IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

®JIYKOHA3OJJI-JAPHUILIA

(FLUCONAZOLE-DARNITSA)

Cknao:
ditoua pevosuHa: GIyKoHa30I;
1 M7 po34uHy MiCTUTH (PITYyKOHA30IY 2 MT;

0onoMmidicHI peyo8UHU: HATPilO XJIOPUI, Bo#a OIS iH EKIIIN.

JlikapcbKa popmMa. Po3uuH ansa iHdy3iu.

OcHogHi ¢izuko-ximiuHi 81acmusocmi: mpo3opa 6e30apBHa piguHa.

dapMakoTepaneBTHYHA rpyna. [IpoturpubOKoBi 3aco0u [i7is CUCTEMHOTO 3acToCyBaHHS. [ToxigHi
tpuasony. Kog ATX JO2A CO1.

Papmakono2iuHi e1acmusocmi.

dapmakoOuHamika.

MexaHi3M mii.

®nykoHa3071, TPOTUTPUOKOBUY 3acib Kiacy TpUa30IliB, IOTYXKHUN CeIeKTUBHUY iHTi6ITOP TpuOKOBUX
bepMeHTiB, HeOOXiTHUX 71 CHHTE3y eprocreposny. [IepBUHHUM MexaHi3MOoM Horo il € mpurHiueHHs
rpubkoBoro 14 anbda-1aHOCTEPOI-IEMETHIIOBAHHS, OTIOCEPEeAKOBAHOI0 IuToXpoMoM P450, 1110 €
HeBim' eMHUM eTanoM OiocuHTe3y rpubKoBOTo eprocrepony. Kymynsiis 14 anbda-MeTHI-CTEPOITIB
KOPEJIIOE 3 MTOMIa/IbII0I0 BTPATOI0 EProcTeposly MeMOpaHOoi0 TprOKOBOI KITiITHHY Ta MOXKe BigmoBifaTu
3a MPOTUTPUOKOBY aKTUBHICTEL (IyKoHa301y. ®IyKOoHa3011 € OiIbIll CeIEKTUBHUM 10 TPUOKOBUX
bepMeHTiB 1uToxpoMy P450, Hixk [0 pisHUX cucTeM pepMeHTiB nuToxpoMy P450 ccasiis.

3acTocyBaHHA (QyKoHa307y y mo3i 50 Mr Ha mo6y mpoTgaroMm 28 [HiB He BIIJIMBAE Ha PiBeHb
TECTOCTEPOHY Y IJIa3Mi KPOBi y 40JIOBiKiB ab0 Ha PiBEHb EHJIOTEHHUX CTEPOIMIB V XKiHOK
pemnpoayKTuBHOro Biky. ®mykoHna3on y mo3i 200-400 mr Ha moby He MPOSIBIISE KITiHIYHO 3HAYYILIOTO
BIIJIUBY Ha PiBeHb €HAOTeHHUX CTEPOifiB abo y Bigmoigs Ha cTumynsiiio AKTI y 3mopoBux
noOPOBOJIBIIIB YOJIOBIYOl CTATI.

HocrnmigXeHHS B3a€MO{Iil 3 aHTUMIIPHHOM IIPOAEMOHCTPYBaJO, 10 3aCTOCyBaHHS 50 Mr QyIyKOHA30/1y



pa3oBo abo 6araTopa3oBo He BIUIMBAE Ha MeTa00/Ii3M aHTUIIPUHY.

YyTHIUBICTE in Vitro.

®nykoHa3071 in vitro 0EMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUAIB Candida, 1110
3ycTpivaloThCcsa HanWdacrime (Bkimtodatoun C.albicans, C.parapsilosis, C.tropicalis). C.glabrata
OEMOHCTPYE MIMPOKUY Hiala30oH YyTIUBOCTI 70 ¢ayKoHa3omy, Tomi K C.krusei € mo HbOTO
PE3UCTEHTHOIO.

Takox (pryKoHa30: in vitro GEMOHCTPY€E aKTUBHICTh IK IPOTU Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i mpoTH eHAeMiuyHUX MTicHsABUX rpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

d®apmakogrHamika-OapMaKOKIiHETHKA.

BipnoBigHO 0o pe3ynbTaTiB HOCIIOXKEHb Ha TBAPUHAX, ICHY€E KOpeJaLisd MiX MiHiMaIbHO
iHriby104010 KOHIIEHTpPAILl€I0 Ta e)eKTUBHICTIO IIPOTU eKCIIEPUMEHTAIbHUX Moesiel MiK03iB,
cripuuynHeHuX BupgamMu Candida. BifmoBifHO 00 pe3yNbTaTiB KIIIHIYHUX JOCTIAKEHb, € JiHiiiHa
3anexHicTh Mixk AUC Ta go3oio ¢pnykoHa3ony (npubnusHo 1:1). Takoxk € mpsiMuii, ane HefOCTaTHiH
3B’130K Mix AUC a60 103010 Ta TO3UTUBHOIO KJTiHIYHOIO BiAATIOBIOA0 Ha JiKyBaHHS OPaIbHOTO
KaHIUI03y Ta MEHIIOI Mipoi0 - KaHauaeMii. AHaIoTiuHe JTiKyBaHHS iHMEKIIiH, CIpUYnHEeHUX
IITaMaM¥, 10 SIKUX (PIIyKOHA30J1 IEeMOHCTPYE BUCOKY MiHiMaIbHY iHTiOyI04y KOHIIEHTPAIIil0, € MEHIII
3aJOBITbHUM.

MexaHi3M pe3UCTEeHTHOCTI.

Mikpooprauiamu pony Candida meMOHCTPYIOTh YHCEIbHI MeXaHi3MU PE3UCTEHTHOCTI 0 a30IbHUX
IPOTUrpUOKOBUX 3ac06iB. OITYyKOHA30/ IeMOHCTPYE BUCOKY MiHiMasbHY iHTi0yi0Yy KOHIIEHTpALlil0
IPOTH InTamiB rpubiB, SKi MalOTh OOUH a00 OinbIlie MexaHi3MiB Pe3UCTEHTHOCTI, III0 Ma€ HeraTUBHUM
BIIJIUB Ha e()eKTUBHICTE in Vivo Ta B K/IiHiYHIN npakTuti. [1oBifoMIsau Ipo BUMNagKU PO3BUTKY
cynepingexuii Candida spp., iHmuMu, BigMminHuMH Bif C. Albicans, BufiaMu, 1110 9acCTO €
HeuyTIuBUMHU 10 hiyKoHa30ny (Hanpuknan Candida krusei). [Ins nmiKyBaHHS TaKUX BUTIAOKIB CITif
3aCTOCOBYBATH albTePHATUBHI TPOTUTPUOKOBI 3aC00U.

dapmakokiHemuxka.

dapMaKOKiHEeTHYHi BNacTUBOCTI GJIYKOHA301y € MOAI0OHUMU NIPY BHYTPIITHLOBEHHOMY 1
IIepOpPaJIbHOMY 3aCTOCYBaHHI.

Posmoomin.

0O06’eM po3smnopiny npubIu3HO NOPIBHIOE 3araJlbHOMY BMICTY pifyHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oinkamu mima3Mu KpoBi HU3bKe (11-12 %).

®nykoHa3on mobpe MPOHUKAE B YCi MOCTiAXKYyBaHi pifuHM opraHiaMy. PiBeHb QriykoHa305y y CIHHI Ta
MOKPOTHHHI € MOAiOHMM 00 KOHIIEHTpallil TikapCcbKoro 3aco0y y Mmiia3Mi KpoBi. Y malli€eHTiB, XBOpPUX
Ha rpuOKOBUY MEHIHTIT, piBeHb QIIYyKOHA30/y ¥ CIMHHOMO3KOBIH piguni mocsirae 80 % KoHIeHTpalil
y m1a3Mi KpoBi.

Bucoki koHLeHTpallil ¢GIyKoHa301y y WIKipi, 10 TePeBUINYIOTh CUPOBATKOBI, HOCATAIOTHCS Y
porosoMy 11api, emigepMici, gepmi ta noti. ®JIyKOHa30JI HAKONIUYYETHCA ¥ POroBoMy api. [Tpu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha go0y KOHIIeHTpalis GIyKoHa30:y micis 12 gHiB miKyBaHHS
CTaHOBUJIA 73 MKT/T, a Yepe3 7 OHIB IiC/IS 3aBepIIeHHS JIiIKyBaHHSA KOHIIEHTpAIlid BCe Ille CTaHOBUJIa



5,8 Mkr/r. IIpu 3acTocyBanHi fo3u 150 Mr 1 pa3 Ha TUXKAEHb KOHLIEHTPalid GIyKoHa301y Ha 7-U
IeHb TiKyBaHHS CTaHOBUIA 23,4 MKT/T; Yepe3 7 OHIB MiCJg 3aCTOCYBaHHS HACTYIIHOL JO3U
KOHIIEHTpAIIis BCe Ie CTaHoBuia 7,1 MKT/T.

KonmenTpanisi GpnykoHasomy B HIrTax micns 4 MmicsniB 3acTocyBanHs 150 Mr 1 pa3 Ha TUXIeHb
craHoBuia 4,05 MKT/T y 3M0poBUX 10OPOBOJIBIIB Ta 1,8 MKT/T y Halli€HTiB i3 3aXBOPIOBAHHSIMH HIlTiB;
(byKOHa301 BU3HA4YaBCs Y 3pa3Kax HirTiB yepes3 6 MiCAILIB IMicis 3aBepIlIeHHs Teparllil.

MeTabomisMm.

®nykoHa3o01 MeTabomi3yeThCsl He3HAYHOI0 Mipoto. [Ipu BBeieHHi 103u, MiueHOl pagioaKTUBHUMHU
i3oronamu, nmuure 11 % ¢prykoHa307y eKCKPeTYeThCS 3 Cedelo y 3MiHeHOoMY BUrnsfi. dnykoHas3on €
cenekTuBHUM iHribiTopoMm i3odepmenTiB CYP2C9 ta CYP3A4, a Takox iHTiGiTOpOM i30hepMeHTY
CYP2C19. ®nykona3on € noMipauM inribitopom isopepmenTis CYP2C9 ta CYP3A4, a Takoxk
OTYyKHUM iHTi0iTopoM i3odpepmenty CYP2C19.

Ekckperid.

[epion HamiBBUBemeHHS GIYKOHA30ITy i3 MJIa3MU KPOBi cTaHOBUTH 0113bK0 30 roguH. Binbina
YacTHHA JIiKapChKOTro 3ac00y BUBOOUTHCS HUpKaMmu, mpudoMy 80 % BBe[eHOI NO3U BUSBIISIETLCS Y
cedi B He3MiHeHOMY cTaHi. KiipeHC QykoHa305y NpOonopUiiHui [0 KJIipeHCY KPeaTuHiHy.
Llupkymnioo4yux MeTaboJIiTiB He BUSBIIEHO.

TpuBanuii nepion HamiBBUBEAEHHS TiKapChKOTr0 3aco0y 3 MIa3Mu KPOBi la€ MOXKJIUBICTh HOT0
Pa30BOro 3aCTOCYBAHHS IIPY BariHaIbHOMY KaHAMIO03i, @ TaKOXK 3aCTOCYBaHHS Ipemnapaty 1 pa3 Ha
TUKIEHDb IIPU iHIIKUX TTOKA3aHHSIX.

HupKoBa HEIOCTATHICTE.

Y marnieHTiB i3 HUPKOBO HEIOCTATHICTIO TSXKKOTO CTYIEHs (IIBUAKICTh KIy004YKOBOi ¢inmbTpartii < 20
MJI/XB) Ilepiof] HamiBBUBe#eHHS 306inmbiyeThest 3 30 rogun fo 98 ropus. ToMy 1ilt KaTeropii nauieHTiB
HeoOXiTHO 3MEHIIUTH 003y GIyKoHa3osy. ®IyKoHA30J1 BUAAISIETHCS IIUISTXOM IT'eMOofiiani3y Ta
MEHIIIOK MipOI0 - LIJITXOM iHTpalnepuToHeasbHOTO fdianidy. CeaHc reMopiani3y TpUBaiCTIO 3 TOOVUHU
3HUXKY€ piBeHb (HIyKOHA30IIy Y I1a3Mi KpoBi npubnu3Ho Ha 50 %.

iTH.

ani 3 papmakokiHeTuky Oynu ouineHi y 113 miTeit mig yac 5 mocmigKeHb: 2 HOCTIIXKEHHS Pa30BOTO
3aCTOCyBaHHS, 2 [OCHiIKeHHS 0araTopa3oBOT0 3aCTOCYBaHHS Ta 1 OOCIigKeHHS 3 y4acTio
He[OHOIIeHUX HOBOHAPOOKEHUX.

[Ticna BBegeHHA 2-8 MI/KT (PriyKOHaA30/1y OiTIM BiKoM Bif 9 Micsanis mo 15 pokiB AUC cTaHOBUTa
67113bpK0 38 MKT X ropuHy/M Ha 1 Mr/Kr go3u. Ilicis 6araTopa3oBOro 3aCTOCyBaHHS CepefHil
nepion HamiBBUBeeHHS (GIIYKOHA30ITy i3 ma3Mu KpoBi BapitoBaB Mix 15 Ta 18 rogunamu; 06’em
po3nopniny ctaHoBuB 880 Myi/Kr. BinbIln TpuBaIuy Mepiof HaIiBBUBEEHHS 13 I1JIa3MU KPOBI, 110
CTAHOBUB Npu6IMU3HO 24 roguHu, OYB Mic/Is Pa30BOT0 3aCTOCYBaHHS (IyKOHA301y. Llel MoKa3HUK €
3icTaBHUM 3 IIepiogoM HaliBBUBEeAeHHS (HIyKOHA30I1y i3 IIJla3MHU KPOBI IiCJIsi pa30BOr0 3aCTOCYBaHHSA
103U 3 MI'/KT BHYTPIIIHHOBEHHO HiTAM BikoM Bif 11 guiB mo 11 micamis. O6’eM po3mofiny y HallieHTiB
I1i€l BiKOBOI TPyNI¥ CTAHOBUB 01M3bK0O 950 MII/KT.

Iocgin 3acTocyBaHHS (IyKOHA30Jly HOBOHAPOAXKEHUM 00MEeXKYETHCS (hapMaKOKiHETHYHUMU
OOCIIXKEeHHSIMU 3 y4acTio 12 HeIOHOIIEeHUX [IiTel i3 TepMiHOM recTallil TpuOnIu3Ho 28 TUKHIB.
CepenHilt BiK QUTUHY IIPU BBEJEHHI MTePIIOi 03U CTaHOBUB 24 rogunu (Big 9 mo 36 roguH); cepemHs



Bara npu HapomxkeHHi ctaHoBua 900 r (Big 750 mo 1100 r). [Insa 7 mallieHTiB TPOTOKOI AOCTiAXKEeHHS
Oy1o BUKOHaHO. MaKCUMyM 5 BHYTPIITHOBEHHUX iH €KX (HIYKOHA30Y Y 1031 6 MI/KT BBOTUIH
KOXHi 72 romuuu. CepenHil mepion HaliBBUBEOeHHS CTAaHOBUB 74 rogunu (44-185) B nmepumii OeHs,
oTiM 3meHIuBca 0o 53 roguH (30-131) Ha 7-1 meHb Ta OO 47 (27-68) ua 13-i1 gens. I[Tnoma
i KprBOIO (MKT X rop/mi) ctaHoBuina 271 (173-385) y nepuuit nesb, 36inbmunacs po 490
(292-734) Ha 7-1 OeHb, IOTIM 3MEHIINIACST OO0 360 (167-566) uHa 13- geub. O0’'eM
posnopiny (mn/kr) craHoBuB 1183 (1070-1470) y nepmuii nensb, 36inburyBascs mo 1184 (510-2130)
Ha 7-# geHb Ta mo 1328 (1040-1680) Ha 13-i meHb.

[NalieHTH JiTHHOT'O BiKYV.

dapMaKOKiHETUYHE JOCIiAKEeHHS IIPOBOAUIN 3 y4acTi0 22 MallieHTiB (BIKOM Bif 65 pOKiB), sKi
3actocoByBanu 50 Mr GryKoHa301y mepopanbHo. 10 yYacHUKIB OQHOYACHO 3aCTOCOBYBAJH
niypetuku. C,., ctaHoBuna 1,54 MKr/Mi Ta gocsranacs OIpoTAroM 1,3 roguHU micias 3aCTOCYBaHHS
bnykonasony. Cepengus AUC cranoBuna 76,4 + 20,3 MKr X roguny/min. CepenHili mepion
HaniBBUBeHeHHS - 46,2 rogunu. Lli papMaKoKiHETUYHI TOKAa3HUKY € BUIIMMHU IIOPIBHSHO i3
AQHAJIOTIYHUMHM V 3[0POBUX J0OPOBOJIBIIIB MOJIOAIIOTO BiKy. OmHOYaCHe 3aCTOCYBaHHS HiypPeTUKIB He
MaJo 3HayHOro BmuBy Ha C,,, Ta AUC. TakoxX KiipeHC KpeaTuHiHy (74 MI1/XB), BifCOTOK
(byKOoHa3011y, 110 eKCKPETYBaBCH i3 ceuero y HeaMineHoMy Burisami (0-24 rogunu, 22 %) Ta
HUPKOBUH KitipeHc dnykoHaszony (0,124 Mi/XB/KT) y MallieHTiB aHOoi BiKOBOI rpynu OyIu HUXKYUMHU,
HiXX aHAJIOTiYHi MOKA3HUKHY y MOJIOAIINX H0OpoBObLiB. ToMy 3MiHM (apMaKOKiHETHUKY Y MAIli€HTiB
JIITHBOTO BiKY 3ajeXaTh Biff HapaMeTpiB QPyHKIIi HUPOK.

KriniuHi xapaKTepHCTHKH.

IToka3zanus.

®nykoHazon-JJapHuLd TOKa3aHUU U1 TiKyBaHHS TaKUX IPUOKOBUX iHGEKIIHN Vv TOPOCIHX SIK:
- KPUIITOKOKOBUM MEHIHTIT;

- KOKITUMi0ino3;

- iHBa3UBHI KaHOUIO3U;

- KQHAU03M CIM30BUX 000JI0OHOK, BKIII0OUAI0YM KaHOUA03 POTOTJIOTKY Ta KAHAUI03 CTPABOXOMY,
KaHOUAYPis, XpOHIYHKY KaHAXWO03 LIKIpH i CTM30BUX 000JI0HOK;

- XPOHIUHUM aTPOPiYHUN KaHIHUI03 POTOBOI MMOPOXKHUHY (KAaHAUO03, CIIPUYNHEHNM BUKOPUCTAHHSIM
3yOHUX IIPOTE3iB) P HEe(PeKTHUBHOCTI TirieHu pPOTOBOI TOPOXKHMHYU ab0 MiCIeBOI Teparrii.

®nykonaszon-IlapHUIS TOKa3aHUY A1 TPOQiIaKTUKK TaKUX 3aXBOPIOBaHb ¥ AOPOCIIUX SK:
- PELUAUB KPUIITOKOKOBOTO MEHIHTITY y IAI[l€EHTIB 3 BUCOKUM PU3UKOM MOT'0 PO3BUTKY;

- PeluauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOoay y malieHTiB 3 BIJI 3 BUCOKMM PU3UKOM MOT0
PO3BUTKY;

- mpodinakTvKa KaHOUOO03HUX iH(EKIIiN y Mal[ieHTiB i3 TPHUBaI00 HEUTPOIIEHi€I0 (HalpUKian y
IallieHTIB 31 3JI0IKICHUMU 3aXBOPIOBAaHHAMHU KPOBI, AKi OTPUMYIOTh XiMioTepallito, Yu y Mali€HTiB Ipu
TPaHCIIaHTallil TeMOMIOETUYHUX CTOBOYPOBUX KITiTHH).



®nykoHa307-[lapHULS 3aCTOCOBYIOTh AiTSAM Bifi HAPOMXKEHHS I JIIKyBaHHS KaHOUO031B CIM30BUX
000JI0HOK (KaHAMI03 POTOTJIOTKY, KaHAKI03 CTPABOXOY), iHBa3MBHUX KAHINUI03iB, KPUIITOKOKOBOT'O
MEHIHTITy Ta [OJ1d IpodiTakKTUKY KaHOAUA03HUX iHGEKIIiH y MallieHTiB 31 3HUXKEHUM iMyHITETOM.
Jlikapcekui 3acib MozKHA 3aCTOCOBYBATHU SIK IiATPUMYIOUY Tepallilo IJIs MonepeKeHHS PelUIUBY
KPUIITOKOKOBOTO MEHIHTITY Yy [iTel i3 BUCOKAM PU3UKOM MOTO PO3BUTKY.

Teparmito mikapchbkuM 3ac060M MOXKHa PO3MOYMHATH [0 OTPUMaHHS pPe3yJIbTaTiB KyIbTYPalbHUX Ta
iHmux nabopaTopHUX OOCTiAKEHb; IiC/Is OTPUMaHHS pe3yIbTaTiB aHTHOAKTepialbHY Teparliio Ciif
CKOPUT'YBaTHU BifIIOBITHUM YHHOM.

IIpomunoka3aHHs.

linepuyTnuBicTs 70 GIyKOHA30Y, KO iHIINX a30JILHUX CIONYK ab0 0o 6yab-IKO1 3 JOOMIiKHUX
PEYOBHH JIiIKapChKOTO 3aco0by.

OpHoYacHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta TepheHaguHy MallieHTaM, SKi OTPUMYIOTh (DJTyKOHA30IT
H6araTopa3oBo y mo3ax 400 mr/moby Ta Bullle (3rigHO 3 pe3ybTaTaMU OOCITiIKEeHHS B3a€MOil
6araTopa3oBOr0 3aCTOCYBaHHS).

OpHoYacHe 3aCTOCyBaHHS (HITYKOHA30JIy Ta iHIIUX JIiKapChKUX 3aco0iB, 1110 MONOBXKYOTh iHTepBanl QT
Ta MeTabo1i3yI0ThCs 3a momomoroi pepmenTy CYP3A4 (Hanpukiiag OU3alpuay, acTeMi30ny,
miMO3UAy, XiHIAMHY Ta ePUTPOMILIUHY).

B3aemodia 3 inwumu snikapcokKumu 3acobamu ma iHwi eudu e3aemodiu

IIpomunoka3aHe cymicHe 3acCmocyB8aHHs (GAYKOHA304Y Md HUNCYe3d3HAYeHUX AiKapcbKux 3acobis.

ITuzanpud. [ToBigoOMIAIK ITPO PO3BUTOK MOGIYHUX peakiliit 3 60Ky ceplisi, y TOMY YHCIIi PO
[IapOKCU3MaJIbHY LIIYHOUYKOBY TaxikKaphiio TUIY «IIipyeT», y Malli€HTiB, AKi OGHOYACHO
3acTOCOByBanu GIyKOHA30J Ta nu3anpun. KoHTponboBaHe OOCTIIXKEeHHS IPOOEeMOHCTPYBAJo, 110
opHOYacHe 3actocyBaHHS 200 Mr ¢riykoHasony 1 pa3 Ha fo6y Ta 20 MT uu3anpuny 4 pa3u Ha fo0y
IIPU3BOMMIIO 10 3HAYHOTO MigBUINEHHS PiBHA IIU3aNpUAy y IIa3Mi KPOBi Ta 10 TOOOBXKEHHS
inTepBany QT. OnHOYacHe 3acToCyBaHHSA (HIYKOHA30Iy Ta U3alpHUAy NPOTUIOKa3aHe (OUB. PO3MiI
«[IpoTUnIOKa3aHH»).

TeppeHaduH. Yepe3 BUNIAHKU PO3BUTKY TAXKKHUX CEPLEBUX apUTMill, CHPUYNHEHUX TOJOBKEHHAM
inTepBany QTc, y malfieHTiB, SKi 3aCTOCOBYIOTh a30/IbHI MIPOTUTPUOKOBI JTikapCchKi 3ac00M 0OHOYACHO
3 TepheHaguHOM, OyIu MPOBEeH] MOCTiIKeHHs B3a€MO/Iil ITUX IIperaparTiB. Y X0fi 0qHOTO
IOCTiIKEeHHS MIPU 3aCTOCYBaHHi ¢iyKoHa3ony y mo3i 200 Mr Ha o6y He Oys10 BUSIBIIEHE MTOOBXKEHHS
inTepsany QTc. IHIle gocnmigXKeHHS IPU 3aCTOCyBaHHi (ykoHa3o0iy ¥ no3ax 400 ta 800 Mr Ha go0y
IIPOJeMOHCTPYBAJIO, 1[0 3aCTOCYBaHHA (IyKoHa301y y mo3ax 400 Mr Ha goOy abo Bullle 3HAYHO
IigBUINY€E PiBeHb TeppeHanuHy y IIJla3Mi KpOBi IIPU OGHOYACHOMY 3aCTOCYBaHHI IIUX JTIKapChKUX
3aco6iB. CymicHe 3acTocyBaHHs ¢IyKoHa301y vy mo3ax 400 mr abo Buile 3 TeppeHaguHOM
IpOTHUIIOKa3aHe (OuB. po3nin «IIpotunoka3anHsa»). [Ipu 3acTocyBaHHiI (QIyKOHA30/1y y [03aX HAXKYE
400 Mr Ha moOy ogHOYACHO 3 TepheHaguHOM CIIi[l TPOBOJUTH PETEIbHUN MOHITOPUHT CTaHY
MaIfieHTa.

Acmewmizon. CymicHe 3aCTOCyBaHHS (DIIyKOHA30JIy Ta aCTEMi30Jly MOXKe 3MEHIIUTHU KIIipeHC
acteMizony. Cupu4ynHeHe UM IiABUINIEHHS KOHI[EHTPAIlil acTeMi30/Ty y I1a3Mi KpoBi MoXKe



IPU3BECTH [0 Oo0BXKeHH iHTepBany QT Ta y pigKiCHUX BUIAgKax - IO IapOKCU3MaJIbHOI
IIJTyHOYKOBOI Taxikappil Tumy «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IIPOTUIIOKAa3aHe.

ITimo3ud ma xiHiduH. CyMicHe 3acTOCyBaHHS (HITyKOHA30JIy Ta MiMo3uny abo XiHimuHy MoXke
IPU3BOIUTH [0 IPUTHIUEHHS MeTabomi3My miMo3uay abo XiHimrHY, X04a BifOBigHUX HOCIiAXKEHb in
vitro Ta in vivo He npoBogumu. [TigBUIIeHHS KOHIIEHTpallil mimMo3uny abo XiHiguHYy y mi1a3mi KpoBi
MOXKe CIIpUYMHATU NogoBXKeHHs iHTepBany QT Ta y pigKiCHUX BUNagKax MPU3BOAUTHU OO PO3BUTKY
IIapOKCH3MaJIbHOI IITYHOYKOBOI TaxiKapfii Tumy «mipyeT». OgHOYacHe 3aCTOCYyBaHHSA (PIyKOHa30JTy
Ta miMo3upay abo XiHiIWHY MPOTUIIOKa3aHe.

EpumpomiyuH. OgHOYacHe 3aCTOCYBaHHS €PUTPOMIIMHY Ta (PIyKOHA30 Iy MOTEHIIMHO MoXKe
IIPU3BOOUTHU [0 MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCUUYHOCTI (mogoBxkeHHs iHTepBany QT,
IapoKCcu3MaJlibHa IITyHOYKOBa TaxiKapmid TUIy «IIipyeT») Ta, sSIK HaCJigoK, JO PanTOoBOl CEpIeBOl
cMepTi. 3acTocyBaHHS KoMOiHaIlil JaHUX TiKapChKUX 3aC06iB MPOTUIIOKa3aHe.

He QQKOMQH@)ZGmbCﬂ 00HOYdCHe 3dCMOCYyBAdHHA _d)/l)ZKOHGSOJZy Ma HUMCYe3d3HAYeHUX AIKAPCbKUX

3acobis.

I'anopaHmpuH. OIyKOHA30/1 MOXKe CIPUUYNHUTH MMiABUIIEHHS KOHIIEHTPallil ranogaHnTpuHy y Ia3Mi
KpOBi 3a paxyHOK npurHiuenus CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIKX JIiIKApPChKUX 3ac00iB Moxke
IIPU3BOOUTH [0 MigBUILLIEHHS PU3UKY PO3BUTKY KapAiOTOKCUUYHOCTI (mogoBxKeHHs iHTepBany QT,
IapoKcu3MaJlibHa IITYHOYKOBa TaxiKapfis TUIy «IipyeT») Ta, sSIK HaCJigoK, A0 PalToBOl CEpIeBOl
cmepTi. Crtifg yHUKaTH 3acTOCyBaHHS KOMOiHAalil JaHUX JTiKapChKUX 3aco0iB.

CymicHe 3acmocyeaHHs GaAyKOHA304y MA HUHCYE3d3HAYeHUX AIKAPCbKUX 3dcobie sumazae
obepedicHOCMi Ma Kopu2y8aHHs 003U.

AmioOapoH. OgHOYacHe 3aCTOCYBaHHS GIIYKOHA30J1y 3 aMiofapoHOM MOKe IIPU3BECTH L0
nopoBxkeHHs iHTepBany QT. ®nykoHa3o0 cif 3 06epekHiCTI0O 3aCTOCOBYBATH Pa30M 3 aMioflapOHOM,
0c06IMBO y pasi mpu3HayeHHs BUCOKOI fo3u diykoHasomny (800 mr).

Bnaue iHwux aikapcbkux 3acobie Ha payKoHA304.

HocmifKeHHS B3a€EMOIil IPOJEMOHCTPYBAJIH, III0 TepopajibHe 3aCTOCYBaHHS (IyKOHa30ITy
OTHOYACHO i3 BXKMBAHHIM iXi, MPUIOMOM IIUMETUINHY, aHTAIUIiB 260 3 IIOJABIITNM OMPOMIiHEHHSIM
yCBOT'0 TiNla {7 Iepecagky KiCTKOBOTO MO3KY He Ma€ KJIiHiYHO 3HAYYILIOT0 BIIUBY Ha abCcopOIriio
bmyKoHa301y.

PugpamniyuH. OmHOYaCHe 3aCTOCYBaHHS (PIyKOHA30Jy Ta pU(PaMITiuHy IPHU3BOAUIIO 10 3HUKEHHSI
AUC Ha 25 % Ta cKOpo4yBaJo Iepiof HamiBBUBeAeHHS GuyKoHa3omy Ha 20 %. ToMy A malfieHTis,
SKi 3aCTOCOBYIOTh pU(aMIIiIKH, CIIi PO3TISHYTH HOLIIBHICTh NiABUIIEHHS H03U (PIIyKOHA3O0IY.

T'iopoxsaopomia3ud. Y mocmigkeHHi papMaKOKiHETUYHOI B3aEMO[Iii OmHOYaCHe OaraToKpaTHE
3aCTOCYBaHHS TiIpOXI0POTia3uay 300POBUM NOOPOBOIBISAM, SIKi OTpHMYyBanu (HIyKoHA307I,
IiABUINYBAJIO KOHI[EHTPAIlil0 (JIyKOHa30/y v mia3Mi Kposi Ha 40 %. Taki mapamMeTpu B3aeEMofil He
BHMMaralTh 3MiH y pekuMi 0o3yBaHHS (PIIyKOHA30/Iy AJIS Malli€HTiB, SKi ODHOYACHO OTPUMYIOTh
cevoriHHi 3aco0u.

Bnaue ¢aykoHa3zoay Ha iHWi Aikapceki 3acobu.

®nykoHa3on € noMmipHuM iHridiTopoM izodepmenTtis CYP2C9 ta CYP3A4 uutoxpomy P450.
®nykoHa3on € noTyxkHUM iHribiTopoM i3obepmenty CYP2C19. Oxpim crnocTepexkyBaHUX/



NOKYMEHTaJIbHO IiATBEPAKEHNX B3a€EMOZIH, 1110 OMKCaHi HUXKYe, IIPU OGHOYAaCHOMY 3aCTOCYBaHHi i3
(bIyKOHA30JI0M iCHY€E PU3UK MigBUIIEHHS y IJIa3Mi KPOBi KOHIIEHTPALil iHINX CIONYK, 110
meTtabonizytorecss CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTocoByBaTu Taki KoMOiHalii TikapchbKux
3aco06iB ciif 3 00epexkHiCTIO; TPU IbOMY HeoOXiTHO PeTeIbHO CIIOCTepiraTi 3a CTaHOM IAIliEHTIB.
[TpurniuyBanbHa Oist GryKoHa301y Ha pepMeHTH 36epiraeTbcs npoTsarom 4-5 fid micis ioro
3aCTOCYBaHHS y 3B’43KY 3 Or0 TPHUBaJIUM [1€PiOOM HalliBBUBEIEHHS.

AbpouyumuHib. ®mykonason (inriditop CYP2C19, CYP2C9, CYP3A4) migBuIiyBaB €KCIIO3HUIIiI0
aKTUBHOI YacTUHU abpouuTtuHiOy Ha 155 %. [Ipu omHOYaCHOMY 3aCTOCYBaHHI 3 (GIyKOHA30JI0M CIIift
BiIKOPUTYBATH 03y aOponuTHHIOY BiMOBIAHO M0 iHCTPYKIII A1 MEOUYHOTO 3aCTOCYBaHHS
abponuTuHioy.

Anvpenmania. TIpu ogHOYACHOMY 3aCTOCYBaHHi anbpeHTaHiny y m1o3i 20 MKT/KT Ta QIyKOHA30/1y y
mo3i 400 Mr 3gopoBUMH HOOPOBOJIBIISIMU CIIOCTepiranocs gBokpatHe 36inbmenHss AUC10, MOXIUBO,
yepe3 inribysanus CYP3A4. Moxe 6yTu HeOOXimHUM KOPUTYBaHHS 003U albpeHTaHiny.

AmimpunmusniH, HopmpunmuaiH. ®TyKOHA30JI IOCUJIIOE [i0 aMITPUIITUIIIHY Ta HOPTPUITUIIIHY.

PekoMeHyeThCST BUMIPIOBATH KOHIIEHTPAI] 5-HOPTPUNITUIIHY Ta/ab0 S-aMiTpUNTUIIIHY Ha TOYATKY
kKoMOiHOBaHOI Teparii Ta yepe3 1 THXKOeHb. Y pa3i HeoOXigHOCTI CITifg BiTKOPUTYBATH 03y
aMITPUNTUIIHY/HOPTPUIITUIIIHY .

Am¢pomepuuuH B. OgHO4YacHe 3aCTOCyBaHHA (IIYKOHa301y Ta aMPoTepulinHy B iHpiKoBaHUM MUIIaM
i3 HOpMa/lbHUM IMYHITETOM Ta iH(pIKOBAHMM MHUILIaM 3i 3HUKEHUM IMYHITETOM IIPU3BEJIO A0 TaKUX
pe3ybTaTiB: HEBENIMKUY afUTUBHUYN IPOTUTPUOKOBUIL edeKT Npu cucTeMHil iHdekiii C. albicans,
BiICYTHICTh B3a€EMOIil IIpX BHYTPiMIHbOYEpeNHil iHbekil Cryptococcus neoformans Ta aHTaroHi3M
IIBOX JTiKapCbKUX 3ac00iB mpu cucTeMHi iHdekwii A. fumigatus. KriniuHe 3HaueHHS Pe3yJIbTATIB,
OTPUMAaHUX V XO[i IUX AOCIiIXKEeHb, HEBiTOMe.

AHmukoazyaaHmu. 1K i mpu 3aCTOCyBaHHi iHIIUX a30/IbHUX MPOTUTPUOKOBUX 3acobiB, Tpu
OZHOYACHOMY 3aCTOCYyBaHHI (GIyKOHA30Jly Ta Bap(papruHy IOBIJOMIISIN IIPO BUIAOKU PO3BUTKY
KPOBOTeY (reMaToM, HOCOBOI KPOBOTEUI, IIIJTYyHKOBO-KHAIIKOBUX KPOBOTEY, reMaTypil Ta MeJIeHH) y
IIOEHAHHI 3 TOOBXKEHHSAM IIPOTPOMOiHOBOTO Yacy. [Ipu ogHOYaCcHOMY 3aCTOCyBaHHI (PIyKoOHA30Iy
Ta BapdapuHy CIocTepiraaocs JBOKpaTHe MigBUIEHHS MPOTPOMOiHOBOTO Yacy, iMOBIipHO, BHACIIIOK
npurHideHHs MeTabonizaMy Baphapuny depe3 CYP2C9. Crig peTenbHO KOHTPOIIOBATH
TPOTPOMOIHOBUY Yac y MallieHTiB, AKi 0MHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYIAHTH ab0
inmanemion. Moxe OyTu He0OXiTHOI KOPEKIIis H03W aHTUKOATyIsHTa.

BbeH3o0iaseniHu Kopomkoi 0ii, Hanpukaad midazoaam, mpia3onam. Ilpu3HadeHHsa GIYKOHA30IY
IiCJIs TepopaIbHOT0 3aCTOCYBaHHSA Mifa3ojaMy MPU3BOAUIO OO0 3HAYHOTO IMigBUIEHHS KOHIIEHTPAIlil
Mifga3ojaMy Ta 40 MOCUJIEHHS IICUXOMOTOPHUX edekTiB. OfMHOYaCHe 3aCTOCYBaHHS (PIIYKOHA30Iy y
no3i 200 Mr Ta Miga3onamy y [1o3i 7,5 Mr nepopaibHO Ipu3Boguio fo nigsuiieHHs AUC Ta nepiony
HamiBBUBEeMeHHS y 3,7 Ta 2,2 pa3a BigmoBigHO. 3acTocyBaHHS GyKoHa3omny y go3i 200 mr Ha moby Ta
0,25 Mr Tpia3onaMy mepopaibHO Ipu3Boauso oo nigsuitieHHsa AUC Ta mmepiofy HamiBBUBEeAEHHS
Tpiazonamy 4,4 ta 2,3 pa3sa BigmoBigHO. [Ipy ofHOYaCHOMY 3aCTOCYBaHHI (PIIyKOHA301Ty Ta
Tpia3ojlaMy CIIOCTepiranaocs MOTEHIIIOBaHHS Ta IPOJIOHTalis edeKTiB Tpia3oiamy.

AKI110 malieHTy, IKAM TPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3eniHaMu, 103y OCTAHHIX CJIiff 3MEHIIIUTH Ta BCTAHOBUTH HaJIeKHUM HaTJIAL 3a
CTaHOM IIallieHTa.

Kapbama3zeniH. ®nykoHa30j1 IpurHiuye MmetabosniaM kapOaMa3eliny Ta CIIpUYUHSIE MigBULIEHHS



piBHa KapbaMaseniny B cupoBaTii KpoBi Ha 30 %. [cHye pu3uK po3BUTKY IIPOSIBiB TOKCUYHOCTI 3 OOKY
kapb6ama3zeniny. Moxe 6yTu He0OXiTHUM KOPUTYBAHHS 03U KapOaMaseliHy 3a7eXHO Bif PiBHS HOTO
KOHIIeHTPallil Ta mil TiKapchKoro 3acoly.

Baoxamopu kanvuiegux kaHasig. [lesgKi aHTAroHICTH Kasbllilo (Hipenoumin, icpaguiid, aMIOOUIIiH Ta
dbenonumin) MmetabomizywoThcst pepmernToMm CYP3A4. ®nyKoHa30I1 MOTEHIIMHO MOXKe MiIBUILITYBATH
CHCTEMHY eKCII03HIIil0 OI0KaTOPiB Ka/IbIlieBUX KaHalliB. PeKOMeHIOBaHUYN PeTEeNbHUN MOHITOPUHT
010 PO3BUTKY IOOIYHUX peakilil.

ITenekokcu6. [Tpu ogHOYAaCHOMY 3acToCyBaHHi ¢iykoHa3ony (200 Mr Ha moby) Ta 1enekokcudy (200
Mr) C,.. Ta AUC nenekokcu0Oy migBuiyBanucs Ha 68 % Ta 134 % BignosigHo. [Ipy ogHOYaCHOMY
3aCTOCYBaHHI 1enieKoKcuOy Ta GrryKoHa301y Moxke OyTH HeOOXigHUM 3MeHIIeHHS 103U IeJIeKOKCHOY
BOBiYi.

Luxaogpocpamio. OgHOUYACHE 3aCTOCYBaHHA IUKI0(Pochaminy Ta GayKoHa307y IPU3BOAUTD OO
nigBuUIeHHs piBHS OinipyOiHy Ta KpeaTHHIHY B cupoBaTiii KpoBi. 1i mikapchki 3acobu MoxkHa
3aCTOCOBYBAaTH OJHOYACHO, IPUAINISAI0YX 0COOIMBY yBary pU3uKy IiIBUILIEHHS KOHIIEHTpallii
6inipy0iHy Ta KpeaTHHiIHY B CHPOBATIIi KPOBI.

®enmaHi. TToBimOMIISITIM TIPO ONWH JeTalbHUM BUIMTAAOK iHTOKCHUKAIll (heHTaHiIOM BHACIIIOK
MOXKJIMBOI B3aeMofil peHTaHiny Ta prykoHasomy. [Jo TOTo X, ¥ OCTiAXKeHHi 3a y4acTio 300POBUX
moOpOBOIIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (GPJIYKOHA30JI 3HAYHO YIOBiIbHIOBAB €JTiMiHaIli0
benTaHiny. [ligBuleHHS KOHLEHTPaLil (eHTaHiTy MOXe IPU3BECTH [0 IPUTHIUEHHS OIUXaHHS, TOMY
CJIi[l peTeIbHO KOHTPOJIIOBATH CTAaH MallieHTa. Moxe OyTH HeoOXimHO0 KOpPEeKIis 103U GeHTaHiy.

IHeibimopu I'MTI-KoA-pedykma3su. CyMicHe 3acTocyBaHHS (IyKOHa30:1y Ta iHTi6iTOpiB I'MTI-KoA-
penykTasH, 1mo Metabonizyiorecss CYP3A4 (aTopBacTaTUH Ta CUMBAcTaTHH), abo iHriGiTopiB M-
KoA-penykTa3sy, mo Metabonizyiorbcsas CYP2C9 (drnyBacTaTuH (3HMKEHHS IIEYiHKOBOTO MeTab0Ii3My
CTaTHHY)), MigBUIIY€E PU3UK PO3BUTKY MiomaTil Ta pabmoMioni3y (mo303asiexkHo). Y pa3i HeoOXimHOCTI
OJHOYACHOT0 3aCTOCYBaHHS LIUX JTIKAPCHKUX 3aC00iB CJIifi peTeIbHO CIOCTEPIraTy 3a MalliEHTOM II0A0
BUHUKHEHHSI CUMIITOMIB Mionartii Ta pa6momioni3y i mpoBOAUTY MOHITOPUHT PiBHS KpeaTUHKiHa3u. Y
pasi 3HAYHOTO MifBUINEeHHS PiBHS KpeaTUHKIHA3M, a TAaKOXK IIPH AiarHOCTyBaHHI abo mimo3pi Ha
MiomaTito/pabmoMioni3 3acTocyBaHHs iHTibiTopiB 'MI'-K0A-pemyKTa3u ciif npunuHuT. Moxe
BUHUKHYTH 0Tpeba y 3HUKeHHi 103 iuribitopiB 'MI-KoA-pengykTasu, K 3a3Ha4€HO B iHCTPYKIil A1
MeINYHOTO 3aCTOCYBaHHS CTATUHIB.

I6pumuHni6. TTomipHi inri6iTopu CYP3A4, Taki sk $HIyKOHA30, MigBUINYIOTh KOHIIEHTPALIiI0
iOpruTuHiOy B My1a3Mi Ta MOXYTh HiIBUIIYBaTHA PU3UK TOKCUYHOCTI. FKIIO He MOXKHA YHUKHYTH
kKoMOiHalii mpemaparis, MOTPiOHO 3HU3UTH 03y i0puTHHIOY Ho 280 Mr ofnuH pa3 Ha 700y (2 Kamcymu)
3 METOI0 IIPOJOBKEHHS 3aCTOCYBaHHS iHTi0iTOPY Ta 3a6e3MeYnuTH MOCTIMHUM KITIHIYHUY MOHITOPUHT.

Isakagpmop (six moHOMepanis abo 8 komMbOiHaUii 3 npenapamamu Mmako20 camo20 mepanesmuyHo20
Kaacy). OmHO4YacHe 3aCTOCYBaHHS iBakadToOpy, perynsatopa TpaHcMeMOpaHHOI ITPOBITHOCTI IPH
mykoBiciumosi (CFTR), 36inbuIuio ekcrosutito iBakahTopy B 3 pa3u Ta eKCIIO3HUIIi0
rinpokcumeTtuniBakadtopy (M1) y 1,9 pasa. HeobxigHe 3HMKEHHS 7034 iBaKadTOpy (K MOHOTeparil
abo B Kom0biHaIlii), 1K 3a3Ha4€HO B iHCTPYKIIil 711 MEOUYHOTO 3aCTOCYyBaHHS iBakadTOpPy (IK
MOHOTepaIrii abo B KomOiHaIrii).

Osanapub. TTomipHi inri6iTopu CYP3A4, Taki K ¢hayKoHa30:1, 30iIbIIYIOTh 171a3MOBi KOHIIEHTPAIlii
onanapuby; ix ofHOYacHe 3aCTOCYBaHHS He peKOMeHoBaHe. fAKIo Takol KoMOiHallil He MoXKHa
YHUKHYTH, IpUiioM onanapuby ciim o6MexyBatu go3amu 200 Mr 2 pa3u Ha f00y.



ImyHocynpecopu (Hanpukaad, YUKA0CNOPUH, e8epoaimyc, CUpoAiMYyC i makpoaimyc).

HuxkaocnopuH. ®yKOHa30/1 3HA4YHO HifBuUINye KoHIleHTpanio Ta AUC nukinocnopuny. [1pu
OIHOYACHOMY 3aCTOCYyBaHHI (pykoHa3omy y mo3i 200 Mr/moby Ta HMKIIOCIIOPUHY Yy 103i 2,7
Mr/Kr/moby croctepiranocs 30inbuienass AUC nukimocnopuny B 1,8 pasa. Li mikapceki 3aco0u MoxkHa
3aCTOCOBYBaTU OJHOYACHO 3a YMOBU 3MEHIINEHHS NO3U LUKIOCIOPUHY 3aJIe3KHO Biff 10T0
KOHIIeHTpallil.

Esepoaimyc. Xo4a OOCHiAXKEHb in Vitro Ta in vivo He IPOBOAMIY, GIIyKOHA30/I MOXKe IiABUIIYBaTH
KOHIIEHTpALlil0 eBepOoJIiMyCy B CUPOBaTLi KpOBi yepe3 npurHiyensus CYP3A4.

Cuposimyc. ®nyKOHA30J MiABUIIYE KOHIIEHTPALI0 CUPOJIIMYCY y IJIa3Mi KPOBi, IMOBIpHO, LIJIIXOM
npurHiyeHHs MeTtaboniamy cuposimycy depmentom CYP3A4 ta P-riikonporeinomM. Li mikapceki
3aco0u MOXKHa 3aCTOCOBYBaTH OfHOYACHO 3a YMOBH KOPUTYBaHHS [I03U CHUPOJIIMyCY 3aJIe’KHO Bifi
PiBHS KOHIIEHTPaIlil Ta e(eKTiB IIpemnapary.

Takposaimyc. OIyKOHA30JI MOXKeE ITiABUIYBaTH KOHLIEHTPALII0 TAKPOJIIMyCy B CUPOBATI]I KPOBL 110 5
pasiB Ipu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NPUTHiUeHHS MeTab0/1i3My TaKpoIiMycy
dbepmenTom CYP3A4 y kuineyHuKy. [Ipy BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIlocTepiranocs 3HaYHUX 3MiH (papMaKOKiHeTUKH. [TiBUIEHI piBHI TAKPOIIMYCY aCOILi0I0THCS i3
He(pPOTOKCUYHICTIO. [103y TaKPOJIiMyCy AJIS IEPOPAIbHOT0 3aCTOCYBaHHS CIIif 3HUKYBaTH 3aJIe’KHO
Bifl KOHIIEHTpAllil TaKpoJiMycy.

Jlozapman. ®nykoHa30J IpUrHiyye Metabos1i3M J103apTaHy [0 Horo akTuBHOro MeTtabomity (E-31
74), 1110 3yMOBITIO€ OiNbIlly YaCTUHY aHTarOHi3MYy [I0 PelleNTopiB aHrioTeH3uny II mig 9ac
3aCTOCYBaHHA JI03apTaHy. PeKoMeH0BaHO 3[i¥CHIOBATH [IOCTIMHUY MOHITOPUHT apTepiabHOro
TUCKY Yy NAlli€HTIB.

JIypa3udoH. [TomipHi inribiTopu CYP3A4, Taki 5K (IyKOHA30J1, MOXKYTh IiIBUIIyBaTH KOHIIEHTPALIil0
JIypa3ufoHy y Ijla3Mi KpoBi. fAKIINO He MOXXHA YHUKHYTU OOHOYACHOI'0 3aCTOCYBaHHS, CJIiT] 3MEHIIUTH
[03y JIypa3ufoHy, SIK 3a3Ha4eHO B iIHCTPYKIIl A1 MEOUYHOI0 3aCTOCYBaHHSA JIypa3unoHy.

MemadoH. ®nyKoHa30/1 MOXKe IiIBUIIyBaTH KOHIIEHTpAllil0 MEeTaJoOHY Yy CUpOBaTLi Kposi. [Ipu
OIHOYAaCHOMY 3aCTOCYBaHHiI MeTafloHy Ta (GIIYKOHA30/1y MoXKe 0yTH HeoOXimHMM KOPUTYBAHHS 03U
MeTafioHy.

Hecmepoioui npomu3danaavHi npenapamu (HIT3I1). [Ipu ogHOYaCHOMY 3aCTOCYBaHHI 3
bnykonazonoMm C,,, Ta AUC dpnypbinpodeny migBuiiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIBHIHO
i3 TaKMMU MMOKAa3HUKAMHU IIPHU 3aCTOCYBaHHi TimbKu GuypbinpodeHy. AHAIOTIiYHO IIPU OMHOYACHOMY
3acTocyBaHHi pryKoHa3ony 3 pauemignuM ibynpodenom (400 mr) C,., Ta AUC apmakonorivao
aKTUBHOTO i30Mepy S-( )-ibynpoderny migBunrysanucs Ha 15 % ta 82 % BiANOBiIHO MOPIBHAHO i3
TAKMMHM ITOKAa3HUKAMU IIPU 3aCTOCYBaHHI TiJTbKYM pPalleMiuHOro i0ympodeHy.

Xoua creliaJbHUX AOCTiAKEHb He TPOBOAMIIN, (PIYKOHA30JI MOTEHIIMNHO 3MaTHUY MigBUIIYBaTH
cucteMHy ekcrosuttito inmux HIT3TII, mo metabomisyoTecst CYP2C9 (HanmpuKiaf, HalpoKCeHy,
JIOPHOKCHKaMy, MeJIOKCUKaMy, IUKJIoheHaKy). PeKOMeHIOBaHO IIePiOgUYHO 3iMCHIOBATH
MOHITOPHUHT MOGIYHUX peakiliii Ta TOKCUYHUX MPOSIBiB, MoB’g3anux i3 HII3II. Moxe 6yTu noTpiOHUM
KopurysanHs go3u HIT3II.

®enimoiH. ®yKoHa3051 IpUrHiuye MeTabomiaM ¢heHiToiHy B nedinii. OmHoYacHe 6araTopa3oBe
3actocyBaHHS 200 Mr driykoHa3omy Ta 250 Mr ¢eHiTOiHy BHYTPIIIHLOBEHHO MTPHU3BOAUTE JI0
nigsuimenHs AUC,, denitoiny Ha 75 % Ta C,;,Ha 128 %. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI IIUX



JiKapChKUX 3aco0iB CIIifl IPOBOOUTH MOHITOPUHT KOHIIEHTpalii HeHiTOIHY y IIa3Mi KpoBi Ayis
YHUKHEHHS PO3BUTKY TOKCHYHOI [il HeHITOIHY.

ITpedHi3o0H. TIoBimOMIISIIN PO BUIMANOK, KOIH Y MAallieHTa IMic/Is TpaHCIIaHTallil MeYiHKY Ha T
3aCTOCYBaHHS IIPEeAHI30JI0Hy PO3BUHYJACS IOCTPa HEJOCTATHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BHMHUKIIA MiC/ISl MPUIKHEHHS TPUMICIYHOr0 Kypcy Tepail hpiykKoHa3010M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, iMOBIPHO, CIPUYMHUIIO ocuieHHsT akTUBHOCTI CYP3A4, mo npu3sseno
[0 IpUCKOpeHHs MeTabomi3My npegHi3onony. Ciif peTeIbHO CTEXKUTH 3a MallieHTaMHu, SIKi IPOTSIToM
TPUBAJIOTO IIePioAy OMHOYACHO 3aCTOCOBYIOTH (PIIyKOHA30JI Ta MIPeIHi30/I0H, 3 METOI0 MOTEPEeIKeHHS
PO3BUTKY HEIOCTATHOCTI KOPY HaJHUPKOBUX 3a/103 IiC/Is IPUIIMHEHHS 3aCTOCYBaHHS (DIIYKOHA307Y.

PugpabymuH. ®nyKoHa3011 MiABUILYE KOHIEHTPALi0 prudabyTHHY B CHPOBATIL KPOBi, 110 TPU3BOAUTH
no 36inbmenHs AUC pudabytuny mo 80 %. ITpu ogHOYACHOMY 3aCTOCYBaHHI QIyKOHA305y Ta
pudabyTuHy OBiMOMIISIM NTPO BUMIAIKU PO3BUTKY yBeiry. [Ipu 3acTocyBaHHiI Takoi KoMOiHalrii
JiKapchbKuX 3aco0iB cig 6paTé IO yBaru CUMIITOMHU TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip. ®nykonason migsutirye AUC Ta C,,, cakBiHaBipy mpubau3uo Ha 50 % Ta 55 % BigmoBigHO
yepe3 NpUTrHideHHS MeTabo0ni3My cakBiHaBipy y neuinni ¢pepmerntom CYP3A4 Ta yepes iHriOyBaHHSA
P-rnikonporeiny. Blaemogil Mixk (hIyKoHa30/I0M Ta CaKBiHaBipOM/pUTOHABIPOM He OOCIigKYyBaly,
TOMY BOHU MOXKYTh OyTH OifbIll BUpaxkeHuMu. Moxke 6yTu He0OXigHUM KOPUTYBaHHS 03U
CaKBiHaBIpYy.

IToxioHi cyavpoHincevosuHu. [Ipu ogHOYACHOMY 3aCTOCYBaHHI (hTyKOHA30JI IPOJIOHTYE TEPiof
HalliBBUBEJIEHHS TTePOPabHUX MOXITHUX CYIbGOHIIICEYOBUHY (XJIOpIpoaMiny, rnibeHKIaminy,
riimi3umy Ta TonbyTaMify) IpH iX 3aCTOCYBaHHI 3MOPOBUM HOOPOBOBLISM. PeKOMEHIYETHCS
IIPOBOJUTY YaCTUU KOHTPOJIB I[yKPY B KPOBI Ta BiANOBITHUM YMHOM 3HUKYBaTHU 0O3Y MOXiGHUX
CyNb(OHINICEYOBUHY NP ONHOYACHOMY 3aCTOCYBaHHI i3 (HIIyKOHA30/I0M.

TeoginiH. Y nnane60-KOHTPOILOBAHOMY AOCTiAKEHH] B3a€MOZI1 JTiKapChbKUX 3ac00iB 3aCTOCYyBaHHS
¢bnykonasony no 200 mr npotaroMm 14 mHiB IpU3BeJO OO0 3HUKEHHS CEPETHLOTO KITipeHCY Teodiminy
y ma3Mi KpoBi Ha 18 %. 3a mauieHTamu, siKi 3aCTOCOBYIOTh Teo(iniH y BUCOKHUX 103aX a0o0 fKi MalOTh
MiOBUILIEHNY PU3UK PO3BUTKY TOKCUYHUX IIPOSABIB TEOQiNiHY 3 iHIINX IPUYKH, CJIifi BCTAHOBUTHU
HarJIg] U070 BUSBIEHHS 03HAK PO3BUTKY TOKCUYHOI il Teodininy. Tepamito ciif 3MiHUTH TPU OSBi
03HaK TOKCAYHOCTI.

To¢pauumuni6. Brimus TodauuTuHiOy 3pocTae Ipu OOHOYACHOMY 3aCTOCYBaHHI 3 JTiKApCHbKUMU
3acobaMy, Ki IpU3BOIATH 00 oMipHOTO iHribyBaHHa CYP3A4 Ta notyxHoro inrioysanas CYP2C19
(Hampukiag, ¢paykoHa3om). ToMy peKOMEHI0BAHO 3MEHIIUTH 03y TopauuTuHiOy 1o 5 Mr 1 pa3 Ha
no6y B KOMOiHAIIAX 3 IIUMU JTiKAPCBKUMU 3aco0aMu.

Toasanman. EKCIIO3ullist ToMBanTaHy 3HavyHo 3pocTtana (200 % AUC, 80 % C,,,,), KOIu TONBaITaH,
cyoctpatr CYP3A4, 3acTocoByBamu OOHOYACHO 3 QrIyKoHa30j10M, moMipHuM iHribiTopom CYP3A4, npu
IIbOMY 3HAYHO 3POCTaB PU3UK BUHHKHEHHS NMOOIYHUX peakilii, 30KpeMa 3HaYHOTr0 30iIbIIeHHS
niype3y, 3HeBOJHEHHS Ta I'OCTPOl HUPKOBOI HEJOCTATHOCTI. Y pa3i 04HOYaCHOTO IPU3HAUYEeHHS CIIif
3MEHIIUTH 003y TONBANTaHY 3TigHO 3 BKa3iBKaMM, BUKJIaJleHUMU B iHCTPYKIIil [AJIsT MEOUYHOTO
3aCTOCYBaHHS, Ta PETYISPHO MePeBipsATH CTaH IMAalliEeHTa Ha HAsIBHICTh OyOb-IKUX MOGIYHUX peakiri,
[I0B’sI3aHUX i3 TOJIBAIITAHOM.

Askanoiou 6apeiHky. Xo4da BiflIOBigHUX OOCITigKeHb He MTPOBOAUIH, GIYKOHA30I1, iMOBIpHO, Yepe3
inri6yBanHs CYP3A4 Moxe CIPUYMHSTH MigBUINEHHS KOHIIEHTpAllil anKkasnoifiB 6apBiHKY y I1a3Mi
KpOBi (HampuKiaj, BIHKPUCTUHY Ta BiHOIACTHUHY), 10 IPU3BOAUTH 0 PO3BUTKY HEMPOTOKCUYHUX
edexkTis.



Bimamin A. TToBigOMISIH, 110 y Talli€eHTa, IKUK OOHOYAaCHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIIOTY
(kucnortHa ¢hopma BiTaminy A) Ta prykoHazon, cnoctepiranucs mobiyni peakuii 3 6oky ITHC y dhopmi
TIICEBOOTYMOPY T'OJIOBHOTO MO3KY, 1110 3HUK Iicya BigMinu diykonasony. Lli mikapchki 3aco0u MoxkHa
3aCTOCOBYBATH OJHOYACHO, ajie CIIiJ IaM’siTaTu PO PU3UK BUHUKHEHHS IM00iYHUX peakiiii 3 60Ky
LTHC.

Bopukona3zoa (iHeibimop CYP2C9, CYP2C19 ma CYP3A4). OnHo4yacHe 3aCTOCYBaHHSI BOPUKOHA301Ty
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotsarom 1 gus, nmotim 1mo 200 Mr kKoxHi 12 rogun
IpoTsaroM 2,5 OHs) Ta GpIyKoHa30iy nepopaibHo (400 Mr y mepiuuid geHb, moTiM o 200 Mr KoxHi 24
TOIUHU MPOTSATOM 4 [HiB) 8 3MOPOBUM T0OPOBOJIBLISIM YOJIOBIYOI CTATi MPH3BeJIo Ao migBuIeHHs C,,,
ta AUC, BOpHKOHa30jy B cepegHboMy 10 57 % (90 % OI: 20 %, 107 %) ta 79 % (90 % [OI: 40 %, 128
%) BigmoBimHO. HeBimoMo, 41 mMPU3BOAUTH 3HUKEHHS J03K Ta/ab0 9aCTOTH 3aCTOCYBAaHHS
BOPUKOHA30/1y ab0 GIyKoHa30JTy O0 YCYHEeHHs Takoro edekTy. IIpu 3acTOCyBaHHI BOPUKOHA30ITY
micys GIyKOHa30Ty CIIif ITPOBOAUTY CIIOCTEPEXKEHHS 00 PO3BUTKY MOOIYHUX e(EeKTiB,
acoIlii0BaHUX i3 BOPUKOHA30JIOM.

3udosyouH. ®mykoHa3on mipsumye C,.. Ta AUC 3unoBynuny Ha 84 % Ta 74 % BifNmOBi#HO, IO
3YMOBJIEHO 3HUKEHHSIM KITipeHCY 3UI0BYOUHY MPUOIU3HO Ha 45 % IIpU HOT0 IepopaabHOMY
3acTocyBaHHi. [Iepion HamiBBUBENeHHS 3UNOBYIUHY OYB TAaKOXK ITOMOBXKEeHUM MpuOnmu3Ho Ha 128 %
micys 3acTocyBaHHS KoMOiHallil (GyKoHa30Iy Ta 3UJOBYOUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
TakKy Kom0biHalliio TikapchbKUx 3aco0iB, CJIifi CIIOCTepiraTy I0A0 PO3BUTKY IOOIYHUX peakKilii,
II0B’I3aHMX i3 3aCTOCYBaHHAM 3UOOBYAUHY. MOXKHa PO3TISHYTH OOUUIbHICTS 3HUKEHHS 03U
3UOBYOUHY.

AsumpomiyuH. Y X0Ii BIDKPAUTOT0 PaHAOMI30BaHOTO TPUCTOPOHHBOTO IEPEXPECHOTO AOCTIIXKEeHHS, B
SIKOMY B3$1JIM y49acTh 18 3M0pOoBUX MOOPOBOJIBLIIB, OI[iHIOBAJM BIIJIUB a3UTPOMIIIMHY Ta (PIIyKOHA30ITY
Ha (papMaKOKiHETHKY OOWH OGHOTO IIPU IX OGHOYaCHOMY IIepOpajbHOMY Pa30BOMY 3aCTOCYBaHHI y
no3ax 1200 ta 800 mr BigmoBimHO. 2ZKOOHUX 3HAUYLIUX (papMaKOKiHETUYHUX B3a€EMOil BUSBIEHO HE
oyrno.

ITepopanvHi koHmpauenmusu. IIpoBogunu 2 hapMaKOKiHETUYHHUX NOCITIXKEHHS 6araTopa3oBoro
3acTocyBaHHS (HITyKOHA30/1y Ta KOMOIHOBAHOT'O ITepOpasibHOr0 KOHTpalenTuBa. [Ipu 3acTocyBaHHi
bnykoHa3oiy y fo3i 50 Mr BIJIMBY Ha piBeHb TOPMOHIB He 0yJ10, TOAI SIK IIPU 3aCTOCYBaHHI
dbrykoHazony y mo3i 200 mr Ha mo6y crioctepiranocs 30inemenHuss AUC etuHinectpaniony Ha 40 % Ta
neBOHOpPrecTpeny - Ha 24 %. Lle cBiguuTh mpo Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (QIIYKOHA30Iy Y
3a3HayvyeHMX [[03aX HaBPA[ YU MOXKe BIUIMBATU Ha e(peKTUBHICTb KOMOIHOBAHOTO IIEPOPAILHOTO
KOHTpalleNTUBA.

Oco06.1ueocmi 3acmocyeaHHsi.

Hepmamocgimis. BigmoBigHO 70 pe3ysbTaTiB HOCHIAXKEHHS (HIYKOHA30Jy AJS JTiKyBaHHS gepMaTodiTil
y mitel, GpryKoHa30/1 He mepeBaxae rpu3eoynbBiH 3a e(peKTUBHICTIO i 3aTalbHUY MOKa3HUK
edexTuBHOCTI cTaHOBUTDL MeHIIe 20 %. Tomy nikapchKilt 3acib He CIif 3aCTOCOBYBATH [JIs JIiIKYBaHHS
nepMaToiTil.

Kpunmoxkoko3s. [1Ioka3iB eeKTUBHOCTI (HITyKOHA30JIy AJIS JTiKyBaHHS KPUITOKOKO3Y iHIIUX
JIOKaJIi3alliil (Halmpukiag, JereHeBoro KpUITOKOKO3Y Ta KPUIITOKOKO3Y IIKipH) HeLOCTaTHbO, TOMY
PEeKOMeHpalliil oA0 J030BOr0 PEXXKUMY [JIS JIIKyBaHHSI TAaKHMX 3aXBOPIOBaHb HEMAE.

I'1uboki eHOemiuHi Miko3u. [Joka3iB eeKTUBHOCTI (IyKOHA301y [/ JTiKyBaHHS iHIINX GhopM



eHJeMiUHNX MiK03iB, TaKUX K [TapaKOKIMAi0iA0OMiKO03, TiCTOIIa3M03 Ta IIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEJOCTaTHbO, TOMY PEKOMEHTAIN 000 J030BOT0 PeXKUMY AJ1s JIiIKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupxkosa cucmema. T1atieHTaM i3 mopyieHHSIM GYHKIIINA HUPOK JTiKapChKUM 3acib cin
3aCTOCOBYBaTH 3 00epexkHiCcTI0 (IuB. po3min «Crocib 3aCTOCYBAHHS Ta [O3U»).

Hedocmamuicme HaOHUpKo8ux 3aa103. KeTOKOHAa3071, K BifOMO, CIIPUYUHSIE HEAOCTaTHICTh
HaJHUPKOBUX 3a/103, TAKOXK MOXKE CIIPUYMHATA HEJOCTATHICTh (PIIYKOHA30JTy, X04a TaKe
criocTepiraeTscs pigko. HegocTtaTHICTS HAMHMPKOBUX 3aJ103, II0B’93aHa 3 OGHOYACHUM JIiKyBaHHAM
IIPeHi30JI0HOM, OIHCcaHa B PO3[ii «B3aemofmisa 3 iHIIMMM TiKapCbKUMM 3aco0aMu Ta iHIT BUON
B3aeMofil. Biius ¢ykoHa305Ty Ha iHII JTiKapChKi 3aco0u».

I'enamobiaiapHa cucmema. TlanieHTam i3 mopyueHHIM QYHKIIi TeYiHKY JTiKapChKuii 3acib i
3aCTOCOBYBATHU 3 00epekKHiCTI0. 3aCTOCYBaHHS (PIIYKOHA30/Iy acOIliloBalIoCs 3 BAHUKHEHHSIM
PiOKiCHUX BUIIafKiB PO3BUTKY TSXKKOI rellaTOTOKCUYHOCTI, BK/II0Yal04y JIeTallbHi BUMIQKU, TOJTIOBHUM
YUHOM Y TAI[iEHTIB i3 TAXKKUMU OCHOBHUMHU 3aXBOPIOBAHHIMHU. Y pa3i, KOJIU PO3BUTOK
rernaTOTOKCUYHOCTI acoIliloBaBCs i3 3aCTOCYBaHHSAM (IyKOHa307y, He OyJ10 BUSBIIEHO ii TIEBHOI
3aJ1eXKHOCTI Bifi 3aranbHOI J000BOI 403U JTiKapChKOTo 3aco0y, TPUBAJIOCTI Tepartii, craTi abo BiKy
nalieHTa. 3a3BM4Yall TelaTOTOKCUYHICTh, CIpUYrHeHa (PrryKoHa3010M, 060pPOTHA, a il TposiBU
3HUKAIOTH ITiC/IsI MPUIMHEHHS Tepartil.

3a malieHTaMu, y SIKUX IIPU 3aCTOCYBaHHI (PIIyKOHA30JTy CIIOCTEPIiraloThCs BiIXUIeHHS Pe3yJibTaTiB
GYHKIIIOHATBHUX P00 MEeYiHKY, CJTil BCTAHOBUTHU PETENIbHUHM HATJIS[ 00 PO3BUTKY OiNIbII TSKKOTO
ypaXKeHHS eYiHKU.

[MTauieHTiB cnifg TpoiHGOPMyBaTH PO CUMITOMH, 110 MOXKYTh CBITYUTH NIPO CEPUO3HUY BIIJIUB Ha
NeviHKy (BUpaXKeHa acTeHis, aHOPEKCisl, MOCTiiiHa Hy#oTa, 6/II0BAHHS Ta XKOBTSHULS). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS (IYKOHA30Jly CIIi[ HerallHO IPUNWHUTY Ta IPOKOHCYIbTYBATUCA 3 JTIKapeM.

Cepuego-cyouHHa cucmema. [lesiki a307u, y TOMY YHCJIi i HITyKOHa3011, aCOIiI0I0THCS i3
nofoBxeHHaM iHTepBany QT Ha enekTpokapaiorpaMi. ®nykKoHa301 ogoBxKye iHTepsasn QT wsxom
IPUTHIYEHHS BUNIPSIMIISI0YOTO KanieBoro KaHany (I,,). [TogosxenHs intepsany QT BHacmimok mil
iHmuX mikapchkux 3aco6iB (Hampukiag aMiogapoHy) MOXKe IIOCUJTIOBATUCS IIJITXOM IPUTHIYeHHS
dbepmenTy CYP3A4 mutoxpomy P450. IToBimoMmsnu po AyzKe PigKiCHI BUNIAAKX MOOOBXKEHHS
inTepBany QT Ta mapokKcu3MasibHOI IIJTYHOYKOBOI TaxiKapfii TUMy «IipyeT» IIpu 3aCTOCYBaHHI
¢bnykoHa3o0iy. Taki IOBiIOMJIEHHS CTOCYBa/lIMCS IAI€HTIB i3 TAKKAMU 3aXBOPIOBAHHAMU [IPU
moeqHaHHi 6araThox GaKTOPiB PU3UKY, TAKUMHU SIK CTPYKTYPHI 3aXBOPIOBAHHS CEPIIS, TOPYIIEHHS
eJIeKTPOJIITHOr0 0OMiHY Ta OMHOYACHE 3aCTOCYBAHHS iHIIUX JIiIKapPChKUX 3ac00iB, 110 BIIMBAIOTH Ha
inTepBan QT. IlamieHTH 3 rinokasnieMi€ro Ta IPOrPECYI0Y0I0 CePLeBOX HEOOCTaTHICTIO MalOTh
MiJBUIIIEHUY PU3UK BUHUKHEHHS 3arpO3JIUBUX [JIS1 KUTTS LIJTYHOYKOBUX apUTMiu Ta
IIapOKCH3MaJIbHOI IITYHOYKOBOI TaxiKapfii TUIY «IipyeT».

®nykoHa3o cifl 3 06epeXHICTI0O 3aCTOCOBYBATH TAIliEHTaM i3 PU3UKOM PO3BUTKY apUTMiid.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 TiKapchKUMM 3acobaMu, 1110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoThcs 3a gonoMoroio hepmenty CYP3A4 uutoxpomy P450, mpoTunoka3aHe.

I'anopanmpun. T'anodanTpun € cydctpatom pepmenty CYP3A4 i mponourye intepsan QTc npu
3aCTOCyBaHHI y peKOMEH[I0BaHUX TepaleBTUYHUX fo3ax. OgHOoYacHe 3aCTOCYBaHHS rajodaHTPUHY Ta
(bIyKOHA30/ly HE PEKOMEHIYEThCS.

ITepmamonoaiuHi peakuii. ITig 9ac 3acTocyBaHHS (HIIYKOHA30/IY PigKO MOBITOMIISIIN IIPO PO3BUTOK



TaKWX eKC(oJliaTUBHUX IMIKipHUX peakiill K cuHapoM CTiBeHca-[[2KOHCOHA Ta TOKCUYHUN
enigepManbHUl HeKponi3. [ToBigoMsiniocs Npo MeguKaMeHTO3HY peaklilo 3 e03uHOdiTie0 Ta
cuctemauMu nposiBamMu (DRESS cunppowm). ITamienTtu 3i CHIloM GinbIll CXUIbHI 0 PO3BUTKY
TSKKUX IMIKIPHUX peakIliii Ipyu 3aCTOCyBaHHI 0araThox JIikapCchKux 3aco0iB. Ko y maiienTa i3
TIOBEPXHEBOI0 I'PUOKOBOI0 iHGEKINIEIO 3’ IBIAI0TECA BUCUIIAHHS, 1II0 MOXKHAa ITOB’s13aTH i3
3aCTOCYBaHHAM (IyYKOHA30I1y, ITOfaiblile 3aCTOCYBAHHS JTIKAapChKOT0 3aco0y CIIif MPUIUHUTHU. AKIIO0
y TalfieHTa 3 iHBa3WBHOIO/CHCTEMHOI0 TPUOKOBOIO iH(EKITIEI0 3 ABNSAIOTHCS BUCUIIAHHS Ha IIKipi, 3a
J0T0 CTAHOM ITOTPIOHO PEeTEeNbHO CIOCTEPIraTH, a y pa3i po3BUTKY Oy/Ib03HUX BUCUIIAHb ab0
MYJIbTU(QOPMHOI ePUTEMU 3aCTOCYBaHHS (IYKOHA30Iy CIIifl MIPUIUHUTH.

I'inepuymausicmby. Y pigKiCHUX BUNaAKax MOBIZOMJISIN IIPO PO3BUTOK aHa(DiTaKTUYHUX PEaKIinl.

ITumoxpom P450. ®nykoHa3zon € nomipuuM inribitopom dhepmentis CYP2C9 ta CYP3A4. Takox
bnykoHa3011 € noTykHUM iHribiTopoMm pepmenty CYP2C19. Crnig cocTepiratu 3a CTaHOM Ialli€HTIB,
SIKi OHHOYaCHO 3aCTOCOBYIOThH (IYKOHA30JI Ta JIiIKapChKi 3aC00M 3 By3bKHMM TePaNeBTUYHUM BiKHOM,
1m0 MeTabomi3yoThes 3 yuactio CYP2C9, CYP2C19 ta CYP3A4.

TepgpeHaduH. Crig peTeIbHO CIIOCTEPIraTH 3a CTAHOM ITalliEHTa IIPY OJHOYACHOMY 3aCTOCYBaHHI
tepdeHaguny Ta GIyKoHa30my y 0o3i menire 400 mMr Ha m00y.

KaHou0o3. JocnifxeHHS IPOAEeMOHCTPYBaId 3pOCTAHHS MOMMUPEHOCT] iHPEKIil, CHPUYNHEHNX
inmmMu Bugamu Candida, kpim C. albicans. BoHu 4acTo € IpUpOAHO CcTilikuMu (Hampukiap C. krusei
ta C. auris) abo IeMOHCTPYIOTh 3HUKEHY YyTNuBIiCTE mo dhaykoHa3ony (C. glabrata). Taki indexuii
MOXKYTb NOTPeOyBaTH anbTepHAaTHBHOI IPOTUTPUOKOBOI Tepartii micist HeBmanoro nikyBaHHsS. OTxKe,
JiKapsM, SIKi Mpu3HadaloTh 3acib, peKOMEHOYEThCS BpaXOBYBATH IOMINPEHICTh CTIMKOCTI Pi3HUX
BumiB Candida no pryKoHa30:7y.

Baoicauea iH(popmauis npo donomidicHi peyoguHu. JTikapcbkuit 3aci6 mictuth 0,9 % po34uH HATPIO
xnmopupny. Koxsi 200 mr (dprakon mo 100 M) MicTATh mo 15 Mmmorns ioniB Hatpito (0,145 MMonb
HaTpiio B 1 M) Ta xJ10py, 110 ciifg 6paTtu 4o yBaru npy nNpu3Ha4YeHHi malieHTaM, SKUM HeoOXigHo
00MEeXUTH BXKUBaHHS HATPilO Ta PigvHMU.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHsA 2pydoto.
KiHKu penpo0yKkmugHO20 BIKY.
[Tepen nmoyaTkOM JiKyBaHHS MaLiEHTKY CIIif IpoiH(OpMyBaTH PO NOTEHIIMHNY PU3UK [AJIA MJIOAA.

[Ticns 3acTocyBaHHS OOHOPA30BOl 03U MOTPIOHO BUTPUMATH IePiof] BUBeeHHS GIyKOHA30Iy, IKUN
CTAHOBHUTH MPUONMKU3HO 1 THXIEHS (1110 BigmoBigae 5-6 mepiogam HaliBBUBEIEHHS), 10 HACTaHHS
BariTHOCTI (ouB. migpo3ain «PapMaKoKiHETHKA»).

[Ipu TprBanux Kypcax JIiKyBaHHS XKIHKaM PENPONYKTUBHOI'O BiKY CJIiJ] PO3TJISHYTU MOXKJIUBICTh
3aCTOCyBaHHS KOHTPAIEIIii MPOTSATOM YChOTO IIepiofy JiKyBaHHS Ta IPOTIroM 1 THXKHSA Micis
IPUIOMY OCTAaHHbBOI TO3H.

BaeimHicme.

OOcepBalliliHi mocigKeHHS CBifYaTh PO MigBUINEHNY PU3UK CIIOHTAHHOTO abopTy y XKiHOK, AKi
OTpPUMYBaK (IYKOHA30JI MIPOTITOM IepIIoro Ta/abo Apyroro TPUMECTPY, MOPIBHSIHO 3 XKiHKaMH, SIKi
He mpuiiManyu GyKoHa30i1 abo OTpUMyBaIy MiCleBi a30/11 y ToM camuii mepiof. [JaHi momo KinbKox



TUCSY BariTHUX XKiHOK, SKi OTpHMYyBaJIH JIiIKyBaHHS (PIIyKOHA30JI0M ¥ KyMYyJISATUBHIM [03i < 150 Mr y
IIepIIOMYy TPUMeCTpi, AEMOHCTPYIOTh BiICYTHICTh 3pOCTaHHS 3arajibHOr0 PU3UKY Bal PO3BUTKY
nsofa. B omHOMY BETMKOMY CIIOCTEPEeXKHOMY KOTOPTHOMY AOCIIiIXKeHH] IlepopajibHe 3aCTOCYBaHHS
GbIyKoHA30Iy B IepUIOMYy TPUMeCTpi OyJI0 IIOB’I3aHe 3 HEBEJIUKUM IiIBULIIEHHIM PU3UKY
BUHUKHEHHS BaJl PO3BUTKY CKeJIETHO-M 5130BOl CUCTEMH, 1110 BifnoBigae mpubau3Ho 1 momaTKOBOMY
Bumagky Ha 1000 xiHOK, fKi OTpUMyBanu KyMyIsaTUBHI 103U < 450 Mr, IOPIiBHAHO 3 XiHKaMH, AKi
OTPUMYBAJIX a30/I¥ MicLeBol fii, i mpubnu3Ho 4 momaTKoBMM BumagkaM Ha 1000 XiHOK, sKi
OTpUMYBaIu KyMyJIsTUBHI 1031 Oinbiie 450 mr. CKOpuUroBaHuM BiTHOCHUIM pu3uK cTaHOBUB 1,29 (95
% IOI: 1,05-1,58) nnst mo3u ¢nykonasony 150 mr nepopansso Ta 1,98 (95 % [OI: 1,23- 3,17) pns go3
bnykonazony Ginbiie 450 mr.

HasiBHi emifeMionoriyni JoCIigKeHHS 1I[0I0 PO3BUTKY Baj CepIls IPU 3aCTOCYBaHHI (GIyKOHA30Iy Y
1epiof BariTHOCTI Jai0Th cynmepednuBi pe3ynbraTu. OgHaK MeTaaHasi3 5 o0cepBalliitHUX NOCTiAKEHb,
IIPOBEJIEHUX 3a y4aCTIO KiTbKOX TUCAY BariTHUX XKIiHOK, SKi OTpUMYyBaIu (PIyKOHA30/ IPOTATOM
MIEePIIOTO TPUMECTPY, BUSBUB IMiABUIIIEHHS PU3UKY PO3BUTKY Baf cepus Yy HEMOBAAT y 1,8-2 pa3u
TIOPiBHSTHO 3 TAKUM y HEMOBJISIT, MaTePi SKUX He 3aCTOCOBYBasu (HIIyKOHA30I Ta/abo
BUKOPUCTOBYBAJIX a30JI4 [JIs MiCLIEBOr0 3aCTOCYBaHHS.

Y noBimOMIIEHHAX OMKCAHO BPOAKEHI Bafy PO3BUTKY Y HEMOBIISIT, MaTepi SKUX OTPUMYBaJid BUCOKI
no3u (Bim 400 mo 800 Mr/mo0y) dbnykKoHa301y y Iepiof BariTHOCTI mpoTsaroM 3 MicsiiB abo Oinblire mpu
JIiIKyBaHHI KOKIIUAi01I0MiK03y. Cepeq BpOAKEHUX Bal, AKi CIIOCTePiraaucs y oux OiTe, -
Opaxinedanis, gucnasis ByIIHWX PaKOBKH, HafiMipHe 30ibIIeHHS IIepeIHbOT0 TiM I4Ka,
BUKPUBIIEHHS CTErHa Ta IPOMEHEBO-IIIE€Y0BUM CUHOCTO3. [IpUYMHHO-HACTIAKOBUM 3B’ 130K MiXK
3aCTOCYBaHHSIM (hIyKOHA30Jly Ta BPOIXKEHUMU BaflaMUi HE BCTAHOBIIEHUH.

He cmipg 3acTocoByBaTH 3BUYalHi 1031 GIIyKOHA30JTy Ta KOPOTKOTPUBAIT KYPCH JTiKyBaHHS
GbIyKOHA30JI0M y IIepiof BariTHOCTI, 3a BUHATKOM HaraabHOI IOTPEOH.

He cnip 3acTocoByBaTH BUCOKI 103U (hITyKOHA30y Ta/abo TpuBasli KypcH JIiKyBaHHS (IyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIiIKyBaHHS iH(EKIIi}, 0 3aTPOXKYIOTh XKUTTIO.

ITepiod 200ysaHHA 2py0oH0.

®nyKoHAa30J1 IPOHUKAE ¥ TPyAHE MOJIOKO Ta [OCATa€ HUXKY0I KOHIIEHTpallil, HiXK y 11a3Mi KpoBi.
TomyBaHHS IPyAAI0 MOXKHA IPOJOBXKYBATH IIiC/IS PA30BOT0 3aCTOCYBaHHS 3BUYANHOL 03U
(bmyKoHa3011y, 10 CTaHOBUTH 150 MT.

logyBaTu rpyAfio He pEKOMEHIYEThCS IpK 6araTopa3oBOMYy 3aCTOCYBaHHi (hyKoHa301my abo mpu
3aCTOCYBaHHI 10T0 Y BUCOKUX [I03.

Crip OUiHUTY KOPUCTb FONYBaHHS IPYAMI0 AJIS PO3BUTKY i 3M0POB’S JUTUHY, a TAKOXK KIIIHIUHY
noTpeby MaTepi v bnaykoHa3o07i i Oyap-sKi moTeHLiHI mobiuyHi edekTH HIyKoHa30/1y abo OCHOBHOTO
3aXBOPIOBaHHS MaTepi Ol OUTHUHY, sIKa OTPUMYE I'PyIHE BUTONOBYBaHHS.

®epmubHicmb.

®nyKoHa30/1 He BIIMBaB Ha (ePTUIbHICTh CaMIIiB Ta CAMOK IIypiB.

30amHicmb eniueamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.



IocmigkeHb BIJIUBY JTiKapChKOTo 3ac00y Ha 3MaTHICTh KEPYyBaTU aBTOTPAHCIOPTOM a0o IpallloBaTH 3
IHIIMMU MexXaHi3MaMU He IIPOBOOUIIU.

[TarienTiB cmip mpoiHgopMyBaTH PO MOXKIIMBICTh PO3BUTKY 3allaMOpPOYeHHs ab0 CyIoM IIif Yac
3aCTOCOBYBAHHS TiKapChKOro 3aco0y. [Ipy po3BUTKY TaKUX CUMIITOMIB He PEKOMEHOYEThCS KePyBaTH
aBTOTPAHCIIOPTOM abo0 MpaIfoBaTH 3 iHIIMMU MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHss ma do3u.
Io3a (ryKoHa30/my 3ale’KUTh Biff BUAY i TIKKOCTI TpubOKOBOI iHGEKITl.

[Tpu HeobximHOCTI 6GaraTopa3o0BOro 3aCTOCYBaHHS IIpelapaTy JiKyBaHHS iHGEKIIiN cin
IIPOJOBXKYBAaTH 00 3HUKHEHHS KJTiIHIYHUX Ta 1Tab0paTOPHUX MIPOSBIB aKTUBHOCTI I'PpruOKOBOI iH(eKIIil.
HepocTaTHS TpUBaiCTh JTiKyBaHHS MOXKe NPU3BECTH OO BiTHOBIEHHS aKTUBHOTO iH(QEKIIIHOTO
Ipo1IeCy.

JlikapceKui 3acib 3aCTOCOBYBaTH BHYTPIITHEOBEHHO MINIIX0M iHQY3ii. HeMae HeoOXimHOCTI y 3MiHi
1060BOI HO3M JIikapChKOro 3aco0y Npy 3MiHi IMIISAXY HOT0 3aCTOCYBaHHS 3 IepOPasIbHOTO Ha
BHYTPIIIHEOBEHHUY Ta HaBIIaKWu.

Po3uun gng ivdys3ii ciig BBOOUTH 3i MIBUOKICTIO, 110 He nepeBumye 10 mi/xs.
CymicHicmb nikapcvko2o 3acoby.

JlikapceKui 3acib CyMiCHUM 3 TaKUMHU PO34YMHAMH, SK:

-5 % Tta 20 % po34YuH I'IIOKO3Y;

- po3umH PiHrepa;

- po3umH XapTMaHa;

- PO3YHH KaJlil0 XJIOPULOY Y TII0K03i;

- 4,2 % Ta 5 % po3uuH HaTpi OikapboHATY;

- 3,5 % po34YuH aMiHO3UHY;

- 0,9 % po34uH HATPIIO XJIOPULY;

- mianadnekc (6,36 % po34YuH A7 iHTpalepUTOHea IbHOI 0 fiai3y).

®nyKoHA30 MOKHA BBOOUTH B iH(QY3ilHY CHCTEMY Pa30M 3 OOHUM i3 3a3HaUYE€HUX BUIIE PO3YHHIB.
Xoua BUIa[KU HecnelrdiuHol HeCcyMiCHOCTI TiKapchKoro 3aco0y 3 iHmmMu 3acobaMu He OMKCaHi, He
PEKOMEHIYEThCS 3MillTyBaTH (HIIyKOHA30J 3 iHIIMMH JIiKapChbKUMHU 3acobaMu nepeq iHdysieo.

Po3uuH [A71g BHYTPIIIHBOBEHHUX 1H(Y3il IPU3HAYEHUY JIUILE [JIs1 pa30BOr0 3aCTOCYBaHHS.
Po3BeneHHS CIif 3[iMCHIOBATH B aCENITUYHUX YMOBax. Po3unH He0oOXigHO epeBipuTH Ha HAsBHICTh
CTOPOHHIX YaCTHHOK Ta 3MiHy 3abapBieHHs. PO34uH CJIil BAKOPUCTOBYBATH JIKILIE TOMi, KOK BiH
IIPO30pHUY Ta He MiCTUTh CTOPOHHIX YaCTUHOK. HeBUKOPUCTaHi 3aIUIIKY JTiKApCHKOT0 3ac00y
HEOOXiOqHO 3HUIIUTH.



Hopocai.

Kpunmokokos.

- JIikyBaHHS KPUIITOKOKOBOTO MEHIHTITYy: peKOMeHJ0BaHa HaBaHTaxXyBaJlbHa 03a CTaHOBUTH 400 MT
y Tepiuii feHsb, miaTpuMyioda gosa - 200-400 mr/moby. TpusamicTh JTiKyBaHHS 3a3BAYali CTAHOBUTH
moHalMeHIe 6-8 TuxHiB. [1py iHQEKIIiAX, 110 3aTPOKYIOTh XKUTTIO, T0O0BY 003y MOXKHA 30iMbIIUTH
ro 800 mr.

- IlinTpuMytoya Tepamnis O nonepenXKeHHsl pelUgUBy KPUIITOKOKOBOTO MEHIHTITY y HAlLli€eHTIB 3
BUCOKUM PHU3UKOM HOT0 PO3BUTKY: PEKOMEH0BaHa 03a JiKapchkoro 3acofy ctanoBuTh 200 Mr/moby
IIPOTSITOM HEOOMEeKeHOT0 Jacy.

Kokuudioidos. PekoMmengoBaHa fno3a ctaHoBuTh 200-400 mr/no0y. TpuBanicts nmikyBauusa - 11-24
MicCsIIi UM [IOBIIE 3a/IeXKHO Bifl cTaHy mariieHTa. [I71s1 mikyBaHHS meskux GopM iHdexIii, a 0co6IuBO
IS TiKyBaHHS MEHIHTITY MOKe OyTH [OIiNbHUM 3acTocyBaHHS fo3u 800 mr/moby.

IneasueHi kaHOuOdo3u. HaBaHTaxyBajbHa A03a CTaHOBUTH 800 Mr y nepinii feHb, MigTpUMyloda
no3a - 400 mMr/go0y. 3a3Bu4ail peKOMeHj0BaHa TPUBAJIIiCTh JIiIKyBaHHSA KaHAUAEMil CTAHOBUTD 2 THUKHI
IIiCJIS IIePIINX HEeraTUBHUX Pe3yJIbTaTiB KyJIbTYPU KPOBi Ta 3HUKHEHHS 03HAK 1 CUMIITOMIB
KaHIHUIeMil.

KaHOoudo3 cau3osux 06010HOK.

- KaHIM03 pOTOTJIOTKYU: HaBaHTaXyBaibHa f03a CTaHOBUTH 200-400 Mr y mepuinii feHb,
nigTpumyioda fo3a - 100-200 Mr/no0y. TpuBamicTh NiKyBaHHS CTaHOBUTH 7-21 [eHb (OO OJOCATHEHHS
pewmicii), ame Mozxke OyTu 30inmbINeHa A7 HALi€HTIB i3 TIXKUM iMyHOTeQiIIuTOM.

- Kangumo3 cTpaBoxofy: HaBaHTaxyBajlbHa q03a CTaHOBUTDH 200-400 MT y mepiuuii OeHs,
nigTpuMytoda mo3a - 100-200 mr/mo0y. TpuBamicTs NTiKyBaHHS CTaHOBUTH 14-30 OHIB (0 MOCATHEHHS
pemicii), ame mMozxke OyTu 30inmbINeHa A7 HALi€HTIB i3 TIXKKUM iMyHOmeQiITuTOM.

- Kaugunypisi: pekoMeHnmoBaHa no3a cTaHOBUTE 200-400 mMr/moby mpoTsrom 7-21 gHs. 115 MallieHTiB
i3 TsxRKUM iMyHOmE(IIUTOM TPUBAJICTE TiKYBaHHS MOXKHA 301/IbIIUTH.

- Xponiunui aTpodiyHui KaHAUOO03: pEKOMEH0BaHa f03a cTaHoBUTh 50 Mr/moby mpotsirom 14 mHiB.

- XpoHiYHMYM KaHOKUIO03 IIKipHU Ta CIM30BUX 000JI0HOK: peKOMEHI0BaHa q03a CTAHOBUTH
50-100 mr/mo0Oy. TpuBamicTh NMiKyBaHHS - 70 28 OHIB, aje Moxke OyTH 30iNbIlIeHa 3a7eKHO Bif
TSIKKOCTI Ta Buny iHdekii abo 3HMKEHHS IMYyHITETY.

ITonepe0daceHHA peuudusy kaHOu0o03y cau3osux 00010HOK y nauieHmis 3 BIJI, aki maromb 8ucokull
pU3UK 1020 PO3BUMKY).

- Kangumo3 poTorioTKY, KaHOUA03 CTPaBOXOAY: PEKOMEH0OBaHa 03a CTaHOBUTh 100-200
Mmr/mo6y a6o 200 mr 3 pa3u Ha THXKAeHb. TPUBAJICTh JIiIKyBaHHSA € He0OMeKeHO0 IJIs MAalliEHTIB i3
[IPUTHIYEHUM IMYHITETOM.

ITpoginakmuka kaHOUOO3HUX IH(peKYil y nauieHmia i3 mpusaaoi HeumponeHiel. PekoMeHOOBaHa
no3a ctaHoBUTh 200-400 mr. JIikyBaHHS CJlif pO3MOYMHATH 3a KijibKa AHIB 40 0YiKyBaHOT'O PO3BUTKY
HEUTPOIIeHil Ta TPOJOBKYBATH MIPOTATOM 7 [HIB IiC/IS MigBUINEHHS KiTbKOCTI HEUTPOGiniB oHaA
1000/Mm’.



IHauieHmu snimHb0o20 8IKYV.

o3y HeoOximHO migOupaTy 3aIeKHO Bif cTaHy QYHKIIiI HUPOK (OUB. HUXKYE).

ITauieHmu 3 HUPK0BOI HEAOCMAmMHicmio.

®yKOHa30J1 BUBOAUTHCA 3 OPraHi3My IepeBakHO 3 CevYelo y He3MiHeHoMy BUrafi. [Ipu pazosoMy
3aCTOCyBaHHI KOPUTYBATHU 03y He NMOoTpibHO. [TalieHTaM (BKJI0Yal04y [IiTel) i3 MOpyIIeHHIM
GYHKLIM HUPOK NpU HeoOXigHOCTiI 6araTopa3oBOT0 3aCTOCYBAHHS NpernapaTy y Mepiiuil JeHb
JIIKYBaHHS CJIi[ 3aCTOCOBYBaTH 04aTKOBY 103y 50-400 Mr 3aexHo Biff moKa3aHsb. [licad 1p0ro
mo0oBy 03y (3a71eKHO Bif IT0OKa3aHb) CJIifl pO3Pax0BYBaTH BiATIOBIZHO M0 TaOIHIIi:

KnipeHC KpeaTuHiHy (MJ1/XB) BiflCOTOK Bifi pEKOMEHI0BaHO] 1031
> 50 100 %

< 50 (6e3 remopiamisy) 50 %

['emomiamni3 100 % micnst KOXKHOro reMofiani3y

[ManienTu, siki nepebyBaloTh Ha reMofianisi, moBuHHI oTpuMyBaTH 100 % pekoMeHOOBaHOI J03HU IiCIIs
KOXKHOT'0 reMofiani3y. Y neHb, KOJu fiajli3 He IPOBOOUTLCS, NAllleHT IIOBUHEH OTPUMYBATH [03Y,
BIIKOPUTOBaHY 3aJIeXKHO Bifl KJIIIPEHCY KpeaTHUHIHY.

ITauieHmu 3 nopyweHHAM QYHKUiII neyviHKU.

®yKoHA3071 CIifl 3aCTOCOBYBaTH 3 00€PeKHICTIO MallieHTaM i3 MOPYyIIeHHSAMY (QYHKI] IeYiHKH,
OCKiNIbKY iH(popMalril o0 3acToCyBaHHS (HIIYKOHA30y IIili KaTeropii malfieHTiB HelOCTaTHERO.

imu.
He cnig mepeBuiyBaT MaKCUMalbHy 1060By m03y 400 Mmr.

4K i 1py aHaNOriYHUX iHYEKIisIX y TOPOCIUX, TPUBAIICTh JIIKyBaHHS 3a/IeKUTh Bifl K/IiHIYHOL Ta
MiKoJIoTiuHOI BifmoBigi. ®1yKoHa301 3acToCOBYBaTH 1 pa3 Ha mo0y.

Io3yBaHHS NiKapChKOro 3acoby miTsAM i3 mopyueHHIM QYHKIII HUPOK HaBedeHO Y mifpo3nini
«[lauieHmu 3 HUPK0BOW HeQOCMAMHICMIO».

dapmakokiHeTHKa (IIyKOHA30Jy He [OCTigXKyBanacs y AiTel i3 HUPKOBOIO HEOOCTaTHICTIO  (OUB.
HUXK4e iHdopMalliio 100 3aCTOCyBaHHS HOBOHAPOXKEHUM, Y SIKUX YaCTO CIIOCTePiraeThCs IepBUHHA
HEe3piNiCTb HUPOK).

Iimu eixom 8i0 12 pokis.

3a/IezkHO Bif MacHu Tijla Ta my6epTaTHOTO PO3BUTKY JIiKapio CIIif OLIHKUTH, sIKa 003a TiKapChKOI0
3aco0y (s mopociux abo [ [iTel) € onTHMalIbHOW OJ1s malfieHTa. KiiHiuHi gaHi cBigyaTh Ipo Te,
10 y OiTeH KiipeHC (HIyKOHa30JIy € BUIIUM IIOPiBHSAHO 3 AOPOCIUMU. 3acTocyBaHHs o3 100, 200 ta
400 Mr gopocnuM Ta 103 3, 6 Ta 12 MI/KT OiTIM NPU3BOOUTH [0 OOCATHEHHS 3iCTaBHOI CUCTEMHOI
€KCITO3HIIil.

Ilimu sixom 8i0 28 oHie do 11 pokis.

- Kaugnpoosu cnu3oBrx 0007I0HOK: II0YaTKOBA [I03a CTaHOBUTL 6 MT/KT/mo0y, migTpuMyoda fo3a -3
Mr/Kr/0o0y. IToyaTKOBY m03y MOXKHA 3aCTOCOBYBATH B IEPIINH AEHb 3 METOIO Oi/IbIl MIBUAKOTO
IOOCSITHEHHS PiBHOBaXKHOI KOHIIEHTpAIIil.



- [HBa3WBHI KaHAUM03H, KPUIITOKOKOBUM MEHIHTIT: 103a JIiIKapChKOTO 3aC00y CTAHOBUTH 6-12
MT/KT/0o6y 3a7e3KHO Bif CTYMEHS TSXKKOCTI 3aXBOPIOBAHHS.

- [ligTpuMyroda Tepalis Ojs IolepenXkeHHs PelUIUuBY KPUIITOKOKOBOTO MEHIHTITY y AiTel i3
BHCOKHMM PH3UKOM HOT0 PO3BUTKY: [03a JTiIKAPCHKOTO 3aC00y CTAHOBUTH 6 MT/KT/mo0y 3ame:KHO Bif
CTyIeHsI TAKKOCTI 3aXBOPIOBaHHS.

- [IpodinakTrka KaHOUIO3IB y Mali€eHTIB 3 iMyHOmepiUTOM: [03a TiKapChKOro 3aco6y CTaHOBUTh
3-12 mr/kr/oo0y 3aieXHO Bifi BUPazKeHOCTi Ta TPHUBAIOCTI iHAYKOBaHOI HEUTPOIEHIl (IUB. JO3U [JIS
OOPOCIHX).

limu sixom 8i0 HapodxceHHA 00 27 OHiB.

Y HOBOHapomKeHUX (IyKOHA30JI BUBOAUTLCS 3 OpraHi3My HOBiIbHO. [JaHi 3 papMakKOKiHETHKY, Ha
SKUX 0a3yl0ThCS 03U IJ151 HOHOUIEHUX HOBOHAPOMXKEHUX, 3a3HaY€eHi HUXKYe, HaBeeHO B po3xini
«dapMaKOKiHETHKa».

- [loHoIIIEHI HOBOHAPOIXKeHi BikoM Bixg 0 mo 14 OHiB: 103K, aHAIOTiYHI 3a3HaYEHUM BUIIIE OIS OiTen
BikOM Bif 28 nHiB o 11 poKiB, ciif 3aCcTOCOBYBaTU KOXKHI 72 roguau. He ciif nepeBuiyBaT
MaKCUMaJIbHy 03y, 10 CTAaHOBUThH 12 MI/KT KOXKHi 72 TOOUHMU.

- IJoHOIIIeHi HOBOHAPOIXKeHi BikoM Bif 15 mo 27 mHiB: M031, aHAJIOTiYHI 3a3HaY€HUM BUIIe O/ OiTeln
BikoM Bif 28 mHiB 1o 11 pokiB, ciim 3acTocoByBaTy KOoXKHi 48 ropgus. He cniifg nepesulysatu
MaKCHUMaJIbHY 03V, 10 CTAHOBUTH 12 MI/KI KOXHIi 48 rofuH.

Cnocib 3acTocyBaHHS

He ecmasasamu 204Ky(-u) y He nepedbaveHi 014 U4b020 MiCUA NOAIMEPHO20 GAAKOHA, a MiAbKU Y
cmepusbvHi nopmu!

I nmpoBefeHHs iHQY3iiiHOTO JTiIKyBaHHS IOTPiOHO JOTPUMYBATUCh TAKOTO aJlTOPUTMY:

1. 3HATH 3aXUCHY IJIACTUKOBY KPHUIIKY i3 KOHTPOJIEM MEPIIOr0 BiDKPUTTS (SKILO TaKa HasiBHA).

2. 3ipBartu 3axucHui(-i) knamas(-u) Ne 1, IK moka3aHo Ha puc. 1 Ta puc.2 (BUpoOHUK MOXKe
BUKOPUCTOBYBATH Pi3HI TUIM Ta MaTepianu A 3aXUCHUX KJlallaHiB).

3. 3HATHU KOBIAYOK i3 TOJIKK Ta BCTABUTH Y OyAb-SKUY 3i crierianbHUX MOPTiB Ne 2 hr1akoHa 3
iHdy3iltnuM nikapcbkuM 3aco0oM (quB. puc. 1 Ta puc. 2).

4. THIIMYU CTEPUTIbHUM ITOPT MOXKe BUKOPUCTOBYBATUCH IJI BBeIeHHS B iHQY3iMHUN (IaKOH iHIINX
nmikapcbKux 3aco0iB (Ne 4, guB. puc. 3), abo, y pas3i HeloCTaTHhOI IIBUAKOCTI IIOTOKY MJISI TOJIKHU-
nmoBiTpoBoma (Ne 4, ouB. puc. 3).

5. TligBicuTu prakoH i3 pO3UMHOM, BUKOPUCTOBYIOYY CIlellianbHe Kinbile Ne 3, po3TamioBaHe Ha
nHi ¢hakoHa (OuB. puc. 3).

(]

[imu. Jlikapcekuii 3acib MozKHa 3aCTOCOBYBaTH [JiTSM Bif HapOOKeHHs, IUB. po3xin «Crocib



3aCTOCYBAHHS Ta JO3U».

Ilepedo3yeanHs.

OTpuMaHO MOBiIOMIIEHHS PO IIepeno3yBaHHs (PIIyKOHA30I0M; OMHOYACHO ITOBIAOMIISNIN IIPO
rajronuHalil Ta napaHoifalabHy IOBEHIHKY.

[Tpu nepeno3yBaHHi TOTPiOHO MPOBECTH CUMIITOMATUYHY MiATPUMYOUy Tepaliio Ta y pasi
He0oOXiTHOCTi TPOMUTH IITYHOK.

®nyKOoHA30J 3HAYHOIO MipOI0 EKCKPETYETHLCS 3 cedelo; (GOpPCOBaHUM Aiype3 MOXKe IIPHCKOPUTH
BUBeJIeHHS JTikapchKoro 3aco0y. CeaHc reMofiani3y TPpUBalicTiO 3 TOMUHU 3HUXKYE PiBeHb
bnyKoHa301y y maa3Mi KpoBi npubau3uo Ha 50 %.

Io6iuni peakuii.

Hattuacrimte (> 1/10) moBigomnsinu npo Taki mo6iuHi peakirii: ronoBHUM 6inb, abmoMiHanbHMM Ginb,
miapes, HygoTa, 6/0BaHHS, BUCUIIaHHS, MMiIBUILIEHHS PiBHS alaHiHaMmiHoTpaHcdepasu (AJIT),
acrnapraTaMinoTpancdepasu (ACT) ta nyxHoi ¢hocdaTa3u KpoBi, peakllis Ha TiKapCcbKui 3acib, 1110
CYNIPOBOIXKYETHCS €03uHOini€0 Ta cucTeMHEUMU nposgsBaMu (DRESS-curapoM), mo mos’sg3aHa 3
TiKyBaHHAM (QIYKOHA30JI0M (OuB. po3fin «Oco6IMBOCTI 3aCTOCYBaHHS »).

II71s1 OLiHKY YaCTOTU BUHUKHEHHS MOGIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikarritoo: myxe
yacTo (= 1/10), gyacTto (Bim = 1/100 mo < 1/10), HewacTo (Big = 1/1000 mo < 1/100), pinko

(Big = 1/10000 mo < 1/1000), my=xe pigko (< 1/10000), gwacToTa HeBifoMa (HEMOXKJIUBO OLIHUTH Ha
IIifcTaBi HAsIBHUX JAHUX).

3 6oky opaaHis cayxy ma eecmubya5pHO20 anapamy:

Heuacro: BepTuro.

3 60Ky WAYHKOBO-KUWKOBO20 MPAKMY:

YacTo: 6inb y YepeBHil IOPOXKHKHI, HYHOTa, miapest, OJII0BaHHS.
HeuacTo: 3amop, Aucmernciss, MeTeopu3M, CyXiCTh ¥ POTi.

3 60Ky neviHKu i Hc0840BUBIOHUX WAsXi8:

YacTo: migBullleHHS PiBHSA ajaHiHaMiHOTpaHC(epa3u (AJIT), mipBuIieHHS piBHA
acnaprataMiHoTpaHcdepasu (ACT), migBullleHHS piBHA NyXKHOI hocdaTasmu.

Heuacro: xomecTas, JKOBTSIHULIA, MiBUILIEHHS PiBHSA OinipybiHy.

Pigko: medyiHKoBa HEIOCTATHICTh, TeNaTOLENIONAPHAM HEKPO3, TeaTUTH, TeaToLe0NIsIpHe
ypaxKeHHS.

3 6oky 06MiHYy peuosuH, memaboaizmy:

HeuacTo: 3HUXKEHHS AlleTUTy.



Pigko: rinepxonecTepuHeMis, TinepTpUriilepuaeMis, rinokaniemis.
3 boky Hepeogoi cucmemu:

YacTo: TonoBHUI OiNb.

Heuacto: cymoMu, napecTesis, 3al1aMOpPO4Y€eHH s, IOPYLIEHHS CMaKy.
Pigxo: Tpemop.

3 6oky ncuxiku:

HeuacTo: 0€3COHHS, COHJIUBICTE.

3 6oky cepueso-cyOuHHOI cucmemu:

Pigko: mapokcu3MasbHa IUIyHOYKOBA TaxXiKaphisd TUIY «IipyeT», ogoBxKeHHd iHTepBany QT.
3 60Ky kposi ma aimpamuyHoi cucmemu:

HeuacTo: aHeMisd.

Pinko: arpanynonuTos, 1eiKomneHis, TpOMOOLUTONIEHisT, HEUTPOTIEHis.
3 6oky imyHHOI cucmemu:

Pigko: aHadinmakcis.

3 6oky wkipu ma niOwKipHOi KAIMKOBUHU:

YacTo: BUCUIIaHHSA.

HeuacTo: MemuKaMeHTO3HUM AepMaTUT (BKIII04Yaouu ¢GiKCOBaHUN MEIUKAMEHTO3HUU NePMaTuT),
KPOIIWB’ STHKA, CBePOiXK, MiIBUINlEeHEe TOTOBUOINIEHHS.

Pigko: TOKCMYHUY emimepManbHUM HEKPOi3, cuHapoM CTiBeHca-[[2KOHCOHA, TOCTPUHI
reHepasi3oBaHUM €K3aHTeMaTO3HUU MIyCTY/Ib03, eKC(HOTiaTUBHUN IePMaTUT, aHTI0HEBPOTUYHUN
HaOpsK, HaOpsIK 00/TUYYs, aomelis.

HesimoMmo: peakilis Ha nmiKapcbKuii 3acib 3 eo3uHodinieio Ta cucreMaumMu cumntomamu (DRESS).
3 60Ky onopHO-pyx080i cucmemu ma CnoAYYHOI MKAHUHU:

Heuacrto: mianris.

3azanvHi po3aadu ma peakuii y micui 88e0eHHA:

HeuacTo: mifBuIieHa BTOMJIOBaHiCTh, HE3[yKaHHS, aCTeHis, rapsyka.

Himu. YacToTa Ta xapakTep MoOiYHMX peakli i BigXuaeHb Bif HOPMU Pe3yJIbTaTiB 1ab0paTOPHUX
aHaJIi3iB y XOMi KJTIHIYHUX JOCIiAKEeHb 3 y4acCTIO AiTed 3iCTaBHi 3 TAKUMU Y JOPOCIIUX.

IIogidoMaeHHA npo nido3pro8aHi nobiyHi peakuii.

[ToBimoMIeHHS IIPO Mig03pioBaHi MOOGiYHI peakil Micyisg peecTpaliil 1ikapChbKOTo 3aco0y € BaXKIMUBOIO



npouenyporo. Lle mo3Bosise NPOAOBKYBaTH MOHITOPUHT CIIiBBIZHOLIEHHS «KOPUCTh/PU3UK» OJIS
BiIMOBiIHOTO NiKapchKOro 3acoby. MegnyHUM IpalliBHUKaM HEOOXiIHO MOBimOMISATH PO Oyab-sKi
nigo3proBaHi moOiuHi peakirili yepe3 HaIlilOHAIBHY CUCTEMY IIOBiIOMIIEHb.

Tepmin npudamHocmi. 3 POKH.

YMoBu 30epiranHsi.
30epiraTu B OpUTiHaNbHIN yIIaKOBI Ipu TeMiepaTypi He Buile 25 °C. He 3aMopoXyBaTH.

36epiraté y HEOOCTYIIHOMY IJIST OiTe# MicCIIi.

HecymicHicmo.

OcobuBocTel 1100 HeCyMiCHOCTI TiKapchkoro 3acoby He Bim3HaueHo. He cmif 3mimyBaTu mpemnapar
3 iHImMMMHU JTiKapChKUMM 3ac06aMu B OHINM €MKOCTI, OKpiM 3a3Ha4yeHux y po3mini «Cmocid
3aCTOCYBaHHS Ta NO3U».

VYnaxoBka.

[To 100 mn y dmakosi; mo 1 pnakony B mauni; mo 100 mMn y ¢prakoHax.

Kareropis Bigmycky. 3a perenTtom.

Bupoonuk. ITpAT «dapmarieBTuyHa pipma «lapHUALIST».

Micue3HaxoaKeHHs1 BHPOOHHKA Ta ajjpeca Miclsl MPOBagKeHHsI HOT0 Tis/IbHOCTI.

Ykpaina, 02093, m. Kuis, Byn. bopucminbceka, 13.



