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IHCTPYKIIA
JJIS MEAUYHOI0 3aCTOCYBAHHSA JiKAPCHKOro 3aco0y

Mudaazon®
(Diflazon®)

Cknao:

Oitoua pevosuna: $HIyKOHA30IL;

1 xancyna mictuts ¢aykonasomy SO mr abo 100 mr, abo 150 mr;

OONOMINCHI pe4Oo6uHY: TAKTO3H MOHOTIPAT, KPOXMAalh KyKypyA3AHHUM, KPEMHIIO IOKCHI KOOI AHHMIA
0e3BOIHHIMA, HATPIIO JaypuiIcCyabdar, MarHilo CTeapar;

kancyna: Tutany niokcus (E 171), 6apsauk nmarenroBanuit cugidl V (E 131), xenarus.

Jlixapcbka ¢popma. Kancyiu.

OcnosHi Qizuxo-ximiuni enacmueocmi:

Kancyu o 50 Mr: KarcyJim 3 KOpIycoM GLI0ro Kobopy Ta KOBIIAYKOM CBiT/JI0-0JIAKATHOTO KOJIBOPY,
HaloBHEHi MOPOIIKOM BiJ GiJloro 1o Maiike 6i0ro KoIbsopy;

kancymu no 100 Mr: xancyim 3 KOpIycoM Giioro xoibopy Ta KOBIA4KOM GIAKHTHOTO KOJBOPY,
HAIOBHEHI MOPOMIKOM Bix GiNoro 1o mMaihke 6i0ro Komsopy;

xamcy mo 150 Mr: Kamncyid 3 KOpIycOM Ta KOBIAYKOM CBITJ0-0IAKMTHOTO KOJBOPY, HAOBHEH]
IOPOLIKOM Bix Giytoro mo maiixke 6110ro Koabopy.

®apMakoTepanesTHIHAa rpyna. [[poTHrpubKoBi 3acobn Mt cucTeMHOro 3actocyBants. [loxinmi
TpHasony Ta TeTpasoxy. Kox ATX JO2A COl1.

Dapmakonoziuni enacmueocmi.

Dapmaxoounamixa.

Mexani3M fii

dyKoHa30N, MPOTUrpuOKOBHit 3aci6 Kiacy TpuasoniB. [IepBHHHMM MexaHi3moM i#oro aii €
npurHideHHs rpubkoBoro 14 ansda-nmaHocTEPON-AEMETHITIOBAHHS, OTIOCEPEAKOBAHOTO IIMTOXPOMOM
P450, o € HEBix €MHHM eTanoM 6iocHHTe3y I'pHOKOBOro eprocrepory. AKyMmymsnis 14 ambga-
METHJI-CTEPOJIiB KOPEJIOE 3 MOJAIBIIOK BTPATOI0 EProcTeposy MeMOpaHOO rpubKOBOI KIITHHH Ta
MOJ€ BIAMOBIIaTH 3a IPOTUTrPHOKOBY aKTMBHICTB (iryKoHa301y. DIyKkoHa301 € GilbI CEEKTUBHUM
10 TpubKOBHX (epMeHTIB nuTOXpoMy P450, HiX 10 pisHEX cHCTeM (epMeHTiB nuToxpomy P450
CCaBIIiB.

3acTocyBaHHsS (IykoHasomy y no3i 50 mr Ha moby mpotsroMm 28 mHiB He BIUIMBANO HA PiBEHb
TECTOCTEPOHY y IIa3Mi KpoBi y dYONOBIiKiB aGo Ha piBeHb CHIOTCHHHX CTEPOIMiB Y IKIHOK
penpoxyKTHBHOrO Biky. ®ykonason y 1o3i 200400 Mr Ha 106y He NPOSBIISB KIIiHIYHO 3HAYyIOTO
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BILIMBY Ha PiBEHBb €HJOTE€HHMX CTEPOIiB YM Ha BiANOBiZb HA CTUMYJIAIIO aAPEHOKOPTHKOTPOITHOTO
ropmony (AKTT) y 310poBUX JOOPOBOJIBIIB YOIOBIYOI CTaTi.

JlocHiPKEHHS B3aEMOIIT 3 aHTHUITIPHHOM [IPOJEMOHCTPYBAIO, IO 3acTocyBaHHA 50 Mr ¢uTykoHa30Iy
pa3oBo abo Garatopa3oBo He BILIHBAE Ha MeTaboJIi3M aHTHUIIPHHY.

Yy TIuBIiCTD if Vilro

DIIyKOHA30I in Vitro IEMOHCTPYE IPOTUIPUOKOBY aKTHBHiCTH mono BuAiB Candida, sxi
3ycTpidaroThea Haiivactime (Bxuoudatoun Candida albicans, Candida parapsilosis, Candida
tropicalis). Candida glabrata neMoHCTpY€E 3HIKEHY 9y TIIMBOCTH 110 GIyKkoHasomy. Toai Ak Candida
krusei ra Candida auris ctiiiki 1o ¢ryxoHazomny.

MinimaneHa inri6yroua konuenrparis (MIK) ta emimemionoriune moporose 3HadeHHsa (ECOFF)
dyxonasony s Candida guilliermondii Bui, Hix mna Candida albicans.

Takox ¢iaykoHas3oa in vitro IEeMOHCTpYE aKTHBHICTH K npotu Cryptococcus neoformans ta
Cryptococcus gattii, Tak 1 TpPOTH eHAeMIYHHX IUTICHABUX TIpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum 1a Paracoccidioides brasiliensis.

B3aemo3B’s130K (hapMakoKiHETHUHUX i hapMaKOaMHAMIYHUX BIACTUBOCTEH

BianosigHo N0 pe3ynbTaTiB OOCHIMKEHs HA TBapUHAX, iCHYe KOpeisilis MiK MiHIManbHOIO
IHriOyrO4Y0I0 KOHIEHTpAIi€l0 Ta €PEKTHBHICTIO HPOTH EKCIEPAMECHTANBHHX MOZeNeH MiKO3iB,
cnpuuvHenux Bugamu Candida. BiqnoBigHo [o pe3yJibTaTiB KIHIYHUX JOCTIKEHb, iCHY€E JTiHiiHa
3aNIeXHICTH MixX MTomero mix kpusoo (AUC) Ta no3oro ¢irykonasoiy (mpubmmsso 1:1). Takoxk icHye
IpsAMHFIA, ale HenocTarHil 38’130k Mix AUC a6o 103010 Ta HO3UTUBHOIO KNiHiYHOIO BiNOBLIIIO Ha
NiKyBaHHA OPAIBHOTO KAHAMAO3y Ta MEHIIO MIpOI0 — KaHIWAeMii. AHANOriuHO iKyBaHHs
indekuiil, CIpUYMHEHHX IOTaMaMM, OO sKMX (IyKOHa301 [EMOHCTpY€e BMCOKY MiHiMalbHY
iHriOyo4y KOHIIEHTpaLilO, € MEHIN 33{0BUILHUM.

MexaHi3M pe3HCTEeHTHOCTI

Mixkpooprauismu pogy Candida neMOHCTPYIOTH YHCENbHI MEXaHi3MH PE3UCTEHTHOCTI 10 a30JbHUX
NpoTUrpubKOBHX 3aco0iB. DirykoHa3o aeMoHcTpye Brcoky MIK nporu mrtamiB rpu6is, ki MaroTs
onuH abo Giblne MEXaHi3MiB Pe3UCTEHTHOCTI, [0 HEraTUBHO BILTHBAE Ha €(PEKTHBHICTD in Vivo Ta B
KITiHIYHIH TIpaKTHIIi.

3a3puuail y uymimeux BHOiB Candida MexaHisM PO3BHTKY PE3HCTEHTHOCTI, fKMi HaifgacTime
3yCTpiuaeThes, BKIOYAE MiTbOBi ¢epMeHTH a30iiB, SKi BiINOBINAIOTH 3a GiOCHHTE3 €procrepoy.
Pe3nCTeHTHICTE MOXKE OyTH CIPHYMHEHA MYTAI€I0, MiJBHINCHAM BHUPOOJICHHAM (EPMEHTY,
MeXaHi3MOM BHBE/ICHHS JiKiB 200 pO3BATKOM KOMIIEHCATOPHHX IILIAXIB.

ITosigomisiocs po cynepindexitiro inummu sunamu Candida, kpim Candida albicans, sxuM 4acTo
BIAcTHBA 3HIKeHa cupuitstausicte (Candida glabrata) abGo crilikicte A0 ¢uykoHa30Iy
(wanpuknan, Candida krusei, Candida auris). Taki iH®eKuii MOXyTbh BHMarard ajJbT€PHATUBHOL
IpOTUrpUOKOBOI Tepamii. MexaHi3sMu pe3HCTEHTHOCTI He OynM NMOBHICTIO 3’SCOBaHi IS AESAKHX
BugiB Candida, mo Marote npupoaHio criikicts (Candida krusei) abo nns HoBux Bunis (Candida
auris).

KourponsHi _Touky (BiANMOBIAHO JI0 pekoMeHjaniii E€BpONeHChKOro KOMITETY 3 JIOCHI/DKEHb
4y TIMBOCTi /10 anTuMikpobHux 3acobiB (EUCAST))

Basyrounch Ha JOCIipKeHHI papMakokiHeTnuHoi/papMaxoquHaMiyHoi iHdopManii, dyTiMBOCTI in
vitro Ta KiiHiYHOi BiAmMOBiAi, OyI0 BHM3HAYEHO KOHTPOJBHI TOYKH ANA (IIYKOHAa30ly AJIs
Mikpoopratismis poxy Candida (moxyment EUCAST mono o6rpyaTyBanHs ¢iykonasomny (2020) -
Bepcig 2; CBPONEHCHKMM KOMITET 3 TECTyBaHHS YyTJIMBOCTI MO aHTHMiKpOOHHMX Ipemaparis,
IpOTUrPUOKOBHMX NpenapatiB, TabnuNi KOHTPOJBHUX TO4oK i iHTepnperanii MIK, sepcia 10.0,
niticaa 3 04.02.2020)). Bonu Oyiam po3mojijieHi Ha KOHTPOJIBHI TOYKH, IO HE IIOB’S3aHI 3 IEBHUM
BHJOM, sKi OLJBIIOI0 MipOI0 BH3HAYAIMCA HA OCHOBI (hapMakokiHeTHdHOI/ (hapMaxoquHaMigHOL
inpopManii i He 3anexars Big PO3MOALTY Ha MNEBHI BHUAM 3a MiHIMaIBHOW iHTiOyrOo4OIO
KOHIIEHTPAL€I0, Ta HA KOHTPOJIbHI TOUKH, I0B’13aHi 3 IEBHUM BHIOM, IO HAHYACTIIIE aCONIIOIOTHCS
3 indexuismu y moauau. LI KOHTPOIBbHI TOYKH HABEJAECHI HIDKYE.
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Candid | Candida | Candida Candid | Candida Candid

a dublinie | glabrata |a parapsilos | a

albican | nsis krusei | is tropical

s s
DaykoHA30J 2/4 2/4 0,001*/16 - 2/4 2/4 2/4

S = gyTnuBHi;

R = pe3ucrenTHuii;

0. — KOHTPOJBHI TOYKH, UI0 HE MOB’S3aHi 3 MEBHUM BHJIOM, SKi O1IBIIOI0 MipOI0 BH3HAYAJIMCSA Ha
OCHOBI (papMaxokineTHuHOI/papmaxoxuHamMiuHol iHdopMail i He 3aexaTh Bijl pO3NOLTY Ha IEBHI
BHIM 33 MiHIMAJIBHOIO iHI6YI0UO0I0 KOHIIEHTpPAI€I0, AKi JOCHIKYBaJIH JIUIIE ULl MIKpOOPraHi3MiB,
U1 SIKMX HE iCHY€ crenuiqyHol KOHTPOJIBEHOI TOYKH;

—  JIOCIiJKEHHS YyT.IMBOCTI HE PEKOMEHIOBAHI, OCKIIbKH JaHHH BHJI HE € METOIO JIKapChKOi
Teparii;

* = Vc¢i Candida glabrata nanexars no I xareropii. MIK npotu Candida glabrata cnin ToymadnTi
AK CTiliKy, fKIDO BoHa nepepuinye 16 mr/n. Kareropis uyrtmmeux (<0,001 mr/m) — mae 3mory
YHUKHYTH HempaBwibHO! Kiacudikanii mramiB «I» sax mramiB «S». I — Hyrnmsuii, 3a yMOBH
HiIBHINEHOT EKCIIO3HIIii: MIKpOOpraHi3sM HAJIEXHTh 0 KaTeropii «4yTIMBUI 32 YMOBH IJIBHIIEHOL
eKCNO3HIID y pasi, KoM icHye BUCOKA MMOBIPHICTE TEPAEBTHYHOTO YCIIXY, OCKIIBKH BIUIMB areiira
36LIBIIYETHCA MIUISIXOM KOPUTYBAaHHS PEXHUMY J03yBaHHS abo Horo KOHIEHTpanii B MicHi iH@eKuii.
Dapmakokinemuxa.

®apmakokiHeTHuHi BIACTHBOCTI  (JIyKoHa3omy € TORIOHMMH IIpH  BHYTPIIIHLOBEHHOMY 1
ePOPAILIIOMY 3aCTOCYBAaHHI.

Ab6copOris

®TyKoHa301 106Gpe BCMOKTYETHCS PU MEPOPallbHOMY 3aCTOCYBaHHI, a piBeHb Ipenapary y miasmi
KpoBi i cucTeMHa 6iogoCTynHICTS NEepeBUINyoTh 90 % piBHA (IyKkoHa30Ty y miasMi KpoBi, IO
JIOCATAETHLCS IIPH BHY TPIIHBOBEHHOMY BBeJIeHHI penapary. OQHOYacHE BXKHBAHHS 1K1 HE BILIMBAE
Ha BCMOKTYBAaHHS Ipenapary NpH HOro mepopaibHOMY 3acTocyBaHHI. IlikoBa KOHHEHTpamis y
maasMi KpoBi gocsraeTbess depes 0,5-1,5 romumu micns npuifomy npenapary. KosmeHTpaiis
npenapary y IUlasMmi KpoBi mpomopiiiina a0 mo3u. PiBHOBa)kHa KOHIEHTpauis Ha piBHi 90 %
JOCATAETHCSA HA APYTHIA ICHD JIIKyBaHHS MPH 3aCTOCYBaHHI y NEPIIHii JeHb HABAHTAXYBAJIbHOI JI03H,
IO BBiYi MEpeBHINy€E 3BUYaiiHy 10OOBY HO3Y.

Posnonin

06’eM po3moAiTy MPUONM3HO JOPIBHIOE 3arajlbHOMY BMICTy DifIMHM B OpraHismi. 3B’s3yBaHHA 3
Oinkamu mia3mMu KpoBi HU3bKe (11-12 %).

®yxoHa301 106pe MPOHUKAE B yCi HOCTiIKyBaHi pinunu opraHizmy. Pisens ¢paykonasony y ciuHi
Ta MOKPOTHHHI € MONIGHAM 10 KOHUEHTpawil mpenapary y nia3Mi KpoBi. Y NallieHTiB, XBOpHX Ha
rpUOKOBHIA MEHIHTIT, piBeHb (IyKOHA30JTy Y CIMHHOMO3KOBI# pimuHi focsrae 80 % xoHueHTpauii y
IUT1a3Mi KpOBi.

Bucoki koHneHTpanii (IyKoHa30dy y IIKipi, IO NEPEBHINYIOTH CHPOBATKOBi, XOCATAIOTECH Y
poroBoMy Imapi, emigepmici, Aepmi Ta moTi. OIIYKOHA30JI HAKOMHUYYETHCA Y poroBoMy mapi. Ilpu
3acTocyBaHHi no3d 50 Mr 1 pas Ha noOy xoHneHTpaimis ¢iykoHasonmy micns 12 AHIB JTiKyBaHHS
CTaHOBHMJIA 73 MKI/T, a 4epe3 7 QHiB mic/s 3aBeplIeHHs JIIKyBaHHSA KOHLEHTpaLis Bce e CTaHOBHIIA
5,8 mxr/r. IIpu 3acTocyBanHi mo3u 150 mr 1 pa3 Ha THXXIEHb KOHLEHTpaLisd (IyKOoHa301Iy Ha 7-#
JeHb JiKyBaHHA cTaHOBMIA 23,4 MKI/T; depe3 7 [HIB DIicIs 3aCTOCYBaHHS HACTYNHOI 03U
KOHIIEHTpalis Bce e cTaHoBwia 7,1 MKI/T.
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KonnenTpanis ykoHasoldy B HIrrsx micas 4 micauis 3acTocyBanns 150 mr 1 pas Ha THXICHB
craHoBiIa 4,05 MKI/T y 370poBHX A06poBONBIiB Ta 1,8 MKI/T IpH 3aXBOPIOBaHHAX HIrTiB;
(ITyKOHA3071 BU3HAYABCA y 3pasKax HirTiB gepe3 6 MicsiB Mic/Is 3aBEpIICHHS Tepartii.
Biorpancdopmaris
dayKoHa30n MeTaboi3yeThes He3HayHOO Mipoto. TIpu BBeIEHHI TO3H, MideHOI pafioaKTHBHUMU
isoTomamu, nuime 11 % IyKoHa301Iy EKCKPETYETBCSA 3 CeUel0 y 3MiHEHOMY BUITIL. DITyKOHA30:1 €
moMipaUM iETiGiTopoM isopepmentie CYP2C9 ta CYP3A4 (auB. po3ain «Bsaemomis 3 iHIIMMH
nmikapchKHMH 3aco0aMy Ta iHIi BmM B3aeMozii»). Takoxk (IyKoHa301 € IOTYXHHM iHriGiTOpoM
izopepmenty CYP2C19.
BuseneHnus
Iepion ranipsuBenenns (T;) ¢paykoHasony 3 miasMu KpoBi CTaHOBMTH 6;1u3bko 30 roxus. binbina
YaCTHHA TpeNapaTy BUBOJMTHCS HUpKamu, npuuoMy 80 % BBeIeHOI M03M BHSBIAETHCSA y Cedi B
HeaMiHeHOMY cTaHi. Kiipenc ¢uykoHasony nponopuilinuii 1o kitipency xpearuHidy. [{upkyroroanx
MeTaboTiTiB HE BUABJICHO.
Tpusamuii TV npenapary 3 mIa3Mu KpoBi a€ MOXIMBICTh pa30BOrO 3aCTOCYBAHHS Npenapary Ipu
BariHAIGHOMY KaH/MIO03i, a TAKOX 3aCTOCYBaHHS MpemapaTy 1 pa3 Ha THXKAEHb P iHIIMX
MOKa3aHHsX.
HupKoBa HEOCTATHICTD
V naui€eHTiB i3 HUPKOBOIO HEJOCTATHICTIO TSKKOTO CTyIeHs (WIBHAKICTH KiIy6oukoBoi ¢inbrpanii
< 20 m/xB) T% 36inpmyeTses 3 30 romun 10 98 roaus. Tomy wiff kareropii marieHTiB HEOOXiAHO
3MEHIIUTH 103y (IykoHa3oy. OIyKoHa30) BUIAISETHCS HUIIXOM IeMOJialli3y Ta MEHIIOK Mipoo
~ LIUIIXOM iHTpaNepUTOHEATHHOTO Niastizy. Ceanc reMozialily TPHBATCTIO 3 FOIMHM 3HHKY€ PiBEHb
¢nykoHasony y mia3Mmi kpoBi npu6msHO Ha 50 %.
Jlakrari
KoHueHTpauii GryKkoHa3o.Iy y Iia3Mmi i MaTEPUHCHKOMY MOJIOL BIPOXOBX 48 ro/iiH mic/ist IpuitomMy
ogHOpa30Boi J03u 150 M durykoHazony OUiHIOBATH Y XO&i (hapMaKOKiHETHIHOTO JOCHIIKECHHS 3
YUaCTIO JeCATH JKIHOK Y Nepioai nakTarii, ski Tumuacoro ab0 MOCTIHHO MPHIIMHMIMA TOXAYBATH CBOIX
HEMOBIAT IpyImio. Y MaTepUHCHKOMY MOJIOLi (IIyKOHa30/ BHABHJIM Y CEPEIHIH KOHLEHTpaIlii
npu6mao 98 % Bin Toi, mo Bin3Hayanu y miasmi Matepi. Yepes 5,2 roquuy micis NpuAoMy I03H
cepelHs IiKOBAa KOHIEHTpallis y MaTepUHCBKOMY Mojomi craHopuna 2,61 mr/n. JloGoBa nmosa
(IykoHasomy, OTpUMaHa HEMOBISM 3 MATEPMHCBKOTO MOJIOKA (SKINO NpPHAHATH CEPEIHE
CHOKMBaHHS MOJIOKa 3a 150 MI/Kr/n06y), po3paxoBaHa Ha OCHOBI CepeIHbOI MiKOBOI KOHIEHTpaIlil
y Moromi, mo gopisioe 0,39 Mr/kr/no0y, craHoputs npubmusHo 40 % Bin 03¢, peKOMEHIOBaHOT
HOBOHApOKeHUM (BikoM < 2 TxkHiB), a6o 13 % Bim 1034, PEKOMEHIOBAHO! HEMOBIATaM JULA
TiKYBaHHA KaHIU03y CITH30BHX 000I0HOK.

iTH
Hani 3 apmaxokineTnku Gysu ouineni'y 113 aiteit mix wac 5 mocmiKeHb: 2 TOCHTIHKEHHS pa3soBOro
3aCTOCYBaHHSI, 2 JOCII/DKEHHSI 0araropa3oBOTO 3aCTOCYBaHHS Ta 1 JOCHI/UKEHHS HEIOHOUICHHX
HOBOHApO/KEHUX.
[Ticns BBemeHHS 2—8 MI/Kr diIykoHa30Ty AiTsM BikoM Bix 9 MicsauiB no 15 pokiB AUC cranosuia
6nu3pko 38 Mxr*rog/min Ha 1 mr/kr gosu. Ilicias Garatopa3oBoro 3acTocyBaHHs cepelqHiit Tz
durykoHasoxy i3 mnasMu Kposi BapitoBaBcs Mix 15 Ta 18 romuHamu; 06’eM po3nojily CTaHOBHB
880 mu/kr. Binbur tpupamait T% 3 mIasMu KpOBi, [0 CTAHOBHB NPHUOIH3HO 24 TO/UHH, OyB MICIs
Pa3’oBOro 3aCTOCYBaHHS (IykoHa30my. [{eif MOKa3HHK € CIiBCTABHHMM 3 IIEPiOJIOM HAIliBBUBEICHHS
(hIlyKOHa30/Ty 3 ILTa3MH KPOBi IIC/Is pa30BOTO 3aCTOCYBAHHS O3H 3 MI/KI BHY TPIlIHBOBEHHO JITSM
BixoM Big 11 gHiB o 11 micaniB. O6’eM po3noiy y NaI[i€HTiB i€l BIKOBOI rpyIH CTAHOBUB OJIM3BKO
950 mu/kr.
Jocix 3acTocyBaHHS ()MIyKOHA30y HOBOHAPOKEHUM OOMexXyeThes (apMaKOKiHETHIHHMHA
nocimkeHHsMHA 12 HeOHOIIEHHX JiTeil i3 TepMiHOM recrauii mpuGu3no 28 TixkHiB. CepenHiit Bik
JMTHHH [IPH BBE/JICHHI MEPIIO] I03H CTAHOBHMB 24 romuHu (Bix 9 10 36 romuH); cepeiHs Maca Tina
pu HapomKeHHi cranomia 900 r (8ix 750 mo 1100 r). Jing 7 mamieHTiB MPOTOKON JOCIIDKEHHS
6yJ0 BUKOHAHO. MakcuMyM 5 BHYTpIilIHBOBEHHHX iH €Kil (IyKOHa301Ty y 1031 6 MI/KT BBOIHIH
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koxHi 72 rogurn. Cepenniii T, cranoBus 74 roguau (44—185) B nepumii A€Hb, NOTIM 3MEHITHBCA
10 53 roxun (30-131) Ha 7-it gens Ta xo 47 (27-68) Ha 13-i nenb. AUC (MKr*roa/min) cTaHOBHIIA
271 (173-385) y nepumwuii neHsb, 30iapmmunacs 10 490 (292-734) na 7-i feHb, NOTIM 3MEHIIKIIACS O
360 (167-566) Ha 13-ii aens. O6’eM posnoainy (Mi/kr) cradosus 1183 (1070-1470) y mepiumii fens,
36inemmyBascs 10 1184 (510-2130) na 7-ii nens Ta go 1328 (1040-1680) na 13- neus.

[lanieHTH JiTHHOIO BiKY

dapMaKoKiHETHYHE JOCTI/UKEHHS MPOBOMMIM 3 ydacTio 22 manieHTiB (BikoM Bix 65 pokiB), ski
3actocoByBand S50 Mr ¢uykoHasony nepoparbHo. 10 maifieHTIB OJHOYACHO 3aCTOCOBYBAIH
niypetuxu. Cmax cTaHoBHIa 1,54 MKT/MIT Ta gocsranacs npoTaroM 1,3 roauHu miciis 3aCTOCyBaHHS
dyxonasony. Cepenus AUC cranosuia 76,4+20,3 mxr*rog/min. Cepeniit T2 — 46,2 rogunu. 1li
dapMaKkoKiHETHYHI TOKA3HAKA € BUIMUMH MOPiBHAHO 3 aHAIOTIYHHMH Yy 3I0POBHX J0OPOBOIBLIB
MOJOAIOro Biky. OlHOYaCHE 3aCTOCYBAHHS AiyPETHKIB HE Mo 3HAYHOTO BITMBY HAa Cmax Ta AUC.
Takox KiipeHc Kpearuuiny (74 MJI/XB), BiCOTOK (IyKOHA30Iy, IO €KCKPETYBABCA i3 Cedero y
He3MiHeHOMY BUrIsmi (0-24 romunn, 22 %), Ta HEpKOBHi KiipeHe durykonasomy (0,124 mn/xs/kr) y
NalieHTiB JaHOI BIKOBOI Ipymd OyJIM HIKYAMH, HIX aHAJIOTIYHI MOKa3sHMKH Y MOJIOJIINX
no6poBonbiie. ToMy 3MiHH GapMaKOKiHETHKY y NAL[i€HTIB JITHHOTO BiKy OYEBHIHO 34JIEXaTh Bij
napaMeTpiB QyHKIIiT HUPOK.

Kiinigni xapakTepHcTHKH.

IHoxa3aHHSL.

Judnazon® moKa3aHWH A JKyBaHHSA Takux rpuOKoBux iHQeknilf y mopociux (IuB. po3min
«DapMaKOAMHAMIKAY):

— KPUIITOKOKOBHI MeIHIrit (AuB. po3ain «OcobIMBOCTI 3aCTOCY BAHHA» );

— KOKLIMAi01103 (IuB. po3ain « OCOGIMBOCTI 3aCTOCYBAHHSN» );

— iHBa3UBHI KaHIUO3H;

— KaHAUIO3U CJIM30BHX OOOJOHOK, BKIIOYAIOYH KAHAMI03 POTOINIOTKH Ta KaHAUAO3 CTPABOXOMLY,
KaH/IM/TY pist, XPOHIYHMI KAaHANUIO03 IMIKIPH 1 CIM30BHX OO0JIOHOK;

— XpOHiuHuii arpoQivHMi KAHARAO3 POTOBOI HOPMKHUHA (KAH /03, CTPWYHHEHWH BHKOPHCTaHHAM
3yGHMX IpOTe3iB) Npu HeeeKTUBHOCTI ririeHM pOTOBOI OPOKHUHY ab0 MicueBsoi Teparii;

— BariHAMBHMI KaHI¥A03, FOCIPUH YU peLyIMBHHI, KOIU MiCIIeBa Teparlis He € JIOLJIBHOIO;

— KaHIUJO3HUM OaJIaHiT, KOIM MICI[EBA TEpAIlis HE € JOLIBHOIO;

— JepMaTOMIKO3M, BKJIIOYAIOYM MiKO3 CTOI, MiKO3 INTaJE€HBKOI HIKipH, MaXOBHH JICpMaToMiKo3,
pisHOGapBHMIA JIMIIAM Ta KaHAWXO3HI iHGEKIii MKiph, KOIM IOKa3aHO 3aCTOCOBYBAaTH CHCTEMHY
Teparriio;

— nepMaTodiTHHI OHIXOMIKO3, KON 3aCTOCYBAIIIIS IHIIMX JTiKapPCHKHUX 3ac00iB HE € NOULTHHUAM.
[TpodinakTrka TaKuX 3aXBOPIOBAaHb Y JOPOCIIHX:

— PEUIUB KPUIITOKOKOBOTO MEHIHTITY Y MALI€HTIB 3 BACOKMM PHU3MKOM HOr0 pO3BHTKY;

— penuAMB KaHANI03y POTOIOTKA abo CTpaBoxody y mariedTis 3 BIJI 3 BUCOKHM pH3HKOM #Oro
PO3BHUTKY;

— 3HIDKEHHST YaCTOTH PELMAMBIB BariHAIBHOro KaHaua03y (4 abo Ginblue BUNA/IKIB Ha PIK);

— mpodinakTEKa KaHIMAO3HUX iHdeKuiif y HauieHTiB i3 TpHBAJIO HEHTPOINEHi€0 (HaNpHKIiaz,
HAI[EHTIB 31 37I05KiCHEMH 3aXBOPIOBAHHSAMH KPOBI, sIKi OTPUMYIOTH XiMioTeparriio ab0 MaIi€HTiB Ipy
TpaHCIJIAHTALIT FEMOIOETUYHMX CTOBOYPOBUX KIITHH) (ZUB. po3ain « PapMakonorivyHi BIaCTUBOCTI.
dapMakoIUHaMIKay ).

lIH(bna30H® HOKa3aHHH{ AiTAM I8 JIKYBaHHA KaHOMIO3iB CIHU30BHX OOOJIOHOK (KaHIm03
POTOIJIOTKH, KaHAWJI03 CTPABOXOAY), iHBa3MBHHX KaHAHMAO3iB, KPHIITOKOKOBOTO MEHIHTITY Ta M
npodirakTuKM KaHIMIO3HHX iHGbeKnii y mauieHTiB 3i 3HIKEHHAM iMyHiTeToM. [Ipemapar MoxxHa
3aCTOCOBYBaTH K MiATPUMYBAIGHY TEpaIlilo U MONEPE/DKEHHS PEUUIUBY KPUITOKOKOBOIO
MEHIHTITY y JiTel 3 BACOKHM PH3HUKOM HOTO pO3BHTKY (IHB. po3ait « OCOGIHBOCTI 3aCTOCY BAHHY).
3acTocoBYBaTH JIiKapChKHMiA 3aCi6 y ¢opmi Karmcyn maHiit kateropii nanieHTisB MOXKHA TOI, KOJIU JiTH
31aTHi 6e3MeYHO IPOKOBTHYTH KAICYITy, IO 3a3BHYaii € MOXUIMBUM Y Billi Bil 5 pOKiB.

peecTpalliHoro A0CkE
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Tepaniio npenapatoM Judnazon® MoxHa pO3NOYMHATH 0 OTPUMAHHA PE3yIBTATIB KyJIbTY PATbHHX
Ta iHIMX NaGOPaTOPHHX AOCIIUKEHb; OAHAK MIiCIs OTPUMAHHS pe3yIbTarTiB aHTHOAaKTepialbHy
TEpAIiIO CIIiJi CKOPUTYBATH BiIIOBITHUM YAHOM.

IIpomunoxa3anua.

— TNimepuyTnuBicTs 10 ¢IyKoHa30.y, IHIUMX a30JBHAX CHONYK a0o 10 OyNb-GKoi 3 MOMOMIKHHX
PEYOBHH Ipenapary.

— OpHouacHe 3acTocyBaHHS (UIyKOHa30my Ta TeppeHanuWHy Malli€HTaMm, sKi 3aCTOCOBYIOTH
dmyxonasosn 6araTopasoso y go3ax 400 mr/noGy Ta Buile (3rifiHO 3 pe3ybTaTaMH TOCIIIKECHHS
B3aeMoJii 6araTropa3oBOro 3aCTOCYBaHH).

— OHOYACHE 3aCTOCYBaHHS (JIIyKOHA30J Iy Ta IHLIMX JTiKapChKUX 3ac00iB, IO MOJOBXKYIOTh iHTEPBAT
QT ta MeTabonizyioThes 3a gonoMororo pepmenty CYP3A4 (Hampuiian Mu3anpuiy, acTeMisony,
miMO3HAY, XiHiIMHY Ta epHTpOMilHHY) (IuB. po3ainn «OcobIMBOCTI 3acTocyBaHHA» Ta «B3aemonis
3 iHIMMH TTiKapCHKUMH 3aco0aMu Ta iHII BUAU B3aEMOALN»).

B3aemodin 3 inmumu aikapcokumu 3acobamu ma inuii 6uou 63aEmooiiL.

IIpomunoxaszane cymicne 3acmocyéanns (AyKOHA30NY MA HUICYE3AZHAYCHUX NIKADPCLKUX 3ac0bi6
IJuzanpud: TOBIIOMIATH TIPO PO3BUTOK IOGIYHMX peakmilf 3 GOKy cepms, y TOMy YHCII IIpo
NapoOKCH3MalbHy LLTYHOYKOBY TaXiKapAilo THIOY «HmipyeT» Y Malli€HTiB, SKi OZHOYAacHO
3acTOCOBYBaNH (IyKoHa301 Ta nu3anpuj. KoHTponsoBaHne NOCTIKEHHS MPOJEMOHCTPYBAIIO, IO
omHOYacHe 3acTocysanss 200 Mr ¢urykoHaszony 1 pas Ha 106y Ta 20 Mr uusanpumy 4 pasd Ha 100y
NPU3BOIAIO [0 3HAYHOIO MiABHINECHHA DiBHA HM3ANPUIy Yy IUIa3Mi KpoOBi Ta 10 MOJOBXCHHS
inTepsany QT. OxHOUacHE 3aCTOCYBaHHs (IIyKOHA30JIy Ta U3ANpPHIY MPOTHIOKA3aHe (JIMB. PO3MLI
«IIpomunoxazannay).

Tephenadun: depe3 BUNAAKA PO3BUTKY TSKKHX CEPLEBUX aPUTMiM, CIIPUYMHEHUX ITOJOBXKEHHIM
inTepsary QTc, y mnamieHTiB, sKi 3aCTOCOBYIOTH a30IbHI NPOTHIPUOKOBi IHKapchKi 3acobu
OIHOYAcHO 3 TepheHaauHOM, OyiIM MpOBeAEHI DOCITI/UKEHHs B3a€eMOZIl HUX IpenapariB. ¥ Xomi
OIHOTO JOCIiKCHHS IpH 3aCTOCYBaHHi ¢uykoHazomny y n03i 200 Mr Ha 106y He 6yJI0 BHSBIECHO
nogosxeHns intepsary QTc. Iuue mocmimKeHHs npu 3acTocyBaHHi ¢rykoHasony y mosax 400 mr
Ta 800 Mr Ha 706y IPOJEMOHCTPYBAJIO, 10 3acTOCyBaHHs dryKoHas3oury y no3ax 400 mr a 100y abo
BUIIE 3HAYHO IIiJIBUINYE PiBeHb TeppeHaMHy y IUIa3Mi KPOBi [P OJXHOYACHOMY 3aCTOCYBaHHI ITHX
npenapartis. CymicHe 3acrocyBanus ¢uykoHasoay y mosax 400 mr a6o puime 3 TepheHamMHOM
NpOTHIOKA3aHe (IUB. po3ain «/Ipomunoxasanusy). Ipu 3actocyBaHHi QIIyKOHA30JTy y 103aX HIKYE
400 mMr Ha 00y OAHOYACHO 3 Tep(EeHATHHOM CIIiJ MPOBOIUTH PETENHLHHH MOHITOPHHI CTaHy
Mami€eHTa.

Acmenmizon: cyMmicCHE 3acTOCYBaHHS (IyKOHA30JIy Ta acTeMi3oly MOXKE 3MEHIIMTH KIIPEHC
acteMizomy. CHpHuMHEeHe IMM IIiJBHINEHHS KOHLEHTpauii acreMizony y Ia3Mi KpOBi Moxe
IpU3BECTH 10 MojoBxkeHHs iHtepBany QT Ta y piIKicHHX BMIAmKax — OO NApOKCH3MAIBHOL
IUTYHOYKOBOI Taxikapaii Tumy «mipyer». OfHOYacHe 3acTOCyBaHHS (IIyKOHA30JIy Ta acTeMi3ouy
npoTtunokasane (aus. po3ain «IIpoTuniokasaHHs»).

ITimo3ud ma xiniOun: cyMiCHe 3acTOCYBaHHs (IIyKOHa30ly Ta MiMO3HIAy abo XiHiMHY MOXE
IPH3BOMTH JI0 NPUTHIYeHHs MeTabosi3My niMo3uAy abo XiHiWHY, X0Ya BiNOBiHAX JOCIIIKEHb
in vitro Ta in vivo He nposoauny. IliIBUINEHHS KOHIEHTpALi] TiMO3Ku Ay 260 XiHiTMHy y I1a3Mi KpoBi
MOX€E CIHPHYHHATH HoxoBxeHHd inTepBaty QT Ta y pifKiCHUX BHIIaIKaX MPU3BOMUTH JO PO3BUTKY
MapOKCH3MAIBLHOI IILTyHOYKOBOI Taxikapii Tumy «mipyer». OqHoOYacHE 3aCTOCY BaHHS (IIyKOHa30I1y
Ta miMo3uAy abo XiHiIHHY mpoTurokasaHe (IUB. po3in «[IpoTunokasanus»).

Epumpomiyun: oIHOYAaCHE 3aCTOCYBAHHS EPHTPOMILHMHY Ta (IyKOHa30dy NOTEHIIHHO MOXe
NIPU3BOJUTH JIO MiJBMIIEHHS PU3UKY PO3BHTKY KapAiOTOKCHYHOCTI (momomxenHs intepsaty QT,
NapoKCH3MalbHa II[yHOYKOBAa TaxXiKapiis THIy «Imipyer») Ta, SK HACIiOK, O DamnToBOro
JeTaNbHOTO HACHiAKy. 3aCTOCYBaHHs KOMOiHauii JaHHX JiKapchbKHAX 3aco0iB MPOTHIIOKA3aHE (IHUB.
posain «[IpoTunokasanHsm»).

YarogxeHo 3 mateplanamu
peecTpauiHoro fAocke
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He pexomenOyembcs. 00HOYACHE 3ACMOCYSAHHA (DAVKOHA301Y MA_ HUNCHE3ASHAYEHUX NIKAPCOKUX
3acobis

Tanogpanmpun: GIYKOHA30T MOXKE CIPUIMHHUTH IiIBUIIEHHS KOHIEHTPAUIT rajoaHTpUHy y IIa3Mi
kpoBi 3a paxyHok npurHideHHs CYP3A4. OpHodacHE 3aCTOCYBaHHS IHX JiKapchkux 3acobiB
TMOTEHIIHHO MOXE IPA3BOHTH JIO TIiIBUIIEHHS PU3HKY PO3BUTKY KAapAiOTOKCHYHOCTI (ITOAOBKCHHS
intepsany QT, mapoKcH3MalbHa LUTYHOYKOBA TaXikapis TAIY «mipyer») Ta, fK HACIiAOK, A0
parToBOro neTanpbHOro Hacmimky. CIiJ YHHKATH 3acTOCYBaHHs KoMOiHawii JaHHX JKapChKUX
3aco6iB (auB. po3ain «OcoGINBOCTI 3aCTOCY BAHHSY).

Cymicne 3acmocysanus  (hIVKOHA30NY _MA _HUICHe3A3HAHEHUX _Nikapcekux 3acobie eumazac
obepedicHocmi

Amiodapon: opmHOHacHe 3acTOCYBaHHA (IyKoHa3omy 3 amioZapoHOM MOXE MPH3BECTH IO
noposxenns inreppanry QT. @uykoHason cimin 3 O0OEpEXHICTIO 3acTOCOBYBaTH pasoM 3
aMioiapoHOM, 0COGIIMBO Y pa3i NpU3HAYCHHS BUCOKOI Jo3u (rykoHasory (800 MT).

Cymicne 3acmocyeanns  (OIyKOHA301MY _Ma HUICYe3A3HAYeHUX NiKapcbKux 3acobie eumazde
obepedicHocmi ma Kopueysanus 003u

- Bnnug inwux nikapcokux 3acobie Ha QryKOHA301

JIOCTiIKeHHs B3a€MOJii IPOJEMOHCTPYBAIA, IO ORHOYACHE BXKMBAHHA IXi, HUMETHIWHY,
aHTANMAIB a0 MOJaNbIIe ONpPOMiHEHHS YCHOTO Tila JJis IEepecaiku KICTKOBOrO MO3KYy HE Mae€
KJIiHIYHO 3HAYYINOTO BIUIABY Ha abcopOiiro GIyKOHA30/y [PU HOTO NEpOpanbHOMY 3aCTOCYBaHHi.
Pugpamniyun: ogHOYACHE 3aCTOCYBaHHS (ITyKOHA30JTy Ta prudaMIiluHy IPH3BOIUIO 10 SHIDKEHH
AUC Ha 25 % Ta ckopodysano T% ¢rykonasony Ha 20 %. ToMy 14 narieHTiB, AKi 3aCTOCOBYIOTh
prudaMITiIMH, CXi PO3TISHYTH AOUUIGHICTE MiIBHIIEHHS JO3K (IyKoHa30Iy.

Tidpoxnopomiazud: 'y mocmijkeHHi QapMaKOKiHETHUHOI B3a€MOJLl OJHOYACHE OaraTokpaTHe
3aCTOCYBAHHA Ti[POXJIOPOTia3uay 30POBHM JOOpOBOMBLAM, AKi OTPHMYBAIH ¢ryKoHa301,
[iIBHINYBaNO KOHIEHTpaIiro (rykoHasony y miasMi kposi Ha 40 %. Taki napameTpu B3a€EMOJIii HE
BMMAraloTh 3MiH y PeXuMi J03yBaHHS (IyKOHA30My IS MAIi€HTIB, AKi OAHOYACHO OTPHUMYIOTH
CedJoriHHi 3acOo0H.

—  Bnaue 6 ¢payxonasony na inwi aikapceki 3acobu

®iykoHa30n € moMipauM iHribitopoM isopepmenty 2C9 muroxpomy P450 (CYP) ta CYP3A4.
Taxox dTykoHa30:1 € oTyxHuM iHriGitopom CYP2C19. Oxpim CIIOCTEPEXKYBAHUX/ TOKYMEHTAIBHO
IiATBEPIKEHAX B3aEMOJiH, OMMCAHUX HWKYE, IIPA OJHOYACHOMY 3acCTOCYBaHHi 3 (IIyKOHA30/I0M
icHye pHM3HMK HiJBMINEHHS y IUIa3Mi KPOBi KOHIEHTpAUilf iHUIAX CIONYK, IO MeTaboITi3yI0ThCS
CYP2C9 ta CYP3A4. ToMy 3acTOCOBYBATH Taki KoMGiHaIii Ipenapatis ClIi/l 3 06epeXHICTIO; IPH
L5OMY HEOOXiHO peTebHO CIOCTEPiraTH 3a CTaHOM ManieHTis. [[purnidyBanbHa Iist QIIyKoHa30ILy
Ha (pepMEHTH 36epiracThes MpoTAroM 45 ai6 micns Horo 3acToCyBaHHS y 3B’A3KY 3 HOTO TPHBATIUM
TIepioJOM HaliBBUBEICHHS.

AGpouuTHHIO

®@uyxonason (imribitop CYP2C19, 2C9, 3A4) mifBHIIyBaB €KCIIO3ULIIO AKTHBHOI 4YaCTHHHU
abpouuTHHI6Y Ha 155%. [Ipr omHOYacHOMY 3aCTOCYBaHHi 3 (IyKOHa30I0M CJIiJ BiIKOpPUI'YBaTH
103y aGpONUTHHIOY3riIHO 3 iHCTPYKIIEIO WOAO 3aCTOCYBAHH abporuTuHiOy.

Anbghenmanin: i1 9ac 0JHOYACHOTO 3aCTOCYBAHHA alb(eHTaniny y 103i 20 MKTI/KT Ta QIIyKOHa30Iy
y 103i 400 Mr 370pOBIM OGPOBOJIBIAM CIOCTEPIraIOCs JBOKPaTHE 36imsmenuas AUC o, MOKIHMBO,
uepes inriGysanns CYP3A4. Moxe 6yTu HEOOXiTHAM KOPHUTYBaHHS 03K anpdeHTaHiy.
Amimpunmunin, Hopmpunmunin: QIyKOHa301 NOCHIIOE IO AMITPUIITHIIIHY Ta HOPTPHITHIIHY.
PexOMEHIY€EThCS BUMIpIOBATH KOHLIEHTPALIii S-HOPTPUNTHIiHY Ta/abo S-aMiTpUIITHIIIHY Ha IOYaTKy
xoMbiHoBaHoi Tepamii Ta uyepes 1 TKmeHb. Y pasi HEOOXiMHOCTI CIiJl BIAKOPHTYBATH JO3Yy
aMiTpUIITHIHY/HOPTPUITHIIIHY .

Amcpomepuyun B: onnouacHe 3actocyBaHHS (IyKoHa3omy Ta amQoOTEpHIMHY B iHdikoBaHUM
MHIaM i3 HOpMaTbHEM iMyHITETOM Ta iH}IKOBAHMM MHIIAM 3i 3HIKEHUM IMYHITETOM OPH3BEIO 10
TAK¥X PE3yNbTATiB: HEBEJIUKUN aXUTHBHUN IPOTHrpHOKOBUH epeKT MpH cucremsii iHpekuii C.
albicans, BincyTHiCTh B3acMoail mpu BHyTpimHbouepenHii indexuii Cryptococcus neoformans Ta
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AHTATOHI3M [BOX IpenapaTiB Npu cucTeMHil indexuii Aspergillus fumigatus. Kniniqne 3HaueHHA
pe3yJbTaTiB, OTPUMAHKX Y XOJi X JOCHTiIXNEHb, HEBITOME.

Aumuxoazyianmu; SK i TpH 3acCTOCYBaHHI {HIOMX a30NBHMX HPOTUIPMOKOBUX 3aco0iB, MpH
OIHOYaCHOMY 3acCTOCYBaHHi (rykoHa3only Ta BapdapuHy IMOBIIOMJLUIA NPO BHIAJKH PO3BHTKY
KPOBOTeH (FeMaToM, HOCOBOi KPOBOTEYi, LTy HKOBO-KHIIKOBHX KPOBOTEY, T€MATYDii Ta MEICHH) y
TO€IHAHH] 3 OJJOBXKEHHAM IPOTpoMGiHOBOTO 4acy. [Ipu 0XHOYACHOMY 3aCTOCYBaHHI (uIyKoHa301Ty
Ta BapapuHy CIIOCTEpiranocs IBOKpAaTHE IIJABULIEHHS IIPOTPOMOGIHOBOTO dYacy, iMOBIpHO,
BHACIiIOK TIpUrHiYeHHs Mmerabonismy Bapdapuny uepes CYP2C9. Crix perensHO KOHTPOTIOBATH
IPOTPOMGIHOBHIA 4ac y MAIHEHTIB, AKi OJHOYACHO 3aCTOCOBYIOTH KyMapHHOBi aHTHKOATryJIAHTH.
Moske GyTH HEOOXiqHOIO KOPEKIIis JO3M aHTUKOAryJISHTY.

Benzooiazeninu xopomxoi Oii, Hanpukaao Mmioazonam, mpuazonam. NpU3HAYCHHS ¢dyKoHa3z0Iy
mcas MepopalpHOrO 3acTOCYBaHHS Mijas3ojgaMmy [PH3BOJMIO 1O 3HAYHOTO Ii/(BHINCHHS
KOHIIEHTpaIil Mia3onaMy Ta OO MOCHIEHHsS NCHXOMOTOpHHX edekTiB. OnHovacHe 3aCTOCYBAHHA
qmylconazony y mo3i 200 Mr Ta Migazonamy y mo3i 7,5 Mr TEPOPAITHLHO IPH3BOAMIO A0 i IBULICHHS
AUC Ta nepiony HanieuesieHHs y 3,7 Ta 2,2 pasa Binnosigso. 3actocyBanHs (uykoHasoly y Zo3i
200 Mr/706y Ta 0,25 Mr TpHasonamy IepopalbHO HpH3BomwiIo no migsumenHs AUC Ta nepiony
HanisBuBeneHHS Y 4,4 Ta 2,3 pasa Bimmosinmo. [Ipu oqHOYaCHOMY 3aCTOCYBaHHI (IyKOHA301Iy Ta
TPHa30/IaMy CHOCTEPIranocs HOTEHIIOBaHHS Ta IPOIOHTallis epeKTiB Tpuasonamy.

SIKINO MALi€HTY, SKUH TPOXOMMTH Kypc NiKyBaHHS (IIyKOHA300M, CIiJl OXHOYACHO HPU3HAYUTH
Tepanilo GeH30/ia3eminamMy, 103y OCTAHHIX CJiJl 3MCHIIATH Ta BCTAHOBHTH HAIIEXHUH HATJLAN 3a
CTaHOM Iali€HTa.

Kap6ma3enzu ¢byKoHa301 npnrmr{ye MeTaboi3M KapOamaserniHy Ta CTIpHHMHSIE [iABUINECHHS
piBHS kapGamaseniHy B cHpoBatili kposi Ha 30 %. IcHye PH3HMK PO3BHTKY NpOSBiB TOKCHYHOCTI 3
60Ky KapGamasemniny. Moxe 6yTu HEOOXiZHMM KOPHTYBaHHS JO3M KapOamaselliHy 3alekHO BiJ
piBHS #OTO KOHIIGHTpaNii Ta Ail npenapary.

Broxamopu xanvyicéux xananie: Neski aHTarOHICTH Kaibliio (Hidpemumin, 1cpaJ11m1H aAMJIOJIHIIIH Ta
¢enoauin) MeTa6on13y10Tbc;1 q)epMeHTOM CYP3A4. d)JIyKOHason MOTEHII{HO MOJKe ITiIBUIyBaTH
CHCTEMHY €KCIO3HUILIO 6J101<aT0p113 KaIBLIEBUX KaHaliB. PEKOMEHIOBaHHIA peTENbHUAH MOHITOPHHT
PO3BHUTKY MOOIYHUX peaKiiil.

L]enexoxcuf: TIpy OJHOYACHOMY 3acTOCyBaHHi (ykoHasomy (200 Mr Ha 100y) Ta LeIeKOKCHOY (200
Mr) Cmax Ta AUC nenekokcu0y miasuirysaiucs Ha 68 % ta 134 % sigmosinHo. IIpu ogHOYacHOMY
3acTocyBaHHi Ienekokcuby Ta QuykoHasomy Moxe OyTH HeOOXiIHMM 3MEHIICHHS [O3H
LEIEKOKCHOY BIBIYi.

IJuxnogocgpamio: onHOouacHe 3acTOoCyBaHHs IHuKIopochamigy Ta (rykoHA3OIy MPH3BOAMTE IO
nigBumeHns piBHA OGimipyGiHy Ta KpearTuHiHy B cupoparmi kpoBi. lli mnpemapatd MoXxHA
3aCTOCOBYBATH OJIHOYACHO, 3BAXAIOWH HA PU3MK MiJBMIIEHHS KOHIEHTpauii OimpyOiHy Ta
KpeaTHHiHY B CHpOBaTI.II KpPOBI.

®enmanin: TOBITOM/ILIM IIPO OJMH JIETAGHHUM BHIANOK iHTOKCHKAIii (beHTaHmOM BHACJTiJOK
MOJXJIMBOI B3aeMOZii enTaniny Ta paykonasoiy. JIo TOro X, y JOCIi/KEHHI 3 y4acTio 12 310poBux
J00poBOJBLIB OyJI0 TPOZIEMOHCTPOBAHO, IO ¢iTyKoHa30J1 3HAYHO YIOBINBHIOBAB ENiMiHALiIO
(beHTaHmy ITiaBHINEHHS KOHLIEHTpaii (beHTaHmy MOX€E IIPU3BECTH A0 npnrmqemm JIMXaHHS, TOMY
CIIiJi peTeIbHO KOHTPOIOBATH CTaH manienTta. Moxe 6yTH HEOOXiIHOKO KopeKuis 03U ¢eHTaHiy.
Inzi6imopu I'MI-KoA-pedyxmasu. CymicHe 3aCTOCYBaHHS ¢ayxonaszony Ta inriditopis 'MI'-KoA-
penykTasH, o MeraGomnisytorscs CYP3A4, Taki K aTopBacTaTHH Ta CHMBACTATHH, abo iHribiTopis
I'MTI-KoA-penyxkTasu, mo Merabomnizyrorscs CYP2C9, Takuit sk (pJIyBaCTaTHH (3HIKY€E MeTaboITI3M
CTATHHY B TEYiHIl), TiABUNTY€ PU3HK PO3BUTKY (110303ane>1(n1cr1>) Miomarii Ta pa6110M10n13y V pasi
HEOOXIHOCTI OJHOYACHOTO 3aCTOCYBAHHS IMX IPENapaTiB CIiJ peTEeNsHO CIOCTEpiratd 3a
MalieHTOM LIOJ0 BUHMKHEHHS CHMIITOMIB MiomaTii Ta pa6,u0Mi0JIi3y i TPOBOIUTH MOHITOPHHI piBHS
KpeaTHHKiHa3u. Y BUMAJKY 3HATHOTO [iABHINEHHA PpIBHA KpeaTHHKia3h, a TakKoX MpH
Z[lal"HOCTyBaHHl a6o mimo3pi Ha Miomariro/paGpomioniz sacrocyBanus imribitopis I'MI-KoA-
pedyKTasd ciin npunumHATH. MoXumBo, Gyae moTpiGHe 3HWDKEHHS /1031 imriditopis 'MI'-KoA-
pelyKTas BiAmoBiaHO N0 iHopManii moa0 3acToC




I6pymuni6. Tlomipui inriGitropn CYP3A4, taki sk (UIyKOHa30J, MHiJBHINYIOTH KOHIEHTPAIUIO
i6pyTHHIOy y miasMi KpoBi Ta MOXKyTh 30LIBIIMTH PU3UK TOKCHYHOCTI. SIKmo Takoi komMOiHawil He
MOXHA YHUKHYTH, CJIiJi 3MEHIIMTH 103y i6pyTuniGy 1o 280 Mr 1 pa3 Ha 106y (2 Karncy:m) Ha epioz
3acTOCYBaHHA iHribiTOpa Ta 3a0€3MeYnTH TUIHHUN KIHIYHAHA KOHTPOb.

Isaxagpmop (oxpemo abo 6 nNOCOHAnHI 3 NPeNAPamMAMU MO20 CAMO20 MEPANEEMUYHO20 KNACY).
CynyTHE 3acTOCyBaHHS 3 iBakadTOpoM, MiACHIIOBaYeM MYKOBiCIHIO3HOIO TpaHCMEMOPaHHOTO
peryJsTOpa NPOBiAHOCTI, MiABHIIY€ eKCO3uUILio iBakadTopy B 3 pasH, a rizpokcumeruiisakadptopy
(M1) — y 1,9 pasu. Heobxigno 3MeHmmTya 103y iBakadpTopy (oxpemo abo B komGiHallii) 3rigHo 3
inpopmariero momo 3actocysanHs iBakadgropy (oxpeMo abo B koMOiHaIlii).

Onanapu6 :TlomipHi inri6itopu CYP3A4, Taki sik G:TykoHa301, 361MBIIYIOTH MIIa3MOBi KORIEHTpALIi
onanapuOy; iX OJHOYACHE 3aCTOCYBaHHS HE PEKOMEHIYeThcs. SIKmo Takoi KoMmOiHalii He MOXHa
YHHMKHYTH, IpHiioM ojianapuby ooMexyioTs frozamu 200 Mr 2 pasu Ha 100y .

Imynocynpecopu (HARPUKIAO YUKIOCROPUH, 8ePONIMYC, CUPONIMYC | MAKPORIMYC)

LJuxnocnopun: (GIykoHa30n 3HAYHO migBHurye KoHHeHTpauilo Ta AUC mukmocnopudy. [lpm
O/IHOYACHOMY 3aCTOCYBaHHI (IykoHaszony y n03i 200 mr/moGy Ta IMKIOCHOpHHY y H03i 2,7
Mr/kr/aoby crocrtepiranocs 36insmenns AUC uuxinocnopury y 1,8 pasa. Lli npenapatd MoxHa
3aCTOCOBYBATH OfIHOYACHO 33 YMOBM 3MEHIUICHHS J[03H LHKIOCIOPHHY 3&l€XHO Bil HOro
KOHIIEHTpaIlil.

Eseponimyc: Xoua IOCIiKEHb in Vitro Ta in vivo He IPOBOTUIH, GIyKOHA30]I MOXE ITiIBULILYBATH
KOHIIEHTPALIIIO €BEPOIIMYCY B CHPOBATII KpoBi yepe3 npurHiueHas CYP3A4.

Cuponimyc: QIyKkoHa30] MiBUITY€E KOHUECHTPALIIO CHPOIIMyCY Y IIa3Mi KPOBi, iMOBIPHO, ILISXOM
IpurHideHHs Meraboismy cuponimycy depmentoM CYP3A4 ta P-riikonporeinom. Ii npenaparu
MOXHA 3aCTOCOBYBaTH OJHOYACHO 32 YMOBHM KOPUTYBaHHA JO3H CHPOJIMYCY 3aJI€XHO Bil piBHS
KOHIIEHTpaIlil Ta eeKTiB mpenapary.

Taxponimyc: $GIyKOHA30] MOXKE MiJIBHILYBATH KOHIEHTpAIl TAKpOIMyCy B CHPOBATI KPOBi 10 5
pasiB Ipu HOro IEpopalbHOMY 3aCTOCYyBAaHHI depe3 IPUTHiYEHHA MeTaboNli3My TaKposiMmycy
depmenTom CYP3A4 y xumeunuky. [Ipd BHyTpiMIHFOBEHHOMY 3aCTOCYBaHHi TaKpOJiMycCy He
CIOCTepiranocs 3Ha4YHMX 3MiH (apMakokiHeTuku. ITigBHINeHi piBHI TakpoliMycy acOIIOIOTHCH 3
HepPOTOKCHUHICTIO. J[03y TAKpOIIMyCy Ui HepopaIbHOTO 3aCTOCYBAHHS CIIL 3HMXKYBATH 3AIEKHO
BiJl KOHIIEHTpaLil TaKpoIiMycy.

Josapman: GaykoHa3on NpHUrHidye MeTaGomi3M Jo3apTaHy A0 HOro aKTHBHOrO MeTabommiTy
(E-31 74), mo 3yMOBmMOE Gibly 4aCTHHY aHTaroHi3My JO penenTtopis anriorensusy II mix wac
3aCTOCYBaHHS JI03apTaHy. PeKOMEHIOBAaHO 3AiliCHIOBATH IOCTIHHMH MOHITOpHHI apTepiajbHOrO
THCKY y IAIli€HTIB.

Jypasudon. Tlomipui imri6itopu CYP3A4, Taki sk ¢oykoHa30], MOXyTb IIiBHILYBaTH
KOHLEHTPAIUIO JIypasuIoHy B IUIa3Mi. SIKIO HEMOXJIMBO YHHUKHYTH OJHOYACHOrO 3aCTOCYBaHHS,
CIIi[ 3MEHIIMTH J03Y JypPa3suIOHy, K 3a3Ha4eHOo B iHdopmamii Mmoo 3acToCy BaHHs JIy pasu/IOHy .
Memaooun: $IyKkoHa301 MOXe IiJBAIIYBATH KOHLEHTPALil0 METaNOHy y CHpOBarii KpoBi. IIpu
OIHOYAaCHOMY 3aCTOCYBaHHi METa0HY Ta (IIyKOHa30Iy Moxe OyTH HEOOXiIHMM KOPHUIyBaHHS JO3H
METaIoHY.

Hecmepoioni npomusananeni npenapamu (HII3II): TIpE OJHOYACHOMY 3aCTOCYBaHHi 3
dmyxonasonoM Cmex Ta AUC ¢uyp6inpodeny mizsuimysammcs Ha 23 % Ta 81 % BignosimHo
TIOPiBHSHO 3 Bi/MOBIIHMMM TMOKA3HMKAMH IIPH 3aCTOCYBaHHI TinbkH (rypbinmpodeny. AnanoriyHo
IIPH OHOYACHOMY 3aCTOCYBaHHi (IyKoHa30Iy 3 paueMiqHuM iGynpoderom (400 mr) Cmax Ta AUC
apmakoJIoTiuHO aKTHUBHOTO i30Mepy S-(+)-ibympodeny minsuimryamuca Ha 15 % T1a 82 %
BiAIOBiTHO TIOPIBHSAHO 3 TAKHMH MOKA3HUKAMH [IPY 3aCTOCYBaHHI TibKH palieMidHoro ibynpodeny.
Xoua crenmianbHUX AOCIIKEHb HE HMPOBOMMIM, (IyKOHA30Jl HOTEHUiHHO 3JaTHHH IIiIBHILYBaTH
cucTeMHy excrosunito immmx HIT3II, mo Mmerta6omnisyorscs CYP2C9 (Hanpukiaj HampoKCeHy,
JIOPHOKCHKaMy, MeEIOKCHKaMy, AuKiIopeHaky). PekoMeHZOBaHO mNeEpiofM4YHO 3HiACHIOBATH
MOHITOPHHT TIOGIYHMX peakiliif Ta TOKCHYHHUX NposBiB, moB’s3anmx i3 HIISIL. Moxe sHagoburucs
xopuryBanHs no3u HIT3IT.

Y3rofkeHo 3 Matepianamm
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Denimoin: (IyKoHa301 MpurHidye metabomism ¢eHitoiHy B mewinni. OnHovacne Garatopasose
3actocyBanHss 200 Mr ¢uykonazomy ta 250 Mr ¢QeHiToiHy BHYTPIIIHROBEHHO NPHU3BOJHUTE [0
migsumenHs AUCz2s denitoiny Ha 75 % 1a Cmin Ha 128 %. IIpu ogHOYacHOMY 3aCTOCYBaHHI LMX
NikapchKUX 3aco6iB CIL MPOBOAUTH MOHITOPHHI KOHIEHTpalii eHiToiHy y cupoBaTii KpoBi M
YHHKHEHHS PO3BHTKY TOKCHYHOI fii QeHITOIHY.

IIpednizon; MOBIMOMJIUIA NIPO BHNANOK, KOMU Y MAllieHTa MiCIs TPAaHCILIAHTAlil NeYiHKM Ha T
3aCTOCYBAaHHS MPEIHI30Hy PO3BHHYJIACA rOCTpa HENOCTATHICTh KOPH HAJHMPKOBHX 3a103, INO
BUHMKJIA IICIIA [PHUIMHEHHS TPHUMICAYHOrO Kypcy Tepamii ¢uykoHasonoM. Ilpunuuenss
3acTocyBaHHs (IIyKOHA30.Ly, IMOBipHO, criprauHMIO mocuiaeHHs akTuBHOCTI CYP3 A4, mo npusseno
JI0 IIPUCKOPEHHs MeTabomisMy mpenHizony. Clif peTensHo CTeXHUTH 3a NMallieHTaMH, SKi IpOTAroM
TPMBAJIOr0 4acy OJHOYACHO 3aCTOCOBYIOTH (IIyKOHa301 Ta IPEJHI30H, 3 METOI MONEPEHKEHHS
PO3BHTKY HEJOCTATHOCTI KOPH HAJHMPKOBHX 341103 IIiC/I IPUIMHEHHS 3aCTOCYBaHHA (IIyKOHA30ITy.
Pugpabymun: irykoHason IiIBHILye€ KOHLEHTpauito pudalyTHHY B CHpOBATLi KpOBi, IO
npusBoguth 10 36inbmenns AUC pudabytuny no 80 %. Ilpm omsOdacHOMY 3aCTOCYBaHHi
dyxonazoy Ta pudabyTHHY MOBIIOMIISIIA IIPO BUMAAKH PO3BHTKY yBeiTy. Ilpu 3acTocyBanHi Takoi
KOMOiHAIT TiKapchKuX 3aco6iB Ci1ig Gpaty 10 yBaru CUMITOMH TOKCHYHOT Aii puaby THHY.
Caxginasip: ¢ayxonason migsumye AUC Ta Cmax caxBiHaBipy mnpubmuszsHo Ha 50 % T1a 55 %
Bi/IMOBiZHO Yepe3 npHurHideHHs MeTaGoni3sMy caxBinaBipy y nediHni pepmentom CYP3A4 Ta yepes
inribysanns P-riikomporteiny. Bzaemonii Mix ¢iykoHa3omoM Ta cakBiHaBipoM/PHTOHABIpOM HeE
JOCHi/KyBaaMCsA, TOMy BOHH MOXYTh OyTH Oinbln BHpaKEHHMH. Moxe Oyt HeoOXimHHM
KOPHUTYBaHHS JO3H CaKBiHaBipy.

Ioxioni cynvgponincewosunu: TPH OTHOYACHOMY 3acTocyBaHHI (uykoHason mposonrye Tz
NepopalbHAX TNOXiZHHX CYIbOHIICEYOBMHH (XJIOpIpomaMify, TINibeHKIaMixy, IIHMmi3ugy Ta
TonbyTamMixy) mpH iX 3aCTOCYBaHHi 310POBHM AOOPOBOIBILIM. PeKOMEHIye€ThCA POBOAUTH YacCTHiA
KOHTpOJIb [VIIOKO3H B KPOBi Ta BiANOBiTHAM YMHOM 3HW)KYBAaTH 103y MOXiTHUX CyIbPOHIICEIOBHHA
IIpH OJJTHOYACHOMY 3aCTOCYBaHHI 3 (PIIyKOHA30JIOM.

Teoginin: y mnaaneGo-KOHTPOILOBAHOMY JOCTIIXKEHHI B3a€eMOAIl Mpemaparis 3acTOCYBaHHI
dyxorazomy mo 200 Mr potsrom 14 nHiB IPU3BENO 0 SHIXKEHHS CEPERHBOTO KIIipeHCY Teodiminy
y ma3mi kposi Ha 18 %. 3a nanienTamu, ki 3aCTOCOBYIOTE TeO(LIIH y BECOKHX 1103aX ab0 sSKi MAIOTH
TiJBUINEHUM PU3MK PO3BUTKY TOKCHYHHX IpPOsBIiB Teo®iliHy 3 iHIIMX NPUYHMH, CJiJi BCTAHOBHTH
HarJBA MO0 BHSABJICHHS O3HAK PO3BUTKY TOKCHYHOI Aii Teodininy. Teparito cii 3MiHHTH IpH IOSBI
O3HaK TOKCHYHOCTI.

Togayumuni6: BB ToQaUMTHHIOY 3pOCTac HPH OJHOYACHOMY 3aCTOCYBaHHI 3 JIKapCHKUMH
3acobaMy, ski mpu3BoAaTe o mnomipHoro iHriOysamas CYP3A4 Tta moTyxHoro inriGyBaHHs
CYP2C19 (sanpuxnan ¢prykonason). ToMy peKOMEHI0BaHO 3MEHIMUTH J03y TohauuTuHiOy 10 5 Mr
1 pa3 Ha o0y B KOMOIHAI[isX 3 IUMHU IperapaTaMH.

Toneéanman. EXCIIO3MIIA TONBaNTaHy 3Ha4HO 30LtbImyeThes (200 % 3a nokasnukom AUC; 80 % 3a
NOKa3HAKOM Cmax) IPH OAHOYACHOMY 3acTOCyBaHHi TonBanTaHy, cyberpary CYP3A4, i3
dnyxonazonoM, nomipamm iHriGiropom CYP3A4, i3 pusuxoM 3Ha4HOro 36GinbIEHHSA MOGI4HHX
peaxiiiii, 0co6MBO Aiype3y, Aeriapararii Ta roctpoi HAPKOBOI HEJJOCTATHOCTI. ¥ pa3i OJHOYaCHOTO
3aCTOCYBAHHsI, [03y TOJBANTAHy CIiJ 3MEHIIMTH BiILOBIAHO 10 iHPopMamii npo NpU3HAYECHHA
TOJBANTAHY, 8 TAKOX CJIiJ] PETENBHO CIIOCTEPIraTH 3a CTAHOM MAIiEHTA MOAO OyAb-AKHUX MoGiIHUX
peaxiriif, MOB’ I3aHUX i3 TONBANTAHOM.

Ankanoiou 6apeinxy: xo4a BiMOBIIHMX JOCII/HKEHD HE IPOBOAIIH, (IIyKOHA30]1, iIMOBipHO, Yepes3
inriGysanns CYP3A4, Moxe CIPUYHHATH [T IBULICHHS KOHIICHTPAIIil aKaaoiis 6apBiHKy y mia3Mi
KpOBi (HaIpyKJIaa BIHKPUCTHHY Ta BiHOMAaCTHHY), IO NPU3BOMUTE A0 PO3BUTKY HEHPOTOKCHYHHX
e(eKTiB.

Bimamin A: oBiAOMIISIIH, IO Y NAIli€HTA, SKUi OJHOYACHO 3aCTOCOBYBAB TPAHCPETHHOEBY KHUCIIOTY
(xucnorHa opma BiTaminy A) Ta (urykoHazoln, crocTepiranucs mobiuni peakmii 3 6oxy LHC y
¢dopmi [ICEBIOTYMOPY TOJOBHOTO MO3KY; nanuii epexT 3HUK micns BiaMiHM ¢urykoHasomy. Lli
MiKapceKi 3aco0M MOXKHA 3aCTOCOBYBATH OJHOYACHO, ae cmz( nam’ATaTd NpO PU3HK BUHAKHCHHS

noOiYHUX peaxiliif 3 60 HC.
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Bopuxonaszon (inzioimop CYP2C9 ma CYP3A4): oaHo4acHe 3aCTOCYBaHHsS BOPHKOHA30Iy
nepopanbHo (110 400 Mr xoxHi 12 rogus npotsarom 1 nus, notimM mo 200 Mr koxHi 12 roauH mpoTsrom
2,5 nus) Ta daaykonasony nepopaibHo (400 Mr B mepiumii JeHb, T0TiM 1m0 200 Mr KoXHi 24 roauHu
npotsaroM 4 nHiB) 8 3M0poBHM JOGPOBONBISAM YOIOBIHOT CTATi NPU3BENO N0 MiABHIIEHHS Cmax Ta
AUC, BoprkoHa3ony B cepeaabomy 10 57 % (90 % JI: 20 %, 107 %) ta 79 % (90 % [I1: 40 %, 128
%) BimmomigHo. HeBigoMo, uM NpPH3BOAMTH 3HIDKEHHSA J03M Ta/ab0 YacTOTH 3aCTOCYBaHHA
BOPHKOHA301Iy 260 (IyKoHa301Iy N0 yCyHeHHs Takoro edexry. IIpu 3acToCyBaHHI BOPHKOHA30IY
micis  GIyKOHA30My CIiJl HPOBOAMTH CHOCTEPEXEHHS IIOAO PO3BHTKY MOGIYHHX eQeKTis,
IIOB’ 13aHUX 13 BOPUKOHA30JI0M.

3uooeyoun: diykonason migsuimye Cmax Ta AUC 3umoByauHy Ha 84 % Ta 74 % BinosiaHo, mo
3YMOBJICHO 3HIDKCHHSAM KIIPEHCY 3UIOBYIMHY NpuOma3HO Ha 45 % npu #oro mepopaabHOMY
3acTocyBaHHi. TY2 3umoBymHy GYB TakoX HOZOBXeHHH npubam3HO Ha 128 % micis 3acToCyBaHHS
KoMGiHauii (ykoHa3oNy Ta 3MIOBYAMHY. 3a NALI€HTAMH, fKi 3aCTOCOBYIOTh TaKy KOMOiHaliio
JiKapchKHX 3acoGiB, CIiJl CHOCTepiraTd IOJO PO3BHTKY MOGIYHHX peakiii, MoB’s3aHuX i3
3aCTOCYBaHHAM 3UAOBYIUHY. MOXHA PO3IIISIHY TH JOLINIBHICTh 3HWKCHHS {O3H 3U/IOBY IUHY .
Asumpomiyun: 'y XOmlI BIIKPHTOTO PAHAOMI30BAHOTO TPHOXCTOPOHHBOTO MEPEXPECHOTO
JOCII/KEHHS, B IKOMY B3IH y4acTh 18 310poBHX A0GPOBOIBLIIB, OLiHIOBAIN BILTHB a3HTPOMILUHY
Ta QIIyKoHa30y Ha GpapMaKOKiHETHKY OJHH OJHOIO IIPH iX OMHOYACHOMY IIEPOPAILHOMY pasoBOMY
3acTocyBaHHi y go3ax 1200 mr ta 800 mr BimmoizHo. XKomHHX 3HAUymuX (apMaKoKiHETHIHHX
B3a€MO/Iiii BUABIECHO He OyJIo.

Iepopanvhi kowmpayenmugu: npoBoaunn 2 GapMaKOKiHETHIHHX IOCITI/PKEHHS 0araTopasoBOro
3acTocyBaHHS (IIYKOHA30Ty Ta KOMGIHOBAHOTO MepopaibHOro KoHTpanentusa. [Ipu 3acTocyBaHHi
duykoHazomy y mo3i 50 Mr BIIMBY Ha piBeHb TOPMOHIB He OyNO, TOZi K NPH 3aCTOCYBaHHI
dykoHazomy y no3i 200 Mr Ha n06y crocrepiranocs 36insmenns AUC erudinecrpagiony Ha 40 %
Ta JIeROHOprecTpey — Ha 24 %. Ie cBiUnTH HpO Te, 110 GaraTopas’oBe 3aCTOCYBaHHs (IIyKOHa30ILy
y 3a3HauEHMX J03aX HABPS/l YH MOXE BIUIMBATH Ha e(eKTUBHICTH KOMOIHOBAaHOTO [EPOPATBHOTO
KOHTpAIleNTHBA.

Ocobnueocmi 3acmocy8anna.
Jlepmamogpimisn. Binmopiamo 10 pe3ynbTaTiB HOCTIKESHHS (IyKOHA30Imy JUIA JIKyBaHHS
nepMaToditii y miTel, $IyKOHA30] HE NepeBULIye rpu3eodyIbBiH 32 ePEeKTUBHICTIO 1 3aranbHUH
nokasHuK edexTuBHOCTI craHoBUTH MeHImEe 20 %. Tomy TMudnazos® He cin 3acTocoByBaTd UL
JKYBaHHA JepMaToQiTii.
Kpunmoxoxos. Jloxasis edextuBrHOCTI ¢urykoHasony 1A JiKyBaHHS KPHUITOKOKO3y IHINMX
noxanizariii (HanpuKIaj JET€HEBOr0 KPUITOKOKO3Y Ta KPHITOKOKO3Yy HIKIpH) HEAOCTaTHBO, TOMY
PEKOMEHIAIIil MOX0 peXUMy 03yBaHHS JUIA JIiKyBaHHs TAKHX 3aXBOPIOBaHb HEMAE.
Tuboxri endemiuni mixosu. Jloxasip edextusHOCTI rykoHa3omMy M JNiKyBaHHs iHmmX (Gopm
eHIEMIYHMX MiKO3iB, TAKHMX SK NAPaKOKIHiOiMOMIKO3, TiCTOMIa3MO3 Ta IIKipHO-TiM(paTH4HUi
CIIOPOTPHX03, HEJAOCTATHEO, TOMY PEKOMEHALM MIOJ0 PEXMMY NO3YBaHHS I JIKyBaHHS TAKHUX
3aXBOPIOBAHb HEMAE.
Hupxosa cucmema. TlanienTtam i3 nopyureHssMu (QyHKIii HIpPOK Mpemapar CiiJ 3aCTOCOBYBATH 3
obepexHicTIo (IuB. po3ain «Croci6 3acTocyBaHHS Ta JO3M)).
Hedocmamuicme Hadnupkoeux 3ano03. KeTOKOHa30l, fK BiZOMO, CIPHYHHAE HENOCTATHICTH
HA[HUPKOBUX 3aJI03, i Ile TAKOX MOXKE CTOCYBaTHCs (IyKOHa30Iy, X0Ya CIIOCTEPIra€Thes PilKo.
HemocTaTHICTh HAMHHPKOBHX 3aJ103, ITOB’3aHa 3 OJHOYACHAM JIIKyBaHHAM NPEHI30HOM, OIIUCAHA B
posgim «B3aemomis 3 immmmu ikapcekum# 3acobamm Ta iHmi BAaM B3aeMonid. Brums
¢yxoHa30ly Ha iHII JiKapchKi 3aco0m».
T'enamob6iniapna cucmema. Tlamientam i3 nopymeHHsMH QyHKNil mediHka mnpenapar Ciuil
3aCTOCOBYBaTH 3 OOEpEXHICTIO. 3acTocyBaHHS (IIYKOHA30lly acOLIIOBAIOCH 3 BHHHKHCHHAM
DIOKICHEX BMIAJKiB PO3BHTKY TSDKKOI TIeNAaTOTOKCHYHOCTI, BKIIOYAIOUM JICTAIbHI BHIIA/KH,
FOJIOBHAM YHMHOM Yy TNALIEHTIB i3 TSKKAMY OCHOBHMMH 3aXBOPIOBAHHSAMH. Y BHIAJKaX, KOJH
PO3BHUTOK I€aTOTOKCHYHOCTI ITOB’SI3yBaBCA 13 3aCTOCYBaHH a30i1y, He OyJIo BiI3HAYEHO il
Y arofpKeHo 3 MaTepianami ' //
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SBHOI 3aJIEKHOCTI BiJ{ 3araipHOi JOOOBOI J03W IIperapary, TpHBAJIOCTi Teparii, cTaTi abo Biky
maniedTa. 3a3BU4all reNaTOTOKCHYHICTh, CIpHYHHEHa (UIyKoHa30JI0M, 00OpOTHa, a ii IpOsBH
3HHKAIOTH MiC/Is MPUIHUHEHHS Tepamii.

3a manieHTamMu, y SKMX [OpH 3aCTOCYBaHHI (IyKOHA30Iy CIOCTEPIraloThC BiIXUIICHHS PE3y IbTaTiB
GyHKIIOHATBPHUX NpOO NEYiHKM, CIiJ BCTAHOBHTH DPETENbHUH HAIJI IIOJO PO3BHUTKY OLIbIN
TSOKKOTO YPaXKCHHS NIEYiHKH.

MamienTiB cmig mpoindopMyBaTi PO CHMIITOMH, IO MOXYTh CBITYUTH NPO CepiO3HUH BIUIMB Ha
nedinky (BUpaXeHa acTeHis, aHOpeKcis, IocCTiliHa Hyqo0Ta, OMOBaHHSA Ta KOBTAHUIA). Y TakoMy
BHUIAKY 3aCTOCYBaHHA (IYKOHA30Iy CIIiX HErafHO MPUIUHATH Ta IPOKOHCYIBTYBATHCS 3 JIKApEM.
Cepyeso-cyounna cucmema. Jlesxi asomu, y ToMy 4uMcIi i (IyKOHa30d, AacOLIIOXOTECA 3
noposxenHaM inTepsany QT Ha enekrpoxapaiorpami. dmykoraszon nogosxye inTeppai QT musxom
NpUTHIYEHHS BUOpAMILTOYoro katiesoro kaHaimy (Ik). [lomoexenns intepsamy QT BHacmimox aii
immux JikapchkMX 3aco0iB  (HAMpHKIa aMiogapoHy) MOXe IIOCHITIOBaTHCA Yy Pe3yJbTaTi
npurHiuenHs ¢epmenty CYP3A4 umuroxpomy P450. IToBizomisuia npo AyXke PiAKiCHI BHIAIKHU
nogosxkeHHs inTepBany QT Ta MapoKCH3MAIBHOI LIUIyHOYKOBOI TaxikapAii THIly «HipyeT» HpH
3actocyBanHi npemapary Judnason®. Taki MmoBimoMIIEHHS CTOCYBANMCHA MAUi€HTIB i3 THKKHMH
3aXBOPIOBAHHSMH IIPH MOENHAHHI 6araTboX $HaKTopiB pU3NKY, TAKAMH K CTPYKTYPHi 3aXBOPIOBAHHS
cepIis, MOPYLIEHHS EIEKTPOJIITHOro 0OMiHY Ta 0JJHOYACHE 3aCTOCYBAHHS iHINHUX JiKapChKUX 3aco0iB,
mo BmmBaroTs, Ha iaTepBan QT. [lamieHTH 3 rinoKamieMi€l0 Ta IPOrPECYIOYOI0 CEPLIEBOIO
HEJOCTATHICTIO MAlOTh INIBMINCHHH PH3MK BHHUKHCHHS 3arpO3JHMBHX JUIS XKHTTS IILIYHOYKOBHX
ApUTMil Ta IapOKCH3MAJIBHOI NLTYHOYKOBOI TaXikapii THIy «IIpyeT».

JTndnazon® cuig 3 oGEpexHIiCTIO 3aCTOCOBYBATH MAIiCHTAaM i3 PU3UKOM PO3BHTKY aApHTMIil.
OpnHodacHe 3aCTOCYBaHHS pa3oM i3 JIKapCBKMMH 3aco0amu, Mo MOAOBKYIOTh iHTepBan QTc Ta
MeTaboni3yloTeca 3a gomnomororo (depmenty CYP3A4 muroxpomy P450, mpormmoxasane (IuB.
posnainn «IIpoTHnokazaHHa» Ta «B3aemofis 3 iHIUMH JiKapCHKUMH 3aco0aMM Ta iHIN BHIM
B3aEMOJIIi» ).

Tanogpanmpun. Tanodantpun € cyberpatom pepmenty CYP3A4 i monosikye intepBan QTc mpu
3aCTOCYBaHHI Y pEKOMEHIOBAHUX TEPAIEBTHYHUX 103ax. OTHOYAaCHE 3aCTOCYBaHHS ratoQaHTpUHy
Ta QIIyKOHA30]Ty HE peKOMEeHAy€EThes (auB. po3ain « B3aemonis 3 iHIIMMY TikapChKMMH 3aco0aMu Ta
iHITI BUIM B3a€MOIII»).

Jepmamonoziuni peaxyii. Tlix 9ac 3actrocyBaHHs (IIyKOHa30Iy PifIkO NOBIJOMIISIM NIPO PO3BHTOK
TakuX eKkc(ojiaTMBHHX MKipHMX peaknifi sk cuaapoM CriBeHca-/[KOHCOHA Ta TOKCHYHUM
emigepMatpHuii Hekponis. IloBizoMisiocs Npo MeAHKAMEHTO3HY peakiiio 3 eo3uHodimiero i
cuctemaumu mpossamu (DRESS). IMamientn 31 CHIJoM 6inbIn CXMBHI A0 PO3BHMTKY TSKKHX
IIKipHMX peaKIiii IIpH 3acTOCYyBaHHi OaraTthox Jikapchkux 3acobiB. SIkmo y mnalmieHTa i3
IIOBEPXHEBOIO TPHOKOBOIO iHQEKIi€l0 3 SBISIOTBCS BHCHIAHHSA, IOO MOXHA IIOB’S3aTH i3
3acTOCYBaHHAM (IIyKOHA30/y, IOJaJIblile 3aCTOCYBaHHS Npenapary cClif HpuouHETH. fKimo y
TalicHTa 3 iHBA3MBHOK/CHCTEMHOIO IPHOKOBOIO iHQEKINEIO 3’ ABIAIOTHCS BUCHIIAHHS HA INKipi, 38
HOro cTaHoM MOTPIOHO PETENHHO CIIOCTEPIraTd, a y BUMAIKy PO3BHTKY OyJIbO3HHMX BHCHIIAHBL a00
MyJIsTHGOPMHOI EPUTEMH 3aCTOCYBaHHS (IIyKOHA30My CIifi IPHIIHHATH.

Tinepuymausicmp. Y piAKICHEX BUIAIKaX MOBiJOMILLIOCS PO PO3BHTOK aHA(MINAKTHYHUX peaKIlii
(muB. posxin «IIporunoxasaHas»).

Lumoxpom P450. ®ayxounason € nomipauM inriGiropom pepmenty CYP2C9 ta pepmenty CYP3A4.
Takox ¢aykoHazon € noTyxHuM inriditopom dpepmenty CYP2C19. Crix cnoctepiratu 3a CTaHOM
TNamieHTiB, SKi OMHOYACHO 3acTocoBYIOTh J{udna3on® Ta mpemapaTd 3 By3bKAM TepaleBTHIHAM
BikHOM, 0 MeTaboi3yIoThes 3 yyacTio CYP2C19 ta CYP3A4 (mzuB. po3ain «BsaeMonis 3 iHImMME
JTiKapCHKUMH 3ac00aMH Ta iHIII BAIAM B3a€MOIIH» ).

Teppenaoun. Cnin peTesbHO CIOCTEPIraTd 3a CTAHOM MAI€HTIB PH OJHOYACHOMY 3aCTOCYBAHHI
tepdenaauuy Ta ¢irykonasony y xo3i MeHire 400 mr Ha 100y (auB. pos3aimu «IIporumokasanus» Ta
«B3aemMonis 3 iHINMMH JTIKAPCHKUMHM 3acO0aMHK Ta iHIII BUIN B3a€MOMIH»).

Kanoudos. {ocikeHHs noKaszany 30UIbIeHHS nomupeHocTi iHdexkiiit inmumu Bunamu Candida,
kpim Candida albicans. BoHn 4acTo CTiiiKi 3a CBO€IO NPUPOLIOIO (Hal (nanpuxnan Candida krusei ta
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Candida auris) a0 BUSBISIOTH 3HIKEHY 4y TiHBicTh A0 ¢uykoHasony (Candida glabrata). Taxi
iH(eKii MOXKyTh BUMAraTd albTEPHATUBHOI MPOTUIPHOKOBOI Tepallii, 10 € HACiKOM BiIMOBH BiJi
3acTOCyBaHHA (aykoHa301y. ToMy pPeKOMEHIYEThCS BPaXOBYBAaTH MOINMPEHICTH PE3HCTCHTHOCTI
pisHux BuniB Candida no ¢pirykoHa30IIy.

Jlonomincni peuosunu. Ilpemapar MicTuTh naxro3y. [lamieHTaM 3 piAKICHHMHM CHaJKOBHUMH
3aXBOPIOBAHHAMH, TAKMMH SK HENEpPeHOCHMICTh TajlakTO3H, HEIOCTAaTHICTh jakTasu Jlanma Tta
MaibabcopOILis IIFOKO3M-TaTaKTO3H, HE CITiJl 3aCTOCOBYBATH LI€H Impenapar.

3acmocyeanns y nepiod éazimnocmi abo 200y8anHs 2pyooi0.

KinKu penpoOoyKmugHo20 GiKy

Ilepen moYaTKOM JIIKYBaHHS MALIEHTKY CIi MpoiHGOpMyBaTH PO NOTEHIIHHAN PU3HUK IS [LUI0/IA.
[Mlicns 3acTOCyBaHHS OHOPA30BOi MO3M PEKOMEHIYEThCS BHTPHMATH IIEPiOA BHBEACHHS
¢ykoHazoy, sikuil CTaHOBUTHh 1 TDKAEHp (IMO Bigmosimae 5-6 mepioJaM HaMiBBHBEICHHS), 1O
HACTAHHS BariTHOCTI (AMB. po3ain «PapMaKkoOKiHETHKAY ).

V pasi 6ibm TpUBATHX KypCiB JKyBaHHS MOYXHA PO3IJISHYTH BHKOPHCTaHHS KOHTPALEIIl IS
*KIHOK pempoJyKTHBHOIO BiKy Il 4ac yChOro Iepioxy JiKyBaHHS Ta NIPOTATroM 1 TIXKHS Micis
OCTaHHBOI JO3H.

Bazimuicme

3a qaHuME 06CEpBAIiIHHOTO JOCTIKEHHS, ICHY€ i IBULICHHUI PU3UK CIIOHTAHHOTO a00pTy y KIiHOK,
AKi oTpuMyBanH ¢urykoHaszon mporsrom I ta/aGo II TpumecTpy BariTHOCTi, MOPIBHSHO 3 TAKUM Y
XKIHOK, IKi HEe OTpUMYBAIH (ITyKOHA30] ab0 3aCTOCOBYBAIM MICIEBi a30]1H IPOTATOM TOTO CaMOro
nepiozy.

Jlani mono KiTbKOX THCSY BAriTHHX JKIHOK, AKI OTPHMYBQIH KyMyJSTHBIy ao3y < 150 mr
¢aykonaszouy B I TpuMecTpi, He CBiYaTh PO 30iTbIICHHS 3araabHOTO PU3MKY BaJl PO3BUTKY ILIOJA.
B ofHOMY BEJIHMKOMY CHOCTEPEXEHHI IPyMOBOTO JOCTIHKEHHS BILIHB IEPOPATBHOTO (GIIyKOHA30Iy
B | TpumecTpi OyB mOB’s3aHUM 3 HEBENHKUM NIIBUINCHHAM PH3HKY HOPYLIEHBL OIIOPHO-PYXOBOTO
amapary, Io Bifnosizae npuGimsHo 1 momarkoBoMmy Bumanaky Ha 1000 xiHOK, sIKi OTpUMYBaIM
KYMYJISITHBHI 7030 < 450 Mr, MOPIBHSHO 3 XiHKaMH, AKi OTPHMYBATH JOKAIbHI a301H, i mpuGiuzHo
4 nmopatkoBi Bumaakd Ha 1000 XiHOK, sSKi OTpMMYBaTH KyMyJISATHBHI J03H moHan 450 Mr.
Bigxopurosauuii BimHOCHMA pusuk cranoBuB 1,29 (95 % [I: 1,05-1,58) y pasi mpuitomy 150 mr
dayxonazoy nepopansHo Ta 1,98 (95 % MI: 1,23-3,17) y pasi 3actocyBaHHs 103 noHany 450 mr
¢byxoHa30ITy.

HasieHi enizemiosnoriyni AociikeHAs OO0 PO3BUTKY Bal ceplid MPH 3aCTOCyBaHHI (urykoHa3omy
M 4Yac BariTHOCTI [JalOTh CyNEpewIMBi pe3yibrard. IIpore MeraaHamis 5 o6ceppamiiiHux
IOCTiIKEeHb, MPOBEACHHX 3a YYACTIO KiIbKOX THUCSY BariTHHUX XiHOK, AIKi OTpHMYyBanH ¢IyKoHa301
NpOTAroM I TpUMeCTpy BariTHOCTI, BUSBUB I1iABUINCHHS PH3UKY BUHUKHEHHS BaJl CEPLS Y HEMOBJIT
B 1,82 pa3su HOpiBHAHO 3 TaKMM y HEMOBJIAT, MaTepi SKUX HE OTpUMYBaaM (iryKoHason Ta/abo
3aCTOCOBYBaJIM MICIIEBi a30JIH.

Y 3BiTax ONMCYIOTHCS BPOKEHI BaAd y HEMOBJIAT, Marepi SKHX OTPUMYBAIH BHUCOKi f03u (400-
800 Mr/meHs) (IykoHa30y Mig dac BariTHOCTI mporsaroM 3 micsniB aGo Gimpime i JMiKyBaHHS
KOKIMioimoMiko3y. Bpomkeni marosorii y HOBOHApOMKEHHMX BKIIOYAIOTH IHMCILIA3II0 BYIIHOI
PaKOBMHH, HaJMipHE 30iNbUICHHSA IEPEAHBOrO TiM’SYKa, BHKPHUBICHHS CTETHOBOI KICTKM Ta
TUICYOTIKTHOBHI CHHOCTO3.

[IpHYMHHO-HACTIAKOBHUM 3B’SI30K MK 3aCTOCYBaHHAM (IYKOHA30Jy Ta LIUMHM BHIAJKaMH HE
BU3HAYCHUH.

He cmix 3acTocoByBaTH 3BHMUaiiHi [03H (IyKOHA30JIy Ta KOPOTKOTPHBAi KypCH JIKyBaHHS
¢IyKOHA30JI0M y IIEpioA BariTHOCTI, 32 BAHATKOM KpaifHBOi HEOOXiTHOCTI.

He cri 3acTocoByBaTH BHCOKI J1034 (IlyKOHA30J1y Ta/abo TpUBali KypcH JIiKyBaHHS (QIyKOHA3010M
y TIepioJ] BariTHOCTI, 38 BUHATKOM JIiKyBaHHS iHGeKIii, N0 HOTEeHIIHHO 3arpoXKyOTh KHUTTIO.
Iepiod 200yeanus 2pydoio

®iTykoHA3011 MPOHHUKAE Y IPY IHE MOJIOKO Ta JOCSArac KOHIEHTpawii HoaiOHoi o piBHS y mia3Mi KpoBi
(muB. po3min «®apmakokineTrka»). ['0fyBaHHs IPYLII0 MOXHA MPOJOBXKYBATH MICIs Pa3oBOro
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3aCTOCYBaHHS 3BHYaiiHOI m03u ¢iykoHasomy, mo craHoBUTh 150 Mr. I'oxyBaHHs TpyLmo HE
PeKOMEH/Iy€ThCS TIPH 6araTopasoBoMy 3acTOCYBaHHi (iTykoHa30y abo Ipy 3aCTOCYBaHH] BHCOKHX
103 daykonasony. CiiJl OMiHATH KOPUCTH TOXyBAaHHSA TPYUTIO JUIs PO3BATKY 1 310POB’S JUTHHH, 2
TaKoX KIiHiuHy moTpeOy MaTepi y mpemnapari JHudmazon® i Gyab-axi noTeHuiiHi noGiuni edextn
npenapary a60 OCHOBHOTO 3aXBOPIOBaHHS MaTepi IS IUTHHH, AKa OTPUMYE IPYTHE BATONOBY BAHHSL.
DepmubHiCMb

dIyKOHA30I HE BILIMBAE HA GEPTHILHICTH CAMIliB Ta CAMOK IYPIB.

30amuicme eniueamu Ha WEUOKICMb peaxyil npu KepyéanHi agmomparncnopmom abo iHwumu
Mexanizmamu.

Jlocnimxens BuEBy npenapary Jludnason® Ha 3aTHICTS KepyBaTH aBTOTPAHCIIOPTOM ab0 IHIIMMH
MeXaHi3MaM# He TPOBOIMIIH.

TauienTie cnifg npoindopMyBaT# PO MOXIMBICTH PO3BHTKY 3aIllaMOpOdYeHHS abo CYJOM I dac
3aCTOCOBYBAHHSI IIpenapary JMudnazon® (qus. posain «Ilo6Giuni peaxuii»). [Ipy po3BHUTKY Takux
CHMITOMIB He peKOMEHTYETECS KEPYBATH aBTOTPAHCIOPTOM 460 iHIIMMK MeXaHi3MaMH.

Crocid 3acTocyBaHHSA Ta J03H.

Jlo60Ba 103a (IIyKOHA30Jy 3ANEXHTH BiJl MPUPOIM Ta THKKOCTi rpuOKoBOI iHGEKII. JlixyBanHs
indexii, axi morpeGyloTh 0OaraTopa3oBOro MPHOMY IpenapaTy, Mae HPOJNOBXYBATHCA IO
3HUKHEHHS KIIHIYHUX Ta 1a0OpaTOpHUX IMpPOSIBIB aKTWBHOCTI rpuOkoBoi iHdexii. HexocrarHs
TPUBATICTH TiKyBAHHS MOXE PU3BECTH [0 BiHOBICHHS aKTUBHOTO iH(eKuiiHOro mpouecy.
IIpenapat 3aCTOCOBYBATH HEPOPATHHO (KalCyaH) ab0 BHYTPIIIHEOBEHHO HIIIXOM iHdy3ii (po3uuH
wis iadysiit). Crioci6 3acTocyBanHs Ipenapary 3ajleKHTh Bill KiIiHiuHOro cTady namiesTa. Hemae
HeoOXiTHOCTi y 3MiHi 1060BOI 1034 Ipenapary IpH 3MiHi IUIIXY HOro0 3aCTOCY BaHHS 3 IEPOPATBHOTO
Ha BHYTpIlIHLOBEHHUH Ta HaBNAKH.

Kancyu ci1in koBraTs minmumu. [Ipuiiom npenapary He 3aIeXKUTh Biji IPAAOMY DXi.

Hopocni

Kpunmoxoxos

- JIikyBaHHS KPHIITOKOKOBOTO MEHIHTITy: HABAHTA)yBalbHA J03a CTaHOBHTb 400 MI' y repiiui ICHb.
iaTpumyroua fao3za — 200400 mr 1 pas Ha noGy. TpuBanicTs JiKyBaHHS 3a3BHYail CTAHOBHTDH
moHaiMene 6—8 TrokHiB. [TpH iHpEKIifX, IO 3arPOXKYIOTh KUTTIO, A00OBY 103y MOKHA 3G1IBIIHTH
10 800 mr.

- [lixTpuMyIOYa Tepamist A/l MONepeKEHHs PEUUINBY KPHITOKOKOBOTO MEHIHTITY y HAIiEHTIB 3
BHCOKAM PH3UKOM HOTO PO3BUTKY: PEKOMEHIOBAHA [103a Ipenapary cTaHoBuTs 200 Mr 1 pas Ha 100y
IIPOTATOM HEOOMEXKEHOIO Yacy.

Koxyudioioos

PexoMeH10BaHa 103a craHoBuTh 200—400 Mr 1 pa3 Ha 106y. TpuBaiticTs JTiKyBaHHS CTAaHOBUTH 11—
24 Micanis a6o MOBIIE 3aleXHO Bif cTaHy HamienTa. Jlna nikyBanua geskux opm indexuii, a
0COBIHBO U1 TiKyBAHHS MEHIHTITY, Moe 6yTH HoUiIBHEM 3acTocyBaHHs 1031 800 mr Ha 100y .
Ineasueni xanouoosu

HapanTtaxxyBansHa 103a cranoButh §00 Mr y mepiunii aenb. IliaTpumytoua nosa — 400 mr 1 pas Ha
100y. 3a3BHuyaii peKOMEHIOBAHA TPUBAINICTh NiKyBaHHS KaHAUAEMIii CTaHOBHTH 2 THXHI Ticas
IEpIINX HETaTHBHUX PE3y/bTATiB Ky/IbTYPH KPOBi Ta 3HIKHEHHS O3HAK i CHMITOMIB KaHAuAEMIl.
Kanouoos cnuzoeux 0601010k

- KaHmupmo3 pOTOTJIOTKH: HABAHTXKyBalbHa jo03a cTaHoBUTh 200400 Mr y mepmmué AeHS,
miaTpuMyroua 103a — 100-200 mr 1 pa3 Ha 70Gy. TpuBalicTb JiKyBaHHs CTRHOBHTE 7-21 JeHb (mo
HOCATHEHHS peMicii), ane Moxe 6yTu 36iblIeHa I MAIEHTIB i3 THKKUM iMyHOREPIMTOM.

- Kanounos cTpaBOXOJy: HaBaHTaXyBaibHa mo3a craHoButh 200-400 mr y mnepumui AeHs,
nigTpuMyroda g03a — 100-200 mr 1 pa3 Ha n00y. TpuBanicTs JIiKyBaHHS CTAHOBHTD 14-30 nuiB (xo
JOCATHEHHS peMicii), ae Moxe OyTd 36iIbIIeHa U NAli€HTiB i3 TOKKAM iMmyHOZEIITUTOM.

- Kauauaypis: pexoMeHI0BaHa Jo3a cTaHoBUTH 200400 mr 1 pa3 Ha 106y npotsrom 7-21 IHiB. s
HALIEHTIB i3 THKKUM iMyHOAE(DIUTOM TPUBATICTS JIi 2 301U TH.
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- Xponiunnii arpodiuHuii KaHMA03: PEKOMEHI0BaHa 103a CTaHOBUTH 50 MI/n00y rpoTaroM 14 aHiB.
- XpoHiuHmif KaHIMZO3 IOKIpH Ta CIM30BHX OOOJOHOK: PEKOMEHAOBaHA [03a CTAHOBHUTH
50-100 mr 1 pa3 Ha 100y. TpuBanicTh JiKyBaHHS CTAHOBUTH 10 28 JHIB, ane Moxe OyTH 30inbIIcHA
3aJIEXHO Bil TAKKOCTI Ta BUAY iHdekuii abo 3HIKEHHS IMyHITETY.

Ionepedoicenns peyudugy KaHouoo3y ciuzoeux 06o10HoK y nayienmie 3 BIJI, axi maomv eucoxui
PUBUK TI020 PO3BUMKY

- Kaumumos poTOrnoTkH, KaHIUI03 CTPaBOXOMY: PpEKOMEHJIOBaHa Ji03a CTAHOBHTH
100-200 mr 1 pa3s Ha 106y a6o 200 mr 3 pa3u Ha THXKIEHb. TpuBaicTh J1iKyBaHHS € HEOOMEXKEHOIO
JUIS TALII€HTIB i3 NPUTHIYEHAM IMyHITETOM.

IIpoghinakmuxa xaHouoosnux ingexyiil y nayicnmie i3 mpueanolo HeumponeHicro

PexomennoBana f03a ctaHoBUTh 200—400 Mr 1 pa3 Ha 100y. JlikyBauHs C1iZi pO3MOYMHATH 3a KUTbKa
JHIB [0 OYiKyBaHOI'O PO3BHUTKY HEHTPOIEHIT Ta IPOJOBXKYBATH IPOTATOM 7 JHIB ICI MiABHIIECHHS
KilbKOCTi HeliTpodinin monan 1000/mm>.

TI'enimanvui kanouoo3zu

- FocTpuit BariHaIBHUI KaHIMI03, KAHANIO3HMM OalaHiT: peKOMEHIOBaHA 1032 CTaHOBHTH 150 Mr
OJTHOPA30BO.

- JlikyBauus Ta npodilakTHKa pelUMBYIOUMX BariHATBHUX KaHAK103iB (4 abo GiyblIe BUNaAKiB Ha
piK): peKoMeHJ0BaHa o3a cTaHoBUTH 150 Mr 1 pa3 Ha 3 aui. Besoro cirix 3acrocysaru 3 go3u (1-i
IcHb, 4-i1 meHb Ta 7-# news). ITicnd mporo ciix 3actocoByBaTH miaTpuMytody no3y 150 Mr 1 pa3s Ha
THXIEHB MPOTATOM 6 MICSLIB.

Llepmamomikosu

- Miko3 cTom, MiKO3 ITIaJcHBKOI MIKIpH, MAXOBHMH JEPMATOMiKO3, KaHAMAO3HI iHGeKuil mxipu:
pEKOMEHIOBaHa 103a cTaHoBHTH 150 Mr 1 pa3 Ha TixaeHs, abo 50 Mr 1 pa3 Ha 106y. TpuBamicTs
JiKyBaHHS CTaHOBHUTH 2—4 TrKHI. JliKyBaHHS MiKO3y CTOII MOXXE TPUBATH A0 6 THIKHIB.

- PisHoGapBHuUil JmImail: pekoMeHAoBaHa q03a cTaHoBUTH 300400 Mr 1 pa3 Ha THXXIEHb IPOTATOM
1-3 tuxHiB a60 50 Mr Ha 100y mpoTAroM 2—4 THXXHIB.

- JlepmarodiTHHE OHIXOMiKO3: peKOMeHIOBaHa Hxo3a CTaHOBUTH 150 Mr 1 pa3 Ha TIKICHD.
JlikyBaHHs CIIJl MPOMOBXKYBAaTH, OKKM Ha Micri iH(}iKOBaHOro HIirTIO HE BHpOCTE 3J0poBHM. Jlsa
BipOCTaHHS 3J0POBHX HIiITIB Ha pyKaXx Ta Ha BEIHMKHX MANbISX HIr 3a3BHYail HEOOX1IHO
3—6 micsauis Ta 6—12 Micsnis BiamosigHo. ONHAK MIBUAKICTE POCTY HIrTiB Y MAIli€HTIB Moxe OyTH
pi3HOIO Ta 3ajIexaTu Bif BiKy. Ilicis ycmiumHOro JiKyBaHHS TPUBAIMX XPOHIUHMX iHpeknil dopma
HIrTS iHOAI 3IMINAETHCSA 3MiHEHOIO.

IIpoghinaxmuka kanouoo3Hux ingexyii y nayicHmie iz mpusanolo HeumponeHicro

PexoMmeHioBana n03a cranoButh 200-400 Mr oguH pa3 Ha 8o0y. JlikyBaHHS CIIiA PO3NOYMHATH 3a
KiJIbKa OHIB 70 OYiKyBaHOTO PO3BUTKY HEHTpOINEHIi Ta MPOZOBXYBaTH MPOTATOM 7 IHIB MICIA
MiBHITEHHS KiTbKOCTi Helirpodinis moran 1000 xriTHa/MM’.

Ocobausi zpynu nayicnmis

TIayienmu nimnvo2o 6ixy

Jlo3y HeoOXinHO migGHpaTH 3ae)KHO BiA cTaHy QYHKIIT HUPOK (IHB. HUXKYE).

Iayicnmu 3 nopywieHHAMYU PYHKYIT HUPOK

I1pu pa3oBoMy 3acTOCYBaHHI KOPUTYBaTH 03y (QIyKoHa30my He noTpibHo. [TamienTam (BKIIOYar0n
Jiteit) i3 mopymenHsaMHE GyHKIIT HIPOK IIpH HEOOXiAHOCTI 6araTopa3oBOro 3aCTOCyBaHHs Mpenapary
y MEpIIMi IEHE JTiKYBaHHs il 3aCTOCOBYBATH MOYATKOBY 103y 50—400 Mr 3aJIeXKHO BiJ| IIOKa3aHHS.
IMicns uporo go60By Ho3y (3aEXKHO Bifl MOKAa3aHHS) CIIiJl pO3paXOByBaTH BiAIOBIJHO JO TaGmHUIl
HIDKYE!

Knipenc kpeamuniny (ma/xe) Biocomoxk pexomenoosanoi 003u
> 50 100 %
< 50 (6e3 remMomianizy) 50 %
I'emomianis 100 % miciisa KOXKHOrO reMoIialtizy

s
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IauienTu, AKi nepeGyBaroTs Ha reMopianisi, moBusHi oTpuMyBatH 100 % peKOMEHIOBaHOI NO3U
Hicas KOXHOTo reMofiamizy. ¥V IeHb, KOIH Aiani3 He IPOBOJAUTHCS, MAIEHT IOBUHEH OTPUMYBATH
JI03y, BiIKOPUTOBaHy 3aJI€XHO Bijl KIipeHCY KpeaTHHIHY.
Iayienmu 3 nopywennamu Qynxyii nevinku
DIIyKoHA307 CITifi 3aCTOCOBYBATH 3 OGEPEXHICTIO MaliEHTaM i3 MOPYIIEHHAMH QYHKIIT NeYiHKH,
OCKiJbKH iH(popMaIii MO0 3acTOCYBaHHs (GIIyKOHA30Iy Liif KaTeropil NalieHTiB HEOCTATHBO (IMB.
posainu «OcobnuBocTi 3acTocyBanHs» Ta «[TobiuHi peakmii»).

imu
He cnix nepeBuiyBaTn MakcCHMalIbHy 1000BYy 103y 400 Mmr.
Sk i mpu aHanoriuHEX iHQEKUisX y AOPOCIHUX, TPUBATICTH JNIKYBaHHS 3aI€XMTh BiJl KIiHiYHOI Ta
mikosoriunoi Bigmosiai. Judaazon® sacrocosysaru 1 pas Ha 100y.
Jlo3yBaHHS IIpemapaTy AiTsM i3 mopylueHHsMH (yHKUIl HUPOK HaBeneHo y po3aidi «Ilamientu 3
HUPKOBOIO HETOCTATHICTION.
dapMakokiHeTHKa (IyKOHA30Iy HE JOCIiKyBanacs y AiTel i3 HUPKOBOIO HENOCTATHICTIO.
Limu gikom 6i0 5 0o 11 poxie
Kanaua03u CIH30BHX 0O0IOHOK: OYATKOBA 034 CTAHOBHUTH 6 MI/Kr/mo0y, miATpEMyIOYa 1033 — 3
mr/kr/ 1 pas Ha g06y. ITouaTkoBy H03y MOXKHA 3aCTOCOBYBaTH B NEpIIHH NEHb 3 METOKO OUIBII
IIBUKOTO JOCATHEHHS PiBHOB)KHOI KOHIIEHTpAITi.
IHBa3MBHI KaHIUIO3H, KPUITOKOKOBMI MEHIHTIT: J03a mpenapary cTaHOBHTH 6—12 mr/kr 1 pas nHa
J00Y 3aJIeXKHO BiJl CTYIICHS TKKOCTI 3aXBOPIOBAHHS.
IlinTpuMyioua Tepamis I TNONEPE/UKEHHS PELMIUBY KPUNTOKOKOBOTO MEHIiHIITY y Hiredt i3
BHCOKHM PH3MKOM $Oro po3BHTKY: /l03a IIpelapary CTaHOBHTE 6 MI/Kkr 1 pa3 Ha 100y 3a/IeHO Bif
CTYIEHS TSDKKOCTI 3aXBOPIOBAHHSL.
IMpodinakTvka KaHAMZO3iB y NalieHTiB 3 iMyHomedimuToM: [03a MpENapary CTaHOBUTh
3—12 mr/kr 1 pa3 Ha 106y 3aN€XKHO BiJl BUPOKEHOCTI Ta TPHBAIOCTI iHAyKOBaHOI HEHTpOIeHii (AuB.
JIO3H JUISL JOPOCIIHX).
Mimu gixom 6io 12 poxie
3as1eKHO Bif MacH Tiia Ta MyGepTaTHOrO PO3BUTKY JIKAPIO CILN OI[HATH, fKa 103a Mpenapary (I
JOPOCIHX M JUIs AiTeit) € ONTUMATBHOIO Jis nauieHTta. KinidHi mani csimdats mpo Te, mo y aitei
KIipeHc IYKOHA30Iy € BUIIUM IOPiBHAHO 3 gopociuMu. 3actocysanHs o3 100, 200 ta 400 mr
JOpOCTHM T2 103 3, 6 Ta 12 mr/kr 1 pas ua g00y AiTSM NPU3BOAUTH IO AOCATHEHHS CHiBCTABHOI
CHCTEMHOI €KCITO3MIL].
EdexTuBHiCTH Ta Ge3MeKa 3aCTOCYBaHHS Ipenapary s JIIKyBaHHs FeHiTATbHIX KaHIUA031B Y JiTeH
He BeTaHOB/EHI. SIKINo icHye HaransHa moTpe6a 3aCTOCYBaHHs Npenapary mimiTkam (BikoM Bix 12
1o 17 pokiB), citiJ 3aCTOCOBYBATH 3BHYAiiHI JO3H 111 JOPOCIIHX.

Himu.

3acTocOBYBaTH JiKapchLKuit 3aci6 y $bopMi Kancy naHiil kareropii namieHTiB MOXHA TOAL, KOJIH AiTH
31aTHi Ge3MEeYHO MPOKOBTHYTH KamCyy, IO 3a3BHYaii MOXJIMBO Y Billi Bif 5 POKiB (IMB. po3ain
«Croci6 3acTocyBaHHS Ta JO3HU»).

Ilepeoo3ysannsn.

ICHYIOTb HOBiIOMJIEHHS IIpO NMEpeNo3yBaHHs (IyKOHA30J0M, IO MPOBOKYBANO TalionMHauii Ta
fapaHoigaIbHy MOBEAIHKY.

Ilpu nepeno3yBaHHI HEOOXiTHO MPOBECTH CHMITOMATHYHY MiATPUMYIOWYy Tepamilo Ta y pasi
HEOOXiTHOCTI IPOMHUTH LILTYHOK.

®yKoHA30]I 3HAYHOIO MIpOI0 EKCKPETYEThCSA 3 ceuero; (POpCOBAHME Aiype3 MOXeE MPHCKOPUTH
BHBEJICHHS mpenapaTy. CeaHc reMojianisy TPHBANICTIO 3 TOAMHH 3HIKY€ PiBeHb (uIyKOHA30ly y

mIasMi KpoBi mpuGu3HO Ha 50 %.

Io6iuni peakyii.

Y3rogxeHo 3 mateplanam
peecTpauiiHoro Aock / /




TIoBiZOMIBIIOCS TIPO MEAUKAMEHTO3HY PEaKIlito 3 eosuHodimiero i cucremuumu nposisamu (DRESS)
y 3B’3KY 3 JIiKyBaHHAM (bnyxonasomM (muB. po3ain «OcoGINBOCTI 3aCTOCYBAHHS» ).

Haituacrime (>1/10) mosimomsin mpo Taki noGidni pealcml TOJIOBHMI Ginb, OiTb y 4YepeBHiH
IOpPOXKHHHI, Jiapes, HyHOTa, OIOBAHHS, NiABUINCHHS DiBHA anaHinaminotpaHcdepasu (AJIT),
Hi/[BUILEHHS piBHA acmapraTaminoTpacdepasu (ACT), mixBumenHs piBas TyxHOI docarasu
KpOBi, BUCUIIAHHSL.

JIns OLiHKH 4aCTOTH BHHMKHEHHS MOOIYHUX PEaklili BUKOPHCTOBYIOTH TaKy Knacnqm(auno Iy KE
gacto (>1/10), wacto (Bim >1/100 g0 <1/10), medacro (Bix >1/1000 mo <1/100), piaxo (Bin
>1/10000 no <1/1000), myxe pimko (<1/10000), HeBiZOMO (HEMOXIMBO ONIHMTA HA IIiJCTaBi
HasBHUX HaHUX).

3 6oky cucmemu kposi ma nimpamuynoi cucmemu

Heuacro: aHeMis.

Pinko: arpaHy/IoLuTOo3, JIeHKONEHis, TPOMOOLUTONEH]s, HEHTPONEHIL.

3 6oky imynnoi cucmemu

Pigko: anadinaxcis.

Memaboniuni ma animenmapui poznaou

Heuacto: 3HHKEHHS alETUTY.

Pinko: riepXxonecTepuHEMis, MIePTPUIIILIEPAAEMis, TiOKaTieEMis.

Tcuxiuni nopywenus

Heuacrto: 6e3cOHHS, COHIUBICTS.

3 6oxy Hepeoeoi cucmemu

YacTo: roJoBHUIA O1JTb.

Heuacro: cyomu, mapectesis, 3ar1aMOpOYCHHs, IIOPYIICHHS CMaKy.

Pigxo: Tpemop.

3 6oky opzanis cnyxy ma eecmubyisapro20 anapamy

Heuacro: BepTuro.

3 6oky cepys

Pifxo: mapoxcH3MANbHA HLTyHOYKOBA TaxiKap/is TUITy «IipyeT», nojosxkenns intepsanry QT (aus.
po3ain «OcobMUBOCTI 3aCTOCYBAHH).

3 6oxy winyHk080-KUWIK08020 MpaKmy

Yacto: 6ib y yepeBHill HOpOXKHUHI, HyI0Ta, Aiapes, OMOBaHHS.

HeuacTo: 3amop, AMUCIENCis, METEOPH3M, CYXiCTh y POTI.

TI'enamobiniapni po3naou

Yacro: OiABAINEHHA  piBHA  anadiHamiHoTpamcdepasm  (AJIT), mimBummeHHs — piBHA
acnaprataminotpancdepasu (ACT), mninsumenss pisas JyxHOi ¢ocdarasn (auB. PO3ALT
«OcobaMBOCTI 3aCTOCYBaHHS” ).

Heuacro: XomecTas, JKOBTSAHHIS, IiABHINCHHA piBHA OimipyGiny (muB. poszin «Oco6muBocTi
3aCTOCYBAHHA ).

Pigko: mediHKOBa HENOCTATHICTh, TreNMaTOLEMIONSAPHUA HEKpO3, TreMaTUTH, renaroneIIOIApHE
ypaxeHHs (IUB. po3aii1 « OCOGIHBOCTi 3aCTOCYBAHHS» ).

3 6oxy wkipu ma niOwKipHOi MKAHUHU

Yacro: BUcUNaHHs (A4B. po3ain « OcCOOIMBOCTI 3aCTOCYBAaHHSA» ).

HeuacTo: MeIMKaMEHTO3HHH IepMaTuT (BKIIOYaroud (ikCOBaHHWH MEIMKAMEHTO3HMI JEpMATHT),
KPOIIMB’ IHKa, CBepOiK, ITiABMINEHE NOTOBAAINCHHA (iuB. po3ain «OcobmuBocTi 3aCTOCYBAaHHS» ).
Pimko: TOKCW4HMil emimepManbHHM Hekponi3, cuHapoMm CriBeHca—/IkOHCOHA, TOCTpHi
TeHepaNi3oBaHMil €K3aHTEMATO3HHH IyCTYb03, eKChOTiaTHBHHI A€PMATHT, aHTiOHEBPOTHYHHM
HaOpsK, HAGPAK 06 IHdads, aonenis (AuB. po3ain «OcobIMBOCTI 3aCTOCY BAHHS»).

HeBizoMo: MeIMKaMEHTO3Ha peakmis3 eosuHodimiero i cucremunmu npossamu (DRESS) (xus.
po3ain «OcoOMHUBOCTI 3aCTOCYBAHHSA» ).

3 6oxy onopHo-pyx06020 anapanty ma CHOLY4YHOI MKAHUHU

Heuacro: mianris.
Y3roaxeHo 3 MaTepuanaMM / g
peecTpauiiHoro ﬂOCbG .

3azanvui poznadu ma peaxyii'y micyi 66e0enHs




HeuacTo: migBuiieHa BTOMIIOBaHICTh, HE3TyKaHHS, aCTEHisl, rapsyKa.

Jimu

YacToTa Ta XapakTep noGiuHMX peakiiii i BiIXuieHs Bii HOpMHU pe3yJIbTaTiB 1abopaTOpHUX aHalli3iB
y XOi KIiHIYHHX JOCITIKEHb 3 YYaCTIO JiTel CHiBCTaBHI 3 TAKUMH Y JOPOCIHX.

SIKIo MaTUMYTh MicIie TSKKi moGiuHi edeKTH, TO TiKyBaHHS CIIiJi IPUITMHHATH.

3simyeanunsn npo nido3pioeani NOOIYHI pearyii

IMosigomuenss mpo noOidHi peakuii mics peecTpailii mkapcbkoro 3acoby Mae Benuke 3Ha4eHHs. Lle
Ja€ 3MOTy IpPOBOJMTH MOHITOPHHI CIHiBBiJHOIIEHHS KOPHUCTBH/PU3HK IIPH 3aCTOCYBaHHI LBOTO
niKapceKoro 3aco0y. Menuunum Ta ¢papMaleBTHIHKM MPaliBHAKAM, a TAKOX IalicHTaM abo iXHiM
3aKOHHHUM IPEICTaBHUKAM CJIiJ{ TOBiXOMIIATH PO YCi BUMAAKHU MiTO3PIOBaHUX MOGIYHUX peakIiii Ta
BiZicyTHOCTI epeKTUBHOCTI iKapchkoro 3aco0y depe3 ABTOMaTu3oBaHy iHQOpMaliifHy CHCTEMY 3
(dapmakoHarsaay 3a mocunanuaM: https://aisf.dec.gov.ua.

Tepmin npudamnocmi. 5 poxie.

YmoBu 36epiranus. 30epiraru mpu Temneparypi He Bume 25 °C. 36epiraTu B HEJOCTYIHOMY IS
IiTei Micti.

¥YnaxoBka.

Kancynu mo 50 mr: o 7 xarncyn y 6iicrepi; o 1 6ictepy B KapTOHHIH KOpoOHi.

Karcynu o 100 mr: mo 7 karncyn y 6micrepi; mo 4 GriicTepu B KapTOHHiH KOpoOIi.

Kancymu no 150 mr: no 2 a6o o 4 kancynu y 6iicrepi; mo 1 6ictepy B KapToHHi# KopoOi.

Kareropis Bigmycky. 3a penenrom.

Bupoouuk.
KPKA, x.1., HoBo Mecto, CiioBenis/KRKA, d.d., Novo mesto, Slovenia.

MicnesHaxokeHHs] BUPOOHHKA Ta aJpeca Miclsi MPOBa’KeHHA HOro AislJibHOCTI.
ITImap’emka necra 6, 8501 Hoso mecto, Crosenis/Smarjeska cesta 6, 8501 Novo mesto, Slovenia.

JlaTa ocraHHbOrO Neperasny. /3. 09 1024
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