPOSBIB TOKCUYHOCTI 3 60Ky kapbamaseniHy. Moxe 6yTu HeoOXigHUM KOpUryBaHHS [03W kapb6amaseniHy 3a/1eXKHO Bifl PiBHS Oro KOHUeHTpauii Ta il
npenapary.

BnokaTopy KasbLieBMX KaHasliB: [efKi aHTaroHiCTU Kanbuito (HideauniH, icpaguniH, amnoguniH Ta denogunid) metabonisyrotbea epmeHTomM CYP3A4.
®1yKOHa30/1 NOTEHLIMHO MOXeE NifBULLYBATN CUCTEMHY eKCMo3unLito 6/10KaTopiB KanbLieBUX KaHaliB. PeKOMeHL0BaHWIA peTeNlbHWUIn MOHITOPUHT LLOLO PO3BUTKY



NoGIYHNX peakLil.

Lienekokcn6: npu ogHo4acHOMY 3acTocyBaHHI qnykoHasony (200 Mr Ha fo6y) Ta uenekokcmby (200 Mr) Cyax Ta AUC Lenekokcrby nigsuilysanucs Ha 68 % Ta
134 % BignosigHO. Npn 0gHOYaCHOMY 3aCTOCYBaHHI LieNeKOKCKOY Ta (h/1yKOHa30/1y MOXKe 6y TU HEOOXiAHUM 3MEHLLEHHS 4031 Lie/IeKOKCUOY BABIi.
Linknodpocthamip: ogHoYacHe 3acTocyBaHHS UuKnogochamigy Ta ¢hyKoHa30ny Npu3BoaUTb 40 NiABULLEHHS pPiBHS 6inipy6iHY Ta KpeaTWHIHY B CMPOBATLL KPOBI.
LLi npenapaty MOXHa 3aCTOCOBYBATW O4HOYACHO, 3BXKAKUM Ha PUSMK NIABULLEHHA KOHLEHTpaUii 6in1ipy6iHy Ta KpeaTUHIHY B CUPOBATLLi KPOBI.

deHTaHI: NoBIAOMAANOCA NPO OANH NEeTa/lbHUIA BUNAAOK IHTOKCMKALLT (PeHTaHINIOM BHACMIA0K MOX/MBOI B3aEMOAiT (heHTaHiNy Ta qiyKoHasony. [1o Toro X y
AOCNIMKEHHI 3a y4aCTHO 3[40pOBMX [A06POBOMbLIB 6YN0 MPOAEMOHCTPOBAHO, WO (h/yKOHA30/ 3HAYHO YMOBINbHIOBAB eniMiHauito (eHTaHiny. [iaBuLEeHHS
KOHLLEHTpaLiT (peHTaHily MOXXe NPU3BeCTU A0 NPUrHIYEHHS AMXaHHS, TOMY C/lij peTe/lbHO KOHTPO/IKOBATU CTaH naujieHta. Moxe 6yTy HeoOXiAHOK KOpeKLuis fo3u
(heHTaHiny.

IHri6iTopn TMI-KoA-peaykTasun: cyMiCHe 3acTOCyBaHHS (P/lyKOHa30My Ta iHribitopis MMIM-KoA-peaykTasn, Wwo Metabonisytotecsd CYP3A4 (aTopBacTaTuH Ta
cumBacTaTuH), abo iHribiTopis 'MI-KoA-peaykrasu, wo metabonisytotbcd CY P2C9 ((pnyBacTtaTtuH), NiABULLYE PU3NK PO3BUTKY MionaTil Ta pabgomionisy. Y
pasi HeobXigHOCTI OfHOYACHOro 3acTOCYBaHHSI UMX MpenapaTtiB cfif peTenbHO crnocTepiraty 3a MauieHTOM LWOAO BMHUKHEHHA CMMMNTOMIB Mionartii Ta
pabLomioni3y i MPOBOAUTU MOHITOPUHT PIBHA KpeaTUHKIHa3W. Y pasi 3HaYHOro nNifBUWLLEHHS PIBHA KpeaTUHKIHA3M, a TakoX Npwv AiarHOCTyBaHHI abo Mmifo3pi Ha
mionatito/pabfomioni3 3acTocyBaHHS iHri6iTopis TMI-KoA-peayKTasu ciig npunuHUTA.

16py TWHI6: nomipHi iHri6iTopn CYP3A4, Taki fK (hnyKoHa30/, NigBULLYIOTb KOHLEHTpaUito i6pyTUHIGY B nnasmi Ta pU3MK TOKCUYHOCTI. AKWO HEMOX/IUBO
YHUKHYTW KOMOIHaLiT npenapartis, NOTPIOHO 3HU3UTK [03Y i6pYTMHIOY A0 280 Mr ofMH pa3 Ha o0y (2 kancynun) 3 MeTO MOAOBXEHHS 3aCTOCYBaHHS IHri6ITOpy Ta
3a6e3ne4nTi NOCTINHWUIA KNIHIYHWUIA MOHITOPUHT .

IBaka(hTOp: OAHOYacHe 3aCTOCyBaHHA  iBakaTopy, perynstopa TpaHCMembpaHHOT npoBigHOCTI npu MykoBicumposi (CFTR), 36inbllyBano eKcnosuuito
iBakathTopy B 3 pa3u, a ekcnosuyito rigpokcumeTtunisakadropy (M1) — y 1,9 pasa. MNauieHTam, SKi 04HOYACHO NpuiiMatoTb NOMIpHI iHri6iTopn CYP3A, Taki K
(b/lyKOHA30/ | epUTPOMILMH, PEKOMEH0BAHO 3HWKEHHS 03K iBakagTopy f0 150 Mr oauH pas Ha o0y .

Onanapun6: nomipHi iHriditopn CY P3A4, Taki AK (p1yKOHa30/, 36iNbLUYH0Th M1a3MOBI KOHUEHTpaLii onanapuby; ix ogHo4acHe 3aCTOCYBaHHA HE PEKOMEHAYETLCS.
FAKLLLO TaKoi KOMBiIHALLiT HE MOXHA YHUKHYTW, NPUInOM onanaprby o6mexyroTb gozamu 200 Mr 4gidi Ha aoby.

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

LimknocnopuH: yKoHa3oN 3Ha4yHO Migsuilye KoHueHTpauito Ta AUC umknocnopuHy. pu ogHo4YacHOMY 3acToCyBaHHI (hiykoHasony y fo3i 200 mr/goby Ta
LUMKNOCNOPUHY Y A03i 2,7 Mr/kr/goby crnoctepiranocs 36inbweHHs AUC umknocnopuHy y 1,8 pasa. Lli npenapatv MoXHa 3aCcTOCOBYBaTU OHOYACHO 33 YMOBM
3MEHLLEHHS [O3W LMKIOCNOPUHY 3a/1eXKHO Bif MOro KOHLeHTpauii.

EBeponimyc: xo4a LOCNiKEHb in Vitro Ta in vivo He NMPOBOAMM, BiOMO, WO ()/1yKOHA30/1 MOXe MiABULLYBaTV KOHLEHTpaLito eBepOsiiMyCy B CUPOBATL KPOBI
yepes npurHiveHHa CY P3A4.

Cuiponimyc: (pyKOHa301 MiABULLYE KOHLEHTpaLio cuponiMycy Yy MnasMmi KpoBi, MMOBIPHO, LUAAXOM MPUrHIYEHHA MeTabosi3My cuponimycy (epmMeHTOM
CYP3A4 1a P-rnikonpoteiHoM. Lli npenapati MoXHa 3aCTOCOBYBaTW OAHOYACHO 3a YMOBW KOPUIyBaHHSA [03M CUPOJIMYCY 3a/1eXXHO Bif PiBHA KOHLEHTpauil Ta
e(heKTiB npenapary.

Takponimyc: pyKOHa30/1 MOXe NiBULLYBATU KOHLEHTpaLT TakponiMycy B CMpoBaTLi KPoBi A0 5 pasiB npu ioro nepopaibHOMY 3aCTOCYBaHHI Yepes NPUrHiveHHs
meTaboniamy Ttakponimycy gepmeHToM CYP3A4y KueYHWKY. pyv BHYTPILLHLOBEHHOMY 3aCTOCYBaHHI TaKpO/liMyCy He CrocTepirasocs 3Ha4yHMX 3MiH
(papMakoKiHeTUKN. TiABULLEHI PIBHI TaKpPONiMyCy acouitorThCA i3 HEPPOTOKCUYHICTIO. [03y TakponiMycy Ans NepopasibHOro0 3aCTOCYBaHHA CAif 3HUXYBATU
3a/1eXKHO Bif, KOHUEeHTpaLil Takponimycy.

JlozapTaH: (piyKoHa3o/ NpUrHiyye MeTaboniaM no3aptaHy [0 MOro akTMBHOro meta6onity (E-3174), wo 06ymMOBMHOE 6inblly 4YaCTUHY aHTaroHisMy Ao
peLenTopiB aHrioTeH3uHy |l nig vac 3acTocyBaHHs N03apTaHy. PeKOMeHA0BaHO 34iACHIOBATN NOCTIMHUIA MOHITOPUHI apTepiaibHOro TUCKY Y MauieHTIB.
MeTagoH: p1yKoHa30/1 MOXe NifBULLYBaTU KOHLEHTPaLit0 MeTaOHY Y CUpoBaTLi KpoBi. MNpy 0gHOYaCHOMY 3aCTOCYBaHHI MeTafloHy Ta (h/1yKOHa30/1y MOXe OyTu



HeoOXigHVIM KOPUTYBaHHS 4031 METaf0HY.
HecTepoigHi npoTwu3anansHi npenapaTu (HIM3MM): npy o4HO4YAaCHOMY 3aCTOCYBaHHI 3 PyKOHa30/10M Cax Ta AUC nyp6inpodeHy nigsuiysanmca Ha 23 % Ta

81 % BIANOBIAHO MOPIBHAHO 3 BIAMOBIAHMMM MMOKa3HMKaMW MPU 3aCTOCYBaHHI TiNbKK  (PAypoinpogeHy. AHaMONYHO MpU O04HOYACHOMY 3aCTOCYBaHHI
(hnykoHasony 3 pauemiyHum ibynpogeHom (400 Mr) Ciax Ta AUC (hapmakonoriyHo akTMBHOIO izoMepy S—(+)-ibynpodeHy nigsuwysanuca Ha 15 % 1a 82 %

BIAMOBIAHO, MNOPIBHAHO 3 TAKUMW MOKa3HUKaMK NPY 3aCTOCYBaHHI Ti/lbKW pauemMivyHoro ioynpogeHy.

Xouya creyianbHUX AOCAIMKEHb He NPOBOAMAM, BiAOMO, L0 (DIYKOHA30/1 MOXe MifgBuLLYyBaTV CUCTEMHY ekcrosuuito iHwmx HI3M, ski meTabonisytoTbes
CY P2C9 (HanpvKknag, HanpoKCceHy, TOPHOKCUKaMy, MeNOKCUKamy, AMKNogeHaKy). PeKOMeHA0BaHO NePIOAMYHO 34iNCHIOBAT MOHITOPUHI MOGIYHMX peakLuiin Ta
TOKCUYHUX NMPOosBiB, NoB’a3aHuX i3 HIM3IM. Moxke 6yt noTpibHe KopurysaHHs gosu HIM3.

PeHiTOIH: (hNyKOHAa30N MpUrHivye meTaboniam (eHiTOTHY B nediHui. OfgHoyacHe Garatopa3oBe 3acTocyBaHHA 200 Mr qiykoHaszony Ta 250 Mr (PeHIiTOTHY
BHYTPILLUHbOBEHHO MPU3BOANTL A0 MiguweHHs AUCo4 heHITOiHY Ha 75 % Ta Cpyiy Ha 128 %. Mpu ogHOYacHOMY 3aCTOCYBaHHI X NiKapCbKMUX 3acobiB Cnif,
MPOBOAUTM MOHITOPUHI KOHLLEHTpPaLiT (PEHITOTHY Y CMPOBAaTLi KPOBI 151 YHUKHEHHS PO3BUTKY TOKCUYHOI AiT (PeHITOIHY.

MpeaHi30H: NOBILOMANOCA NPO BUMAAO0K, KON Y NalieHTa Micig TpaHCnaaHTauii NeviHKM Ha T/i 3aCTOCYBaHHA MPefHi30HY PO3BMHYMacs roctpa HefoCTaTHICTb
KOpY HagHMPKOBMX 3a/103, L0 BUMHMKNA MICNA MPUMNUHEHHA TPUMICAYHOrO Kypcy Tepanii qiyKoHa30/10M. MpunuHeHHs 3acTocyBaHHS (hlyKOHa30/y, MMOBIPHO,
CNPUYMHUIO nocuneHHs akTuBHOCTI CY P3A4, o npu3seno A0 NPUCKOPeHHs MeTabosiaMy npefHi3oHy. Cnif peTesibHO CTeXUTY 3a nawieHTaMu, AKi NpoTArom
TPMBA/IONO Yacy O[HOYACHO 3aCTOCOBYHOTb (P/IYKOHA30/ Ta MPEAHI30H, 3 METOH MornepepkeHHs PO3BUTKY HefOCTaTHOCTI KOpW HALHUPKOBWX 3a/103 Mic/s
MPUMMHEHHS 3aCTOCYBaHHA (h/lyKOHA30/Yy.

PuchabyTuH: iyKoHa3on NifBuLLYE KOHLUEHTpauito pugabyTuHy B CMpOBaTLi KpOBI, WO npu3BoauTb A0 36inbweHHs AUC pudabytuHy po 80 %. IMpu
OAHOYaCHOMY 3aCTOCYBaHHI (P1yKOHa30/1y Ta prabyTvHY NOBILOMAANOCA NPO BUNAAKN PO3BUTKY YBEITY. [pKn 3aCTOCYBaHHI Takoi KOMOiHaLiT NiKapCbKunx 3acobiB
cnif 6patv fo yBarv CUMNTOMU TOKCUYHOT AiT prdabyTuHy.

CaksiHasip: nykoHason nigsuwye AUC Ta Cp g CakBiHaBipy npnbnmsHo Ha 50 % Ta 55 % BifNOBIAHO Yepe3 MpUrHiYeHHa MeTabonismMy CakBiHaBipy y neyviHui

(bepmeHToM CYP3A4 T1a yepes iHribysaHHs P-rnikonpoteiHy. B3aemogil MK (h/lyKOHa30/10M Ta CakKBiHaBipOM/PUTOHABIPOM He AOC/IAKYBasMCs, TOMY BOHU
MOXYTb 6YTI 6iflbLL BUPaXKEHNUMU. MoXe 6YTN HEOOXIAHNM KOPUTYBaHHS 031 CaKBiHaBipy.

MMoxifgHi CyNb(OHINCEYOBMHM: NPU OLHOYACHOMY 3aCTOCYBaHHI (hlyKOHA30/1 MPOMOHTYe Mepiog HaniBBMBEAEHHSA NepopasibHUX MOXILAHUX CYNb(OHINCEHOBUHM
(xnopnponamigy, rnibeHknamigy, rniniaugy Ta Ton6ytamigy) npu ix 3acToCyBaHHi 3[40POBUM [06GPOBO/bLUAM. PeKOMEHAYETHCS NMPOBOAUTU YaCTUA KOHTPO/b
LIYKPY B KpOBI Ta BiAMOBIAHUM YAHOM 3HWXKYBATU 403y NOXIAHUX CYNb(IOHIICEYOBMHM MPN OAHOYACHOMY 3aCTOCYBaHHI i3 (h/1lyKOHA30/10M.

TeoghiniH: y nnaye60-KOHTPOIbOBAHOMY LOCNIMKEHHI B3aEMOAIT npenapariB 3aCTOCYBaHHA (P/iyKoHa30/y no 200 Mr npoTarom 14 [HiB NPU3BENO A0 3HMKEHHS
cepefHbOro KnipeHcy TeodiniHy B nnasmi KpoBi Ha 18 %. 3a nauieHTamu, SiKi 3aCTOCOBYHOTb TeO(iNiH y BUCOKMX [03aX abo fKi MatoTb MiABULLEHNIA PU3NK
PO3BUTKY TOKCUYHMX MPOABIB TeOMiNiHY 3 IHWMX NPUYKUH, CMiJ BCTAHOBUTK Harnsag WoAO BUABMEHHA 03HAK PO3BUTKY TOKCUYHOT AiT TeoiniHy. Tepanito cnig
3MIHUTY MPY NOSBI 03HAK TOKCUYHOCTI.

TohaumTuHIG: BNAMB TOGaLMTMHIOY 3pOoCTaEe Npy 0AHOYAaCHOMY 3aCTOCYBaHHI 3 NiKapCbKMMK 3ac06amMu, SKi NPU3BOAATL 40 MOMIpHOro iHridyBaHHs CY P3A4 Ta
NOTYXHOr O iHri6yBaHHa CYP2C19 (Hanpuknag aykoHasosn). ToOMy peKOMeHA0BaHO 3HU3UTK [03Y TohauuTUHIGY 0 5 Mr oguH pa3 Ha fo6y B KOMOGiHaLisX 3
LMMK npenapaTamu.

Ankanoign 6apBiHKY: Xo4a BiAnoBiAHMX AOCMIMKEHb He MNPOBOAWMWN, (IYKOHA30/, MMOBIPHO 4Yepe3 iHrioyBaHHA CYP3A4, mMoXe CIpUYMHATA NiABULLEHHS
KOHLLeHTpaLiT ankanoigis 6apBiHKy y nnasMmi Kposi (HanpuKiag BiHKPUCTUHY Ta BIHONACTUHY), WO NPU3BOAUTL 40 PO3BUTKY HEMPOTOKCUYHUX eEKTIB.

BiTamiH A: noBigomnsnocs, WO Yy NauieHTa, SKWA 0QHOYaCHO 3aCTOCOBYBAaB TPaHCPETMHOEBY KMCNOTY (KMCMOTHa opma BiTamiHy A) Ta (haykoHasorn,
cnocTepirannca nNo6iyHi peakuii 3 60Ky LeHTpanbHOT HepBoBol cuctemmn (LIHC) y chopmi nceBAoTyMOpY rOMI0BHOrO MO3KY; AaHWUA etheKT 3HWUK Nicns BiAMiHK
(hnykoHazony. Lii nikapcbKi 3ac06M MOXHa 3aCTOCOBYBaTW OAHOYACHO, a/le CAijg nam’saTaTi Npo pUsnK BUHUKHEHHS MNOBIYHMX peakLiii 3 60Ky LIHC.



BopukoHason (iHri6iTop CYP2C9, CYP2C19 Ta CYP3A4): ofHOYacHe 3aCTOCYBaHHA BOPWKOHA30/y nepopasibHo (no 400 Mr KOXHI 12 roguH npotarom 1 gns,
noTim no 200 Mr KOXHi 12 rognH npoTarom 2,5 aHiB) Ta hykoHasony nepopanbHo (400 Mr B nepLumnin AeHb, NoTiM No 200 MI KOXKHI 24 rofivHX NPOTArom 4 AHiB)
8 300p0oBUM 06POBO/LLAM HOMOBIYOT CTaTi NPU3BeNno 4o NigsuleHHs Coax Ta AUC, BOpMKOHa30/y B cepefHboMy 0 57 % (90 % Al: 20 %, 107 %) 1a 79 %

(90 % Al: 40 %, 128 %) BianosiaHO. HeBigOMO, UM NPU3BOAUTL 3HMKEHHSA 031 Ta/abo 4acTOTW 3aCTOCYBaHHSA BOPMKOHa30/y abo (P/IyKOHa30/y [0 YCYHEHHS
Takoro eekTy. Mpun 3acTocyBaHHI BOPMKOHA30/1y Micnsa (yKoHa3oy Cnif NPoBOAMTU CMOCTEPEXEHHS LWOLO PO3BUTKY MOGIYHUX eeKTiB, acouinoBaHuX i3
BOPWKOHA30/10M.

3npoByanH: hiykoHason nigsuye Coax 7@ AUC 31goByanHy Ha 84 % Ta 74 % BigNOBILHO, L0 3YMOB/IEHO 3HVXEHHAM K/TipeHCY 31L0BYANHY NPUOIN3HO Ha

45 % npun Noro nepopasibHOMY 3acTOCyBaHHI. [epiof HaniBBUBeAEHHS 3140BYANHY OYB TaKOX MOAOBXEHM NPpM6/IM3HO Ha 128 % nicns 3acTocyBaHHA KOMOiHaLiT
(hnyKoHa3ony Ta 31AoBYAMHY. 3a nalieHTaMu, SKi 3aCTOCOBYHOTb TaKy KOMOIHAL|it0 MiKapCbKMX 3aco6iB, Cnif cnocTepirati WoAo0 PO3BUTKY NOGIYHUX peakLii,
MOB’A3aHUX i3 3aCTOCYBaHHAM 3VA0BYANHY. MOXHA PO3TrNAHYTU AOLINMbHICTL 3HVXKEHHS 403U 3UL0BYAVHY.

A3NTPOMIUMH: Mif Yac fOCNiIKEHb BNANBY a3UTPOMILMHY Ta (DlyKOHA30/1y Ha (PapMakOKIHETUKY OAUH O4HOro Npu iX OAHOYaCHOMY NepopasibHOMY pPa3oBOMY
3acTocyBaHHi y fo3ax 1200 mr ta 800 Mr BifnoBiAHO XOAHMX 3HAUYLLMX (PapMaKOKIHETUYHIX B3aEMOLi BUSIBNIEHO He GYnO.

MepopanbHi KOHTpauenTuen: Mif 4ac (hapmMakOKiHETUYHUX AOCNifKeHb 6GaraTopa3oBOro 3acToCyBaHHA (hlyKOHa30/ly Ta KOMGIHOBaHOro MepopasibHoro
KOHTpaLEenTMBa Npun 3acTocyBaHHi yKoHa3ony y Ao3si 50 Mr BnavBy Ha piBeHb FOPMOHIB He 6yN0, TO/i IK NpKW 3acTOCyBaHHI (hykoHazony y Aosi 200 Mr Ha goby
cnocTepiranocs 36insbweHHs AUC eTuHinectpagiony Ha 40 %, a neBoHoprecTpeny — Ha 24 %. Lle cBigunTb Npo Te, Wo 6aratopa3ose 3aCTOCyBaHHA 1yKOHA30/1y
Yy 3a3Ha4yeHnX J03ax HaBpsL UM MOXKE BM/IMBATU Ha ePEKTMBHICTb KOMOIHOBAHOIO NepopasIbHOT0 KOHTpaLenTuBa.

Oco6MBOCTI 3aCTOCYBaHHSA.

JepmaTogiTis. BignoBigHo A0 pe3ynbTaTiB AOCAIMKEHHS (DIYKOHA30/y ANs NiKyBaHHSA AepMaToqiTIl y AiTeid, ePeKTUBHICTb (DTYKOHA30/y He MepeBuLLye
e()eKTMBHICTb rpn3eoty nbBiHY: 3araibHWUIA NOKa3HWUK eqeKTUBHOCTI CTaHOBUTL MeHwe 20 %. Tomy (DyKOHa30/ He Chif 3acTOCOBYBaTWM [ANA JiKyBaHHA
AepMaTogiTil.

KpunTokoko3. [10oKa3iB ePeKTUBHOCTI (P/IYKOHA30/y AN NiKyBaHHS KPUMTOKOKO3Y IHLLIMX NOKanisauiin (Hanpuknag NereHeBoro KPUNTOKOKO3Yy Ta KPUMTOKOKO3Y
LUKipK) HeOCTaTHLO, TOMY PEKOMEH/ALLIN W00 A030BOr0 PeXMUMY A1 NlIKYBaHHS TaK1X 3aXBOPHOBaHb HEMAE.

"MMGoKI eHAaeMiuHi Miko3n. [1oKa3iB epeKTUBHOCTI P/IYKOHA30/y AN NiKyBaHHSA IHLLMX (DOPM eHAeMIYHMX MiKO3iB, TaKMX SIK NapakoKuMAaioTAoMiKo3, ricTonnasmos
Ta WKipHO-MiM(aTUYHUIA CNOPOTPUX03, HELOCTAaTHLO, TOMY PEKOMEHAALIN W00 LO30BOI0 PeXXUMy A5 NiKyBaHHS TaKMX 3aXBOPHOBaHb HEMAE.

HupkoBa cucTema. MNauieHTam i3 NopyLIeHHAM (YHKLIA HUPOK npenapar C/if 3aCTOCOBYBATH 3 06epeXXHICTHO (AMB. po3ain «Cnoci6 3aCToCyBaHHA Ta 403W»).
HepocTaTHICTb HagHUPKOBYKX 3a103. KeTOKOHa30/1, K BiJOMO, CMPUYMHSE HEAOCTATHICTb HAAHUPKOBKX 38103, i Lie TaKOX MOXKe CTOCYBaTuCA (h1yKOHa30y, Xoua
criocTepiraeTbCa pigko. HefocTaTHICTb HagHWPKOBMUX 3a/103, MOB'A3aHa 3 O4HOYACHUM NiKyBaHHAM MPeAHI30HOM, OonucaHa B po3aini «B3aemopgia 3 iHWuMu
NniKapcbK1MM 3acobamu Ta iHLWI BUAM B3aEMOAin. Bnane hyKoHa30y Ha iHLLI MiKapCbKi 3aC00M».

lenaTobiniapHa cucTema. [MauieHTam i3 MOPYLUEHHAM (YHKUiA NedviHK/ npenapat CAnif 3acTOCOBYBaTM 3 OOEpPEeXHICTHO. 3acToCyBaHHS (D/1yKOHa30/y
acouitoBa/iocs 3 BMHUKHEHHAM PIAKICHUX BUNaAKiB PO3BUTKY TAXKKOI renartoTOKCUYHOCTI, BKIHOYAKOUM IeTasIbHI BUMAAKW, TOMIOBHUM YMHOM Yy MaLieHTIB i3
TSXKKMMW OCHOBHUMM 3aXBOPHOBAHHAMU. Y BUMaAKax, KoM PO3BUTOK renaTtoTOKCMYHOCTI acoLLitoBaBCS i3 3aCTOCYBaHHAM (D/lyKOHa30/y, He Oy/0 Big3HayeHo ii
SIBHOI 3a/1eXKHOCTI Bif 3aranbHOT A000BOT [03M npenapaty, TpWMBaoCTi Tepanii, cTaTi abo BiKy nMauieHTa. 3a3BuMyali renaTOTOKCUYHICTb, CMPUYMHEHA
(p/lyKOHa30/10M, 060pOTHA, a 11 MPOABM 3HUKAKOTb MICNA MPUMNMHEHHS Teparii.

3a nauieHTaMu, y SKMUX Npwv 3aCTOCYBaHHI ()1yKOHA30/1y CNOCTEePiratoTbCs BIAXUNEHHA pe3ynbTaTiB PYHKLiOHaNIbHMX NPO6 MeYviHKW, Cnif BCTAHOBUTU PeTebHUN
Harnsz WoAo PO3BUTKY BiflbLL TAXKKOI0 YpaXKeHHS NeYiHKK.

MaujieHTiB cnig nNpoiHGopMyBaTK NPO CUMNTOMU, WO MOXYTb CBIAYMTM MPO CEPMO3HMIA BNAMB Ha MeYiHKy (BUpaXXeHa acTeHis, aHOpeKcCis, NocTiliHa HyaoTa,



61t0BaHHS Ta XXOBTSAHMLS). Y TaKOMY BUMAaAKY 3aCTOCYBaHHA (h/lyKOHa30/y C/if HeranHO NPUNMHUTY Ta NPOKOHCY/IbTYBAaTUCA3 NTiKapeM.
CepueBo-cyanHHa cucTemMa. [eski a3onn, y TOMy 4ucii i (pyKoHasos, acoLitolTbCA 3 NOAOBXEHHAM iHTepBany QT Ha enekTpokapgiorpami. ®nykoHas3on
nofoBXYe iHTepBan QT LUAAXOM MPUTrHIYEHHS BUMNPAMHOro Kaniesoro KaHany (ly,). MofoBxeHHs iHTepsasly QT BHacMifOK AT IHLWMX NiKAPCbKMX 3acobiB

(Hanpuknag amiofapoHy) MOXe nocuaBaTuca y pesynbTtaTi NpurHideHHa gepmeHTy CYP3A4 yutoxpomy P450. MNosigoMnsanocs npo ayke pigKiCHI BUNagKu
MoAoBXeHHS iHTepBasly QT Ta MapoOKCM3MasibHOT LUTYHOYKOBOT TaxiKapAil TUNy «mipyeT» Mpu 3acTOCyBaHHI (P/1yKOHa30/y. Taki MoBifOM/IEHHA CTOCyBa/nCA
nalieHTIB i3 THKKAMU 3aXBOPIOBAHHAMM MpPY NOELHaHHI 6araTboX (HaKTOPiB PU3MKY, TAKUMWN SK CTPYKTYPHI 3aXBOPHOBAHHSA CepLs, MOPYLUEHHSA eIeKTPONITHOIO
06MiHY Ta OfHOYaCHe 3aCTOCYBaHHS iHLUMX NIKApPCbKMX 3aco6iB, WO BNAMBaKOTb Ha iHTepBan QT. MauieHTn 3 rinokaniemiero Ta NPOrpecyroyord CepLEeBOD
HeAOCTaTHICTIO MalTb NiABULLEHWUIA PU3UK BUHUKHEHHS 3arpo3/IMBUX AN XUTTHA LUAYHOYKOBUX apUTMI Ta NapoKCM3MasbHOI LUTYHOUKOBOT TaXikapail Tuny
«ipyer».

®1yKoHa30n cnif, 3 06epeXHICTIO 3aCTOCOBYBATU MalieHTam i3 PU3MKOM PO3BUTKY apuTMii. OfHOYacHe 3aCTOCyBaHHSA pasoM i3 /liKapCbKUMK 3acobamu, Lo
MPONOHIYIOTL iHTepBasl QTC Ta MeTaboni3ytoTbes 3a gornomoroto epmeHTy CYP3A4 untoxpomy P450, npotunokasaHe (AMB. po3ginv «poTunokasaHHs» Ta
«B3aemofis 3 iHLWMMK NiKapCbKMMK 3aco6amu Ta iHLLI BUAM B3aEMOAIN).

anoanTpuH. ManoaHTpuH € cybetpatom gepmeHTy CYP3A4 1 nponoHrye iHTepBan QTC Mpu 3aCTOCYBaHHI Y PEKOMEHOBaHMX TepaneBTUYHWX [03ax.
OfiHOoYaCcHe 3aCTOCYBaHHA ranoaHTpuHy Ta (DYKOHa30/y He PeKOMeHAYeTbCA (AMB. po3ain «B3aemopisi 3 IHWMMKU NiKapCbKMMKM 3acobaMun Ta iHWI BUAW
B3aEMOLil»).

JepmaTonoriyni peakuii. MMig yac 3acTtocyBaHHS (PIYKOHA30/1y PifKO MOBILOMIANOCA MPO PO3BUTOK TakMX EKCROMIaTUBHUX LUKIPHUX peakuiid, SK CUHLPOM
CriBeHca — [KOHCOHa Ta TOKCMYHUWIA enifepMaribHuin Hekponi3. MawieHTn 3i CHILoM 6ifnbll CXWUNbHI [0 PO3BUTKY TSXKMX LUKIPHMUX peakuild npu 3acTocyBaHHi
GaraTbOX JliKapCbKMX 3aco6iB. FAKLLO Y MauieHTa i3 MOBEPXHEBOK TPUOKOBOID IH(EKLIED 3’ABAAKOTLCA BUCUMNK, WO MOXHA MOB’A3aTU i3 3aCTOCYBaHHSAM
(bNyKOHa30/Yy, NoAasblue 3aCTOCYBaHHA NpenapaTy Cig NPUNUHUTA. AKLO Y nalieHTa 3 iHBa3VBHOK/CUCTEMHOK FPUOKOBOIO iH(DEKLIEID 3’ ABNAKOTLCA BUCUMA Ha
LLIKipi, 32 MOro ctaHOM MOTPIBHO peTesibHO crocTepirat, a'y BUnagKy po3suTKy 0y/bO3HUX BUCKNIB a60 MyNbTU(OPMHOT epUTEMM 3aCTOCYBaHHSA (TyKOHa30/1y
CNiA NPUNUHUTW.

FinepuyTAMBICTb. Y PigKICHMX BMNaAKax NoBiAOM/SNOCA NPO PO3BMTOK aHa(hiNaKTUYHMUX peakuiin (aue. po3ain «poTUMNoKasaHHN»).

LinToxpom P450. dnykoHa3on € NomipHUM iHribitopom gepmeHTiB CYP2C9 Ta CYP3A4. TakoX (hlyKOHa30/1 € MOTY>XHUM iHri6iTopom ¢epmeHTy CY P2C19.
Cnif cnocTepirati 3a CTaHOM NauieHTIB, AKI 04HOYACHO 3aCTOCOBYHOTb (D/TyKOHA30/1 Ta NpenapaTn 3 By3bKUM TePaneBTUYHMM BIKHOM, L0 MeTaboni3ytoTbCs 3a
yuyacTio CYP2C9, CYP2C19 ta CYP3A4 (auB. po3ain «B3aeMofis 3 iHLWMMK NiKapCbKMMKM 3ac06aMu Ta iHLWI BUAW B3aEMOLIN»).

TepdpeHaamH. Cnif peTenbHO CnocTepiraty 3a CTaHOM MauieHTa npy 04HOYaCHOMY 3aCTOCyBaHHI TepdeHafMHy Ta iyKoHas3ony y f03i meHwe 400 mr Ha fo6y
(ovB. po3ginu «MpoTnnokasaHHs» Ta «B3aeMOgis 3 IHLWMMM NiKapCbKMMK 3ac06aMu Ta iHLLI BUAW B3aEMOAI»).

3acTocyBaHHA y nepiof BarimTHOCTI abo rogyBaHHsA rpyaato.

BariTHICTb.

3a gaHumm 06cepBaLiiHOro AOCIIKEHHS, ICHYE MiABULLEHNIA PU3NK CNIOHTAHHOIO abopTy Y XIHOK, AKi OTpUMYBaIn q/1yKOHa30/1 MPOTArOM MepLIoro TPUMeCTpy
BariTHOCTI.

MoBigOMAANOCA NPO YUCNEHHI BPOMKEHI MaTosiorii y HOBOHAapPOMKeHMX (BK/KOYatoum Gpaxiuedanito, AMCNAasito BYLIHOT PakoBUHW, HaAMipHe 36i/bLUeHHS
nepeaHboro TiM’sYKa, BUKPUBMEHHSA CTErHa, MiaevyonpoMeHeBUIA CMHOCTO3), MaTepi SKMX NpuiiMany BUCOKI A03n qykoHasony (400-800 mr/goby) npoTarom
npyHaiMHi TPpbOX ab0 BifbLue MicALiB 415 NiKYBaHHSA KOKLMAI01403Y. 3B’A30K MiXK 3aCTOCYBaHHAM (P/IyKOHA30/1y Ta LMW BUNaKaMu He BU3HAUYEHUIA.
[ocnimpKeHHs Ha TBapuUHaxX NPOLEMOHCTPYBa/IN PENPOLYKTUBHY TOKCUYHICTb.

He cnig 3actocoByBaty 3BUYaiiHi [03U (DlyKOHa30/ly Ta KOPOTKOTPWBAI KypCU JliKyBaHHS (/lyKOHA30/10M Yy Mepioj BariTHOCTI, 3a BUHATKOM KpaHbOI
HeoOXIiAHOCTI.



He cnig 3acTocoByBaTV BUCOKi 031 (hilyKOHA30/1y Ta/abo TpuBasi Kypcu NiKyBaHHS (P/1yKOHa30/10M Yy Mepiof BariTHOCTI, 3a BUHATKOM NiKyBaHHS iH(EKLi, L0
MOXYTb 3arpoXKyBaTu XUTTHO.

["ofyBaHHA rpyaato.

®nyKoHa30/ NPOHMKAE Yy TPYAHE MOMIOKO Ta AocArae KOHUeHTpauil, nogibHoT Ao piBHA Y nnasmi KpoBi (AMB. po3ain «PapmakoKiHeTUKa»). MofyBaHHSA rpyaato
MOXHa MPOLOBXYBaTU MICNA Pa30BOro 3acTOCYBaHHA 3BMYaHOI 03U (DIYKOHA30/y, WO CcTaHOBUTL 150 mr. ogyBaTvi rpyaato He PEKOMEHAYETbCA Mnpu
6araTopasoBoMY 3aCTOCYBaHHI (h/lyKOHa30/1y abo MpK 3aCTOCYBaHHI BUCOKMX 403 (P/IyKOHa30/y. Cnif OLIHATL KOPUCTb FPYAHOr0 BUr040BYBaHHSA 15 PO3BUTKY Ta
300POB’A AMTUHK | KNiHIYHY NOTPeby maTtepi y NikapcbKoMy 3acobi, a TakoX MOTEeHLiHI No6iYHi edieKT npenapaty abo OCHOBHOIO 3aXBOPKOBaHHA MaTtepi Ans
ONTUHN.

PepTUILHICTb.

®nyKoHa30/ He BMN/IMBaB Ha (DePTU/IbHICTL CaMLiB Ta CaMOK LLYpiB.

30aTHICTb BNIMBATW Ha LUBMAKICTb peakLii npy KepyBaHHI aBTOTPAHCNOPTOM abo iHLIMMK MeXaHi3mamu.

JlocniikeHb BNAMBY NiKapcbKoro 3acoby Audnto3on® Ha 3aaTHICTb KepyBaTy aBTOTPAHCNOPTOM a60 MpaLoBaTyl 3 iHLLMMMW MeXaHi3Mamu He NPOBOANIN.
MaujieHTiB cnif NpoiHopMyBaTV NP0 MOX/MBICTL PO3BUTKY 3araMopoueHHst abo CyoM Mifl Yac 3acTOCOBYBaHHS npenapaty Audnio3on®. Mpu po3BUTKY TaknUx
CYMNTOMIB He PEKOMEHAYETLCA KepyBaTn aBTOTPAHCMOPTOM ab0 npaLkoBaTh 3 iHLUNMK MeXaHi3Mamu.

Cnocib 3acTocyBaHHA Ta [03MW.

Kancynu cnig KoBTatu Linmu. MNpuitom nikapcbKoro 3acoby He 3aneXuTb Bif Npuiiomy ixi.

Lopocni.

Mpenapat 3aCTOCOBYHOTH NepopasibHO y A03i 150 Mr ogHOpa30Bo.

MauieHTW NiTHLOrO BIKY.

Mpwy BIACYTHOCTI 03HaK MOPYLUEHHA (DYHKLiMA HUPOK A1 NiKyBaHHS L€l KaTeropii nayieHTiB 3aCTOCOBYHOTb 3BMYaiHy 403y A/1 LOPOC/NX.

MopyLUeHHs (hYHKLIA HUPOK.

®1yKOHA30/ BUBOAUTLCS B OCHOBHOMY 3 CeYerd Y He3MiHeHOMY BUr/isgi. Mpy pasoBoMy 3aCTOCYBaHHI npenapaty Kopuryeatu fo3y Uil KaTeropii nauieHTiB He
noTpi6Ho.

MopyLUeHHs YHKLi/ NeYiHKN.

dnyKoHa30on cnif 3aCTOCOoBYBaTU 3 06EPEXHICTIO NalieHTaM i3 MOPYLUEHHAMU (PYHKLIA NeYiHKK, OCKiNbKX iH(popMaLii LWOAO 3aCTOCYBaHHS (D/TYKOHA30/y Liii
KaTeropii nauieHTIB HeJOCTaTHLO (AMB. PO3ainu «Oco6MBOCTI 3aCTOCYBaHHA» Ta «[10BIUHI peakLii»).

aiTn.

EhekTMBHICTb Ta 6€3neKa 3acTOCYBaHHS Npenapary A4/1s NiKyBaHHSA reHiTafbHUX KaHAWAO3IB Y fiTeld He BCTaHOB/EHI. HasBHa Ha CboroAHi iHopmais HaBefeHa y
po3aini «Mob6ivHi peakuii». AKLLO iCHYe HarasibHa NoTpeba 3aCTOCYBaHHA NiKapCbKOro 3acoby nignitkam (BikoM Big 12 Ao 17 pokiB), cnif 3aCTOCOBYBaTH 3BUYaiiHI
[,031 na JOPOC/NX.

Nepeno3yBaHHA.

OTprMaHo MoBILOMNEHHSA MPO Nepeao3yBaHHsA (h1yKOHa30/y; OAHOYACHO MOBILZOMANOCA MPO ra/toLMHaLii Ta NapaHoifaibHy NOBEAIHKY.

Mpn nepefo3yBaHHI HEOOXIAHO MPOBECTU CUMMATOMATUYHY MIATPUMYBa/IbHY Tepanito Ta Yy pasi Heo6XigHOCTI NPOMUTK LWNYHOK. PyKOHa30/1 3HA4YHOK Mipoko
EKCKPETYETLCS 3 CeYeto; (hopcoBaHWin Aiype3 MOXKe MPUCKOPUTY BUBEAEHHS npenapaty. CeaHc remogianisy TpuBanicTio 3 FOAMHUN 3HUXKYE piBeHb P/IyKOHa30/y Y
nnasmi KpoBi Npn6n3Ho Ha 50 %.



Mob6iyHiI peaku,ii.

HaﬁHaCTiIID_UQ (>1/10) nosigomnsnoca nNpo Taki No6iYHI peakuii: roNoBHWIA GiNnb, 6ifb y YepeBHI MOPOXHWHI, fdiapesi, HyAo0Ta, 6/t0BaHHS, NiABULLEHHS PiBHA
anaHiHamiHoTpaHcepasmn (AJ1T), niaBuLLEHHSA piBHA acnapTatamiHoTpaHcgepasun (ACT), NiABULLEHHSA PIBHA TY)XXHOT pocaTasn KPoBi, BUCKUNAHHS.
[Ns OUiIHKM 4acTOTW BUHUKHEHHS MOBIYHMX peakLii BUKOPUCTOBYHOTbL TaKy Knacudikalito: 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 (<1/10000), yacTtoTa HeBlgoMa (HEMOXX/MBO OLIHATY Ha NIACTaBi HaABHUX AaHUX).
3 60Ky cucTemu KpoBi Ta fNiMhaTUYHOT CUCTEMM.

HeuacTto: aHemis.

PifKo: arpaHynouuTo3, NeKONEHIs, TPOMOOLIMTONEHIS, HENTPONEHIS.

3 60Ky IMYHHOT CUCTEMM.

PifKko: aHadpinakcis.

MeTaboniyHi Ta animeHTapHi posnagu.

HeuacTo: 3HMXKEHHS aneTuty.

Pigko: rinepxonectepuHemis, rinepTpuriiuepuaemis, rinokaniemis.

MCcMXiYHI NOpyLUEHHS.

HeyacTo: 6e3COHHS, COHNMBICTb.

3 60Ky HEpBOBOT CUCTEMM.

YacTo: ronoBHuiA Ginb.

HeuacTo: cygomu, napecTesid, 3anaMmopoyeHHs, NOpPyLUEeHHS CMaky.

PigKko: Tpemop.

3 GOKy opraHiB cnyxy Ta BeCTWUOynspHOro anapaTy.

HeuacTto: BepTUro.

3 6oKy cepus.

PiflKO: MapoKCu3mMasibHa LLTYHOUKOBA TaxiKapAis TUNy «mipyeT», NofoBXeHHS iHTepBany QT (auB. po3ain «Oco6/MBOCTI 3aCTOCYBaHHS»).

3 6OKY LLNYHKOBO-KMLLIKOBOIO TPaKTYy.

YacTo: 6i/lb Y YepeBHill MOPOXHUHI, HY0Ta, fiapes, 6/110BaHHS.

HeyacTo: 3anop, gucnencis, MeTeopu3m, CyxXIiCTb Y pOTi.

FenaTo6iniapHi po3nau.

YacTo: nigBuLLEHHA piBHA anaHiHamiHoTpaHchepasn (AJ1T), nigBuLLEHHSA piBHA acnapTatamiHoTpaHcgepasn (ACT), NiABULEHHS PIBHA NYXXHOT (hocdaTasun (auB.
po3ain «OCo6/IMBOCTI 3aCTOCYBaHHS»).

HeuacTo: xonecTas, XXOBTAHULA, MiABULLEHHA PiBHSA 6inipy6iHy (AMB. po3ain «Oco6/IMBOCTI 3aCTOCYBaHHS»).

PifKo: neYviHKOBa HeJOCTaTHICTb, renaToLeNtONAPHUIA HEKPO3, renaTuTy, renaToLentoNisipHe ypaXkeHHs (auB. po3gain «OcobnmnBOCTi 3aCTOCYBaHHS).

3 B6OKy LUKipW Ta NiALWKIPHOT TKaHWHW.

YacTo: BcMnaHHs (auB. po3gin «OcoBMMBOCTI 3aCTOCYBaHHS»).

HeuacTo: MeanKaMeHTO3HWUM AepMaTUT (BK/IHoUarouu (%iKCOBaHI/IVI MeMKaMeHTO3HWI fiepMaTuT), KpOnuB’aHKa, CBepbidX, NiJBuLLeHe NOTOBUAINEHHS (4UB. PO34in
«OCc0061MBOCTI 3aCTOCYBAHHS).

PifKO: TOKCUYHWUIA enigepMaibHUin Hekponi3, cuHapoM CTiBeHca — [IKOHCOHA, rOCTPWUIA reHepasizoBaHWin eK3aHTeMAaTO3HUIA MyCTy/b0o3, eKchoniaTuBHWUIA
[epMaTUT, aHrOHEBPOTUYHUIA HabPSK, HAbPsik 0611uus, anonewis (ane. po3ain «OcobANBOCTI 3aCTOCYBaHHS).

HeBigomo: MeavKaMeHTO3Ha peakLisi 3 eo3nHoisiero i cuctemHummn nposisamu (DRESS).

3 60Ky OMOPHO-PYXOBOTro anapaTy Ta CroNy4HO! TKaHUHMW.

HeuvacTo: miasnris.

3arasnbHi po3nagn Ta peakuiiy MiCLi BBeEeHHS.

HeuacTo: niasuLLeHa BTOM/HOBaHICTb, HE3Y)KaHHS, acTeHIs, rapsuyka.

aiTw.

YacToTa Ta Xapaktep nobiuHMX peakuiid i BigXMneHb Bif HOPMK pe3y nbTaTiB nabopaToOpPHMUX aHani3iB y Xo4i KNiHIYHMX JOCNIAKEeHb 3a Y4acTHo [iTeil MOPIBHSAHHI 3
Tak1MK y JOPOC/InX.



3BiTYBaHHA NPO Nif03ptoBaHi NO6IYHI peakuil. o _ o
3BiTyBaHHA NP0 NiJo3proBaHi NOGIUHI peakLiT Nicna peecTpawlii NikapcbKoro 3acoby Mae BeNVKe 3HaueHHs. Lie fjae 3Mory npoBOAUTM MOHITOPUHT CMiBBiAHOLLEHHS

KOPMCTL/PU3NK MPU 3aCTOCYBaHHI LibOro NikapcbKoro 3acoby. MeuuHi npauiBHUKX NOBUHHI 3BiTyBaTh NPO By/Ab-AKi Nif03ptoBaHi NOGiuHiI peakuil BiAnosigHO [0
BMMOT MiCLLeBOro 3aKOHOZaBCTBa.

TepMiH NpUAATHOCTI. 4 POKWN.

YMOBM 36epiraHHs.
36epirati B opuriHasbHiin ynakoBsLi Npu TemnepaTypi He BuLle 25 °C.
36epiraTv y HeOCTYMHOMY AN AiTeN MicCLi.

YnakoBKa.
Kancynu no 150 mr, no 1 kancyniy 6nictepi, 1 abo 2 6nictepn B nayui; no 2 kancynuy 6nictepi, 1 6nictep B naui.

Karteropis Bignycky. )
be3 peuenTta — kancynu no 150 Mr no 1 kancyni.
3a peuenToM — Kancynv no 150 mr no 2 Kancysnwu.

BUpobHMK.
MAT «Knismegnpenapat.

Micue3HaxomkeHH BUPOOHMKaA Ta A0ro agpeca Micua NPOBagKeHHS 4isiNIbHOCTI.
YKpaiHa, 01032, m. Kuis, Byn. CakcaraHcbkoro, 139.



