Ckian

Oitoua pevuosuHda: GIyKOHA30I;
1 kanicyna mMicTuth QyKoHa30iy, y nepepaxyBanti Ha 100% pegosuny 100 mr;
OONOMIJCHI peuoB8UHU: KalbIlil0 CTeapaT, HaTPil0 KPOXMaJbIIiKOIAT (TUl A);

CcK/1a0 060/10HKU Kancyau 045 0o3yeaHHs 100 me: XkKenaTuH, MaTeHToBauuu cuHint V (E
131), xinominoBuit xkoBtuit (E 104), Tutany miokcun (E 171), a3opy6in (E 122),
imgurokapmis (E 132).

JIikapcbKa ¢popmMa

Karncynu.

OcHOBHI (pi3uKo-xiMiuHI 81acmuBocmi: TBePHi XKejlaTuHOBL Kancynu Nel, kopoyc
0ipr030BOT0 KOIBOPY, KPUIITKA CUHBOTO KOJIbOPY I mo3yBaHHs 100 Mr.

BwmicT Kamncyn - mopomiok 6inoro abo maiixke 6i71oro Konmbopy, 6e3 3amaxy.
®dapMakKoTepalneBTHUYHA Irpyna

[TpoTurpubkoBi 3acobu AJIsE CUCTEMHOT0 3acTocyBaHH:A. [ToximHi Tpuasony. Kog ATX
JO2A CO1.

dapMakKogHHaMiKa

MexaHi3M mil.

®1yKOHa30J1, TPOTUTPUOKOBUM 3acib Kjlacy TPHUa30JIliB - IOTYKHUM Ta CEIeKTUBHUU
iHri6iTOop rpubOKOBUX (pepMeHTiB, HEOOXigHUX /IS CUHTE3y eprocrepoiny. [lepBUHHUM
MeXaHi3MOM Horo [il € mpurHidveHHs rpubkoBoro 14 anbda-1aHoCTeEpPOII-
OeMeTUuII0BaHHS, OIIOCEPEIKOBAHOr0 IIUTOXpoMoM P450, 1110 € HEBIA'€MHUM €TallOM
OiocuHTE3y rpubKOBOT0 eprocrepony. Akymynsailia 14 anbda-MeTUI-CTEPOJIiB KOPETIOE
3 TIOMIaIbIIIOI0 BTPATOI0 EProCTEPOIIy MeMOPaHOI0 TPUOKOBOI KITITUHU Ta MOXKe
BimmoBigaTH 3a NPOTUTPUOKOBY aKTUBHICTH (QIIyKOHA3051y. OIIYKOHA30JI € OiIbII
CeJIeKTUBHUM [0 TpubKOBUX (pepMeHTiB iuToxpomy P450, HiXK Mo pisHOMaHIiTHUX
cucteM ¢pepMeHTiB mutoxpomy P450 ccasiiis.

3acTtocyBaHHS (HIyKOHa305y y #o3i 50 Mr Ha goOy npoTsarom 28 OHiB He BIIJIMBA€E Ha
piBEHB TECTOCTEPOHY Yy MJIa3Mi KPOBi y 40JIOBiKiB a00 Ha piBeHb eHIOTEeHHUX CTEPOIMiB
y XKIHOK penpoayKTUBHOTO Biky. ®nykoHa30n y mo3i 200-400 Mr Ha go0y He IPOSIBIISE



KJTIHiYHO 3HAYyIIOTO BILJIMBY Ha PiBEHb €EHOOTEHHUX CTEPOiNiB abo Ha BiOmOBiabL Ha
ctumynsaiiio AKTI y 3mopoBux moOpPOBOJIBIIIB YOI0OBIUOl CTaTi.

[ocnigKeHHs B3aEMOQil 3 aHTUIIPUHOM IIPOJEMOHCTPYBAJIO, III0 3aCTOCyBaHHS 50 Mr
dbyKoHa3011y pa30Bo 4K OaraTopa3oBO He BIJIMBA€ Ha MeTab0J1i3M aHTUIIIPUHY.

YyTnuBICTH in vitro.

®nykKoHa30711 in vitro meMoHCTpy€e TPOTUTPUOKOBY aKTUBHICTH cTOCOBHO BupiB Candida,
110 3yCTpidaloThCs HaudacTimie (BKmatogaiouu C.albicans, C.parapsilosis, C.tropicalis).
C.glabrata meMOHCTpy€ MUPOKUYU Oialla30H YyTIUBOCTI OO0 (PJIIyKOHA30Iy, TOAL IK
C.krusei € mo HbOTO PE3UCTEHTHOIO.

TakoxK (IyKOHaA3071 in vitro ;eMoOHCTPy€e aKTUBHICTD K npotu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TpoT¥ eHOEeMiYHUX IIIiICHSIBUX rpubiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum Ta
Paracoccidioides brasiliensis.

B3aeMo03B’s130K hapMaKOKiHETHUYHHUX i apMaKOOUHAMIUYHIUX BJIACTUBOCTEMH.

BigrmoBigHO [0 pe3ysbTaTiB OOCIIIAXKEeHb Ha TBapyUHAaX, ICHY€E KOpesaLisa Mix
MiHiMaIbHOIO iHTiI0YI049010 KOHIIEHTPAIli€l0 Ta e(peKTUBHICTIO TPOTH
eKCIlepUMeHTaJIbHUX MOIelel MiKo3iB, cipuunHeHuX BupgaMu Candida. BigmosigHOo O0
pe3ynbTaTiB KIIIHIYHUX OOCHIAXKeHb, iCHy€ MiHilHa 3anexHicTh MizK AUC Ta go3010
dnykonazony (mpubnusno 1:1). Takoxk iCHye npssMui, ajie HeIOCTATHIM 3B SI30K Mix
AUC abo0 703010 Ta IMO3UTHUBHOIO KJIIHIYHOIO BiINOBIAOI0 Ha JIiIKyBaHHS OpaIbHOTO
KaHOUA03y Ta MEHIIOI0 Mipolo - KaHauAeMil. AHaAIOTiuHO JIiKyBaHHS iH(MEKIIiH,
CIIPUYHMHEHUX IIITaMaM¥, 0O SKUX (PJIyKOHA30JI JEMOHCTPYE BUCOKY MiHiMalIbHY
inridytouy KoHieHTpatito (MIK), € MeHIII 3aJOBiTbHUM.

MexaHi3M PEe3UCTEHTHOCTI.

Mikpoopraniamu poay Candida feMOHCTPYIOTh YHCIE€HHI MeXaHi3MMU PEe3UCTEHTHOCTI
00 a30JIbHUX IIPOTUTPUOKOBUX 3ac006iB. ®IyKOHa30J1 AeMOHCTPYy€e BUCOKY MIK nmpoTu
IITaMiB rpubiB, sIKi MaloTh OOuH ab0 OinbIile MexaHi3MiB pe3UCTEeHTHOCTI, 1110
HeraTHUBHO BIOJIMBA€ Ha e(peKTUBHICTH in vivo Ta B KIiHIYHIN nmpakTuili. [ToBigomnsanocs
PO BUMAAKU PO3BUTKY cymnepindekiril Candida spp., iHmumMmu Hizk C. Albicans Bumamu,
III0 YaCTO € HeYYTIUBUMHU A0 piaykKoHas3ony (Hampukinang Candida krusei). s
JIIKYBaHHSI TAKWX BUMAJKIB CJIiJI 3aCTOCOBYBATU albTEPHATHUBHI MPOTUTPUOKOBI
3acobu.

dapMaKOKiHeTHKa



dapMaKOKiHETUYHI BTaCTUBOCTI PIIYyKOHA30J1y € NMOAIOHUMHU ITPU BHYTPIITHHOBEHHOMY
1 IepopaJibHOMY 3aCTOCYBaHHI.

AGcopOiris.

®dnykoHa3omn mobpe BCMOKTYETHCS MPHU IIePOPaIbHOMY 3aCTOCYyBaHHi, a piBeHb
mpernapary y Ijla3Mi KpoBi i cucTeMHa 0i0gOCTYIIHICTh epeBUIIyIOTh 90% piBHSA
(bnykKoHa3o0my y mjaa3Mi KPOBi, II0 OCSATAETHLCSA IPU BHYTPIIITHHOBEHHOMY BBEOEHHI
npenapaty. OgHOYacHe BXKHWBaHHS 1Ki He BIIJINBA€ Ha BCMOKTYBaHHS IIpemnapary IIpu
UOT0 mepopajibHOMY 3acTOCyBaHHI. [IikoBa KOHIIeHTpallis y Ijla3Mi KPOBi JOCATAETHCSI
yepes 0,5-1,5 roguHu micis npunoMmy npemnaparty. KoHIleHTpallisa npemnapaTty y Ijia3Mmi
KPOBI ITpomopIiiHa A0 0o3u. PiBHOBaXKHa KOHIIeHTpPallisa Ha piBHi 90% mocsraeTscs Ha
OPYTUU OeHb JTiKyBaHHS IIPU 3aCTOCYBaHHI y IIePIINY OeHb HaBaHTaXyBaJIbHOL JO3H,
III0 BABiYi ImepeBUIllye 3BUYaNHy MOO0OBY O03Y.

Posnomin.

O6’eM po3nofiny MpubIN3HO OOPiBHIOE 3araJlIbHOMY BMICTY PifUHU B OpraHi3Mi.
3B’s13yBaHHS 3 OinKaMu Ij1a3Mu KpoBi HU3bKe (11-12%).

®dnykoHa3on mobpe MPOHUKAE B YCi MOCHiAXKyBaHi piguHu opraHiamy. PiBeHb
dbyKOoHaA30Jy y CIIUHI Ta MOKPOTHUHHI € TOAiOHUM OO0 KOHIIEHTpAIllil mpemnapary y
IJ1a3Mi KpoBi. Y mallieHTiB, XBOpuX Ha rPUOKOBUM MEHIiHTIT, piBeHb QIYKOHA30Iy Y
CIIMHHOMO3KOBil piguHi mocsrae 80% KoHIIeHTpaIllil y I1JIa3Mi KPOBi.

Bucoki KoHIIeHTpallil QpIyKOHa30Jy y HIKipi, 10 IIePEeBUIIYIOTh CHPOBATKOBI,
OOCATal0ThCS Y POrOBOMY IlIapi, emigepMici, gepMi Ta noti. ®1yKoHa30751
HaKOIIMYYETHCS Y poroBomy Iapi. [Ipu 3acTocyBaHHi go3u 50 Mr 1 pa3 Ha mo0y
KOHIIeHTpallia GIyKoHa30J1y Imicnsa 12 gHiB NiKyBaHHS CTaHOBUJIA 73 MKI/T, a 4yepes 7
[OHIB ITiCJIS 3aBEPILIEHHS JIIKyBaHHS KOHIIEHTpPALlid BCe I1le CTaHoBUia 5,8 MKr/r. [Ipu
3acTtocyBaHHi mo3u 150 Mr 1 pa3 Ha TUXKOEHb KOHIIEHTPaIliad (IYKOHA30/ly Ha 7-U OeHb
JIIKyBaHHS cTaHOBUIa 23,4 MKT/T; yepe3 7 OHIB ITiCIs1 3aCTOCYBaHHS HACTYIIHOl [O3U
KOHIIeHTpallid BCe 1Ie cTaHOBUia 7,1 MKI/T.

KonueHnTpanis ¢gpaykoHa3zony B Hirtax micns 4 micaimiB 3actocyBanHsg 150 mr 1 pas Ha
TUXKIOEHb cTaHOBUA 4,05 MKT/T Yy 30POBUX OOOPOBOJIBIIB Ta 1,8 MKI/T mipu
3aXBOPIOBaAHHAX HIrTiB; PJIyKOHaA30J1 BU3Ha4YaBCs y 3pal3Kax HIirTiB yepe3 6 MicCSIiB
ic/isl 3aBepIIeHHs Teparmil.

BioTrpaHcdopmMalris.

®dnykoHa3on MeTabosi3yeThCSA HE3HAUHOIO Mipoto. [Ipu BBeeHHi J031, MideHOol
panioakTUBHUMU i30TonaMy, nuine 11% ¢GiayKoHa3051y eKCKPETYETHCSA 3 CeUel0 y
3MiHeHoMYy BUrasgi. ®IyKOHA30JI € CeIeKTUBHUM iHTiOiTopoM izodepmenTtiB CYP2C9



Ta CYP3A4, a Takox inri6itopom isopepmenty CYP2C19.

BusegeHH4.

[Tepion HamiBBUBeOeHHS (JIIyKOHA30J1y i3 IIJ1a3MU KPOBi CTAaHOBUTH 0/1M3bK0 30 romuH.
Binpllla YacTWHa IIpenapaTy BUBOOUTHCS HUPKamu, mpudomy 80% BBegeHOl mo3u
BUSBJIIETLCS y Cedi B He3MiHeHOMY cTaHi. KiipeHc ¢piyKoHa3051y IPOMOPLiNHUN [0
KJlipeHcy KpeaTuHiny. LIupkynioiounx MeTaboIiTiB He BUSBJIEHO.

TpuBanuu nepion HaliBBUBEOEHH IIpenapaTy 3 IJIa3MU KPOBi Ja€ MOXKJIUBICTh
Pa30BOro 3aCTOCYBaHHA IIpellapaTy IpU BariHaJIbHOMY KaHOXWO031, a TaKOXK
3aCTOCyBaHH4 Ipenapatry 1 pa3 Ha TUXIOEeHb IPU IHIINX [IOKa3aHHAX.

HupkoBa HEOJOCTATHICTh.

Y nailieHTiB i3 HUPKOBOIO HEOOCTATHICTIO TAXKKOT0 CTyIIeHs (IIBUAKICTh KIIyOOYKOBOL
dinpTpanii < 20 Mi/xB) nepion HamiBBUBegeHHs 30inburyeTbcs 3 30 roauH mo 98
roguH. ToMy 11itf KaTeropii maiieHTiB He0OXimHO 3MEHIIUTHU 03y PJIYKOHA30ITy.
®1yKOHA30JI BUOAJISIETHCA LIIAXOM reMofiani3dy, Ta MEeHIIO MipO0 - LIJIIXOM
IHTparnepuToOHeabHOT 0 aianidy. CeaHc remMopiani3dy TPUBaJIIiCTIO 3 TOOUHYU 3HUXKYE
piBeHb QIIYKOHA30JIy y mj1a3Mi KpoBi mpubiau3Ho Ha 50%.

[TamieHTH JTITHHOTO BIKY.

3MiHu ¢papMaKOKiHETHKM y HAlli€HTIB JIITHHOTO BiKy OUE€BUIOHO 3aJI€KUTD Bifl
napaMeTpiB QyHKIIII HUPOK.

IToxa3zaHHSA

JIiKkyBaHHSI TaKUX 3aXBOPIOBAHb Y HOPOCIUX SK:

e KPUIITOKOKOBUU MEHIHTIT;

e KOKIIUAi01O03;

e iHBA3MBHI KaHOUOO3MU;

e KAHOUIO3M CIM30BUX 000JIOHOK, BK/II0YAal0UYU KaHOUO03 POTOTJIOTKY Ta KaHOUOI03
CTPaBOXO0Ay, KAaHAUOYPisA, XPOHIYHUN KaHAUOO3 IIKipHU i CITU30BUX 000JIOHOK;

e XpPOHIUHUYN aTPOPiYHUN KaHOUA03 (KaHOUO03, COPUYNHEHNN BUKOPUCTAHHSIM
3yOHUX ITPOTEe3iB) mpu HeeheKTUBHOCTI MiCIIEBUX CTOMATOJIOTiYHUX Tiri€eHiYHUX
3aco0iB;

e BariHaJIbHUYM KaHOWO03, TOCTPUY YU PELUOUBYIOYNM, KOJIX MiClleBa Tepallisd He €
OOPEYHOIO;

e KAHAUOO3HUU OayaHiT, KOIU MiclleBa Tepalisi He € JOPEeYHOIO;

e JepPMaTOMiKO3H1, BKJIIOUAI0YM MiKO3 CTOM, MiKO3 IJIafeHbKOl IIKipH, TaX0BUHU
OepMaToOMiK03, pi3HOOAapBHUM NUIIaM Ta KAaHOUAO03Hi iHGeKIIil mKipu, Komu



CUCTEMHa Tepallisi He € JOPEYHOI;
e mepMaTOPIiTHUYM OHIXOMIKO3, KOJIM 3aCTOCYBAHHS iHIITNUX JTiIKapChbKUX 3aco0iB He €
OOPEYHUM.

[TpodimakTuKa TaKUX 3aXBOPIOBaHb Yy JOPOCIIUX SK:

penuauB KPUIITOKOKOBOT'O MEHIHTITY y MAlli€eHTiB 3 BUCOKUM PU3UKOM HOTO
PO3BUTKY;

penuauB KaHOUO03y POTOTJIOTKM abo cTpaBoxony y naiieHTiB 3 BIJI 3 BUCOKUM
PHU3KUKOM KOTO PO3BUTKY;

3HUKEHHS YaCTOTU PelMNBiB BariHajlbHOr0 KaHauAo3y (4 abo Oinbllle BUITagKU
Ha piK);

npodinakTuKa KaHOUAO3HUX iHQEKIIM y MalliEHTIB i3 TPpUBaI0ol0 HEUTPOIEHIEIO
(HammpukJiaz, DallieHTiB 31 3JI0KICHUMU 3aXBOPIOBAHHSIMU KPOBI, Ki OTPUMYIOTh
ximioTepariio abo nalieHTiB Ipu TpaHCIJIaHTallil TeEMOIIOETUYHUX CTOBOYPOBUX
KJIiTHUH).

iTu.

3acTocoByBaTH JIiKapChKul 3acib y popMi Karcys gaHii KaTeropil naimieHTiB MOXKHa
TOMi, KOJIM OiTH 3maTHiI 6e3MeYHO IIPOKOBTHYTH KAIICYITy, 110 3a3BUYall € MOXKJIUBUM Yy
BiIli Bi 5 POKIiB.

Iudmr03051 3aCTOCOBYBATH OiTAM [Jis TiKyBaHHS KaHOUAO3iB CIIM30BUX 000I0OHOK
(kaHOUOO3 POTOTJIOTKY, KAHANO03 CTPABOXO0Y), iHBa3UBHUX KaHOUO03iB,
KPUIITOKOKOBOTO MEHIHTITY Ta [AJ1d NPOoPiIaKTUKU KaHOUOO3HUX iHPEKIiN y MallieHTiB
31 3HMXKEeHUM iIMyHIiTeTOM. [IpenapaT MOXXHa 3aCTOCOBYBaTH SK IIIATPUMYIOUY Tepalito
IJIs IonepenKeHHs pelagUBY KPUIITOKOKOBOI'O MEHIHTITY y OiTel i3 BUCOKUM
PU3UKOM UOr0 PO3BUTKY.

Teparmito npenapaTtoM [Hudii0301 MOKHA PO3IIOYUHATHA OO0 OTPUMaHHS pe3yJIbTaTiB
KYIbTYpPalbHUX Ta iHIIMX TaO0paTOPHUX OOCIHiIXKEeHb; ITiCIsT OTPUMaHHS pe3yIbTaTiB
aHTuOaKTepialbHy Tepariio CiIif CKOPUT'yBaTH BiAIOBIiTHUM YHWHOM.

IIporunoka3aHHs

e TiMepuyTAUBICTH MO GIIYKOHA30ITY, iHIITUX a30JIbHUX CIIONYK abo 10 Oyab-sKoi 3
OOIIOMIXKHUX PEYOBUH IIperapary;

e OJHOYACHE 3aCTOCYBaHHS (PJIyKOHA30Jly Ta TepPpeHaguHy Imali€eHTaM, SKi
3aCTOCOBYIOTH (piiyKOHa301 O6araTopa3oBo y mo3ax 400 mr/moOy Ta Buille (3TigHO 3
pe3yJibTaTaMM JOCIiIXKeHHS B3a€EMOil 6araTopa3oBOT0 3aCTOCYyBaHHS);

e OIHOYACHE 3aCTOCYBaHHS (QIIyKOHA30JIy Ta iHIIUX JIiIKapChKUX 3ac00iB, 110
momoBXKYyIOTh iHTepBan QT Ta MeTaboTi3yIOTHCS 3a MOMOMOT0I0 (GEPMEHTY



CYP3A4 (mampukinan Hu3anpuay, aCTeMi30y, IiMO3UAY, XiHIiOWHY Ta
E€PUTPOMIIIUHY).

B3aeMoqisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHM B3a€EMOIiN

IIpomunoka3aHe cymMiCHe 3aCmMOCYB8AHHA d)flVKOHCISOflV ma Huxc4ye3sd3Hd4eHux

JAiKapcvKux 3acobis.

Iuzanpud: MOBigOMJISAJIOCS PO PO3BUTOK IMOOIYHUX peakliii 3 60Ky Ceplisi, y TOMY
YUCJIi IPO ITapOKCU3MaJIbHY IIJIYHOYKOBY TaXiKapilo TUIY «IIipyeT» Yy MallleHTiB, AKi
OOHOYACHO 3aCTOCOBYBau (PIIyKOHA30JI Ta nu3anpum. HoCIioKeHHA
IPOJEeMOHCTPYBalH, III0 ogHO4YacHe 3acTocyBaHHA 200 Mr ¢ykoHa3ony 1 pa3 Ha nol0y
Ta 20 Mr u3anpuay 4 pasu Ha o0y IPU3BOOUIIO A0 3HAYHOTO MiIBUILIEHHS PiBHS
nu3anpuny y mjaa3Mi KpoBi Ta 00 nogoBxkeHHS iHTepBaiy QT. OgHouacHe
3acToCyBaHHS (OIIyKOHA30J1y Ta LIU3alpuay IpoTUIloKa3aHe (OUB. pO3aia
«[TpoTuUIIOKa3aHHI»).

TeppeHaluH: yepe3 BUMIAOKU PO3BUTKY TAXKKUX CEPLEBUX apUTMIiN, CIPUYUHEHUX
nonoBxKeHHSAM iHTepBany QTc, y malieHTiB, Ki 3aCTOCOBYBaJid a30JIbHi
MPOTUTPUOKOBI JTiKapchKi 3acobu ogHOYACHO 3 TepdeHaauHoM, OyIu MpoBeaeHi
OOCHiAKEeHHS B3a€MO[il IUX IMpemnapartiB. Y X0[i OOHOTO AOCHIAXKEeHHS IIpU
3acTocyBaHHi piykKoHa30iy y mo3i 200 Mr Ha mo0y He O0yJI0 BUSBJIEHO MOOBXKEHH S
inTepBany QTc. IaIIe mocHioKeHHS IPU 3aCTOCyBaHHI QIyKoHa305y y go3ax 400 mr
Ta 800 Mr Ha moOy IPOOEMOHCTPYBAaJIo, 0 3aCTOCyBaHHA (GIyKoHa30/1y y mo3ax 400
MT Ha 0oOy a0o BHUIlle 3HAYHO IIiABUIIYE PiBeHb TeppeHaauHy y n1a3Mi KpoBi mpu
OOHOYACHOMY 3aCTOCYBaHHI IIux npemnapartiB. CyMicHe 3aCTOCyBaHHS (QIIYKOHA30Iy y
no3ax 400 mMr a6o Buille 3 TepheHaanHOM IPOTUNOKa3aHe (IUB. PO3Min
«I[TpoTunokasanHusa»). [Ipu 3acTocyBaHHi QIyKOHa305y y mo3ax Hux4de 400 Mr Ha o0y
OOHOYACHO 3 TeppeHaguHOM CJIifi IPOBOOUTH PETEIbHUU MOHITOPUHT CTaHY Ialli€HTa.

Acmemi3on: cyMicHe 3aCTOCyBaHHS (PJIyKOHA30Jly Ta aCTEMi30/Ty MOXKe 3MEHIIUTH
KJIipeHC acTteMi3oiny. COpruYMHEHE IIUM ITiABUILEHHS KOHIIEHTPAallil acTeMi30ny y
ja3Mi KpOBi MO2Ke ITPU3BECTHU A0 NMOOoBXKeHH iHTepBany QT Ta pigko - oo
MapOKCHU3MaJIbHOI IIJTYHOYKOBOL TaxikKapAil Tumy «moipyer». OgHO4YaCHe 3aCTOCYBaHHSA
(JIyKOHA30Jly Ta acTeMi30Jly IIPOTUIIOKAa3aHe.

ITimo3u0 ma xiHiOuH: cyMicHe 3acToCyBaHHS (QIIYKOHA30J1y Ta IIiMO3uny abo XiHiouHy
MO2Ke ITPU3BOOUTHU [0 NPUTHIYeHHS MeTabosiaMy niMmo3uay abo XiHiguHy, xo4a
BiATIOBIHUX OOCJIiIKEHb in vitro Ta in vivo He mmpoBoaunu. [TigBUllleHHS KOHIeHTpallil
nmimMo3uay abo XiHImWHY y IJ1a3Mi KPOBi MOXKe CIPUYUHSTHU ITIOOOBXKeHHs iHTepBany QT
Ta PiAKO OIPU3BOOUTH OO0 PO3BUTKY HapOKCU3MaJIbHOI IITYHOYKOBOIL TaxXiKapmil TUITY
«mipyet». OgHO4YacHe 3aCTOCyBaHHSA (BJIYKOHA30JIy Ta niMo3unay abo XiHiguHy



ITPOTUIIOKAa3aHe.

EpumpomiyuH: ogHOYaCHE 3aCTOCYBaHHS €PUTPOMIIIMHY Ta (GIYKOHA30JIy IIOTEHIIINHO
MOXKe IIPU3BOOUTH [0 IIIABUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI
(momoBxeHH4 iHTepBany QT, mapokcu3maibHa IIJIYHOYKOBA TaxiKaphis TUILY
«IIipyeT») Ta, K HaACJiOOK, 4O PallTOBOIr0 CEPLEBOTO JIETAJIbHOTO HACIIOKY.
3acTocyBaHHs KoMOiHallil JaHUX JTiKapChbKUX 3aCc00iB IPOTUIIOKa3aHe.

He pekoMeHOy€EThCSI OJHOYACHE 3aCTOCYBaHHs (IYKOHA30JIy Ta HUXKYe3a3HaYeHUX

JTiIKapChKUX 3aco0iB.

l'amodaHTpuH: GIYKOHA30JI MOXKe CIIPUYUHUTH ITiABUIIIEHHS KOHIIeHTpaIlil
rajgogaHTPUHY Yy IJIa3Mi KPOBi 3a paxyHOK npurHidenusa CYP3A4. OgHo4yacHe
3aCTOCYBaHHS LIMX JTiKapPChKUX 3aC00iB MOTEHIIMHO MOKe IPU3BOOUTH A0 MiABUILEHHS
PU3UKY PO3BUTKY KapOiOTOKCUYHOCTI (TomoBxkeHHd iHTepBany QT, mapokcu3MarbHa
LIJIYHOYKOBA TaxXiKaphif TUNY «IipyeT») Ta, K HACJIIOK, IO palTOBOI'O CEPLIEBOT0
JIeTaabHOT0 Hachigky. Ciig YyHUKATH 3aCTOCYBaHHS KOMOiHaIlil JaHUX JTiKapChKUX
3aco0iB.

CyMicHe 3acmoCcy8aHHA (PAYKOHA301Y Md HUMHCYE3A3HAYEeHUX AiKaAPCbKUX 3acobis

guMdazae obepedcHocmi ma Kopuz2y8aHHs 003u.

Bnaus iHwux aikapcvKux 3acobi8 Ha ¢p1YKOHA301.

[ocnigkKeHHs B3a€EMOil MPOOEeMOHCTPYBalH, 110 OOHOYAaCHe BXKMWBaHHS 1Xi,
LUMMETHUOWH, aHTaluau abo mopanbIlle OIPOMiHEHHS YChOTO Tijla AJisd epecagKu
KiCTKOBOTO MO3KY He MaloTh KJIiHiYHO 3HAYyIIOr0 BILJIMBY Ha abcopO11ito (GIyKoHa30Ty
IIPpU MOT'0 IIepopaJbHOMY 3aCTOCYBaHHi.

Pudamminus: ogHOYacHe 3aCTOCYyBaHHSA (hIyKOHA30/Iy Ta pu(paMIIiluHy IPU3BOOUIIO
oo 3umkeHHs AUC Ha 25% Ta CKOpO4YyBaJio Iepiof HalliBBUBEeOeHHS (PJIyKOHa30Jly Ha
20%. Tomy mns maIieHTiB, sIKi 3aCTOCOBYIOTh pU(aMITIIINH, CIIif PO3TISHYTH
OOLUIBHICTD HNiABUINIEHHS OO3U (QIYKOHA30IIy.

Bronus ¢iyKoHA30y Ha iHII JiKapchKi 3aC00H.

®dnykoHa305 € MOTyKHUM iHTiOiTOpOoM i30pepmenTy 2C9 nutoxpomy P450 (CYP) Ta
nmoMmipHuM iHridbitopom CYP3A4. ®nykoHa3oi € iHribitopom izodepmenty CYP2C19.
Ha pgopaTok [o cnocTepeXyBaHUX/IOKYMEHTAJIbHO MiATBEPOXKEHUX B3a€EMOIN, 1110
ONKCaHi HUXK4Ye, IPU OOHOYACHOMY 3aCTOCYBaHHI 3 (DJIYKOHA30JI0M iICHY€ PU3UK
MMiABUIIEHHS Y I1JIa3Mi KPOBi KOHIIEHTPAIli¥ iHIIINX CIONYK, 1110 MeTab0/Ii3yI0ThCs
CYP2C9, CYP2C19 ta CYP3A4. ToMmy 3acTOCOBYyBaTH TaKi KoMOiHallil TpenaparTiB CJTif
3 00epexKHICTIO; TPU IIbOMY HEOOXiTHO peTeIbHO CIIOCTEPiraTu 3a CTAHOM IIAIli€HTIB.
[TpurnivyBanbHa Ois praykoHa3oy Ha ¢pepMeHTHU 30epiraeTbcs MpoTsiroM 4-5 mid



IiCcJIst KUOro 3aCTOCYBAHHS y 3B’I3KY 3 MOr'0 TPUBAJIUM I1€PiOJOM HalliBBUBEOEHHS.

AvpeHmani: Tig 9ac OQHOYACHOTI'O 3aCTOCYBaHHS anbpeHTaHuTy y fo3i 20 MKT/KT Ta
dbnykonazony y mo3i 400 Mr 30opoBUM I0OPOBOJIBISIM CIIOCTEPIrasocs OIBOKpaTHEe
36inpmenus AUC10, moxnuBo, yepes iHrioyBanHss CYP3A4. Moxke OyTu HEOOXimHUM
KOPUTYBaHHS OO3U ajlb(PeHTaHiny.

AmimpunmuniH, HopmpunmuJiH: GIYKOHA30JI IIOCUJIIOE [Oif0 aMiTPUIITHUIIIHY Ta
HOPTPUNTHUIIHY. PEKOMEHIyETHCS BUMipIOBaTH KOHIIEHTPAllil 5-HOPTPUIITUIIIHY Ta/abo
S-aMmiTpunTHIIiHY Ha IMoYyaTKy KOMOiHOBaHOI Teparil Ta 4yepe3 1 TuXAeHb. Y pasi
HeOoOXigHOCTI CJIifg BigKOPUTyBaTH A03y aMiTPUNITUIIHY/HOPTPUIITUITIHY.

AmpomepuyuH B: ogHOYaCHE 3aCTOCyBaHHSA (PIIYKOHA30/ly Ta aMdoTepunuay B
iH(ikOBaHMM MHUIIIAM i3 HOpPMaJIbHUM iMyHITETOM Ta iH(}piKOBaHUM MHUIlIaM 3i
3HUKEHUM IMYHITETOM HNPU3BEJIO 40 TaKUX Pe3yIbTaTiB: HEBEJIUKUY aJUTUBHUU
MpoTUTrpuOKOBUM eheKT IIpu cucteMHil iHdekirii C. albicans, BimcyTHiCTh B3aeMomii
Ipu BHYTPimIHbOYepenHiu iHdeKiril Cryptococcus neoformans Ta aHTaroHi3am OBOX
ImpernapariB Ipu cucTeMHin iHdekii Aspergillus fumigatus. Kriniune 3HaueHHS
pe3ybTaTiB, OTPUMAaHUX Y X041 IIUX OOCIIiAXKEHDb, HEBIOME.

AHmMuKoaayaaHmu: SIK i IIpu 3aCTOCYBaHHi iHIINX a30JIbHUX IPOTUTPUOKOBUX 3aC00iB,
IPpY OOHOYAaCHOMY 3aCTOCyBaHHi (DJIyKOHA30J1y Ta BapdaprHy IOBIHOMIISIIOCS PO
BUIIaAKV PO3BUTKY KPOBOTEU (reMaToOM, HOCOBO1 KPOBOTEYi, IIJTYHKOBO-KUIITKOBUX
KpPOBOTeY, reMaTypil Ta MeJleH!) y MO€AHAaHHI i3 TOAOBXKEHHIM IPOTPOMOiIHOBOTO
yacy. [Ipu ogHOYacHOMY 3aCTOCyBaHHI (pJIyKOHA30J1y Ta BapdapuHy CIIOCTepiragocs
OBOKpAaTHE MigBUILIEHHSA TPOTPOMOIHOBOTO 4Yacy, iMOBipHO, BHACIIIOK IIPUTHIYEHHS
MeTabosni3zmy Bapdapuny uepe3 CYP2C9. Crig peTenbHO KOHTPOIIOBATH
MpoTpoMOIiHOBUM YacC y Halli€eHTiB, IKi OQHOYACHO 3aCTOCOBYIOTh KyMapUHOBI
AHTUKOATyJISIHTU. Moxke O0yTH HeoOXigHOI0 KOPEKIIisi mo3u BapgapuHy.

Ben3opmiaserninu KOPOTKOI Ail, HanpuKJiam Mima3oiaM, Tpia3onaM: Mpu3HadYeHHs
(pr1yKoHa305y micis mepopaabHOT0 3aCTOCYBaHHS Mifa30jiaMy IPHU3BOAUIIO OO
3HAYHOTO MigBHUINIEHHS KOHIIEHTpAallil Miga30jlaMy Ta [0 MOCUJIEHHS IICUXOMOTOPHUX
edekTiB. OgHOYACHe 3aCTOCyBaHHSA QIYKOHA305y y go3i 200 Mr Ta Migmasonamy y mo3i
7,5 MT IlepopasibHO Npu3BOAuUIIO o minsuinieHHss AUC Ta nepiony HaliBBUBEOEHHA Y
3,7 ta 2,2 pa3a BinmoBigHo. 3acTocyBaHHS QIyKOHa30iy y mo3i 200 mr/moby Tta 0,25
MTI' Tpia3oJiaMy IIepopajibHO Ipu3Boausio no niasuineHHa AUC Ta nepiony
HaniBBuBeneHHs y 4,4 ta 2,3 pa3a BignosigHo. [Ipu ogHOYacHOMY 3aCTOCYBaHHI
(rykoHa305y Ta Tpia3ojaMy CIIOCTepiraaocs MOTEHIiIOBaHHS Ta MPOJIOHTAllis epeKTiB
Tpia3onamy.

AKII0 MalieHTy, SKUKM IPOXOOUTh KypPC TiKyBaHHS (PJIyKOHA30JI0OM, CJIil OOHOYaCHO
MMPU3HAYUTHU Tepamniio 6eH3omia3eniHaMu, 03y OCTAHHIX CJIig 3MEHIIUTH Ta



BCTAQHOBUTH HaJIE2KHUH HATJISIO 3a CTaHOM Malli€EHTa.

KapbamaszeniH: GnykoHa30J MpurHiuye metabomniamM KapbamMas3elliHy Ta CIPUYUHSIE
IIigBUIIIEHHS PiBHSA KapOaMa3seriny B cupoBaTili KpoBi Ha 30%. ICHye pU3UK PO3BUTKY
ITPOSIBiB TOKCUYHOCTI 3 60Ky KapOaMa3seIiny. Moxe OyTU HEOOXimIHUM KOPUTYBaHHS
no3u KapOaMa3seIliHy 3aJjie’KHO Biff piBHS MOro KOHIIEHTpallil Ta [il mpemapary.

Biaokamopu kKaavuiesux KaHanig: OesiKi aHTaroOHiCTU Kablilo (HidheOgulrid, icpaguIliH,
aMJioguIrid Ta denoguirin) metabonisyioTecsa pepmenTom CYP3A4. ®nykKoHaA301
IMOTEHIIMHO MOXKe MiABUIIYBAaTU CUCTEMHY €KCIIO3UIlil0 OJI0KATOPiB KalIbIliEBUX
KaHaiB. PeKOMeHOOBaHUU peTeJIbHUM MOHITOPUHT IIIOJ0 PO3BUTKY MOOIYHUX peakllii.

Ilenekokcub: Tpu OMHOYACHOMY 3aCTOCyBaHHi ¢piykoHa3omny (200 mr Ha goby) Ta
rienekokcu0Oy (200 mr) Cmax Ta AUC nenekokcuOy migBumryBanucsa Ha 68% Ta 134%
BigmosimHO. [Ipy ogHOYaCHOMY 3aCTOCYBaHHI 11eJIeKOKCUOy Ta (GIyKOHA30J1y MOXe
OyTu HeOOXiTHMM 3MEHIIIeHHS 03U 11eJIEKOKCUOYy BABiUi.

Llukaogpocgamio: ogHOYACHE 3aCTOCyBaHHSA MUKIOoPochamiay Ta PpIyKoHa30IIy
MIPU3BOOUTH IO ITiABUIIIEHHS PiBHSA Oinipy0OiHy Ta KpeaTUHiHY B cupoBaTiii KpoBi. Li
npenapaTd MOXHa 3aCTOCOBYBaTH OJHOYACHO, 3BaKal04M Ha PU3HUK IIiABUILIEHHS
KOHIIeHTpallil 6inipy6iHy Ta KpeaTHHIiHY B CUPOBATIIi KPOBI.

deHmaHia: IOBiHOMIISATIOCS IPO OOWH JIeTaJIbHUM BUMNAOOK IHTOKCHKaIlil (heHTaHIIOM
BHACJIIOOK MOXKJINBO1 B3aeMofil peHTaHiny Ta ¢piIyKoHa30my. [JoCIiaKeHHsS
IPOOEMOHCTPOBAH, 110 (hIIYKOHA30JI 3HAaYHO YIIOBIJIbHIOBAB eliMiHaIlii0 peHTaHiTy.
[TigBuleHHS KOHIIeHTpallil peHTaHiTy MOXKe NPU3BECTHU OO IMIPUTHIYEHHS OUXaHHS,
TOMY CJIifi peTeJIbHO KOHTPOJIIOBAaTU CTaH NallieHTa. Moxe OyTU HeOOXimHOIO KOPEKIlisd
mo3u peHTaHiTy.

IH2i6imopu I'MI-KoA-pedykmasu: CyMicHe 3aCTOCyBaHHS (JIyKOHA30/1y Ta iHrib6iTopiB
I'MTI'-KoA-penykTa3u, 110 MmetabosrisyioTecss CYP3A4 (aTopBacTaTUH Ta CUMBACTATHH),
a6o iuriditopis 'MI'-KoA-penykTa3u, mo metabomnisyiorscss CYP2C9 (pnyBacTaTun),
IMigBUIITy€E€ PU3UK PO3BUTKY MiomnarTii Ta pabmomioni3y. Y pa3i HeoOXimHOCTI
OOHOYACHOTO 3aCTOCYBaHHS IIUX MpellapaTiB Clii peTebHO CIOCTepiraTu 3a
MalieHToOM IIOJ0 BUHMKHEHHSI CUMIITOMIB MiomnaTii Ta pabgomionisy i mpoBoguTu
MOHITOPUHT PiBHA KpeaTUHKIHa3U. Y BUIIAIKy 3HAYHOI'O HiABUIIIeHHS PIiBHSA
KpeaTUHKia3M, a TaKOXK ITPU [iarHOCTYBaHHi abo Imimo3pi Ha MiomaTiio/pabmomiornis
3acTocyBaHHs iHTri6iTOpiB I'MI'-KOA-penyKTas3u Ciif MPUINHUTH.

ImyHocynpecopu (Hanpukaad yuK/a10CNOPUH, e8epoaiMyc, CUPOAIMYC I MAKpPOAIMYC).

LuksaocnopuH: GpIyKOHA30JI 3Ha4YHO IMiABUILYE KOHIIeHTpaIllifo Ta AUC IUKJIOCIIOPUHY.
ITpu omgHOYAaCHOMY 3acTOCyBaHHi (GyKoHa30my y m03i 200 Mr/mo0y Ta ITUKJIOCIIOPUHY Y
mo3i 2,7 Mr/kr/mody crioctepiranocs 36inbiienHss AUC muknocnopuny y 1,8 pasa. Li



IpernapaTd MOXKHa 3aCTOCOBYBATH OOHOYACHO 3a YMOBU 3MEHIIIEHHS 03U
LIMKJIOCIIOPUHY 3aJIe’KHO Bif MOT0 KOHIIEHTpPAIlil.

Egeposimyc: xo4a OOCIiAXKeHb in vitro Ta in vivo He poBoOuIn, pIyKOHaA30JI MOXKe
HigBUIIlYBATU KOHIIEHTPALlil0 €BEPOJIIMYyCY B CUPOBATILII KPOBi Uepe3 IIPUTHIYeHH S
CYP3A4.

Cupoaimyc: GIyKOHA30JI ITiABUINYE KOHIIEHTPAIIil0 CUPOJIiMyCy V IIJIa3Mi KPOBI,
iMOBipHO, IIJISXOM NpUTHiYeHHs MeTabonizMmy cuposnimycy depmentom CYP3A4 Ta P-
raikompoTeiHoM. 1li mpenmapaTy MOXKHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBU
KOPUTYBaHHS O3U CUPOJIIMYCYy 3aJIe’KHO Bill piBHS KOHIIeHTpallil Ta epeKTiB
npemnapary.

Takpoaimyc: pIyKOHa30J1 MOZKe HiABUIITYBaTU KOHIIEHTPAllil TaKPOJIiMyCy B CUPOBATIIi
KpOBi 10 5 pa3iB IIpu UOro rnepopajbHOMY 3aCTOCYBaHHI yepe3 IPUTrHiYeHHS
MeTabomnizMy Takponimycy ¢pepmenToMm CYP3A4 y kumeuHuky. [Ipu
BHYTPIIIHBOBEHHOMY 3aCTOCYBaHHI TaKpPOJIIMYyCYy He CIIOCTepirajocss 3Ha4YHUX 3MiH
(papmakokineTuku. [ligBuIlleHi PiBHI TaKPOJIIMyCY aCOIIil0OI0ThCS i3
He(ppPOTOKCUUYHICTIO. [[03y TaKpPOJIiIMyCy [JIs IepOpabHOr0 3aCTOCYBaHHS CIIif
3HMKYBaTH 3aJIeKHO BiJl KOHIIEHTpallil TaKPOIiMyCy.

JIozapman: ¢GIyKoHa30J IpUrHiuye MeTabos1i3M j103apTaHy [0 MOT0 aKTUBHOTO
MeTabomnity (E-31 74), 1110 3yMOBIIIO€ OiflbIlly YaCTUHY aHTArOHi3My [0 PelenTopiB
aHrioteH3uny Il mig yac 3acToCcyBaHHs j103apTaHy. PeKoMeHOoBaHO 30iMCHIOBATU
MNOCTIMHUYN MOHITOPUHTI apTepiaJbHOIO TUCKY y IMAlli€HTIB.

MemadoH: GIyKOHA30J1 MOXKe ITiABUIIYBAaTH KOHIIEHTPALII0 METaLOHY Y CUPOBATI
KpoBi. [Ipu ogHOYACHOMY 3aCTOCYyBaHHi MeTafoHY Ta (GpIyKOHA30/1y MOoXe OyTHu
HeOoOXiMHUM KOPUTYBAHHS JO3W METAaJOHY.

HecmepoidHi npomu3anaavHi npenapamu: Ipyu OOGHOYaCHOMY 3aCTOCYBaHHI 3
dnykonazonom Cmax ta AUC dnypbinpodeny migBunryBanucs Ha 23% Ta 81%
BIIIOBIHO IIOPIBHSHO 3 BIANOBIAHMMHU IIOKa3HUKaMU IIPU 3aCTOCYBaHHI TiJIbKU
bnypbinpodeny. AHaAIOTiYHO ITPU OQHOYAaCHOMY 3aCTOCyBaHHI (hJIyKOHA301y 3
paniemiunuM ioynpodpernoM (400 mr) Cmax ta AUC ¢papMaKoJIOTidyHO aKTUBHOTO
isomepy S-(+)-ibynpodeny migBuiyBanucs Ha 15% Ta 82% BinmoBigHO MOPIBHSHO 3
TAaKUMU MOKA3HUKAMU IIPU 3aCTOCYBaHHI TiIbKU palleMiuyHoro ioynpodeny.

Xoy4a crenianbHUX OOCIIAXKEHb He ITPOBOAUIN, (PJIyKOHA30JI MOTEHILIIMHO 30aTHUU
MMiABUIITyBaTH CUCTEMHY eKcro3uilito iHmmx HIT3TI1, mo metabomnisyoTrsess CYP2C9
(HampuKIan HallpOKCEeHY, TOPHOKCUKaMy, MEJIOKCUKaMy, OUKI0opeHaKy).
PekoMeHOOBaHO NMePiOAUYHO 3[iICHIOBATH MOHITOPUHT ITOOIYHUX peakllii Ta
TOKCUYHUX ITPOSIBiB, MOB’s13aHux i3 HIT3I1. Moxe 3HagoOUTUCS KOPUTYBAHHS MO3U



HII3II.

®deHimoiH: GIYKOHA30JI IIpUrHiuye Metaboii3aM ¢peHiToiHy B nedinili. OmHoYacHe
O6araTopa3oBe 3acTtocyBaHHA 200 Mr ¢gykoHa3ony Ta 250 Mr ¢GeHiTOIHY
BHYTPIIITHbOBEHHO MPU3BOAUTH Ho migBuiieHHss AUC24 ¢eniToiHy Ha 75% Ta Cmin Ha
128%. IIpu ogHOYacHOMY 3aCTOCYBaHHI LIMX TiKapChKUX 3aC0O0iB CJIifg IPOBOOAUTH
MOHITOPHHT KOHIIeHTpallil (eHiTOIHYy Y CUPOBATIIi KPOBIi OJId YHUKHEHHS PO3BUTKY
TOKCHUYHOI il QPeHiToIHY.

ITpeOHi30H: TIOBIHOMIISIIIOCS PO BUIIAOOK, KOJIX y IalliEHTa MiCJIsA TPaHCHOJIaHTaIlil
IIeYiHKHU Ha TJIl 3aCTOCYBaHHSA IIPEOHI30HY PO3BUHYJIACA IOCTPa HEOOCTATHICTh KOPHU
HaOHUPKOBUX 3aJ103, 110 BUHUKIIA MiC/Is MIPUNIUHEHHS TPUMiCSAYHOTO KypCy Teparil
¢bnykoHazonoM. [IpunuHeHHS 3aCTOCyBaHHS (QIIYKOHA30J1y, iMOBIpHO, CIPUYUHUIIO
rnmocusneHHss akTuBHocTi CYP3A4, 1110 Ipu3BEI0 00 IPUCKOPEHHS MeTaboIizMy
npenHizony. Ciif peTesbHO CTEXUTU 3a HallieHTaMU, Kl IPOTATrOM TPUBAJIOT0 Yacy
OOHOYACHO 3aCTOCOBYIOTH (PJIyKOHA30J1 Ta IPEAHI30H, 3 METOI0 NONEepPenKeHH
PO3BUTKY HEOOCTATHOCTI KOPU HaAHUPKOBHUX 3aJ103 MiC/IA NPUNUHEHHS 3aCTOCYBaHHS
dbnykoHazomy.

Pugpabymun: GIyKoHa30J MigBUIYE KOHIIEHTpPaIlilo prudabyTUHY B CUPOBATIII KPOBI,
1110 IMpu3BoOuTh 0o 306inbienHuss AUC pudadbytuny mo 80%. IIpu omHOYacCHOMY
3acToCyBaHHiI QIyKOHAa3051y Ta pudabyTUHY IMOBiMOMIISIOCS PO BUNAKU PO3BUTKY
yBeity. [Ipu 3acTocyBaHHi Takoi KoM0OiHallil miKapchKuX 3acobiB cirim 6paTu 00 yBaru
CUMIITOMM TOKCHUYHOI fii pudabyTuHy.

CakeiHasip: ¢pnykonazon nigsuinye AUC Ta Cmax cakBiHaBipy npubnu3so Ha 50% Ta
55% BiOmOBimHO Yepe3 MpUTHiYeHHs MeTab0J1i3My caKBiHaBipy y nediHIli pepmMeHTOM
CYP3A4 Ta yepes iurioyBanHs P-riikonpoTeiny. Baaemofil MixK ¢GJIyKOHa3010M Ta
CakBiHaBipOM/PUTOHABIPOM HEe [OCIiAXKYBaJIKUCS, TOMYy BOHHU MOXKYTb OyTH OibIIl
BUpPaxXeHUuMU. Moxke OyTH HEOOXimHUM KOPUTYBaHHS OO3U CaKBiHaBipy.

IToxiOHi cyabgpoHiiceyo8UHU: IPA OOJHOYACHOMY 3aCTOCYBaHHI (PJIyKOHA30J1 IIPOJIOHTYE
Iepion HalliBBUBEAEHHS IepopaJbHUX MOXigHUX CyJIb(POHITICEYOBUHH (XJIOpHpoIaminy,
rinibeHKnaMiny, riinisugy Ta TondyTraMifgy) mpu X 3aCTOCYBaHHI 34OPOBUM
noOpOBOIBIISIM. PEKOMEHIOYETHCS IIPOBOAUTHY YaCTUM KOHTPOJIb LIYKPY B KPOBi Ta
BiATIOBIAHUM YMHOM 3HUXKYBATHU 003y NOXITHUX CYIb(POHIJICEYOBUHU IIPUA
OOHOYACHOMY 3aCTOCYBaHHI 3 QJIYKOHA30JIOM.

Teo@iniH: y mocmigKeHHSIX B3aEMOZII ITpellapaTiB 3acToCyBaHHs QiykKoHa3o0iy 1mo 200
MT IIpOTSAToM 14 OHIB IPHU3BEJIO A0 3HUKEHHS CEPEeNHBbOr0 KIIipeHCy Teodininy y
na3Mi KpoBi Ha 18%. 3a mallieHTamMu, SIKi 3aCTOCOBYIOTH T€O(]iTiH Y BUCOKHMX J03aX
a0o0 sgKi MaloTh MiABUIIIEHUN PU3UK PO3BUTKY TOKCUYHUX IIPOSIBIB Te0odinmiHy 3 iHIIMX
IIPUYUH, CJIi BCTAHOBUTHU HArJIAM OO0 BUSIBJIIEHHS O3HAK PO3BUTKY TOKCUYHOIL Ail



Teodininy. Tepamito ciig 3MiHUTH TIPU MOSIBI 03HAK TOKCUYHOCTI.

Akanoiou 6apeiHKy: Xxo4a BiIIOBIMHUX OOCIiIXKeHb He TPOBOOUIU, (GIIYKOHA3O0JI,
iMoBipHO, uepe3 iurioyBanuss CYP3A4 Moxe CIIPUYUHSITH MiABUIIEHHS KOHIIEHTpAIlil
aJIKasoifiB OapBiHKY y mla3Mi KpoBi (HampuKJiag BiIHKPUCTHUHY Ta BiHOIACTUHY), 10
MIPU3BOOUTH OO PO3BUTKY HEMPOTOKCUYHUX €(DEKTIB.

BimamiH A: mOBigOMIISIIIOCS, 110 y IaIliEHTa, SKUK OJHOYaCHO 3aCTOCOBYBaB
TPAHCPETUHOEBY KUCIOTY (KHMCIOTHA ¢opMa BiTaMiHy A) Ta QIyKOHA3O0JI,
criocTtepiranucs mobiuHi peaxirii 3 6oky LIHC y dpopmi mceBOoTyMOpPY I'OJIOBHOTO
MO3KY; ODaHu¥ eeKT 3HUK ITicis BimMinu ¢iykoHazomny. Lli mikapchbKi 3acobu MOXKHa
3aCTOCOBYBATHU OJHOYACHO, ajie CIIif IMaM’ATaTu PO PU3UK BUHUKHEHHS NOOIYHUX
peakirii 3 60Ky LTHC.

Bopukona3soa (iHeibimop CYP2C9. CYP2C19 ma CYP3A4): omHOYacHe 3aCTOCYBaHHSI
BOPUKOHa301y nepopasnbHo (1o 400 Mr koxkHi 12 rogux npotsaroM 1 OHs, IOTiM 1O
200 mr KoxHi 12 rogus nmpoTtsarom 2,5 OHA) Ta payKoHa30iy nepopasibHo (400 Mr B
nepumny neHb, moTiM mo 200 Mr KOoxKHi 24 ToguHU OPOTAToM 4 OHiB) 8 3mO0pOBUM
TOOPOBOJIBIISIM YOJIOBiYOI CTaTi IMpu3Beno go migsuilieHHss Cmax ta AUCt
BOPUKOHA30J1y B cepenHboMy 10 57% (90% II: 20%, 107%) ta 79% (90% HOI: 40%,
128%) BimmoBigHO. HeBimoMo, uu mpu3BOOUTH 3HUKEHHS 03U Ta/ab0 4aCTOTH
3aCTOCYBaHHSI BOPUKOHA30J1y abo (pIyKOHa3011y 10 YCYHEeHHs Takoro edekTy. [Ipu
3aCTOCyBaHHI BOPUKOHA30Jy Iiciasa (IYKOHA30JIy CIIiA IIPOBOOUTH CIIOCTEPEKEHHS
III0J0 PO3BUTKY NOOIiUHUX e(eKTiB, acoliiioBaHUX i3 BOPUKOHA30JIOM.

3udosyduH: pnykoHazon nigsuirye Cmax ta AUC 3umoBynuHy Ha 84% ta 74%
BiZITIOBigHO, 1110 3yMOBJIEHO 3HUKEHHSIM KJTipeHCY 3UIOBYOINUHY NpuOI1u3HO Ha 45% npu
MOro rmepopajabHOMY 3aCTOCyBaHHi. Ilepion HamiBBUBEIeHHS 3UTOBYOUHY OYB TaKOXK
momoBxKeHuM npubnusHo Ha 128% micns 3acTocyBaHHS KoMOiHallil ¢pykoHa3ony Ta
3UOBYOUHY. 3a IMalliEHTaMu, IKi 3aCTOCOBYIOTh TaKy KOMOiHallilo TiKapChKUX 3aco0iB,
CIIifI CIIOCTepiraTu 1oo0 PO3BUTKY IMOOIYHUX peakllii, OB sI3aHUX i3 3aCTOCYyBaHHAM
3UO0BYOUHY. MOXHa PO3TISAHYTUA OOLUIbHICTh 3HUXKEHHS 03U 3UOBYOUHY.

A3umpoMiyuH: Y OOCTiAXKEeHHSIX 3 OIiHKM BIJIMBY a3UTPOMIIIUHY Ta PJIYKOHA30/Iy Ha
(bapMakOKiHETHMKY OOMH OOHOI'O IPHU 1X OMHOYAaCHOMY IIepOopalbHOMY Pa30BOMY
3actocyBaHHi y no3ax 1200 mr ta 800 Mr BiAIIOBiAHO, XKOOHUX 3HAUYIIIUX
bapMakoKiHETUYHUX B3aEMOIiil BUSIBIIEHO He OYII0.

IlepopasavHi KOHMpPauenmueu: IIPU 3aCTOCYBaHHI (PJIyKOHa3051y ¥ Ho3i 50 MI BIIJIUBY
Ha piBeHb TOPMOHIB He OyJ10, TOAI K IPHU 3aCTOCyBaHHI priykoHa3omy y mo3i 200 Mr Ha
no0Oy crocTtepiranocs 30inbmenHss AUC eTuHinectpaniony Ha 40% Ta
sieBoHOpPTrecTpeny - Ha 24%. lle cBimuuTh IO Te, 110 OHaraTopas3oBe 3aCTOCYBAHHS
(pr1yKOHAa305ly y 3a3HaUE€HUX A03aX HaBpPsA[d YU MOXKe BIJIMBATU Ha €(PEeKTUBHICTH



KOMOIiHOBaHOTO ITepopasibHOr0 KOHTpalleIITUBa.

Isaka¢pmop: cynyTHE 3aCTOCYBaHHA 3 iBaKapTOPOM, IMiACUITIOBaYEM MYyKOBICIIUTO3HOTO
TpaHcMeMOpaHHOTro perynstopa npoBigHocTi (CFTR), migBuIllye eKCII03HUIlii0
iBakadgTOpPYy B 3 pa3y, a rimpokcumeTtuniBakaptopy (M1) - y 1,9 paza. [l mali€HTiB,
sIKi OMHOYaCHO 3aCTOCOBYIOTH ITOMipHi iHTibiTopu CYP3A, Taki K ¢piIyKoHa301 i
€PUTPOMIIIUH, PEeKOMEHAYEThCSA 3HMKEHHS O03U iBakadgTopy mo 150 Mr oguH pa3 Ha
no0y.

Oco006/1MBOCTi 3aCTOCYBaHHS

Hepmamogimis. BinmioBimHO A0 pe3yIbTaTiB HOCTiAXKeHHSA (GIIyKOHA30y OIS
JIIKyBaHHS OepMaTodiTil y giTeil, GIyKOHaA30J1 He IepeBUIly€e rpu3eodyabBiH 3a
e(eKTUBHICTIO i 3arajJlbHUU NOKa3HUK e(EeKTUBHOCTI cTaHOBUTH MeHIe 20 %. Tomy
(bmyKoHa305: He CiIifg 3aCTOCOBYBATHU [JI IiKyBaHHS AepMaTo@iTil.

Kpunmoxoko3. [loka3iB e(eKTUBHOCTI (PIIyKOHA30J1y [OJId TiKyBaHHS KPUIITOKOKO3Y
IHIIKWX JI0Kasi3anii (HanpuKiap JIeTeHeBOro KPUIITOKOKO3y Ta KPUIITOKOKO3Y MIKipH)
HeOoCcTaTHbO, TOMY PEKOMEHallill 1040 J030BOr0 PEeXKUMY [AJIS JTiKyBaHHS TaKUX
3axBOPIOBaHb HEMAE.

I'nuboki eHdemiyHi miko3u. [1oka3iB e(eKTUBHOCTI (hIIyKOHA30J1y AJIS JIIKyBaHHS
IHIIUX (OPM eHAEeMiYHUX MiKO3iB, TaKUX SK ITIapPaKOKIIUAIOIAOMIKO03, TiCTOI/Ia3Mo03 Ta
IIKipHO-TiM(paTUYHHUN CIIOPOTPUXO03, HEOOCTAaTHLHO, TOMY PEKOMeEHAallil 11040
OO30BOT0 PEeXKUMY AJIS TiKyBaHHS TaKUX 3aXBOPIOBaHb HEMaAE.

Hupkoea cucmema. T1amtieHTaM i3 mopymeHHIM QYHKIi HUPOK IIpemnaparT CIIif
3aCTOCOBYBaTH 3 00epeXKHiICTIO (IUB. po3x4in «Crocid 3acTOCyBaHHS Ta JO3U»).

I'enamobinaiapHa cucmema. IanieHTaM i3 mopyumeHHAM QyHKIIN ITeYiHKY IIpernapaT
CJIii 3aCTOCOBYBATH 3 00epekHiCTI0. 3aCTOCyBaHHA (hIIYKOHA30JTY acollifoBaocs 3
BUHUKHEHHSM PiAKiCHUX BUNAIKiB PO3BUTKY TSIKKOI rellaTOTOKCUYHOCTi, BKII04Yal04u
jleTaJIbHI BUIQIKYU, TOJIOBHUM YMHOM Y IALIIE€HTIB 13 TAXKKMMU OCHOBHUMU
3aXBOPIOBAaHHSIMU. Y BUIIaAKaX, KON PO3BUTOK I'elIaTOTOKCUYHOCTI acoIlifoBaBCs i3
3acToCcyBaHHSIM (psIyKOHA3011y, He OyJ10 Bim3HaYeHo ii SBHOI 3aJIe2KHOCTI Bifl 3arajbHOI
no00BOl 03U ITpemaparTy, TPUBAJIOCTI Teparril, ctaTi abo Biky mailieHTa. 3a3Bu4an
rernaTOTOKCUYHICTh, CIpUYMHEeHa Pp1yKoHa30510M, 000POTHA, a il MPOsSIBU 3HUKAIOTh
MicyIst MPUIIMHEHHS Teparil.

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



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

Cepuego-cy0uHHa cucmema. [leski a30m1u, y TOMY YHUCIi ¥ PIIYKOHA30J1, aCOLI0I0ThCHA
i3 momoBxkeHHAM iHTepBany QT Ha enekTpokapmiorpami. IToBigoMIsIIOoCs PO AyXKe
pioKicHI BUIagKu NomoBXKeHHA iHTepBany QT Ta mapokcu3mMaabHOl HIJTYHOYKOBOL
Taxikapmil TUIly «IIipyeT» IPU 3aCTOCyBaHHI (hIyKOHa3051y. Taki HOBiOMIIEHHS
CTOCYBAJIUCS TAIlIEHTIB i3 TAXKKUMHU 3aXBOPIOBAHHSIMU ITPU ITOENHAHHI OaraTbox
(pakTOpiB PU3UKY, TAKUMU SIK CTPYKTYPHI 3aXBOPIOBaHHS Ceplis, IOPYILIEeHHS
eJIEKTPOJIITHOTO OOMiHYy Ta OqHOYaCHe 3aCTOCyBaHHS iHIIINX JIiIKapChKUX 3aco0iB, 110
BIOIUBaIOTh Ha iHTepBan QT.

®1yKOHa30711 CiIifi 3 00epeKHICTIO 3aCTOCOBYBaTH MalliEHTaM i3 pU3UKOM PO3BUTKY
aputMmiii. OgHOYaCHe 3aCTOCYBaHHS pPa30oM i3 TiKapChbKUMM 3acobaMu, 110
MTPOJIOHTYIOTH iHTepBan QTc Ta MeTabomi3yl0ThCs 3a gornoMoroio pepmenty CYP3A4
nuToxpoMmy P450, npoTunoka3aHe.

I'anopanmpuH. T'anodauTpun € cyoctpatoM pepmenty CYP3A4 i mposioHTye iHTEpBal
QTc npu 3acTOCYBaHHI y peKOMEHOOBAHUX TepaleBTUYHUX fo3ax. OgHoyacHe
3aCTOCyBaHHSA rajodaHTpUHy Ta PJIyKOHA30Jly He pEKOMEHOYEThCH.

Iepmamonoeiuni peakuii. Ilig 4ac 3acTocyBaHHS (PpJIYyKOHa30/Iy PiAKO ITOBIIOMIISIIIOCS
PO PO3BUTOK TaKuX eKCHOIiaTUBHUX IIKIPHUX peakllii K cuHgpoM CTiBeHCa-
II>KOHCOHa Ta TOKCUYHUU ellifepManbHuii HeKposti3. [Tamientu 3i CHIoM OGinbi
CXMJIbHI IO PO3BUTKY TSXKKUX IIKIPHUX PeakIliii mpyu 3aCTOCYBaHHiI 6araTbox
JIiKapchbKuX 3aco0iB. LKINO y malieHTa i3 moBepxHeBO IPUOKOBOIO iH(PEKITiEr0
3'SIBISIOTHCS BUCHUIAHHS, III0 MOXKHA MOB’sI3aTH i3 3aCTOCYyBaHHAM (PIIyKOHA30ITy,
ropasiblile 3aCTOCYBaHHSA IIpenapary CIif NIPUIUHUTHU. fAKINOo y naliesTa 3
iHBa3MBHOIO/CUCTEMHOIO I'puOKOBOIO iH(pEKIIi€I0 3’ IBJISIOTHCS BUCUIIAHHS Ha IIKipi, 3a
MOr0 CTAHOM MOTPiOHO PEeTEeNbHO CIIOCTEPIraTH, a y BUIIagKy PO3BUTKY OyJIbO3HUX
BHUCHUIIaHb a00 MyIbTH(GOPMHOI epUTEMU 3aCTOCYBaHHS (QIIYKOHA30JTy CJIif IPUITUHUTH.

I'inepuymaugicmy. Y pioKiCHUX BUlagKaX IIOBIOOMIISAIOCS IIPO PO3BUTOK
aHa(piTaKTUYHUX pPeakKIlii.

Llumoxpom P450. ®nykoHa301 € MOTyKHUM iHribiTopoMm pepmenTy CYP2C9 Ta
nomipHuM iHridbiTopom pepmenTty CYP3A4. Takoxk prykKoHa30J € iHTiGiTOpOM
dbepmenTy CYP2C19. Cnifg criocTepiratu 3a CTaHOM HAIli€HTIB, IKi OHHOYACHO
3aCTOCOBYIOTh (DIIYKOHA30JI Ta MpenapaTu 3 By3bKUM TepaleBTUYHUM BiKHOM, II10
MeTabomi3yrThes 3a yyacTio CYP2C9, CYP2C19 ta CYP3AA4.



TeppeHaduH. Criig peTenbHO CIIOCTEPIraTH 3a CTAaHOM MalliEHTa IIPHU OOHOYaCHOMY
3acTocyBaHHi TepdeHanuHy Ta ¢prykoHazony y go3i menie 400 mMr Ha gooy.

3maTHiICTHh BIUTMBAaTH HA HNIBHIKICTH Peakilil mpu KepyBaHHIi aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

[ocnigXkeHb BOIUBY npenapaty [udio3051 Ha 3aTHICTh KepyBaTH aBTOTPAHCIIOPTOM
a0o mpalfoBaTH 3 iHIMUMU MeXaHi3MaMi He ITPOBOOUIIN.

[NamuieHTiB crig mpoiHgOpMyBaTH ITPO MOXKJIMBICTh PO3BUTKY 3allaMOpPOYeHHSA abo
CyOOM IIiff Yac 3aCTOCOByBaHHs npenapaty Hudmio30n®. [Ipu po3BUTKY TaKUX
CUMIITOMIB HE PEKOMEHYETHCS KEPyBaTU aBTOTPAHCIIOPTOM abo0 mpalifoBaTu 3
IHIIMMU MeXaHi3MaMu.

3acTocyBaHHs y nmepioa BaritTHocTi a00 rogyBaHHsI IPyaaio

IaHi, oTprMaHi Ipu pa3oBoMy ab0 MOBTOPHOMY 3aCTOCYBaHHi (PJIyKOHA30y Y
3BuYanHux go3ax (< 200 mr/mo0y) KiTbKOM COTHSIM BariTHUX XKIiHOK IPOTATOM I
TPUMECTPY BariTHOCTI, He IPOOEMOHCTPYyBanu HebaxaHux eheKTiB Ha IIJTiM.
[ToBigOMIAIOCS IIPO YHCENbHI BPOAXKEHI ITaTOJIOTil Yy HOBOHAPOAXKEHUX (BKIIOYAI0UHU
OpagudpeHiio, gucIa3iio BYITHOI paKOBUHU, HagMipHe 30ilIbIIIeHHS IIePegHbOT0
TiM’'siYKa, BUKPUBJIEHHS CTETHA, IMJIeYOIiKThOBUN CUHOCTO3), MaTepPi SKUX IIpUMUMalu
BUCOKi mo3u ¢pykoHasony (400-800 Mr/moby) MpoTSroM MpuHaWMHi TpboX abo Ginbiie
MICAIIB OJI TiKyBaHHS KOKIIHAiI01M03y. 3B’I30K MiXK 3aCTOCyBaHHAM (JIIYKOHA30JIy Ta
IVMMU BUNIaKaMU He BU3HAQUEHUU.

ITocnigXeHHs Ha TBapUHAaX IIPOLEeMOHCTPYBaJId PENPONYKTUBHY TOKCUYHICTS.

He cnig 3acTocoByBaTH 3BU4YauHi 403U (PIIyKOHA30Jly Ta KOPOTKOTPUBAJIi KypCcH
JIIKyBaHHS (PJIyKOHA30JIOM Y IIepiof BariTHOCTI, 3a BUHATKOM KpaWHbOl HEOOXigHOCTI.

He cnig 3acTocoByBaTu BUCOKIi mo3u (piyKoHa30iy Ta/ab0 TpuUBasli KypcHu JTIiKyBaHHS
(br1yKOHa30J10M y IIepiof BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(EKIIil, 1110
IIOTEHIINHO 3arPOXKYIOTh XKUTTIO.

®nykKoHa30J/I IPOHUKAE Y TPYOHE MOJIOKO Ta OOCSATA€E HUXKYOI KOHIIEHTpallil, HiX y
1a3Mi Kposi. ['ogyBaHHS IpyAni0 MOXKHA IPOAOBXKYBATH IIIC/IA pa3oBOro
3aCTOCyBaHHS 3BUYaWHOI 03U (pJIyKOHA301y, 110 cTaHOBUThE 200 Mr abo MeHIIe.

l'ogyBaTu rpyanio He PEKOMEHIYEThCS IPU 6araTopasoBOMYy 3aCTOCYBaHHI
dbnykoHazony abo mpu 3acTOCyBaHHI BUCOKUX O03 (HJIIYKOHAZOIY.

Cmocid 3acTocyBaHHsI Ta T03H



IloGoBa mo3a GIyKOoHa30J1y 3ajIeKUTh Bifl BUAY Ta TSAXKKOCTI rpuOKoBOI iHdeKIrii. [I1sa
OinbIIOCTi BUMIAAKiB BariHaJbHOTO0 KaHAUA03Yy OOCTAaTHHO Pa30BOr0 3aCTOCYBaHHS
mpernapary.

[Tpu HeoOximHOCTI 6araTopPa30BOT0 3aCTOCYBaHHS IIpenapary JIiKyBaHHSA iHGEKIiN CITif
IIPOAOBXKYBaTHU A0 3HUKHEHHS KIiHIYHUX Ta 1ab0paTOPHUX MPOSIBiB aKTUBHOCTI
rpuOKoBOi iHdeKIrii. HemocTaTHS TPUBAIICTD JTIKyBaHHS MOXKe ITPU3BECTH OO0
BiTHOBJIEHHSI aKTUBHOI'O iH(EKIIIMHOTO IPOIIEeCY.

[IpemapaT 3aCTOCOBYBATH, 3aJIe3KHO Bif JTikapchKol ¢GopMHU, ITIepopabHo abo
BHYTPIIIHbOBEHHO HIIsAX0M iH(DYy3il. Cr1ocib 3acTocyBaHHS IIpenapaTy 3ajIeKUTh Bif
KJIiHIYHOTO CcTaHy mnallieHTa. HeMae HeoOxigHOCTI y 3MiHi m0O0OBO1 03U IpeIrapaTy IIpu
3MiHi HIJIAXy UOT0 3aCTOCYBaHHS 3 IEPOPabHOTO Ha BHYTPIIIHBOBEHHUY Ta HaBIaKH.

Kancynu cnig koBTatu ninumu. [IpuiioM npenapaTy He 3aJeKUTh Biff IPUHUOMY 1XKi.

ITopocti.

Kpunmokokoas.

JIIKyBaAHHA KpUNmMoKOK08020 MeHiHz2imy: HaBaHTaxKyBaJlbHa Ho3a cTaHOBUTH 400 Mr y
nepiuii geHs. [linTpuMmytoda mo3a - 200-400 mr/go0y. TpuBamicTh miKyBaHHS
3a3BUYal CTAHOBUTH MIOHaWMeHIIe 6-8 TuxKHiB. [1pu iH}eKIIigax, 110 3arPOKYIOTh
KUTTIO, OOOBY m03y MOxKHa 306inbpimmTu 7o 800 mr.

[TigTpuMyro4da Teparis ajisd IolepeaKeHHsa pPeluguBy KPUIITOKOKOBOIO MEHIHTITY y
Malli€HTiB 3 BUCOKMM PU3UKOM MOT0 PO3BUTKY: PEKOMEHOOBaHa [03a Iipenapary
ctaHoBuTh 200 Mr/moby mpoTaroM HeoOMeKEeHOT 0 Yacy.

Kokuuodioidos3. PekomeHnoBaHa go3a ctaHOBUTH 200-400 Mmr/mo0y. TpuBamicTh
JIIKyBaHHS CTAaHOBUTH 11-24 wmicsri abo moBIie 3aj1exKHO Bifl cTaHy mailieHTa. s
JIiKyBaHHSA Oesakux Gopm iHdeKIil, a 0co6IUBO O NiKyBaHHS MEHIHTiTY, MOxXke OyTH
OOIIiIbHUM 3acTocyBaHHs go3u 800 mr/mo0by.

IneasusHi KaHOudo3u. HaBaHTaxXyBaJibHa J03a CTaHOBUTH 800 MI y mepiini JeHb.
[TinTpuMytouda mo3a - 400 Mr/mo0y. 3a3BUyali peKoOMeHOBaHa TPUBAJICTh JIIKYyBaHHS
KaHOUAeMil CTAHOBUTD 2 TUXKHI ITiCJI MepIINX HETaTUBHUX PE3yJIbTaTiB KyJIbTypPH
KPOBi Ta 3HMKHEHHS O3HAK i CUMIITOMIB KaHOUOEMIl.

KaHouodo3 causzosux 060/10HOK.

KaHnoudo3 pomoesomku: HaBaHTaxKyBajibHa go03a CTaHOBUTH 200-400 Mr y nepiuu
oeHb, nigTpumyioda go3a - 100-200 mr/mo6y. TpuBasicTh TiKyBaHHS CTAHOBUTH 7-21
OeHb (DO DOCSATHEHHS peMicii), ane Moxe O0yTu 30isbllleHa IS MalliEHTIB i3 TIXKKUM
iMmyHOOE(IITUTOM.



Kanoudo3 cmpasoxody: HaBaHTaXyBallbHa f03a cTaHOBUTH 200-400 MT y mepuini
OeHb, migTpumytoda go3a - 100-200 mr/mo6y. TpuBamnicTh JIiKyBaHHS CTaHOBUTH 14-30
OHIB (00 mMOCATHEHHS peMicii), ame Moxke OyTu 30inbIllleHa OJI1 HNaIliEHTIB i3 TAXKUM
iMmyHOZE(IUTOM.

KaHOuOypisa: pekoMeHaoBaHa go3a cTaHoBUTh 200-400 mr/mo0y npoTsrom 7-21 OHiB.
[I71s1 mauieHTiB i3 TIXKKUM iMyHOOEeIIIUTOM TPUBAJIICTh JIIKyBaHHS MOXKHa 301/IbIIUTH.

XpoHiyHUull ampogiyHull kKaHOuO03: peKoOMeHI0BaHa [03a CTaHOBUTh 50 Mr/mo0y
npotsirom 14 OHiB.

XpoHiuHUutll KaHOUO03 WKipu ma cau3osux 060/10HOK: PEKOMeHIOoBaHa J03a CTAaHOBUTD
50-100 mr/mo6y. TpuBaicTh JTiKyBaHHS CTAHOBUTH [0 28 OHIB, asie MoxkKe OyTHU
30ibIIIeHa 3aJIeXKHO Biff TIKKOCTI Ta BULY iH(eKIil abo 3HNKEHHS IMyHITeTY.

ITonepedaiceHHA peuudusy KaHOUO03y cau3o8ux 06010HOK Yy nauieHmis 3 BIJI, aki
Marmos 8UCOKUU pu3uk 11020 poO38UMKY.

KaHnoudo3 pomoeaomku, kaHOuO03 cmpasoxody: peKoOMeHOOBaHa J03a CTaHOBUTH
100-200 mr/mo6y a6o 200 Mr 3 pa3u Ha TUXKOEHb. TPUBAJICTh JIIKyBaHHS €
HeoOMeIK€eHOI0 OJId MAalliEHTIB i3 IPUTHIiYeHUM iMyHITETOM.

[TpodinakTKa KaHOUOO3HUX iH(PEKIIiM y TalliEHTIB i3 TPHUBaAJIOI0 HEUTPOIEHIEO.
PexomenpoBaHa mo3a ctaHOBUTH 200-400 mr. JIikyBaHHSA CJIifl pO3IIOYUHATH 3a KijlbKa
OHIB 0O OYiKyBaHOT'O PO3BUTKY HEUTPOIIEHIl Ta IPOJOBXKYBaTU NIPOTATOM 7 OHIB IMiCIA
OigBHUILIEHHS KiMbKOCTI HeuTpodiniB moHam 1000/mMm3.

I'enimasavHi KaHOUOO3U.

I'ocmputl saziHaavHUll KAHOUO03, KAHOUOO3HUU basaHim: peKoMeHOoOBaHa [03a
cTaHOBUTH 150 MI pa30Bo.

JIikysaHHsi ma npogisakmuka peyudusyroyux 8az2iHaibHuUX KaHouodo3sis (4 abo biavwe
sunadkis Ha piK): peKoMeHOoBaHa go3a ctaHoBuTh 150 Mmr 1 pa3 Ha 3 gHi. Becvoro cmig
3actocyBaTtu 3 mo3u (1-1 meHs, 4-i1 geHb Ta 7-u geHb). [licas uporo cif
3aCTOCOByBaTH IMiATpuMytouy no3y 150 Mr 1 pa3 Ha TUXKOEHDb IIPOTATOM 6 MiCAILIiB.

Ilepmamomiko3u.

Miko3 cmon, MiK03 21a0eHbKol WKipu, naxosull 0epmMamomiko3, KaHOUOO03Hi iH¢peKuii
wKipu: peKoMeHOoBaHa fo3a cTaHoBUTH 150 mMr 1 pa3 Ha TuxkpaeHb abo 50 mr 1 pa3 Ha
noOy. TpuBamicTh NiKyBaHHS CTAHOBUTH 2-4 THXKHIi. JIiKyBaHHS MiKO3y CTONI MOXe
TPUBATU OO0 6 TUXKHIB.



PizHObGapeHull auwati: peKoMeHaoBaHa mo3a ctaHoBuTh 300-400 mr 1 pa3 Ha TUXKIOEHb
nopoTsArom 1-3 TUXKHIB.

IlepmamogimHull OHiIXOMIKO3: peKOMeHOoBaHa go3a cTaHoBuUThH 150 Mr 1 pa3 Ha
TUXKOeHb. JIiIKyBaHHS CIIif IPOOOBXKYyBaTH, IOKXU Ha MicCIli iH(pIKOBAHOT 0 HIIr'TS BUPOCTE
3gopoBui. s BigpOCTaHHSA 30OPOBUX HITTiB Ha pyKax Ta Ha BEJIUKUX MablsgX HiTr
3a3BUYail HeoOximHO 3-6 Mics1liB Ta 6-12 micsiiB BinmoBimHo. OOHaK IIBUOKICTH POCTY
HirTiB y mallieHTiB MoxKe OyTHU Pi3HOIO Ta 3ajexkaTHu Bim Biky. ITicis ycmimHoro
JIIKyBaHHS TPUBaAJIMX XPOHIYHUX iH(EKIiX opMa HIrTSA iHOOI 3aTUIIAETHCA 3MiHEHOIO.

imu.

3acTocoByBaTH JIiKapChKul 3acib y dopMi Karcy gaHii KaTeropil naii€eHTiB MOXKHa
TOM, KOJIM OiTH 30aTHI 6e3MeYH0 MIPOKOBTHYTH KalCyJly, 10 3a3BUYall € MOXKJIUBUM Y
BiIli Big 5 POKiB.

He cnig nmepeBumryBaTu MakcuMalibHy 0o060BYy go3y 400 mr.

4K i npu aHaNOTiYHUX iHPEKIIigX Y JOPOCINX, TPUBAJIICTh JIIKYyBaHHS 3aJIeXKUTh Bif
KJIiHiYHOI Ta MikKonoriuHoi BigmoBimi. [Tudmio3o0n® 3actocoByBaTtu 1 pa3 Ha mo0Oy.

Ilo3yBaHHS IIpemnapaTy OiTAIM i3 MopyIIeHHAM (YHKIIIM HUPOK HaBeIeHO HUXKYe.
dapmakokiHeTHKa (pJIyKOHA30/Iy He OOCIiOKyBajacs y OiTel i3 HUPKOBOIO
HEeOOCTaTHICTIO.

Ilimu sikom 8i0 12 pokis.

3anexkHOo Bi Baru Ta myO0epTaTHOTO PO3BUTKY JIiKapIO CJIif OIiHUTH, SKa I03a
npenaparty (s JOPOCIUX UM OIS OiTel) € ONTUMAaJIbHOIO AJid nanieHTa. KniHiuHi gaHi
CBig4aTh IIPO Te, 110 YV AiTel KiipeHC GIYKOHA30J1y € BUIIUM IIOPIBHSIHO 3 HOPOCIIUMHU.
3actocyBanHs o3 100, 200 ta 400 Mr gopocnuMm Ta o3 3, 6 Ta 12 MI/Kr giTam
MPU3BOAUTH 0 OOCSATHEHHS CIIiIBCTAaBHOl CUCTEMHOI €KCITO3HIIil.

EdexTuBHicTh Ta 6e3meKa 3aCTOCYBaHHS IIpernapary OJisd JIiKyBaHHS TeHiTaJIbHUX
KaHOWOO03iB y OiTel He BCTAHOBJIEHI, He3BaXKal04M Ha BUYEPIHI OaHi 1040
3aCTOCYBaHHS IIperapary OiTaM. fAKINo icCHye HarajbHa moTpeba 3acTOCyBaHHS
npenaparty migmiTkaMm (Bikom Bixm 12 go 17 pokiB), ciig 3aCTOCOBYBaTH 3BUYaWHI 03U
OIS JOPOCIIUX.

Iimu sikom 8i0 5 do 11 pokis.

Kaugumo3u cnu30BUX 000JIOHOK: TOYaTKOBA [103a CTAHOBUTH 6 MT/KT/mo0y,
migTpuMyloda mo3a - 3 Mr/kr/go0y. ITouaTKoBy mo3y MOXKHA 3aCTOCOBYBATU B MEPIINH
OeHb 3 METOI0 OilIbII MIBUAKOTO NOCATHEHHS PiBHOBAXXHOI KOHIIEHTPAIIil.



IHBa3uBHI KaHOAMOO3M, KPUIITOKOKOBUYM MEHIHTIT: I03a IIpenapaTry CTaHOBUTH 6-12
MTI/Kr/mo0y 3ajiezKHO Bifl CTYIIeHs TSIXKKOCTi 3aXBOPIOBAHHSI.

ITigTpuMyro4ya Teparis ajisd IolepeaXKeHHsa pPeluguBy KPUIITOKOKOBOIO MEHIHTITY y
OiTel i3 BUCOKUM PU3UKOM MOTO PO3BUTKY: A03a IIpernapaTy CTaHOBUTh 6 MI/KT/mo0y
3aJIe’KHO Bifl CTylEeHS TSAXKKOCTI 3aXBOPIOBaHHS.

[TpodimakTKa KaHOWOO3iB y MAIli€HTiB 3 iMyHOOedilimTOM: Jo3a IIpernapaTry
CTaHOBHUTbH

3-12 mr/kr/mo0y 3a1exKHOo BiJl BUPaXKeHOCTi Ta TPUBAJIOCTi iHAYKOBaHOI HEUTPOIEHil
(DuB. mO3u OJISI MOPOCIIUX).

IlauieHmu AIMHBO20 BIKY.

Ilo3y HeoOXximHO migbupaTH 3ajie’KHO Bif cTaHy QYHKIIM HUPOK (OUB. HUXKYE).

ITauieHmu 3 HUPK0BOK HedocmamHicmio.

[Tpu pa3oBOMYy 3aCTOCYBaHHiI KOPUT'yBaTH 03y (GIyKOHa30Jy He oTpiOHOo. [TamienTam
(BKJTIOYAIOYH [IiTel) i3 mopyueHHIM QYHKITi HUPOK ITPU HEeOoOXimHOCTI
6araTopal3oBOT0 3aCTOCYBaHHS IpelapaTy y Neplinil JeHb JIIKYBaHHS CIIif
3aCTOCOByBaTH IMo4aTKoOBYy 003y 50-400 Mr 3asexHo Bif mokalaHHs. [liciasa oporo
mo0OoBY 03y (3a/Ie’KHO Bifl TOKa3aHH) CIIil pO3pax0oByBaTH BifTIOBiAHO IO
HUXK4YeHaBenaeHol Tabmuili:

KaipeHc kpeamuHiHy (mMa/x8) Bidcomok 8i0 pekomeHO08aHOI 003U
> 50 100%

=< 50 (6e3 miamizy) 50%

Perynsapuuu giamis 100% micisg KOXKHOT0 giasisy

[NamienTH, siki mepeOyBalOTh Ha peryasipHOMY miamnidi, moBuHHiI oTpuMmyBatu 100%
PEKOMEHI0BaHOl JO3HU MiC/IsA KOXKHOTO fAianidy. Y meHb, KOIU [iali3 He IPOBOOUTHCS,
Ialli€eHT IOBUHEH OTPUMYyBaTH 03y, BIOKOPUTOBaHY 3aJIeXKHO Bif KJIIpeHCY
KpeaTuHiHy.

ITauieHmu 3 nopyweHHAM QYHKUIU neyiHKU.

®TyKOHA30J1 CJIil 3aCTOCOBYBAaTH 3 00EPEXKHICTIO IMallieHTaM i3 ITOPYIIeHHSIMHU
(byHKIIIM mTedYiHKHM, OCKIiIbKM iH¢popMaliil IIOA0 3aCTOCYyBaHHSA (QIIYKOHA30IIY Lii
KaTeropii marieHTiB HeJOCTaTHLO.

itk



3acToCOByBaTH JIiKapChKui 3acib y dopMmi Karcy gaHii KaTeropil naiieHTiB MOXKHa
TOMi, KOJIN OiTH 37aTHi 0e3MeYHOo IPOKOBTHYTH KaIICYJly, 110 3a3BUYall MOKJIMBO V Billi
Big 5 POKIB.

Ilepeno3yBaHHA

[ToBigoMnsinu nIpo nepeno3yBaHHA (HJIIyKOHA30JI0M; OOHOYACHO IIOBiAOMIISATIN IPO
rajlnyHallil Ta mapaHoifalbHy IIOBEOIHKY.

[Tpu mepemo3yBaHHi HEOOXiAHO MIPOBECTU CUMIITOMATUYHY MiATPUMYIOYY Tepariio Ta y
pa3i HeoOXigHOCTI - MPOMUTH IITYHOK.

®nyKoHa30/1 3HAYHOIO Mip0Oi0 eKCKPETYETHLCS 3 ceuelo; GOpCOBaHUM [iype3 MoxKe
MIPUCKOPUTH BUBEOEHHS npemnapaTry. CeaHc reMofianidy TPUBAIICTIO 3 TOOUHU 3HUKYE
piBeHb QIIYKOHA30J1y y my1a3Mi KpoBi mpubnausHo Ha 50%.

IToOiuHi peakmii

HatmuacrTime (> 1/10) moBigommnsnocs IIpo Taki mobiyHi peakiiili: TomoBHUM Oifnb, Oinb y
YyepeBHiM MOPOKHUHI, miapes, HygoTa, O/II0BaHHS, BUCUIIAHHS, MiIBUIIEHHS PiBHS
anaHiHaMmiHOoTpaHcpepasu (AJIT), acnaprataminoTpancdepasu (ACT) Ta myXKHOL
docdarasu KpoBi.

[I71s1 OLIIHKY 4aCTOTU BUHUKHEHHS IOOIYHUX peakllii BAKOPUCTOBYIOTh HACTYIIHY
Kinacudikaniro: gyxe dacto (= 1/10), gacto (Big = 1/100 mo < 1/10), HeuyacTo (Big =
1/1000 mo <1/100), pigko (Big = 1/10000 go <1/1000), oy=xe pigko (< 1/10000), Ta
YaCcTOTa HeBimoMa (HEeMOZKJIMBO OIIIHUTHU Ha HifcTaBi HaABHUX OHAHUX).

3 6oKy cucmemu Kposi ma aimgpamuyHoi cucmemu.

HeuacTo: anewmis.

Pimko: arpaHy/nonuTO3, TIEUKOIIEHisT, HEUTPOIIEHisT, TPDOMOOIIUTOIIEHIsI.
3 6oky iMmyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaiuHi ma animeHmapHi po3aadu.

HeyacTo: 3HUXKEHHS alleTUuTy.

Pigko: rinepTpuriinepugeMis, rinepxojieCTepuHeMis, rinokKaieMis.

IlcuxiuHi nopyweHHA.



HeuacTo: 6€3COHHS, COHJIUBICTE.

3 60Ky Hepsosoi cucmemu.

YacTo: TosIoBHUM Oiflb.

HeuacTo: cymoMu, 3amaMOpPOY€EHHS, TapecTe3il, TOPYIIeHHsS CMaKy.
Pigko: Tpemop.

3 60Ky opeaaHie cayxy ma eecmubyaspHO20 anapamy.

HeuacTo: BepTuro.

3 60Ky cepusi.

Pigko: mapokcu3MasibHa LIJIyHOYKOBa TaxiKapis TUILy «IipyeT», IIOOOBXEHHS
inTepBany QT.

3 60Ky WAYHKOBO-KUWKOBO20 MpaxKmy.

YacTo: 0inb y YepeBHiM MOPOXKHUHI, miapesi, HymoTa, OJII0OBaHHS.
HeuyacTo: 3amop, AuCIencisa, MeTeopu3M, CyXiCTh Y POTi.
I'enamobiaiapHi po3aadu.

YacTo: migBuIlleHHS PiBHS alaHiHaMiHoTpaHchepa3u (AJIT),
acriaptataminoTpaHcdepasu (ACT), nyxHol pocdaTasu.

HeuacTo: xonecras, XKOBTSIHUISI, IiIBUIIIEHHS PiBHA OilipyOiny.

Pigko: me4yiHKOBa HEOOCTaATHICTD, renaTOLENIIAPHUN HEKPO3, TellaTUuTH,
rernaToLesioIsapHe YpaKeHHs.

3 60Ky wkKipu ma niowKipHOi MKAHUHU.
YacTo: BUCUIIaHHSA.

HeuacTo: cBepOixK, MEOUKAaMEHTO3HUN OepPMATHUT, KPOIIUB THKA, MigBUIIIEeHE
IIOTOBUOITIEHHS.

Pigko: TOKCMYHUY ellifepMabHUK HEKPOJIi3, cuHOPOM CTiBeHca-[[?)KOHCOHa, TOCTPUH
reHepasi3oBaHUU €K3aHTeMaTO3HUY IIyCTY/Ib03, eKCHOTiaTUBHUU OEePMaTHT,
AHTiIOHEBPOTUYHUYM HAOPSK, HAOPSAK 00/IMYYs, aJonellis.

3 60Ky ONOPHO-PYX08020 anapamy ma CnoAy4YHOi MKAHUHU.



HeuacTo: mianris.

3azanvHi po3nadu ma peakuii y micui 88e0eHHA.

HeuacTo: migBullieHa BTOMJIIOBaHICTh, He3QyKaHHSA, aCTeHida, rapsiyka.
Himu.

YacToTa Ta xapakTep MOOIiYHUX peakllii i BiiXuIeHb Bill HOPMU Pe3yJIbTaTiB
TabopaTOPHUX aHaIi3iB y XOmi KIiHIYHUX JOCTiAXKeHb 3 Y4aCTIO [iTel CIIiBCTaBHi 3
TAaKWMHU y JOPOCIIUX.

TepMiH NpUIATHOCTI
4 pokKu.
YMmoBHu 30epiranHs

30epiraTtu B OpuUTiHanbHil yIIAKOBIIi ITpu TeMIepaTypi He Butile 25 °C.

30epiraty y HeIOCTYIIHOMY OJIS OiTeW MicCIIi.

YnakoBka

Kamncynu mo 100 mr, mo 7 Karcyn y 6iictepi, 1 6iicTtep y mayiri.
KaTeropis Bignycky

3a penemnTomM.

BupooHuk

[TAT «KuiBmenmnpemnapat».

Micue3Haxo/dKeHHsI BHPOOHHMKA Ta HOro aJgpeca MiCIisi IPpoOBaJaXKeHHSI
IisTIHLHOCTI

Yxkpaina, 01032, m. Kuis, Bysn. Cakcaraacskoro, 139.
[Ixepeso iHCTPYyKIIil

[HCTPYKIIiio TiKapChKOro 3aco0y B3sTO 3 oQillifiHOTo mkepesa — [lepKaBHOTO PEECTPY

JIiIKapCchKUX 3aco0iB YKpaiHu.
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