[HCTPYKIIIA

71T MEAWYHOTO 3aCTOCYBAHHS JTiKapCHKOT'0 3acoby

®JIYKOHA30!JI

(FLUCONAZOLE)

Cknao:
Oitoua peuosuHa: fluconazole;
1 kancyna mictute 150 Mr GIyKOHa301y;

O0ONOMIJCHI peyo8UHU: TaKTO3a, MOHOTIgpaT; KpoXMaJjlb KapTOIJITHUM; MarHilo cTeapar;
KPEMHiI0 TiOKCHI KOJIOIMHUY 0e3BOOHUM;

ckaad 060/10HKU Kancyu: XKeNaTuH, TuTany giokcup (E 171), ingurokapmin-6nakutHui (E
132).

JlikapcbKa ¢popma. Kamcynm.

OcHogHi (hizuko-ximiuHi 81acmusocmi: TBEPAI XKeMaTUHOBI Kancynu Ne 1, HumiHEApPUYHOL popmMu 3
HamiBchepUUYHUMU KpasiM#, KOPIIYyC - 0i710T0 KONMbOPY, KPHUIIKA - 67TaKUTHOTO a0 CUHBOTO
KOJIbOPY; BMICT KalCyJu - ITOPOIIoK 6istoro abo Maixke 6ioro Konbopy, 6e3 3amaxy.

®dapMakoTepaneBTHUYHA Irpyna.

[TpoturpuOKOBi 3aco0u [IJIsI CUCTEMHOTO0 3acTocyBaHHs. [ToxigHi Tprazomy. Kom ATX JO2A CO1.

PapmakKoan02iuHi eaacmueocmi.

dapmakoOuHamika.

MexaHi3M mil.

®TyKOHA3011, MPOTUTPUOKOBUM 3aci0 Kylacy TPpHUa3o0JIiB - MOTYKHUM Ta CEEeKTUBHUM iHTiIOITOD
rpuOKoBUX (epMEHTIB, HEOOXiTHUX Oy CUHTE3y eprocTepony. [IepBUHHUM MeXaHi3MOM
10T0 [il € mpuUrHiveHHs rpuOKoBoro 14 anbda-n1aHOCTEPOI-IeMeTUTIOBaHHS,
oTocepenKoBaHOro 1uToxpoMoM P450, 1110 € HeBif eMHUM eTanoM 0ioCUHTE3y TPUOKOBOTO
eprocTepony. Akymynsnisa 14 anbda-MeTHI-CTEPOIIiB KOPEIOE 3 MOAabII0 BTPATO
eprocreposry MeMOpaHo rpubKOBOI KJTiITUHY Ta MOXKe BifITOBigaTH 3a MPOTUTPUOKOBY



aKTUBHICTh QryKoHa30my. OPIyKoHa307 € OilbIl CEJIEKTUBHUM [I0 TPUOKOBUX (DEPMEHTIB
nutoxpomy P450, HixK mo pi3HUX cucTeM ¢epMeHTiB uToxpomy P450 ccasiiis.

3acTocyBaHHS GITyKoHa301my y mo3i 50 Mr Ha mo0y mpoTsarom 28 OHIB He BIIMBAE Ha PiBeHb
TECTOCTEPOHY V IIJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb EHOOTEHHUX CTEPOIMiB V KiHOK
pemnponyKTuBHOro Biky. ®mykona3on y mo3i 200-400 mMr Ha go0y He BUSBIISE KTiHIYHO 3HAYYIIOTO
BIIJINBY Ha PiBeHb €HIOIeHHUX CTEPOIAiB YX Ha BigIIOBigb Ha CTUMYJIALII0 afpeHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3gopoBux 1o0pOBOIBITiB YOIOBiYOi CTATI.

HocmimKeHHs B3aEMOii 3 aHTUITIPHHOM IIPOIEMOHCTPYBAJIO, III0 3aCTOCyBaHHS 50 MT (DIyKOHA30Iy
pa30BO yu 6araTopasoBo He BIJIUBAE Ha MeTabO0Ji3M aHTHUITIpUHY.

YUyTIUBICTE in Vitro.

®yKOHA3071 in Vitro feMOHCTPYE MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUfiB Candida, 110
3ycTpivamThcsa HawyacTimme (Bkmodatoun C.albicans, C.parapsilosis, C.tropicalis). C.glabrata
NEMOHCTPYE HU3bKY CIPUUHSATIUBICTE A0 QPIyKOHa30my, Tofdi K C. krusei Ta C. auris CTi¥Ki
00 pIyKOHA30Imy.

Takox QayKoHa30: in vitro JeMOHCTPY€E aKTUBHICTH K IpoTu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i TpoTH eHOeMiUHUX IUTiCHsABUX I'pubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum Tta Paracoccidioides brasiliensis.

MexaHi3M pe3uCTEHTHOCTI.

Mikpoopraniamu pony Candida neMOHCTPYIOTh YMCIIEHHI MeXaHi3MU PE3UCTEHTHOCTI 0
a30/IbHUX TPOTUTPHUOKOBUX 3ac00iB. 1TyKOHA30/1 IEMOHCTPYE BUCOKY MiHiManbHY iHTi0youy
KOHIIeHTpAIlilo TPOTH IITaMiB rpubiB, sSIKi MarOTh oguH abo Oinbllle MexaHi3MiB
PE3UCTEHTHOCTI, 1110 HEraTUBHO BIIJIUBA€ Ha e(PEeKTUBHICTS in Vivo Ta B KIiHIYHIN MPaKTHII.
[ToBigoMIIsiiY PO BUIIAAKKM PO3BUTKY CyIepiHdektil Candida spp., CHPUYNHEHO] iHIIUMU, HiXK
C. albicans, Bumamu, III0 YaCTO MalOTh HU3bKY CIpUAHATIUBICTS (C.glabrata) abo CTiHKiCTb [0
bnykoHazony (Hanpuknag, C. krusei,

C. auris). [Ins miKyBaHHS TaKUX BUIAAKIB CJIifl 32aCTOCOBYBATH albTePHATUBHI IPOTUTPUOKOBI
3aco0bu.

dapmMaKoKiHemukKa.

dapMaKOKiHeTUYHI BIaCTUBOCTI (DIIYyKOHA30I1y € NOLIOHUMU IIPU BHYTPIITHEOBEHHOMY i
IIepopaIbHOMY 3aCTOCYBaHHI.

AGcopOiris.

®nykoHa301 foOpe BCMOKTY€EThCS IIPY ITIepopaibHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary y
171a3Mi KpoBi i cucTeMHa 0i0f0oCTYIIHICTh epeBulyoTh 90 % piBHS (HIyKOHA30Iy Y IIa3Mi
KPOBI, 1110 JOCATa€eThCA IIPU BHYTPIIIHBEOBEHHOMY BBeLeHHI npenapaty. OgHOYacHe
BXKMBaHH{ 1Ki He BIUIMBA€ Ha BCMOKTYBaHHS IIpernapaTy Ipu M0ro IepopaibHOMY
3acTtocyBaHHi. [IliKkoBa KOHIIeHTpalid y 11a3Mi KpoBi gocsaraeTscs yepes 0,5-1,5 roguau
IicNis IpuyoMy IipernapaTy. KoHIleHTpallig IIpenapaTy y IIJla3Mi KpPOBi IPOIOPIiHA OO0 OO3H.
PiBHOBaxHa KOHIIeHTpalligd Ha piBHI 90 % mocsAraeTsCs Ha OPYTUU OeHb JIIKyBaHHS IIPU



3aCTOCYBaHHI y IepIIui JeHb HaBaHTaXKyBaJIbHOI MO3H, 1[0 BOBiUi MepeBUIly€e 3BUYANHY
no0OBYy [O3y.

Po3nomin.

006’em po3mopiny npubIMu3HO JOPiBHIOE 3arajJlbHOMY BMICTY PilMHU B OpraHi3Mi. 3B’sI3yBaHHS
3 Oinkamu mma3Mu KpoBi Hu3beke (11-12 %).

®nykoHa3011 mobpe IPOHUKAE B YCi MOCHiMXKYyBaHi pimuHu opraHiamy. PiBeHb GIyKOHA307y V
CIIMHI Ta MOKPOTHHHI € MOAIOHUM [0 KOHIIEHTPallil TpenaparTy y Ijla3Mi KpoBi. Y XBopux Ha
rpubKOBUI MEHIHTIT, piBeHb (PIIYKOHA30/1y Y CHMHHOMO3KOBIil piguHi gocarae 80 %
KOHIIEHTpAIlil ¥ IJIa3Mi KPOBi.

Bucoki KoHIleHTpallil (JIyKOHA301y y MIKipi, 10 TePeBUILIYIOTh CHPOBATKOBI, JOCATAIOTLCS Y
porosoMmy iapi, emigepmici, gepMi Ta oTi. @PJIyKOHA30JI HAKOIIUYYETHCS Y POTOBOMY IIapi.
[Tpu 3acTocyBaHnHi 7o3u 50 Mr 1 pa3 Ha moOy KOHIIeHTpalisd GIyKoHa301y micng 12 nHiB
JIIKyBaHHS CTaHOBUIIA 73 MKT/T, a yepe3 7 [OHIB IiCJIs 3aBePIIEHH JIIKYBaHHS KOHI[EHTPaLlis
BCe Ille cTaHoBUIa 5,8 MKr/r. Ilpu 3actocyBaHHiI po3u 150 mMr 1 pa3 Ha TUXKOEHb
KOHIIeHTpalid (HJIyKOHA30Jly Ha

7-11 meHb MiKyBaHHS CTaHOBUNA 23,4 MKT/T; 4epe3 7 OHIB MiCJIs 3aCTOCYBaHHS HACTYIIHOI
003U KOHIIEHTpallisd BCe I1e cCTaHoBUiIa 7,1 MKI/T.

KonneHTpalliga ¢payKoHa305y B HIrTax micns 4 micsaniB 3actocyBaHHsg 150 mr 1 pa3 Ha
THUXKMEeHb cTaHOBUIA 4,05 MKT/T y 300pOBUX MOOPOBOIBINB Ta 1,8 MKT/T Ipu 3aXBOPIOBAaHHSIX
HITTiB; (pIyKOHA30/1 BU3HAYABCA y 3pa3Kax HirTiB yepe3 6 MiCSLiB MiCIs 3aBepIIeHHS
Teparrii.

BiotpaHchopMalris.

®nykoHa3011 MeTaboJTi3yeThCS He3HAYHOI0 Mipot0. I1pu BBeieHHi 03U, MiyeHO1
pafioakTUBHUMH i30Tonamy, nuuie 11 % hrykKoHa30/1y eKCKPETYETHCA 3 Ce4el0 Y 3MIHEHOMY
Buriani. ®ykKoHa3011 € celeKTUBHUM iHTibiTopoM i3odepmenTiB CYP2C9 ta CYP3A4, a
TakKoX iHribiropom izodpepmenty CYP2C19.

BuBeneHHd.

[lepion HamiBBUBeOeHHS (PIIyKOHA30IY 3 IIJIa3MU KPOBi CTAHOBUTD ONIU3BKO

30 ropuH. Binbllla yacTuHa IpenapaTy BUBOAUTHCA HUpPKaMu, mpudoMy 80 % BBeOeHOL 03U
BUSIBIISIETHCS ¥ Cedi B He3MiHeHOMY cTaHi. KiipeHc QryKoHa30/1y IpONOPIiMHUY J0 KITipeHCy
KpeaTuHiny. Llupkymomounx MeTaboIiTiB He BUSIBIIEHO.

TpuBanuy nepion HamiBBUBEOEHHS IIpenapaTy 3 IIJla3MU KPOBi Ja€ MOXKJIUBICTh Pa30BOT0
3aCTOCYBaHHS IIpelapaTy IIpU BariHaJbHOMY KaHAMOO031, @ TAKOXK 3aCTOCYBaHHS IIperapary
1 pa3 Ha TUXKOEeHb IIPU IHIIKUX [TOKa3aHHAIX.

HupKoBa HeOOCTATHICTE.



Y nanieHTiB 3 HUPKOBOIO HEIOCTATHICTIO TAKKOTO CTyIeHs (IIBAAKICTb KITyOOYKOBOI
dinbrparrii menmie 20 m/xB) mepion HamiBBuBeneHHs 36inburyeTses 3 30 mo 98 rogun. Tomy
ITifl KaTeropii mamieHTiB HeoOXiqHO 3MEHIIUTH [03y GIyKOHAa305y. OIyKOHA30JI BUMASETHCS
[ISIXOM IeMOfiali3y, Ta MEeHIIO0K MipOo - IIIIX0M iHTpanepuTOHeanbHOoro gianidy. CeaHC
reMofiai3y TPpHUBaiCTI0 3 TONUHYU 3HUXKYE PiBeHb (JIYKOHA30JTy V IIJIa3Mi KpPOoBi MpubIU3HO
Ha 50 %.

[larienTH JiTHLOTO BIKY.

3MiHM (hapMaKOKIHETHKY y MAIlEHTIB JITHBOTO BiKy 3ajeXkaTh Bifl mapaMeTpiB QyHKIIN
HUPOK.

KniniuHi XxapakTepHuCTHKH.
Iloka3zauns.
['ocTpuii BariHa/nbHUM KaHOXUI03, KOJIM MiClleBa Tepallis He € JOLITbHOIO.

Kanpumo3uuit 6aiaHiT, KOIU MiclieBa Tepallis He € [OIiIbHOIO.

IIpomunoka3saHnus.

- limepuyTnuBicTh KO GIyKOHA301Ty, iHIIKUX a30IbHUX CIOIYK ab0 [0 OyOb-SKOI 3 JOIOMIiXKHUX
PEYOBUH IIpernapary.

- OgHOYacHe 3acToCcyBaHHS (HITyKOHA30/Iy Ta TeppeHaguHy NallieHTaM, SKi 3aCTOCOBYIOTh
bnykoHa301 6araTopa3oBo y mo3ax 400 mr/moly Ta Buille (3rimHO 3 pe3ybTaTaMy JOCTIIXKEHHS
B3aeMofil 6araTopa3oBoOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (GIYKOHA30JTy Ta iHIIMX JTIKapChKUX 3aC006iB, IO MTOIOBKYIOThH iHTEpPBA
QT ta meTabomizyoTbcs 3a gonoMoroio hepmenty CYP2A4 (Hanpukiap 1U3anpuay, acTeMizony,
miMO3U[y, XiHIAMHY Ta €PUTPOMILIAHY).

B3aemodis 3 iHwumMu nikapcobkumu 3acodamu ma iHwi eudu e3aemoditi.

ITpomunoka3aHo cymicHe 3acmocyB8aHHA (GAYKOHA304y Md HUACHE3d3HAYEHUX AiKAPCbKUX 3acobis.

Luzanpud. TToBimOMIAI0CS PO PO3BUTOK IMOOIYHUX peakiliii 3 60Ky Ceplld, Y TOMY YHUCJIi PO
[IapOKCU3MaJIbHY LIJIYHOYKOBY TaXiKappilo TUIY «IIipyeT» y MallieHTiB, Ki OGHOYaCHO
3acTocoByBaiy (IIyKOHA30JI Ta Iu3anpun. KoHTponboBaHe [OCTioKEeHHS
IIPOJIEMOHCTPYBAJIO, I0 omHOo4YacHe 3acTocyBaHHs 200 Mr ¢rykoHa3ony 1 pa3 Ha go0y Ta
20 mr mu3anpupny 4 pasu Ha fo0y IPU3BOAUIIO 0 3HAYHOT'O MiABUIIEHHS PiBHSA UU3aNPUAY Y
171a3Mi KpoBi Ta o nogoBxkeHHd iHTepBany QT. OgHoyacHe 3acToCcyBaHHSA (IyKOHA30Jy Ta
[[M3allpUAY IPOTUIIOKa3aHe (OuB. po3min «[IpoTunoka3saHHS»).



TepperaduH. Yepe3 BUMIAOKU PO3BUTKY TAXKKUX CEPLIEBUX apUTMill, CHPUYUHEHUX
ofIoBXKeHHM iHTepBany QTc, y malfieHTiB, sSKi 3aCTOCOBYBaJIX a30JIbHi TPOTUTPUOKOBI
JiKapChKi 3ac00u ogHOYACHO 3 TepdheHaanHOM, OyJIi IPOBeNeHi JOCTimKeHHs B3aEMOMII X
mpernapariB. Y X0[li OMHOTO AOCIiAXKEeHHS TP 3aCTOCyBaHHi (prykoHa3o0my y mo3i 200 mMr Ha
no0y He Oyy10 BUSBIIEHO MTOAOBKeHHs inTepBany QTc. [HIIe mocmigXXKeHHS P 3aCTOCYBaHHi
dbmykoHazony y go3ax 400 mr ta 800 mMr Ha o6y IPOIEeMOHCTPYBAJIO, 10 3aCTOCYBaHHS
dbmykoHazony y go3ax 400 Mr Ha mo0y abo BHllle 3HAYHO MiBUILY€E PiBeHb TepPeHaauHy y
IIJ1a3Mi KPOBi IIpU OOHOYACHOMY 3aCTOCYBaHHI X npemnapaTiB. CyMiCHe 3aCTOCYBaHHS
dbmykoHazony y go3ax 400 mr abo Buiile 3 TepdheHaguHOM IPOTUIIOKa3aHe (IUB. PO3Min
«[IpoTumnokasaHHs»). [Ipu 3acTocyBaHHi (pr1ykoHa301y y mo3ax Hux4e 400 Mr Ha 00y
OIHOYACHO 3 TepdeHaAuHOM CJIi[i TPOBOAUTH PETEIbHUN MOHITOPUHT CTaHY IallicHTa.

Acmewmizosn. CymiCHe 3aCTOCYBaHHS ()JIyKOHA30Jy Ta aCTEMi30/Iy MOXKe 3MEHIIUTH KIIiPpeHC
acremizony. CuprunHeHe UM MIiABUILIEHHS KOHIIEHTPallil aCTeMi30/y y IIjIa3Mi KpOBi MOXKe
IIPHU3BECTH [0 TONOBXKeHHS iHTepBany QT Ta y pigKicHUX BUIIafKaXx - A0 TapOKCU3MalbHOI
IIJTYHOYKOBOI TaxXikKapmil Ty «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (IYKOHA30JIy Ta
acTeMi30J/1y IPOTUIIOKa3aHe.

ITimo3ud ma xinidun. CymicHe 3acTocyBaHHS (IIYKOHA30Jy Ta MiMo3uay abo XiHiguHy Moxke
IIPHU3BOOUTHU [0 IPUTHIUEHHS MeTabo0mi3mMy mimMo3umy abo XiHiguHy, X04a BigImOBiqHUX
IOCTiXKeHb in vitro Ta in vivo He mpoBoaunu. [TigBuIeHHS KOHIIEHTpallil miMo3umy abo
XiHIOUHY Yy J1a3Mi KPOBi MOXKe CIPUYUHATU IIOA0BXKeHHA iHTepBany QT Ta y pigKiCHUX
BUTAfKaX MPU3BOOUTH A0 PO3BUTKY IIapOKCHU3MaJIbHOI MITyHOYKOBOI TaXiKapmil TUITY
«mipyeTr». O@HOYaCHe 3aCTOCyBaHHS (BIIyKOHA30JIy Ta MiMOo3uAy ado XiHiguHy
[IPOTUIIOKa3aHe.

EpumpomiyuH. OqHOYaCHE 3aCTOCYBaHHSA EPUTPOMILIMHY Ta (IIYKOHA30Jly MOXKe ITPU3BOAUTH
[0 MiABUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (MogoBxkeHHA iHTepBany QT,
apoKCcHU3MaJibHa MUIYHOYKOBA TaXiKapfia TUIY «IIipyeT») Ta, K HACIigOK, [0 PanToBOl
cepieBol cMepTi. 3acTocyBaHHSA KOMOiHAIIi] IIUX JTiKapChKUX 3aC00iB MPOTUIIOKa3aHe.

AmiodapoH. OgHOYACHE 3aCTOCYBaHHS (PIIYKOHA30Jy 3 aMiOfapOHOM MOXKe IIPU3BECTHU [0
IpUTHIYeHHS MeTaboni3My aMiomapoHy. CriocTepiraBcs 3B’430K MiXK 3aCTOCYBaHHSIM
amiomapoHy Ta nomoBkKeHHSAM iHTepBany QT. OmHodacHe 3acTOCyBaHHSA (hIIyKOHA30Jy Ta
amiogapoHy IIPOTHUIIOKa3aHe (OuB. Po3min «[IpoTUIOKa3aHHI»).

He lzel{OMeHa)ZGmbCﬂ 00HOYdcHe 3dCMOCYBAHHA gbﬂ)lKOHdSO/l)Z ma Hux;c4ye3d3Ha4yeHux ﬂiKGQCbKUX

3acobis.

Tanopanmpun. OIYKOHA30II MOXKe CIIPUYMHUTHU IiABUILEHHS KOHIIEHTPallil raToQaHTPUHY Y
71a3Mi KpoBi 3a paxyHOK npurHidenHss CYP3A4. OgHodacHe 3aCTOCYBaHHS IIUX JTiIKapPChKUX
3aco0iB MOXKe IIPU3BOOUTHU [0 MiABUIIEHHS PU3UKY PO3BUTKY KapHOiOTOKCUYHOCTI
(momoBxkeHHd iHTepBany QT, mapokcu3MalbHa HITYHOYKOBA TaXiKapmis TUIY «IIipyeT») Ta,
SIK HaCJIiJIOK, M0 pamToBoi cepieBoi cMepTi. Criifg yHUKATH 3aCTOCYBaHHS KOMOiHAIIl X
JiKapCchbKUX 3aco0biB.

C;ZMiCHe 3dCMOCYBAHHA _d)/l)ZKOHGSOfl}Z ma Huxc4ye3d3Ha4eHux ﬂiKGQCbKUX 3acobis sumazae
o6epe:}fCHocmi ma Kopue2yeaHHA do3u.



Bnius iHwux sikapcvkux 3dcobis Ha GayKOHA301.

HocmimKeHHS B3aEMOIil TPOIEMOHCTPYBAJIH, III0 ITepopajibHe 3aCTOCYBaHHSA (IyKOHA30ITy
OJHOYACHO i3 BXKMBaHHAM 1Xi, IPUAOMOM IUMETHOUHY, aHTalUiB a00 MOAaIbIINM ONPOMiHEHHSIM
yChOTO TiNa [y1sl Tepecafky KiCTKOBOI'O MO3KY He Ma€ KJIiHiYHO 3HAYyL[Oro BIJIUBY Ha abcopOitiio
bmyKoHa301y.

Pupamniyux. OgHOYACHE 3aCTOCYBaHHS (PIYKOHA30/Iy Ta pupaMIiluHy IPU3BOAUIIO [0
3unKeHHs AUC Ha 25 % Ta cKopouyBaJsio Iepiof HamiBBUBeOeHHS (yKoHa3oiy Ha 20 %.
ToMy mns maifieHTiB, sKi 3aCTOCOBYIOTh PU(aMIIIIKH, CIIif PO3TASIHYTH OOLIbHICTh
MiOBUINEHHS N03U (QIIYKOHA307y.

Tidpoxaopomiasud. Y mocmigxkeHHi papMaKOKiHeTUYHOI B3aEMOil ogHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TiIpOXJI0POTia3uAy 3MOPOBUM T0OPOBOIIBLAM, SIKi OTPUMYBaIu (GIyKOHA30]I,
IigBUIYBaJIO KOHIIEHTpalilo GIyKoHa30iy y maa3Mi KpoBi Ha 40 %. Taki mapaMeTpu
B3a€EMO[Iil He BUMAaraloTh 3MiH y PeXKUMi J03yBaHHS (PIIyKOHA30J1y A5 Halli€eHTiB, IKi
OJHOYACHO OTPHUMYIOThH CEUYOTiHHI 3aco0u.

Bnaue ¢aykoHa3zony Ha iHWi Aikapceki 3acobu.

®nykoHa3071 € OTyKHUM iHTi6iTopoM i30depmenTy 2C9 nutoxpomy P450 (CYP) Ta momipHUM
inriitopom CYP3A4. ®nykoHa3on € inribiTopom izopepmenty CYP2C19. Ha momaTok mo
CIIOCTepeXKyBaHUX/OOKYMEHTa/IbHO MiATBEPAXKEHNX B3aEMO/IH, 1110 ONIMCaHi HUXKYe, IIPU
OIHOYaCHOMY 3aCTOCYBaHHI 3 (PIyKOHA30JI0M iCHY€ PU3UK MiIBUIIEHHS y IJ1a3Mi KPOBi KOHIIEeHTpalliil
iHmUX cronyx, mo MeTtabomidyotecsi CYP2C9, CYP2C19 ta CYP3A4. ToMy 3aCTOCOBYBaTH TakKi
kKoMOiHalii mpemapartiB ciiif 3 00epexkHICTIO; IPU 1IbOMY HEOOXiTHO PETENIbHO CIIOCTEPIraT 3a
cTaHoM marlrieHTiB. [TpuraiuyBanbHa Oist GprnykoHa3ony Ha ¢pepMeHTH 30epiraeTbcs npotsarom 4-5 mib
IIiCJIL MOTO 3aCTOCYBaHHS y 3B’SI3KY 3 MOT0 TPUBAJIUM IIePiOfOM HalliBBUBEOEHHS.

Anvpenmania. Tlig 9ac 0MHOYACHOTO 3aCTOCYBaHHS anbheHTaHiny y 1o3i 20 MKI/KT Ta
bnykornazony y mo3i 400 Mr 3opoBUM H0OPOBOIIBLSM CIIOCTEPIranocs JBOKpaTHE
36inpmenus AUC,,, MoxuBo, yepes iHnrioyBanuss CYP3A4. Moxe OyTu HeoOXigHUM
KOPUT'YBaHHS 03U alb(eHTaHimy.

Amimpunmunid, HopmpunmusaiH. ®JIyKOHA30JI TIOCUJIIOE [il0 aMITPUIITUIIIHY Ta HOPTPUIITUIIIHY.
PexoMeHOy€eThCS BUMIPIOBATH KOHIIEHTpAllil 5-HOPTPUNTUIIHY Ta/ab0o S-aMiTPpUNTUIIIHY Ha TOYaTKY
kKoMOiHOBaHOI Teparii Ta uepe3 1 TuxkaeHb. Y pa3i HeoOXigHOCTI clif BifKOpUTryBaTu g03y
aMITPUNTUIIHY/HOPTPUIITUIIIHY .

Am¢pomepuuuH B. OgHOYacHe 3aCTOCyBaHHSA (IIYKOHA30Iy Ta ampomepul,uHy B indikoBaHUM
MUIIaM i3 HOpMaJIbHUM IMyHITETOM Ta iH()IKOBaHUM MUIIaM 3i 3HUKEHHUM IMyHITETOM Jajo Taki
pe3ynbTaTh: HEBENIMKUY afUTUBHUYN MIPOTUTPUOKOBUIL edeKT rpu cucTeMHi iHdekiii C. albicans,
BiZICYTHICTh B3a€EMO[Iii IpX BHYTPilIHbOYEpenHil iHdekil Cryptococcus neoformans Ta aHTaroHi3m
[IBOX TIperaparTiB Ipu CUCTeMHil iHbekIil Aspergillus fumigatus. KiniHiuHe 3HaUYeHHS pe3yJIbTaTiB,
OTPHUMaHUX y X0 KX AOCIiAXKEHb, HEBigOME.

AHmukoazyasHmu. 4K i Ipu 3aCTOCYBaHHI iHIINX a30JIbHUX IPOTUTPHUOKOBUX 3ac00iB, Ipu
OHOYACHOMY 3aCTOCyBaHHi (PIyKOHa30/1y Ta BapdapuHy MOBIZOMIISANIOCS PO BUMAAKHU
PO3BUTKY KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, IIIIYHKOBO-KUIITKOBUX KPOBOTEY, reMaTypil
Ta MeJIeHu) ¥ TOEOHaHHI 3 MTOIOBXKEHHAM IIPOTPOMOiHOBOTO Yacy. [Ipu omHOYacHOMY
3aCTOCyBaHHI (IyKOHa30/Iy Ta BapapuHy CIIOCTEpIraaocs ABOKpaTHE MiABUIIEHHS



IPOTPOMOiIHOBOTO Yacy, iMOBIpHO, BHACIIIIOK MPUTHiYeHHS MeTaboIi3My BaphapuHy yepes
CYP2C9. Crig peTenbHO KOHTPOJIIOBATH MPOTPOMOIHOBUY Yac Y MAIliEHTIB, SKi OMHOYACHO
3aCTOCOBYIOTh KYMAapUHOBI aHTUKOATYISHTH abo ingaHenion. Moxe 6yTyu He0OXiTHOIO
KOPEKIIis 03U aHTUKOATyJISHTY.

BeH3zodiazeninu kopomkoi 0ii, Hanpukaad midazonam, mpuasoiam. IIpu3HadyeHHs GIYyKOHA30ITy
IiCJIsl IepOpaIbHOr0 3aCTOCYBaHHS Mifa301aMy IPU3BOAUIIO H0 3HAYHOIO MigBUIIEHHS
KOHIIeHTpaIlil Mifa30/1aMy Ta OO IOCUJIEHHS IICUXOMOTOPHUX edekTiB. OmHOYacHe
3acTocyBaHHSA QpnyKoHa30my y go3i 200 Mr Ta Mifa3onamy y 0o3i 7,5 MT IIepopaibHO
npu3Boauio po mipsuinenHs AUC Ta mepiony HamiBBUBeOeHHS v 3,7 Ta 2,2 pa3a BifIOBiAHO.
3actocyBaHHs ¢GinyKoHa3omy v no3i 200 mMr/moby Ta 0,25 Mr TpralonaMy IepopaibHO
npu3Bonuio po mippuienHs AUC Ta mepiony HalliBBHBeOeHHS Tpua3onaMy y 4,4 ta 2,3 pasa
BigmoBigHO. [Ipy omHOYACHOMY 3aCTOCYBaHHI (PIIyKOHA30J1y Ta TpUa3ojiaMy CIIOCTepiraaocs
IIOTEHIIiIOBaHHS Ta IIPOJIOHTallis ePeKTiB Tpra3oIamy.

K110 malieHTy, IKAU TPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii O0HOYACHO NPU3HAYUTH
Tepariio 0eH30/ia3emiHamMy, 03y OCTAHHIX CJTif 3MEHIITUTH Ta BCTAHOBUTH HalleXKHUW HaTJIAM 3a
CTaAHOM Malli€eHTa.

Kapbamaszenin. ®1yKOHA30JI IPUTHIUYE MeTab0/1i3M KapOaMa3einy Ta CIIPU4YuHSIE
migBUINEHHS PiBHA KapOaMa3eminy B cupoBatii KpoBi Ha 30 %. ICHye pU3UK PO3BUTKY
IIPOSIBiB TOKCUYHOCTI 3 00Ky KapOaMa3zemniny. Moxe 0yTy HeoOXifHUM KOPUTYBaHHS 03U
KapOaMa3eIiHy 3ajieXKHO Bif] piBHS M0T0 KOHIIEHTPallii Ta fil mpemapary.

Bokamopu Kanvyiesux kaHaie. [lesiKi aHTarOHiCTH Kanbllio (Hipeguin, icpagutis,
amyioguIiH Ta penopgumin) MetabomnidyioTeca hepmenToM CYP3A4. OnyKOHa30I1 MOTEHIIINHO
MOXKe IMigBUIITYBaTH CUCTEMHY €KCIIO3UIil0 67I0KaTOPiB KaJIbI[iEBUX KaHAaiB.
PekoMeHIOBaHUY PETENbHUN MOHITOPUHT 11010 PO3BUTKY MOOIYHUX PeakKiill.

Llesnekokcu6. ITpu ogHOYaCHOMY 3acToCyBaHHI (prykoHasony (200 mr Ha #o0y) Ta
menekokcu6y (200 mr) C,., Ta AUC nenekokcu0y migBuiryBaaucs Ha 68 % Ta 134 %
BignosigHO. [Ipu ogHOYACHOMY 3aCTOCYBaHHI IeJIeKOKCUOY Ta (GIyKOHa30Jy MoXe OyTH
HeOoOXiTHUM 3MeHIIeHHS 03U 1eJIeKOKCUOy BIBidi.

Lukaogocpamio. OmHOYACHE 3aCTOCYBaHHS LKKII0dochaminy Ta GayKoHa30Jy TPU3BOAUTE
Io migBUllleHHS piBHS OinmipyOiHy Ta KpeaTuHiHy B cUpoBaTIli KpoBi. 1li mpemapaTtu MoXHa
3aCTOCOBYBaTH OJHOYACHO, 3BaXKal0YX Ha PU3UK IMigBUINEHHS KOHLIEHTPallil 6inipy0iHy Ta
KpeaTHHIHY B CUPOBATI]i KPOBI.

®exmatia. TIOBiGOMIANOCS NIPO OOWH JIETaTbHUY BUNIAOK iHTOKCHUKALil (heHTaHiIoM
BHACJIiIOK MOXKJIMBOI B3aeMofil eHTaHiny Ta ¢payKoHa3omy. [10 TOTo X y AOCIigXKeHHi 3
y4acTIO 3T0POBUX NOOPOBOJIBLIB OYJI0 MPOLEMOHCTPOBAHO, 110 (HIIYKOHA30JI 3HAYHO
YTIOBi/IbHIOBAB eJliMiHalio GpeHTaHimy. [lifBUIIeHHS KOHIIEHTPallil (heHTaHiny MOoXKe
IIPU3BECTU [0 IPUTHIYEHHS OUXaHHS, TOMY CJIi[l peTe/IbHO KOHTPOJIIOBATU CTaH IallieHTa.
Mozxe OyTu HEOOXiIHOIO KOPEKIIis mo3u peHTaHimy.

IHeibimopu I'MI-KoA-pedykmasu. CymicHe 3acTocyBaHHS (HITyKOHa301y Ta iHribiTopiB ['MI'-
KoA-penykrasu, 110 MetabonisyioTrscsi CYP3A4 (aTopBacTaTuH Ta CHMBaAcCTaTHH), abo
inrioiTopis I'MI'-KoA-penykTasu, mo MmetabomnisyoTbess CYP2C9 (pnyBacTtaTul), migBUIIye



PH3UK PO3BUTKY Miomarii Ta pabgomionidy. Y pa3i HeoOXigHOCTI OMHOYACHOTO 3aCTOCYBaHHS
[IMX IperaparTiB CIIif PeTEeJIbHO CIIOCTEPIraTy 3a MalliEHTOM II[0OA0 BUHUKHEHHS CUMIITOMIB
MiomarTii Ta pabooMiosni3y i TPOBOAUTY MOHITOPHUHT PiBHS KpeaTUHKiIHA3U. Y pa3i 3HAUYHOTO
IiOBUIEHHS PiBHA KpeaTWHKia3M, a TaKOXK IIpY JiarHOCTyBaHHI abo migo3pi Ha
Mionario/pabmomiosi3 3acTocyBanHs iHTiOiTOpPiB MI-KOA-penyKTa3u CiIif TPUIUHUTH.

ImyHocynpecopu (Hanpukaad YUuK/A0CNOPUH, e8epoaiMyc, CupoaiMycC i makpoaimyc).

Lukaocnopux. ®IyKOHA30J1 3HAYHO MifBUILYE KOHIeHTpaLito Ta AUC nukinocnopuny. [lpu
OTHOYACHOMY 3aCTOCYBaHHi ¢yKoHa3omy y 0o3i 200 Mr/moby Ta HMKIIOCIIOPUHY Y H03i

2,7 mr/kr/moby croctepiranocs 36inbmenHs AUC uuknocnopuny y 1,8 pasa. Lli npenapatu
MOXKHa 3aCTOCOBYBaTH OOHOYACHO 3a YMOBU 3MEHIIEHHS [03U [UKIOCIOPHUHY 3aJIe2KHO Bif
110TO KOHIIEHTpAIlil.

Eeeposimyc. X04a OOCTIAXKEHb in Vitro Ta in vivo He IPOBOAUIY, BiTOMO, 110 (GIyKOHA30JI
MOXKe IiIBUIIYBAaTU KOHI[EHTPAL[il0 €BePOJIiMyCy B CUPOBATLi KPOBi 4epe3 NPUTrHiyeHHS
CYP3A4.

Cuposimyc: GIyKOHA30J MigBUIIY€E KOHIIEHTPAIli0 CUPOIIMYCY y II1a3Mi KPOBi, iIMOBIpHO, IIUIIXOM
npurHiyeHHs Metaboniamy cuposimycy hepmentom CYP3A4 ta P-rmikonporeinoM. Lli mpemapatu
MOXHa 3aCTOCOBYBaTH OQHOYACHO 3@ YMOBU KOPUTYBAHHS NO3U CUPOJIIMYCY 3a1e2KHO Bif] PiBHSA
KOHIIEeHTPaIllil Ta e(eKTiB Ipemnapary.

Taxpoaimyc. ®yKoHa30J MOXKe MigBUIIYBaTH KOHIIEHTPAIlil TaKPOoJIiMyCy B CHpPOBATIIi KPOBi 10

5 pasiB mpu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NPUTHIUeHHS MeTabo0Ii3My TaKpomiMycy
dbepmentom CYP3A4 y kuineyHuKy. [Ipyu BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIIOCTEpIranocsl 3HaYHUX 3MiH (papMakKoKiHeTUKH. [TifBuilleHi piBHI TaKPOJIiMyCy aCOIil0I0ThCA i3
He(POTOKCUYHICTIO. [103y TAaKpPONIIMyCy OISl IEPOPalbHOr0 3aCTOCYBaHHS CIIi[ 3HUXKYBaTH 3aJIeXKHO
Bifl KOHIIEHTpAIlil TaKpoiMycy.

JIozapmau. ®TyKOHA30JI IPUTHIYY€e MeTab0J1i3M J103apTaHy 10 HOT0 aKTUBHOI'0 MeTabO0JIiTy
(E-31 74), 1o 3ymoBitoe Oinblly 4aCTUHY aHTAroHi3My 40 pelenTopiB aHrioTeH3uny II mifg
Yac 3aCTOCYBaHHS JI03apTaHy. PeKOMEeHI0BaHO 3[iliCHIOBATY ITOCTIMHUN MOHITOPUHT
apTepiajbHOrO TUCKY V IAl[i€HTIB.

Memadon. ®1yKOHA30J1 MOXKe IIiIBUIIyBaTU KOHILIEHTPAL[il0 MeTalOHy Y CUpOBaTLi KpoBi. [1pu
OJTHOYACHOMY 3aCTOCYBaHHiI MeTagoHy Ta (GIYKOHA30Jy Moxke OyTH HeoOXigHUM
KOPUTYBaHHS N03U METalOHY.

HecmepoioHi npomu3sananvHi npenapamu (HII3II). [Ipu 0ogHOYaCHOMY 3aCTOCYBaHHI 3
dbmykonazonom C,,, Ta AUC ¢pnypbinpoderny mipBumiyBanucs Ha 23 % Ta 81 % BifmoBimHO
IIOPiBHSHO 3 BiATIOBIIHUMY MTOKa3HUKaMU IIPU 3aCTOCYBaHHI Tibku Qpuypbinpodeny.
AHanoriyHo Npu OOHOYACHOMY 3aCTOCYBaHHI (IyKOHA30/1y 3 paleMiyHuM i0ynpodeHom
(400 mr) C,,,, Ta AUC dhapMaKoOJIOTiYHO aKTUBHOTO i30Mepy S-( )-ibymnpodeny migBuIyBamucs
Ha 15 % Ta 82 % BigNmOBiAHO MOPIBHAHO 3 TAKMMU [TIOKa3HUKAMHU IIPX 3aCTOCYBaHHI Ti/IbKU
pareMiuHoro ibynpodeny.

Xoua creniabHUX AOCTiAKEHb He TPOBOAMIIN, (PIIYKOHA30J1 MOXKe IiIBUIIYBaTH CUCTEMHY
ekcrno3utito inmux HII3II, mo metabonizyiotscs CYP2C9 (Hanpukiiag HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, TuKiodeHaKy). PeKOMEHIOBaHO MEPiOJUYHO 3MiCHIOBATA MOHITOPUHT IMOOIYHUX



peaxiiii Ta TOKCUYHUX IPOSIBiB, OB a3aHux i3 HII3I1. Moxe 3nHagobutucsa Kopurysaunusa go3u HIT3II.

®enimoin. OITyKOHA30J1 MPUTHIYY€E MeTabo1i3M (QeHiToiHy y nedinni. OgHOYacHe
6aratopa3soBe 3actocyBaHHs 200 Mr ¢pnykoHa3ony Ta 250 Mr GpeHiTOiHy BHYTPIIlTHhOBEHHO
npu3BomuTh Ho miguineHHs AUC,, beHitoiny Ha 75 % Ta C,,Ha 128 %. [Ipu omHOYaCHOMY
3aCTOCYBaHHI LIUX TiKaPChKUX 3aC00iB CIIii MPOBOOUTH MOHITOPHHT KOHIIeHTpallil PeHiToIHy
y CHpOBATILi KPOBi {711 yHUKHEHHS PO3BUTKY TOKCUYHOI Ail (HEeHiTOIHY.

I[IpedHizon. [ToBigoMIISINIOCS PO BUIIAAOK, KOJIM y MAIliEHTa Iic/Igd TpaHCIIaHTallil MeYiHKKA Ha
TJIi 3aCTOCYBaHHS IPENHI30HY PO3BUHYJIACI FOCTpa He00CmMamHicmes KOpu HagHUPKOBUX
3aJ103, 110 BUHHUKIIA IIiC/Isl TPUNMHEHHS TPUMICAYHOI0 KypCy Teparil GJIyKOHa30JI0M.
[TpunuHeHHS 3aCTOCYBaHHS (HIIYKOHA30J1y, iIMOBIPHO, CIPUYMHUIIO IIOCUJIEHHS aKTUBHOCTI
CYP3A4, mio mpu3BesIo 10 IPHCKOPEHHsT MeTabosi3aMy mpenHi3ony. Crif peTenbHO CTEXKUTH
3a MallieHTaMHu, SKi IPOTSITrOM TPUBAJIOT0 Yacy OMHOYACHO 3aCTOCOBYIOTh (OJTYKOHA30JI Ta
IIPEeAHI30H 3 METOI0 MOIEePeIXKEeHH PO3BUTKY HEJOCTATHOCTI KOPY HaAHUPKOBUX 34103
IiCJISI IPUNIMHEHHS 3aCTOCYBaHHA (QJIyKOHA30ITy.

Pupabymun. ®yKOHA307 MigBUIIY€E KOHIIEHTpPAallilo pudabyTHHY B CUPOBATIIi KPOBI, 1110
npu3BoguTh 00 36inbiienHs AUC pudabytuny mo 80 %. [Ipu ogHOYACHOMY 3aCTOCYBaHHi
brykoHa301y Ta pudalbyTHHY MOBIIOMIISIOCS PO BUIAIKH PO3BUTKY yBeiTy. I[lpu
3aCTOCyBaHHI TakKol KoMOiHallil JTikapchKuX 3aco0iB cilig OpaTy J0 YBaru CUMIITOMU
TOKCUYHOI f1il pudadbyTtuny. Cakginagip. ®nykonason migsuirye AUC ta C,,, CakBiHaBipy
npu6nu3Ho Ha 50 % Ta 55 % BiAmoOBigHO Yepe3 MpUTHiYeHHS MeTa0osi3My caKBiHaBipy y
neuiniri ¢pepmenTom CYP3A4 Ta yepes iHridOyBaHHS P-rmikompoTeiny. Blaemomis Mix
(GIyKOHA30JI0M Ta CaKBiHaBipOM/PUTOHABIPOM He AOCIiAXKYBaIUCsA, TOMy BOHU MOXKYTh OyTH
Oinbi BUpaxkeHUMH. Moxke OyTy HeOOXimTHUM KOPUTYBAHHS [03U CaKBiHaBIipy.

IToxioHi cynvgpoHinceuosuHu. [Ipu 0MHOYACHOMY 3aCTOCYBaHHI (HJIyKOHA30JI IPOJIOHTYE MEepiof
HalliBBUBENEHHS ITePOPaIbHUX MOXiTHUX CyIb(OHIICEUOBUHH (XJIOPIIPOIIaMify,
rnibeHKnamify, Timisuay Ta Ton0yTaMigy) Mpu IX 3aCTOCYBaHHiI 3OPOBUM TOOPOBOJIBISIM.
PekoMeHy€eThCS MPOBOOUTY YaCTUM KOHTPOJIb LYKPY B KPOBI Ta BiATIOBITHUM YHHOM
3HMXKYBaATHU 03y MOXiTHUX CYJIb(POHIIICEYOBHHU IIPU OMHOYACHOMY 3aCTOCYBaHHi 3
(IIyKOHA30JI0M.

Teoginin. Y OOCNIigKeHHI B3a€MOZil IpenapaTiB 3aCTOCyBaHHS (GayKoHa3oiny 1o 200 mr
npoTsaroM 14 gHiB IpHU3BENO A0 3HUKEHHS CepPegHbOro KIipeHcy Teo(iminy y mia3Mi KpoBi
Ha 18 %. 3a marienTamu, SIKi 3aCTOCOBYIOTh Teo(isliH Y BUCOKUX A03ax a0 IKi MaloTh
MiOBUIIEHUN PU3UK PO3BUTKY TOKCUYHUX IIPOSIBIiB TEOQITiHY 3 iHIINX IPUYUH, CIIif
BCTAHOBUTHU HArJIS[ IIOA0 BUSIBIEHHS 03HAK PO3BUTKY TOKCHYHOI Oil Teodininy. Tepartito
CJIif 3MIHUTHU IIPU OSABI 03HAK TOKCUYHOCTI.

Askanoiou 6apeiHky. X04a BiATIOBIOHUX AOCHIAKEHb He TPOBOANUIM, (PIIYKOHA30JI, iMOBIPHO
yepe3 iurioyBanHs CYP3A4, Moxe CIPUYUHSTH MTIBUINEHHS KOHIIEHTPallii aJKanoimiB
0apBiHKY y IJTa3Mi KPOBi (HampHKJyaj BIHKPUCTHHY Ta BiHOTACTUHY), 110 IPHU3BOOUTD J0
PO3BUTKY HEUPOTOKCUYHUX €(EKTIB.

Bimamin A. TloBimoMigiocs, 10 y NallieHTa, SKUW OGHOYAaCHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHCJOTY (KuciaoTHa ¢opma BiTaminy A) Ta HIyKoHA30], cocTepiranucs nobiyHi peakiii 3 60Ky
1eHTpaibHOI HepBoBol cuctemu (LITHC) y dhopmi nceBgoTyMOpy TOJIOBHOTO MO3KY; JaHUM e(eKT 3HUK



micrst BimMinu ¢ykoHa3ony. Li mikapchki 3aco6u MOXKHa 3aCTOCOBYBAaTH OOHOYACHO, ajle CIIif
naM’sITaTé PO PU3UK BUHUKHEHHS Mo0iuHuX peakuit 3 6oky [THC.

Bopukoxa3zos (iH2ibimop CYP2C9, CYP2C19 ta CYP3A4). OgHOo4acCHe 3aCTOCYBaHHS BOPUKOHA3O0IY
nepopasbHo (mo 400 Mr KoxHi 12 rogus npotarom 1 gus, notiMm 1o 200 mMr koxHi 12 rogus
IpoTATroM 2,5 gHS) Ta GpayKoHa3osy nepopanbio (400 Mr y nepinui genb, noTiM mo 200 Mr KoxkHi
24 roguHu MPOTATOM 4 OHIB) 8 3MOPOBHUM JOOPOBOJIBIIIM YOIOBIYOI CTATI MPU3BEJIO OO0 MiABUINEHHS
C,.x Ta AUC BopuKOHa30m1y B cepegaboMy 00 57 % (90 % IOI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %,
128 %) BigmoBigHO. HeBimoMo, 4 mMpU3BOOUTDL 3HUXKEHHS NO3U Ta/a00 YacTOTH 3aCTOCYBAHHS
BOPUKOHA30/1y ab0 GIyKoHa30JTy 40 YCyHeHHs Takoro edekTy. [Ipu 3acTOCyBaHHI BOPUKOHA30TY
mics GpIyKoHa30Ty CIIif IPOBOAUTH CIIOCTEPEXKEHHS 00 PO3BUTKY MOGIYHUX e(EeKTiB,
acoIlii0BaHUX i3 BOPUKOHA30JIOM.

3udosyduH. OnykoHa3on nigsuinye C,.. Ta AUC 3unoBynuHy Ha 84 % Ta 74 % BigmnoBigHO, 110
3yYMOBJIEHO 3HUKEHHSIM KIIipeHCY 3UAOBYOUHY MPuOnMu3Ho Ha 45 % mpu 1#oro nepopaabHOMY
3acTtocyBaHHi. [lepio HaniBBUBeeHHS 3UNOBYANHY OYB TaKOXK IOOOBXKEHUM MTPUOIU3HO Ha
128 % micnsa 3acTocyBanHsS KoMOiHallil (TyKOHA30Iy Ta 3UIOBYAUHY. 3a MallieHTaMu, SKi
3aCTOCOBYIOTh TaKy KOMOiHallit0 JTiKapChKUX 3ac00iB, CIIif CITIOCTEpPIiraTu 1Moo PO3BUTKY
no0iYHUX peaklliii, OB’ I3aHUX i3 3aCTOCYBAHHSAM 3UIOBYOUHY. MOXKHA PO3TIITHYTH
OOLIIBHICTE 3HUXKEHHS 03U 3UOBYIUHY.

A3umpomiyuH. Y X0l HOCTigKeHb OI[iHIOBalIM BIIJIUB a3UTPOMIIIMHY Ta (HIIyKOHA30Jly Ha
(bapMaKOKiHETUKY OAMH OOHOTO IIPH 1X OOHOYACHOMY IIepopajbHOMY pPa30BOMY 3aCTOCYBaHHI
y mo3ax 1200 mr ta 800 mr BignoBigHO. 2KOOHUX 3HAUYIIUX (DapMaKOKIHETUYHUX B3aEMOMIN
BHUSIBIIEHO HE 0y7I0.

IIepopaavHi koHmpauenmusu. [1pu 3acTocyBaHHI (QPIyKOHA301y y [03i 50 Mr BIJIUBY Ha PiBEHb
TOPMOHIB He 0yJI0, TOAi SIK IIPX 3aCTOCyBaHHi (yKoHa30my y no3i 200 Mr Ha mo0y
croctepiranocs 36inbuienHs AUC etuninectpaniony Ha 40 % Ta 1eBOHOPTeCTpeny - Ha

24 %. 1le cBiguUTh PO Te, 1110 OaraTopa30Be 3aCTOCYBAaHHS (IYKOHA30JTy V 3a3HAUYEHUX
[03aX HaBPSAMA YM MOXKe BIIJIMBAaTHU Ha e(peKTUBHICTh KOMOIHOBAHOT'O TIEPOPAJIbHOTO
KOHTpPALEeNTHBaA.

Isakagmop. CymyTHE 3aCTOCYBaHHS 3 iBakaTOpOM, ImifCHII0OBauyeM MyKOBiCIIMIO3HOTO
TpaHCcMeMOPaHHOI'0 PerysaTopa IMPOBITHOCTI, MigBUIIY€E €KCIIO3UIIiI0 iBakadTOPy B 3 pas3y, a
rigpokcumeTtuniBakapTopy (M1) - B 1,9 paza. 115 nauieHTiB, SKi 0qHOYACHO 3aCTOCOBYIOTh
nomipHi iuribiTopu CYP3A, Taki gK ¢hyKoHa30J1 i epUTPOMIIINH, PEKOMEHAYEThCS 3HUKEHHS
no3u iBakagTopy mo 150 mr 1 pa3 Ha 0o0y.

Oco06.1ueocmi 3acmocyeaHHsi.

Hepmamocgimia. BigmoBigHO 70 pe3ysbTaTiB HOCHIAXKEeHHS (HIYKOHA30Jy AJS JTiKyBaHHS gepMaTodiTil
y mitel, pIyKoHa30/1 He MepPeBUIye rpu3eodynbBiH 3a e(PEeKTHUBHICTIO i 3arabHUM ITOKa3HUK
eexTuBHOCTI cTaHOBUTH MeHIIe 20 %. ToMmy GhIyKOHA30I He CIIif 3aCTOCOBYBATH LIS JTIKyBaHHS
nepmaToiTil.

Kpunmoxkoko3s. [1oka3iB eeKTUBHOCTI (HhIIyKOHA30JIy AJIS JTiKyBaHHS KPUITOKOKO3Y 1HIINX
JIOKaJIi3alliil (Halnpukiag JereHeBoro KpUITOKOKO3y Ta KPUIITOKOKO3Y IIKipH) HeLOCTaTHbO, TOMY



PEKOMEHalli# 00 J030BOTO PEXKUMY IJIs JTiIKyBaHHS TAKHUX 3aXBOPIOBAHb HEMAE.

I'1uboki enOemiyHi miko3u. [JokasiB ebeKTUBHOCTI (IyKOHA30I1y IS TiKyBaHHS iHIIUX HOpM
eHJeMiUHUX MiK03iB, TaKUX 5K TapaKOKIMAi0IA0MiKO03, TiCTOIIa3M03 Ta IIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEJOCTATHLO, TOMY PeKOMEeH allill 100 JO30BOr0 PeXKUMY [JIs JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

KaHouoos.
HocmigxeHHs MoKa3anu 30ibIIIeHHS TOMUPEHOCTi iHdekin inmuMu Bugamu Candida, KpiMm

C. albicans. Candida gacTo CTi¥Ki 3a CBO€I0 ITpupofoio (Hampuknaf, C. krusei ta C. auris) abo
BUSIBJISIE 3HUKEHY CIPUAHATIUBICTD A0 (hiiyKoHa3ony (C. glabrata). [1na Takux iHpeKIin
MOXKe 3Haf0OUTUCS albTepHATHBHA MPOTUTPUOKOBa Teparrisi. ToMy mikapsM, sKi
IIpH3Ha4aloTh GIIyKOHA30JI, peKOMEHOYEThCS OpaTH OO yBaru MOMIKUPEHICTh PE3UCTEHTHOCTI
no pisHux BugiB Candida oo ¢pIyKoHA307Ty.

Hupkosa cucmema. [laliieHTam i3 mopymeHHAM (QyHKLIM HAPOK IIpemnapaT CJIifl 3aCTOCOBYBaTH
3 o0epexkHicTIO (MUB. po3Min «Crmocib 3aCTOCyBaHHS Ta MO3U»).

HedocmamHicmb HAOHUPKOBUX 3d/103. KeTOKOHA30J1, SIK BilOMO, CIIPUYUHSIE HENOCTATHICTh
HaJHUPKOBUX 3aJ103, i Ile TAKOXK MOXKe CTOCYBaTUCS (IyKOHA30Jy, X04a CIIOCTEPIraEThCS PigKo.
HepocraTHiCT, HAMHUPKOBUX 3aJ103, [10B'43aHa 3 ONHOYACHUM JIIKyBaHHAM, OIIMCaHa B PO3Mii
«BrnuB ¢rykoHa30my Ha iHMI JTiKapchKi 3aC00m».

T'enamobiniapHa cucmema. IarieHTaMm i3 mopymeHHAM QYHKIINM IeYiHKY Ipenapar CIif
3aCTOCOBYBaTHU 3 00epexkHiCTI0. 3aCTOCYBaHHS (PIIYKOHA30/Iy acOIlifoBalOCs 3 BUHUKHEHHSIM
PiAKiCHUX BUIIA[KiB PO3BUTKY TAKKOI Te€llaTOTOKCUYHOCTI, BK/II0Yal04y JieTabHi HaCIigKH,
TOJIOBHMM YMHOM V MAL€HTIB 13 TAXKKMMU OCHOBHMMU 3aXBOPIOBAHHSAMU. Y BUNAAKaAX, KOJIU
PO3BUTOK T'ellaTOTOKCUYHOCTI aCoOIlif0BaBCS i3 3aCTOCYBaHHAM (ITYyKOHA3011y, He 0yII0
Big3HAYEHO 1l IBHOI 3aJIe’KHOCTI Bifi 3arasibHOl J0OO0BOI 103U IIpenapaTy, TPUBAIOCTi Teparlil,
craTi abo BiKy mallieHTa. 3a3Buy4ail TelaTOTOKCUYHICTDh, CIIPUYMHEHa (IyKOHA30JI0M,
000pOTHA, a ii MPOsBY 3HUKAIOTH ITiCJIT IPUIUHEHHS Tepailii.

3a malfieHTaMH, y SKUX IIPU 3aCTOCYBaHHi (PJIyKOHA30J1y CIIOCTEPIraloThCS BigXUIEHHS pe3ybTaTiB
GyHKILIOHATBHUX P00 MeYiHKY, CMTifl BCTAHOBUTY PETENIbHUM HaTJIAL 040 PO3BUTKY OiNIbII TAKKOTO
ypaXKeHHS IIeYiHKHU.

[TamieHnTiB ciig npoiH@OpMyBaTH PO CUMIITOMH, 1[0 MOXKYTh CBifYUTH IIPO CEPUO3HUM BIIJIUB Ha
MeYiHKy (BUpaXKeHa aCTeHisl, aHOPEKCis, MOoCTitHa HygoTa, O/II0BaHHS Ta XKOBTSHUIS). Y TaKOMY
BUIIAOKY 3aCTOCYBaHHSA (IYKOHA30Iy CJIifi HETalHO MIPUIIMHUTH Ta MIPOKOHCYIbTYBATUCS 3 JTIKapeM.

Cepueso-cyouHHa cucmema. J[lesiKi a307I1, y TOMY YHCII i pIyKOHA30J, aCoLilI0ThCS i3
nogoBxkeHHAM iHTepBany QT Ha enekTpokapgiorpami. [IoBimomigocsa npo OyxKe pifkicHi
BUINIAAKY NOJOBXKeHHS iHTepBany QT Ta mapoKcu3MasbHOIL MUIYHOYKOBOL TaxiKapil TUILY
«IIipyeT» IIPU 3aCTOCYBaHHI IpernaparTy. Taki OBIMOMJIEHHS CTOCYBaJIACS MAL€HTIB 13
TAKKUMU 3aXBOPIOBaHHSAMU IIPU NIO€NHaHHI 6araTbox GakTOpiB pU3UKY, TAKUMU 5K
CTPYKTYPHI 3aXBOPIOBaHHS CEPIIs, IIOPYLIEHHS eIeKTPOIITHOTO 00MiHYy Ta OgHOYacHe
3aCTOCYBaHHS iHIIUX JTiKapChKUX 3ac00iB, 110 BIIMBaIOTh Ha iHTepBasn QT.

®nykoHa307 crtif 3 06epexKHICTI0 3aCTOCOBYBATH MMAlliEHTAM i3 PU3UKOM PO3BUTKY apUTMiii.



OpHOYacHe 3aCTOCYBaHHS Pa3oM 3 JIiKapChKUMU 3acobaMu, 110 IPOJIOHTYIOTE iHTepBan QTc Ta
MeTabommi3yoThCs 3a gormomoroi hepmenty CYP3A4 nutoxpomy P450, mpoTumokasaHe.

I'anopanmpun. F'anodanTtpul € cydoctpatoM pepmenTy CYP3A4 i mponourye intepsan QTc npu
3aCTOCYBaHHI y pEKOMEHIOBaHUX TepaleBTUYHUX f03aX. OgHOYACHE 3aCTOCYBaHHS rasiohaHTPUHY Ta
bnykoHa30/1y He pEKOMEHAYETHCS.

Iepmamoanoeiuni peakuyii. [TOBimOMIISIIN PO pPeakliiio NTiKapCchKuX 3aco0iB 3 eo3uHOdiielo Ta
cuctemauMu cuMmntomamu (DRESS-cuagpom). Iix yac 3acTocyBaHHS (GIIyKOHA30Iy PimKo
IIOBITOMIISITIOCST ITPO PO3BUTOK TAaKUX eKC(HOJiaTUBHUX IMKIPHUX Peakliy, sk cuHapoM CTiBeHCa-
IIK0HCOHA Ta TOKCUYHUY emimepManbHuit HeKpomi3. ITamienTty 3i CHITom 6inbin CXUIbHI IO
PO3BUTKY TAKKUX IIKIpHUX peakIliii Ipu 3aCTOCyBaHHI OaraThox JIiKapChKuX 3aco0iB. AKIIO0 y
malfieHTa 3 TOBEPXHEBOI rpubKOBOI0 iH(DEKITi€I0 3’ IBIII0THCS BUCUTIAHHS, 1110 MOXKHA ITOB’I3aTH i3
3aCTOCYBaHHSM (IYKOHA30J11y, II0fabIlle 3aCTOCYBaHHS IIpenapaTy CIIifl IPUIUHUATH. AKII0 y
malfieHTa 3 iHBa3MBHOI/CHCTEMHOI0 TPUOKOBOI0 iH(EKIIi€I0 3 IBISIOTHCSI BUCUIIAHHS Ha IKipi, 3a
M0T0 CTAHOM ITOTPIOHO PETENbHO CIIOCTEPIraTH, a y BUMAIKy PO3BUTKY OYIbO3HUX BUCHIIaHb ab0
MYJIbTU(QOPMHOI ePUTEMU 3aCTOCYBaHHS (IYKOHA30Iy CIIifl MIPUIUHUTH.

I'inepuymausicmby. ¥ pigKiCHUX BUMIaAKax IMOBIIOMJISAIOCS IPO PO3BUTOK aHa(iNaKTUYHUX peakKlii.

ITumoxpom P450. ®nykoHa301 € IOTyKHUM iHTi6iTopoM dhepmenTy CYP2C9 Ta moMmipHUM
inri6itopom pepmenty CYP3A4. Takoxk ¢rnykoHason € inribitopom pepmenty CYP2C19. Crin
CIIOCTEpIiraTu 3a CTAHOM IIAIli€HTIB, SKi OHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta IpernapaTH 3
BY3bKHM TepalleBTUYHUM BiKHOM, 1110 MeTabomi3yoTscs 3 yuacTtio CYP2C9, CYP2C19 ta CYP3A4.

TeppeHaduH. Crif peTeIbHO CIIOCTEePiraTy 3a CTaHOM TIallieHTa IIPY 0JHOYaCHOMY 3aCTOCYBaHHI
TepdeHaguHy Ta ¢paykKoHa3omy y no3i menuie 400 mr Ha go0y.

HonomiscHi peyosuHu. IIpenapaT MiCTUTH 1akTO3y. [laljieHTaM 3 PigKICHUMU CIIafKOBAMU
3aXBOPIOBAaHHSIMY, TAKUMHU K HEIIEPEHOCUMICTh rajlakTO3H, HeOCTATHICTh 1akTa3u Jlamnmna
Ta ManbaOCcopO1Iis TII0K03U-TalakKTo3u, He CJIifl 3aCTOCOBYBATH L€l Ipemnapar.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.
2KiHKu penpodyKkmusHo20 8IKY

[lepen moyaTKOM JIiKyBaHHS MAIliEHTKY CJIif IPOiH(OPMYyBaTH PO NOTEHUINHUN PU3UK
[J1s IJI0fA.

[Ticms 3acToCyBaHHS OJHOPA30BO1 JO3M CJIil BUTPHMAaTH MepPioJ BUBEOEeHHS
GbryKoHa305y, IKUW CTAHOBUTH Npubnu3no 1 TuxpeHs (110 BigmoBigae 5-6 mepiomam
HaliBBUBEOEHHS), IO HACTAHHS BariTHOCTI (AuB. po3min «PapMaKOKiHETHKA»).

[Ipu TpuBanux Kypcax JIIKyBaHHS XIHKaM PeIpOAYKTUBHOTO BIKY CJIIJ PO3IJIAHYTHU
MOXKJIMBICTh 3aCTOCYBaHHS KOHTpAIEMNIlil MPOTATOM yChOTO MEePioAy JiKyBaHHS Ta
npoTATroM 1 TUXHS MiCNIS IPUKAOMY OCTaHHBOI TO3M.

BaeimHicmb



OO6cepBaliilibi goCHiIKeHHs CBiqYaTh PO MiABUIEHUN PU3UK CIIOHTAHHOTO abOPTY V XKIiHOK, SKi
oTpuMyBaiu GJIyKOHA30JI IPOTSITOM IIEPIIOro Ta/abo APyroro TPUMECTPY, IMOPIiBHIHO 3 KiHKaMH, SKi
He npuiiManu GIyKoHa305 abo OTpUMYBaAJIX MiClieBi a30/IH Y TOM caMuii mepiof,.

IlaHi, oTpuMaHi Iif 9ac 3acTocyBaHHS (IIyKOHa30Jy ¥ 0o3i < 150 Mr KinbKOM THUCS4YaM
BariTHUX XKiHOK IIPOTSTOM | TPUMECTPY BaTriTHOCTI, He CBiTYUTH PO 30ibIIEHHS 3arajlbHOTO
PU3UKY PO3BUTKY BaJ PO3BUTKY Y IJI0JA.

B ogHOMY BenukKoMy o6cepBalliiHOMYy KOTOPTHOMY HOOCIifI>KEeHHI 3aCTOCYBaHHS
IIepopanbHOro (PIyKoHa30/my y I TpuMecTpi acomitoBaBCs 3 HEBEIUKUM ITiABUIIEHUM PU3UKOM
PO3BUTKY Baj] OTIOPHO-PYXOBOT'0 amaparty, 10 BiAmoBigae mpubau3Ho 1 4ogaTkKoOBOMY BUIAAKY
Ha 1000 XiHOK, SIKi OTpEMyBau CYKyIIHYy TepaneBTU4YHY 003y <450 MTI IOpPiBHSAHO 3
JXKiHKaMH, SIKi OTPUMYBaJM MiclleBi a3omu, i mpubau3Ho 1o 4 nomaTKoBuX Bumagku Ha 1000
XIHOK, sKi OTPUMYBAJIX CYKYIIHY TepalleBTU4HY 103y oHan 450 Mr. BignocHuil pusuk
ctaHoBuB 1,29 (95 % M1 Big 1,05 go 1,58) mpu npuiiomi 150 mMr nepopanbsHOTo (hiiyKoHa30iy Ta 1,98
(95 % MOl Bim 1,23 mo 3,17) mns mo3 noHap 450 Mr pIyKoHa307y.

HasBHIi enifeMionoriyHi JOCHIgXKEHHS IONO0 PO3BUTKY Baj CepLd IIPU 3aCTOCYBaHHI
(GbIyKOHAa305y y Iepiofd BariTHOCTI AaloTh CynepednuBi pe3ynbTaTu. OfHAK MeTaaHai3 5
obOcepBalliltHUX OOCTigXKEHb, MPOBEAEHUX 3a Y4YacTIO KiTbKOX TUCSY BaTiTHUX XKiHOK, SKi
OTpUMYBanu (GPIyKOHA30JI MIPOTATOM IIEePLIOr0 TPUMECTPY, BUSBUB MigBUILEHHSI PUIUKY
PO3BUTKY Baf cepus y 1,8-2 pa3u MoOpiBHSIHO 3 THUM, KONIM (JIYKOHA30JI He 3aCTOCOBYBaIU
Ta/a00 BUKOPHCTOBYBaJIM a30JI1 OJIS MiCI[€BOTO 3aCTOCYBaHHS.

Y noBigoMIeHHAX PO BUMAAKU ONKUCAHO BPOAXKEHI Bagyd PO3BUTKY Y HEMOBJIAT, MaTepi
SKUX OTpUMYyBanu BuCoOKi no3u (Big 400 mo 800 mr/mo0y) ¢prnyKoHa307y v mepion
BariTHOCTi mpoTsaroM 3 micsiiiB abo Ginbine mpu NMiKyBaHHI KoKiupmioimomiko3y. Cepep
BPOMKEHUX Bafl, AKi cliocTepiranucs y nux miTe, - Opaxiuedarist, gucnnasis BymIHUX
PaKOBUH, HagMipHe 30i/bIlIeHHS IePEegHbOr0o TiM sSUKa, BUKPUBJIEHHS CTETHOBOI KiCTKHU
Ta IIPOMEHEBO-IJIEUOBUY CUHOCTO3. [IpUYMHHO-HACIIAKOBUY 3B’A30K MiXK 3aCTOCYBaHHIM
(bIyKOHa30Jly Ta BPOAXKEHUMHU BaJaMU He BCTaHOBJIEHUU.

He cnig 3acTocoByBaTH 3BMYalHi 103U (HIIYKOHA30Jy Ta KOPOTKOTPUBAII KYPCH NTiKyBaHHS
(bITYyKOHA30JI0M Yy Tepiof BariTHOCT, 3a BUHSATKOM KpalHbol He0OXimHOCTi.

He cnig 3acTOCOBYBaTH BUCOKI M03U (ITyKOHA3011y Ta/a00 TpuBasli KypCcH JiKyBaHHS
(bITyKOHA30JI0M y IIepiof BariTHOCTI, 3a BUHSITKOM JIiKyBaHHS iH(MEKIIIH, 1110 MOXKYTh
3arpoxKyBaTHU XKHUTTIO.

®yKoHAa30JI MPOHUKAE y TPYAHE MOJIOKO Ta JOCSITa€E HUKYOI KOHIIEHTPalil, HiXK y M1a3Mi
KpoBi. 'ogyBaHHS rpyAai0 MOXKHA IMPOOOBKYBATH IIiCJIS PA30BOr0 3aCTOCYBaHHS 3BUYANHOL
no3u GpykKoHa3omy, 1m0 ctaHoBuTh 200 Mr abo MeHIIIe.

['omyBaTy IpyAmio He PEKOMEHOYEThCS Ipu 0araTopa3oBOMY 3acTOCyBaHHi GIykKoHa301y abo
IIPU 3aCTOCYBaHHI BUCOKUX 03 (IYKOHA30ITy.

30amuicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.



IocmimkeHb BIJIMBY IIpemapaTy Ha 3JaTHICTh KepyBaTH aBTOTPAHCIIOPTOM abo ImpallioBaTu 3 iHIIUMU
MeXaHi3MaMy He TPOBOAMUIOCS.

[TarienTiB cmip mpoiHgopMyBaTH PO MOXKIIMBICTh PO3BUTKY 3allaMOpPOYeHHs ab0 CyIoM IIif Yac
3aCTOCOBYBaHHSA IIpemnapaty. [Ipy1 po3BUTKY TaKUX CUMIITOMIB He PEKOMEHYEThCI KepyBaTh
aBTOTPAHCIIOPTOM abo0 MpaIfoBaTH 3 iHIIMMU MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHss ma do3u.

Kamncynu cnig koBTaTu minuMu. [IpuitoMm npemnapaTty He 3ajIeXXUTh Bifi IPUHAOMY 1Xi.
Hopocai.

[IpemapaT 3aCTOCOBYBaTH IepopasbHo y 1031 150 Mr ogHOPa30Bo.

ITauieHmu AimHb020 BIK).

[Tpu BigCyTHOCTI 03HAK MOPYLIeHHS (PYHKIIIM HUPOK [AJIS JIiKyBaHHS JaHOl KaTeropil malieHTiB
3aCTOCOBYIOTh 3BUYAUHY 103y AJIS SOPOCIIHX.

ITopyweHHA pYHKUIU HUPOK.
®1YKOHA30/I BHBOAUTHCA B OCHOBHOMY 3 CeYel0 y
He3MiHeHOMY Buriasagi. [Ipu pa3oBoMy 3aCTOCyBaHHI

nmpenapary KOPUryBaTH J03y JaHiHd KaTeropii mamieHTiB He
noTpioHo.

ITopyweHHA PYHKUIU NeviHKU.

®nyKoHA3071 CIifl 3aCTOCOBYBaTH 3 00€PEKHICTIO MallieHTaM i3 MOpylUIeHHAMY QYHKIIHM IeYiHKH,
OCKiJIbKY iH(popMallil o0 3aCToCyBaHHS (HIIYKOHA30IIy IIili KaTeropii malfieHTiB HelOCTaTHEO.

Himu.

EdekTuBHicTh Ta 6e3meka 3aCTOCyBaHHS IIpenapaTy AJid JTiKyBaHHS IeHiTaJTbHUX KaHAUO03IB y OiTeln
He BCTAHOBJIEHI, He3BaXKal4yy Ha BUUYEPIIHI JaHi 00 3aCTOCYBaHHA IIpenapary AiTaM. fAKINo icHye
HarajbHa moTpeba 3aCTOCyBaHHS IIpenapary miamiTkaM (BikoM Bifm 12 mo 17 pokiB), ciin
3aCTOCOBYBAaTHX 3BUYalHi 003U AJIS JOPOCIIUX.

Ilepedo3yeanHsi.

[ToBimoMIsiu PO BUITAAKY Iepeno3yBaHHs GIYKOHA30JI0M; OMHOYACHO MTOBIOOMIISIIIM ITPO
rajouuHalil Ta mapaHoiganbHy MTOBEiHKY.

[Tpu nepemo3yBaHHi HEOOXiMHO ITPOBECTH CUMIITOMATUYHY MigTPUMYIOUY Tepariio Ta y pasi



HEOOXiTHOCTI - MPOMHUTH IITYHOK.

®IyKOHA30JI 3HaYHOI MipOI0 €eKCKPETYETHCS 3 cedero; (GOPCOBAHUM Aiype3 MOXKe IPUCKOPUTU
BUBeIeHHS npenapaTy. CeaHc remMofianily TPUBaiCTIO 3 TOOUHU 3HUKYE PiBeHb PIYKOHA30JTY V
na3Mi KpoBi mpubnu3uo Ha 50 %.

ITo6iuni peakuii.

Haituacrime (> 1/10) moBimoMsiiu po Taki mo6ivHi peakilii: ronoBHuUi 6inb, 6inb y yepeBHik
IIOPOKHUHI, Iiapesi, HynoTa, OI0BaHHS, BUCUIIAHHS, MiABUIIEHHS PiBHA ajaHiHaMiHOTpaHC(epas3u
(AJIT), acnaptataminotpancdepasu (ACT) Ta nyxHoi pochaTtasu (JIO) Kposi.

[ToBimoMIIsiNM PO peakilito JTiKapchKuX 3ac00iB 3 €03uHOGINi€I0 Ta CUCTEMHUMY CUMIITOMaMMU
(DRESS-cunmgpom), 1110 TI0B’sI3aHi 3 MiKyBaHHIM (Pr1yKoHa3010M (IuB. po3min «OcoO0muBOCTi
3aCTOCYBaHHS»).

II71s1 OIIiIHKY YaCTOTY BUHUKHEHHS MOOIYHUX pPeakIliii BUKOPUCTOBYIOTh TaKy Kilacudikallio:
nyxe gacto (= 1/10), gacto (= 1/100, < 1/10), mHeuacTto (= 1/1000, < 1/100), pigko (= 1/10
000, < 1/1000), my=xe pigko (< 1/10 000), vacToTa HeBigoMa (HEMOXKJIMBO OLIHUTH Ha
IigcTaBi HAasgBHUX MAHUX).

3 60Ky cucmemu Kposi: He4acTo - aHeMisl; PidKo - arpaHyJIOIUTO3, TIEHKOIEeHisT, HeUTPOIIeHis,
TPOMOOIIMTOIIEHis.

3 6oky imyHHOI cucmemu: PimKO - aHadinakcis.

3 60Ky memaboaizmy: HEYaCTO - 3HUKEHHS alleTUTY; PIIKO - TiNepTPUrilinepuaeMis,
rirnepxojecTepuHeMid, rinokaniemis.

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

3 60Ky Hepsosoi cucmemu: 4aCTO - TOJIOBHUM 0inb; HEYACTO - CYIOMHU, 3allaMOPOYEHHS],
IapecTesil, IOPYIIeHHSI CMaKy; Pilko - TPeMop.

3 60Ky opaaHis cayxy: HEYaCTO - BEPTUTO.

3 6oky cepus: PIAKO - MapOKCHU3MaJIbHa IIIYHOYKOBA TaXiKapAis TUIY «IipyeT», IOLOBXKEHHS
inTepany QT.

3 60Ky mpagHo20 mpakmy: 4acTo - 6iyb Y YepeBHil MOPOXKHUHI, fiapes, HyOoTa, 6/II0BAaHHS; HEYACTO
- 3a1o0p, AUCIENCisa, MeTEOPU3M, CyXiCThb y POTi.

3 6oky eenamobiaiapHoi cucmemu: 4acTo - migsuileHHs piBHA AJIT, ACT, JI®; HEeYacTo -
X0J1eCTa3, XKOBTSHUIIS, IiABUIIEHHS PiBHA Oinipy0iHy; PiAKO - Ie4iHKOBa HEIOCTATHICTh,
rernaToLesoIIPHUN HEKPO3, TENaTUTH, TellaTOLENI0IIPHE YPaKeHH .

3 60Ky wKipu ma niGwkipHOi MKaHUHu: YaCTO - BUCUIIAHHS; HEYacTO - CBepOixK,
MeOUKaMEeHTO3HUM IepMaTUT (BKI04anyn PiKCOBaHUN MeIMKAaMEHTO3HUMN IePMAaTHT),
KPOIIUB sIHKA, IigBUIIleHe ITIOTOBUAIIEHHS; PIIKO - TOKCUYHUM emligepMasibHUM HEKPOJIi3,
cuaapoM CriBeHca-[2KOHCOHA, TOCTPUM reHepasli3oBaHUM €K3aHTeMaTO3HUU IIyCTY/Ib03,



ekchomiaTUBHUY JepMaTUT, aHTIOHEBPOTUYHUY HaOPSK, HAOPSAK 00IHUYYSs, alomellis;
YacTOTa HeBigoMa - peakllis Ha JIikapChbKuM 3aci0 3 e03uHOGisi€l0 Ta CHCTEMHUMU
cumnToMmamu (DRESS).

3 boky Kicmkogo-m’s3080i cucmemu: He4acCTO - Miaris.
3aeanvHi po3sadu: HEYaCTO - MifABUILIEHa BTOMJIIOBAHICTh, He3AyXKaHH, aCTeHis, rapsadka.

[imu. YacToTa Ta xapakTep no0iYHMX peakKIliil i BifxuieHb Big HOPMU pe3yIbTaTiB 1ab0paTOPHUX
aHasli3iB y X0Ai KIiHIYHUX OOCHIAXKEHb 3 Y4aCTIO JiTed MOPiBHAHO 3 TAKUMHU Y JOPOCIIUX.

38im npo nido3prosaHi nobiyHi peakuii.

3BiT mpo mimo3pioBaHi Mo6iuHi peakilii micns peecTpallil TiKapchbKoro 3aco0y Ma€e BaKIIUBe
3Ha4eHHs. Lle gae 3mory npoBoguTu 6e3nepepBHUIM MOHITOPUHT CITiBBiIHOIIEHHS MiX
KOPHCTIO i pu3uKaMH, ITOB’I3aHUMH i3 3aCTOCYBaHHSIM LIbOTO JIiIKapChKOTro 3aco0y. Megu4yHux
IpaliBHUKIB ITPOCSTH 3BiTYyBaTH PO Oyab-siKi migo3pioBaHi mobiuHi peakiril BifmoBigHO 0o
BAMOT MiCLIEBOI'0 3aKOHOLABCTBA.

Tepmin npudamuocmi. 5 POKIB.

YmoBH 30epiranns.

30epiraTu B OpUTiHANbHIN YIIaKOBI Ipy TeMIepaTypi He Buile 25 °C.
30epiraTv y HeIOCTYITHOMY [JISI OiTeM MicCIii.

YnakoBka.

1 kamcyna y 6mictepi; mo 1, 2, 3 a6o 4 6icTepu y Kopooiii.
Kareropis Bigmycky.
150 mr Ne 1 - Ge3 perienTa.

150 Mr Ne 2; Ne 3; Ne 4 - 3a pelenTom.

BuUpOOHHK.

TOB «<ACTPAOAPM».

Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca Micls MpoBaIXKeHHS HOro Tis/IbHOCTI.
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