IHCTPYKIIA
JJISE MEIMYHOT0 3aCTOCYBAHHS JIIKAPCbKOI0 3ac00y

®JY3AME]]
(FLUZAMED)

Cknao:

ditoua peuosuna: HIryKoHA307;

1 xancyna mictuth aykonazony 150 mr;

O00NOMIdICHI  peyosunu. TAKTO3a, MOHOTIApAT; KpPOXMajb KYKYpYI3SHHH; KpPOXMalb KyKypyA3sHUH,
MpeXeNaTHHI30BaHU; KPEMHIIO T1I0KCH/I KOJIOINHUI 0€3BOIHUI; HATPiIO Jaypuicynb(dar; MarHito creapar;
cknao kancyiu meepooi: azopy6in (E 122), xinominosuii xoBtuii (E 104), turany mioxcux (E 171),
narentoBanuii cuniit V (E 131), niamantoBuii wopuuit BN (E 151), sxenatun.

Jlikapcbka dgopma. Kancynu tBepai.
Ocnosni ¢hizuko-ximiuni eracmusocmi: TBEpHAl KeIaTHHOBI Karcynmu Ne 1, KOBIMAYoK 3€JIC€HOr0 KOJIbOpY,
KOpIyC O1JI0T0 3 )KOBTYBaTHM BiATIHKOM KOJBOPY, IO MICTATH Ouuil a0 Maiike 61T TOPOIIOK.

dapmakoTepaneBTHYHA IPyma.
[IpoturpubkoBi 3acobu Asst cucreMHoro 3actocyBanus. [loxinni Tpuazony. Kon ATX JO2A CO1.

dapmakonoziuni eracmusocmi.

Dapmarxoouramixa.

MexaHi3Mm fii.

D1yKOHA3011 € MPOTUTPUOKOBUM 3aCO00M Ki1acy Tpra3oiB. [lepBuHHUM MeXxaH13MOM HOTo Aii € IPUTHIYEHHS
rpubkoBoro l4-anpda-naHocTepon-IeMETUIIIOBAHHS, OINOCEPEAKOBAaHOrO0 IHUTOXpoMoM P450, mo €
HEBIJ’€MHMM €TarnoM OloCHHTe3y TIpHOKOBOro eprocrepony. Axymyssiuis 14-anbda-mMeTuin-cTepodiB
KOpEJIOE 3 TOJABIIOK BTPATOI0 €ProcTeposly MEMOpPaHOK TPHOKOBOI KIITHHH Ta MOXE BIATMOBIAATH 3a
NPOTUTPUOKOBY aKTUBHICTH (hIyKOoHa30:1y. DIyKoHA301 € OUIbII CEJIEKTUBHUM J0 IpUOKOBHUX (DepMEHTIB
nutoxpomy P450, Hixk 10 pizHUX cucTeM (epmeHTiB nutoxpomy P450 ccapiis.

3acrocyBaHHs (QiykoHa30iy y 1031 50 Mr Ha 100y npoTsArom 28 1HIB HE BIUIMBAE Ha PIBEHb TECTOCTEPOHY B
1a3Mi KpOBI Y YOJIOBIKIB 00 Ha pIBEHb €HIOT€HHUX CTEPOIIB Y KIHOK PENpPOTyKTUBHOTO BiKy. DiykoHa3051
y 1031 200400 mr Ha 100y He NposIBIIs€ KIIHIYHO 3HAYYIIOTr0 BIUIMBY Ha PIBEHb €HJAOT€HHUX CTEpPOiliB ab0
Ha BIANOBIJb HAa CTUMYJSALIIO aapeHokopTukoTponHoro ropmony (AKTIY) y 3mopoBux noOpoBosbLiB
YOJIOBIYO1 CTaTI.

JlocImipkeHHST B3a€MO/Ii1 3 aHTHITIPUHOM TIPOIEMOHCTPYBAJIH, 1110 3acTocyBaHHs 50 Mr (hiykoHa30y pa3oBo
a0o GaraTopa3oBO He BIUIMBA€ Ha MeTa00J13M aHTUITIPHHY.

YyTausicTs in Vitro.

dnykonazon in Vitro memoHcTpye mpoTUrprOKOBY akTWBHICTH Iono BunaiB Candida, mo 3ycrpivaroTbes
Haityacrime (Bxitrouaroun C. albicans, C. parapsilosis, C. tropicalis). C. glabrata nemoHcTpye 3HMXKEHY
qyTIUBICTH 10 (urykoHa3omy, Toi sik C. krusei Ta C. auris € 10 HbOro pe3suCTEHTHUMU.

Taxox ¢urykoHa3ou in Vitro meMoHcTpye akTHBHICTB sk ipoTr Cryptococcus neoformans ta Cryptococcus
gattii, takx 1 mpoTH eHAeMiYHMX IUTICHABUX TpuOiB Blastomices dermatitidis, Coccidioides immitis,
Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeMo3B’ 130k papMakoKiHETHYHHUX i (hapMaKOAMHAMIYHUX BJIACTHBOCTEH.

BignoBinHo [0 pe3ynbTaTiB AOCTIKEHb Ha TBapHUHAX, ICHYE KOpENAlis MDK MIHIMAIbHOIO I1HTIOYHO4OrO
KOHIICHTPAIII€F0 Ta €()eKTUBHICTIO IPOTH EKCIIEPUMEHTAITbHUX MOJIeJIel MiK03iB, cipiurHeHux Buaamu Candida.
BignoBimHo 10 pe3ynbTaTiB  KIHIYHUX JOCHIDKEHb, ICHYE JIHIHHA 3QJICKHICTh MDK IUIOMICI0 T
(bapMaKOKIHETUYHOI KpHBOIO «KoHIeHTpamis—4ac» (AUC) ta no3oro ¢aykonazony (mpudmmsHo 1:1). Takox
iCHye mpsiMul, ane HemocTaTHiA 3B’s30k MK AUC abo 103010 Ta MO3WTHBHOIO KJIIHIYHOIO BIATIOBIIIO Ha
JIKYBaHHS OpAJbHOTO KaHIMIO03y Ta MEHIIOI0 MIpOI0 — KaHAuAeMil. AHAJIOTIYHO JIKyBaHHS iH(EKLi,
CIPUYMHEHUX IITaMaMH, J0 SKUX (DIyKOHA30Jl JEMOHCTPYE BHCOKY MiHIMAJIbHY 1HTI0YyIOUYy KOHIIGHTpALIilO, €
MEHIII 33/I0BUTbHUM.




MexaHi3M pe3UCTeHTHOCTI.

Mikpoopranismu poay Candida neMOHCTPYIOTH UYHCIEHHI MEXaHI3MH PE3UCTEHTHOCTI 0 a30bHHX
IPOTUTPUOKOBHX 3ac00iB. DIYKOHA30J IEMOHCTPY€E BUCOKY MiHIMalbHY iHT10yIOUy KOHIEHTPAIIO MPOTH
mTamiB TpuOiB, SKI MalTh OAWH ab0 OuIbIIe MEXaHI3MIB PE3UCTEHTHOCTI, 10 HETaTUBHO BIIMBA€E Ha
eQeKTUBHICTH IN VIVO Ta B KJIIHIYHIA mpakTumi. [1oBiOMIISUIOCS NP0 BHIIAJAKKA PO3BUTKY CyrepiHQekii
Candida spp., immumu, mix C. albicans, Bugamu, mo gacro manu 3HmkeHy uyriausicts (C. glabrata) a6o
Oynu HeuyrauBumu (Hanpukian, C. krusei, C. auris) go durykonasosy. [is JiKyBaHHS TaKUX BHIIAIKIB CIIiJ
3aCTOCOBYBATH ajJbTEPHATHBHI IPOTHUTPUOKOBI 3aCO0H.

KoHuTponbsHi TOYkH (BiAMOBLIHO JI0 peKOMeHAaii €BponeicbKoro KOMITETY 3 JIOCILDKEHh YYTIMBOCTI JI0
AHTUMIKPOOHUX 3aC001B).

bazyrounck Ha nociikeHHI GapMakoKiHeTH4HOI/hapMakoHaMivyHOl iH(popMallil, YyTJIMBOCTI iN VItro ta
KJIIHIYHOI BIAMOBII, OyJI0O BU3HAUYEHO KOHTPOJIBHI TOYKH JJIs1 (hIIYKOHA30Jly JUIsl MIKPOOPTaHi3MiB POy
Candida. Bouu Oynu po3mnojiijieHi Ha KOHTPOJIbHI TOYKH, [0 HE MOB’sA3aHi 3 MIEBHUM BHJIOM, SIKi OLIBIIOIO
MIpOI0 BH3HAUYAJIUCS HAa OCHOBI (hapMaKOKiHETHYHOI/PapMakoguHaMiuyHOi iH(popMalii i He 3aiexarh Bif
PO3MOALTY Ha IEBHI BUIH 32 MiHIMAJIbHOIO 1HT10yIOU0I0 KOHIICHTPALI€I0, Ta HA KOHTPOJIbHI TOYKH, OB’ s3aH1
3 MEBHUM BHJIOM, IO Hai4acTille acoIilolTbes 3 1H(EKIiAMU y MoauHU. 1[I KOHTPOJIbHI TOUYKH HaBeJEeH1
HUXKYC.

[TporurpuOkoBuii | KoHTponbHI TOUKH, OB’ s3aH1 3 IEBHUM BHUIOM KontponbHi
3acio S</R> TOYKH, HE
IIOB’s13aH1 3
[IEBHUM BUIOM?
S</R>
Candida | Candida [ Candida | Candida Candida
albicans | glabrata | krusei parapsilosis | tropicals
DyKOHA3011 214 IE -- 214 214 214

S = uyTnuBwMii;

R = pe3ucreHTHUi;

a — KOHTPOJIbHI TOYKH, HE TOB’s3aHI 3 TMEBHUM BHUIOM, SIKi OUIBIIOI MIPOIO BU3HAUAJIUCS HAa OCHOBI
(bapmakokiHeTUYHOI/(hapMakoAMHaMIYHOT iH(oOpMaLii 1 He 3amexaTb BiJl PO3MOJALTY Ha IEBHI BHUIM 3a
MIHIMaJIbHOIO 1HTIOYIOUOI0 KOHIIEHTpali€. BoHn nocnipkyBanucs Juille y MIKPOOPraHi3MiB, y SKHUX HE
icHye creru(iuHOi KOHTPOJIBHOI TOUKH;

-- JOCHI/I)KEHHS YyTJINBOCTI HE pEKOMEHI0BaH1, OCKUIbKY JaHUN BUJ HE € METOO JIIKapChKO1 Teparnii;

IE — nokasiB 110,10 TOro, UM € TaHUM BUJ METOIO JIKapChKOI Teparii, HeI0CTaTHBO.

Dapmakokinemuxa.

®dapMaKOKIHETHYHI BJIACTUBOCTI (IYKOHA30Jly € MOJIOHMMHU HpPU BHYTPIIIHBOBEHHOMY 1 NEPOPATbLHOMY
3aCTOCYBaHHI.

AbGcopOuis.

®dnykoHa30J1 J00pe BCMOKTYEThCS NP MEPOpaIbHOMY 3aCTOCYBaHHI, a pIBEHb (PIIYKOHA30J1y Y IJIa3Mi KPOBi
1 cuctemHa GiojocTymnHicTh nepeBUuiytoTh 90 % piBHS (IyKOHA3011y Y IJIa3Mi KPOBI, 110 AOCSTAEThCS MPU
{ioro BHYTPITHLOBEHHOMY BBe/IeHHI. OTHOUaCHE BXKMBAHHS 1Ki HE BIUTMBA€ HA BCMOKTYBaHHS (DTyKOHA30ITy
npu HOTrO MepopabHOMY 3acTOCyBaHHI. MakcuMmalibHa KOHIIGHTpallist y tia3Mi KpoBi (Cmax) AOCSTa€ThCs
gepe3 0,5-1,5 roxguum micns npuiiomy QurykoHazony HaTmecepie. KonmeHnTparis (GiykoHa3ony y miasmi
KpoBi mnponopuiiiHa 103i. PiBHoBaxkHa 90 % koHueHTpauis aocsraeTbcst Ha 4-5 100y JiKyBaHHS
(bIyKOHA30JI0M TIpH OaraTopa3oBOMY 3acTOCYBaHHI 1 pa3 Ha j100y. PiBHOBa)kHA KoHIIeHTpaIlis Ha piBHI 90 %
JOCSATAEThCS HA 2-M eHb JIKYyBaHHSA NpPU 3aCTOCYBaHHI y 1-if eHb HaBaHTaXyBaJbHOI JJO3M, IO BJBIYl
MEPEBUIIIYE 3BHUAIHY T000BY 103Y.

Po3nogin.

0O6’eM po3noaTy NPUOIU3HO TOPIBHIOE 3arajJbHOMY BMICTY PIAMHM B OpraHi3Mi. 3B’Si3yBaHHS 3 OUIKamMu
1a3mMu KpoBi Husbke (11-12 %).

dykoHa3os 100pe MpOHWKAE B yCi JOCTIIKYBaHl piauHU opraHi3my. PiBeHb (¢uiykoHa30iy y CIMHI Ta
MOKPOTHHHI MOMIOHUNA 10 KOHLEHTpAIil (hIyKOHA30Iy y IUIa3Mi KpoBi. Y MAIli€HTiB, XBOPUX HA TPUOKOBUI
MEHIHTIT, piBeHb (PIIYKOHA30J1y Y CHUHHOMO3KOBIH pinuHi qocsrae 80 % xoHIeHTparlii y mia3mi Kposi.
Bucoki koH1eHTpanii ¢uykoHazony y HIKipi, [0 MePeBUILYIOTh IJIa3MOBI, JOCSATAIOTHCS Y POrOBOMY LIapi,
enigepmici, aepmi Ta moTi. DITYKOHA30J1 HAKOTTMYYETHCS Y poroBomy 1mapi. [Ipu 3actocyBanni mo3u 50 mr 1
pa3 Ha 100y KoHIeHTpallis (hiaykoHa30 y michs 12 qHiB JiKyBaHHS CTaHOBHIIA 73 MKI/T, a 4epe3 7 JHIB Miciis
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3aBepILEHHS JIKyBaHHS KOHIIEHTpaIlis Bce Iie ctanoBmia 5,8 Mxr/r. [Ipu 3actocyBanni go3u 150 mr 1 pa3 Ha
TWKJEHb KOHIIEHTparis (PIyKoHa301y Ha 7/-i JeHb JIiKyBaHHS cTaHoBWia 23,4 MKI/T; yepe3 7/ IHIB MiCIs
3aCTOCYBaHHS HACTYITHOI 1031 KOHLIEHTpAIlisl BCe I1e CTaHoBMIa 7,1 MKI/T.

Konnenrparist girykoHazony B HIrTAX micis 4 micsiiB 3actocyBanHs 150 mr 1 pas Ha THKIEHb CTaHOBUJIA
4,05 MKI/T y 310poBHX 10OpOBOJBIIB Ta 1,8 MKI/T mpH 3aXBOPIOBAHHSIX HIrTiB; (PIyKOHA30J BH3HAYABCS Y
3pa3Kax HIrTIB 4epe3 6 MiCsIIiB Micis 3aBEPIICHHS TepaIii.

Mertaboi3m.

drykoHa30J1 MeTaboIi3y€eThCsl HE3HAUHOIO Miporo. [1pu BBeIeHH] 1031, MIY€HOT pa1l0aKTUBHUMH 130TOIIAMH,
mumie 11 % QaykoHa3omy €KCKpETyeThCs i3 ceder0 y 3MiHeHOMY BHTIsSAl. DIyKoHA307 € MOMIpHUM
irioiTopom 130pepmentiB CYP2C9 ta CYP3A4, a Takox moTyKHUM iHTi10iTOpoM 130dpepmerty CYP2C19.
BugenieHnns.

Ilepion HamiBBUBEAEHHS i3 m1a3Mu KpoBi (t12) cranoButh 6sn3bko 30 roaud. binbina yactuHa GiryKoHa3omy
BUBOJUTHCS HUpKamu, npuuomy 80 % BBeZeHOT 103U BUSBISETHCS y cedl B He3MiHeHOMY cTaHi. Kiipenc
(bayKOHA30ITy IPOMOPIIIAHUN 10 KIIPEHCY KpeaTuHiHy. [[upKymrorounx MeTaboJIiTiB HE BUSBIICHO.
TpuBanuii t1/2 1a€ MOKIHMBICTH Pa30BOT0 3aCTOCYBaHHS (PIIyKOHA30JTy IIPU BariHAIbHOMY KaHIUI031, a TAKOXK
3acTocyBaHHs (hJIyKOHA30:1y 1 pa3 Ha THKACHB NIPU HIIUX MTOKa3aHHSIX.

3acTocyBaHHS MAIliEHTaM 3 HUPKOBOIO HEJIOCTATHICTIO.

VY mani€eHTiB i3 HUPKOBOIO HEJIOCTATHICTIO TSKKOTO CTyMeHs (IBUIKICTh KIy0oukoBoi (inmpTparii < 20 Mi/XB)
t1/2 30umbITyeThCs 3 30 10 98 romuH. Tomy il KaTeropii MaIieHTiB HEOOXiTHO 3MEHIITUTH 103y (TYKOHA30ITY.
®dnykoHA30]1 BUAAISETHCS HUIAXOM TeMOJialli3y Ta MEHIIOK MIpOK — IUISXOM IHTPalepUTOHEATbHOTO
niamizy. CeaHc reMoiiaizy TPUBAIICTIO 3 TOJUHH 3HWKYE PiBEHb (DIYyKOHA30Jy Y TU1a3Mi KpOBi MIPUOIU3ZHO
Ha 50 %.

3acTocyBaHHS y MEPiOA rOYBAaHHS TPYTIO.

KonnenTtparii ¢uykoHa3ony y mia3mi KpoBi 1 MAaTEpUHCHKOMY MOJIOI BIPOAOBXK 48 rouH micis npuiiomy
onmHOpa3zoBoi no3u 150 mr omiHrOBanm y mporeci (papMakoKiHETUIHOTO JTOCIiHKeHHS 3a ydacTio 10 KiHOK y
nepiofi JakTamii, fKi TUM4YacoBO a00 MOCTIHHO MPUINHHUIN TOAYBaTH CBOIX HEMOBIT TPyIOr0. Y
MaTepUHCHKOMY MOJIOII ()IIYKOHA30JI BHSBHIIM Yy CepeAHiil KoHueHTpamii mpubmumsHo 98 % Binm Toi, mo
BiJJ3HAYaJIM y MJ1a3Mi KpoBi MaTepi. Uepes 5,2 rogunu micis npuitomy 1031 cepeHst Cmax Y MATEPUHCBKOMY
MoJtoti cranoBuia 2,61 mr/in. Jlo6oBa mo3a ¢urykoHa30I1y, OTpUMaHa HEMOBJISIM 3 MaTePUHCHKOTO MOJIOKA
(SIKIIIO IPUMHSTH cepeliHe CIOXKUBaHHS MoJioka 3a 150 mi/kr/mo0y), po3paxoBaHa Ha OCHOBI cepeqHBOT Cmax
y MoJoni, 1mo jgopiBHioe 0,39 wmr/kr/mo0y, cranoButh npuOim3Ho 40 % Big 103U, pEeKOMEHIOBAHOI
HOBOHApOJDKEHUM (BiKOM < 2 THXKHIB), a0o 13 % BiJx 103U, pEKOMEHI0OBAHOT HEMOBIIATAM JJIS JTIKYBaHHS
KaHJIUJ03Y CIIU30BUX OOOJIOHOK.

3acTOCYBaHHS JIITSAM.

HaHi 3 ¢apmakokiHeTnku Oynu omiHeni y 113 nmiteit mig yac 5 mocmipkens: 2 TOCTiHKEHHS 0THOPa30BOTO
3aCTOCYBaHHS, 2 JOCHIJUKEHHs 0araTopa3oBOro 3acTOCyBaHHA Ta 1 JOCHIKEHHS HEIOHOLIEHUX
HOBOHAPOJKCHHUX.

[Ticnsa BBeneHHs 2—8 Mr/kr (aykoHa3o0dy HiTAM BikoM Bin 9 micsiB 10 15 pokiB AUC cranoBuia 61U3bKO
38 mxr*roa/mia Ha 1 Mr/kr mo3u. [licims 6araTopa3oBoro 3acToCcyBaHHs cepeaHii ti, GirykoHa3omy i3 ia3mMu
KpoBi BapitoBaBcs Mixk 15 ta 18 ronunamu; 06’em po3noainy cranosus 880 mur/kr. binbin TpuBanuit ti2, mo
CTAaHOBHB TNPUOJIM3HO 24 TOIWHU, CIIOCTEpiraBcs ICs OJHOPA30BOTO 3aCTOCYBaHHS (urykoHaszoiry. Llei
MOKa3HUK € CIIBCTaBHUM 13 112 (aykoHa3omy miciasi OJHOPA30BOIO 3aCTOCYBAHHS J03M 3 MI/KTD
BHYTPILIHBOBEHHO AITsIM BikoM Bia 11 quiB 10 11 micsauiB. O6’eM po3noaily y Hali€HTIB 1i€l BIKOBOI IPyMH
cTaHoBUB 013bk0 950 MI/KT.

JlocBim  3acTocyBaHHS  (UIYKOHAa30Jly  HOBOHApODKEHHM  OOMeEXyeTbcs  (apMaKOKIHETUYHUMH
JOCHIKeHHAMH 12 HeZJOHOIeHNX JiTe 13 TepMiHOM rectauii npubnusno 28 tuxHiB. CepenHiil Bik JUTUHU
MIPH 3aCTOCYBaHHI MEPINOi 1031 cTaHOBUB 24 roauau (Bia 9 1o 36 rouH); cepeaHs Maca Tijia Mpu HapoHKEHH1
cranoBuiia 900 r (Bix 750 1o 1100 r). [{nst 7 namieHTiB MPOTOKOJ AOCHIKEHHs Oy/10 BUKOHAHO. MakcuMyMm
5 BHYTPIIIHFOBEHHUX 1H €KIIH (IyKOHA30y y 1031 6 Mr/Kr BBOMWIM KOXHI 72 rommuHu. CepemHiit ti
cranoBuB 74 rogunu (44-185) B 1-ii aeHb, motiMm 3HU3uBCA 10 53 rogun (30-131) Ha 7-it neus Ta 10 47 (27—
68) na 13-it genp. ITnoma mix kpuBoro (MKr*roa/mi) cranoBuia 271 (173-385) B 1-it neHb, 30iabIIHIACS 10
490 (292—734) na 7-i nenn, notim 3HM3MIacs 10 360 (167-566) Ha 13-it nenb. O6’eM po3moainy (MII/KT)
cranoBuB 1183 (1070-1470) y 1-it nens, 30inbmyBaBcs a0 1184 (510-2130) uva 7-it nens Ta qo 1328 (1040—
1680) na 13-it acHb.




3acTocyBaHHs MAlliEHTaM JIITHBOTO BIKY.

dapMaKOKIHETUYHE JOCTI/DKCHHS] TPOBOIWIM 32 ydacTio 22 TamieHTiB (BIKOM Big 65 pokiB), ski
3acrocoByBanu 50 mr ¢urykoHazomy nepopainbHo. 10 mamieHTiB 0JHOYaCHO 3aCTOCOBYBANHU J1YPEeTUKH. Cmax
cranoBuia 1,54 MKr/mn ta gocsranacs npotsaroM 1,3 ToJMHHM MMicis 3acTocyBaHHs ¢urykoHazony. CepemaHs
AUC cranosuna 76,4+20,3 mxr*roa/miu. Cepensiii ti, — 46,2 ronuau. Li papMakoKiHETHYHI TOKa3HUKHU €
BUIIMMH TIOPIBHSIHO 3 aHAJIOTIYHUMH Y 3J0POBUX JOOPOBOJIBIIB MOJIOAIIOTO BiKy. OTHOYaCHE 3aCTOCYBaHHS
JlypeTHKIB He Mayo 3Ha4HOro BIUIMBY Ha Cmax Ta AUC. Takox kiipeHc kpeatuHiny (74 MiI/XB), BiICOTOK
GbiyKoHa30I1y, 110 €KCKPETYBaBCs 13 ceueto y Hesminenomy Burisigi (0-24 roaumuu, 22 %), Ta HUPKOBUI
kiipenc ¢uykonasony (0,124 Mi1/XB/Kr) y MaIlieHTIB JaHOI BIKOBOI Ipynu OyJId HIKYMMHU, HDK aHATOTT4HI
MMOKAa3HUKH Y MOJIOJIIIUX JOOPOBOJIBIIB. ToMy 3MiHU (hapMaKOKIHETHKHU y TAII€HTIB JITHHOTO BIKY OUYEBHUIHO
3ajie’kaTh BiJl HapameTpiB QyHKIIi HUPOK.

KuiniuHi XapakTepucTHKH.

Iloka3zanns.

e ['ocTpuii BariHanbHUIN KaHIMI03, KOJIHM MICIIEBa TEparlis HE € TOIIIbHOIO.

o Kanammo3uuit 6anaHiT, KOJIM MicIIeBa TEpaIrisi HE € JOIUIBHOIO.
Tepariro JgikapcbKuM 3acO00M MOXKHA PO3IOYMHATH J0 OTPUMAHHS PE3yJIbTaTiB KyJIbTypalbHUX Ta IHIIHX
1a00paTOPHUX JOCIIIKEHb, OIHAK IICIs OTPUMAHHS PE3yJbTaTiB JOCIIKEHb MPOTUIHGEKIIHY Teparito
CJIiJl CKOPUTYBATH BiJIMTOBIAHIUM YHHOM.
HeoOxigHo Opatu mo yBarm odimiliHi peKOMEHJAIIl 100 BiAMOBIIHOTO 3aCTOCYBAHHS MPOTHTPHUOKOBUX
3aco0iB.

IIpomunoxazaunus.

e TimepuyTnuBicTh 10 (IIyKOHA30Ily, IHIIUX A30JbHHUX CIOJIYK a00 0 1HIIUX JOMOMDKHHUX PEUOBUH
JKapCchKOro 3aco0y.

e OpHouacHe 3aCTOCYBaHHS (IYKOHA301y Ta Tep(eHaauHy MalieHTaM, SKi IpUHMaroTh (UIyKOHA30JI
OaraTopa3oBo y no3ax 400 mr/Ha noOy Ta Buile (3TigHO 3 pe3ylIbTaTaMH JOCITIDKEHHS B3a€MOJIIT
6araTopazoBOro 3aCTOCYBaHHs).

e OpHouacHe 3acCTOCYBaHHS (DITYKOHA30JIy Ta IHIIHUX JIKAPCHKUX 3ac001B, IO MOJOBXKYIOTH 1HTEpPBAJI
QT Tta metabomnizytoThest 3a gonomororo ¢pepmenty CYP3A4, Hanpukinaa nu3anpuiy, acTemisony,
MIMO3UY, XIHIJUHY Ta €pUTPOMILUHY (IUB. po3auin «B3aemomis 3 IHIIMMHU JTIKapCHbKUMU 3ac00aMU
Ta 1HII BUAU B3a€MOI» 1 «OcoOIUBOCTI 3aCTOCYBAHHS).

B3aecmooia 3 inwumu aikapcokumu 3acodamu ma inwi 6uou 63aEmooii.

OnHouacHe 3acTocyBaHHS (hIYKOHA301y Ta HUKYE3a3HAYEHUX JIKApPChKUX 3ac00iB MPOTHUIIOKA3aHe.
Luzanpuo.

[ToBimomisocst MPO PO3BUTOK MOOIUHMX peakliif 3 OOKy cepls, y TOMY YHUCII NP0 MapOKCHU3MAIbHY
IUTYHOUYKOBY TaxiKap/iit0 TUIY MIpyeT y NaI[lEHTIB, K1 OAHOYACHO 3aCTOCOBYBAJIM (PIIyKOHA30JI Ta IIU3AIIPHI.
KoHTponpoBaHe H0CTiKEHHS MPOIEMOHCTPYBAo, 10 ogHouacHe 3actocyBaHHs 200 mr durykonazony 1 pas
Ha 7100y Ta 20 Mr mu3anpuay 4 pa3u Ha J00Y MPHU3BOAMIO JIO 3HAYHOTO IMIIBUIICHHS PIBHS H3ANPUIY Y
U1a3Mi KpoBi Ta J10 moioBxkeHHs iHTepBaity QT. OHouacHe 3acTOCyBaHHS ITUX 3aC001B MPOTHIIOKA3aHe (UB.
po3ain «IIpoTumnokazanus»).

Tepghenaoum.

UYepe3 BHIMAIKK PO3BUTKY TSDKKHX CEPIIEBHX apUTMild, CIPHYMHEHHX IOJOBXKEHHsM iHTepBanmy QTC, y
MAIlIE€HTIB, SKI 3aCTOCOBYBAJIHM a30JIbHI MPOTUTPUOKOBI JIIKapChKi 3aCO0M OHOYACHO 3 TepheHaIuHOM, OyIu
MPOBEACHI JOCTI/DKEHHS B3aeMOIl IMX 3aco0iB. Y Tpolieci OJHOTO JOCIHIKEHHS MPH 3aCTOCYBaHHI
¢dnyxonazony y no3i 200 mr Ha 100y He Oyno BHUBIEHO MOJAOBXKEHHs iHTepBany QTC. IHie mocmimpkeHHs
npu 3actocyBaHHI QurykoHazony y mo3ax 400 mr ta 800 mMr Ha moOy mpoaeMOHCTpyBasio, MO MPHIAOM
¢dnyxonazony y no3ax 400 mr Ha 100y a00 BuIlle 3HAYHO MMiJBHUILYE PiBEHb TepPEHATUHY Y I1a3Mi KPOBI IPU
ix omHOYacHOMY 3acTocyBaHHI. OpHOYacHE 3acTocyBaHHS (QurykoHa3oiry y go3ax 400 mr abo Buie 3
tepdenaanHoM npoTunokaszane (quB. po3ain «IIporunokasannsy). [Ipu 3acrocyBanHi QykoHa301y y 033X
Hwk4e 400 Mr Ha 100y 0JTHOYACHO 3 Tep(HEHATUHOM CJIiJ] TPOBOIUTH PETEILHUNA MOHITOPUHT CTaHy MaIll€HTA.
Acmewmizon.

OnHovacHe 3acTOCyBaHHS 3 (IYKOHA30JI0M MOXE 3MEHIINTH KiIipeHc acTteMizony. CIpHYMHEHE M
MiABUILEHHS KOHIICHTpALlli acTeMi30ily y I1a3Mmi KpoBi MOXKe MPU3BECTH 0 MOJOBXKeHHS iHTepBany QT, y
PIAKICHUX BUIIAJIKAX — 10 TAPOKCU3MAaJIbHOI IUTYHOYKOBOT TaxikapAii Tuiy mipyer. OgHo4acHe 3aCTOCYBaHHS
KX 3ac001B MpoTurokazane (auB. po3nia «lIpoTunokazaHHs»).




ITimo3u0 ma XiHioumn.

OnHouacHe 3acTOCYBaHHS 3 (IYKOHA30JI0M MOKE TMTPU3BOJIUTH JI0 IPUTHIYEHHS METabO0II3My MIMO3UAY a0
XIHIIUHY, X04Ya BIAMOBIIHUX JTOCIIKEHB IN VItro Ta in Vivo He mpoBoawiu. [TiABHUINCHHS KOHIICHTpAIl
MiMO3UAYy a00 XIHIIMHY y TUIa3Mi KpPOBI MOXKE CIIPUYUHATH TMOAOBXKEHHsS iHTepBany QT Ta y piakicHHX
BUMA/IKaX MPU3BOJUTU IO PO3BUTKY MAapPOKCHU3MAIBbHOI HMITYHOUYKOBOI TaxikapAil Tumy mipyer. OgHovYacHe
3aCTOCYBaHHS IMX 3ac001B MPOTHUIOKa3aHe (IuB. po3ai «IIpoTuokazants»).

Epumpomiyun.

OnHouacHe 3acTOCYBaHHsS E€pUTPOMILMHY Ta (IYKOHA30JIy MOKE NPU3BOAMTU 10 30UIBLICHHS PHU3UKY
PO3BHUTKY KapAiOTOKCUYHOCTI (TOog0BkKeHHs iHTepBany QT, mapokcu3manabHa IMITYHOYKOBA TaxiKapis TUITY
mipyer) Ta, SK HaCIiAOK, M0 panToBoi cepueBoi cMepTi. OpHOuyacHe 3acTOCyBaHHSA IHMX 3aco0iB
npoTHIIoKaszane (JuB. po3ain «IIpoTunokasanus»).

OpnHouacHe 3acTocyBaHHs (DIYKOHA301y Ta HUKUYE3a3HAYEHUX JIKAPChKUX 3ac001B HE PEKOMEH/TYEThCSL.
Tanogpanmpun.

OnHouacHe 3acTOCyBaHHA (UIYKOHA301y Ta rajo(aHTpUHY MOXKE IPU3BOJUTHU A0 MiJIBUIIEHHS KOHLEHTpaLlii
ramopaHTpuHy y Tuta3mi KpoBi 3a paxyHok mnpurHiueHHs CYP3A4. CopuunHeHe IUM ITiIBUIICHHS
KOHIIEHTpalli rajoQaHTpuHy Yy IUIa3Mi KpPOBI MOXK€ MNPU3BOJUTH JIO MIJIBULIEHHS DPHU3HKY PO3BUTKY
Kapi0TOKCUYHOCTI (TTo10BXeHHs iHTepBainy QT, mapokcu3ManbHa NDTYHOYKOBA TaXiKap/ais THITY MipyeT) Ta,
SK HACIIJOK, 0 panToBoi cepieBoi cmepti. Ciifi yHUKAaTH OAHOYACHOTO 3aCTOCYBAaHHS LIMX 3aC00IB (IIUB.
po3nin «OcoOIMBOCTI 3aCTOCYBAHHS).

OnHouacHe 3acTocyBaHHs (hIYKOHA301y Ta HUKYE3a3HAYEHUX JIKApPChKUX 3ac00iB BUMarae 00epexxHOCTI.
Amiooapon.

OnHouacHe 3acTOCyBaHHS (UIYKOHA30Jly Ta aMiOJapOHy MOKE IMPU3BECTH JI0 MOJOBXKEHHs iHTepBainy QT.
OnHouacHE 3aCTOCYBaHHS LUX 3ac00iB BUMarae 00EpeXHOCTi, OCOOIMBO y pa3i MpUHOMY BHCOKOI 03U
drykonazosy (800 mr).

OnHouacHe 3acTocyBaHHs (DIYKOHA30JTy Ta HIDKYE3a3HAYCHHX JIIKAPCHKUX 3ac00iB BUMarae 00epekHOCTI Ta
KOPUT'YBaHHS JIO3H.

Bnaue inwux nikapcokux 3aco0ie na gaykounason.

JlocnipKeHHsT B3a€EMOJII MPOJEMOHCTPYBAIM, 110 MepopalibHE 3acTOCYBaHHs (DIyKOHA30Jy OJIHOYACHO 13
BXKMBAaHHSAM 1Ki, IPUAOMOM IUMETHIMHY, aHTAIMAIB a00 MOJANbIIMM OINPOMIHEHHSM YChOTO TiNla JUIsS
nepecakeHHs KICTKOBOTO MO3KY HE Ma€ KJIIHIYHO 3HAYyILOT0 BIJIMBY Ha aOCOPOILit0 (IyKOHA30Iy.
Pughamniyumn.

OnHouacHe 3acTOCyBaHHs 3 pudamminuHoM npusBoauio Ao 3HwkeHHs AUC Ha 25 % Tta ckopouyBaiio ti/
dbaykonazory Ha 20 %. Y pa3i 0gHOYACHOTO 3aCTOCYBaHHS IUX 3aCO0IB CIIJI PO3TJISHYTH JOIIIHHICTD
MIBUIICHHS 03U (IYyKOHA30ITy.

Tl'iopoxnopomiazuo.

VY nocnijkeHHl papMaKkOKiHETUYHOI B3a€EMOJIT 0JlHOYacHe Oararopa3zoBe 3aCTOCYBAHHS TiPOXJIOPOTia3uay
3IOPOBHM JOOPOBOJIBISIM ITiIBUIIYBAJIO KOHIEHTpaIifo (iaykoHasony y miasmi kposi Ha 40 %. Taki
napaMeTpH B3aEMOJI] He BUMAraroTh 3MiH y peKnUMi 103yBaHHS (ITYKOHA30Iy JJIs MAL€HTIB, SKi OTHOYACHO
MPUIIMalOTh CEYOT1HHI 3aCO0U.

Bnnue ¢pnyxonazony na inwi nixapcwvki 3acoou.

dnykonazon € momipauM iHriditopom muroxpomy P450 (CYP) izodepmenty 2C9 ta 3A4. dnykoHa3ol €
noTy>KHUM iHribitopom i30¢epmenty CYP2C19. Ha npomatok 110 crocTepexyBaHUX/JOKYMEHTAIbHO
MIITBEP/HKEHUX B3a€EMO/IIN, IO OMMCAHI HIDKYE, MPU OJHOYACHOMY 3aCTOCYBaHHI 3 (PIIyKOHA30JIOM ICHYE
PH3UK MiJIBUIICHHS Y I71a3Mi KpPOB1 KOHIIEHTpaliil iHIIUX CIONYK, 110 Metadomizytotecs CYP2C9, CYP2C19
ta CYP3A4. ToMy 3acTOCOBYBATH TaKi 3aCO0M OJJHOYACHO 3 (DIIYKOHA30JIOM CJIiJl 3 00€PEKHICTIO, TIPH ITLOMY
HEOOXITHO PeTeNIbHO CIOCTepIiraTu 3a cTaHoM mauieHTiB. [IpurnivyBanbpHa aist paykoHazony Ha (hepMEeHTH
30epiraeTbcsi mpoTAroM 4-5 116 micis WOTro 3acTOCYBaHHS y 3B’SI3KY 3 WOro TpuBajnuM ti2 (IMB. po3aii
«IIpoTunokaszanus»).

Anvghenmanin.

OpnovacHe 3actocyBanHs anb(eHtaniny (y mo3i 20 MKI/KT) 370pOBUM JOOPOBOJIBISM MPU3BOAMIO [0
nBokpatHoro 30unsimeHHs AUC1o dnykonaszony (y mo3i 400 mr) moxkimBo, yepe3 inrioyBanus CYP3A4. ¥V
pasi 0JJHOYACHOTO 3aCTOCYBAHHS IIMX 3aC001B MOXe OyTH HEOOX1THUM KOPUTYBaHHS J03U allb(hEHTAHLTY.
AbpoyumuHnio.




OnHovacHe 3actocyBaHHs 3 Quykonazonom (imriditop CYP2C19, 2C9, 3A4) miaBuilye EKCIO3UIIiI0
aKTUBHOI YacTHHU abpouuTuHiOy Ha 155 %. Y pa3i ogHOUaCHOTO 3aCTOCYBAaHHS IIUX 3aCO01B CIIi1 3SMEHIITUTH
703y aOpOIMTHHIOY BIAMOBIAHO 10 IHCTPYKIIT AJIs1 MEAMYHOTO 3aCTOCYBAHHSI.

Amimpunmunin, HOpmpuUNMUiH.

OpnnouacHe 3acTocyBaHHS 3 (IYKOHA30JI0M MPHU3BOAWIO JO TMOCHJICHHSA [ii aMiTpunTwiiHy abo
HOPTPUNTUIIIHY. Y pa3i 0JHOYACHOIO 3aCTOCYBaHHS LIUX 3aC001B PEKOMEHY€ThCSl BUMIPIOBAaTH KOHIICHTpAIIil
S-HOPTPUNTUIIIHY Ta/ab0 S-aMiTpUNITHIIIHY Ha MOYaTKy KOMOiIHOBaHOI Tepamii Ta yepe3 1 TwxkaeHs. Y pasi
HEOOX1THOCTI CJIi/I BIAKOPUTYBATH J03y aMITPUINITUIIIHY/HOPTPUTITUIIIHY.

Ampomepuyun B.

OpnouacHe 3actocyBaHHS (QuiykoHazoiy Ta amdorepunnHy B iH]ikoBaHMM MUIIaAM 13 HOPMaJIbHUM
IMyHITETOM Ta 1H()IKOBAHUM MHUIIIAM 31 3HIDKEHUM IMYHITETOM JIAJIO TaKi pe3yJbTaTH: HEBEITUKUH aJUTUBHUI
npoturpubKkoBuii  edekr mnpu cucremuii indekmii  C. albicans, BimcytHicTe B3aemomii  mpu
BHYTpilHboUepenHii ingekuii Cryptococcus neoformans ta aHTaroHi3sM IMX 3acO0iB NPH CHUCTEMHIM
indexkuii Aspergillus fumigatus. Kiiniune 3Ha4eHHs pe3y/bTaTiB, OTPUMAHUX y MPOIEC] MUX AOCHIKEHb,
HEBiZOME.

Aumuroazynaumu.

SIk 1 TpW 3acTOCYyBaHHI IHIIMX a30JbHUX MPOTHTPHOKOBHX 3ac00iB, MPU OJHOYACHOMY 3aCTOCYBaHHI
¢baykoHazory Ta BaphapHuHy MOBIIOMIISIIOCS PO BUMAAKH PO3BUTKY KPOBOTeU (reMaToM, HOCOBOT KpOBOTEYI,
[UTyHKOBO-KHIITKOBUX KPOBOTEU, TEMaTypii Ta MEJICHH) Y TIOETHAHHI 3 ITOIOBKEHHSIM IPOTPOMOIHOBOTO Yacy.
[Ipu omgHOYacHOMY 3acTOCyBaHHI (PIIyKOHa307y Ta Bap(apuHy CIOCTEepIrajiocs IBOKpATHE IiJBUIICHHS
MPOTPOMOIHOBOTO Yacy, HMOBIPHO, BHACIIIOK IPUTHIYCHHS MeTabomi3my Bapdapuny depe3 CYP2C9. V pasi
OJTHOYACHOTO 3aCTOCYBaHHS (PIIyKOHA307y 3 KyMapHMHOBHMHU aHTUKOATYJSIHTaMU a00 1HAAHETIOHOM CHij
PETEILHO KOHTPOIIOBATH MTPOTPOMOIHOBHI yac. Moke OyTH HEOOX1THOK KOPEKIIisl JO3H aHTUKOATyJISTHTIB.
benzoodiazeninu kopomxoi 0ii, Hanpukiad mioazonam, mpuazonam.

OpHovacHe 3acToCyBaHHS 3 (DIIYKOHA30JI0M TMPHU3BOAWIO JIO 3HAYHOTO TIJABUIICHHS KOHIICHTpPAIl
MEepPOPaILHOTO Mifa30jiaMy Ta 0 MOCUJICHHS IICUXOMOTOPHUX eeKTiB. OqHoYacHHUM npuitoM IyKoHa30Iy
y n03i 200 mr Ta Migazonamy y 103i 7,5 Mr epopaiibHo pu3Boamio fo miasumeHHs AUC ta ti» Migazonamy
y 3,7 Ta 2,2 pa3za BignosimHo. OpHovacHuil mpuitom ¢uykoHazony y no3i 200 mr/ma go6y ta 0,25 mr
TpHa3oyiaMy nepopasibHO mpu3Bo w0 1o miasumeHas AUC ta ty, tpuasonamy y 4,4 Ta 2,3 pasa BiIoBiIHO.
IIpu opHOuUacHOMY 3acTOCyBaHHI (IYKOHA30Jly Ta TpHA30JIaMy CIIOCTEpIranocsi MOTEHIIIOBaHHA Ta
MpoJIOHTAIlisl ePeKTIB Tprazonamy. Y pas3l OJJHOYACHOTO 3aCTOCyBaHHs (IyKOHA30Jy 3 OeH30/Iia3erniHaMu
CJIiJT 3MEHIIUTH 103y OC€H30/11a3€MiHIB BCTAHOBUTH HAIEKHUN MOHITOPUHT 32 CTAHOM TAIli€HTA.
Kapbamasenin.

OnHouacHe 3acToCcyBaHHA 3 (DIYKOHA30JI0M MpHUTHiYye MeTaloii3M KapOamasemiHy Ta CIpPUYUHSE
MiABHUIIEHHS piBHA KapOamaseminy B mia3Mi kpoBi Ha 30 %. IcHye pu3nK po3BUTKY NPOSBIB TOKCUYHOCTI 3
060Ky kapbamazeniHy. Y pa3i 0JHOYaCHOI'O 3aCTOCYBaHHS IIMX 3aC001B MOXKe OyTH HEOOX1JHUM KOPUT'YBaHHS
71031 KapOaMa3eliHy 3aJIeXHO B1Jl piBHS HOro KOHIEHTpaLlli Ta eeKTiB.

broxamopu kanvyieeux kauanis.

Jlesiki aHTaroHicTd Kaubito (HiQenuIiH, iCpaguIiH, aMJIOJUINH Ta (EJIOJUIIH) MEeTa0oI3yIOThCS
depmentom CYP3A4. dnykoHa307 MOTEHIIMHO MOXE IMiJBUINYBATH CUCTEMHY €KCIIO3UIII0 OJIOKATOPiB
KaJIBIIIEBUX KaHaiB. Y pa3i OJHOYACHOTO 3aCTOCYBaHHS IMX 3ac00IB PEKOMEHIYEThCS pETEIbHE
CIIOCTEPEKEHHS 1II0JI0 PO3BUTKY MOOIYHUX PEaKLIii.

L]enexoxcuo.

OnnouacHe 3acTocyBaHH 3 QurykoHa3osoM (y 1031 200 mr Ha 100y) niaBuryBaio Cmax Ta AUC 1ienexokculy
(y mo3i 200 mr) Ha 68 % Ta 134 % BignoBijgHO. Y pa3i 0JIHOYACHOTO 3aCTOCYBAHHS IMX 3aC00IB MOXe OyTH
HEOOX1THUM 3MEHIIIEHHS /103U 1IeJIeKOKCUOY B 2 pa3H.

Luxnogocghamio.

OnnouacHe 3acTocyBaHHA IUKI0pochamiay Ta (GIyKoHa30dy NPU3BOAMUTE JI0 MiABUIIEHHS piBHS OUTipyOiHy
Ta KpeaTuHiHy B Imia3mi kpoBi. Lli 3aco0um MoOKHa 3acTOCOBYBaTH OJHOYACHO, 3Ba)KAal0OUM Ha PU3HUK
MiABUILEHHS I11a3MOBOT KOHIIEHTpalii OinipyOiHy Ta KpeaTuHiHy.

Denmanin.

[MoBigommsuiocss mpo 1 nmetanbHMIA BUIMAMOK IHTOKCHKAIi (DEHTaHIIOM BHACTIOK MOXIIHMBOI B3a€MOZIT
¢denraniny Ta Qaykonazony. Jlo TOro  y JOCHIJUKEHHI 3a Y4acTIO 370pPOBUX JOOPOBOJBIIB OyIo
MPOJICMOHCTPOBAHO, IO OJIHOYACHE 3aCTOCYBaHHS 3 (hJIyKOHA30JIOM 3HAYHO YIOBUIHHIOBAJIO E€IIMIHAIIIO
¢denraniny. IligBumeHHsT KOHIEHTpauii (eHTaHUTy MOXKE NMPHU3BECTH JO MPHUTHIYEHHS TuUXaHHSA. Y pasi



OJTHOYACHOTO 3aCTOCYBAaHHS IUX 3acO0iB CIiJl peTeIbHO KOHTPOIIOBATH CTaH MalieHTa. Moxe OyTH
HEOOX1THOIO KOPEKIIis 103U (peHTaH1TY.

Ineioimopu I'MI-KoA-pedykmasu.

OpnnouacHe 3acTocyBaHHS (iykoHa3zonmy Ta iHrioiTopiB I'MI-KoA-peaykrasu, mo meTabomi3yroThbCs
CYP3A4 (aropBactatuH Ta cuMBacTatuH), abo inridiropiB 'MI'-KoA-peaykrasu, mo meTaboi3yloThCs
CYP2C9 (dbnyBactaTuH), TiABUIIYE PU3UK PO3BUTKY Miomartii Ta padmomionizy. Y pasi HEoOXiTHOCTI
OJTHOYACHOTO 3aCTOCYBaHHS IIUX 3acO0IB CIiJ PETENBHO CIOCTEPIraTd 3a MAIli€HTOM IIOJAO0 BHUHUKHCHHS
CHUMIITOMIB MiOIIaTii Ta pab0Mi0JIi3y 1 TPOBOJUTH MOHITOPHHT PiBHS KPeaTHHKIHA3M B IJ1a3Mi KpoBi. Y pasi
3HaYHOTO IIJBUIICHHS pIBHA KpeaTWHKIHA3M, a TaKoX TMpH JiarHOCTyBaHHI ab0 mixo3pi Ha
Mionatir/padmomioni3 3acrocyBanHs iHri0iTopiB ' MI'-KoA-pemykra3u cinii MpUIUHUTH.

lsaxagpmop.

OpnouacHe 3acTocyBaHHS 3  (UIYKOHA30JIOM IIJBHINYE EKCIO3MIK iBakadTopy (miacuitoBavya
MYKOBICII/IO3HOTO TPaHCMEMOPAaHHOTO PETYJsITOpa MPOBIAHOCTI) B 3 pas3u, a TiApOKCHUMETUIiBaKadTopy
(M1) — y 1,9 paza. Y pa3si 01HOYACHOI0O 3aCTOCyBaHHs oMipHHX iHriOiTOpiB CYP3A, Takux sk (IIyKOHA30I1
1 epUTPOMILIKH, 3 IBAKAPTOPOM PEKOMEHAYEThCS 3HIKEHHS Horo f03u 10 150 mr 1 pa3 Ha 100y.

lopumumnio.

OnnouacHe 3acrocyBaHHs 3 mnoMipauMu iHTiOiTOpamMu CYP3A4, Takumu sk (piyKoHA30J, ITiIBUIILYE
KOHIIEHTpallil0 I0pUTHHIOY B TU1a3Mi KPOBI Ta MOKE MiABUIILYBATH PU3HK TOKCUYHOCTI. Y pa3i HEMOXKIUBOCTI
YHUKHEHHS TaKo1 KOMOiHaIi1, CJTiJ 3HU3UTH 7103y 10puTHHIOY 10 280 Mr 1 pa3 Ha 700y 3 METOIO TPOAOBKECHHS
3aCTOCYBaHHS 1HT101TOPY Ta 3a0€3MeUYUTH MOCTIMHUN KITHIYHUI MOHITOPHUHT.

Onanapub.

OnHouacHe 3acTocyBaHHs 3 noMipHUMH iHri6iTopamu CYP3A4, Takumiu ik Gu1yKoHa30J1, 301JIbIIIYE I1J1a3MOBI
KOoHIleHTpamii onanmapuOy. OgHOYACHE 3aCTOCYBaHHS IIUX 3aCO0IB HE PEKOMEHIYEThCA. SIKImIO Takol
KOMOiHaIlil He MOKHA YHUKHYTHU, IpUiioM onanapudy oOMexyroTs 103010 200 Mr 2 pasu Ha 100y.
ImyHnocynpecopu (nanpukiao, YuKiocnopuH, e8epoimyc, CUpOIIMyc i makpoiimyc).

Huxnocnopun.

OpnHouacHe 3acTocyBaHHS 3 (DIYKOHA30J0M 3HaYHO MiABHILYye KoHIEeHTpalito Ta AUC nukinocnopuny. [pu
OJHOYacHOMY mpuiioMi (iaykoHazony y no3i 200 mMr Ha 00y Ta LMKIOCIOpPUHY y 1031 2,7 MI/Kr/no0y
cnocrepiranocs 30utemenHs AUC muknocnopuny y 1,8 pasza. Lli 3aco0u MOKHA 3aCTOCOBYBATH OJIHOYACHO
32 YMOBH 3MEHIIEHHS 7031 HUKJIOCIOPUHY 3aJIeKHO BiJl HOrO KOHIIEHTpAILIi.

Eegeponimyc.

Xowa pmocmimkeHb in VItro Ta in Vivo He MPOBOAWIM, BiIOMO, MO (IYKOHA30J MOXKE ITiJBUIIYBATH
KOHIEHTPALIII0 €BEpOJIIMYyCY B I1a3Mi KpoBil uepe3 npurHiueHHs CYP3A4.

Cuponimyc.

OpnHovacHe 3acTOCYBaHHS 3 (PJIyKOHA30JIOM IT1JIBUIIY€ KOHLIEHTPAIIII0 CUPOIIMYCY y TU1a3Mi KpOB1, HMOBIPHO,
HUISXOM NpUTHIYeHHs MeTabomnizMy cuponimycy ¢epmentoM CYP3A4 Tta P-rinikonpoteinom. Lli 3aco0u
MO>KHa 3aCTOCOBYBATH OJJHOYACHO 3@ YMOBU KOPUTYBAHHS /103U CUPOJIIMYCY 3aJI€)KHO B1J1 pIBHS KOHIIEHTpAIIil
Ta fioro e(exTis.

Taxponimyc.

OnHouacHe 3aCTOCYBaHHS 3 (PIIyKOHA30JI0M MOJKE IMiJBUIYBAaTH KOHIEHTpALlii TAKpOJIIMYCy B TJIa3Mi KPOBi
710 5 pa3iB pu HOro rnepopajibHOMY 3aCTOCYBaHH1 Yepe3 NPUTHIYeHHS MeTa00I113My TaKpOJIIMYCy (EPMEHTOM
CYP3A4 y xumeynuky. [Ipyu BHyTpIlIHBOBEHHOMY 3aCTOCYBaHHI TaKpOJIIMYyCy HE CIIOCTEPIrajaocs 3HaYHUX
3MiH (¢apmakokiHeTHKHU. [liABUIIEH] piBHI TakpoOJIMYyCy acOLiIOIOThCS 3 HE(PPOTOKCHYHICTIO. Y pasi
OJTHOYACHOTO 3aCTOCYBaHHA IIMX 3ac00IiB 103y TaKpoJiMyCy Ui TNEepOpaibHOTO 3aCTOCYBAHHS CIij
3HIKYBATH 3aJIEKHO B1Jl HOTO KOHILIEHTpALIii.

Jlozapman.

OpnHouacHe 3acTOCYBaHHS 3 (PIIYyKOHA30JIOM TPUTHIYYE MeTaboMi3M Ji03apTaHy [0 HOro aKTUBHOTO
metabouity (E-3174), o 00yMOBIIIO€E OiIbIITy YaCTHHY aHTaroHi3My JI0 pelenTopiB aHrioteH3uny |l mig gac
3aCTOCYBaHHS JI03apTaHy. Y pa3i OJHOYACHOTO 3aCTOCYBaHHS ITMX 3aCO0IB PEKOMEHIYEThCS 3I1HCHIOBATH
MOCTIHHMI MOHITOPUHT apTEPiaIbHOTO TUCKY Y MALlI€HTIB.

Jlypazuoom.

OnHowacHe 3actocyBaHHs 3 (uiykoHazoioM (momipHuid inriGiTop CYP3A4) wMoke migBHIyBaTu
KOHIIGHTpPALII0 JYpa3HIOHY B IUIa3Mi KpoBi. Y pa3i HEMOXXJIMBOCTI YHHKHEHHS 3aCTOCYBaHHS TaKol
KOMOIHAIITT CJTi/T 3SMEHIIUTH 103y JIYpa3uI0Hy BIATOBIAHO 10 IHCTPYKIIII J11 METUIHOTO 3aCTOCYBaHHSI.
Memaoom.



OnHouacHe 3acTOCYyBaHHS 3 (PIIYKOHA30JIOM MO>KE IiIBUIITYBAaTH KOHIICHTPAIIII0 METAIOHY B IJ1a3Mi KpOBi. Y
pasi OJTHOYACHOT'O 3aCTOCYBAHHS IIMX 3aCO0IB MOXKE OyTH HEOOX1THUM KOPUTYBAHHS 03U METAIOHY.
Hecmepoioni npomuszananwhi 3acoou (HI133).

OnnouacHe 3acTocyBaHHSA 3 (hiyKoHa3010M TiABUITYBaI0 Cmax Ta AUC dayp6inpodeny Ha 23 % Tta 81 %
BIJIMOBIHO TIOPIBHSIHO 3 BIAMOBITHUMHU TIOKa3HUKaMU TIpH 3acTOCyBaHHI TUIBKH (uypOinpodeny.
AHAJIOTIYHO MPH OJHOYACHOMY 3aCTOCYBaHHI (urykoHaszoy 3 paneMidaum i0ynpoderom (400 mr) Cmax Ta
AUC ¢papmakoioriaHo akTUBHOTO 130Mepy S-(+)-10ynpodeny miasurnyBanucs Ha 15 % ta 82 % BinmnosiaHo,
MOPIBHSHO 3 TAKUMH TOKa3HUKAaMU TPY 3aCTOCYBAaHHI TIJIbKH palieMidHoro i0ynpodeny. Xoua crienialbHIX
JOCTIPKEHb HE MPOBOIWIH, (IIYKOHA30J MOXKE MiABHINYBATH CUCTEMHY ekcrosumiro iHmmx HII33, mo
MetaboizyroThesa CYP2C9 (Hanpukiaa, HaIpOKCEHY, JOPHOKCHKaMY, MEJIOKCHKaMy, TUKiIodeHaky). ¥ pasi
OJTHOYACHOTO 3aCTOCYBAaHHS IMX 3acO0iB CIiJi MPOBOIUTH TEPIOJUYHE CIOCTEPEKEHHS OO PO3BUTKY
moOIYHMX peakiii, mo’s3anux 13 HI133. Moxe OyTu notpioHe kopuryBanss go3u HIT33.

DenimoiH.

dykoHa30J1 MpuUTHIiYYye MeTadomi3M ¢eHiToiHy B mediHii. OmHodyacHe OaraTropa3oBe 3acCTOCYBaHHS
daykonazoy y 1031 200 mMr Ta (eHiTOTHY BHYTPIIIHEOBEHHO Yy 7031 250 Mr mpu3BOIUTH JO MiIBUIIICHHS
AUC24 dpenitoiny Ha 75 % ta CminHa 128 %. V paszi oqHOYaCHOT0 3aCTOCYBaHHS LIUX 3aC0O01B CIi/1 IPOBOAUTH
MOHITOPUHT KOHIIEHTpAIlii (eHITOTHY Yy TU1a3Mi KPOBI /Il yHUKHEHHS PO3BUTKY HOTO TOKCUYHOT Jii.
IIpeonizon.

[ToBimomiIsIOCsT PO BWIAJOK, KOJHM Y TALli€HTA MICHs TPAHCIUIAHTAIl TMEYiHKM Ha T 3aCTOCYBaHHS
MIPEIHI30HY PO3BUHYIIACA TOCTPA HEAOCTATHICTh KOPU HAAHUPKOBUX 3aJ103, 1110 BUHUKJIA MICJIS MPUITUHEHHS
TPUMICAYHOTO Kypcy Tepamii ¢urykoHazonoMm. IlpunmHeHHS 3acTocyBaHHs (DIykoHa307y, HMOBIpHO,
cnpuuuHIWIO nocuiieHHs aktuBHocTi CYP3A4, o npu3Beno A0 NPUCKOPEHHsS MeTaboi3My MpenHi3oHy. Y
pas3i TPHUBAJOrO OJHOYACHOTO 3aCTOCYBaHHS IIMX 3acO0iB CIiJ MPOBOJUTH pETEIbHE CIIOCTEPEKEHHS 3a
MaIie€HTaMH, 3 METOIO MOMEPEKEHHS PO3BUTKY HEIOCTATHOCTI KOPU HATHUPKOBUX 3aJ103 MiCTIsl IPUITUHEHHS
3aCTOCYBaHHS (DITyKOHA30ITYy.

Puchabymumn.

OpnHouacHe 3acToCyBaHHS 3 (PIIYKOHA30JI0M TMIJBUIIYE KOHIEHTpalilo pudaldyTHHy B IjIa3Mi KpOBI, IO
npu3BouTh 110 301bmeHHss AUC pugabyruny no 80 %. Ilpu oqHOYacHOMY 3acTOCyBaHHI (PIIyKOHa301y Ta
pudabyTHHY NOB1IOMIISIIOCS MPO BUITAJKK PO3BUTKY YBEITY. ¥ pa3i 0JHOYACHOTO 3aCTOCYBaHHS 1IUX 3ac001B
CJIiJ] BpaXxyBaTH CUMITOMH TOKCHYHOI 1T pugadbyTuny.

Caksinasip.

OnnouacHe 3actocyBaHHs 3 (piykoHazonoM migsuiye AUC ta Cmax cakBiHaBipy mpu6nusHo Ha 50 % Ta 55
% BIONOBITHO Yepe3 MPUTHIYEHHS MeTabomi3My cakBiHaBipy y medinni ¢epmentom CYP3A4 Ta uepes
iHribyBanHs P-ruikonpoteiny. B3aemonii Mixk (UIyKOHa30JI0M Ta CaKBiHaBIpOM/PUTOHAaBIpOM He
JOCITIJKYBAJIKCS,, TOMY BOHU MOXYTh OyTH OLIBII BHPaXXEHUMHU. Y pa3il OJHOYACHOTO 3aCTOCYBAHHS IHUX
3ac00iB MOXke OyTH HEOOX1JHUM KOPUTYBaHHS /O3 CaKBIHABIPY.

Tloxioui cyneghonincevosunu.

OnHouacHe 3acTOCYBaHHS 3 (PIYKOHA30JIOM MPOJIOHTYE 112 MEpopabHUX MOXITHUX CYIb(OHIICEHOBUHU
(xmopnponaminy, riGeHKIaMiay, TINI3UAY Ta TOI0yTaMiay) MpH X 3aCTOCYBaHH1 3/10pOBUM JI0OPOBOJIBIISIM.
V pa3i 0JHOYaCHOTO 3aCTOCYBAHHSI IIX 3aC001B pEKOMEHAYETHCS POBOAUTH YACTHI KOHTPOJIb IIYKPY B KPOBI1
Ta BIATMIOBITHUM YMHOM 3HIDKYBATHU JI03Y MOXITHUX CYIb()OHIJICEYOBHHH.

Teogpinin.

VY mnane60-KOHTPOIBOBAaHOMY JTOCTIDKEHHI B3aEMOIT IipenapaTiB 3acTocyBaHHs QirykoHa30iy B 1031 200 Mr
npoTsirom 14 1i6 npu3Beno 10 3HMKEHHs CEpeHbOro KiipeHcy TeodisiHy B ruta3mi kposi Ha 18 %. V pasi
OJIHOYACHOTO 3aCTOCYBAaHHS IMX 3aCO0IB 3a MAIliEHTaMH, SIK1 3aCTOCOBYIOTh T€O(PUTIH Yy BUCOKHX J03aX a0o
SK1 MalOTh MiJBUILEHUH PU3UK PO3BUTKY TOKCHUYHHX IPOSBIB T€OQUIIHY 3 1HIIUX MPUYMH, CIiJ TPOBOAUTH
CIIOCTEPEXKEHHS 111010 BUSBJICHHSI O3HAK PO3BUTKY TOKCHYHOI il TeoduriHy. Tepamito ciij 3MIHUTH IpH
MOSIB1 03HAK TOKCUYHOCTI.

Togayumunio.

Brme TodanutrHiOy 3pocTae npu 0JHOYACHOMY 3aCTOCYBaHHI 3 JIKapChKUMHU 3ac00aMH, SIKi IPU3BOISATH
1o nomiproro iHri0yBanHs CYP3A4 ta moryxHoro inrioyBanus CYP2C19 (manpuknaza, d¢iaykonaszon). Y
pa3i 0IHOYACHOT'O 3aCTOCYBAHHS 3 TAKUMH 3aC00aMM PEKOMEHIYETHCS 3MEHILIUTH 103y TO(GAUTUHIOY 10 5
mr 1 pa3 Ha 100y.

Toneanman.



OnHovacHe 3actocyBaHHs 3 (iaykonazonom (nomipawuii inridiTop CYP3A4) 3nauno 36inbmye (200% AUC;
80% Cmax) ekcrio3utiito ToBanrany (cyocrpary CYP3A4), ta, BiANOBIHO, 3pOCTa€ PU3UK BUHUKHEHHS TAKHX
NOOIYHMX peaklid sK TOCWJIEHHS Jiype3y, 3HEBOJHEHHS 1 TrocTpa HHUPKOBA HEIOCTaTHICTh. Y pasi
OJIHOYACHOTO 3aCTOCYBaHHS IIMX 3ac00iB, /1032 TOJBaNTaHy MOBMHHA OyTH 3MEHIIEHA BiJMOBIAHO A0 HOTO
THCTPYKIIT ISl MEIUYHOTO 3aCTOCYBAHHS, a 3a MAIIEHTOM MOTPIOHO CHOCTEPIraTy MO0 MOSBH MOOIYHUX
peaxiiii.

Ankanoiou 6apgiHky.

Xo4a BiJIMOBITHUX JOCIIPKEHb HE MPOBOAMIH, (IYKOHA30JI, iMOBIpHO Yepe3 iHrioyBanHs CYP3A4, moxe
CIPUYMHATH MiABUIIEHHS KOHIEHTPAI] ajJKaloifiB OapBiHKY y MIa3Mi KpoBi (HampUKial, BIHKPUCTUHY Ta
BiHOJIACTHHY), IO MPU3BOJAMTH 10 PO3BUTKY HEHPOTOKCHYHUX €(EKTIB.

Bimamin A.

[ToBigomitsocs, U0 y Malli€HTa, SKUil 0JJHOYACHO 3aCTOCOBYBAB TPAHCPETUHOEBY KUCIOTY (KHCIO0THA popma
BiTaMiHy A) Ta (IIyKOHA30J], crocTepiranucs moOivHi peakuii 3 60Ky neHTpanbHoi HepBoBoi cuctemu (LTHC)
y (hopmi IceBAOTYMOPY rOJIOBHOT'O MO3KY; TaHHH €()eKT 3HUK Mmicsl BinMiaK (aykoHa3oury. Lli 3acobu MoxHa
3aCTOCOBYBATH OJHOYACHO, aJie CIIi/I IaM’ATaTH PO PU3MK BUHUKHEHH: MOoOIYHMX peakiii 3 6oxy [ITHC.
Bopukonason (ineioimop CYP2C9, CYP2C19 ta CYP3A4).

OpHOoYacHe mepopaibHE 3acTOCyBaHHS BopukoHa3oiy (B 1031 400 mr koxHi 12 romun mpotsrom 1 no6w,
noTiM y 1031 200 mr koxHi 12 ronun npotsarom 2,5 nodu) Ta paykonaszomny (B 1031 400 mr y 1-y noQy, nmotim
y 1031 200 mr k0okHI 24 ToguHN TIPOTATOM 4 1i0) 8 310pOBHM JTOOPOBOJIBIIM YOJIOBIYOI CTATI MMPU3BEIIO JIO
migBuineHHst Cmax Ta AUC: BoprkoHasoiy B cepeanbomy 10 57 % (90 % JI1: 20 %, 107 %) ta 79 % (90 % I
40 %, 128 %) siamoBimHo. HeBimomo, uu mpU3BOAWTH 3HIDKEHHS J03M Ta/ab0 9acTOTH 3aCTOCYBaHHS
BOPUKOHAa30J1y a00 (IyKOHA30J1y A0 YCYHEHHsS Takoro epexry. Y pasi 3aCTOCYyBaHHI BOPHMKOHA30Jy IMiCIs
(GIyKOHA30JIy CIIJT TPOBOAMTH CIIOCTEPEKCHHS MO0 PO3BHUTKY TMOOIYHHMX pEaKIliii, acoriioBaHux i3
BOPHUKOHA30JI0OM.

3u008youn.

OpnovacHe 3actocyBaHHs 3 (aykoHazonoM migBuinye Cmax Ta AUC 3unmoBynuny Ha 84 % ta 74 %
BIJIMIOB1/THO, 110 3yMOBJICHO 3HMKEHHSM KIIIPEHCY 3UA0BYAUHY NMPUOIM3HO Ha 45 % mpu Horo nepopaibHOMY
3aCTOCYBaHHI. t1/2 3MJJOByIMHY OYB TaKOK MOJIOBKEHUH mpubau3Ho Ha 128 % micns 3acTocyBaHHS KOMOIHAIT
(baykoHa3zoMy Ta 3UIOBYAMHY. Y pa3l OJHOYACHOTO 3aCTOCYBaHHSA IMX 3acO0IB CHiJ TPOBOIUTH
CTIIOCTEPEXKEHHS II0A0 PO3BUTKY MOOIYHUX peakilidf, MOB’S3aHUX 13 3aCTOCYBaHHSAM 3UIOBYAMHY. MoxHa
PO3TIISIHYTH JOUTBHICTS 3HIKEHHS 103U 3UIOBYANHY.

AzumpomiyuH.

[Ipu omHOYacHOMY MEpOpPATHLHOMY OJHOPA30BOMY 3aCTOCYBaHHI a3UTPOMIIMHY Ta (DIYKOHA30Jy Y J103aX
1200 mr Ta 800 Mr BiAMOBIHO KOJHUX 3HAUYIIUX (PapMaKOKIHETUUYHUX B3aEMO/Ii BUSBIEHO HE OyIIO.
IlepopanvHi kKoHmpayenmuesu.

ITpu 3acTocyBaHHI (1yKOHa30:1y B 1031 50 MI BIUIMBY Ha piB€Hb TOPMOHIB He OyJ10, TO/I SIK TPH 3aCTOCYBaHHI1
daykonaszoy B 1031 200 mMr Ha nmo0y cmoctepiranocst 30utbienHs AUC eruninectpamiony Ha 40 % Ta
neBoHoprectpeny — Ha 24 %. lle cBiquuTh mpo Te, 10 Oararopa3oBe 3acCTOCYBaHHS (IIYKOHA301Iy Y
3a3HAUYEHUX J03aX HaBpAJ UYMW MOXE BIUIMBAaTH Ha €QEKTUBHICTh KOMOIHOBAHOTO MEPOPATIHLHOTO
KOHTPAIICTITUBY.

Ocoobnueocmi 3acmocysanns.

3acmocysanns npu ingexyisx, cnpuuunenux euoamu Candida.

JlocmipKeHHsT ToKa3any 301UTbIICHHS TOMMPEHOCTI iHdeKIii, cipuannenux Bumamu Candida, iHmmmu Hix
C. albicans. Bouu vactro Heuytnui (Hanpukiaz, C. krusei ta C. auris) abo MaroTh 3HWKEHY YYTIUBICTH 110
bnykonazony (C. glabrata). [ns nikyBaHHsS TakuX IiHGEKIIH CIi 3acTOCOBYBaTH allbTEPHATHBHI
npoTUrpuOKoBi 3acobu. Ilpu npusHadeHHi GurykoHa30iy ciijl OpaTH 10 yBaru MOMUPEHICTh PE3UCTEHTHOCTI
pizuux Buaie Candida 1o gaykonaszony.

3acmocysanns npu depmamoghimii.

BiamoBigHO 10 pe3ynabTaTiB JOCTIIKEHHS (IyKOHA30IY JJIs JIIKyBaHHS aepMaroditii y aiteH, gurykoHaszomn
HE TIepeBHUIIy€e Tpru3e0(yIbBiH 32 e(hEeKTUBHICTIO 1 3araJbHUIN MOKa3HUK e(heKTUBHOCTI CTaHOBHUTH MeHIe 20
%. Tomy mikapcbkuit 3aci0 HE CJij] 3aCTOCOBYBATH IS JIIKYBaHHSI 1epMaTOdiTii.

3acmocysanus npu KpunmoKoKo3si.

JlokasiB edeKkTUBHOCTI (HIYKOHA30dy MJIs JIKYBaHHS KPHUITOKOKO3Y IHIIMX JIOKaji3aliil (Hampukian,
JIETEHEBOTO KPHUIITOKOKO3Y Ta KPUNTOKOKO3Y MIKipH) HEIOCTaTHBO, TOMY PEKOMEHJIAIH II0I0 JJ030BOTO
PEeKUMY JIKapChKOT0 3ac00y JUIs JTIKyBaHHS TaKUX 3aXBOPIOBaHb HEMAE.



3acmocysanus npu 2nub6oKux eHoemMiuHux MiKo3ax.

JlokaziB edekTuBHOCTI (IyKOHA30y I JIIKyBaHHS I1HIMMX (OpM EHAEMIYHUX MIKO31B, TaKHX SK
MapaKkoOKIUAI0II0MIKO3, TICTOIUIa3MO3 Ta MIKIpHO-TIM(pATUYHUNA CHOPOTPHUXO03, HEJOCTATHBO, TOMY
pEeKOMEeH 1ALl 010 J030BOT0 PEKUMY JIIKAPCHKOTo 3ac00y /171 JIIKyBaHHS TAKMX 3aXBOPIOBAHb HEMAE.
Bnaue na nupku.

Jlikapchkuii 3aci0 ciijy 3aCTOCOBYBAaTH 3 OOEPEKHICTIO MAIli€eHTaM 13 MOPYIIEHHAMH (YHKIIT HUPOK (IUB.
po3ain «Croci0 3aCTOCYBaHHS Ta JI031»).

Pusux nedocmamnocmi HaoHupkosux 3ano3.

KerokoHnazosn, K BiJOMO, COPUYHMHSE HEAOCTATHICTh HATHUPKOBHX 3aJ103, I[€ TaKOXX MOXXE CTOCYBATHCS
(baykoHa30Iy, X0ua CIOCTEpiraeThes piako. HegoctaTHICT, HAMHUPKOBUX 3a7103, OB’ s3aHa 3 OJHOYACHUM
JIKyBaHHSM TIPEIHI30HOM, OMHCaHa B po3/ii «B3aeMosis 3 IHIIMMHU JIIKAPCHKUMH 3acO0aMH Ta 1HIII BUAU
B3aEMOIIY.

Bnaue na neuinky.

Jlikapcbkuii 3aci0 ciiji 3aCTOCOBYBAaTH 3 OOEPEXKHICTIO TAIlieHTaM 13 MOPYIMICHHAMH (YHKINI TEYiHKH.
3actocyBaHHs (DIYKOHA30JIy AaCOI[IOBAJIOCS 3 BHUHUKHCHHSM PIJKICHHX BHITAJIKIB PO3BUTKY TSHKKOI
rernaToTOKCHYHOCTI, BKJIIOYAIOUX JICTAIbHI BUMAIKH, TOJIOBHUM YHHOM Y TAI[IEHTIB 13 TSHKKUMH OCHOBHUMU
3aXBOPIOBAaHHAMH. Y BHIIaJKaX, KOJIM PO3BUTOK T'€IaTOTOKCHYHOCTI AaCOILIIOBABCS 13 3aCTOCYBaHHSIM
baykoHazony, He Oyi0 Bif3Hau€HO i1 SBHOI 3aJI€KHOCTI BiJ 3arajibHO1 JOOOBOI /103U, TPUBAJIOCTI Tepaii,
crari abo BiKy mamieHTa. 3a3BU4ail TeaTOTOKCHYHICTh, CIPUYMHEHA (IIYKOHA30JI0M, 000POTHA, a ii IpOsSBU
3HHUKAIOTh MICJIA MPUIIMHEHHS Teparii.

3a mamieHTaMH, y SKUX TPU 3aCTOCYBaHHI (MIYKOHA30JIy CIHOCTEpIrarOThCS BiAXWICHHS pPE3yJIbTaTiB
(GYHKI[IOHANBHUX MPOO TMEUYiHKH, CIiJi BCTAHOBUTHU PETEIbHUN HAIJSA IIOAO PO3BUTKY OUIBII TSHKKOTO
YpaXeHHS TICUIHKH.

[TamienTiB cnig npoinGopMyBaTH MPO CUMITOMH, 110 MOXKYTh CBIAYUTH MPO CEPUO3HUN BIUIMB HA MEUYIHKY
(BHpakeHa acTeHis, aHOpEKCis, TOCTiiHAa HyJO0Ta, ONIOBaHHA Ta S>KOBTSHHIA). Y TaKOMY BHITAJKy
3aCTOCYBaHHS JIIKapChKOro 3aco0y CJil HEraitHO MPUIIMHUTH Ta MPOKOHCYIBTYBATHUCS 3 JIIKAPEM.

Bnnue na cepyeso-cyounmny cucmemy.

Jleski asonu, y ToMy uHchai M (IIyKOHa30J, acoLilOThCi 3 MOAOBXKEHHsAM iHTepBany QT Ha
enekTpokapaiorpami. draykoHazon mnoaoBxkye iHTepBan QT NUIAXOM NPUTHIYEHHS BHUIPSIMIISIOYOTO
kanieBoro kanany (lkr). [Tomoexennst inrepBany QT BHacmifok il iHIIKX JTiKapchbKuX 3aco0iB (HAMpHKIA,
amioJIapoHy) MO’K€ IOCHIIIOBaTHCS B pe3yibTari npurHideHHs ¢epmenty CYP3A4 nuroxpomy P450.
[ToBiomIsIOCs PO Ay’Ke PIAKICHI BUMAKHU 1M0oA0BXKeHHS iHTepBany QT Ta mapokcu3ManbHOT IUTYHOUYKOBOT
Taxikapiii TUIy HipyeT MpU 3acTOCYBaHHI (uIyKOHa30Jly. Taki MOBIIOMIJIEHHS CTOCYBAJIMCs MAIll€HTIB 13
TSOKKUMHM  3aXBOPIOBAHHSAMH TIpU TO€JHAHHI 0araTboX (aKTOpiB PpU3HKY, TaKUMU SIK CTPYKTYpHIi
3aXBOPIOBAHHS CEpIIs, MOPYIICHHS €JIEKTPOJITHOrO OOMIHY Ta OJJHOYACHE 3aCTOCYBAHHS 1HIINX JIIKAPCHKUX
3aco0iB, 1110 BIJIMBaIOTh Ha iHTepBai QT.

[TamieHTH 3 TINOKATIEMIEID Ta MPOTPECYIOYOID CEPIICBOI0 HEJOCTATHICTIO MAaIOTh MIJBUIIEHUNH PHUBHUK
BUHUKHEHHS 3arpO3JIUBHX IS )KUTTS IITYHOYKOBHX apUTMIM Ta MapOKCU3MalIbHOI IUTYHOUKOBOI Taxikapaii
THITY TipYyeT.

Jlikapcekuit 3aci0 citifi 3 00€pekHICTIO 3aCTOCOBYBATH MAlliEHTaM i3 PU3UKOM PO3BUTKY apuUTMiid. OfHOYacHE
3aCTOCYBAaHHS Pa3oM 13 JIKapChbKUMHU 3aco0amu, 110 MPOJOHTYI0Th 1HTepBal QTc Ta MerabomizyroThes 3a
nonomororo ¢epmerty CYP3A4 muroxpomy P450, mpotunokaszane (auB. po3aimm «I[IpoTunokazanus» i
«B3aemois 3 IHIIMMU JTIKAPCHKUMH 3aCO0aMHU Ta 1HIII BHJIA B3aEMOIII).

Bzaemoois 3 ecanogpanmpurom.

lanodantpun € cybcrparom ¢epmenty CYP3A4 1 mpononrye intepBan QTc mpum 3acTocyBaHHI Yy
PEKOMEHIOBAaHUX TepaneBTUYHUX J03ax. OpHOYacHE 3aCTOCYBaHHS Talo(paHTPUHY Ta (IIYKOHA30JIy HE
peKoMeHayeTbCs (IUB. po3au1 «B3aeMoist 3 IHIIMMU JTIKapCHbKUMU 3ac00aMU Ta 1HII BUAHM B3aEMOIIN).
Puzux oepmamonoziunux peaxyii.

[Tix gac 3acTocyBaHHS (PIIYKOHA30JTy PIIKO MOBIIOMIISIIOCS PO PO3BUTOK TaKMX €KC(OIIATUBHUX IIKIPHUX
peakiiif, sk cuaapom CriBeHca-/[)KOHCOHA, TOKCUUHUI emiiepMalbHUNA HEKPOJi3 Ta Peakiilo JIIKAPChbKUX
3aco0iB 3 eosmHOdimier0 Ta cucremuumu cumnromamu (DRESS cunmpom). TMamientu 31 CHI{om Ginbin
CXWJIBbHI JI0 PO3BUTKY TSDKKHX IIKIPHUX PEakiiii MpH 3acTOCYBaHHI 0araTboX JIKapChKUX 3aco0iB. SIKmIo y
MaIieHTa i3 MOBEPXHEBOI T'PUOKOBOIO 1H(EKIIEI 3’ SBISIOTHCS BHUCHIIAHHS, 110 MOXHA TOB’S3aTH 13
3aCTOCYBaHHSM (PIYKOHA30Jy, MOJANIbIINE 3aCTOCYBAaHHS JIKAPCHKOTO 3aco0y CIij NPUIUHUTH. Koo y
naifieHTa 3 1HBa3MBHOIO/CHCTEMHOIO T'PUOKOBOIO 1H(EKII€I0 3’SBISIOTHCS BHCHUIIAHHS Ha IIKIpl, 3a HOro



CTaHOM MOTPIOHO PETENBHO CIOCTEPIraTh, a y BUMAAKY PO3BUTKY OYyJIbO3HUX BUCHIIaHb a00 MyIbTU(HOPMHOT
€pPUTEMH 3aCTOCYBaHHS JIKAPCHKOTO 3aC00Y CIIiI MPUITMHHUTH.

Pusux cinepuymausocmi.

ITix gac 3actocyBaHHs (UIYKOHA30Jy y PIAKICHUX BHUIIAKaX MOBIIOMIIIOCS PO PO3BUTOK aHA(IIAKTHYHHUX
peaxuiit (muB. po3ain «[IpoTunokaszanHs»).

Bszaemooisn 3 pepmenmamu yumoxpomy P450.

dnykonazon € nomipauM iHrioitopoM depmentiB CYP2C9 ta CYP3A4. Takox (hiyKoHA3071 € MOTYKHHM
irioiTopom depmenty CYP2C19. Crnin cnocrepiraTé 3a CTaHOM MAIlI€HTIB, SKi OJJHOYACHO 3aCTOCOBYIOTH
(iryKoHa30I1 Ta Mpenapaty 3 By3bKHUM TEPaNeBTHYHUM BIKHOM, IO MeTabomi3yroThes 3a yuactio CYP2C9,
CYP2C19 Tta CYP3A4 (muB. po3nmin «B3aemomis 3 IHIIUMHU JIIKQPCBKUMH 3aco0aMHl Ta IHINI BHUIA
B3AEMO/IIY).

Bszaemoois 3 meppenaounom.

Crain perenbHO CHOCTEpIraTH 3a CTAaHOM TMAIli€eHTa MpU OJHOYACHOMY 3acTOCYBaHHI TepdeHaauHy Ta
baykonazony y no3i Menme 400 mr Ha 100y (auB. po3aim «lIpoTunokazanus» i «B3aemomis 3 1HIIMMHA
JMKapCHhKUMHU 3ac00aMU Ta 1HII BHIIU B3aEMOJIII»).

Ocobnusi 3acmepedicents Wo0o OONOMINCHUX PEUOBUH.

Jlikapcbkuii 3aci0 MicTUTh J1akTo3y. IlamieHTaM i3 piAKICHUMH CHAJKOBUMH 3aXBOPIOBAHHSMH, TAKUMU SIK
HEMEPEeHOCUMICTh ralakTO3H, HEAOCTAaTHICTh JaKTa3u Jlanma ta ManbabcopOllis IIIFOKO3U-TATaKTO3H, HE CIiL
3aCTOCOBYBATH IICH JIIKAPChKUI 3aci0.

Jlikapchkuii 3acib Takox Mmictuth a3opy6in (E 122) ta miamanroBuii wopuuit BN (E 151), mo MoxyTh
CTIPUYMHSATH aJIeprivHi peaxiii.

Jlikapchkwii 3acid MicTuTh MeHIe 1 Mmoutb (23 Mr)/mo3y HaTpito, TOOTO MPAKTUYHO BUTBHUI BiJ HATPIIO.
3acmocyeanns y nepioo eazimuocmi abo 200y8aHHsL 2pyO0i0.

JKinKku penpooykmugHoz2o 8iKy

[lepen moyaTKOM JTiKyBaHHS HALi€HTKY CIiJ MPOiH(GOPMYBAaTH PO MOTSHUIHHUHA PU3UK /IS MJI0/1A.

[Ticns 3acTocyBaHHSI OIHOPA30BO1 103U CIiJ BUTPUMATHU Mepio BUBEACHHS (DIyKOHA301y, SIKHH CTAHOBUTH
pubau3HO 1 TroKIeHb (1110 BiAmoBigae 5—6 mepiogaM HAIMIBBUBEICHHS ), 10 HACTAHHS BariTHOCTI (JIMB. PO3.ILIT
«DapMaKOKiHETHKA)

VY pasi TpuBaJIMX KypCiB JIIKYBaHHS >KIHKaM PpENpOIYKTHUBHOI'O BIKY CIiJI PO3IVISIHYTH BHKOPUCTaHHS
KOHTpAleMNLii IpOTSAroM yChOro Mepioay JIiKyBaHHs Ta IPOTATroM 1 THXKHS Micis MpUiloMy OCTaHHBOI JO3H.
Bacimnicme.

OOcepBariifHi JOCIIPKEHHS CBi4aTh NP0 MiJBUINEHUN PHU3UMK CIHOHTAHHOTO a0OpTy Y JKIHOK, SIKi
OTpUMYBAJIU (PIIYKOHA30J1 MPOTATOM IEPIIOro Ta/ado APYroro TPUMECTPY, MOPIBHSAHO 3 TAKUM Y XKIHOK, 5K
He npuiiManu GaykoHa30 a0 OTPUMYBAIM MICIIEBI a30J1M y TOW caMHii NIEpPioz.

JlaHi KiJIbKOX COTEHb BariTHUX KIHOK, KOTPi OTPUMAaJH CYyKymHY 103y ¢uaykonazony < 150 mr mpotsrom I
TPUMECTpPY, HE CBi4aTh PO MIJBUIIEHHS PHU3MKY BaJl PO3BUTKY Miogy. OOcepsalliiiHe KOropTHE
JOCTIKEHHSI T0Ka3aJl0 HEBEJIMKE IIJIBULEHHS PHU3UKY BaJl OMOPHO-PYXOBOro amapary (mpubiausHo 1
noxatkoBuit Bunanok Ha 1000 xiHOK) mpu 3acTocyBaHHI (pIyKoHa30y y CyKymHii 1031 < 450 Mr npotsirom
| TpuMeCTpy BariTHOCTI, MOPIBHSIHO 3 )KIHKaMHU, K1 OTPUMYBaJIM MIpenapaTy MICIIEBUX a30.iB, 1 IpUOIN3HO 4
noxatkoBi Bunaaku Ha 1000 xiHOK — mpu 3acTocyBaHHI (DIYKOHA30Jdy y KyMYJIATHBHINH 1031 > 450 wmr.
CkopuroBanuii BimHocHuii pusuk cranosuB 1,29 (95 % JII Bix 1,05 mo 1,58) mns mepopaibHOI 103U
¢dnyxonazony 150 mr ta 1,98 (95% I Bin 1,23 mo 3,17) mwist mo3u paykonazomy nonam 450 mr.

HasBHi emigieMionoriaHi JOCHTIKEHHS 00 PO3BUTKY BaJl CEPIIS P 3aCTOCYBaHHI (IIYKOHA30JTy y MEepiof
BariTHOCTI JIal0Th cynepewinBi pe3ynpTaTt. OgHaK MeTaaHali3 5 oOcepBaliitHIX TOCITiHKEHb, MPOBEICHUX
3a y4acTIO KUIbKOX THCSIY BariTHUX JKIHOK, SIKI OTPUMYBAIH (IIYKOHA30JI MPOTITOM MEPIIOTO TPUMECTPY,
BUSIBUB MIJABUILEHHS PU3UKY PO3BUTKY Baj ceplis y HEMOBJIAT B 1,8—2 pa3u MOpiBHIHO 3 TAKUM Y HEMOBIIAT,
MaTepi AKX He OTPUMYBAIU (IIyKOHA30J1 Ta/ab0 BUKOPUCTOBYBAJIM a30J1H JIJIsl MICIIEBOT'O 3aCTOCYBAHHSI.

VY NOBIAOMIIEHHSX ONMMCAHO BPOKEHI BaJld PO3BUTKY Y HEMOBIIST, MaTepl SKUX OTPUMYBAIM BUCOKI 103U
(Bix 400 mo 800 mr/mo0y) ¢urykoHa30Iy y 1mMepio]] BariTHOCTI MPOTATOM 3 MiCsIIIiB a00 OiTbIIIe IPH JTIKYBaHHI
KOKIUioinoMiko3y. Cepen BpOKEHUX BaJl, K1 CIOCTEpiralnucs y UUX AiTel, — Opaximedantis, Qucruiasis
BYIITHUX PpAKOBHWH, HaaMIpHE 301IBIIEHHS NEPEIHBOrO TIM SYKa, BHKPHUBJICHHS CTETHOBOI KICTKH Ta
IIPOMEHEBO-TIJICUOBHI CHHOCTO3. [IpHUMHHO-HACTIIKOBUI 3B’S30K MK 3aCTOCYBaHHSM (DIIYKOHA30JIy Ta
BPO/PKEHUMH BaJlaMU HE BCTAHOBJICHUH.

VY nepioa BariTHOCTI HE CIIiJT 3aCTOCOBYBATH JIIKAPChKUH 3aci0 y 3BUYAHHUX J03aX Ta JIJIs1 KOPOTKOTPUBAIHUX
KypCiB JIIKYBaHHS, 32 BUHATKOM KpaiiHbo1 HE0OXiHOCTI. TaKkoX He CIIiJ 3aCTOCOBYBATH JIIKAPCHKUIL 3aci0 y



BHCOKHX J103aX Ta/a00 Al TPUBAJIUX KYpCIB JIIKYBaHHS, 32 BHHSATKOM JIIKYBaHHS 1H(EKLIN, 10 MOXYTh
3arpoXkyBaTH KHUTTIO.

Ilepioo eo0ysants epyoor.

@dryKOHAa30J1 MPOHKUKAE Y TPYIHE MOJIOKO Ta JIOCSATAE KOHIIEHTpaIlii, o110HO01 /10 piBHA Yy IJIa3Mi KpoBi (JIHB.
po3nin «PapmakokiHeTHka»). ['ogyBaHHS TPYAJII0O MOXXHA MPOIOBXKYBAaTH IMICIIs Pa3oBOr0 3aCTOCYBAaHHS
3BHYAHOI 1031 JIIKapChKOro 3aco0y, mo cranoBuTh 150 mr. ['omyBaHHS rpyaai0 HE PEKOMEHIYETbCS MPU
OaraTopa3oBOMY 3aCTOCYBaHHI JIKapchbKOTo 3aco0y abo Mpu 3acTOCyBaHHI BUCOKHX J1103. CIiJ OIIHUTH
KOPHUCTh TOJyBaHHS TPYIIIO JJI PO3BUTKY 1 3J0pOB’S AUTHHM, a TaKOX KIIHIYHY HOTpedy maTepi y
JiKapcbKoMy 3aco0i 1 Oyab-aKi mOTeHIiHI Mo0iuHi peakuii ¢urykoHa3omy abo OCHOBHOT'O 3aXBOPIOBAHHS
MaTepi JUIsl TUTUHH, SKY TOIYIOTh TPYIIIO.

Depmunbricme.

@drykOHAa30J1 HE BILIMBAB Ha PEPTHIIbHICTH CAMIIiB T CAMOK IITypiB.

30amuicms enusamu Ha WBUOKICMb PeaKyii npu Kepy8aHHi aeMompaHcnopmom ado iHWuUMu MexaHizMamu.
JlocnimkeHs BIUIMBY (PIIyKOHA30Jy Ha 3JaTHICTh KEPYBAaTH aBTOTPAHCIOPTOM ab0 MpalIOBATH 3 1HIIUMU
MeXaHi3MaMH He IPOBOTHIIH.

[NamienTiB cnig npoiHGOpPMYyBaTH MPO MOKIUBICTH PO3BUTKY 3amaMOpoueHHs abo cynoM (IUB. PO3ALI
«[Tobiyni peakmii») mix 9ac 3acTOCyBaHHS JiKapcbkoro 3acoOy. Ilpm po3BHTKY TakMX CHMIITOMIB HE
PEKOMEHIYEThCS KEpyBaTH aBTOTPAHCIIOPTOM ab0 MPAIFOBATH 3 IHITUMH MEXaHI3MaMHU.

Cnoci6 3acmocysannsa ma 0o3u.

Jlikapcbkuii 3aci0 mpu3HauEHUH U1l IepopaabHOro 3actocyBanHs. Kancynu ciin koratu uinuMu. [puiiom
JKapChKOTO 3ac00y HE 3aJIC)KHUTh BiJl BYKUBAHHS 1XKi.

Jlopocani.

Jlikapcekuii 3aci0 CItiJi 3aCTOCOBYBATH IEepopaibHO y 1031 150 Mr ogHOpa3oBo.

Hayienmu nimnuvozco 8iky.

[Tpu BigcyTHOCTI O3HAK MOpYIIEHHS (DYHKIIIT HUPOK JUTS JIIKYBAaHHS Ii€l KaTeropii MaiieHTiB 3aCTOCOBYIOTh
3BHYAHY 103y AJIs 1OPOCIIHUX.

Topywenns ¢hynxyii HUpox.

®nykoHa30]1 BUBOJIUTHCS B OCHOBHOMY 13 c€4el0 y He3MiHeHoMy BHUIIIsAL. Ilpu pazoBoMy 3acTrocyBaHHI
JIKapChbKOT0 3aco0y KOPUTYBATH /103y IIiil KaTeropii naiieHTiB HE MOTPiOHO.

Topywenns @yHkyii nevinku.

Jlikapcekuii 3aci0 ciiJi 3aCTOCOBYBaTH 3 OOEPEXKHICTIO MAalliEHTaM 13 MOPYIIEHHSAMU (yHKLII MEYiHKH,
OCKIUTBKHU 1H(OpMAILLii 1110/10 3aCTOCYBaHHS (UIYKOHA30IIy L1l KaTeropii MalieHTiB HeJOCTaTHBO (JUB. PO3ILIN
«OcobauBocTi 3actocyBanHs» 1 «[10014H1 peaxiii»).

Himu.

EdextuBHicTh Ta Oe3neka 3acTocyBaHHs (IIYKOHA30Jly JUIsl JTIKYBaHHS FE€HITANbHUX KaHAWJO031B y AITeH He
BcTaHOBJIeHI. HasiBHa Ha cboroHi iHopmartis HaBeneHa y po3aini «[lo0iunHi peakuii». SKIIo icHye HarajapHa
notpeba 3acTOCYBaHHS JIIKapChbKOro 3aco0y mimmiTkam (BikoMm Bix 12 mo 17 pokiB), ciig 3acTOCOBYBAaTH
3BHYAIHI JO3M IS TOPOCITHX.

Ilepeoo3ysanns.

OTpumaHo MOB1IOMJICHHS TIPO TIepe103yBaHHs (PIIyKOHA30JI0M, OJHOYACHO MOBIAOMIISIIOCS MPO TTFOLMHALLIT
Ta MapaHoiAabHY MOBEAIHKY.

ITpu nepeno3yBanHi HEOOX1HO MPOBECTH CUMIITOMATHYHY MiITPUMYBAJIbHY TEpaIliio Ta y pa3i HE0OXiTHOCTI
MIPOMHTH TLTYHOK.

@dnykoHa30J1 3HAYHOIO MIpPOI0 EKCKPETYeThCs 13 cedero; (OopcoBaHUM Aiype3 MOXke NPUCKOPUTH HOro
BuBeZicHHs. CeaHC TeMOoiali3y TPUBANICTIO 3 TOAUHHM 3HWKYE PiBeHb (IIYKOHA307y y TUIa3Mi KpOBI
npubnusHo Ha 50 %.

Ilo6iuni peakuyit.

Haitgacrime (> 1/10) moBimoMiIsiiocs mpo Taki moOiuH1 peakiii: roJoBHHIA OlIb, 011 Y YepeBHIN MOPOKHUHI,
miapesi, HymOTa, ONIOBaHHS, MIABUINEHHS piBHA anaHiHaMmiHoTpaHcdepasu (AJIT), migBuIleHHS piBHS
acriapraraminotpancdepasu (ACT), miBuIeHHs piBHA JTyXHOI pocdaTa3u KpoBi, BUCUTIAHHS.

JIy1st OIIHKYM YacTOTH BUHUKHEHHS MOOIYHUX PEaKiliii BUKOPUCTOBYIOTh TaKy KiIacH(ikaiito: ayxe Jacto (>
1/10), gacro (Big > 1/100 no < 1/10), veuacro (Bix > 1/1000 mo < 1/100), piako (Bix > 1/10000 o < 1/1000),
ayxe pinko (< 1/10000), gactora HeBimomMa (HEMOKIMBO OIIHUTH Ha MIICTaBl HASSBHUX JTAHMX ).

3 6oky cucmemu kposi ma nimpamuuroi cucmemu.



HEYacTO — aHEeMisl; PiAKO — arpaHyJIOIUTO3, JICHKOEH1s, TPOMOOIIUTOIIEH s, HEUTPOTICHIS.

3 b6oky imynHoi cucmemu:

pinko — aHadinakcis.

3 boky memabonizmy ma Xxapyy8auHsi.

HEYaCTO — 3HWKCHHS alleTUTY; PIJIKO — TilePX0JeCTePUHEMIs, TIePTPUTIIIIEPUIEMis, TIIOKaTieMis.

3 b6oky ncuxixu:

HEYacTo — OE3COHHS, COHJIMBICTD.

3 b6oky Hepsosoi cucmemus:

4acTO — FOJIOBHUH O1J1b; HEYACTO — CYIOMH, TIAPECTE3isl, 3aIIaMOPOUCHHSI, TOPYILIEHHS CMaKy; PiJIKO — TPEMOD.
3 boky opeanie cyxy ma 6ecmubdyiapHo20 anapamy:

HEYacTO — BEPTUTO.

3 boky cepys:

piAKO — MapoKcU3MajibHA [UTYHOYKOBA TaXiKapis TUITy MipyeT, MOAOBXKeHHs iHTepBany QT (muB. po3min
«OCOo0IMBOCTI 3aCTOCYBaHHS»).

3 boky mpasnozo mpaxkmy:

4yacTo — O1JIb y YepeBHI MOPOKHUHI, HY10Ta, Aiapesi, OJIFOBaHHS; HEYAaCcTO — 3arop, TUCIEINCis, METEOPH3M,
CYXiCTb y POTIi.

3 boky eenamobiniapnoi cucmemu:

4acTo —  TIABUOICHHSA  DIBHA allaHiHaAMiHOTpaHCcQepasu (AJIT), HiBUIICHHS  PiBHSA
acnapratamiHorpancdepazu (ACT), miaBuiieHHs: piBHA J1yXHOI (ocdarazu (nuB. po3ain «OcoOauBOCTI
3aCTOCYBAHHS»); HEYACTO — XOJIECTa3, JKOBTSHUILS, ITiIBULIICHHS PiBHS OUipyOiny (auB. po3ain «OcobamBocTi
3aCTOCYBaHHS»); P1IKO — IEYiHKOBA HEJIOCTATHICTh, FEMATOLENIOIAPHUI HEKPO3, TeTaTUT, FeMaTOIENIOIIpHE
ypaxxeHHs (IUB. po3ia «OcoOIMBOCTI 3aCTOCYBAHHS).

3 6oky wKipu ma niOwKipHoi MKAHUHU!

9acTO — BUCHIIAHHS (IUB. po3aia «OcoOIMBOCTI 3aCTOCYBaHHS); HEYACTO — MEIUKAMEHTO3HUHN JI€PMATUT
(BxIrOYar0uM (HiKCOBAaHUN METMKAMEHTO3HHM JEPMATHT), KPOIIUB sTHKA, CBEPOIK, IMiABUIIICHE TOTOBUIICHHS
(nuB. po3ain «OcoOaMBOCTI 3aCTOCYBAaHHS»); PIAKO — TOKCHYHUU €MiJIepMabHUN HEKpOJIi3, CHHAPOM
CriBeHca—/[>)kOHCOHA, TOCTpUI reHepalli3oBaHUN €K3aHTEMAaTO3HUHN MyCTYyb03, eKC(hOTIaTUBHUN JepMATHUT,
AQHT1OHEBPOTUYHUHN HAOPSK, HAOPAK 00muyst, anomneris (AuB. po3aiin «OcoOIMBOCTI 3aCTOCYBAHHS»); 4aCTOTa
HEBi/IOMa — peakilis Ha JiKapChKHii 3aci0 3 eo3uHodimiero Ta cucteMaumu cumnromamu (DRESS).

3 60Ky onopHo-pyxo8020 anapamy ma CnOLYYHOI MKAHUHU.:

HEYacTO — Miaris.

3azanvHi poznaou ma peakyii' y Micyi 66e0eHHsI.

HEeYacTo — MiABUILEHA BTOMIIIOBAHICTb, HE3Y)KaHHs, ACTEHis, rapsuka.

Jimu.

Yactora Ta XapakTep MOOIYHMX peaklid 1 BIAXWIEHb BiJi HOPMU DPE3YJbTaTiB J1a0OPATOPHUX aHaNi3iB Y
IpoLeci KIHIYHUX JOCHIIKEHb 32 y4acTIO 1iTel MOPIBHSHHI 3 TAKUMHU Y TOPOCIIHX.

[ToBimOMIISIIOCS TIPO PEAKIIIFO JIIKAPChKHUX 3ac00IB 3 €03uHOPUTIE0 Ta cucTeMHuME cuMintoMamu (DRESS
CUHJPOM), 1110 TIOB’sI3aHi 3 JIIKYBaHHAM (PIIyKOHA30J10M (ZIUB. po3ii «OCcoOIMBOCTI 3aCTOCYBAHHS).
Tlosioomnenns npo niodo3piosani nobiuHi peaxyii.

[ToBimomMiIeHHS TIPO MMiI03pIOBaH1 MOOIYHI peaKilii, 10 BUHUKIIN MICIIs PEECTPAIii JTIKApChKOT0 3aco0y, Tyxe
BaxuBi. Lle nae 3Mory moctiiHO crocTepiraTtu 3a CIiBBIJHOLICHHSM KOPHCTI/PU3UKY HpPU 3aCTOCYBaHHI
Jikapchkoro 3aco0y. IIpamiBHUKM CHUCTEMH OXOPOHH 3/I0pOB’S TOBHUHHI TOBIIOMIISATH TNPO OyAb-iKi
103pI0BaHi MOO1YHI peakiii uepe3 HalllOHAIbHY CUCTEMY (papMaKOHArJsy.

Tepmin npuoamnocmi.
4 poku.

YMoBHu 30epiranus.
30epiratu mpu Temmeparypi He Bute 25 °C y HeAOCTyITHOMY JUIsl TITEH MicCIIi.

YnakoBka.
1 xancyna TBepaa y Omicrepi; no 1 abo 2 Gmicrepa y KapTOHHIM KOpOOLi.

Kareropis Bizmycky.
Kancynu Ne 1 — 6e3 peuenta. Kancynu Ne 2 — 3a perientom.
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Micue3HaxoaxkeHHs1 BAPOOHHUKA Ta ajpeca Miclsi NPOBAJIKEHHS HOro AisuIbHOCTI.
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