Ckian

Oitoua pevuosuHda: GIyKOHA30I;
100 M1 po3uuny MicTaTh 200 Mr GIyKOHaA30IIy;

O0ONOMIJICHI pedyo8UHU: HaTPilo XJIOpu, OUHATPII0 eeTaT, BoOga OJIs iH €KITil.
JIikapcbKa ¢dpopMma

Po3uun gnsa iHpy3iu.

OCHoOBHI (pi3uKo-xiMiuHI 8a1acmueocmi: Ipo3opuii 6e30apPBHUN PO3YHNH.
dapMakoTepaneBTHYHA rpyna

[TpoTurpuOKOBi 3acoOu AJIsT CUCTEMHOI0 3acTocyBaHHS. [ToxigHi Tpuasomny. Kom ATX
JO2A CO1.

dapMaKoauWHaMiKa

MexaHi3M fii. ®TyKOHA30JI € TPOTUTPUOKOBUM 3acoO0M Kilacy TpHUa3oJiiB. [IepBUHHUM

MeXaHi3MOM Moro [ii € mpurHivenHs rpubkoBoro 14-anbda-1aHoCTeEpPOII-
OeMeTUuII0BaHHS, ormocepegkoBaHoro nuroxpomom P450 (CYP), 1110 € HeBig' eMHUM
eTarioM OiocuHTEe3y rpuOKOBOTO eprocrepoiy. AKymynsiis 14-anbda-MeTUNI-CTEPOIIiB
KOPEJIOE 3 MTOJaIbIlIO0 BTPAaTOI eprocTepoily MeMOpaHoo rpUOKOBOl KITITUHU Ta
MO2Ke BiITTOBigaTH 3a NPOTUTPUOKOBY aKTUBHICTH (GIyKoHa3051y. OIIYKOHA30JI € OiIbI
CEIeKTUBHUM [0 IpuOKOBUX (epMeHTiB 1uToxpoMy P450, HiK mo pi3HUX cuCTeM
bepmenTis nutoxpomy P450 ccaBiiiB.

3acTtocyBaHHS (GIyKOHa30/y y mo3i 50 Mr Ha goOy npoTsarom 28 OHiB He BIIJIMBA€E Ha
piBEHBb TECTOCTEPOHY Y IIJIa3Mi KPOBi y YOJIOBIiKiB Ta Ha piBeHb €HJOT€HHUX CTEPOIMiB Y
XKIHOK PenpoayKTUBHOTO BiKy. ®nyKoHa305 y #o3i 200-400 Mr Ha moOy He IIPOSBIISIE
KJTIHiYHO 3HAYyIIOT0 BIIJINBY Ha PiBeHb EHOOTEHHUX CTEPOifiB abo y BifmoBigb Ha
CTUMYJISIIiI0 aAPEeHOKOPTUKOTPONHOTro ropMoHny (AKTT') y 3mopoBux HOOPOBOJIBIIIB
40JIOBiUOl CTaTi.

IocmigkeHHsT B3aEMOil 3 aHTUIIPUHOM IIPOIEMOHCTPYBAJIO, III0 3aCTOCyBaHHs 50 Mr
¢bnykoHazony pasoBo abo 6araTopa3oBO He BIIJIMBA€E Ha MeTabO0IIi3M aHTUITIPUHY.

YyTnusicTh in vitro. ®nykoHa3071 in vitro jeMoHCTPY€E TPOTUTPUOKOBY aKTUBHICTh
cTtocoBHO BupiB Candida, m10 3ycTpidaioTeca HandacrTime (Bkmtogarouu C. albicans, C.
parapsilosis, C. tropicalis). C. glabrata memoHCcTpy€ mMpoKu# Oiana3oH YyTIUBOCTI 0




¢dnykonaszony, Tomi sk C. krusei € ;o HbOT0O PE3UCTEHTHOIO.

Takoxk (IyKoHaA30I1 in vitro ;eMoOHCTPY€E aKTUBHICTE K npotu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TpoTu eHOeMiUYHUX IIIiCHSIBUX rpubiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum Ta
Paracoccidioides brasiliensis.

B3aeMo03B’s130K hapMaKOKiHETHYHMX i hapMaKoguHAMiYHNX BIACTHUBOCTEH.

BigmoBigHO [0 pe3ynbTaTiB OOCIIAXKEeHb Ha TBaprUHaX, iICHy€E KOpesaLisa Mix
MiHiMaIbHOIO iHTiIOYI0Y0I0 KOHIIEHTPAlIli€lo Ta e(peKTUBHICTIO TPOTH
eKCIIepUMeHTaJIbHUX MOjJeJied MiK03iB, cupuduHeHuX BugamMu Candida. BigmoBigHO [0
pe3ysbTaTiB KIIHIYHUX OOCIiOXKEeHb, iCHY€ NiHiliHa 3anexHicTh Mik AUC Ta 003010
¢bnykonazony (mpubnmusHo 1:1). TakoxkK iCHye IpsaMui, ajie HeOOCTaTHIN 3B sI30K MixX
AUC abo go3010 Ta IMO3UTHUBHOIO KIiHIYHOIO BiINOBIAAI0 Ha JIIKyBaHHS OPabHOTO
KaHOMO03y Ta MEHIIIO0 Mipoio - KaHguaeMil. AHAJIOTiYHO JTiKyBaHHSA iH(QEKIIiH,
CIIPUYMHEHUX IITaMaMH, 0 KX (PJIyKOHaA30JI HEMOHCTPYE BUCOKY MiHIMalbHY
iHri0ytouy KOHIIEHTpAllil0, € MEHII 3aJOBilTbHUM.

MexaHi3M pe3ucTeHTHOCTi. MikpoopraHuidamu pony Candida MaloTh YMCIeHHi

MeXaHi3MU PEe3UCTEHTHOCTI 10 a30IbHUX MPOTUTPUOKOBUX 3ac00iB. PJIyKOHA30M1
OEMOHCTPY€E BUCOKY MiHiManbHYy iHTiOyi04y KOHIIEHTpAllilo ITPOTHU IITaMiB rpubiB, 1110
MalOTh OOUH abo Oinbllle MexaHi3MiB Pe3UCTEHTHOCTI, 1110 HEraTUBHO BIIJIMBA€E Ha
e(eKTHUBHICTS in vivo Ta y KJTiHiYHIA OpaKTulli. [IoBigoMIsiay Ipo BUMAAK! PO3BUTKY
cynepindexkiii Candida spp., inmumu, Hizk C. Albicans, Bugamu, 1110 4acTO €
He4YyTIuBUMHU OO0 praykoHazony (Hanpukinan, C. krusei). [y nikyBaHHS TaKUX
BUTIQJIKiB CJIil 3aCTOCOBYBaTHU aJIbTePHATUBHI MPOTUTPUOKOBi 3ac00H.

KOHTPOJIbHI TOUKH (BiOIIOBIOHO 10 PEKOMEHIalliil EBPONerChbKOro KOMITETY 3

OOCJIiI?KEeHb YYTJIMBOCTI 0O aHTUMIKPOOHHX 3ac00iB).

Bazymouuch Ha mocnimkeHHi papMakoKiHeTUUHOI/PpapMakoguHaMiyHol iHpopMaliii,
YyTIUBOCTI in vitro Ta KiiHi4yHOI BigmoBimi, 6ys0 BU3HaY€HO KOHTPOJIbHI TOYKHU OIS
¢bnykoHazony nns MmikpoopraHiaMmiB pony Candida. Bouu 6ynu po3mnofineHi Ha
KOHTPOJIbHI TOYKH, III0 HE IIOB’A3aHi i3 MeBHUM BUAOM, 5IKi OiJIbIII0I0 MipOIO
BH3HaYa/UCsa Ha OCHOBI (hapMaKOKiHETHYHOI/(hapMaKOAMHaAMIUHOl iHpopMaliil i He
3ajexaThb Bif pO3IOIisy Ha ITeBHi BUOM 3a MiHiMalIbHOIO iHTiIOYI0Y0I0 KOHIIEHTPAIII€O0,
Ta Ha KOHTPOJIbHI TOYKH, ITOB’sI3aHi 3 MIeBHUM BUOOM, 1110 Ha4YacCTillle aCOIil0I0ThCSI 3
iHpekOiasMu y mroauHu. Lli KOHTPOJIbHI TOYKY HaBeOeHi HuxX4Ye.



KoHTponbHi
TOYKH, HE
[TpoTturpuOkoBuil | KOHTPOIBHI TOUKH, IOB’sI3aHi 3 meBHUM BUIOOM S </R ||[1IoB’si3aHi 3
3acib > IIeBHUM
BHUIOOMaA S
</R >

Candida Candida ||Candida|Candida Candida
albicans glabrata |krusei |parapsilosistropicalis

®nykoHa30I1 2/4 IE -- 2/4 2/4 2/4

S = yyTtnusuy;
R = pe3ucteHTHUY;

a - KOHTPOJIbHI TOYKH, 110 He OB ’si3aHi 3 IeBHUM BUAOM, SIKi OiJIbIIIOI0 MipOIO
BM3HAYaJIMCS Ha OCHOBI (papMakKOKiHeTMYHOl/papMaKOOUHaMIidHOl iHpopMaliil i He
3ajexarThb Bif pO3IOOisy Ha ITeBHi BUOM 3a MiHiMaIbHOIO iHTiIOYI0Y010 KOHIIEHTPAIIIi€O0.
Ix mocmimxxyBanu nuIle y MiKpooprasiamis, y SKux He icHye cnenudiuHoi KOHTPOJILHOI
TOYKU;

-- DOCIiAXKEeHHS YyTINBOCTI HEe PEKOMEHOOBaHi, OCKIJIbKM OaHUU BUI HE € METOI0
JIIKapChKOI Tepartii;

IE - moka3iB 1100 TOr0, YU € HaHWM BUI METOIO JIIKAPChKOl Tepalil, HegoOCTaTHLO.
®dapMaKOKiHeTHKa

dapMaKOKiHETUYHI BIaCTUBOCTI PIIyKOHA30J1y € NMOAIOHUMHU ITPU BHYTPIITHEOBEHHOMY
1 mepopajsbHOMY 3aCTOCyYBaHHI.

AGcopOiris.

®dnykoHa3omn mobpe BCMOKTYETHCS MIPHU IIePOPaIbHOMY 3aCTOCYyBaHHi, a piBeHb
mpernapary y Ijla3Mi KpPOoBi i cucTeMHa 0i0ogOCTYyIIHICTh TepeBUIyI0OTh 90% piBHSA
(rykoHa305y y mi1a3Mi KpoBi, 110 JOCITA€ETHCS IIPU BHYTPIIIHLOBEHHOMY BBEIE€HHI
npenapaty. OmHO4YacHe BXKMBaHHS 1Ki He BIIJIMBA€ Ha BCMOKTYBaHHS IIpelapaTy IIpu
UOTo0 mepopasibHOMY 3acTOCyBaHHIi. [IikoBa KOHIIeHTpallis y Ijla3Mi KPOBi JOCATA€ETHCSI
yepes 0,5-1,5 roguHu micng npuroMy Ipenapary HaTinecepue. KoHieHTpalis
npenapary y mja3Mi KpoBi mponopiiriHa g0 go3u. PiBHOBaxkHa 90% KOHIIeHTpallis
mocsiraeThbCcs Ha 4-5 moOy JiKyBaHHS IIpenapaToM IIpu 6araTopasoBOoMy 3aCTOCYBaHHI
1 pa3 Ha moOy. PiBHOBaxkHa KOHIleHTpallid Ha piBHi 90% mocsraeThcst Ha OPYyTrUM OeHb



JIIKyBaHHS NIPU 3aCTOCYBaHHI y IIepPIN OeHb HaBaHTaXKyBaJIbHOI J03H, 110 BABiYi
IepeBUIITy€E 3BUYaNHy DOOOBY 0O3Y.

Pos3nonin.

O6’em po3nofiny MpubIN3HO OOPiBHIOE 3arajlbHOMY BMICTY PifUHY B OpraHi3Mi.
3B’s13yBaHHA 3 OilKaMu Ijia3Mu KpoBi HU3bKe (11-12%).

®nykoHa30/1 mobpe IPOHUKAE B yCi JOCIiAXKYBaHi pinuHu opraHiamy. PiBeHb
dbyKOoHA30Jy y CIIMHI Ta MOKPOTHHHI € TOAiOHUM A0 KOHIIEHTpAallil mpenaparty y
IJ1a3Mi KpoBi. Y mallieHTiB, XBOpUX Ha 'PUOKOBUM MEHIHTIT, piBeHb QIYKOHA30Jy Y
CIIMHHOMO3KOBIi# piguHi mocsirae 80% KOHIIeHTpallil y IJ1a3Mi KPOBi.

Bucoki koHIIeHTpalil GIyKOHa30J1y y MIKipi, 10 IepeBUIlyI0OTh CUPOBATKOBI,
OOCATal0ThCS Y POrOBOMY IlIapi, emimepMici, gepMi Ta noti. ®PIyKoHa3071
HaAKONUYYETHCS y poroBoMy iapi. [ITpu 3acTrocyBanHi go3u 50 mMr 1 pa3 Ha go0y
KOHIIeHTpallia GIyKoHa30Jy mmiciasa 12 gHiB IiKyBaHHS CTaHOBUJIA 73 MKI/T, a 4yepes 7
[OHIB ITiCJIs 3aBEPILUEHHS JIIKyBaHHS KOHIIEHTpPAaLlid BCe 11le CTaHoBuia 5,8 MKr/r. [Ipu
3acTtocyBaHHi o3u 150 Mr 1 pa3 Ha TUXKOEHb KOHIIeHTpaLisa GIyKOHA30/ly Ha 7 OeHb
JIIKyBaHHS cTaHOBUIa 23,4 MKT/T; 4yepe3 7 OHIB ITiCIIS 3aCTOCYBaHHSA HACTYIIHOl [O3HU
KOHIIeHTpallid BCe e cTaHOBUja 7,1 MKI/T.

KonueHnTpanis ¢paykoHa3ony B Hirtax micis 4 micaniB 3actocyBanHA 150 mr 1 pas Ha
TUXKIOEeHb cTaHoBUA 4,05 MKT/T Yy 3M0poBUX OOOPOBOJIBIIB Ta 1,8 MKI/T ipu
3aXBOPIOBaHHSX HIrTiB; (pJIyKOHa30JI BU3Ha4YaBCA Y 3pa3Kax HirTiB uepe3 6 MicAIliB
IicJIsi 3aBepIleHHs Teparil.

BioTpancdopmariis.

®nykoHa3051 MeTabo0J1i3yeEThC HE3HAYHOI0 Mipoto. IIpu BBeeHHi 03U, MideHOol
pagioakTuBHUMU i30Tonamu, nuine 11% GhiayKoHa307y eKCKPETYETHCS 3 CeYel0 y
3MiHeHOMY BuUrnsmgi. ®1yKoHa30J € ToMipHUM iHTiGiTOpoM i3odpepmenTiB CYP2C9 ta
CYP3A4, a TakoXK IOTYKHUM iHTiOiTOpoM i30pepmenTy CYP2C19.

BuBeneHHs.

[Tepion HamiBBUBeAeHHS (hJIyKOHA30JIy 3 IJIa3MU KPOBi CTAHOBUTH O/1M3bK0 30 TOOUH.
Binbira yacTuHa npemnapaTry BUBOOUTHCSI HUpKamu, npudomy 80% BBeOeHOl J03U
BUSIBIISIETLCSA Y Cedi B He3MiHeHOMY cTaHi. KimipeHc ¢pIyKoHa30/1y IIPOMOPLiNHUMN 00
KJlipeHCy KpeaTuHiny. LlupKynioouux MeTaboJIiTiB He BUSIBJIEHO.

TpuBanuu nepion HaniBBUBEOEHHS IpenapaTy 3 IJla3MHU KPOBi Ja€ MOXKJIUBICTh
Pa30BOro 3aCTOCYBaHHS IIpelnapaTy IIPU BariHaJIbHOMY KaHOWA031, a TAaKOXK
3aCTOCyBaHH4 npenapaty 1 pa3 Ha TUXKIOEHb [IPHU IHIINX ITIOKa3aHHIX.



HupkKoBa HEOOCTATHICTh.

Y nailieHTiB i3 HUPKOBOIO HENOCTATHICTIO TSAKKOTO CTYIeHs (IIBUAKICTh KIIyOOYKOBO1
dinbTpanii < 20 Mi/xB) nepion HamiBBUBeOeHHs 30inbinyeThcsa 3 30 roguH mo 98
roguH. ToMy 1iti KaTeropil maiieHTiB He0OXimHO 3MEHIIUTHU [03y (PJIYKOHa30Iy.
®nyKOHaA30JI BUNAISETHCS LIJIAXOM I'eMofiani3dy, Ta MeHIIIO Mipoko - IIJISIXOM
iIHTpanepuUuToHeaIbHOTO Aianidy. CeaHcC remopianidy TPUBaAJIIiCTIO 3 TOOUHU 3HUXKYE
piBeHb (pIyKOHa301/y y nia3mi KpoBi npubausHo Ha 50%.

JlakTatis.

KoHnueHnTpatii GprykKoHa30J1y y m1a3Mi i MaTepuHChKOMY MOJIOL BITPOOOBXK 48 roouuH
ITicJig IpUKMOMYy OJHOPa30Bol mo3u 150 MT nmpenapaTy OILiHIOBAIX y XOmi
(bapMaKOKiHETUYHOT O OOCIiAXKEHHS 3 y4acCTIO OeCSATH KIHOK y Iepiofi nakralil, SKi
TUMYacoBO a0 MOCTIMHO IPUIIMHUIIN TOOYBAaTU CBOIX HEMOBJIST I'PYAOI0. Y
MaTEPUHCHKOMY MOJIOLI (pJIyKOHA30J1 BUSBUIN y CepPeNHill KOHLIeHTpallil TpubJn3HO
98% Bif TOI, IO Bif3Ha4anu y Ijaa3Mi Mmatepi. Yepes 5,2 rOOWHYU OiCIs NPUKUOMY OO3U
cepenHs IMiKoBa KOHIIEHTpAallisl y MaTePUHCbKOMY MOJIOLL CTaHOBUA 2,61 Mr/ii.
ITo6oBa mo3a (py1yKoHa301/1y, OTpUMaHa HEMOBJISIM 3 MaTEPHUHCHKOT0 MOJIOKa (SKIIIO
MIPUWHSATY CEPeOHE CIIOKUBaHHS MojioKa 3a 150 mMi/kr/moby), po3paxoBaHa Ha OCHOBI
cepemHbOl MiKOBOI KOHITEHTPAIlil y MoJIo1li, 110 mopiBHioe 0,39 Mr/Kr/mo0y, CTaHOBUTH
npubnusHo 40% Big mo3u, peKOMEHI0BaHOI HOBOHAPOAXKEeHUM (BiKOM < 2 THUXHiB), abo
13% Bim mo3u, pEKOMEHOO0BAHOL HEMOBJIATAM [IJI JIIKyBaHHS KaHOUO03y CIIM30BUX
00OJIOHOK.

Hitu.

IaHi 3 papmakokiHeTuku Oysnu omiHeHi y 113 miTe mig wac 5 mocmigKeHb: 2
OOCIiA’KEeHHS Pa30BOT0 3aCTOCyBaHHs, 2 AOCIiAXKeHHs 6araTopa3oBoro 3aCTOCYBaHHS
Ta 1 gociaKeHHs HeJOHOIIIEHWX HOBOHAPOAXKEeHUX.

[Ticnsa BBemeHHSA 2-8 MI/KT (PIIyKOHA30J1y OiTAM BikoM Bif 9 micsaniB mo 15 pokis AUC
cTaHoBUJIa 61mu3bK0 38 MKr*roa/mia Ha 1 Mr/kr mo3u. ITicis 6araTopasoBOro
3aCTOCyBaHHS CepenHil nepion HaniBBUBeOeHHS (PJIyKOHA301y i3 IM1a3Mu KPOBi
BapitoBaBcs Mixk 15 Ta 18 rogunamu; 06’eMm po3nopainy ctaHoBuB 880 Mi/Kr. Binbin
TPUBAJIUY IIepiof HaIliBBUBEeOEHHS 3 IJlTa3MHU KPOBI, 110 CTAHOBUB ITPUOJIN3HO 24
roguHu, OYB ITiCJIsT PAa30BOT0 3aCTOCYBaHHS (PpiykKoHa3o0my. Llel MoOKa3HUK €
CIIiBCTAaBHUM 3 I1€PiOOM HalliBBUBEOEeHHSA (PIIYKOHA30IIy 3 IIJIa3MHU KPOBI ITiCisa
Pas30BOro 3aCTOCYBaHHS OO3U 3 MI/KI BHYTPIIIHBOBEHHO OiTsaM BikoM Big 11 gHiB mo 11
MicsaniB. O0’eM PO3MNOAiNy y HallieHTIB Ii€l BIKOBOL I'PyId CTaHOBUB 0/1M3bKO 950
MIJI/KT.



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 roouuu. CepedHil mepiod HalliBBUBEOEeHHs CTaHOBUB 74 roguuu (44-185) y
Hepuni neHb, moTiM 3MeHmuBCA 00 53 roguH (30-131) Ha 7-1 geHb Ta go 47 (27-68)
Ha 13-u gens. [Inoma mig KkpuBoio (MKr*rog/mii) cranosumna 271 (173-385) y nepmun
OeHb, 30inpmmmiacs go 490 (292-734) Ha 7-¥ OeHb, IIOTiM 3MeHIIuacs 0o 360
(167-566) Ha 13-i1 genb. O6’eM po3nofiny (Mi/kKr) ctaHoBuB 1183 (1070-1470) y
MepIuni neHs, 30inburyBaBcs 0o 1184 (510-2130) Ha 7-# menb Ta go 1328 (1040-1680)
Ha 13-u geHb.

ITarieHTH JIITHHOTO BIKY.

dapMaKOKiHETHUYHE JOCIiOXKEeHHS IIPOBOAMIIN 3 y4acTio 22 MallieHTiB (BiKoM Bif 65
POKiB), siKi 3acTocoByBanu 50 Mr ¢gykoHa3ony nepopaibHo. 10 malfieHTiB 0MHOYaCHO
3acTocoByBanu giypetuku. Cmax crtaHoBuia 1,54 MKIr/MII Ta mocsrajacs IpoTaroM
1,3 rogunwm micns 3actocyBaHHA ¢iykoHa3omy. Cepennst AUC crtanoBuna 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. TakoX KJlipeHC KpeaTuHiHy (74 MJI/XB), BifCOTOK (pJIyKOHA30I1y, 110
€KCKpeTyBaBCH i3 ceuero y He3MiHeHOMY Burnsani (0-24 roounu, 22%), Ta HUPKOBUU
KitipeHc ¢nykoHasomny (0,124 Mi/XB/KT) y Halli€HTiB maHol BiKOBOI rpymnu Oymau
HUKYMMHU, Hi2K aHaJIOTiYHi MOKA3HUKU Y MOJIOAIINX HOOPOBOJBIIB. TaKUM YUHOM,
3MiHY (papMaKOKIHETUKM y NAli€HTIB JIITHLOIO BiKy 3ajiexXaTh Bill TapaMeTpiB QyHKIIN
HUPOK.

IToxa3aHHSA

®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.
®nyKoHa30/I MOKa3aHUU A1 NPoQiTaKTUKU TaKUX 3aXBOPIOBAHb y JOPOCIIUX, SAK:

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 TOKa3aHUU OiTSIM Bil HapOOXKEeHHS [JId JIIKyBaHHSA KaHOMUO031B CIIM30BUX
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 PrIyKOHa30JI MOXKHa PO3NOYMHATHU OO OTPUMAaHHS Pe3yIbTaTiB
KYIbTYpPaJIbHUX Ta iHIMX 1aO00paTOPHUX OOCIIIXKeHb; OOHAK ITiCJIT OTPUMaHHS
pe3yibTaTiB MIPOTHUiHGEKIIINHY Tepallilo CJIif CKOPUTYBaTU BiIOBIOHUM YHHOM.

IIporunnoka3aHHs

lNnepuyyTnusicTh 0 GpIyKOHA30Iy, iIHIINX a30JIbHUAX CIIOIYK ab0 mo Oyab-sgKol 3
OOIIOMIKHUX PEYOBHUH IIpenaparty, 3a3HadyeHux y po3aini «Ckianm».

OpHo4YacHe 3aCTOCyBaHHS (IIYKOHA30/Iy Ta TepdeHaAuHy MalieHTaM, gKi
3aCTOCOBYIOTh (psIyKOHa301 6araTopa3oBo y mo3ax 400 mr/moOy Ta Builie (3TrimHo 3
pe3ynbTaTaMM OOCIIiIXKEeHHS B3aEMOIii 6araTopa30BOro 3aCTOCYBaHHS).

OpmHOYacHe 3acCTOCyBaHHS (QIIYKOHA30JIy Ta iHIIUX JIIKapChbKUX 3aco0iB, 110
MogoBXKYIOTEH iHTepBan QT Ta MeTabomni3yioThCcs 3a gonomoroio depmenty CYP3A4
(HanmpuKIan Iu3anpuay, aCTeMi30iy, IMiMO3UAY, XiHIiIWHY Ta epUTPOMIILINHY) (OUB.
po3min «OcobIMBOCTI 3aCTOCYBaHHSI» Ta «B3aeMois 3 iHIIMMU TiKapChbKUMU
3acobamMu Ta iHIII BUOW B3a€EMOMTIN»).

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

ITpomunoka3aHe CyMiCHe 3acmoCy8aHHA (PAYKOHA301Y Md HUHNCYE3A3HAYEHUX

JAiKapcvKux 3acobis.




L[[uzanpuQ: IOBigOMJISININ PO PO3BUTOK MMOOIYHUX peakiliii 3 00Ky ceplisd, Y TOMY YHCIIi
IIPO IIapOKCU3MaJIbHy IIIYHOYKOBY TaxiKapHito TUMY «IIipyeT» Y Malll€HTIB, sKi
OOHOYACHO 3aCTOCOByBanu (QIyKOHA30J Ta qu3anpun. OgHodacHe 3actocyBanHga 200
Mr ¢pyKoHa30s1y 1 pa3 Ha goby Ta 20 Mr musanpuny 4 pa3u Ha 4oOy MPU3BOAMIIO [0
3HAQYHOI'O MIiABUINEHHA PiBHSA IU3alIpuay y IJIa3Mi KPOBi Ta [0 IIOOOBXKEHHS IHTepBally
QT. OgHouacHe 3acToCcyBaHHS (QIIYKOHA30JIy Ta IM3alpUay IPOTUIIOKa3aHe.

TeppeHnaOuH: yepe3 BUIIAAKU PO3BUTKY TSXKKUX CEPLEBUX apUTMil, CHPUYMNHEHUX
momoBKeHHsIM iHTepBany QTc, y maIieHTiB, sKi 3aCTOCOBYIOTh a30/IbHi MTPOTUTPUOKOBI
JIiKapchKi 3aco01 OOHOYACHO 3 TepdeHamuHoM, Oy MIPOBeIeHi HOCTimKeHH
B3aeMofil ux nmpenapartiB. [Ipu 3acTocyBaHHi ¢pyKoHa3omny y no3i 200 Mr Ha 7oy He
Oysi0 BUSIBJIEHO ITOAOBXKeHHs iHTepBany QTc. 3acTocyBaHHSA prykKoHa30iy y go3ax 400
MT Ha mo0y abo BUllle 3HAYHO ITiABUIIYE pPiBeHb TepheHaauHy y II1a3Mi KpoBi mpu
OOHOYACHOMY 3aCTOCYBaHHI 1Iux npemnapariB. CyMiCHe 3aCTOCyBaHHS (PIIYKOHA30Iy y
mo3ax 400 mr abo Buille 3 TepdeHaguHOM NPOTUIIOKa3aHe. [Ipu 3acToCcyBaHHi
dnykoHazony y mo3ax Hux4e 400 Mr Ha o0y ogHOYACHO 3 TepheHagUuHOM CJIifT
IIPOBOOUTHU PETEJIbHUN MOHITOPUHI CTaHy Halli€eHTa.

Acmemi3osa: cyMicHe 3aCTOCyBaHHS (PJIyKOHA30JIy Ta aCTEMi30/Iy MOKe 3MEHIIUTH
KJIipeHC acTteMi3ony. COpruYMHEHEe LIUM ITiABUILEHHS KOHIIEHTPAallil acTeMi30Iy y
I1J1a3Mi KpOBi MOXKe ITPU3BECTU 00 IIONOBXKeHH iHTepBany QT Ta y pioKicHUX
BUIIaJKaxX - 40 ITapOKCHU3MaJIbHOI HIJ[yHOYKOBOI TaxiKapmil Tumy «imipyet». OgHO4YacHe
3aCTOCyBaHHS (PJIyKOHAa30J1y Ta aCTEMi30Jly IPOTUIIOKa3aHe.

ITimo3u0 ma xiHiOuH: CyMiCHe 3aCcTOoCyBaHHS (IIYKOHA30J1y Ta IIiMO3Uuny abo XiHiguHy
MOK€e IPU3BOOUTH [0 MPUTHIYEeHHs MeTaboniamy mmiMo3uay abo xiHinuHY.
[TigBuIleHHS KOHIIEHTPAalil miMo3ugy abo XiHiguHy y 1m1a3Mi KpOBi MOXKe CIIPUUYUHSATH
nonoBxkeHHd iHTepBany QT Ta y pigKiCHUX BUIIafKaX IPU3BOLUTU OO PO3BUTKY
IMapoKCU3MaJlbHOl IUTYHOUYKOBOI Taxikapzil Tuny «mipyeTr». OgHO4YacHe 3aCTOCYBaHHS
¢bnykoHazony Ta niMmo3uay abo XiHITWHY ITPOTUIIOKAa3aHe.

EpumpomiyuH: ogHOYaCHEe 3aCTOCYBaHHS €PUTPOMIIIMHY Ta QIYKOHA30JIy ITiABUIIYE
PU3UK PO3BUTKY KapAiOTOKCUYHOCTI (TOHoBXeHHS iHTepBany QT, mapokcusmaibHa
IIJIYHOYKOBA TaXiKaphis TUIly «IIipyeT»), 1K HaCJIiJOK MOXKJIKBa palToBa ceplieBa
cMepTh. 3aCTOCYBaHHS KOMOiHAIIl IIUX TiKapChKUX 3ac00iB MPOTUIIOKa3aHe.

He pexomeHOyemwbcsa 00HOUYACHE 3aCMOCY8AHHSA (PAYKOHA301y MAd HUXCYEe3d3HAYeHUX

NIKapcvkux 3acobis.

I'anogpanmpuH: pryKoHA30/I MOKE COPAUYMHUTHU HiIBUIIIEHHS KOHIIEHTpPAIlil
rajopaHTPUHY y IJ1a3Mi KpOBi 3a paxyHOK npurHideHHsa CYP3A4. OgaogacHe
3aCTOCYBaHHS IIMX JIiKAaPChKUX 3aC00iB ITiIBUITY€E PU3UK PO3BUTKY KapPOiOTOKCUYHOCTI
(mopgoBxkeHHA iHTepBany QT, mapokcu3MayibHa HIJTYHOYKOBA TaXiKapAisd TUILY



«IipyeT»), K HaCJIiIOK MOXKJIKBa palToBa ceplieBa cMepTh. Ciil yHUKATHU
3acToCyBaHHs KoMOiHallil 11ux miKkapchbKuxX 3aco0iB.

CyMicHe 3acmoCcy8aHHA (PaAYKOHA301Y Md HUMHCYE3d3HAYEeHUX AIKaAPCbKUX 3acobis

gumazae obepedcHocmi.

AMmioOapoH: omjHOYACHE 3aCTOCyBaHHS (PJIyKOHA30Jly 3 aMiogapOHOM MOXKe ITPU3BECTH
oo rogoBxkeHHs iHTepBany QT. ®ykKoHa30J1 ciiif 3 00epexkHiCTI0O 3aCTOCOBYBATH
pa3oM 3 amiofapoHOM, 0COOIMBO y pa3i Mpu3HaYeHHS BUCOKOIL A03U (QIyKOHA30JIy
(800 mr).

CymicHe 3acmocCyB8aHH s (pAYKOHA301y MaA HUXCUYE3A3HAUYEHUX AIKApPCbKuXx 3acobis
suMazae obepexcHocmi ma Kopuz2yeaHHs 003U.

Bnaus iHwux aikapcvkux 3acobie Ha ¢paykoHa3o. KIliHiYHO 3HAYyIIoro BILJIUBY Ha
abcop6b1iiro pIyKoHa30/Iy IIPU KOT0 ITepopabHOMY 3aCTOCyBaHHI He MaloTh
OOHOYACHUU NPUKOM 1XKi, IMMETUONH, aHTAalOW, a TaKOXK IPOMeHeBa Tepalis yciel
OiTSHKY Tina (IIpu mmepecaplli KiCTKOBOTO MO3KY).

PugamniyuH: ogHOYACHE 3aCTOCYBaHHS (PJIyKOHA30J1y Ta pudaMIIiliiHy IPU3BOLUIO
no 3uuxkeHHsI AUC Ha 25% Ta ckopouyBano T% ¢pnykornazony Ha 20%. Tomy mons
Malli€HTiB, sIKi 3aCTOCOBYIOTh PU(MAMIIILINH, CIIifi PO3TJISHYTH OOIIIBHICTh MiABUIIEHHS
mo3u (pIIyKOHa301Iy.

I'iopoxsopomia3ud: ogHO4YacHe OaraToKpaTHe 3aCTOCYBaHHS TiIpoXJIOpoTiasumy
3M0POBUM HOOPOBOBIISAM, IKi OTpUMYyBaiu QIYKOHA30JI, HiTBUIITyBaI0 KOHIIEHTPAIIil0
¢bnykoHazony y nmna3mi kpoBi Ha 40%. Taki mapameTpu B3aeEMOfiil He BUMaraioTh 3MiH
Yy pexuMi mo3yBaHHS (hIIyKOHA30JIy AJIS MaIliEHTIB, IKi OMHOYACHO OTPUMYIOTh
CedYoriHHi 3aco0u.

Bnaue ¢paykoHa3zoay Ha iHWi aikapcvki 3acobu. ®1yKOHA30JI € IMOMiIpHUM iHTiOiTOpOM
CYP2C9 Tta CYP3A4. Takoxk ¢GhIyKOHA30JI € IIOTYKHUM iHTiGiTOpOoM i30pepMeHTy
CYP2C19. OkpiMm 3adikcoBaHUX Ta ONUCaHUX B3aEMOMIiN, IKi HaBeOeHi HUXK4e, iCHy€E
PHU3UK IMiABUIIEHHSA Y IIJITa3Mi KPOBiI KOHIIEHTPAIliX IHIIINX CIIOJYK, II10
MmeTabonizyrTecsas CYP2C9, CYP2C19 ta CYP3A4, npu ogHOYaCHOMY 3aCTOCYBaHHI 1xX
i3 ¢pnykonazonom. ToMy 3aCTOCOBYBaTH TakKi KoMOiHallil mpemapartiB ciim 3
00epexKHiCTIO; MPHU IIbOMY HEeOOXiTHO peTebHO CIIOCTepiraTu 3a CTAHOM IIAllieHTIiB. ¥
3B’SI3Ky 3 TpUBaNIuM 1Yz (pIyKOHaA30/Iy MOT0 IPUTHIUyBaJibHa Ois Ha GepMeHTH
30epiraeTscst npoTsarom 4-5 mib.

AsnvheHmaHia: ogHOYACHE 3aCTOCYyBaHHS (pyIyKOHa30iy y mo3i 400 Mmr ta
anbdeHTaHiny y go3i 20 MKT/KT CYIIPOBOAXKYETHCSA OBOKPATHUM 30iIbIIEHHAM
nmoka3HuKa AUC10 (moxknuBo, yepe3 inrioyBanus CYP3A4). Lle 3ymMoBIIIO€
HeOoOXimHICTh Y KOPUT'yBaHHI [03U anbheHTaHiy.



AmimpunmuunaiH, HopmpunmuJiH: GIYKOHA30JI IIOCUJIIOE [if0 aMiTPUIITHUIIIHY Ta
HOPTPUIITUIIHY. PEKOMEHOYETHCSI BUMipIOBAaTU KOHIIEHTPAIlil 5-HOPTPUIITUIIHY Ta/abo
S-aMiTpUNTUIIIHY Ha ITOYaTKy KOMOiHOBaHOI Tepamil Ta yepe3 1 TUXKOEeHb micis 1i
ImoyaTKy. Y pa3i HeoOXimHOCTI CiIif BifKOPUTYBATH 03y aMiTPUIITUIIHY YU
HOPTPUIITUIIIHY.

Am¢pomepuyuH B: omHO4YacCHe 3aCTOCYBaHHSA (PJIyKOHA30/1y Ta aMpoTepuiiuHy B
iH(iKOBaHMM MHUIIIAM i3 HOPMaJIbHUM IMyHITETOM Ta iH(piKOBaHMM MHUIIaAM 3i
3HHWXKEHUM IMYHITETOM [ajio TakKi pe3yJibTaTU: HEBEJIMKUU afUTUBHUU
MPOTUTrPuUOKOBUM eheKT ITpu cucteMHin iHdekirii C. albicans, BimcyTHICTh B3aeMOfil
IIpY BHYTpPilIHbOYepenHin iHdekirili Cryptococcus neoformans Ta aHTaroHiam gBOX
ImpernaparTiB Ipu cucTeMHiu iHpekwil A. fumigatus. KniniuHe 3HaYeHHS 1TUX
pe3ysbTaTiB HeBimoMe.

AHmuKoazayaaHmu: sIK i Ipu 3aCTOCyBaHHi iHIINX a30JIbHUX IPOTUTPUOKOBUX 3aC00iB,
IPY OOHOYaCHOMY 3aCTOCyBaHHI ()JIyKOHAa30J1y Ta BapdapuHy ITOBIHOMIISIIIA IIPO
BUIIaJKM PO3BUTKY KPOBOTEY (remMaTomMa, HOCOBa KPOBOTeYa, MIJIyHKOBO-KHUIIIKOBa
KpOBOTeYa, reMaTypis Ta MejleHa) Ha TJIi IIOOOBXKEHHS MpoTpoMOiHOBOTO Yacy. [1pu
OOHOYACHOMY 3aCTOCYBaHHiI (pJIyKOHA30JIy Ta BapdaprHy CIIOCTepiraaocs ABOKpaTHe
MTiOBUIIIEHHS IPOTPOMOIHOBOTO Yacy, iMOBipHO, BHACITIMOK MPUTHIYEeHHS MeTaboIi3aMy
Bapdapuny yepe3 CYP2C9. Cnig peTenbHO KOHTPOIIOBATH ITPOTPOMOIHOBUM YacC y
Malli€eHTiB, sIKi OMHOYACHO 3aCTOCOBYIOTh KYMapUHOBI aHTUKOATyISTHTH abo
iHmaHemioH. Moxke OyTy HeOOXiTHOI0 KOPEKITisl MO3U aHTUKOATyISHTY.

beH3odia3eniHu kopomkoi 0ii, Hanpuk.iad Mi0a3041aM, mpua3oaadm: IIPpu3HaYeHHS
(rrykoHa305y micig mepopanbHOTO 3aCTOCYyBaHHS Mifa30jlaMy IPU3BOOUIIO OO
3HAYHOTO MiABUIIEHHS KOHIIeHTpallil Mifa30o1aMy Ta [0 IIOCUJIEHHS IICUXOMOTOPHUX
edekTiB. OgHOYAcHe 3aCTOCyBaHHSA QIyYKOHA30iy y Ao3i 200 Mr Ta Miga3onamy y mo3i
7,5 MI' mepopa’sibHO IIpu3Boausio go nigsuitenHs AUC ta TY2y 3,7 Ta 2,2 pa3a
BigmoBigHO. 3acTocyBaHHS QiyKoHa30iy y mo3i 200 mr/moby ta 0,25 Mr TpuasomamMy
nepopanbHo npussonusno go nigsumiesHasa AUC ta T y 4,4 ta 2,3 pa3a BiAIOBIgHO.
[Tpu ogHOYaCHOMY 3aCTOCyBaHHI (DIyKOHA30J1y Ta TpHa30oJjiaMy CIIOCTepiramsocs
MIOTEHIIIIOBaHHS Ta MPOJIOHTallid epeKTiB TpHa3oiamy.

AKINO namieHTy, SKUW IPOXOOUTH KyPC JIIKyBaHHSA (DJIyKOHA30JI0M, CJIiff OOHOYAaCHO
MMPU3HAYUTH Tepamiio 6eH3omia3eniHaMu, 03y OCTaHHIX CJIig 3MEHIIUTH Ta
BCTAHOBUTH HaJIEKHHUU HATJISIO 3a CTAHOM IIalli€EHTa.

Kapbama3zeniH: GIIyKOHaA30JI IPUTHIUYE MeTabo0I1i3M KapOaMa3eniHy Ta CIIPUYHHSIE
IMiOBUINIEHHS PiBHSA KapOaMa3elriny y cupoBaTili KpoBi Ha 30%. IcCHye pU3UK PO3BUTKY
MIPOSIBiB TOKCUYHOCTI 3 60Ky KapOaMa3eliny. Moxe OyTu HeoOXimHUM KOPUT'YBaHHS
mo3u KapOaMaseIliHy 3ajie’kKHO Bif piBHS MOro KOHIIEHTpaIlil Ta mil mpemapary.



Biaokamopu Kaavuiesux KaHaig: OesiKi aHTaroOHiCTH Kablilo (HidheguIrid, icpaguIliy,
aMJIoguIlid Ta denoguirin) metabonisyioTecsa pepmenToMm CYP3A4. ®nykKoHA30/I MOXKe
MMiOBUIIYBATU CUCTEMHY €KCIIO3UIlil0 6JI0KaTOPiB KaJIbIliEBUX KaHAaJIiB.
PekoMeHOoBaHUY peTebHUY MOHITOPUHT IIIOJI0 PO3BUTKY IMOOIYHUX peakIliid.

Llenekokcub: Tpu OMHOYACHOMY 3aCTOCyBaHHi ¢pnykoHazosny (200 mr Ha goly) i
1ienekokcuoy (200 mr) Cmax Ta AUC nenekokcu0®y mimBunryBaaucs Ha 68% ta 134%
BigmoBimHO. [Ipu 0OgHOYaCHOMY 3aCTOCYBaHHI 11eJIeKOKCUOy Ta PpIyKOHa30/1y MOXKe
OyTu HeoOXifHMM 3MEHIIIeHHS M03U 11eJIEKOKCUOYy BABIUi.

Llukaogocgamio: ogHOYACHE 3aCTOCyBaHHSA MUKIOPochamiay Ta PpIyKoHaA30Iy
MMPU3BOOUTH IO ITiABUIIEHHS PiBHS OinmipyOiHy Ta KpeaTUHiHY y cupoBaTii KpoBi. L1i
npenapaTd MOXKHa 3aCTOCOBYBaTH OJHOYACHO, ajie CJIil BpaxOByBaTU PU3UK
IMiOBUINIEHHS KOHIIEHTpallii 6iipy0iHy Ta KpeaTUHIHY y CUPOBATIII KPOBI.

deHmawia: TOBIHOMIISININ ITPO OOUH JIeTalbHUU BUMAAOK BHACIIOOK iHTOKCHKAIIil
(beHTaAHINIOM Yepe3 MOXKJIMBY B3a€EMOiI0 MiXK (peHTaHiIoM Ta (IYKOHA30JIOM.
®nykoHa30/1 3HAYHO YIOBIMBHIOE eJliMiHalliio peHTaHiny. [TimBulIeHHsST KOHIIeHTpPaIlil
(beHTaHiNTy MOXKe MPU3BOAUTU [0 NPUTHIYEHHS OUXaHHS, TOMY CIIiJl PETEIbHO
KOHTPOJIIOBATU CTaH IallieHTa. Moxke OyTu He0OXimHOI0 KOPEKIlisi mo3u (peHTaHiny.

IH2i6imopu I'MI'-KoA-pedykmasu: cyMicHe 3aCcToCyBaHHS (JIyKOHA30/y Ta iHrib6iTopiB
I'MTI'-KoA-penykTa3u, 110 MetabostisyioTscss CYP3A4 (aTopBacTaTHUH Ta CUMBACTATHH),
a6o iuriditopiB 'MI'-KoA-penykTa3u, mjo metabomisyiorscss CYP2C9 (pnmyBacTaTuh),
MMigABUIITy€E PU3UK PO3BUTKY MiomnarTii Ta pabmomioni3y. Y pa3si HeoOXimHOCTI
OOHOYACHOI'0 3aCTOCYBaHHS IIUX IIpelapaTiB CIIif peTesIbHO CIoCcTepiraTu 3a
MalieHTOM IIOJ0 BUHMKHEHHSI CUMIITOMIB MiomnaTii Ta pabgomionisy i mpoBoguTu
MOHITOPUHT PiBHA KpeaTUHKIHa3U. Y pa3i 3HaYHOTIO MiIBUINIEHHS PiBHSA
KpeaTUHKiHA3M, a TaKOXK IIpH Iigo3pi abo BUsABJIeHH] MiomnaTii/padgomionisy
3acTocyBaHHs iHTri6iTOpiB I'MI'-KOA-penyKTas3u Ciif MPUIUHUTH.

Osnanapub: nomipHi iari6iTopu CYP3A4, Taki sk ¢piyKoHa3071, 30iIbIIYIOTH I171a3MOBi
KOHIIeHTpallil omanapu0y; iIX ogHO4YaCHe 3aCTOCYyBaHHS HEe PEKOMEHOYEThCA. SAKIIO
Takoi KoMOiHallil He MOXKHa YHUKHYTH, IPUNOM onanapuly ciim oOMexXyBaTu J03aMU
200 mr gBiui Ha moOy.

ImyHOocynpecopu (Hanpukaad, YUK/AOCNOPUH, e8epPoaiMyC, CUPOAIMYC I MAKPOAIMYC).

IlukaocnopuH: (p1yKOHA30J1 3HAaYHO MiABHUIlye KOHIIeHTpalio Ta AUC LHUKIOCIOPUHY.
[Tpu ogHOYaCHOMY 3acTOCyBaHHi (yKoHa305y y mo3i 200 Mr/mo0y Ta IIUKIIOCIIOPUHY Y
no3i 2,7 Mr/kr/go0y cnoctepiranocs 30inbiieHHas AUC muknocnopuny B 1,8 paza. Li
mpenapaTd MOXKHa 3aCTOCOBYBaTH OOHOYACHO 3a YMOBU 3MEHIIEHHS JO3U
LIMKJIOCIIOPUHY 3aJIe’KHO Bif MOT0 KOHIIEHTPAIlil.



Eeepoaimyc: GIyKOHA30JI MOXKe ITiABUITYBAaTH KOHIIEHTPAIIiI0 €BEPOIIIMYCY Y
CHUpOBaTIli KpPOBi yepes npurHivenusa CYP3A4.

Cuposimyc: GIyKOHA30JI IiABUIINYE KOHIIEHTPAIIil0 CUPOJIIMYCYy Y IIJIa3Mi KPOBI,
iMOBIpHO, IIIJIIXOM ITPUTHiYeHHS MeTabosi3aMy cuponimycy ¢pepmerntom CYP3A4 Ta P-
riaikomnpoTeinoM. 1li mpemnapaTy MOXKHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBH
KOPUTYBAHHS OO3UW CUPOJIIMYyCYy 3a/JIe3KHO Bifl piBHSI KOHIIeHTpPallil Ta e(eKTiB Bif
IpUUoOMYy IIperapary.

Taxkpoaimyc: GpIyKOHaA30/I MOXKe MiABUITyBaTH KOHIIEHTPAaIlil TAaKPOJIIMYCY Y CUPOBATIIi
KPOBi 10 5 pa3iB IIpu WOro ImepopajbHOMY 3aCTOCYBaHHI Yepe3 IPUTrHidYeHHS
MeTabomniamy Takponimycy depmenToMm CYP3A4 y kuieuyHuky. [1pu
BHYTPIIIHBOBEHHOMY 3aCTOCYBaHHI TAKPOJIIMYyCy He CIIOCTepirajiocss 3Ha4YHUX 3MiH
bapmakokineTuku. [linBuimieHi piBHI TaKPOJIIMyCy aCOIiFOI0OTHCS i3
HehpPOTOKCUYHICTIO. [103y TaKpPOJIIMYCY OJIsi IEPOPaIbHOr0 3aCTOCYBAHHS CIIif
3HMIKYBATH 3aJIe’KHO Bif KOHIIEHTpPAaIlil TAaKPOJIiMyCy.

JIozapmaH: GpIyKOHa30J1 IPUTHIUYE IEePEeTBOPEHHS 103apTaHy A0 MOT0 aKTUBHOTO
MmeTabomnity (E-31 74). PekoMeHO0BaHO 3OiMCHIOBATU MOCTIMHUNA MOHITOPUHT
apTepiasbHOIO TUCKY V IAlli€HTIB.

MemaooH: GpryKoHa30JI MOXKe ITiABUINYBaTH KOHIIEHTPAIlil0 METaOoOHYy ¥ CUPOBATIIi
KpoBi. [Ipyr ogHOYacHOMY 3aCTOCYBaHHI MeTafgoHy Ta (GJIyKOHaA30/Iy MoXe OyTu
HeOoOXigHUM KOPUTYBaHHS 003U METaIOoHY.

HecmepoidoHi npomu3anasibvHi npenapamu: Ipu OOHOYaCHOMY 3aCTOCYBaHHi 3
¢dnykonazonom Cmax ta AUC ¢nypbinpodeny migsunryBanucs Ha 23% Ta 81%
Bi[ITIOBIOHO ITOPiBHSHO 3 BiAIOBIOHMMU IMOKa3HUKaAMU IIPU 3aCTOCYBaHHI TiJTbKU
dbnypbinpodeny. AHAIOTiYHO ITPU OQHOYACHOMY 3aCTOCYBaHHi (hIYKOHA30Ty 3
paneMmiunuM ioynpodernoMm (400 mr) Cmax ta AUC ¢papMaKOJIOTiYHO aKTUBHOTO
isomepy S-(+)-ibynpodeny migBuiiiyBanucs Ha 15% Ta 82% BiAIOBimHO MOPIBHSIHO 3
BiATIOBiOHUMU MOKa3HMKAMU IPU 3aCTOCYBaHHI TiJIbKM palleMigyHOro i0yrnpodeny.

®yKOHa30JI MOTEHLIINHO 30aTHUM MiABUIIYBAaTU CUCTEMHY €KCIIO3ULiI0 IHIIIUX
HeCTepoIigHUX MpoTu3lananbHux npenapartiB (HIT3II), mio meTabomnisyiorbcss CYP2C9
(HampuKIaZ HaAlIpOKCEHY, JTOPHOKCHUKaMy, MeJIOKCUKaMy, IUKI0(peHaKy).
PekoMeHOOBaHO MEPIOAUYHO 3MiMCHIOBATU MOHITOPUHT ITOOIYHUX peakiliil Ta
TOKCUYHUX IIPOSBiB, OB’a3aHux i3 HII3II. Moxe noTpebyBaTHCsI KOPUTYBAHHS 03U
HIT3II.

®eHimoiH: GIYKOHA30JI IPpUrHiuye Metaboii3M ¢peHiTolHy y nedinii. OgHo4YacHe
6araTopa3oBe 3actocyBaHHsa 200 Mr ¢ykoHasony Ta 250 Mr ¢GeHiTOIHY
BHYTPIIITHBOBEHHO ITPU3BOOUTH OO migBuineHHs AUC24 ¢eniToiny Ha 75% Ta Cmin Ha



128%. ITpu omHOYACHOMY 3aCTOCYBaHHI IIUX JTiKapPChKUX 3aCc00iB CJIig MPOBOOUTH
MOHITOPUHT KOHIIEHTPAalil PeHITOIHY Yy CUPOBATI]i KPOBIi IJI151 YyHUKHEHHS PO3BUTKY
TOKCHUYHOI [il peHiTOoIHY.

IIpedHi30H: TOBIOOMIISIIYA PO BUITANOK, KOJIX y MalliEHTa Mic/is TpaHCIIJIaHTallil
IIEeYiHKU Ha TJIi 3aCTOCYBaHHS IIPEAHI30HY PO3BUHYJIACsa IOCTpa HEJAOCTAaTHICTh KOPHU
HaOHUPKOBUX 3aJI03, 10 BUHHUKIIA ITiCJII MPUNINHEHHS TPUMICIYHOTO KypCy Teparril
(pnykoHazonoM. [IpunuHeHHS 3aCTOCyBaHHSA (QIIYKOHA30J1y, IMOBIpHO, CIPUYNHUIIO
nmocusneHHs akTuBHoCcTi CYP3A4, 1110 Ipu3BEI0 00 IPUCKOPEHHS MeTaboIizMy
npenHi3oHy. Ciig peTesibHO CTEXKUTHU 3a MallieHTaMu, IKi IPOTATOM TPUBAJIOTO 4Yacy
OOHOYACHO 3aCTOCOBYIOTh (DJIYKOHA30JI Ta IPEOHI30H, 3 METOIO IoIepeaXKeHH
PO3BUTKY HEOOCTATHOCTI KOPU HaAHUPKOBUX 3aJ103 MiC/IA NPUNUHEHHS 3aCTOCYBaHHSI
bnykoHazomy.

PugabymuH: GryKOHA30JI ITiOBUIIYE KOHIIEHTPaIlilo pudabyTUHY Yy CUPOBATIIL KPOBI,
1110 ITpu3BoOuTh 0o 36inbienHss AUC pudabytuny no 80%. IIpu omHOYacCHOMY
3acTocyBaHHi (QIIyKOHa3051y Ta pudabyTUHY ITOBiMOMIISIIOCS PO BUNAAKU yBeiTy. [Ipu
3acToCyBaHHi Takol KoM0OiHallil TiKapChKUX 3aco0iB cirim 6paTu A0 yBaru CUMIITOMU
TOKCUYHOI [ii pudabyTuHy.

CakeiHasip: ¢pnykonazon nigsuinye AUC Ta Cmax cakBiHaBipy npubnu3so Ha 50% Ta
55% BiAIOBiIHO Yepe3 NpUTrHidveHHsI MeTabo0J1i3My caKBiHaBipy y nediHIli pepmMeHTOM
CYP3A4 ta uepes inribyBaHHs P-rmikonporteiny. Blaemomil Mixk piryKoHa3010M Ta
CaKBiHaBipOM/pPUTOHaABIpOM He OOCHIIXKYyBaIUCsA, TOMY BOHU MOXKYTb OyTHU OiIbIIl
BUpaxXKeHUMHU. Moxke OyTH HEOOXimHUM KOPUTYBaHHS OO3U CaKBiHaBipy.

IToxiOHI cyabpoHinceyo8UHU: OOJHOYACHE 3aCTOCYBaHHSA (PJIyKOHA30Iy 3
IepopasjbHUMU MOXITHUMHU CyITbDOHIICEUHOBUHHU (XJIOpIIpONaMmif, rinibeHKnIaMmi,
rIini3un Ta TonOyTaMim) ITPU3BOAUIIO 10 TPOJIOHTYBaHHS 1X TY2. PeKoMeHOy€eThCs
IIPOBOOUTHY YaCTUU KOHTPOJIb LIYKPY YV KPOBI Ta BiAIIOBIAHMM YMHOM 3HUXKYBATHU O0O3Y
MOXiOHUX CYIb(OHIJICEYOBUHU IPU OQHOYACHOMY 3aCTOCYBaHHI 3 (pJIyKOHa30JI0M.

TeoginiH: 3acTocyBaHHS (QIyKoHa3o0iy o 200 Mr npoTtsaroMm 14 OHiB IpuU3Besio A0
3HUKEHHS CEPEeOHbOTr0 KIIipeHCcy Teodininy y mma3mi KpoBi Ha 18%. 3a mallieHTaMy,
sIKi 3aCTOCOBYIOTh T€O(isliH y BUCOKUX 03ax abo SKi MalOTh HiIBUILIEHUN PU3UK
PO3BUTKY TOKCUYHUX IIPOSBIB TeOQiTiHy 3 iHIIUX OIPUYUH, C/Iif BCTAHOBUTH HATJIAL
IIIO0 BUSIBIIEHHSI 03HAK TOKCUYHOI il Teodininy. Tepamito ciig 3MiHUTHY IIPU OB
O3HaK TOKCUYHOCTI.

TopauyumuHi6: BrimuB ToQanmTHHIOY 3pOCTaE IPU OQHOYACHOMY 3aCTOCYBaHHI 3
JIiIKapChKUMHU 3aco0aMu, gKi MPpU3BOAATE [0 moMipHoro iHrioyBanus CYP3A4 Ta
notyxkHoro iurioysauus CYP2C19 (Hanpukiapg ¢payKoHas3os). ToMy peKOMeHIOBaHO
3MEHIIUTHU 003y TodaluTuHiOy 7o 5 Mr 1 pa3 Ha o0y B KOMOiHAIliIX 3 ITUMU



IperapaTamMu.

Ankanoiou 6apeiHKy: GIyKoHa30J1, iMoBipHO Yepe3 iurioyBanuss CYP3A4, moxke
CIIPUYUHSTHU MiTBUIIIEHHS KOHIIEHTPAIlil allKanoifiB 60apBiHKY Y IIJ1a3Mi KPOBi
(HampuKian BiHKPUCTUHY Ta BiHOJACTUHY), III0 IIPU3BOAUTD OO PO3BUTKY
HEWPOTOKCUYHUX e(PEKTiB.

BimamiH A: IOBi{OMIJISANIY, 1110 y MAlli€HTa, AKUW OOJHOYAaCHO 3aCTOCOBYBaB
TPaHCPETUHOEBY KUCIIOTY (KUCIOTHa popMa BiTaMiHy A) Ta (PIIyKOHA3O0]I,
criocTtepiranucs 1mobiuHi peakirii 3 60Ky 1eHTpaiabHOl HepBoBOi cuctemu (ITHC) y
(popmi mCceBOOTYyMOPY IOJIOBHOTO MO3KY, IO 3HUK ITiC/Is BigMiHM QrnykKoHa3omy. Li
JIiIKapchKi 3aco0M MOXKHa 3aCTOCOBYBATU OJHOYACHO, ajie CIIif maM’iTaTu IIPO PU3UK
BHHUKHEHHS MOoOigyHUX peakiii 3 6oky LTHC.

Bopukona3soa (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): omHOYacHe 3aCTOCYBaHHSI
BOPUKOHa301y nepopasnbHo (1o 400 Mr koxkHi 12 rogux npotsaroM 1 OHs, IOTiM 1O
200 mr koxHi 12 rogus npoTtsarom 2,5 gHA) Ta GIyKOHA301y nepopaibHO (400 Mr y
nepuuy neHb, moTiM mo 200 Mr KOxKHi 24 TOOUHU OPOTAToM 4 OHIB) IPU3BENO 10
nigsuineHHss Cmax Ta AUCT BOPUKOHA30J1y Y cepegHboMy 10 57% (90% [I: 20%,
107%) Tta 79% (90% IOI: 40%, 128%) BignmoBimHo. HeBigoMo, 4Yu 3HMKEeHHSA NO3U Ta/ado
YaCTOTH 3aCTOCYBaHHSI BOPMKOHA30J1y abo p1yKoHa3051y ycyBa€e Takuu edekT. [1Tpu
3aCTOCyBaHHI BOPUKOHA30Jy MHiciasa (IYKOHA30JIy CIIi IIPOBOOUTH CIIOCTEPEXKEHHS
1010 PO3BUTKY N0OOiUHUX e(eKTiB, acolliiioBaHUX i3 BOPUKOHA30JIOM.

3udosyouH: ¢pnykoHa3zon migBumye Cmax ta AUC 3umoByauHy Ha 84% Ta 74%
BiATIOBiAHO, 1110 3yMOBJIEHO 3HUKEHHSIM KJTipeHCY 3UOBYAUHY NpubIn3HO Ha 45% npu
MOro ImepopajabHOMY 3acTOCyBaHHi. TY2 3uIOByIUHY OYB TaKOXK MOIOBXKEHUHN
npubnu3Ho Ha 128% micist 3acTocyBaHHs KoMOiHallii GIyKOHaA30J1y Ta 3UOOBYAUHY. 3a
ralieHTaMu, sIKi 3aCTOCOBYIOTh TaKy KoMOiHallito JTikapCchbKUX 3aco0iB, Ciif
CIIOCTEpiraTu II0A0 PO3BUTKY NOOIYHUX peakliii, OB’ I3aHUX i3 3aCTOCYBaHHSIM
3UOOBYOUHY. MO2KHa PO3TSAHYTHA OOLUIbHICTh 3HUKEHHS 03U 3UJOBYOUHY.

A3umpomiyuH: IpU OOHOYACHOMY IIepOpaJibHOMY Pa30BOMY 3aCTOCyBaHHI
a3UTPOMIIIUHY Ta ¢pIyKoHa3omy y mo3ax 1200 mr ta 800 Mr BiAmOBimHO KOOHUX
3HauyImux (papMaKOKiHETUYHUX B3aEMOiN BUSBIIEHO He OyJio.

ITepopasavHi KOHMpPauenmuaeu: IIPU 3aCTOCYyBaHHI (PJIyKOHa3051y ¥ Ho3i 50 MT BIIJIUBY
Ha piBeHb TOPMOHIB He OyJ10, TOMOi SIK IPU 3aCTOCyBaHHI prykoHa3omy y mo3i 200 Mr Ha
noOy crioctepirasnocs 30inbienHss AUC etuninectpagiony Ha 40% Ta
sieBoHOpPTrecTpeny - Ha 24%. lle cBig9uTh 1Ipo Te, 110 OaraTopa3oBe 3aCTOCYBaHHSA
(bnmykoHa30ny y 3a3HaUueHUX [J03aX HaBPSAO YU MOXKe BIIJIMBATH Ha €(pEeKTUBHICTh
KOMOiHOBaHOT'O IIepOpPaJIbHOTO KOHTpPAIleNTHURa.



Isakagpmop: cynnyTHE 3aCTOCyBaHHA 3 iBaKapTOPOM, IMiACUITIOBaYEM MYyKOBICIIUTO3HOTO
TPaHCMeMOpPaHHOTO PeryasiTopa IPOBIMHOCTI, MigBUIIYE €KCII03UIlil0 iBaKkadTOpy B 3
pasu, a rinpokcumeTtuiniBakapTopy (M1) -y 1,9 pa3za. [l naii€eHTiB, IKi OGHOYACHO
3acTOCOBYIOTH IMoMipHi iHri6iTopu CYP3A, Taki ik (GbIyKOHAa30JI i epUTPOMILIVH,
PEKOMEHOYETHCS 3HUKEHHS N03U iBakadpTopy o 150 Mr oguH pas Ha mo00y.

Oc00/1MBOCTi 3aCTOCYyBaHHS

Hepmamogimia. Bimomo, 110 Ipu 3aCTOCyBaHHI (IIYKOHA30Jy OJid JIIKyBaHHS
nepMaTo@iTil y [iTel oCTaHHIN He IepeBUllye rpu3eodysbBiH 3a epeKTUBHICTIO, i
3arajbHUY OKa3HUK e(heKTUBHOCTI cTaHOBUTH MeHIIe 20 %. Tomy ¢hiyKoHa305 He
CJIii 3aCTOCOBYBATH [JIs JIIKyBaHHS AepMaToQiTil.

Kpunmoxoko3. [loka3iB eeKTUBHOCTI (PJIyKOHA30/y O TiKyBaHHS KPUIITOKOKO3Y
IHIIUX JTOKasi3amnii (HanpuKiaam JIeTeHeBOr0 KPUIITOKOKO3y Ta KPUIITOKOKO3y MIKipH)
HEeOOCTaTHLHO, TOMY PEKOMEHAllil 11040 OO30BOI0 PEeXUMY [JIA JIIKYBaHHSA TaKUX
3aXxBOpPIOBaHb HEMAE.

I'nruboki eHOemiyHi miko3u. [Ioka3iB e(eKTUBHOCTI (DIIyKOHA30J1y OJIS JIIKyBaHH S
iHIIMX POpPM eHOEeMiYHMX MIKO3iB, TAKMX SIK ITapaKOKIIMOi01MOMiKO03, TiCTOIJIa3M03 Ta
IIKIPHO-TiM(paTUYHUN CIIOPOTPUX03, HEAOCTAaTHHO, TOMY PEKOMEeHAaIiil 0a0
IO030BOI'0 peXUMY [OJis JIIKYyBaHHS TaKMUX 3aXBOPIOBaHb HEMaAE.

Hupxosa cucmema. IlaiierTaM i3 mopylueHHIM QYHKIIN HUPOK IIpemnapar CIIif
3aCTOCOBYBaTHU 3 00epexkHicTio (OuB. po3ain «Crocib 3acToCyBaHHS Ta AO3U»).

Hedocmamuicmb HaOHuUpKosux 3a.a103. KeTOKOHAa3071, sIK BifOMO, CIIPUYUHSIE
HeOOCTaTHICTh HaAHUPKOBUX 3aJ103, 1 IIe TaK0OXK MO2XKe CTOCyBaTHUCS (PIIyKOHA30IIy,
X04a CrocTrepiraerbcs pigko. HemocTaTHICTS Ha-HUPKOBUX 3aJ103, IIOB’s13aHa 3
OJHOYACHUM JIIKyBaHHSIM IIPEOHI30HOM, OIlMcaHa B po3aili «B3aemopia 3 iHIIUMU
JIiIKapChbKUMHU 3aco0aMu Ta iHIII BUAM B3a€MOfili. BrinmuB ¢hiayKoHas30y Ha iHIIi
JIiIKapChKi 3aco0u».

I'enamobinaiapHa cucmema. [anieHTaM i3 mopymeHHAM QyHKIIIY ITeYiHKY IIpernapaT
CJIiT 3aCTOCOBYBATH 3 00epexkHICTI0. 3aCTOCYyBaHHA (hIIYKOHA30JIY aCOIlif0BaIoCcs 3
BUHUKHEHHSIM PiIKICHUX BUIIAIOKiB PO3BUTKY TAXKKOI relIaTOTOKCUYHOCTI, BKIII0OYAl0UHn
jleTajIbHiI HaCJIiAKYU, TOJIOBHUM YHMHOM Y IAIli€HTIB i3 TAXKKMMU OCHOBHUMMU
3aXBOPIOBaAHHSIMMU. Y BUMNaOKaX, KOJIM PO3BUTOK IelaTOTOKCUYHOCTI aCoIlit0BaBCs i3
3acToCyBaHHSM (pyiyKoHa301y, He OyJi0 Bim3Ha4YeHO 11 SBHOI 3aJIe2KHOCTI Bifl 3arajbHOI1
mo00BOl M03U ITpemapaTy, TPUBAJIOCTI Teparril, ctaTi abo Biky mailieHTa. 3a3Bu4an
renaTOTOKCUYHICTh, cIpuYuHeHa QIIyKoHa30J10M, 000POTHA, a il MPosiBU 3HUKAIOTh
Mics NPUIIMHEHHS Teparil.



3a maifieHTaMy, y SKUX IIPY 3aCTOCYBaHHI (PJIYyKOHA30J1y CIIOCTEPIraloThCs BiOXUIIEHHS
pe3ynbTaTiB QyHKITIOHAIbHUX P00 ITeUiHKM, CJIif BCTAHOBUTH PETEJIbHUM HaTr IS
IIIOJI0 PO3BUTKY OiNIbII TSKKOTO YpaxkKeHHS IMeYiHKU.

[TamienTiB ciig npoiHgOpMyBaTH IPO CUMIITOMH, IO MOXKYTh CBIYUTHU PO CEPHUO3HUU
BIIMB Ha IIE€YiHKY (BUpaXeHa aCTeHisl, aHOPEKCis, IMoCTiiHa Hy#oTa, O/1I0BaHHS Ta
JKOBTSIHHUIISA). Y TaKOMY BUIIAAKYy 3aCTOCYBAaHHS (PJIYKOHA30JIy CIIii HETalHO
MNPUIIMHUTH Ta IPOKOHCYIbTYBaTUCS 3 JTIKApeM.

Cepueso-cy0uHHa cucmema. [lesaKi a30iy, y TOMY YHCIIi 1 pIyKOHa3071, aCOILiI0I0OTHCS 3
nopgoBxeHHAM iHTepBany QT Ha esleKTpoKapaiorpami. ®J1yKOHa30J1 IIOOOBXKYE
iHTepBan QT HIIaXoM HNPUTHIYEHHS BUNIPAMIIAIOYOro KanieBoro kanamny (Ikr).
[TomoBxkeHHs iHTepBany QT BHacCHTigoOK Oil iHIIUX JIIKapChbKUX 3aC00iB (Hampukian
aMiofjapoHy) MOKe IIOCHUJIIOBATUCS y pe3ysbTaTi npurHideHHs pepmenty CYP3A4
nutoxpoMmy P450. IToBimoMiisiiu Ipo OyzKe PiOKiCHI BUMIaJKU IIOOBXEHHS IHTepBaly
QT Ta mapokcu3MaabHOl HIJIYHOYKOBOI TaxXiKapil TUNy «IIipyeT» NpU 3aCTOCYBaHHI
(pnnykoHaszomny. Taki mOBimOMJIEHHSI CTOCYBaJIUCS MMAIIEHTIB i3 TAXKKUMU
3aXBOPIOBaHHSIMM IIPU MOEOHAHHI 6aratbox (pakTOpPiB PU3UKY, TAKUX SIK CTPYKTYpPHi
3aXBOPIOBAHHS CEPIs, MMOPYIIEHHS eJIEKTPOJIITHOTO 0OMiHY Ta ogHOYacHe
3aCTOCYBaHHS iHIKX JTiKapChKUX 3aco0iB, 1110 BIIMBAOTh Ha iHTepBan QT.

®nykoHa3011 citim 3 00epekHICTI0 3aCTOCOBYBATH IAIliEHTaM i3 PU3UKOM PO3BUTKY
aputMmiii. OgHOYacCHe 3aCTOCYBaHHS pPa3oM i3 IiKapChbKUMM 3acobaMu, 110
MMPOJIOHTYIOTH iHTepBan QTc Ta MeTabomni3yloThCcs 3a momoMoroio ¢pepmeHTy CYP3A4,
IIpOTHUIIOKAa3aHe.

I'anopanmpuH. T'anodauTpun € cyoctpatoM pepmenty CYP3A4 i mposioHTye iHTEpBa
QTc npu 3aCcTOCYBaHHI y pEeKOMEHOOBAHUX TepaleBTUYHUX fo3ax. OgHoyacHe
3aCTOCyBaHHSA raiodaHTpUuHy Ta PJIyKOHA30Jly He pEKOMEHOYEThCH.

IlepmamonoziuHi peakuii. ITig 4ac 3acTocyBaHHS (hIIyKOHA30JTy PiAKO ITOBiIOMIISIIN
PO PO3BUTOK TaKUX eKCPOIiaTUBHUX IIKIPHUX peaKIlii IK CUHOPOM
CriBeHca-[I>koHCOHa Ta cuHApoM Jlatienna. [TamienTu, xBopi Ha CHI, O6inbIll CXHUIBHI
00 PO3BUTKY TAXKKUX IIKIPHUX PeakIliii IpHU 3aCTOCYBaHHi 6araTbox JIiKapChKUX
3aco0iB. K110 y nallieHTa 3 MOBePXHEBOIO I'PuOKOBOIO iH(EKITi€o 3’ ABISAI0THCA
BHUCHIIH, III0 MOXKHAa MMOB’I3aTH i3 3aCTOCYyBaHHAM (PIIyKOHAa30J1y, IOoOasbIIe
3aCTOCYBaHH4 IIpenapary CJif IPUIIMHUTU. fAKINo y allieHTa 3
iHBa3MBHOIO/CUCTEMHOIO I'PuOKOBOIO iH(dEKIIi€I0 3’ IBJISIOTHCSI BUCUIIN Ha IIIKipi, 3a
MOr0 CTAHOM HOTPiOHO PETENbHO CIIOCTEPIraTH, a y BUIIagKy PO3BUTKY OyJIbO3HUX
BHUCHIIIB a00 MyTbTH(HOPMHOI epUTEMHU 3aCTOCYBAaHHS (PJIYKOHA3OJY CIIi IPUITUHUTH.

I'inepuymaugicmb. Y pigKiCHUX BUIIagKaX IOBIOOMIISAIA PO PO3BUTOK
aHa(piTaKTUYHUX pPeaKIlii.



CYP. ®nykoHa3zon € noMmipHuM inribitopom depmenty CYP2C9 ta CYP3A4. Takox
dbnykoHazon € noryxkHuM iHriditopom ¢pepmenty CYP2C19. Crnin cmocTepiratu 3a
CTaQHOM ITIalli€HTIB, SIKi OOHOYACHO 3aCTOCOBYIOTh (pJIYKOHA30JI Ta IIpenapaTu 3
BY3bKUM TepaleBTUYHUM BiKHOM, 110 MeTaboJ1i3yioThcsa 3 yuacTio CYP2C9, CYP2C19
Ta CYP3A4.

TeppernaouH. Crim peTenbHO CIIOCTEPIraTy 3a CTAHOM IalliEHTa IIPY OGHOYaCHOMY
3acTocyBaHHi TepdeHanuHy Ta ¢paykoHazony y go3i menie 400 mr Ha gooy.

LonomiscHi peuoguHu. [Ipenapat mictuth 0,9% po3uyuH HaTpiro xmopuny. KoxHa nosa
npemnapaty 200 mr (koHTerHep mo 100 mi) mictuTthk 15 MMornb ioHiB HaTpito. Crnig 6yTu
o0epexXHUM IIPpU 3aCTOCYyBaHHI mallieHTaM, IKi 3aCTOCOBYIOTh HAaTPi-KOHTPOIbOBaHY
OiETY.

3maTHICTH BIUTHBATH Ha MIBHIKICTH peakiIiii mIpu KepyBaHHiI aBTOTPaHCIIOPTOM
a00 iHImMUMMHU MexaHiZMaMHu

Iocmig»XeHb BITMBY IpelapaTy Ha 3aTHICTh KepyBaTH aBTOTPAHCIOPTOM abo
IpalioBaTy 3 IHIIMMU MexXaHi3MaMu He TTPOBOOUIIN.

[NamienTiB cuig npoiHgopMyBaTH ITPO MOXKJIMBICTh PO3BUTKY 3allaMOPOYeHHS abo
CyIOM IIif Yyac 3aCTOCyBaHHJ IpernaparTty. [Ipy po3BUTKY TaKUX CUMIITOMIB He
PEKOMEHYETHCS KEPYBAaTH aBTOTPAaHCIIOPTOM abo ITpallfoBaTy 3 iHIIIUMU
MeXaHIi3MaMHu.

3acTocyBaHHs1 y niepion BariTHoOCTi ad00 rogyBaHHs IPyaaio

BaeimHicmb.

3a maHuMHu oOCepBalliiHOTO OOCIHiIXKEHHS, iCHY€E NMiABUIIIEHUN PU3UK CIIOHTAHHOTO
abopTy y XKiHOK, SKi oTpuMyBaau (GIyKOHA30JI IPOTATOoM I TpuMeCTpy BariTHOCTI.
IMToBigoMIIsiNIM PO YMCIIEHHI BPOOKEHI MaTOIOTil Y HOBOHAPOOXKEHUX (BKIIIOUAl04YU
Opaxinedarriro, gucIasio BYUIHOI paKOBUHY, HagMipHe 30iIbIIeHHS ITepeaHboro
TiM’siYKa, BUKPUBJIEHHS CTETHa, MJIeYOIPOMEHEBUM CUHOCTO3), MaTepPi IKUX
IIpuiManu BUCOKi mo3u ¢piykoHas3omy (400-800 Mr/mo0y) MpoTAroM IMIPpUHANMHI TPhOX
abo OinbIe MicAIiB A1 JIIKYyBaHHSA KOKIIUAI01MO3Y. 3B’ 130K MiXK 3aCTOCYBaHHSIM
(brykoHa3o0y Ta UMY BUIIafKaMU He BU3HAUYEHUU.

HOCHiJI}KeHHH Ha TBAPHHAaX IIPOOEMOHCTPYBAJIN PEIIPOOAYKTUBHY TOKCUYHICTB.

He cmipg 3acTocoByBaTu 3BUM4YaliHi 403U (PJIyKOHA30/Iy Ta KOPOTKOTPHUBAJi KypCH
JIiKyBaHHS (PJIYKOHA30JI0M y IIepPion BariTHOCTI, 3a BUHATKOM KpalHbOl HEOOXimMHOCTI.



He cnig 3acTocoByBaTu BUCOKIi mo3u (piyKoHa30iy Ta/ab0 TpuUBasli KypCcHu JIiKyBaHHSA
(br1yKoHa30510M y mmepiofn BariTHOCTI, 3a BUHSATKOM JIiKyBaHHS iH(MEKIIil, 10 MOXKYTh
3arpoxKyBaTU XKUTTIO.

I'ooysaHH:A 2pydoo.

®1yKOHa30J1 MPOHUKAE ¥ TPyOHE MOJIOKO Ta HOCATra€ KOHIEeHTpallil moAgibHol 0 piBHA
y m1a3Mi KpoBi (quB. po3gut «®apMakKoKiHeTUKa»). 'ogyBaHHS IPYyAOI0 MOXKHA
IIPOAOBXKYBaATH ITIiCJISI Pa30BOT0 3aCTOCYBaHHS 3BUYaUHOIL 03U (PJIIyKOHA30J1y, IO
ctaHoBuTh 150 mr. 'ogyBaTH rpyOmoio He peKOMEHOYEThLCS ITpu 6araTopa3oBoOMY
3acToCcyBaHHi (IyKOHa30s1y abo ITpu 3aCTOCyBaHHiI BUCOKUX 103 (pirykoHazony. Cifn
OLIIHWTY KOPUCTh F'ONYBaHHSA I'PYOOI0 OJIs1 PO3BUTKY 1 3MOPOB’S OUTUHHU, a TAKOXK
KJIiHiYHYy ToTpe0y MaTepi y npenapari i Oyap-gaKi moTeH1iHI m00iuyHiI epeKTu
nmpenapaTy abo OCHOBHOTO 3aXBOPIOBAaHHS MaTePi OIS AUTUHU, sIKa OTPUMYE I'PyOoHE
BUTOLOBYBaHHS.

depmuabHiCcMb.

®dnyKOHa30II He BIJIMBAB Ha PepPTUJILHICTH CaMIIiB Ta CaMOK IIypiB.
Cnocid 3acTocyBaHHs Ta I03H

Io3a ¢prykoHa30/1y 3aeXuTh Bif BUAY i TAKKOCTI rpuOKoBOI iH(peKIIii.

[Tpu HeoOximHOCTI 6araTopPa30BOT0 3aCTOCYBAHHS IIpenapary JIiKyBaHHS iHGEeKIi cirim
ITPOAOBXKYBaTHU OO0 3HUKHEHHS KITiHIYHUX Ta 1ab0paTOPHUX MPOSIBiB aKTUBHOCTI
rpubKoBoi iHdeKIril. HemocTaTHS TpUBaliCTh MTiKyBaHHS MOXe ITPU3BECTHU A0
BiIHOBIIEHHSI aKTUBHOTO iHPEKIIMHOTO IIPOIIECY.

®dnykoHa30/I MOKHaA 3aCTOCOBYBAaTH, 3aJIe’KHO Bif IiKapCchKOl (OPMH, ITIEPOPAIbHO
(karicynu) abo BHYTPIIIHEOBEHHO IIIAX0M iH(QY3il (po3uuH s iHdys3iit). Crocid
3aCTOCYBaHHS{ IIpenaparTy 3ajJIeKUTh Bif KJIIHIYHOTO CTaHy nallieHTa. Hemae
HeoOXigHOCTi y 3MiHi 060BOI J03U mpernapary IIPU 3MiHi HIIAXy KOT0 3aCTOCYBaHHS 3
[IepopasibHOTO Ha BHYTPIIITHLOBEHHUM Ta HaBIIaKU.

Pos3uuH gns iHy3ii ciaig BBOOUTHU 3i MIBUAKICTIO, 110 He nepeBuiiye 10 mi/xs.
CymicHicmb npenapamy.
[IpemapaT cyMicHUY 3 TaKUMU PO3UYUHaAMU SK:

e 5 % Ta 20 % pPO34YUH I'IIOKO3Y;

e po3uuH PiHrepa;

e pO3uuH XapTMaHa;

e PO3YUH KaJlilo XJIOPUAY Yy TJIHOKO3i;



4,2 % ta 5 % po3umnH HaTpito 6ikapOoHATY;

3,5 % pO34YrH aMiHO3UHY;

0,9 % pPo34YuH HATPiIO XJIOPUOY;

mianadnekc (6,36 % po34uH OJI iHTpallepUTOHEeaIbHOI 0 miai3y).

[IpenapaT MOXKHa BBOOUTHU B iHPY3iMHY CUCTEMY pPa30M 3 OOHUM i3 3a3HaYEHUX BUIIE
po3umHiB. X04Ya BUIIAAKM HecHenu@igHOl HeCyMiCHOCTI mpemnapary 3 iHIIUMHA
3acobaMu He OmNHCaHi, He peKOMEHIOYETLCS 3MilllyBaTH ITpenapar 3 iHIIUMHU
npenapaTaMu nepeq iHpy3i€ro.

Po3uuH a1 BHYTPIIIHBOBEHHUX iHQY3il IpU3HAYEHUN JIUIIIE OJIsT Pa30BOT0
3acToCcyBaHHA. PO3BemeHHs CIIif 3OiliCHIOBAaTU B aCENTUYHUX YMOBaXx. Po3uuH
HeOoOXigHO MepeBipUTH Ha HasIBHICTh CTOPOHHIX YaCTMHOK Ta 3MiHy 3a0apBIeHHS.
Po34uH crig BUKOPUCTOBYBATHU JIUIIE TOMi, KOJIU BiH IIPO30PUM Ta HE MICTUTH
CTOPOHHIX YaCTUHOK. HeBUKOpPUCTaHi 3a/IUIIKU ITpeIapaTy HeoOXimHO 3HUIITUTH.

IHopociii.

Kpunmokokos.

JIikyBaHHSI KPUIITOKOKOBOT'O MEHIHTITY: HaBaHTaXyBaJibHa J03a CTaHOBUTH 400 Mr y
nepmui geHsb. IligTpuMyBanbHa go3a - 200-400 mr 1 pa3 Ha goOy. TpuBamicTs
JIIKyBaHHS 3a3BHYall CTAaHOBUTH IIIoOHaWMeHIIe 6-8 TuxkHiB. [Ipu iHdek1isax, 1o
3arpoKyioTh XKUTTIO, [OOOBY m03y MOKHa 30inbiuTu mo 800 mr.

[TigTpuMyBasibHa Tepalis OjIs MoNepeaXKeHHs PeUuanuBY KPUIITOKOKOBOI'O MEHIHTITY ¥
Mali€eHTiB 3 BUCOKMM PU3UKOM MOT0 PO3BUTKY: PEKOMEHOBaHa f03a IpenaparTy
ctanoBuTh 200 Mr 1 pa3 Ha go0y IpPOTATOM HEOOMEZKEHOTr0 dacy.

Kokmumioimos. PekoMmeHmoBaHa mo3a cTaHOBUTH 200-400 Mr 1 pa3 Ha mo0y.
TpuBajicTh miKyBaHHS CTaHOBUTH 11-24 wmicsili abo moBiile 3ajexKHO Bifi CTaHY
namienTa. s JTiKyBaHHS mesakux GopM iHdeKIlil, a 0coOIUBO OIS JIIKyBaHHS
MEHIHTITY, MOXKe OyTHU OOLiIbHUM 3acTocyBaHHSA mo3u 800 Mr/mo0y.

InBa3uBHI KaHOUOo3u. HaBaHTaxXyBasibHa J03a CTaHOBUTH 800 MI' y nIepIiliui geHb.
[TipTpuMmyBanbHa mo3a - 400 mr 1 pa3 Ha mo0y. 3a3BUYali peKOMeHJOBaHa TPHUBaJIiCTh
JIIKyBaHHS KaHOUAEMIil CTAHOBUTD 2 TUXKHI ITiCJIA NepIINX HeETaTUBHUX Pe3yJIbTaTiB
TeMOKYJIbTYPH Ta 3HUKHEHHS O3HaK i CUMIITOMiB KaHOUOEMIil.

KaHouodo3 causzosux 060/10HOK.

KaHaupgo3 poTOrIOTKY: HaBaHTaXKyBajibHa A03a cTaHOBUTH 200-400 Mr y nepiiuu
OeHb, migTpumyBanbHa go3a - 100-200 mr 1 pa3 Ha goOy. TpuBamicTh ITiKyBaHHS
CTaHOBUTH 7-21 meHb (00 MOCATHEHHS peMicil), ale Moxke OyTu 30inbileHa OJis



MAaIliEHTIB i3 TAXKKUM iMyHOOE(DIITUTOM.

Kangupo3 cTpaBOXOAy: HaBaHTaXyBaJjibHa A03a CTaHOBUTH 200-400 Mmr y nepiumnu
oeHb, migTpumyBanbHa go3a - 100-200 mr 1 pa3 Ha goOy. TpuBamicTh MTiKyBaHHS
ctaHoBuTh 14-30 gHIB (OO0 mOCATHEHHS peMicii), ame Moxke OyTu 30inbilleHa OJIisd
Malli€EHTIB i3 TIXKKUM iMyHOOeiuTOM.

Kaupupypisi: pekoMeHmoBaHa fgo3a ctaHoBUTh 200-400 mr 1 pa3 Ha go0y IpOTSATOM
7-21 puiB. [171 DaIfi€eHTIB i3 TAXKKUM iIMyHOOe(IimUTOM TPUBAJIICTh JTiKyBaHHS MOXKHA
30ibIIUTH.

XpoHiyHUM aTpodivyHNM KaHOUO03: peKOMEeHAO0BaHa J03a cTaHoBUTH 50 Mr 1 pa3 Ha
noOy nmpoTsiroM 14 pOHiB.

XpOHIYHUYM KaHOUOO03 IIKipU Ta CIIM30BUX 000JIOHOK: PEKOMEHI0OBaHa m03a CTaHOBUTh
50-100 mr 1 pa3 Ha goOy. TpuBamicTh JIiKyBaHHS CTAHOBUTH 0 28 OHIB, aje Moxke
OyTu 30i/IbIlIeHa 3a/1e2KHO Bifl TAXKKOCTi Ta BUAY iHDeKIlil abo 3HUXKEHHS iIMyHITeTYy.

[TonmepemkeHHS pelUOUBY KaHOUIO3Y CIU30BUX 000JIOHOK Yy mallieHTiB 3 BIJI, ski
MalOTh BUCOKUU PU3UK UOT0O PO3BUTKY.

KaHgumos poTorjioTKy, KaHAU03 CTPAaBOXOY: peKOMeH0BaHa f03a CTAHOBUTH
100-200 mr oguH pa3 Ha mob6y a6o 200 mMr 3 pa3u Ha TUXKAEHb. TPUBAJIICTh JIIKyBaHHS
€ HeoOMeIK€eHOIO IJIs MAalli€EHTiB i3 TPUTHIYeHUM iIMyHITETOM.

ITpoginakmuka KaHOuOo03HuUX iH(eKUil y nauieHmis i3 mpusas0i0 HelUMmpPONeHIEHo.
PexomeHnpgoBaHa mo3a ctaHoBuTh 200-400 Mr 1 pa3 Ha moOy. JIikyBaHHS cJif
PO3MOYMHATHU 3a KijlbKa [HIB IO 04iKyBaHOT'O PO3BUTKY HEUTPOIEHil Ta MPOOOBXKYyBaTHU
MIPOTSITOM 7 OHIB Micis MigBUINIEHHS KibKOCTi HelTpodiniB moHam 1000/mMm3.

ITalfieHTH JiTHBOTO BiKY.

Ilo3y HeoOximHO mimbupaTy 3a1e’KHO Bif cTaHy GYHKIIiM HUPOK (OuB. «IlalieHTu 3
HUPKOBOIO HEOOCTATHICTIO» HUXKYE).

[TamieHTH 3 HUPKOBOIO HEOOCTATHICTIO.

®IyKOHA30JI BUBOOJUTHCS 3 OPraHi3My IIepeBaXXHO 3 CeUel0 y He3MIHEHOMY BUTJIALL.
[Tpu pa3oBOMYy 3aCTOCyBaHHiI KOPUTYBaTU H03y PpriyKoHa30Jy He moTpiOHo. [TamieHTaMm
(BKJIIOYalo4u OiTei) i3 mopyiieHHAM GYHKITIM HUPOK ITPU HEOOXimHOCTI
6araTopal30BOro 3aCTOCYBaHHS IIperapaTty y NeplIui JeHb JTiKyBaHHS CIIif
3aCTOCOByBaTu 0o4aTKOBY no3y 50-400 Mr 3asiezKHO Bif moKa3aHHA. [1iciasg boro
no00BY mO3Y (3a/eKHO Bifl TOKa3aHHS) CJIi po3paxoByBaTH BiAMOBIAHO [0 TaOIUIIi
HUXYeE:



KrnipeHc KpeaTuHiHy (MJ1/XB) BifcoTOK Big peKOMeHIOOBaHOl 03K
> 50 100 %
=< 50 (6e3 miamizy) 50 %
Perynsipuuu miani3 100 % micnsa KOXXHOTO Oiami3y

[TamieHnTH, ki nmepedyBalOTh Ha reMofianisi, moBuHHi orpumyBaTu 100 %
PEKOMEHI0BaHOl JO3HU MiC/IsA KOXKHOT0 reMofiai3y. Y geHb, KOIM Oiaji3 He
IIPOBOOUTHLCS, MAIliEHT IOBUHEH OTPUMYBATH 003y, BIIKOPUTOBaHy 3aJIe’KHO Bif
KJIIpEHCY KpeaTuHiHY.

IManieHT 3 HOPyHIeHHAM GOYHKITIN IeYiHKH.

®TyKOHA30JI CJIiT 3aCTOCOBYBATH 3 00EPEXKHICTIO IMallieHTaM i3 ITOPYIIeHHSIMHU
(pyHKIiN eYiHKY, OCKIIbKY iH(pOpMaIlil OO0 3aCTOCYBaHHS (PIIyKOHA30Jy Lii
KaTeropii marieHTiB HegocTaTHLO (OuB. po3minu «OcoBGIMBOCTI 3aCTOCYBAaHHSI» Ta
«ITobiuHi peakirii»).

iTn.
He crig mepeBuiilyBaT MakCcuUMalibHy 0000BY mo3y 400 mr.

AK i mpu aHaMOTriYHUX iHPEKIIIX ¥ JOPOCINX, TPUBAJIICTD JIiKyBaHHS 3aJI€2KUTh Bifl
KJIiHiYHOI Ta MiKooriuHoi Bigmosiai. [Ipenapat 3acTocoByBaTHu 1 pa3 Ha mo0y.

I[lo3yBaHHS ITpemnapary OJis OiTel i3 mopyIlleHHsaM QYHKII HUPOK HaBeOeHO Y PO3aiTi
«ITallieHTH 3 HUPKOBOI HEOOCTaTHICTIO».

dapmakokiHeTHKa (PpJIyKOHaA30JIly He OOCIiAXKyBajacs y OiTel i3 HUPKOBOIO
HeIOOCTaTHICTIO (OMB. HMK4Ye iHpopMallifo 040 3aCTOCyBaHHS HOBOHAPOAXKEHUM, Y
SIKUX 4aCTO CIIOCTEepIraeThCs IepBUHHA HE3PL/IiCTh HUPOK).

Ilimu sikom 8i0 12 pokis.

3anekHOo Bil Macu Tisla Ta My0epTaTHOTO PO3BUTKY JIiKapIo CIIif OIIHUTHU, SKa J03a
npenaparty (s DOPOCINX YU OIS OiTel) € ONTUMAaJbHOIO AJid nanieHTa. KniHiuHi gaHi
CBig4aTh IIPO Te, 10 YV AiTel KiipeHC QIYKOHA30J1y € BUIIUM IOPIBHSIHO 3 HOPOCIIUMHU.
3actocyBanHs o3 100, 200 ta 400 Mr gopocnuMm Ta o3 3, 6 Ta 12 MI/Kr OiTam
MIPU3BOAUTH 0 OOCSATHEHHS CIIIBCTAaBHOI CUCTEMHOI €KCITO3HIIil.

Ilimu sikom 8i0 28 0His 0o 11 pokis.

Kannunosu ciu3oBux 000JI0HOK: ITOYATKOBA J03a CTAaHOBUTH 6 MI/KI/mo0y,
migTpuMyBaJjibHa fo03a -3 MIr/KT 1 pa3 Ha mo0y. [TouaTKOBY 403y MOKHa 3aCTOCOByBaTH
y IepIIul OeHb 3 MeTOH OiIbII HIBUAKOIO JOCATHEHHS PiBHOBaXKHOL KOHIIEHTpALil.



IHBa3uBHI KaHOAMOO3M, KPUIITOKOKOBUU MEHIHTIT: I03a IIpenapaTty CTaHOBUTH 6-12
MT/Kr 1 pa3 Ha moOy 3a/iekHO Biff CTyIIeHs TSAXKKOCTI 3aXBOPIOBaHHS.

[TigTpuMyBasibHa Tepamis OjIs MoNepeaXKeHHs PelUuauBy KPUIITOKOKOBOI'O MEHIHTITY ¥
OiTel i3 BUCOKMM PU3MKOM MOT0 PO3BUTKY: AJ03a IIpelapaTy CTaHOBUTHL 6 MI/Kr 1 pa3
Ha [00y 3a/1exKHO Bifl CTYIIeHS TSIKKOCTi 3aXBOPIOBaHHS.

[TpodimakTKa KaHOWOO3iB y MAIli€HTiB 3 iMyHOOedilimTOM: Jo3a IIpernapaTry
cTaHOBUTH 3-12 Mr/KT 1 pa3 Ha moOy 3ayexKHO Biff BUPaXKeHOCTi Ta TPUBAJIOCTI
IHOIYKOBaHOl HEUTPONEHil (IUB. JO3U O/ HOPOCIIUX).

Ilimu 8ikom 8i0 HapPOOXMCeHHA 00 27 OHis.

Y HOBOHapoOAXKeHUX (PIyKOHaA30JI BUBOOUTHCS 3 OpraHi3My moBibHO. [laHi 3
(apMakoKiHEeTUKM, Ha IKUX 0a3yIOThHCS [MO3U AJII JOHOIIEHUX HOBOHAPOOKEHUX,
3a3Ha4YeHi HUXK4Ye, HaBeeHO B po3aili «®apMaKOKiHETUKa».

IToHOIIeH]I HOBOHapoazKeHi BikoM Big 0 o 14 gHiB: Jo3u, aHAJIOTIYHI 3a3HaYEeHUM
BUIIlEe I OiTer BikoM Bixg 28 mHiB 70 11 pokiB, ciIiff 3aCTOCOBYBaTU KOXKHIi 72 TOOWHU.
He cripg nepeBuiyBaT¥ MaKCUMaJIbHY 003y, 110 CTAHOBUTH 12 MI/KI KOXHI 72 TOOUHMN.

IToHOIIIEeHI HOBOHapOOKeHi BiKoM Big 15 go 27 mHiB: m03U, aHAJIOTiYHI 3a3Ha4YeHUM
BHUlIlle a1 OiTen BikoM Bif 28 pHiB 0o 11 pokis, ciifg 3aCTOCOByBaTU KOXHIi 48 roquH.
He crip mepeBuinlyBaT MaKCUMaJIbHY AO3Y, 10 CTAHOBUTH 12 MI/KI KOXKHIi 48 ronvH.

itk

[IpemapaT 3aCTOCOBYBaTH AiTSM Bifl HapOAKeHHS, OUB. po3ain «Crocib 3acTocyBaHHSI
Ta JO3U».

Ilepeno3yBaHHsA

[TposBIISAETHCS TaIIOUUHAIIIIMY Ta ITapaHOIgaIbHOIO ITOBEIiHKOIO.

[Tpu mepeno3yBaHHi HEOOXigHO MIPOBECTH CUMIITOMATUYHY MiATPUMYIOYY Tepariio Ta y
pa3i HeoOXigHOCTI IPOMUTH LIJIYHOK.

®nyKoHa30J/1I 3HAYHOIO MipOi0 eKCKPETYETHCS 3 cedelo; (OPCOBaHUU [iype3 MOXKe
IIPUCKOPUTU BUBEOEeHHA npenapaTry. CeaHcC remopiani3dy TPUBaAIICTIO 3 TOOUHU 3HUXKYE
piBeHb QIIYKOHA30J1y y ma3Mi KpoBi mpubnausHo Ha 50%.

IToOiuHi peakmii



HattuacrTime (> 1/10) moBigomIsiiiu IIpo Taki mobiuHi peakirii: rojoBHuM 6innb, 6ilb y
YyepeBHil ITOPOXKHUHI, miapes, HyooTa, O/II0BaHHS, MiABUIIIEHHS PiBHSI
anaHiHaMmiHOTpaHCcepa3u (AJIT), migBumIeHHS PiBHSA acllapTaTaMiHOTpaHcdepas3u
(ACT), migBuiieHHs piBHS NMy>KHOI PpocdaTa3m KpPoBi, BUCUTIaHHS.

[I715 OLIHKY YaCTOTH BUHMKHEHHS ITOOIYHUX peakilili BUKOPHUCTOBYIOTh TaKy
Knacudikaliio: gyzxke dacto (= 1/10), gwacTo (Bim = 1/100 mo < 1/10), HeuacTo (Big =
1/1000 mo < 1/100), pigko (Big = 1/10000 mo < 1/1000), oy=xe pigko (< 1/10000),
YacToTa HeBimoMa (HeMOZKJIMBO OILIIHUTHY Ha MifcTaBi HAABHUX JaHUX).

3 60Ky cucmemu Kposi ma aAimgpamuyHoi cucmemu.

Heuacto: anemis.

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

Pigko: anadinakcis.

MemaboaidyHi ma animeHmapHi po3aaou.

HewgacTo: 3HUXKEHHS alleTUTy.

Pigko: rimepxonectepuHeMis, TinepTpuriinepuageMis, rirnokKaieMis.
IlcuxiuHi nopyweHHA.

HeuacTo: 6€3COHHS, COHJIUBICTE.

3 60Ky Hepsosoi cucmemu.

YacTo: rosIoBHUM Oiflb.

Heuacto: cygoMmu, napecresis, 3allaMOPOY€EHHS, IOPYILIEeHHA CMaKy.
Pigko: Tpemop.

3 60Ky opeaaHie cayxy ma eecmubyaspHO20 anapamy.

HeuacTto: BepTuro.

3 60Ky cepusi.

Pigko: mapokcu3MasibHa LIJIyHOYKOBA TaxikKapisd TUILy «IipyeT», IIOOOBXEHHS
inTepBany QT (guB. po3min «OcobIMBOCTI 3aCTOCYyBaHHSI»).

3 60Ky WAYHKOBO-KUWKOB020 MpAaKmy.



YacTo: 6ifib y YepeBHiM NOPOXKHUHI, HyIOTa, miapesi, 6JII0BaHHS.
HeuacTo: 3amnop, AucCIencisa, MeTeopu3M, CyXiCThb Y POTi.
I'enamobiaiapHi po3aadu.

YacTo: migBuIlleHHS piBHS anaHiHaMiHnoTpaHcdepa3u (AJIT), migBuIlleHHS PiBHS
acriaptataminoTpaHcdepasu (ACT), migBuilleHHS PiBHA JIy>KHOI pocdaTa3u (OuB.
po3min «OcoBIMBOCTI 3aCTOCYBAaHHS»).

HeuacTo: xonecTas, 2KOBTSIHUIIS, MiABUINIEHHS PiBHS OinipyOiny (OuB. po3min
«OCcOoOIUBOCTI 3aCTOCYBAHHSI»).

Pigko: me4iHKOBa HEOOCTATHICTD, TeIaTOLENI0IIPHUN HEKPO3, TeIIaTUuTH,
reraToleNoJiipHe ypaxKeHHs (OuB. po3misl «OcobIMBOCTi 3aCTOCYyBaHHSI»).

3 60Ky wkKipu ma nidwkKipHOi MKAHUHU.
YacTto: BucunaHHs (OuB. po3/in «OcoOIuBOCTI 3aCTOCYBaHHS»).

HeuacTo: MeguKaMeHTO3HUU OepMaTUT (BKIIOYaO4YU (PiKCOBaAaHUY MEeOIMKaMEHTO3HUUI
OepMaTHuT), KPOIIUB THKA, CBepOixK, migBUIlleHe IIOTOBUIiJIEHHS (OHUB. PO3Mis
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

Pigko: TOKCMYHUY ellifepManbHUK HEKPOJIi3, cuHOPOM CTiBeHca-I[2)KOHCOHA, TOCTPUH
reHepali30BaHUM eK3aHTeMaTO3HUU IIYCTYIb03, eKCPOoTiaTUBHUN OepMaTuT,
AHTiIOHEeBPOTUYHUIM HAOPSK, HAOPSK 00muyys, anonernis (ouB. po3min «Ocob1uBOCTiI
3aCTOCYBaHHS»).

HeBigoMo: MeguKaMeHTO3Ha peakilis 3 e03MHOQIIIEI0 i CHCTEMHUMHU IIPOsSiBaMU
(DRESS).

3 60Ky OnOpHO-pyXx08020 anapamy ma cnoaAy4Hoi MKaHuHuU.

HeuacTo: mianris.

3azanvHi po3nadu ma peakuii y micui e8e0eHHA.

HeuacTo: migBuilieHa BTOMJIIOBaHICTh, He3OyXKaHHSA, aCTeHid, rapsiyka.

Iimu. YacToTa Ta XapakTep IMoOiYHUX peakllil i BimXuieHb Bil HOPMU Pe3yJIbTaTiB
TabopaTOpHUX aHali3iB y XOOi KIiHIYHUX JOCTiAXKeHb 3 Y4acCTIO [iTel CIIiBCTaBHi 3
TAaKMMU Y JOPOCIIUX.

3s8imysaHHs npo nido3prosaHi nobiuHi peakuii.



3BiTYyBaHHS PO Migo3pioBaHi MOOiUHI peakiiil micis peecTpaliil TikapchbKoro 3acody
Ma€ BaXKJIUBe 3Ha4YeHHs. lle ga€e 3Mory MpoBOoAuTU Oe3nepepBHUN MOHITOPUHT
CIIiBBIIHOIIIEHHS MiXX KOPHUCTIO 1 pu3uKaMu, I10B’sI3aHUMMU 13 3aCTOCYBaHHSAM LILOI'0O
JIiIKapChKOT0 3aco0y. MeguuHUX IIPalliBHUKIB ITPOCSATH 3BiTyBaTHU PO OyOb-sIKi
mimo3proBaHi MOOiUHI peakilil BiIOBIiOHO MO BUMOT MiCIIeBOTO 3aKOHOOaBCTBA.

TepMiH NpUIAaTHOCTI
3 POKH.
VYMmoBHu 30epiranHs

30epiraTtu B opuriHambHil yIIakKoBIli Ipu TeMIlepaTypi He Buiie 25 °C. 36epiratu B
HeOOCTYIIHOMY [s AiTel Micili. HeBUKopucTaHui JIikapCchKui 3acib, 110
3aJIUIIAETHCS, TIOBUHEH OyTU 3HUIIEHUN.

YonakoBka

[To 100 mn npenapaty B KOHTeHepax. [1o 1 KOHTeliHepy B MOJIIBIHIIXJIOPUOHIN IITiBIIi
pa3oM 3 iHCTPYKIIi€0 OIS MeOUYHOI'0 3aCTOCYBaHHS B KOPOOLIi.

KaTeropis Bignycky

3a penemnTomM.

BupooHuk

€spomnand Xentkeap IIsT. JITA.

Miciie3Haxo/dKeHHsI BHPOOHHMKA Ta HOro aJpeca MiCIisi IpoBaJaXKeHHSI
IisTIBHOCTI

Xamipa Ne 520, bxarsannyp, Pypki, Xapigsap, [Haid.
[Ixepeso iHCTPYyKIIil

[HCTPYKIIito TiKapChKOro 3aco0y B3sTO 3 oQillifiHOTo mkepesa — [lepKaBHOTO PEECTPY

JIiIKapCchKUX 3aco0iB YKpaiHu.
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