IHCTPYKIIA
AJIS1 MEUYHOI 0 32CTOCYBAHHS JIIKApPCHKOIro0 3ac00y

JUDJII030.1°
(DIFLUZOL®)

Cknao:

oditoya peuosuna: GpIykoHA30II;

1 karcyna mMicTuTh (hykoHaszomy, y nepepaxyBansi Ha 100 % pedoBuny 50 mr a6o 100 mr;
OONOMIDICHI peyosuHU: KAIIBIIIIO CTeApaT, HATPII0 KPOXMAIBIIKOJAT (Tl A);

cKna0 06010HKU Kancyau oas 0o3yeanHa 50 me: >kenatuH, nareHtoBanuil cunii V (E 131),
xinominoBwit xoBTuil (E 104), Turany giokcun (E 171), a3opy6in (E 122);

CK1a0 000710HKU Kancyau onsa 0o3yeanus 100 me: xenatuH, nateHroBanuil cunii V (E 131),
xiHoaiHoBui xoBTUH (E 104), Tutany miokeun (E 171), asopy6in (E 122), inaurokapmin (E 132).

Jlikapcbka ¢opma. Kancynu.

OcHnogHi izuxo-ximiuni enacmugocmi: TBEpAl KenaTUHOBI Karcynu Ne 1, kopmyc 61pro30BOro
KOJIBOPY, KPHUIIKA POXKEBOTO KOJBOPY Ui 03yBaHHS 50 MI, KpPHIIKAa CHHBOTO KOJBOPY JUIS
no3yBanHs 100 mr.

BwmicT xarcyn — moporiok 6110ro abo Maibke OUTOro KoJbopy, O€3 3amaxy.

dapmakoTepaneBTHYHAa rpyna. [IpoTUrpmOKoBi 3acodM Ui CHCTEMHOTO 3aCTOCYBaHHSI.
[Toxigni Tpuazony. Kon ATX JO2A CO1.

Dapmakonoziuni enacmueocmi.
Dapmarxoounamixa.

MexaHi3M nii.
®d1yKOHAa30J1, MPOTUTPUOKOBUMA 3aci0 KJIacy TPHA30JiB — MOTY)KHUH Ta CEIEKTHBHUHN IHTIOITOP
rpuOKOBUX (hepPMEHTIB, HEOOXITHUX JJIsI CHHTE3Y eprocTepoiy. [lepBuHHUM MexaHi3MOM Horo il
€ TpuUTHiYeHHs TrpuOKoBoro 14 anbda-maHOCTEpOI-IEMETHIIOBAHHS, OTIOCEPEIKOBAHOTO
nuroxpomom P450, mo € HeBim’€éMHUM eTanmoM OIOCHHTE3y TPHUOKOBOTO €procTepoy.
Axymymsnis 14 anbha-MeTHII-CTEpOJIiB  KOPEIE 3  IMOAAIBIIOK BTPATOK €pProcTepoiy
MeMOpaHOI0 TpPUOKOBOI KIITMHM Ta MOJXE BIANMOBIIATH 3a NPOTUTPHOKOBY AaKTHUBHICTh
baykonazony. OiykoHA30J1 € OUIBII CEICKTUBHUM JI0 TPUOKOBUX (pepMeHTIB muToxpomy P450,
HDK JI0 pI3HOMaHITHHX cucTeM (pepMeHTiB uToxpomy P450 ccasiis.

3acTocyBaHHs (urykoHazony y nmo3i 50 Mr Ha m0o0y mpotsrom 28 NHIB HE BIUIMBAE Ha PIBEHb
TECTOCTEPOHY Yy TUIa3Mi KpOBi1 Yy 4YOJIOBIKIB a00 Ha pIBEHb EHIOTCHHHX CTEPOiliB Yy KIHOK
penponaykTuBHOro BiKy. ®nykonazon y m03i 200-400 mMr Ha m00y He TpPOSBISE KIIHIYHO
3HAYYIIOTO BIUIMBY HA PiBEHb €HJIOTEHHUX CTEPOiiB ab0o Ha BiANoBiAbs Ha ctumyssito AKTT y
3JI0POBUX JIOOPOBOJIBIIIB YOJOBIYOT CTATI.

JlocmipkeHHsT B3a€MOJII 3 aHTUIPUHOM MPOJEMOHCTPYBaJIO, IO 3acTocyBaHHs S50 wr
(b1ykoHa3011y pa3oBO 4M 0aratopa3oBO HE BILUIMBAE HA META0OJI3M aHTUITIPUHY.

YyriuBicTs in Vitro.

daykonasoust in Vitro AeMOHCTpYe MPOTHIPUOKOBY aKTHBHICTH cTocoBHO Buaie Candida, 1o
3ycTpivaroThes Habuactime (Bkmrouaroun C.albicans, C.parapsilosis, C.tropicalis). C.glabrata
JAEMOHCTPYE IIUPOKHIN Miana3oH 4ymiuBocTi 10 (urykoHaszony, Toai sik C.Krusei € mo Hporo
PE3UCTEHTHOIO.

Takox (ykonazon in Vitro gemoHcTpye aktuBHICTH sik mpotu Cryptococcus neoformans ta
Cryptococcus gattii, Tak i mpoTu enaemiuHMX IUTiCHsaBHX TpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aemo03B’ 130K (hapMaKOKIHETUYHUX i hapMaKOJAMHAMIYHUX BIACTUBOCTEH.




BiamoBinHo 10 pe3ynbTaTiB AOCHIIPKEHb HAa TBAPHHAX, ICHYE KOPEJALis MDK MIHIMAaTbHOIO
IHr10YI0Y0I0 KOHIICHTPALIEI0 Ta €PEKTUBHICTIO MPOTH EKCIEPUMEHTAIBHUX MOJEIeH MIKO3iB,
cupruunHenux Buaamu Candida. BiamoBimHo 10 pe3ynbTaTiB KIIHIYHUX JOCIHIIKEHb, ICHYE
niniiiHa 3anexHicth Mbk AUC Ta no3or0 ¢uykonaszomy (mpubnusno 1:1). Takox icHye npsmuii,
ane HemoctatHid 3B’a30k MK AUC abo 103010 Ta MO3UTHUBHOIO KIIHIYHOIO BiIHNOBLLIIO Ha
JIKYBaHHS OPAJLHOTO KaHIUI03y Ta MEHIIOK MIpOI0 — KaHAWAeMii. AHAJIOTIYHO JIIKyBaHHS
IHQEKIi, CIPUYMHEHHX IITaMaMH, 10 SKUX (IyKOHA30J] JEMOHCTPYE BHCOKY MIHIMaJIbHY
iHridyrouy xoHuentpauito (MIK), € MeHI 3a10BITEHUM.

MexaHi3M pe3uCTEeHTHOCTI.

Mikpoopranizmu poay Candida neMOHCTPYIOTh YHUCICHHI MEXaHI3MH PE3HCTCHTHOCTI JI0
a30JIbHUX TPOTHTPUOKOBUX 3aco0iB. dmykoHa3on aemMoHcTpye Bucoky MIK mporu mramis
rpu0iB, SKi MalOTh OAMH a00 OLTbIIIE MEXaHI3MIB PE3MCTEHTHOCTI, 0 HETAaTHBHO BIUIMBA€ HA
eekTuBHICTH IN VIVO Ta B KIiHIYHIA mpakTuii. [lOBIIOMIISUIOCS TPO BUMAIKH PO3BUTKY
cynepindexiii Candida spp., inmumu zHix C. Albicans Bumamu, 1mo 4acto € HEUYTIUBUMHU 0
bnyxonazony (nanpuknan Candida krusei). JInst MiKyBaHHSI TAaKUX BUIAJIKIB CJ17] 3aCTOCOBYBATH
aIbTepHATUBHI MPOTUTPUOKOBI 3aCOOU.

Dapmaxokinemuxa.

@®apMaKOKIHETUYH1 BJIACTUBOCTI (IYKOHA30Jly € NOJIOHMMH MpPH BHYTPIIIHBOBEHHOMY 1
MepOPaTLHOMY 3aCTOCYBaHHI.

AGcopoiis.

@diykoHa30J1 100pe BCMOKTYEThCS NpPU NEPOpaAbHOMY 3aCTOCYBaHHI, a pIBEHb Mpenapary y
m1a3Mi KpoBi 1 cucTeMHa 0100CTynHICTh nepeBuinyoTh 90 % piBHS ¢uiyKkoHa30iy y IUIa3Mmi
KPOBI, 1110 IOCSTAEThCSI IPU BHYTPITHLOBEHHOMY BBEJICHH1 IpernapaTy. OJHouacHe BXKUBAaHHS 1K1
HEe BIUIMBAa€ Ha BCMOKTYBaHHS IIperapary MpW HOTO TepopalbHOMY 3acTocyBaHHi. [likoBa
KOHIICHTpAIliA y IJIa3Mi KpoBi mocsiraetbes depes 0,5-1,5 roauHu micisi mpuiioMy Tmpemnapary.
KonnenTpariis nmpenapary y mia3mi KpoBi IpomopIliiHa 10 103u. PIBHOBaXHA KOHIIEHTpAIIS Ha
piBHI 90 % pocsiraeThcs Ha ApYruid JeHb JIIKYBaHHS MpPU 3aCTOCYBaHHI y MepUIUil [1eHb
HaBaHTAXYBAJIbHOI JI03H, 110 BIBIY1 MEPEBUIIYE 3BUYANHY JOOOBY /103Y.

Posznoji.

006’eM po3moaALTy TPUOIU3HO JAOPIBHIOE 3aralbHOMY BMICTY PiIMHU B OpraHi3Mi. 3B’ I3yBaHHS 3
Oitkamu ma3mu KpoBi Husbke (11-12 %).

®dnykoHa30J1 A00pe MPOHHMKAE B YCi MOCTIKYBaH1 piiMHM opraHismy. PiBeHp (iykoHazony y
CIIMHI Ta MOKPOTHHHI € TOAIOHMM [0 KOHIICHTpAIlii Impemnapary y 1uia3Mi KpoBi. Y MaIli€HTiB,
XBOpUX Ha IpUOKOBUI MEHIHTIT, piB€Hb (UIYKOHA30Jy Y CIIMHHOMO3KOBIH piauHi gocsarae 80 %
KOHIICHTpAIIi y I1a3Mi KpOBi.

Bucoki xoHueHTpartii ¢ykoHa30/1y y HIKIpi, IO NEPEBUITYIOTh CHPOBATKOBI, OCATAIOTHCS Y
poroBoMy Iapi, emiaepmici, Aepmi Ta moti. GIyKoHa3071 HAKOMMUYYETHCS Y poroBoMy 1mapi. [Ipu
3actocyBaHHi 703U 50 mr 1 pa3 Ha 100y KOHIeHTpallia (iaykoHa3omy micist 12 AHIB JiKyBaHHS
CTaHOBMJIa 73 MKI/T, a 4yepe3 7 IHIB TIClA 3aBEPILEHHS JIKyBaHHS KOHIICHTpAIlisl Bce IIe
cranoBuna 5,8 mkr/r. Ilpm 3acrocyBanni mo3u 150 mr 1 pa3 Ha TWXKIEHb KOHIIEHTpAIIis
¢nykonasony Ha 7 nenp nikyBaHHsA cTaHOBUIA 23,4 MKI/T; uepe3 7 JHIB MiCIs 3aCTOCYBAaHHS
HACTYITHOT 1031 KOHIIEHTpAIlis BCe 11e cTaHoBMia 7,1 MKI/T.

KonuenTpanis ¢uykoHa3o1y B HIrTax micis 4 micsuiB 3actocyBanHs 150 mr 1 pa3 Ha THXKIEHBb
cranoBuiia 4,05 MKr/r y 310poBUX JOOpOBOJBIIB Ta 1,8 MKI/T mpu 3aXBOPIOBAHHSAX HIITIB;
(bi1yKoHa3071 BU3HAYaBCs y 3pa3kax HIrTIB yepe3 6 MICALIB Micis 3aBEpLISHHs Teparii.
Bbiorpancdopmarris.

drykoHa30J1 META00TI3YEThCs HE3HAUHOO Mipoto. [Ipu BBeieHH]1 1031, MiY€HOT pall0aKTUBHUMHU
130Tonamu, juie 11 % (aykoHa30ry eKCKpeTyeThCs 3 ceuero Y 3MiHeHOMY BUTIIs . DIyKoHa3011
€ cenekTuBHUM iHribitopom i3odepmentiB CYP2C9 ta CYP3A4, a Takox iHribiropom
130¢epmenty CYP2CI19.

Busenenns.




[epion HamiBBUBeneHHs (IyKOHA30Jy 13 IJIa3MU KpOBi CTaHOBHUTH O1u3bK0 30 roauH. birpiia
YacTUHA MpenapaTy BUBOJUTHCSA HUpKamHu, pruuoMy 80 % BBEICHOT 103U BUSBISETHCS y ceUi B
He3MmiHeHOMY cTaHi. KiipeHc ¢uiykoHA30ily MPOMOPIIKHUKA J0 KIPEHCY KpEaTHHIHY.
[upkymnorounx MeTaboJIiTiB He BUSBIICHO.

TpuBanuii mepioa HamiBBUBEIEHHS Ipenapary 3 IUIa3MH KpPOBI Ja€ MOJKJIMBICTH Pa30BOTO
3aCTOCYBaHHS IpenapaTy Ipy BariHaIbHOMY KaHIU031, @ TAKOK 3aCTOCYBaHHS Ipenapaty 1 pas
Ha TWXKACHB MPH IHIINX TOKA3aHHSX.

HupkoBa HEJIOCTATHICTD.

VY marieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSHXKKOTO CTYMEHS (IIBUKICTD KIYOOUYKOBO1 (himbTparii
< 20 mur/xB) nepioa HaniBBUBEACHHS 30UbIIyeThes 3 30 ToauH 10 98 rogun. Tomy 11iit kareropii
MaIieHTIB  HEOOXIMHO 3MEHIUTH 103y ¢uIykoHazony. DIIyKOHA30JI BHUAAISETHCS IIISTXOM
reMoJIiallizy, Ta MEHIIIOK MIPOI0 — IIJISAXOM IHTparnepuTOoHeaIbHOro Aianizy. CeaHc reMomianizy
TPUBATICTIO 3 TOAMHU 3HIXKYE PIBEHb (UIYKOHA30JIy y IJ1a3Mi KpoBi pubnu3Ho Ha 50 %.
[TaiieHTH TITHBOTO BIKY.

3MiHM (papMaKOKIHETUKH y MAIlI€EHTIB JIITHHOTO BIKY OUE€BH/IHO 3aJI€KUTh Bijl MapaMeTpiB QyHKIIIT
HUPOK.

Kainiuni xapakrepucTuku.
Ilokazanns.
JIikyBaHHS TaKUX 3aXBOPIOBAHb Y JIOPOCTHUX SK:
— KPUNTOKOKOBUN MEHIHTIT;
— KOKIU101103;
— IHBa3WBHI KaHIUI03H;
— KaHJUJI03H CITU30BUX 000JIOHOK, BKITFOYAIOYH KaHIU03 POTOTJIOTKH Ta KaHHMI03 CTPABOXO.TY,
KaHIUYpisi, XPOHIYHUMA KaHUI03 MIKIPH 1 CTM30BUX 000JIOHOK;
— XpOHIYHUH aTpo(iuHUA KaHIUI03 (KaHIUI03, CIIPUIMHEHUH BUKOPUCTAHHSIM 3yOHUX MPOTE31B)
pu Hee()EKTUBHOCTI MICIIEBUX CTOMATOJIOTTYHUX TIrE€HIYHUX 3aC00iB;
— BariHaJIbHUHN KaHJNU/I03, TOCTPUH UM PEIUINBYIOUYHMI, KOJIM MiCIIeBa Tepallis HE € JOPEYHOIO;
— KaHJIUJIO3HUN OanaHiT, KOJIM MICIIeBa Tepallis He € JOPEYHOIO;
— JIEPMATOMIKO3H, BKJIIOUAIOUM MIKO3 CTOII, MIKO3 TJIaJCHBKO1 IIKIpH, MaXOBUH EPMATOMIKO3,
pi3HOOApBHUI JTUIIAH Ta KaHAWI03H1 IH(EKIIIT MKipH, KOJIM CUCTEMHA TEparlis He € JOPEYHOIO;
— nepMato(iTHUI OHIXOMIKO3, KOJIM 3aCTOCYBaHHS IHIIUX JIIKAPCHKUX 3aCO0IB HE € JOPECUHUM.
[IpodinakTrka TakKUX 3aXBOPIOBAHb Y IOPOCIHX SIK:
— peUUIUB KPUITOKOKOBOTO MEHIHTITY y Malli€HTIB 3 BUCOKUM PU3UKOM HOTO PO3BUTKY;
— peuuIuB KaHIUA03y POTOTJIOTKH abo cTpaBoxoay y naiieHTis 3 BIJI 3 Bucokum pusmkom ioro
PO3BUTKY;
— 3HIDKCHHS YaCTOTH PEIMINUBIB BariHAJIBHOTO KaHANI03Yy (4 a00 OLIbIe BUIMAIKKA HA PIK);
— mpodiTakTHKa KaHIUAO3HUX 1H(EKIIH y MallieHTIB 13 TPUBAJIOI HEUTPOIEHIEI0 (HAPHUKIAL,
MAIIEHTIB 31 3I0SKICHUMHU 3aXBOPIOBAHHSMHU KPOBI, SIKI OTPUMYIOTH XiMiOTeparito abo MaIi€HTiB
P TPAHCIUIAHTAIil TeMOTIOETUYHUX CTOBOYPOBUX KJIITHH).

ITH.
3acTocoByBaTH JiKapchbKuil 3acid y GopMi Karncyn JaHiid KaTeropii maiieHTiB MOXHA TOJIl, KOJIH
JITH 3/1aTHI O€3MeYHO MTPOKOBTHYTH Karlcyiy, 10 3a3BUYail € MOKJIMBUM Y BIIll Bifl 5 POKIB.
Judnro301® 3acTOCOBYBATH JITAM Ui JIIKYBAaHHS KaHIUIO3IB CIM30BUX 000JOHOK (KaHAMIIO3
POTOTTIOTKH, KAHTUA03 CTPABOXOY), IHBAa3UBHUX KaHAMI031B, KPUIITOKOKOBOTO MEHIHTITY Ta JJIs
npo(UIaKTUKN KaHIUI03HUX 1H(DEKIiH y MaIieHTiB 31 3HWKEHUM IMyHiTeToM. [Ipenapar MoxHa
3aCTOCOBYBAaTH SK MIATPUMYIOUY Tepamilo JUIsl TMOMEepeIKEeHHS PEIUANBY KPHUITOKOKOBOTO
MEHIHTITY Yy AiTel 13 BUCOKHM PU3HKOM HOTrO pO3BUTKY.
Tepamito mnpenaparom [udaro301® MoXHA pO3MOYMHATH 1O OTPUMaHHS pPe3yiIbTaTiB
KyJIbTypaJlbHUX Ta IHIIUX Ja00OpaTOPHUX JOCHIKEHb; IICAs OTPUMaHHS pe3yJbTaTiB
aHTHOaKTepiaJIbHy Teparito CIiJi CKOPUT'YBAaTH BiIIOBITHUM YHHOM.



Ilpomunokaszanns.

— lNimepyyTuBICTh A0 (IIYKOHA30JTy, IHIIUX a30JIbHUX CIOJIYK a00 10 OYAb-SIKOT 3 TOTIOMDKHUX
PEUOBHH IIpernapary.

— OpnHovacHe 3acToCyBaHHS (IIYKOHA30Jly Ta TepheHaJAWHY IMalli€eHTaM, SKi 3aCTOCOBYIOTh
¢dbykoHaszon 6aratopa3zoBo y no3ax 400 mMr/no0y ta Buie (3riIHO 3 Pe3yIbTaTaMu JTOCIIHKCHHS
B3a€EMO/IIT 0araTopa3oBOro 3aCTOCYBaHH).

— OpHovacHe 3acToCyBaHHS (DIYKOHA30Jy Ta IHINHUX JIKAPCHKUX 3acO0iB, IO TOJOBXKYIOTh
inTepBast QT Ta MeTabomnizyroTbes 3a gonomoror ¢epmenty CYP3 A4 (manpuxiian nuusanpuiy,
acTeMi3oury, MMO3H Y, XIHIANHY Ta epUTPOMILIUHY).

B3aecmooia 3 inwumu nikapcoKumu 3acooamu ma iHuii 6UOU 63acMO0Ill.

IIpomunoxazane cymichne 3acmocy8aHus AYKOHA30Y Md HUNHCHE3AZHAYEHUX TIKAPCLKUX 3AC00i8.
Luzanpuo: MoBIIOMIISIIOCS MIPO PO3BUTOK MOOIUHUX peakiliid 3 OOKy ceplsi, y TOMY YHCII PO
MapOKCU3MallbHy HUIYHOYKOBY TaXiKapJil0 THUIYy «HIpyeT» Yy NAaIl€HTIB, $KI OJHOYAaCHO
3aCTOCOBYBAIM (PIIyKOHA30JI Ta Iu3anpuia. JlocimimpKeHHs TpOAEMOHCTPYBAIH, IO OJHOYACHE
3actocyBanHa 200 mr ¢aykonazony 1 pa3 Ha moby ta 20 mr umzanpuay 4 pasu Ha 100y
MPU3BOUIIO JI0 3HAYHOTO MIABUIIEHHS PIBHA HHU3ANPHUAY y IJIa3Mi KPOBI Ta JO IOJOBKEHHS
mTepBany QT. OmgHouacHe 3acTocyBaHHS (UIYKOHA30JIy Ta IU3ANpHUIy MPOTUIIOKA3aHE (IUB.
posnin «/Ipomunokazanmusy).

Teppernaoun: depe3 BUMAIKN PO3BUTKY TSHKKHX CEPIICBUX apUTMil, CIPUIHMHEHUX TI0JJOBKEHHSIM
iHTepBany QTc, y mMamieHTiB, fKi 3aCTOCOBYBAJM a30JbHI MPOTUTPUOKOBI JIIKAapChKi 3acobu
0JIHOYACHO 3 TepheHaauHoM, OyIu TPOBEACH] JOCIIHKEHHS B3aEMOIIT ITUX MpemnapatiB. Y Xoai
OJTHOTO JIOCIIDKEHHS MPU 3aCTOCYBaHH1 QurykoHa30.y y 1031 200 Mr Ha 100y HE OYJI0 BUSBICHO
nonopxkeHHs iHTepBay QTc. [HIe mocnipkeHHs mpu 3acTocyBaHH1 (IykoHa30my y mo3ax 400
Mmr ta 800 mMr Ha 100y ITPOEMOHCTPYBAJIO, 110 3aCTOCYBaHHS (uIykoHa3oy y go3ax 400 mr Ha
no0y abo BHIE 3HAYHO MIABHUIINYE piBeHb TepPeHAAMHY y TIa3Mi KpOBI IMPH OJHOYACHOMY
3acTocyBaHHI ux mpenaparis. CymicHe 3actocyBaHHs GurykoHazony y n1o3ax 400 mMr abo Buie 3
TepdeHaTuHOM TpoTUnoKa3zaHe (AuB. po3aun  «lIpomunokasanusay). llpum 3acTocyBaHHI
dbaykoHazony y mosax Huxde 400 mr Ha 100y oqHOYAacHO 3 TephEeHATUHOM CIIi] TPOBOIUTH
peTenpbHU MOHITOPUHT CTaHy Talli€HTa.

Acmemizon: CyMiCHE 3acTOCYBaHHS (DIIYKOHA30Jy Ta acTeMI30JIy MOXKE 3MEHIIHWTH KIIPEHC
actemizoiry. CrippyyumHEHEe UM IiABUIIEHHS KOHIIEHTpAIlli acTeMi3oiy y IUia3Mi KpOBi MOXKeE
MPHU3BECTU [0 TNOJOBXKEHHA iHTepBany QT Ta pigko — 10 HapOKCHU3MAaJIbHOI MITYHOUYKOBOL
Taxikapaii Ttumy «mipyet». OpHodacHe 3acTocyBaHHS — (UIYKOHA30Jly Ta  acTeMi30iy
MIPOTUIIOKA3aHE.

Ilimo3u0 ma xinioun: cCymicCHE 3acTOCyBaHHS (DIyKOHA30Jy Ta MIMO3HAY a00 XIHIIUHY MOXKE
MPU3BOJUTH JO TPHUTHIUEHHS MeTabodi3My MiMO3uay abo XIHITUHY, XOouya BiIMOBITHUX
JOCIIKEHB IN Vitro Ta in vivo He mpoBoamiu. [TiqBUIleHHS KOHIIEHTpAIii iMO3u1y a00 XiHIAUHY
y TU1a3Mi KpOB1 MOK€ CIIPUYMHATHU MOA0BKEHHs iHTepBany QT Ta pinqko mpu3BOIUTH A0 PO3BUTKY
MapoOKCU3MANbHOT IIJTYHOYKOBOI Taxikapaii Tumy «mipyer». OpHOo4YacHe 3acTOCYBAaHHS
(bi1ykoHa301y Ta MiMO3UTy a00 XiHIIMHY MPOTUIIOKA3aHE.

Epumpomiyun: onHouacHe 3aCTOCYBaHHS EPUTPOMILMHY Ta (PIYKOHA30Jy MOTEHLIHHO MOXKe
MPU3BOAUTHU JI0 MIABUIICHHS PU3HKY PO3BUTKY KapA10TOKCHYHOCTI (1ogoBx)eHHs iHTepBany QT,
napoKCcU3MallbHa IUTYHOYKOBA Taxikapis THUITy «IIipyeT») Ta, K HACIIIOK, JO pPanTOBOIO
CEepLIEBOr0 JIETAIbHOTO HACHIAKY. 3acTOCYBaHHS KOMOIHAIll JaHUX JIIKapChKUX 3aco0iB
MIPOTUIIOKA3aHE.

He pexomendyvemucsa oonouacHe 3acmocysants (avKOHA30y Ma HUNCYE3A3HAYEHUX TIKAPCLKUX
3aco0is.

Tanogpanmpun’ (HaykoHa307d MOXKe CIPUUMHHUTH MIABUILEHHS KOHLEHTpALii rajopaHTpuHy y
1a3Mi KpoBi 3a paxyHok mnpurHideHHS CYP3A4. OgHouacHe 3aCTOCYBaHHs LMX JIIKAPChKHUX
3ac00IB MOTEHLIHHO MOX€ MPU3BOAUTH 1O MiJBUIIEHHS PU3UKY PO3BUTKY KapJiOTOKCHYHOCTI
(monoBxenns intepany QT, mapokcuzManbHa NUITYHOUKOBA TaxiKaplis THUITY «IIpyeT») Ta, K




HACIIIOK, JO PpanTOBOTO CEPIEBOrO JieTanbHOro Hachiaky. Ciin yHUKaTH 3acTOCYBaHHS
KOMOIHAIIIT TaHUX JTIKapChKUX 3acO0iB.

Cymicne 3acmocy8anus _QIVKOHA30Y _MA HUNCYE3AZHAYEHUX JIKAPCLKUX 3aco0ie sumazae
0bepedcHocmi ma KopueysauHs 003u.

Bnaues inwux aikapcokux 3acobie na ghiykonazon.

JlocmipkeHHsT B3a€MOJil TPOAEMOHCTPYBAIM, IO OJHOYACHE BXKMBAHHS DKi, IUMETHIVH,
aHTaUAM ad0 MOJIANIbIIE OTIPOMIHEHHS YChOTO TiJla ISl IEPeca ki KICTKOBOTO MO3KY HE MAalOTh
KIIHIYHO 3HAYYIIOTO BIUIMBY Ha aOcopOmiro (aykoHa30dy Mpu HOro TMepopaTbHOMY
3aCTOCYBaHHI.

Pugamniyun: onHodacHe 3acTocyBaHHS (IyKOHA30ily Ta pudaMminuHy HPU3BOAMIO IO
samwkeHHss AUC Ha 25 % Ta ckopouyBajo mnepio HaniBBUBeneHHs (iaykoHazony Ha 20 %. Tomy
IUTSL TIAIIEHTIB, SIKI 3aCTOCOBYIOTh pU(aMIIIKH, CITi PO3TIITHYTH JOLUIBHICTD MiABUILEHHS 103U
(baykoHazoy.

Bnaue ¢nykonazony nHa inwi nikapcoki 3acoobu.

@DI1yKOoHAa30J1 € MOTYKHUM 1Hr101TopoM 130depmenty 2C9 nutoxpomy P450 (CYP) Tta nomipHuM
iriditopom CYP3A4. ®dnykonaszon € inrioiropom i3odepmenty CYP2C19. Ha momarok o
CIIOCTEPEIKYBAHUX/JJOKYMEHTAIBHO MIATBEP/UKEHUX B3a€EMOJIN, M0 OMHUCAHI HWXYE, TPHU
OJIHOYAaCHOMY 3aCTOCYBaHHI 3 (UIYKOHA30JIOM ICHYE PHU3UK MIJBULIEHHS Y IUIa3Mi KpOBI
KOHLIEHTpalli HIIHUX crodykK, mo Meradoniyiorscss CYP2C9, CYP2C19 ta CYP3A4. Tomy
3aCTOCOBYBATH Taki KOMOIHAIi MpenapaTiB cilif] 3 00E€peKHICTIO; TPH ILOMY HEOOX1HO PETEeIbHO
croctepiraTd 3a craHoM mnaimieHTiB. I[lpurHiuyBanbHa 11 (aykoHasody Ha ¢epMeHTH
30epiraeTbest mpoTArom 4-5 mi0 micist MOro 3aCTOCyBaHHS y 3B 513Ky 3 MOr0 TPUBAJIUM NEPIOIOM
HAITIBBUBEIECHHS.

Anvpenmanin: mijg 4yac OJHOYACHOTO 3aCTOCYBAaHHA albpeHTaHuly y J031 20 MKI/Kr Ta
baykoHazony y 1031 400 MT 310pOBUM TOOPOBOJIBISIM CITIOCTEPIraaocs ABOKpATHE 30UTBIIICHHS
AUC10, moxuBo, depe3 iHrioyBanHss CYP3A4. Moxe OyTu HEOOXiTHUM KOPUTYBaHHS 03U
anb(heHTaHLTy.

Amimpunmunin, Hopmpunmuain: GIYKOHA30J TIOCWIIOE 0 aMITPUNTHIIHY Ta HOPTPUNTHITIHY.
PexomeHnyeThcss BUMIPIOBaTH KOHIEHTpAIlli S-HOPTPUNITUIIIHY Ta/a00 S-amMITpUNTHIIIHY Ha
movyaTKy KOMOIHOBaHOT Teparii Ta yepe3 | THxAeHb. Y pa3i He0OXITHOCTI CIiJl BIIKOPUTYBATH
703y aMITPUNITWIIHY/HOPTPUNITHIIIHY.

Amgpomepuyun B: ogHOuacHe 3acTocyBaHHS (uiyKoHa30sy Ta amdoTepunnHy B iH(piKoBaHUM
MHIIIaM 13 HOpMaJbHUM IMYHITETOM Ta iH()IKOBAHUM MUIIIAM 31 3HI)KCHUM IMYHITETOM MPU3BEJIO0
JI0 TAaKUX PE3y/bTaTIB: HEBEIUKUMA aJUTUBHUN MPOTUTPUOKOBHI e€(eKT IPH CUCTEMHIN 1H(eKIIii
C. albicans, BincyrHicTs B3aemoii mpu BHyTpimHb0uepenHii indexiii Cryptococcus neoformans
Ta aHTaroHi3M JBOX mpemnapaTiB npu cuctemHiil indexuii Aspergillus fumigatus. Kiiniune
3HAYCHHS Pe3y/IbTaTiB, OTPUMAHUX Y XOJ1 X JOCIIHKEHb, HEBITOME.

Aumuxoazynaumu: SK 1 IPU 3aCTOCYBaHHI IHIIUX a30JIbHUX MPOTUTPHUOKOBHUX 3aco0iB, MpHU
0JIHOYAaCHOMY 3aCTOCYBaHH1 (PIIyKOHa30Jy Ta Bap(hapruHy NOBIIOMIISLIIOCS PO BUMIAAKH PO3BUTKY
KpOBOTeY (TeMaToM, HOCOBOI KPOBOTEUI, IUTYHKOBO-KUIIKOBUX KPOBOTEY, TeMaTypii Ta MEJICHH )
y TO€IHAHHI 13 MOJOBXKEHHAM NpPOTpoMOiHOBOrO uacy. Ilpu omHO4YacHOMY 3acTOCyBaHHI
¢bnykoHaszony Ta BapdapuHy CIOCTEepIragocs IBOKpaTHE MiIBUILNEHHS MPOTPOMOIHOBOTO Hacy,
IMOBIpPHO, BHACTIIOK MpUTHIYEHHS MeTabonisMy Bapdapuny yepes CYP2C9. Cning perenbHO
KOHTPOJIIOBATH MPOTPOMOIHOBUN Yac y Malli€HTIB, SKi OJHOYACHO 3aCTOCOBYIOTh KyMapHHOBI
aHTUKOAryJIsHTH. Moxe OyTH HeoOX1IHOO KOPEKIIisl 1031 BaphapuHy.

benzooiazeninu xopomxkoi 0ii, Hanpukiad mioazonam, mpiazonam: TPU3HAUEHHs (IIyKOHA30Iy
MICNIE MEepOpPalbHOTO 3aCTOCYBaHHSA Mifa3ojaMy MpPU3BOJMIO JIO 3HAYHOTO IIBUILEHHS
KOHIIEHTpallii MiJ1a30J1aMy Ta J0 MOCUJIEHHS ICUXOMOTOpHUX e(ekTiB. OHOYaCHE 3aCTOCYBAHHS
¢nykonazony y no3i 200 mr Ta migazonamy y 1031 7,5 Mr mepopaibHO HPU3BOAMIIO JIO
nigsumienns AUC Tta mepiofy HamiBBUBeIeHHS y 3,7 Ta 2,2 pa3a BiANOBIAHO. 3aCTOCYBaHHSA
¢nykonazony y no3i 200 mr/no6y Tta 0,25 Mr Tpiazosiamy MNepopajbHO MPU3BOAUIO [0
nizsuienHs AUC Ta nepioay HamiBBuBeneHHs y 4,4 Ta 2,3 pa3a BinnosinHo. [Ipu oqHOUacHOMY




3acTOCyBaHHI (DIYKOHA30JIy Ta Tpia3oyiaMy CIOCTEpIiranocs MOTCHIIOBAHHS Ta MPOJOHTAIliS
edeKTiB Tpiazoiamy.

SIKIIO Mali€eHTy, SIKKUM MPOXOIUTh KypC JIIKYBaHHS (DIIYKOHA30JIOM, CIiJl OJHOYACHO MPU3HAYUTH
Tepaniro OeH30/ia3eninamMu, 103y OCTaHHIX CIIiJl 3MEHIIINTH Ta BCTAHOBUTH HAJIC)KHUIN HATJIS 32
CTaHOM IaIli€HTA.

Kapbamasenin: GrykoHa30J1 MPUTHIYYE METa00Ji3M KapOaMa3eminy Ta CIPUIHHSIE MiIBUINCHHS
piBHs KapOamaserniny B cupoBartiii kpoBi Ha 30 %. IcHye pu3uK pO3BUTKY MPOSIBIB TOKCHYHOCTI 3
0oky kapOamazeniny. Mosxe OyTH HEOOXiTHIUM KOPUTYBAHHS J03HM KapOamaseriHy 3ajeKHO Bif
pIBHS HOTO KOHIIGHTpAIIi Ta Jii mpemnapary.

Bnoxkamopu kanvyiceux kananie: nesKi aHTarOHICTH KanbLito (HipeauITin, icpa i, aMIoAnIIiH
ta (emomumnin) wmerabonidyrotbest depmenTroM CYP3A4. dnykoHa305 MOTEHIIHHO MOXKE
MIABUIIYBATH CUCTEMHY €KCIIO3HUIII0 OJIOKATOPIB KAIBIIEBUX KaHATIB. PexomMeHmoBaHUI
peTeNbHUN MOHITOPUHT II0A0 PO3BUTKY NOOIYHMX PEaKIii.

L]enexoxcu6: mpu ogHOYACHOMY 3acTOCyBaHHI1 (ykoHa3omy (200 Mr Ha 100y) Ta 1EIeKOKCHOY
(200 mr) Cmax Ta AUC mnenexkokcuOy migBumryBaimucs Ha 68 % ta 134 % simnmosigao. [Ipu
0JIHOYaCHOMY 3aCTOCYBaHHI IEJIEKOKCHOY Ta (hIyKOHA307y MOXKe OyTH HEOOX1THUM 3MEHIICHHS
JI03H 11eJIEKOKCUOY BABIYI.

Luxnogpocghamio: omnovacHe 3acTocyBaHHs LUKIopochaminy Ta GrykoHa30Jy MPU3BOAUTH J0
MIBUIIEHHS piBHA OuTipyOiHY Ta KpeaTHHIHY B cupoBarii KpoBi. LI mpemapatu Mo’xHa
3aCTOCOBYBAaTH OJHOYACHO, 3BaKAlOUM HA PU3MK IMIJBUIIEHHS KOHLEHTpauii OulipyOiHy Ta
KpEaTHHIHY B CUPOBATLII KPOBI.

@enmanin: OBIIOMIISIIOCS TIPO OJMH JETATBHUN BUIAIOK IHTOKCUKAIIIT ()EHTAHIIOM BHACITIIOK
MOXJIHBOI B3aeMofii ¢eHTaHiTy Ta QuykoHazony. JlociipkeHHS MPOJEMOHCTPOBAH, IO
(baykoHA3071 3HAYHO YIOBUIbHIOBAB efiMiHamiio ¢eHTaHury. [linBumeHHs KOHIIEHTpaIil
(heHTaHLTy MOKE NMPU3BECTH JI0 IPUTHIYEHHS TUXAaHHS, TOMY CJIIJI PETEIIBHO KOHTPOJIFOBATH CTaH
namienTa. Moske OyTu HEOOX1THOIO KOPEKIis 03U (heHTaHLTY.

Ineioimopu I'MI-KoA-pedykmasu. CcyMmicHe 3acTocyBaHHsA (IyKOHA30dy Ta IHTIOITOpIB
I'MI'-KoA-peaykra3u, mo merabonizyotecsi CYP3A4 (aTtopBacTaTH Ta CHMBAcTaTHH), a0o
iriditopiB 'MI'-KoA-penykrasu, mo meradonizytotecsi CYP2C9 (dmyBacTaTuh), minBuirye
PH3HK PO3BUTKY Miomarii Ta padaomioizy. Y pazi HEOOX1THOCTI OJTHOYACHOTO 3aCTOCYBAHHS IHX
TpenapariB CiiJi peTeIbHO CIIOCTEPIraTh 3a MaIll€EHTOM 1010 BUHUKHEHHS CAMIITOMIB MiOTarTii Ta
pabaoMioIi3y 1 MPOBOJUTH MOHITOPHHT PIBHS KpEaTHHKIHA3U. Y BHUIIAJIKY 3HAYHOTO MiABUIIICHHS
pIBHS KpeaTHHKia3u, a TaKoX TNpPH JTIarHOCTYBaHHI a0o Mifgo3pi Ha Miomarir/padmaomMiosi3
3actocyBaHHs iHri0iTopiB ' MI'-KoA-penykras3u ciri MpUIMUHUTH.

ImyHnocynpecopu (Hanpukiao yukioCnOpuH, e8epoimyc, CUpOLIMYC i MaKpoIimyc).
Luxnocnopun: diykoHazon 3HayHO migBuinye koHieHTpamiro Ta AUC nuxiocnopuny. Ilpu
OJIHOYAaCHOMY 3acCTOCyBaHH1 (uykoHa3zony y m031 200 Mr/moby Ta HUKIOCHIOPHHY Yy 031
2,7 mr/kr/nody cnoctepiranocs 30uibmenHss AUC nuxiocnopuny y 1,8 pasa. Lli mpemapatu
MO>KHA 3aCTOCOBYBAaTH OJIHOYACHO 332 YMOBH 3MEHILEHHS JJO3H [UKIOCHOPUHY 3aJIe)KHO BiJl HOTO
KOHIICHTPAIIIi.

Eseponimyc: xo4a ToCipKeHp in Vitro ta in Vivo He poBoanid, (IIyKOHA30J1 MOXKE MiJBUIILYBATH
KOHIIEHTPAIIiI0 €BEPOJIIMYyCY B CHPOBATIIl KpoBi yepe3 npurnidennss CYP3A4.

Cuponimyc: GhaykoHa301 MTiABHUINYE KOHIEHTPAIII0 CHPOIIMYCY y IUIa3Mi KpOBi, IMOBIpPHO,
LUIIXOM MpUTrHIYeHHS MeTabomnizmy cuponimycy gpepmentom CYP3A4 Tta P-rinikonporeinom. Lli
IpernapaTyd MO>KHa 3aCTOCOBYBATH OJTHOYACHO 32 YMOBU KOPUTYBAHHS J03U CUPOJIIMYCY 3aJI€KHO
BiJ] pIBHS KOHIIEHTpALil Ta eEeKTiB mpenapary.

Takponimyc: GpaykoHa30Jl MOKE MIJABHIYBATH KOHLIEHTpALii TakpoJIiMyCy B CHPOBATIi KpPOBi
hi (0]

5 pa3iB mpu HOro nepopajbHOMY 3aCTOCYBaHHI Yepe3 MPUTHIYEHHsS METaboIi3My TakpoJIiMycCy
depmentom CYP3A4 y xumeunuky. [lpu BHYTpIIIHBOBEHHOMY 3aCTOCYBaHHI TaKpOJIIMYCYy HE
criocTepiraiocs 3HayHUX 3MiH papmakokiHeTuku. [1inBUIIIEeH] piBHI TAKPOJIIMYCY aCOLIIIOIOTHCS 13



HedpoTokcnuHicTIO. 103y TakpodiMycy sl NEpOpalbHOTO 3aCTOCYBaHHS CIIiJi 3HUKYBaTH
3aJIeKHO BiJ] KOHLIEHTPAIil TAaKpOIIMYCY.

Jlozapman: $hayKoHA30JI PUTHIYYE METa0O0I3M JI03apTaHy 10 HWOoro akTuBHOrO Meradomiry (E-
31 74), mo 3yMOBIIOE OUIBIY YaCTHHY aHTaroHi3My J10 peuenTopiB aHriorensuny Il mig yac
3aCTOCYBaHHS JIo3apTaHy. PekoMeHI0BaHO 31IIICHIOBATH MOCTIHHUI MOHITOPHHT apTepiaJbHOTO
TUCKY Y MAI[IEHTIB.

Memaoon: GiryKoHA30JI MOXKeE MiJABHUIYBATH KOHIEHTPAIIII0 METaIOHy y cupoBarii kpoBi. [Ipu
OJTHOYACHOMY 3aCTOCYBAaHHI METaJIOHY Ta (pIyKoHA30.ly MOKe OyTH HEOOXITHUM KOPHUTYBaHHS
JI03M METAJIOHY.

Hecmepoioni npomuszananeni npenapamu: TpUA OJXHOYACHOMY 3aCTOCYBaHHI 3 (pIIYKOHA30JIOM
Cmax Ta AUC ¢uyp6inpodeny miapumyBanmucs Ha 23 % ta 81 % BIAMOBITHO MOPIBHSHO 3
BIJMOBITHUMH TOKAa3HUKAaMU TPU 3aCTOCYBaHHI TUIBKH (nypOinpodeny. AHaJIOTIYHO TpHU
OJIHOYACHOMY 3aCTOCYBaHHI (h1ykoHa30iy 3 parnemivauM idynpodenom (400 mr) Cmax Ta AUC
(bapMakoIoriyHO aKTHBHOTO i30Mepy S-(+)-i0ynmpodeny mimsuinyBaiucs Ha 15 % Tta 82 %
BIIMOBIIHO TIOPIBHSIHO 3 TaKUMU TIOKAa3HWUKAaMH TIPH 3aCTOCYBAaHHI TUIBKH palEeMIdHOTO
10ymipodeny.

Xoua creniaibHUX JOCIIKEHb HE MTPOBOIMIIN, (1yKOHA301 MOTEHIIMHO 3/1aTHUIM N1ABUILYBaTH
cucreMHy exkcrio3uiito iHmux HIT3IL, mo merabonizytorecss CYP2CY (Hanpukiiag HapoKCeHy,
JIOPHOKCUKaMy, MEJIOKCHUKaMy, AWKIopeHaKy). PexoMeHIOBaHO TEpIOAUYHO 3AIHCHIOBATH
MOHITOPHHT MOOIYHUX peaKIilii Ta TOKCHYHMX MPosiBiB, 0B’ a3aHuX 13 HII3I1. Moxe 3nanoburtucs
kopurysanHs ao3u HIT3II.

@enimoin.: QIykoHa30J MpUTHITYE MeTaboi3M (eHiToiHy B medinii. OqHovYacHe OaratopazoBe
3acrocyBanHs 200 mr ¢aykonazony Ta 250 Mr ¢eHITOTHY BHYTPIIIHBOBEHHO MPU3BOJIUTH IO
nigBumerass AUC24 deritoiny Ha 75 % ta CminHa 128 %. [1pn omHOYaCHOMY 3aCTOCYBaHHI X
JIKapChKUX 3aCO0IB CJIi/I TPOBOJAUTH MOHITOPUHT KOHIIEHTpaIlii ()eHITOTHY Y CHpOBATIIi KPOBI JIJIst
YHUKHEHHS PO3BUTKY TOKCHYHOI 11i (heHITOiHY.

IIpeonizon: MOBIAOMIISIIOCS TIPO BUITAI0K, KOJIM y TTAIlIEHTA MICIs TPAHCIUIAHTAIlll TeYiHKA Ha TJTi
3aCTOCYBAHHS NPEIHI30HY PO3BHHYJACS IOCTpa HEJAOCTATHICTh KOPU HAJHUPKOBUX 3aJI03, ILO
BUHUKJIA TMICIS TPHUIUHEHHS TPHUMICIYHOTO Kypcy Tepamii ¢urykona3onoM. IlpunuHeHHs
3aCTOCYBaHHSA (IYKOHA30Jly, IMOBIPHO, CHpUYMHWIO TmocuiieHHs akTuBHOCTI CYP3A4, mo
MIPU3BENO JI0 MPUCKOPEHHS MeTabomi3My npenHizony. Clii peTebHO CTSKUTH 3a TaIllEHTaMH,
SK1 IPOTSTOM TPUBAJIOIO 4Yacy OJHOYACHO 3aCTOCOBYIOTH (DIIYKOHA30J Ta MPEAHI30H, 3 METOIO
MIOTEPEKEHH PO3BUTKY HEJOCTATHOCTI KOPHU HAJHUPKOBUX 3aJI03 IICIAS IMPUIHMHEHHS
3aCTOCYBaHHS (DIIYKOHA30JIy.

Pughabymun: drykoHazon migBUIIYyE KOHIEHTparito pudadyTHHY B CHpOBATIl KpPOBI, IO
npu3Boauth 10 30utbmieHHs AUC pudadyrtuny no 80 %. Ilpu omHouacHOMY 3acTOCyBaHHI
¢baykoHazory Ta pudabyTHHY MOBIAOMIISIIOCS IPO BUIIAAKKM PO3BUTKY yBeiry. IIpu 3acTtocyBanH1
Takoi KOMOIHAII11 TIKapChbKUX 3aC00IB CIia OpaT 10 yBaru CUMIITOMH TOKCUYHOT Al pudaldyTuny.
Caxginagip: ¢dnykonazon mniasuinye AUC Ta Cmax cakBiHaBipy npubmusHo Ha 50 % Tta 55 %
BIJIOBIIHO Yepe3 MpUTHIUYEeHHs MeTaboni3My cakBiHaBipy y meuinii ¢pepmentom CYP3A4 Ta
qyepes IHr10yBaHHS P-rnikomnporeiny. Bzaemoii MDK drykoHazo0I0M Ta
CakBIHAaBIpOM/PUTOHABIPOM HE JOCTIKYBAIUCS, TOMY BOHH MOKYTb OYTH OUIbIII BUPAKEHUMHU.
Moske OyTH HEOOXiTHUM KOPHUTYBaHHS 03U CaKBIHABIPY.

Iloxioni cynvghonincewosunuy: npu 0JHOYACHOMY 3aCTOCYBaHHI ()IIYKOHA30J MPOJIOHTYE MEPiojl
HaMiBBUBEIECHHS NEpOpPAIbHUX MOXITHUX CYIb(OHIICEYOBUHHU (XJIOpIpomaminy, riideHKIaminy,
TIIMI3UAY Ta TOJOYyTaMily) HpH iX 3acTOCYBaHHI 3A0pPOBUM J100pOBOJBLSAM. PekoMeHIyeTbes
IIPOBOJIUTH YaCTHH KOHTPOJIb LYKPY B KPOB1 Ta BiAMOBITHUM YHHOM 3HIKYBATH JO3Y MOXITHUX
Cynb(OHLICEUOBUHH MPH OJHOYACHOMY 3aCTOCYBaHHI1 3 (PJIyKOHA30JIOM.

Teoginin: y NOCHIIPKEHHSIX B3aEMOJii mpenapaTiB 3acTocyBaHHsS (uiykoHasomay mo 200 mr
IpoTAroM 14 JHIB MPU3BENO A0 3HIKEHHS CePeHbOro KIIIpeHcy Teo(iniHy y mia3Mi Kpoi Ha 18
%. 3a marieHTaMH, fKi 3aCTOCOBYIOTH T€O(UIIH y BUCOKUX J03ax abo0 sIKi MarOTh IiJBUILIEHUI
PHU3UK PO3BUTKY TOKCHUHUX MPOSBIB T€O(UIIHY 3 IHIINX MPUYMH, CIIil BCTAHOBUTH HATJIS 110 10



BUSIBJICHHSI O3HAK PO3BUTKY TOKCHYHOI Aii Teodiminy. Tepamito ciix 3MIHUTH IpU MOSBI 03HAK
TOKCUYHOCTI.

Ankanoiou 6apeinky: Xouda BIAMOBIAHUX JOCIIPKEHb HE NMPOBOAWIH, (PIyKOHA30J, IMOBIpHO,
yepe3 iHrioyBanHs CYP3 A4 Moke CIpUYMHATH MiABUIIECHHS KOHIIEHTpAIlii ankaioigiB OapBiHKY
y Ma3Mi KpoBi (HampuKiIaa BIHKPUCTHHY Ta BIiHOJNACTHHY), L0 HPU3BOAUTH 0 PO3BUTKY
HEHPOTOKCUYHUX EPEKTIB.

Bimamin A: noBimoMIIsuiocs, 1o y Mali€HTa, SKHd OJHOYACHO 3aCTOCOBYBAB TPAHCPETUHOEBY
KHCIOTY (KucinoTHa popMma BitaMiny A) Ta QIIyKOHA30J], criocTepiraaucs mooiuHi peakiii 3 60Ky
IHC y ¢opmi nceBIoTYyMOpPY rOJIOBHOTO MO3KY; JaHUW €EeKT 3HUK MICIsI BIIMIHH (DITyKOHA30ITy.
Ili mikapchki 3aco0M MOKHA 3aCTOCOBYBAaTH OJIHOYACHO, ajie CIiJ TaM’ SITaTH TMPO PUHK
BUHUKHEHHs 1oOIUHUX peakuii 3 6oky LHHC.

Bopuxonazon (ineioimop CYP2C9. CYP2CI19 ma CYP344): onmHOYacHe 3acTOCYBaHHS
BOpHUKOHA30Jy nepopaiibHO (1o 400 mMr koxH1 12 roaun npotsrom 1 as, moTiM 1o 200 Mr KoxH1
12 rogun npoTsirom 2,5 aHs) Ta ¢iykoHa3o1y nepopaibHo (400 Mr B nepiunii 1eHb, noTiM mmo 200
MT KOKHI 24 TOJUHU NMPOTATOM 4 JTHIB) 8 310pOBUM JA0OPOBOJIBLISM YOJIOBIYOT CTATI MPU3BEIIO 10
nigBuieHHs Cmax Ta AUCt BopukoHazoy B cepenuboMy a0 57 % (90 % HI: 20 %, 107 %) ta
79 % (90 % HI: 40 %, 128 %) BimamoBigHO. HeBiomMo, 4r MPU3BOIUTH 3HMKEHHS O3 Ta/abo
YacTOTU 3aCTOCYBaHHsSI BOPUKOHA30Jly abo (hIyKoHa3ody /10 yCyHeHHs Takoro edexrty. Ilpu
3aCTOCYBaHHI BOPHUKOHA30Jy TICHsA (DIYKOHA30Jy CIiJ MPOBOJUTH CIHOCTEPENKEHHS 00
PO3BUTKY NMOOIUYHUX €PEKTIB, aCOLIHOBAaHUX 13 BOPUKOHA30JIOM.

3uoosyoun. dhaykonazon migBuirye Cmax Ta AUC 3unoBynuny Ha 84 % ta 74 % BiAMOBIAHO, 110
3YMOBJICHO 3HW)KEHHSAM KJIIPEHCY 3UJIOBYIUHY MpHOIN3HO Ha 45 % mpu Horo mepopaibHOMY
3actocyBaHHl1. [lepion HamiBBUBEIEHHS 3UJIOBYJUHY OYyB TaKOX IMOJOBXKEHUH MPHOIM3HO Ha
128 % micns 3actocyBaHHS KOMOiHaIil (IykoHa30ily Ta 3WAOBYIMHY. 3a TMAaIlieHTaMH, SKi
3aCTOCOBYIOTh TaKy KOMOIHAIIO JIIKApChKUX 3aco0iB, CHIA CHOCTEpIraTd MO0 PO3BUTKY
MOOIYHUX peakIlii, MOB’A3aHUX 13 3aCTOCYBAHHIM 3UIOBYANHY. MOKHA PO3TJISTHYTH JOIUTBHICTD
3HIKEHHS 03U 3UJIOBYIUHY.

Azumpomiyun: 'y AOCITIDKEHHSAX 3 OIIHKK BIUTMBY a3WTPOMIIMHY Ta (UIYKOHA30Jy Ha
(hapMaKOKIHETHUKY OJIMH OJTHOTO IMPH iX OJTHOYACHOMY IEPOPATBHOMY Pa30BOMY 3aCTOCYBaHHI y
no3ax 1200 mr ta 800 Mr BiAMOBIAHO, XOJHHUX 3HAYYIIUX (HAPMAKOKIHETUYHHX B3aEMOJIII
BHSBJICHO HE OYJI10.

Ilepopanvui konmpayenmusu: Npu 3aCTOCYBaHH1 (QUIyKoOHA30y y 1031 50 MTr BIUIUBY Ha piBEHb
TOPMOHIB He 0YJ10, TOII SIK ITPH 3aCTOCYBaHH1 urykoHa30.1y y 1031 200 Mr Ha 100y criocTepiranocs
30utbiienHss AUC etuninectpaiony Ha 40 % Ta neBoHoprectpeny — Ha 24 %. Lle cBiguuTh mnpo
Te, 110 OaraTopa3oBe 3acTOCYBaHHS (PIyKOHA30Jy Y 3a3HAYCHUX J103aX HaBPsI1 YU MOKE BIUIUBATU
Ha e(DeKTUBHICTh KOMOIHOBAHOTO TIEPOPATBHOTO KOHTPAIICTITHBA.

léakagpmop: cynmyTHE 3acTOCYBaHHS 3 iBaka)TOpPOM, IMIJCHIIFOBAYEM MYKOBICIIHIO3HOTO
TpancmeMmOpanHoro perymnsatopa nposinHocTi (CFTR), minBuiye excno3uinito iBakapTopy B 3
pasu, a riapokcumetminiBakaptopy (M1) — y 1,9 paza. [Insg mnaumieHTiB, SKi OJHOYACHO
3acToCcOBYIOTH MOMipHi iHT16iTopu CYP3A, Taki sik ¢uryKoHa30J1 1 epUTPOMILIMH, PEKOMEHIYEThCS
3HIDKEHHS 7034 iBakadropy A0 150 mr onuH pa3 Ha 100y.

Ocoonueocmi 3acmocyeanns.

Jepmamoghimisa. BianoBigHO [0 pe3yibTaTiB AOCTIDKEHHS (IYKOHA300y Ui JIIKyBaHHS
nepmarto¢itii y aitei, paykoHazous He nepeBUILye rpu3eodynbBiH 3a €(pEKTUBHICTIO 1 3aralbHUR
MOKa3HUK €(PeKTUBHOCTI cTaHOBUTH MeHIIe 20 %. Tomy ¢ryKoHa30I1 He CTiJ] 3aCTOCOBYBATH IS
JKYBaHHS AepMaToQiTii.

Kpunmoxoko3. Jloka3iB epekTHUBHOCTI (pIyKoHA30Jly Ui JIIKyBaHHS KPHUIITOKOKO3Y IHIIMX
JIoKaJi3alii (HampuKiIaa JEreHeBOro KpUNTOKOKO3Y Ta KPUIITOKOKO3Y IIKIpH ) HEJOCTaTHBO, TOMY
PEKOMEH/IAlIH 11010 I030BOT0 PEXUMY IS JIIKYBAHHS TaKUX 3aXBOPIOBAHb HEMAE.

T'nuboki endoemiuni mixoszu. JlokaziB epeKTUBHOCTI (IIyKOHA30Iy Ul JIIKYBaHHS IHIIUX (opM
SHJIEMIYHUX MIKO31B, TaKUX K MapaKOKLUUII0iIOMIKO3, TICTOIIA3MO3 Ta IIKIpHO-TiMpaTHIHUI



CIOPOTPHUXO03, HEOCTATHHO, TOMY PEKOMEHJIAIIIN 1010 J030BOT0 PEXKUMY JUIS JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Huprosa cucmema. Tlanientram 13 mopymeHHsM (QYyHKIIH HUPOK MpermapaT ClIijJ] 3aCTOCOBYBATH 3
00epexkHICTIO (IUB. po3ait «Cnocib 3acmocy8anus ma 003uy»).

T'enamobiniapna cucmema. llamientam i3 mopymeHHAM (QYHKIIH NEYiHKA Tpenapar Clif
3aCTOCOBYBAaTH 3 OOCPEXKHICTIO. 3acCTOCYBaHHS (IIYKOHA30JIy aCOIIFOBAJIOCS 3 BUHUKHEHHSIM
PIIKICHUX BHUIMAAKIB PO3BUTKY TSDKKOI TEMAaTOTOKCHYHOCTI, BKJIFOYAIOUM JICTATbHI BHITAJIKH,
TOJIOBHUM YMHOM Yy MAIi€HTIB 13 TSHKKMMH OCHOBHMMH 3aXBOPIOBAHHSMH. Y BHITJKaX, KOJHU
PO3BHUTOK renaTOTOKCUYHOCTI aCOIIFOBABCH 13 3aCTOCYBaHHSAM (ITYyKOHA30JTy, HE OyJI0 BiI3HAYEHO
ii sIBHOT 3aJIe)KHOCTI BiX 3arayibHOT 10OOBOT 103M MpenapaTy, TpUBAJIOCTI Teparrii, ctaTi abo BiKy
narfieHTa. 3a3BU4ail TeMaTOTOKCHYHICTh, CIpUYMHEHa (PIyKOHA30JI0M, 000pOTHA, a ii TpOsSBU
3HHUKAIOTh MICIIS MPUITMHEHHS TEepartii.

3a mamieHTaMH, y SAKUX @pPU 3aCTOCYBaHHI (IYKOHA30JIy CIIOCTEPIratoThCsl BIAXUIICHHS
pe3ynbTaTiB  (QYHKI[IOHAJBbHUX MpOoO0 TMEYIHKH, CJ1J BCTAHOBUTH PETENbHUN Harysi I0AO
PO3BUTKY OLIBII TSKKOTO YPAXKEHHS IMEUIHKH.

[TamienTiB caia npoiH(OpMyBaTH PO CUMIITOMH, III0 MOKYTh CBIUUTHU PO CEPHO3HMI BIUIMB Ha
MEYIHKY (BHpakKeHa acTeHis, aHOPEKCid, MOCTIHA Hy/10Ta, OJIOBAHHS Ta KOBTSAHUIL). Y TaKOMY
BUIIAJIKY 3aCTOCYBaHHS (IIYKOHA30JIy CIiJi HETalHO NPUNHMHUTH Ta TPOKOHCYIBTYBATUCS 3
JIKapeM.

Cepyeso-cyounna cucmema. Jlesiki a3oid, y TOMY 4YuCli ¥ (DIyKOHA30J, acCOIIIOIOTHCSA 13
nofoBxkeHHsAM iHTepBasly QT Ha enexTpokapaiorpami. [loBimomisiocss mpo AyKe piIKiCH1
BUTIAJIKH TOJOBXKEHHS iHTepBasy QT Ta mapokcH3ManbHOI MUIYHOYKOBOI TaxiKap.ii THITY
«ImipyeT» TpH 3acTocyBaHHI (aykoHa3o0dy. Taki TMOBIMOMIJICHHS CTOCYBAJMCS TAIlIEHTIB 13
TSHYKKMMM 3aXBOPIOBAHHSIMHM MPU MO€JHAHH] 6araTboX (akTopiB PU3UKY, TAKUMU SIK CTPYKTYPHI
3aXBOPIOBAHHS CEPIIs, MOPYIIECHHS €JIEKTPOJIITHOTO OOMIHY Ta OJTHOYACHE 3aCTOCYBAaHHSI 1HIITHUX
JIKapChKUX 3ac00iB, 1110 BIUTMBarOTh Ha iHTepBaT QT.

DIyKOHA30JI ¢l 3 00EPEXKHICTIO 3aCTOCOBYBATH MAIIEHTAM 13 PU3UKOM PO3BHUTKY ApUTMIM.
OnHovacHe 3acTOCYBaHHS Pa3oM i3 JIIKAPCHKUMH 3ac0o0aMH, 10 MPOJIOHTYIOTH iHTepBan QTc ta
MeTaboTi3yI0ThCs 3a nonomoroio pepmenty CYP3 A4 mutoxpomy P450, mporunokasane.
T'anogpanmpun. T'anodantpun € cyoctparom pepmenty CYP3A4 1 nposnonrye inTepBan QTc mpu
3aCTOCYBaHHI y PEKOMEHJIOBAaHUX TepaneBTUYHUX Jo3aXx. OJHoYacHE 3acTOCYBAaHHS
rasioaHTpUHy Ta (QIYKOHA30Jy HE PEKOMEHIYEThCS.

Hepmamonoziuni peaxyii. 1lin dac 3acTtocyBaHHSA (DIYKOHA30J1y PIOKO MHOBIIOMIISUIOCS PO
PO3BUTOK TakuX eKc(]oJiaTUBHMX IWIKIpHUX peakiid sk cuHapoMm CriBeHca-J[)KOHCOHa Ta
TOKCUYHHHA emnigepManibHuil Hekpoti3. [lamientn 31 CHI{om OunbIn CXUIIBHI O PO3BUTKY TSIKKHX
IMIKIPHUX pEaKIid MpU 3acTOCYBaHHI 0araTtbox JIKapchKUX 3aco0iB. SIKmio y maiieHTa 13
MMOBEPXHEBOIO TPUOKOBOIO iH(EKIi€0 3’SIBISIOTHCS BHCHIIAHHS, IO MOXKHA IIOB’S3aTH 13
3aCTOCYBaHHSAM (DIIyKOHA30Jy, MOJANbIIE 3aCTOCYBAaHHS Mpenapary ciifi NPUIHHUTU. SKIo y
TalieHTa 3 IHBa3MBHOK/CUCTEMHOIO IPUOKOBOIO IH(EKITIEI0 3’ IBISIOTHCS BUCUIIAHHS Ha IIKIpi, 3a
HOro cTaHOM MOTPIOHO PETENHHO CIIOCTEPIraT, a y BUNAAKY PO3BUTKY OyJIbO3HUX BHCHUIIAaHb a00
MyIbTU(DOPMHOT epUTEMU 3aCTOCYBaHHS (IIYKOHA30.TY CIiJ] IPUITUHUTH.

l'inepuymaugicmy. Y PIAKICHUX BHUIAJKaX TMOBIJOMIISIIOCS MPO PO3BUTOK aHA(PITAKTUYHHX
peaKIIii.

Lumoxpom P450. ®dnykoHazon € moTyxHUM iHrioitopom ¢epmenty CYP2C9 Tta momipHuM
iHri6iropom epmenty CYP3A4. Takox daykonason e inriditopom pepmenty CYP2C19. Crnig
CIOCTEpIraTi 3a CTAaHOM HAIli€HTIB, K1 OJHOYACHO 3aCTOCOBYIOTH (DIIYKOHA30JI Ta Mpenapary 3
BY3bKUM TEpamneBTUYHUM BIKHOM, II0 MeTabomizytoThes 3a yuyactio CYP2C9, CYP2C19 ta
CYP3AA4.

Tepgpenaoun. Crnia peTenbHO CIOCTEPIraTH 3a CTAHOM MAallieHTa IPU 0JAHOYACHOMY 3aCTOCYBaHHI
tepdenaanny Ta GpaykoHasony y 1031 menuie 400 Mr Ha 100y.

3acmocysanns y nepiod eazimmnocmi aéo 200y8anusa 2pyoor.



JlaHi, OTprMaHi Ipu pa30BOMY a00 MOBTOPHOMY 3aCTOCYBaHHI (DIIyKOHA30Jy Y 3BHYAHUX J103aX
(< 200 mr/mo0y) KUIBKOM COTHSAM BariTHUX J>KIHOK HpOTSroM | TpuMecTpy BaritHOCTi, He
MIPOJIEMOHCTPYBAIN HeOakaHUX e(ekTiB Ha 1. [ToBimOMISUIOCS TPO YHUCENBbHI BPOKEHI
MaToJIOTii y HOBOHApPOJUKEHHX (BKIIOYAIOUM Opaau@peHito, IUCIIIa3il0 BYIIHOI PaKOBHHH,
Ha/JMipHE 30UIbIIEHHS MEPEAHBOTO TiM YK, BUKPUBIICHHS CTETHA, IJICUOJIIKTHOBHI CHHOCTO3),
MaTepi SKuX NnpuiiManu BHCOKI 103U (iykonaszony (400-800 mMr/mo0y) mpoTsroM mpHHAWMHI
TppOX abo0 OimplIe MicALIB A JIIKyBaHHS KOKIUAIOINO3y. 3B’SI30K MDK 3aCTOCYBAaHHSM
¢ryKoHa30y Ta IIUMH BUTAAKAMU HE BU3HAYCHUH.

JlocmipKeHHsT Ha TBapUHAX MPOJIEMOHCTPYBAIU PENPOAYKTHBHY TOKCUYHICTb.

He cnix 3acTtocoByBaTtu 3BHYaiHI 703U (IYKOHA30Jy Ta KOPOTKOTPHBAJl KypCH JIKYBaHHS
(ryKOHA30JI0M Y Mepiof] BariTHOCTI, 32 BUHSATKOM KpalHbO1 HEOOXiTHOCTI.

He cmig 3acrocoByBatm BHCOKI A03u (iaykoHa3onmy Ta/abo TpuBami KypcH JIIKyBaHHS
(byKoHA30JI0M y TEpIiOJ BariTHOCTI, 3a BUHITKOM JIIKyBaHHsS 1H(EKIIHA, 10 MOTEHIIHHO
3arpoKyIOTh KHUTTIO.

@d1yKOHA30J1 MPOHUKAE Y TPYIHE MOJIOKO Ta JOCATAE HUKY01 KOHIIGHTpAIlli, HDK Y TuTa3Mi KpOBi.
logyBaHHA TPYI/I0 MOXKHA TPOJOBXKYBATH TIICIS PAa30BOTO 3aCTOCYBAHHS 3BUYAWHOI 103U
(bykoHazoy, o craHoBUTH 200 Mr ab0 MeHIIe.

lNomyBaTu rpyaaio HE pEKOMEHIYEThCS TTPU OaraTopa3oBOMY 3aCTOCYBaHH1 (hIyKOHA30.1y a00 Mmpu
3aCTOCYBaHHI BUCOKHUX /103 (PIIyKOHA30ITY.

30amuicmo ennueamu Ha WIGUOKICMb peakuyii npu KepyeamHi A6MOmMPAHCHOPMOM ab0
IHWUMU MeXaHizMamu.

Jlocmimkens BBy npenapaTy Judmo3on® Ha 37aTHICTH KepyBaTH aBTOTPAHCIOPTOM abo
MPAIIOBATH 3 IHITMMU MEXaHI3MaMH HE IPOBOIHIIH.

[TamienTiB ciix mpoiHGOPMYBaTH PO MOMKIIMBICTh PO3BUTKY 3aIIaMOPOYCHHS a00 Cy/IOM ITiJT Yac
3acTocoByBaHHs npenapary Judmozon®. IIpu po3BUTKY TaKUX CUMITOMIB HE PEKOMEHYEThCS
KepyBaTH aBTOTPAHCIIOPTOM ab0 MPAIIOBATH 3 IHIIMMHU MEXaHI3MaMH.

Cnocio 3acmocysannusa ma 003u.

Jlo6oBa no3a ¢urykoHa30J1y 3aJ1€KHUTh BiJl BUY Ta TSHKKOCTI TpuOKOBOT tH(eKIii. st 61bmocTi
BUIIAJIKIB BariHaJIbHOTO KaHJUA03Y IOCTATHBO PAa30BOT0 3aCTOCYBAaHHS IIpernapary.

IIpu HeoOXimHOCTI Oararopa3oBOro 3acTOCYBaHHS TMperapaTy JIKyBaHHS 1H(EKIId ciif
MPOJIOBXKYBATH JI0 3HUKHEHHS KIIHIYHUX Ta JIA0OPaTOPHUX IMPOSIBIB aKTUBHOCTI TPUOKOBOi
iHGekmii. HemocTaTHs TpuUBaNICTh JIIKyBaHHS MOXXE NPH3BECTH JIO BIJIHOBJICHHS aKTHBHOTO
1H(DEKIIHHOTO MPOoIIeCy.

[Ipenapat 3acTOCOBYBaTH, 3aJICKHO Bij JIKAPChKOi (POpMH, IepopaaibHO a00 BHYTPITHLOBEHHO
nursixoM 1HGy3ii. Crocid 3acTocyBaHHs Ipenapary 3aJeKHUTh Bl KIIHIYHOTO CTaHy Malli€HTa.
Hemae neoOxigHOCT1 y 3MiH1 10O0OBOT 103U MpemnapaTy IpH 3MiHI HUISIXY HOTO 3aCTOCYBaHHS 3
MePOPAILHOTO Ha BHYTPIITHLOBEHHHI Ta HABIAKU.

Kancynu cnin koBratu minumu. [lpuiiom npenapary He 3aJ€KUTh B NpuiomMy bxi.

[opocai.

Kpunmorxoxos.

- JlikyBaHHSI KpUNITOKOKOBOTO MEHIHTITY: HaBaHTaXKyBaJlbHA 71032 cTaHOBUTH 400 Mr y mepriuunii
nenb. [lintpumyroua noza — 200-400 mr/moGy. TpuBanicTh JIiKyBaHHS 3a3BUYail CTAaHOBUTH
moHaiimenie  6-8 TwkHIB. [lpu iHQEKIisAX, M0 3arpoKyloTh KUTTIO, TOOOBY /103y MOXHa
30UIBIIUTH 10 800 MT.

- [linTpuMytroya Teparmist Ui HONEepeHKEHHS pelUINBY KPUIITOKOKOBOTO MEHIHTITY y MAIli€HTIB 3
BHCOKMM PH3UWKOM HOTO pPO3BUTKY: PEKOMEHJOBaHa M03a mpemnapary craHoButh 200 mr/moly
MPOTATOM HEOOMEKEHOTO Yacy.

Koxyuoioiooz. PexomennoBana mo3a ctaHoBuTh 200-400 wmr/mo0y. TpuBamicTe JiKyBaHHS
ctaHoBUTh 11-24 wmicsii abo IoBIIe 3aJ€KHO Bif CTaHy maiieHTa. i nikyBaHHS JesKux Gopm



iHpekuii, a 0co0aMBO I JIIKYBaHHS MEHIHTITY, MOX€ OYyTH JOIUIbHUM 3aCTOCYBAaHHS 103U
800 mr/mo0y.
Insazueni kanouoosu. HaBantaxxyBainbHa 103a craHoBUTH 800 Mr y nepmuii nens. [linrpumyroda
no3a — 400 mr/no0y. 3a3Buuail peKOMEH/I0BaHa TPUBATICTh JIKyBaHHS KaHIUIEMil CTAHOBUTH 2
THDKHI TICTIS IEPIINX HETaTUBHUX PE3yJbTATIB KyJIBTYPH KPOBI Ta 3HUKHEHHS O3HAK 1 CUMIITOMIB
KaHuaeMil.
Kanouoos cruzosux 06010HOK.
- Kangunos poTornoTku: HaBaHTaxyBajdbHa Jo03a craHoBUTH 200-400 Mr y mepmuii aeHsb,
nigrpumytoda go3a — 100-200 mr/moOy. TpuBamicTe JiKyBaHHS CTaHOBUTH 7-21 neHn (1o
TOCSATHEHHS peMicii), ane Moxke OyTr 30UTbIIeHa [T MAIEHTIB i3 TSHKKUM IMYHOIEDIIIUTOM.
- Kanaumos crtpaBoxody: HaBaHTaxyBaibHa 103a cTaHOBUTH 200-400 Mr y mepiuid J€Hb,
nigrpumytoua no3a — 100-200 mr/moOy. TpuBamicte JikyBaHHS cTaHOBUTH 14-30 mHIB (10
JOCATHEHHS peMicii), aje Moxe OyTy 301IbIIeHa IS MALI€HTIB 13 TSKKUM IMYHOJIEPIIIUTOM.
- Kanmunypist: pekomennoBana jgo3a ctaHoBuTh 200-400 mr/moOy mpotsrom 7-21 nuiB. s
MAIIEHTIB 13 TSHKKUM IMYHOAE(DILIUTOM TPUBAJICTD JIIKYBAaHHS MO>KHA 30UIBIIUTH.
- XpoHIuHUN aTpO(PIYHUM KaHAMII03: PEKOMEHJ0BaHa /103a cTaHOBUTH 50 Mr/moly mpoTsirom
14 nnis.
- XpOHIUHMM KaHIUI03 IIKIPpU Ta CIU30BUX OOOJIOHOK: PEKOMEHIOBaHa 1032 CTAaHOBUTH
50-100 mr/no0y. TpuBamicTh JiKyBaHHS CTaHOBHTH JO 28 JHIB, aje MOXe OyTH 30UIbIIeHa
3aJIe)KHO BiJ] TSDKKOCTI Ta BUAY 1H(EKI1i a00 3HWKEHHS IMYHITETY.
Tlonepedoicenns peyuousy KaHouoo3y ciuz08ux 060a10HoK y nayienmis 3 BIJI, axi maromo sucoxuti
PUBUK 11020 PO3BUMNK).
- Kanammo3 poTOTNIOTKHM, KaHIWA03 CTPABOXOAY: pPEKOMEHJOBaHa J03a CTAaHOBHTh
100-200 mr/no6y a6o 200 Mr 3 pa3u Ha THWXKACHb. TPHBAIICTh JIKYBaHHS € HEOOMEKEHOIO ISt
TMAII€HTIB 13 TPUTHIYEHUM IMYHITETOM.
Ilpoghinakmuka KkaHOuOO3HUX I[HGexyili y nayicumie i3 MpPuUBalod  HelumponeHicro.
PexomennoBana no3a crtanoButh 200-400 mr. JlikyBaHHS CJIiJ] pO3MOYMHATH 3a KUTbKa JIHIB 10
OYIKYBaHOTO PO3BUTKY HEWUTPONEHII Ta MPOJOBXKYBATH MPOTIATOM 7 IHIB TMICHS ITiBUIICHHS
KinpKocTi Hefirpodinis morax 1000/mm3,
I'enimanvHi kKanouoosu.
- T'ocTpuit BariHaNMpbHUN KaHAWUII03, KAHIAWJAO3HHM OallaHIT: PEKOMEHJOBaHa J03a CTAaHOBHUTh
150 mr pasoBo.
- JlikyBaHHs Ta mpoQiTaKTHKa PEIUANBYIOYNX BariHAIBHUX KaHAUI031B (4 a00 OLIbIIe BUIIAIKIB
Ha piK): peKOMEH/I0BaHa J103a cTaHOBUTH 150 Mr 1 pa3 Ha 3 nHi. Bcvoro cmin 3actocyBatu 3 1031
(1-i nenp, 4-i neHb Ta 7-i geHs). ITicas mboro Citif 3aCTOCOBYBATH MiATpUMYy0dy 103y 150 mr 1
pa3 Ha THXKJEHBb IPOTATOM 6 MICSIIIB.
Jlepmamomixosu.
- Miko3 cTom, MiKO3 TJIaJIeHbKOI MIKIpH, MaXOBUH JIEPMATOMIKO3, KaHIWUIO03HI 1HQEKIIT MKIpu:
peKoMeHioBaHa J03a cTaHoBUTH 150 Mr 1 pa3 Ha TwxaeHb ado 50 mr 1 pa3 Ha 100y. TpuBamicTb
JIKyBaHHS CTAHOBUTH 2-4 TikHI. JIiKyBaHHS MIKO3Y CTOIl MOK€ TPUBATH JI0 6 THKHIB.
- Pi3HOOapBHMII uIIaii: pekoMeH0BaHa J103a cTaHoBUTH 300-400 Mr 1 pa3 Ha THXKACHB TPOTITOM
1-3 TuxHiB.
- JepMarodiTHUll OHIXOMIKO3: PEKOMEHJOBaHa /1032 CTaHOBUTH 150 Mr 1 pa3 Ha THXKIEHB.
JlikyBaHHS CI]iJ TIPOJOBXKYBAaTH, NMOKM Ha Micli 1H(IKOBAHOTO HIrTS BHUpOCTE 310pOBUH. [[s
BIIpOCTaHHS 3/0POBUX HIFTIB Ha pyKax Ta Ha BEIMKUX MabIfX HIr 3a3BMYail HEoOXigHO
3-6 Mics1iB Ta 6-12 micsuiB BinnoBiaHo. OJHAK MBUAKICTh POCTY HIITIB Y Malli€HTIB MOXe OyTH
PI3HOIO Ta 3aJIeXKaTH Bifl BiKy. [1icist yCHiHOTO JTIKyBaHHS TPUBAJIMX XPOHIUHUX 1H(p ek hopma
HITTS 1HOA1 3aJTMIIAE€THCS 3MIHEHOIO.

imu.
3acTocoByBaTH JiKapchbKuil 3aci0 y ¢opMi Karcya JaHiid kateropii HamieHTiB MO>KHA TOJi, KOJIH
JITH 371aTHI 0€311€YHO MPOKOBTHYTH KaICyIly, 0 3a3BUYail € MOXIIMBUM Y Billl BiJ] 5 pOKiB.
He cnin nepeBuiyBat MakcuMalibHy 1000BY 7103y 400 Mmr.



SIK 1 mpu aHANOTIYHUX IHQEKIIAX Y JOPOCIHNX, TPUBATICTh JIKYBaHHS 3aJIe)KHUTh BII KIIHIYHOT Ta
Mikonoriunoi Bixnosizi. Judmozon® 3acrocoBysaTu 1 pas Ha 100y.

Jlo3yBaHHA Tmpemapary JiTsAM i3 [OpyHIeHHSAM (YHKIIH HHUPOK HAaBEACHO HIDKYE.
dapmakokiHeTHKa (GIyKOHA30Iy HE AOCHIIIPKYBaacs y IiTeH i3 HUPKOBOIO HEIOCTATHICTIO.
Himu sixom 6i0 12 poxis.

3anexHO BiJ Baru Ta MmyOepTaTHOTO PO3BUTKY JIKAPIO CIIi OI[IHWTH, SIKa J103a mperapary (A
JTOPOCIUX YH JISl JITeH) € ONTHMAIBLHO JiIs narfienTa. KimiHivHI aHi CBiq4aTh mpo Te, 1o y
JiTelt KiIipeHc (GIIyKOHA30Iy € BUIMUM MOPIBHIHO 3 JOopociauMu. 3actocyBaHHs 103 100, 200 Ta
400 mr mopocnuM Ta 103 3, 6 Ta 12 MI/Kr OiTAM TPU3BOAUTH 10 JOCATHEHHS CIIIBCTaBHOI
CHCTEMHO{ eKCTIO3HIIii.

EdexTuBHicTh Ta Oe3meka 3aCTOCyBaHHS MpenapaTy JJIs JIIKyBaHHS T€HITaTbHUX KaHIUA031B Y
JiTel He BCTAHOBJICHI, HE3BAKAIOUM HA BHYEPITHI JIaHI MIOJIO 3aCTOCYBAHHS IMpENapary JIiTSIM.
Skmo icHye HaranbHa NOoTpeda 3aCTOCYBaHHS Ipenapary niyaiiTkaMm (Bikom Big 12 go 17 pokis),
CJIJ] 3aCTOCOBYBATH 3BUYAIHI JO3U /ISl TOPOCIHX.

Jimu gixom 6i0 5 0o 11 poxis.

Kanannosu cnmu3oBux 000JI0HOK: TIOYATKOBA /1032 CTAHOBUTH 6 MT/KI/n00y, MATpUMYIOYa 103a —
3 mr/kr/no0y. [louaTkoBy 103y MOYKHA 3aCTOCOBYBATH B TIEPIIUI JCHB 3 METOIO OLTBII MIBHIKOTO
JOCSATHEHHS PIBHOBAKHOT KOHIIEHTpAILlIi.

[HBa3uBHI KaHIU031, KPUNTOKOKOBUU MEHIHTIT: J103a Mpenapary CTaHOBUTH 6-12 MrI/Kr/moly
3JIEIKHO BIJ] CTYIMEHS TSHKKOCTI 3aXBOPIOBAHHS.

[ligTpumyroua Tepamis JUid MOMEPEIKEHHS PEelUIUBY KPUITOKOKOBOTO MEHIHTITY Yy JiTeH 13
BHCOKHMM PU3HUKOM HOTO PO3BUTKY: /103 IpenapaTy CTAHOBUTH 6 MI/KI/100y 3a1€)KHO BiJI CTYIEHS
TSDKKOCTI 3aXBOPIOBAHHS.

[IpodinakTuka KaHAWIO3IB Yy NAI€HTIB 3 IMYHOJE(IIUTOM: J03a Ipenapary CTaHOBUTh
3-12 mr/kr/mo0y 3anexHO BiJl BAPAKEHOCTI Ta TPUBAJIOCTI 1HAYKOBAHOT HEUTPOTIEHIT (TUB. 1031
JUTSI TOPOCITUX).

llayienmu nimnb020 8IiKY.

Jlo3y HEOOX1THO MiAOMPATH 3AJICKHO BiJl CTaHY (PYHKIIIA HUPOK (IAMB. HIDKYE).

Hayicumu 3 HUPKOBOIO HEDOCMAMHICIIO.

[Ipu pasoBoMmy 3acTocyBaHHI KOpPUTYBAaTH 03y (uiykoHa3osry He mnoTpioHo. IlarierTam
(BKJIFOUArOUM JiTeH) 13 TOpYHIEeHHSAM (YHKII HUPOK MpU HEOOXITHOCTI OaraTopa3oBOTO
3aCTOCYBaHHS Mpernapary y nepiiuii AeHb JIIKYBaHHs CII1J1 3aCTOCOBYBAaTH OYaTKOBY 103y 50-400
MI' 3aJeKHO Big mokazaHHsa. [licias 1mporo m000By 403y (3alIe)KHO Bil TOKa3aHHS) CIIIT
PO3paxoBYBATH BIAMOBIIHO 10 HIDKYEHABEICHOT TaOJIHUIII:

Knipenc kpeamuniny (m1/xe) Biocomok 6i0 pekomenoosanoi 0o3u
> 50 100 %

<50 (6e3 miaiizy) 50 %

Perynspuuii nianis 100 % micist KO’KHOTO Alaizy

[TamienTn, ski nepeOyBalOTh Ha pEryIsIpHOMY Jiani3i, HoBUHHI oTpumyBatu 100 %
PEKOMEHI0BAHOT 03U MICIsl KOXKHOTO Jianizy. Y JeHb, KOJH JAiaii3 He MPOBOJUTHCS, MAI[iEHT
MMOBUHEH OTPUMYBATH /103y, BIIKOPUTOBaHY 3aJIe)KHO BiJ] KIIIPEHCY KpEaTUHIHY.

Hayienmu 3 nopyuwennam QyuKyiu neyinku.

@DI1yKOHA30JI CITiJ] 3aCTOCOBYBATH 3 00EPEXKHICTIO MalliEHTaM 13 MOPYIICHHIMH (YHKIIIH MeYiHKH,
OCKUTbKH 1H(OpMaIii moA0 3acTocyBaHHS (IIYKOHA30.Ty 111l KaTeropii mali€eHTiB HEJOCTATHBO.

Mimu.
3acTocoBYBaTH JiKapchKui 3acid y ¢opMi Karcyi JaHii KaTeropii mamieHTiB MOKHA TOJIi, KOJIU
JITH 371aTH1 O€3MeYHO MPOKOBTHYTHU KaICyIly, 10 3a3BUYail MOXKJIMBO Yy Billl BiJl 5 POKIB.

Ilepeoosysanna.
[ToBimomisin mpo nepeo3yBaHHs (IIYKOHA30I0M; OJTHOYACHO TOBIIOMIISUIN PO TaTIOIUHALT Ta
napaHoifagbHy NOBEIHKY.



[Tpu mepeno3yBaHHI HEOOXITHO MPOBECTH CHMITOMATHYHY HiITPUMYIOYYy Tepamilo Ta y pasi
HEOOXITHOCTI - IPOMHTH IILITYHOK.
@DryKOHA30J1 3HAYHOIO MIPOIO EKCKPETYEThCS 3 ceueto; (hopcoBaHUM Jiype3 MOXKe MPUCKOPHUTH
BHBeJIeHHs npenapary. CeaHc reMo/1iaii3zy TPUBAIICTIO 3 TOJAWHU 3HIXKYE PIBEHb (IIYKOHA30IY Y
1a3mi KpoBi mpubnuzno Ha 50 %.

I06iuni peakuii.

Haituactime (> 1/10) moBimomiisiiiocst mpo Taki moOidHiI peakiii: roJIOBHUN OU1b, OUTh y YepeBHIi
MTOPOKHHHI, niapes, HYZI0Ta, OJIFOBaHHS, BHUCHIIaHHS, TIBUIICHHS piBHS
ananinaminorpancgepazu (AJIT), acmapraraminorpanchepasu (ACT) rta myxHoi docdarazu
KpOBI.

J1J1s1 OLIHKY YaCTOTH BUHUKHEHHS TOOIYHUX PeaKIliii BUKOPUCTOBYIOTh HACTYITHY Kiacuikalito:
nyxe gacto (> 1/10), gacro (Bix > 1/100 no < 1/10), newacto (Big > 1/1000 no <1/100), piako
(Bim > 1/10000 mo <1/1000), nyxe piako (< 1/10000), Ta gactoTa HeBigOMa (HEMOMKIMBO OI[IHUTH
Ha MIiJICTaB1 HAABHUX JIAHUX).

3 boky cucmemu Kpo6i ma AimMpamuinoi cucmemu.

Heuacro: anemis.

Pinko: arpanynomuTo3s, JIEUKONEeHis, HEUTPOTIEHIsI, TPOMOOITUTOTICH .

3 60Ky imyHHOI cucmemu.

Pinko: anaduraxcis.

Memaboniuni ma animenmapui po3naou.

HeuacTo: 3HM)KEHHS aneTuTy.

Pinko: rineptpurainepuaemis, TinepxoieCTepuHEMIs, TIOKATIEMI.

Ilcuxiuni nopywuennus.

HeuacTo: 6€3COHHSA, COHIIUBICTD.

3 b6oky Hepsosoi cucmemu.

YacTto: roioBHUHN OLIb.

Heuwacro: cynomu, 3amaMmopoyeHHs, napecresii, MOpyIIeHHs CMaKy.

Pinko: Tpemop.

3 boky opeanie ciyxy ma 6ecmuOyiIapHoO20 anapamy.

Heuacro: BepTuro.

3 boky cepys.

Pinko: mapokcu3maabHa MUTYHOUYKOBA TaXiKapis THITY «ITIpyeT», MoaoBkeHHs iHTepBary QT.

3 60Ky WIYHKOBO-KUUKOBO20 MPAKMY.

UYacTo: OUth y YepeBHIN MMOPOXKHUHI, Jiapes, HyA0Ta, OJFOBaHHS.

Heuacro: 3amop, aucmnercisi, METEOPHU3M, CYXiCTh Y POTI.

T'enamobiniapui poznaou.

Yacro: migBuIeHHs piBHA ananinaminoTpancdepasu (AJIT), acnaprataminorpancdepasu (ACT),
myxHO1 pocdaraszu.

Heuwacro: xonecras, )OBTSHHUIIA, TIBUILIEHHS PIBHS OUTIpYyOiHY.

Pinko: meuyiHKOBa HENOCTATHICTh, TEMATOLETIONSIPHUNA HEKPO3, TeNaTHTH, T'eHaTOLETIONIIpHE
ypaKeHHS.

3 60Ky wiKipu ma niowKIipHOi MKAHUHU.

YacTo: BUCHTIaHHSL.

Heuwacro: cBepOik, METUKaMEHTO3HUHN IepMATHUT, KPOTIMB’ IHKA, MiJBUIIICHE TOTOBHILUICHHS.
Pigko: TokcuuHMI emigepManbHUM Hekponi3, cunHiapoMm CriBeHca-/[KOHCOHA, TOCTpHiA
reHepaTi30BaHUM €K3aHTEMAaTO3HUN MYCTYIbh03, eKCPOTIaTUBHUIN IePMATHUT, AaHTIOHEBPOTUYHUI
HaOpsIK, HAOPSAK 0OIMYYSL, AJIOTIELis.

3 6oky onopHo-pyxo6020 anapamy ma cnoiy4Hoi mKaHuHu.

Hewacro: mianris.



3acanvHi poznadu ma peaxyii y micyi 66e0eHHs.

Hewacro: miiBHIieHa BTOMIIIOBaHICTh, HE3Ty)KaHHS, aCTCHIs, TapsUKa.

imu.

Yacrora Ta Xapakrep MOOIYHMX pEakliid 1 BIIXWJIEHb Bl HOPMHU pPE3yJabTaTiB J1TaOOPaTOPHUX
aHaJI31B y X0l KIIHIYHUX JOCTIKEHb 3 y4acTIO JTeH CIIBCTAaBHI 3 TAKUMH Y JOPOCIIHX.

Tepmin npuoamnocmi. 4 poxu.

YmoBu 30epiranns.
30epiratu B OpUTiHANBHIN yIakoBIi mpu Temneparypi ve Bumie 25 °C.
30epiraTté y HEAOCTYITHOMY JUIS TITSH MiCIIi.

YnakoBka.
Kancynu o 50 mr, o 7 kancyn y Gmictepi, 1 6mictep y madiii.
Kancynu o 100 mr, o 7 karncyn y 6micrepi, 1 Gmictep y madiil.

Kareropis Bigmycky.
3a penenTom.

BupooOHuk.
ITAT «KuiBmenmnpenapar».

Micue3naxo/:keHHs BUPOOHMKA Ta HOro ajgpeca Micusi NpoBa/zKeHHsI AislIbHOCTI.
Vkpaina, 01032, m. KuiB, Byn. Cakcarancbkoro, 139.



