Ckian

Oitoua pevuosuHda: GIyKOHA30I;
1 M1 pO34UHY MiCTUTH PIIYKOHA30J1y 2 MT;

O0ONOMIJHICHI pedyoB8UHU: HAaTPilo XJIOPHU, BoOda OIS iH’ €KIIil.
JIikapcbKa ¢dpopMma

Po3uun gnsa iHpy3iu.

OcHo8HI (pi3uKo-ximMiuHi 8racmue8ocmi: Ipo3opa 6e30apBHa pimuHa.
®dapMaKoTepalleBTHUYHA Ipyna

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

®apMaKoOJIOridyHi BJIaCTHUBOCTI

dapmaKkoduHamika.

MexaHi3M mii.

®1yKOHa30J1, TPOTUTPUOKOBUM 3acib Kjlacy TpHUa3o0JIiB, MOTYKHUM CEJIEKTUBHUMN
iHri0iTOp rPUOKOBUX (pepMeHTiB, HEOOXiOHUX HJIsI CUHTE3y eprocTepoiny. [lepBUHHUM
MeXaHi3MOM H1OoTo0 [il € MpurHidveHHs rpubkoBoro 14 anbda-1aHoCTepPOI-
OeMeTUII0BaHHS, OITOCEPEegKOBAHOro HuToXpoMoMm P450, 1110 € HEBIA'€EMHUM €TalioM
6iocuHTe3y rpubKoBOro eprocrepony. Kymynauis 14 anbda-MeTHUI-CTEPOIIiB KOPEITIOE
3 TIOJaIbIIIOI0 BTPATOI0 €ProcTePOIy MeMOpPaHO0 rPUOKOBOI KITITUHU Ta MOXKe
BigmoBimaTu 3a NPOTUTPUOKOBY aKTUBHICTH (IyKOHa3051y. ®JIyKOHA30JI € OibIl
CEeJIeKTUBHUM [0 TpuOKOBUX pepMeHTiB iuToxpomy P450, HiXK [0 pi3HUX cuCTEM
bepmenTiB nmToxpomy P450 ccaBiiB.

3acTtocyBaHHs GIYKOHA305y y 103i 50 Mr Ha go0y mpoTsarom 28 OHIB He BIIJIMBA€E Ha
piBEHb TECTOCTEPOHY Yy MJla3Mi KPOBi y 4OJIOBiKiB a00 Ha piBeHb €HIOTe€HHUX CTEPOIAiB
Yy XKIHOK penponyKTUBHOTO Biky. ®nykoHa30n1 y mo3i 200-400 Mr Ha mo0y He IPOSBIISE
KJIiHIiYHO 3HAYYIIOTO BIIJIMBY Ha PiBEHb €HOOTE€HHUX CTePOidiB abo y BiAIIOBiabL Ha
ctumynsiiio AKTT y 3mopoBux 0oOPOBOJIBIIIB YOJIOBIUOl CTATi.

IocmigKeHHs B3aEMOil 3 aHTUIIPUHOM IIPOAEMOHCTPYBAJIO, III0 3aCTOCyBaHHS 50 Mr
dbnykoHa3omy pa3oBo abo 6araTopa3oBO He BIIJINBAE HAa MeTa0O0JIi3M aHTUITIPUHY.



YyTnuBiCTE in Vvitro.

®nykoHa3o1 in vitro meMOHCTPY€E NPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BumiB Candida,
III0 3yCTpPidaroThCs HaudacrTimie (Bkmatogaiouu C.albicans, C.parapsilosis, C.tropicalis).
C.glabrata peMOHCTpPY€ IINPOKUU Oialla30H YYTJIUBOCTI A0 (PIIyKOHA3011y, TOAI K
C.krusei € 0o HbOTO PE3UCTEHTHOIO.

Takoxk pr1yKoHA30J1 in vitro ;eMOHCTPY€E aKTUBHICTD IK MpoTu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TPOTY eHOEeMiUYHUX IIJIiCHSIBUX rpudiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum Ta
Paracoccidioides brasiliensis.

dapmakogrHaMiKa-PapMaKOKIHETHKA.

BipmoBimHO [0 pe3ysibTaTiB OOCIIIAXKEHb Ha TBapUHAX, ICHY€E KOPEJIALis MixX
MiHiMaIbHOIO iHTiOYI0Y0I0 KOHIIEHTPAIli€lo Ta e(peKTUBHICTIO MPOTH
€KCIIepUMEeHTaJIbHUX MOIeIed MiK03iB, CipuuYrHeHuX BugaMmu Candida. BigmoBigHO 00
pe3yabTaTiB KIIIHIYHUX OOCIIAXKEHbD, € JIiHIMHa 3ajeXkHicTh MizK AUC Ta 703010
dnykoHazony (mpubnusno 1:1). TakoxkK € IpAMUM, arle HeOOCTaTHiM 3B’s130K Mixk AUC
ab0 403010 Ta MO3UTUBHOIO KITiHIYHOIO BiATIOBIAAIO Ha JIIKyBaHHS OpPaJIbHOTO
KaHOUA03y Ta MEHIIO0 Mipolo - KaHauAeMil. AHaoridyHe JIiKyBaHHS iHpEKIIiH,
CIIPUYMHEHUX IITaMaMH, I0 KX (pIyKOHaA30JI HEMOHCTPYE BUCOKY MiHIiMaNlbHY
iHri0y1o4y KOHIIEHTpAallil0, € MEHIII 3aJ0BiIbHUM.

MexaHi3M Pe3uCTEeHTHOCTI.

Mikpoopraniamu pogy Candida neMOHCTPYIOTh YHCEJIbHI MeXaHi3MU Pe3UCTEHTHOCTI
OO0 a30JIbHUX ITPOTUTPUOKOBUX 3ac00iB. PTyKOHA30/I IEMOHCTPYE BUCOKY MiHiMalbHY
iHriOyiouy KOHIIeHTpAallifo ITPOoTHU IITaMiB rpubiB, SIKi MaioTh OOUH abo Oisnblie
MeXaHi3MiB Pe3UCTEHTHOCTI, III0 Ma€ HeraTUBHUY BIJIUB Ha €(PEKTUBHICTS in Vivo Ta B
KIiHi4yHiM npakTuni. [ToBimoMisanu npo BUIIagKU PO3BUTKY cynepindekilil Candida
Spp., iHmmMu, BigMinHuMU Bifg C. Albicans, BUgaMu, 110 YaCTO € HEYYTIUBUMHU OO
(nykonaszony (Hanpuknan Candida krusei). [171a miKyBaHHS TaKUX BUIIAOKIiB CIIif
3aCTOCOBYBaTHU albTepPHATHUBHI MPOTUTPUOKOBI 3acO0u.

dapmakoKiHemukxa.

dapMaKOKiHETUYHI BIaCTUBOCTI PIIyKOHA30J1y € NMOAIOHUMHU ITPU BHYTPIITHEOBEHHOMY
1 IepopaJibHOMY 3aCTOCYBaHHI.

Pos3nonin.

O6’em po3nofiny MpubIU3HO OOPiIBHIOE 3araJlIbHOMY BMICTY PifWHY B OpraHi3Mi.
3B’s13yBaHHA 3 OilKaMu Ijia3Mu KpoBi HU3bKe (11-12 %).



®nykoHa30/1 mobpe IPOHUKAE B YCi OCIiAXKYBaHi pinuHu opraHiamy. PiBeHb
bykoHa305y y CIMHI Ta MOKPOTHUHHI € MOAiOHUM 10 KOHIIEHTpPAllil TiKapChKOT 0
3aco0y y mia3Mi KpoBi. Y mallieHTiB, XBOpUX Ha TPUOKOBUIM MEHIHTIT, piBeHb
(¢brykoHa30y y CHUHHOMO3KOBIiH pinuHi gocsrae 80 % KoHIIeHTpallil y IJ1a3Mi KpPOBi.

Bucoki koHLIeHTpalil GIyKOHa30JIy y MIKipi, 10 IepeBUIlyI0Th CUPOBaTKOBI,
OOCSTal0ThCS Yy POrOBOMY Illapi, emigmepMici, mepMi Ta moti. ®1yKOHA3011
HaAKONUYYETHCS y poroBoMy iapi. [Tpu 3acTtocyBanHi go3u 50 Mr 1 pa3 Ha 100y
KOHIIeHTpallia GIyKoHa30J1y mmicnsa 12 gHiB IiKyBaHHS CTaHOBUJIA 73 MKI/T, a 4yepes 7
[HIB IIiCJIS 3aBEPILIEHHS JIIKyBaHHS KOHIIEHTpAaLlid BCe 11le cTaHoBUsa 5,8 MKr/r. [Ipu
3acTtocyBaHHi mo3u 150 Mr 1 pa3 Ha TUXKOEHb KOHIIeHTpaLisa (JIyKOHA30Jly Ha 7-U OeHb
JIIKyBaHHS cTaHOBUIa 23,4 MKT/T; 4epe3 7 OHIB IIiCIISA 3aCTOCYBaHHSA HACTYIIHOl JO3HU
KOHIIEeHTpallis BCe I1e cTaHoBuia 7,1 MKI/T.

KonuenTpanis ¢gpaykoHa3omy B Hirtax micis 4 micaniB 3actocyBaHHA 150 mr 1 pas Ha
TUXKIOEeHb cTaHOBUA 4,05 MKT/T Yy 30POBUX OOOPOBOJIBIIB Ta 1,8 MKI/T y mallieHTiB i3
3aXBOPIOBaHHSIMU HIrTiB; (pJIYKOHA30JI BU3HAYaBCS y 3pa3Kax HIr'TiB yepe3 6 MicsIliB
IIicJIsi 3aBepIleHHs Teparil.

MeTaboJ1i3M.

®nykoHa3051 MeTaboJ1i3yeThC HE3HAYHOIO Mipoio. IIpu BBeieHHi 03U, MideHOol
pagioakTuBHUMU i30Tonamu, nuie 11 % pIyKoHa30Iy eKCKPETYETHCA 3 CEUEI0 ¥
3MiHeHOMY BUTIsAi. ®ITyKOHA30JI € CEIEKTUBHUM iHTiOiTOpoM i3odepmenTiB CYP2C9
Ta CYP3A4, a Takox iHribiTopom izopepmenty CYP2C19.

Exckpernis.

[Tepion HamiBBUBeOeHHS (JIYKOHA30JIy i3 M1a3Mu KPOBi CTaHOBUTDH 61113bK0 30 romuH.
Binbira yacTuHa JTiKapChKOTo 3aco0y BUBOOUTHCS HUPKaMu, ipudoMy 80 % BBemeHOI

OO3M BUSBIISIETHCS y Cedi B He3MiHeHOMY cTaHi. KiipeHc Gp1yKoHa30/1y IpPOIOPIiMHAN
[0 KJIipeHCy KpeaTuHiHy. LIupKym004nx MeTabo0JIiTiB He BUSIBIEHO.

TpuBanuii nepion HaniBBUBEOEHHS JIIKapChbKOT0 3aco0y 3 IJIa3MU KPOBi Ja€
MOZKJIMBICTh MOT'0 Pa30BOT0 3aCTOCYBaHHS IIPU BariHaJIbHOMY KaHOWA03i, @ TAKOXK
3aCTOCyBaHH4 Ipenapary 1 pa3 Ha TUXKOEHb IPU IHIINX TOKa3aHHAX.

HupkKoBa HEOOCTATHICTE.

Y nailieHTiB i3 HUPKOBOIO HENOCTATHICTIO TAXKKOTO CTYIeHs (IIBUAKICTh KJIIyOOYKOBO1
dinbTpanii < 20 Mi/xB) nepion HamiBBUBeOeHHs 30inbinyeThcsa 3 30 rogus mo 98
roguH. ToMy 1iX KaTeropil maiieHTiB He0OXimHO 3MEHIINUTHU H03y (PJIYyKOHa30Iy.
®IyKOHA30JI BUOAISIETHCA MIIAXOM I'eMOMiani3y Ta MEeHIIOK MIPOI0 - [MIIIX0M
IHTpanepUuToHeaIbHOTO Aianidy. CeaHc remopianidy TPUBaAJIICTIO 3 TOOUHU 3HUXKYE



piBeHb (pJIyKOHa30/1y y mia3Mi Kposi mpubau3Ho Ha 50 %.

IiTH.

Iani 3 papmakokiHeTuku Oysnu ouiHeHi y 113 miTe# mig wac 5 mocmigXKeHb: 2
OOCITiIKEeHHSs Pa30BOT0 3aCTOCYBaHHS, 2 OOCIigXKeHHI 6araTopa3oBOro 3aCTOCYBaHHS
Ta 1 JOCHigXKeHHS 3 y4acCTIO HEJOHOIIIEHNX HOBOHAPOAKEHUX.

[Ticnsa BBemeHHS 2-8 MI/KT (piIyKOHaA30/y OiTAM BikoM Bif 9 micsauiB mo 15 poki AUC
cTaHoBHUIa O0/1KM3bKO 38 MKI X roguHy/Mia Ha 1 Mr/Kr gosu. [licins 6araTopa3oBOro
3aCTOCyYBaHHS CepefHil mepiona HamiBBUBeOeHHS (QIIYKOHA30JIy i3 IJIa3Mu KPOBi
BapitoBaB Mix 15 Tta 18 roguHamu; 06’eM po3nogniny ctaHoBuB 880 Mii/Kr. Binbia
TPUBAJIMNM IIepiof HalliBBUBEOEHHS i3 MJIa3MU KPOBI, 110 CTAHOBUB NPUOIU3HO 24
roguHu, OyB ITiCJIT pa30BOT0 3aCTOCYBaHHS (PpriyKoHa30iy. Llel MOKa3HUK € 3iCTaBHUM
3 IlepiogoM HalliBBUBeOeHHS (PJIyKOHAa30JIy i3 m1a3Mu KPOBIi IIiCIs pa3oBOTro
3aCTOCYBaHHS J03U 3 MI/KI BHYTPIIIHbOBEHHO OiTsAM BikKoM Bifg 11 gHiB mo 11 micsiis.
O6’eM po3nOMiy y HmalliEHTIB IIi€l BIKOBOI rpynu CTAaHOBUB 0JIM3bKO 950 MII/KT.

IocBim 3acTocyBaHHS (PJIyKOHA30/Ty HOBOHAPOOXKEHUM 00MEXKYETHCS
(bapMakoOKiHETUUHUMU OOCITiOKEHHSIMU 3 y4acTio 12 HeJOHOIIIeHUX [iTel i3 TepMiHOM
recrailii mpu6nu3Ho 28 TuxkHiB. CepenHili Bik MUTUHYU IIPU BBEIEHHI IIEPIIO] 03U
cTaHOBUB 24 rogunHM (Big 9 mo 36 roauH); cepenHs Bara IIpyu HapOOXKeHHI CTaHOBUJIa
900 r (Bim 750 mo 1100 r). Iy 7 mallieHTiB TPOTOKOJ OOCIigKeHHsI 0yJI0 BUKOHAHO.
MaxkcuMyM 5 BHYTPIIITHBOBEHHUX iH €KIIIN (PIIYKOHA30JIy y 0031 6 MI/KT BBOOUJIU KOXKHI
72 roguau. CepenHiu mepion HalliBBUBEeOEeHHsI CTaHOBUB 74 roguuu (44-185) B
Hepuny OeHb, moTiM 3MeHmuBCsA 00 53 roguH (30-131) Ha 7-u geHb Ta go 47 (27-68)
Ha 13-u1 gensb. Ilnoia mig KpuBoiO (MKT X ron/mia) ctaHoBuina 271 (173-385) y nepiiun
meHb, 30inbimuiacsa o 490 (292-734) Ha 7-# geHb, IOTIiM 3MeHIIuiIacs o 360
(167-566) Ha 13-i1 genb. O6’eM po3mnominy (M/Kr) ctaHoBuB 1183 (1070-1470) v
nepmuii geHsb, 30inbiryBaBcsa o 1184 (510-2130) va 7-i mensb Ta o 1328 (1040-1680)
Ha 13- OeHb.

[TamieHTH JTITHHOTO BIKY.

dapMakKOKiHETUYHE OOCIIiIXKEeHHS IIPOBOAUIIU 3 y4acTio 22 MalieHTiB (BikoM Bif 65
POKiB), siKi 3acTocoByBanu 50 Mr ¢gpaykoHa3ony nepopanbHo. 10 y9aCHUKIB OHHOYACHO

3aCTOCOBYBaJIu OiypPETUKHU. Cm « CTaHOBHIIA 1,54 Mkr/mMn Ta gocsaranacs npotsarom 1,3

TOOWHU IIiCJIsI 3aCTOCYBaHHSA (b;yKOHasoHy. Cepepnnasa AUC cranosuna 76,4 = 20,3
MKT X roguHy/Mi. CepefHin mepioq HamiBBUBeOeHHS - 46,2 roguHu. Li
(bapMakoOKiHETUYHI MOKa3HUKU € BUIIMMHU IIOPiBHSAHO i3 aHAJIOTIYHUMHU ¥ 3[IOPOBUX
T0OPOBOIIBIIB MOJIOANIOrO BiKy. OQHOYaCHe 3aCTOCYBaHHS [iypeTHUKIB He MaJio

3HAaYHOTO BILJIUBY Ha Cm L Ta AUC. Takox KiipeHC KpeaTuHiny (74 MII/XB), BiHCOTOK

a
(prmyKoHa30my, 110 eKCKPEeTyBaBCH i3 ceuero y He3aMiHeHoMy Burnsamai (0-24 rogusawH,



22 %) Ta HUPKOBUU KiipeHc ¢piaykKoHa3omy (0,124 MI/XB/KTr) y HaIli€EHTIB JaHOl BiKOBO1
rpynu 6ynau HUKYKUMM, Hi’K aHaJIOTiYHi TOKa3HUKU Y MOJIOLMIINX NOOPOBONBIIIB. ToMy
3MiHU (papMaKOKIHETUKM y NAIi€HTIB JIITHLOTO BiKy 3ajiekaTh Bill TapaMeTpiB QyHKIIN
HUPOK.

IToxa3aHHSA

®nykoHa30/-JapHUIlSA ITOKa3aHUM I JTiKyBaHHS TaKUX I'PUOKOBUX iHGEKIIIN ¥
OOPOCIIUX SIK:

e KPUIITOKOKOBUM MEHIHTIT;

e KOKIIUMiOIO3;

e IHBA3MBHI KaHOUOO3U;

e KAQHOUIIO3M CIIM30BUX 000JIOHOK, BK/IIOYAOUYM KaHOUI03 POTOTJIOTKY Ta KaHOUI03
CTPaBOXOY, KAHOUOYPisA, XPOHIYHUNM KaHOUIO3 IIKipHU i CITM30BUX 000JIOHOK;

e XPOHIYHUYN aTPOdiyHUN KaHOUA03 POTOBOI ITOPOXKHUHU (KaHOUIO03, CIPUYUHEHU N
BUKOPUCTAHHSAM 3yOHUX MPOTE3iB) ITpU HeeeKTUBHOCTI I'irieHu poTOBOIl
MMOPOKHUHU abo MiciieBol Teparril.

(DJIYKOHBBOH-HapHI/ILIH OKa3aHUuM OJis HpO(biHaKTI/IKI/I TaKHUX 3daXBOPIOBAHL Y OOPOCIIUX
AK:

e PelUauB KPUIITOKOKOBOI'O MEHIHTITY y IMAIli€HTIB 3 BUCOKUM PU3UKOM HOI'0
PO3BUTKY;

e peluauB KaHOUA03y POTOTIIOTKY ab0o cTpaBoxony y namieHTiB 3 BIJI 3 BUCOKUM
PU3UKOM KOTr0 PO3BUTKY;

e IpodiakTHKa KaHOUOO3HUX iH(MEKIIN Y MalliEHTIB i3 TPUBaJIO0 HEUTPOIEHIEI0
(HampuKIIaZ y Halfi€eHTiB 3i 3JI09KiCHUMY 3aXBOPIOBAaHHSIMM KPOBI, IKi OTPUMYIOTh
xiMioTeparrito, 4YM y IallieHTiB IIPpU TPaHCIIJIaHTallil TeMOIIOeTUYHUX CTOBOYPOBUX
KJIiTHH).

®nykoHa30JI-llapHULA 3aCTOCOBYIOTH OITSAM Bill HAPOMAXKEHHS 11 JIIKyBaHHSA
KaHOUO03iB CITU30BUX 000JIOHOK (KaHOMO03 POTOTJIOTKH, KaHONUA03 CTPaBOX0ady),
iHBa3WBHUX KaHOUA03iB, KPUIITOKOKOBOIO MEHIHTITYy Ta AJis IIPOQiTaKTUKHN
KaHOUOO3HUX iH(EeKIIi! y mallieHTiB 3i 3HUKeHUuM iMyHiTeToM. JIikapchkuit 3acio
MOZKHa 3aCTOCOBYBATHU fK IIiATPUMYIOUY Tepallito OJjid IIoNepeaKeHH pPeluguBy
KPUIITOKOKOBOTO MEHIHTITY y AiTeN i3 BUCOKUM PU3UKOM MOT0 PO3BUTKY.

Tepamito mikapCbKUM 3aCO00M MOZKHAa PO3NOYKWHATU OO0 OTPUMaHHS pe3yJIbTaTiB
KyJIbTypPaJbHUX Ta iHIIMX JTaO0paTOPHUX HOCIHiOXKEeHb; ITiC/IsI OTPUMaHHS Pe3yIbTaTiB
aHTuOaKTepiaJbHYy Tepariio CJIif CKOPUTyBaTH BiiTIOBiAHUM YHMHOM.

IIporunnoka3aHHs



lnmepuyTnusicTh A0 GIJIYKOHA30Iy, A0 iHIINX a30JIbHUX CIONIYK abo mo 6yOb-sKoil 3
OOTIOMIiZKHUX PEYOBUH JIIKapChbKOT0 3aCo0y.

OpHOo4YacHe 3aCTOCyBaHHS (IIyKOHaA30/Iy Ta TeppeHaguHy IallieHTaM, sIKi OTPUMYIOTh
¢bnykoHazon 6aratopa3oBo y mo3ax 400 mr/moOy Ta Bullle (3rimHO 3 pe3yabTaTaMHu
OOCITiIKeHHs B3aEMOil 6araTopa30BOro 3aCTOCYBaHHS).

OmHOYacHe 3aCTOCYBaHHS QIYKOHA30JIy Ta iHIIKUX JIiIKapChbKUX 3aC00iB, 1110
momoBXKyIOTh iHTepBan QT Ta MeTabomni3yioTbecs 3a gonomoroio hpepmenty CYP3A4
(HammpuKiang Hu3alpuay, aCTeMi30iy, IiMO3UAY, XiHIONHY Ta epPUTPOMILIUHY).

B3aemMogisi 3 iHIIMMH JTIiKapChKHMH 3ac00aMHu Ta iHIIII BHIH B3a€MoOil

IIpomunoka3aHe cyMiCHe 3aCmOCyYB8AHHAA d)flVKZOHCISOflV ma Huxcdye3sd3Hd4eHuUx

JAiKapcvKux 3acobis.

Iuzanpud. IToBigoMJIsinu IPO PO3BUTOK IMOOIYHUX peakiliii 3 00Ky ceplisd, Y TOMY YHCIIi
IIPO IIapOKCU3MaJIbHy IIIIYHOYKOBY TaxiKapAilo TUIY «IipyeT», y HallleHTiB, AKi
OOHOYACHO 3aCTOCOBYBau (PIyKOHAa30J1 Ta nu3anpun. KoHTponboBaHe OOCIIigXKEeHHS
IPOJEeMOHCTPYBAJo, 110 OgHO4YacHe 3actocyBaHHsa 200 mr ¢iykoHa3omny 1 pa3 Ha goOy
Ta 20 Mr u3anpuay 4 pasu Ha o0y IPU3BOOUIIO A0 3HAYHOTO MiIBUILIEHHS PiBHS
nu3anpuny y mjaa3Mi KpoBi Ta o0 nogoBxkeHHS iHTepBany QT. OgHouacHe
3aCTOCyBaHHS (PJIyKOHA30JIy Ta MU3alpUay IPOTUNOKa3aHe (OUB. PO3Tis
«[TpoTuUIIOKa3aHHI»).

TeppeHaduH. Yepes BUMIAJKU PO3IBUTKY TAXKKUX CEPLEBUX apUTMIiN, CIPUYUHEHUX
nomoBkKeHHSM iHTepBany QTc, y mallieHTiB, SKi 3aCTOCOBYIOTh a30/IbHi IPOTUTPUOKOBI
JIiIKapchKi 3aco0M OMHOYACHO 3 TepdeHaguHoM, Oy/Iu ITPOBEOeHi JOCTiIKeHH S
B3a€eMO[il I¥X IIpenapariB. Y X0l OQHOTO OOCIIiAKEeHHS IIPU 3aCTOCyBaHHI
dnykonazomny y mosi 200 Mr Ha moOy He OyJi0 BUsIBIIeHe MOOOBXKeHHs iHTepBany QTc.
[HIIIEe moCHim»KeHHs IIPU 3aCTOCyBaHHi ¢pyKoHa3omny y no3ax 400 ta 800 Mr Ha gobOy
IIPOAEMOHCTPYBAJIO, 110 3aCTOCYBaHHsA (IyKoHa30/1y y mo3ax 400 mr Ha goOy abo
BHUIIle 3HAYHO IIiABUIIYE PiBeHb TeppeHaauHy y mj1a3Mi KPOBi IpU OGHOYAaCHOMY
3aCTOCYBaHHI ITUX ITiKapcbKuX 3aco0iB. CyMicHe 3acTocyBaHHS (PJIYKOHA30Iy y J03ax
400 mr a6o Buiie 3 TeppeHaanHOM ITPOTUNIOKA3aHe (OuB. Po3Min «IIpoTuoka3aHHI»).
[Tpu 3acTocyBaHHi (GIyKOHa305y y mo3ax Huxk4de 400 mMr Ha moOy ogHOYaCHO 3
TepdpeHaguHOM CJIif IPOBOAUTHU PETEIbHUU MOHITOPUHT CTaHY Ialli€HTa.

Acmewmizon. CyMmicHe 3acTOCyBaHHS (hIIyKOHA30JIy Ta aCTeMi30JIy MOXKe 3MEHIIUTU
KJIipeHC acTteMi3ony. COpruYMHEHE 1IUM ITiABUILEHHS KOHIIEHTPAallil acTeMi30Iy y
I1J1a3Mi KpOBi MOXKe IIPU3BECTU OO0 IIONOBXKeHH iHTepBany QT Ta y pioKicHUX
BUIIaJKaxX - A0 ITapOKCHU3MaJIbHOI HIJ[yHOYKOBOI TaxikKapmil Tumy «mipyet». OgHO4YacHe
3aCTOCyBaHHS (PJIyKOHAa30Jly Ta aCTeMi30Jly IpOTUIIOKa3aHe.



ITimo3u0 ma xiHiouH. CyMicHe 3acToCyBaHHS (JIIYKOHA30JIy Ta IIiMo3ugy abo XiHiguHy
MO2Ke ITPU3BOOUTHU 10 MPUTHIYEeHHsT MeTabosi3My niMmo3uny abo XiHimuHy, xo4a
BIOIOBITHUX OOCHIAXKEHD in Vitro Ta in vivo He npoBoaunu. IlinBUIIeHHSI KOHIIeHTPaIIil
miMo3uny abo XiHiguHY y Ij1a3Mi KPOBi MOXKe CIIPUYUHSATU MOA0BXKeHHS iHTepBany QT
Ta y PiAKiCHUX BUIIafKaxX MPU3BOOUTU [0 PO3BUTKY IMAapOKCU3MaJIbHOI IIITYyHOYKOBOI1
Taxikapmii Tumny «mipyeT». OgHOYacHe 3aCTOCYBaHHS (QIIyKOHA30J1y Ta ImiMo3umy abo
XiHIAWHY ODPOTUIIOKA3aHe.

EpumpomiyuH. OgHO4YaCHe 3aCTOCYyBaHHS €PUTPOMIIIMHY Ta (GIYKOHA30JIy IIOTEHIIINHO
MOXKe IIPU3BOOUTU [0 MiABUILEHHSA PU3UKY PO3BUTKY KapOiOTOKCUYHOCTI
(momoBxeHHS iHTepBany QT, mapokcu3MasibHa IIIYHOYKOBA TaxXiKapOis TUILY «IIipyeT»
) Ta, SIK HACJIiJOK, OO PalTOBOI CeplleBOl CMepTi. 3acToCyBaHHS KOMOiHaIlil JaHUX
JIiIKapChKUX 3aC00iB IIPOTUIIOKA3aHe.

He pekomeHOyemuvcsa 00HOUYACHE 3aCMOCYB8AHHA PAYKOHA301y MA HUMNCYE3A3HAYCHUX
JAIKapcvkux 3acobis.

I'anogpanmpuH. ®yKOHA30JI MOXKE CIPUUYMHUTU MiABUIIEHHS KOHIIEHTpaIlil
ragopaHTPUHY y IJ1a3Mi KpoBi 3a paxyHOK npurHidenHsas CYP3A4. OgHo4acHe
3aCTOCYBaHHS ITUX JTIKAPChKUX 3aC00iB MOKe MPU3BOAUTH [0 ITiABUIIEHHS PU3UKY
PO3BUTKY KapOiOTOKCUYHOCTI (momoBxKeHHs iHTepBany QT, mapokcu3manbHa
IIJTyHOYKOBA TaxiKaphis TUIY «IIipyeT») Ta, SK HaCJIAOK, 0O pPalTOBOl CEPIEBOl
cMmeprTi. Crifg yHUKaTH 3aCTOCYBaHHS KOMOiHallil JaHUX JIiKapChKUX 3aco0iB.

CyMicHe 3acmoCcy8aHHA (PaAYKOHA301Y Md HUMCYE3d3HAYEeHUX AiKaAPCbKUX 3acobis

guMazae obepedcHocmi ma Kopuz2y8aHHs 0o3u.

AmiodapoH. OpgHOYacHe 3aCTOCYyBaHHS (PJIyKOHA30JIy 3 aMiogapOHOM MOXKe ITPU3BECTH
oo nmogoBxkeHHs iHTepBany QT. ®mykKoHa30J1 ciif 3 00epexkHiCTI0O 3aCTOCOBYBATH
pa3oMm 3 amiofapoHOM, 0COOIMBO y pa3i Npu3HaYeHHs BUCOKOIL J03U (QIIyKOHA30JIy
(800 mr).

Bnaus iHwux nikapcbKux 3acobi8 Ha ¢1YKOHA301.

IocmigKeHHs B3aEMOil IPOAEeMOHCTPYBallH, 110 ITepopajibHe 3aCTOCyBaHHS
dbIyKOHa30JIy OMHOYACHO i3 BXKUBAHHSIM 1Ki, MPUMNOMOM LIUMETUAUHY, aHTAllUAiB abo 3
[IOJAaJIbIINM OIIPOMIHEHHSIM YChOTO Tijla IJI IepecagKu KiCTKOBOI'O MO3KYy He Mae€
KJIiHIYHO 3HAYYIIOTO BIIJIMBY Ha abcopO1iito hIyKoHa30ITy.

Pugamniyur. OgHOYaCHE 3aCTOCYBaHHS (PJIyKOHA30J/1y Ta pudaMIIiliiHy IPU3BOOUIIO
no 3uuxkeHHs AUC Ha 25 % Ta CKOpoYyBaJio Iepion HaniBBUBEOEHHA (MIYKOHA30JIy Ha
20 %. Tomy Ojs maii€eHTiB, sIKi 3aCTOCOBYIOTh pU(aMIIilliH, CIil PO3TJISHYTH
OOIIIBbHICTE MiABUIIEHHS H03U (DIIYKOHA3O0IY.



I'iopoxsaopomia3ud. Y gocnigkeHHI papMaKOKiHETUYHOlI B3a€EMOil OqHOYaCHe
OaraTokpaTHe 3aCTOCYBaHHS TigpOXJI0POTia3uay 3TOPOBUM A0OPOBOIBIIAM, SIKi
oTpuMyBanu (GIYKOHA30JI, HigBUIIYBai0 KOHIIEHTPaIlilo (GJIyKOHa30/y y Ijia3Mi KpoBi
Ha 40 %. Taki mapamMeTpu B3aEMO[il He BUMaraiTh 3MiH y peKUMi JO3yBaHHS
(brrykoHa305y OIS Malli€HTiB, IKi OqHOYaCHO OTPUMYIOTh CEYOTiHHI 3aco0u.

Bnaue ¢paykoHa304y Ha iHWI AiKapcwuKi 3acobu.

®JIyKOHA3071 € MOTYKHUM iHTibiTOpoM i30dpepmenTty 2C9 uutoxpomy P450 (CYP) Ta
nmomipHuM iHribitopom CYP3A4. Takoxk ¢pnykoHasoin € iHnribitopom CYP2C19. Okpim
CIIOCTepeKyBaHUX/ DOKYMEHTAaJIbHO HNiATBEPAKEHNX B3aEMOMIN, III0 ONMCaHi HUXK4e,
IIpXU OJHOYAaCHOMY 3aCTOCYBaHHI i3 (pJIyKOHa30JI0M iCHYE PU3UK HiABUIIEHHS y IIJ1a3Mi
KPOBi KOHIIeHTpallill iHIIMX COonykK, 1o MeTabomnidyioTecsa CYP2C9 ta CYP3A4. Tomy
3aCTOCOBYBATH TaKi KoMOiHallil TikapchKux 3aco6iB ciif 3 00epekHICTIO; IPU LILOMY
HeOoOXiHO peTenbHO CIIOCTEPIraTH 3a CTaHOM IallieHTiB. [IpurHiyyBasbHa Ois
dbnykoHazony Ha ¢pepMeHTU 30epiraeThCs MpoTIrom 4-5 mib micys #oro 3acTOCyBaHHS
Yy 3B’I3Ky 3 MOT0 TPUBAJIMM I1€PiogOM HalliBBUBEOEHHS.

Anvppernmania. Tlpu ogHOYACHOMY 3aCTOCYBaHHI abdeHTaHiny y go3i 20 MKT/KT Ta
drykoHazomny y mo3i 400 Mr 3mopoBUMU JOOPOBOIBIISIMU CIIOCTEPIrazocs ABOKpPaTHE
30ibIIIeHHSA AUClO’ MOZKJIMBO, dyepe3 iHrioyBanHss CYP3A4. Moxe OyTu HeoOXigHUM
KOPUTYBAHHS O03U alb(eHTaHiy.

AmimpunmuuniH, HopmpunmusiH. ®JIYKOHA30JI IIOCUJIIOE 110 aMITPUIITUIIIHY Ta
HOPTPUIITUIiIHY. PEKOMEHAOYETHCS BUMipIOBaTU KOHIIEHTPAIlil 5-HOPTPUIITUIiIHY Ta/abo
S-amMiTpuUnTUIIIHY Ha ITo4YaTKy KOMOiHOBaHOl Tepamil Ta 4yepe3 1 TuXkaeHb. Y pasi
HeoOXimHOCTi cig BigKOpUTyBaTHU 03y aMiTpPUIITUIIIHY/HOPTPUNTUIIIHY.

AmpomepuuyuH B. OmHOYacHe 3aCTOCyBaHHSA (GIYKOHA30/y Ta aMdoTepuiuay B
iH(piKOBaHMM MHUIIIAM i3 HOPMaJIbHUM IMyHITETOM Ta iH(piKOBaHMM MUIIIaM 3i
3HUXKEHUM IMYHITETOM IPU3BEJIO 0 TAaKUX Pe3yJIbTaTiB: HEBEJIMKUM aqUTUBHUU
MPOTUTPUOKOBUY eheKT ITPU cUCTeMHiM iHpekii C. albicans, BiiCyTHICTh B3aEMOZi1
IIpY BHYTPIIIHbOYEPEenHil iHdeKIril Cryptococcus neoformans Ta aHTaroHi3M ABOX
JIiIKapCchKUX 3ac00iB IIpu cucTeMHil iHdekii A. fumigatus. KniniuHe 3HaueHHSA
pe3ynbTaTiB, OTPUMAaHUX Y XOOl IIUX OOCIiAXKEeHb, HEBiIOMeE.

AHmukoaz2yasaHmu. 9K i Ipu 3aCTOCYBaHHi iHIIIUX a30JIbHUX NIPOTUTPUOKOBUX 3aC00iB,
IIpXU OJHOYAaCHOMY 3aCTOCYBaHHI (PJIyKOHA30JIy Ta BapdpapHuHy MOBIOOMJISIN IIPO
BUIIAAKV PO3BUTKY KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, IITYHKOBO-KUIITKOBUX
KpOBOTeY, TeMaTypil Ta MeJIeH!) y HOEOAHAHHI 3 MOOOBXKEHHSIM ITPOTPOMOiHOBOT O Yacy.
[Tpu ogHOYAacHOMY 3acTOCYBaHHi (PJIyKOHA30JIy Ta BapdapuHy CIIOCTEPiramocs
OBOKpAaTHE MigBUINIEHHS TPOTPOMOIHOBOTO 4Yacy, iMOBipHO, BHACIIIIOK IPUTHIYEHH S
MeTabomni3amy Bapdapuny uepe3 CYP2C9. Criig peTenbHO KOHTPOIIOBATHU



MpoTpoMOiHOBUM YacC y MallieHTiB, IKi OMHOYACHO 3aCTOCOBYIOTH KyMapUHOBI
AHTUKOATyISIHTU. Moxke O0yTH HeoOXigHOI0 KOPEKIIisi mo3u BapgapuHy.

ben3oldiazeniHu Kopomkoi 0il, Hanpukaao mida3oaam, mpia3zosam. [Ipru3HadyeHHSA
(prmyKoHa305y micis mepopaabHOT0 3aCTOCYBaHHS Mifga30jiaMy HPHU3BOAUIIO OO
3HAYHOTO MigBHUIIIEHHS KOHIIEHTpAllil Miga3ojlaMy Ta [0 IMOCUJIEHHS IICUXOMOTOPHUX
edekTiB. OgHOYAcHe 3aCTOCyBaHHSA QIyYKOHA305y y go3i 200 Mr Ta Migma3onamy y mo3i
7,5 MT mlepopasibHO NpUu3BOAUIIO o0 minsuinieHHs AUC Ta nepiony HaniBBUBEOEHHS Y
3,7 Ta 2,2 pa3a BinmoBigHO. 3acTocyBaHHs QrykKoHa30iy y mo3i 200 Mr Ha mol0y Ta
0,25 Mr Tpia3ojyiaMy mepopajbHO npu3Bogusio no migsuineHHa AUC Ta nepiony
HaniBBuBeneHHs y 4,4 Ta 2,3 pa3a BignosigHo. [Ipu ogHOYacHOMY 3aCTOCYBaHHI
(rykoHa305y Ta Tpia3ojiaMy CIIOCTepirasocs MOTEHIiIOBaHHS Ta MPOJIOHTAallisl e(peKTiB
Tpia3ojamy.

AKINO manmieHTy, SKUW IPOXOOUTH KyPC JIIKyBaHHSA (hJIyKOHA30JI0M, CJIiff OOHOYAaCHO
MMPU3HAYUTHU Tepariio 6eH3omia3eniHaMu, 03y OCTAHHIX CJIig 3MEHIIUTH Ta
BCTAHOBUTHU HaAJIEZKHUM HATISA[ 3a CTAHOM IIalli€eHTa.

Kapbama3zeniv. ®n1yKOHa30JI IPUTHIUYyE MeTabomi3M KapOaMa3eliny Ta CHPUYUHSIE
IMiOBUINIEHHS PiBHSA KapOaMa3elriny B cupoBaTili KpoBi Ha 30 %. ICHye pU3UK PO3BUTKY
IIPOSIBiB TOKCUYHOCTI 3 60Ky KapOaMa3eliny. Moxe OyTu HeOOXimHUM KOPUT'YBaHHS
mo3u KapOaMa3eIliHy 3ajiesKHO Bifl piBHS MOTro KOHIIEHTpallil Ta Oil JlikapCchbKOro
3aco0y.

baokamopu Kaavuiesux KkaHanig. J[lesiKi aHTaroHiCTH Kanbllilo (HidbenumniH, icpaguIiy,
aMJIoguIliH Ta penogulrin) metabonidyioTecsa pepmerTom CYP3A4. ®nykoHa30m
MMOTEHINMHO MOXKe MigBUIIYBAaTU CUCTEMHY €KCIIO3UIIil0 OJI0KATOPiB KaIbIiEBUX
KaHaJliB. PeKOMeHIOBaHUN PETEJIbHUN MOHITOPUHT IIOA0 PO3BUTKY MOOIYHUX PEaKIliil.

Ilenexokcub. IIpu omHOYAacHOMY 3acTOCyBaHHiI piykoHa3osy (200 Mr Ha moby) Ta
1ienekokcuoy (200 mr) CmaX Ta AUC nenekokcu6y nigsuiryBanucs Ha 68 % ta 134 %
BigmoBigHO. [Ipy ogHOYAaCHOMY 3aCTOCyBaHHI 11eIeKOKCUOy Ta (QIIyKOHA30JIy MOXKe
OyTu HeOOXigHUM 3MEHILEeHHS 03U 1IeIeKOKCUOy BABidi.

Lukaogpocgpamio. OgHOYACHE 3aCTOCYBaHHS IMKIIopochaminy Ta GIyKOHaA30Iy
MIPU3BOOUTH OO MiABUIIIEHHS PiBHSA Oinipy0OiHy Ta KpeaTHUHiHY B CUpOBaTIli KpoBi. Li
JIiIKapChKi 3aco0M MO2KHa 3aCTOCOBYBAaTH OOQHOYACHO, HE 3BaXKalo4u Ha PU3UK
ITigBUIIIEHHS KOHIIeHTpallil 0inipy0iHy Ta KpeaTUHiHY B CUPOBATIII KPOBI.

®ernmania. TTOBiHOMIISININ ITPO OOUH JIeTAJIbHUYM BUMAOOK iHTOKCHUKAIIil (heHTaHiIoM
BHACJIIMOK MOKJIMBOI B3a€EMOZil (peHTaHiny Ta paykoHasony. 1o Toro X, y
OOCITim»KeHHi 3 yyacTio 12 3mopoBuX JOOPOBOIBIIB OyJI0 MIPOOAEMOHCTPOBAHO, ITI0
(myKoHa3051 3HaYHO yHOBiIbHIOBAB eJliMiHaliio deHTaHiny. [TigBUIleHHSA



KOHIIeHTpallil (heHTaHIIy MOXKe IIPU3BECTH [0 NIPUTHIYEHHS OUXaHHS, TOMY CIIif
peTenbHO KOHTPOJIIOBATH CTaH IallieHTa. Moxke 0yTyu HeoOXigHOI KOPEKIIisT MO3Uu
(enTaHITY.

IH2i6imopu I'MI'-KoA-pedykma3su. CymicHe 3acTocyBaHHS (GJIYKOHA30/y Ta iHTi6iTOPiB
I'MTI'-KoA-penykTa3su, 110 Metabonidyiotbcsi CYP3A4 (aTopBacTaTUH Ta CUMBaCTaTHUH),
a6o iuridiTopis 'MI'-KoA-penykTasu, 1o MetabonizyoTecst CYP2C9 (bnyBacTaTus),
MMiOBUIIYE PU3UK PO3BUTKY MiomarTii Ta pabmomiosidy. ¥ pasi HeoOximHOCTI
OMHOYACHOTO 3aCTOCYBaHHS ITUX JIIKAPChKUX 3aC00iB CIIifT peTenbHO CIIOCTEPiraTu 3a
MallieHTOM IIIOA0 BUHUKHEHHS CUMIITOMIB MiomnarTii Ta pabgoMiosti3y i mpoBoguTu
MOHITOPUHI PiBHS KpeaTUHKiIHa3u. Y pa3i 3HAYHOI'O MiABUIIEHHS PiBHA
KpeaTUHKiHa3M, a TaKOXK IIPU AiarHOCTYBaHHI abo migo3pi Ha MionaTiro/pabgomiortis
3acTtocyBaHHs iHTiOiTOpiB [MI'-KOA-penyKTa3u Ciifg IpUIIUHUTH.

Osanapub. TlomipHi inri6iTopu CYP3A4, Taki gk ¢piyKoHa3o71, 30iIbIIyIOTh I1J1a3MOBi
KOHIIeHTpallil oylanapu0y; IX oqHOYacHe 3aCTOCYBaHHS He peKOMeHIoBaHe. fAKIIo
TakKol KoMOiHallil He MOXKHa YHUKHYTH, ITPUNOM oJiariapuly ciifg oOMexKyBaTH J03aMU
200 Mr 2 pa3u Ha fm00y.

ImyHocynpecopu (Hanpuksaao, UUK/A0CNOPUH, e8epoaiMycC, CUPOAIMYC i MaKpoaimyc).

IuxaocnopuH. ®1yKOHaA30JI 3HAYHO HifBUIlye KOHIIeHTpanito Ta AUC IUKIIOCIOPUHY.
[Tpu ogHOYAaCHOMY 3acTOCyBaHHi (iyKoHa30my y 103i 200 Mr/mo6y Ta ITMKIJIOCIIOPUHY Y
mo3i 2,7 Mr/kr/go0y croctepiranocs 30inbiienHs AUC muknocnopuny B 1,8 pa3za. Li
JIiKapchKi 3ac0o0M MOXKHa 3aCTOCOBYBATU OJHOYACHO 3a YMOBU 3MEHIIIEHHS O0O3U
IIMKJIOCIIOPUHY 3aJIe’KHO Biff 10T0 KOHIIeHTpallil.

Eeeposimyc. Xo4da OOCHiaXKeHb in vitro Ta in vivo He MPOBOOUIIHN, (GIYKOHA30JI MOXKe
MigBUINyBaTHU KOHIIEHTPALI0 €BepOoJIiMyCy B CUPOBAaTIIi KPOBi 4Yepe3 NpUrHidYeHHA
CYP3A4.

Cuposaimyc. ®IyKOHa30JI MiABUIIYE KOHIIEHTPALlil0 CUPOJIIMYCY Y IJiIa3Mi KPOBI,
iMOBIpHO, IIIJITXOM ITPUTHiYeHHS MeTabosi3aMmy cuponimycy ¢pepmentom CYP3A4 Ta P-
raikonpoTeinoM. Lli mikapchKi 3acobu MOKHa 3aCTOCOBYBaTH OOHOYACHO 3a YMOBU
KOPUTYBAHHS JO3UW CUPOJIIMYCYy 3a/Ie2KHO Bil PiBHS KOHIIEHTpaIlil Ta epeKTiB
mnpernapary.

Takpoaimyc. ®1yKOHA30JI MOXKe ITiABUIIYBAaTHA KOHIIEHTPAL[il0 TaKPOJIIMyCy B
CHUPOBATII KPOBi A0 5 pa3iB npu MO0 NepopajlbHOMY 3aCTOCyBaHHI yepes
MMpUrHidveHHs MeTabo0si3My Takposnimycy depmerTom CYP3A4 y kutiedHuKy. [1pu
BHYTPIIIHBOBEHHOMY 3aCTOCYBaHHI TAKPOJIIMYyCy HE CIIOCTepirasiocs 3Ha4YHUX 3MiH
bapmakokineTuku. [linBumieHi piBHI TaKPOJIIMyCy aCOIilOIOThCS i3
HepPOTOKCUYHICTIO. [103y TaKpPOJIIMYCY OJIsi IePOPaIbHOr0 3aCTOCYBAHHS CIIif



3HUIKYBATH 3aJIe’KHO Bif KOHIIEHTpPAIlil TAaKPOJIiMyCy.

JIozapmat. ®yKOHA30JI MPUrHiuye Mmetaboi3M 103apTaHy A0 MOro aKTUBHOTO
MmeTabomnity (E-31 74), 1110 3yMOBIIIO€ OinbIlly YaCTUHY aHTaroHi3My [0 PelenTopiB
aHrioten3uny Il mig yac 3acTocyBaHHSA 103apTaHy. PEKOMeHOOBaHO 3[ilCHIOBATH
MOCTIMHUYM MOHITOPUHTI apTepiaJbHOIO TUCKY y IAlli€HTiB.

MemadoH. ®nyKOHA30JI MOXKeE MiIBUIITYBaTU KOHIIEHTPAIlil0 METAIOHY Y CUPOBATIIi
KpoBi. [Ipy1 omgHOYacHOMY 3aCTOCYBaHHiI MeTafgoHYy Ta (GJIYKOHA30/Iy MoXe OyTu
HeoOXimHUM KOPUT'yBaHHS OO3U METaoHY.

HecmepoioHi npomu3anaavHi npenapamu (HII3I1). ITpu ogHOYaCHOMY 3aCTOCyBaHHI 3
(pnnykoHaszonom Cmax ta AUC ¢pnypbinpodeny migBuiiryBanucs Ha 23 % Ta 81 %
BiATIOBiAHO MOPIBHSAHO i3 TaKUMH ITOKa3HUKaAMHU ITPY 3aCTOCYBaHHI TiTbKH
dbnypbinpodeny. AHaAIOTiYHO ITPU OOHOYACHOMY 3aCTOCYBaHHI (hIIYKOHA30Iy 3

paneMiunuM ioynpodernom (400 mr) Cm L Ta AUC ¢papMakooriyHo aKTUBHOTO

a
isomepy S-(+)-ibynpodeny ninuinyBanucsa Ha 15 % Ta 82 % BignoBiZHO MOPIiBHAHO i3

TaKUMU MOKa3HWKaMU IIPU 3aCTOCYBaHHI TiJIbKY palleMiuHoro ioynpodeny.

Xodya crieniajJbHUX OOCHIAXKEHb He TIPOBOAUIN, PIIYKOHA30JI MMOTEHIIMHO 30aTHUU
MMigBUIIYBaTU CUCTeMHY eKcro3utito inmux HII3II, mo metabonisyiorsca CYP2C9
(HampuKIiaZ, HaIpOKCEHY, TOPHOKCUKaMy, MeJIOKCUKaMy, OUKJIO(peHaKy).
PekoMeHOOBaHO IEPIOAUYHO 3MiMCHIOBATH MOHITOPUHT ITOOIYHUX peakIliil Ta
TOKCUYHUX IIPOSBiB, mMOB’13aHux i3 HIT3I1. Moxe OyTu NOTPiOHUM KOPUTYBAHHS OO3U
HIT3II.

®eHimoiH. ®IyKOHa30J]1 NpUTrHidye MmeTaboni3M peHiToiHy B nediHii. OgHo4YacHe
O6araTopa3oBe 3actocyBaHHsa 200 Mr ¢ykoHasony Ta 250 Mr ¢GeHiTOIHY

BHYTPIIIHEOBEHHO IPU3BOOUTH [0 HiABUIIIEHHSA AUC2 4 (denitoiny Ha 75 % Ta C Ha

min
128 %. IIpu ogHOYACHOMY 3aCTOCYBaHHi ITUX JIiIKapChbKUX 3aC00iB CIIiZl ITPOBOOUTH
MOHITOPUHT KOHIIeHTpallil (GeHiTOIHY y IIJ1a3Mi KPOBi OJ11 YHUKHEHHS PO3BUTKY

TOKCHUYHOI il QpeHiToiHy.

IIpedHizonoH. [ToBimOMIIsAIM IIPO BUIIAAOK, KOJIM y Malli€EHTa ITiCJIg TPaHCIJIaHTallil
IeYiHKU Ha TJIi 3aCTOCYBaHHS IIPEOHI30I0HY PO3BHHY/IACSd IOCTPa HEOOCTaTHICTh KOPU
HaJHUPKOBUX 3aJI03, 10 BUHHUKIIA ITiCJII IPUINHEHHS TPUMICIYHOTO KypCy Teparril
(nykoHazonom. [IpunuHeHHS 3aCTOCYBaHHS (PJIIyKOHA30J1y, iMOBIpHO, CIIPUYNHUIIO
nmocuneHHsa akTuBHoCTi CYP3A4, 110 Ipu3BEI0 A0 IPUCKOPEHHS MeTabonizMy
npenHi3osnoHy. Ciif peTeslbHO CTEXKUTH 3a HallieHTaMH, AKi IPOTSATOM TPUBAJIOTr0
Iepiogy OgHOYAaCHO 3aCTOCOBYIOTH (PJIyKOHA30JI Ta IPEOHI30/I0H, 3 METOIO0
orepeakKeHHs PO3BUTKY HEOOCTATHOCTI KOPY HaJHUPKOBUX 3aJ103 ITiCIIs
NPUIIMHEHHS 3aCTOCYBaHHSA (PIIYKOHA30ITy.



Pugpabymun. ®myKOHA30JI IIigABUIIYE KOHIIeHTPaIlilo pudalbyTUHY B CUPOBATIIi KPOBI,
1110 IpU3BOOUTSE [0 30inbiienHss AUC pudabytuny no 80 %. [Ipu omHOYacHOMY
3acToCcyBaHHI (JIyKOHa30/y Ta prudabyTUHY MOBIZOMIISIN IIPO BUIIAAKU PO3BUTKY
yBeity. [Ipu 3acTocyBaHHi Takol KoMOiHallil TiKapCchKuX 3acobiB cirig 6paTu 40 yBaru
CUMIITOMM TOKCHUYHOI fil pudabyTuHY.

CakeiHagip. ®nykoHa3oi nigsuinye AUC Ta Cmax cakBiHaBipy npubnu3Ho Ha 50 % Ta
55 % BiAIIOBiAHO Yepe3 MPUTHiYeHHsS MeTabo0J1i3aMy cakBiHaBipy y medinii ¢pepMeHTOM
CYP3A4 ta uepes inribyBaHHs P-rimikonporteiny. Blaemonil Mixk piyKoHa3010M Ta
CakBiHaBipOM/PUTOHABIPOM He JOCIIOXKYyBaJd, TOMYy BOHU MOXKYTb OyTU OiIbIl
BUpaxXeHUMHU. Moxke OyTH HEOOXimIHUM KOPUTYBaHHS OO3U CaKBiHaBipy.

IToxiOHi cyavpoHinceyosuHu. IIpu ogHOYaCHOMY 3aCTOCYBaHHI (PIIyKOHA3011
IIPOJIOHTYE NePiof HalliBBUBEOEHHS IIePOPaJbHUX IOXiAHUX CYJIb(OHIICEYOBUHU
(xnmopmponaminy, riuibeHKIaMiny, raini3uagy Ta Toad0yTaMioy) IIpu X 3aCTOCYBaHHI
3IO0POBUM NOOPOBOJIBLSAM. PEKOMEHOYETHCS IPOBOOUTH YaCTHUM KOHTPOJIb IIYKPY B
KPOBIi Ta BiANIOBIZHMM YHMHOM 3HUXKYBaTHU O03y HOXIOHUX CYJIb(MOHIICEHOBUHU IIPU
OOHOYACHOMY 3aCTOCYBaHHI i3 pIyKoHa30/10M.

TeoginiH. Y nnaiebo-KOHTPOIbOBAHOMY MOCIiIXKEeHHI B3aeEMOIl TiKapCchKUX 3aco0iB
3acTocyBaHHSA ¢iykKoHa30my 1mo 200 Mr npoTtsiroM 14 gHIB IIPU3BENIO 00 3HUXKEHHS
CepemHbOTro KIIipeHCy TeodiniHny y maa3Mi KpoBi Ha 18 %. 3a namieHETamMu, sKi
3aCTOCOBYIOTh TeO(DiliH ¥ BUCOKUX Mo3ax abo SKi MaloTh ITiABUIIEHUN PU3UK PO3BUTKY
TOKCUYHUX IIPOSIBiB Te€OQisTiHy 3 iHIIWX OIPUYUH, CIIig BCTAHOBUTHU HATJIAL OO0
BUSBJIEHHS O3HAK PO3BUTKY TOKCUYHOI fil Teodininy. Teparito ciig 3MiHUTU TIpHU
OsIBi O3HAK TOKCUYHOCTI.

TogpauumuHi6. Buonus TodpaluTUHIOY 3poCTa€ NPy OOHOYACHOMY 3aCTOCYBaHHI 3
JIiIKapChbKUMHU 3acob0aMu, siKi IpU3BOOSTh 0 MoMipHoro inrioyBanus CYP3A4 Ta
notyxkHoro iurioysauusa CYP2C19 (Hanpukian, GiykoHa30i1). ToMy peKOMeHI0BaHO
3MEHIIUTHU 003y TohaluTuHiOy o 5 Mr 1 pa3 Ha o0y B KoMOiHaIligX 3 TUMU
JIiIKapChKUMHU 3acobaMu.

Ankanoiou 6apeiHKy. Xoda BillTIOBIiMHUX MOCIIAXKEHb He ITPOBOAUIH, (PITYKOHA301I,
iMmoBipHO, yepe3 iurioyBanuss CYP3A4 MoxKe CIIPUYUHSITH MigBUINEHHS KOHIIEHTPAIIil
aJIKasoifmiB 6apBiHKY y mla3Mi KpoBi (HampuKJiiafd, BIHKPUCTUHY Ta BiHOIACTUHY), 11O
MNPU3BOAUTH 0 PO3BUTKY HEUPOTOKCUYHUX €(PEKTIB.

Bimawmin A. TloBigoMIIsiiy, 10 y HallieHTa, KUY OOHOYaCHO 3aCTOCOBYBaB
TPaHCPETUHOEBY KHUCIIOTY (KuciIoTHa popMa BiTaMmiHy A) Ta (pIyKoHA3O017I,
crnocTtepiranucs nobiuHi peakilii 3 60Ky ITHC y ¢hopmi nceBOoTyMOpPy TOJIOBHOTO
MO3KY, III0 3HUK Micisa BigMinu piykoHa3oy. i mikapchki 3acobu MoKHa
3aCTOCOBYBATU OHOYACHO, ajie CJIif ImaM’ATaTu IIPO PU3UK BUHUKHEHHS NOOIYHUX



peakiriit 3 60ky LTHC.

Bopukona3soa (ineibimop CYP2C9 ma CYP3A4). OmHo4YacHe 3aCTOCYBaHHS
BOpPUKOHa301y nepopasnbHo (1o 400 Mr koxkHi 12 rogux npotsaroM 1 gHs, HOTIM O
200 mr koxHi 12 rogus npotarom 2,5 OHA) Ta payKoHa3o0iy nepopanbHo (400 Mr y
nepuunu oeHsb, moTiM mo 200 Mr KoxkHi 24 ToguHU OPOTAToM 4 OHiB) 8 3mOpPOBUM
TOOPOBOJIBIISIM YOJIOBIYOI CTATi ITPU3BEJIO OO ITiIBUIIIEHHS Cmax Ta AUCT
BOPHUKOHAa30J1y B cepegHboMy 10 57 % (90 % HOI: 20 %, 107 %) ta 79 % (90 % OI: 40 %,
128 %) BigmoBimHO. HeBigoMo, Y1 MPU3BOOUTH 3HUKEHHS 03U Ta/a00 4aCTOTH
3aCTOCYBaHHSI BOPUKOHAa30J1y abo (pIyKoHa3011y [0 YCYHEeHHs TakKoro edpekTy. [1pu
3aCTOCyBaHHI BOPUKOHA30J1y Iiciasa (JIYKOHA30J1y CIIif IIPOBOOUTH CIIOCTEPEXKEHHS
III0OJ0 PO3BUTKY NOOIYHUX e(eKTiB, acoliiioBaHUX i3 BOPUKOHA30JIOM.

3udosyOuH. OIyKOHA3O0JI IIiABUIIYE Cmax Ta AUC 3unmoByguHy Ha 84 % Ta 74 %
BiZITIOBiOHO, 1110 3yMOBJIEHO 3HUXKEHHSM KJIipeHCY 3UI0OBYOAUHY NpubIn3Ho Ha 45 %
IIPpU H¥OTo IepopajbHOMY 3aCTOoCyBaHHi. [Tepion HaniBBUBeOEeHHS 3UOOBYOIUHY OyB
TaKO2K MOAOBXKeHUM npubnm3Ho Ha 128 % micisa 3acTocyBaHHSA KOMOiHaIlil
(prykoHa30sy Ta 3UAOBYAMHY. 3a MallieHTaMH, siKi 3aCTOCOBYIOTh TaKy KOMOiHaIlifo
JIiKapCchKUX 3ac00iB, CHIifl cIlocTepiraTu 1040 PO3BUTKY IMOOIYHUX peaklliii, OB sI3aHUX
13 3aCTOCYBaHHAM 3UOOBYOUHY. M0OXKHa PO3IJISHYTU OOLIIbHICTE 3HUXKEHHS OO3U
3UOOBYOUHY.

A3umpomiuyuH. Y X0fi BIIKPUTOI0 PaHAOMI30BaHOI'O TPUCTOPOHHBLOI'O IIEPEXPECHOTO
OOCITimKEeHHSsI, B IKOMY B3S1JIM y4acTb 18 3mopoBUX MOOPOBOJIBIIIB, OILiHIOBAIN BIJIUB
a3UTPOMIIIUHY Ta (GIIYKOHA30/y Ha (papMaKOKiHETHUKY OJWH OOHOTO IIPHU IX
OOHOYaCHOMY IlepopajibHOMY pPa30BOMY 3acTocyBaHHi y mo3ax 1200 ta 800 mr
BigmoBigHO. 2KOOHUX 3HAUYyIIMX (hapMaKOKiHETUYHUX B3aEMOIili BUSIBIIEHO He OyIIO0.

ITepopaavHi KoHMpauenmuasu. ITpoBogunu 2 papMaKOKiHETUYHUX OOCTiIXKEHHS
OaraTopal3oBOro 3aCTOCyBaHHS (IIyKOHa30J1y Ta KOMOiHOBAHOTO IIEPOPAIbHOTO
KOHTpalenTusa. [Ipu 3acTocyBaHHI (pyiyKOHa3011y y 0o3i 50 Mr BOJIMBY Ha pPiBEeHb
rOpMOHiB He 0yJ10, TOAI K MIPU 3aCTOCyBaHHI QrykoHa3o0iy y mo3i 200 Mr Ha mo0y
croctepiranocs 30inbiienass AUC etuninectpagiony Ha 40 % Ta 1eBOHOPrecTpeIry -
Ha 24 %. Ile cBiguuTh PO Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (PJIYKOHA30IY V
3a3HavYeHUX O03axX HaBPs[d YX MOXKe BIJIMBATU Ha e(PEeKTUBHICTH KOMOIHOBAHOTO
IIepopaagbHOr0 KOHTPAlleNTHUBA.

Isakapmop. CynyTHE 3aCTOCyBaHHSA 3 iBaKapTOPOM, HifCUIIIOBaAYEM
MYKOBiCIIUIO3HOTO TPaHCMEMOPaAHHOT' O PETYJIATOPa HPOBIAHOCTI, MiABUIITYE
€KCIIO3UlIlilo iBakadTopa B 3 pa3wy, a rizpokcuMeTtuiiBakadpropa (M1) - y 1,9 paza. nsa
MalieHTiB, sIKi OMHOYACHO 3aCTOCOBYIOTH IMOMipHi iHridiTopu CYP3A, Taki sk
(br1yKOoHa3051 i epUTPOMIIIUH, PEKOMEHOYETHCSA 3HUKEHHS 03U iBakadTopa mo 150 Mr



1 pa3 Ha moOy.
Oco006/1MBOCTi 111010 3aCTOCYBaHHSI

Lepmamocgimisa. BiomoBigHO 00 pe3yabTaTiB OOCHIAXKEHHS PIYKOHA30JIy OJIs
JIIKyBaHHSA OepMaTodiTil y giTeul, priyKoHa30J1 He mepeBaXae rpu3eodysbBiH 3a
e(eKTHUBHICTIO i 3arajJlbHUU OKa3HUK e(eKTUBHOCTI cTaHOBUTH MeHIle 20 %. Tomy
JIiIKapChKiM 3acib He CIIii 3aCTOCOBYBAaTHU AJIA JIIKYBaHHS AepMaTodiTii.

Kpunmoxoko3. [1oka3iB e(peKTUBHOCTI PIIyKOHA30/y [OJId TiKyBaHHS KPUIITOKOKO3Y
IHIIUX JTOKasi3anii (HanpuKiafn, JereHeBOro KPUIITOKOKO3y Ta KPUITOKOKO3Y IIKipH)
HeOoCcTaTHbO, TOMY PEKOMEHallill 11040 J030BOr0 PEeXKUMY [AJI JTiKyBaHHS TaKUX
3axBOPIOBaHb HEMAE.

I'nruboki eHdemiyHi miko3u. [1oka3iB e(eKTUBHOCTI (hIyKOHA30J1y AJIS JIIKyBaHHS
iHIIKUX (OPM eHOAeMiUYHNX MiKO3iB, TaKUX SK ITapaKOKIIMOiOIAOMIKO03, TiCTOII/Ia3MO03 Ta
IIKipHO-TiM(PaTUYHHUN CIOPOTPUX03, HEOOCTAaTHLRO, TOMY PEKOMeEHOallil 100
OO30BOT0 PEeXKUMY AJIS TiKyBaHHS TaKUX 3aXBOPIOBaHb HEMaAE.

Hupkoea cucmema. T1amiieHTaM i3 mopyuieHHAM QYHKITi HUPOK JTiKapChKUM 3acib cirif
3aCTOCOBYBaTHU 3 00epexkHicTio (OuB. po3in «Crroci® 3aCcTOCyBaHHS Ta JO3U»).

Hedocmammuicmb HaOHuUpKosux 3a.a103. KeTOKOHAa3071, SIK BiIOMO, CIIPUYUHSE
HEeOOCTaTHICTh HaJHUPKOBUX 3aJ103, TAKOXK MOXKe CIIPUYUHATU HEeJOCTaTHICTh
(pnmyKoHa305y, X04a TakKe CIIOCTepiraeThbCcsa pigko. HemocTaTHICTh HaOHUPKOBUX 3aJ103,
[I0B’si13aHa 3 OMHOYACHUM JIIKYyBaHHAM IIPEOHI30JIOHOM, OIIKCaHa B po3aini «B3aeMmopnisa
3 iHIIMMM JTiKapChbKMMU 3aco0aMu Ta iHIII BUAU B3aeMoOMili. Brinus ¢piyKoHa30/Iy Ha
iHIITI JTiKapCchbKi 3aco0u».

I'enamobiaiapHa cucmema. IallieHTaM i3 nopymeHHAM QyHKIII1 Ne4YiHKU JTiKapChKUM
3acib cnig 3acTocoByBaTH 3 00epeXkHICTI0. 3acTOCyBaHHS QIIYKOHA30JIy aColliloBaIoCs
3 BUHUKHEHHSM PiIKiCHUX BUITAOKIiB PO3BUTKY TSI2KKOI rellaTOTOKCUYHOCTI,
BKJIIOYAIOYH JIeTaJIbHI BUIIAKM, TOJIOBHUM YMHOM VY IAIli€HTIB 13 TAXKKUMU OCHOBHUMMU
3aXBOPIOBaAHHSIMMU. Y pa3i, KOJIU PO3BUTOK I'ellaTOTOKCUYHOCTI aCOLlif0BaBCH i3
3acToCyBaHHSIM (ps1IyKOHa3011y, He OyJI0 BUSIBJIEHO 11 MEeBHOI 3aJIe2KHOCTI Bifl 3arajbHOI
mo00BO1 03U JIiIKapChKOT0 3aco0y, TPUBAJIOCTi Teparrii, ctaTi abo BiKy maIlieHTa.
3a3BryYal renaTOTOKCUYHICTD, CIpuYMHEeHa QIIyKOHa30JI0M, 000POTHA, a Il IPOsiBU
3HUKAIOTh ITiCJIsI IPUNINHEHHS Teparrii.

3a nauieHTaMu, y IKUX IIPU 3aCTOCyBaHHI QIIYKOHA30JIy CIIOCTEPIraroThCS BiIXUJIEHHS
pe3ysbTaTiB QYHKIIIOHAIBHUX P00 MEeYiHKM, C/Iil BCTAHOBUTHU PETEJIbHUMN HarIsa
IIIOJI0 PO3BUTKY OiJNIbII TSKKOTO YpaskKeHHS MediHKU.



[NTamieHTiB ciig mpoiH@OpPMyBaTH PO CUMIITOMH, IO MOXKYTh CBIHUUTH IIPO CEPUO3HUU
BIUIMB Ha ITeYiHKY (BUpaxkeHa aCTeHisl, aHOPEKCisi, IMoCcTiliHa HymoTa, O/II0BaHHS Ta
KOBTSHUIISA). Y TAKOMY BUIIQAKYy 3aCTOCYBaHHS (PJIyKOHA30JIy CIIi HEralHO
MIPUIIMHUTHU Ta IPOKOHCYJIbTYBaTUCS 3 JIIKApeM.

Cepueso-cy0uHHa cucmema. [lesaki a30/11d, Yy TOMY YHUCIIi i (pJIyKOHAa30JI, aCoLil0I0ThCA
i3 momoBxkeHHAM iHTepBany QT Ha enekTpokapmgiorpaMmi. ®1yKOHaA30II ITIOJOBXKYE
inTepBan QT HIIgaXOM NPUTHIYEHHST BUIPSIMIIAIOYOT0 KaJIieBOro KaHally (Ikr)'
[TomoBxkeHHs iHTepBany QT BHacHIigoK mil iHIIKUX JTiKapChbKUX 3aCc00iB (HampuKiIamn
amMiomapoHy) MOXKe MOCHUIIOBATUCS HIJITXOM HNpUrHidveHHS ¢pepmeHTy CYP3A4
uuToxpoMmy P450. IToBimoMmsiau Ipo OyzKe PiOKiCHI BUMIagKM IIOOOBXKEHHS iIHTepBaiy
QT Ta mapokcu3MaJIbHOI IUIYHOYKOBOl TaxiKapAil TUNYy «IIipyeT» IPU 3aCTOCYBaHHI
JIiKapchbKOro 3aco0y. Taki moBimoMIeHHSI CTOCYBaJIMCS ITAIiEHTIB i3 TIXKKUMU
3aXBOPIOBAHHSIMMU IIPU MOEOHAHHI 6aratboxX pakToOpiB pU3UKY, TAKUMU SIK CTPYKTYPHi
3aXBOPIOBAHHS CepIls, MOPYIIEHHS eJIEKTPOJIITHOrO 0OOMiHYy Ta ogHO4YacHe
3aCTOCYBaHHS iHIIWX JTiKapChKUX 3aco0iB, 1110 BIIUBalOTh Ha iHTepBan QT. ITalienTu 3
rirnokaJsieMielo Ta IPOTPeCcyrYo0i0 CEPLIEBO0 HEOOCTATHICTIO MAalOTh IIiABUILIEHU N
PU3UK BUHUKHEHHS 3arpO3JIMBUX OJIS XKUTTS LIJIYHOYKOBUX apUTMiU Ta
MapoOKCHU3MaJIbHOI IIJTYHOYKOBO1 TaXiKapAil TUIY «IipyeT».

JIikapcbku# 3acib cirig 3 06epekHiCTI0 3aCTOCOBYBATH ITAIliEHTAM i3 PU3UKOM
PO3BUTKY apuTMili. OgHOYaCHE 3aCTOCYBaHHS pPa3oM i3 lIiKapChbKUMM 3acob0aMu, 110
MMPOJIOHTYIOTH iHTepBan QTc Ta MeTabomi3yloThcs 3a mormoMmoroio ¢pepmenty CYP3A4
nuToxpoMmy P450, npoTunoka3aHe.

I'anopanmpuH. T'anodauTpun € cyoctpatoM pepmenty CYP3A4 i mposioHTye iHTEpBan
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 eKCHOIiaTUBHUX IIKIPHUX peakllii K cuHapoM CTiBeHCa-
I[I>KOHCOHa Ta TOKCUYHUH ellijepMalbHUN HEKPOIIi3. IToBiHOMISIIOCS IPO peakilito
JIiKapchKuX 3aco0iB 3 eo3uHodinieio Ta cuctemuumu cumnromamu (DRESS cunmpom).
[TamienTu 3i CHIJoM 6inbil CXUJIBHI 0 PO3BUTKY TSXKKUX MIKIiPpHUX peakliliii mpu
3acToCyBaHHi 6araThoXx JIiKapChKUX 3aCc00iB. AKINO y mallieHTa i3 TOBEPXHEBOIO
rpubKOBOIO iH(peEKIi€o 3’ IBJISI0OThCSI BUCUIIAHHS, 1110 MOXKHa ITI0B’I3aTH i3
3acToCyBaHHSM (pJIyKOHA30J1y, Iofasibile 3aCTOCYyBaHHS JIiKapChKOT0 3aco0y CIif
NPUINHUTHU. AKIIO y MallieHTa 3 iHBa3WBHOI/CUCTEMHOIO TPUOKOBOIO iH(PEKIIi€IO
3’'SIBJISIOTHCSI BUCUIIAHHS Ha ITIKipi, 3a #0T0 CTaHOM ITOTPiIOHO peTebHO CIOCTepiraTy,
a y pa3i po3BUTKY OyIbO3HUX BUCHUIIAaHb a00 MyJIbTU(POPMHOI epuTeMU 3aCTOCYBaHHS
(br1yKOoHa305my Clig IPUIIUHUTH.



I'inepuymausgicms. Y pigKiCHUX BUNagKaxX IIOBIOOMIIAIN IIPO PO3BUTOK
aHa(PIIAaKTUYHUX PeaKIlii.

Llumoxpom P450. ®nykKoHa301 € MOTYKHUM iHTiGiTopoM pepmenTy CYP2C9 Ta
nomipHuUM iHribiTopoMm pepmenTty CYP3A4. Takoxk (hIyKOHa30J € iHTibiTopom
dbepmenTy CYP2C19. Cnif criocTepiratu 3a CTaHOM MAIli€EHTIB, IKi OMHOYACHO
3aCTOCOBYIOTH (PJIYKOHA30JI Ta JIiKapChKi 3aco0M 3 By3bKHUM TePAIleBTUYHUM BiKHOM,
1110 MeTabomni3yThes 3 yuacTio CYP2C9, CYP2C19 ta CYP3A4.

TeppeHaduH. Crig peTenbHO CIIOCTEPIraTH 3a CTAaHOM HalliEHTa IIPXU OOHOYaCHOMY
3acTocyBaHHi TepdeHanuHy Ta paykoHalony y go3i menine 400 mMr Ha go0y.

Baotcauea iHgpopmauis npo donomisicHi peuosuHu. Jlikapcbkuit 3acid mictutsb 0,9 %
po3uuH HaTpito xnopuny. Kox#i 200 Mmr (dmakod mo 100 M) MicTaTh o 15 MMOJb
ioniB HaTpio (0,145 MMonb HaTpito B 1 MJI) Ta XJIOpY, 110 CJIifg OpaTu A0 yBaru npu

NMpU3Ha4YeHHi nalieHTaM, SKUM HeoOXimHO 0OMeXXUTHU BXKUBAHHS HATPIilO Ta PiIuHU.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHA 2py0010.
BaeimHicmeob.

3a maHuMHU 00CepBalliMHOTO OOCIHiAXKEHHS, iICHY€E NMiABUIIIEHUN PU3UK CIIOHTAHHOT O
abopTy y XKiHOK, siKi oTpuMyBanu (GhJIyKOHA30JI IPOTATOM I TpUMECTPY BariTHOCTI.
[ToBigoMIsiNIM PO YMCIIEHHI BPOOKEHI MaTOIOTil Y HOBOHAPOOXKEHUX (BKJIIOUAl04YU
OpagudpeHito, gucIa3iio BYIITHOI paKOBUHU, HaAMipHe 30i/IbIIIeHHS IIePegHbOT 0
TiM’siYKa, BUKPUBJIEHHS CTETHA, IJIEYOJIiKThOBUN CUHOCTO3), MaTepPi SKUX IIPUUMaln
BHCOKi go3u ¢pnykoHasomny (400-800 Mr/mo0y) mpoTsAroM IpuHauMHiI TpboX abo Oinbile
MiCSIIiB OJ1s JTiIKyBaHHS KOKIIUOi01m03y. 3B’I30K MiXK 3aCTOCYBaHHSM (PJIyKOHA30JIy Ta
IIMMH BUIIaJKaMU He BU3HAYEHUH.

IocmigKeHHS Ha TBapUHaX IIPOIEeMOHCTPYBAJIM PENPOAYKTUBHY TOKCUYHICTb.

He cnig 3acTocoByBaTH 3BUYalHi 403U (PIIyKOHA30J/ly Ta KOPOTKOTPUBAIIi KypCcHu
JIiKyBaHHS (PJIYKOHA30JI0M y IIEePiof BariTHOCTI, 3a BUHATKOM HarajabHOI TOTPeOu.

He crig 3acTocoByBaTu BHCOKi J03U (pJIyKOHA30/Iy Ta/ab0 TpUBaJli KypCH JTiKyBaHHS
(pr1yKOHa30J10M y IIepiof BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(EKIIiH, 1110
3arpoOXKyHOTh XKUTTIO.

ITepiod 200yB8aHHA 2pydoo.

®nyKOHa30/I MIPOHUKAE y TPYAHE MOJIOKO Ta OOCSATa€ HMKYO01 KOHIIeHTpallil, HiX y
na3Mi KpoBi. ['ogyBaHHS I'pyAa0 MOXKHA IPOAOBXKYBaTH IIIC/ISA pa3oBOro
3aCcTOCyBaHHS 3BUYaWHOI 03U (pJIyKOHA301y, 110 cTaHOBUThE 200 Mr abo MeHIIe.



T'ogyBaTu rpyanio He PEKOMEHIYEThCSA IPU 6araTopasoBOMY 3aCTOCYBaHHI
dbnykoHazony abo mpu 3acTOCyBaHHI MOT0 Yy BUCOKHUX [103.

Criig OLiHUTU KOPUCTH I'OOYBaHHSA IPYOOI0 OJIs1 PO3BUTKY 1 3OPOB’SA OUTUHU, a TaKOXK
KJIiHiYHY ToTpe0y MaTepi y mikapchbKoMy 3aco0i i Oyab-sKi IMoTeHIIiliHiI mob0iuHi epekTH
JIIKapChKOT0 3aco0y ab0 OCHOBHOT'O 3aXBOPIOBAHHS MaTepi AJId JUTUHU, SKa OTPUMYE
rpygHE BUTOOOBYBaHHS.

depmuabHicMb.
®dnyKoHa30/I He BIJIMBAB Ha PepPTUIILHICTH CaMIIiB Ta CaMOK IIypiB.

30amHicmb 8nausamu Ha weuodKicMb pedakuii npu kepye8aHHi asmompaHcnopmom abo
[HWUMU MexaHi3mMamu.

IocmigzKeHb BIIUBY IiKapChKOTro 3aco0y Ha 3MaTHICTh KEPyBaTH aBTOTPAHCIIOPTOM
abo0 mpaillfoBaTH 3 iHIIMMU MeXaHi3MaMU He IIPOBOOUJIIN.

[TamieHTiB cnig npoiHGOpMyBaTHU PO MOXKJIMBICTH PO3BUTKY 3allaMOpPOYeHHs abo
Cy[IoOM IIiZl YaCc 3aCTOCOBYBaHHS JIiKapChKOTro 3aco0y. [Ipu po3BUTKY TaKUX CUMIITOMIB
He PeKOMEeHOYEThCS KepyBaTU aBTOTPaHCIOPTOM a0o0 IpalioBaTy 3 iHIIIUMU
MexaHi3MaMu.

Cnocid 3acTocyBaHHsS Ta J03H

IIo3a GIyKOHA30J1y 3aJIeXKUTh Bifl BUAY 1 TSIKKOCTi rpruOKOBOI1 iH(peKIIii.

[Tpu HeoOximHOCTiI 6araTopPa3oBOT0 3aCTOCYBaHHS IIpenapary JIiKyBaHHSA iHGEKIii CItim
ITPOAOBXKYBaTH A0 3HUKHEHHS KIiHIYHUX Ta 1ab0paTOPHUX MPOSIBiB aKTUBHOCTI
rpuOKoBol iHdeKIril. HemocTaTHS TpUBaliCTh JTiKyBaHHS MOXKe ITPU3BECTHU A0
BiTHOBJIEHHSI aKTUBHOT' O iH(EKIIIMHOTO IPOIIEeCY.

JlikapchKu# 3aci6 3aCTOCOBYBaTH BHYTPIIIHLOBEHHO HIIsAXoM iHDY3il. Hemae
HeoOXigHOCTi y 3MiHi m060BOI 03U JTiKapChKOT0 3ac0o0y IIpU 3MiHi HIISAXY MOT0
3aCTOCYBaHHS 3 IIePOPAJIbHOIO Ha BHYTPIIITHHOBEHHUM Ta HaBIIAKU.

Po3uuH gmns iHy3ii ciig BBOOUTHU 3i MIBUAKICTIO, 110 He nepeBuiiye 10 mi/xB.
CymicHicmb snikapcbKoz2o 3acoby.
JlikapchKu# 3aci6 cyMiCHUM 3 TAaKUMU PO3YMHAMHU, SK:

e 5 % ta 20 % pO34YUH I'IIOKO3W;
e po3uuH PiHrepa;
e PO3YMH XapTMaHa;



PO34YMH KaJliio XJI0puay y rJII0KO03i;
4,2 % Tta 5 % po3uuH HaTpito 6ikapOoHATY;

3,5 % po34YrH aMiHO3UHY;
0,9 % po34YuH HaTpPilo XJIOPUAY;
miamadnekc (6,36 % po34YuH AJIA iHTpanepuTOHEeaIbHOT O Oiaidy).

®dnykoHa30/I MOKHA BBOOUTH B iHPy3iiHYy CHCTEMY pa30oM 3 OOHUM i3 3a3Ha4YeHUX
BHUIIle PO3YUHIB. X04a BUMNAKU HecrnenudivyHol HeCyMiCHOCTI JTiKapChbKOro 3acolfy 3
iHmuMu 3acobaMu He OIMCaHi, He PeKOMEHOYEThCS 3MilTyBaTu (hJIyKOHA30JI 3 iHIIUMU
JIiKapCbKUMHU 3acobamu mepeq iHdy3i€ro.

Po3uuH a5 BHYTPIIIHBOBEHHUX iHQY3iM NpU3HAYEHUN JIUIIIE OJIsI Pa30BOT0
3acTocyBaHHs. Po3BeeHH CIIif 30iMCHIOBATU B aCEITUYHUX YMOBax. Po3uuH
HeoOXimHO mepeBipUTH Ha HASIBHICTh CTOPOHHIX YaCTUHOK Ta 3MiHy 3abapBlIeHHS.
Po3uuH ciig BUKOPUCTOBYBATH JIUIlE TOLI, KOJIY BiH IIPO30PUY Ta HEe MICTUTh
CTOPOHHIX YaCTUHOK. HeBUKOpPUCTaHi 3a/IUINKHU JIIKapChbKOT0 3aCc00y HEeOoOXimHO
3HUILIUTH.

Lopocui.

Kpunmoxkokos.

e JIiKkyBaHHS KPUIITOKOKOBOI'O MEHIHTITYy: peKOMEHJOBaHa HaBaHTaXKyBaJIbHa 403a
ctaHoBuTh 400 MT y nepIimui geHsb, ninTpuMytoda mo3a - 200-400 mr/mo0y.
TpuBasicTh JIiKyBaHHS 3a3BAYayl CTaHOBUTH IIIOHAUMeHIlIe 6-8 TUXHIB. [Ipu
iH(eKIligx, 110 3arPOXKYIOTh XKUTTIO, HOOOBY N03y MOKHa 30imbiuTu 1o 800 mr.

o [linTpuMyto4da Teparmnis Ojis IoNepenKeHHs PeUuaUuByY KPUIITOKOKOBOI'O MEHIHTITY
y HaLl€HTIB 3 BUCOKUM PU3UKOM KOr0 PO3BUTKY: PEeKOMEeHI0BaHa f03a
JIiKapCchKOTo 3aco0y cTaHOBUTH 200 Mr/mo0y MpoTsAroM HeOOMEKEHOT0 Yacy.

Kokuuoioido3. PekomeHgoBaHa no3a cTaHoBUTH 200-400 mr/mo6y. TpuBasicTh
JIikyBaHHA - 11-24 micsAni 4u moBlle 3ajIeXHO Bif cTaHy HalieHTa. g IiKyBaHHA
nesakux ¢popm iHdeKIrii, a 0co0IHUBO OIS TiKyBaHHS MEHIHTITY MoXe OyTU OOLiJIbHUM
3actocyBaHHs go3u 800 mr/mo0y.

IHea3usHi kKaHOuOo3u. HaBaHTaxXyBasnbHa A03a CTaHOBUTE 800 Mr y mepiinii JeHb,
migTpumytouda go3a - 400 mr/go0y. 3a3Budail peKOMeHA0OBaHa TPUBAJIICTh TiKyBaHHS
KaHOWAeMil CTAHOBUTD 2 TUXKHI ITiCJIA NepIINX HETaTUBHUX PEe3yJIbTaTiB KyJIbTyPH
KPOBi Ta 3HUKHEHHS O03HAK i CUMIITOMIB KaHOUOeMil.

KaHoudo3 causzosux 060/40HOK.

e KaHIMO03 pOTOTJIOTKM: HaBaHTaXyBaJjibHa fo3a cTaHOBUTH 200-400 Mr y nepiumu
OeHb, migrpuMmytoda go3a - 100-200 mr/mo6y. TpuBamicTh TiKyBaHHSI CTaHOBUTD



7-21 pgeHb (DO MOCSATHEHHS peMicii), ame Mmoxke OyTH 30inbIlleHa OJIs IAIlieHTiB i3
TSXKKUAM IMyHOOEe()IIUTOM.

e KaHOumo3 cTpaBoOXoAy: HaBaHTaXyBajlbHa Jo03a cTaHOBUTH 200-400 Mr y nepiiuu
oeHb, migTpumyioda go3a - 100-200 mr/go0y. TpuBamicTh JIiKyBaHHS CTAHOBUTh
14-30 gHiB (D0 mocATHEHHS peMicii), ame Moxke OyTu 30inbilleHa [AJiS MalliEHTIB i3
TSIXKKUM iMyHOHOedimmmToM.

e Kannupnypisi: peKoMeHOoBaHa go3a cTaHOBUTH 200-400 Mr/mo0y mpoTtsirom 7-21
OHA. 171 malierTiB i3 TIKKUM iMyHOOe(illUTOM TPUBAJIiCTh JIIKyBaHHS MOXKHA
30iTbIITUTH.

e XpoHiuHMM aTpoGhiyHMM KaHONO03: peKOMeHOoBaHa f03a CTaHOBUTL 50 MTr/mo0y
npotsarom 14 gHis.

e XpOHIUHMYM KaHOUOO03 IIKipU Ta CIM30BUX 000JIOHOK: peKOMeHIOBaHa 03a
cta"HoBuTh 50-100 Mr/mo6y. TpuBaicTh JIiKyBaHHS - [0 28 OHIB, ale Moxke OyTu
30inbIlleHa 3aJIeKHO Bif TSIKKOCTi Ta BUAy iH(eK1il abo 3HMKEHHS iIMyHITETY.

ITonepedaiceHHsA peuudusy KaHOUO03y cau308ux 06010HOK y nauieHmis 3 BIJI, saki
Marmos 8UCOKUU PU3uK U020 pO3BUMKY.

e KaHIMO03 pOTOTJIOTKY, KAHAUO03 CTPABOXOAY: PEKOMEHOOBaHa 103a
ctaHoBuTh 100-200 mr/go0y a6o 200 Mr 3 pa3u Ha TUXKAEHb. TpUBaIiCcThb
JIIKYBaHHST € He0OMEXKeHOI0 OJIs IalliEHTIB i3 IPpUTrHiYeHUM iMyHITETOM.

ITpoginakmuka KaHOuUOO3HUX IHeKUil y nauieHmia i3 mpusasi0t0 HelUMmpPONeHIEHo.
PekomenpoBaHa mo3a ctaHOBUTH 200-400 mr. JIiKkyBaHHS CJIif PO3MOYMHATHU 3a KiJIbKa
OHIB M0 OYiKyBaHOT'O PO3BUTKY HEUTPOIIEHIl Ta IPOJOBKYBAaTU NPOTATOM 7 OHIB ITiCIIA

MigBUINIEHHS KiJIbKOCTI HEUTPOQisIiB IToHa 1000/MM3.

ITauieHmu a1iMHbBO20 BIKY.

o3y HeoOximHO mimbupaTy 3ajIe’KHO Big cTaHy QYHKIII HUPOK (OMB. HUXKYE).

I'lauieHmu 3 HUPKOBOO HedoCcmamHicmio.

®IyKOHA30JI BUBOOUTHCS 3 OPraHi3My IIepeBaXXHO 3 CeUel0 y He3MIHEHOMY BUTJIALL.
[Tpu pa3oBOMYy 3aCTOCyBaHHiI KOPUTYBaTU H03y He NMOTPiOHO. [1aniieHTaM (BKITI04a04du
OiTelt) i3 mopyueHHAM QyHKIIIM HUPOK IIpU He0oOXigHOCTiI 6araTopa3oBOro
3aCTOCYBaHHS{ IIpenapary y Hepilini OeHb JIiKyBaHHS CIIil 3aCTOCOBYBaTU II0YaTKOBY
no3y 50-400 Mr 3ajexKHO Bif mokKa3aHb. [licis 11b0ro J0O0BY H0O3Y (3a/IekHO Bif
IMOKa3aHb) CJIil po3pax0oByBaTH BiONOBIAHO MO TaOJIUIIi:

Kniperc kpeaTuHiny (My1/xB) BigCcOTOK Biff peKOMEHIOBAHOl JO3U



> 50 100 %

=< 50 (6e3 miamizy) 50 %

BesnepepBHuu miamis 100 % micnisa KOXHOTO giani3y

[MauienTH, sski mepebyBaioTh Ha Oe3mepepBHOMY fiasisi, moBuHHI oTpumyBaTu 100 %
pPEeKOMeHI0BaHOI 403U MiC/Ig KOXKHOTO Aianidy. Y JeHb, KOJIM Aiani3 He IIPOBOOUTHCS,
MalieHT IIOBUHEH OTPUMYBATHU O03Y, BIIKOPUTOBaHYy 3aIe?KHO Bifl KJIipeHCY
KpeaTuHIiHY.

ITauieHmMu 3 nopyweHHAM QYHKUII NeviHKU.

®yKOHA301 CJIiT 3aCTOCOBYBaTH 3 00EPEXKHICTIO IallieHTaM i3 MopyIeHHIMu GYHKIIII
MMe4YiHKM, OCKinbKM iH(opMaliii 111010 3acTocyBaHHa (hIIyKOHA30Iy 1Iili KaTeropil
MAIllEHTIB HEOOCTATHLO.

Himu.
He cnipg mepeBuiryBaTu MakcuMalibHy 1060BYy go3y 400 mr.

4K i npu aHanoriyHUX iHPEKIigX Y JOPOCINX, TPUBAJIICTh JIIKYyBaHHS 3aJIeKUTh Bif
KJIiHiYHOI Ta MiKonoriuHoi BigmoBiagi. ®1ykoHa301 3acTocoByBaTH 1 pa3 Ha moo0y.

Ilo3yBaHHS JTiIKapChKOT'0 3aco0y miTAM i3 rmopyiieHHSIM QYyHKIII HUPOK HaBedeHO BUIIIE.
dapmakoKiHeTHKa (pJIyKOHA30/Iy HEe OOCIiOXKyBajacs y OiTel i3 HUPKOBOIO
HeIOOCTaTHICTIO (OMB. HMXK4Ye iH(popMallifo 040 3aCTOCYyBaHHS HOBOHAPOAXKEHUM, Y
SIKUX 4aCTO CIIOCTEPIraeThbCs IepBUHHA HE3PLIiICTh HUPOK).

Ilimu sikom 8i0 12 pokis.

3aekHOo Bil Macu Tijla Ta My0epTaTHOTO PO3BUTKY JIiKapIo CIIif OIIHUTHU, SKa H0o3a
JIiKapCchKOT0 3aco0y (O mopocnaux abo Ois OiTel) € ONTUMAalIbHOIO IS MallieHTa.
Kniniuni maHi cBimyaTh Opo Te, IO y AiTel KilipeHC (pJIyKOHA30J/1y € BUIIAM IIOPiBHSIHO
3 mopocnumu. 3actocyBaHH4A 003 100, 200 ta 400 mr gopocnum Ta go3 3, 6 Ta 12
MT/KT OiTSIM IIPU3BOOUTH OO0 HOCATHEHHS 3iCTAaBHOI CUCTEMHOI €KCITO3HUIIil.

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

Kaugumo3u cnu3oBUX 000JIOHOK: TOYaTKOBa 103a CTAHOBUTH 6 MI/KT/mo0y,
migTpuMyloda mo3a -3 Mr/Kr/mo0y. [TodaTKoOBY 403y MOKHa 3aCTOCOBYBaTH B MEPIINM
OeHb 3 MEeTO0 OiNTbII MIBUAKOTO AJOCATHEHHS PiBHOBAXKHOI KOHIIeHTpPAIlil.



IHBa3MBHiI KaHOANI031, KPUIITOKOKOBUYM MEHIHTIT: Jo3a JIiKapCchKOT0 3aco0y
CTaHOBUTH 6-12 Mr/Kr/mo0y 3asexkHo Bifj CTyIIeHs TSXKKOCTi 3aXBOPIOBAHHS.

ITigTpuMyro4ya Teparis ajisd IolepeaXKeHHsa pPeluguBy KPUIITOKOKOBOIO MEHIHTITY y
OiTed i3 BUCOKUM PHU3UKOM MOT0 PO3BUTKY: [03a JIiIKapChKOT0 3aCO00y CTaHOBUTH 6
MT/KT/mo0y 3ajie’kKHO Biff CTyIeHs TAXKKOCTi 3aXBOPIOBaHHS.

[TpodinakTrkKa KaHOAMUOO3iB yV MAIli€HTiB 3 iMyHOmedilluTOM: M03a JIiIKapChbKOT0 3aco0y
CTaHOBUTH 3-12 Mr/Kr/mo0y 3ayexHO Biff BUPaXKeHOCTi Ta TPUBAJIOCTI iHAYKOBaHO1
HeUTpomneHil (DuB. HO3U OJIS HOPOCINX).

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».

e [loHomIeHi HOBOHapoaXKeHi BikoM Big 0 oo 14 OHiB: m03U, aHAJIOTi4YHI 3a3HaYEHUM
BUllle 1 OiTeu BikoM Bif 28 pHiB 0o 11 pokis, ciiiff 3aCTOCOBYBaTU KOXKHI
72 roguru. He ciif riepeBuillyBaTU MakKCUMaJIbHY [03Y, 1110 CTAHOBUTE 12 MI/KT
KOXKHi 72 TOOUHHA.

e JloHOIIIEHI HOBOHAPOOXKEH1 BiKOoM Bifg 15 mo 27 OHIB: mO3U, aHAJIOTi4Hi
3a3Ha4YeHUM BUllle IOJid OiTed BikoM Bifg 28 mHiB mo 11 pokiB, ciiig 3aCTOCOBYBaTHU
KOXHIi 48 roguH. He ciif nniepeBulllyBaTé MaKCUMaJIbHy O3y, 110 CTAHOBUTH 12
MT /KT KOXKHi 48 roguH.

Cnocib 3acToCcyBaHHSA

He scmasasmu 2o0aky(-u) y He nepedbauyeHi 015 Ub020 Micus NOAiMepHO20 (PAaKOHaA,
a misvKu y cmepusavHi nopmu!

[t mpoBepmeHHs iHPY3iMHOTO JTiKyBaHHS IMTOTPiIOHO JOTPUMYBAaTUCh TAKOTO
aJIrOPUTMY:

1. 3HATH 3aXUCHY IJIACTUKOBY KPUIIIKY i3 KOHTPOJIEM IIEPILIOrO BiIKPUTTA (SAKIIO
TaKa HasiBHA).

2. 3ipBaTu 3axucHui(-i) knamnau(-u) Ne 1, 1K moka3aHO Ha puc. 1 ta puc. 2
(BUPOOHUMK MOK€e BUKOPHUCTOBYBATH Pi3Hi TUNHU Ta MaTepianu OJid 3aXUCHUX
KJIallaHiB).

3. 3HSATHU KOBIIQYOK i3 TOJIKM Ta BCTABUTU Y OyAb-IKUM 3i crenialbHUX MOPTIiB Ne 2
¢makoHa 3 iHdy3iiHUM JTiKapcbKUM 3acoboM (guB. puc. 1 Ta puc. 2).

4. THIIUYN CTEPUJIbHUU OPT MO2K€e BUKOPUCTOBYBaTUCH [JI1 BBEOEHHA B iHPy3inHUN
(rmakoH iHmMx nikapceKux 3acobiB (Ne 4, nus. puc. 3), abo, y pa3i HegoCTaTHbLOL
IIIBUOKOCTI IIOTOKY OIS TONKU-TToBiTpoBOoAa (Ne 4, ouB. puc. 3).



5. IligBicuTu (py1aKOH i3 pO3YMHOM, BUKOPUCTOBYIOUM CIlelliasbHe Kinmbie Ne 3,
po3TallioBaHe Ha OHi prakoHa (OuB. puc. 3).

i ‘o

/33 HeobxigHiCT0

Himu. JlikapchKu# 3aci6 MOXKHa 3aCTOCOBYBATH [HiTsIM Bil HApOOKEHHS.
Ilepemo3yBaHHA

OTpuMaHO HOBIHOMJIEHHS IIPO Iepeno3yBaHHSA (QIYKOHA30JI0M; OOHOYaCHO
MMOBiIOMJISIJIM ITPO Ta/IlI0LIMHAllil Ta TapaHOoigalbHY IIOBEOiHKY.

[Tpu nmepeno3yBaHHiI MOTPIOHO ITPOBECTU CUMIITOMATHYHY HiITPUMYIOUy Teparliio Ta y
pa3i HeoOXiAHOCTI IPOMUTH IIJTYHOK.

®nyKOHa30/I 3HAaYHOIO MipOI0 eKCKPETYETHCA 3 cedelo; GOpCoOBaHUM Aiype3 MOxKe
IIPUCKOPUTU BUBEIOEHHS JIikapChbKoro 3aco0y. CeaHc reMofiani3dy TpuBaicTio 3
TOOWHU 3HUXKYE piBeHb (PJIyKOHA30y y 1m1a3Mi KpoBi npubnusHo Ha 50 %.

ITo0iuni epexTH

HattgacrTime (> 1/10) moBimoMJIsiiiu mpo Taki moOiuHi peakilil: TOJIOBHUM OiJIb,
abpmoMiHanbHUM Oinb, giapesi, HymoTa, OJTI0OBaHHS, BUCUIIAHHS, IIiABUIIIEHHS PiBHS



anaHiHaMmiHOTpaHCcdepasu (AJIT), acnaprataminoTpancdepasu (ACT) Ta myKHO1
docdaTasu KpoBi, peakiisi Ha IiKapchbKuM 3acib, 110 CYIPOBOOXKYETHCS €03nHOiITiero
Ta cucteMHuUMHU nposiBaMu (DRESS-curapom), 1110 noB’si3aHa 3 JIiKyBaHHIM
dbnykoHazonoM (guB. po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

[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 opaaHis cayxy ma eecmubyasiPHO20 anapamy:

HeuacTo: BepTuro.

3 60Ky WAYHKOBO-KUWKOBO20 MpPAKmMy:

YacTo: 6inb y YepeBHiM MOPOXKHUHI, HYIOTa, miapesi, 6JII0OBaHHS.
HeuyacTo: 3amop, AucCIencisa, MeTeopu3M, CyXiCTh Y POTi.

3 60Ky nediHKU i #084Y08UBIOHUX W N5Xi8:

YacTo: migBuIlleHHS piBHS anaHiHaMinoTpaHchepa3u (AJIT), migBuilleHHS PiBHS
acriaptataminoTpaHcdepasu (ACT), migBuilleHHS PiBHSA JTy>KHOI dpocdaTa3u.

HeuacTo: xonecras, XKOBTSIHUISI, IiIBUIIIEHHS PiBHA OilipyOiny.

Pigko: me4yiHKOBa HEOOCTATHICTD, renaTOLENIIAPHUN HEKPO3, TelaTUuTH,
rernaToLesoIsapHe YpaKeHHs.

3 60Ky 06MiHY pedosuH, memaboai3my:

HeygacTo: 3HUKEHHS alleTUTy.

Pigko: rinepxonectepuHeMis, TiepTpUuriilepuageMis, rirnokKaaieMisa.
3 60Ky Hepsosoi cucmemu:

YacTo: TomoBHUM Oiflb.

HeuacTo: cygoMu, napecTesis, 3alaMOpPOY€eHHS, IOPYILIEeHHS CMaKy.
Pigko: Tpemop.

3 60Ky ncuxiku:

HeuacTo: 6€3COHHSI, COHJIUBICTE.



3 60Ky cepueso-cy0uHHOI cucmemu:

Pigko: mapokcu3MaibHa LIJIyHOYKOBA TaxiKapisd TUILy «IipyeT», IOOOBXKEHHSI
inTepBany QT.

3 60Ky Kpoei ma aiMmpamuyHoi cucmemu:

Heuacto: anemis.

Pigko: arpaHyJiounTO3, TEMKOMIEHisT, TPOMOOIIUTOIIEHISA, HEUTPONEHis.
3 60Ky iMyHHOI cucmemu:

Pigko: anadinakcis.

3 60Ky wKipu ma niowKipHOI KAIMKOBUHU:

YacTo: BUCUIIaHHSA.

HeuacTo: MeguKaMeHTO3HUM JepMaTHUT (BKIO4Yaouu GiKCOBaHUM MeIUKAaMEHTO3HUN
OEepMaTHUT), KPOIUB THKA, CBePOixK, ITimBUIlleHe TOTOBUIiIEHHS.

Pigko: TOKCMYHUY ellifjepMabHUU HEKPOJIi3, cuHOPOM CTiBeHca-[[?)KOHCOHa, TOCTPUH
reHepasi3oBaHUU €K3aHTEeMaTO3HUM IIyCTY/Ib03, eKCHOTiaTUBHUU OEPMAaTHT,
QHTiIOHEBPOTUYHUYN HAOPSK, HAOPSAK 00IMYYs, aIoIelris.

HeBigoMo: peakilis Ha TiKapCbKuM 3acib 3 e03uHOQIiITi€l0 Ta CUCTEMHUMHU
cumnromamu (DRESS).

3 60Ky onopHoO-pyxo80i cucmemMu ma cnoAy4YHOI MKAHUHU:

HeuacTo: mianris.

3azanvHi po3aadu ma peakuil y micui 86e0eHHA:

HeuacrTo: migBuilleHa BTOMJIIOBAHICTh, HE3QYKaHH, aCTEeHis, rapa4dka.

Himu. YacToTa Ta XapakTep IMoOiYHUX peakilii i BiiXuIeHb Bil HOPMU Pe3yJIbTaTiB
TabopaTOPHUX aHali3iB y XOi KIiHIYHUX HOCTigXKeHb 3 Y4acTIO [OiTel 3icTaBHi 3
TaKUMHU y JOPOCIIUX.

ITogi0oM1eHHA npo Ni0o03pro8aHi nobiuHi peakuii.

[ToBimoMiieHHS PO Mimo3pIoBaHi M0OiIYHI peaxiiii miciast peecTpaliii TiKapchKOTo
3aco0y € BaXJIUBOIO IIpolLenypolo. Lle mo3Bosisie IpomoOBXKyBaTH MOHITOPUHT
CIIiBBifHOLIEHHS «KOPUCTBL/PU3UK» OJISI BiAMOBIMHOTO JIiKapChKOTro 3aco0y. MegudHuM
MpalliBHUKaM HeoOXimHO moBimoMIsiTU PO OyAb-siKi mimo3pioBaHi mobiuHi peakiil



yepe3 HalliOHAJIbLHY CUCTEMY IIOBiOMJIEHbE.
VYMoBHM 30epiranus

30epiraTtu B OpuUTiHaIbHIM yIaKOBIIi Tpu TeMiiepaTypi He Buile 25 °C. He
3aMOpPOKYBaTH.

30epiraTty y HeIOCTYIIHOMY OJISI OiTeM MicIti.
HecymMmicTHicTh

Oco0GnuBOCTEN II00 HECYMICHOCTI JTiKapChKOro 3aco0y He Big3HaueHo. He crifg
3MiIllyBaTH mpenapar 3 iHIIMMU JTiKapChbKUMHU 3aco0aMu B OOHIN €EMKOCTi, OKpiM
3a3Ha4YeHux y po3mini «Crnocib 3acToCyBaHHS Ta JO3U».

YnakoBka

ITo 100 mn y ¢pnakoni; mo 1 ¢pnakony B naymi; no 100 M y ¢prakoHax.
Kareropis Bignycky

3a peLenTom.

BupoOHUK

[TpAT «®apmaneBTudHa pipma «[lapHHUILIST».



