IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

®JIYKOHA3OJJI-JAPHUILIA

(FLUCONAZOLE-DARNITSA)

CKnao:
ditoua pevosuHa: GIyKoOHA30J;
1 M7 po34YuHYy MICTUTH DITYKOHA30IY 2 MT;

0ONOMIdCHI peYOBUHU: HATPiIO XJIOPUM, BOMA IOJI iH'€KITIH.

JlikapcbKa popMa. Po3unH ams indy3ii.

OcHosHi pisuko-xiMiyHi 81acmusocmi: mpo3opa 6e3b6apBHa piguHa.

dapMakoTepaneBTHYHA rpyna. [Ipoturpu6KoBi 3aco0u [7is CUCTEMHOTO 3aCcToCyBaHHs. [ToxigHi
Tpuasony. Kog ATX JO2A CO1.

dPapmako102iuHi 8 1acmueocmi.

®apmakoOuHamika.

MexaHi3M mii.

®nykoHa3071, TPOTUTPUOKOBHUY 3acib Kiacy TpUa30IliB, MOTYXKHUN CeIeKTUBHUM iHTiOITOP IpubKOBUX
(bepMeHTiB, HeOOXiIHUX [TIT CUHTE3y eprocTepoiy. [lepBUHHUM MeXaHi3MOM HOoro Iil € TpUTrHiYeHHS
rpubkoBoro 14 anbda-1aHOCTEPOI-AEMETIIIOBAHHS, OI0CEPEeAKOBAaHOr0 HuToXpoMoM P450, 110 €
HeBif'eMHUM eTanoM GiocuHTe3y rpubkoBoro eprocrepoiny. Kymynsuis 14 anbbha-MeTHI-CTEPOIiB
KOPEJIIOE 3 MTOMIa/IbII0I0 BTPATOI0 EProcTeposTy MeMOpaHOoi0 rprOKOBOI KITITHHY Ta MOXKe BigImoBigaTH
3a MPOTUTrPUOKOBY aKTUBHICTH GIyKoHa301y. ®IyKOoHa3011 € OibIll CeIEKTUBHUM 10 TPUOKOBUX
(bepmenTiB nuToxpoMy P450, Hixk [0 pidHUX cucTeM pepMeHTiB nuToxpomy P450 ccaBuis.

3acTocyBaHHs QyKoHa307y v mo3i 50 Mr Ha o6y mpoTsaroMm 28 [HIiB He BIIJIMBAE Ha PiBeHb
TECTOCTEPOHY y IJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb eHOOTeHHUX CTEPOIMiB ¥ KiHOK
penponyKTuBHOTO Biky. ®nykoHa3on y no3i 200-400 Mr Ha moOy He MpOSBIIS€E KITiHIYHO 3HAYYLIOTO
BIUIMBY Ha PiBeHb €HOOTE€HHUX CTePOifiB abo y BinmoBinb Ha ctumynsiito AKTT y 3mopoBux
moOpPOBOJIBIIIB YOIOBiUOI CTATI.



HocnifKeHHS B3a€EMOIil 3 aHTUIIIPUHOM IIPOEMOHCTPYBAJIO, 110 3aCTOCyBaHHS 50 MT QIyKOHA30Ty
pa3oBo abo 6araTopa3oBo He BIJIUBAE HA MeTa00/Ii3M aHTUIIIPUHY.

YyTauBicTsh in vitro.

®nykoHa307 in Vitro eMOHCTPY€E NIPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUAiB Candida, 110
3ycTpivaroThcsa Halvacriie (Bkmodatouu C.albicans, C.parapsilosis, C.tropicalis). C.glabrata
OEMOHCTPYE LIMPOKUY Hialma30oH YyTIUBOCTI 70 GayKoHa3omy, Tofdi K C.krusei € mo HbOTO
PE3UCTEHTHOI.

Takox (pryKoHa30: in vitro GEMOHCTPY€E aKTUBHICTh 9K IPOTU Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i mpoTu eHgeMiuHuX miicHsaBuxX rpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

®apmakoguHaMika-OapMaKOKiHETHKA.

BinnoBigHO 0o pe3ynbTaTiB HOCIIOXKEHb Ha TBAPUHAX, ICHY€E KOpeaLisd MiX MiHiMaIbHOK
inribyrouoio KoHIIeHTpali€lo Ta eeKTUBHICTIO IPOTH eKCIIEpUMeHTaTbHUX MOesel MiK03iB,
cripuuynHeHux BugaMu Candida. BignmoBifHO 00 pe3y/bTaTiB KIIIHIYHUX JOCTIAKEHb, € JiHiiiHa
3anexHicTh MizkK AUC Ta go3o0i0 ¢pnykoHasony (nmpubnusHo 1:1). Takoxk € mpsMuii, aine HefOCTaTHiH
3B’5130K MixX AUC a0 103010 Ta IO3UTHBHOO KITIHIYHOO BiATIOBIMII0 Ha JIiIKYBaHHS OPAIbHOTO
KaHOUA03y Ta MEHIIOI Mipolo - KaHAugeMil. AHaloriyHe JTiKyBaHHSA iH(EKI[iN, CHPUYNHEHNX
IITaMaMH, 10 SIKUX (IIyKOHA30J1 IEMOHCTPYE BUCOKY MiHiMaIbHY iHTiOyI04y KOHIIEHTPAIIil0, € MEHIII
3a00BIIbHUM.

MexaHi3M pe3nuCTEHTHOCTI.

Mikpoopranizmu pony Candida meMOHCTPYIOTh YACEIbHI MeXaHi3MU PE3UCTEHTHOCTI [0 a30IbHUX
npoTUrpuOKOBUX 3aC006iB. PITYKOHA30JI HEMOHCTPYE BUCOKY MiHiManbHY iHTiOYyI04y KOHIIEHTPALIil0
IPOTH InTamiB rpuliB, SKi MalOTh OOUH a00 OinbIlle MexaHi3MiB Pe3UCTEHTHOCTI, ITI0 Ma€ HeraTUBHUM
BIIJIUB Ha e()eKTUBHICTE in vivo Ta B K/IiHIYHIN npakTuti. [1oBifoMIsaau Ipo BUNagKU PO3BUTKY
cynepindexuii Candida spp., iHmuMy, BigMminHuMY Bif C. Albicans, Bumami, 10 9acTo €
HeuyTIuBUMHU 0 GhiyKoHa3ony (Hanpuknan Candida krusei). [Ins niKyBaHHS TaKUX BUTIAOKIB CITif
3aCTOCOBYBATH aJIbTePHATHUBHI MPOTUTPUOKOBI 3aco0uU.

dapmakokiHemuxka.

dapMaKoKiHETHYHI BIaCTUBOCTI (PIyKOHA30JTy € MOAIOHUMY IPU BHYTPIITHEOBEHHOMY i
IIepopaIbHOMY 3aCTOCYBaHHI.

Poznmopin.

0O0’eM posmnopiny TpubIU3HO NOPIBHIOE 3araJlbHOMY BMICTY PifMHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oinkamu mra3Mu KpoBi Hu3bke (11-12 %).

®nykoHa3omn fobpe IPOHUKAE B YCi AOCTiAXKYyBaHi pifuHM opraHiaMy. PiBeHb QriykoHa305y y CIUHI Ta
MOKPOTHHHI € TIOOiOHUM 10 KOHIIEHTPallii TikapchKOTo 3aco0y y ma3Mi KpoBi. Y marieHTiB, XBopux
Ha rpuOKOBUY MEHIHTIT, piBeHb (PIIyKOHA30/y Y CIMHHOMO3KOBIM piguni nocsirae 80 % KoHIleHTpalil
y IIJIa3Mi KpOB.

Bucoki koHLeHTpallil ¢GIyKoHa301y y WIKipi, 110 TePeBUINYIOTh CUPOBATKOBI, HOCATAIOTHCS Y
porosoMy 11api, emigepMici, aepmi Ta moTi. ®JIyKOHAa30J1 HAKONMUYYETHCA y POrosoMy api. [Ipu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha go0y KOHIIeHTpalis GIyKoHa30iy micis 12 gHiB niKyBaHHS



CTaHOBUJIA 73 MKT/T, a Yepe3 7 OHIB MiC/Is 3aBepPIIeHHS JIIKyBaHHS KOHIIEHTpAIlid BCe Ille CTaHOBUJIa
5,8 Mkr/r. IIpu 3acTocyBanHi 1o3u 150 Mr 1 pa3 Ha TUXKAEHb KOHLIEHTpalid GIyKoHa301y Ha 7-U
IeHb JTiIKyBaHHSA CTaHOBUJA 23,4 MKI/T; 4epe3 7 OHIB IiCJIg 3aCTOCYBaHHS HACTYIIHOL O3
KOHIIEHTpAIlisl BCe IIe cTaHOBuia 7,1 MKI/T.

KonnenTpanis ¢pnykoHa3omy B HIrTax micns 4 micsniB 3acTocyBaHHS 150 Mr 1 pa3 Ha TUXKeHb
craHoBuia 4,05 MKI/T y 3M0poBUX 10OpPOBOJIBIIB Ta 1,8 MKI/T y MallieHTiB i3 3aXBOPIOBAaHHSIMH HilTiB;
(byKoHa30J1 BU3HAYaBCsA Y 3pa3kax HirtiB uepes 6 MicAIliB micis 3aBeplleHHS Teparil.

Mertabomi3m.

®nykona3on MeTabomi3yeThCst He3HAaYHOIO0 Mipoto. [Ipu BBefieHHi 103U, MideHOl pagioaKTUBHUMHU
izoTonamu, nmuie 11 % ¢GpnayKoHa307ly eKCKPEeTYEThCA 3 Cedero y 3MiHeHOMY BUTIAAL. OIIyKOHA3071 €
cenieKTUBHUM iHTibiTOpoM i30depmenTiB CYP2C9 ta CYP3A4, a Takox iHTiOiTOpOM i30hepMeHTy
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).

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

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
«[IpoTUnOKa3aHH»).

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
IPU3BONUTH [0 IIPUTHIUeHHS MeTaboi3My miMo3uny abo XiHifWHYy, X04a BifAIOBIGHUX OOCIigXKEHb in
vitro Ta in vivo He poBomunu. ITifBUIIIEHHS KOHIIEHTpalii miMo3uay ado XiHiguHy y m1a3Mi 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 TaxiKapmhid TUIy «IipyeT») Ta, sIK HaCJNigoK, O 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 «IIipyeT») 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.

®nykoHa3051 € TOTyKHUM iHTiOiTOopoM i3odepmenTy 2C9 uutoxpomy P450 (CYP) Ta moMipHUM
inribiTopom CYP3A4. Takox ¢iykoHa3on € inribitopom CYP2C19. Oxpim cniocTepexyBaHUX/



NOKYMEHTAJIbHO MiATBEPAKEHUX B3a€EMOIiH, 1110 ONMCaHl HUXKYe, IIPU OHHOYaCHOMY 3aCTOCYBaHHI i3
(bIyKOHA30JI0M iCHY€E PU3UK MigBUIIEHHS y IJIa3Mi KPOBi KOHIIEHTPALil iHINX CIONYK, 110
MeTabomnizyoTbcss CYP2C9 Ta CYP3A4. ToMy 3acTocoByBaTH TakKi KoMOiHallil TiKapchKux 3aco0iB CITif
3 00epexkHiCTIO; IPU 1IbOMY He0OXiTHO PeTeNbHO CIIOCTEPIraTH 3a CTAHOM ITAIliEHTIB.
[TpurniuyBanbHa Oist GprykoHa305y Ha ¢pepMeHTH 30epira€ThCs MPOTATOM 4-5 mi6 micns #oro
3aCTOCYBaHHS y 3B’43KY 3 Or0 TPHUBaJIUM [1€PiOOM HalliBBUBEIEHHS.

Anvpenmanin. Tlpu ogHOYACHOMY 3aCTOCYBaHHI anbpeHTaHiny y go3i 20 MKI/KT Ta QJIyKOHA30/1y y
no3i 400 Mr 3mopoBUMHU TOOPOBOJBIIMU CIIOCTEpPIiranocs gBokpaTHe 30inbimenHss AUC,,, MOXIIHBO,
yepe3 inridysanus CYP3A4. Moxe 6yTu He0OXiqHUM KOPUTYBaHHS 003U albpeHTaHiny.

AmimpunmusniH, HopmpunmuaiH. ®TyKOHA30JI IOCUJIIOE [i0 aMiTPUIITUIIHY Ta HOPTPUITUIIIHY.
PekoMeHIy€eThCSI BUMIpPIOBATH KOHIIEHTpAllil 5-HOPTPUNITUIIHY Ta/a00 S-aMiTPUNITUIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Teparii Ta yepe3 1 THXKOeHb. Y pa3i HeoOXigHOCTI CIlif BiAKOPUTYBATH 103y
aMITPUNTWIIHY/HOPTPUIITUIIIHY .

Am¢pomepuuun B. OgHo4acHe 3aCTOCyBaHHA (IIYKOHA30Jly Ta aMpoTepulrny B iHpiKoBaHUM MuUIIaM
i3 HOpManbHUM iMyHITETOM Ta iH(}iKOBaHMM MUILIAM 3i 3HMKEHUM IMyHITETOM IIPU3BEJIO 0 TAaKUX
pe3ybTaTiB: HEBEIMKUY agUTUBHUN TPOTUTPUOKOBUY eeKT mpu cucTeMHil indekuii C. albicans,
BiICYTHICTh B3a€MOil IpX BHYTPIMIHbOYEPENHiN iHbeKil Cryptococcus neoformans Ta aHTaroHiI3M
IBOX JIiKapChKUX 3aco0iB Ipu cucTeMHil iHdekil A. fumigatus. KniniuHe 3HaueHHs pe3ybTaTiB,
OTPUMaHUX Y XOZl KX AOCIiAXKEHb, HEBIOME.

AHmukoaz2yasaHmu. 4K i mpu 3aCTOCYBaHHI iHIIUX a30JIbHUX MPOTUTPUOKOBUX 3ac00iB, pu
OJIHOYaCHOMY 3aCTOCYBaHHI (PIyKOHaA30/1y Ta BaphapuHy IOBiIOMIISIIX IPO BUIAHKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, IITYHKOBO-KUIIKOBUX KPOBOTEY, TeMaTypii Ta MeJeHu) y
MIOENHAHHI 3 ITOMOBXKEHHIM ITPOTPOMOiHOBOTO Yacy. [Ipu ogHOYACHOMY 3aCTOCYBaHHI (GIIyKOHA30Iy
Ta BapdapuHy crocTepiranocs IBOKpaTHe MifBUIIEHHS NPOTPOMOIiHOBOT0 Yacy, iMOBipHO, BHAC/IigoK
npurHiyeHHs MeTabosniamy Baphapuny yepe3 CYP2C9. Crig peTebHO KOHTPOIOBATH
poTpoMOiHOBHI YacC y MallieHTiB, SKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYNISHTHA. Moxke
O6yTu HeoOXiIHOIO KOPEKIIis 03U Bapdapuny.

BeH3o0iazeniHu Kopomkoi 0ii, Hanpukaad midazoaam, mpiazosam. Ilpu3HadeHHa GIYKOHA30Iy
IIiCJIs IepOpaIbHOT0 3aCTOCYBaHHS Mifla30/laMy IIPH3BOAWIIO A0 3HAYHOTO IiIBUILIEHHST KOHIIEHTpallil
Mifla30/1aMy Ta [I0 IIOCUJIEHHS IICUXOMOTOPHUX epeKTiB. OmgHOYacHe 3aCTOCyBaHHS (HIIYKOHA30Iy Y
no3i 200 Mr Ta mMigasonaMy y [03i 7,5 Mr mepopaibHO mpu3Boguso oo nigsuitieHHsa AUC Ta mepiony
HaliBBUBeOeHHs V 3,7 Ta 2,2 pa3a BiAmoBigHO. 3acTocyBaHHs GrykoHa3omy y mo3i 200 Mr Ha go0y Ta
0,25 Mr Tpia3oiaMy mepopaibHO Ipu3Boauso o nigsuineHHs AUC Ta nepiony HaliBBUBeneHHA Y 4,4
Ta 2,3 pasa BignosigHo. [Ipu ogHOYAacHOMY 3aCTOCyBaHHI (JIyKOHA30Jy Ta Tpia3ogamy
CIIOCTepiranocs MOTeHIliI0BaHHS Ta IIPOJIOHTallis edeKTiB Tpiazonamy.

K110 mauieHTy, SIKAU TPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii O0HOYACHO NPU3HAYUTH
Tepariio 6eH30aia3emiHaMu, 403y OCTaHHIX CJIifi 3SMEHIIIUTH Ta BCTAHOBUTH HaJleKHUM HaTJIAL 3a
CTaHOM IIallieHTa.

KapbamaseniH. ®nyKoHA30/1 NMPUTHiYye MeTab011i3M Kap6aMa3eminy Ta CIPUYUHSIE MigBUIIEHHS
piBHs KapOama3zemniny B cupoBaTili KpoBi Ha 30 %. [CHye pU3UK PO3BUTKY IIPOSBIB TOKCUYHOCTI 3 OOKY
kKap6ama3zeniny. Moxe 6yTu He0OXiTHUM KOPUTYBAHHS 03K KapOaMaseliHy 3aleXHO Bif PiBHS HOTO
KOHIIeHTpallil Ta mil mTiKapchKoro 3acoly.

Baoxamopu kanvuiegux kaHasig. [lesKi aHTAroHICTH Kasbllilo (Hipenoumin, icpaguiiy, aMIOOUIIiH Ta
denonumin) metabomnizyoThcst pepmernToMm CYP3A4. ®nykKoHa30I1 MOTEHIIMHO MOXKe IiIBUILITYBATH



CHCTEMHY eKCII03uIlif0 O7I0KaTOPiB KabIlieBUX KaHaJliB. PEKOMEHIOBaHUY pPEeTENIbHUN MOHITOPUHT
IIIOI0 PO3BUTKY MOOIYHUX peaKIlii.

Ilenekokcu6. [Tpu ogHOYACHOMY 3aCTOCYBaHHi ¢ykoHasony (200 mMr Ha moby) Ta 1enekokcudy (200
mr) C,.. Ta AUC uenekokcuOy migBuimyBanucs Ha 68 % Ta 134 % BigmoBigHo. [Tpu ogHOYACHOMY
3aCTOCyBaHHI LleIeKOKcu0y Ta QprryKoHa305y MoxKe OyTH HeOOXigHUM 3MeHIIeHHS 03U IeJIeKOKCHOy
BOBiui.

Huxkaogpocpamio. OgHOYACHE 3aCTOCYBaHHA LUKI0(pochaminy Ta GpayKoHa30y IPU3BOAUTE OO
nigBUIIeHHS piBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mikapchki 3acobu MoxkHa
3aCTOCOBYBATH OQHOYACHO, HEe 3BaXKalouM Ha PU3MUK IiIBUIIEHHS KOHLIeHTpalii 6inipy6iny Ta
KpeaTUHIHY B CHPOBATILi KPOBI.

®eHnmania. [ToBigOMISANIN IIPO OAMH JIeTaIbHUM BUNIAOK iHTOKCUKAIIl (heHTaHiIOM BHACIIIOK
MOXKJIMBOI B3aeMofii peHTaHiny Ta QprnykoHasomy. [1o TOT0 X, y HOCigXKEHH] 3 y4acTio 12 3M0poBuX
no6poBOIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (PIYKOHA30JI 3HAYHO YIIOBiIbHIOBAB eJTiMiHallio
denTaniny. [ligBullieHHS KOHLIEHTPaIlil GeHTaHiTy MOXKe IIPU3BECTU [0 IPUTHIUEHHS AUXaHHS, TOMY
CJIi[l peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe OyTH HeoOXiIHO KOpeKIid 103U (GeHTaHimy.

IH2ibimopu I'MTI-KoA-pedykma3su. CymicHe 3acToCcyBaHHS (ITyKOHa30:y Ta iHTi6iTOpiB ['MTI-KoA-
penykTasy, mo Metabonizyiotecas CYP3A4 (aTopBacTaTHH Ta CUMBacTaTHH), abo iHribiTopis M-
KoA-penykTasu, mo metabonisyotscss CYP2C9 (dbnmyBacTaTuh), migBUILY€e PU3UK PO3BUTKY MioTmaTil
Ta pabgomionizy. V pa3i Heo6XigHOCTI OHHOYACHOTO 3aCTOCYBaHHS IIUX JIIKaPChKUX 3ac00iB CITim
PEeTebHO CIIOCTepiraTy 3a MallieHToM L[0JI0 BUHUKHEHHS CUMIITOMIB MiomnaTii Ta pabmomiorni3y i
IIPOBOOUTY MOHITOPUHT PiBHA KpeaTHHKIHA3HU. Y pa3i 3HAYHOTO HigBUIIIEeHHS PiBHS KpeaTUHKiIHA3Y, a
TaK0XK IIPHU AiarHOCTYBaHHi a0o migo3pi Ha MiomaTito/pabmomioniia 3acTocyBaHHs iHTriOGiTOpiB M-
KoA-penykTtasu Ciif IpUIAHUTY.

Osanapub. TTomipHi inri6iTopu CYP3A4, Taki K ¢hayKoHa30:1, 30iIbIIYIOTh 171a3MOBi KOHIIEHTPAIlii
onamapu0y; ix ogHOYaCHEe 3aCTOCYBaHHS He PeKOMeHoBaHe. fAKINo Takoi KoMOiHallil He MOXKHa
YHUKHYTH, IpUiioM onamnapuby ciimg o6MexyBatu go3amu 200 Mr 2 pa3u Ha f00y.

ImyHocynpecopu (Hanpukaad, YUuK/A0CNOPUH, e8epoaimyc, CUPOAiMYC i MaKkpoaimyc).

HuxkaocnopuH. ®yKOHa30/1 3HA4YHO HifBuUINye KoHIleHTpanio Ta AUC nukinocnopuny. [lpu
OIHOYACHOMY 3aCTOCYBaHHi GyKoHa301y y mo3i 200 Mr/moly Ta IIMKIIOCIOPUHY Y H03i

2,7 mr/kr/mo6y cnoctepiramocs 36inpmentas AUC muknocnopuny B 1,8 pa3sa. Lli nikapceki 3acobu
MOXKHa 3aCTOCOBYBaTH OOHOYACHO 3a YMOBY 3MEHIIEHHS 03U LUKIIOCIIOPHHY 3aJIe’KHO Bifl OT0
KOHIIEHTpaIlil.

Esepoaimyc. Xo4a OOCHiAXKEHb in Vitro Ta in vivo He IPOBOAMIY, (HIIyKOHA30JI MOXKe IiABUIYBaTH
KOHIIEHTPAIIil0 eBePOJIiIMyCy B CHPOBATII KPOBi uepe3 npurHiueHHs CYP3A4.

Cuposimyc. ®nyKOHA30J MiABUIIYE KOHIIEHTPALi0 CUPOJIIMYCY Yy IJIa3Mi KPOBi, IMOBIpHO, LIJIIXOM
npurHidveHHs MeTaboniamy cuposimycy depmerTom CYP3A4 ta P-rrikonporeinomM. Li mikapceki
3aco0u MOXKHa 3aCTOCOBYBaTH OfTHOYACHO 3a YMOBH KOPUTYBaHHS [I03U CHUPOJIIMyCY 3aJIe’KHO Bif
PiBHS KOHIIEHTpAIlil Ta e(eKTiB IIpemnapary.

Takposaimyc. OIyKOHA30JI MOXKe ITiIBUIYBaTH KOHLIEHTPALII0 TAKPOJIIMyCy B CUPOBATI]i KPOBL 10 O
pasiB mpu #0ro nmepopaybHOMY 3aCTOCYBaHHI Yepe3 MpUTrHiueHHsT MeTabo/Ii3My TaKpoIiMycy
dbepmenTom CYP3A4 y kumeyHuKy. [Ipyu BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKPOIIMyCy HE
CIIoCTepiranocs 3HaYHUX 3MiH (papMaKOKiHeTUKH. [TiiBUIEHI piBHI TAKPOIIMYCY aCOILi0I0THCS i3



He(POTOKCUYHICTIO. [103y TAaKpOJIiMyCy OISl IepOpasbHOr0 3aCTOCYBaHHS CIIif 3HUKYBaTH 3aJIeKHO
BiJl KOHIIEHTpAIlil TaKPOJIiMyCy.

Jlozapmat. ®nyKoHa30J MpUrHiuye MeTabos1i3M J103apTaHy oo Horo akTuBHOTO MeTabomity (E-31
74), 1110 3yMOBJIIOE OiTbIly YaCTUHY aHTAroHi3My [0 pelenTopiB aHriotren3uny Il mig yac
3aCTOCYBaHHS J103apTaHy. PEKOMEHI0BaHO 3[iliCHIOBATH IOCTIMHUY MOHITOPHHT apTepiaJbHOTO
TUCKY y IaLli€HTIB.

Memadon. ®yKOHa30/1 MOXKe MMiABUIIYBaTHA KOHI[EHTPAIlil0 METAaJOHY y CUPOBATI KpoBi. [Ipu
OJHOYaCHOMY 3aCTOCYBaHHi MeTaioHy Ta (GIIyKOHA30/1y Moxke OyTH HeoOXimHUM KOPUTYBaHHS 03U
MeTafoHy.

HecmepoidHi npomu3anaavHi npenapamu (HII3I1). Ilpu ogHOYaCHOMY 3aCTOCYBaHHI 3
¢bnykonazonoM C,,, Ta AUC dnypbinpodeny migsuiiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIBHIHO
i3 TaKMMU MMOKAa3HWKAMHU IIPHU 3aCTOCYBaHHI TimbKu Giypbinpodeny. AHAIOTiYHO IIPU OMHOYACHOMY
3acTocyBaHHi (prryKoHa3omny 3 pauemignuM ibynpodenom (400 mr) C,., Ta AUC apmakonorigvao
aKTUBHOTO i30Mepy S-( )-ibynpodeny migBuiryBanucs Ha 15 % Ta 82 % BifmoBifHO MOPiBHSHO i3
TAKMMHU ITOKAa3HUKAMU IIPU 3aCTOCYBaHHI TiTbKYM palleMiuHoro i0ympodeHy.

Xoua crneniaJbHUX AOCTiAKEHb He IPOBOAMIIN, (PIyKOHA30JI MOTEHUIMHO 3MaTHUY MigBUIITYBaTH
cucteMHy ekcrosuttito inmux HIT3II, mo meTtabomnisytorecst CYP2C9 (Hanpukiiaz, HalpoKCeHy,
JIOPHOKCHKaMy, MeJIOKCUKaMy, IUKJI0heHaKy). PEeKOMeHI0BaHO IIePiogUYHO 3iMCHIOBATH
MOHITOPUHT MOGIYHMX peakiliii Ta TOKCMYHUX MPOSiBiB, MoB’g3anux i3 HII3II. Moxke 6yTu noTpiOHUM
KopurysaHsHs no3u HIT3II.

®eHimoiH. ryKoHa307 IPUTHIYYy€e MeTaboi3M (eHiTOiHY B nediHli. OmHoYacHe 6araTopa3oBe
3actocyBaHHS 200 MT driykoHa3omy Ta 250 Mr ¢eHiTOIHy BHYTPIIIHHOBEHHO NIPHU3BOAUTE 10
nigsuierHs AUC,, denitoiny Ha 75 % Ta C,,, Ha 128 %. [Tpu omHOYaCHOMY 3aCTOCYBaHHI IIUX
JiKapChKUX 3aco0iB CITifl MPOBOOUTH MOHITOPUHT KOHIIEHTpallii GeHiTOIHY y mIa3Mi KpoBi s
YHUKHEHHS PO3BUTKY TOKCHYHOI [iii HeHiToIHy.

ITpedHizonoH. [ToBimoMIsANIM TIPO BUIIQMIOK, KOMMK V TallieHTa IIicyIsg TpaHCIJIaHTallil Me4iHKK Ha Tl
3aCTOCYBaHHS IPEOHI30JI0HY PO3BUHYJIACS TOCTPa HENOCTaTHICTh KOPU HAJHUPKOBUX 3aJ103, II10
BUHUKIIA ITiCISI MPUIIMHEHHS TPUMICSIYHOTr0 Kypcy Tepatnii hbrykoHa30moM. [IpunuHeHHsS
3aCTOCyBaHHS (DITyKOHA30J1y, iIMOBIPHO, CIPUYKMHUIIO IOCUIEHHS akKTUBHOCTI CYP3A4, 110 npusBeno
[0 IPUCKOpPeHHs MeTabomi3My npegHi3onony. Ciif peTelbHO CTEXKUTH 3a MallieHTaMHu, SIKi ITPOTIroM
TPHBAJIOTO IIePiofly OQHOYACHO 3aCTOCOBYIOTH (PIIyKOHA30 Ta MPEOHI30I0H, 3 METOI0 MONePeXKeHHS
PO3BUTKY HEIOCTAaTHOCTI KOPY HaJHUPKOBUX 34103 MiC/ISl IPUIMHEHHS 3aCTOCYBaHHS (DIIYKOHA30IIy.

PugabymuH. ®nyKoHa30I1 MigBUIIYE KOHIIEHTPalio puhabyTUHYy B CUPOBATIIi KPOBI, 110 TPU3BOAUTH
no 36inbimenHs AUC pudabytuny mo 80 %. [Ipu ogHOYacHOMY 3aCTOCyBaHHI (PIIyKOHA305y Ta
pudabyTuHy TOBiLOMJISIN IIPO BUMIAAKK PO3BUTKY yBeiTy. [Ipu 3acTocyBaHHi Takoi KoMOiHaii
nikapchkux 3aco6iB cifg 6paTu OO yBaru CUMIITOMY TOKCUYHOI Aiii pudabyTuny.

CakseiHagip. ®nykona3on nigsuiye AUC ta C,,, cakBiHaBipy mpubmu3Ho Ha 50 % Ta 55 % BigmoBigHO
yepes NMpUrHiueHHs MeTabomni3mMy cakBiHaBipy y nedinui ¢pepmenToM CYP3A4 Ta yepes iHriOyBaHHSA
P-rnikompoteiny. B3aemopil Mixk (hIyKoHa3010M Ta CaKBiHaBipOM/pHUTOHABIpOM He OOCIigKYyBaly,
TOMY BOHHM MOXKYTb OyTH Oifblll BUpaxkeHUMU. Moxe 0yTH HeoOXifHMM KOPUTYBaHHS 03U
CakBiHaBIpY.

IToxiOHi cyavpoHincevosuHu. [Ipu 0IHOYACHOMY 3aCTOCYBaHHI (HITyKOHA30J IPOJIOHTYE TIEPion
HalliBBUBEIEHHS MEPOPANIbHUX MOXIAHUX CYTbGOHIICEYOBUHY (XJTOpIIponaminy, rimibeHKnaminy,



raimisugy Ta Toa0yTaMiny) mpu iX 3aCTOCYBaHHI 3MOPOBUM HOOPOBOIIBISIM. PEKOMEHAYETHCS
IIPOBOIUTY YaCTHM KOHTPOJB IYKPY B KPOBIi Ta BiAMOBIiTHUM YHHOM 3HUKYBATHU HO3Y MOXiTHUX
Cynb(pOHINICEYOBUHY ITPU OOHOYACHOMY 3aCTOCYyBaHHi i3 HIyKOHA30/I0M.

TeoginiH. YV nnamne60-KOHTPOILOBAHOMY AOCTiAKEHHI B3a€MOil TiKapChKUX 3ac00iB 3aCTOCYBaHHS
dbmykoHazony mo 200 mr npoTsiroM 14 gHIB MPU3BeENO OO0 3HUKEHHS CEPEeIHBOT0 KITipeHCy Teodiminy
y mna3mi KpoBi Ha 18 %. 3a matlieHTamMu, SKi 3aCTOCOBYIOTh T€ODiNliH Y BUCOKUX fl03aX abo SKi MaioTh
MigBUILIEHNY PU3UK PO3BUTKY TOKCHYHUX IIPOSABIB TEOQIIIHY 3 iHIIUX IPUYKH, CJIii BCTAHOBUTU
Harjsgy U0f0 BUSBIEHHS 03HAK PO3BUTKY TOKCUYHOI fil Teodininy. Tepamito ciif 3MiHUTH IPU MOSBi
03HaK TOKCUYHOCTI.

Toppayumuni6. Brinus TodanuTuHiOy 3p0CTaE IPU OMHOYACHOMY 3aCTOCYBAHHI 3 TiKApChKUMHU
3aco6aMu, IKi Mpu3BOAATh 0o moMipHOTO iHTiOyBaHHS CYP3A4 Ta notyxHoro inrioysanus CYP2C19
(nanpuknan, GmykoHason). ToMy peKOMEHIOBAHO 3MEHIIUTH 003y TopanuuTuHiOy 1o 5 Mr 1 pa3 Ha
no0y B KoMOiHalligX 3 IUMHU JIiIKapCbKUMHU 3aco0aMu.

Askanoiou 6apeiHky. Xo4da BiflIOBigHUX OOCIigKeHb He MTPOBOAUIH, (GIYKOHA30I1, iMOBIpHO, Yepe3
inri6yBanHs CYP3A4 Moxe CIPUYMHSTH MigBUINEHHS KOHIIEHTpAllil ankasnoifiB 6apBiHKY y Ii1a3Mi
KPOBi (HampuKiaz, BIHKPUCTUHY Ta BiHOIaCTUHY), 10 IPU3BOAUTH O PO3BUTKY HEMPOTOKCUYHUX
edexkTis.

Bimamin A. TloBigoMsany, 0 y NallieHTa, SKUM OGHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIIOTY
(kucmoTHa opMa BiTamiHy A) Ta HIyKOHA301], ciocTepiranucs nobigni peaxii 3 60ky LIHC y dopmi
TICEBIOTYMOPY T'OJIOBHOTO MO3KY, 1[0 3HUK Iiciis BigMinu diykonasomny. Li mikapchki 3aco0u MoxkHa
3aCTOCOBYBATH OOHOYACHO, ajle CJIif IaM’aTaTé PO PU3UK BUHUKHEHHS MO0iYHUX peaklii 3 60Ky
LIHC.

BopukoHa3zo (iHeibimop CYP2C9 ma CYP3A4). OgHO4YacCHe 3aCTOCYBaHHS BOPHUKOHA30IY
nepopanbHo (mo 400 Mr kKoxHi 12 rogus npotsarom 1 gus, nmotim 1mo 200 Mr KoxHi 12 rogun
IpOTATOM 2,5 OHS) Ta GpIyKoHa3oiy nepopanbio (400 Mr y nepmui gensb, noTiM mo 200 Mr KoxHi 24
TOIUHY MPOTAToM 4 mHiB) 8 3mopoBUM HOOPOBOJIBISIM YOJIOBIUOl CTATi MPU3BENIO [0 migBuileHHs C,,,
ta AUC, BOprKOHa307y B cepegHboMy 710 57 % (90 % IOI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %, 128
%) BipmoBimHO. HeBimoMo, Y1 MPU3BOAUTEL 3HUKEHHS 003U Ta/abo 4aCTOTH 3aCTOCYBaHHS
BOPUKOHA30/1y ab0 GIyKoHa30/Ty 40 YCyHEeHHs Takoro edekTy. ITpu 3acTOCyBaHHI BOPHKOHA30TY
micyst GpIyKOHA30JTy CIIif IPOBOAUTH CIIOCTEPEXKEHHS 00 PO3BUTKY MOOIYHUX e(eKTiB,
aCoIIi0BaHUX i3 BOPUKOHA30JIOM.

3udosyouH. ®mykoHason mipsumye C,.. Ta AUC 3unoBynuny Ha 84 % Ta 74 % BifmoBigHO, 110
3yYMOBJIEHO 3HUKEHHSIM KITipeHCYy 3UJ0BYAUHY NpuUOIN3HOo Ha 45 % IIpHu M0T0 IepopaabHOMY
3acTocyBaHHi. [lepion HaniBBUBeOeHHS 3UOBYAUHY OYB TaK0X IONOBXKeHUM npubnusHo Ha 128 %
micis 3acTocyBaHHS KoMOiHallii GyKoHa30/1y Ta 3UOBYOUHY. 3a MallieHTaMu, 5IKi 3aCTOCOBYIOTh
TakKy Kom0iHalliio TikapchKux 3aco0iB, CIIifi ciocTepiraTy IoA0 PO3BUTKY MOOIYHUX peakKIlii,
II0B’sI3aHUX 13 3aCTOCYBaHHAM 3UI0BYAVHY. MOXKHA PO3IIIAHYTH OOLIIBHICTS 3HUXKEHHS [O3U
3UOBYIUHY.

AsumpomiyuH. Y X0fi BIDKPATOT0 PaHAOMiI30BaHOTO TPUCTOPOHHBOTO MEPEXPECHOTO MOCTIIXKEeHHS, B
SKOMY B3$1JIM y4acTh 18 3m0poBuX HOOPOBOJIBLIIB, OIiHIOBAJK BIIJIUB @3UTPOMILIMHY Ta (PIyKOHA30ITy
Ha (papMaKOKiHETHKY OIWH OGHOTO IIPU IX OMHOYaCHOMY IIepopajbHOMY Pa30BOMY 3aCTOCYBaHHI y
nozax 1200 Ta 800 mr BignoBigHO. 2KOMHUX 3HAUYIIKUX (papMaKOKIHETUYHUX B3a€MOJiN BUSIBIEHO HE
oyno.

ITepopaavHi KoHmpayenmueu. [TpoBogunu 2 hapMaKOKiHETUUHUX JOCTiAKEHHS 6araTopa3oBoro



3acToCyBaHHS (DITyKOHA30/1y Ta KOMOIHOBAHOTO ITEePOpasbHOr0 KOHTpalenTusa. [Ipu 3acTocyBaHHi
bnykoHa3ony y mo3i 50 Mr BIJIUBY Ha piBeHb TOPMOHIB He 0y710, TOOi SIK ITPU 3aCTOCYBaHHI
bnykonazony y no3i 200 Mr Ha mo6y crnocTepiranmocs 36inpmenns AUC etuninectpamiony Ha 40 % Ta
neBoHOpPrecTpeny - Ha 24 %. Ile cBiguuTh PO Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (GIYKOHA30Iy V
3a3HaueHNX [[03aX HaBPA[ YU MOXKe BIUIMBATH Ha e(peKTUBHICTH KOMOIHOBAHOTO II€POPAIbHOTO
KOHTpaLleNTUBA.

Isaxkagpmop. CynyTHE 3aCTOCYBaHHS 3 iBaKadTOPOM, MifiCUII0BaYeM MYKOBICIIUIO3HOTO
TPaHCMeMOPaHHOTO PETYJISITOPa IPOBIAHOCTI, IMiABUIY€E eKCI03ulliio iBakadTopa B 3 pasy, a
rinpokcumetuniBakadropa (M1) - y 1,9 paza. [ maiiieHTiB, SKi 0IHOYACHO 3aCTOCOBYIOTh IIOMipHi
inribiTopu CYP3A, Taki gk prykoHa307 i epUTPOMILMH, PEKOMEHYEThCS 3HUKEHHS 103U iBakadTOopa
no 150 mr 1 pa3 Ha fo0y.

Oco6.1ueocmi 3acmocyeaHHsi.

[epmamocgimis. BigmoBigHO 70 pe3ysbTaTiB HOCHiAXKeHHS (QIYKOHA30Iy AJS JTiKyBaHHS gepMaTodiTil
y mitel, pyKoHa30/ He epeBaxae rpu3eoynbBiH 3a e(peKTUBHICTIO i 3aTaTbHUYN MOKA3HUK
edexTuBHOCTI cTaHOBUTDL MeHIIe 20 %. Tomy nikapchKilt 3aci He CIiff 3aCTOCOBYBATH [JIs JTiIKYBaHHS
nepMaTogiTil.

Kpunmoxkoko3s. [1loka3iB e(eKTUBHOCTI (HIyKOHA30JIy AJIS JTiKyBaHHS KPUITOKOKO3Y iHIIKX
JI0Kasi3aniil (HanpuKiiaf, JIeTeHeBOro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTATHBO, TOMY
PeKoMeHpalii 00 4O30BOT0 PeXXUMY [JId JIIKyBaHHS TaKUX 3aXBOPIOBaHb HEMAE.

I'nuboki eHOemiuHi miko3u. [lokasiB eheKTUBHOCTI (DITYyKOHA301y AN JTiKyBaHHS iHIIUX HopM
eHIEeMIiYHMX MiKO3iB, TaKUX SIK IapaKOKIIAi0iMOMiK03, TiCTOMIa3M03 Ta IIKipHO-TTiMbaTUYHUN
CIIOPOTPUX03, HEJOCTAaTHHO, TOMY PEKOMEHAI! 00 H030BOT0 PeXKUMY AJIS TIKyBaHHS TaKUX
3aXBOpIOBaHb HEMaAE.

Hupxkosa cucmema. T1alieHTaM i3 mopyieHHAM GYHKIIIN HAPOK JIiKapChKuM 3acib ciif
3aCTOCOBYBaTH 3 00epexkHicT0 (OuB. po3ain «Crocib 3acTOCyBaHHS Ta [TO3U»).

Hedocmamuicmb HaOHUpPKoBuUX 3a103. KeTOKOHA30II, SIK BifOMO, CIIPUYHMHSIE HEOOCTATHICTh
HATHUPKOBUX 3a/I03, TAKOXK MOXKE CIIPUYUHSITA HEJOCTATHICTh (PIYKOHA30JTy, X04a TaKe
CIocTepiraeTscs pigko. HegocTaTHICTh HAAHMPKOBUX 3a/103, 0B’ s13aHa 3 OHHOYaCHUM JTiKyBaHHSAM
IPegHi30JI0HOM, OIMKCaHa B po3[ini «B3aemMofis 3 iHIKUMY TiKapChKUMU 3aco0aMu Ta iHII BUOK
B3aeMofili. Biimus ¢ykoHa305y Ha iHII JTiKapchKi 3acobu».

I'enamobiaiapHa cucmema. IlamieHTaM i3 mopyueHHsAM QYHKINI MeviHKy TiKapchKui 3acib ciin
3aCTOCOBYBaTHU 3 00€peXkHiCTI0. 3aCTOCyBaHHS (HITYKOHA30JIy acoIliloBalocs 3 BAHUKHEHHSIM
PiAKiCHUX BUIAMKIB PO3BUTKY TSAXKKOI r€lTaTOTOKCUYHOCTI, BKJIIOUAIOYH JIeTalbHi BUTIAJKY, TOJIOBHUM
YUHOM Y IAI[iEHTIB i3 TAXKKUMUA OCHOBHUMU 3aXBOPIOBAHHAMU. Y pa3i, KOJIU PO3BUTOK
remnaTOTOKCHUYHOCTI acoIlitoBaBCs i3 3aCTOCYBaHHAM (PIyKOHa3071y, He OyJI0 BUSIBJIEHO 11 TIEBHOL
3aJIe3KHOCTI Bif 3aranbHOi f060BOI H03U NMiKapChKOro 3acoby, TpUBAJIOCTi Teparii, ctaTi abo Biky
nalieHTa. 3a3BUYall TelaTOTOKCUYHICTD, CIpUYrHeHa (Pr1yKoHa3010M, 000pPOTHA, a il TposiBU
3HMKAIOTH ITiCJIsI MPUIMHEHHS Tepartil.

3a malfieHTaMH, y SKUX IIPU 3aCTOCYBaHHi (PIIyKOHA30/1y CIIOCTEPIraloThCS BifXUIEHHS pe3ybTaTiB
GYyHKIIOHATBHUX P00 MeYiHKY, CMTifl BCTAHOBUTY PETENIbHUM HaTJIA[ 00 PO3BUTKY OiNIbII TIKKOTO
ypaXeHHS [IeYiHKU.



[TanieHTiB cnifg TpoiHGOpPMyBaTH PO CUMIITOMH, 110 MOXKYTh CBITYUTH NP0 CEPHO3HUY BIIJIUB Ha
TeviHKy (BUpaXKeHa acTeHis, aHOPEKCisl, MoCTiitHa Hy#oTa, 6JTI0BAHHS Ta XKOBTSHULS). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS ()JIyKOHA30Jly CJIif HerallHO IPUNWHUTYU Ta IPOKOHCYIbTYBATUCA 3 JIIKapeM.

Cepueso-cyouHHa cucmema. [lesiki a30nu, y TOMY 4HCJIi i HITyKOHa30J1, aCOIliI0I0THCS i3
nofoBxeHHAM iHTepBany QT Ha enekTpokapaiorpaMi. ®nyKoHa301 mogoBxkye iHTepsan QT wisxom
IIPUTHIYEHHS BUNIPIMIISI0Y0ro KanieBoro kanany (I,.). IlogoBxenHs inTepBany QT BHacmigox mil
iHmwMX miKapchkux 3aco6iB (Hampukiag aMiogapoHy) MOXKe IIOCUITIOBATUCS IIJITXOM IPUTHIYeHHS
dbepmenty CYP3A4 mutoxpomy P450. TToBimoMmsinu po AyzKe PigKiCHI BUNIAAKU MOOOBXKEHHS
inTepBany QT Ta mapoKCH3MasbHOI IUIYHOYKOBOI TaxXiKappil TUIY «IipyeT» MPU 3aCTOCYBaHHI
nikapcbKoro 3aco6y. Taki MoBiqoMIeHHS CTOCYBaJIUCS MAI[iEHTIB i3 TAKKUMHU 3aXBOPIOBAaHHSIMU IIPH
noefHaHHi 6araThox (GakTOPiB PU3UKY, TAKUMHU SK CTPYKTYPHI 3aXBOPIOBaHHS CEPIlSd, IIOPYIIEHHS
eJIeKTPOJIITHOT0 0OMiHY Ta OfHOYaCHEe 3aCTOCYBaHHS iHIIUX JIiIKapChKUX 3ac00iB, 110 BIJIMBAIOTh Ha
inTepBan QT. IlamieHTH 3 rinmokasnieMi€lo Ta IPOrPECYI0Y0I0 CePIeBOI HEOOCTATHICTIO MalOTh
MiJBUIIEHNY PU3UK BUHUKHEHHS 3arpO3J/IMBUX AJISL KUTTS LIJTYHOYKOBUX apUTMIil Ta
IIapOKCU3MaJIbHOI LITYHOYKOBOI TaxiKapAil TUIY «IIipyeT».

Jlikapcbkuit 3acib cif 3 06epeXHiCTI0 3aCTOCOBYBATH IallieHTaM i3 pU3UKOM PO3BUTKY apUTMil.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 TiKapchKUMM 3acobaMu, 1110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yioThcs 3a gonomoroio hepmenty CYP3A4 uutoxpomy P450, mpoTunoka3aHe.

I'anopanmpun. T'anodanTtpun € cyoctpatom pepmenty CYP3A4 i mponourye intepsan QTc npu
3aCTOCyBaHHI y peKOMeHI0BaHUX TepaleBTUUHUX fo3ax. OmHoYacHe 3aCTOCYBaHHS rajodaHTPUHY Ta
(bIyKOHa30Ily HE PEKOMEHIYEThCS.

[epmamosoeiuni peakuii. Ilig 9yac 3acTocyBaHHS (IyKOHA30Jy PigKO MOBiIOMJISIN IIPO PO3BUTOK
TaKWX eKC(oJliaTUBHUX IIKipHUX peakiill K cuHapoM CTiBeHca-[[2KOHCOHA Ta TOKCUYHUN
emigepManbHUN HeKpoi3. [ToBimoMIIsiocs mMpo peakiiiro JiKapChKuX 3ac00iB 3 eo3uHodimieo Ta
cucteMHuMu cumnromamu (DRESS cungpom). [TanienTu 3i CHIToM Oinbiil CXUITBbHI 0O PO3BUTKY
TSKKUX IIKIPHUX peakIliii Ipyu 3aCTOCyBaHHI 0araThox JIikapCchKux 3aco0iB. fAKIo y malieHTa i3
IIOBEPXHEBOI0 I'PUOKOBOI0 iH(EKITi€I0 3’ IBNAI0TLCI BUCUAIIAHHS, 1110 MOXKHA [I0B’A3aTH i3
3aCTOCYBaHHAM (IYKOHA30I1y, ITOfaiblile 3aCTOCYBAHHS JTIKAPChKOT0 3ac00y CITif MPUIUHUTHU. AKIIO0
y TalfieHTa 3 iHBa3WBHOIO/CHCTEMHOI0 TPUOKOBOIO iH(EKITIEIO 3 ABMSIOTHCS BUCUIIAHHS Ha IIKipi, 3a
M0T0 CTAaHOM ITOTPIOHO PEeTEeNbHO CIIOCTEPIraTH, a y pa3i po3BUTKY Oy/Ib03HUX BUCUIIAHb ab0
MYJIbTU(QOPMHOI epUTEMU 3aCTOCYBaHHS (IYKOHA30Iy CIIifl MIPUTTUHUTH.

I'inepuymausicmby. Y pigKiCHUX BUMaAKax MOBIIOMJISIN IIPO PO3BUTOK aHa(DiTaKTUYHUX PEaKIinl.

ITumoxpom P450. ®nykoHa301 € IOTyKHUM iHTi6iTopoM dhepmenTy CYP2C9 Ta moMmipHUM
inri6itopom pepmenty CYP3A4. Takoxk ¢rnykoHa3on € inribitopom pepmenty CYP2C19. Crin
CIIOCTEpiraTu 3a CTAHOM IIAIli€HTIB, SKi OMHOYACHO 3aCTOCOBYIOThH (PIIYKOHA30JI Ta JIiKapChKi 3acobu 3
BY3bKHM TepalleBTUYHUM BiKHOM, 1110 MeTabomi3yoTscsa 3 ydacTtio CYP2C9, CYP2C19 ta CYP3A4.

TeppeHaduH. Crif peTeIbHO CIIOCTEePiraTé 3a CTaHOM IIallieHTa IIPY 0JHOYaCHOMY 3aCTOCYBaHHI
TepdeHaguHy Ta ¢payKoHa3omy y no3i menmie 400 mMr Ha go0y.

Baoicauea iH(popmauis npo donomidicHi peyoguHu. Jlikapcbkudt 3aci6 mictuth 0,9 % po34uH HATPIO
xnopuny. Koxni 200 mr (prakon mo 100 mn) micTaTs mo 15 mMons ioniB HaTpito (0,145 MMonb
HaTpito B 1 MJI) Ta XJI0py, 110 CJTig OpaTH [0 yBaru IpH IpU3HAYEeHHi malieHTaM, SKUM HeoOXimHo
00MEeXWTH BXKHUBAHHS HATPIiIO Ta PigUHMU.



3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00io.
BazimHicme.

3a manuMu o6cepBallifHOTO NOCTioKeHHS, iCHY€ MigBUIIEHNY PU3UK CIIOHTAHHOT'0 abopTy y XKiHOK,
SIKi oTpuMyBasu (HIyKOHa30J NpoTaroM I TpuMecTpy BariTHOCTI. [10BigoMIISII TPO YKUCIEHH]
BPOJIKEHi ITaToJIOril Y HOBOHAPOIXKEHUX (BK/II0Yaruu OpagudpeHito, QUCIIa3iio BYIITHOI PaKOBUHH,
HagMipHe 30i7bIIeHHS IePegHbOT0 TiM TYKa, BUKPUBJIEHHS CTETHA, IJI€Y0TiKThOBUN CUHOCTO3),
MaTepi SKUX MpuitMay BUCOKi m03u ¢GykoHasony (400-800 mMr/moby) mpoTsAroM IpUHAKMHI TPHOX
abo Oinbille MicsLiB st NMiKyBaHHS KOKIMAi0im0o3y. 3B’930K MiXK 3aCTOCYBaHHSAM (GIyKOHA301y Ta
IIMMHU BUIIagKaMM He BU3HAUYEHUH.

HocnigKeHHs Ha TBapUHAX IIPOAEMOHCTPYBAJIU PENPONYKTUBHY TOKCUYHICTE.

He cnip 3acTocoByBaTH 3BUYairHi 103U (PIIyKOHA30/Iy Ta KOPOTKOTPUBAJIi KYPCH JTiKyBaHHS
(bIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSITKOM HarasbHOI IIOTPeOH.

He cnig 3acTocoByBaTH BUCOKi 0031 (PIyKoHA30 Ty Ta/abo TpuBai KypcH MiKyBaHHS (DITYKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIIKYBaHHS iH(EKIii, 1110 3arPOXKYIOTh KHUTTIO.

ITepiod 200ys8aHHA 2pydoH0.

®nyKoHA30JI MPOHUKAE Y TPYIHE MOJIOKO Ta [AOCSATAE HAXKYO0I KOHIIEHTpAllil, HiXK y IIJTa3Mi KPOBi.
TomyBaHHS I'PYAAI0 MOXKHA IIPOJOBXKYBATH ITiCJISI PA30BOT0 3aCTOCYBaHHS 3BUYANHOI 7031
bnykoHa3ony, mo ctaHoBuUTh 200 Mr abo MeHIIe.

TogyBatu rpynnio He peKOMEHIY€EThCS Ipu 0araTropa3oBOMy 3aCTOCYBaHHI (IyKoHa301y abo mpu
3aCTOCYBaHHI HOT0 y BUCOKHX [103.

Crig OLIHUTY KOPUCTDh TOAYBaHHS IPYAAI0 AJ11 PO3BUTKY i 3MOPOB’S OUTHUHY, a TAaKOXK KIIIHIYHY
noTpeby MaTepi y niKapchkoMy 3aco0i i 6yab-saKi moTeHIitiHi nobiyHi edekTH nikapcrkoro 3acody abo
OCHOBHOT'O 3aXBOPIOBAHHS MaTePi [JIsT OUTUHY, SKa OTPHMYE IPyIHE BUTOOOBYBAHHS.

depmuabHiCMb.

®nyKOoHA301 He BIIJIUBAB Ha (DEePTUIIBHICTE CaMIliB Ta CaMOK ILIyPiB.

30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

HocmifKeHb BIJIUBY JTiKapChKOTro 3aco0y Ha 3[aTHICTh KEPyBaTH aBTOTPAHCIOPTOM abo IIpalfioBaTH 3
IHIMMMU MexaHi3MaM# He TPOBOOUIIH.

[TamieHTiB cnifg mpoiHGOpMyBaTH PO MOXKJIMBICTE PO3BUTKY 3allaMOpPO4YeHHS abo CyooM IIif yac
3aCTOCOBYBaHHA JTiKapChKOro 3aco0y. [Ipy po3BUTKY TaKuX CUMIITOMIB HE PEKOMEHAYETHCS KepyBaTH
aBTOTPaAHCIOPTOM abo MpaloBaTH 3 iHIMKUMU MeXaHi3MaMHu.

Cnocid 3acmocyeaHHsi ma do3u.

o3a (prykKoHa30/1y 3aIexKUTh Biff BUAY i TIKKOCTI TpubOKOBOI iHGEKITI.



[Tpu HeobxigHOCTI 6GaraTopa30BOro 3aCTOCYBaHHSA IIpelapaTy JiKyBaHHS iHGEKIIiN CIif
TIPOMOBKYBATH [0 3HUKHEHHS KITiIHIYHUX Ta 1Ta00paTOPHUX MPOSIBiB aKTUBHOCTI rpubKoOBOi iHdeKIil.
HepocTaTHs TpuUBasiCTh TiKyBaHHS MOXKE IIPU3BECTH A0 BiTHOBJIEHHS aKTUBHOIO iHGEKLIMHOTO
IIpOLECy.

JlikapceKui 3acib 3aCTOCOBYBATH BHYTPILIHEOBEHHO IIJITX0M iHOY3ii. HemMae HeoOximHOCTI y 3MiHi
no060BOI 103U JTiKapchKOro 3aco0y IMpHy 3MiHi IIISIXy HOT0 3aCTOCYBaHHS 3 IIEPOPAIbHOT0 Ha
BHYTPIIIHbOBEHHUY Ta HaBIIaKMU.

Po3uuH gng indy3ii cnig BBOOUTH 31 MIBUAKICTIO, 110 He nepeBuinye 10 m/XB.
CymicHicmb nikapcvkozo 3acoby.

Jlikapceku# 3acib cyMiCHUMM 3 TaKUMU PO3YMHAMH, SIK:

-5 % Tta 20 % po34YuH I'IIOKO3Y;

- po3uuH PiHrepa;

- po3uuH XapTMaHa;

- PO3YMH KaJlil0 XJIOPULAY Y TJII0K03i;

- 4,2 % ta 5 % po3uuH HaTpito OikapOoHATY;

- 3,5 % po34YuH aMiHO3UHY;

- 0,9 % po34YuH HaTPIIO XTOPULY;

- mianadnekc (6,36 % po34yuH A7 iHTpallepPUTOHEaTbHOTO diami3y).

®ryKoHa3071 MOXKHA BBOOUTH B iH(DY3ilHY CHCTEMY pa30M 3 OHUM i3 3a3HaUE€HUX BUIle PO3YUHIB.
Xoua Bumnapku HecrmenudivHoi HecyMicHOCTI miKapchkoro 3aco0y 3 iHImMMU 3aco0aMu He ONKCaHi, He
PEKOMEH[YEThCS 3MillyBaTH GJIyKOHA30JI 3 iHIIMMU TiKapChbKUME 3aco0aMu nepeq iHdy3iero.

Po3uuH gn1g BHYTPIIHEOBEHHUX iH(Y3il MpU3HaYeHU JIKIIIEe IS Pa30BOr0 3aCTOCYBaHHS.
Po3BeneHHSs Cifl 3MiliCHIOBATH B aCENITUYHUX YMOBaxX. Po3urH HeoOXigHO IepeBipuTH Ha HasIBHICTb
CTOPOHHIX YaCTUHOK Ta 3MiHy 3abapBieHHs. PO34uH CIIil BAKOPUCTOBYBATH JIUILIE TOMi, KOMK BiH
IIPO30PHH Ta He MICTHUTb CTOPOHHIX YaCTHHOK. HeBUKOpUCTaHi 3a/IUIIKK JTIKapChKOT0 3aco0y
HeOOXigqHO 3HUIIUTH.

[Topocai.

Kpunmokoxos.

- JIikyBaHHS KPUIITOKOKOBOI'O MEHIHTITY: pEKOMEHI0BaHa HaBaHTaXKyBajlbHa J03a CTaHOBUTH 400 mMr
y Tepiuuii feHs, miarpuMyioda gosa - 200-400 mr/moby. TpuBamicTh JTiKyBaHHS 3a3BHYall CTAHOBUTD
moHalmMeHIe 6-8 TuxHiB. [1py iHGEKIIiAX, 110 3aTPOXKYIOTh KUTTIO, 10O0BY 003y MOXKHA 30iMbIIUTH
mo 800 mr.

- IligTpuMytoya Teparmnis Ay IolepenkeHHs PeIUANBY KPUIITOKOKOBOI'O MEHIHTITY Y MALi€HTIB 3
BHCOKUM PU3UKOM HOTO PO3BUTKY: PEKOMEHI0BaHa [403a JIiKapChKOro 3aco0y ctaHoBuTh 200 Mr/mo0y
IIPOTATOM HEOOMEKEHOT0 Yacy.



Kokuyuoioido3. PekomeHnpgoBaHa fo3a ctaHoBUTh 200-400 mMr/go0y. TpuBamicTs nikyBaHHsa - 11-24
MiCSIITi UM [IOBIIIe 3a/TeXKHO Bifl cTaHy marieHTa. [I1s mikyBaHHS meskux GopM iHdexiii, a 0co61uB0O
7 JTiKyBaHHSI MEHIHTiTY MOoXe OyTH JOUiMTbHUM 3acTocyBaHHS fo3u 800 Mr/moby.

IneasusHi kaHOuOo3u. HaBaHTaxXyBaibHa f03a CTaHOBUTH 800 MT y mepmmii feHb, TiATpUMy0da
mo3a - 400 mMr/mo0y. 3a3Bu4ail peKOMeH0BaHa TPUBAJIIiCTh JIiIKYBaHHS KaHAUAEeMil CTAHOBUTD 2 THUKHI
IIiC/ISl IIePIIUX HeraTUBHUX Pe3yJIbTaTiB KyJIbTYPU KPOBi Ta 3HUKHEHHS 03HAK i CUMIITOMIB
KaHOumeMil.

Kanouodos causosux 060/10HOK.

- Kanaumo3 poTorIoTKY: HaBaHTaXKyBaslbHa f03a cTaHOBUTH 200-400 Mr y nepiiuy geHs,
nigTpuMmyioda fo3a - 100-200 Mr/no0y. TpuBamicTh NiKyBaHHS CTaHOBUTH 7-21 eHb (0O OOCATHEHHS
peMicii), anme mMozxke O6yTu 306inblleHa [AJg TALi€HTIB i3 TIXKKUM iMyHOAePiIIuTOM.

- KaHmupmo3 cTpaBoxony: HaBaHTaxyBaibHa g03a CTaHOBUTH 200-400 Mr y meplinii feHb,
nigTpumyioda fo3a - 100-200 Mr/no0y. TpuBanmicTs NiKyBaHHS cTaHOBUTH 14-30 OHIB (0 HOCATHEHHS
pewmicii), arme moxke OyTu 30inbIleHa [JIS MAIli€HTIB i3 TIXKKUM iMyHOmehilIuTOM.

- Kangunypisi: pekoMenpoBaHna fno3a ctaHOBUTE 200-400 mMr/moly npoTtsarom 7-21 gHs. [I15 MallieHTiB
i3 TAKKUM iMyHOIE(DIIIUTOM TPUBAJIICTh JIIKYBaHHSA MOXKHA 30iMbIINTH.

- XpoHiuHNM aTpoiuHN KaHOUA03: peKOMeHJ0BaHa f1o3a cTaHOBUTEL 50 Mr/go0y npoTsaroM 14 gHiB.

- XpoHiYyHMYM KaHOWUIO03 IIKipKU Ta CIM30BUX 000JI0HOK: peKOMEHI0BAaHA N03a CTAHOBUTH
50-100 Mr/mo0y. TpuBamicTh NiKyBaHHS - 00 28 OHIB, ajme Moxke OyTu 306inbIleHa 3a7€KHO Bif
TSKKOCTI Ta BUAY iH}ek1ii abo 3HUKEHHS iMyHITETY.

ITonepediceHHs peuudusy KaHOudo3y cau3osux 06040HOK y nauienmia 3 BIJI, siki maromb sucokull
pU3UK U020 PO3BUMKY.

- Kangumo3 poTorinoTKY, KaHOXWA03 CTPaBOXOAY: PEKOMEHI0OBaHa f03a CTaHOBUTh 100-200
Mr/mo6y a6o 200 Mr 3 pa3u Ha TUXAeHb. TPUBAJICTh NiKyBaHHS € He0OMeXKeHO0 IJIs Malli€HTiB i3
IPUTHIYEHUM IMyHITETOM.

ITpoginakmuka kaHOUOO3HUX IH(peKYil y nauieHmia i3 mpusaow HelimponeHieln. PekoMeHOOBaHa
no3a ctaHoBuTh 200-400 mr. JIikyBaHHS CIIif pO3IOYMHATY 3a KiJibKa OHIB 40 0YiKYBAHOI'O PO3BUTKY
HEUTPOIIEHIl Ta MPOAOBKYBaTH IPOTATOM 7 OHIB MiCJd IMiABUILIEHHS KiTbKOCTI HEUTPO(DiIiB MOHAT,
1000/mM°.

IlauieHmu AiMHbO20 BIKY.

o3y HeoOXximHO migbupaTy 3a1eXkHO Bif cTaHy QYHKIII HUPOK (IUB. HUXKYE).

IMauieHmu 3 HUPKOBOI HeA0CMAMHicm.

®nyKOHa30J1 BUBOOUTHCS 3 OPraHi3aMy IMepeBazxkHO 3 Ceuelo y He3aMiHeHOMY BUTTAAL. [Ipu pa3oBoMy
3aCTOCYBaHHI KOPUTYBATH 03y He MOoTPiOHO. [TamieHTaM (BKTIOYAIOYH [iTel) i3 MOPyIIeHHIM
GYHKIIYM HUPOK Ipu HeoOXigHOCTi 6araTopa3oBOro 3aCTOCYBAHHS MpemapaTy y Mepiiui JeHb
JIIKyBaHHSA CJIifi 3aCTOCOBYBaTU 104YaTKOBY 103y 50-400 Mr 3asieXHo Bif [T0Ka3aHsb. [licisg 1boro
no060By 103y (3a71eKHO Bif IT0OKa3aHb) CJIifl pO3pax0ByBaTH BiATIOBIgZHO [0 TaOIMIIi:

|KnipeHc KpeaTuHiHy (MJ1/XB) |Bi):[COTOK BiJl PEKOMEHI0BAHOl [O3U




> 50 100 %
< 50 (6e3 pmiamisy) 50 %
besnepepBHUY Jiai3 100 % micnsg KOXKHOro giamisy

[MamieHTu, siki nepeOyBaioTh Ha Oe3nepepBHOMY mianisi, moBuHHI oTpuMyBaT 100 % pekoMeHmOBaHOI
OO3H MiCHd KOXHOI0 miani3y. Y meHb, KOJU Aiani3 He TPOBOOUTHCH, MALllEHT MTOBUHEH OTPUMYBaTHU
[03y, BIAKOPUTOBaHY 3ajIeKHO Bif] KJIIIpEHCY KpeaTHHiHY.

ITauieHmu 3 nopyweHHAM (PYHKUII neyiHKU.

®yKOHA3071 CIifl 3aCTOCOBYBaTH 3 00ePEeKHICTIO MallieHTaM i3 MOPYyLUIeHHSAMY (PYHKII] IeYiHKH,
OCKiJIbKM iH(popMallil om0 3aCTOCyBaHHS (HIIYKOHA30/Iy IIili KaTeropil MalieHTiB HeTOCTaTHEO.

imu.
He crig mepeBuilyBaT MaKCuMalbHy 1060By m03y 400 Mr.

4K i npu aHaNMOTiYHUX iHPEKIiIX y JOPOCIUX, TPUBAJICTE JIiKyBaHHS 3a7€XKUTh Bif KJIiHIYHOI Ta
MiKoJI0Ti4HOI BifmoBigi. ®1yKoHa30/1 3acTocoByBaTH 1 pa3 Ha Ho0y.

Io3yBaHHA ITiKapCchKOro 3aco0y OiTsAM i3 mopyiieHHSIM QYHKIII HUPOK HaBeleHO BUIIE.
dapmakokiHeTrKa (IyKOHa30Jly He HOCTigXKyBajacs y AiTel i3 HUPKOBOIO HEJOCTaTHICTIO  (OuB.
HUX4Ye iHpopMallito MoA0 3aCTOCYyBaHHS HOBOHAPOAKEHUM, V SKUX YaCTO CIIOCTEPIraeThCs epBUHHA
HEe3piiCTh HUPOK).

Ilimu sixom 8i0 12 pokie.

3a/ie’kHO Biff MacH Tisla Ta my0epTaTHOTO PO3BUTKY JIiKapio CIIif OLIiHWTHU, KA 403a TiKapChKOT0o
3aco0y (mns mopocnux abo Ois [miTel) € ONTHMANbHOIO AJIs MallieHTa. Kniniuni gani cBiguaTs mpo Te,
IO y [iTeH KiipeHC GIyKOHA30/1y € BUIIUM IIOPiBHSIHO 3 fopocauMu. 3actocyBaHHs no3 100, 200 ta
400 Mr gopocnuM Ta 703 3, 6 Ta 12 MI/KT OiTIM NPU3BOAUTH [0 OOCATHEHHS 3iCTaBHOI CUCTEMHOI
€KCITO3MUIIil.

Iimu eixom 8i0 28 oHie 0o 11 pokis.

Kanmumosu cnu3oBux 000JI0HOK: TI0YATKOBA [103a CTAHOBUTHL 6 MI/KT/mo0y, migTpuMyoda m03a -3
Mr/Kr/mo6y. ITo4yaTKoOBYy 403y MOXKHA 3aCTOCOBYBATH B MEPIIN IeHb 3 METOIO GiJTbII MIBUAKOTO
INOCSITHEHHS PiBHOBAXKHOI KOHIIEHTpAITil.

[HBa3WBHI KaHAUI03M, KPUIITOKOKOBUYM MEHIHTIT: 03a JIiKapChKOro 3aco0y CTaHOBUTH 6-12
MT/KT/mo0y 3a7ekKHO Bif CTyIeHs TSKKOCTi 3aXBOPIOBaHHS.

[ligTpuMyloda Teparis i MolepeaKeHHs PelUuauBY KPUIITOKOKOBOTO MEHIHTITY y HiTel i3 BUCOKUM
PU3KUKOM HOT'0 PO3BUTKY: 403a JIIKapChKOro 3aco0y CTaHOBUTHL 6 MT/KT/000Y 3asie’kKHO Bifi CTyIeHSs
TSIKKOCTI 3aXBOPIOBaHHS.

[TpodinakTKa KaHAUKO3IB ¥ Malli€eHTiB 3 iMyHOmeilMTOM: [03a JTiKapChKOTo 3ac00y CTAHOBUTDH 3-12
MT/KT/mo0y 3a7ekHO Bif BUPaXKeHOCTI Ta TPUBAJIOCTi iIHAYKOBAHOI HEUTPOIEHIl (AUB. 103U A
IOPOCIHX).



Ilimu 8ikom 8i0 HapodxceHHA 00 27 OHia.

Y HOBOHApPOAXKEHUX (PIYKOHA30JI BUBOJUTHCSA 3 OpraHi3aMy MOBiIbHO. [laHi 3 papMaKOKiHETHUKY, Ha
aKuX 6a3yI0ThCS NO3U OJI5 JOHOIIEHWX HOBOHAPOMXKEHUX, 3a3HaueHi HUuXK4e, HaBeleHO B PO3isi
«OapMaKOKIHETAKA».

- oHo1IeHi HOBOHapomxkeHi BikoM Bim 0 mo 14 mHiB: M0o3H, aHAJIOTiYHI 3a3Ha4eHUM BHUIIe OIS OiTen
BikKOM Bif 28 mHiB [0 11 poKiB, Cciif 3aCTOCOBYBaTH KOXKHI 72 roguHu. He ciif mepeBuIyBaTu
MaKCUMaJIbHy 03y, 0 CTAHOBUTH 12 MI/KT KOXKHI 72 TOOUHMU.

- [JoHOIIIeHI HOBOHApPOOXKeHi BiKoM Bif 15 mo 27 OHIB: 4034, aHAJIOTiYHI 3a3Ha4e€HUM BUILe A/ AiTel
BikoM Bif 28 pHiB 1o 11 poxkis, ciig 3acTocoByBaTy KOXKHI 48 ronus. He ciin nepesulysatu
MaKCHUMaJIbHy [03Y, 10 CTAHOBUTH 12 MI/KT KOXHi 48 roguH.

Cnoci6 3acToCcyBaHHS

He scmasassmu 204Ky(-u) y He nepedbaveHi 015 U4b020 MiCls NOAIMEPHO20 (PaKOHA, a MiAbKu Y
cmepusbHi nopmu!

Ins npoBeneHHs iHDY3iiHOTO NMiKyBaHHS MOTPIOHO JOTPUMYBATUCh TAKOTO alTOPUTMY:

1. 3HATU 3aXUCHY IJIAaCTUKOBY KPUIIKY i3 KOHTPOJIEM NEPIIOro BiAKPUTTA (SKIIO TaKa HasBHA).

2. 3ipBaTu 3axucHui(-i) knaman(-u) Ne 1, IK moka3aHo Ha puc. 1 Ta puc.2 (BUPOOHUK MOXKe
BMKOPHCTOBYBATH Pi3Hi TUIU Ta MaTepiany A/ 3aXUCHUX KJIallaHiB).

3. 3HSTH KOBIIAYOK i3 TOJIKK Ta BCTABUTH Y OyAb-AKWM 3i crieriambHuX MOPTiB Ne 2 dr1akoHa 3
iHQys3iiiHuM niKapchKuM 3acoboM (guB. puc. 1 Ta puc. 2).

4., [HIINY CTEePUIHbHUM IOPT MOXKe BUKOPHUCTOBYBATHUCH /15 BBEOEHHS B iHy3iliHUN (D1akoH iHIINUX
nmikapcbKux 3aco0iB (Ne 4, muB. puc. 3), abo, y pasi HeIOCTATHBOI IITBHAKOCTI IIOTOKY OJIST TOJIKH-
nosiTposopa (Ne 4, mus. puc. 3).

5. IipgBicuTH (aKoH i3 pO3YMHOM, BUKOPUCTOBYIOUHM CIellianbHe Kinbile Ne 3, po3TamoBaHe Ha
noHi pnakoHa (OuB. puc. 3).

(=]

Himu. JlikapcbKku# 3aci6 M0OXkKHa 3aCTOCOBYBATH [iTSIM Bif HAPOMXKEHHS.

ITepedo3yeanHus.

OTpuMaHO NOBIJOMJIEHHS IIPO Ilepefo3yBaHHS (HIYKOHA30JI0M; OHHOYACHO [TOBITOMIISIN IIPO
rasolyHalil Ta TapaHoiganbHy NOBENiHKY.



[Tpu nepeno3yBaHHi TOTPIOHO MPOBECTH CUMIITOMATUYHY HMiATPUMYIOUy Tepaliio Ta y pasi
HeOOXiTHOCTI TPOMUTH IITYHOK.

®nyKoHa3071 3HAYHOIO MipOI0 eKCKPETYETLCS 3 ceuelo; (opCcoBaHUY Aiype3 MOXKe IPUCKOPUTH
BHBE[IeHHS JTiIKapCchKoro 3aco0y. CeaHC reMofiaiidy TPUBAJiCTIO 3 TOOUHU 3HUXKYE PiBeHb
bnykoHa301y y maa3Mi KpoBi mpubau3uo Ha 50 %.

ITobiuni peakuii.

HattuacTime (> 1/10) moBigomsiiu Ipo Taki moOiuHi peakirii: rooBHUE 0isib, aOmoMiHaIbHKUM Oiflb,
miapes, HygoTa, 6/0BaHHS, BUCUIIAHHS, MMiBUIIIEHHS PiBHS anaHiHaMmiHoTpaHcdepasu (AJIT),
acnaprataMinoTpaHcdepasu (ACT) Ta nyxkHoi ¢pocdaTa3u KpoBi, peakilisd Ha JTiKapChbKuM 3acib, 110
CYTIPOBOMXKYETHCS €03uHOGini€I0 Ta cucTeMHrMU nposgsBamMu (DRESS-cuaapoM), 110 1moB’s3aHa 3
JIiKyBaHHAM (IyKOHa30J10M (OuB. po3hin «Oco0IMBOCTI 3aCTOCYBaHHSI»).

II71s OLiHKY YaCTOTU BUHMKHEHHS MOOIYHUX peakIliii BUKOPHUCTOBYIOTh TaKy Kiacuikariito: gyxe
yacTto (= 1/10), gyacTo (Big = 1/100 mo < 1/10), HewacTto (Big = 1/1000 mo < 1/100), pigko

(Bim = 1/10000 mo < 1/1000), myxe pigko (< 1/10000), yacToTa HeBifoMa (HEMOXKJIMBO OLIHUTH Ha
IMiACTaBi HASIBHUX OAHUX).

3 60Ky opaaHis cayxy ma secmubyaiapHO20 anapamy:

HewacTo: BepTHTO.

3 60Ky WAYHKOBO-KUWKOB020 MpaAKmMy:

YacTo: 0inb y YepeBHill IOPOXKHUHI, HY[OTa, giapes, O1I0BaHHS.
Heuacrto: 3anop, gucrerncis, MeTeopusM, CyXiCTb ¥ POTi.

3 60Ky neviHKu i %#c08408UBIOHUX W.A5Xi8:

YacrTo: migBuilleHHS PiBHS anaHiHaMiHOTpaHC(epasu (AJIT), mipBuIIeHHS PiBHSA
acnaptataMiHoTpaHcdepasu (ACT), migBullieHHS piBHA NyXKHOI docdaTasi.

HeuacTo: x0mecTas, JKOBTSHULIS, HiIBUILIeHHS PiBHS OimipybiHy.

Pigko: mediHKoBa HEIOCTATHICTh, TeNaTOLEIONIAPHUAN HEKPO3, TeaTUTH, TenaToLeoIIsIpHe
ypaxKeHHS.

3 60Ky 06MiHY pevyosuH, memaboniamy:

HeuacTo: 3HUXKEHHS alleTUTY.

Pigko: rinepxonecTepuHeMis, TinepTPUTIillepUAEeMis, TinoKaiemis.
3 boky Hepeogoi cucmemu:

YacTo: rosoBHUY Oifb.

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



Pigxo: Tpemop.

3 boky ncuxiku:

HeuacTo: 6€3COHHS, COHJIUBICTE.

3 60Ky cepueso-cyOuUHHOI cucmemu:

Pigko: mapokcu3ManbHa LITyHOYKOBA TaXiKaphis TUIY «IipyeT», MOAoBxXeHHd iHTepsany QT.
3 6oky kpoei ma aimpamuyHoi cucmemu:

HeuacTo: aHeMis.

Pigko: arpaHynouuTo3, TeMKOIeHis, TPOMOOILUTONEHisI, HEUTPOIEHis.
3 boky imyHHOI cucmemu:

Pigko: anadinakcis.

3 60Ky wkipu ma nidwKipHOi KAIMKOBUHU:

YacTo: BUCUIIaHHS.

HeuacTo: MeguKaMeHTO3HUYN OepMaTUT (BK/II04aouu (HikCOBaHUY MeOUKaMEHTO3HUYN OepMaTHUT),
KPOIIMB’SIHKA, CBepOiXK, MiBUIlleHEe TOTOBUIIIEHHS.

Pigko: TOKCUYHUM emigepMalbHUM HEKPOIIi3, cuHOpoM CTiBeHca-[|:KOHCOHA, TOCTPUU
reHepai3oBaHUM €K3aHTEeMaTO3HUU MyCTYIb03, eKC(HOTiaTUBHUM IePMaTUT, aHTiOHEBPOTUYHUN
HaOpsK, HAOpSIK 00/TMYYsI, aJTOmerris.

Hesimomo: peakiiis Ha JTiKapcbkuii 3acib 3 eo3uHOdinieo Ta cucreMauMu cumntomamu (DRESS).
3 60Ky onopHO-pyx080i cucmemu ma cnoAy4YHOi MKAHUHU:

HeuacTo: mianris.

3azanvHi po3nadu ma peakuii y micui 88e0eHHA:

Heuacrto: mifBuiieHa BTOMJIIOBaHICTh, HE3yKaHHS, aCTeHis, rapsgdka.

[imu. YacToTa Ta xapakTep MoOiYHUX peakllid i BigxuaeHb Bif HOPMU Pe3yJIbTaTiB 1ab0paTopHUX
aHaJi3iB y XOAi KJIiHIYHUX JOCHIiAKEHb 3 y4acCTIO AiTed 3iCTaBHi 3 TAKUMU Y TOPOCIIUX.

ITogidoMaeHHs npo Ni003pr8aHi NobiYHI peakuii.

[ToBimomIeHHS PO Migo3pioBaHi MOGiYHI peakii micyis peecTpaliil T1iKapchbKoro 3aco0y € BaxKIHUBOIO
npouenyporo. Lle m03BoJisi€e IPOAOBKYBATU MOHITOPUHT CIIIBBiIHOWIEHHS «KOPUCTH/PU3UK» [JIS
BiAITIOBigHOTO JTiKapchKOro 3aco0y. Megu4yHUM IpalliBHUKaM HeOOXiTHO MOBiqOMIISATH PO Oyab-sIKi
nigo3pioBaHi MoOiUHi peakilil Yepes3 HaI[iOHaIbHY CUCTEMY NOBiOMJIEHb.

Tepmin npudamHocmi. 3 POKH.



YmMmoBH 30epiranns.
30epiraTu B OpUTiHANbHIN yIIaKOBI pu TeMepaTypi He Buie 25 °C. He 3aMopoXyBaTH.

30epiraTv y HeIOCTYITHOMY [JISI OiTeH MicCIii.

HecymicHicmo.

Ocob6nuBocTel O[O0 HECYMICHOCTI TiKapchKOro 3aco0y He Bii3HaueHO. He ciif 3mimyBaTy mpemnapart
3 iHIMMMHY JTiKapChKUME 3ac00aMu B OHI €MKOCTi, OKpiM 3a3Ha4eHux y po3mini «Cmocio
3aCTOCYBaHHS Ta OO3U».

VYnaxoBka.

[To 100 mn y dnakowni; mo 1 ¢pnaxkony B mauti; no 100 mn y ¢prakoHax.

Kareropis Bignycky. 3a peLenToM.

Bupoonuk. ITpAT «dapmarieBTuyHa pipMa «lapHUAIIST».

Micue3HaxoIKeHHsI BUPOOHHKA Ta afipeca MicIs MpoBaIXKeHHS HOT0 Tis/IbHOCTI.

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



