IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

®JIYKOHA30I1

(FLUCONAZOLE)

CKnao:
Oitoua pevosuHa: fluconazole;
1 kancyna mictutsk 150 Mr dhIyKOHa301y;

0ONoOMIdICHI peyo8uHU: JTaKTO3a, MOHOTiIpaT; KpOXMaJlb KapTOIJITHUN; MarHiio cTeapaT; KPEMHIiI0
OiOKCH KOJIOIOHUY 0e3BOMHUM;

cK1a0 060/0HKU Kancyau: XKenmaTtuH, Tutany miokcun (E 171), ingurokapmin-6nakutuuit (E 132).

Jlikapcbka ¢popMma. Kamncymu.

OcHo8HI (pi3uko-XimMiuHI 8s1acmusocmi: TBepAi xKenaTuHOBI Kancynu Ne 1, umingpuyHol popmu 3
HaliBchepUUYHUMU KpasMu, KOpPIyc - 6i710T0 KOJIbOPY, KPHUIIIKa - 6JJaKUTHOTO ab0 CHHLOTO KOIhOPY;
BMICT KaIICyJu - IopoiIok 6inoro abo matizke 6i1oro Kombopy, 6e3 3amaxy.

dapMakoTepaneBTHYHA rpyma.

[TpoTturpruOKOBi 3aco0u [A7Ig CUCTEMHOTO 3acTocyBaHHS. [ToxigHi Tpruazomy. Kom ATX JO2A CO1.

dPapmako102iuHi 8 1acmueocmi.

®apmakoOuHamika.

MexaHi3M mil.

®nykoHa3071, TPOTUTPUOKOBUY 3acib Knacy Tpra30liB - MOTYKHUM Ta CeIeKTUBHUY iHTIOiTOD
rpubKoBUX (HhepMeHTIB, HEOOXiIHUX I CHHTE3Y eprocrepoiy. [lepBUHHUM MexXaHi3MOM HOro fil €
IPUTHIYeHHS rpubKoBOro 14 anbda-1aHOCTEPOI-IeMETUIIOBAHHS, OTI0CEPEeIKOBAHOT0 IIUTOXPOMOM
P450, 110 € HeBifg'eMHUM eTanoM 6ioCuHTe3y IPUOKOBOr0 eprocrepony. AkKymynsiis 14 anbda-MeTun-
CTEPOJIiB KOPEJIIOE 3 MTOMabIIO BTPATO eprocTepoly MeMOpaHoio rpubKOBOI KITITHUHY Ta MOXKe
BifimoBigaTu 3a MPOTUTPUOKOBY aKTUBHICTh (Pr1yKoHa305y. ®IyKOHa30J € OiNIbII CEIEKTUBHUM 10
rpubkKoBux hepMeHTiB uToxpoMmy P450, HixXK [0 pi3HUX cucTeM (pepMeHTiB nuToxpoMy P450 ccasis.



3acTocyBaHHS (HITyKOHa30my y mo3i 50 Mr Ha mo0y mpoTsarom 28 [HIB He BIIMBAE Ha PiBeHb
TECTOCTEPOHY y IIJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb EHOOTEHHUX CTEPOIMiB ¥ KiHOK
pemnponyKTuBHOrO Biky. ®mykona3on y no3i 200-400 mMr Ha go0y He BUSBIISE KTiHIYHO 3HAYYIIOTO
BIIJINBY Ha PiBeHb €HIOTeHHUX CTEPOI/iB YX Ha BigIIOBigb Ha CTUMYJIALII0 afpeHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3mopoBUx 06POBOJIBIIB YOJIOBIYOI CTATI.

HocrnigxeHHS B3a€MO{Iil 3 aHTUMIIPHHOM IIPOAEMOHCTPYBaJIO, 10 3aCTOCyBaHHS 50 Mr QyIyKOHA301y
pa30Bo uu 6araTopa3oBo He BIJIMBA€ Ha MeTab0Ii3M aHTUIIIPUHY.

YyTnusicTs in vitro.

®nykoHa307 in vitro eMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUAiB Candida, 1110
3ycTpivaroThca Hanvacrime (BKmodatouu C.albicans, C.parapsilosis,

C.tropicalis). C.glabrata peMOHCTPY€ HU3bKY CIPUUHATIUBICTD OO (IyKOHA3051y, Tofi gK C.
krusei Ta C. auris cTi#iki 10 ¢IyKOHA307y.

Takox (ykKoHa3011 in vitro IeMOHCTPYE aKTUBHICTH K potu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i IPOTH eHAEeMiYHUX ITiCHABUX IpubiB Blastomices
dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

MexaHi3M pe3UCTEHTHOCTI.

Mikpooprauiamu pony Candida meMOHCTPYIOTh YKCJIeHHI MeXaHi3MU Pe3UCTEHTHOCTI 0 a30IbHUX
npoTUrpuOKOBUX 3ac00iB. PIyKOHA30JI AEMOHCTPYE BUCOKY MiHiManbHYy iHTiOyI049y KOHIIEHTpPALlil0
IPOTH ITaMiB rpubis, sKi MalOTh 0guH abo GinbIlle MexaHi3MiB pPe3UCTEHTHOCTI, 1110 HETaTUBHO
BII/IUBA€ Ha e()eKTUBHICTE iN Vivo Ta B KTiHIYHIY NpaKTULi. [I0BiqOMIANIN IPO BUMIaAKU PO3BUTKY
cynepindexuii Candida spp., cnpuuuHeHoi inmumu, Hix C. albicans, Bugamu, 110 4acTO MaloTh
HU3BKY CIpuiHATIUBICTE (C.glabrata) abo cTivikicTh no dmykoHasony (Hampuknag, C. krusei,

C. auris). [Ins niKyBaHHS TaK{X BUIAOKiB CIIiJ] 3aCTOCOBYBATH a/lbTePHATHBHI MPOTUTPUOKOBI
3acobu.

dapmMaxoKiHemuxka.

®apMaKoKiHEeTUYHI BTaCTUBOCTI (JIyKOHA307Ty € MOAiOHUMY IIPU BHYTPIIlTHLOBEHHOMY i
[IepopaibHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3om mobpe BCMOKTYETLCS IIPHU IIepOPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpernapary y maasmi
KpOBi i cuctemMHa GiogocTymHicTh epeBuliyioTh 90 % piBHS HIYKOHA30y Y My1a3Mi KPOBi, 1110
IOoCATa€eThCs NIPY BHYTPIIIHLOBEHHOMY BBeJeHHI npenapaTy. OmHOYacHe BXKUBaHHS 1Ki He BIIJIMBAE
Ha BCMOKTYBAHHS IIpenapaTy IpU M0To llepopalbHOMY 3aCcToCyBaHHI. [1iKkoBa KOHLIEHTpallisl y [y1a3Mi
KpPOBi focaraeTtscsd 4yepes 0,5-1,5 rogunu micng npunomy npemnaparty. KoHlleHTpanisa npemnaparty y
IIJTa3Mi KPOBi IIPOIOpLiiiHa [0 H034. PiBHOBaXXHa KOHLeHTpaLisa Ha piBHI 90 % pmocsiraeTecs Ha
OPYyTui JeHb JTiKyBaHHS IIPYU 3aCTOCYBaHHI y IepIIX [eHb HaBaHTaKyBaJlbHOL 03K, IO BABidi
TIepeBUIIyE 3BUYaliHy J000BY HO3Y.

Po3moopmin.

00’em posmnopiny mpubIu3HO OOPIBHIOE 3arajlbHOMY BMICTYy PiIMHU B OpraHi3Mi. 3B’si3yBaHHS 3
Oinkamu mra3Mu KpoBi Hu3bKe (11-12 %).



®nykoHa3om1 fobpe IPOHUKAE B YCi AOCTiAXKYyBaHi pifuHM opraHiaMy. PiBeHb QriykoHa305y y CIMHI Ta
MOKPOTHHHI € TTOOiIOHUM 10 KOHIIEHTPAllil pemapaTy y mjIa3Mi KpoBi. Y XxBopux Ha rpubKOBUM
MEHIHTIT, piBeHb (PIIYKOHA30/1y Y CIHHHOMO3KOBI piguHi gocarae 80 % KOHIleHTpallil y Ij1a3Mi KpoBi.

Bucoki KoHIeHTpalil (IyKOoHA30Jy Y MIKipi, 110 IePeBUIIYI0Th CUPOBATKOBI, HOCATAIOTHCS Y
porosoMy 1api, emifepMici, gepmi ta noti. ®JIyKOHA30JI HAKONIUYYETHCA ¥ POroBoMy wmapi. [Tpu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha go0y KOHIIeHTpalis GaIyKoHa30y micis 12 gHiB miKyBaHHS
CTaHOBHUJIa 73 MKT/T, a Yepe3 7 OHIB IiC/Is 3aBepIIeHHS JIiIKyBaHHSA KOHIIEHTpAIlid BCe Ile CTaHOBUJIa
5,8 Mkr/r. [Ipu 3actocyBaHHi go3u 150 mr 1 pa3 Ha TUXOeHb KOHIEHTpauis (GIyKOHa30/y Ha

7-i meHb JIiKyBaHHS CcTaHOBUIa 23,4 MKI/T; 4epe3 7 [HIB Mic/Is 3aCTOCYyBaHHS HaCTYIIHOL J03U
KOHIIeHTpallis Bce Ile cTaHoBuia 7,1 MKr/T.

KonnenTpauis gprykoHa3omy B HIrTax micns 4 micsaniB 3acTocyBaHHS 150 Mr 1 pa3 Ha TUXIEeHb
ctanoBuma 4,05 MKT/T y 300poBUX T0OPOBOJIBIIB Ta 1,8 MKI/T Ipy 3aXBOPIOBaHHSX HITTiB;
(byKOHa30J1 BU3HA4YaBCs Y 3pa3Kax HirTiB uepes3 6 MiCAIIB IicIs 3aBepIlIeHHs Teparril.

BioTrpaHcdopmariis.

®nykoHa3om1 MeTabomi3yeThCs He3HaYHOIO Mipoio. [Ipy BBefieHHi 103U, MideHOl pagioaKTUBHUMHU
i3oronamy, nuiie 11 % GprnykoHa307y eKCKPEeTYeThCA 3 Cedelo y 3MiHeHoMY BUTTIAAl. OITyKoHa30:7 €
cenekTuBHUM iHri6iTopoM izodepmenTis CYP2C9 ta CYP3A4, a Takox iHribiTopoM i30depMeHTy
CYP2C19.

BuBemeHH4.

[Tepion HamiBBHMBemeHHS (IYKOHA30Iy 3 IJIa3MHU KPOBi cTaHOBUTE 67113bK0 30 roguH. binbira
YacTHHA [IpenapaTy BUBOOUTHCS HUPKamu, npudoMmy 80 % BBemeHOI 03U BUSIBISETHCS y CEUi B
He3MiHeHOMY cTaHi. KimipeHc (myKoHa30/1y IPONOPLiNHNY 0 KIipeHCy KpeaTuHiHy. LIUpKymo0dux
MeTaboJIiTiB He BUSBIIEHO.

TpuBanuii nepiof HamiBBUBEAEHH IIpelapaTy 3 IIJla3MU KPOBi Ja€ MOXKJIUBICTh pa30BOr0
3aCTOCYBaHHS IIpelapaTy [IpU BariHaJIbHOMY KaHOXOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaTy 1 pa3 Ha
TUXKEHb IPH iHIINX T0Ka3aHHSX.

HupKoBa HEOCTATHICTE.

Y maiiieHTiB 3 HUPKOBOIO HEJOCTATHICTIO TIKKOT0 CTyIeHs (IBUOKICTh KIIyO0UKOBOI dinbTparii
MeH1e 20 My/XB) nepion HamiBBuBemeHHs 36inmbiyeTbes 3 30 o 98 roguu. Tomy 11iXi KaTeropil
nalieHTiB HeoOXigHO 3MEHIIUTH 103y (QriykKoHa3omy. ®IyKoHa30J BUOANISETHCS IIITXOM I'eMofiiai3y,
Ta MEHIIOK MipOI0 - IIJISXOM iHTpallepuTOHeaIbHOro fgianidy. CeaHc reMofiani3y TpUBaiCTIO 3
TOOVHY 3HUXKYE PiBeHb GIIYKOHA301y V IIa3Mi KpoBi mpubau3so Ha 50 %.

[TamiedT TiTHLOTO BIKY.

3miHu (papMaKOKiHETUKY y Nalli€HTIiB JIITHLOTO BiKy 3aj1eXkKaTh Bif TapaMeTpiB PyHKLiA HUPOK.

KrniniuyHi xapaKTepHCTHKH.



Iloka3anus.
FocTpuit BariHanbHUYM KaHOUO03, KOJIU MiClieBa Tepallis He € OOLIIbHO.

Kangumo3uui 6anaHiT, KO MiClleBa Tepallis He € OOLiTbHO.

IIpomunoka3aHHs.

- T'inepuyTnuBicTh 70 GIyKOHA30JTy, iHIINX a30IbHUX CIIOIYK a00 00 OyOb-SKOI 3 OTIOMiXKHUX
PEYOBHH IIpenapary.

- OgHOYacHe 3aCcTOCyBaHHA (HIIyKOHA30/Iy Ta TeppeHaguHy Nali€eHTaM, IKi 3aCTOCOBYIOTh
bnykoHa3on 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3ybTaTaMu JOCHiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (QIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC00iB, II10 TOIOBKYIOThH iHTEpBa
QT ta meTtabomizyoTbcs 3a gonoMoroio ¢hepmenty CYP2A4 (Hanpukiap 1u3anpuay, acTeMi3ony,
niMO3ULy, XIHIAMHY Ta €ePUTPOMILIUHY).

B3aemodisn 3 iHwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

ITpomunoka3aHo cymicHe 3acmocyB8aHHA (GAyKOHA304Y MA HUXCYE3d3HAYEHUX AiKapCbKux 3acobis.

Iuzanpud. [ToBigoMJIAIOCS IIPO PO3BUTOK NMOGIYHUX peakiliit 3 60Ky ceplls, y TOMY YHUCIIi PO
[IapOKCHU3MaJIbHy IUIYHOUYKOBY TaxiKapfilo TUIY «IIipyeT» Yy Malli€HTiB, SKi 0GHOYACHO 3aCTOCOBYBaJIU
GbnykoHa3on Ta nu3anpun. KoHTponboBaHe OOCHIOXEHHS IPOgEeMOHCTPYBAJIO, [0 ONHOYaCHe
3actocyBaHHS 200 Mr driykoHa3omny 1 pa3 Ha o6y Ta 20 Mr nusanpuny 4 pa3u Ha 100y TPU3BOTUIIO
[0 3HAYHOI'0 MiABUIIIEHHS PiBHA LIU3alpuay y Ia3Mi KpoBi Ta 40 NogoBxKeHHS iHTepBany QT.
OnnouacHe 3aCTOCyBaHHS (GIyKOHA30Jly Ta OU3alpULy IPOTUIIOKa3aHe (IUB. PO3MiN
«ITpoTUTIOKa3aHHS»).

TepgpeHaduH. Yepes3 BUMIaAKKU PO3BUTKY TSIXKKUX CEPIEBUX apUTMiii, CHPUUYUHEHUX [TONOBXKEHHIM
intepBany QTc, y mamieHTiB, siKi 3aCTOCOBYBaIN a30/IbHI MPOTUTPUOKOBI TiKapCchKi 3ac00M OTHOYACHO
3 TepheHaguHOM, Oyu MPOBEeH] MOCTiIKeHHS B3a€MO/Iil IIUX IIperaparTiB. Y X0fi 0qHOTO
IOCTiAKEeHHS TIPU 3aCTOCyBaHHI ¢pnyKoHa3ony y no3i 200 Mr Ha o6y He Oys10 BUSIBIIEHO ITOOBXKEHHS
intepBany QTc. IH1Ie gocnmigXKeHHs IPH 3aCTOCyBaHHi (GIyKoHa3omy y go3ax 400 mr ta 800 Mr Ha
no6y MpoIeMOHCTPYBAJIO, 10 3aCTOCYBaHHS (IyKoHa301y y mo3ax 400 mMr Ha qo0y abo Bullle 3HaYHO
IMigBUIIY€E PiBeHb TepPeHaAuHy y MJ1a3Mi KPOBi TP OMHOYAaCHOMY 3aCTOCYBaHHI IIUX IIpenapariB.
CywmicHe 3acTocyBaHHS (HTyKoHa301y y go3ax 400 mMr a6o Buile 3 TepheHagUHOM IIPOTUIIOKa3aHe
(ouB. po3min «IIpoTunoka3saHHs»). [Ipu 3acTocyBaHHi QrykoHa3omy y mo3ax Hux4e 400 Mr Ha 100y
OJHOYACHO 3 TepheHaguHOM CIIi[l TPOBOOUTH PETEIbHUN MOHITOPHHT CTaHY Ialli€HTa.

Acmewmizon. CymicHe 3aCTOCyBaHHS (DIIyKOHA30J1y Ta aCTEMi30Jly MOXKe 3MEHIIUTHU KIIipeHC
acteMizony. Cupu4ynHeHe UM IiABUINIEHHS KOHI[EHTPaIlil acTeMi30/Ty y Ij1a3Mi KpoBi MoXe
IIPU3BECTH [0 ITOAoBKeHH iHnTepBany QT Ta y pigKicCHUX BUIIaiKaX - [0 TapOKCU3MalbHOI
IIJTyHOYKOBOI TaXikappil Tumy «mipyeT». OgHOYaCHe 3aCTOCYBaHHS (IyKOHA30Jly Ta aCTEMIi30Iy
[IPOTHUIIOKA3aHe.

ITimo3ud ma xiHiduH. CyMicHe 3acTOCyBaHHS (HITyKOHA30JIy Ta MiMo3uny abo XiHimuHy MoXKe



IPU3BOOUTH [I0 IPUTHIYEHHST MeTa0oi3My miMo3uay a0bo XiHiguHY, X0o4a BiIIIOBIgHUX [OCTiOXKEHb in
vitro Ta in vivo He mpoBom¥H. ITimBUIIIEHHS KOHIIEHTpalii miMo3umy a0o XiHiguHy y m1a3Mi KpoBi
MOXK€e CIPUYUHATYU ONOBXKeHHS iHTepBany QT Ta y pigKiCHUX BUNagKaX IPU3BOOUTH OO0 PO3BUTKY
ITapOKCHU3MaJIbHOI LITYHOYKOBOI Taxikaphil TUmy «mipyer». OgqHOYacHe 3aCTOCYBaHHS (DIIYKOHA30IIY
Ta MiMo3uny abo XiHifWHY ITPOTUIIOKA3aHe.

EpumpomiyuH. OmHOYaCHe 3aCTOCYBaHHSI ePUTPOMILIMHY Ta (QIIYyKOHA30JIy MOXKE IIPU3BOIUTH [0
MigBUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (mogoBxKeHHd iHTepBany QT, mapokcu3ManbHa
IIJTyHOYKOBA TaXikKappis TUIY «IipyeT») Ta, SIK HACMigoK, 4O PalToBOl CEPIIeBOl CMEePTi.
3acTocyBaHHsS KOMOiHaIlil ITMX JTiKapChKKUX 3aC00iB MPOTUIIOKA3aHe.

AmiodapoH. OpHOYacHe 3aCTOCYBaHHS (PIIyKOHA30JIy 3 aMiogapOHOM MOKe ITPU3BECTH [0
IPUTHIYeHHS MeTabo1i3aMy amiomapoHny. CriocTepiraBcst 3B’130K MiXK 3aCTOCYBaHHSIM aMiOflapoHY Ta
nomoBxeHHAM iHTepBany QT. OmHO4YacHe 3aCTOCYBaHHS (PIIYKOHA30Jy Ta aMioflapoHy
IIPOTUIIOKAa3aHe (OuB. Po3min «IIpoTUIOKa3aHHS»).

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 npurtiuenus CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIKX JIiIKApChKUX 3ac00iB MoXKe
IIPU3BOOUTH [0 MigBUILLIEHHS PU3UKY PO3BUTKY KapAiOTOKCUUYHOCTI (mogoBxKeHHs iHTepBany QT,
IapoKcu3MaJlibHa IITYHOYKOBa TaxiKapfis TUIy «IIipyeT») Ta, sSIK HaCJigoK, A0 PalToBOl CEpIeBOl
cmepTi. Crtig yHMKaTH 3aCcTOCyBaHHSA KOMOiHAIl IUX JTiKapchKUX 3acobiB.

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

Bnius iHwux sikapcvkux 3dcobis Ha GayKOHA301.

HocnimKeHHS B3aEMO/Iii TPOIEMOHCTPYBAJIH, III0 ITlepopajibHe 3aCTOCYBaHHS (IyKOHA30ITy
OJHOYACHO i3 BXKMBaHHIM 1Xi, IPUAOMOM IUMETHOUHY, aHTalUiB a00 MOAasIbIINM ONIPOMiHEHHSIM
yChOTO TiNla [y1sl Tepecafky KiCTKOBOI'O MO3KY He Ma€ KJIiHiYHO 3HAYyL[Oro BIJIUBY Ha abcopOitiio
bmykoHa3o01y.

PugamniyuH. OgHOYAaCHE 3aCTOCYBaHHS (IYKOHA30Iy Ta pudaMIiluHy NPU3BOAUIO 00 3HUXKEHHS
AUC =a 25 % Ta ckopoudyBaJio Iepion HamiBBUBeneHHs GiyKoHa3oiy Ha 20 %. Tomy njis marjieHTis,
SIKi 3aCTOCOBYIOTh pU(aMIIIKH, CIIifl PO3TIAHYTH HOLIIBHICTh MiABUIIEHHS 03U (PIyKOHA30IY.

I'idpoxaopomia3ud. Y mocnimxkeHHi papMaKoKiHEeTUYHOI B3a€MOIii omHOYacHe GaraTokpaTHe
3aCTOCYBaHHS TiIpOXI0pOTia3uay 300pPOBUM NOOPOBOIBIISAM, SIKi OTpHMYyBanu (HIyKoHA301,
IIiABHUINYBAJIO KOHIIEHTPAIliio pIyKoHa30 Ty y mia3Mi KpoBi Ha 40 %. Taki mapaMeTpu B3aeMofii He
BMMaraloTh 3MiH y peXuMi 103yBaHHS (IYKOHA30JTy [JIS MAIli€HTiB, SKi OQHOYACHO OTPUMYIOTh
CeyYorTiHHi 3aco0mH.

Bnaus ¢paykoHasoay Ha iHwi aikapcwvki 3acobu.

®nykoHa3051 € TOTyKHUM iHTiOiTopoM i3odepmenTy 2C9 uutoxpomy P450 (CYP) Ta moMipHUM
iuribiTopom CYP3A4. ®nykoHa3on € iHribitopom izodepmenty CYP2C19. Ha momaTox o
CIIOCTEPEeXKYBaHUX/IOKYMEHTAIbHO MiATBEPAXKEHUX B3a€EMOIii, 1[0 ONMCaHi HUXKYe, IPU
OJIHOYaCHOMY 3aCTOCYBaHHI 3 (PIIyKOHA30JI0M iCHYE PU3UK MiIBUIIEHHS y IJ1a3Mi KPOBi KOHIIeHTpaIlii
iHmux cronyx, mo MeTtabomisyotrbcsi CYP2C9, CYP2C19 ta CYP3A4. ToMy 3aCTOCOBYBaTH TakKi
KoMOiHallii mpemnaparis citig 3 00epexKHiCTIO; IPH I[bOMY He0OXiTHO PETeNIbHO CIIOCTEpIraTu 3a



CTaHOM martfieHTiB. [IpurniuyBambHa Aist GIyKoHA301y Ha hepMeHTH 30epiraeThcst mpoTsarom 4-5 mi6
Tic/Ist BOT0 3aCTOCYBaHHS Y 3B’SI3KY 3 HOT0 TPUBAJIUM I1EPIOOM HalliBBUBEEHHS.

Anvpermania. Tlig yac oqHOYACHOT'0 3aCTOCYBaHHS anbdeHTaHiny y mo3i 20 MKI/KT Ta GpryKoHa301y
y mo3i 400 Mr 3mopoBUM JOGPOBOJIBIIM CIIOCTEpiramocs: gBokpaTHe 30inbimenuss AUC,,, MOXKIHBO,
yepe3s inridysanus CYP3A4. Moxe 6yTu HeoOXigHMM KOPUTYBaHHS 003U albpeHTaHiny.

AmimpunmuniH, HopmpunmuaiH. ®JIyKOHA30JI IOCUJIIOE [il0 aMITPUNITUIIIHY Ta HOPTPUIITUIIIHY.
PekoMeHIy€eThCSI BUMIpIOBAaTH KOHIIEHTpallil 5-HOPTPUNITUIIHY Ta/a00 S-aMiTPUNITHIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Teparrii Ta yepe3 1 TuXOeHb. Y pa3i HeoOXigHOCTI CITif BiTKOPUTYBATH HO3Y
aMITPUIITUIiHY/HOPTPUIITUIIIHY .

AmpomepuuuH B. OgHOYacHe 3aCTOCyBaHHS (IIYKOHa301y Ta aMpoTepulinHy B indikoBaHUM MUIlIaM
i3 HOpMa/IbHUM iMyHITETOM Ta iH(}IKOBaHUM MUIIAM 3i 3HUKEHUM iIMyHITEeTOM Jaso Taki pe3yibTaTu:
HEBEJIUKUHN aguTUBHUM MTPOTUTPUOKOBUY epeKT npu cucteMHil indexuii C. albicans, BioCyTHICTB
B3a€EMOi] IpY BHYTPIIIHbOYEPenHil iHeknil Cryptococcus neoformans Ta aHTaroHi3M ABOX
IpernapariB Ipu cUCTeMHi iHeKIIii Aspergillus fumigatus. KniniuHe 3HaYeHHS pe3yibTaTiB,
OTPUMAaHUX Y X0l IKX AOCIiAXKEHb, HEBIOME.

AHmukoazyaaHmu. 9K i mpu 3aCTOCYBaHHI iHIIUX a30JIbHUAX MPOTUTPUOKOBUX 3ac00iB, Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHi (IyKOHa30Jly Ta BappaprHy IMOBIJOMIISIIOCS PO BUIIAKHA PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOl KPOBOTEUi, MIYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypil Ta MeJeHU) y
TIOEJHAHHI 3 TIONOBXKEHHSM POTPOoMOiHOBOTO Yacy. [Ipu ogHOYAaCHOMY 3aCTOCYBaHHI QIIYKOHA30/Iy
Ta BaphapuHy CIocTepiraaocst JBOKpaTHE MigBUIIEHHS MPOTPOMOiHOBOI0 Yacy, iMOBipHO, BHACIIIOK
npurHidyeHHs MeTaboniaMy Baphapuny yepe3 CYP2C9. Crig peTenbHO KOHTPOIOBATH
IPOTPoMOiIHOBHMI YacC y MAalli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYISIHTUA abo
inmaHenmioH. Moxe OyTH He0OXiIHOI0 KOPEKlisd 03U aHTUKOATyIsHTY.

BbeH3odiazeniHu kopomkoi 0ii, Hanpukaad midazoaam, mpuasoaam. IIpu3HadyeHHs GIyKOHA30ITy
iCJIsT TepOPaIbHOT0 3aCTOCYBAHHS Miga3ojamMy MPU3BOAKUIIO OO0 3HAYHOTO IMigBUIIEHHS KOHIIEHTpaIllil
Miga3ojiaMy Ta 0O MOCUIEHHS IICUXOMOTOPHUX edekTiB. OfHOYacCHe 3aCTOCYBaHHS (PIIyKOHA30Iy V
no3i 200 Mr Ta mMifgasonaMy y [o3i 7,5 Mr nmepopaibHO Ipu3Boauso ao nigsuineHHs AUC Ta mepiony
HaliBBUBeMeHHA V 3,7 Ta 2,2 pa3a BiAmoBigHo. 3acTocyBaHHs QrykoHa3omy y mo3i 200 mr/moby Ta
0,25 Mr TpuasojaMy nepopanbHO Npu3BoAuio Ao miapuineHHs AUC Ta nepiony HalliBBUBEIEHHS
Tpualonamy y 4,4 ta 2,3 pa3a BigmoBigHo. [Ipu ogHOYACHOMY 3aCTOCYBaHHi (GJTyKOHA30Iy Ta
TpHa30JlaMy CIIOCTepiraaocs MOTEHIIiI0BaHHS Ta IIPOJIOHTalis edheKTiB TpHa3oiaMy.

SK1I10 MalieHTy, IKUM MPOXOOUTh KyPC JiKyBaHHS (PIYKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3emiHaMu, 703y OCTAHHIX CJTiff 3MEHIITUTH Ta BCTAHOBUTH HaJIEXKHUM HATJIS[ 3a
CTAaHOM IIallieHTa.

Kapbama3zeniH. ®nykoHa3051 npurHiyye MmetabosiaM kapOaMa3eminy Ta CIPUYUHSE MigBULIIEHHS
piBHS KapOaMaseminy B cupoBaTili KpoBi Ha 30 %. IcHye pu3uK pPO3BUTKY IIPOSIBIB TOKCUYHOCTI 3 GOKY
kKap6aMaseniny. Moxke OyTu HeoOXiIHUM KOPUTYBaHHS 03U KapbaMaseniHy 3a7ekHO Bifl piBHS #0ro
KOHIIEHTPallil Ta Oil mpemapary.

baokamopu kaavuiesux kaHanie. [lesiKi aHTaroHICTH Kanblliio (Hibenourid, icpaguiid, aMIOOUIIiH Ta
denopumnin) MmetabonisyoThcs pepmernToM CYP3A4. ®nyKoHa30I1 MOTEHIIMHO MOXKe IiIBUIIyBaTH
CHCTEMHY eKCIO3HIIil0 OI0KaTOPiB Ka/lbIlieBUX KaHalliB. PEeKOMeHIOBaHUY PETEIbHUN MOHITOPUHT
IIIOI0 PO3BUTKY MOOIYHUX peaKITii.

Ilenekokcu6. [Tpu ogHOYACHOMY 3aCTOCYyBaHHi GiykoHazony (200 Mr Ha mo0y) Ta I11eJTeKOKCHOY



(200 mr) C,,, Ta AUC nenekokcu®y migBuiiyBasnucs Ha 68 % ta 134 % BigmosigHo. ITpu omHOYaCHOMY
3aCTOCyBaHHI 1leieKoKcuOy Ta QriykoHa30i1y Moxke OyTH HeOOXigHUM 3MeHIIeHHS 03U IeJIeKOKCHOY
BABiui.

Huxknaogpocpamio. OgHOYACHE 3aCTOCYBaHHA IUKI0o(Pochaminy Ta payKoHa30y IPU3BOAUTD OO
nigBUIIeHHS PiBHS OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, 3BaXKaloul Ha PU3UK MiIBUILIEHHS KOHIeHTpalil Oinipybiny Ta
KpeaTHHIHY B CUPOBATLi KPOBI.

®enmaHia. TToBimOMIISIIOCS IIPO OOWH JIETAIbHUY BUIAMOK iHTOKCHUKAIil peHTaHiIoM BHACIITOK
MOXKJIMBOI B3aeMofii peHTaHinmy Ta GprnykoHasomy. [0 TOTO XK y HOCIIIXKEHH] 3 y4acCTIO 3I0POBUX
noOpoBOIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (PJIYKOHA30JI 3HAYHO YIIOBiIbHIOBAB eJTiMiHalli0
benTaniny. [ligBuiieHHS KOHIIEHTPalil PeHTaHiTy MOXKe IPU3BECTU [0 IPUTHIYEHHS JUXaHHS, TOMY
CJIifl peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe 0yTH HeoOXiHO0 KOpeKIid 103U GeHTaHiy.

IH2i6imopu I'MI-KoA-pedykmasu. CymicHe 3acTocyBaHHS (rryKoHa3o0my Ta iHribiTopis 'MI-KoA-
penykTasH, 1mo Metabonizyiotbcs CYP3A4 (aTopBacTaTHH Ta CUMBacTaTHH), abo iHribiTopis M-
KoA-penykra3sy, mo Mmetabomnizyiotbcsas CYP2C9 (drmyBacTaTiH), MiABUIY€E PU3UK PO3BUTKY MiomaTil
ta pabmomiosnisy. Y pa3i HeoOXiIHOCTI OMHOYACHOTO 3aCTOCYBaHHS LIMX IIpENapaTiB Cllif peTeabHO
CIOCTepiraTu 3a MalieHTOM II0JJ0 BUHUKHEHHS CUMIITOMIB MiomaTii Ta pabmomionidy i mpoBoguTu
MOHITOPHHT PiBHSA KpeaTHHKIHA3M. Y pa3i 3HAYHOTO MABUINEHHS PiBHA KpeaTHHKIa3H, a TaKOXK IIPU
miarHocTyBaHHi abo migo3pi Ha MiomaTiio/pabmomiosti3 3acTocyBaHHs iHribiTopiB 'MI-K0oA-penykTasu
CITii TPUTTUHUTH.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaimMyc, CUPOAIMYC I MAKPOAIMYC).

HukaocnopuH. ®1yKOHA30J1 3HAYHO IifgBUIye KoHIeHTpaLito Ta AUC nuknocnopuny. [1pu
OJHOYaCHOMY 3aCTOCYyBaHHi ¢iyKoHa3omy y no3i 200 Mr/goly Ta IIMKIIOCIIOPUHY Y H03i

2,7 mr/kr/mo6y cnoctepiranocs 30inpmenas AUC nuknocnopuny y 1,8 pasa. Li mpemnapatu MoxkHa
3aCTOCOBYBaTH OJHOYACHO 3a YMOBU 3MEHIIEHHS NO3U LUKJIOCIOPUHY 3aJIe3KHO Biff 10T0
KOHIIEHTpAIlil.

Esepoaimyc. Xo4a OOCHiXKEHB in Vitro Ta in vivo He TPOBOAMIY, BimoMo, 110 (hIyKOHA30]l MOXKe
MiABUIIYBATU KOHLIEHTPALIiI0 eBepOIiMyCYy B CUPOBATL KPOBi yepe3 npurdivenss CYP3A4.

Cuposimyc: GIyKoHA30J MigBUIIY€E KOHIIEHTPAlli0 CUPOJIIMYCY y IIJ1a3Mi KPOBi, iMOBIipHO, IIIISIXOM
IPUTHIYeHHS MeTaboni3aMy cuponimycy pepmentom CYP3A4 Tta P-rmikonpoTeinom. Lli npenapatu
MOXHa 3aCTOCOBYBaTH OOHOYACHO 3@ YMOBU KOPUTYBAHHS NO3U CUPOJIIMYCY 3a71eKHO Bif PiBHA
KOHIIeHTpallil Ta eeKTiB Ipemnapary.

Takpoaimyc. ®nyKoHA30J1 MOXKe IMigBUIyBaTH KOHIIEHTPAIlil TAKPOJIIMyCy B CHPOBATIIi KPOBi 0

5 pasiB 1pu #oro nepopajbHOMY 3aCTOCYBaHHi Yepe3 NMPUTHIUeHHS MeTabo0Ii3My TaKpomiMycy
depmernTtoMm CYP3A4 y kumieyHuky. [Ipy BHYTPIlIHEOBEHHOMY 3aCTOCYyBaHHI TaKpOIIMyCy He
CIIOCTEpIranocs 3HaYHUX 3MiH papMakKoKiHeTUKH. [TifBullleHi piBHI TaKPOJIiMyCy acoIil0l0ThCA i3
He(POTOKCUYHICTIO. [103y TAaKpOIiMyCy Ol IEPOpaJbHOr0 3aCTOCYBaHHS CIIif 3HUKYBaTH 3aJIeXKHO
BiJl KOHIIEHTpAIlil TAKPOJIIMyCy.

JIozapman. ®nykoHa30J IpuUrHiyye Metabos1i3M J103apTaHy [0 HOro akTuBHOTr0 MeTabority (E-31 74),
1110 3yMOBJIIOE GiIbIIly YaCTUHY aHTAroOHi3My [0 pelLenTopiB aHrioTeH3uny Il mim yac 3acTocyBaHHSA
J03apTaHy. PeKOMeH0BaHO 3[iMICHIOBATH IIOCTIMHUI MOHITOPUHT apTepiabHOTO TUCKY Yy Malli€HTiB.

MemadoH. ®yKOHa30/1 MOXKe MMiABUIIYBaTHA KOHI[EHTPAIlil0 METAaJOHY y CUPOBATI KpoBi. [Ipu



OJHOYACHOMY 3aCTOCYBaHHiI MeTafoHy Ta (GIYKOHA30/Iy MoXke OyTH HeoOXimHUM KOPUTYBaHHS 03U
METaIOHY.

HecmepoioHi npomu3anaavHi npenapamu (HIT3I1). [Ipu ogHOYaCHOMY 3aCTOCYBaHHI 3
bnykonazonoMm C,,, Ta AUC dnypbinpodeny miguiryBanucs Ha 23 % Ta 81 % BigmoBigHO MOPIBHIHO
3 BiAiTIOBigHMMH MTOKa3HKWKaMU IIPHU 3aCTOCYBaHHi TimbKu QuypbinpodeHy. AHaIOTiYHO IPU
OJHOYAaCHOMY 3aCTOCYyBaHHi (IyKoHa301y 3 paneMiyauM id0ynpodenom (400 mr) C,,, Ta AUC
(dhapMaKoJIOTiYHO aKTUBHOT0 i30Mepy S-( )-ibynpodeny migBuiiryBanucs Ha 15 % Ta 82 % BifgmoBigHO
IIOPiBHSHO 3 TAKMMHU IMOKAa3HWKaMU IIPU 3aCTOCYBaHHI TiJIbKM palleMidHoro i0ynpodeny.

Xoya creliaabHUX JOCTiAKEeHb He IPOBOAUIIH, (hIYKOHA30J1 MOXKe IMiJBUIyBaTH CUCTEMHY
ekcro3utito inmux HII3II, mo metabonizyiotbecss CYP2C9 (Hanpukiag HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, OuKiodeHaKky). PeKoMeHO0BaHO MEPiOJUYHO 3[iiCHIOBATH MOHITOPUHT MOOIYHUX
peaxtiiil Ta TOKCUYHUX IPOsBiB, 0B a3aHux i3 HII3I1. Moxe 3HagobuTtuca Kkopurysanusa go3u HIT3IL.

®enimoiH. diyKoHa307 npurHiyye MetaboniaM eHiToiny y mediniyi. OgHodacHe OaraTopasose
3actocyBaHHS 200 M driykoHa30my Ta 250 Mr ¢GeHiTOIHY BHYTPIIIHHOBEHHO NIPU3BOAUTE 0
nigsuuierHs AUC,, deniToiny Ha 75 % Ta C,,Ha 128 %. [Ipu ogHOYacHOMY 3aCTOCYBaHHI LIUX
JIiKapChKUX 3aco0iB CIIifl MPOBOOUTH MOHITOPUHT KOHIIEHTpalii GeHiTOIHY y CHpOBaTLli KPOBi Oy
YHUKHEHHS PO3BUTKY TOKCHYHOI [l HeHiToIHy.

ITpedHizoH. [ToBimOMIISATIOCS TIPO BUIIQMOK, KOJIM y TallieHTa IIicjId TpaHCIJIaHTallil Me4iHKY Ha Tl
3aCTOCYBaHHS IIPeAHi30Hy PO3BUHYIACS TOCTPa HEHOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BMHUKIIA ITiC/ISI MPUIMHEHHS TPUMICSIYHOT0 Kypcy Tepatil hbiykoHa30m10M. [IpunuHeHHS
3aCTOCYBaHHS (PIyKOHA30JTy, iMOBIPHO, CIPUYMHUIIO MocuneHHsT akTUBHOCTI CYP3A4, mo npu3sseno
[0 IpUCKOpeHHs MeTabomi3My npegHi3ony. Cuifl peTenbHO CTEXUTH 3a NalliEeHTaMH, SIKi IPOTIToM
TPUBAJIOTO YaCy OOHOYACHO 3aCTOCOBYIOTh (DJIYKOHA30J1 Ta MPEOHI30H 3 METOI0 IOoIepekKeHHs
PO3BUTKY HEIOCTATHOCTI KOPY HaJHUPKOBUX 3aI03 IiC/IsI MPUIIMHEHHS 3aCTOCYBaHHS (DIIYKOHA307Y.

PugpabymuH. ®nyKoHa3011 MiABUINYE KOHIIEHTPALi0 prudabyTHHY B CHPOBATII KPOBi, 110 TPU3BOOUTH
no 36inbmenHs AUC pudabytuny mo 80 %. [Ipu ogHOYacHOMY 3aCTOCYyBaHHI (PIIyKOHA30JTy Ta
pudabyTuHy MOBIMOMIISINIOCS TIPO BUIIAAKK PO3BUTKY yBeiTy. IIpu 3acTocyBaHHI Takoi KoMOiHaIlii
nmikapchbKuX 3aco0iB cimim OpaTé OO yBaru CUMIITOMU TOKCUYHOI il

pudabyTtuny. Caksinagip. ®nykonason nigsuirye AUC Ta C,,, cakBiHaBipy npubnusHo Ha 50 % Ta
55 % BiAmOBigHO Yepe3 MpHUTHiYeHHS MeTaboi3aMy cakBiHaBipy y neuinili ¢pepmentom CYP3A4 Ta
yepe3s inridyBanus P-ruikonpoTeiny. B3aemonisi Mixk (ykoHa3070M Ta caKBiHaBipOM/pUTOHABIpOM
He JOCIiIKYBaIUCS, TOMY BOHU MOXKYTh OyTu OinbIll BUpaxKeHUMU. Moxke OyTH HEOOXiqHUM
KOPUT'YBaHHS 03U CakKBiHaBIpy.

IToxioHi cyavpoHincewosuHu. [Ipu ogHOYACHOMY 3aCTOCYBaHHI (hIyKOHA30JI IPOJIOHTYE MEePiof
HalliBBUBEJIEHHS TTePOpabHUX IOXIAHUX CYIbGOHIIICEeYOBUHY (XJIOpIpomaMiny, ImibeHKIaMiny,
riimi3upy Ta TonbyTaMify) IpH IX 3aCTOCYyBaHHI 3MOPOBUM HOOPOBOIBLSAM. PeKOMEHIY€ETHCS
IIPOBOOUTH YaCTUX KOHTPOJIIb I[yKPY B KPOBIi Ta BiAMOBIIHMM YMHOM 3HMXKYBaTH A03Y IMOXiTHUX
Cynb(pOHINICEYOBUHYU ITPU OOHOYACHOMY 3aCTOCYyBaHHi 3 (OTyKOHA30JI0M.

TeoginiH. Y gocnigKeHHi B3aeMOIil IpeapaTiB 3acToCyBaHHSA (PriyKoHa301y 1o 200 Mr mpoTsArom
14 gHiB Mpu3BeNo 00 3HUKEHHS CEPEeIHbOT0 KTipeHcy Teodininy y nna3mi kposi Ha 18 %. 3a
nalieHTaMH, SKi 3aCTOCOBYIOTH T€0GiIiH ¥ BUCOKUX M03ax a00 SKi MalOTh MiABUILEHUN PU3UK
PO3BUTKY TOKCUYHHUX IIPOSIBIB TeO(DiNiHY 3 IHIIWX IPUYXH, CJIil BCTAHOBUTHU HATJIAM IIOA0 BUSBIEHHS
03HaK PO3BUTKY TOKCUYHOI fil Teodininy. Tepamito cif 3MiHUTH IIPH OSIBi 03HAK TOKCHYHOCTI.

Askanoiou bapeiHky. Xoda BifiTIOBigHUX HOCTioKeHb He MTPOBOOUIH, GIyKOHa30711, iMOBIpHO Yepe3



inribyBanHs CYP3A4, MoXe COPUYMHSTH MigBUIIEHHS KOHIIEHTPAIlil ajKasoifiB 0apBiHKY y m1a3Mi
KPOBi (HampuKIIaf BIHKPUCTUHY Ta BiHOJIACTUHY), 110 IPU3BOAUTD 10 PO3BUTKY HEMPOTOKCUYHUX
e(eKTiB.

Bimamin A. TToBigoMmgocs, 110 Y MalliEHTa, SKAM OMHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHCJOTY (KuCoTHa ¢opMa BiTaminy A) Ta GIyKoHA307, criocTepiranucs mobiuni peaxiiii 3 60Ky
1eHTpanbHol HepBoBo1 cucteMu (LITHC) y ¢opmi nceBAOTYMOPY rOJI0OBHOTO MO3KY; JaHUU e(eKT 3HUK
micns BigMiHu QrnykoHa3omy. Li mikapceki 3aco6u MOXKHa 3aCTOCOBYBATH OJHOYACHO, ajie CIIif
naMm’siTaTy PO PU3UK BUHUKHEHHS Mo0igHuX peakiii 3 6oky ITHC.

BopukoHa3o (iHeibimop CYP2C9, CYP2C19 ta CYP3A4). OgHo4YacHe 3aCTOCYBaHHS BOPUKOHA30IY
nepopanbHo (mo 400 Mr KoxHi 12 rogus npotarom 1 gus, nmotiM 1mo 200 Mr KoxHi 12 rogun
IpOTATOM 2,5 OHS) Ta GpayKoHa3osy nepopanbio (400 Mr y nepinui gens, noTiM mo 200 Mr KoxkHi
24 ropuHY MPOTAToM 4 [HiB) 8 3MOPOBUM HOOPOBOJIBILISIM YOJIOBIYO0I CTATi MPHU3BEJIO [0 MigBUIIEHHS
C,..x Ta AUC BopuKOHa30my B cepegaboMy 10 57 % (90 % HOI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %,
128 %) BigmoBimHO. HeBigomo, U Tpu3BOAUTD 3HUKEHHS M03U Ta/ab0 4aCTOTH 3aCTOCYBaHHS
BOPUKOHA30/1y ab0 GIyKoHa30/Ty O0 YCYHEeHHs Takoro edekTy. ITpu 3acTOCyBaHHI BOPHKOHA30TY
micys GpIyKOHA30JTy CITif IPOBOAUTY CIIOCTEPEXKEHHS M0N0 PO3BUTKY MOGIYHUX e(eKTiB,
acoIlii0BaHUX i3 BOPUKOHA30JIOM.

3udosyouH. ®mykoHa3on mipsumye C,.. Ta AUC 3unoBynuny Ha 84 % Ta 74 % BifNmoOBi#HO, IO
3YMOBJIEHO 3HUXKEHHSIM KIIipEHCY 3UI0BYIUHY MPUOIU3HO Ha 45 % mpu #oro nepopaibHOMY
3actocyBaHHi. [lepion HaniBBUBeneHHS 3UOBYAUHY OYB TaK0X IOHNOBXKeHUM npubnusno Ha 128 %
micys 3acTocyBaHHS KoMOiHalil (GyKOHa30Iy Ta 3UJOBYOUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
TakKy KoMm0iHalliio TikapchbKux 3aco0iB, CJIifi cIiocTepiraTy I0A0 PO3BUTKY IOOIYHUX peakKiliii,
II0B’sI3aHUX 13 3aCTOCYBaHHAM 3UI0BYAUHY. MOXKHA PO3IIIAHYTH OOLILHICTS 3HUXKEHHS [O3U
3UOBYIUHY.

A3umpomiyuH. Y X0fi 0OCHiAXKEeHb OLIIHIOBA/IM BIIJIUB a3UTPOMILIMHY Ta (PIIyKOHA30/1y Ha
(bapMaKOKiHETUKY OOUH OJHOTO IIPH 1X OMHOYACHOMY IIepopaibHOMY pa30BOMY 3aCTOCYBaHHI ¥ f03ax
1200 mr ta 800 mr BigmoBigHO. 2KOogHUX 3HaUyLIMX (hapMaKOKiHETUYHUX B3a€EMOIiY BUSIBJIEHO He
oyno.

ITepopanvHi koHmpauenmusu. IIpu 3acTocyBaHHI QpIyKoHa30/y y f03i 50 Mr BIJIMBY Ha PiBEHb
TOpMOHiB He 0yJ10, TOMi SIK ITPU 3aCTOCYBaHHi pykoHa3omy y mo3i 200 Mr Ha go0y crocTepiranocs
36inbinenHss AUC etuHinectpapiony Ha 40 % Ta meBoHOprectpeny - Ha 24 %. Lle cBiguuTh IIpo Te, 1110
OaraTopa30Be 3aCTOCYBaHHS (DIIyKOHA30/1y Yy 3a3HaUEeHUX 003aX HaBPS UM MOXKe BIJIMBATH Ha
eekTUBHICTH KOMOIHOBAHOTO ITIEPOPAIbHOT0 KOHTPAIENITHRA.

Isaxkagpmop. CynyTHE 3aCTOCYBaHHS 3 iBaKadTOPOM, MifCUIIOBaYe€M MYKOBICIIUIO3HOTO
TPaHCMEeMOPaHHOTO PETYJISITOPa IPOBIHOCTI, MiABUILyE eKCII03uIlii0 iBakadToOpy B 3 pa3y, a
rinpokcumetuniBakadtopy (M1) - B 1,9 pa3za. [Ing namieHTis, SKi 0IHOYACHO 3aCTOCOBYIOTh TOMipHi
inribiTopu CYP3A, Taki gk prykoHa30 i epUTPOMILIMH, PEKOMEHYETHCS 3HUKEHHS N03U iBakahTOpy
no 150 mr 1 pa3 Ha fmo0y.

Oco06.1ue8ocmi 3acmocyeaHHsi.

LHepmamocgimia. BignmoBigHO 00 pe3ysbTaTiB HOCHIIXEHHS (HIYKOHA30JIy AJIS JTiKyBaHHS OepMaTodiTil
y mitel, QpIyKOHaA30/1 He MepeBUlye rpu3eodyibBiH 3a e(PeKTHUBHICTIO i 3arajJbHUM ITOKa3HUK
epekTuBHOCTI cTaHOBUTH MeHIIe 20 %. ToMy (GIyKOHa30J1 He CJIif 3aCTOCOBYBaTHU IJId JIiKyBaHHS



nepMaTodiTii.

Kpunmoxkoko3s. [loka3iB eheKTUBHOCTI (HIIyKOHA30Iy AJId JIIKyBaHHS KPUIITOKOKO3Y IHIIUX
JI0Kai3alii (HaupuKiaf JiereHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y ILIKipK) HeJOCTaTHbO, TOMY
PEeKOMeHalii 00 JO030BOI0 PEXUMY 11 JIIKYBaHHS TaKUX 3aXBOPIOBAHb HEMAE.

I'nuboki eHOemiuHi miko3u. [Tloka3iB edeKTUBHOCTI (DITyKOHA30/Iy AT JTiKyBaHHS iHIIUX Hopm
eHIeMiYHUX MiK03iB, TaKUX K [TapaKOKIMAi0IA0MiKO03, TiCTOIIa3M03 Ta MIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEOOCTaTHHO, TOMY PEKOMEHAIlIX 1I0A0 JO30BOr0 PeXUMY AJIS JIIKYBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Kanouodos.
HocnigxkeHHS noKa3any 30ibIIeHHS MOMWUPeHO0CTi indekil inmmmu Bugamu Candida, Kpim

C. albicans. Candida 4acTo CTi#iKi 3a cBo€to nmpupopoo (Hanpuknag, C. krusei Ta C. auris) a6o
BUSBIISE 3HUKEHY CIPUUHATIUBICTE 0 dnykoHasony (C. glabrata). Ons Takux iHbeKUid MoXKe
3HAMOOUTUCS albTePHATUBHA MPOTUTPUOKOBa Tepatmis. ToMy nmikapsM, SKi Ipu3Ha4aiTh
(bIyKOHa30J1, pPeKOMEHYEThHCS OpaTH [0 YBaru MOMIMPEHICTh PE3UCTEHTHOCTI A0 Pi3HUX

BuniB Candida no ¢pryKoHa30:7y.

Hupxkosa cucmema. I1anienTam i3 mopyueHHIM (QYHKIIM HUPOK IIpenapar Clif 3aCTOCOBYBaTH 3
o0epexHicTiO (muB. po3ain «Crocib 3aCcTOCyBaHHS Ta [TO3U»).

Hedocmamuicmb HaOHUpPKoBux 3a103. KeTOKOHA301I, SIK BifOMO, CIIPUYHUHSE HEOOCTATHICTh
HaJHAPKOBUX 3aJI03, i 1le TAaKOXK MOXKe CTOCyBaTHCS (IYKOHA30Jly, X04a CIIOCTEPIraeThCs PiAKo.
HepocTtaTHiCTh HAOHUPKOBUX 3aJI03, IOB'g3aHa 3 OMHOYACHUM JIiIKyBaHHSM, OIIMCaHa B PO3Mii
«BrnuB ¢rykoHa3oy Ha iHII JTiKapchKi 3aco0u».

I'enamobiaiapHa cucmema. TlanieHTam i3 mopyueHHIM GYHKIIIM Me4iHKK mTpenapar Cilif
3aCTOCOBYBaTH 3 00epexkHicTI0. 3acTOCyBaHHS (HIYKOHA30JIy acOllil0BaoCs 3 BUHUKHEHHSIM
PiOKICHUX BUIIafKiB PO3BUTKY TSXKKOI rellaTOTOKCAYHOCTI, BK/II0Yal04y JieTajlbHi HAaCligKu, TOJIOBHUM
YWHOM Y TAL[iE€HTIB i3 TAXKKUMUA OCHOBHUMU 3aXBOPIOBAaHHAMU. Y BUIIaKaX, KOJIU PO3BUTOK
relraTOTOKCUYHOCTI acollifoBaBCs i3 3acToCyBaHHAM (IIyKOHAa30:1y, He OyJo Bif3HAUEHO 11 IBHOI
3aJ1eKHOCTI Biff 3aranbHOI J00O0BOI 4O3Y IIpemnapaTty, TPUBAJIOCTI Teparii, cTaTi abo BiKy mallieHTa.
3a3Bu4all TeNaTOTOKCUYHICTh, CIpu4YMHeHa (GrryKoHa30710M, 000POTHA, a ii MPOSIBY 3HUKAIOTH MiCIIs
IpPUNMHEHHS Tepartil.

3a malfieHTaMH, V SKUX IIPU 3aCTOCYBaHHi (DIIyKOHA30/1y CIIOCTEPIraloThCS BiTXUIEHHS pe3ybTaTiB
GYHKIIOHATBHUX P00 MEeYiHKY, CITil BCTAHOBUTYU PETENIbHUM HATJISA[ 040 PO3BUTKY OiNIbII TSIKKOTO
ypaXKeHHS IIeYiHKU.

[TamieHnTiB i npoiH@OpPMyBaTH PO CUMIITOMH, 1[0 MOXKYTh CBiIYUTH IIPO CEPHO3HUM BIIJIUB Ha
NeviHKy (BUpaXkeHa acTeHis, aHOPeKCis, MOoCTiliHa HyoTa, 6/1I0BaHHS Ta KOBTSHHUILISL). Y TaKOMY
BUMAOKY 3aCTOCYyBaHHA (IYKOHA30J1y CJIifi HeTalHO IPUNUHUTY Ta IPOKOHCY/IbTYBATUCS 3 JIiIKapeM.

Cepuego-cyouHHa cucmema. [lesiki a307u, y TOMY 4HCJIi i (JTyKOHa3071, aCOILII0THCS i3
nonoBxeHHAM iHTepBany QT Ha enekTpokappiorpami. [ToBigoMisamocsa Ipo AyKe PiAKiCHI BUTagKu
momoBxkeHH inTepBany QT Ta mapoKCcHU3MasbHOI ITYHOYKOBOI TaxXikKapil TUIY «IipyeT» MpH
3aCTOCYyBaHHI mmpemnapaTy. Taki IOBigOMJIEHHSI CTOCYBa/IMCS MAIlEHTIB i3 TAXKKUMHU 3aXBOPIOBaHHAMU
P IoefHaHHI 6araTbox (GaKTOPiB PU3UKY, TAKUMHU SK CTPYKTYPHI 3aXBOPIOBAHHS CEPIId,
TIOPYIIeHHS eJIeKTPOJIiTHOro 06MiHY Ta OfHOYACHE 3aCTOCYBaHHS iHIINX JiKapChKUX 3aco0iB, 110
BIIMBAIOTH Ha iHTepBan QT.



®nykoHa3051 ctifg 3 00epexkHiCTI0 3aCTOCOBYBATH IalliEHTaM i3 pU3UKOM PO3BUTKY apUTMIH.
OpHOYacHe 3aCTOCYBaHHS Pa3oM 3 JIiKapChKUMU 3acobaMu, 110 IPOJIOHTYIOTE iHTepBan QTc Ta
MeTabommi3yoThes 3a gormomoroi hepmenty CYP3A4 nutoxpomy P450, mpoTumoka3aHe.

I'anopaumpun. l'anodantpus € cydctpatom pepmenty CYP3A4 i mpononrye inTepsan QTc mpu
3aCTOCyBaHHI y pEKOMEHIOBaHUX TepaleBTUYHUX fo3ax. OmHOYaCHe 3aCTOCYBaHHS rajioaHTPUHY Ta
(bIyKOHA301ly HE PEKOMEHIYEThCS.

Llepmamooziuni peakuii. TIoBimoMIIsIIN IPO peakxilito JTiKapCchKux 3aco0iB 3 eo3uHODinieo Ta
cuctemMEnMu cuMmntomaMu (DRESS-cunapowm). I1ig yac 3acTocyBaHHS (pIyKOHA30Jy PiiKO
MIOBITOMIISITIOCST TTPO PO3BUTOK TaKUX €KC(HOJiaTUBHUX IIKIPHUX peaklii, sk cuHapoM CTiBeHCa-
IK0HCOHA Ta TOKCUYHUY emimepManbHuit HeKpomi3. ITamienTty 3i CHITom Ginbir CXuIbHI 10
PO3BUTKY TAKKUX IIKIpHUX peaklliii Ipy 3aCTOCyBaHHI OaraThox JiKapChKuX 3aco0iB. AKIIO0 y
malieHTa 3 IOBEPXHEBO IPUOKOBOI0 iH(EKITIEI0 3 IBISIOTHCS BUCUIIAHHS, 110 MOXKHA OB’ I3aTH i3
3aCTOCYBaHHSM (IIYKOHA30J11y, II0fabllle 3aCTOCYBaHHS IpenapaTy CIIif NIPUIUHUATH. AKII0 y
malfieHTa 3 iHBa3MBHOI/CUCTEMHOI0 TPUOKOBOI0 iH(EKIIi€I0 3 IBASIOTHCSI BUCUIIAHHS Ha INKipi, 3a
J10T0 CTAHOM ITOTPIOHO PEeTEeNbHO CIIOCTEPIraTH, a y BUMAIKy PO3BUTKY OyIbO3HUX BUCHIIaHb ab0
MYJIbTU(OPMHOI ePUTEMU 3aCTOCYBaHHS (IYKOHA30Iy CHifl MIPUIUHUTH.

I'inepuymausicmby. Y pigKiCHUX BUNIaAKax IOBIIOMIISAIOCS IPO PO3BUTOK aHa(iIaKTUYHUX PeakKlii.

ITumoxpom P450. ®nykoHa30 € IOTYKHUM iHTibiTopoM dhepmenTy CYP2C9 Ta moMipHUM
inribitopom pepmenty CYP3A4. Takoxk ¢rnykoHa3on € inribitopom pepmernty CYP2C19. Crin
CIIOCTEpIiraTy 3a CTAHOM IIAIli€HTIB, SKi OIHOYACHO 3aCTOCOBYIOTH (PIIYKOHA30JI Ta IpernapaTH 3
BY3bKHMM TePaleBTUYHUM BiKHOM, 1110 MeTabomi3yioThes 3 yuactio CYP2C9, CYP2C19 Ta CYP3A4.

TepernaduH. Crnin peTenbHO CIOCTePIiraTy 3a CTaHOM IallieHTa [IPpX 0OJHOYACHOMY 3aCTOCYBaHHI
TepbeHanuHy Ta GryKoHa30my y go3i meHure 400 Mr Ha [00y.

IlonomiocHi pevoguHu. ITpenapat MiCTUTh MakTo3y. [lallieHTaM 3 PiAKiICHUMU CHafgKOBUMU
3aXBOPIOBaAHHSIMM, TAKMMU SIK HEIIEPEHOCHUMICTh TajlaKTO3U, HeOCTaTHICTh jTaKTa3u Jlamma Ta
MaJibabcopOilis TII0K03U-TajIlakTo3H, He CJIifl 3aCTOCOBYBATH I1leH Ipermapar.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
2KiHKu penpodyKkmusHo20 8IiKY
[Tepen moyaTKOM NIiKyBaHHS MAIi€HTKY Cif IpoiHGOPMyBaTU NP0 NOTEHUIINHNAY PU3UK AJIS MJI0JA.

[Ticns 3acTocyBaHHS OOHOPA30BOl AO3U CJIii BATPUMATHU N1ePiof] BUBeeHHS (IyKOHA301y, IKUU
CTAHOBUTH MpubIU3HO 1 TUXKAEHb (110 BiAmoBigae 5-6 mepiogam HamiBBUBENEHHS), 10 HACTAaHHS
BariTHOCTI (muB. po3min «PapMaKOKiHETUKA»).

[Ipu TpuBanux Kypcax JiKyBaHHS XKIHKaM PENPOLYKTUBHOIO BiKY CJIifi PO3TJISHYTU MOXKJIUBICTh
3aCTOCYBaHHSI KOHTpAIEMNIIil IPOTATOM yChOTO IePiofly MiKyBaHHS Ta IPOTATOM 1 THXKHS MiCHA
IPUHOMY OCTaHHbBOI I03H.

BazimHicmb

O6cepBalliliHi moCIigKeHHS CBiTYaTh PO MigBUINEHUN PU3UK CIIOHTAHHOTO abopTy y XKiHOK, SKi
oTpuMyBau GIyKOHA30JI IPOTSITOM IIEPIIOro Ta/abo APyroro TPUMECTPY, IMOPIBHIHO 3 XKiHKaMH, SKi



He TIpUiMaii GIyKoHa307 abo OTPUMYBaK MiCIIeBi a307Td Y TOM CaMui 1mepiof.

ani, oTprMaHi mif yac 3acToCyBaHHSA (PIIyKOHA30/1y y 0031 < 150 Mr KibKOM THCSYaM BariTHUX
JKIHOK IIPOTATroM | TprMecCTpy BariTHOCTI, He CBIIYUTh IIPO 30ibIIeHHS 3arajJlbHOr0 PU3UKY PO3BUTKY
BaJ, PO3BUTKY Y IUIOfA.

B ogHOMYy BenukoMy o0cepBalliiHOMY KOTOPTHOMY JOCHiI2KEHHI 3aCTOCYyBaHHS IEPOPaIbHOTO
bnykonasony y | TpumecTpi acolitoBaBCcs 3 HEBEIUKUM MigBUIIEHUM PU3UKOM PO3BUTKY BaJ ONOPHO-
PYXOBOTO arapary, 1o Bifmosigae npubnu3Ho 1 nogatkoBoMy Bumaaky Ha 1000 XiHOK, sKi
OTPUMYBAJIX CyKYIIHY TepalneBTUUHY H03y <450 Mr OPiBHSAHO 3 XKiHKaM¥, sKi OTPUMYBaJIu MiCleBi
asonw, i mpubau3Ho [0 4 gomaTKoBuX Bumagku Ha 1000 XiHOK, SKi OTPUMYBaIM CYKyIIHY
TepalneBTUYHY 703y noHaf 450 mr. BigHocHu# pu3uk craHoBuB 1,29 (95 % I Big 1,05 mo 1,58)

npu npuriomi 150 Mr nepopansHOro ¢pykoHasony Ta 1,98 (95 % [OI Big 1,23 mo 3,17) mns no3 moHan
450 Mr HIyKOHA301y.

HasiBHi emimeMionoriyni mocmigKeHHS 1010 PO3BUTKY Baj CEePIls IPU 3aCTOCYBaHHI (GIyKOHA30Iy Y
TIepiof BariTHOCTI Jai0Th cymepednnBi pe3ynbraTu. OgHAK MeTaaHasi3 5 o0cepBaliitHUX NOCITiAKEHb,
IIPOBEJIEHUX 3a y4aCTIO KiTbKOX THCSY BaTriTHUX XKiHOK, SKi OTpUMYyBaIu (PIyKOHA30/ IPOTATOM
IIEePILOr0 TPUMECTPY, BUSBUB MiABUIIIEHHS PU3UKY PO3BUTKY Baf ceplid y 1,8-2 pa3u nmopiBHAHO 3
TUM, KOJIX (DJTyKOHA30J1 HE 3aCTOCOBYBaIu Ta/abo BUKOPHUCTOBYBAJIX a30JIU AJIST MiCLIEBOTO
3aCTOCYBaHHS.

Y noBigOMJIEHHSX PO BUIIAAKY ONKCAHO BPOAKEH] Bafi PO3BUTKY Y HEMOBJIAT, MaTepi SKUX
oTpuMyBanu BucoKi mo3u (Big 400 mo 800 Mr/mo0y) dbiayKoHaA301y Y Iepiof BariTHOCTI MPOTSroM 3
MicsiiB abo Oinbie mpu JTiKyBaHHI KOKIMAioinoMiko3y. Cepeqn BpOIXKeHUX Bafl, sIKi CriocTepiramucs y
IIUX OiTew, - Opaxinedarnis, mUCIIa3is BYIIHUX PAKOBUH, HagMipHe 30ibIlIeHHS TIePEeTHbBOTO
TiM’sTYKa, BUKPUBIIEHHS CTETHOBOI KiCTKHM Ta TPOMEHEBO-IIJIEYOBUN CUHOCTO3. [IpHYMHHO-
HACJIiIKOBUM 3B’430K MiXK 3aCTOCyBaHHAM (HJIyKOHA30JIy Ta BPOAXKEHUMHU BaJaMyi He BCTaHOBJIEHUM.

He cnip 3acTocoByBaTH 3BUYarHi 103U (PIIyKOHA30/Iy Ta KOPOTKOTPHBAJIi KYPCH JTiKyBaHHS
(bIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSATKOM KpaliHbol HEOOXigHOCT.

He crig 3acTocoByBaTH BUCOKi 003U PIyKOHA30 Ty Ta/abo TprBai KypcH MiKyBaHHS (DITYyKOHA30JI0M y
nepion BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iHGEKIIil, 1110 MOXKYTh 3aTPOKYBaTH KUTTIO.

®nyKoHA30J1 IPOHUKAE ¥ TPyAHE MOJIOKO Ta IOCATa€ HUXKY0I KOHIIEHTpallii, HiXK y I1a3Mi KpoBi.
FomyBaHHS IPYAAI0 MOXKHA IIPOJOBXKYBATH ITiCJIS PA30BOT0 3aCTOCYBaHHS 3BUYaNHOI 703U
bnykoHa301y, 1m0 cTaHoBUTh 200 Mr abo MeHIIe.

TomyBaTH TPYAII0 He pEKOMEHAYEThCS Ipu 6araTopa3oBOMYy 3aCTOCYBaHHi (GIyKOHa301y abo mpu
3aCTOCYBaHHI BUCOKHX 03 (QIIyKOHA30TY.

30amHicmb enaueamu Ha weudKicmb peakuii npu kepysaHHi asmompaHcnopmom abo iHwumu
MexXaHizMmamu.

HocnigXkeHb BIJIUBY IIpelapaTy Ha 3[aTHICTh KepyBaTH aBTOTPAHCIIOPTOM abo IMpalloBaTH 3 iHIIUMU
MeXaHi3MaMu He IPOBOIUTIOCS.

[MarienTiB cnig npoiHgopMyBaTH MPO MOXKJIUBICTL PO3BUTKY 3allaMOpOodYeHHs abo CymoM Iif yac
3aCTOCOBYBaHHA IIpemnaparty. [Ipy po3BUTKY TaKUX CUMITOMIB He PEKOMEHIYEThCSI KepyBaTh
aBTOTPAHCIOPTOM a0o0 MpallloBaTH 3 iHIMMMU MeXaHi3MaMu.



Cnocid 3acmocyeaHHsi ma do3u.

Kancynu cnig koBTaTy ninumu. [IpuitoM npenapaTty He 3aJIe’KUTh Biff IPAUOMY 1XKi.
Hopocai.

[IpenapaT 3aCTOCOBYBaTH IepoOpabHO y 03l 150 Mr omHOPa30Bo.

ITauieHmu AiMHb0O20 BIKY.

[Tpu BigCyTHOCTI 03HAK MOpYLIeHHS (PYHKITIM HUPOK [AJIS JiKyBaHHS JaHOl KaTeropil malieHTiB
3aCTOCOBYIOTh 3BUYAUHY 103y AJIS OOPOCIIHX.

ITopyweHHs QYHKUil HUPOK.

®1yKOHA30JI BUBOAUTHCA B OCHOBHOMY 3 CEUY€el0 Y He3MiHeHOMY BUTJIAL. [Ipu pa3oBOMy 3aCTOCYBaHHI
IIpenapaTy KOPUTyBaTH [03y OaHiil KaTeropii marieHTiB He MOTPiOHO.

ITopyweHnHsa ¢pyHKUIU NeviHKU.

®nyKoHA3071 CIIifl 3aCTOCOBYBaTH 3 00€PEeKHICTIO MallieHTaM i3 MOpyLIIeHHAMU QYHKIIHM IeYiHKH,
OCKiNIbKY iH(popMallil o0 3acToCyBaHHS (HIIYKOHA30IIy IIili KaTeropii maIjieHTiB HeOCTaTHERO.

Himu.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYBaHHS IIpenapaTy s JTiKyBaHHS T'eHiTallbHUX KaHAUIO03IB y miTen
He BCTAHOBJIEHI, He3BaXKal04yy Ha BUUYEPIIHI JaHi I[00 3aCTOCYBaHHA IIpenapary AiTaM. fAKINo icHye
HarajbHa moTpeba 3aCTOCyBaHHS IIpenapary miaiTkaM (BikoM Bif 12 mo 17 pokiB), ciin
3aCTOCOBYBATH 3BUYalHi 03U [JIS JOPOCTHUX.

Ilepedo3yeanHsi.

[ToBimomIsiNnY PO BUNAAKY IIepefo3yBaHHS (IYKOHA30JI0M; OHHOYACHO MOBITOMIISAIN IIPO
raslolUHalil Ta TapaHoiganbHy IOBENiHKY.

[Tpu nmepeno3yBaHHI HEOOXiTHO TPOBECTH CUMIITOMATAYHY MiATPUMYIOUY Tepallilo Ta y pasi
HeOOXiTHOCTI - IPOMHUTH IITYHOK.

®IyKOHA30J1 3HAYHOIO MipOI0 EKCKPETYeThCS 3 ceuelo; popcoBanuil oiype3 MoxKe IIPUCKOPUTH

BUBe[eHHS IpenapaTy. CeaHC reMopiani3y TPUBaIICTIO 3 TONUHY 3HUXKYE PiBEHb (DIIYKOHA30IY Y
m1a3Mi KpoBi mpubnmu3Ho Ha 50 %.

ITo6iuni peakuii.



Haituacrime (> 1/10) moBimoMmsiiu npo Taki mobGivHi peakiiii: Tol0BHUM 0inb, Oinb y YepeBHil
TIOPOXKHUHI, miapest, HymoTa, 6/II0BaHHS, BUCUIIAHHS, MTiABUINIEHHS PiBHS ajaHiHaMiHOTpaHCcdepasu
(AJIT), acnaptataminoTpancdepasu (ACT) Ta nyxHoi pochaTtasu (JIO) Kposi.

[ToBimOMIISITM TIPO PeakKilio TiKapchKuX 3ac006iB 3 €03UHOMITIEI0 Ta CHCTEMHUMY CUMITOMaMU
(DRESS-cuHgpoM), 1110 TIOB’si3aHi 3 NiKyBaHHAIM (IyKOHA30510M (IuB. po3min «OcobmuBoCTi
3aCTOCYBaHHS»).

II7s1 OLiHKY YaCTOTU BUHUKHEHHS MOOIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikarrito: myxe
yacTto (= 1/10), vacto (= 1/100, < 1/10), Hewacro (= 1/1000, < 1/100), pimko (= 1/10 000, < 1/1000),
nyxe pigko (< 1/10 000), yactoTa HeBifoMa (HEMOXKIIMBO OLIHUTY Ha MifiCTaBl HAsBHUX JaHUX).

3 60Ky cucmemu Kposi: He4acTo - aHeMisl; pPigKo - arpaHyJIOIUTO3, IEMKOIEeHisT, HeUTPOIIeHis,
TPOMOOLIUTOIEHIS.

3 boky imyHHOI cucmemu: pigKo - aHadimakcis.

3 6oky memaboaizMy: HEYACTO - 3HUKEHHS alleTUTY; PiAKO - TilepTPUrilepuaemis,
rinepxojiecTepuHeMis, TimoKamieMis.

3 60Ky ncuxiku: He4acTo - 0€3COHHS, COHJIUBICTb.

3 60Ky Hepeosoi cucmeMu: 4acTo - TOJIOBHUY 6iflb; HEYACTO - CYIOMH, 3allaMOPOYeHHSs, TapecTeail,
TIOpPYIIeHHS CMaKy; PigKo - TPEMOP.

3 60Ky opaaHis cayxy: He4YaCTO - BEPTHUTO.

3 6oky cepus: pifKo - MapoKcU3MajbHa IIJTYHOYKOBa TaxiKapAis TUMY «IIipyeT», MOJOBXKEHHS
inTepBany QT.

3 60Ky mpasHo20 mpakmy: 4acTo - 6isb Y YepeBHil MOPOXKHUHI, fiapes, HyOoTa, 6JII0BAaHHS; HEYACTO
- 3a1o0p, AUCIENCisd, MeTEOPU3M, CyXiCThb y POTi.

3 6oky eenamobiniapHoi cucmemu: 4acTo - migpuienHs piBas AJIT, ACT, JI®; HeyacTo - X0/ecras,
JKOBTSIHUIIS, TiIBUIEHHS piBHS Oinipy6iHy; pimKo - me4iHKOBa HEIOCTATHICTh, TeNaTOLEeT0ITPHUN
HEKPO3, FeTaTUTH, FenaToLe/TioIspHe ypaXKeHHs.

3 60Ky wkipu ma nidwKipHOi MKAHUHU: 9YaCTO - BUCUIIAHHS; HEYACTO - CBepOikK, MeIUKaMeHTO3HUMN
oepMaTuT (BKIII04Yaiouu GiKCOBaHUM MeIWKaMEHTO3HUM NEepMaTHUT), KPOIUB SHKA, MiIBUIIIEHE
IIOTOBU[IINIEHHS; PIIKO - TOKCUYHU elifiepManbHUl HEKPOIli3, cuHApoM CTiBeHCa-[[2KOHCOHa,
TOCTPUM TeHepali30BaHul eK3aHTEMaTO3HUM MyCTyNIb03, eKC(hOoTiaTUBHUN JepMaTuT,
AQHTiOHEBPOTUYHUY HaOPSK, HAOPSAK 00IUYYs, aJIONellis; YaCTOTa HeBimoMa - peakilis Ha JIiKapChbKUH
3acib 3 eo3uHOGimico Ta cucteMuumu cumnTomMamu (DRESS).

3 60Ky KicmKkogo-M’ 530801 cucmemMu: He4acTo - MiaTis.
3azanbHi po3aadu: HEYACTO - MiIBUINIEHa BTOMJIIOBAHICTh, HE3MyKaHHS, aCTeHis, rapsdKa.

[imu. YacToTa Ta xapakTep MoOiYHNX peakllid i BigXuaeHb Bif HOPMU Pe3yJIbTaTiB 1ab0paTOpHUX
aHasi3iB y X0fi KIiHIYHUX OOCHIAXKEeHb 3 Y4aCTIO OiTel MOPiBHSAHO 3 TAKUMHU Y JOPOCTIUX.

38im npo nido3prosaHi nobiuHi peakuii.

3BiT 1po mimo3pioBaHi MoOiuHi peakilil micns peecTpatiii TikapchKoro 3aco0y Ma€ BaXKJIMBe 3HAaYECHHS.



Lle nae 3Mory mpoBoguTH Oe3MepepBHUY MOHITOPUHT CIIiBBiIHOIIEHHS MiX KOPUCTIO i pU3UKaMy,
TIOB’SI3aHMMU i3 3aCTOCYBaHHSIM IIbOTO JTiIKApChKOT0 3acoby. MeIUYHUX MpaLiBHUKIB IPOCSATH
3BiTyBaTH PO OyIb-SKi Mimo3pioBaHi Mo6ivHi peakirii BiITOBiIHO MO BUMOT MiCII€BOI0 3aKOHOJaBCTBA.

Tepmin npudamHocmi. 5 POKiB.

YMmoBH 30epirannsi.
30epiraTtu B OpuriHaabHi¥ yIAaKOBIi IpU TeMIepaTypi He Buile 25 °C.

30epiratu y HeJOCTYIIHOMY OJIS1 OiTe# MicCIi.

VYnaxoBka.

1 kamcyna y 6mictepi; mo 1, 2, 3 a6o 4 6yicTepu y KopoOIli 3 KapToHY.

Kareropis Bigmycky.
150 mr Ne 1 - Ge3 pelienTa.

150 mr Ne 2; Ne 3; Ne 4 - 3a perienToM.

BupoOHHUK.

TOB «<ACTPA®APM».

Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca Micls MpoBaIXKeHHS HOTro Tis/IbHOCTI.

Ykpaina, 08132, KuiBcbka 0011., Bydanckuii p-H, M. BumiteBe, Byin. KuiBchka, 6.



