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Oitoua pevuosuHda: GIyKOHA30I;
1 M1 pOo34YuHy MICTUTH 2 MT (PIIYKOHA30J1y;

O0ONOMIJICHI pe4yoB8UHU: HaTPilo XJIOPU, Boda OIS iH’€KIIiH.
JIikapcbKa ¢gopMma

Po3uun gnsa inpy3iu.

OcHoBHI (pi3uKo-ximiuHi 8a1acmueocmi: mpo3opa 6e30apBHa piguHa.
®dapMaKoTepaneBTHYHA rpymna

[TpoTurpuOKoOBi 3acobu AJis1 CUCTEMHOT0 3acTocyBaHHA. [ToxinHi Tpiasony. Kog ATX
JO2A CO1.

dapMakogHHaMiKa

MexanisMm nil.

®1yKOHa307J1, IPOTUTPUOKOBUY 3acib Kjlacy TPUa30JIiB, - IOTYyKHUU Ta CEJIeKTUBHUU
iHribiTop rpubkoBUX (pepMeHTIB, HEOOXiTHUX IOJIT CUHTE3y eprocTepoty. [lepBUHHUM
MeXaHi3MOM #oro fii € npurHidyeHHs rpubkoBoro 14-anbda-1aHOCTEPOII-
OeMeTUII0OBaHHS, OIIOCEPENKOBaHOro uuToxpoMmom P450, 1110 € HEBIA ' €MHUM €TalioM
b6iocuHTEe3y rpubKOBOIr0 eprocrepoiny. AKymynsilia 14-anbda-MeTUJI-CTEPOIIiB KOPEJIIOE
3 IO aIbIIIOI0 BTPATOI0 €ProcTepoily MeMOpaHoio TPUOKOBO1 KIIITUHU Ta MOXKe
BimmoBimaTu 3a MPOTUTPUOKOBY aKTUBHICTH (IIyKOHa30J1y. ®IIyKOHA30JI € OibIl
CEIeKTUBHUM [0 IpuOKOBUX (HepMeHTiB uToxpoMy P450, HixK [0 pi3HUX cUCTEM
depmenTis nutoxpomy P450 ccaBiiiB.

3acTtocyBaHHsa GIyKOHa30/y y mo3i 50 Mr Ha go0y npoTsarom 28 OHIB He BIIJIMBA€E Ha
piBEHBb TECTOCTEPOHY Y MJIa3Mi KPOBi y YOIOBiKiB a00 Ha piBeHb €EHIOT€HHUX CTEPOIiB
y XKIiHOK penpoayKTUBHOTO BiKy. ®nmykoHa3on y go3i 200-400 Mr Ha o0y He IPOSBISE
KJIiHIYHO 3HAYYIIIOr0 BIIJINBY Ha PiBEeHb €eHAOTEeHHUX CTEPOIiB YU Ha BiANOBiOAb Ha
ctumynsaiito AKTI y 3mopoBux moOpPOBOJIBIIIB YOIOBIUOl CTATi.

[ocnmiaKeHHs B3aEMOQil 3 aHTUIIPUHOM IIPOJEMOHCTPYBAJIo, III0 3aCTOCyBaHHS 50 MT
¢bnykoHazony pa3oBo abo 6araTopa3oBO He BIIJINBAE Ha MeTabO0IIi3M aHTUITIPUHY.

YyTAuBICTH in Vitro.




®1yKOHA3071 in Vitro HeMOHCTPYE NPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BumiB Candida,
III0 3yCTpidvaroThCs HaudacTimie (BKmatogaiouu C. albicans, C. parapsilosis, C. tropicalis
). C. glabrata peMOHCTpPY€ IINPOKUU Oialla30H YYTIUBOCTI OO0 (pryKoHa3omy, Tomi K C.
krusei € ;O HBOTO PE3UCTEHTHOIO.

Takox (ryKoHa3071 in vitro $eMOHCTPYE aKTUBHICTD K MpoTu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TPOTH eHOEeMiYHUX IIIiCHSIBUX rpudiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta
Paracoccidioides brasiliensis.

B3aeMo03B’s130K hapMaKOKiHETUUYHHNX Ta hapMaKOONHAMIUYHNUX BJIaCTUBOCTEMH.

BiprmoBigHO [0 pe3ysbTaTiB OOCIIIAXKEeHb Ha TBapUHAaX, ICHY€E KOPEeIALisa MixX
MiHiMaIbHOIO iHTiI0YI049010 KOHIIEHTPAIli€l0 Ta e(PeKTUBHICTIO TPOTH
eKCIIepUMeHTaIbHUX MOIelel MiK03iB, cipuurHeHuX BugaMu Candida. IcHye miHiliHa
3anexHicTh Mizk AUC Ta go3oro ¢piaykoHasony (mpubnu3no 1:1). Takoxk iCHye IpsaMumu,
asie HepocTaTHiM 3B’5130K MizkK AUC a60 [03010 Ta HO3UTUBHOIO KJIiHIYHOIO BiiTIOBiAAI0
Ha JIiKyBaHHS OpaJIbHOTO KaHAMO03y Ta MEHIIIOI Mipoio - KaHOuaeMii. AHaJIOTidYHO
JIIKyBaHHS iHQEKIiN, CHPpUYMHEHUX MITaMaMU, 00 AKUX (QIyKOHA30JI JEMOHCTPYE
BUCOKY MiHiManbHy iHTiOyiouy KOHIIEHTpAaIlilo, € MEHIII 3aJOBIILHUM.

MexaHi3M PEe3UCTEHTHOCTI.

Mikpoopraniamu poay Candida neMOHCTPYIOTh YHCEeJIbHI MeXaHi3MU Pe3UCTEHTHOCTI
00 a30JIbHUX IIPOTUTPUOKOBUX 3ac06iB. ®IyKOHA30JI JEMOHCTPYE BUCOKY MiHiMaIbHY
iHri0yto4y KOHIIEHTpAallil0 IPOTHU IITaMiB rpubiB, siKi MaloTh OOUH abo OinbIle
MeXaHi3MiB pe3UCTEHTHOCTI, IIJ0 HeTaTUBHO BIIJINBA€ Ha e(DeKTUBHICTH in Vivo Ta B
KIiHiuyHiN npakTuii. [ToBimoMsinu npo BUIIaOKU PO3BUTKY cynepindekilil Candida
spp., inmmumu, HixK C. Albicans, Bugamu, 110 4aCTO € HEUYTIUBUMU OO0 PIIYKOHA30Iy
(manmpuknan Candida krusei). [171a miKyBaHHS TaKMX BUIIAAKiB CIIif 3aCTOCOBYBaTHU
aJIbTepHATUBHI MIPOTUTPUOKOBi 3aco0M.

KoHTponbHI TOUKM (3a BU3HAYEHHSIM €BPONEUCHKOTr0 KOMITETY 3 HOCHIiI>KeHb

YYTIMBOCTI 0 aHTUMIKPOOHUX 3aco0iB).

Bbagyrouuce Ha gocnigKeHHI papMaKOKiHeTUYHOI/PpapMaKoguHaMigHOl iHpopMaiiil,
YyTJIUBOCTI in vitro Ta KJIiHiYHOI BifgmoBigi, 6y10 BU3HAY€HO KOHTPOJIbHI TOUKHU OIS
dbnykoHazomny nnst MikpoopraHiamiB pony Candida. Bouu 6ynu po3mnofineHi Ha
KOHTPOJIbHI TOYKH, 110 He TIOB’sI3aHi 3 IIeBHUM BHUJIOM, sIKi OiJIbIIIOI0 MipOIO
BM3HAYaJIMCS Ha OCHOBI papMakoKiHeTHYHOI/ (papMakoguHaMiuHOl iHdopMaliil i He
3a;exaTh Biff pO3MONiNy Ha IIeBHiI BUOM 3a MiHiMaJIbHOIO iHII0OyI049010 KOHIIEHTPAIIIi€l0,
Ta Ha KOHTPOJIbHI TOYKH, IIOB’I3aHi 3 IeBHUM BUOOM, 1110 Ha4YacCTillle aCOIil0I0THCS 3
iHpekOigsMu y moguHu. Lli KOHTPOJIbHI TOYKY HaBedeHi HUxXKYe.
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KoHmpoabHI moyKu, nog’sA3aHi 3 ne8HUM 8UOOM KoHmpobHi
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S - ywyTnuBuuy;
R - pe3ucreHTHUN;

O - KOHTPOJIbHI TOYKH, IO He MOB’si3aHi 3 MIeBHUM BUJIOM, SIKi OiIbIII0I0 MipOIO
BH3HaYa/lIKUCs Ha OCHOBI (hapMaKOKiHeTHYHOI/(papMaKoanHaMiuHoOl iHpopMaliil i He
3ajexaThb Bif PO3IOIisy Ha IMeBHi BUOM 3a MiHiMaJIbHOIO iHTiIOYI0OY0I0 KOHIIEHTPAIIIi€0.
Ix gocnigKyBanu nuille y MiKpoOpraHisMiB, y SKHUX He iCHye crenudigHoi KOHTPOJIBHOI
TOYKU;

* - DOCIOKEeHHS YYTIUBOCTI HEe PEeKOMEHO0OBaHi, OCKIJIbKY JaHUU BUM HE € METOIO
JIIKapChKOI Tepartii;

IE - goka3iB 11040 TOTO, YH € IIe¥ BU METOI0 IiKapChKOl Teparlil, HeIoCTaTHLO.
dapMaKOKiHEeTHKA

dapMaKOKiHETUYHI BIaCTUBOCTI PIIYKOHA30J1y € MOAIOHUMHU ITPU BHYTPIITHEOBEHHOMY
1 mepopaJibHOMY 3aCTOCyBaHHI.

AGcop0iiis.

®dnykoHa30/1 moOpe BCMOKTYETHCS P IIePOPaIbHOMY 3aCTOCYBaHHi, a piBeHb
Imperapary y Ij1a3Mi KpoBi i cucTteMHa 6iogoCTyIHICTh mepeBullyioTh 90 % piBHS
(bnmykKoHa3o0my y mjaa3Mi KpPOBi, 10 AOCATAETLCA IPU BHYTPIIITHHOBEHHOMY BBEOEHHI
npemnapaty. OmHoYyacHe BXKMBAHHS 1XKi He BIIJIMBA€ Ha BCMOKTYBaHHS IIpeliapaTy IIpu
MOro ImepopaabHOMY 3acTocyBaHHi. [IikoBa KOHIIEHTpAllis y Ij1a3Mi KPOBi JOCATa€EThCS
yepe3 0,5-1,5 rogvHu micnsg npuroMy IpenapaTty HaTinecepiie. KoHlleHTpallis
npemnapary y Ijia3Mi KpoBi IIponopiiiiHa no go3u. PiBHoBaxkHa 90 % KOHIleHTpallisd
mocsiraeThCcs Ha 4-5 moOy JIiKyBaHHS ITpemnapaToM IIpu 6araTopa3oBOMY 3aCTOCYBaHHI



1 pa3 Ha moOy. PiBHOBaxkHa KOHIeHTpallis Ha piBHiI 90 % mocsiraeThCs Ha OPYyrUM OeHb
JIIKyBaHHS IPU 3aCTOCYBaHHI y IIepPIINY OeHb HaBaHTaXKyBaJIbHOI JO3H, 110 BABIYi
IepeBUIITy€E 3BUYaNHy DOOOBY 0O3Y.

Pos3nonin.

O06’em po3nopiny npubIU3HO OOPiIBHIOE 3araJlbHOMY BMICTY PifWHY B OpraHi3Mi.
3B’s13yBaHHS 3 OilKaMu Ij1a3Mu KpoBi HU3bKe (11-12 %).

®nykoHa301 mobpe IPOHUKAE B YCi OCIiAXKYBaHi pinuHu opraHiamMy. PiBeHb
brykoHa305y y CIIMHI Ta MOKPOTHHHI € MOAiOHUM 10 KOHIIEHTpAllil mpenapary y
IJ1a3Mi KpoBi. Y mallieHTiB, XBOpUX Ha 'PUOKOBUM MEHIHTIT, piBeHb QIIYKOHA30Jy Y
CIIMHHOMO3KOBIi# piguHi mocsirae 80 % KoHIIeHTpallil y Ij1a3Mi KpPOBi.

Bucoki koHLIeHTpalil GIyKOHa30JIy y MIKipi, 10 IepeBUIlyI0OTh CUPOBATKOBI,
OOCSATAI0ThCS Y POrOBOMY Ilapi, enigepwMici, pepMi Ta noTi. ®1yKoHa3011
HaAKONUYYETHCS y poroBoMy iapi. [Tpu 3acTtocyBanHi go3u 50 Mr 1 pa3 Ha fo0y
KOHIIeHTpallia GIyKoHa301y mmicnsa 12 gHiB IiKyBaHHSA CTaHOBUJIA 73 MKI/T, a 4yepes 7
[HIB IIiCJIg 3aBEePILIEHHS JIIKyBaHHSA KOHIIEHTpAaLlid BCe 11le cTaHoBUsa 5,8 MKr/r. [Ipu
3acTtocyBaHHi go3u 150 mMr 1 pa3 Ha TUXKOEHb KOHIIEHTPalis GIyKOoHa30Jly Ha 7-
U OeHb JIiKyBaHHS cTaHOBUJaA 23,4 MKT/T; 4yepe3 7 OHIB HiCJIsg 3aCTOCyBaHHS HACTYIIHOIL
OO3U KOHIIEHTpallisd BCe I1e CTaHoBuUina 7,1 MKI/T.

KonuenTpanis paykoHa3omny y Hirrax micas 4 micaniB 3actocyBaHHa 150 mr 1 pas Ha
TUXKIOEHb cTaHOBUA 4,05 MKT/T Yy 3M0poBUX OOOPOBOBIIB Ta 1,8 MKT/T ipu
3aXBOPIOBaHHSAX HIrTiB; (pJIiyKOHa30JI BU3Ha4Ya/lu y 3pa3Kax HirTiB yepe3 6 MiCsIliB
IIicisl 3aBepIleHHs Tepatil.

BioTrpancdopmMmairis.

®nykoHa3051 MeTaboJ1i3yeThCsa HE3HAYHOIO Mipoio. [Ipu BBeieHHi f03U, MideHOo1
pamioakTUBHUMU i3oTonamu, nuine 11 % GpraykKoHa307y eKCKPETYETHCS 3 CEYEl0 ¥
3MiHeHOMY BUrnsgi. ®TyKoHa30J € TOMipHUM iHTiOiTOpoM i3opepmenTiB CYP2C9 Ta
CYP3A4, a TakoXK IOTYKHUM iHTiOiTOpOoM i30pepmenTy CYP2C19.

BusBegeHHs.

[Tepion HamiBBUBeOeHHS (JIYKOHA30Jy 3 MJIa3MU KPOBi CTAHOBUTHL OITU3BKO

30 roguH. Binbmia yacTuHa npenapaTy BUBOOUTHCSI HUPKaMu, npudoMmy 80 % BBegeHO1
OO3M BUSBIISIETHCS y Cedi y He3MiHeHOMY cTaHi. KiipeHc ¢pIyKOHa30/1y IIPOIOPLIiNHUNA
OO KJTipeHcy KpeaTuHiHy. LIupKymoo4Yux MeTaboJIiTiB He BUSIBIIEHO.

TpuBanuy nepion HaliBBUBEOEHHS IpenapaTy 3 IIJla3MHU KPOBi Ja€ MOXKJIUBICTh
Pa30BOro 3aCTOCYBaHHJ IIpelapaTy IIPU BariHaJIbHOMY KaHOWI03i, a TAKOXK



3aCTOCyBaHH4 Ipenapary 1 pa3 Ha TUXKOEeHb IPU IHIINX TOKa3aHHAX.

HupkoBa HEOOCTATHICTE.

Y nailieHTiB i3 HUPKOBOIO HENOCTATHICTIO TAXKKOTO CTYIeHs (IIBUAKICTh KIIyOOYKOBO1
dinbTpanii < 20 Mi/xB) nepion HamiBBUBeAeHHs 30inbinyeThcsa 3 30 roguH mo 98
roguH. ToMy Liii KaTeropil mamieHTiB He0OXiTHO 3MEHIIUTHU O03y (PIIyKOHa30IIy.
®yKOHa30JI BUOAJISIETHCS LUIAXOM reMofiani3y, Ta MEHIIOH MipO0 - LIJIIXOM
iIHTpanepUuToHeaJIbHOTO Aianidy. CeaHcC remopianidy TPUBaAJIiCTIO 3 TOOUHU 3HUXKYE
piBeHb (pIyKOHa30/y y nia3Mi KpoBi mpubamsHo Ha 50 %.

JlakTaliis.

KoHueHTpatii GprykoHa30Jy y mja3Mi KpoBi i MaTepUHCHKOMY MOJIOIIi BITPOAOBXK 48
TOOUH IIiCJIg IPUMOMY OOHOPa30Bol A0o3u 150 Mr npenapaty. ®ykKoHa3071 OLiHIOBAIU
y xofi hapMaKOKIiHETUYHOTO AOCIiAXKEeHHS 3 y4acTio 10 XKiHOK y Iepiofi rogyBaHHS
TPYOOI0, SIKi TUMYacoBO abo0 IMOCTIMHO NPUIIMHUIIN I'OOYBATH CBOIX HEMOBIISIT TPYOIIO.
Y MaTepuHCHKOMY MOJIOLI (pJIyKOHA30J1 BUSBUIN y CepPenHill KOHLIeHTpallil TpubIn3HO
98 % Bim TOI, 1110 Bim3Ha4dasnu y nna3Mi maTtepi. Yepes 5,2 TOOUHU TiC/IsS IPUNOMY O03U
cepenHs MiKOBa KOHIIEHTpAallisl Y MaTEPUHCHKOMY MOJIOLI cTaHOBUIA 2,61 Mr/i.
IloGoBa mo3a GIyKOoHa30J1y, OTpUMaHa HEMOBISIM 3 MaTEPUHCHKOT'0 MOJIOKA (SKIITO
MIPUNHSATYU CEPEeIHE CIIOXUBAHHS MoJIoKa 3a 150 mi/kr/mo0y), po3paxoBaHa Ha OCHOBI
cepenHbOl MiKOBOI KOHITEHTPAIlil y MoJIo1li, 110 mopiBHioe 0,39 Mr/Kr/mo0y, CTaHOBUTH
npubnusso 40 % Big mo3u, peKOMEeHI0BaHOI HOBOHAPOIXKEHUM (BiKOM < 2 THUXKHIB),
a6o 13 % Bim mo3u, peKOMEHI0BaHOI HEMOBJISITAM IJIsI JTiIKyBaHHSI KaHOAUO03y CJIM30BUX
00OJIOHOK.

HiTm.

IaHi 3 papmakokiHeTuku Oysnu omiHeHi y 113 miTed mig wac 5 mocmigKeHb: 2
OOCITiI»KEeHHSsI Pa30BOT0 3aCTOCYBaHHS, 2 OOCIigXKeHHsI 6araTopa3oBOro 3aCTOCYBaHHS
Ta 1 OOCIiaKeHHS HeOJOHOIIEHUX HOBOHAPOOXKEHUX.

ITicns BBemeHHs 2-8 MI/KT (PJIyKOHA30J1y AiTsM BiKoM Bifg 9 micsaniB go 15 pokis AUC
cTaHoBUJIa 01mM3bK0 38 MKr*roa/mia Ha 1 Mr/kr mo3u. ITicis 6araTopa3oBOro
3aCTOCyBaHHS CepenHil nepion HaniBBUBeAeHHS (PIyKOHA30J1y 3 IJjIa3MMU KPOBi
BapitoBaBcs Mixk 15 Ta 18 rogunamu; 06’eMm po3nopainy ctaHoBuB 880 mi/Kr. Binbin
TPUBAJINY IIepion HAIliBBUBEIEHHS 3 MJIa3MHU KPOBI, 1110 CTAHOBUB IIPUOINU3HO 24
roguHu, OyB ITiCJII pa30BOT0 3aCTOCYBaHHS (priyKoHa3o0my. Llel ToKa3HUK €
CIIiBCTAaBHUM 3 II€PiOOM HaliBBUBEOEHHA (PIIYKOHA30JIy 3 IIJIa3MHU KPOBI ITiCis
Pas30BOro 3aCTOCYBaHHS OO3U 3 MI/KI BHYTPIIIHBOBEHHO OiTsM BikoM Big 11 gHiB mo 11
MicsauiB. O6’eM PO3MOAiNy y Mali€eHTiB i€l BIKOBOI IpyIiu CTAHOBUB OJIM3bKO

950 m/Kr.



IMocBim 3acTocyBaHHS (GJIYKOHA30/Ty HOBOHAPOIXKEHUM 00MEXKYEThCS
(bapMakoOKiHETUYHUMH OOCHIIXKEeHHSIMHU 12 HeJOHOIIIEHUX OiTel i3 TepMiHOM recraiiil
npubnu3Ho 28 tTuxkHIiB. CepenHill Bik MUTHHY IIPU BBEIeHHI IIePIIol 03U CTaHOBUB 24
roguHHu (Big 9 go 36 roguH); cepegHs Maca Tijla Ipu HapoOXkKeHHi ctanoBuiaa 900 r
(Big 750 mo 1100 r). [I;1a 7 malli€eHTiB IPOTOKOJI AOCIiAXKeHHs 0yJI0 BUKOHAHO.
MaxkcuMyM 5 BHYTPIIITHbOBEHHUX iH €KIIiM (QIIYKOHA30JIy y M031 6 MTI/KT BBOOUIIN KOXKHI
72 roouau. CepedHil mepiod HalliBBUBEOEeHHs CTaHOBUB 74 roouuu (44-185) y
HepHIni OeHb, IMoTiM 3Hu3uBCsA 00 53 roguH (30-131) Ha 7-11 meHb Ta 1o 47 (27-68) Ha
13-1 gensb. ITnoma nig kpusow (MKr*rogusa/mi) ctanosuna 271 (173-385) y nepiuun
OeHb, 30iIpIInuIacs o 490 (292-734) Ha 7-1 meHb, IOTIM 3HU3UJIacad mo 360
(167-566) Ha 13- gerb. O6’em po3nopminy (Mi/kr) ctanoBus 1183 (1070-1470) y
MepIiuni meHs, 30inburyBaBcs 0o 1184 (510-2130) Ha 7-11 meHb Ta 0o 1328 (1040-
1680) Ha 13-i1 geHs.

ITarieHTH JTITHHOTO BIKY.

dapMaKOKiHETHUYHE JOCIiOXKEeHHS IIPOBOAMIIN 3 y4acTio 22 MallieHTiB (BiKoM Bif 65
POKiB), siKi 3acTocoByBanu 50 Mr ¢gykoHa3ony nepopaibHo. 10 malfieHTiB 0MHOYaCHO
3aCTOCOBYBaJIM OiypPETUKHU. Cmax cTtaHoBuia 1,54 MKr/Mn Ta gocsaranacs nporsarom 1,3
TOOMHMU ITiCJIS 3acTOCyBaHHS ¢iykKoHa3omy. Cepenuss AUC cTtaHoBumia 76,4+20,3
MKr*roo/mi. CepenHii mepion HamiBBUBeOeHHS - 46,2 rogunu. Lli ¢papMakoKiHeTUYHI
IMOKA3HUKY € BUIIIUMHU IIOPIBHSIHO 3 aHAJIOTiYHUMM Y 3[00POBUX TOOPOBOJIBIIIB
MOJIOAILIOrO BiKy. OgHOYacHe 3aCTOCYBaHHSA AiypeTUKIB HE MaJio 3HaYHOI'O BIIJIMBY Ha
Cmax Ta AUC. TakoxX KiipeHC KpeaTuHiHy (74 MJ1/xB), BiICOTOK (IyKOHa30J1y, 110
€KCKpeTyBaBCH i3 ceuero y He3aMiHeHOMY Burnsani (0-24 rogunu, 22 %) Ta HUPKOBUU
KitipeHc ¢nykoHasomny (0,124 Mi/XB/KT) y Halli€HTiB maHol BiKOBOI rpymnu Oymau
HUXKYUMHU, HiK aHaJIOTiYHi ITOKA3HUKM Y MOJIOONIUX TOOPOBOIBIIB. TOMy 3MiHHU
(papmMakOKiHETHMKHY y MAIiEHTIB JIITHLHOTO BiKy, OU€BUIOHO, 3ajIeKaTh Bif TapaMeTpiB

(pyHKLiN HUPOK.
Iloka3zaHnHus

®nyKoHa30J1 MOKa3aHUM OJIs JTiKyBaHHS TaKUX PUOKOBUX iH(GEKIIiN y mopocnux (OuB.
po3xain «®apMaKOgUHaMiKa»):

e KPUNITOKOKOBUU MEHIHTIT (OuB. po3min «OCcoBIMBOCTiI 3aCTOCYBaHHS»);

e KOKIIUMiO0im03 (auB. po3min «OcoOIUBOCTI 3aCTOCYBaHHS»);

e iHBA3MBHI KaHOUOO3MU;

e KAQHOUIIO3M CIIM30BUX 000JIOHOK, BK/IIOYAIOUYM KaHOUI03 POTOTJIOTKY Ta KaHOUI03
CTPaBOXOYy, KAHOUOYPisA, XPOHIYHUNM KaHOUIO3 IIKipHU i CITU30BUX 000JIOHOK;

e XpOHIYHUYN aTPOdiYHUN KaHOUA03 POTOBOI ITIOPOXKHUHU (KaHOUIO03, CIPUYUHEHU N
BHKOPUCTAHHSAM 3yOHUX MPOTE3iB) ITpu HeeeKTUBHOCTI TirieHu poTOBOI1



MMOPOKHUHU ab0 MiclleBoi Teparril.
®nyKOHa30II MOKa3aHUH Oy Npo@ilaKTUKU TaKUX 3aXBOPIOBAHb Y HOPOCIIUX SIK:

e PelUaVB KPUIITOKOKOBOI'O MEHIHTITY y IMAlli€HTIB 3 BUCOKUM PU3UKOM UOT'0
PO3BUTKY;

e peluauB KaHOUA03y POTOTIIOTKM ab0 cTpaBoxony y namieHTiB 3 BIJI 3 BUCOKUM
PHU3UKOM KOTr0 PO3BUTKY;

e IpodiTakKTHKa KaHOUOO3HUX iH(MEKIIN y MalliEHTIB i3 TPUBaIO0 HEUTPOIEHIEI0
(HammpuKiam, HallieHTiB 31 3T0KICHUMHU 3aXBOPIOBAHHSIMHU KPOBIi, IKi OTPUMYIOTh
xiMioTeparrito, abo mallieHTiB Ipu TpPaHCIIJIaHTAallil TeEMOIIOETUYHUX CTOBOYPOBUX
KIIiTUH) (ouB. po3min «®apMakKonIoriuHi BiacTUBOCTI. PapMaKoguHaMiKa»).

®dnyKoHa30JI MOKa3aHUM OiTAM Bil HAPOOXKEHHS OJIis JIIKyBaHHS KaHOUOO031B CIM30BUX
000JI0HOK (KaHOUI03 POTOTJIOTKH, KaHANI03 CTPABOXOY), iHBA3UBHUX KaHAUI03iB,
KPUIITOKOKOBOTO MEHIHTITYy Ta OJ11 NpOo(ilaKTUKM KaHOUOO3HUX iH(EKIlii y Halli€HTiB
31 3HMXKEHUM IMyHIiTeTOM. [IpenapaT MOXKHa 3aCTOCOBYBaTH SK IIIATPUMYBaJIbHY
Tepalriio A NonepeaXKeHHsI pelUAuBY KPUIITOKOKOBOTO MEHIHTITY y OiTeu i3
BHCOKUM PU3UKOM HOT0 PO3BUTKY (AUB. po3ain «OCoOIUBOCTI 3aCTOCYBaHHS»).

Teparito npenapatoM ®IyKOHA30JI MOXKHA PO3MOYUHATU OO OTPUMaHHSA pe3yJibTaTiB
KYIbTYpPaJIbHUX Ta iHIMX 1aO00paTOPHUX OOCIIIXKeHb; OOHAK ITiCJIT OTPUMaHHS
pe3yibTaTiB MIPOTHUiHGEKIIINHY Tepallilo CJIif CKOPUTYBaTU BiIOBIOHUM YHHOM.

IIporunnoka3aHHs

e [imepuyTnuBiCTh OO QIIYKOHA30JIy, iHIINX a30JIbHUX CIIOJIYK ab0 mo OyOb-sKol 3
OOIIOMIKHUX PEYOBHUH IIpenapaTy, 3a3Ha4yeHux y po3aini «Ckianm».

e OmHO4YacHe 3aCTOCyBaHHS GIIYKOHA30/y Ta TepdeHaguHy MalieHTaM, SKi
3aCTOCOBYIOTh (psIyKOHa301 6araTopa3oBo y mo3ax 400 mr/moOy Ta Builie (3rimHO 3
pe3ynbTaTaMM OOCIIiIXKEeHHS B3aEMOIii 6araTopa30BOro 3aCTOCYBaHHS).

e OgHOYacHe 3acToCyBaHHS (IIYKOHA30Jy Ta iHIIKUX JTiIKapChKUX 3ac00iB, II10
MOgOBXKYIOTEH iHTepBan QT Ta MeTaboMi3yI0THCS 3a HOTIOMOTr0i0 EPMEHTY
CYP3A4 (mampuknag Hu3anpuay, aCTeMi30y, IiMO3UAY, XiHIiOWHY Ta
epuTpoMinuny) (ouB. po3min «OcobIMBOCTI 3aCTOCyBaHHSI» Ta «B3aeMomisa 3
IHIMMMU JTiKapChbKUMHU 3acob0aMu Ta iHIII BUOU B3a€EMOIIN»).

B3aeMmopisi 3 iHIIEMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIH B3a€EMOIIiH

[TpoTUmoKa3aHe CYMiCHe 3aCTOCYBaHHS (GIYKOHA30JIy Ta HUKYE3a3HAUYEHUX

JTiKapChKUX 3aco0iB.




L[[uzanpuQ: IOBigOMJISININ PO PO3BUTOK MMOOIYHUX peakiliii 3 00Ky ceplisd, Y TOMY YHCIIi
IIPO IIapOKCU3MaJIbHy IIIYHOYKOBY TaxiKapHito TUMY «IIipyeT» Y Malll€HTIB, sKi
OOHOYAaCHO 3aCTOCOBYBasu (JIyKOHAa30JI Ta u3anpun. KoHTponsoBaHe OOCIigXKeHH T
IMPOAEMOHCTPYBAJIO, 1110 ogHo4YacHe 3acTtocyBaHHS 200 Mr ¢piykoHa3ony 1 pa3 Ha moby
Ta 20 Mr nu3anpuny 4 pas3u Ha 4oOy IPU3BOOUIIO A0 3HAYHOTO MiABUILIEHHS PiBHSI
nu3anpuny y mjaa3Mi KpoBi Ta o nmogoBxkeHHs iHTepBany QT. OgHouacHe
3acToCyBaHHS (hIIyKOHA30J1y Ta LIU3anpuny NpoTUIloKa3aHe (OUB. pO3aia
«[TpoTUiOKa3aHHSI»).

TeppeHaduH: yepe3 BUMIAAKN PO3BUTKY TAXKKUX CEPLEBUX apPUTMIiN, CIPUYUHEHUX
nonoBKeHHSAM iHTepBany QTc, y malieHTiB, Ki 3aCTOCOBYBaJid a30JIbHi
IPOTUTPUOKOBI TiKapChKi 3ac00M ogHOYaCHO 3 TepdpeHanmHoM, OyIu IpoBedeHi
OOCHig>KeHHSs B3aeMOil IUX ImpemnapartiB. Y X0i OOHOTO AOCHIOXKEeHHS IIpU
3acTocyBaHHi piykoHa30sy y mo3i 200 Mr Ha mo0y He 0yJI0 BUSIBJIEHO MOOOBXKEHH S
iHTepBany QTc. IHIlIe HoCTimKeHHS MIPU 3aCTOCYBaHHI QIyKoHa30iy y go3ax 400 mr
Ta 800 MTr Ha moOy IPOOEMOHCTPYBAJIO, 10 3aCTOCYyBaHHSA (QIIYKOHA30JIy y JM03aXx

400 mr Ha moOy abo BUIlle 3HAYHO ITiABUIIYE PiBeHb TepdeHaauHy y ma3Mi KpoBi mpu
OOHOYACHOMY 3aCTOCYBaHHI IIux npemnapartiB. CyMicHe 3acTOCyBaHHS (QIIYKOHA30Jy y
mo3ax 400 mr abo Buile 3 TepdeHaguHOM NPOTUIIOKa3aHe (OUB. PO3min
«I[TpoTunokasauHusa»). [Ipu 3acTocyBaHHI QIyKOHa305y y mo3ax Hux4de 400 Mr Ha o0y
OOHOYACHO 3 TeppeHaguHOM CJIifi IPOBOOUTH PETEIbHUN MOHITOPUHT CTaHY IalliEHTa.

Acmemi3oa: cyMiCHe 3aCTOCyBaHHSA (pJIYyKOHA30J/Iy Ta aCTEMi30JIy MOXKe 3MEHIIUTHU
KJlipeHC acTteMizoiny. COpruYnHEHe IIUM ITiABUILEHHS KOHIIEHTPAallil acTeMi30ny y
I1J1a3Mi KpOBi MOXKe IIPU3BECTU 00 NONOBXKeHH iHTepBany QT Ta y pigkKicHuUX
BUIIafKaxX - 0O NapOKCU3MaJIbHOI IIJTYHOYKOBOI TaxXikapAil Tumy «mipyeT». OgHO4YacHe
3aCTOCyBaHHS (hJIIyKOHA30Jly Ta aCcCTeMi30Jly IPOTUNOKa3aHe (OUB. pO3Mif
«[TpoTUIIOKa3aHHI»).

ITimo3u0 ma xiHiOuH: cyMiCHe 3acToCyBaHHS (QIIYKOHA30J1y Ta IIiMO3uny abo XiHiguHy
MO2Ke IMPU3BOOUTHU [0 NPUTHIYEeHHS MeTabosiaMy niMmo3uny abo XiHiguHy, xo4a
BiATIOBIOHUX OOCJIiOKEHB in vitro Ta in vivo He mmpoBoaunu. [TigBUilleHHS KOHIeHTpallil
nmimMo3uay abo XiHImWHY y IJ1a3Mi KPOBi MOXKe CIPUYUHSTHU ITOAOBXKEeHHs iHTepBany QT
Ta y PiOKICHUX BUIIaAKaXxX - IPU3BOOUTHU A0 PO3BUTKY ITapOKCU3MaJIbHOl MITIYyHOYKOBOL
Taxikapmil Tumny «mipyeT». OgHOYacHe 3aCTOCyBaHHSA (hIIyKOHA30JIy Ta IIiMo3ugy abo
XiHIAMHY ODPOTHUIIOKa3aHe (quB. po3ail «I[IpoTunokasaHHa»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHS €PUTPOMIIIMHY Ta (QIIYKOHA30JIy MOXKe
MIPU3BOAUTHU [0 ITiOBUIIIEHHS PU3UKY PO3BUTKY KapOiOTOKCUYHOCTI (MOOOBXKEHHS
inTepBany QT, mapokcu3masbHa IIUIYHOYKOBA TaxiKapmis TUINY «IIipyeT») i K
HaACJIiOOK, O PaIlTOBOI ceplieBoi cMepTi. 3aCcToCyBaHHS KOMOiHaIlil ITUX JTiIKapChbKUX
3aco0iB mpoTuIioka3aHe (OuB. Po3min «IIpoTUmoOKa3aHHsI»).



He pekoMeHOy€EThCSI OJHOYACHE 3aCTOCYBAaHHS (MIYKOHA30JIy Ta HUXKYe3a3HaYeHUX
JIiIKapChKUX 3aco0iB.

I'anoppaHnmpuH: GpIyKOHA30JI MOXKEe CIPUYNHUTH IMiABUIIEHHS KOHIIEHTPAIIil
ranodaHTPUHY y IJIa3Mi KPOBi 3a paxyHOK npurHidenusa CYP3A4. OgHo4dacHe
3aCTOCYBaHHS LIMX TiKapChKUX 3aC00iB MO2Ke NPU3BOOUTH [0 MiABUILIEHHSA PU3UKY
PO3BUTKY KapaiOTOKCUYHOCTI (mogoBxkeHHd iHTepBaiy QT, mapokcu3MasibHa
IIIYHOYKOBA TaxiKaphis TUIY «HipyeT») i K HaCJIiJoK, 4O PalTOBOl CEPIeBOl CMEPTI.
Cnim yHUKaTH 3aCcTOCyBaHHS KOoMOiHaIlil 1Iux JTikapchKux 3aco6iB (QUB. po3min
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

CyMicHe 3acToCcyBaHHS GIIYKOHA30Y Ta HUXK4Ye3a3HauYeHUX JIIKapChKUX 3aco0iB

BHMarae o0epezKHOCTI.

AmioOapoH: omjHOYaCHE 3aCTOCYyBaHHS (PJIyKOHA30JIy 3 aMiogapOHOM MOXKe ITPU3BECTH
mo romoBxKeHHs iHTepBany QT. ®nykoHa30J1 ciif 3 00epekHiCTI0O 3aCTOCOBYBATHU
pa3oMm 3 amioapoHOM, 0COOIUBO y pa3i Npu3HaYeHHS BUCOKOIL J03U (QIyKOHA30JIy
(800 Mr).

CyMicHe 3acToCcyBaHHS (GIIYKOHA30JIY Ta HUXK4Ye3a3HauYeHUX JIIKapChKUX 3aco0iB

BHMarae 06epe}KHOCTi Ta KOPUT'YBaHHA OO3MH.

Bnaus iHwux aikapcvKux 3acobi8 Ha ¢p1YKOHA301.

[MocnigKeHHs B3a€EMOil MPOOeMOHCTPYBalH, III0 IepopajlbHe 3aCTOCYBaHHS
(brykoHa30/1y ofHOYACHO i3 BXKUBAHHSAM 1XKi, TpUHOMOM IUMETUANHY, aHTalUAiB abo
ropasiblile OIIPOMIHEHHS YChOI'O Tijla OJIsd epecafkKy KiCTKOBOI'O MO3KY He Ma€
KJIiHIYHO 3HAYyIIOT0 BIIJIMBY Ha abcopO1io (GIyKoOHa30ITy.

PugamniyuH: ogHOYaCHE 3aCTOCYBaHHSA (hJIIyKOHA30/Iy Ta pU(paMIIilnHy IIPU3BOAUIIO
oo 3umkeHHs AUC Ha 25 % Ta CKOpodYyBaJio nepiof HaniBBUBEeOeHHS (PJIyKOHA30JIy Ha
20 %. Tomy Ois malli€HTiB, SKi 3aCTOCOBYIOTh PUMAMIIIIINH, CITil PO3TISHYTH
OOLUIBHICTD HNiABUINIEHHS OO3U (QIYKOHA30IIy.

I'iOpoxsopomia3u0: y gocininKeHHi (papMaKOKiHETUYHOI B3a€EMOIil OHOYaCHE
OaraTokpaTHe 3aCTOCYBaHHS TigpOXJIOPOTia3uay 300POBHUM OOOPOBOBLAM, SIKi
oTpuMyBanu GIYKOHA30JI, HigBUINyBai0 KOHIIEHTPaIlilo GIyKOHA30/y y Ijla3Mi KpoBi
Ha 40 %. Taki mapamMeTpu B3aEMO[il He BUMaraloTh 3MiH y peXKHUMi JO3yBaHHSI
bnykoHa30my s MallieHTiB, sIKi OTHOYaCHO OTPUMYIOTh CEYOTiHHI 3aco0u.

Bnaus ¢paykoHa301y Ha iHWI AikapcvKi 3acobu.

®dnykoHazon € noMmipHuM iHri6iTopoM HuToxpomy P450 (CYP) isodpepmenty 2C9 Ta
3A4. On1yKOHa30J € IOTyKHUM iHTi0iTOpOM i30depmenTy CYP2C19. Ha gomaTok no



CIIOCTEPEeXKyBaHUX/IOKYMEHTaIbHO HiATBEPAXKEHNX B3aEMOIN, 1110 ONMCaHlI HUXK4e,
IPY OOHOYAaCHOMY 3aCTOCYBaHHI i3 (pJIyKOHa30JI0M iCHY€ PU3UK HiABUILIEHHS Y IIJ1a3Mi
KPOBi KOHIIEHTpAllill iHIINX COONyK, 110 MeTabomnidytorbcss CYP2C9, CYP2C19 Ta
CYP3A4. Tomy 3acTOCOBYBaTU TaKi KOMOiHallil mperapaTiB ciif 3 00epexKHiCTIO; TIpU
IIbOMY HeOOXiTHO peTeIbHO CIIOCTepiraTu 3a CTaHOM IallieHTiB. [IpurHidyyBanbHa mis
dbnykoHazony Ha hepMeHTH 30epiraeThCs MPOTITroMm 4-5 mib micis ¥oro 3aCTOCYBaHHS
y 3B’3KYy 3 MOT0 TpUBAJIUM I1€piogoM HaliBBUBEOEeHHSA (OUB. PO3MiNI
«[TpoTUiOKa3aHHSI»).

AbpeHmania: Tig 4ac OQHOYACHOI'O 3aCTOCYBaHHS anbpeHTaHUTy y fo3i 20 MKT/KT Ta
dnykoHazony y mo3si 400 Mr 30OopoBUM J0OPOBOJIBISAM CIIOCTEPIrasocs OBOKpaTHE
30iIbIIIEHHSA AUClO’ MOKJUBO, dyepe3 iHrioyBanHsa CYP3A4. Moxe OyTu HeOoOXigHUM
KOPUTYBaHHS O03U alb(PeHTaHiy.

AmimpunmunaiH, HopmpunmuJiH: (pJIYKOHA30JI IIOCUJIIOE [if0 aMiTPUIITUIIIHY Ta
HOPTPUIITUIiIHY. PEKOMEHOYETHLCSI BUMipIOBaTU KOHIIEHTPAIlil 5-HOPTPUIITUIIHY Ta/abo
S-aMiTpUNTUIIIHY Ha IToYaTKy KOMOiHOBaHOI Tepamnil Ta 4yepe3 1 TuXkaeHb. Y pasi
HeOoOXigHOCTI CJIif BigKOPUTYyBaTH A03y aMiTPUNITUIIHY/HOPTPUIITUITIHY.

Am¢pomepuyuH B: omHOYacHe 3aCTOCYBaHHSA (PJIyKOHA30/1y Ta aMpoTepuiiuHy B
iH(iKOBaHMM MHUIIIAM i3 HOpPMaJIbHUM iMyHITETOM Ta iH(piKOBaHUM MHUIIaAM 3i
3HHUKEHUM IMYHITETOM [ajio TakKi pe3yJibTaTU: HEBEJIUKUU afUTUBHUU
IPOTUTPUOKOBUM eheKT ITPU CUCTeMHiM iHdekiii C. albicans, BiICyTHiCTb B3aeMofii
IIpY BHYTPilIHbOYEepenHiM indekirii Cryptococcus neoformans Ta aHTaroHi3am ABOX
ImpelapaTiB IIPpU CUCTEMHIiHU iHpeKil A. fumigatus. KniHiuHe 3HaYeHHS pe3ybTaTiB,
OTPUMAaHUX y XOMA1 [IUX AOCIIAXKEHb, HEBIJOME.

AHmMukoazayaaHmu: SIK i Ipu 3aCTOCyBaHHi iHIINX a30JIbHUX IPOTUTPUOKOBUX 3aCO0iB,
IPY OOHOYaCHOMY 3aCTOCyBaHHI ()JIyKOHAa30J1y Ta BapdapuHy ITOBIHOMIISIIA IIPO
BUIIaJKU PO3BUTKY KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, IIJTYHKOBO-KMIITKOBUX
KpPOBOTeY, TeMaTypil Ta MeJieH!) y IOEAHAaHHI i3 MOOBXKEeHHSAM NTPOTPOMOIHOBOTO
4yacy. [Ipu ogHOYaCcHOMY 3aCTOCyBaHHi (pJIyKOHA30/Iy Ta BaphapuHy CIIoCTepiramsocs
OBOKpAaTHE MiABUIIEHHS MPOTPOMOIiHOBOT0O Yacy, iMOBipHO, BHACIIIOK IPUTHIYEHHS
MeTabomni3amy Bapdapuny uepe3 CYP2C9. Crig peTenbHO KOHTPOIIOBATHU
nIpoTpoMOIiHOBUM YacC y Hali€HTiB, IKi OQHOYACHO 3aCTOCOBYIOTh KyMapUHOBI
QHTUKOAryJIssHTU. Moxke O0yTH HeoOXigHOI0 KOPEKIlisi 03U aHTUKOoaTryJIsHTa.

beH3odiazeniHu kopomkoi 0ii, Hanpuk.iao mMida30a1amM, mpia3o1am: IpU3HaYeHHS
(rykoHa30my micig mepopanbHOTO 3aCTOCYyBaHHS Mifa30jlaMy IPU3BOOUIIO OO
3HAYHOTO MigABUIIEHHS KOHIIEHTpallil Mifa3oi1aMy Ta [0 IIOCUJIEHHS IICUXOMOTOPHUX
edekTiB. OgHOYacHe 3acTOCyBaHHSA QIyKOHA305y y Ao3i 200 Mr Ta Migasonamy y mo3i
7,5 MI' mepopasibHO Npu3Boausio Ao nigsuineHHsa AUC Ta nepiony HalliBBUBEOEHHS
Migasonamy y 3,7 Ta 2,2 pa3sa BignoBigHO. 3acTocyBaHHSA QIyKOoHa3051y y go3i 200



Mr/mo6y Ta 0,25 Mr Tpiasonamy nmepopasibHO npu3Boguso Ao nigsuineHHs AUC Ta
repiony HamiBBUBeAEeHHSA Tpia3onaMy y 4,4 ta 2,3 pa3a BigunosigHo. [Ipu ogHOYaCHOMY
3aCTOCyBaHHI (pJIyKOHa30JIy Ta Tpia3ojlaMy CIIOCTepiraaocs NOTeHIliI0OBaHHS Ta
poJIoOHTalis epeKTiB Tpiasonamy. AKII0 MaLi€HTy, SKUW OIPOXOOUTH KypPC JIiKyBaHHS
(brykoHa3050M, ciiifg ogHOYaCHO IMMPU3HAYUTH Tepamniio 6eH3omia3eniHaMu, 103y
OCTaHHIX CJIif 3MEHIINUTYU Ta BCTAHOBUTU HaJIeKHUU HATJIAL 3a CTAHOM IallieHTa.

KapbamaszeniH: dnykoHa30J MpurHiuye metabosmiamM KapObamMas3eliHy Ta CIPUYUHSIE
ITigBUIIIEeHHS PiBHSA KapOaMaseIiny B cupoBaTili KpoBi Ha 30 %. ICHye pu3UK PO3BUTKY
IIPOSIBiB TOKCUYHOCTI 3 60Ky KapOaMa3eliny. Moxke OyTu HeOOXimIHUM KOPUT'YBaHHS
mo3u KapOaMaseIliHy 3ajie’KHO Bif piBHS MOro KOHIIEHTpallil Ta [il mpemapary.

Biaokamopu kKaavuiesux KaHaig: OesiKi aHTaroOHiCTH Kablilo (HidheOgurrid, icpaguIriy,
aMJIoguIriH Ta denoguirin) metabonisyioThcsa pepmenTom CYP3A4. ®1ykKoHaA3011
MMOTEHIIMHO MOXKe ITiABUIITyBaTH CUCTEMHY €KCIO03uIlif0 6JI0KaTOPiB KalbIliEBUX
KaHaiB. PeKOMeHOOBaHUM peTeJIbHUM MOHITOPHUHT IIIO[0 PO3BUTKY MOOIYHUX peakllii.

Ilenekokcub: Tpu OMHOYACHOMY 3aCTOCyBaHHi ¢piykoHa3osy (200 mr Ha goby) Ta
rienekokcuoy (200 mr) Cmax Ta AUC nenekokcu0y migBuiryBanucs Ha 68 % ta 134 %
BimmoBimHO. [Tpu 0HOYAaCHOMY 3aCTOCYBaHHI 11eJIeKOKCUOy Ta GIyKoHa30/1y MOXKe
OyTu HeoOXiTHMM 3MEHIIIEHHS 03U 11eJIEKOKCUOYy BABIiUi.

Llukaogpocgamio: ogHOYACHE 3aCTOCyBaHHSA MUKIodpochaminy Ta PpirykKoHa30my
IIPU3BOOUTH IO ITiABUIIIEHHS PiBHSA Oinipy0OiHy Ta KpeaTUHiHY B cupoBaTiii KpoBi. Li
npenapaTd MOXKHa 3aCTOCOBYBaTH OJHOYACHO, ajie CJIiJ 3BaXkKaTy Ha PU3UK
MigABUIIIEHHS KOHIIeHTpaIlil 0inipy0iHy Ta KpeaTUHiHY B CUPOBATIII KPOBI.

deHmaHia: IOBiDOMIISININ TIPO OOUH JieTaJlbHUY BHUIIAAOK iHTOKCHKAIIil peHTaHiioM
BHACJIIOOK MOXKJINBOI1 B3aeMofil peHTaHiny Ta ¢pirykoHa3lony. [1o TOoro X, y
OOCITimKeHHi 3 yuacTio 12 3mopoBuX 0OOPOBOIBIIB OyJI0 MIPOOAEMOHCTPOBAHO, ITI0
(br1ryKOHa3071 3HAYHO yHOBiIbHIOBAB eJliMiHaliio deHTaHiny. [TigBUIleHHA
KOHIIeHTpallil (eHTaHiTy MOXKe ITPU3BECTH [0 IPUTHIYEHHS OUXaHHS, TOMY CIIif
peTenbHO KOHTPOJIIOBATH CTaH IallieHTa. Moxke O0yTyu HeoOXigHOI0 KOPEKIIis HO3Uu
benTaHITY.

IH2i6imopu I'MI'-KoA-pedykmasu: CyMicHe 3aCTOCyBaHHS (pJIyKOHA30/1y Ta iHri6iTopiB
I'MI'-KoA-penykTa3su, 1m0 metabomisyiorbcsi CYP3A4 (aTopBacTaTuH Ta
cuMBacTaTuH), abo iuriditopis 'MI'-KoA-penykTa3u, 1o metabosisyiotbcsas CYP2C9
(bnyBacTaTuH), MiABUIIY€E PU3UK PO3BUTKY MionarTil Ta pabmomionisy. ¥V pasi
HeOoOXigHOCTi OMHOYACHOT'O0 3aCTOCYBaHHS LIMX IIPenaparTiB CJIi PeTeIbHO
CIIOCTepIiraTu 3a HalliEHTOM II0A0 BUHUKHEHHS CUMITOMIB MionaTii Ta pabmoMiosni3y i
IIPOBOOWUTH MOHITOPHUHT PiBHSA KpeaTUHKIHA3U. Y pa3i 3HAYHOI'O MiABUILIEHHS PiBHS
KpeaTUHKiIHA3M, a TaKOXK IIPU [iaTrHOCTYBaHHI abo migo3pi Ha MionaTito/pabmomiortis



3acTtocyBaHHs iHTiOiTOpiB MI'-KOA-penyKTas3u CIiifg IpUITUHUTH.

Onanapub: nomipHi inri6iTopu CYP3A4, Taki K GIyKOHAa30J1, 30iIbITYIOTh I1JTa3MOBI
KOHIIeHTpallil oyanapuly; IX oqHOYaCHe 3aCTOCYBaHHS He PEKOMEHOYEThCS. AKII0
Takol KoMOiHallil He MOKHa YHUKHYTH, ITPUoM oJiariapudy o0MexyioTh go3amu 200
MT [OBidi Ha go0y.

ImyHocynpecopu (Hanpukaao UUK/A0CNOPUH, e8epoaiMycC, CUPOAIMYC i makpoaimyc).

LluxaocnopuH: pyKoOHa301 3HAaYHO MiAgBUIllye KOHIIeHTpalilo Ta AUC LHUKIOCIOPHUHY.
[Tpu ogHOYAaCHOMY 3acTOCyBaHHi (yKoHa30my y m03i 200 Mr/mo6y Ta ITMKJIOCIIOPUHY Y
mo3i 2,7 Mr/kr/go0y croctepiranocs 36inbiieHHss AUC muknocnopuny B 1,8 paza. Li
npenapaTd MOXHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBU 3MEHIIEHHS O03U
LIMKJIOCTIOPUHY 3aJIe’KHO Biff 1OT0 KOHIIEeHTpallil.

Eeeposimyc: xo4a OOCIiOXKEHB in Vitro Ta in vivo He IIPOBOOUIH, (PIIYKOHA30JI MOXKe
MigBUINyBaTU KOHIIEHTPALI0 €BepOoJIiMyCy B CUPOBAaTIIi KPOBi 4Yepe3 NpUrHidveHHA
CYP3AA4.

Cupoaimyc: GpIyKOHA30JI IigBUIIYE KOHIIEHTPAIlil0 CUPOJIIMYCYy y IIJIa3Mi KPOBI,
iMOBIpHO, IIJIIXOM ITPUTHiYeHHS MeTabosisaMmy cuponimycy ¢pepmentom CYP3A4 Ta P-
riaikonpoTeinoM. 1li mpenapaTy MOXKHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBH
KOPUTYBAHHS JO3UW CUPOJIIMYyCYy 3a/Ie2KHO Bill pPiBHS KOHIIEHTpaIlil Ta epeKTiB
mpernapary.

Takpoaimyc: GpIyKOHa30/I MOXKe MigABUITyBaTU KOHIIEHTPAIlil TAKPOJIIMYyCYy B CUPOBATIIi
KpOBi 0 5 pasiB pu UOro IepopajbHOMY 3aCTOCYBaHHI Yepe3 MPUTHIYEeHHS
MeTaboniamy Takponimycy depmenToMm CYP3A4 y kuieuyHuky. [1pu
BHYTPIIIHEOBEHHOMY 3aCTOCYBaHHI TAKPOJIIMYyCy He CIIOCTepirasocs 3Ha4YHUX 3MiH
(papmakokineTuku. [linBunieHi piBHI TaKPOJIIMYyCy aCOIiIOI0THCS i3
HepPOTOKCUYHICTIO. [103y TaKpPOJIIMYCY OJIsi IePOPaIbHOr0 3aCTOCYBAHHS CIIif
3HMXKYBaTH 3aJIeKHO Bifl KOHIIEHTpaIlil TaKpPOIiMyCy.

Jlozapmat: GpIyKOHAa30JI IIPUTHidye MeTabo1i3M j103apTaHy A0 MOT0 aKTUBHOTO
MeTabomiTy (E-31 74), 1m0 3yMOBITIO€ OifibIlly YaCTHUHY aHTaAroHi3My A0 PeLenTopiB
aHrioren3uny Il mig yac 3acTocyBaHHSA 103apTaHy. PEKOMeHIOBaHO 30iliCHIOBATU
IIOCTIMHUYN MOHITOPUHT apTepialbHOIO TUCKY y IAlli€HTiB.

MemaooH: GpryKoHa30JI MOXKe ITiABUINYBaTH KOHIIEHTPAIlil0 METaOoOHYy ¥ CUPOBATIIi
KpoBi. [Ipy omHOYAacHOMY 3aCTOCYBaHHI MeTafmoHy Ta (PpJIyKOHA30/1y MOxKe OyTHu
HeOoOXimHUM KOPUT'yBaHHS NO3U METa[oHY.

HecmepoioHi npomu3anaavHi npenapamu (HI13I1): ipu ogHOYaCHOMY 3aCTOCyBaHHI 3
(pnykoHazonom Cmax Ta AUC ¢pnypbinpodeny migBuiiyBanucs Ha 23 % Ta 81 %



BIIIOBIOHO ITOPIBHSHO 3 BiANIOBIOAHMMHU IIOKa3HUKaMHU IIPU 3aCTOCYBaHHI TiJIbKUA
dbnypbinpodeny. AHAIOTiYHO ITPU OOHOYACHOMY 3aCTOCyBaHHi (hIyKOHA30Ty 3

panieMiunuM ibynpodernom (400 mr) Cm L Ta AUC ¢papMakoIoriyHo aKTUBHOTO

a
isomepy S-(+)-ibynpodeny migBuinyBanucs Ha 15 % Ta 82 % BigmoBigHO, TOPIBHSIHO 3

BiATIOBiAHUMU MOKa3HMKaAMU NIPU 3aCTOCYBaHHI TiJIbKM paleMigyHOro i0ynpodeny.

Xodya creniajJabHUX OOCHIAXKEHb He IPOBOAWIN, PIIYKOHA30J I 30aTHUH ITiABUIITyBaTH
cucTteMHy ekcrio3uirito inmmx HIT3II, o metabomnisyroTrbest CYP2C9 (Hampukiap
HaIPOKCEHY, TOPHOKCUKaMy, MeJIOKCUKaMy, OUKJIopeHaKy). PekoMeHIOBaHO
MMepioanyYHO 3[iCHIOBATH MOHITOPUHT MOOIYHUX peaklliii Ta TOKCUYHUX ITPOSIBIB,
noB’si3aHux i3 HII3I1. Moxe O6yTu noTpibHe KopuryBauusa mo3u HII3IT.

®eHimoiH: GIYKOHA30JI IPpUrHiuye Metaboii3M ¢peHiTolHy y nedinii. OgHo4YacHe
O6araTopa3oBe 3actocyBaHHsa 200 Mr ¢ykoHasony Ta 250 Mr ¢GeHiTOIHY
BHYTPIIIHBOBEHHO IIPU3BOOUTE [0 HiABUIIIEHHSA AUC2 4 denitoiny Ha 75 %, Cmin - Ha
128 %. Ilpu ogHOYACHOMY 3aCTOCYBaHHI ITUX JTiIKapChbKUX 3aC00iB CITiZl ITPOBOOUTH
MOHITOPUHT KOHIIEHTpallil PeHiTOIHY y CUPOBATIIi KPOBi /151 YHUKHEHHS PO3BUTKY

TOKCHUYHOI [Iiil QPeHiToiHy.

IIpedHi3oH: TOBIAOMIISIN IPO BUIIAAOK, KOJIX y MalliEHTa Mic/is TpaHCIIJIaHTallil
IIeYiHKU Ha TJIi 3aCTOCYBaHHS IIPEeNHI30HY PO3BUHYJIACsS IOCTPa HEJOCTAaTHICTh KOpHU
HaOHUPKOBUX 3aJ103, 110 BUHUKJIA HiC/II NIPUNUHEHHS TPUMICIYHOTO KypCy Teparil
(pnykonazonoMm. IIpunruHeHHS 3aCTOCyBaHHSA (QIIYKOHA30J1y, IMOBIPHO, CIPUYUHUIIO
nmocuneHHsa akTuBHoCcTi CYP3A4, 1110 Ipu3BEI0 A0 IPUCKOPEHHS MeTabomizMy
npenHisoHy. Ciif yBaXXHO CTEXKUTHU 3a IallieHTaMU, SKi IPOTITrOM TPUBAJIOr0 4acy
OOHOYACHO 3aCTOCOBYIOTH (PJIyKOHA30J1 Ta IPEeOHI30H, 3 METOI0 IONepPenKeHHS
PO3BUTKY HEIOCTAaTHOCTI KOPU HaAHUPKOBUX 3aJ103 [iC/IA NPUNUHEHHS 3aCTOCYBaHHSI
bnykoHasomy.

PugabymuH: GIyKOHA30JI MigBUIIyE KOHIIEHTPAIliI0o prudabyTUHY Y CHPOBATIIi KPOBI,
110 mpu3BonuTh Oo 36inbmieHHss AUC pudabytuny mo 80 %. [Ipu ogHOYacHOMY
3acToCcyBaHHi (IyKOHa30J1y Ta pudadyTUHY IMOBITOMJISIIN IIPO BUIIAAKU PO3BUTKY
yBeity. IIpu 3acTocyBaHHi Takol Kom0OiHallii mikapcbKux 3aco0iB ciig OpaTu 40 yBaru
CUMIITOMM TOKCUYHOI mii pudabyTuny.

CakeiHagip: pnykoHa3on migsuirye AUC Ta Cmax cakBiHaBipy npubnu3Ho Ha 50 % Ta
55 % BiOmoBigHO Yepe3 NpUTHiYeHHs MeTaboi3My caKBiHaBipy y mediHili pepMeHTOM
CYP3A4 ta yepes inribyBaHHs P-rimikonporteiny. Blaemonil Mixk pyKoHa3010M Ta
CakBiHaBipOM/PUTOHABIPOM He OOCIIAXKYyBalIl, TOMYy BOHU MOXKYThb OyTU OLIbIII
BUpaxKeHUuMHU. Moxe OyTU HeOOXimHUM KOPUTYBaHHS OO3U CaKBiHaBipy.

IToxiOHi cyavgoHisiceyo8UHU: TPU OOJHOYACHOMY 3aCTOCYBaHHI (PJIyKOHA30JI IPOJIOHTYE
repiof HaITiBBUBEOEHHS IIepOpalbHUX NOXiOHUX CYIb(POHIICEHOBUHHU (XJIOpPIpOIaMiay,



rinibeHKIaMiny, riinisungy Ta TondyTraMify) mpu X 3aCTOCYBaHHI 34OPOBUM
OO0OPOBOIBIISIM. PEKOMEHIYETHCS IIPOBOAUTH YaCTUM KOHTPOJIb IIYKPY B KPOBi Ta
BIATIOBIMHUM YMHOM 3HUXKYBATHU 003y MNOXITHUX CYIb(POHITICEYOBUHU IIPU
OOHOYACHOMY 3aCTOCYBaHHI i3 (pJIyKOHaA30JI10M.

TeoginiH: y nnanebo-KOHTPOILOBAaHOMY OOCIIiIXKEHHI B3a€EMOJIil mIperapariB
3acTocyBaHHS ¢iykKoHa30my mo 200 Mr npoTtsiroM 14 gHIB IIPU3BENIO 00 3HUXKEHHS
CepemHbOTro KIIipeHCy Teodininy y maa3Mi KpoBi Ha 18 %. 3a naimieaTamMu, SKi
3aCTOCOBYIOTh TeO(DiliH ¥ BUCOKUX Mo3ax abo0 SKi MaloTh ITiIBUIIEHUN PU3UK PO3BUTKY
TOKCUYHUX IIPOSIBIB TeOQiJTiHy 3 iHIIWX OIPUYUH, CIIi BCTAHOBUTHU HATJIAL IIOOO
BUSBJIEHHS O3HAK PO3BUTKY TOKCUYHOI fil Teodininy. Teparito ciig 3MiHUTU TPpHU
IOsIBl O3HAK TOKCUYHOCTI.

TogpauumuHi6: BriauB ToPaUTHHIOY 3pOCTAE IIPU OOHOYACHOMY 3aCTOCYBaHHi 3
JIiIKapChbKUMHU 3aco0aMM, gKi MPU3BOOATE [0 moMipHoro inrioyBanus CYP3A4 Ta
notyxkHoro iurioysauuss CYP2C19 (Hanpukiapg ¢piayKoHas3os). ToMy peKOMeHIOBaHO
3MEHIIUTHU 003y TohalMTUHIOY o0 5 Mr 1 pa3 Ha o0y B KOMOiHAIliIX 3 [TUMHU
nmperapaTaMu.

Ankanoiou 6apeiHKy: x04a BifllIOBITHUX OOCIHiOXKeHb He TPOBOAUIHU, (IIYKOHA30II,
iMoBipHO, uepe3 iurioyBanuss CYP3A4, MoXe COPUYMHSATH ITiOBUIIEHHS KOHIIeHTpallii
aJIKasoimiB 6apBiHKY y ma3Mi KpoBi (HampuKiag BIHKPUCTUHY Ta BiHOIACTUHY), 10
NPU3BOAUTH 0 PO3BUTKY HEMPOTOKCUYHUX €(PEKTIB.

BimamiH A: IOBigOMIISINIY, 110 y MAalli€HTa, SKAUKW OJHOYAaCHO 3aCTOCOBYBaB
TPaHCPETUHOEBY KUCIIOTY (KuciIoTHa popMa BiTaMmiHy A) Ta (pIyKoHA3O017I,
crocTepiranucs nobivHi peakilii 3 60Ky 1leHTpasibHOI HepBOBOi cucteMu (ITHC) y
(opMi ICeBOOTYMOPY I'OJIOBHOTO MO3KY; HaHUM e(PeKT 3HUK ITiCJIA BiTMiHU
dnykonazomy. Lli mikapchKi 3acob6u MOXKHa 3aCTOCOBYBATU OJHOYACHO, ajie CIIif
rmaMm’siTaTy IIPO PU3UK BUHUKHEHHS N0oOiYHMX peakiiii 3 6oky LTHC.

BopukoHa3so (iH2i6imop CYP2C9 ma CYP3A4): ogHO4YacHEe 3aCTOCYBaHHS
BOpPUKOHa301y nepopasnbHo (1o 400 Mr koxHi 12 rogun npotsaroMm 1 OHs, IOTIM 1O
200 Mr koxkHi 12 rogus npoTsarom 2,5 gHA) Ta GIyKOHa30Jy nepopanbHo (400 Mry
nepumuu geHsb, moTiM mo 200 Mr KoxkHi 24 TOOUHY OPOTAToM 4 OHIB) 8 3TOPOBUM
OOOPOBOIBIISIM YOJIOBIYOI CTATi ITPU3BEJIO OO ITiIBUIIIEHHS Cmax Ta AUCT
BOPUKOHA301y B cepemgaboMy 10 57 % (90 % [OI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %,
128 %) BigmoBimHO. HeBigoMo, Y1 MPHU3BOOUTH 3HUKEHHS MO03U Ta/ab0 4aCTOTHU
3aCTOCyBaHHS BOPMKOHAa30J1y ab0 (pIiyKOHa30Jy OO0 YyCyHEeHHS TakKoro edpekTy. [Ipu
3aCTOCyBaHHI BOPUKOHA30Jy MHiciasa (IYKOHA30JIy CIIi ITPOBOOUTH CIIOCTEPEXKEHHS
1000 PO3BUTKY N0OOiUHUX e(deKTiB, acolliiioBaHUX i3 BOPUKOHA30JIOM.



3udo8yOuH: pIIyKOHA3O0I MiABUIIIYE Cm L Ta AUC 3umoBynuny Ha 84 % Ta 74 %

BIAIIOBIOHO, 110 3yMOBJIEHO 3HI/I}KeHH$IIV? KJIipeHCY 3UOOBYOUHY IPUOIU3HO Ha 45 %
IIPU HOT0 IIepopaJbHOMY 3aCTOCyBaHHi. [Tepion HaniBBUBeOeHHS 3UOOBYOIUHY OyB
TaKOXK MOA0BXKeHUM npubim3Ho Ha 128 % micisa 3acTocyBaHHSA KOMOiHaIlil
(brykoHa305y Ta 3UAOBYAMHY. 3a MallieHTaMH, sIKi 3aCTOCOBYIOTh TaKy KOMOiHaIlifo
JIiIKapCchKUX 3ac00iB, CHIifl cIlocTepiraTu 1040 PO3BUTKY IMOOIYHUX peaklliii, OB sI3aHUX
13 3aCTOCYBaHHAM 3UOOBYOUHY. MOXKHa PO3TJIAHYTU OOLIIIbHICTE 3HUXKEHHS OO3U

3UMIOBYOUHY.

A3umpoMiyuH: y X0l BIZKPUTOIO paHA0OMi30BaHOI'O TPUCTOPOHHLOI'O IIEPEXPECHOTO
OOCITimKEeHHsI, B IKOMY B3S1JIM y4acTh 18 3mopoBuX MOOPOBOJIBIIIB, OIiHIOBAIN BIJIUB
a3UTPOMIIIUHY Ta (GIIYKOHA30/y Ha (papMaKOKiHETUKY OOWH OOHOTO IIPHU IX
OJHOYAaCHOMY IlepopajibHOMY pPa30BOMY 3acTocyBaHHi y mo3ax 1200 mr ta 800 mr
BigmoBigHO. 2KOgHMUX 3HAUYyIIMX (hapMaKOKiHETUYHUX B3a€EMOIil BUSIBIIEHO He OyIIO0.

ITepopasavHi KOHMpauenmueau: ITPOBOOUNHU 2 (papMaKOKiHETUYHUX OOCITiIKEeHHS
6araTopal3oBOro 3aCTOCyBaHHSA (hIIyKOHA30JIy Ta KOMOIHOBaHOTO IEPOPaIbHOTO
KoHTpauenTtuBa. [Ipu 3acTocyBaHHiI QrykKOHa30iy y m03i 50 Mr BO/KMBY Ha PiBEeHb
TOPMOHIB He 0OyJi0, TOOI K IIPU 3aCTOCyBaHHi piykKoHa3osy y go3i 200 Mr Ha moby
croctepiramnocs 30inbienas AUC etuninectpagiony Ha 40 % Ta TeBOHOPTrecTpeIry -
Ha 24 %. Ile cBiguuTh PO Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (PIIYKOHA30Iy V
3a3HavYeHUX O03axX HaBps[d YX MOXKe BIJIMBATU Ha e(PeKTUBHICTH KOMOIHOBAHOTO
IIepopanbHOr0 KOHTpPAaleNTHUBa.

Isakagpmop: cynmyTHE 3aCTOCyBaHHSA 3 iBaKapTOpPOM, IMiACHUITIOBaYEM MYKOBICIIUTO3HOTO
TpaHCMeMOpPaHHOT0 PeryssaTopa IPOBiMHOCTI, MigABUIIYE eKCIO3uUllilo iBakadTOopy B 3
pasu, a rinpokcumeTuniBakapTopy (M1) - y 1,9 pa3za. [Ins nailieHTiB, IKi OQHOYACHO
3aCTOCOBYIOTH IMOMipHi iHri6iTopu CYP3A, Taki ik GIyKOHA30JI i epUTPOMIIINH,
PEKOMEHYETHCS 3HUKEHHS M03u iBakadTopy go 150 mr 1 pa3s Ha mo0Oy.

Oco00/1UBOCTi 3aCTOCYBaHHSA

IIepmamogimis. BiamoBigHO 00 pe3ynabTaTiB OOCHIAXKEHHSI QIYKOHA30JIy OIS
JIIKyBaHHS mepMaTo@diTil y miTel, pIyKoOHA3051 He IIepeBUlllye rpu3eodyIbBiH 3a
e(eKTHUBHICTIO i 3arajlbHUU NOKa3HUK €(PEeKTUBHOCTLI cTaHOBUTH MeHIe 20 %. Tomy
®dnykoHa301 He CJIiff 3aCTOCOBYBAaTH OJIS JTiKyBaHHS AepMaToQiTil.

Kpunmoxkoko3s. [1oka3iB epeKTUBHOCTI (hIIyKOHA30Iy AJI IiKyBaHHS KPUIITOKOKO3Y
IHIIKWX JIOKaJi3anii (Hanpukiiapn JIerTeHeBOr0 KPUIITOKOKO3Yy Ta KPUIITOKOKO3Y LIKIpH)
HEeJOoCTaTHHO, TOMY PEKOMEHMAllil 100 OO30BOT0 PEeXUMY [JIs JIIKYBaHHS TaKUX
3aXBOPIOBaHb HEMaAE.



I'nuboki eHdemiyHi miko3u. [1oka3iB e(eKTUBHOCTI (hIyKOHA30J1y OIS JIIKyBaHHS
iHIIUX (OPM eHAeMiYHUX MiKO3iB, TaKUX SK ITapaKOKIIMOiOIAOMIKO03, TiCTOII/Ia3MO03 Ta
IIKipHO-TiM(paTUYHHUN CIIOPOTPUX03, HEOOCTAaTHLRO, TOMY PEKOMeEHOallil 100
OO30BOT0 PEeXKUMY AJIS TiKyBaHHS TaKUX 3aXBOPIOBaHb HEMaAE.

Hupkoea cucmema. T1amtieHTaM i3 mopymeHHSM QyHKITi HUPOK IIpemapaT CIIif
3aCTOCOBYBaTHU 3 00epexkHicTio (DuB. po3in «Crroci® 3aCcTOCyBaHHS Ta JO3U»).

Hedocmammuicmb HaOHUpKo8ux 3a.a103. KeTOKOHAa3071, SIK BifOMO, CIPUYUHSE
HEeOOCTaTHICTh HAAHUPKOBUX 3aJ103, 1 IIe TaK0OXK MOXKe CTOCyBaTUCS (PIIyKOHaA30IIy,
X04a CIIoCTepiraeTrbcsd pigko. HemocTtaTHICTE HAAHMPKOBUX 3aJ103, IIOB’d3aHa 3
OJHOYACHUM JIIKyBaHHSIM IIPENHI30HOM, OIlMcaHa B po3auIi «B3aemonia 3 iHIIUMU
JIiKapCchbKUMU 3aco0aMu Ta iHII BUAU B3aemopil. Biius ¢gprykoHa30i1y Ha iHIIi
JIiIKapChKi 3aco0u».

I'enamobinaiapHa cucmema. [anieHTaM i3 mopyumeHHAM QyHKIIN ITeYiHKY IIpernapaT
CJIii 3aCTOCOBYBATH 3 00epekHiCTI0. 3aCTOCyBaHHA (hIIYKOHA30JTy aCoIlitfoBaiocs 3
BUHUKHEHHSM PigKiCHUX BUNAJKiB PO3BUTKY TSIKKOI relaTOTOKCUYHOCTi, BKII04Yal04u
JleTaJIbHI BUIQZIKYU, TOJIOBHUM YMHOM Y IALIIEHTIB 13 TAXKKMMU OCHOBHUMHU
3aXBOPIOBAaHHSIMU. Y BUIIaAKaX, KON PO3BUTOK I'elIaTOTOKCUYHOCTI acoIlifoBaBCs i3
3acToCyBaHHSIM (psIyKOHA3051y, He OyJ10 Bim3HaueHo ii SBHOI 3aJIe2KHOCTI Bifl 3arajbHOI
no00BOl 03U ITpemaparTy, TPUBAJIOCTI Teparril, ctaTi abo Biky mailieHTa. 3a3Bu4an
rermaTOTOKCUYHICTh, CIpUYMHEeHa (PpIyKoHa30J10M, 000POTHA, a il MPOosSIBU 3HUKAIOTh
MicyIst MPUIIMHEHHS Teparil.

3a nauieHTaMu, y IKUX IIPU 3aCTOCyBaHHI (QIIYKOHA30JIy CIOCTEPIraroThCs BiIXUJIEHHS
pe3ysnbTaTiB QYHKIIIOHAIBHUX P00 IEeYiHKY, CMIil BCTAHOBUTHU PETEJIbHUMN HarIsa
IIIOJI0 PO3BUTKY OiJIbII TSKKOTO YpaXkKeHHS MeYiHKU.

[TamienTiB cmig mpoiHgoOpMyBaTH IPO CUMIITOMH, IO MOXKYTh CBIOUUTHU PO CEPHUO3HUU
BILIMB Ha IeYiHKY (BUpaXkeHa aCTeHisl, aHOPEKCis, IToCcTiiHa HymoTa, O/1I0BaHHS Ta
KOBTSHUIISA). Y TAKOMY BUIIaAKYy 3aCTOCYBaHHS (PJIyKOHA30JIy CJIig HerauHO
IIPUIIMHUTHU Ta IPOKOHCYJIbTYBaTUCH 3 JIIKapeM.

Cepueso-cy0uHHa cucmema. J1esaKi a30jii, Yy TOMY YHCIi i GIIyKOHa30J1, aCOIil0I0ThCSI
13 mogmoBxkKeHHAM iHTepBany QT Ha enekTpokappgiorpaMmi. ®1yKOHa30JI IIOJOBXKYE
iHTepBasn QT IUIAXOM NPUTHIYEHHS BUIIPAMIISIOYOr0 KajlleBOro KaHaly (Ikr)'
[TomoBxkeHHs iHTepBany QT BHacCHTigoK mil iHIIUX JIiIKapChbKUX 3aCc00iB (HampukiIazn
amMiomapoHy) MOXKe IMOCHUII0BATUCS LIJITXOM HNpUTrHideHHs ¢pepmeHTy CYP3A4
uuToxpoMmy P450. TToBimoMisiiu Ipo OyzKe PiOKiCHI BUMIagKU IIOOOBXKEHHS IHTepBaly
QT Ta mapokcu3MaabHOl HIJIYHOYKOBOI TaxXiKapfil TUNY «IIipyeT» IPU 3aCTOCYBaHHI
npenapaty ®nykoHa3o0s1. Taki MOBiJOMJIEHHSA CTOCYBaJIMCS IALlIEHTIB i3 TAXKKUMU
3aXBOPIOBAaHHSAMU IIPU NOEOHAHHI OaraThox (pakKTOpiB PU3UKY, TAKUMU K CTPYKTYPHI



3aXBOPIOBAHHSI CePIis, IMOPYIIEHHS eJIeKTPOJIITHOTO OOMiHY Ta OJHOYACHEe
3aCTOCYBaHHS iHIKX JTiKapChKUX 3aco0iB, 1110 BI/IUBaOTh Ha iHTepBan QT. ITalienTu 3
rimokasiieMi€ro Ta IPOrpeCcyrYdo0i0 CEPLEBOI0 HEJOCTATHICTIO MalOTh HiABUILIEHUU
PHU3UK BUHUKHEHHS 3arpO3J/IMBUX OJIS XKUTTS HIJIYyHOYKOBUX apUTMIiU Ta
IMapoKCHU3MaJIbHOI IIJTYHOYKOBO1 TaxXikKapAil TUIY «IipyeT».

®1yKOHA3071 CIifg 3 06epeKHICTIO 3aCTOCOBYBATH IalliEHTaM i3 pU3UKOM PO3BUTKY
aputMmiti. OmHOYacHe 3aCTOCyBaHHS pa30M i3 niKapChbKUMM 3acobaMu, 110
MTPOJIOHTYIOTH iHTepBan QTc Ta MeTabomi3y0ThCs 3a gormoMoroio pepmenty CYP3A4
nuToxpoMmy P450, npoTtunoka3aHe (OuB. po3min «IIpoTunoka3daHHsa» Ta «B3aeMmomis 3
IHIIMMY JTiKapChbKUMH 3aco0aMu Ta iHIIi BUOW B3aEMOI»).

I'anogpanmpuH. T'anodauTpuH € cyoctpaTtoM pepmeHTy CYP3A4 i mponoHTy€E iHTEpBan
QTc nmpu 3acTOoCyBaHHI y pEeKOMEHOOBAHUX TePANEeBTUYHUX Ho3ax. OgHOYacHe
3aCTOCyBaHHA rajo¢gaHTPUHY Ta (GIYKOHA30/Iy HE PEKOMEHAYEThCS (OMB. PO3Ain
«B3aeMopmist 3 iHmIMMU TiKapChbKUMHI 3aco0aMu Ta iHIII BUOW B3AaEMOMI»).

IIepmamonoziuHi peakuii. ITig 94ac 3acTocyBaHHS (hIIyKOHA30Jy PiAKO ITOBiIOMIISAIIN
IIPO PO3BUTOK TaKUX eKC(GoIiaTUBHUX IMKIPHUX peakIlii Sk cuagpom CTiBeHca -
II>KOHCOHA Ta TOKCUYHUU emigepMabHUM HeKpoii3. [TamienTn, xBopi Ha CHIM, 6inbI
CXUJIbHI 10 PO3BUTKY TSAXKKMUX HIKiPpHUX peaklliii Mpu 3aCTOCYyBaHHI 6araThox
JIiKapchbKuX 3aco0iB. AKIIO y nallieHTa i3 moBepxXHeBO IPUOKOBOI0 iHPEKITiEI0
3'SIBISIOTHCS BUCHUIIH, 10 MOXKHA MIOB’SI3aTH i3 3aCTOCYBaHHAM (PIIyKOHA30I1y,
ropasiblile 3aCTOCYBaHHSA IIpenapary CHIif IPUIUHUTHU. fAKINOo y naliesTa 3
iHBa3MBHOIO/CHUCTEMHOIO T'PUOKOBOIO iH(EKIIIEIO 3 IBISI0OTHCSA BUCUIIX Ha MIKipi, 3a
MOro CTAaHOM MOTPiOHO YBaXXHO CIIOCTEPIiraTH, a Y BUMAAKY PO3BUTKY OyIhO3HUX
BHUCHIIIB a00 MyTbTH(HOPMHOI epUTEMHU 3aCTOCYBAaHHS (PJIYKOHA3OJY CIIiI IIPUTTUHUTH.

I'inepuymaugicmb. Y pigKiCHUX BUIIagKaX IIOBIOOMIISAINA IIPO PO3BUTOK
aHa(piIaKTUYHUX peakiii (OuB. po3mOin «IITpoTUIIOKa3aHHSI»).

Llumoxpom P450. ®nykoHa301 € moMipHuM iHribiTopom dpepmenTiB CYP2C9 Ta
CYP3A4. Takox ¢prykoHa3o0i € iHribiTopoMm dpepmernty CYP2C19. Cnig ciocTepiratu
3a CTaHOM MAlli€HTIB, IKi OMHOYACHO 3aCTOCOBYIOTh OIyKOHA30JI Ta IIpenapaTu 3
BY3bKUM TePANeBTUYHUM BiKHOM, 1110 MeTaboi3yioThcs 3 ydacTio CYP2C9, CYP2C19
Ta CYP3A4 (guB. po3min «B3aeMopisi 3 iHIIMMHU JTiKaPCHKUMHU 3aco0aMu Ta iHIIN BUOH
B3AEMOOIN»).

TeppeHaduH. Ciif yBazKHO CIIOCTEpIraTé 3a CTAHOM IIalliEHTa IIPU OOHOYaCHOMY
3acToCyBaHHi TepdeHanuHy Ta ¢paykoHa3ony y go3i menie 400 Mr Ha goOy (OuB.
po3min «IIpoTurokalaHHsa» Ta «B3aemofis 3 iHIMUME JTiKapChbKUMHU 3aco0aMu Ta iHII
BUOU B3AEMOIIN»).



LonomioicHi peuoguHu. Ilpenapat mictuthk 0,9 % po3uuH HaTpio xopuny. Koxui 200
Mr (prakoH o 100 M) MicTaTs 1o 15 mMornb ioHIB HaTpito (0,145 MMonb HaTpio B 1
MJI) Ta XJIOPY, IIIO CjIif OpaTu [0 yBaru IIpU IIpU3HAYEeHH] MallieHTaM, SKUM HeoOXimTHO
00MEZKHTH BXKUBAHHS HATPilO Ta PiouHU.

3maTHiCTh BIUIMBATH HA IIBHIKICTH peakilili mMpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

HocrigxkeHb BIUIUBY npernapaTty OIyKoHa30J1 Ha 30aTHICTh KepyBaTu
aBTOTpaHCIOPTOM alo IMpallfoBaTH 3 iHIIMMHU MexaHi3MaMu He ITPOBOOUJIN.

[TamieHTiB cnig nmpoiHGOopMyBaTH PO MOXKJIMBICTH PO3BUTKY 3allaMOPOYEeHHS abo
cynoM (muB. po3min «I1o6iyHi peakiiii») mig Yac 3aCTOCOBYBaHHS IIperapary
®nykoHazosn. IIpu po3BUTKY TAKMX CUMITOMIB HE PEKOMEHOYETHCS KepyBaTH
ABTOTPAHCIIOPTOM abo ITpalfoBaTH 3 iHIIMMU MeXaHi3MaMHu.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 romyBaHHS IPyaaio

BaeimHicmb.

3a maHuMu 00CepBaliHOTO HOCIIAXKEeHH S, iICHY€ IMiABUIIIEHUN PU3UK CIIOHTAHHOTO
abopTy y XKiHOK, SKi oTpuMyBaau (GIyKoOHA30JI I ImepIiroro TpuMecTpPy BariTHOCTI.
[ToBimoMIIsiyiv TIPO YMCJIEHHI BPOOZKEHi ITaTOIOTil y HOBOHAPOAXKEeHUX (BK/IIOYal04U
Opaximedariro, muciasito ByIITHOI paKOBUHU, HaOMipHe 30ibIlIeHHS ITepeqHbOT0
TiM’'siYKa, BUKPUBJIEHHS CTErHa, MJI€eYOIPOMEHEBUU CUHOCTO3), MaTepPi IKUX
mpuiManu BUCOKi mo3u ¢piykoHas3omny (400-800 mr/moby) nmpoTsiroM npuHarMHi 3 abo
Oinble MicALiB AJid JTIKyBaHHSA KOKIUAi01mo3y. 3B’ 130K MiXK 3aCTOCYBaHHSAM
(p1yKoHa3011y Ta H¥MMHU BUNIaJKaMU HEe BU3SHAYEHUM.

IHocmiaXKeHHsT Ha TBAaPHUHAX IIPOOEMOHCTPYBaAIN PEIIPDOOYKTUBHY TOKCUYHICTB.

He crig 3acTocoByBaTu 3BMYaliHi 403U (PJIyKOHA30/Iy Ta KOPOTKOTPHUBAJi KypCH
JIiKyBaHHS (PJIYKOHA30JI0M y IIepiof BariTHOCTI, 3a BUHATKOM KpalHbOl HEOOXimMHOCTI.

He crig 3acTocoByBaTu BHCOKi 003U (JIyKOHA30/Iy Ta/ab0 TpUBaJli KypCH JIiKyBaHHS
(bryKOoHa30710M y mmepion BariTHOCTI, 3a BUHATKOM JIiKyBaHHSA iH(QEKIIiH, 1110
3arpoxKyioTh XKUTTIO.

I'odyesaHHs 2py001o.

®TyKOHA30JI MPOHUKAE Y TPYIHE MOJIOKO Ta MOCSTAa€ KOHIEeHTpallil momioHoi Jo piBHS
y 11a3Mi KpoBi (guB. po3nin «®apMaKoKiHeTUKa»). ['oqyBaHHS IPyAOI0 MOXKHA
IPOAOBXKYBATH ITiCJISI Pa30BOT0 3aCTOCYBaHHS 3BUYaAUHOL 03U (PJIIyKOHA30J1y, 110
CTaHOBUTH 150 mr.



T'ogyBaTu rpyanio He PEKOMEHIYEThCSA IPU 6araTopasoBOMY 3aCTOCYBaHHI
bnykonazony abo mpu 3acTOCyBaHHI BUCOKUX 003 GiyKoHa30my. Cilig omiHuTH
KOPUCTD TOIyBaHHS I'PYOOI0 OJIS PO3BUTKY Ta 3MOPOB’ST MUTUHU, @ TAKOXK KITIHIUHY
notpeby mMaTepi y nmpemnapati ®nykoHa30i i Oyab-sKi MOTeHIIiMHI 1T00iuHi epekTH
mmpenapaTy abo OCHOBHOT'O 3aXBOPIOBAHHS MAaTePi OIS AUTUHU, SIKa OTPUMYE I'PyOHE
BUTOJIOBYBaHHSI.

depmuabHicMb.

®dnyKoHa30/I He BIJIMBAB Ha PepPTUIILHICTH CaMIIiB Ta CaMOK IIypiB.
Cmocid 3acTocyBaHHs Ta I03H

Ilo3a ¢prykoHa30/1y 3aeXUTh Bif BUAY i TAXKKOCTI rpuOKoBOI iH(peKITii.

[Tpu HeoOxigmHOCTI 6araTopa3oBOT0 3aCTOCYBaHHS IIpenapaTy JiKyBaHHS iHGEKIIiN ciin
ITPOOOBXKYBATHU OO0 3HUKHEHHS KIIHIYHUX Ta 1ab0paTOPHUX MPOSIBiB aKTUBHOCTI
rpubKoBoi iHdeKIrii. HemocTaTHS TpUBaliCTh JTiKyBaHHS MOXKe ITPU3BECTHU OO0
BiTHOBJIEHHSI aKTUBHOI'O iHQEKIIIMHOT O IIPOIIEeCy.

®1yKOHA30J1 CJIif 3aCTOCOBYBaTH, 3aJIeKHO Bif JTIiKapChKol (OpMU, ITepOoOpaIbHO
(karicynu) abo BHYTPIITHROBEHHO IIIAX0M iH(}Y3il (po3uuH s iHdy3iit). Crocid
3aCTOCYBaHHS{ IIpenapary 3ajJIeKUTh Bif KJIIHIYHOTO CTaHy nallieHTa. Hemae
HeoOximHOCTi y 3MiHi 1060B01 103U (PJIYKOHA30/Iy P 3MiHi IIJIAXY MOT0 3aCTOCYyBaHHSA
3 IIepOpPaybHOIO Ha BHYTPIIITHBOBEHHUU Ta HaBIIaKU.

Po3uuH amnd iHdy3ii caig BBOOUTH 3i IIBUAKICTIO, 110 He nepeBuilye 10 Mi/xB.
CymicHicmb npenapamy.

®JIYKOHA30JI CYMICHMH 3 TAKKMMU PO3YNMHAMHU SK:

e 5 % Ta 20 % PO34YUH I'TIOKO3Y;

po3uuH PiHrepa;

po34uH XapTMaHa;

PO34YMH KaJIilo XJIOPUOy y IrJII0KO03i;

4,2 % ta 5 % po3unH HaTpito OikapOoHATY;

3,5 % po34YrH aMiHO3UHY;

0,9 % pPoO34YuH HaATPiIO XJIIOPUAY;

miamadnekc (6,36 % po34uH AJI iHTpalepUTOHEeaIbHOr 0 Aiai3y).

®rnyKoHa30/I MO2KHa BBOOUTHU B iHPY3iMHY CUCTEMY Pa30M 3 OOHUM i3 3a3Ha4YeHUX
BHUIIle PO3YUHIB. X04Ya BUNAAKU HecnelrudidyHOl HECYMiICHOCTI ITpemnaparTy 3 iHIIuMHU
3acobaMu He OmHcCaHi, He peKOMEHOYEThCS 3MimyBaTu OIyKOHA30J1 3 iHIIIUMU



npenapaTaMu nepeq iHpy3i€ro.

Po3uuH 051 BHYTPIIIHEOBEHHUX iHQY3iM IpU3HAYEHUN JIUIIIE OJIsT Pa30BOT0
3aCcToCyBaHHA. Po3BeeHHs CIIif 30iUCHIOBATU B aCENTUYHUX YMOBax. Po3uun
HeOoOXigHO mepeBipUTH Ha HasIBHICTh CTOPOHHIX YaCTMHOK Ta 3MiHYy 3a0apBlIeHHS.
Po3uuH ciig BUKOPUCTOBYBATH JIMIIE TOMi, KOJIX BiH IIPO30PUY Ta HE MICTUTh
CTOPOHHIX YaCTUHOK. HeBUKOpUCTaHi 3aIUIIIKY IIpernapaTy HeoOXigHO 3HUIIIUTH.

Hopocai.

Kpunmokokoas.

JIikyBaHHSI KPUIITOKOKOBOI'O MEHIHTITY: p€KOMEHJOBaHa HaBaHTaxKyBaJibHa J03a
ctaHoBuTh 400 Mr y nepiiui geHsb. IlinTpumyBanbHa go3a - 200-400 mr 1 pa3 Ha
noOy. TpuBasicTh JIIKyBaHHS 3a3BUYall CTAHOBUTD II[OHaANMeHIIIe 6-8 TuxHiB. [Ipu
iHdeKIisx, 1110 3arpoXKYIOTh KUTTIO, OOOBY A03y MOKHa 30inbmuTtu 1o 800 mr.

[TinTpuMyroda Teparlis Oy nolnepenXeHHs pelUuaInBY KPUIITOKOKOBOTO MEHIHTITY y
Mali€HTiB 3 BUCOKMM PU3UKOM MO0 PO3BUTKY: PEKOMEHJOBaHa n03a IIpenapary
ctanoBuTh 200 Mr 1 pa3 Ha go0Oy IIPOTATOM HEOOMEZXKEHOT0 dacy.

Kokuyuodioidos3. PekomeHnoBaHa mo3a ctaHOBUTH 200-400 mr 1 pa3 Ha goOy. TpuBalicTh
JIIKyBaHHS CTaHOBUTH 11-24 Micsali 4yu JOBIIe 3ajie’XKHO Bif CTaHY HaljieHTa. [[n1d
JIiIKyBaHHS messkux hopM iHdeKIlil, a 0coOIUBO OIS JIIKYBaHHS MEHIHTITY MoXke OyTHu
OOLIIJIBHUM 3aCTOCYBaHHS 03U

800 Mr/mo0y.

Inea3usHi KaHOudo3u. HaBaHTaxXyBaJibHa J03a CTaHOBUTH 800 MI y mepIIuil JeHb.
[TinTpuMmyBanbHa mo3a - 400 mr 1 pa3 Ha mo0y. 3a3BUYali peKOMeHJoBaHa TPHUBaJiCTh
JIIKyBaHHSI KaHOUOEMil CTAaHOBUTD 2 THUIKHI ITiCJIsI ITEPIINX HETaTUBHUX Pe3yJIbTaTiB
reMOKYJIbTYPH KPOBi Ta 3HUKHEHHS O3HaK i CHMIITOMiB KaHOUOEMIl.

KaHouodo3 causzosux 060/10HOK.

KaHaupo3 poTOrIOTKY: HaBaHTaXKyBajlbHa A03a cTaHOBUTH 200-400 Mr y mepmuu
oeHb, migTpumyBanbHa go3a - 100-200 mr 1 pa3 Ha mobOy. TpuBamicTh JTiKyBaHHS
cTaHOBUTH 7-21 meHb (OO HOCSATHEHHS peMicil), ajie Mmoxke OyTu 30inbilieHa OJis
MAIiEHTIB i3 TAXKKUM iMyHOOE(DIITUTOM.

Kangupo3 cTpaBOXO4y: HaBaHTaXyBajibHa A03a CTaHOBUTH 200-400 Mr y mepiuuu
oeHb, migTpuMyBanbHa go3a - 100-200 mr 1 pa3 Ha mobOy. TpuBamicTh JTiKyBaHHS
ctaHoBuTh 14-30 mHiB (O OOCSATHEHHS peMicii), aje Moxke OyTu 30inbllieHa OJIst
MaLi€HTIB i3 TAXKKUM iMyHOOE()IIUTOM.



Kaupupypisi: pekoMeHaoBaHa fgo3a ctTaHoBUThE 200-400 mr 1 pa3 Ha moOy mpoTsarom 7-
21 puiB. [1715 DaIi€eHTiB i3 TAXKKUM iMyHOOedIilITUTOM TPUBAJIICTh JIIKyBaHHS MOXKHA
30iTbITUTH.

XpoHiuHUM aTpodiyHNYN KaHOUO03: PEeKOMEeHI0BaHa Jo3a cTaHoBuTh 50 Mr 1 pa3 Ha
moOy npoTtsaroMm 14 pOHiB.

XpoHIYHMYM KaHOUO03 IIKiPHU Ta CIM30BUX 000JIOHOK: peKOMeHJOBaHa [03a CTAHOBUTh
50-100 mr 1 pa3 Ha goOy. TpuBamicTh JTIiKyBaHHS CTAHOBUTH IO 28 OHIB, aje Moxke
OyTu 30i/IbIIIeHa 3a/1e2KHO Bifl TAXKKOCTi Ta BUAY iHdeKIil abo 3HUXKEHHS iIMyHITeTYy.

ITonepedaiceHHs peuudusy KaHOUO03y caAu308ux 06010HOK y nauieHmis 3 BIJI, saki
MAarms 8UCOKUU PU3UK U020 PO3BUMKY.

KaHaumos poTorioTKH, KaHAUO03 CTPABOXOOY: peKoMeHAoBaHa Jo3a cTaHoBUTHL 100-
200 mr 1 pa3 Ha goby a6o 200 Mr 3 pa3u Ha TUXKOEeHb. TPUBAIICTh JIIKYBaHHS €
HeoOMeKeHOI0 [IJIs MalliEHTIB i3 IPUTHIYeHUM iMyHITETOM.

ITpoginakmuka KaHOuO03HUX IH(eKUil y nauieHmia i3 mpusads0t0 HelUMmpPONEHIEHo.
PekomeHnpgoBaHa go3a ctaHoBuUTh 200-400 Mr 1 pa3 Ha moOy. JIiKkyBaHHS CIIif
PO3TMOYMHATH 3a KijlbKa JHIB OO 04iKyBaHOT'O PO3BUTKY HEUTPOIEHil Ta MPOOOBXKYyBaTH
IPOTSATOM 7 OHIB IiCHs MiABUIIEHHS KiTbKOCTI HEUTPO(isTiB moHan 1000/MMm°.

[TalfieHTH TiTHBOTO BiKY.

o3y HeoOximHO minbupaTu 3aie’kHO Big cTaHy QYHKIIN HUPOK (OuB. «IlalienTn 3
HUPKOBOIO HEAOCTATHICTIO» HUXKYE).

IlamieHTH 3 HUPKOBOIO HEOOCTATHICTIO.

®yKOHa30JI BUBOOUTHCS 3 OpPraHi3My IIepeBakKHO 3 Ce4Yel0 Y He3MIHEeHOMY BUTJIAM]L.
[Tpu pa3oBOMY 3aCTOCYBaHHiI KOPUT'YBaTH 03y (MIyKOHA30J1y He oTpiOHO. TamienTam
(BKJIIOYalo4u OiTei) i3 mopyiieHHAM GYHKIIIM HUPOK ITPU HEOOXimHOCTI
OaraTopal30BOro 3aCTOCYBaHHS IIpelnapaTy y NeplIui JeHb JTiKyBaHHS CIIif
3aCTOCOBYyBaTHu I04aTKOBY no3y 50-400 Mr 3aseXHO Bif rmoka3aHHs. [liciasa nporo
mo6oBy 03y (3a/Ie2KHO Bifl MOKa3aHHs) CJIi po3paxoByBaTH BiAIOBIAHO MO
HUXKXYeHaBeneHol TaOmuili:

KnaipeHc kpeamuHiny (m/xe) Bidcomok ei0 pekomeHdoeaHoi 003u

> 50 100 %




=< 50 (6e3 remopmianizy) 50 %

I'emomiainis 100 % micns KOXKHOTO reMofiani3ly

[TamienTH, siKi mepebyBalOTh Ha reMomianisi, moBuHHi orpumyBaTu 100 %
PEKOMEHO0BaHOl 03U MiC/Ig KOXKHOI'0 reMofianily. Y oeHb, KOIu fiasi3 He
IIPOBOOUTHLCA, ITALIIEHT IIOBUHEH OTPUMYBaATU NO3Y, BITKOPUTOBAHY 3aJI€XKHO Bif
KJIIpEHCY KpeaTUuHIiHY.

ITamieHTH 3 DOpyHIEeHHSIM QYHKIIN NeYiHKH.

®yKOoHaA30I1 CJIil 3aCTOCOBYBaTH 3 00EPEXKHICTIO IalliEHTaM i3 IMOPYyIIeHHAMHA
(byHKIiM TeYiHKY, OCKIIbKY iH(pOpPMaIlil OO0 3aCTOCYBaHHSA (PIIyKOHA30Iy Lii
KaTeropil maifieHTiB HefoCTaTHLO (AUB po3Ain «OcoOIUBOCTI 3aCTOCYyBaHHSA» Ta
«ITobiuHi peakirii»).

iTH.
He crmig mepeBuillyBaTu MakCuMalibHy 0000BY mo3y 400 mr.

Ak i npu aHaMOTiYHUX iHPEKIiIX ¥ JOPOCIINX, TPUBAJIICTD TiKyBaHHS 3aJIeKUTh Bifl
KJIiHiYHOI Ta MiKosoriuHoi BigmoBiai. ®1ykKoHa3071 3acTocoByBaTH 1 pa3 Ha mooy.

I[lo3yBaHHS ITpernapaTy OJis OiTel i3 mopyIlleHHsaSM QYHKII HUPOK HaBeOeHO Y PO3aiti
«ITalieHT 3 HUPKOBOIO HEOOCTaTHICTIO».

dapMakoOKiHETUKY (PJIyKOHA30J1y He OOCIiAXKyBalIu Y OiTeHu i3 HUPKOBOIO
He[oCTaTHICTIO (OUB. HUXKYe iHpopMallio moa0 3aCTOCYBaHHS HOBOHAPOOXKEHUM, Y
SIKMX 4aCTO CIIOCTEPIraeThCs IepBUHHA HE3PIJIiICTh HUPOK).

Iimu sikom 8i0 12 pokis.

3aekHo Biml Macu Tiya Ta my0epTaTHOTO PO3BUTKY JIiKapIo CIIif OIIIHUTH, SKa J03a
npenaparty (s DOPOCINX Y OIS OiTel) € ONTUMAaJbHOIO AJid nanieHTa. KniniuHi gaHi
CBimYaTh IIPO Te, IO Y AiTeH KIIipeHC (pJIyKOHa30JIy € BUILIUM IIOPIBHAHO 3 HOPOCINMHU.
3actocyBanHsa go3 100, 200 ta 400 Mr gopocnauM Ta m03 3, 6 Ta 12 MI/KT OiTaAM
MIPU3BOAUTH 0 HOCSATHEHHS CIIiBCTAaBHOI CUCTEMHOI €KCITO3HIIil.

Iimu sikom 8i0 28 0Hie 0o 11 pokis.



KaHgumo3u ciu30BUX 000JIOHOK: ITOYAaTKOBA 103a CTAHOBUTH 6 MI/KT/mo0y,
ImigTpuMyBajibHa Ao03a - 3 Mr/Kr 1 pa3 Ha go0y. [TouaTKoBYy mo3y MOXKHA
3aCTOCOBYBATHU B MEPINM JeHb 3 METOI0 OiJIbIIl IIBUAKOTO MOCATHEHHS PiBHOBAXKHOI1
KOHIIeHTpallil.

[HBa3MBHI KaHOUOO3U, KPUIITOKOKOBUY MEHIHTIT: 03a IIperapaTy CTAaHOBUTH 6-12
Mr/Kr 1 pa3 Ha moOy 3ajIe2KHO Bifl CTyHeHs TSKKOCTi 3aXBOPIOBAHHSI.

[linTpuMyBasbHa Tepamnis OJid IoepenKeHHs PeluguBy KPUIITOKOKOBOI'O MEHIHTITY Yy
OiTeu i3 BUCOKMM PU3UKOM MOr0 PO3BUTKY: A03a IIpelapaTy CTaHOBUTH 6 MI/Kr 1 pa3
Ha noOy 3ajie’KHO Bifl CTyIIeHs TSIKKOCTi 3aXBOPIOBaHHS.

[TpodimakTKa KaHOUOO3iB y HNAlli€HTIB 3 iMyHOOediuTOM: J03a IIpenapaTry
cTtaHoOBUTH 3-12 Mr/kr 1 pa3 Ha 000y 3a7eXHO Bifl BUPaKeHOCTi Ta TPUBaJIOCTi
iHIyKOBaHOI HEUTPOMEHil (OUB. HO3U OJISI HOPOCINX).

Iimu 8ikom 8i0 HapoOxceHHA 00 27 OHis.

Y HOBOHapoOaXKeHUX (PIyKOHaA30JI BUBOOUTHCS 3 OpraHi3aMy moBibHO. [laHi 3
bapMakokiHeTUKM, Ha IKUX 0a3YIOThCS [MO3U OJIS JOHOIIEHUX HOBOHAPOIXKEHUX,
3a3Ha4dyeHi HUXK4Ye, HaBeJeHOo B po3aini «®apMaKOKIHETAUKA».

[HoHoIIeHI HOBOHapoaxKeHi BikoM Big O o 14 mHiB: go3u, aHAIOTiYHiI 3a3HaYeHUM
BHUllle 71 OitTeu BikoM Bif 28 gHiB 0o 11 pokis, ciifg 3aCTOCOBYBaTU KOXKHI 72 TOOUHHA.
He cnip mepeBuinlyBaTu MaKCUMaJIbHY 403y, 1110 CTAHOBUTH 12 MI/KT KOXKHI 72 TOOUHHU.

IIoHOIIIeHI HOBOHAPOOXKeHi BiKOM Bifg 15 go 27 gHIB: 403U, aHAJIOTIYHI 3a3HaYeHUM
BHUIIe A1 AiTen BikoM Bif 28 gHiB go 11 pokiB, ciiig 3aCTOCOByBaTH KOXKHIi 48 roguH.
He cnig nepeBuilyBaT MakKCHMaJIbHY J03Y, 110 CTAHOBUTH 12 MI'/KT KOXKHi 48 roguH.

itk

[IpemapaT 3aCTOCOBYBATH OiTSM BiJl HApOOXKeHHS, OUB. po3ain «Criocié 3acToCcyBaHHSI
Ta JO3U».

Ilepeno3yBaHHA

OTpuMaHO MOBIZOMJIEHHS IPO Nepefo3yBaHHs (PIIyKOHa30JI0M; OOHOYACHO
MOBIOOMIISIJIM PO TalOIUHAIIl Ta ITapaHOlgalbHy IOBEOiHKY.

[Tpu mepeno3yBaHHi HEOOXiAHO MIPOBECTHU CUMIITOMATUYHY MiATPUMYBaJIbHY Tepalliio
Ta y pa3i HeoOXimHOCTi IPOMUTH HIJTYHOK.



®nyKOoHa30/I 3HAaYHOIO MipOI0 eKCKPETYETHCA 3 cedelo; GOpPCOBaHUM Aiype3 MOoxKe
IIPUCKOPUTH BUBEOEHHS IIpenapary. CeaHC reMopiaiidy TPpUBaJiCTIO 3 TOOUHU 3HUXKYE
piBeHb QIIYKOHA30J1y y mna3Mi KpoBi mpubnausxHo Ha 50 %.

IToOiuni peakmii

HattuacrTime (> 1/10) noBigomIsiiiu IIpo Taki mobiuHi peakirii: rooBHuM 6innb, 6ib y
YyepeBHil IMMOPOXKHUHI, miapes, HyooTa, OJII0BaHHS, BUCUIIAHHS, ITiIBUIIIEHHS PiBHS
anaHiHaMmiHOTpaHCcepa3u (AJIT), migBumIeHHS PiBHA acllapTaTaMiHOTpaHcdepas3u
(ACT), migBuiieHHs piBHS My>KHO1I PpocdaTa3y KpPoBi, BUCUTIaHHS.

[I715 OLiIHKY YaCTOTH BUHMKHEHHS ITOOIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy
Knacudikaiiito: gyzxe dacTto (= 1/10), wacto (= 1/100i < 1/10), HewacTo (= 1/10001i <
1/100), pigko (= 1/10000 i < 1/1000), oyxe pigko (< 1/10000), vacToTa
HeBimoMa (HeMOZKJIMBO OIIHUTH Ha HifCTaBi HAIBHUX OAHUX).

3 60Ky cucmemu Kposi ma aAimgpamuuHoi cucmemu.

Heuacto: anemis.

Pigko: arpaHy/nouuTO3, TEUKOIIEHisI, TPOMOOIIUTOIIEHisT, HEUTPOIIEHis.
3 60Ky iMmyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaiuHi ma animeHmapHi po3aaou.

HeugacTo: 3HUKEHHS alleTUTy.

Pigko: rinepxonectepuHeMis, TinepTpuriilepugeMis, rirnokKaaieMis.
IlcuxiuHi nopyweHHA.

HeuacTo: 6€3COHHS, COHJIUBICTb.

3 60Ky Hepsosoi cucmemu.

YacTo: TosIoBHUM Oiflb.

HeuacTo: cymoMmu, mapecTesil, 3arraMoOpoYeHHsI, ITIOPYIIIeHHS CMaKy.
Pigko: Tpemop.

3 60Ky opeaaHie cayxy ma eecmubyaspHO20 anapamy.

HeuacTo: BepTuro.



3 60Ky cepusi.

Pigko: mapokcu3MaibHa LIJIyHOYKOBA TaxiKapisd TUILy «IipyeT», IOOOBXKEHHSI
inTepBany QT (muB. po3min «OcobIMBOCTI 3aCTOCYyBaHHS»).

3 60Ky WAYHKOBO-KUWKOB020 MpaAaxKmy.

YacTo: 6inb y YepeBHil NOPOXKHUHI, HyOTa, Aiapesi, OJII0BaHHS.
HeuacTo: 3amop, OuUCIIencisa, MeTeopu3M, CyXiCTh y POTi.
I'enamobiaiapHi po3aadu.

YacTo: migBuIlleHHS PiBHA anaHiHaMiHOTpaHCcdepas3u (AJIT), migBumieHHS PiBHSA
acriaptaTaminoTpaHcdepasu (ACT), migBuilleHHs PiBHSA JIy>KHOI pocdaTa3u (OuB.
po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

HeuacTo: x0necTas, 2KOBTSHHUIIA, MiABUILEHHSA PiBHA OiTipyOiHy (OUB. po3min
«OCcOoOIUBOCTi 3aCTOCYBAHHSI»).

Pigko: me4yiHKOBa HEOOCTATHICTD, renaTOLEIIISAPHUN HEKPO3, TellaTUuTH,
reraTolleNoJIIpHe ypaxKeHHs (OuB. po3[inn «OcobMBOCTi 3aCTOCYBaHHS»).

3 60Ky wkipu ma niowkKipHOi MKAHUHU.
YacTto: BucunanHs (OuB. po3ain «OcobIMBOCTI 3aCTOCYyBaHHSI»).

HeuyacTo: MeguKaMeHTO3HUM OepMaTHUT (BK/IO4Yaoun (pikCoBaHNUN MeIUKaMeHTO3HUU
OepMaTHUT), KPOIIUB THKA, CBePOixK, ITimBUIIleHe TOTOBUIIIeHHS (IUB. PO3MIis
«OCcoOIUBOCTi 3aCTOCYBAHHST»).

Pigko: TOKCMYHUY elifepMabHUU HEKPOJIi3, cuHapoM CTiBeHca - [[2KOHCOHa, TOCTpUu
reHepasi3oBaHUMN €K3aHTEMAaTO3HUU IIyCTYIb03, eKCPOoTiaTUBHUMN OEepMaTuT,
AHTiIOHEBPOTUYHUMN HAOPSK, HAOPSAK o0nuyuus, anonenis (oquB. po3min «Ocobm1uBoCTi
3aCTOCYBaHHS»).

HeBimoMo: MequKaMeHTO3Ha peaklisi 3 €03MHO(DIITIE€0 i CHCTEMHUMU IPOsiBaMU
(DRESS).

3 60Ky OnopHO-pyXx08020 anapamy ma cnoaAy4Hoi MKaHuHuU.
Heuacrto: mianrig.
3aezanvHi po3aadu ma peakuii' y micui 66e0eHHA.

HeuacTo: migBumieHa BTOMJIIOBaHICTh, He3OyXKaHH/, aCTeHis, rapd4Ka.



Iimu. YacToTa Ta xapakTep IMOOiYHUX peakiliil i BigxuneHb Bif HOpMU pPe3yIbTaTiB
sTabopaTOpPHUX aHali3iB y XOIi KIiHIYHUX JOCIiAXKeHb 3 YYaCTIO [IiTel CIIiBCTaBHi 3
TAaKUMU Yy OOPOCIIUX.

3eimyeaHHs1 Nnpo ni003pro8aHi nobiuHi peakuii.

3BiTyBaHHS IIPO ITigo3pioBaHi MOOIUHI peakilil micyia peecTpailiil JIikapCbKOTo 3aco0y
Ma€ BaxKJIUBe 3Ha4YeHHs. Lle mae 3Mory MpoBoauTU Oe3MepepBHUN MOHITOPUHT
CIIiBBIIHOIIIEHHS MiXX KOPUCTIO 1 pU3MKaMU, II0B’I3aHUMU 13 3aCTOCYBaHHAM IIbOT0
JIIKapChKOT0 3aco0y. MeguyHUX ITPaIliBHUKIB ITPOCSATH 3BiTyBaTU PO OyOb-sIKi
ITigmo3ploBaHi Mo0OiYHiI peakiiil BiAIIOBIAHO MO BUMOT MiCIleBOTO 3aKOHOaBCTBaA.

TepMmin npuagaTHOCTI
2 POKH.
VYMoBH 30epiranus

30epiraTty B HeOOCTYMHOMY [AJi OiTed Micii. 30epiratu nmpu TeMIiiepaTypi He Buile 25
OC. 36epiratu B OpuriHaabHINA YIaKOBII.

YnakoBka

ITo 100 M y nigikax.
KaTteropis Bignycky
3a penemnTomMm.
BupoOHUK

TOB «HOpisg-®apm».

Micie3Haxo/dKeHHsI BHUPOOHHKA Ta HOro aJgpeca MicIisi IpoBaJaXKeHHSI
IisIITBHOCTI

Ykpaina, 18030, Yepkacbka 0011., M. Yepkacu, Byn. Ko63apceka, 108.
[Ixepeso iHCTPYyKIil

[HCTpYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTOo mkepesia — [lepKaBHOTO PEECTPY

JIIKapCbKUX 3aCc00iB YKpalHH.



http://www.drlz.com.ua/
http://www.drlz.com.ua/

