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IHCTPYKLIA

A9 MeIMHHOT 0 3aCTOCYBAHHSA JTiIKaPCbKOro 3acoby

NN PHOKAHO
(DIFLUCANO)

Cknag:

Aitoya peyosmHa: nykoHason/ fluconazole;

1 M1 PO3YMHY MICTUTb 2 MI (DTyKOHA30/y;

[ONOMI>KHI PEYOBUHW: HATPIO XNopui, Boaa Ans iH’ eKLii.

JlikapcbKa thopma. Po3unH ans iHdysiia.
OCHOBHI (pi31KO-XiMi4Hi BNaCTUBOCTI: NPO30punin 6e36apBHNIA PO3UMH 6e3 BUAUMUX YaCTUHOK, LLO BifnoBiLae
BMMOram CTaHAapTiB A1 MapeHTepabHMX PO3UMHIB, Y NPO30pMX (haKoHax i3 HEMTPanbHOro CKa.

dapmakoTepaneBTUYHa rpyna. Npoturpnbkosi 3acobu Ans CUCTEMHOrO 3acTocyBaHHA. MoxigHi Tpuasony.
Kog ATX JO2A CO1.

PapmakognHamika.

MexaHi3Mm fii.

®1yKoHa30/ € NPOTUIPMOKOBUM 3aC060M Knacy TpuasoniB. MepBMHHUM MeXaHi3MOM Oro Aii € NPUrHiYeHHs
rpn6koBoro 14-anbda-naHoCcTePON-AeMeTUOBaHHS, ONOCEPEAKOBAHOI 0 LMTOXPOMOM P450, L0 € HeBiA’EMHUM
eTarnom 6i0CMHTe3y rprubKoBOro eprocteponly. AKymynauia 14-anbga-mMeTui-CTeponis KOPentoe 3 NoAabLLIO
BTPaTOO eprocreposly MemopaHo rpubKOBOI KNITUHM Ta MOXe BiAnoBifaTh 3a NPOTUIPUOKOBY aKTUBHICTb
(hnykoHaszony. ®yKoHa30 € 6ifblL CENEKTUBHUM A0 FPUBKOBUX (hepPMEHTIB LMTOXpoMY P450, HiXK A0 Pi3HUX
cuctem pepmeHTiB uuToXpomMy P450 ccaBuiB.

3acTocyBaHHsA (yKoHasony y fo3i 50 Mr Ha fo6y npoTarom 28 [HIB He BMN/MBAE Ha PiBeHb TECTOCTEPOHY Y
nnasmi KpoBi Y Y0/I0BIKiB ab0 Ha pPiBeHb eHAOreHHNX CTEPOIAiB Y XXIHOK PernpoAyKTUBHOIO BiKy. ®lyKOHa301y
[03i 200400 mr Ha go6y He NPOSBSE KNIHIYHO 3HAYYLLOro BN/IMBY Ha PiBEHb eHAOreHHUX CTepoiaiB abo Ha
BIAMOBIAb Ha CTUMYNALIO afpeHOKOPTUKOTPOMNHOro ropmoHy (AKTI) y 3m0poBux f06pOBO/bLIB HOMNOBIYOT
crari.

JocnimpKeHHs B3aEMOZIT 3 aHTUMIPUHOM NPOLEMOHCTPYBa/IN, LLLO 3aCTOCYBaHHA 50 MI olyKOHa30/1y pa3oBo um
6araTtopasoBo He BMN/MBaE Ha MeTabosi3M aHTUMIPUHY.

YyTAMBICTb in Vitro.

®nyKoHa30n in Vvitro JeMOHCTPYe NPOTUrPUOKOBY aKTMBHICTb CTOCOBHO BMAiB Candida, o 3ycTpivatoTbCs
HaiuacTiwe (Bkntovatoun C. albicans, C. parapsilosis, C. tropicalis). C. glabrata feMOHCTpYe LUMPOKWIA
AianasoH YyTAMBOCTI J0 (hyKOHa30nYy, ToAi K C. Krusel € 40 HbOro Pe3nCTEHTHOLO.

TakoX (yKoHa3on in  vitro [AeMOHCTPYe akKTMBHICTb AK npoTn Cryptococcus neoformans Ta
Cryptococcus gattii, Tak |1 MpPOTU eHAeMiYHMX naicHABMX rpubie  Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’5130K (hapMaKOKIHETUYHUX | hapMaKoANHaMiYHUX BNAaCTUBOCTEN.

BignosigHO A0 pe3ynbTaTiB AOCNILKEHb Ha TBapuHaX, ICHYE KOpensAuis MiX MiHIMaIbHOK iHriByH40t0
KOHLEHTpaLiet0 Ta e(eKTMBHICTIO MNPOTU €eKCrepUMEHTa/lbHUX Mofenerd MIKo3iB, CMPUYMHEHUX BUAAMM



mailto:

Candida. BignoBigHO A0 pe3ynbTaTiB KAIHIYHUX LOCNIMKEHb, ICHYE NiHiliHa 3anexHicTb Mk AUC Ta go3oto
(hnykoHaszony (npu6nmsHo 1:1). TakoxX iCHye NpsMWiA, ane HeaocTaTHIM 3B’A30K Mk AUC abo fo3ot0 Ta
MO3UTUBHOK K/TIHIYHOKO BIAMOBIAAK HA NiKYBaHHSA OpPa/ibHOrO KaHAMAO3Y Ta MEHLUOK MIpOoK — KaHAWAeMil.
AHaNOriyHO NiKyBaHHA IH(EKUiA, CNPUYMHEHUX LITaMamu, [0 SKUX (PIYKOHa301 [AEMOHCTPYE BUCOKY
MiHIMaNIbHY IHri6YHOUY KOHLIEHTpAL, L0, € MEHLU 3aJ0Bi/TbHUM.

MexaHi3M pPe3NCTEHTHOCTI.

MikpoopraHiamy pogy Candida [AeMOHCTPYIHOTb UWUCNEHHI MeXaHi3MU Pe3NCTEHTHOCTI [0  a30/IbHUX
NPOTUIPUOKOBMX 3aco6iB. PNyKOHaA30/ AEMOHCTPYE BWMCOKY MiHIMa/bHY iHFiOYHOUY KOHLEHTpauito npoTu
lWTamis rpubiB, AKi MalOTb OAMH abo 6ifiblue MeXxaHi3MiB PEe3VCTEHTHOCTI, WO HeratMBHO BMN/MBaE Ha
e(heKTUBHICTb in VivOo Ta B KNiHIYHIA npakTuui. FoBigomnsnoca npo Bunafky Po3BUTKY CynepiHgeKuit
Candida spp., iHwumy HxX C. albicans Bugamu, WO 4acTO € HeYyTIMBMMU O (piyKoHa3ony (Hanpuknag
Candida krusei). 5 nikyBaHHS TaKUX BUMaAKIB CAif 3aCTOCOBYBATY a/lbTEPHATMBHI NPOTUTPUOKOBI 3aC06M.
KOHTPO/bHI TOYKM (BiANOBIAHO A0 PEKOMeHAaLii €BPONENCLKOro KOMITETY 3 AOCNIMKEHb YYTAMBOCTI A0

AHTUMIKPOOHMX 3ac00iB).

basytoumcb Ha AOCNIMKEHHI (hapMaKOoKiHETUYHOI/hapmMaKoaMHaMIYHOT iH(hopMaLiT, YyTaMBOCTI in vitro Ta
KNiHIYHOT BiANOBIAI, 6yN0 BU3HAYEHO KOHTPO/bHI TOUKM ANs (hlyKOHa301y Ans MikpoopraHiamis pogy Candida.
BoHu Oynun po3nofineHi Ha KOHTPOJbHI TOYKW, LU0 He MOB’A3aHi i3 MEBHUM BWUAOM, AKi OI/bLLIOKD MipOKO
BU3HAYa/ICSA Ha OCHOBI (hapMaKOKIHETUYHOT/(hapMakoAMHaMIYHOT iH(hopMaLliT | He 3anexarb Bif po3noginy Ha
MeBHI BMAM 33 MIHIMAIbHOIO [HTIOYHOUOH KOHLIEHTPALLIED, Ta HA KOHTPOJ/IbHI TOYKM, MOB’A3aHI 3 MEBHUM
B1OM, LLIO HainyacTiLle acoLLitorTLCA i3 IH(EeKLiAMM y MOAMHN. LLi KOHTPOMbHI TOYKM HaBeAEeHI HKYE.

MpoTUrpnoKoBMiA KOHTPO/bHI TOYKM, NOB’A3aHIi i3 NEBHUM BUOM KOHTPONbHI  TOuKY,
3acib S</R> He MoB’si3aHi 3
NeBHUM BUAOMA
S</R>
Candida | Candida | Candida | Candida Candida
albicans | glabrata | krusei parapsilosis | tropicals
®nyKoHaszon 2/14 IE -- 2/14 2/14 2/14
S = uyTAnBUIA;

R = pe3ncTeHTHWA;

a — KOHTPO/IbHI TOYKK, L0 He MOB’s3aHi i3 MeBHUM BMAOM, AKi GifbLUOKD MipOK BM3HAYa/IMCS Ha OCHOBI
(hapMaKOKiHeTUYHOT/papmakoAMHaMiYHOT TH(opmaLii | He 3anexatb Bif PO3MOAiY Ha MeBHI BMAWM 3a
MiHIMa/IbHOKO IHTiBYHOYOH KOHUEeHTpauiet0. BoHM foCNimKyBa/ICh NALe Y MIKPOOPraHi3MiB, Y AKX He iCHYE
cneungiyHoT KOHTPOIbHOT TOYKN;

-- OCNIPKEHHSA YYTIMBOCTI HE PeKOMEH/0BaHI, OCKINIbKN [aHWiA BU, He € METOO NiKapcbKOoi Tepanii;

|E — aoKasiB 100 TOro, YN € faHWin B1UA METOHKO NliKapCbKOi Tepanii, HeAoCTaTHbO.

dPapmakoKiHe TuKa.

PapMaKOKIHETUYHI BMACTMBOCTI (D/IYKOHA30/y € MOAIGHUMM MpU BHYTPILLUHHOBEHHOMY | MepopasibHOMY
3aCTOCYBaHHi.

Abcopbuis.

dnykoHa3on Jobpe BCMOKTYETLCA MPU MepopasibHOMY 3aCTOCyBaHHI, a piBeHb npenapaty y naasmi Kposi i
cucTteMHa 6ioA0CTynHICTL nepeBuwyoTb 90 % piBHA (P/IYKOHA30/y Y nnia3Mi KpoBi, WO AOCSAraeTbCca npu
BHYTPILLUHbOBEHHOMY BBefieHHI npenapaty. OfHOYaCHE BXMBaHHSA DKi He BM/IMBAE Ha BCMOKTYBaHHS npenapary
npy 1oro nepopasbHOMY 3acToCyBaHHI. [MiKoBa KOHUEHTpauis y nnasmi KpoBi [0CAracTbCs  4epes
0,5-1,5 roguHn nicna npuilomy npenapaty HaTwecepue. KoHUeHTpauis npenapaty Yy nniasMmi  Kposi
nponopuiiHa po3i. PiBHoBaxkHa 90 % KOHLEHTpaLis focaraeTbcd Ha 4-5 f06y nikyBaHHA npenapaTom Mpu
6araTopasoBOMY 3aCTOCyBaHHI OAMH pa3 Ha Ao00y. PiBHOBaXKHa KOHUEHTpauis Ha piBHI 90 % aocsraeTbca Ha
APYrUiA fieHb NiKyBaHHA MPW 3aCTOCYBaHHI Yy Meplunid JeHb HaBaHTaXyBa/lbHOT [03U, WO BABIYI MEpeBuULLYE
3BMYaiiHy 106OBY 03y .

Posnogin.

O6’em posnoginy nNpubnn3HO LOPIBHIOE 3arajibHOMY BMICTY piAVHW B opraHi3Mi. 3B’A3yBaHHA 3 OinKamu
nnasMu Kposi HU3bKe (11-12 %).

dnykoHa3on gobpe NPOHWMKae B YCi AOCNiMXKyBaHI pigvHM opraHiamy. PiBeHb (hlyKOHa301y y CAMHI Ta
MOKPOTWHHI € NOAI6GHMM [0 KOHLUeHTpauii npenapaty y nnasmi KpoBi. Y MauieHTiB, XBOPUX Ha rPUOKOBMIA
MEHIHTIT, piBeHb (hlyKOHA30/1y Yy CMMHHOMO3KOBIN pignHi gocsirae 80 % KOHUEeHTpaLily naasmi Kposi.
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Brcoki KOHUeHTpauii (1yKOHa30/y Y LUKIpI, WO NepeBuLLyOTb CUPOBATKOBI, JOCAraloTbCA Yy POroBoMy Luapi,
enigepmici, gepmi Ta noTi. ®yKOHA30/1 HAKOMUYYETLCA Y POroBOMY Luapi. MNpwu 3acTtocyBaHHI fo3n 50 mr 1 pas
Ha [00Yy KOHLUeHTpauis (nykoHasony nicng 12 gHiB NikyBaHHA CTaHOBWMA 73 MKr/T, a yepe3 7 [HiB nicns
3aBepLUEHHA NiKyBaHHSA KOHLEHTpaLia Bce Lie cTaHoBuaa 5,8 Mkr/r. Mpu 3actocyBaHHi go3n 150 mr 1 pa3 Ha
TUXKAEHb KOHLIEHTpawuia (nyKoHas3ony Ha 7 AeHb NiKyBaHHS CTaHoBwnia 23,4 MKr/r; 4vepe3 7 [HiB nicns
3aCTOCYBaHHA HaCTYMHOT 403W KOHUEHTpaLis BCe Le cTaHoBMNa 7,1 MKr/T.
KoHueHTpauis gykoHasony B Hirtax nicna 4 micsAyis 3actocysBaHHA 150 mr 1 pa3 Ha TWdKAeHb CTaHOBW/A
4,05 MKr/r y 300poBuX A06poBoMbLIB Ta 1,8 MKI/r nNpy 3axXBOPHOBAHHAX HIrTiB; (/1yKOHa30/1 BU3HAYaBCs Y
3paskax HIrTiB yepes 6 MicALiB Nicns 3aBepLUeHHs Tepanil.
BioTpaHchopmavis.
®1lyKoHa30/1 MeTaboNi3yeTbCA He3HAYHO Mipoto. IMpu BBeAEHHI [03U1, MiYeHOI pafioakTUBHMMU i30TOMNamu,
nnwe 11 % (hnyKoHa30/y EKCKPETYETLCA 3 CeYeto Y 3MiHEeHOMY BUTIAl. PIyKOHA30/1 € NOMIPHUM iHTi6iTOpoM
i3othepmeHTiB CY P2C9 Ta CY P3A4, a TaK0oX NOTY>XHUM iHri6iTopoM i3othepmeHTy CY P2C19.
BuBefeHHS.
Mepiog HaniBBMBeAEHHA (DIYKOHA30/y i3 Mnasmy KpoBi CTaHOBMTbL 6/1M3bKo 30 roavH. binblia 4yacTvHa
npenapaTy BMBOAUTLCA HUpKamu, npuyomy 80 % BBeAEHOI 403M BUSBNAETHCA Y Cedi B HE3MIHEHOMY CTaHi.
KnipeHc hnykoHa301y NponopLiinHuiiz 4o KnipeHcy KpeaTuHiHy. LInpKynooumx MeTabosiTis He BUSBIEHO.
TpuBanuii nepiof HaniBBMBELEHHSA nNpenapaty 3 Nja3Mu KpoBi Aa€ MOX/MBICTb Pa30BOro 3acTOCYBaHHS
npenapaTy npw BariHa/lbHOMY KaHAWAO03i, @ TaKOX 3aCTOCyBaHHA mpenapaTty 1 pa3 Ha TWXKAeHb Npu iHLWKX
MOKa3aHHSIX.
HunpKoBa HeJOCTATHICTb.
Y nauieHTiB i3 HUPKOBOK HEJOCTATHICTIO TAXKKOIO CTYNEeHS (LBMAKICTb Ky6OUKOBOT (ifibTpaLii
< 20 mn/xB) nepiof HaniBBMBeAEHHS 36inblwyeTbes 3 30 roguH Ao 98 roguH. ToMy Ui KaTeropii nauieHTiB
HeobXiAHO 3MeHLNTN J03Y (hyKOHa30/y. PYKOHa30/1 BUAIAETHCA LUMAXOM reMogiaidy, Ta MeHLLIOK Mipoto
— LUNAXOM iHTpanepuToHeanbHOro fAianizy. CeaHc remogianisy TpMBaiCTHO 3 TOAVMHU 3HUXKYE PiBEHb
(hNyKOHa30/y Yy nna3mi Kposi Nprn613HO Ha 50 %.
JakTauis.
KoHueHTpauii qnykoHasony y nnasMi i MaTepuHCbKOMY MOJOLi BNpPoAoBX 48 roguvH nicns npuiiomy
ofHopa3oBoi fo3n 150 Mr npenapaty AudatoKaH OUiHIOBaNM y X0A4I hapMaKOKIHETUYHOrO AOCNIMKEHHS 3a
y4acTHo 4ecATU XIHOK Y nepiogi naktauii, AKi TMIM4YacoBo abo MOCTIMHO NPUNUHWUAW TOAYBaTK CBOIX HEMOBAAT
rPYAAK0. Y MaTepMHCbKOMY MOMOLI (hTyKOHA30/1 BUSIBUIWN Y CEPefHIN KOHUEHTpauii npnbnmsHo 98 % Bifg 1o,
o BiAg3HayanM y nnasmi matepi. Yepes 5,2 roamMH nicns npuiiomy A03U CepefHsi MiKoBa KOHLUEHTpaLia y
MaTepuvHCLKOMY Mosoui  cTaHoBuna 2,61 mr/n. Jlo6oBa [o3a (DyKOHa30/ny, OTpMMaHa HeMOBIAM 3
MaTepUHCLKOro MosiokKa (SKWO NPUAHATU CepefiHE CMOXMBaHHS Monioka 3a 150 mn/kr/goby), po3paxoBaHa Ha
OCHOBI CepefHbOT NMIKOBOT KOHLUeHTpaLii y MosioLi, Lo agopisHioe 0,39 Mr/kr/goby, ctaHoBUTL NpnbnusHo 40 %
Bifl 031, PEKOMeHJ0BaHOI HOBOHAapOLKeHUM (BIKOM < 2 TWXHiB), abo 13 % Big [03M, PeKOMEeHAOBaHOI
HeMOBNATaM A1 NiKyBaHHS KaHAMA03Y C/IM30BUX 060/I0HOK.

ITW.
[aHi 3 hapmakoKiHeTMKM Oynu ouiHeHi y 113 piteir nig yac 5 gocnimpkeHb: 2 [AOCNIMKEHHS pPa3oBOro
3aCTOCYyBaHHA, 2 [AOCNi[KeHHs 6araTopa3oBOro 3acToCyBaHHA Ta 1  [OCHIMKEHHS  HeAOHOLLEHWUX
HOBOHaPOKEHNX.
Micna BBeAeHHSA 2—-8 MI/Kr (hiykoHas3ony AiTam Bikom Bif 9 micsauiB o 15 pokieB AUC cTaHoBWMa 6/1M3bKO
38 mkr*rog/mn Ha 1 mr/kr gosw. IMicna 6araTopa3oBOro 3acTOCyBaHHS CepefHili nmepiof HaniBBUBEAEHHS
(byKOHa30/y i3 Mna3mu KpoBi BapitoBaBcA MiXK 15 Ta 18 roguHamu; 06’eM po3noginy ctaHosus 880 MI/KT.
Binblw TpuBanuii nepiof HaniBBMBELEHHS 3 NJa3MU KPOBI, WO CTAHOBUB MpUG/IN3HO 24 roauHu, ByB nicns
pa3oBOro 3acToCyBaHHA (yKOHa30/y. Lleid nokasHMK € CniBCTaBHMM 3 Mepiogom  HaniBBUBEAEHHS
(hNlyKOHa30/y 3 MNsa3Mn KpoBi Micns pa3oBOro 3acToCyBaHHA [03M 3 MI/KI BHYTPILLHbOBEHHO AiTSM BiKOM Bij,
11 aHiB go 11 micauis. O6’em po3noAiny y nawieHTIiB Liel BIKOBOT rpynu cTaHoBMB 6113bK0 950 MA/KT.
[ocBif 3acTocyBaHHS (P/IYKOHA30/1y HOBOHAPOLXKEHUM OOMEXYETbCA (hapMaKOKIHETUYHUMU [OCNILKEHHAMU
12 HeAOHOLIeHUX [iTei i3 TepMiHOM rectauil Npuo6snM3HO 28 TXKHIB. CepefHiil BiK ANUTUHU NPU BBEAEHHI
nepLUoT Jo3u cTaHoBUB 24 roanHu (Big 9 ao 36 roamH); cepefHsa Bara npu HapogykeHHi ctaHoswna 900 r (Big
750 po 1100T). Ana 7 nauieHTiB NPOTOKOM LOCNIIKEHHSA OY/10 BUKOHaHO. MakcumyM 5 BHYTPILLHbOBEHHUX
IH’ €KL (hnyKoHa3ony y Ao3i 6 Mr/Kr BBOAUAM KOXHI 72 roavHun. CepefHiin nepiof HaniBBUBEAEHHS CTaHOBUB
74 roguHn (44-185) B nepLunin feHb, NOTiM 3HM3UBCA A0 53 roauH (30-131) Ha 7-i feHb Ta fo 47 (27-68) Ha




13- geHb. Mnowa nig Kpyueoto (MKr*roa/mn) ctaHosuna 271 (173-385) B nepLunii AeHb, 36inblumnacs o
490 (292-734) Ha 7-in feHb, noTiM 3HM3Mnaca o 360 (167-566) Ha 13- geHb. O6’eM posnoginy (MA/Kr)
ctaHoBmB 1183 (1070-1470) y nepwwuii feHb, 36inbwysaBca o 1184 (510-2130) Ha 7- feHb Ta [0
1328 (1040-1680) Ha 13-i1 aeHb.

MaLlieHTV NITHLOIO BIKY.

PapMaKOKIHETUYHE JOCMIAKEHHSA NPOBOAWN 3a YYacTo 22 nauieHTiB (BIKOM Bif 65 pokKiB), AKi 3aCTOCOBYBa/N
50 Mr dpnykoHasony nepopasbHO. 10 MauieHTiB OAHOYaCHO 3acTOCOBYBa/M AiypeTUKU. Cpgx CTaHOBMMA

1,54 mKr/mn Ta gocaranacs npotarom 1,3 roguHm nicns 3actocysaHHsA (ykoHasony. CepegHs AUC ctaHoBuia
76,4+20,3 mkr*rog/mn. CepefHiin nepiof HaniBBMBeAeHHA — 46,2 roanHu. LI hapmakoKiHETUYHI NOKa3HUKK €
BULLMMW MOPIBHAHO i3 aHAIOTIYHUMW Y 340POBUX AOOPOBO/LLIB MOMOALWIONO BiKy. OAHOYaCHe 3aCTOCYBaHHS
AIYPETUKIB HE Masio 3Ha4YHOrO BMNBY Ha Cpg Ta AUC. TakoX KnipeHc KpeaTuHiHy (74 mn/xs), BifCOTOK
(hNlyKOHa30Ny, LLIO EKCKPETYBABCS i3 ceyeto y HeaMiHeHoMY BUrnsagi (0-24 roguHu, 22 %), Ta HUPKOBWIA KTipeHc
(hnykoHasony (0,124 mn/xs/Kr) y nauieHTiB faHOT BIKOBOT rpynu 6ynv HXYUMMW, HIXK aHa/Ior iYHI NMOKa3HUKK Y
MonoALWnX 4o6poBo/bLiB. TOMY 3MiHK (DapMaKOKIHETUKM Y MaLieHTIB NiITHLOrO BiKy OYEBUAHO 3anexaTb Bif
napameTpiB PYHKLIN HUPOK.

KniHiYHI XapaKTepUCTUKN.

lNoka3aHHA.

AudniokaH®  nokasaHuii  ans  NikyBaHHA TakMX TPUOKOBMX iHAEKUid Yy  gopociux  (AMB.  po3Ain
«dapmakoanHaMiKa»):

— KPMNTOKOKOBWIA MEHIHTIT (AMB. po3ain «OcobiMBOCTI 3aCTOCYBaHHS);

— KOKUMAI0if03 (anB. po3ain «OcobamnBOCTI 3aCTOCYBAHHN);

— iHBa3MBHI KaHANLO03N;

— KaHAMA03M Cn3oBMX 000/I0HOK, BK/IKOHAOUM KaHAMA03 POTOMNOTKN Ta KaHAMA03 CTPaBoOXoAdy, KaHauaypis,
XPOHIYHWI KaHANAO3 LUKIPW i CIM30BUX 0O00HOK;

— XPOHIYHWIA aTpoiyHUiA KaHAMAO3 POTOBOI NOPOXHUHW (KaHAWMAO03, CNPUYNHEHWUI BUKOPUCTAHHAM 3YOHUX
npoTesiB) Npu HeetheKTUBHOCTI TiriEHN POTOBOI MOPOXHUHKM abo MicLeBoi Tepanil.

AundniokaH® nokasaHuii ans NPogiNaKTUKL TaKNX 3aXBOPIOBaHb Y OPOCMNX, SK:

— peumnamB KpMNTOKOKOBOMO MEHIHTITY Y NAaUieHTIB 3 BACOKUM PU3NKOM OO PO3BUTKY;

— pPeunamB KaHaMA03y POTOrNOTKM abo CTPaBOXo4y Y nauieHTiB 3 BIJ1 3 BUCOKMM PU3MKOM MOro PO3BUTKY;

— npoginakTMKa KaHAMAO03HUX THGEKLi Y NauieHTIiB i3 TPUBaIOK HEWTPOMeHiel (Hanpuknag, nauieHTiB 3i
3NM0SIKICHMMM 3aXBOPHOBAHHSMU KPOBI, SIKI OTPMMYKOTb XimioTepanito, abo naujieHTiB Npu TpaHcnaaHTauii
remMornoeTUYHNX CTOBOYPOBUX KMITUH) (AMB. po3ain «PapmMakosorivyHi BacTMBOCTI. PapmMakoLnHaMIKa»).
AundniokaH® nokasaHwii AiTaM Bifl HAPOMKEHHS ANS NiKYBaHHSA KaHAWA03iB CNM30BUX 060MOHOK (KaHAWA03
POTOrNIOTKW, KaHAWAO03 CTPaBOXOAy), IHBasVBHUX KaHAWAO3IB, KPWMNTOKOKOBOIO MEHIHIITY Ta And
NPOGINAKTUKN KaHAMA03HMX IH(EKLIM Y NaLieHTIB 3i 3HVKEHUM iMyHiTETOM. [penapaTt MOXHa 3aCTOCOBYBATH
AK NigTPUMYBa/IbHY Tepanito Ans NnonepeikeHHs peunanBy KPUNTOKOKOBOrO MEHIHTITY Y AiTei i3 BUCOKUM
PU3NKOM Or0 PO3BUTKY (AMB. po3ain «OcobnnBOCTI 3aCTOCYBaHHS»).

Tepanito npenapaTom AnditokaH® MoXKHa po3noYnHaTL 0 OTPUMAHHS Pe3yNbTaTiB KybTypabHUX Ta iHLWNX
NabopaTopHUX LOCNIMKeHb; OfHAK NiCNsa OTPUMaHHA pe3ynbTaTiB NPOTUIH(EKLINHY Tepanito Cnif CKopurysatu
BIZAMOBIAHUM YMHOM.

lNMpoTunnoKasaHHS.

linepuyTnmMBICTb A0 (DYKOHA30/y, IHWMX a30/bHUX CNonyK abo A0 6yab-AKoi 3 AOMNOMIXHUX PeYOBUH
npenapary, 3a3HayeHux B po3aini «Cknag».

OfHoYacHe 3acToCyBaHHSi (P/lyKOHa3o/ly Ta TepdieHaguHy nauieHTam, $Ki 3aCTOCOBYHOTb  (01lyKOHA30/
6araTopa3oso y gosax 400 mr/go6y Ta BuLle (3rifHO 3 pe3y/bTaTaMu JOCiIKEHHS B3aEMOLIT 6araTtopa3oBoro
3aCTOCYBaHHS).

OfiHoYacHe 3acTOCYBaHHA (h/lyKOHa30/1y Ta IHLWKMX JIKAPCbKMX 3aco06iB, WO MNOAOBXKYOTL iHTepBan QT Ta
meTabonisytoTbca 3a gonomoroto ¢epmeHty CYP3A4 (Hanpuknag wuumsanpugy, actemisony, nimosuay,
XiHIAVHY Ta epuTPOMILUHY) (4nB. po3ain «Oco6MBOCTI 3aCTOCYBaHHA» Ta «B3aemMogis 3 IHLWMMU NIKapCbKNMK
3acobamu Ta iHLLi BUAW B3aEMOLIN»).

B3aemogisi 3 iHLLIMMK NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIiA.



[MpoTMnoKa3aHO CyMiCHE 3aCTOCYBaHHA (h1yKOHA30/1Y Ta HUKYe3a3HAYeHMX JIIKapPCbKMX 3aC00iB.

Lim3anpuna: noBigoMnsanocs npo po3BUTOK MNOBIYHUX peakuiid 3 60Ky cepus, y TOMY YMCAi NPO NapoKcUmasibHy
LL/TYHOUKOBY TaxikapAito TUny «nipyeT» Yy nauieHTiB, AKi 04HOYaCHO 3aCTOCOBYBa/IM (0lyKOHA30/1 Ta Lu3anpua,.
KoHTpoiboBaHe AOC/iIKeHHS NPOLEMOHCTPYBaJIO, L0 OAHOYACHE 3acTocyBaHHA 200 Mr diykoHasony 1 pa3 Ha
po6y 1a 20 Mr ymsanpugy 4 pasm Ha fo6y npu3BOAWIO0 A0 3HAYHOMO MiABULLEHHA PIBHA UM3anpuay y nnasmi
KpOBI Ta 0 NOAOBXEHHS iHTepBasly QT. OHouYacHe 3aCTOCYBaHHA (h1yKOHA30/1y Ta Ly3anpuay npoTunokasaHe
(ams. po3gin «MpoTMNOKasaHH:»).

TeptheHagnH: Yepe3 BUMaAKN PO3BUTKY TSHKKUX CepLEBUX apuUTMil, CNPUYMHEHNX MOLOBXEHHAM iHTepBay
QTc, y nauieHTiB, SKi 3aCTOCOBYBa/IM a30/1bHI MPOTUTrPUOKOBI NiKapCbKi 3aC00M 0AHOYACHO 3 TepdieHaguHOM,
Oynu npoBedeHi JOCNIMKEHHA B3aEMOAIT UMX npenapatiB. Y Xofi OAHOro AOCHIIKEHHA NPV 3aCTOCYBaHHI
(hnykoHazony y aosi 200 Mr Ha fo6y He 6yN0 BUSABIEHO NOAOBXEHHS iHTepBasly QTc. IHWe AoCNiAKeHHS npu
3acTocyBaHHi (hnykoHasony y posax 400 mr ta 800 mMr Ha f00y MPOAEMOHCTPYBa/lo, WO 3aCTOCYBaHHSA
(hnykoHaszony y posax 400 Mr Ha o6y abo BuLle 3HAYHO NiABULLYE PiBeHb TepdeHaanHy y nniasmMi KpoBi npu
0fHOYaCHOMY 3aCTOCyBaHHI Lmx npenaparie. CymicHe 3aCcToCyBaHHA (hlyKoHa30y y fo3ax 400 mr abo BuLLe 3
TepdeHaAMHOM MPOTMNOKasaHe (AMB. po3fin «1poTunokasaHHs»). Ipn 3acTocyBaHHI IyKOHa30/y Yy [o03ax
HVXYe 400 Mr Ha 100y 0AHOYACHO 3 TepeHaLNHOM C/ij MPOBOANTU PETENIbHUIA MOHITOPUHT CTaHy navjieHTa.
ACTEMI30/1: CyMICHE 3aCTOCyBaHHS ()lyKOHA30/y Ta acTemi3osly MOXXEe 3MEHLUMTW KIIPeHC acTemis3ony.
CnpuymHeHe UMM NMiABULLEHHA KOHLEHTpaLii acTeMi3ony y nnasmi KpoBi MOXe Mpu3BeCTU [0 MOLOBXKEHHS
iHTepany QT Ta y pigKICHMX BMNafkKax — A0 MapOKCU3MaSIbHOT LUYHOUYKOBOI TaxikapAail Tuny «mipyer».
OfiHOoYaCcHe 3aCTOCyBaHHS (P/lyKOHA30/1y Ta acTeMi30/y NPOTUNoKasaHe (AMB. Po3ain «poTUMNOKa3aHHA»).
Mimo3ung Ta XiHiAnH: CyMiCHe 3aCTOCYBaHHS (P/lyKOHa30/y Ta MiMo3uay abo XiHigvHy Moyke npu3BoauTU [0
MPUrHiYeHHA MeTaboniamy nimo3ugy abo XiHiAWHY, Xo4ya BIAMOBIAHMX LOCMIMKEHb In Vitro Ta in vivo He
nposoavnn. TTigBULLEHHA KOHUEHTpauii nimosuay abo XiHiguHy Yy nnasMi KpPoBi MOXe CRPUYUHATY
NOLOBXeHHS iHTepBaly QT Ta y PpigKiCHMX BuUNagkax MpU3BOAUTA [0 PO3BUTKY MapOKCU3MaIbHOT
LUTYHOYKOBOI Taxikapail Tuny «nipyer». OgHoYacHe 3aCTOCyBaHHA (hIyKOHa30/y Ta miMo3ugy abo XiHiguHy
npoTunokasaHe (AMB. po3gin «PoTUNOKA3aHHS).

EpyTpOMILMH: 04HOYaCHe 3aCTOCYBaHHA epUTPOMILMHY Ta (D1YKOHA30/1y MOXE NMPU3BOAUTU L0 MifBULLEHHS
PU3NKY PO3BUTKY KapAiOTOKCUMYHOCTI (MOLOBXeHHS iHTepBasly QT, Mapokcu3MasibHa LTyHOUYKOBA TaxXikapais
TUNY «MipyeT») Ta, K HacNifoK, [0 panToBOI cepueBoi CMepTi. 3acToCyBaHHS KOMOIHALIT LUMX NiKapCbKUX
3aco6iB npoTunokasaHe (4MB. po3ain «poTUMNOKa3aHH:A»).

He pekoMeHAYETbCA 0JHOYACHE 3aCTOCYBaHHA (D1YKOHA30/1y Ta HMXKYe3a3HAYEeHUX JTIKAPCbKMX 3aC00iB.
ranohaHTPUH: (h1yKOHA30/1 MOXEe CNPUUYUHUTY MiABULLEHHA KOHLEHTpPaLIT rafnogaHTprHy Yy nnasmMi KpoBi 3a
paxyHOK npurHivyeHHs CYP3A4. OfHoyacHe 3aCTOCYBaHHSA LMX /KapCbKMX 3ac00iB MOXe NpPU3BOAUTY [0
NigBULLEHHS PU3MKY PO3BUTKY KapLiOTOKCUYHOCTI (NOAOBXEHHS iHTepBanly QT, napoKcn3masibHa LLTyHOYKOBa
Taxikapfis TMny «nipyet») Ta, fK HACMiOK, [0 panToBOl cepuesoi cMmepTi. Chif YHWKaTV 3aCTOCYBaHHA
KOMGIHaUIT LMX NiKapCbKMX 3aco06iB (AMB. po3ain «OcobMBOCTI 3aCTOCYBaHHS»)

CyMicHe 3acTOCYBaHHSA (D/1lyKOHA30/1y Ta HUXKYe3a3Ha4YeHNX NiKapCbKMX 3aC06iB BUMArae 06epeXxxHoCTi.
AMIOfApOH: OAHOYaCHe 3acTOCyBaHHS (DIYKOHa30/y 3 amiofapOHOM MOXKe NPU3BECTU [0 MNOLOBXEHHSA
iHTepBany QT. ®nykoHas3on cnif 3 06epeXxHICTIO 3aCTOCOBYBaTM pasoM 3 amioflapOHOM, 0co6MBO Yy pasi
NpU3HaYeHHs BUCOKOT 403K piykoHasosny (800 mr).

CyMicHe 3aCTOCYBaHHS (D/IYKOHA30/ly Ta HWK4Ye3a3HaYeHWX NiKapCbKMX 3aco6iB BMMAarae 06epeXHocTi Ta

KOPWUIyBaHHS 403W.
- Bname iHWWKX nikapcbknx 3aco6iB Ha pykoHa3on.

JocnimpkeHHs B3aEMOZIT NPOLEMOHCTPYBa/IM, WO MepopaslbHe 3aCTOCYBaHHA (D1yKOHA30/ly OAHOYACHO i3
BXXMBAHHAM XKi, NPMAOMOM LMMETUAMHY, aHTauugis abo 3 nofasbluvM ONPOMIHEHHSM YCbOro Tina Ans
repecagKkun KiCTKOBOro MO3KY He Mae K/iHIYHO 3Ha4yLL0ro BrnBY Ha abcopbLito piyKoHasony.

PucpamniyunH: ogHouvacHe 3aCTOCyBaHHSA (PIYKOHA30/y Ta pugamniynHy npr3BoAMIo A0 3HMKeHHA AUC Ha
25 % Ta CKopouyBasio nepiog HanisBMBeAeHHS hnykKoHa3ony Ha 20 %. TomMy AN nauieHTiB, AKi 3aCTOCOBYHOTb
puamniuuH, cnif po3rngaHyTH AOUINbHICTb MIABULLEHHS L03U (hyKOHA30Y.

ligpoxnopoTiasng: y AOCNIKEHHI (hapMaKOKIHETUYHOI B3aeMOfiT OAHO4YacHe GaraToKpaTHe 3acTOCyBaHHS
rigpoxsiopotiasugy 340pPOBUM [06pPOBOMLUAM, AKI OTpMMYBann (yKOHAa30/, NiABULLYBaNO KOHUEHTpaLito
(bniykoHasony y nnasmi Kposi Ha 40 %. Taki mapaMeTpy B3aEMOZIT HE BUMaratoTb 3MiH Y PEXUMI [03YBaHHS
(hNyKOHa30y ANs NaLieHTiB, SKi 0HOYACHO OTPUMYHOTb CEYOTiHHI 3aco6u.

- Bnnve donykoHasony Ha iHLWi NiKapcbKi 3aco6bm.




dnykoHa3on € nomipHUM iHriéitopom umutoxpomy P450 (CYP) izodepmeHTy 2C9 T1a 3A4. dnyKoHason €
NOTYXXHUM  iHri6iTopom i3oepmeHTy CYP2C19. Ha pfofatok [0 CrnocTepexyBaHUX/LOKYyMeHTabHO
NiATBEPLKEHNX B3aEMOJIN, LLLO ONMCaHI HUXXYe, NPW 0AHOYACHOMY 3aCTOCYBaHHI 3 (h/1lyKOHA30/10M iCHYE PU3KK
NiABULLEHHS Yy NiasMi KPOBI KOHLEHTpaUil IHWKWX cnonyk, wo metabonisytotbes CYP2C9, CYP2C19 Ta
CYP3A4. Tomy 3acTOCOBYBaTW TaKi KOMOiHaUii npenapatiB c/if 3 06epexHICTHO; Npu LibOMY HeobXiAHO
PeTeNibHO CrocTepiraTy 3a CTaHOM MauieHTiB. MpurHidysasbHa Ais (yKoHa301y Ha (hepMeHTH 36epiraeTbcs
npoTtarom 4-5 ai6 nicns Moro 3acTocyBaHHA Y 3B’A3Ky 3 MOro TpvBasvMM MepiofgoM HamniBBMBEAEHHS (AMB.
po3ain «MpoTnnokKasaHH:»).

AnbheHTaHiN: Mij Yac 04HOYACHOro 3aCTOCyBaHHA anb(eHTaHiny y Ao3i 20 MKI/Kr Ta (pyKoHasony y Ao3i
400 Mr 340poBMM  [0OPOBOSbLSAM  CrOCTepiranocs ABokpaTHe 36inblieHHs AUCq, MOX/IUBO, 4Yepes

iHrioyeaHHa CY P3A4. Moxe 6yTn HeoOXigHUM KOPUTyBaHHS 4031 a/lbeHTaHIy.

AMITPUNTUAIH, HOPTPUNTUAIH:  (bIYKOHA30/1 MOCUAKOE  [it0  amITPUNTUAIHY Ta  HOPTPUMTUAIHY.
PeKOMeHAYETbCA BUMIPIHOBATM  KOHUEHTpauil 5-HopTpunTuaiHy Ta/abo S-amiTpunTuiiHy Ha  Mo4yaTky
KOMG6IHOBaHOI Tepanii Ta yepe3 1 TWXKAeHb. Y pa3i HeoOXiAHOCTI cnif BiAKOpUryBaTn [03Y aMiTpPUNTUNIHY
[HOPTPUNTUNIHY.

AmdoTepuumH B: ofgHouacHe 3acTocyBaHHS (hlyKOHa30/y Ta aMgoTepuuuHy B iH®iKoBaHMM MuLiam i3
HOPMa/IbHUM IMYHITETOM Ta IH(IKOBaAHNM MULLIAM 3i 3HKEHUM IMYHITETOM [aio TaKi pe3ynbTaTu: HEBEIMKNM
afMTMBHUIA NPOTUrPUOKOBMIA edpekT npu cucTemHin iHdekuii C. albicans, BigcyTHiCTb B3aemogii npwu
BHYTPiLLHbOYepenHii iHdekyiT Cryptococcus neoformans Ta aHTaroHi3m [BOX MpenapatiB Npu CUCTEMHIl
iHekyii Aspergillus fumigatus. KniHiYHe 3HayeHHA pe3ynbTaTiB, OTPUMaHUX Y XOAI UMX AO0CNI[IKEHb,
HeBifOMe.

AHTUKOArynaHTU: FK i MPWY 3aCTOCYBaHHI IHWWX a30/lbHNUX MPOTUIPUOKOBMX 3aco6iB, MpU OAHOYACHOMY
3acTocyBaHHi (plyKOHa30/y Ta BapgapuHy MOBILOMAANOCA MPO BUMAAKW PO3BUTKY KpoBOTeY (remartom,
HOCOBOI KPOBOTEUi, LUTYHKOBO-KMULLKOBMX KPOBOTEY, reMaTypii Ta Me/fieHn) Yy MOEAHAHHI 3 MOAOBXEHHAM
NpoTPOM6IHOBOro 4acy. lpy OAHOYAaCHOMY 3acTOCyBaHHI (hlyKOHa30/y Ta Bap(apuHy crnocTepiranocs
[BOKpaTHe NiABULLEHHSA NPOTPOMGIHOBOIO Yacy, MMOBIPHO, BHACNIAOK NPUrHiYeHHs MeTaboniamy BapapuHy
yepes CYP2C9. Cnig peTenbHO KOHTPOMOBATM MNPOTPOMOIHOBMIA Yac Yy MauieHTiB, $Ki 0fHOYaCHO
3aCTOCOBYIOTb KYMapuvHOBI aHTUKOarynsHTM abo iHfgaHegioH. Moxe OyTM Heo6XifHOK KOpeKLuis [o3u
aHTMKoarynsHTa.

beH3ogiaszeniHn KOpPOTKOT [ii, Hanpuknag migasonam, Tpuaszonam: Mnpu3HadYeHHs (IyKOHa301y nichns
nepopasibHOro 3acTocyBaHHSA Mifazonamy Npu3BOAU/IO A0 3HAYHOIO NiABULLEHHS KOHUEHTpauii Migasonamy Ta
[0 MOCUNEHHSA NMCMXOMOTOPHUX edhekTiB. OfHOYaCHe 3aCTOCYBaHHA (DyKOHa301y Y fo3i 200 Mr Ta Migasonamy
y [03i 7,5 Mr nepopasnibHO Npu3BoAMno Ao nigsumiieHHss AUC Ta nepiogy HaniBBUBeAeHHA Migasonamy y 3,7 Ta
2,2 pasa BignoBigHO. 3acTocyBaHHA (hykKoHasony y fosi 200 mr/go6y ta 0,25 Mr Tpuasonamy nepopasibHoO
npussoanno 4o nigsuuleHHs AUC Ta nepiogy HaniBBuBeLeHHS Tpuasonamy y 4,4 Ta 2,3 pasa BignosigHo. MNpw
OAHOYaCHOMY 3aCTOCyBaHHi (PIyKOHa30/ly Ta Tpuasonamy CrocTepiranocs MOTEHLitOBaHHA Ta MPOJIOHralis
ehekTiB Tprasonamy. FAKWO MaLieHTy, SKWI NPOXOAUTb KYPC NiKyBaHHSA (P1YKOHa30/10M, CAif OAHOYAacHO
NpU3HaYMTK Tepanito 6eH3o0AiaseniHamuy, 403y OCTaHHIX C/if 3MEHLUMTW Ta BCTAaHOBUTY Ha/IEXHWIA Harnsg 3a
CTaHOM naujieHTa.

KapbamaseniH: qykoHa3on MpuUrHiyye metaboniam KapbamaseriHy Ta CNpUYMHAE NIABULLEHHA PIBHSA
Kap6amaseniHy B cupoBatyi KpoBi Ha 30 %. ICHye puW3MK pPO3BMTKY MpPOSBIB TOKCUYHOCTI 3 OOKY
Kap6amaszeniHy. Moxe O6yTM HeoOXiAHUM KOpuryBaHHS [03U KapbamaseniHy 3aieXXHO Bif piBHA KOro
KOHUeHTpauii Ta Ail npenapary.

bBrokaTopy KanbLieBMX KaHanis: fAedKi aHTaroHiCTM Kanbuito (HiheguniH, icpaguniH, amnoguniH Ta
(henoguniH) metabonizytoTbcst hepmeHToM CY P3A4. ®yKOHa30/1 NOTEHLIAHO MOXe NiABWLLYBAaTN CUCTEMHY
eKCMo3unLito 6/10KaTopiB KasnbLii€BMX KaHaniB. PeKOMeHA0BaHWI PeTeslbHUA MOHITOPUHI LLIOAO PO3BUTKY
No6IYHNX peakLiil.

Lienekokcnb: npu ofHOYaCHOMY 3aCTOCyBaHHI (hilykoHasosy (200 Mr Ha fo6y) Ta uenekokcnby (200 Mr) Crax
Ta AUC uenekokcnby nigsuuysannca Ha 68 % T1a 134 % BignosigHo. Npy 0gHOYACHOMY 3aCTOCYBaHHI
LIeNeKOKCMOY Ta (p/1yKOHa30/1y MOXKe 6y TN HEOOXiAHNM 3MEHLLEHHSA 403U LieIeKOKCUOY BABIYi.
Linknodpochamif: ofgHOYacHe 3aCTOCYBaHHA LMKnogochamigy Ta (1yKoHasony npusBoauTbs A0 MiABULLEHHS
piBHA 6iNipybiHy Ta KpeaTWHiHy B cupoBsaTtLi Kposi. Ll npenapatM MOXXHa 3acTOCOBYBaTW O[HOYACHO,
3Ba)KarouM Ha pU3MK MiABULLEHHSA KOHUEeHTpaUii 6inipybiHy Ta KpeaTUHIHY B CMpOBaTL,i KPOBI.

deHTaHIN: NoBigOMASN0CA NPO OAUH NeTaslbHUIA BUMAAOK IHTOKCUMKALT (heHTaHiNOM BHACNiAOK MOX/IMBOI



B3aEMOAIT peHTaHiNy Ta (PyKoHasony. o TOro X y AOCHiIKEHHI 3a y4acT 3[40poBUX L06POBO/bLIB 6Y10
NPOAEMOHCTPOBAHO, WO (P/IYKOHA30/1 3HAa4YHO YrOBifMbHIOBAB eniMiHauito  eHTaHiny. [MigBULLEHHS
KOHLLeHTpaLiT (peHTaHily MOXe NPu3BeCTU A0 NPUrHIYEHHSA AMXaHHSA, TOMY C/lij peTe/lbHO KOHTPO/IKOBATU CTaH
navieHTa. Moxe 6yTy He0bXiHOK KOPeKL,ist 403U (heHTaHiny.

IHri6iTopn MMI-KoA-peaykTasu: cymicHe 3acTocyBaHHSA (hlyKOHa30/y Ta iHri6iTopis TMIM-KoA-peaykrasu,
wo MmetabonizytoTeca CYP3A4 (aTopBacTaTUH Ta CUMBAcCTaTWH), abo iHriditopis MI-KoA-pegykrasu, Lo
meTabonisytotbcst CYP2C9 (thnyBacTaTvH), MiABULLYE PU3MK PO3BMTKY Mionatii Ta pabgomionisy. Y pasi
HeoOXiAHOCTI OfHOYACHOI0 3aCTOCYBaHHA LMX NpenapariB Cnif peTesibHO cnocTepiraty 3a NauieHToOM LOAO
BUHWKHEHHS CMMMTOMIB MionaTii Ta pabaoMionidy I NPOBOAMTN MOHITOPUHI PIBHA KpeaTuMHKIHA3W. Y pasi
3HA4YHOro MiABULLEHHA PIBHA KpeaTWMHKIHA3WM, a TaKoX Npu fAiarHocTyBaHHi abo nifo3pi Ha MionaTito
/pabgomioni3 3acTocyBaHHs iHribiTopis FMI-KOA-peayKTasu cnif NpUNMHUTK.

16pnTWHI6: momipHi iHri6iTopn CYP3A4, Taki fK (D1yKOHA30/, MigBULLYIOTb KOHLEHTpaLito ibpuTuHiGy B
nnasmi Ta MoXyTb MiBMLLYBATV PU3MK TOKCUYHOCTI. AKLLO0 HEMOX/MBO YHUKHYTU KOMOGiHaUiT npenapaTis,
MOTPIGHO 3HM3NTKM [03Y i6pUTUHIOY [0 280 Mr oguH pa3 Ha o0y (2 Kancyniu) 3 MeTOH MPOLOBXEHHS
3aCTOCyBaHHS iHri6iTopy Ta 3a6e3ne4nT NOCTINHMIA KNiHIYHWNIA MOHITOPWHT.

IBaka(TOp: OfHOYaCHe 3acTOCyBaHHSI iBakalTOpy, Pperynsropa TpaHCMeMOpaHHOI MpPOBIAHOCTI Npw
mykosicumgosi  (CFTR),  36i/blUMn0  eKcrnosuuito  iBakahtopy B 3pasM  Ta  eKCnoswuuito
rigpokcumeTunisakadtopy (M1) y 1,9 pasa. lNMauieHTam, SKi OAHOYACHO NPUIAMatOTb MOMIPHI IHriGiTOpK
CYP3A, TakKi aK (h1yKOHa301 Ta epuTPOMILMH, PEKOMEHL0BAHO 3HU3NTK [03Y iBakaTopy A0 150 Mr OfMH pa3s
Ha [o6y.

Onanapu6: nomipHi iHrieitopn CYP3A4, Taki 8K (D/yKOHa30/, 36iMblUYOTb M1a3MOBi  KOHLEHTpaLit
onanapmby; X ofHoYacHe 3aCTOCYBaHHA He PEKOMEHAYETbCA. AKLL0 Takoi KOMOIHALIT HE MOXHA YHUKHYTH,
npuiiom onanapmby 06MexxyroTb go3amu 200 Mr Agidi Ha 406y .

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

LiMknocnopuH: iyKoHa3o/1 3Ha4yHO Migsuulye KoHueHTpauito Ta AUC umknocnopuHy. lpu ogHovacHOMY
3acTocyBaHHi (hykoHazony y posi 200 mr/goby Ta uuMKNocnopuHy Yy fAosi 2,7 mr/kr/goby cnoctepiranocs
36inblweHHs AUC umknocnopuHy y 1,8 pasa. Lii npenapaT MOXKHa 3aCTOCOBYBaTWM OAHOYAacHO 3a YMOBM
3MEHLLEHHS 03V LMKIOCNOPUHY 3a/1eXKHO Bif MOro KOHLEeHTpauii.

EBeponimyc: xo4a focnigpKeHb in vitro Ta in vivo He NPOBOAWN, BIAOMO, LLO (PIyKOHA30/1 MOXe NiABULLYBaTK
KOHLEHTpaL,it0 eBeponiMycy B CUpOBaTLL KpoBi Yepe3 npurHiveHHs CY P3A4.

Cuponimyc: (hnyKoHa3on niABMLLYE KOHLEHTpaLUilo CUponiMycy Yy nnasMi KpoBi, WMOBIPHO, LUMSIXOM
NPUrHiveHHs meTtaboniamy cuponimycy gepmeHtom CYP3A4 Ta P-rnikonpoteiHom. Lli npenapatn MoxHa
3aCTOCOBYBaTU OAHOYACHO 3a YMOBMW KOPWUTIyBaHHS [03M CUPONIMYCY 3a/IeXXHO Bif PiBHA KOHLEHTpauii Ta
edoekTiB nNpenapary.

Takponimyc: (P1yKOHa30/1 MOXKe MiABWLLYBaTU KOHLEHTpaLiT Takponimycy B CMpOBaTL KpoBi A0 5 pasis npu
I0ro nepopasibHOMY 3aCTOCYBaHHI 4epe3 MPUrHiYeHHs MeTaboniamy Takponimycy thepmeHTom CYP3A4 y
KUWeYHNKyY. [Mpu  BHYTPILUHbOBEHHOMY 3aCTOCYBaHHI TaKpONiMycy He CroCcTepiraiocs 3Ha4yHUX 3MiH
(hapMakoKiHeTUKMN. MigBMLLEHI PIBHI TAKPONIMYCY acoLitOTbCA i3 HEPOTOKCMYUHICTIO. 03y Takposimycy Ans
MepopasibHOr0 3aCTOCYBaHHA C/if, 3HVXXYBATM 3a/1eXKHO Bifl KOHLEHTpaL T TaKponimycy.

JNlozapTaH: yKoHa3on npurHiyye mMetaboniam nosapTaHy A0 MOro akTMBHOro metaoonity (E-31 74), wo
06YMOBJ/IHO€ BiflbLLY YaCTMHY aHTaroHi3My [0 peuenTopiB aHrioTeH3uHy Il nif yac 3acTocyBaHHA N03apTaHy.
PeKOMeH0BaHO 34iCHIOBATM NOCTINHNIA MOHITOPVHT apTepiasibHOro TUCKY Y MaLieHTIB.

MeTafoH: (P/lyKOHAa30/1 MOXe MiABULLYBaTW KOHLEHTpaLit0 MeTafloHy Y cupoBatyi Kposi. Mpn ogHo4YacHOMY
3aCTOCyBaHHI MeTafoHy Ta (hlyKOoHa30/1y MOXe By Ty He0OXiAHUM KOPUTyBaHHSA 031 MeTafoHY.

HecTepoigHi npoTusanansHi npenapaTu (HM3MM): npu ogHouyacHOMY 3acToCyBaHHI 3 (p/lyKOHa30/10M Cpy o Ta

AUC tnypb6inpoteny nigsuwysanuca Ha 23 % ta 81 % BiAN0OBIAHO NOPIBHAHO 3 BiAMNOBIAHMMU NOKa3HUKaMK
npu 3acToCyBaHHI TifIbkK (hnyp6inpodeHy. AHaNOrivyHO MNpPU OAHOYACHOMY 3aCTOCYBaHHI (hyKoHaszony 3
pauemiyHum i6ynpogeHom (400 Mr) Crax Ta AUC (hapMakosioriyHo akTMBHOIO i3oMepy S-(+)-ibynpodeHy
nigsuysanmcs Ha 15 % Ta 82 % BiANOBIAHO, MOPIBHAHO 3 TaKMMW MOKa3HWKaMy Mpy 3aCTOCYBaHHI Ti/lbKu
paLeMiyHoro ibynpodeHy.

Xoua cneuiasibHUX JOCNIIKEHb He NPOBOAWAN, (hTYKOHA301 MOXE MiABULLYBATU CUCTEMHY eKCMO3UL K0 IHLLINX
HM3M, wo wmetabonisytotecs CYP2C9 (HanpuknaZ HanpoKCeHy, JIOPHOKCUKaMy, Me/IOKCUMKaMmy,
AnKnoeHaky). PekoMeHAOBaHO MepPioAMYHO 3AIMCHIOBATU MOHITOPUHI MNOGIYHUX peakuil Ta TOKCUYHUX
nposiBiB, NoB’s3aHuX i3 HM3IM. Moxe 6yTn noTpibHe KopurysaHHs o3 HM3[T.



PeHITOIH: (IlyKOHa30/1 NpUrHivye MeTabosniaM PeHIToiHY B nediHui. OgHouacHe 6aratopa3oBe 3aCTOCYBaHHSA
200 mr nykoHaszony Ta 250 Mr PeHITOTHY BHYTPILUHLOBEHHO MPWU3BOAMTL A0 NiAsuweHHS AUCo, EHITOTHY
Ha 75% T1a Cpyiy Ha 128 %. lNpn 0A4HOYACHOMY 3aCTOCYBaHHI LMX NiKApCbKUX 3acobiB Cif MpoBOAUTM
MOHITOPUHT KOHLIEHTpaLii PeHITOIHY Yy CMpOoBaTLi KPOBI A4/151 YHUKHEHHS PO3BUTKY TOKCUYHOT AT (DeHITOTHY.
MpefHi30H: NOBIAOMNANOCSA NPO BAMAAO0K, KON Y NauieHTa nicnsa TpaHcnaaHTauii neviHKy Ha TNi 3aCTOCYBaHHS
NPefHi30Hy PO3BMHYNAcA rocTpa HefOCTaTHICTb KOPW HAAHUPKOBUX 3a/103, WO BUHMKNA NICNS NPUNUHEHHS
TPUMICAYHOro Kypcy Tepanii pnykoHa3onoMm. [IpunuUHeHHA 3acTocyBaHHA  (DlyKOHa30/y, MMOBIPHO,
CNpPUYMHUIO NocuneHHs akTueHocTi CY P3A4, 1o Npr3Beno 40 NPUCKOpPeHHA MeTaboniaMy npeaHi3oHy. Cnig
PETE/IbHO CTEXMTW 3a NauieHTamu, AKI NPOTAroM TPMBAIOrO Yacy OAHOYACHO 3aCTOCOBYHOTb (hlyKOHA30/ Ta
MPefHi30H, 3 METOK MOMepeiKeHHA PO3BUTKY HELOCTATHOCTI KOPU HagHMPKOBUX 3a/103 MIiCASA NPUMNUHEHHS
3acToCyBaHHA P/IyKOHa30/y.

PuhabyTuH: (hiyKoHa3on NiABULLYE KOHLEHTpauito pugabyTrHy B cupoBaTLli KPOBi, WO MPU3BOAUTL A0
36inbweHHs AUC pudabytuHy o 80 %. lMpu ofgHOYaCHOMY 3acTOCYyBaHHI (P/iyKOHa3ony Ta puabyTuHy
noBIAOMAANOCA NPO BUMNAAKK PO3BUTKY YBEITY. Ipu 3acTOCyBaHHI Takoi KOMOiHaLii NikapCbKMX 3aco6iB cnif
6patu J0 yBarv CUMMNTOMM TOKCUYHOT Aii pucabyTuHy.

CaksiHasip: thnykoHason nigsuwye AUC Ta Cy,ax CaKBiHaBipy npubnnsHo Ha 50 % Tta 55 % BignosigHO yepes

NMPUrHivYeHHa MeTaboni3mMy caksiHasipy y nediHui epmeHToM CY P3A4 Ta vepes iHribyBaHHA P-rnikonpoTeiny.
B3aemopil MK (hyKOHa30/10M Ta CakBiHaBIpOM/PUTOHaBIPOM He A0CANI[AXKYBaMCA, TOMY BOHU MOXYTb OyTU
6inbLL BUpaXeHUMNU. Moxke ByTN HEOOXIAHUM KOPUTYBaHHSA [,03M CaKBIHaBIPY.

MoxifHi cynb(OHINCEYOBMHU: MPU OAHOYACHOMY 3aCTOCYBaHHI (D/1yKOHa30/1 NPOJIOHIYE Nepiog, HaniBBUBEAEHHS
nepopasibHUX NOXiAHMX CyNb(OHINCeYoBNHM (Xnopnponamigy, rnibeHknamigy, rniniaugy Ta Tonéytamigy) npw
X 3acTOCyBaHHI 340pOBUM A06POBO/bLAM. PEKOMEHAYETLCS MPOBOANTM YaCTUIA KOHTPO/b LYYKPY B KpOBi Ta
BIAMOBIAHMM YMHOM 3HMXXYBATW [03Y MOXiAHWX CYNb(OHINCEYOBMHN MPU OAHOYACHOMY 3aCTOCYBaHHI i3
(D1yKOHA30/10M.

TeoiniH: y nnayebo-KOHTPO/ILOBAHOMY AOC/IAXKEHHI B3aEMOZIT Npenaparis 3aCTOCYBaHHA (D/1yKOHA30/1y Mo
200 mr npoTarom 14 aHiB Npr3BeNo A0 3HWKEHHS CepeHbOro KaipeHcy TeoiniHy B nnasmi Kposi Ha 18 %. 3a
nayieHTamu, fKi 3aCTOCOBYKOTb TeO(ifliH Yy BMCOKMX [03ax abo fAKi MatoTb MiABULLEHWIA PU3NK PO3BUTKY
TOKCUYHUX MPOSABIB TeOMiNiHY 3 IHWMX NPUYNH, CMif BCTAHOBUTK HArnsag WOAO BUSBMEHHS 03HAK PO3BUTKY
TOKCUYHOT AiT TeoiniHy. Tepanito cnif 3MiIHATK NPy NosBI 03HaK TOKCUYHOCTI.

TohaunTuHI6: BNAMB TOMaLUTUHIOY 3p0CTaE NpPU OAHOYACHOMY 3aCTOCYBaHHI 3 NiKapCbKMMK 3acobamu, AKi
npu3BoAATbL A0 MomipHoro iHriéyBaHHs CYP3A4 Ta NOTYXHOro iHrioysaHHa CYP2C19 (Hanpwvknag
(hnyKoHa3on). TOMy peKOMeHA0BaHO 3HM3NTK [03Y ToPauuTHHIOY [0 5 Mr 04MH pa3 Ha f06y B KOMOiHaLifaX 3
LUMMK npenapaTamu.

Ankanoign 6apeiHKy: Xo4a BignoBigHNX AOCMIIKEHb HE NPOBOANN, (iTyKOHA30/1, IMOBIPHO, Yepes iHribyBaHHS
CYP3A4, moxe CNpyyYnHATU MiSBULLEHHSA KOHLEHTpauii ankanoigis 6apBiHKy Yy nnasmi KpoBi (Hanpuknag,
BIHKPUCTMHY Ta BIHOMACTUHY), LLLO NPU3BOAUTL A0 PO3BUTKY HEPOTOKCUYHUNX eqeKTIB.

BiTamiH A: nosigomnsnocs, WO y nauieHTa, SKAW OAHOYaCHO 3aCTOCOBYBAB TPAHCPETUMHOEBY KUCOTY
(kvcnoTHa hopma BiTaMiHy A) Ta P/1yKOHa30/1, crocTepiraincs nobiyvHi peakLii 3 60Ky LleHTpa/IbHOT HePBOBOT
cuctemu (LLHC) y hopmi nceBaoTyMOpY ro/lOBHOro MO3KY; AaHWUIA e(heKT 3HMK Micns BigMiHU diykoHasony. Ll
NiKapcbKi 3aC06M MOXHa 3aCTOCOBYBATM OLHOYACHO, afie Cfif nam’aTaTi Npo PU3NK BUHUKHEHHS MOBIYHMX
peakLiii 3 6oky LIHC.

BopukoHason (iHri6iTop CYP2C9, CYP2C19 Ta CYP3A4): ofHOo4acHe 3acTOCyBaHHA BOPMKOHa30/y
nepopasibHO (No 400 Mr KOXHI 12 roguH npotaromM 1 AHs, notim no 200 Mr KOXHi 12 roguH npoTarom 2,5 AHiB)
Ta hnykoHazony nepopanbHo (400 Mr B nepLunii AeHb, NoTim no 200 Mr KOXHi 24 rognHW NpoTarom 4 AHiB)
8 340poBMM [06POBOMLLAM YOMOBIYOI CTaTi NPU3BeNno A0 niAsuweHHs Cpho T2 AUC; BOpUKOHa3osny B
cepeaHbOMY [0 57 % (90 % Al: 20 %, 107 %) Ta 79 % (90 % Al: 40 %, 128 %) BignosigHo. Hesigomo, un
NPU3BOAUTL 3HWXEHHS 103K Ta/abo 4acTOTW 3aCTOCYBaHHS BOPWKOHA30/y abo (yKOHAa30/y [0 YCYHEHHS
Takoro eekTy. [Npu 3acToCcyBaHHI BOPUKOHA30/1y NIiCA (hlyKOHa30y C/if MPOBOAUTU CNOCTEPEXEHHS LLOAO
PO3BUTKY NOGIYHMX e(heKTiB, acOL|iOBaHNX i3 BOPUKOHA30/IOM.

3npoByavH: thyKoHason nigsulLye Crax Ta AUC 3upoByanHy Ha 84 % Ta 74 % BiAgnoBigHO, L0 3YMOB/IEHO
3HUKEHHAM KNipeHCy 31AoBYyAMHY npubam3Ho Ha 45 % npu Moro nepopasbHOMY 3acTocyBaHHi. [Mepiof
HaniBBUBEAEHHS 3MA0BYAMHY OYB TaKOX NOAOBXEHWA NpMOAN3HO Ha 128 % nicns 3acTocyBaHHA KOMOGIHaUii
(hNlyKOHa30/y Ta 3UA0BYAMHY. 3a MauieHTaMK, sSiKi 3aCTOCOBYIOTb TaKy KOMOIHaLito NikapCbKnx 3acobis, cij



criocTepirati OO PO3BUTKY MOGIYHMX peakLiil, MoB’A3aHMX i3 3acTOCYBaHHAM 3MAOBYAUHY. MoXXHa
PO3MNAHYTU AOUINbHICTb 3HVXEHHS 403M 3UL0BYAVHY.

A3NTPOMILMH: Y XOA4i BILKPUTOro paHAOMI30BaHOrO TPUCTOPOHHLOMO MEPEeXPecHOro AOCMIIKEHHS, B AKOMY
B39 yyacTb 18 340poBMX [06POBOMBLLIB, OLIHIOBa/M BIJIMB  asUTPOMILMHY Ta (hlyKOHa3o/ny Ha
(hapMaKOKIiHETUKY OfUH OLHOr0 Npu TX 04HOYaCHOMY MepopasibHOMY Pa3oBOMY 3aCTOCYBaHHI y go3ax 1200 mr
Ta 800 Mr BiZnoBiAgHO. XKOAHMX 3HAUYLLMX (hapMaKOKIHETUYHMX B3AEMOLIiV BUSB/IEHO He 6Y0.

MepopasibHi  KOHTpauenTvBW:  MPOBOAMIOCA 2  (hapMaKOKIHETUYHMX  JOCNI[KEHHA  6aratopasoBoro
3aCTOCyBaHHSA  (D/lyKOHA30/ly Ta KOMOIHOBAHOro MepopasibHOr0  KOHTpauentmea. [lpu  3acTOCyBaHH
(bnyKoHa30ny y 403i 50 Mr BN/nBY Ha piBeHb TOPMOHIB He Y10, TOAI K NpY 3aCTOCYBaHHI (/1yKOHa30/1y Y 403i
200 mr Ha o6y crioctepiranocs 36inslweHHs AUC eTuHinectpagiony Ha 40 % Ta neBoHoprecTpeny — Ha 24 %.
Lle cBigumTtb Mpo Te, WO 6GaraTopa3oBe 3aCTOCYBaHHA (/IYKOHa30/y Y 3a3HauyeHVX [03aX HaBps4 UM MOXe
BM/MBATU Ha e(heKTUBHICTb KOMBIHOBAHOI0 NepopasibHOr0 KOHTpaLenTuBaa.

Oc061MBOCTI 3aCTOCYBAHHA.

[JepmaTogiTis. BignosiaHO 40 pe3ynbTaTiB AOCNILKEHHA (hNyKOHa301y A4S NiKyBaHHSA AepMaToqiTily diTen,
(hNIyKOHA30/ He NepeBuLLYE rpu3eody bBiH 3a eNEKTUBHICTIO | 3arasibHUIA NOKa3HMK ePEKTUBHOCTI CTaHOBUTb
MeHLLe 20 %. Tomy AudniokaH® He cnif 3acTocoByBaTV N5 NiKYBaHHS AepMaTodiTil.

KpunTokoko3. [oKa3iB e(eKTUBHOCTI (iyKOHa3ony [ANs NiKyBaHHA KPUMATOKOKO3Y IHLWMX foKanisauin
(Hanpuknag NnereHeBOro KPWNTOKOKO3Y Ta KPWUMTOKOKO3Y LUKIpW) HefoCTaTHbO, TOMY PeKOMeHAauii oo
[,030BOr0 PeXXnMy AJ151 NliKyBaHHA TaKMX 3aXBOPHOBaHb HEMAE.

"MMGOKI eHAeMIYHI Miko3W. [loKa3iB e(DeKTMBHOCTI (hyKOHA30My AN NiKyBaHHA iHWUX (DOPM eHAEMIYHUX
MiKO3iB, TaKMX AIK NapakoKLMAi0if0MiKO3, ricTOM1a3M03 Ta LUKIPHO-MIM(ATUYHWIA CNOPOTPUX03, HELOCTATHLO,
TOMY peKOMeHZaLlil L0 A030BOI0 PEXMMY 415 NiKYBaHHSA TakMX 3aXBOPIOBaHb HEMAE.

Hupkosa cucTema. MauieHTaM i3 NopyLeHHAM (hYHKLIA HAPOK npenapaT CAif 3aCTOCOBYBaTW 3 00EPEXHICTIO
(ams. po3gin «Cnocib 3acToCyBaHHA Ta [03U»).

HepocTaTHICTb HaAHNPKOBKX 3a/103. KETOKOHA30/1, SIK BiJOMO, CIPUYMNHSAE HELOCTATHICTb HALHNUPKOBUX 3a/103,
I Lie TaKOX MOXKe CTOCYBaTu1CA (p/TyKOHa30/1y, Xoua CnoCTepiraeTbCs pifko. HegocTaTHICTL HaAHMPKOBMX 3a/103,
MoB'A3aHa 3 O4HOYACHWM JliKyBaHHAM MPefHI30HOM, onucaHa B po3gini «B3aemogis 3 iHWMMKU NiKapCbKUMU
3acobamu Ta iHLLI BUAW B3aEMOAIN. Bnave thnyKoHa30/y Ha iHLWI NiKapCbKi 3aC06M».

lenaTo6iniapHa cucTema. MauieHTam i3 MOPYLIEHHAM (PYHKLIA MeviHKu npenapart Cif 3acTOCOBYyBaTW 3
06epexxHICTIO. 3acTocyBaHHA (D/TYKOHa30/1y acouitoBasiocs 3 BUHUKHEHHAM PIAKICHUX BUNAAKIB PO3BUTKY
TSXKKOI renaTtoTOKCUYHOCTI, BK/IOYAKOUM NeTalbHI BUMaAKK, TONOBHUM UYMHOM Yy MaLIEHTIB i3 TAHXKUMMU
OCHOBHUMM 3aXBOPHOBAHHAMM. Y BUMNafKax, KOMM PO3BUTOK renaToTOKCMYHOCTI acoL,ifOBaBCS i3 3aCTOCYBaHHAM
(hnyKoHa30ny, He 6yno Bif3Ha4YeHO 1T SIBHOI 3a/1eXHOCTI Bif 3arasibHOI [060BOI 403K NpenapaTy, TPUBaIOCTI
Tepanii, cTati abo BikKy nauieHTa. 3a3Buyaii renaToOTOKCUYHICTb, CNPUYMHEHA (P/IyKOHA30/10M, 060pOTHa, a Ti
MPOSBM 3HVUKAKOTb MICNA MPUNUHEHHA Tepanil.

3a nauieHTamu, y SKUX MpU  3acToCyBaHHI (PIYKOHA30/ly CMOCTEPIraloTbCA BIAXWNEHHA pe3ynbTaTiB
(PYHKUiOHaNIbHUX MPo6 MNeviHKW, C/if BCTaHOBUTW peTeIbHUMA Harfsg WoAo PO3BUTKY 6iNbll  TAXKOro
YPaKEHHS NEYiHKN.

MauieHTiB cnig NpoiHpopMyBaTU NP0 CUMMTOMU, L0 MOXYTb CBIAYMTM MPO CEPO3HWUIA BMNIMB HA MEYiHKY
(BMpaXkeHa acTeHis, aHOPeKCis, NOCTiNHA HyA0Ta, 6/110BaHHSA Ta XOBTAHMLSA). Y TakOMy BUMaLKY 3aCTOCYBaHHS
(bNlyKOHa30/y CNif HeraHO NPUNUHUTK Ta NPOKOHCY/IbTYBATUCA3 JTiKapeM.

CepueBo-cyanHHa cucTema. [eski asonu, y TOMY 4ucni M (DIyKOHA30/, acouitotoTbCs 3 MOAOBXKEHHAM
iHTepBasly QT Ha enektpokapaiorpami. ®iyKoHa30n NOAOBXYE iHTepBal QT LIAAXOM MPUTHIYEHHS
BUNPAMIAOYOro KanieBoro kaHany (ly,). MofoeXeHHs iHTepBany QT BHaCMIAOK AiT IHLWIMX NiKapCbKMX 3ac06iB

(Hanpvknag amiofapoHy) MOXe MOCUIOBATUCS LUNSAXOM NPUrHivyeHHs gepmeHTy CY P3A4 umntoxpomy P450.
MMosigomaAnoca Npo AyxXe pPiAKICHI BUNaLKM MOLOBXEHHS iHTepBany QT Ta NapoKCU3MasibHOI LLTYHOUYKOBOT
Taxikapaii TMny «nipyeT» Mpu 3acTocyBaHHi npenapaty AudiniokaH®. Taki NOBiOMNEHHS CTOCYBa/nCA
NaUieHTIB i3 TAXKKMMMN 3aXBOPIOBAHHAMM NPU MOeAHaHHI 6araTbox JakTopiB PU3MKY, TaKUMU K CTPYKTYPHI
3aXBOPIOBAHHA Ccepud, NOPYLUEHHSA eIeKTPONITHOrO 06MiHY Ta OAHO4YacHe 3aCTOCYBaHHA IHLUMX NIKAPCbKUX
3aco06iB, WO BnMBaKOTL Ha iHTepBan QT. [MauieHTX 3 TrinoKasieMield Ta MNPOrpecyroyold CepueBoro
HeAOCTaTHICTIO MaloTb MiABULLEHWUIA PU3NK BUHUKHEHHSA 3arpo3/iMBMUX ANS XWUTTA LUIYHOYKOBUX apuUTMIiA Ta
MapoKCU3Ma/IbHOT LLTYHOUKOBOI TaxiKapAil TUMy «mipyer».

AundniokaH® cnif 3 06epexHICTI0 3aCTOCOBYBATM MaljieHTaM i3 PU3MKOM PO3BUTKY apuTMiii. OpHouacHe



3aCTOCYBaHHA pa3oMm i3 NiKapCbKUMK 3acobamiy, WO MPOOHTYIOTh iHTepBasl QTC Ta MeTaboni3ytoTbCsA 3a
poriomoroto pepmeHTy CYP3A4 umtoxpomy P450, npoTunokasaHe (AMB. po3ainn «poTUNoKasaHHsa» Ta
«B3aemogis 3 iHWMMM NIKapCbKUMIM 3aC06aMK Ta iHLWI BUAW B3AEMOLiIN»).

anoanTpuH. ManogaHTpuH € cybcTpaTom hepmeHTy CY P3A4 i NnponioHrye iHTepsan QTC npu 3aCTOCYBaHHi
Yy PEeKOMeH[OBaHUX TepaneBTUYHMX [fo3ax. OAHOYACHE 3aCTOCYBaHHA rafioaHTPUHy Ta (PIYKOHa3o/ly He
pPeKOMeHAYETbCA (AMB. Po3ain «B3aemogist 3 iHLMMK NiKapCbK1MMM 3ac06amu Ta iHLLI BUAN B3aEMOAIA»).
[epmaTonoriyHi peakuii. g vac 3acTocyBaHHSA (P/TYKOHA30/y PiAKO NOBILOMASANOCA NP0 PO3BUTOK TaKMUX
eKchoniaTMBHUX LUKIPHUX peakLuiil, ik cmHapoM CTiBeHca-[>KOHCOHa Ta TOKCUYHWIA enifepManbHUA HEKPONI3.
MauieHTn 3i CHIJoM 6ifbly CXUNbHI 0 PO3BUTKY TSHKKMX LUKIPHUX peakuiii npu 3acTocyBaHHI 6araTboX
NiKapcbKMX 3acobiB. AKLLO Y NauieHTa i3 NMOBEPXHEBOK TPUOKOBOD TH(EKLIEID 3 ABNSAKOTLCA BUCUMM, LLO
MOXXHa MOB’A3aTK i3 3aCTOCYBaHHAM (p/lyKOHa30/y, NoAasblue 3aCTOCyBaHHA MpenapaTy Chif MpUIMHATK.
AKLLO Yy naLieHTa 3 iHBa3BHOK/CMCTEMHOKD FPUOKOBOID iH(IEKLIIEKD 3’SBNAOTLCA BUCUMM Ha LUKIpI, 3a MOro
CTaHOM MOTPIBHO peTenbHO cnocTepiratv, a y BUMagKy Po3BUTKY OY/IbO3HUX BUCUMIB ab0 MyNbTUOPMHOT
epuTeMM 3aCTOCYBaHHA (D/TYKOHA30/y CAif MPUNUHUTHA.

FinepuyTAMBICTb. Y piAKiCHMX BMNagkaxX MOBIAOM/SNOCA MPO PO3BUTOK aHainakTUUYHMX peakuiin (aus.
po3ain «MpoTnnokasaHH:»).

LinToxpom P450. ®nykoHa301 € NomipHUM iHri6iTopom depmeHTiB CY P2C9 Ta CY P3A4. Takox (p/1lyKOHa30/1
€ MOTYXXHUM iHri6iTopom epmeHTy CYP2C19. Cnig cnoctepiraT 3a CTaHOM Maui€HTIB, AKi 0AHOYaCHO
3aCTOCOBYIOTh AudniokaH® Ta npenapatyi 3 By3bKUM TepaneBTUUHIUM BiKHOM, LLIO0 METab0Mi3yH0ThCA 3a YUacTHo
CYP2C9, CYP2C19 1a CYP3A4 (auB. po3ain «B3aemogis 3 iHWUMK NiKapCbKUMK 3acobaMu Ta iHWi BMAan
B3aEMOLil»).

TeppeHagnH. Criif, peTesibHO CNOCTepiraTy 3a CTaHOM MaLlieHTa npy 04HOYaCHOMY 3aCTOCYBaHHI TeptheHaguHy
Ta pykoHaszony y Aosi mMeHwe 400 Mr Ha fo6y (AMB. po3ainn «poTunokasaHHA» Ta «B3aeMogist 3 iHLWMMK
NiKapcbK1MM 3acobamu Ta iHLWI BUAMW B3aEMOAI»).

[ONOMI>KHI peyoBuHKU. 1 M NiKapCbKOro 3acoby mictutb 9 Mr xnopugy Hatpito (eksiBasieHT 0,154 mmosib
HaTtpito). Lle cnig 6patm Ao yBaru, npusHadarun npenapaTr nauieHTam, fAKi JOTPUMYHOTbCA AiETU 3
KOHTPO/1b0BaHVIM BMICTOM HaTpItO.

3acTocyBaHHSA y nepiof BariTHOCTIi abo rofyBaHHS rpyaato.

BariTHiCTb.

3a fgaHvMu o6cepBauiiiHOrO AOCNIMKEHHS, ICHYE MiABULLEHWA PU3MK CMOHTAHHOro abopTy Y XKIHOK, fKi
OTPUMYBa/IM (h/1yKOHA30/1 NPOTArOM NepLIOro TPUMECTPY BariTHOCTI. [OBIAOM/IANOCA NMPO YMCNEHHI BPOAXKEHI
natosiorii 'y HOBOHapo[pKeHMX (BKIOYaroun 6Gpaxiuedanito, AUCMNasito BYLWIHOI PakOBWMHW, HaAMipHe
36i/IbLUEHHA NepefHbOro TiM’AYKA, BUKPWB/IEHHS CTErHa, Me4YOnpoOMEHEBUIA CUHOCTO3), MaTepi AKUX
npuimann BUCOKI f03un (hiykoHasony (400-800 mr/goby) npoTaroM NpuHaiMHiI TpboX abo GinbLue MicsAuis ans
NiKyBaHHA KOKLMAi0i03Y. 3B’A30K MiXK 3aCTOCYBaHHAM (h1lyKOHA30/1y Ta LMW BUMALKaMU He BU3HAYEHWIA.
JocnimpKeHHs Ha TBapUHaxX NPOLEMOHCTPYBa/IN PENPOAYKTUBHY TOKCUYHICTb.

He cnipg 3acTocoByBaTu 3BUYaiiHi 403U (P/IYKOHA30/y Ta KOPOTKOTPMBai Kypcu NiKyBaHHS (h/lyKOHA30/10M Y
nepiog BariTHOCTI, 38 BUHATKOM KpaiHbOT HeOOXIAHOCTI.

He cnif 3acTocoByBaTu BUCOKI 03K (hilyKOHA30/1y Ta/abo TpuBani Kypcu NiKyBaHHS (D/1yKOHA30/10M Y Nepiog
BariTHOCTI, 3a BUHATKOM JliKyBaHHS IH(EKLiR, L0 MOXYTb 3arpoXyBaTu XXUTTHO.

["ofyBaHHA rpyaato.

®/1yKOHA301 MPOHWNKAE Y TpyLHe MOJIOKO Ta [0CArae KOHUeHTpauil nogibHoi Ao piBHA y nnasMi Kposi (Ous.
po3fin «®apMakoKiHeTUKa»). [0AyBaHHA TPYAL0 MOXHA MNPOLOBXYBATW MICNA Pa30BOr0 3acTOCYBaHHA
3BMYaHOI 031  (/IyKOHa30/1y, WO CcTaHoBMTb 150 Mr. [ofyBatu rpyanto He pPeKOMeHAYETbCH MNpw
b6araTopasoBOMY 3aCTOCYBaHHI ()/lyKOHa30/1y abo Npu 3aCTOCYBaHHI BUCOKMX A03 (hykoHasony. Cnifg ouiHuTy
KOPWCTb FOAYBaHHSA rPYALI0 419 PO3BUTKY | 340POB’A AUTUMHK, a TaKoX K/iHIYHY NoTpedy maTepi y npenapari
OndniokaH i 6yab-aKi NOTeHLinHI No6ivHi edekTn npenapaty AudntokaH abo OCHOBHOMO 3axXBOPHOBAHHA
maTepi 4N AUTUHW, SKa OTPUMYE TPy HE BUTOL0BYBaHHS.

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

30aTHICTb BMAMBATKM Ha LWBWUAKICTbL peakuii Npyv KepyBaHHI aBTOTPAHCNOPTOM abo IHWUMM



MeXxaHi3MaMu.

JocnimkeHs BnaAmBy npenapaty AdudniokaH® Ha 34aTHICTb KepyBaTy aBTOTPaHCMOPTOM abo MpauoBaTh 3
IHLWMW MeXaHi3MamMun He MPOBOAWIIN.

MayieHTiB cnif NPoiHGOPMYBaTI NPO MOX/NBICTb PO3BUTKY 3arnaMopoyeHHs abo CyaoMm (amB. po3gin «MobivHi
peaklii») Mg uyac 3acTOCOBYBaHHs npenapaty [AudniokaH®. [Mpu posBUTKY TaKMX CUMMTOMIB He
PEKOMEH/YETLCA KepPyBaTV aBTOTPAHCNOPTOM ab0o NpautoBaTy 3 iHLLIMMWU MexXaHi3MaMu.

Cnocib 3acTocyBaHHA Ta [03u.

[03a (hyKOHa30/y 3aN1eXUTb Bif BUAY i THKKOCTI FPMOKOBOT IH(eKLT.

Mpn HeobXigHOCTI 6GaraTopa3oBOro 3aCcTOCyBaHHS MpenapaTy NiKyBaHHSA IH(EKLiA cnig npogoBXyBaTu A0
3HUKHEHHS KNIHIYHMX Ta /1abopaTopHUX MPOSABIB aKTUBHOCTI TPMOKOBOT iH(eKLil. HegocTtaTHA TpuBaicTb
NiKyBaHHSA MOXe NPU3BECTN [0 BiJHOBNEHHS aKTUBHOI O iH(EKLIHOMO NpoLecy.

AundhniokaH® 3aCTOCOBYIOTh, 3a/1IEHO Bif NiKAPCbKOT (hopMu, nepopasibHo (Kancynu) abo BHYTPILLIHLOBEHHO
LUNAXOM iHGY3iT (po3umH Ansa iHdy3iin). Cnocib 3acTocyBaHHA MpenapaTy 3aneXuTb Bif KAIHIYHOrO CTaHy
nauieHTa. Hemae Heo6XigHOCTI y 3MiHi 4060BOI 4031 npenapaTty MpW 3MiHI LWASXY AOr0 3acTOCYBaHHSA 3
MepopasibHOro Ha BHYTPILLUHLOBEHHWI Ta HaBMaKMy.

PO34YMH Ans iHQY3iK cnif BBOAWUTM 3i LUBUAKICTIO, L0 He nepesuLye 10 Mn/xs.

CyMmicHicTb npenapaTy.

Oundnokad® cymicHuiA 3 TaKUMK PO3UMHAMMU, SIK:

— 5% 1a 20 % pO34MH rNHOKO3N;

— PO34mH PiHrepa;

— pO34nH XapTMaHa;

— PO34MH Kanito X0puay y rnroKosi;

— 4,2 % Ta 5 % po3unH HaTpito bikapboHarty;

— 3,5 % po34MH aMiHO3UNHY;

— 0,9 % po3u4umH HaTpItO X/I0pULY;

— pianadnekc (6,36 % po34mnH A1 IHTpanepuToOHeaslbHOro Aianisy).

OuniokaH® MoxkHa BBOAUTY B iHAY3iliHY CUCTEMY pasOM 3 OAHWM i3 3a3HaYeHMX BULIE PO3YMHiB. Xoua
BUMAAKM HecrneummivyHoT HecymiCHOCTI npenaparty 3 IHWUMK 3aco6amMu He OrMucaHi, He PEKOMEHLYETLCH
amiwyBaTty Andtokad® 3 iHWwmMK npenapatamy nepeg iHgysieto.

PO34MH NS BHYTPILUHLOBEHHUX [H(Y3il NPU3HAYeHWId Nuwe AN Pa3oBOro 3acToCyBaHHA. Po3BefeHHs chif
3[iCHIOBATM B acenTUYHUX ymoBax. Po3umMH HeobXifHO NepeBipUTM Ha HasfABHICTb CTOPOHHIX YaCTMHOK Ta
3MiHYy 3a6apBneHHs. PO34MH Cnif BUKOPUCTOBYBATU NLLE TOAI, KON BiH MPO30PUIA Ta He MICTUTb CTOPOHHIX
4aCTMHOK. HeBMKOPUCTAHI 3a/IMLLIKK NpenapaTty Heo6XiAHO 3HULUTK.

Hopocni.

KpnnToKOoKO03.

— JliKyBaHHSi KPUMTOKOKOBOrO MEHIHFITY: HaBaHTayBajilbHa fA03a CTaHOBUTb 400 Mr y MepLunin feHb.
MigTpumyBanbHa fgo3a — 200-400 mr oauvH pa3 Ha A06y. TpuBanicTb /iKyBaHHSA 3a3BM4Yail CTaHOBMTb
LWOHaMeHLLe 6-8 TWXKHIB. Tlpn iH(eKLUisX, WO 3arpoXytTb XWUTTIO, [060BY [03y MOXHA 36ifbLUMTA [0
800 wmr.

— MigTpumyBaibHa Tepanisa 41g nonepeikeHHa peunamBy KPUNTOKOKOBOIO MEHIHTITY Y NaUIEHTIB 3 BUCOKUM
PU3NKOM IOr0 PO3BMTKY: PEKOMeH[OoBaHa Ao03a npenaparty cTtaHoBUTb 200 MI OAMH pa3 Ha Aoby npoTArom
HeoOMeXXeHOoro yacy.

Kokuugioigos. PekomeHgoBaHa fo3a CTaHOBUTb 200—400 mr ofAuH pa3 Ha [foOy. TpuBaniCTb NiKyBaHHS
CTaHOBUTb 11-24 MmicALi YM [OBLUE 3a/1eXHO Bif CTaHy nauieHTta. [ns nikyBaHHA AeaKuX OpM iHMeKLUil, a
0c06M1BO ANA NiKyBaHHSA MEHIHTITY, MOXe 6YTK A0LiNIbHUM 3acToCyBaHHS 4031 800 Mr/aoby.

IHBa3MBHI KaHAWAO03W. HaBaHTaXKyBa/bHa f03a CTaHOBUTL 800 Mr y nepLumnin aeHb. MigTpumyBanbHa gosa — 400
Ml OAMH pa3 Ha Ao6y. 3a3BMYail peKoOMeHA0BaHa TPUBANICTb NiKYBaHHSA KaHAMAEMIT CTaHOBUTL 2 TUXKHI NiC/s
NepLUMX HeraTUBHUX pe3y nbTaTiB reMOKY/IbTYPU Ta 3HUKHEHHS O3HaK | CUMMTOMIB KaHAWUAEMIT.

KaHavaos cnm3osmx 060/10HOK.

— KaHango3 poTornoTku: HaBaHTaxyBaslbHa [103a CTaHOBMTb 200-400 Mr y nepluvin geHb, NigTpUMyBasibHa
f03a — 100-200 Mr oauH pa3 Ha Ao6by. TpuBaniCTb iKyBaHHA CTaHOBUTb 7—21 AeHb (40 LOCATHEHHS pemicii),
ane Moxke 6yTu 36inbLUeHa A1 NaULieHTIB i3 TAHKKMM iMyHOAeqiLUTOM.

— KaHanpgo3s ctpaBoxofy: HaBaHTaXyBa/lbHa f03a CTaHOBMTb 200-400 Mr y nepluvin AeHb, NigTpUMyBasibHa



fo3a — 100-200 mr ofmH pa3 Ha fo6y. TpuBanicTb NliKyBaHHA CTaHOBUTL 14-30 AHIB (40 AOCATHEHHSA pemicii),
ane Moxke 6yTu 36inbLUeHa A1 NaUieHTIB i3 TAKKMM iMyHoaeqiumuToM.
— KaHgnpaypist: pekomeHfoBaHa fo3a cTaHoBUTb 200-400 Mr oguH pa3 Ha Aoby npotarom 7-21 gHiB. Ons

NauieHTIB i3 TAHKKUM iMyHOAEeMILUTOM TPUBATICTL /TIKYBaHHA MOXKHa 361/bLUNTW.

— XPOHIYHWUIA aTpohiYHMIn KaHAMA03: PEKOMeHAOoBaHa Ao03a CTaHoBMTb 50 Mr oguH pa3 Ha o6y npoTarom

14 pHis.

— XPOHiYHWIA KaHAMA03 LWKIpK Ta CM30BUX 0O0/IOHOK: PEKOMEeHA0BaHa f03a cTaHoBUTb 50-100 Mr oguH pa3

Ha Ao6y. TpuBanicTb NMiKyBaHHA CTaHOBUTb [0 28 AHIB, ane MOXe 6yTun 30iNbLUeHa 3a/1eXHO Bifl TSHKKOCTI Ta
BUAY IH(EKLIT 800 3HMKEHHS IMYHITETY.

Monepea>KeHHA peunavBy KaHAMA03y Cn30BKUX 060M0HOK Y nauieHTiB 3 BIJ1, Aki MalOTb BUCOKUIA PU3MK NOrO
PO3BUTKY.

— KaHampos poTornoTky, KaHAMA03 CTPaBOXOAY: peKoMeHAoBaHa fo3a ctaHoBUTL 100-200 mr oAuH pa3 Ha
06y a6o 200 Mr 3 pasu Ha TUXKAEeHb. TpMBaniCTb NiKyBaHHS € HEOOMEXEHOI AN1A NaUiEHTIB i3 MPUTHIYEHUM
IMYHITETOM.

MpodhinakTnKa KaHAWAO3HUX IHGIEKLIA Yy nauieHTiB i3 TpUBaioO HelWTponeHiel. PekomeHAoBaHa [03a
ctaHoBUTb 200-400 Mr oamH pa3 Ha Ao06y. JlikyBaHHSA Cnif PO3Mo4YMHaTK 3a Kifbka AHIB A0 O4iKyBaHOro
PO3BUTKY HEMTPOMeEHil Ta NPOAOBXYBaTV NPOTArOM 7 [HIB MiCNs NiABULLEHHS KifIbKOCTI HEMTPO®iNiB noHas
1000/mm3.

MawieHTn NiTHLOr O BIKY.

[103y Heo6XiHO NigbupaT 3a1eXHO Bif CTaHy (YHKLi HAPOK (AMB. «TlalieHTV 3 HUPKOBOK HeJOCTATHICTIO»

HKYE).

MaLieHTV 3 HUPKOBOK HEAOCTATHICTHO.
®lyKOHA30/1 BMBOAUTLCA 3 OpraHiaMy MepeBaXXHO 3 Ceyeld Yy HesMmiHeHoMy Burnagi. Mpu pasoBomy
3acTocyBaHHI Kopurysatu o3y (h/lyKOHa3o/y He MoTpibHo. MauieHTaM (BKAHOYaroum fiTeid) i3 NOpyLLeHHSAM
(hYHKLiA HUPOK NMpY HeobXiAHOCTI 6araTopa3oBOro 3aCTOCyBaHHA Npenapaty y NepLunii AeHb NiKyBaHHSA Chij,
3acTocoByBaTu noyaTtkoBy Ao3y 50-400 Mr 3aneXHo Bif nokasaHHs. Micns uboro fo6oBy A03y (3a71€XHO Bij,
noKasaHHs) cnif po3paxoByBaTV BIAMOBIAHO A0 Tab/MLi HUXYE:

KnipeHc KpeaTuHiHy (M1/XB) BigcoToK Bifi peKOMeHA0BaHOI [03K
> 50 100 %

< 50 (6e3 remogianisy) 50 %

emopiania 100 % nicns KOXHOro remogianiay

MawieHTun, aKi NepebyBaroTb Ha remogianisi, NOBMHHI 0TpuMyBaTh 100 % pekoMeHA0BaHOI 03K MiCNs KOXXHOro
remogianisy. ¥ [eHb, KON fiafi3 He MNPOBOAUTLCHA, MALiEHT MOBWHEH OTPUMYBATW [03Y, BiLKOPUTOBaHY
3a/1eXKHO Bif, KNipeHcy KpeaTuHiHy.
MauieHTV 3 NOPYLUEHHSAM DYHKLIA NEYiHKW.
®1yKOHa30/ Cnif, 3aCTOCOBYBATM 3 06EPEXHICTIO NauieHTaM i3 NOpyLUEHHAMWU (DYHKLIA NeYiHKW, OCKiflbKK
iHhopMaLiT L040 3acTOCyBaHHA (D/IYKOHa30/y Ui KaTeropii nauieHTiB HefoCTaTHbO (AMB. PpO3Ainu
«Oc06MBOCTI 3aCTOCYyBaHHA» Ta «T106IUHI peakLii»).

ITW.
He cnig nepesuLlyBaT MakcMmasbHy 1060BY f03y 400 Mmr.
AK I Npy aHANIOMIYHNX TH(EKLIAX Y JOPOCINX, TPUBAICTb NIIKYBaHHA 3a/1€XKUTb Bif, KNIHIYHOT Ta MIKOMIOTIYHOI
Bignosigi. AndniokaH® 3acTocoBytoTh 1 pa3 Ha f06Y.
[lo3yBaHHsA Npenapaty A4ns AiTei i3 NopyLeHHAM (PYHKLiA HUPOK HaBeAeHO Y po3Aini «[auieHT 3 HUPKOBOK)

HeOCTATHICTHO®.

dapmakoKiHeTUKa ()1yKOoHa30/y He AocnifpKyBanacs Yy [AiTei i3 HMPKOBOK HEAOCTaTHICTIO (AMB. HMXKYe
IH(OpMaLito LOA0 3aCTOCYBaHHA HOBOHAPOMKEHVM, Y AKUX 4YacTO CMOCTEpPiraeTbCs MepBMHHA HE3PIiCTb
HUPOK).
LiTwn Bikom Big 12 pokis.
3anexxHo Big Macy Tifia Ta ny6epTaTHOro po3BUTKY NiKapro C/ij OUiHWMTK, SKa Ao3a npenaparty (418 LOpocnx
yn Ons 4itein) € oNTUManbHOK Ans NauieHTa. KniHivHi gaHi cBigyaTb Npo Te, WO Y AiTei KnipeHc (hayKoHa3ony
€ BULMM NOPIBHAHO 3 gopocimmn. 3actocyBaHHa o3 100, 200 ta 400 mr gopocnum Ta go3 3, 6 Ta 12 mr/kr
AITAM NPU3BOANTL 0 JOCATHEHHS CNIBCTaBHOT CUCTEMHOT eKCNo3uLii.
[iTwn Bikom Bif 28 AHiB Ao 11 pokis.




— KaHamposu cnv3oBux 000/10HOK: MOYaTKOBA [i03a CTaHOBUTL 6 MI/Kr/goby, nigTpuMmysaibHa Ao3a —3 Mr/Kr
OAMH pa3 Ha [o6y. NoyaTKoBy 03y MOXHa 3aCTOCOBYBAaTM B MEPLUMA [eHb 3 MEeTOK Oi/bll LUBUAKOIO
[OCATHEHHS PIBHOBAXXHOT KOHLEHTpaLil.

— IHBa3MBHI KaHANAO3M, KPMNTOKOKOBUIA MEHIHTIT: f03a nNpenapaTty CTaHOBMTb 6—12 Mr/Kr oguH pa3 Ha foby
3a/1e)KHO Bif, CTYMEHS TAXKKOCTI 3aXBOPIOBaHHS.

— MigTpumyBanibHa Tepanis Ans NonepeipkeHHA peunanBy KpPUNTOKOKOBOIO MEHIHTITY Y AiTeld i3 BUCOKMM
PU3NKOM I0r0 PO3BMTKY: 4032 Npenapaty CTaHOBWUTb 6 MI/Kr OAMH pa3 Ha f06Y 3a/1eXKHO Bif, CTYMNEHsA TSHXKKOCTI
3aXBOPOBAHHS.

— MNpodinakTnka kKaHAMAO3IB Y NaLieHTIB 3 IMyHOAeMILMTOM: 032 npenapaTty CTaHOBUTb 3—12 MI/Kr OguH pa3
Ha 406y 3a/1eXHO Bif BUPaXKeHOCTi Ta TPMBANOCTI iHAYKOBaHOI HEMTponeHiT (AMB. 4031 ANs A0POCUX).

[iTW BIKOM BiJ, HAPO>KEHHA 10 27 [HIB.

Y HOBOHapomKeHUX (PYKOHa30/1 BUBOAWUTLCA 3 OpraHismMy MoBibHO. [aHi 3 (PapMakOKiHETUKM, Ha AKKX
6a3ytoTbC  [03M 4N OOHOLIEHMX  HOBOHAPOMKEHWUX, 3a3HAYeHi HWK4Ye, HaBefeHO B  po3aini
«DapMaKOKIHETUKA.

— JloHoLleHi HOBOHapoayKeHi Bikom Bif O Ao 14 AHIB: 403K, aHaNOriyHi 3a3HaYeHUM BULLE AN1st AiTeR BIKOM Bif
28 oHiB 00 11 pokiB, cnif 3acToCOBYBaTW KOXHI 72 roguHu. He cnig nepesuLLyBaTy MakCUmaibHy 403y, WO
CTaHOBUTb 12 MI/KI KOXHI 72 TOLNHWN.

— [JOHOLLIEHI HOBOHapPOMKeHI BIKOM Bif 15 10 27 AHIB: 03K, aHaNOriYHI 3a3Ha4YeHUM BULLEe AN AiTeld BIKOM Bij,
28 pHiB o 11 pokis, cfif 3acTOCOBYBaTU KOXHI 48 rogvH. He cnif nepesBuLLyBaTy MakCUMa/ibHy [03Y, L0
CTaHOBUTb 12 MI/KI KOXHI 48 rofjuH.

aiTn.
MpenapaT 3aCTOCOBYIOTH AiTAM Bif, HAPOMKEHHS, AMB. po34iNn «Cnocib 3acTOCyBaHHA Ta 403M».

Nepeno3yBaHHS.

OTpvMaHo NOBILOMNEHHS MPO Nepeao3yBaHHA (h1yKOHA30/10M; 04HOYACHO NOBIAOM/IANOCA NPO rantouMHaLii Ta
napaHoifaibHy NOBeAIHKY.

Mpn nepefo3yBaHHI HEOOXIAHO NPOBECTM CUMNTOMATUYHY MiATPUMYBa/IbHY Tepanito Ta y pasi HeobXifHOCTI
MPOMUTM LLSTYHOK.

®/lyKOHA30/1 3HA4YHOK MIPOK0 EKCKPETYETbCA 3 Ceyeto; (JOpPCoBaHUA Aiype3 MOXKe MPUCKOPUTU BUBEAEHHS
npenapaty. CeaHC remogianizy TpUBanicTio 3 rogUHN 3HMXKYE PiBeHb (D1YKOHa30/y Y niasMi KpoBi NpM6/In3Ho
Ha 50 %.

Mo6iyHiI peakuil.

HaituacTiwe nosigomnsnocs Npo Taki No6iYHI peakwii: ronoBHUA Bifb, 6iflb Y YepeBHIN NMOPOXHUHI, Aiapes,
Hyfota, O/l0BaHHA, MiABUWEHHA  piBHA  anaHiHamiHoTpaHcgepasn  (AJIT), nNigBUWEHHA  PiBHA
acnapraramiHoTpaHcdepasn (ACT), nigBULLIEHHSA PIBHA NYXHOI hocdaTasn KpoBi, BUCUMAHHS.

[ns OLiHKM YacTOTW BUHWMKHEHHS MOGIYHMX peakLiii BUKOPUCTOBYIOTH Taky Knacugikauito: gyxe yacto (= 1
/10), yacTo (Big = 1/100 fo < 1/10), HeyacTo (Big = 1/1000 go < 1/100), pigko (Big = 1/10000 go < 1/1000),
ayxe pigko (< 1/10000), yactoTta HeBigoMa (HEMOXX/IMBO OLIHUTW Ha NiACTaBi HAABHUX AaHNX).

3 60Ky CUCTEeMM KpPoBi Ta NimgaTUYHOT CUCTEMMU.

HeuacTto: aHemis.

PifKo: arpaHynounTo3, NeMKONeHis, TPOMOOLMTONEHIS, HENTPONEHIS.

3 60Ky IMYHHOT CMCTEMM.

Pigko: aHadinakcis.

MeTaboniyHi Ta aniMeHTapHi po3nagu.

HeuyacTo: 3HMKEHHSA aneTuty.

Pigko: rinepxonectepuHemis, rinepTpuriiuepuaemis, rinokaniemis.

CUXiuHi NOpYyLLEHHS.

HeuacTo: 6e3COHHS, COHNMBICT.

3 60Ky HepBOBOT CUCTEMM.

YacTo: ronoBHuiA Ginb.

HeuacTo: cygomum, napecTesis, 3anaMOpOYeHHs, MOPYLLUEHHS CMaKy .

Pigko: Tpemop.



3 60Ky opraHis cnyxy Ta BeCTUOYNApHOro anapaTy.

HeuacTo: BepTUro.

3 6oky cepus.

PifKo: napokcu3MasbHa LUTYHOUYKOBA TaxXikapisi TURy «nipyeT», NOAOBXeHHs iHTepBany QT (avB. po3gin
«OCc061MBOCTI 3aCTOCYBaAHHS).

3 BOKY LUTYHKOBO-KMLLKOBOTO TPaKTY.

YacTo: 6inb y YepeBHiil NOPOXHMHI, Hy0Ta, diapesi, 6/10BaHHS.

HeuacTo: 3anop, Avcnencis, MeTeopusm, CyXicTb Y pOTi.

"enaTobiniapHi posnagw.

YacTo: nigBuLLEHHS piBHA anaHiHamiHOoTpaHchepasn (AJ1T), NigBULLEHHA PiBHA acrapTaTamiHOTpaHcdepasm
(ACT), nigBuLLEHHS PiBHA NY>XXHOT hocdaTasu (auB. po3ain «OcobMBOCTI 3aCTOCYBaHHS).

HeuacTto: xonecras, XXOBTAHWULA, NiABULLEHHSA PiBHA 6inipy6iHy (4nB. po3ain «Oco6MBOCTI 3aCTOCYBaHHS).
Pifko: neviHKOBa HeLOCTATHICTb, renaToLe/toNApHUA HEKPO3, renatuTu, renatouentoNspHe YpaxeHHs (4uB.
po34in «OCo6/IMBOCTI 3aCTOCYBAHHSA»).

3 60Ky LUKIpW Ta NifLWKIPHOT TKaHWHK.

YacTo: BucunaHHa (amB. po3ain «OcobnnBOCTI 3aCTOCYBaHHS»).

HeuacTo: MeankamMeHTO3HWI fepmaTuT (BKIOYatoun iKCOBaHUI MeAMKAMEHTO3HWI fepMaTnT), KpONuB’sHKa,
CBepbiX, NiABuULLEHE NOTOBUAINEHHS (AMB. po3ain «OCO6NMBOCTI 3aCTOCYBaHHS»).

PigKo: TOKCWYHMI enigepMasibHUI Hekponi3, cuHApoM CriBeHca-[XXOHCOHA, rOCTpuiA reHepani3oBaHWiA
eK3aHTEMaTO3HWUIA MNYCTyNb03, EKC(oNiaTUBHWUIA AepMaTWUT, aHriOHEBPOTUYHWUIA HabpAK, HabpsK 06/1M4us,
anoneuis (aue. po3ain «Oco6nMBOCTI 3aCTOCYBaHHS»).

HeBigomo: MeVKaMeHTO3Ha peakLis 3 eo3nmHoginieto i cuctemHmumn npossamm (DRESS).

3 60Ky OMOPHO-PYX0OBOro anapaTy Ta Croay4yHOT TKaHUHW.

HeuacTo: miasnris.

3aranbHi po3naan Ta peakuiiy MiCLi BBeEeHHS.

HeuacTo: nifBuLLEeHa BTOM/IHOBAHICTb, He3MYy)XXKaHHS, aCTeHis, rapsayka.

AiTwn. YactoTa Ta xapakrep nobiyHNX peakuii i BigXuieHb Bif HOPMK pe3ynbTaTis 1abopaToOpHUX aHanisisB y
X0 KNiHIYHMX AOCNiAKEHb 3a Y4aCTHO [iTel CNiBCTaBHI 3 TaKMMKW Yy OPOC/NX.

3BiTYyBaHHS NPO Nigo3ptoBaHi No6iIYHI peakuil.

3BiTyBaHHA NPO Nif03proBaHi MOGIYHI peakLil nicia peecTpawii NikapcbKoro 3acoby Mae BaXk/iMBe 3HaueHHs. Lie
Aa€e 3MOry npoBoAnTM Ge3nepepBHUIA MOHITOPUHT CMiBBIAHOLLEHHS MiXK KOPUCTHO i pu3nKamu, NoB’a3aHUMN i3
3aCTOCYyBaHHAM LbOro fiKapcbKoro 3acoby. MeauyHux npauiBHUKIB NPOCATb 3BiTyBaTWM MNpPO  OyAb-AKi
nifo3proBaHi NOGIYHI peakuii BigNoBigHO [0 BUMOr MICLEBOro 3aKOHOAaBCTBa.

TepMiH NpuaaTHOCTI. 5 poKiB.

YMOoBW 36epiraHHs.

He noTtpebye cneujianbHUX yMOB 36epiraHHs. 36epiratiy HeoCTYNHOMY 418 AiTei Micui. He 3amopoxyBsatu.
[JeTanbHa iHopmauis woo 36epiraHHs.

3aci6 cnif HeralHo 3acTocyBaTh MiCNA BIAKPUTTA YNakoBKW. Byab-AKY KiNbKiCTb HEBUKOPUCTAHOIO PO3YMHY
AN8 iHY3in cnig BuganuTu.

3 MIKpOo6IoNoriyHOT TOYKM 30py PO3BeAeHW 3acib Cnif 3acTOCOBYBATW HeramHo. HAKWO 3aci6 He
3aCTOCOBYETLCS HeramHo, 3a TepMiH Ta YMOBM MOro 36epiraHHs Mif vyac 3acTocyBaHHS BiAMOBi4ae KOPUCTYBaY;
3a3BuYaii Take 306epiraHHs npenapaTty mae TpuBaTu He Gifnblue 24 roguH 3a TemnepaTypu Bif 2 fo 8 °C, 3a
BUHATKOM BUMAaAKiB, KON PO3YMHEHHS 3AIACHIOBAIOCH B KOHTPO/IbOBAHUX Ta Ba/lijOBaHMX acenTUYHUX
yMOBax.

HecyMiCHICTb.
Oco6nmBOCTE WOAO0 HECyMICHOCTI mpenapaTy He BiA3HayeHO. He cnif 3miwyBaTv npenapaT 3 iHWWMU
NiKapCbKMMM 3aC06aMu B OJHI EMHOCTI, OKPiM 3a3HauyeHnX Y po3fini «Cnoci6 3acToCyBaHHA Ta [103M1».

Ynakoska. o 50 mn a6o 100 mn po3umnHy y giakoHax, o 1 pnakoHy y KapTOHHIl ynakoBL,i.

Karteropis Bignycky. 3a peLenTom.



BupobHuk. ®apesa Ambyas / Fareva Amboise.

Micue3HaxomkeHHS BUPOOHMKaA Ta A0ro agpeca MicLus NPOBagKeHHS Aisi/IbHOCTI.
3oHe IHgacTpiane, 29 poyT gec IHgacTpic, 37530 Moce-ctop-Cic, PpaHuis /
Zone Industrielle, 29 route des Industries, 37530 Poce-sur-Cisse, France.



