IHCTPYKUIA
JJISE MEIMYHOT0 3aCTOCYBAHHS JIIKAPChKOI0 3ac00y

TUDJI030]1°
(DIFLUZOL®)

Cknao:

ditoua peyosuna: HIryKoHA30T,;

1 karcyna MicTuTh (pirykoHaszomy, y nepepaxyBanti Ha 100 % pedoBuny 150 mr;

O00ONOMIJICHI peosuHU. KAJBIIIIO CTeapaT, HaTPit0 KPOXMAIBIIIKOJIAT (T A);

CKIa0 00010HKU Kancyau: kenaTwH, nateHroBanuil cunii V (E131), xinoniHoBuii xoBtuii (E 104),
tutany giokcun (E 171).

Jlikapcbka popma. Kancynu.

OchosHi Qizuxo-ximiuni éracmugocmi: TBEpAl KeIaTHHOBI Karcynu Ne 1, kopiryc 6ipro30BOro KoJIbopy,
KPHIIIKA 3eJICHOr0 KOJIBOPY.

Bwmict karcyn — mopormiok 6isoro abo Maiixe 01710ro0 KOIsopy, 0€3 3amaxy.

dapmakoTepaneBTHYHA rpyna. [IpoTurpuOKoBi 3aco0M UIsl CHCTEMHOTrO 3acTocyBaHHA. lloximHi
tpuazony. Kox ATX JO2A COl.

Dapmakono2iuHi enacmueocmi.
Dapmaroounamika.

MexaHi3m jii.
®nykoHA3071 € MPOTUTPUOKOBUM 3acO00OM Kilacy TpuaszoiiB. llepBMHHMM MexaHi3MOM #oro mii €

MpUrHiYeHHs TpuOKoBoro 14-amb(a-naHocTeposn-IeMeTUIIOBaHHS, OMOCEPEIKOBAHOTO IIUTOXPOMOM
P450, mo € HeBi’eMHUM eTanioM 0i0CHHTE3Y TPUOKOBOTO eprocTepoiry. Akymymsiisi 14-anbda-meTu-
CTEpOJIIB KOPEJIOE 3 MOJANBIIOK BTPATOI0 €procTepoy MeMOpaHOK TpHOKOBOI KIITHUHU Ta MOXKE
BIJIOBIAATH 3a MPOTUTPHUOKOBY AaKTUBHICTH (piykoHa3ony. diykoHa307 € OUIbLI CENEKTUBHUM [0
rpubkoBUX (pepMeHTiB 1uToxpoMy P450, Hixk 10 pi3HUX cucTeM hepMeHTiB ruToxpomy P450 ccaBiis.
3actocyBaHHs (QuiykoHazony y n031 50 mr Ha m00y mpoTsroM 28 JHIB HE BIUIMBAE Ha PIBEHb
TECTOCTEPOHY Yy IUIa3Mi KpoOBI Yy YOJIOBIKIB ab00 Ha pIiBEHb EHJOI€HHUX CTEpOifiB Yy MKIHOK
penpoayKTUBHOTO Biky. @nykoHa3on y 1031 200400 mr Ha 100y HE MPOSIBIISE KIIHIYHO 3HAYYIIOTO
BILJIUBY Ha PIBEHb €HJOTEHHUX CTEpPOiAiB a00 Ha BIAMOBIJIb HA CTUMYIALIIO aTIpPEHOKOPTUKOTPOITHOTO
ropmony (AKTT) y 3mopoBux 100pOBOIIBIIIB YOJIOBIHOi CTATI.

JlocimkeHHsT B3a€MO/IIi 3 aHTUIIIPUHOM MPOJEMOHCTPYBaH, MO 3actocyBaHHs 50 Mr (aykoHazomy
pa3oBo uu OaraTopa3zoBO HE BIUIMBAE HAa METa00II13M aHTUIIIPUHY.

YyTauBicTs in Vitro.

daykoHazon IN Vitro 1eMoOHCTpy€e MPOTUTPHOKOBY aKTUBHICTh CTOCOBHO KJIIHIYHO TOINUPEHHUX BHIIB
Candida (sxmrouaroun C. albicans, C. parapsilosis, C. tropicalis). C. glabrata nemoncTpye 3HM*KEHY
YyTIMBICTH 10 urykoHa3ouy, a C. krusei ta C. auris e criiikumu 10 ¢urykoHa3o1y. MiHiMaibHi iHTi0y09i
KOHIIeHTpallii Ta emigemionoriune nmoporose 3HaueHHs 3riqH0 EUCAST (ECOFF) ansa ¢aykonazomy
crocoBro C. guilliermondii Bumi, Hi>k crocosuo C. albicans.

Takox duykonaszon in Vitro memoHcTpye akTuBHICTH sik mpotu Cryptococcus neoformans ta
Cryptococcus gattii, Tak i mpoTH eHaeMiuHX MUTicHABUX rpubiB Blastomices dermatitidis, Coccidioides
immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aemM03B’ 130K (hapMakoKiHETHYHUX 1 papMaKOAMHAMIYHUX BJIACTUBOCTEH.

BinmoBigHO 10 pe3yabTaTiB AOCHIKEHb HA TBAPUHAX, ICHYE KOPEJISIIis MK MiHIMATBHOIO 1HT10YI0U0I0
KOHIICHTpAIII€0 Ta €()EKTUBHICTIO MPOTH €KCIIEPUMEHTATHHUX MOJEJICH MIKO31B, CIPUYMHEHUX BUIaMU
Candida. BiamoBigHo 10 pe3yabTaTiB KIIHIYHUX JTOCITIKEHb, ICHYE JiHilHA 3anexHicTh Mk AUC Ta
103010 ¢urykoHnazomy (mpubnausHo 1:1). Takox icHye mpsimuii, ajne HegocTatHii 38’5130k Mk AUC abo




7103010 Ta IMO3UTHUBHOIO KJIIHIYHOIO BiMOBIIIO HA JIIKYBAaHHS OPATbHOTO KaHIUI03y Ta MEHIIIOK MipOIO
— KaHguaeMii. AHAJIOTIYHO JKyBaHHS 1H(EKIiH, CIPUYMHEHUX IITaMaMM, 10 SKUX (IYKOHA30]
JIEMOHCTPY€E BUCOKY MiHIMAJIbHY 1HT10YI04Yy KOHIIEHTpPAIlit0, € MEHII 33]J0BIJIbHUM.

MexaHi3M pe3uCTeHTHOCTI.

Mikpooprauismu poxay Candida meMOHCTPYIOTh YHCIIEHHI MEXaHI3MH PE3MCTEHTHOCTI 0 a30JbHHX
NPOTUTPUOKOBHUX 3ac00iB. DIIyKOHA30JI JEMOHCTPYE BUCOKY MiHIMalbHY 1HTIOYIO4Y KOHIIEHTpPALiO
MPOTH IITaMiB rpUOiB, IKi MAIOTh OJMH a00 O1IbIIIE MEXaHI3MIB PE3UCTEHTHOCTI, 1110 HETaTUBHO BIUIMBAE
Ha e(heKTUBHICTH IN VIVO Ta B KJIIHIYHIN MPaKTHII.

VY 3a3puuaii uyrimBux BuAiBe Candida maiiyacTimmmM € MEXaHi3M PO3BHTKY PE3HCTECHTHOCTI, B SKOMY
3aJIisH1 IbOB1 (PepMEHTH a30I1iB, BiAMOBIIaIbHI 32 010CHHTE3 eprocTepoity. Pe3ucreHTHICTh MOXKe OyTH
0o0yMOBJICHA MYTAaIlisIMH, TTOCUJICHHAM MPOAYKIli GepMeHTy, MexXxaHi3MaMu editokcy mpenapary abo
PO3BUTKOM KOMIICHCATOPHUX IIJISAXIB.

IMoBimomistocst mpo cynepindeknii Candida spp., cnpuuuneni inmmmvu Hixk C. albicans Bugamu, 1o
4yacTo MaroTh 3HWKeHy uyTuBicTs (C. glabrata) a6o e crifikumu (Hanpukian, C. krusei, C. auris) mo
dbaykonazoy. s mikyBaHHS TakuX I1H(EKIH CIiJ 3aCTOCOBYBAaTH albTEPHATHUBHI MPOTHTPUOKOBI
3aco0u. MexaHi3MH Pe3UCTECHTHOCTI I1Ie He J0 KiHI[s BUBUYCHI B JeskuxX npupoaHo criiikux (C. kruser)
a6o nosux (C. auris) suais Candida.

Kontponpni Toukn EUCAST (€BponelicbKOro KOMIiTETY 3 JIOCIIKEHb YYTIMBOCTI JI0 aHTUMIKPOOHUX
3ac00iB).

bazyrounchk Ha A0CIiKeHHI (hapMaKOKiHETHYHOT/papMakoIuHaMiuHOT iH(pOpMAIIiT, YyTIUBOCTI IN VItro
Ta KJIIHIYHOI BiAMOBiAl, OyJI0 BU3HAUYEHO KOHTPOJIbHI TOYKHU ISl (DIYKOHA30IY JUIsl MIKPOOpraHi3MiB
pony Candida (Cynposinuuii po3’sicaroBanbhuii qokymenT EUCAST jutst dirykonasony (2020) — Bepcist
3; €BpomnelchbKHil KOMITET 13 TOCHiPKeHb YYTAMBOCTI JI0 aHTUMIKpOOHUX 3aco0iB, [IpoTurpulkoBi
3aco6wm, TabauIli KOHTPOIBHUX TOYOK JuIs iHTeprnperanii MIK, Bepcis 10.0, HabyB ynnHOCTI 04.02.2020
p.). Bonu Oyiu po3mnoisicHi Ha KOHTPOJIbHI TOYKH, 1[0 HE TOB’sI3aHi i3 MEBHHUM BHJIOM, SKi OUIBIIOO
MipOI0 BU3HAYAINCS Ha OCHOBI (hapMaKoKiHeTHYHOI/PpapMakoJuHaMigHO1 iH(pOpMAIIii 1 He 3aleKaTh Bij
pPO3MOJIiTy Ha MEBHI BUAM 32 MIHIMaJbHOIO 1HTIOYIOUOK KOHIICHTPAIEI0, Ta HA KOHTPOJbHI TOYKH,
MOB’s13aHi 3 MEBHUM BHJIOM, III0 HAai4acCTilIe acOIIIOIOTHCS 13 iHpeKuisMu y moauad. Lli KOHTposbHI
TOYKH HaBEJICHI HUXKYE.

[IpoturpudkoBuit KoHTposbH1 TOUKH, OB’ S3aH1 13 IEBHUM BUJIOM, KonTposnbHi
3acib S</R>ywmr/n TOYKH, HE
OB’ sA3aHi 3
MIEBHUM
BHIIOM,?
S</R>y
MI/n
Candida | Candida Candida Candida | Candida Candida
albicans | dubliniensis | glabrata krusei parapsilosis | tropicals
daykonazon 2/4 2/4 0,001*/16 -- 214 214 2/4

S = uyTnuBui;

R = pe3ucrenTHuii;

& KOHTPOJBHI TOYKH, IO HE T[OB’S3aHI 13 MEBHHM BHIOM, SIKi OIJBIIOK MIpOI0 BH3HAYAJIMCA HAa OCHOBI
(apmakokiHeTHUHOT/(papMakoAnHaMiyHOi iHpoOpMaIii i He 3aiexaTb BiJ PO3MOJUTY Ha TEBHI BHIM 3a MiHIMaJIbHOIO
IHTiI0YI0UOI0 KOHIIEHTpaLi€0. BOHU TociipKyBannch JHile y MiKpOOPTaHi3MiB, y SKHX He iCHYe crieln(piuHOi KOHTPOIBHOT
TOYKH;

-- IOCJII/DKEHHS 9y TJIIMBOCTI HE pEKOMEH/I0BaHi, OCKUIBKY JJaHWH BUJ HE € METOIO JIKapCchKO1 Tepartii;

* Vei nokasuuku C. glabrata B kareropii I. MIK npotu C. glabrata cniz ouiHoBaTH K PE3UCTEHTHi, KOJH BOHH
nepeutytorb 16 mr/n. Kareropis uyrmimmsocti (< 0,001 Mr/m) BHKOPHCTOBYETbCS JIMIIE JUIs 3aM00IraHHs MOMHIIKOBOT
knacudikanii mramis I gk mramis S. [ — gyTimBHi 32 yMOBH IiABUIIIEHOT €KCIIO3MIIIi: MIKPOOPTaHi3M HAJIEXKHTH 10 KaTeropii
«JIyTIMBHH 32 YMOBH IIZABHUIIEHO! €KCIIO3UIII» Y pa3i, KOJIM iCHye BUCOKA IMOBIPHICTh TE€PANEBTHYHOIO YCHiXy, OCKIJIBKH


http://multitran.ru/c/m.exe?t=4784720_2_1
http://multitran.ru/c/m.exe?t=4784720_2_1

eKCIIO3MLisl npernapary Oyna 30UIblIeHa 32 paxyHOK KOpEKLil pexuMy ao3yBaHHS abo HOro KOHIEHTpauii y BOTHHILI
iHpeKii.

Dapmaxokinemuxa.

dapMaKOKIHETHYHI BIACTUBOCTI (hJIyKOHA30JTy € MOAIOHMMU MPY BHYTPIITHBOBEHHOMY 1 IEPOPaILHOMY
3aCTOCYBaHHI.

Ab6copOis.

®dnykoHa3071 100pe BCMOKTYETHCS MPH MEPOPATHLHOMY 3aCTOCYBaHHI, a PiBEHb JIIKAPCHKOTO 3ac00y y
1a3Mi KpoBi 1 cucTeMHa 01010CTYIHICTh NepeBUINYOTh 90 % piBHA (QuyKoHa301y Y IJ1a3Mi KPOBI, 1110
JOCATAETHCS TIPH BHYTPIITHROBEHHOMY BBEJIEHHI JIiIKapchKoro 3aco0y. OgHOYacHe BXKWUBAHHS DKi HE
BIUIMBA€ Ha BCMOKTYBAaHHS JIIKAPCHKOIO 3aco0y Ipu Horo mnepopaibHOMY 3acTocyBaHHI. [likoBa
KOHIICHTpALlisl Y TUIa3Mi KpoBi focsaraeTses yepe3 0,5—1,5 roquHu micis npuiiomy JTiKapchKoro 3aco0y
Harmiecepre. KoHmeHTpaiiss mpemapaTy y Iuia3mi KpoBi mpomopiiiHa 103i. PiBHOBaxkHa 90 %
KOHIICHTpALlisl IOCATAeThesl Ha 4-5 100y JiKyBaHHS MpenapaToM IMpH 0araTropa3oBOMY 3aCTOCYBaHHI
OJIMH pa3 Ha o0y. PiBHOBakHa KOHIIeHTpalis Ha piBHI 90 % gocsaraeTbest HA IPYTH JeHb JIKyBaHHS
IIPU 3aCTOCYBaHHI y MEpIIUi JeHh HAaBAaHTAXYBAIBHOI JI03H, IO BIBIYi MEPEBUIILYE 3BHYANHY T0OOBY
703Y.

Posnogmin.

06’em po3noaiTy MPUOIU3HO AOPIBHIOE 3araIbHOMY BMICTY PIMHH B OpraHi3mi. 3B’ si3yBaHHS 3 O1IKaMu
ia3Mu kposi Hu3bke (11-12 %).

®dnykoHa3011 J00Ope MPOHHUKAE B YCi AOCHIKYBaHI piIMHU opraHi3My. PiBeHb (iykoHa3o1y y ciuHi Ta
MOKPOTHHHI € IMOAI0HUM JI0 KOHIICHTpAIIil JIIKapChKOTO 3ac00y y T1a3Mi KpoBi. Y Malli€HTIB, XBOPUX Ha
rpuOKOBUI MEHIHTIT, piBeHb ()IIYKOHA30Jy y CIIMHHOMO3KOBIN piauHi gocsirae 80 % KoHUEHTpauii y
1a3Mi KpoBi.

Bucoki koHneHTpartii ¢pirykoHa3oiy y MIKipi, 0 MEePeBUILYIOTH CHPOBATKOBI, OCITAIOTHCSA Y POTOBOMY
mapi, emigepMici, gepmi Ta moti. DIIyKOHA30J1 HAKOMMYYETHCSI y poroBomy mapi. [Ipu 3acTocyBanHi
no3u 50 mr 1 pa3 Ha 100y KoHIIeHTpalia (piaykoHa3omy micis 12 nHiB JiKyBaHHS CTaHOBMIA 73 MKI/T, a
gyepe3 7 JMHIB TICHs 3aBEpIICHHS JIIKYBaHHS KOHIICHTpaIlisi Bce me craHoBwia 5,8 Mxr/r. [lpu
3actocyBaHHI 71034 150 mr 1 pa3 Ha TWXIEHb KOHIEHTpauis (IyKoHa3oiqy Ha 7 JeHb JIKyBaHHS
cranoBmia 23,4 MKr/rT; 4epe3 7 IHIB ICIS 3aCTOCYBaHHS HACTYITHOI JO3W KOHIICHTpAIliS BCE IIIE
craHoBusa 7,1 MKI/T.

Konuentpanisa ¢aykoHazony B HIrTax micis 4 micsuiB 3actocyBaHHs 150 mr 1 pa3 Ha THXIEHB
cranoBuia 4,05 MKI/T y 310pOBUX JOOPOBOJIBLIB Ta 1,8 MKI/T pu 3aXBOPIOBAHHSAX HIITiB; (IyKOHA30JI
BHU3HAuUaBCs y 3pa3Kax HIITIB yepe3 6 MICSIIIB Miciis 3aBEpIICHHs Tepartii.

biotpancdopmartis.

dykoHa30J1 METa0OoMI3yeThCsl HE3HAYHOIO Mipow. [Ipu BBeneHHI A03HM, MIYEHOi pPa/lloOaKTUBHUMU
130Tonamu, jume 11 % ¢(aykoHa301y €KCKpeTYeThCs 3 Ce4el0 y 3MIHEHOMY BHIIIAIl. DIyKoHA30l €
ceniekTuBHUM 1HT101TOpoM 130¢epmenTiB CYP2C9 ta CYP3A4, a TakoX MOTYXHHM 1HT101TOpOM
130pepmenty CYP2C19.

BuseneHHs.

Ilepion HamiBBUBENEHHS (PIYKOHA301Ty 13 IJIa3MH KPOB1 CTaHOBUTH 0:1M3bKo 30 ronuH. binbiia yactuna
npenapaTy BUBOJUTHCS HUpKamu, npuaomy 80 % BBEAEHOI 03U BUSBISIETHCS Y CEUl B HE3MIHEHOMY
crani. KiipeHc ¢gykoHa3ony nponopiiiiHuii 10 KiipeHcy KpeatuHiny. Llupkymtorounx MeTabostiTiB He
BUSIBJICHO.

TpuBanuii nepiosl HamiBBUBEIEHHs JIIKapChbKOTO 3aco0y 3 IJIa3MH KpPOBI J1a€ MOXKIIHUBICTb Pa30oBOT0O
3aCTOCYBaHHS JIIKAPCHKOTO 3aCO0y MPH BariHaJIbHOMY KaHIWI031, a TAKOXK 3aCTOCYBAHHS JIIKAPCHKOTO
3aco0y | pa3 Ha THXKIEHDb MIPH IHIIKUX [TOKA3aHHSIX.

HupkoBa HEIOCTATHICTB.

VY mnami€eHTiB i3 HUPKOBOIO HEAOCTATHICTIO TSKKOTO CTyHeHs (IIBUAKICTH KIyOOUKOBOI (inbTparii
< 20 m1/xB) miepion HamiBBHUBeACHHs 30imbinyeThes 3 30 romuH o 98 rogmn. Tomy il kaTteropii
NAIi€HTIB HEOOX1HO 3MEHIINUTH J103y (piykoHazony. DaykoHa307 BUIAISETHCS HIIIXOM IeMOAiami3y,
Ta MEHIIIOIO MipOIO — IUITXOM IHTpanepuTOHeAIbHOTO Hiamizy. CeaHc reMoializy TpUBaNICTIO 3 TONUHU
3HWXKYE piBeHb (PIYKOHA301y y T1a3Mi KpoBi pubiu3Ho Ha 50 %.




JlakTamis.
Konnenrpauii ¢uykoHazony y miaa3mi i MAaTepUHCHKOMY MOJIOL BIIPOAOBXK 48 TOAMH Micis NpHioMYy

onHOpa30Boi 10o3u 150 mr npenapary udarokaH oiHIOBaIH y X011 (papMaKoKIHETUYHOTO JTOCIIIPKEHHS
3a Yy4acTIO JIECSATH KIHOK Y MEpioi JIaKTaIlil, sIKi TAMYacOBO a00 MOCTIHHO MPUTTUHIIINA TOTyBaTH CBOIX
HEMOBJIAT TPYAA0. Y MAaTepUHCHKOMY MOJIONI (DIyKOHA30J1 BUSBWIM Yy CEpelHid KOHLEHTpauii
npubmu3Ho 98 % Bix Toi, MO Big3HA4YaNW y Iia3Mmi matepi. Uepes 5,2 TOAuH micis NPUHAOMY 03U
CepelHs IMKOBa KOHIEHTpAIlisl y MaTepUHChKOMY MoJjomi craHoBwia 2,61 wmr/a. Jlo6oBa mo3a
(bayKoHA30Ty, OTPUMaHa HEMOBIISIM 3 MAaTEPUHCHKOTO MOJIOKA (SKIIO MPUHHSATH CEPEIIHE CIIOKUBAHHS
Mosioka 3a 150 mu/kr/mo0y), po3paxoBaHa Ha OCHOBI CepeAHBOI MIKOBOI KOHIIEHTpAIlli Y MOJIOIII, 110
nopisHioe 0,39 Mr/kr/no0y, craHoBuTh pudIM3HO 40 % BiJ 103U, PEKOMEHIOBAHOI HOBOHAPOHKEHUM
(BikoMm <2 THXHIB), abo 13 % Big 103U, PEKOMEHOBAHOT HEMOBJISATAM JJIs JIIKyBaHHS KaHIUA03Y
CIIM30BUX O0OJIOHOK.

ITH.
Hani 3 ¢apmakokineTuku Oynu omiHeni y 113 niteit mig yac 5 mochikeHb: 2 TOCTIIKEHHS Pa30BOTO
3aCTOCYBaHHA, 2 JOCHIIKEHHS 0aratopa3oBOTrO 3aCTOCYBaHHA Ta | JOCHIIKEHHS HEJOHOIICHUX
HOBOHAPOKCHHUX.
[Ticns BBemeHHsa 2—8 Mr/kr ¢uiykoHa3only OiTsAM BikoM Bif 9 wicsmiB g0 15 pokiB AUC cranoBuia
omu3pko 38 mir*rom/mn Ha 1 mr/kr mosm. Ilicis GaraTopa3oBOro 3acTOCYBaHHSI CEPEIHIN TEpioj
HamiBBHUBeICHHS (DIIyKOHA301y 13 MJIa3MH KpOBI BapitoBaBcs Mk 15 Ta 18 ronunamu; 06’ eM po3noainy
cranoBuB 880 My/Kkr. Bimbm TpuBanmuii mepiox HamiBBUBEIEHHS 3 IUIa3MH KPOBi, IO CTAaHOBUB
npuban3HO 24 roauHu, OyB MICIsA pa30BOTo 3aCTOCYBaHHS (uiykoHa3ouy. Llel moka3HUK € CIiBCTaBHUM
3 MepioJIoM HamiBBUBEICHHS (IYKOHA30JTy 3 TUIa3MU KPOBI MICIIS pa30BOT0 3aCTOCYBaHHS JO3H 3 MI/KT
BHYTPIITHBOBEHHO MITAM BikoM BiJ 11 auiB q0 11 MmicauiB. O6’eM po3moiiiy y Maii€HTiB Iii€l BIKOBOI
TpyIU CTaHOBHUB OHM3bK0 950 MIT/KT.
JlocBim 3acTocyBaHHS  (PIIyKOHA307y ~HOBOHApPOKEHHM OOMEXYEThCA  (papMaKOKIHETUUHUMU
JOCHIUKCHHSAMHU |2 HETOHOMIEHUX JiTeH i3 TepMiHOM recramii npubmmsno 28 TmwkHIB. Cepennii Bik
JUTHHH TIPU BBEACHHI MepIloi 103U cTaHoBHUB 24 ronuuu (Big 9 no 36 roauH); cepeaHs Bara mpu
HapopkeHHi ctaHoBmwia 900 r (Big 750 mo 1100 ). Jlns 7 mamieHTiB MPOTOKOJ JOCITIKEHHS OYyII0
BUKOHaHO. MakcuMyM 5 BHYTPIIIHBOBEHHUX 1H €KIIN (QIIyKOHA307y y 7031 6 MI/KI' BBOJWIM KOXHI
72 romuan. CepenHiil mepioa HamiBBUBEACHHS cTaHOBHUB 74 roauHu (44—185) B mepmmii 1eHb, MOTIM
sam3uBcs 10 53 roaun (30-131) Ha 7-i menp Ta go 47 (27-68) na 13-it gens. [lnoma mig kpuBorO
(Mxr*rom/mi) cranoBmia 271 (173-385) B mepumii neHsb, 30iabmmiacs 10 490 (292—734) na 7-i j1eHb,
noTiM 3Hu3unacs a0 360 (167-566) na 13-it genp. O6’em po3noniny (mi/kr) cranoBuB 1183 (1070-
1470) y nepuuii nenp, 30iabiryBascs qo 1184 (510-2130) va 7-i aens ta g0 1328 (1040-1680) Ha 13-
U JIeHb.
IlarieHTH JITHLOTO BIKY.
dapMakOKiHETUYHE JIOCHIHKEHHsI MPOBOJIWIM 3a ydacTio 22 TallieHTiB (BIKOM Bil 65 pOKiB), sKi
3actocoByBaiu 50 Mr ¢urykoHazoiy nepopaibHo. 10 maimieHTiB OJJHOYaCHO 3aCTOCOBYBAIIU J1yPETHUKH.
Cmax cranoBuia 1,54 MKr/min Ta gocsaranacs OpoTsarom 1,3 roAMHM TICHs 3aCTOCYBaHHS (PIIyKOHA30ITy.
Cepennst AUC cranoBuna 76,4+20,3 mxr*ron/mi. Cepeaniit mepioj HariBBuBeAeHHS — 46,2 rogunu. Li
(apMakOKIHETUYHI MMOKa3HUKU € BHUIIUMH TOPIBHSIHO 13 aHAIOTIYHMMHU Y 3J0pOBHX J100OPOBOJIBLIB
MOJIOAIMIOro BiKy. OHOYACHE 3aCTOCYBaHHS JIYPETHKIB HE MaJI0 3HAYHOTO BILTMBY Ha Cmax Ta AUC.
Takox kmipeHc kpeaTuHiHy (74 MII/XB), BIICOTOK (IIYKOHA307y, IO EKCKPETyBaBCS 13 CEYeH Yy
HeaMmiHeHomy Burisiai (0-24 roaunu, 22 %), Ta HUpKOBUH KiipeHc (uykonazony (0,124 mn/xB/kr) y
MAII€HTIB JaHOT BIKOBOI IPyIH OYIM HUKYUMU, HIXK aHAJIOT19HI TOKa3HUKH Y MOJIOJIIINX T0OPOBOIBIIIB.
Tomy 3MiHU papMaKOKIHETHKH Y MAIEHTIB JIITHHOTO BIKY OUYEBHHO 3aJI€XKATh BiJ] MapamMeTpiB QyHKIIIH
HUPOK.

Kuiniuni xapakrepucTuku.

Ilokaszannus.

Judmrozon® mokaszaHuii Ans JiKyBaHHS TakMX TpHOKOBUX iH(EKLiH y mopocnux (IUB. pO3Min
«DapmakoIMHAMIKa»):



- T'ocTpuii BariHaIbHUM KaHAMI03, KOJIM MICIIEBa Tepallis HE € JOIIBHOO.

- Kannuno3uuii 6ananit, KO MiclieBa TEparlis He € JIOIUIBHOIO.

Tepamito mikapcbkum 3acobom J{udmro3on® MoXkKHA PpO3NOYMHATH [0 OTPMMAHHS PpE3ylbTaTiB
KyJIbTypaJlbHUX Ta IHIIUX Ja0OpaTOpPHUX JOCHIKEHb, OIHAK MICIAs OTPUMAHHS pe3yJbTaTiB
JOCITIJDKEHb MTPOTHIH(EKINIIHHY TEparnito CJIiJ] CKOPUTYBAaTH BiIMOBIIHUM YHHOM.

HeoOxigHo Opatu 10 yBaru odiiiiiHi peKOMEH a1l 010 BIIOBIIHOTO 3aCTOCYBaHHS MPOTUTPUOKOBUX
3aco0iB.

Ilpomunokazanns.

—l'inepuyTnuBicTs 10 PIyKOHA30ITy, IHIIMX a30JIbHUX CIIOJYK 200 10 OyAb-AKOi 3 JOMOMIXHUX PEYOBUH
npernapary.

— OpmHOYacHe 3acTOCYBaHHS (PIIYKOHA30Jy Ta TepPEeHAINHY MAlli€EHTaM, SIKi 3aCTOCOBYIOTH (DITyKOHA301
Oararopa3oBo y no3ax 400 mr/mo0y Ta Bumie (3riiHO 3 pe3yJabTaTaMH JOCIIDKCHHS B3a€MOJi1
0araTopa3zoBOro 3aCTOCYBaHHS).

— OHOYaCHE 3aCTOCYBaHHS (PIIyKOHA301y Ta IHIIKX JIIKAPChKUX 3aC001B, 10 MOIOBXKYIOTh iHTepBasI QT
Ta MeTabomi3yThest 3a gonomoroio (epmenty CYP3A4 (Hampukmnan IU3ampuay, acTeMizony,
MIMO3UY, X1HIIMHY Ta €PUTPOMILIUHY).

B3aemooia 3 inmumu nikapcoKumu 3acodvamu ma iHuwii 6uou 83acmooiil.

[IpoTHmokaszaHo cyMicHe 3acTOCyBaHHs (DIYKOHA30Jy Ta HUKYE3a3HAYCHUX JIKAPCHKHUX 3aC00iB.
[uzanpuo: TOBIIOMIIANIOCA PO PO3BUTOK MOOIYHUX peakiliii 3 OOKy cepis, y TOMY YHUCII PO
MapOKCU3MAIIbHY IIUTYHOYKOBY TaXiKapAil0 THITY «IipyeT» y Mali€HTiB, sIKi OJTHOYACHO 3aCTOCOBYBAIIU
¢baykonazon Tta uusanpua. KoHTpoibOoBaHE IOCHIAKEHHS MPOJEMOHCTPYBAjO, IO OJHOYACHE
3acrocyBanHs 200 mr ¢ykoHaszony 1 pa3 Ha 100y Ta 20 Mr ru3anpuny 4 pa3u Ha 100y MPU3BOIIIIO JI0
3HAYHOTO MiJIBUILIICHHS PIBHSI U3ANpUIy Yy Ma3Mi KpoBi Ta 1o noaoBxkeHHs iHTepBany QT. OgHouacHe
3acTOCYBaHHS (IYKOHA30Iy Ta IU3ANpUAY MpOoTUTIOKa3aHe (auB. po3ain «IIpoTumnokazaHus»).
Tepghenaoun: depe3 BUIATKU PO3BUTKY TSKKUX CEpPLEBUX APUTMil, CIPUUYMHEHUX IOJOBKEHHSIM
inTepBaity QTc, y mamieHTiB, SIKi 3aCTOCOBYBAJIM a30JIbHI MPOTUTPHOKOBI JIIKapChKi 300U OHOYACHO 3
TeppeHaIuHOM, OYyJIH MPOBEICH] JOCIIIKEHHS B3aEMOJII1 LIMX MpenapariB. Y X0/l OJHOTO JOCIiKEHHS
IIPH 3aCTOCYBaHHI uiykoHa3ouy y 1031 200 Mr Ha 700y He 0yJ10 BUsABIIEHO NO10BkKeHHs iHTepBainy QTc.
IHme pocnipkeHHS TpU  3acTocyBaHHI QuiykoHazony y jno3ax 400 mr ta 800 mr Ha m00y
MPOJIEMOHCTPYBAJIO, IO 3aCTOCYBaHHS ¢uiykoHazony y go3ax 400 mr Ha o0y a0o BHIIE 3HAYHO
HiJBHILYE PiBEHb TeppeHaauHy y IUIa3Mi KpOBI MpPHU OJAHOYACHOMY 3aCTOCYBaHHI IIUX IpenapaTis.
CymicHe 3acTocyBaHHs QurykoHa3zody y go3ax 400 mr abo Buie 3 TeppeHaIunHOM MPOTUTIOKA3aHE (TUB.
po3nin «lIporunokaszanusy). Ilpu 3actocyBanHi (uykoHazony y no3ax Hiwkde 400 mr Ha 100y
0JIHOYACHO 3 Tep(eHaAMHOM CJI1J] IPOBOJIUTHU PETEIbHUIA MOHITOPUHT CTaHy Malli€eHTa.

Acmemizon: cyMicHe 3aCTOCYBaHHs (PIIyKOHA30Jy Ta acTEMi30Jly MOXKE 3MEHIIUTH KIIPEHC acTeMi30.y.
CrpuuvHeHe LUM MIJBUIICHHS KOHIIEHTpallil acTeMi3oiy Y IUla3Mi KpOBI MOKE IPHU3BECTH 0
nojoBkeHHs iHTepBasy QT Ta y piAKiCHMX BHUIAJKax — A0 NApPOKCU3MaJIbHOI IUTYHOUYKOBOI TaxXikapaii
Tuny «mipyer». OHOYaCHE 3aCTOCYBaHHS (UIYKOHA30Jly Ta acT€MI30Jly MPOTHUIIOKA3aHe (IUB. PO3JILI
«IIpoTunokaszanus»).

Ilimo3u0 ma ximioun: CyMiCHE 3acTOCyBaHHS (IyKOHA30ly Ta MIMO3uay abo XIHITUHY MOXe
MPU3BOIUTH 10 MPUTHIYCHHS METa00Ii3My TiMO3u a1y abo XiHiqUHY, X04a BiIMOBIIHUX JOCITIKEHb IN
Vitro ta in vivo He npoBoauin. [TiBUIIIEHHS KOHIIEHTpAIii MMO3UAy a00 XiHIAUHY Y I1a3Mi KPOBI MOXKe
CIPUYMHATH TOJOBXKeHHA iHTepBany QT Ta y piAKICHMX BHIAAKax NPU3BOIUTH A0 PO3BUTKY
MapOKCU3MAIIbHOI IUTYHOYKOBOI Taxikapii THITy «mipyer». OqHOYacHe 3aCTOCYBaHHS (IIYyKOHA30Ty Ta
niMo3uy abo XiHIJUHY NPOTUIIOKa3aHe (IuB. po3ain «lIpoTunokazaHHs»).

Epumpomiyun: OJHOYACHE 3aCTOCYBaHHS EPUTPOMINHMHY Ta (IyKOHA30Ily MOKE TNPHU3BOJUTH [0
MiABUILEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (mojxomkeHHs iHTepBany QT, mapokcu3maibHa
[TYHOYKOBA TaxiKap/Iis THITY «IIipyeT») Ta, K HACiI0K, 10 PaToBOi CepIieBOl CMePTi. 3aCTOCYBaHHS
KOMOIHaI1 IMX JIIKapChbKHUX 3ac001B MPOTUIIOKA3aHe (IUB. po3aii «[IpoTunokasaHus»).

He pexomenayeThcsi oAHOYACHE 3aCTOCYBaHHS (DIYKOHA30/1y Ta HUKUE3a3HAUYEHUX J1KapChbKUX 3aCc00iB.




Lanogpanmpun: HryKoHA301 MOKE CHPUYMHHUTH MIIBUIIEHHS KOHIEHTpaIlli rajogaHTpUHy Y IUa3mi
KpoBi 3a paxyHok npurHideHHd CYP3A4. OnHouacHe 3aCTOCYBaHHS LIMX JIKapChKUX 3aCO0IB MOXeE
MPU3BOAUTH JIO MIJIBUIIEHHS PHU3UKY PO3BUTKY KapAiOTOKCHMYHOCTI (mojmomxkeHHs iHTepBany QT,
MapOKCU3MalIbHA HITYHOYKOBA TaXiKapais THUITy «IipyeT») Ta, SIK HACHiJOK, 0 PalTOBOI CepLEeBOi
cmepti. Ciii yHMKATH 3aCTOCYBaHHS KOMOIHAII IUX JIIKAPChKUX 3ac00iB (IuB. po3ain «OcoO0auBOCTI
3aCTOCYBaHHSI»).

CywmicHe 3acTocyBaHHS (UIYKOHA30Jly Ta HUKYE3a3HAYCHUX JIIKAPCHKHUX 3aC001B BUMAarae 00epeHOCTI.
Amiooapon: omHOYACHE 3aCTOCYBaHHS (DIYKOHA30JIy 3 aMiOIapOHOM MOKE MPHU3BECTHU JI0 MOIOBKEHHS
inTepBany QT. diykoHasod ciif 3 00epekHICTIO 3aCTOCOBYBATH Pa3oM 3 aMioAapoOHOM, 0COOJIMBO Y pasi
MPU3HAYCHHS BUCOKOI1 103U (hiykoHazomy (800 mr).

CywmicHe 3acTocyBaHHs (JIYKOHA30Jy Ta HIbKUE3a3HAYEHUX JIIKAPCHKHUX 3ac001B BUMarae 00epeKHOCTi
Ta KOPUTYBAHHSA JO3H.

- Bnaue inwux nikapcokux 3aco0ie na ¢hiyKoHason.

JlocmipkeHHsT B3a€MO/IIT MPOJIEMOHCTPYBAJIH, 10 TIEpOpalibHE 3aCTOCYBaHHS (PIYKOHA30y OJHOYACHO
13 BXKUBAHHSM 1K1, MPUHOMOM ITUMETHIUHY, aHTALIUIIB 00 MOIaIbIITMM OITPOMIHEHHSM YChOTO T1J1a JIJIst
Mepecagkyd KiICTKOBOTO MO3KY HE Ma€ KIIIHIYHO 3HAYYIIOr0 BILTUBY Ha aOCOPOIIii0 IIyKOHA30ITy.
Pugamniyun: omHouacHe 3acTocyBaHHS (PIIYKOHA307y Ta pudamminuHy MPU3BOAWIO A0 3HIKEHHS
AUC nHa 25 % Ta cKopodyBaJIo nepioj HamiBBUBeIeHH (uryKkoHazory Ha 20 %. ToMy asst mari€enTiB, sKi
3aCTOCOBYIOTH PU(AMITIIMH, CITiI PO3TISHYTH AOLUIBHICTD MiJABULICHHS 103U (IIYKOHA30ITY.
Tiopoxnopomiazud: 'y nochipkeHHI (apMaKOKIHETHYHOT B3a€EMOJii OJHOYACHE OaratokpaTHe
3aCTOCYBAaHHS T1IPOXJOPOTIa3UIy 3I0POBUM JIOOPOBOJBISM, SIKI OTpUMYBaiu (hIyKoHA301,
MiABHIYBAJIO KOHLEHTpalito (iaykoHazony y miua3Mmi kpoBi Ha 40 %. Taki mapameTrpu B3aemomii He
BUMAararoTh 3MiH y peXuMi 103yBaHHS (IIYKOHA30Jly AJisl TMAli€HTIB, SKi OJAHOYACHO OTPUMYIOThH
CEeUOTiHHI 3ac0o0H.

- Bnaue ¢nyxonasony na inwi nikapcovki 3acoou.

dirykonHa3o1 € moMipHUM iHTi0iTOpOM 1TTOXpoMy P450 (CYP) i3odpepmenty 2C9 ta 3A4. dinykoHazol
€ OTYXHUM iHT16iTOpoM 130depmenty CYP2C19. Ha nonatok 10 croctepekyBaHUX/AOKYMEHTAIBHO
MITBEPKCHUX B3aEMO/IIH, 1110 OMMCAaHI HIKYE, PU OJTHOYACHOMY 3aCTOCYBaHHI 3 (DITyKOHA30JI0M iCHY€E
PU3MK MiABUILEHHS y TJIa3Mi KPOB1 KOHIIEHTpAIlil iHIIMX CHONyK, 1mo Mmetabonizyotbes CYP2C9,
CYP2C19 ta CYP3A4. Tomy 3acTocoByBaTH Taki KOMOIHAIli MpenapaTiB ciiff 3 00epexHICTIO; MPH
IIbOMY HEOOX1JHO PETENIbHO CIIOCTEpIiraT 3a CTaHOM mnanieHTiB. [IpurHivyBanbsHa i piaykoHa3ody Ha
(depmeHTH 30epiraeTbes NpoTsIroM 4-—5 16 micis Horo 3acTOCyBaHHS y 3B’A3KY 3 HOro TpUBaIUM
nepioJ oM HamiBBUBeACHHS (AuB. po3ain «lIpoTunokazanHsmy).

Abpoyumunio:pnykonazon ( iurioitop CYP2C19, 2C9, 3A4) miaBUIIYBB EKCIO3UIIO aKTUBHOI
yacTUHU abpouutuHiOy Ha 155%. Ilpu opHOyacHOMY 3acTOCyBaHHI 3 (DIYKOHA30J0M CHiX
BIIKOPUTYBATH 103y aOpoUUTHHIOY BIAMOBIAHO OO IHCTPYKINI [JII MEAUYHOTO 3aCTOCYBAaHHS
abpouuTHHIOY.

Anvghenmanin: Mz 4ac OAHOYACHOTO 3aCTOCYBAaHHS aidb(eHTaHu1y y 1031 20 MKI/KT Ta (HIyKOHA30/1y Y
1031 400 Mr 310poBUM JOOPOBOJIBISIM criocTepiranocs ABokpaTHe 30iunbeHHs AUC10, MOKIMBO Yepes
iuri0yBanHss CYP3A4. Mosxe OyTi HEOOX1JHUM KOPUTYBAaHHS /103U adb()EeHTaHLTY.

Amimpunmunin, nopmpunmuain: (GIYKOHA30JI TOCWIIOE IO aMITPUNTWIIHY Ta HOPTPUNTHIIIHY.
PekoMeHyeThCsl BUMIPIOBATH KOHILIEHTpAIll S-HOPTPUNTWIIHY Ta/ab0o S-aMITpUNTHIIIHY HA MOYATKY
KOMOIHOBaHOI Tepamii Ta 4yepe3 1 TWKIeHb. Y pa3l HEOOXITHOCTI CIiJ BIIKOPUTYBaTH 103y
aMITPUNITUIIHY/HOPTPUITHIIIHY.

Amepomepuyun B: ogHOUacHE 3acTOoCyBaHHA (UIyKOHa30iy Ta ampoTepuMHy B iH}ikoBaHUM MuIIam
13 HOpMaJIbHUM IMYHITETOM Ta 1H(IKOBAaHUM MHUILIAM 31 3HWKEHUM IMYHITETOM JIajlo Taki pe3ylbTaTH:
HEBEJMKHUI aJUTUBHUN NpOTUrprOKoBHI edekT mpu cucremHid iHgekuii C. albicans, BincyTHicTh
B3aeMojii mpH BHyTpimHbOYepenHii iHdekii Cryptococcus neoformans Tta aHTaroHism aBOX
npenapariB npu cucremHid ingexmii Aspergillus fumigatus. Kiiniune 3Ha4YeHHS pe3yJbTaTiB,
OTPUMAHHX Y XOJ1 IIUX JOCIIKEHb, HEBIJIOME.

Aumukoaeynanmuy: SK 1 TpPU 3aCTOCYBaHHI IHIIMX a30JbHUX HPOTUIPUOKOBHX 3aco0iB, NpHU
OJIHOYACHOMY 3aCTOCYBAaHHI (IyKOHa30Jly Ta Bap(apuHy MOBIIOMIISAIOCA NMPO BUMAAKH PO3BUTKY




KpOBOTE€Y (TeMaToM, HOCOBOi KPOBOTEUI, IIIYHKOBO-KHUIIKOBUX KPOBOTEU, reMaTypii Ta MEJICHH) Yy
MO€EHAHHI 3 MTOJIOBKEHHIM NMPOoTpoMOiHOBOro Yacy. [Ipu ogHOYacHOMY 3acToCyBaHHI (PIIyKOHA301Ty Ta
Bap(dapuHy CIOCTEpirajocss JBOKPATHE IMiJIBUIICHHS MPOTPOMOIHOBOTO Yacy, WMOBIPHO, BHACIIIJIOK
OpuUrHiueHHss Merabonismy Bapdapuny yepe3 CYP2C9. Cnin perenbHO  KOHTPOJIIOBATH
MPOTPOMOIHOBUH Yac y MAIli€HTIB, SKi OJJHOYACHO 3aCTOCOBYIOTH KyMAapHWHOBI aHTHKOAryJSIHTH a0o
iHgane1ion. Moxke OyTH HEOOX1THOO KOPEKIIisl 03U aHTUKOATYJIsTHTA.

benzoodiaseninu kopomroi 0ii, Hanpuxnao mioazonam, mpuazonam. TpU3HAYCHHS (HIYKOHA30JIY MICIs
NEPOPANBHOTO 3aCTOCYBaHHA Mifa30jaMy MPHU3BOJWIO [0 3HAYHOTO IMiJBUINEHHS KOHIICHTpaLii
Mia301aMy Ta J0 IOCUJIEHHS ICUXOMOTOpHUX eekTiB. OlHOUacHE 3aCTOCYBaHHS (DIyKOHA30J1y Yy 1031
200 mr Ta mimazomamy y no3i 7,5 Mr mepopaibHo npusBoamiio no migsuineHHs AUC Tta mepiomy
HaIliBBUBEICHHS Migazoinamy y 3,7 Ta 2,2 pa3a BIANOBIIHO. 3acTOCyBaHHS (IyKOHA30Jy Y 1031
200 mr/mo6y Ta 0,25 mr Tpumazonamy nepopaibHO mpusBogmio Ao minsuiieHHs AUC Ta mepiomy
HaIliBBUBEICHHsS Tpuazonamy y 4,4 Tta 2,3 pasa ianosigHo. Ilpum omHOuYacHOMY 3acTOCYBaHHI
(hIyKOHA30JIy Ta TpHA30JiaMy CIIOCTEPIranocs MOTEHIIIOBAHHS Ta MPOJIOHTAIlis €PEeKTIB Tpra3oiamy.
SIKIo namieHTy, KU NPOXOAUTh KypC JIIKYBaHHS (UIYKOHA30JI0M, CIiI OAHOYACHO INPHU3HAYUTH
Teparrio 0eH30/11a3emiHaMH, 103y OCTaHHIX CIIi]] 3SMEHIITUTH Ta BCTAHOBUTH HAJIICKHUHN HATIIA]] 32 CTAHOM
mari€eHra.

Kapbamasenin: pmykona3on nmpuraiaye Metaboii3M kapOamaseniny Ta CIPUYUHSE ITiIBUIICHHS PiBHS
kapbamazeniny B cupoBarii KpoBi Ha 30 %. IcHye pU3UK PO3BUTKY MPOSIBIB TOKCHUYHOCTI 3 OOKY
kapbamaszeniny. Mosxe Oyt HEOOXiTHUM KOPHUTYBaHHS 103U KapOaMaseriHy 3aJIe)KHO BiJ piBHA HOTO
KOHIIEHTpalii Ta Jii mpemnapary.

FBnoxkamopu xanvyiesux xamanis: AesKi aHTaroHICTH Kaiblito (Hi(eawIliH, iCpaaWIliH, aMJIOAMIIIH Ta
denogunin) meradbomizytotecs hepmenToM CYP3A4. dnykoHa307 MOTEHUIHHO MOXE MiABHUIIYBAaTH
CHCTEMHY EKCIO3HMIIII0 OJIOKATOpiB KaJbIiEBUX KaHaTiB. PeKOMEHIOBaHWI pETENbHHI MOHITOPHHT
II0JI0 PO3BUTKY MOOIUHUX pEaKIIii.

L]enexokcu6: Iipu 0OTHOYACHOMY 3acToCyBaHHI (hirykoHaszomy (200 mr Ha 100y) Ta renekokcuOy (200 mr)
Cmax Ta AUC uenexkoxkcu0y migsumryBanucs Ha 68 % Tta 134 % siamoBigHo. Ilpu ogHOuacHOMy
3aCTOCYBaHHI IEIEKOKCHOY Ta (hIyKOHA301y MOKe OYTH HEOOXiTHUM 3MEHIICHHS JI03HU ICIEKOKCUOY
BIBIYl.

Luxknogpocghamio: onnouacHe 3acTocyBaHHS HMKIODochaminy Ta (pIyKoHA30dy HPU3BOAMUTH 0
IiJABUILEHHS piBHSA OUTipyOiHy Ta KpeaTuHiHy B cupoBaTili KpoBi. Lli mpemapaTtu MokHa 3aCTOCOBYBaTH
OJIHOYACHO, 3BAYKAIOYM Ha PU3MK IIJBUILICHHS KOHUEHTpalli OuTipyOiHy Ta KpeaTHHIHY B CHPOBATI
KpOBI.

@Denmanin: TOBIAOMISIIOCS TPO OJWH JIETaJbHUW BUITQJIOK I1HTOKCHKAI (hEHTAHIJIOM BHACIIOK
MOJKJIMBOT B3aeMoii (eHTaHury Ta QuykoHazony. Jlo TOro X y JOCHIIKEHHI 3a y4acTIO 3/10pOBHUX
TOOpOBOJIBIIIB  OyJIO TMPOAEMOHCTPOBAHO, M0 (DIYKOHA30J 3HAYHO YIOBLIBHIOBAB €IIIMIHAIIIIO
¢denrtaniny. [lifBuIIeHHs KOHLIEHTpaLii (EHTaHLTy MOXe MPU3BECTH O MPUTHIUYEHHS AUXaHHSA, TOMY
CJIIJT pETEIbHO KOHTPOJIFOBATH CTaH TallieHTa. Moske 0yTu HeOOX1THOK KOPEKITis 03U (heHTaHLTY.
Ineioimopu I'MI-KoA-pedykma3zu: cyMicHe 3acTocyBaHHs (uIykoHa3ony Ta iHridiropis I'MI-KoA-
peaykrasu, mo metabomnizyorbest CYP3A4 (aropBactatuH Ta cuMBacTaTuH), abo iHrioitopis I'MI -
KoA-penyxkrasu, mo merabomnizytorses CYP2CY (¢dyBacTatuH (3HH)KEHHS MEYIHKOBOTO METaboIi3My
CTaTUHY)), MIABUIIYE PU3UK PO3BUTKY Miomarii Ta padaomionizy (10303aekH0). Y pa3i HEOOX1AHOCTI
OJTHOYACHOTO 3aCTOCYBaHHS LUX IpernapariB CliJ PEeTeNbHO CIOCTEpiraTd 3a NAallieHTOM IIO0J0
BUHUKHEHHSI CUMIITOMIB MiomnaTii Ta paboMioii3y 1 IPOBOAUTH MOHITOPHUHT PiBHS KpeaTHHKIHA3H. Y
pa3i 3HAYHOTO NiJABUIICHHSA pPIBHSA KpEaTWHKIHA3W, a TAaKOX NpHU JiarHOCTYBaHHI abo mijo3pi Ha
Mionarito/pabaomioniz 3actocyBaHHsi 1HTIOiTOpiB I'MI-KoA-penykrazu ciin npunuHutd. Moxke
BUHUKHYTH HEOOXIJHICTh 3HIKEHHA 103 1HT10iTOpiB [ MI'-K0oA-penykTasu, sik 3a3Ha4eHO B IHCTPYKIIii
TS METMIHOTO 3aCTOCYBAHHS CTaTHHIB.

16pumuni6: nomipHi iHriditopu CYP3 A4, Taxi sik GprykoHa3071, TiABUIYIOTh KOHIIEHTPALlit0 i0pUTHHIOY
B IUIa3Mi Ta MOXYTh MiJIBUIYBaTH PU3UK TOKCHUYHOCTI. SIKIIO HEMOXJIMBO YHUKHYTH KOMOiHamii
npernapariB, MOTPIOHO 3HU3UTH 103y 10puTHHIOY 10 280 Mr oaMH pa3 Ha 700y (2 Kamcyinu) 3 METOIO
MIPOJIOBKEHHS 3aCTOCYBaHHS 1HT101TOPY Ta 3a0€3MeUnTH NOCTIMHUIN KITIHIYHUNA MOHITOPHHT.



lsakagpmop (ax monomepania abo 6 KomOIHayii 3 npenapamamu mako2o camo20 MepanesmuiHo2o
Kaacy): OIHOYacCHE 3aCTOCYBaHHS iBakaTOpy, peryiiaropa TpaHCMEMOpPaHHOI NPOBIAHOCTI TpHU
mykoBiciuao3i  (CFTR), 30impmmno ekcnos3uiliro iBakagpTopy B 3 pasw Ta EKCIO3HUIIIO
rinpokcumeruiniBakapTopy (M1) y 1,9 paza. HeoOxinHe 3HMmXeHHS 103U iBakaTopy (SK MOHOTEpartii
a0o0 B KoMOiHaii), SK 3a3HAYEHO B IHCTPYKIi M MEIUYHOTO 3aCTOCYBaHHs iBakaTopy (sK
MOHOTeparii abo B KoMOiHarlii).

Onanapu6. nomipHi iHrioiTopu CYP3A4, Taki sk (iaykoHa30:1, 30UTBIIYIOTh TIa3MOBI KOHIIGHTpAITii
onanapu0y; iX OJHOYACHE 3aCTOCYBaHHS HE PEKOMEHIYEThbCs. SIKIIO Takoi KOMOiHAIi HE MOXHA
YHUKHYTH, TPUHOM ojtanapuOy oOMexyroTh qo3amu 200 Mr 1Bivi Ha 100y .

Imynocynpecopu (Hanpukiao yuxkioCHOPUH, e6epoiiMyc, CUPOLIMYC i MAKPORIMYC).

Luxnocnopun: GbaykoHa3on 3HauyHO miaBuinye KoHmeHTpamnito Tta AUC mukimocnopuny. Ilpu
OJTHOYACHOMY 3aCTOCYBaHHI (hiykoHa301y y 1031 200 Mr/no0y Ta MUKIOCIIOPUHY Y 1031 2,7 MI/Kr/n00y
cnoctepiraiocs 36unmbmenas AUC mukimocnopuny y 1,8 paza. Lli mpemapatu Mo)kHa 3aCTOCOBYBATH
OJTHOYACHO 32 YMOBH 3MEHILIECHHS TO3H UKIOCTIOPUHY 3aJISKHO BiJl HOr0 KOHLIEHTpAIIii.

Eseponimyc: xoua mociimkenp in Vitro ta in Vivo He mpoBOIWIH, BigoMO, M0 (IyKOHA30J MOKE
IiABHUIYBAaTH KOHLEHTPAIIIIO €BEpOIIMYCy B CHpoBartili KpoBi yepe3 npurniueHHss CYP3A4.
Cuponimyc: GbaykoHA30J MiABUINYE KOHIEHTPALII0 CUPOIIMYCY y IIa3Mi KpOBi, HIMOBIpHO, HUISXOM
npurHideHHs merabonizmy cuponimycy depmentom CYP3A4 Tta P-riikomporeinom. Lli mpenapatu
MO’KHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBM KOPHUI'YBaHHS JO3M CHUPOJIMYCY 3aJIEXKHO BiJ| PIBHS
KOHIICHTpalii Ta e(eKTiB mpenapary.

Taxponimyc: GryKoHA30] MOXKE MMiIBUIIYBATH KOHIICHTPAIlil TAKPOJIIMYCY B CHPOBATIIi KPOBi 10 5 pa3iB
IpHU WOTO TEpOpabHOMY 3aCTOCYBAaHHI 4epe3 HMPUTHIYEHHS METaboi3My TakposiMycy (epMeHTOM
CYP3A4 y kumeunuky. Ilpu BHYTpIIIHBOBEHHOMY 3aCTOCYBaHHI TaKpoOJIMYCy HE CIOCTepiraaocs
3HaYHMX 3MiH (papmakokineTuku. [ligBHIIEH] PiBHI TaKPOIIMYCY aCOIIOIOTHCS 13 HEPPOTOKCHUHICTIO.
Jlo3y TakpojiMycy Ul MEepopalbHOrO 3acTOCYBAaHHS CJIiJi 3HMXKYBAaTH 3aJIeXKHO BiJ KOHIEHTpaLii
TaKpOJIIMYCY.

Jlozapman: GayKoHA30J1 IPUTHIYYE METa0OIII3M JI03apTaHy J0 #oro aktTuBHOro Meradomity (E-31 74),
10 00YMOBITIO€ OiIbIITy YAaCTHHY aHTAroHI3My JI0 peuenTopiB anrioreH3uHy Il mix yac 3acTocyBaHHs
no3aprany. PekoMeH0BaHO 3/11ICHIOBATH MOCTIHHUI MOHITOPUHT apTepiaJbHOTO TUCKY y MAIli€HTIB.
Jlypazuoon: nomipui 1Hri0iTopu CYP3A4, Taki sk (iayKoHa301, MOXKYTh MIABUINYBAaTH KOHLEHTPALIIO
JTYpa3suIoHy y Miia3Mi. SIKII0 He MOYKHA YHUKHYTH OJIHOYACHOTO 3aCTOCYBaHHs, CJIiJ] 3MEHILIUTHU /103y
Typa3uIoHy, SK 3a3HaUEHO B IHCTPYKIIi AT METUIHOTO 3aCTOCYBAHHS JTypa3uIOHY.

Memaoon: (iykoHa305l MOXe MiJBUINYBaTH KOHIIEHTPALI0O METAJOHy Y cupoBarili Kposi. Ilpu
OJIHOYaCHOMY 3aCTOCYBaHHI METAJOHY Ta (IyKOHA301y MOXKe OyTH HEOOXITHUM KOPHUTYBAaHHS 03U
METaJIOHY.

Hecmepoiouni npomuszananvni npenapamu (HI1311): ipu 0THOYaCHOMY 3aCTOCYBaHHI 3 ()IyKOHA30JI0M
Cmax Ta AUC ¢dayp06inpodeny migBumryBanucs Ha 23 % ta 81 % BiANOBIAHO NOPIBHSIHO 3 BiANOBITHUMHU
MTOKa3HUKaMH IIPH 3aCTOCYBaHHI TUIBKU (GaypOinpodeHy. AHATIOTIYHO MPH OAHOYACHOMY 3aCTOCYBaHHI
¢dnyxoHazony 3 paueMidHuM i6ynpodenom (400 mr) Cmax Ta AUC papmakosoriyHo akTUBHOTO 130Mepy
S-(+)-i6ynpodeny mixBumryBamucs Ha 15 % ta 82 % BiIIOBITHO, NOPIBHIHO 3 TAKMUMH MOKa3HUKAMH
MIPH 3aCTOCYBaHHI TUTBKU palleMivHOTO 10ympodeny.

Xoua crieniaJbHUX JA0CHIKEHb HE TPOBOIMIIN, (PIIYKOHA30J1 MOKE MiIBUILLYBAaTH CUCTEMHY €KCIIO3HIIII0
iHmmx HIT3IT, mo merabonizytotsest CYP2C9 (Hanpukiiag HanpoKCeHy, JIOPHOKCHKaMY, MEJIOKCHUKamy,
nukiaodenaky). PexomeHJ0BaHO NEPIOAMYHO 3IIMCHIOBATH MOHITOPUHI MOOIYHMX peakiiil Ta
TOKCHUYHUX NpOsiBiB, MoB’ a3anux 13 HII3I1. Moxe 6ytu notpibHe kopuryBanHs no3u HII3II.
@Denimoin: (HayKoHA30 TpHUTHIYYE MeTabomisMm ¢eHiToiny B mediHmi. OpgHodacHe OaraTopa3oBe
3actocyBaHHd 200 mr duykoHazonmy Ta 250 Mr (QeHiTOiHy BHYTPIIIHbOBEHHO IPHU3BOIUTH [0
nigsuiieHHss AUC24 denitoiny Ha 75 % 1a Cmin Ha 128 %. [Ipu omHOYacHOMY 3acTOCYBaHHI IHMX
JKapChKUX 3aco0iB CJiJl MPOBOAUTH MOHITOPUHI KOHIIEHTpalii (eHITOIHy y cHpOBaTIi KPOBI JUIS
YHUKHEHHS PO3BUTKY TOKCHYHOT Jii (peHIToIHY.

IIpeonizon: MOBIIOMIISIIOCS MPO BUIAAOK, KOJIM Yy MaIli€HTa MICIs TPaHCIUIAHTAIll MEeYiHKM Ha T
3aCTOCYBaHHS MPEIHI30HY PO3BUHYJIACS TOCTPA HEJOCTATHICTh KOPY HAJHUPKOBUX 3103, 1[0 BHHUKIIA



MiCIs TPUIMHEHHS TPUMICAYHOTO Kypcy Tepamii ¢uykoHasonoMm. [IpunuHEHHS 3acTOCYBaHHS
¢yxoHazoy, IMOBIpHO, COPUYMHIIIO MTockiIeHHs akTuBHOCTI CYP3 A4, 110 npu3Besno 10 MPUCKOPEHHS
MeTaboiizMy mpeaHizony. Ciij peTenbHO CTEKHTH 3a MaIllEHTaMHU, SIKI MPOTATOM TPHBAJIOr0 Yacy
OJTHOYACHO 3aCTOCOBYIOTH (DJIYKOHA30J]1 Ta MPEAHI30H, 3 METOIO MOMEPEHPKEHHS PO3BUTKY HEAOCTATHOCTI
KOPH HaJHUPKOBHX 3aJ103 MiCIIsl IPUIIMHEHHS 3aCTOCYBaHHS (IyKOHA30IIy.

Pugpabymun.: HrykoHa307 MiIBUIIYE KOHIICHTpAIi0 pudadyTHHY B CHPOBATII KPOBI, 1[0 MPU3BOIUTH
no 30utbmieHHss AUC pudabyruny o 80 %. Ilpu omHouacHOMy 3acTtocyBaHHI (DIIyKOHa30dy Ta
pudaldyTuHy TOBIZOMIISUIOCS NPO BHIIAIAKU PO3BUTKY yBeiTy. [Ipum 3acTocyBanHi Takoi KoMOiHamii
JKapChKUX 3ac00iB CTil OpaTH 10 yBaru CUMIITOMH TOKCHYHOI i1 prudadyTuHy.

Caxeinasip: ¢iykonazon nigsumrye AUC ta Cmax cakBiHaBipy npu6auzno Ha 50 % Ta 55 % BinnoBigHO
yepe3 NpUTrHiYeHHs MeTaboIi3My cakBiHaBipy y nedinii ¢pepmeaTom CYP3A4 Ta gyepes inridyBanus P-
riikonpoteiny. B3aemonii Mix (rykoHa30I0M Ta CakBiHABIPOM/PUTOHABIPOM HE JOCIIIKYBAIUCH,
TOMY BOHU MOXKYTh OyTH O11bIII BUpaKEHUMHU. MOke OyTH He0OX1THUM KOPUTYBAaHHS 103 CaKBiHABIPY.
Iloxioni cynvgonincewosuny: TPU OJHOYACHOMY 3aCTOCYBaHHI (IIYKOHA30Jl TPOJIOHTYE TEPioj
HaITIBBUBEJICHHS TMEPOPAIbHUX IMOXIIHUX CYJb(QOHUICEUOBMHU (XJIOpHponaMiay, TIiOeHKIaMITy,
TIMBUAY Ta TOoJAOyTamimgy) mpu iX 3acTOCyBaHHI 3A0POBHM JOOPOBOJIBLISIM. PeKOMEHIYEThCS
MPOBOAUTH YaCTHM KOHTPOJIb IIYKPY B KpOBI Ta BIANOBIAHMM YWHOM 3HIDKYBATH 103y IMOXiIHUX
CyIb(OHIIICEYOBHHH MTPH OJHOYACHOMY 3aCTOCYBaHHI 13 (IYKOHA30JIOM.

Teoghinin: 'y mnnanebo-KOHTPOJILOBAHOMY JIOCHIKEHHI B3a€MOJIi IpemapaTiB  3aCTOCYBaHHS
¢byxonazory o 200 mMr mpoTsrom 14 nHIB MPU3BENO 10 3HWKEHHS CEPEIHBOTO KITPEHCY TeodiniHy B
ra3mi KpoBi Ha 18 %. 3a maimieHTamMu, siKi 3aCTOCOBYIOTh TE€O(IIH Y BUCOKHX J03aX a00 fKi MalOTh
MABUILEHUIA PU3KUK PO3BUTKY TOKCHYHHX MPOSABIB TEO(DLTIHY 3 IHIIMX MMPHYHH, CJTiJ] BCTAHOBUTH HATJISIT
II0JI0 BUSIBIICHHS O3HAK PO3BUTKY TOKCHYHOI 1ii Teodiminy. Tepamito ciii 3MIHUTH NPH MOSABI O3HAK
TOKCHYHOCTI.

Togpayumuni6: BB TOMAUUTUHIOY 3pOCTae NpPHU OJHOYACHOMY 3aCTOCYBAaHHI 3 JIKAPCHKUMU
3aco0amu, SKi IpU3BOAATH 10 nomipHoro inridyBanas CYP3A4 ta noryxHoro inrioyBanas CYP2C19
(manpuknaa ¢uykonazoin). ToMy peKOMEHIOBAaHO 3HU3UTHU A03Y To(auuTuHiOy 10 5 Mr oJIMH pa3 Ha
100y B KOMOIHAIISX 3 IIMMU TpenapaTaMu.

Tonrsanman: excrio3uilis TonBanTtaHy 3HayHo 3poctana (200 % AUC, 80 % Cmax), Kolu TOJBamTaH,
cyoctpar CYP3A4, 3acTocoByBaii 0JHOYACHO 3 (IIyKOHA30510M, ToMipHEM iHTiOiTopoM CYP3 A4, pu
I[bOMY 3HaYHO 3pOCTaB PU3UK BUHUKHEHHS MOOIYHUX peakiliif, 30KpeMa 3HaYHOT 0 301IbIIEHHS J1lype3y,
3HEBOJIHEHHSI Ta TOCTPOi HUPKOBOI HEOCTATHOCTI. Y pa3i 0JJHOYACHOTO TMPU3HAYEHHS CJiJl 3MEHIITUTH
7103y TOJIBalTaHy 3TiJHO 3 BKa3iBKAMU B IHCTPYKIIl 3 MEAMYHOI'O 3aCTOCYBAaHHS Ta PETYISPHO
NepEeBIPATH CTaH Malll€EHTa Ha HAsBHICTb OYy/b-SKUX MOOIYHMUX pEaKiliif, MOB’A3aHMUX 13 TOJIBAIITAHOM.
Ankanoiou 6apeinky: xo4a BIIOBIIHUX JOCHIDKEHb HE MPOBOJIMIM, (IIyKOHA30J], KMOBIpHO, dyepe3
iHrioyBanHs CYP3A4, Moe CIpUUMHATH MIJBUIIEHHS KOHIEHTpALll alKanoiiB OapBIHKY y IU1a3Mi
KpOB1 (HaNpHKIaJ BIHKPUCTHHY Ta BIHOJACTHHY), IO MPHU3BOIUTH J0 PO3BUTKY HEMPOTOKCHUHHUX
e(eKTIB.

Bimamin A: noBigoMisaiocs, 1o y NalieHTa, sIKiii OJHOYaCHO 3aCTOCOBYBAB TPAHCPETUHOEBY KUCIIOTY
(xucnoTHa gopma BiTaMiHy A) Ta (QIIyKOHa30J1, ciocTepiraiucs moOidyHi peakiii 3 00Ky LEeHTpaJbHOI
HepBoBoi cucremu (LIHC) y ¢opmi nceB1oTyMOpy rojIOBHOIO MO3KY; 1aHUH e(heKT 3HUK MiCJis BIAMIHU
dbaykonazouy. Li mkapceki 3ac00M MOXHa 3aCTOCOBYBATH OJTHOYACHO, ajie CIij] MaM’TaTh MpO PUBHK
BUHUKHEHHS MMOOIYHMX peakiiil 3 6oky LIHC.

Bopuxonaszon (incioimop CYP2CY9, CYP2C19 ta CYP3A4): ogHOuYacHe 3aCTOCYBaHHS BOPHKOHA30ITY
nepopanbHo (1o 400 mr koxHi 12 roaus npoTsrom 1 axs, notiM 1o 200 Mr koxHi 12 roanH NpoTaroMm
2,5 nuiB) Ta (aykoHazony nepopansHo (400 mMr B mepiuit AeHb, moTiM mo 200 mMr KoxHi 24 roauHN
IpoTIroM 4 HiB) 8 310POBUM J10OPOBOJIBLISAM HOJIOBIUOT cTaTi MpU3BEN0 A0 MiABUIIEHHS Cmax Ta AUC,
BOPUKOHA30/1y B cepeanbomy a0 57 % (90 % JI: 20 %, 107 %) ta 79 % (90 % MI: 40 %, 128 %)
BiNOBiTHO. HeBiloMO, YK MPU3BOAUTH 3HMKEHHS 03U Ta/ab0 4acTOTH 3aCTOCYBAaHHS BOPHKOHA30Iy
a00 ¢urykoHa30Jy 0 yCyHEHHs Takoro edekrty. [Ipu 3acTocyBaHHI BOPUKOHA30TY MICHs (GIyKOHA30IY
CJIiJ] IPOBOJIUTH CIIOCTEPEKEHHS 100 PO3BUTKY MOOIYHUX €(DeKTiB, acOIIIOBaHUX 13 BOPUKOHA30JIOM.



3uoosyoun: duykonazon miauinye Cmax Ta AUC 3umoBynuny Ha 84 % Tta 74 % BiANoOBiAHO, IO
3YMOBJICHO 3HWXKCHHSIM KIIPEHCY 3WAOBYAMHY mpuOIM3HO Ha 45 % Tnpu HOro NepopaTbHOMY
3actocyBaHHi. [lepion HamiBBHBEACHHS 3WIOBYAMHY OyB TaKOX MOJOBXEHWUU NMpuOIM3HO Ha 128 %
micIs 3acTocyBaHHA KOMOiHamii GpiykoHa30y Ta 3MI0BYAMHY. 3a Mali€HTaMH, SIKi 3aCTOCOBYIOTh TaKy
KOMOIHAIIIIO JIKapChKUX 3ac00iB, CIIJI CIIOCTEPIraTH MO0 PO3BUTKY MOOIYHHUX PEaKIlii, OB’ S3aHUX 13
3aCTOCYBAaHHSM 3UIO0BYIMHY. MOKHA PO3TIISHYTH TOUUIBHICTD 3HUKEHHS 103U 3UI0BY/IHHY.
Azumpomiyun: y X0Ai BIAKPUTOTO PaHIOMI30BAaHOTO TPUCTOPOHHBOTO MEPEXPECHOTO TOCIIKCHHS, B
SIKOMY B3sUTH y4acTh 18 310poBUX TOOPOBOJIBIIIB, OI[IHIOBAIM BIUTMB a3UTPOMIIIMHY Ta (DITyKOHA30JTy Ha
(hapMaKOKIHETHKY OJIMH OJHOTO TIPH iX OJJHOYACHOMY IIEpOPAIILHOMY Pa30BOMY 3aCTOCYBaHHI y J103ax
1200 mr ta 800 mr BignosinHo. JKoaHNX 3HaUyIKX (PapMaKOKiHETHUYHUX B3a€EMOJIIH BUSBICHO HE OYJI0.
Ilepopanvhi xommpayenmueu: TpoBOIWIOCS 2 (HapMaKOKIHETUYHUX TOCIIDKEHHS 0Oaratopa3zoBOro
3aCcTOCYBaHHS (DIYKOHA30JIy Ta KOMOIHOBAaHOTO IMepOopajbHOro KoHTpauenTuBa. IIpu 3acTocyBanHI
(baykoHa3ory y 1031 50 Mr BIUTMBY Ha piB€Hb TOPMOHIB HE 0YJ10, TO/II SIK ITPY 3aCTOCYBaHHI (DITyKOHA30Ty
y mo3i 200 mr Ha no0y cmoctepiranocs 30utemeHHss AUC eruninectpamiony Ha 40 % Ta
neBoHoprectpeny — Ha 24 %. Lle cBiguuTh mpo Te, 1m0 OaraTopa3oBe 3aCTOCYBaHHS (IIYKOHA30JdY Y
3a3HAYCHUX J103aX HAaBpsAJ YU MOXKE BIUIMBATH HAa €(QEKTUBHICTH KOMOIHOBAaHOTO IEPOPAIBLHOTO
KOHTpAIICTITHBA.

Ocoonueocmi 3acmocyganns.

Hepmamocghimia. BinnoBigHO 10 pe3yabTaTiB TOCTiHKEHHS (IIyKOHA30Iy IS JTIKyBaHHS AepMaTodiTii
y AiTeid, (IyKoHa30l HE TMepeBUIye Tpu3eoPyabBiH 3a €()EeKTHBHICTIO 1 3arajJbHUN IMOKa3HHUK
epexTuBHOCTI cTaHoBUTH MeHmie 20 %. Tomy ¢daykoHa3ona He CIiJ 3aCTOCOBYBAaTH AJIsl JIKyBaHHS
nepmaTodiTii.

Kpunmoxokos. JIoka3iB eeKTUBHOCTI (IIyKOHA30ITy JUIS JIIKYBaHHS KPUITOKOKO3Y 1HIINX JIOKaJTi3aIii
(HampuKJIaJ JIET€HEBOTO KPUITOKOKO3Y Ta KPUITOKOKO3Y HIKIPH) HEAOCTATHBO, TOMY pEKOMEHAaLin
II0/I0 JI030BOTO PEXKHUMY JUTS JTIKYBaHHS TAKMX 3aXBOPIOBAHb HEMAE.

Tuboxi  endemiuni mixo3u. Jlokas3iB epeKkTUBHOCTI (pIyKoHa30dy A JIKyBaHHS 1HIIUX (opm
SHJIEMIYHUX MIKO3iB, TaKuMX SK IapaKOKIHMII0IMOMIKO3, TiCTOIIa3MO3 Ta MIKIPHO-JIIM(pATHIHUHA
CIIOPOTPUXO03, HEAOCTaTHHO, TOMY PEKOMEHJAIll 100 J030BOTO PEXHUMY JUIsl JIIKYBAaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. Tlamientam 13 mopymeHHsIM (QyHKIiH HMpPOK Ipemapar CiiJl 3aCTOCOBYBaTH 3
obepexHicTIo (muB. po3all «Crioci0 3acTOCyBaHHS Ta J03U»).

Heoocmamuicms  naonuproeux 3ano3. KeTOKOHa3071, SK BiIOMO, CIOPUYHMHSIE HEAOCTATHICTh
HaJHUPKOBUX 3aJI03, 1 II€ TAaKOX MOXXE CTOCyBaTHUCs (IyKOHA30Jy, XOua CIOCTEPIraeThCsl PIAKO.
HenocraTHicTh HaJHUPKOBUX 3aJ103, MOB'A3aHa 3 OJAHOYACHUM JIIKYBAaHHSIM IPEAHI30HOM, OMNKMCaHA B
po3aini «B3aemozis 3 IHIIMMU JIIKAPCBKUMHU 3aco0aMu Ta 1HIII BUIM B3aeMoii. Bimus ¢uykonazony
Ha 1HII1 JIIKapchKi 3ac00M».

I'enamobiniapna cucmema. Ilamienram 13 nopyieHHsM QyHKIIN TEYIHKY Ipenapar ciiij] 3aCTOCOBYBATU
3 00epexHICTIO. 3acTOCyBaHHS (DIYKOHA30Jy acoLIIOBAJIOCS 3 BUHMKHEHHSAM PIJIKICHUX BHIIAJKIB
PO3BHUTKY TSKKOT T€MAaTOTOKCUYHOCTI, BKITFOUAIOUHN JIETAIbHI BUTIAIKH, TOJIOBHUM YMHOM Y TAIIIEHTIB 13
TSKKUMH OCHOBHHMH 3aXBOPIOBAaHHSAMU. Y BHUIAJKaX, KOJH PO3BUTOK IeMaTOTOKCHYHOCT] aCOL[IFOBAaBCS
13 3aCTOCYBaHHSM (PIIYKOHA3011y, HE OYyJI0 BiJI3HAYEHO i1 SBHOI 3aJI€KHOCTI BiJ] 3arajibHOI J0OOBOT 103U
npernapary, TpUBaJIOCTI Teparlii, cTaTi abo BiKy MalieHTa. 3a3BHuail renaToTOKCUYHICTh, CIIPUYMHEHA
(b1ykoHa30510M, 000POTHA, a 1 MPOSIBM 3HUKAIOTH MICHIs IPUITMHEHHS Tepanii.

3a marieHTaMH, y SKHX IpU 3aCTOCYBaHHI (IYKOHA30JIy CIIOCTEPIraloThCsl BIAXWICHHS pe3yJbTaTiB
(GYHKIIOHATBHUX TIPOO MEYIHKH, CJIiJl BCTAHOBUTHU PETENIbHUN HATJISI 1100 PO3BUTKY OUIBII TSKKOTO
YpaKE€HHS MEeYiHKH.

[TamienTiB cnixg nmpoiHGOPMYBATHU MPO CUMIITOMH, L0 MOXYTh CBIIYUTH MPO CEpHO3HUIN BIUIMB Ha
NEeYiHKy (BHpa)keHa acCTEHis, aHOPEKCis, MOCTiiHA HyAOTa, OJIOBAaHHS Ta JKOBTAHUILI). Y TaKOMYy
BUTIAQ/IKY 3aCTOCYBaHHS (IIyKOHA30ITy CJTiJl HETaifHO IPUITMHHUTH Ta TIPOKOHCYIBTYBATHCS 3 JIIKapeM.
Cepyeso-cyounna cucmema. JIesiki azonu, y ToMy 9Hcii i (IIyKOHa30I1, aCOLIIOI0THCS 3 TOA0BKEHHAM
inTepBany QT Ha enextpokapaiorpami. daykoHaszon noaosxkye iHTepBan QT nuisxoM mpUrHIYEHHS



BUNPpAMIIsTFOYOT0 KasieBoro kaHany (Ikr). [Togosxxenns inrepBany QT BHACHIIOK Mii 1HIIKMX JIIKAPCHKUX
3ac00iB (HaIpHKIIaJ aMioIJapOHY) MOKE TIOCHITIOBATUCS Y pe3ynbTaTi npurHiueHHs pepmenty CYP3A4
nutoxpomy P450. Tloigomismiocss mpo JyKe PIAKICHI BUIAIKH TOM0BXKeHHs iHTepBany QT Tta
MapOKCU3MAJIbHOI NUTYHOYKOBOI Taxikapnii THIy «IipyeT» HpH 3acTocyBaHHI ¢urykoHazomy. Taki
MOBIZOMJICHHSI CTOCYBAJMCsSl MAIIEHTIB 13 TKKUMU 3aXBOPIOBAHHSAMU IPU TMOEAHAHHI 0araTbox
(bakTOpiB pU3UKY, TAKUMH SIK CTPYKTYPHI 3aXBOPIOBAHHSI CEpIlsl, OPYLICHHS €EKTPOIITHOTO OOMIHY Ta
OJIHOYACHE 3aCTOCYBaHHS 1HIIUX JIIKAPCHKUX 3aco0iB, mo BIUIMBaOTh Ha iHTepBasn QT. Ilamientu 3
TiMOKaTIEMIEI0 Ta MPOTPECYIOUOIO CEPIIEBOI0 HEIOCTATHICTIO MAIOTh IMiJIBUIICHUI PU3UK BUHUKHEHHS
3arpo3fUBUX IS JKUTTS HUTYHOYKOBUX apUTMIN Ta MapOKCU3MAaJIbHOT HUTYHOYKOBOI TaXikKap[ii TUITY
«IipyeT».

DyKOHA301J1 CITiJT 3 00EPEIKHICTIO 3aCTOCOBYBATH TMAllIEHTaM 13 PU3UKOM PO3BUTKY apuTMiil. OTHOYACHE
3aCTOCYBAaHHS Pa3oM i3 JIKapChbKUMHU 3ac00aMu, 110 MPOJIOHTYIOTh iHTepBan QTc Ta MeTabomi3yloThCs
3a gomomoror  depmenty CYP3A4 muroxpomy P450, mporumnokazane (AMB. pO3AiLIH
«[Iporunokazanns» Ta «B3aemomis 3 HIIMMU JTIKaPCHKUMHU 3aC00aMHM Ta 1HII BUAM B3a€MOII).
L'anogpanmpun. Tanodantpun € cyoctparom depmenty CYP3A4 i nmpononrye intepBan QTc mpu
3aCTOCYBaHHI Y PEKOMEHJOBAaHUX TEPANEBTUYHHX 03aX. OJHOYACHE 3aCTOCYBaHHA Talo(aHTPUHY Ta
(bIyKOHA30Iy HE PEKOMEHIYEThCs (AUB. po3aii «B3aemois 3 HIIMMHU JIIKapChbKUMH 3aco0aMu Ta 1HII1
BHJIA B3aEMOJIII»).

Hepmamonoziuni peaxyii. 1lix yac 3acTocyBaHHS (IIyKOHA307y PIAKO MOBIIOMIISLIIOCS PO PO3BUTOK
TakuX eKc(OJIaTHBHUX WIKIpHUX peakuid, gk cuHapom CriBeHca-/[PKOHCOHA Ta TOKCHYHUI
enigepmanbauii  Hekpouni3. [loBimomusiiocs mpo MEAMKAMEHTO3HY pEakIilo 3 e0o3uHOdiTier i
cucremanmu nposisamu (DRESS-cunapom). [Tamientn 31 CHI/Iom 6inb11 cXHUiTbHI 1O PO3BUTKY TSHKKUX
HIKIPHUX peakiliid Mpu 3aCTOCYBaHHI 0araTboX JIKapchbKUX 3aco0iB. SKIO y mamieHTa i3 TOBEpXHEBOIO
IpUOKOBOIO TH(EKIIEIO 3’ SIBISIOTHCS BUCHUITH, 1[0 MOXKHA TIOB’SI3aTH 13 3aCTOCYBaHHAM (DIIyKOHA30IY,
MoJajbllle 3aCTOCYBAaHHA MpemnapaTy Ciil NPUNUHUTU. SIKIIO Yy MallieHTa 3 1HBa3WBHOI/CUCTEMHOIO
rpUOKOBOIO 1H(EKIIEI0 3 SBIAIOTECA BHUCUIHM Ha IIKipi, 32 WOTO CTAaHOM IOTPIOHO peTeNbHO
CIIOCTEpIraTH, a y BUMAIKy PO3BUTKY OyJIbO3HUX BUCHUIIIB 200 MyJIbTU(DOPMHOI €pUTEMH 3aCTOCYBaHHS
(hIyKOHA30ITY CITiJ] TIPUTTHHUTH.

Tinepuymaugicms. Y PIIKICHUX BHIIaJKaX MOBIAOMIISIIOCS MPO PO3BUTOK aHA(IIAKTHUHUX DPEaKIIii
(nuB. po3ain «IIpoTunokazanHsm»).

Lumoxpom P450. daykonazon € nomipHuM iHri6iropom ¢epmentie CYP2C9 ta CYP3A4. Takox
(baykoHa3ou € moTykHuM 1HTi0iTopoM pepmerty CYP2C19. Cnix cocTepiratv 3a CTAHOM MAIIE€HTIB,
SK1 OJIHOYAaCHO 3aCTOCOBYIOTH (DJIYKOHA30J] Ta MpernapaTd 3 BY3bKHUM TEpaneBTUYHHM BIKHOM, IO
MetabomizytoThes 3a ydactio CYP2C9, CYP2C19 ta CYP3A4 (nuB. po3ain «B3aemonis 3 1HIIUMU
TMKapChKUMHU 3ac00aMU Ta 1HIII BUJIU B3a€EMOIIiN»).

Tepgenaoun. Crmig peTeNbHO CIOCTEpITaTH 3a CTAHOM MallieHTa TPH OJHOYAaCHOMY 3aCTOCYBaHHI
teppeHanuny Ta diaykoHazony y a03i merme 400 mr Ha A00y (auB. posnainu «lIpoTunokazaHHs» Ta
«B3aemois 3 IHIIMMHU JIIKAPCHKUMHU 3aCO0aMU Ta 1HII BUU B3aEMOIIN).

Kanouoos. JlocnimkeHHs MNPOAEMOHCTPYBAIM 3pOCTAaHHS MOIMIMPEHOCTI 1H(MEKLINH, CIPUUYNHEHHUX
inmmmu Bugamu Candida, kpim C. albicans. Bouu yacto € npupoaHo criikumu (Hanpukian, C. krusei
ta C. auris) abo JeMOHCTPYIOTh 3HIKEHY 4yTIUBICTh 10 (iaykonazony (C. glabrata). Taki indekii
MOXKYTh NMOTpeOyBaTH ajibTEpHATUBHOI MPOTUIPUOKOBOI Tepamii micias HeBjaajioro JikyBaHHs. OTxe,
JKapsM, SKi IPU3HAYAIOTh 3ac10, pEKOMEHYEThCS BPAXOBYBATH MOIIUPEHICTh CTIMKOCTI PI3HUX BUIIB
Candida no ¢ykonasoy.

3acmocyeanna y nepioo eéazimuocmi abo 200y8anHs 2pyoor.

JKinKku 3 penpooyKmueHuM nOMmMeHYiaioM.

[lepen moyaTKoOM JIIKyBaHHS MALIEHTKY CI1J1 MPOiH(GOPMYBATH PO MOTEHIIHHUN PU3HK IS TII0/1A.
[Ticns 3acTocyBaHHsSI OJHOPA30BOi JO3U CIiJI BUTPUMATH TEpioJ BUBEACHHsS (DIYKOHA30Mdy, SKUM
CTAaHOBUTH TPHONM3HO | TIXAEHH (IO BiAMOBIAaE 5—6 mepiojgamM HaIiBBUBEICHHS), O HACTaHHS
BariTHOCTI (AUB. po3ain «PapMaKOKIHETHKAY).



[Ipu TpuBammx Kypcax JIKyBaHHS J>KIHKaM 3 PEMpPOAYKTHBHUM IIOTEHIIAJIOM CIIJ PO3TISHYTH
MOJKJIMBICT 3aCTOCYBAHHS KOHTpAIICTILIi MPOTATOM YChOTO MEPioy JIIKYBaHHS Ta MPOTAroM | THKHS
MICJIs MPUHOMY OCTaHHBOT J103H.

Bazimnicme.

OOcepBarriiiHi JOCHIDKEHHS CBiIYaTh MPO MIABUIIEHUNA PHU3UK CIIOHTAHHOTO a0OpTy y JKIHOK, SKI
oTpuMyBali (DIyKOHA30J MPOTATOM MEPUIOro Ta/ab0 IPYroro TPUMECTPY BariTHOCTI, MOPIBHSHO 3
KIHKaMH, sIKi He TpuiiMaiu GIyKoHa30J1 a0 OTPUMYBAJIM MICIIEBI a30J1M y TOM caMuil TIEpio/I.

JlaHi m0/10 KiJIbKOX TUCSY BariTHHUX XKIHOK, SIKI OTPUMYBAJIHX JIIKYBaHHs (DIIyKOHA30JI0M Y KyMYJISITUBHIN
1031 < 150 Mr y nepuioMmy TpUMECTP1, IEMOHCTPYIOTh BIACYTHICTbh 3pOCTaHHSI 3arajlbHOIO PU3UKY BaJ
PO3BHUTKY IUIOAY. B OZHOMY BEIMKOMY CHOCTEPEKHOMY KOTOPTHOMY JOCHIKEHHI IepopajbHe
3aCcTOCYBaHHA (IIyKOHA30J1y B IIEPILIOMY TPUMECTPi OyJI0 OB’ A3aHE 3 HEBEJIMKHUM IT1IBUILIEHUM PHU3UKOM
BaJ] PO3BUTKY CKEJIETHO-MSI30BOi CHCTEMH, 1[0 BiAMOBINae mpubau3Ho 1 nogarkoBomy Bunaaky va 1000
KIHOK, SIKI OTPUMYBJIM KYMYJISATHBHI 1031 < 450 MTI, IOPIBHSHO 3 JKIHKaMH, SIKI OTPUMYBAJIH a30JI1
MicleBoi i, 1 mpubau3Ho 4 nonatkoBuM Bunaakam Ha 1000 KiHOK, sIKI OTPUMYBAIH KYMYJISITHBHI 03U
ounpme 450 mr. CxopuroBanuil BigHOCHMM pusuk cranoBuB 1,29 (95 % MAI: 1,05-1,58) mns nos3m
¢daykonazory 150 mr mepopansno Ta 1,98 (95 % Ml: 1,23-3,17) ms no3 dhaykonaszony 6inbiie 450 mr.

HasiBHi emniieMionoriuHl JOCTIIKEHHS 1010 PO3BUTKY BaJl CepIlsl MPH 3aCTOCYBaHHI (DIyKOHA3011y Y
MepioJ] BariTHOCTI JAIOTh CylepewInBi pe3ynbratu. OqHak, MeTaaHalli3 5 o0cepBalliiHUX JOCIIKEHb,
[0 BKJIIOYAIM KUIbKAa THUCAY BariTHUX JKIHOK, SIKI OTPUMYBalM (PIyKOHA30J MPOTITOM MEpPIIOro
TPUMECTPY, BUSBHUB IIJBUINECHHS PHU3UKY PO3BUTKY Baja cepis y 1,8-2 pa3u mopiBHSHO 3 THUM, KOJHU
(bIyKOHA30J HE 3aCTOCOBYBAIM Ta/a00 BUKOPUCTOBYBAIU a30JIH ISl MiCIIEBOTO 3aCTOCYBaHHSI.

VY NOBiIJOMJICHHSX OMUCAHO BHUITAKU BPOKEHUX BaJ PO3BUTKY Y HEMOBIIAT, MAaTEPi SIKUX OTPUMYBAIH
Bucoki a03u (Bix 400 go 800 mr/moOy) ¢daykoHa3ody y mepioj BariTHOCTI MpoTaroMm 3 MicsiiB abo
OlnbIIIe U JIKYyBaHHI KOKIUAIOinoMiko3y. Cepen BpOIKEHUX Baj, SAKi CIIOCTEPIraucs y MUX AiTeH, —
Opaxinedantis, AUCIIa3isg ByITHUX PAKOBHH, HaIMIpHE 301IbIIEHHS MEPEAHBOrO TiM’ SIUKa, BUKPUBJICHHS
CTeTHa Ta MPOMEHEBO-IICUOBHIA CHHOCTO3. [IpHUMHHO-HACTIAKOBHUN 3B’S30K MK 3aCTOCYBaHHSIM
(bIyKoHA30J1y Ta BPOJKEHUMH BaIaMU HE BCTAHOBIICHUI.

He cmig 3acrocoByBatW 3BHYaiiHI [03W (PIyKOHA30dy Ta KOPOTKOTPUBANI KypCH JIKyBaHHS
(bIyKOHA30JI0M y TIEepioj] BariTHOCTI, 382 BUHATKOM KpalHbO1 HEOOX1THOCTI.

He cnin 3actocoByBaTu BUCOKI 103 (PIIyKOHA30Jy Ta/ab0 TpUBal KypCH JIKYBaHHS (IyKOHA30JIOM y
Nepiosl BariTHOCTI, 32 BUHATKOM JIIKYBaHHS 1H(EKL1H, 1110 MOXKYTh 3aTPOXKYBATH JKUTTIO.

T'ooyeanns epyooro.

®dyKoHa30J1 MPOHUKAE Y TPYAHE MOJIOKO Ta JIOCATaE KOHIEHTpaLii MoAi0HO1 10 piBHSA y IUIa3Mi KPOBI
(HduB. posnin «®apmakokiHeTuka»). ['oqyBaHHsS Tpy[ji0 MOXKHA MPOJOBXKYBaTH Miclisi pPa3oBOro
3aCTOCYBaHHSA 3BHYaiiHOi 403 (iaykoHazomy, 1o crtaHoBuTh 150 wmr. TomyBaTu rpyamio He
PEKOMEHIYEThCS TIPH 0araTopa3oBOMY 3aCTOCYBaHHI (UIYKOHA30Jy a00 IIpH 3aCTOCYBaHHI BUCOKUX 103
¢baykonazony Crifi OLIHUTH KOPUCTh TPYAHOTO BUTOJOBYBAHHSI NIl PO3BUTKY Ta 3/I0POB’S AUTHHU 1
KIIIHIYHY MOTpeOy MaTepi y JiKapcbKoMy 3aco0i, a TakoX MOTEeHIIHI mo01yH1 edpexkT mpenapaty abo
OCHOBHOTO 3aXBOPIOBAaHHS MaTepi i JTUTHHH.

DepmunvHicmo.

®dykoHa30J1 HE BIUIMBAB HA (PEPTHIILHICTh CaMIIIB T CAMOK ILYpiB.

30amuicms eniueamu Ha WIGUOKICMb peakyii npu KepyeanHi aemMoOmpaHcnOpmom ado iHuuMu
Mexanizmamu.

JlocnikeHb BILTHBY Jlikapchkoro 3aco0y Jdu¢mo301® Ha 31aTHICTh KepyBaTH aBTOTPAHCIOPTOM abo
MpaloBaTH 3 IHIIMMU MeXaHi3MaMH He TPOBOMIIN.

[TamienTiB cnif npoiHGOpMYyBaTH NMPO MOMIIMBICTH PO3BUTKY 3amamMOpodeHHs abo CyaoM mia dvac
3actocoByBaHHs npenapary Jugmoszon®. Ilpu pPO3BUTKY TakMX CHUMIITOMIB He PEKOMEHIYEThCS
KepyBaTH aBTOTPAHCIIOPTOM ab0 MpAIfOBaTH 3 IHIIMMHU MEeXaHi3MaMH.

Cnoci6 3acmocysannsa ma 0o3u.
Kancynu cnin koratu mumnMu. [lpuiiom nikapchbkoro 3aco0y He 3aJIeKUTh BiJ MPUHOMY TKi.



Ilopocani.

[Ipenapat 3aCTOCOBYIOTH EPOPATIBLHO Yy 1031 150 Mr oHOpa30Bo.

Ilayienmu nimnb020 BiKY.

[Ipu BiAcyTHOCTI O3HAaK NOPYIICHHS (YHKIIA HUPOK IS JIKyBaHHS IIi€i KaTeropii MaIli€eHTiB
3aCTOCOBYIOTh 3BHUAIHY JI03Y ISl TOPOCIIHUX.

Topywenns ¢pynkyiti HUpOK.

®dykoHa3051 BUBOJUTHCS B OCHOBHOMY 3 CEUCI0 Y He3MiHeHOMY Burisii. [Ipu pasoBomy 3acTocyBaHHi
npernapary KOpUryBaTH 103y IIiii KaTeropii nami€eHTiB He MOTPiOHO.

THopywenuns ¢pynxyiii neuinku.

@dnyKoHA30J CIIiJl 3aCTOCOBYBATH 3 OOEPEKHICTIO MAIliEHTaM 13 MOPYIIEHHSIMH (YHKIIH MEdiHKH,
OCKLIbKH 1H(OpMaIii moa0 3acTocyBaHHs (UIYKOHA30Jy I1id KaTeropii Mari€HTiB HEAOCTATHHO (IUB.
posninn «OcobauBocTi 3acTocyBaHHs» Ta «[1061uH1 peaxiii»).

Mimu.

EdexTuBHICTh Ta Oe31eKa 3aCTOCYBaHHS MpeTapaTy JUis JIIKyBaHHS TeHITAIPHUX KaHIUI031B Y TITeH HE
BcTaHoBJIeHI. HasiBHA Ha chorojHi iHpopmamis HaBeneHa y po3naiii «[lobiuni peakuii». Skmo icHye
HarajipHa MoTpeda 3acTOCyBaHHS JIIKApChKOro 3aco0y mijtiTkam (BikoMm Big 12 go 17 pokiB), crmifg
3aCTOCOBYBATH 3BUYAHI 103U TSI JOPOCIIHX.

Ilepeoo3ysanns.

OTpuMaHO TMOBIJIOMIICHHS TPO TMepeno3yBaHHS (IyKOHA307y; OJHOYACHO TMOBIIOMIISUIOCS PO
TATIONMHALI Ta TTapaHOINaIbHy TOBEIIHKY.

[Ipu mepeno3yBaHHI HEOOXIAHO MPOBECTH CUMOTOMATHYHY MIATPUMYBAJIBHY Tepamilo Ta y pasi
HEOOXiTHOCTI MPOMUTH HUTYHOK. DITyKOHA30J1 3HAYHOIO MIpOI0 EKCKPETYETHCS 3 ceuero; (hopcoBaHUi
Jlype3 MOXe MPUCKOPUTH BUBEIEHHS mpenapaTry. CeaHC reMojiiaii3zy TPHBATICTIO 3 TOJUHH 3HUKYE
piBeHb (prykoHa30my y 11a3mi KpoBi mpubamsHo Ha 50 %.

Io6iuni peakuii.

Pesrome npodinto 6e3meyHoCTi

V 3B’A3KY 3 JIIKYBaHHIM ()JIyKOHA30JIOM MOBIOMIISIIOCS PO MEAMKAMEHTO3HY PEaKIIio 3 €03MHO(IIEI0
1 cucreMHuMu nposisamu (DRESS-cunapom) (aus. po3ain «OcobIuBOCTI 3aCTOCYBaHHS).
Haituacrime noBizoMisiiocs mpo Taki MOOIYHI peakiii: TOJIOBHUMA Oub, 01 y YepeBHIM MOPOKHUHI,
niapes, Hy/0Ta, OJIOBaHHS, MJBUILEHHS PiBHA ajaHiHamiHoTpaHcdepazu (AJIT), miaBumieHHs piBHS
acrapraramiHotpancdepaszu (ACT), miBuIIeHHs piBHSA JIyKHOI pocdaTa3u KpoBi, BUCUTIAHHS.

J1J1st OIIIHKY 9YacTOTHU BUHUKHEHHS MOOIYHUX PeaKiliii BAKOPUCTOBYIOTh TaKy KJlacH(ikalliro: 1y>Xe 4acTo
(>1/10), gacto (Bim >1/100 mo <1/10), meuyacto (Bim >1/1000 mo <1/100), piako (Bix >1/10000 mo
<1/1000), myxe pigko (<1/10000), yacTora HEeBigoMa (HEMOXJHMBO OIIHUTH Ha IiJICTaBl HAasIBHUX
JTAHUX ).

3 b6oky cucmemu kpo6i ma aimpamudHoi cucmemu.

Heuacto: anemis.

Pinko: arpanynounTos, IeHKomneHis, TpOMOOIUTOIEH s, HEUTPOTIEHIs.

3 60Ky imyHHoi cucmemu.

Pinko: anadinakcis.

Memaboniuni ma animeHmapui po3naou.

HeuacTo: 3HM)KEHHS aneTuTy.

Pinko: rinepxosiecTepuHeMis, TiEPTPUTITILIEPHIEMIs, TIOKATIEMIs.

Tlcuxiuni nopywenns.

HeuacTo: 6€3COHHS, COHIMBICTb.

3 b6oky Hepsosoi cucmemu.

YacTo: ronoBHUI O11b.

HedacTo: cynomu, mapecresisi, 3ariaMOpOYeHHS, TOPYIICHHS CMAaKYy.

Pinxo: Tpemop.




3 boky opeanie cyxy ma eecmuOyiapHo20 anapamy.

Heuacro: Bepturo.

3 boky cepysi.

Pinko: mapokcu3aManbHa NUTYHOYKOBA TaXiKapaisi THIY «mipyer», momosxeHHs iHTepBany QT (aus.
po31ii1 «OcoOIMBOCTI 3aCTOCYBAHHSY).

3 60Ky WIYHKOBO-KUWKOBO20 MPAKMY.

YacTo: 011 y YepeBHIN MOPOKHUHI, HY10TA, Jiapes, OJFOBaHHS.

Hewacro: 3amop, Aucriencis, METeopu3M, CyXicTh y POTi.

I'enamobiniapmui poznaou.

Yacro: HiABUIIEHHS  PIiBHA allaHiHaMiHOTpaHcdepasu (AJIT), MiABUILEHHS  PIBHA
acnapraraminorpancdepaszu (ACT), miaBuIeHHs piBHS Jy>KHO1 docdaTtaszu (auB. po3aia «OcodIUBOCTI
3aCTOCYBaHHS).

HeuacTo: xosecras, >XOBTSHUIIA, WiABUIIECHHSA piBHA OumipyOiny (muB. posnin  «OcoOiuBOCTI
3aCTOCYBaHHS).

Pinko: meyiHKOBa HEIOCTATHICTh, TEMATONEIIONSPHUM HEKPO3, TeMaTUTH, TeNaTOLEIOISIPHE YpaXKeHHs
(muB. po3nin «OcoOIMBOCTI 3aCTOCYBAHHS).

3 6oky wiKipu ma niOwKipHoi MKAHUHU.

Yacro: Bucunanus (IuB. po3aia «OcoOIMBOCTI 3aCTOCYBaHHS).

Heuwacro: MenukaMeHTO3HUH JepMaTuT (BKIIOYalOud (PikCoBaHMIT MEAMKAMEHTO3HUU JEpPMATHT),
KpOIIMB’sTHKA, CBEPO1K, MiABUIIIEHE TOTOBUALTICHHS (IUB. po3aii «OCcoOIMBOCTI 3aCTOCYBAHHS»).
Pinko: TokcuuHmii enigepManbHUil HeKkpoii3, cuHapoM CriBeHca-/[)KOHCOHA, TOCTPUI reHepaTi30BaHu
€K3aHTEeMaTO3HUM ITyCTYNb03, EKC(OJIaTUBHUN JEpMATHUT, AHTIOHEBPOTUYHHUN HAOpSK, HAOpPsK
o0uyys, anomneuis (AUB. po3ail «OcoOIUBOCTI 3aCTOCYBAHHSY).

Hesimomo: MearKaMeHTO3HA peakilis 3 €o3nHOdTier0 1 cucteMHuMU nposiBamu (DRESS-curpom).

3 b6oky onopHo-pyx06020 anapamy ma cnoiy4Hoi MKAHUHU.

HeuacTto: mianris.

3azcanvui poznadu ma peaxyii' y micyi 66e0eHHs.

Hewacro: migBuIeHa BTOMITIOBaHICTh, HE3Ty)KaHHS, aCTCHIs, TapsIKa.

Himu.

YacroTa Ta XapakTep MOOIYHUX PEaKIliil 1 BIIXUIEHb BiJl HOPMHU PE3yJbTaTiB Ja0OPATOPHUX aHANI3IB y
XOJI1 KJIHIYHUX JOCIIKEHb 32 Y4acTIO TITEH CMIBCTaBHI 3 TAKUMU Y JOPOCIHX.

3s6imysanus npo nido3po6ani nooiuHi peaxyii.

3BITYBaHHs MpO MiJI03PIOBaHI MOOIYHI peakwii Micis peecTpauii JIKapchbKoro 3aco0y Mae BaxIIMBe
3HaueHHs. lle nmae 3mory mpoBoauTu Oe3nepepBHUI MOHITOPHHI CIIBBIAHOLIEHHS MIXK KOPHUCTIO 1
pU3UKaMH, MOB’A3aHMMH 13 3aCTOCYBAaHHSAM IIbOTO JIIKApChbKOro 3aco0y. MeauuHux MpaliBHUKIB
MPOCATh 3BITYBATU MpO OyAb-sKl MIJ03proBaHl MOOIYHI peakiii BIAMOBIAHO 1O BUMOT MICLEBOTO
3aKOHOJJaBCTBA.

Tepmin npuoamnocmi. 4 poxu.

YMoBHu 30epiranus.
30epiratu B OpuriHaJIbHIN yIaKkoBIL IPH TeMiieparypi He Buie 25 °C.
306epiraTv y HEIOCTYITHOMY JJISL NIT€H MiCIIl.

YnakoBka.
Kancynu no 150 mr, mo 1 kancyni y Oxicrepi, 1 abo 2 Gxictepu B mauiy; mo 2 xancynau y omicrepi, 1
oJicTep B mayill.

Kareropis Binnmycky.
bes penenta — kancynu o 150 Mr mo 1 xamcyoi.
3a penentoM — kancysiu no 150 mr no 2 kancysu.

Bupoonuk.
ITAT «KuiBmenmnpenapar.



Micue3Haxoa:KeHHsI BUPOOHUKA Ta HOro ajpeca Micusi NPOBaJIKeHHS TislJIbHOCTI.
Vkpaina, 01032, m. KuiB, Byn. Cakcarancskoro, 139.



