IHCTPYKIIA
JI MeIUYHOI'0 3aCTOCYBAHHA Ipenapary

MEJO®JIIOKOH
(MEDOFLUCON)

Cknao:

ditoua peyosuna: 1 kamncyna mictuTh 50 MrdykoHazomy,

O00NOMIDICHI peyouHU. TAKTO3a MOHOT1APAT, KPOXMAIBKYKYPYA3IHUNATIPEKETaTUHI30BAHU, KPEMHIIO JIOKCH]I KOJOINHUN O€3BOIHUMN, HATPIIO TaypUiICyIb(at
MarHito creapar; 70 CKJIaay Kancyiau BXoasTb:kapmoisuH (E 122), natentoBanuii cuniil V (E 131), Turany niokcuna (E 171), xenatus.

Jlikapcbka dopma Kancyinu.
dapMakoTepaneBTU4YHA rpyna.

[TpoturpubKoBi 3aco0u 11 cucTeMHOro 3actocyBaHHs. [loxigiHITpHraszoy.
Kox ATC J02A CO1.

KutiHiyHI XapaKTepUCTHKH.

Ilokazannusa.

JIikyBaHHS TaKMX 3aXBOPIOBaHb y JJOPOCIIHX SIK:

* KPUNITOKOKOBUIM MEHIHTIT,

* KOKIIMI101103

* IHBa3MBHI KaHIUI03M;

* KaHJIUJ031 CIM30BUX 000JOHOK, BKIIIOYAIOUN KaHIU/103 POTOIJIOTKH Ta KaHIU103 CTPABOXOY, KAHAUIYPis, XPOHIYHUN KaHIUA03 IIKIPH 1 CIIM30BUX 000JIOHOK;
* XpOHIYHUH aTpodivyHNN KaHIU103 (KAaHANUI03, CIPHYUHEHNH BUKOPUCTAHHAM 3yOHHX MPOTE3iB) MPH HEe(HEKTUBHOCTI MIiCIIEBUX CTOMATOJIOTTYHUX Tiri€HIYHUX
3ac00iB;

* BariHAJIbHUM KaHAMJI03, TOCTPUM UM PEeLIeIUBYIOUHI, KOJIM MICLIEBA Tepallis € HE JJOPEUHOIO;

* KaHJMI03HUI OaNaHiT, KOJIM MiClieBa TEpaIlisi € He IOPEYHOIO;

* IEpMaTOMIKO3H, BKJIFOUAIOYX MiKO3 CTOII, MiKO3 TJ1aJIeHBKOI IIKipH, ITAXOBUH I€PMATOMIKO3, PI3HOOAPBHUM JHIIAN KAHAUIO03HI IHPEKIIT IIKipH, KOJIH CUCTEMHA
Teparlisi He € JOPEYHOI0;

* nepmatodiTHUI OHIXOMIKO3 KOJIM 3aCTOCYBAHHSI 1HIIMX JIIKAPCHKHX 3aCO0IB € HE TOPEUHUM.

[TpodinakTrka TaKMX 3aXBOPIOBaHb y JOPOCIHX SIK:

* peLUIUB KPUITOKOKOBOTO MEHIHTITY Y MAllIEHTIB 3 BACOKMM PU3UKOM HOTO PO3BUTKY;

* peLMIMB KaHAWJ03Y POTOTJIOTKU a00 CTpaBoxoAy y naiieHTiB 3 BIJI 3 BUCOKMM pHU3HKOM HOTro po3BUTKY;

* 3HMKEHHSI YaCTOTU PELIUIUBIB BariHAJIbHOTIO KaH1103Y (4 a0o Olibllle BUMAKIB Ha PIK);

* mpodiTaKTUKAKAHAUO3HUX 1H(EKIIH Y MAII€HTIB 13 TPUBAJIOKHEHTPONICHIEIO (HAIPUKIIA MAIIEHTIB 31 37I0AKICHUMH 3aXBOPIOBAHHSMU KPOBI, SIK1 OTPUMYIOTh
XiMiOTepamito, Yi MalieHTiB MPH TPAHCTUIAHTALITEMOITOETUYHNX CTOBOYPOBHX KITITHH).



JliTn. 3acTOCOBYBATH JIIKApChKUil 3aci0 y GopMmi Karcysl AaHii KaTeropii naieHTiB MOKHA TOJ1, KOJIU JIITH 3/1aTHI 0€3MeUHO0 MPOKOBTHYTH KaIlCyJy, 1110 3a3BUYall €
MOJKJIMBUM Y BIIli BiJ 5 poxkiB.

®dyKOHa30J1 3aCTOCOBYIOTh JITAM JUIS JT1KYBAaHHSKAHIUA031B CIIM30BUX 000JIOHOK (KaHAKU03 POTOTITIOTKH, KaHU103 CTPABOXO.1Y ), IHBa3UBHUX KaHAMUO31B,
KPHUIITOKOKOBOTO MEHIHTITY Ta JUIsl PO ITaKTUKIKAHINIO3HHUX iH(EKIIH Y MamieHTIB 31 3HIKEHUM iMyHiTeTOM. [IpenapaT MokHa 3aCTOCOBYBATH SIK MIATPHUMYIOTY
TEepariio AJs MONepeKeHHs PeLUIUBY KPUIITOKOKOBOTO MEHIHTITY Y JITEH 13 BUCOKMM PU3MKOM HOTI'O PO3BUTKY.

Tepamniro nmpemapaTomM MO>KHA PO3NOYMHATH 10 OTPUMAHHS PE3YJIbTaTIB KyIbTypaTbHAXTA IHIIUX JTAOOPAaTOPHHUX TOCIIKEHb; MICIIsI OTPUMAHHS Pe3yJIbTaTiB
aHTHOAKTepialbHy TepaImilo CIIiJl CKOPUTYBATH BiIMOBIAHUM YUHOM.

Ilpomunokaszanns.

[nepuyTinuBicThI0 (PIyKOHA30ITY IHIINX a30JIBHUX CIIOYK a00 10 OyAb-AKO1 3 TOMOMIKHAX PEUOBHH MpEapary.

OpHouacHe 3acTocyBaHHS (DIyKOHa30JyTa TepPeHa uHy MalieHTaM, sIKi 3aCTOCOBYIOTh(pIIyKoHa300araropa3zoBo y 1o03ax 400 Mr/zo0y Ta Buie (3rigHo 3
pe3yJibTaTaMu JIOCIIIKEHHSI B3aEMO/I11 6araTopa3zoBOro 3aCTOCYBaHHS).

OpHouacHe 3acTocyBaHHS (DIyKOHA30JyTa 1HIIUX JIIKApChKUX 3ac00iB, 110 MOI0BKYIOTh iHTepBaf T Ta MeTabomizytoThesa3a qonomororo pepmenty CYP2A4
(HampUKIIaa MU3ANPUAY, ACTEMI30ITy, TIMO3UY, XiHIIMHYTa €pUPOMIIIHHY).

Cnoci6 3acmocyeanus ma 003u.

JloGoBa no3a ¢urykoHa301y3a]IeKUTh BiJ BUAY Ta TSHXKKOCTI rpruOKoBOi iH(ekmii. [y 611bl1ocTi BUMaaKiB BariHalbHOK@HANI03Y TOCTATHRO PA30BOT0 3aCTOCYBaHHS
npenapaty. [Ipu HeoOXigHOCTI 6araTopa3oBOro 3aCTOCYBaHHSA MpenapaTy JIiKyBaHHs iH(EKIIH CITiJ MPOAOBKYBATH /10 3HUKHEHHS KIIHIYHHUX Ta JIA00OPATOPHUX
MPOsIBIB aKTUBHOCTI rprOKoBoi iHekuiiHegocTaTHA TpUBAICTh TIKyBaHHSI MOKE MPU3BECTH J0 BiTHOBIICHHS aKTUBHOTO 1HQEKIIHOTO MPOIIECY.

[TpemapaT 3aCTOCOBYIOTH TEPOPATBEHO 200 BHYTPINTHHOBEHHO NIIIXOMiH(Y31ii CIIocio 3acTOCyBaHHS penapaTy 3aJIe)UTh BiJI KIIIHIYHOTO CTaHy narieHTa. Hemae
HEOOX1THOCT1 Y 3MiHi JOOOBOT J03U Mpenapary Mpu 3MiHi HUIAXY HOTo 3aCTOCYBaHHS 3 IEPOPaIbHOTO HAa BHYTPIITHHOBEHHUN Ta HABIAKHU.

Kancynu cin koBratu minmumu. [Ipuiiom mpenapaty He 3aJIe)KHUTh BiJ MPHIOMY DXKi.

[opocai.

Kpunmokokos.

— JIikyBaHHS KpUIITOKOKOBOT'O MEHIHTITY: HaBaHTa)KyBaJibHa 7032 cTaHOBUTH400 Mr y mepimii aeHs. [linTpumyroua no3a — 200-400 mr/nody. TpuBamicTs JiKyBaHHS
3a3BHYail CTAHOBUTH IOHaNMeHIe 6-8 TkHIB. [Ipu iH(pEKIiAX, M0 3arpOXKYIOTh JKUTTIO, J0OOOBY /103y MoKHA 3011pmuTH 1800 MT.

— IlianTpuMytoda Tepamist U1 MonepeKEHHS peLUINBYKPUIITOKOKOBOTO MEHIHTITY y MAIIEHTIB 3 BUCOKMM PU3MKOM HOT0 pO3BUTKY: PEKOMEH0BaHa J103a Mpenapary
ctanoBUTH 200 Mr/m00y MPOTATOM HEOOMEKEHOTO Yacy.

Koxyuoioioos. PexomennoBana no3a cranoBuTh 200-400 mMr/no0y. TpuBamicTh NiKyBaHHS CTaHOBUTH 11-24 micsIii uu JOBIIIE 3aJI€KHO B cTaHy narieHTa. s
JKyBaHHS JAeIKUX GopM iH(EKIT, a 0COOTMBO AJIs JIIKYBAaHHS MEHIHTITY, MOXe OyTH TOUUTEHIM 3acTocyBaHHs 103800 Mr/mo0y.

Ineasueni kanouoosu. HapantaxxyBanbHa 103a ctaHoBUTH 800 Mr y nepiuuit neHs. [lintpumyroua no3a — 400 mr/no0y. 3a3Budail peKOMeH10BaHa TPUBAIICTh
JKyBaHHS KaHUIEM11CTAHOBUTH 2 THIKHI MICTIsl MIEPIIUX HETATHBHUX PE3YJIBTATIB KYJIbTYpH KPOBI Ta 3HUKHEHHS O3HAK 1 CHMITTOMIRaHTUIEMI|

Kanouoos cauzosux 06010HOK.
— Kanauao3 poToryioTku: HaBaHTaxyBalbHa 1032 cTaHOBUTH 200-400 Mr y mepiwmii neHsb, niarpuMmyioda n1o3a — 100-200 mr/nody. TpuBamicTs JiKyBaHHS CTAHOBUTH
7-21 neHsb (IO HOCSATHEHHS peMicii), aje Moske OyTH 301IbIIeHa IS TALIE€HTIB 13 TSHKKUM IMyHOAEC(PIIIUTOM.



— Kanaunos crpaBoxoay: HaBaHTaxKyBaidbHa J03a cTaHOBUTH 200-400 Mr y nepmiuii aeHs, miaTpumyoda go3a — 100-200 mr/no0y. TpuBaiicTs iKyBaHHS CTAHOBHUTD
14-30 nuiB (70 KOCSATHEHHS peMicii), aine Moske OyTH 30UIbIIIeHA IS TMALIEHTIB 13 TSHKKUM IMyHOAE(PIUTOM.

— Kangunaypis: pexkomenaoBana 103a ctaHoBUTh 200-400 mr/nody npoTsirom 7-21 aniB. [{71st mamieHTIB i3 TAKKAM iIMyHOAESPIIIUTOM TPUBAICTh JIIKYBaHHS MO>KHA
30UTBIITUTH.

— XpoHiuHMi aTpodiuHui KaHAUI03: PEKOMEHI0BaHAa /1032 CTaHOBUTH 50 Mr/mo0y mpoTsirom 14 mHiB.

— XpOHIYHUH KaHAHM103 MIKIPU Ta CIIM30BUX 000JIOHOK: PEKOMEH/I0OBaHa /1032 CTAHOBHUTH 50-100 mr/mo0y. TpuBamicTh JiKyBaHHS CTAHOBHUTH JI0 28 IHIB, aie
MoO3ke OyTH 301MIbllIeHa 3aI€KHO BiJ TSHKKOCTI Ta BUAY iH(EKIii a00 3HIKEHHS IMyHITETY.

Tlonepeodoicenns peyuougy KaHOUO03y Ciu308uUx 000I0HOK y nayicumis 3 BIJI, saKi maioms 8uUcOKuil pusuk 1020 po3eumKy.

- Kannuo3 poTornoTku, KaHIMa03 CTPABOXO1y: PEKOMEHAOBaHA /1032 CTAHOBUTH 100-200 mr/mo0y a6o 200 mr 3 pasu Ha THKIEHb. TpUBANICTD JiIKyBaHHS
€ He0OOME)KEHOIO IS MAIIEHTIB 13 IPUTHIYEHUM IMYHITETOM.

IIpoginakmura kanouodo3nux inghexyiu y nayienmis iz mpusanoro netimponenicio. PekomennoBana g03a ctaHoBUTh 200-400 mr. JIikyBaHHS CITijJ] pO3MOYMHATH 32
KIJIbKA JTHIB JI0 OYiKYBAHOTO PO3BUTKHEHTPOIICHII Ta IPOIOBKYBATH MPOTATOM 7 JHIB MICIS MiABUINCHHS KilbKocTHeHTpodimiBmoran 1000/vm3.

T'enimanvHi KaHOUOO3u.

- l'ocTpwii BariHanbHUIA KaHIUI03, KAaHAUIO03HUI OallaHIT: PeKOMEHIOBaHA J103a CTAaHOBUTHL 150 Mr pa3oBo.

- JlixyBanHs Ta npodilakTUKapeUIUBYIOUNX BariHaIbHUX KaHIUA031B (4 a00 Oibllle BUMAKIB Ha PiK): peKOMEHA0BaHa 103a cTaHOBUTH 150 mr 1 pa3 Ha 3 aHi.

Ycporo ciify 3acTocyBaTH 3 noszu (1 nensw, 4 nens ta 7 gens). [licns nporo cimig 3acTocyBaTH miaTpuMyody 103y 150 mr 1 pa3 Ha THXIEHB POTATOM 6
MICSILIB.

Jlepmamomixo3u.

- Miko3u cTom, MiKO3 IIaJIeHbKO1 IKIpH, TaXOBUH AepMaTOMIKOKAHANI03H1 iHOKUIITIKIpU: peKOMEeHJ0BaHa q03a cTaHOBUTH 150 Mr 1 pa3 Ha TxaeHs, abo 50 mr 1
pa3 Ha 100y. TpuBamicTh JTiKyBaHHS CTAaHOBHUTH 2-4 THXHI. JIIKyBaHHS MiKO3y CTOIT MOX€E TPHBATH JI0 6 THXKHIB.

- PiznoOapBHMit nuIIaii: pexkoMenaoBana 103a ctaHoBUTh 300-400 mr 1 pa3 Ha TIXKICHb NPOTATOM 1-3 THXKHIB.
- JlepmaTodiTHUIT OHIXOMIKO3 pEeKOMEHI0OBaHa 103a CTaHOBUTH 150 Mr 1 pa3 Ha TwxaeHb. JIikyBaHHS CIIi/T IPOJOBKYBATH, TIOKH Ha MiCIli iHIKOBAHOTO HIT'TS HE
BUPOCTE 30pOBUM. [/l BITPOCTaHHS 3[0pOBUX HITTIB Ha pyKax Ta Ha BEJIUKUX NAJIBLAX HIT 3a3BUYall HEOOX1IHO
3-6 micsmiB Ta 6-12 micsniB BignoBigHo. OHAK MBUIKICTH POCTY HITTIB y MAIIEHTIB MOXe OyTH Pi3HOIO Ta 3ajeXaTH Bif BiKy. I1icis yCcIinmHOTo JiKyBaHHS TPUBAIHUX
XpOHIYHUX 1HPEKIIH hopMa HITTA 1HOI 3aTUIIAETHCS AEPOPMOBAHOIO.

imu.
3acTOoCOBYBATH JIIKapChKHi 3aci0 y popMi Karcys 1aHii kaTeropii marieHTiB MOXHa TOJ, KOJIM JITH 3JaTHI O€3MeYHO NPOKOBTHYTH KaIcCyJy, L0 3a3BHUail €
MOJKJIMBHM Y Billi BiZ 5 POKIB.
He cning nepeBuiiryBatu MakcuManbHy 1000BY 103y 400 Mmr.
Sk 1 mpu aHANOTIYHKX 1H(EKIISAX Y JOPOCTUX, TPUBATICTH JIIKYBaHHS 3aJISKUTh BiJl KIIIHIYHOI Ta MIKOJIOTIYHOI BiATIOBDILYKOHA30JI 3aCTOCOBYIOTH | pa3 Ha 100y.
Jlo3yBaHHs mpenapaTy IiTsAM i3 mopyuieHHsM GYHKIIH HUPOK HaBeaeHe Huk4ue. DapmakoKiHeTUKITYKOHA30IyHE TOCIIKyBaIacs y AITel 13 HUPKOBOIO
HEIOCTATHICTIO.

JliTu BikoM Bix 12 pokiB.
3anexHOo BiJ Baru Ta MyO0epTaTHOTO PO3BUTKY JIIKAPIO CIiJ OIIHUTH, KA 1032 Mpenapary (Ui JOPOCIUX Y IJs AiTel) € ONTUMaNbHOO 171 nanienTa. KimiHiuHi gaHi
CBIYaTh PO T, O y JiTeH KIipeHC (IIYKOHA30JIy € BHIUM IOPIBHSIHO 3 JOpOCIUMHU. 3actocyBaHHs 1103 100 mr,




200 mr Ta 400 Mr qopocnuM Ta 103 3 MT, 6 Mr Ta 12 MI/KT JIiTSAM MPU3BOAUTH A0 AOCATHEHHSI MOPIBHSIHOI CHCTEMHOI €KCITO3HIIIi.

EdexTuBHICTh Ta O€3MEUHICTD 3aCTOCYBaHHS NpenapaTy s JIiIKyBaHHACHITATBHUX KaHANUI031B y JIITeH HE BCTAHOBIICHI, HE3BAXKAIOUM HA BUUEPIIHI JJaHi MO0
3aCTOCYBaHHA (PIIyKOHA30MyIiTAM. SIKIO iCHY€ HaranbHa MoTpeda 3acTOCYBaHHS Mpenapaty mijmiTkam (BikoM Bix 12 1o 17 pokiB), ciiJl 3aCTOCOBYBaTH 3BUYAiHI
JIO3H JIJ1S1 TOPOCIIHX.

Jitu BikoM Bi 5 10 11 pokiB.

Kananmos3u cim3oBUX 000JOHOK: IIOYATKOBA /10328 CTAHOBUTH 6 MI/KI/m00y, miaTpuMytoda no3a — 3 Mr/kr/no0y. [TouaTkoBy 103y MOYKHA 3aCTOCOBYBATH B IEPIIUI
JIeHb 3 METOIO MIBHU/IIIOTO JOCATHEHHS PIBHOB)KHOI KOHIIEHTpALlii.

[HBa3MBHI KaHIUI031, KPUIITOKOKOBHI MEHIHTIT: 103a Mpenapary CTAaHOBUTH 6-12 MI/Kr/mo0y 3aje:KHO BiJ] CTYTICHS TSDKKOCTI 3aXBOPIOBAHHS.

[TiaTpuMytoua Tepamis JUIsl oNepeKeHHs PeLUANBY KpUIITOKOKOBOI'O MEHIHTITY Y JiTel 13 BUCOKUM PU3UKOM HOT0 PO3BHUTKY: /103a MpenapaTy CTAaHOBUTh 6 MI/KT
/mo0y 3aJIeIKHO BiJl CTYTICHS TSKKOCTI 3aXBOPIOBAHHS.

[TpodinakTukakaHIUA031B y TAIIEHTIB 3 IMyHOAEe(DIIIMTOM: 1032 IpenapaTy CTAHOBUTH 3-12 Mr/kr/po0y 3anexHo BIABUPAKEHOCTI Ta TPUBAJIOCTI 1HIYKOBAHOT
HEUTPOTICHIT (IUB. 103U JUISl TOPOCITUX ).

Llauienmu 1imnb020 BiKY.

J103y HEOOX1/THO MiAOUpPATH 3aJIEKHO BijJ CTAaHY HUPOK (JAMB. HIDKYE).

Iayienmu 3 nopywennam hyHkyii HUpox.

[Tpu pa3oBOMy 3aCTOCYBaHHI KOPUTYBATH J03yQIIyKOoHA30IyHe IOTpiOHO. [TamienTaM (BKIFOUat0O4H JiTei) 13 mopymeHHsIM (QyHKIiii HUpOK py HEOOXiAHOCTI
0araTopazoBOro 3aCTOCYBaHHs IpenapaTy y NepUIMid JeHb JIKYyBaHHS CJIi/l 3aCTOCOBYBATH 1MOYaTKOBY 103y 50-400 mr 3anexHo Bia nokazaHHs. Ilicas mporo 1000By
J103y (3aJIEIKHO BiJl TOKA3aHHs) CJIIJI PO3PAaXOBYBATH BIJIMOBITHO 10 HUKYCHABEACHOT TaOIHIIL:

Kuipenc kpeamuniny (ma/xe) | Biocomok 6i0 pexomen0oearoi 003u
> 50 100 %

< 50 (6e3 mianizy) 50 %

Perynsapauii miami3 100 % micas KOKHOTO Aiaji3y

[TamienTam, siki nmepedyBaloTh Ha PETYIIPHOMY Jiaii3i, HeoO0xi1HO oTpuMyBaTu 100 % pexomMeH10BaHOT 03U Micis KOXKHOTO Aializy. Y neHb, KOJH Jiaji3 He
IPOBOJIUTHCSA, MALIEHT MAa€ OTPUMYBATH /103y, BIAKOPUTOBAHY 3aJIC)KHO BiJl KIIPEHCYKPEATHHIHY.

Llopywenus ¢pyukyit neyinku.

®dyKoHa3071 CITiJ] 3aCTOCOBYBATH 3 00EPEXKHICTIO MALlIEHTaM 13 TOPYUICHHAMHU (YHKLIH MEYiHKH, OCKUIbKH 1H(OpMaIii 11010 3aCTOCYBaH{AYKOHA3Z0MYLIIN KaTeropii
MaIi€HTIB HEAOCTATHEO.

Hoo6iuni peakuii.

Haituacrime no6iunnmu peakuismu (> 1/10) € ronoBHuit Oiib, 6171k Y UepeBHiM MOPOXKHMHI, Aiapes, HyJ0Ta, OJIFOBaHHS, BUCUIIAHHS, IT1IBULIICHHS PiBHA
anmariHaminoTpancdepasu(AJIT), acmapraraminorpancdepaszu (ACT) Ta myxHOi pocdarazu Kposi.

JJis OLlIHKM 4aCTOTH BUHUKHEHHS MOOIYHUX peakliii BAKOPUCTOBYIOTh HACTYNHY Kiacudikarito: ayxe yactoX 1/10), vacro (> 1/100 1 < 1/10), newacro & 1/1000 i <
1/100), pigko & 1/10000 1 < 1/1000), my>xe piako (< 1/10000) Ta yacToTa HEBioMa (HEMOXJIMBO OIIHUTH HA ITi/ICTaB1 HASIBHUX JTaHUX ).

Posznaou 3 6oxky cucmemu kpogi ma nimpamuuroi cucmemu.



Heuacro: anewmis.

Pinko: arpanynounTos, J1eHKONEHIs,HEUTPOIIEH s, TPOMOOIIUTONEHISI.

Posznaou 3 6oxy imynnoi cucmemu.

Pinko: anadimakcis.

Memaboniuni ma animenmapHti po3naou.

HeuacTo: 3HMXEHHS aneTury.

Pigko:rineprpuriinepuaemis rinepxoiecTepruHeMis TinokaniemMis

Icuxiuni nopywenns.

Heuyacrto: Oe3COHHS, COHJIMBICTE.

Po3znaou 3 6oky nepsosoi cucmemu.

Yacrto: roioBHUH OLITb.

HeuacTo: cymomu, 3annaMopoyeHHs1, mapecTe3ii, MOpyIIeHHS CMaKy.

Pigxo: Tpemop.

Poznaou 3 6oxy opeanie ciyxy ma 6ecmubynsaprHo20 anapamy.

HeuacTo: Bepturo.

Po3znaou 3 6oky cepys.

Pinxo: mapokcu3mMalibHAILTYHOUKOBA TaX1Kap/isl TUITY «IipyeT», HoJoBKeHHs iHTepBamy)T.
Posnaou 3 60Ky wyHKko80-KUWK08020 mpaxmy.

Yacro: Oib y 4epeBHil MOPOKHUHI, Aiapesi, HyJ0Ta, OTIOBaHHS.

Hewacro: 3amop, IucCIencisi, MeTeopu3M, CyXiCTh y POTi.

T'enamobiniapui poznaou.

Yacro: migBuieHHs piBHsananinaminorpancdepazu(AJIT), acnapraraminotpanchepasu (ACT), myxHoi docharazu Kposi.
Heuacro: xonecTtas, )KOBTSIHHUIIS, MiABUIICHHS PiBHSA OLTipyOiHy.

Pinxo: mediHKOBa HEOCTATHICThMETIATOLETIOIIPHANA HEKPO3, TeTIATUTH, TeMATOLEIIONSPHE YPayKESHHS.
Posznaou 3 6oky wkipu ma niowkKipHoi mKaHuHu.

YacTo: BUCUIIaHHS.

HeuacTo: cBepOik, METUKaMEHTO3HHUM JJlepMaTUT, KPOIUB HKA, MMi/IBUIIEHE TOTOBUICHHS.
Pinxo: TokcHuHMiA eniiepManbHIIHEKPOITi3, cuaapoM CriBeHa-/[)kKOHCOHA, TOCTPUIl TeHepaTi30BaHUi €K3aHTEMATO3HUH MyCTyIb03, eKC(OITIaTUBHUIN IEpMaTHT,
AHT10HEBPOTUYHHM HAOPSK, HAOPSK 0OMUYYS, AIOMeIlis.

Poznaou 3 6oxy onopro-pyxoeo2o anapamy ma cnoay4Hoi mKaHuHu.

Hewacro: mianris

3azanvmi poznaou ma peakyii' y mMicyi 66e0eHHs.

HeuacTo: nijBuIIleHa BTOMJIIOBaHICTb, HE3/1yKaHHS, aCTEHIs, TapsuKa.

Jimu.

YacroTa Ta xapakrep MoOiYHUX peakilii 1 BIAXUICHb Bl HOPMHU Pe3yIbTaTiB JJa0OpaTOPHUX aHATI31B 32 y4aCTIO JAiTeH MOPIBHIHO 3 TAKUMHU y TOPOCIHUX.



Ilepedo3ysanns.

OTpuMaHO MOBIJOMIJICHHS TIPO MEpe03yBaHHs (HITyKOHA307I0M OJHOYACHO MOBIIOMIISUIOCS PO TATIOIMHALIT Ta TApaHOiJaJIbHy MOBEIIHKY.

[Tpu nepeno3yBaHHI HEOOX1THO MPOBECTH CUMIITOMATUYHY MIATPUMYIOUY Teparito Ta y pa3i He0O0XiTHOCTI MPOMUTH HLTYHOK.

®DiryKOHA30J1 3HAYHOIO MIPOKO EKCKPETYETHCA3 Ceueto; (OPCOBAHMIA JIiype3MOKe IPUCKOPUTH BUBEIEeHHS Tpernapary. CeaHc reMo1iami3yTpuBaiCTIO 3 TOAMHH
3HIKYE PiBEHb (PIIyKOHA30JTyy I1a3Mi KpoBi Ipubau3Ho Ha 50 %.

3acmocyseanns y nepiod eazimmuocmi aoo 200y6anHs zpyooio.

JlaHi, oTpuMaHi ipu pa3oBoMy ab0 TTOBTOPHOMY 3aCTOCYBaHHI(ITYKOHA30Iyy 3BUYaHUX 103aX (< 200 Mr/no0y) KUTbKOM COTHSIM BariTHHX KIHOK MPOTAToM |
TPUMECTPY BariTHOCTI, HE MPOJIEMOHCTPYBaIM HebakaHuX edekTiB Ha TTia. [ToBimoMIIsIIOCS MPO YKCIIEHHI BPOKEH]1 MAaTOJIOT1] Y HOBOHAPOIKEHUX (BKIIIOUAIOYU
OpaaudpeHito, TMCIUTAa3i0 BYIIHOT PAKOBHHHM, HaJIMipHE 301UTBIICHHS TIEPEIHHOTO TiM’ TYKa, BHKPHUBIICHHS CTETHAIUICYOJIKTHOBUH CHHOCTO3), MaTepl SKUX TPUAMAITH
BUCOKI 1031 (hirykoHa3011y(400-800 Mr/no0y) npoTaroM npuHaiMH1 TphoX a00 OuIbIIE MICALIB s JIKYBAaHHROKIN10i103Y 3B 430K MK 3aCTOCYBaHHAM
¢ryKOHa30IyTa IUMH BHIIQAKAMH HE BU3HAUCHHIA.

JlocmikeHHs Ha TBapUHaX MPOJAEMOHCTPYBAIN PENPOAYKTUBHY TOKCUYHICTb.

3acTocyBaHHs IpenapaTy y nepio BariTHOCTI MOKJIMBE JIMIIE Y BUMAJKY, SIKIO KOPUCTb BiJl 3aCTOCYBAHHSA MEPEBUILLYE MOKIUBUN PU3HK.

He cnin 3acTocoByBaTH BUCOKI 103U(ITyKOHA30IyTa/ab0 TpUBali KypcH JiKyBaHHsI(DIYKOHA30JI0MY TIEpiof] BariTHOCTI, 32 BUHATKOM JIIKyBaHHs 1H(EKIIiH, 1110
MOTEHIIIIHO 3arpoXKyIOTh KUTTIO.

®dyKoHa30J IPOHUKAE Y TPYTHE MOJIOKO Ta JJOCATA€ HUXKYOT KOHLIEHTpAIlii, HIXK y Ma3Mi KpoBi.

["omyBaHHS TPy IO CIIiT IPUTTHHUTH HA MIEPi0J1 JTIKYBaHHS TpENapaToM.

['omyBaTu rpyIIt0 HE pEKOMEHIY€ThCsI TPH OaraTopa3oBOMY 3aCTOCYBaHHIPIIYKOHA30:1ya0o0 MpH 3aCTOCYBaHHI BUCOKHX /103 (PIIyKOHA301Ty

Mimu.
3acTOCOBYBATH JTIKApChKHiA 3aci0 y GopMi Karcys JaHiid KaTeropii mamieHTiB MO>KHA TOJIi, KOJIA JITH 3/1aTHI O€3MEYHO MPOKOBTHYTH KaIlCyJTy, IO 3a3BUYA MOXKIIUBO Y
Billi BiJ1 5 POKIB.

Ocoobnusocmi 3acmocyéanns.

Hepmamoghimis. BinmoBigHO A0 pe3yabTaTiB JOCHTIHKCHHIDITYKOHA30IY LIS JTIKYBaHH 1epMaToQiTiiy qiTei, prykoHa30JTHE TepeBUIITye rpu3eodyIbBiH3a
e(EeKTUBHICTIO 1 3arajbHUN MOKa3HUK e(heKTUBHOCTI cTaHOBUTH MeHIe 20 %. TomypaykoHa3omHE Cllij] 3aCTOCOBYBATH A JIIKyBaHHAepMaTO(ITil

Kpunmoxoko3s. JlokaziB e()eKTUBHOCTI(PITYKOHA30ITY IS JTIKYyBaHHS KPUIITOKOKO3Y IHITUX JIOKaTi3a1lii (HalpUKIIaJ JETEHEBOT0 KPUIITOKOKO3Y Ta KPUIITOKOKO3Y IIKIpH)
HEJOCTaTHHO, TOMY PEKOMEH/ ALl 10/J01030BOT0 PEKUMY IS JIIKYBaHHS TaKUX 3aXBOPIOBaHb HeMae.l 1uboki enoemiyni miko3u. JJokaziB epekTUBHOCTI(ITYKOHA30TY
JUTSI TIKYBaHHS 1HIIAX ()OPM CHIAEMIYHUX MIKO31B, TAKHX SKAPAKOKIIHII0TIOMIKO3 TiCTOIIA3MO3 Ta MIKIPHO-TIM()ATHIHHICTIOPOTPUX03, HEIOCTATHLO, TOMY
pEeKOMEeHIaLlli 111010 JO30BOT0 PEXUMY IS JTIKyBaHHS TaKUX 3aXBOPIOBaHb HEMAE.

Huprosa cucmema. Tlanientam i3 nmopymeHHsM (YHKIIH HEPOK Tperapar CiIijl 3aCTOCOBYBATH 3 00€pPEKHICTIO (AHUB. PO3AUI«10CiO 3acmocy8ans ma 0o3u).
I'enamobiniapna cucmema. IlanienTam 13 nopymeHHsIM (QyHKIIIH EYiHKY Mpenapar ciliJ 3aCTOCOBYBATH 3 00EPEXHICTIO. 3aCTOCYBaHHETYKOHA30IyacOL1F0BATIOCS 3
BUHUKHEHHSM DiJIKICHUX BUTIAJIKIB PO3BUTKY TSDKKOTE€IIaTOTOKCHYHOCTI, BKITIOYAIOUH JICTATbHI BUITAJIKH, TOJIOBHUM YMHOM Y TAII€HTIB 13 TSHDKKUMU OCHOBHUMH



3aXBOPIOBAaHHSIMHU. Y BHIIQ/IKaX, KOJIM PO3BUTOK N€NaTOTOKCUYHOCTI ACOLIIFOBABCS 13 3aCTOCYBAHHAM (piIyKOHa3011y HEe OyJ10 BiJ3HAYEHO ii IBHOT 3aJI€KHOCTI Bij
3arajgpHO1 100OBOI /103U Mpemnapary, TPUBAJIOCTI Teparii, cTaTi ab0 BiKy malfieHTa. 3a3BUYalenaTOTOKCUYHICTh, CIpUYMHEHA (DITyKOHA30710M 000POTHA, a ii IPOosSIBU
3HUKAIOTh MICIs MPUIMHEHHS Teparii.

3a marieHTamH, y SKHAX MPH 3aCTOCYBaHHI ITyKOHA30IyCIIOCTEPITalOTHCS BIAXMICHHS Pe3yIbTaTiB ()yHKIIIOHAIEHUX P00 NMEeUiHKH, CITiJl BCTAHOBUTH PETEIbHHUN
HarJIs/ 1010 PO3BUTKY OUIBII TSHDKKOTO YPaXKEHHS MEUiHKH.

[TamieHTiB ciig NpoiHGOpPMYyBaTH PO CUMITOMH, 1110 MOXKYTh CBIIUUTH PO CEPHO3HUI BILIMB Ha MEYIHKY (BUpaXKeHa acTEHis, aHOPEKCis, MOCTIHA Hy10Ta,
OJIIOBaHHS Ta JKOBTSHULA). Y TaKOMY BUIA/IKY 3aCTOCYBaHHS (DIIyKOHA30IyCIliJl HETailHO MPUIMHUTH Ta IPOKOHCYJIbTYBATHCS 3 JIKapeM.

Cepyeso-cyounna cucmema. Jleskiazon, y TOMy 9HCII ¥ ITyKOHA30J aCOIIOIOTHCA 13 MOA0BKeHHM iHTepBanyQT Ha enekTpokapaiorpami. [loigomitsutocs mpo
Jy>Ke PiJIKiCHI BUMAIKU MoA0BkeHHs iHTepBanyQT Ta mapokcu3ManbHOI HUTyHOYKOBOITaXiKapAil TUITY «IipyeT» MpH 3acTocyBaHHDIyKoHAa30my Taki MOBiIOMIICHHS
CTOCYBAJIMCS MAIIEHTIB 13 TSHKKUMHU 3aXBOPIOBAHHSAMU TIPH TTOE€THAHHI 0araThoX (PakToOpiB PU3HKY, TAKMMH SIK CTPYKTYPHI 3aXBOPIOBAHHS CEPIIs, TOPYIICHHS
€JIEKTPOIIITHOTO OOMIHY Ta OJJHOYACHE 3aCTOCYBAHHS 1HITUX JIKaPChKUX 3aCc001B, 110 BIUIMBAIOTH HA iHTEpBa@T.

@d1yKOHA30J1 CITi/1 3 00EPEXKHICTIO 3aCTOCOBYBATH TMAIlIEHTAM 13 PU3UKOM PO3BUTKY apUTMii. OHOUYACHE 3aCTOCYBaHHS Pa3oM 13 JIIKApChKUMHU 3aC00aMu, 110
npoJIoHry10Th iHTepBan QTc Ta MeTabomizyroTbesasa qonomororo pepmenty CYP3A4 nuroxpomy P450, npotunokasane. I arogpanmpun. I'anopantpus € cyocTpaToM
depmenty CYP3 A4 i mpononrye inTepBan QTc npu 3acTOCYBaHHI y pEKOMEHIOBAHUX TEPANICBTHYHUX J103aX. OJHOYACHE 3aCTOCYBaHHITAIO(aHTPHHY T
(bi1yKOHa30IyHE PEKOMEHAYEThCS.

Hepmamonoziuni peaxyii. I1ix gac 3actrocyBaHHsI (PIIyKOHA30IYPIIKO MOBITOMIISIIOCS TIPO PO3BUTOK TAKUX €KC(OIATUBHUX MIKIPHUX PEAKITIH SIK CHHAPOK TIBEH Ca-
JxoHCOHA Ta TOKCUYHMH eniepManbHui Hekpouiz [lanientu 31 CHI/loM Oiibl CXMIIBHI 10 PO3BUTKY TSDKKMX IIKIPHUX peakiiii MpH 3acTocyBaHHI OaraTbox
JKapChKUX 3ac00iB. SIKIO y MaIieHTa i3 TOBEPXHEBOIO TPUOKOBOIO 1H(EKIII€I0 3’ ABISIOTHCS BUCUITAHHS, SIKi MOYKHA TIOB’S13aTH 13 3aCTOCYBAaHHAMIYKOHA30ITY
MoJiajbllie 3aCTOCYBaHHS MpenapaTy CiJl IPUIUHUATH. SIKIO0 y Mali€HTa 31HBa3MBHOIO/CUCTEMHOIO TPUOKOBOIO 1H(EKITIEIO 3’ ABISIOTHCSA BUCUIIAHHS Ha LIKIpi, 3@ HOro
CTaHOM IOTPIOHO PETETHHO CIIOCTEPITaTH, a y BUNIAJIKY PO3BUTKYOYIIbO3HUX BHCUTIAaHb 200 MYJIbTH()OPMHOIEpUTEMH 3aCTOCYBaHHS (ITyKOHA30IYCIIi]] IPUITHHUTH.
l'inepyymaugicme. Y piIKICHUX BUNIA/IKAX MOBLAOMIISIIOCS PO PO3BUTOK aHA(ITAKTUYHUX PEaKLii.

Lumoxpom P450. ®nykonason € moTyxHuM iHTiIOiTOpoM PepmeHTyCYP2C9 Ta momipaum inriditopom pepmenTyCYP3A4. Takox iykoHazole iHTi0iTOpOM
depmenty CYP2C19. Cnip cioctepiraT 3a CTaHOM MAaLIE€HTIB, SKI 0OJTHOYACHO 3aCTOCOBYIOTHEDIYKOHA30J1Ta IpenapaTH 3 By3bKUM TepaneBTUYHUM BIKHOM, 1110
MeTtabomnizyroThessa yuactio CYP2C9, CYP2C19 ta CYP3A4.

Tepgpenaoun. Cain peTesnbHO CIIOCTEPIraT 3a CTAHOM MAlliEHTa MPU OAHOYACHOMY 3acTocyBaHHITep(heHaauHy Ta (paykoHazonyy 1031 MmeHe400 mMr Ha 100y .
Jonomixcui peuosunu. Ilpenapar MicTuth Jakto3y. [lamieHTaM 3 piIKiICHUIMHU CIIAJKOBUMHU 3aXBOPIOBAHHSIMHU, TAKUMHU SIK HETIEPEHOCUMICTh TaJIaKTO3H, HEJIOCTATHICTh
nakTa3u Jlanma Ta MasibabCcopOLis ITTIOKO3U-TAJIAKTO3H, HE CIIi/1 3aCTOCOBYBATH Liei mpenapar.

30amuicmb eniueamu Ha WEUOKICMb peaKyii npu KepyeanHi a6mompancnopmom ado pooomi 3 iIHWUMU MEXAHIZMAMU.

JocunipkeHpb BIUTMBY (UIyKOHA30JIyHa 3JJaTHICTh KEPYyBaTH aBTOTPAHCTIOPTOM ab0 MPAIIOBATH 3 IHIIMMHU MEXaHI3MaMH HE POBOIMIIH.

[TamienTiB cnig mpoiHGopMyBaTH MPO MOXKIUBICTH PO3BUTKY 3allaMOPOYECHHS a00 CyIOM MiJ 9ac 3acTOCOBYBaHHITyKOHA30y [Ipy pO3BUTKY TaKMX CUMITOMIB HE
PEKOMEHIYEThCS KEPYyBaTH aBTOTPAHCIIOPTOM a00 MpaIfOBaTH 3 IHIIMMH MEXaH13MaMHu.

B3aemooia 3 inmumu nikapcokumu 3acobamu ma iHwii 6uou 63a€mooiil.
IIpomunoxazane cymicue 3acmocysanus GiyKOHA30IY MA HUNCYEe3A3HAYEeHUX NIKAPCbKUX 3aco0i8.
Luzanpuo: MOBIIOMIIATIOCS PO PO3BUTOK MOOIYHUX peakiiil 3 60Ky ceplisd, y TOMY YHCIi PO NapOKCU3MaIbHYLTYHOUKOBY TaX1Kap/il0 TUILY «ITipyeT» Yy Mall€HTIB,




K1 OIHOYACHO 3aCTOCOBYBaIIHU (piryKoHa305Ta 1u3anpua. KoHTposiboBaHe AOCHIHKEHHS POJEMOHCTPYBAJIO, 1110 0JHOoYacHe 3acTocyBaHHA 200 Mr ¢urykoHazoury 1
pa3 Ha 100y Ta 20 Mr nu3anpuay 4 pasu Ha 100y MPU3BOAMIIO JI0 3HAYHOTO MiIBUIICHHS PiBHSA [IU3ANPHUIY Y TUIa3Mi KPOBi Ta 1O OJOBKEHHS iHTepBanyQT.
OpHouacHe 3acTocyBaHHs (DIIyKOHA30JyTa U3ANPHULY NPOTUIIOKA3aHe (IUB. po3aii « I[pomunoxka3anus).

Tepgpenaoun: qepes BUNIAJKA PO3BUTKY TSHKKUX CEPLIEBUX apUTMil, CIPUYMHEHUX MO0BKEHHIM iHTepBainy QTc, y mamieHTiB, SIKi 3aCTOCOBYIOTEA30JbHI
MPOTUTPUOKOBI JIIKApChKi 3acO0M 0HOYACHO 3repdenaauHomM, Oyiu mpoBeaeH] TOCHTIKEHHs B3a€MO/IIT ITUX MpernapaTiB. Y XOA0JHOTO JOCTiIKEHHS TPH
3acTOCYBaHHI (TyKoHa301yy 1031 200 Mr Ha 700y He OyJ10 BHSIBJIICHO MOA0BKEHHs iHTepBany QTc. IHime gocmimkeHHs npy 3acTocyBaHHI PirykoHa30yy 103ax 400
mr Tta 800 Mr Ha 70Oy MPOJAEMOHCTPYBAJO, 110 3acTocyBaHHA(DIyKoHa30myy 103ax400 Mr Ha 100y a00 BHIIE 3HAYHO MiABUILYE piBEHBTEpPEHAINHY Y TUIa3Mi KPOBi
IIPH OJTHOYACHOMY 3aCTOCYBaHHI WX mpenapariB. CymicHe 3acTocyBaHHAPITyKOHA30yy 103ax400 Mr abo BuIie 3 TeppeHaTMHOM IPOTUTIOKAa3aHE (JTUB. PO3ILT «
IIpomunoxa3zannsy). Ilpu 3actocyBaHH1 QuiyKoHa301yy no3ax Hukue 400 Mr Ha 100y 0AHOYACHO 3 Tep(heHaAUMHOM CIIil IPOBOJIUTH PETEIbHUN MOHITOPHHT CTAaHY
MaIlEHTA.

Acmemizon: cyMiCHE 3aCTOCYBaHH: (PITyKOHA30JIyTa acTeMi30JIy MOKe 3MEHIIUTH KilipeHcacTeMizony. CipyyMHEeHe UM HiABUIIEHHS KOHLIEHTpALlil acTeMi30Iyy
I1a3Mi KpOB1 MOKe MPU3BECTH /10 NOJ0BKeHHS iHTepBaiy QT Ta y piikicHUX BUIaAKaX — A0 NapOKCU3MaJIbHOIIUTYHOUKOBOITaX1Kapii TUILY «mipyeT». OJlHouacHe
3aCTOCYBaHHs (PIIYKOHA30JIyTa acTeMi30Jy IPOTHIIOKA3aHe.

ITimo3u0 ma XiHiOuH: CyMiCHE 3aCTOCYBaHHS (ITyKOHA30IyTa MiMO3H Ly 200 XiHIIMHYMOKE IPU3BOAMUTH JI0 MMPUTHIYEHHS MEeTabo0Ii3My MIMO3HU Ty 00 XiHIINHY, X04a
BIJIMOBIAHUX JOCIHIJDKEHBIN Vitro Ta in vivo He ipoBoauiocs. [TigBuIIeHHs KOHIIEHTpaliiniMo3uay a00 XiHIAMHYY M1a3Mi KPOBI MOKE CIIPUYMHSITH MO0BXKEHHS
inTepBaiy QT Ta y piIKiCHUX BUTIAIKAX MPU3BOIUTH JI0 PO3BUTKY MMapOKCH3MAIBHOIILTYHOYKOBOITaXiKapaii TUIy «mipyeT». OqHOYacHE 3aCTOCYBaHHPITYKOHAZ0ITY
Ta MiMO3HUay a00 XiHIAUHYTPOTUIIOKA3aHE.

Epumpomiyun: oHOYAaCHE 3aCTOCYBaHHS E€PUTPOMIIMHY Ta (IIyKOHA30Jy MOTCHIIHHO MOXKeE

NPU3BOAMTH /10 MiJABUILEHHS PU3UKY PO3BUTKY KapJi0TOKCHYHOCTI(1og0oBkeHHs iHTepBainy QT,

napoKCH3MallbHA MITYHOYKOBA TAXIKAP/Iisl TUITY «IIPYEF) Ta, SIK HACIIOK, IO PATOBOI CEpIIeBOI CMepTi. 3aCTOCYBaHHS KOMOIHAIIT JaHUX JTIKAaPChKUX 3aC001B
POTHUIIOKA3aHe.

He pexomendyemuvcsa oonouacue 3acmocysanisi pIvKOHA301Y MA HUHCHE 3A3HAYEHUX JIKAPCOKUX

3acobis.

Tanogpanmpun: GIryKoHA30JIMOXKE CIIPUYMHNATH ITiIBUIICHHS KOHIIEHTpAIii TaodaHTpUHY Y TU1a3Mi KpoBi 3a paxyHok npurHiueHHsCYP3A4. OnHovyacHe
3aCTOCYBaHHS IIUX JIIKAPCHKUX 3aC001B MOTEHILIHHO MOXE MPU3BOIUTH 10 MiJBUIICHHS PU3UKY PO3BUTKKAPA10TOKCHUHOCTI(1oA0B)eHHs iHTepBaity QT,
MapOKCU3MaJIbHA IIUTYHOUYKOBA TaX1Kap/Iisi TUITY «IIPYET») Ta, sIK HACIIOK, 10 panToBOi cepiieBoi cmepTi. Cinii yHUKATH 3aCTOCYBAHHS KOMOIHAIlT JaHUX JIIKApPChKUX
3ac00iB.

Cymichne 3acmocyeants (hIVKOHA30IY Ma HUMCUe3A3HAYEHUX JIKAPCLKUX 3ac0o0ie sumazac

obepedcHocmi ma Kopueyeanhs 003u.

Bnaue inwux aikapcokux 3aco0ié na payKoHa30/L.

OpnHoyacHe BXKMBaHHSA %1, HIUMETUANHY, aHTAIM/11B a00 MOAAIbIIe ONPOMIHEHHS YChOTO TiJla AJis IEPecaKi KICTKOBOTO MO3KY HE Ma€ KITIHIYHO 3HAYYIIOTO BIUIUBY
Ha a0CcopOIIit0 PITYKOHA30IYyIPH MOTO MEPOPaTLHOMY 3aCTOCYBAHHI.

Pugpamniyun: ogHowacHe 3actocyBaHHs (hiaykoHazomyTa pudamminuny npussoamao 1o 3HmwkeHHs AUC Ha 25 % Ta ckopouyBalio mepioHaniBBUBEICHHS
dayxonazonyHa 20 %. Tomy 1715t maIi€HTIB, K1 3aCTOCOBYIOTHHU(PAMITIINH, CIIIJI PO3TISHYTH AOULIBHICTD MiIBUIICHHS T03UPIYKOHA30ITY.

Bnaue ¢hnykonazony na inwi nikapcoki 3acoou.

®dnykoHa301 € MOTYKHUM iHTi6iTOpoM 130epmenTy 2C9 uroxpomy P450CYP) ta momipaum inribitopoMCYP3A4. Takox ¢urykonasoune inriditopoMCYP2C19.




Oxpim criocTepexyBaHUX/ JOKYMEHTAIbHO MIATBEPAKEHUX B3a€EMO/IM, 1110 OMKMCaH1 HUXKYE, IIPU OJHOYACHOMY 3aCTOCYBaHHI BIYKOHA30I0MICHY€E PU3HUK
iIBUINEHHS y TUIa3Mi KPOB1 KOHIICHTPAIil 1HIINX CHOYK, meeTabomizyroTbeaCYP2C9 Ta CYP3A4. Tomy 3acTocOBYBaTH Taki KOMOIHAIl1 MpenapariB Ciix 3
00epekHICTIO; TP IIbOMY HEOOX1HO PETEeNBHO CrocTepiratu 3a ctaHoM nanieHTiBlIpurnivyBanbHa Ais prykoHasonyHa hepMeHTH 30epiraethes mpoTsarom4-5 aid
micIist HOTo 3aCTOCYBAHHS Y 3B S13KY 3 HOTO TPUBAJIMM TI€Pi0IOMHAIIIBBUBEICHHS .

Anvghenmanin: Mg yac OAHOYACHOTO 3aCTOCYBaHHs alb(eHTaHnyy 1031 20MKI/KT Ta piaykoHazomnyy 1031 400 Mr 310poBUM 10OPOBOIBISIM CIIOCTEPIranocs
nmBokpartHe 30inpeHHTAUC o, MOxITHBO, depe3 inrioyBanHACYP3A4. Moxke OyTr HEOOX1THUM KOPHUTYBAHHSI 103U aTb(EHTAHIITY,

Amimpunmunin, Hopmpunmuiin. (HIYKOHA30JIMOCHIIOE 110 aMITPUNTHIIIIHY Ta HOPTPUNTHIIIHY. PEKOMEHy€eThCsl BUMIPIOBATH KOHIIEHTpAIIl S-HOPTPUNITHUITIHY Ta/abo
S-aMiTpUNITHIIIHY Ha TOYaTKy KOMOIHOBaHOI Teparrii Ta uepe3 | ThxkaeHb. Y pasi HEOOXiTHOCTI CIi/ BIAKOPUTYBATH JOAWITPUIITHIIIHY HOPTPHUIITHITIHY.
Amgpomepuyun B: onHodacHe 3acTocyBaHHs GurykoHa3omyTa aMmporepuninny B iH(hikoBaHUM MUIIIaM 13 HOPMAJIbHUM IMYHITETOM Ta 1H()IKOBaHUM MUIIIAM 31
3HWKCHUM IMYHITETOM MPHU3BEJIO IO TAKUX PE3YJIbTATIB: HEBEIUKUI aJUTUBHUIN NPOTUTPHOKOBHUIT eekT npu cuctemHil indekuiC. albicans, BiACyTHICTh B3aEMOIT
IpU BHYTpilIHbOYEpenHii iHpekiryptococcus neoformans Ta aHTaroH13M JABOX IpeNapatiB Ipu cUcTeMHil iHdekuiHd. fumigatus. KiiHiuHe 3HaYeHHS pe3y/bTaTiB,
OTPUMAHUX Y XO1 IIUX TOCJIIIKEHb, HEB1IOME.

Aumurxoazynanmu: sIK 1 IpU 3aCTOCYBaHH1 1HIIMXAa30JIbHUX MPOTUTPUOKOBUX 3aC001B, IPU OJIHOYACHOMY 3aCTOCYBaHH1(IyKOHA30IyTa BaphaprHy MOBIAOMISIIOCS
PO BHITAJKU PO3BUTKY KPOBOTEU (reMaToOM, HOCOBOI KPOBOTEYi, ITyHKOBO-KHIITKOBHX KPOBOTEY, TeMaTypil TMENICHH ) y TTOE€THAHHI 3 TTOJJOBKEHHIM
npoTpoMOiHOBOro yacy. [Ipu ogHOYacHOMY 3acTOCyBaHHI(IIyKOHA30JIyTa Bap(haprHy CriocTepiragocs JBOKpaTHE MiABUIICHHATPOTPOMOIHOBOTO Yacy, MMOBIpHO,
BHACITIZIOK MTpUTHIYeHHs MeTabonizmyBapdapuny uepe3 CYP2C9. Crix perenbHO KOHTPOIIIOBATH MPOTPOMOIHOBHI Yac y MAIi€HTIB, sIKi OJHOYACHO 3aCTOCOBYIOTh
KyMapHHOBI aHTHUKOAryJIsSHTU. Moxe OyTH HeoOXiAHOI KOPEKIis Jo3mapdapuHy.

benzooiazeninu kopomrkoi 0ii, Hanpuxiad mioazonram, mpuazoniam.: MIPU3HAYCHHS (PIIYKOHA30JIYIICIIS IEPOPATIBHOTO 3aCTOCYBAHHS MiJ1a30J1aMy PU3BOIUIIO J10
3HAYHOTO MiJBUILEHHS KOHIEHTpaliimMia3onaMyTa 10 MOCUICHHS IICUXOMOTOpHUX edekTiB. OHoYacHe 3acTocyBaHH: QuryKkoHa3omyy 1031200 Mr Ta Mifa3onamyy
11031 7,5 Mr iepopaiibHO mpu3BoawIo o miasumeHHs AUC ta nepioay HamiBBUBeACHHS y 3,7 Ta 2,2 pasa BianoBiIHO. 3acTocyBaHHs QurykoHa30yy 1031200 mr/mody
ta 0,25 Mr Tpuazonamy nepopaibHo npu3Boauio ao miasuiieHHs AUC Ta nepioay HamiBBUBeAeHHS y 4,4 Ta 2,3 pa3a BianosiaHo. [Ipu o1HOYaCHOMY 3aCTOCYBaHHI1
(dIyKoHa30JIyTa TPUA30JIaMy CIIOCTEPIraiocs MOTCHITIFOBAHHSI Ta TIPOJIOHT IS €(PEeKTIBrpHao3amy.

S0 marieHTy, SKUi IPOXOAUTh KypC JIIKYBaHHADITYKOHA30JI0M, CIiI OJHOYACHO MPU3HAYUTH Teparito OeH30ia3eninaMy, 103y OCTaHHIX CJiJl 3MEHIIUTH Ta
BCTAaHOBUTH HAJICKHHUN HATJISIT 32 CTAHOM TAIli€HTA.

Kapbamasenin: GirykoHazonnpuraiyye MerabonismMkapOamaseninyTta CIpuuuHs€e NiABUILEHHS piBHs KapOamaseniHyB cupoBaTii kposi Ha 30 %. IcHye puszuk
PO3BHUTKY MPOSIBIB TOKCHYHOCTI 3 O0KyKkapOamasemniny. Moxe OyTH HeoOXiTHUM KOPHUTYBaHHS J103MKapOaMaseniHy3aIe)HO Bl piBHs HOTO KOHIICHTpaii Ta il
npernapary.

Bnoxamopu xanvyicsux kananig: NesKi aHTarOHICTH KaJbIi0 @idenuin icpagumniy, aMIOAUIIiH Ta ¢eroauiin) metadomizyoTeesidhepmenTom CYP3A4. dirykoHa30l
MOTEHLIHHO MOXe€ MiIBUIIYBaTH CUCTEMHY €KCIIO3HIIiF0 OJIOKAaTOPiB Kallblli€BUX KaHaiB. PeKoMeH0BaHUI peTeTbHUI MOHITOPUHT LI0JI0 PO3BUTKY MOOIYHHUX
peaxiiii.

L]enexoxcu6: Ipu OJHOYACHOMY 3acTocyBaHHI (pirykoHa301y(200 mr Ha 100y) TanenexokcuOy (200 Mr) Cpax Ta AUC nenexoxkcuOy mijBumtyBanucs Ha 68 % ta 134 %
BinoBiaHO. [Ipn oTHOYACHOMY 3aCTOCYBaHHIIIEICKOKCUOY Ta (DTyKOHA30JIyMOKe OYTH HEOOX1THUM 3MEHIICHHS TO3UIICIICKOKCUOY BJIBiUI.

Luxnogocghamio: ogHOUacHe 3acTocyBaHHs HuKIopochaminyra HIyKoHa30IyIPU3BOAUTD S0 MiABUIIICHHS PiBHS OUTipyOiHy Ta&peaTHHIHY B cupoBartiii KpoBi. Lli
npernapaTy MO>KHA 3aCTOCOBYBATH OJTHOYACHO, 3BXKAIOYH HA PU3UK IiIBUICHHS KOHIICHTpAIii OUTipyOiHy T&peaTHHIHY B CHPOBATIII KPOBI.



@enmanin: MOBIIOMIISIIOCS TIPO OJIUH JIETANbHUI BUIAJOK IHTOKCHKAIii(heHTaHIIOM YHACTIOK MOKIIMBOT B3aeMoiipeHTaninyTa ¢ykoHazony daykoHa3oi1 3HaYHO
YIOBLIBHIOBAB eJiMiHanitodeHTaniny. [1i1BUIIEHHST KOHIIEHTpaIii(eHTaHTy MOKE TIPU3BECTH 10 IPUTHIUYCHHS TUXaHHS, TOMY CJIiJI PETEIbHO KOHTPOJIOBATH CTaH
narieHTa. Mosxe OyTu HEOOXiTHOIO KOPEKIIis JO3UPEHTAHLTY.

Ineioimopu I'MT-KoA-pedykma3su: cyMicHe 3acTocyBaHHs QrykoHazomyTa iHrioiTopiBl MI'-KoA-penykrasu, mo metadomizyrotecssCYP3A4 (aTopBacTaTiH Ta
cuMBacTaTHH ), abo iHri6iTopiel MI'-KoA-penykrasy, mo metabomni3yorscsCYP2C9 (¢dmyBacTaTtuH), miABUIIY€e pU3UK PO3BUTKY Mionatii Tgpadbromionizy Y pasi
HEOOXIJTHOCTI OTHOYACHOTO 3aCTOCYBaHHS IMX MPETIapaTiB CIIiJl PeTEIbHO CIIOCTEPIraTy 3a Mali€eHTOM I0/I0 BUHUKHEHHS CUMIITOMIB Mionarii Tpabaomionizyi
IPOBOJUTH MOHITOPUHT PIBHS KPEaTHHKIHA3W. Y BUMAJKY 3HAYHOIO MiABUILICHHS PIBHAKPEATUHKIHA3M, @ TAKOXK IPH JiarHOCTYBaHH1 ab0 MiJ03pi Ha Mionarito/
pabmomioniz3actocyBanHs iHTiIOiTOpiRl MI'-KOA-peaykTasu citify NpUmuHUTH. [MyHOCYynpecopu (Hanpukiao YuKioCnOPpUH, e8epoiiMyc, CUPOIIMYC i MAKpOLimMyc).
Luxnocnopun: paykoHazon3HauHo miaBuiye koHueHTpaio TaAUC nukinocnopuny. [Ipu ogHouacHOMy 3acTocyBaHHI pirykoHazonyy 1031200 mr/noly Ta
[IUKJIOCTIOPHUHY Y 11031 2,7 mr/kr/mo0y crioctepiranocs 30utbmeHHA UC muknocnopuny y 1,8 pasa. Lli mpenapatu MojkHa 3aCTOCOBYBATH OJTHOYACHO 32 YMOBH
3MEHIIEHHS J103H LIMKJIOCTIOPUHY 3aJI€KHO BiJl HOro KOHIIEHTpaLlii.

Eseponimyc: GhnykoHA30IMOXKE TT1ABUIITYBATH KOHIICHTPAIIIIO €BepOIiMyCyB cupoBartili kpoBi uepes npurHideHast CYP3A4. Cuponimyc: GirykoHA30IITI1IBHUIILY€E
KOHIIEHTPALII0 CUPOIIMYCYY IU1a3Mi KPOBi, HIMOBIPHO, IUIIXOM NPUTHIYEHHs MeTaboi3myupoiaimycy pepmentom CYP3A4 ta P-rinikonporeinom Lli npenapatu
MOJKHA 3aCTOCOBYBATH OJJTHOYACHO 32 YMOBH KOPHUTYBAHHS JIO3H CHPOJIIMYCY3aJICXKHO BiJl piBHS KOHIICHTpAIlil Ta e()eKTiB mpenapary.

Taxponimyc: GIyKOHA30IMOXKE MIJBUITYBATH KOHIICHTPAIIITAKPOIIMYCYB CHPOBATIIL KPOBi J0 5 pa3iB MPH HOro NepopaabHOMY 3aCTOCYBaHHI 4epe3 MPUTHIYCHHS
metabomizmyTakporimycypepmerTom CYP3A4 y kumeunuky. [Ipy BHYTPITHBOBEHHOMY 3aCTOCYBaHHTAKPOJIIMYCYHE CITOCTEPIraiocss 3SHAYHUX 3MiH
dapmakokineTrku. [1iIBUIIIEH] PIBHTAKPOIIMYCYaCOIIIOIOTECS 3 HEPPOTOKCHYHICTIO J[03y TaKpOIiMyCy s MepopaibHOrO 3aCTOCYBAHHS CIIiJI 3HIKYBATH 3aJI€KHO
BiJl KOHIICHTPAI[II TAKPOIIMYCY

Jlozapman: GayKoHA30MMPUTHIYYE MeTa00Ii3MII03apTaHy 0 Horo akTuBHOro Metadomity (E-31 74), mo o0yMoBIiIroe OibIlly YaCTUHY aHTaroHi3My /10 peLenTopiB
anrioTeH3uny Il min gac 3acTocyBaHHs103apTaHy. PeKOMEHI0BaHO 31 ICHIOBATH MOCTIHHUI MOHITOPUHT apTepiabHOTO TUCKY Y TAIlIEHTIB.

Memaoon: GpryKoHA30IMOXKE MiIBUIIYBAaTH KOHIIEHTPALIII0 METAIOHY y CUpOBaTIli KpoBi. [Ipu oHOYacHOMY 3acTOCYBaHHIMETaJOHY Ta (DITyKOHA30IyMOXe OyTH
HEOOX1THUM KOPUTyBaHHS 1031 METaI0HY.

Hecmepoioni npomuzananvui npenapamu.: IpA OAHOYACHOMY 3acTOCyBaHHI 3 (p1ykoHa3070M Cyay Ta AUC dtypOinpodenyninsumtyBanucs Ha 23 % ta 81 %
BiJITIOBIJTHO TIOPiBHSIHO 3 BiAMTOBITHUMU IMOKAa3HUKAMHU MIPH 3aCTOCYBaHHI TUTBKHPITYypOinpodeHy AHAIOTIYHO MPH OHOYACHOMY 3aCTOCYBaHHI (ITyKOHA30Ty3
paueMigyauM 10ynpodenom (400 mr) Cypax Ta AUC dapMakosoriYHOaKTUBHOTO 130Mepy S-(+)-10ynpodenyninsuntyBanucs Ha 15 % Ta 82 % BiANOBIAHO MOPIBHSAHO 3
BiJITOBITHUMH TTOKA3HUKAMH ITPH 3aCTOCYBaHHI TUTBKH parieMigHOT0i0yIpodeny

®dnykoHa30J NOTEHLIHHO 31aTHUH MiABUIITYBAaTH cucTeMHy ekcrio3uiito iHmux HII3II, maverabomizytotecssCYP2C9 (Hanpukiag HalpoKceHy, JOPHOKCUKaMY,
MEJIOKCHKaMYy, TuKIo(eHaky). PekoMeHmyeThest mepioJuaHo 31iHCHIOBATH MOHITOPHHT TTOOIYHUX Peakiiid Ta TOKCHYHHX MPosBiB, moB’s3anux i3 HIT3I1. Moxe
3Hago0uTHCS KopuryBanHs no3u HIT3II.

Denimoin: pmykoHazonmpurHiaye MmeradonizmMmdenitoinys nevinni. OnxHouacue 6araropaszose 3acrocyBanHs 200 mr ¢urykonazomyTa 250 Mr GpeHiToTHY
BHYTPIIIHBOBEHHO MpU3BOAUTH 10 mifBuiieHHs AUCy4 deniToinyHa 75 % Ta Cppip Ha 128 %. IIpu ogHOUaCHOMY 3aCTOCYBaHHI IIUX JIIKAPCHKUX 3aCO0IB CIIiJ
MIPOBOJIUTH MOHITOPUHT KOHIIEHTpAIil (PeHITOTHYY CHpOBATIII KPOBI JJIsi YHUKHEHHS PO3BUTKY TOKCUYHOI TiheHITOTHY

IIpeonizon: MOBIAOMIISIIOCS PO BUIAOK, KOJIU Y TMAalLli€HTa MICJIs TPAHCIUIAHTaLlli eYiHKU Ha TJIi 3aCTOCYBaHHSAIPEIHI30HY PO3BUHYJIAcs FOCTpa HEJOCTATHICTh KOPU
HA/THUPKOBHUX 3aJ103, 110 BUHHUKIIA TTiCIIS IPUITMHEHHS TPUMICIYHOTO Kypcy Tepamiipirykonazonom [IpunuHeHHs 3acToCyBaHHS (PIIyKOHA30ITy, HMOBIpHO,
cnpuuyuHmIo nocuieHHs aktuBHocTi CYP3 A4, mo npu3Besno A0 NpUCKOPEHHs MeTa0oi3My peiHi30Hy. CIil peTebHO CTEXUTH 3a MaIlieHTaMU, K1 IPOTATOM
TPHUBAJIOTO Yacy OJTHOYACHO 3aCTOCOBYIOTH (DTYKOHA30JITa MPEIHI30H, 3 METOIO MOTEPEHKEHHS PO3BUTKY HEJIOCTATHOCTI KOPH HATHUPKOBHX 3AJI03 TICIIS



NPUITMHEHHS 3aCTOCYBAaHHA (DIIyKOHA30Ty

Pugpabymun: GmyxoHa305 1M IBHIY€ KOHIICHTPAIit0 pr(aOdyTHHY B CHPOBATIII KPOBI, 110 MPU3BOIUTH 10 30UTbmeHHIAUC pudadyruny 1o 80 %. [Ipu ogHOuacHOMY
3acTOCyBaHHI (TyKoHa30IyTa pruadyTHHY HOBIIOMIISLIIOCS TIPO BUMAIKUA PO3BUTOK yBeiTY. [Ipu 3acTocyBaHH1 Takol koMOiHAIIIT TiKapChbKUX 3ac00iB ciif OpaTu 10
yBaru CUMIITOMH TOKCUYHOI J1ipuaOyTHHY.

Caxsinasip: pnyxonazonniasuirye AUC ta Cppy cakBiHaBipynpuoau3Ho Ha 50 % Ta 55 % BiAnoBiAHO yepe3 NpUrHIYeHHs MeTa0o0J1i3MyCaKBIHABIPYY MEUiHII
depmentom CYP3 A4 Ta yepes inridyBanus P-raikonporeiny B3aemonii MikhiaykoHa30I0MTa cakBiHaBIpOM PUTOHABIPOM HE JTOCIIIKYBAJIHCSI, TOMY BOHH MOXYTh
OyTu OinbiI BUpakeHUMU. Moske OyTH HEOOX1THUM KOPUTYBaHHS JO3HUCAKBIHABIPY.

Tloxioni cynbghoninceuogunu: MpU OJTHOYACHOMY 3aCTOCYBaHHI (DITYKOHA30JIIIPOJIOHTYE TIEPi0] HAITIBBUBEACHHS MEPOPATEHUX IMOX1THUX CYIb(OHIICEYOBHHH (
XJIOPIIpOTaMify, TiOEHKIaMiay THimi3uayTa ToOI0yTaMiay) MpH iX 3aCTOCYBaHH1 3J0POBUM JTIOOPOBOJIBISIM. PeKkOMEeHIyeThCsl TPOBOAUTH YaCTUN KOHTPOJIb LYPKY B
KPOBI Ta BiAMOBITHUM YUHOM 3HIDKYBATH J03Y MMOXITHUXCYIb(POHIICEYOBUHH IIPU OJJHOYACHOMY 3aCTOCYBaHHI 13 (hIyKOHAa30710M

Teoginin. 3actocyBanHs urykoHazonyno 200 mr npotsrom 14 1HiB IpU3BEJIO A0 3HIKEHHS CepeIHbOI0 KiIipeHcy Teodininy y mia3mi kpoBi Ha 18 %. 3a marientamu,
K1 3aCTOCOBYIOTH TE€O(D1TIH y BUCOKHUX J03aX a00 SKi MArOTh MiABUIIECHUA PU3UK PO3BUTKY TOKCHYHHX MPOSBIB TEO(UTIHY 3 1HIINX MPUYMH, CJIiJ] BCTAHOBUTHU HATJISA]
1010 BUSIBJICHHS O3HAK PO3BUTKY TOKCUYHOI Aii Teodininy. Tepamito ciiJl 3MiHUTH TPU TOSIBI O3HAK TOKCUYHOCTI.

Anxanoiou 6apsinxy: GpaykoHason iMoBipHO, yepe3inriOyBanHICYP3 A4 Moxe CIPUYHUHATH i ABUIICHHS KOHIICHTPAITli aKaIOiniB OapBIHKY Y M1a3Mi KPOBi
(HampuKJaa BIHKPUCTUHY Ta BIHONACTUHY), IO TPU3BOAUTH A0 PO3BUTKY HEHPOTOKCHUYHUX €(DEKTiB.

Bimamin A: MOBIIOMIISIIIOCS, IO Y TAIIIEHTA, SIKM OJTHOYACHO 3aCTOCOBYBAaBTPAHCPETHHOEBY KHUCIIOTY (KUCIOTHA opMa BiTaMiHy A) TapayKoHA30J] CIIOCTEpiraaucs
no6iuHi peakuii 3 6oky [THC y popmiceBIoTyMOpY rOJIOBHOTO MO3KY, 10 3HUK Micis BiaMiHupiyKkoHaszouy Li pikapceki 3aco0M MOKHA 3aCTOCOBYBATH OJIHOYACHO,
aJie CIIiJ mam’siTaTH PO PU3MK BUHUKHEHH MOoOiYHMX peakiiit 3 6oky [IHC.

Bopuxonason (ineioimop CYP2C9 ma CYP3A4): omHOYacHe 3aCTOCYBaHHS BOPUKOHa301y nepopaibHo (1o 400 mr koxkHi 12 ronus npotsrom 1 axs, notiM mo 200 Mr
KOXHI 12 romuH npoTsrom 2,5 mHs) TadiaykoHasomynepopanbHo (400 Mr y nepmuii 1eHb, motiM 1o 200 Mr KoXkHi 24 TOIUHY MPOTATOM 4 THIB) 8 310pOBUM
JOOPOBOJIBIISIM YOJIOBIYOI CTaTi MPU3BENo 10 miABUIICHHS G,y Ta AUC, BopukoHazony B cepeqabomy a0 57 % (90 % Al: 20 %, 107 %) ta 79 % (90 % HAl: 40 %, 128
%) BignoBimHO. HeBimomo, U MpU3BOAUTE 3HIKEHHS JI03U Ta/a00 9acTOTH 3aCTOCYBAHHS BOPUKOHA30JTy 200 ()IIyKOHA30JTyI0 YCYHEHHS Takoro edekry. [Ipu
3aCTOCYBaHHI BOPUKOHA30ITY Micis PIIyKOHA30IyCIIi] TPOBOIUTH CIIOCTEPEKEHHS 11100 PO3BUTKY MOOIYHUX e(eKTiB, acOIiIOBaHUX 1BOPUKOHA30JIOM.

3uooeyoun. puykonazonmiaBuirye Goax Ta AUC 3unoByauny Ha 84 % Ta 74 % BiIMOBIAHO, 110 3yMOBJICHO 3HIKEHHSIM KIIPEHCY3UIOBYAMHY MPUOIU3HO HA 45 %
npu foro nepopajibHOMY 3acTocyBaHHi. IlepiofHaniBBUBEACHHS 3U10BYIMHY OYB TaKOK MOAOBXKEHUN MpuOan3HOo Ha 128 % micns 3acTocyBaHHS KOMOIHAIIi1
¢drykoHa30IyTa 3UI0BYIMHY. 32 MAI[lEHTaMH, K1 3aCTOCOBYIOTh TaKy KOMOIHAIIIO JIIKAPCHKUX 3aCO0IB, CJIIJI CIIOCTEPIraTH 3a CTAHOM TAIli€EHTA 00 PO3BUTKY
NOOIYHUX PeaKIliif, OB’ I3aHUX 13 3aCTOCYBAHHAMZUIOBYIMHY. MOXKHA PO3IIISIHYTH AOLUIBHICTh 3HHKEHHSI JO3U3UJOBY IUHY.

Azumpomiyun: KXOJHUX 3HATYIUX PapMaKOKIHETHIHUXB3a€MO/IIH MiX ()ITyKOHA30JIOMTa a3UTPOMIITTHOM BHSIBIICHO HE OYJIO.

Ilepopanvui konmpayenmusu: Tpy 3aCTOCyBaHH1 (PIyKoHa30yy 1031 S0 MI BIUIMBY Ha piBeHb TOPMOHIB HE BiOYyBajocs, TOM1 K MPH 3aCTOCYBAHHDIYKOHAZOIYY
n03i 200 Mr Ha 00y crioctepiranocs 30uemeHasAUC eturUTecTpamionyHa 40 % Tta neBoHoprectpeny — Ha 24 %. Lle cBiquuTh mipo Te, o OaratopazoBe
3aCTOCYBaHHS (PIIyKOHA30Jlyy 3a3HaU4€HUX J03aX HaBPsJl YU MOXKe BIJIMBATH Ha €()eKTUBHICTh KOMOIHOBAHOI'O MEPOPATILHOIO KOHTPALIETITHBA.

dapmMaKkoJIOTiYHi BJ1aCTUBOCTI.
Dapmakoounamika.

MexaHi3M fii.
®dykoHa3071, MPOTUTPUOKOBHIL 3aci0 KiTacy TpHA30IIiB — MOTYKHHUH Ta CEJICKTHBHUN 1HTI0ITOp TpHOKOBUX (DEePMEHTIB, HEOOXITHUX JUII CHHTE3EZPrOCTEPOITY.



[TepBUHHUM MeXaHI3MOM HOTO i1 € MpUrHiuYeHHs rpubKkoBoro 14anbda-nanocTepon-aeMeTHIIOBaHHS, OTTIOCEPEIKOBAHOTO IIUTOXpoMoM P450, 110 € HeBix eMHUM
eTarmoM 010CHHTE3y IPHOKOBOTOEProCTEPOITy. AKyMyItstis 14 anbha-MeTHII-CTepOITiB KOPEITIOE 3 MOIAJIBIIOI BTPATOKEPTOCTEPOITY MEMOPAHOIO TPUOKOBOT KITITUHU
Ta MOJKE BIJTIOB1/IaTH 32 MPOTUTPUOKOBY aKTUBHICTh(ITyKOHA30,Ty DIIyKOHA301 € OLIBII CEIEKTUBHUM JI0 TPHOKOBUX epMeHTIB uToxpomy P450, Hixk 10
pi3HOMaHITHHX cucTeM (hepMeHTiB ruToxpomy P450 ccasiis.

3acrocyBaHHA QuIyKoHa3011yy 103150 Mr Ha 00y npoTaroM 28 JHIB HE BIUIMBAE HA PIBEHb TECTOCTEPOHY Y IUIa3Mi KPOB1 y YOJIOBIKIB a00 Ha piBEHb €HJOI€HHUX
CTEPOIMIB Y KIHOK penpoAyKTHBHOTO BikyDiykoHa3omny 1031200-400 mMr Ha 100y HE BUSBIISIE KIIIHIYHO 3HAYYIIOTO BIUIMBY HA PiBEHb €HIOTCHHHUX CTEPOIJIiB YU HA
BianoBiab Ha ctumyJsito AKTI y 3mopoBux 406pOBOIIBLIIB YOIOBIYOi CTATI.

JlocmipkeHHsT B3aeMOJIIi 3 AHTUIIPUHOM TPOACMOHCTPYBajio, Mo 3actocyBaHHs S50 Mr QiykoHa30dypa3oBO U 6araTopa3oBo HE BIUTMBAE HA METa00IIiI3M
AHTHITIPUHY.

YyTnuBiCTb in vitro.

®dnyKoHa3011 in Vitro 1E€MOHCTPY€E IPOTUTPUOKOBY aKTHUBHICTh CTOCOBHO BUIB Candida, mo 3ycTpivatoThest HaltuacTiwe (BxitouatrounC.albicans, C.parapsilosis C.
tropicalis). C.glabrata neMOHCTpY€E MUPOKHUIA Jiaria30H Yy TIAUBOCTI NohIyKoHa30my Toi K C.krusei € 10 HhOTO PE3UCTEHTHOIO.

Taxox (ykoHa3011in vitro IEMOHCTPY€ aKTUBHICTb sIK IpoTU Cryptococcus neoformans 1a Cryptococcus gattii, Tak 1 IPOTU €HAEMIUYHUX IUTICHSIBUX I'pUOIB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

MexaHi3M pe3uCTEHTHOCTI.

Mixkpoopranizmu ponyCandida neMOHCTPYIOTh YACIIEHHI MEXaHI3MH PE3UCTEHTHOCTI 10a30JIbHUX MPOTUTPHUOKOBHX 3ac001B. DITyKOHA30II JEMOHCTPYE BHCOKY
MiHIMaJIbHY1HT10YIOUYKOHIIEHTPAIi}0 MTPOTH IITaMiB rpuliB, SKi MalOTh OJUH 200 O1NbIIIEe MEXaH13MIB PE3UCTEHTHOCTI, 1110 HETATUBHO BILTUBAE HAa e(DEKTUBHICTH
vivo Ta B KJIiHIUHIN npakTumi. [loBimoMisuiocs mpo BUmaaku po3sutkycynepinpexuiiCandida spp., inmmmu Hik C. albicans BugamMu, 110 4acTo € HEUYTIUBUMH 10
dnykonazony(Hanpuknan Candida krusei). JIns nikyBaHHs TaKUX BUIAJKIB CJIi/1 3aCTOCOBYBATH aJbTEpHATHBHI NIPOTUTPUOKOBI 3ac00U.

Dapmarokinemuxa.

@dapMaKOKiHETHYHI BIACTUBOCTI (PIYKOHA30Jy € MOAIOHMMH TIPH BHYTPINIHHOBEHHOMY 1 IIEpOPATILHOMY 3aCTOCYBAHHI.

AbcopOitis.

®dmykoHa3011 100pe BCMOKTYETHCS MTPH MEPOPATBHOMY 3aCTOCYBaHHi, a piBeHb IpenapaTy y Ia3Mi KpoBi i CHCTEMH®10J0CTYTHICThIIEpeBUILYIOTh 90 % piBHS
¢iryKoHa30I1yy IU1a3Mi KPOBI, 1110 IOCATA€THCS MPU BHYTPILIHBOBEHHOMY BBEJIeHHI npenapaty. OiHouacHe BXKMBAaHHS 1K1 HE BIUIMBAE HA BCMOKTYBaHHS IIpenapaTy
npu Horo nepopaibHOMy 3acTocyBaHHi. [TlikoBa KOHIIEHTpais y 1ma3mi KpoBi focaraetses ueped,5-1,5 roqunn micns npuiiomy npenapary. KoHneHnTparis
npemnapary y mia3mi KpoBi npormopiiiiina 10 103u. PiBHOBaxkHa KOHLIEHTpalis Ha piBHI 90 % nocaraeTbest Ha ApYruil 1eHb JiKyBaHHS IPU 3aCTOCYBaHH1 Y HepIIni
JICHb HABAHTAXXYBAJIBHOT JI03H, 1110 BABIYI IEPEBUIIYE 3BUYANHY JTOOOBY /103y .

Po3noin.

006’ em po3noaiTy TpUOIM3HO TOPIBHIOE 3aralbHOMY BMICTY PIIMHU B OpraHi3mi. 3B’ s13yBaHHs 3 OiikamMu 11a3mMu KpoBi Hu3bke (11-12 %).

dykoHa301 100pe MPOHUKAE B YCi JOCTIKYBaH1 piIuHU OpraHi3mMy. PiBeHEDITyKOHA301yy CJIHMHI Ta MOKPOTHHHI € TIOJIOHUM IO KOHLIEHTpAllii penapaTy B mia3mi
KpOBi. Y MaIli€HTIB, XBOPUX HA TPHOKOBUI MEHIHTIT, piBEHKPITYKOHA30ITyy CIIMHHOMO3KOBIH pianHi gocsrae 80 % KoHIEHTpaIil y mia3Mi KpoBi.



Bucoki koHIeHTpalliih1ykoHa30/1yy MIKipi, 10 MEePEBUIIYIOTh CHPOBATKOBI, JOCATAIOTHCS Y POrOBOMY Iapi, emiepMici, AepMi Ta NEPIyKOHA30 HAKOTTUYY€EThCS Y
poroomy mapi. [Ipu 3acTocyBanHi 103150 Mr 1 pa3 Ha 100y KOHIIEHTpAMist ITyKOHA30IyicHs 12 qHIB JIIKyBaHHS CTaHOBWIIA 73 MKI/T, a yepe3 7 JTHIB MicIs
3aBepILEHHS JIKyBaHHs KOHLIEHTpALlis Bce 11e cTaHoBWiIaS,8 MKIT. Ilpu 3actocyBanHi 1031 150 Mr 1 pa3 Ha THXXKJIEHb KOHIIEHTpaLis (pIyKoHa30JyHa 7 EHb
JKyBaHHS cTaHOBMJIA 23,4 MKI/T; uepe3 7 AHIB IMICII 3aCTOCYBaHHS HACTYITHOT 103U KOHIIEHTPAIIisl BCE 11l CTaHOBMIA7,] MKIT.

Konnentpariis haykoHa3omyB HIrTSIX micis 4 micsiiB 3actocyBanHs 150 mr 1 pa3 Ha TixkaeHb ctaHoBHIA 4,05MKI/T y 310pOBUX T0OPOBOMBIIB Ta 1,8 MKI/T pu
3aXBOPIOBAHHSX HIrTiB;()ITyKOHA30JIBU3HAYABCS Y 3pa3Kax HIrTIB uepe3 6 MiCALIB MiCIIs 3aBEPIICHHS Tepatii.

biotpancdopmartis

drykoHa30J1 MeTab0ITiI3y€e€THCAHE3HAYHOKO Mipoto. [Ipy BBeeHHI 1031, MIY€HOT paJioaKTHBHUMH i30TonamH, Juire 11 %uhrykoHa30IyeKCKPETYETHCSI3 CEULIO Y
3MiHeHOMY BUIIIsA1. DyKkoHa301 € cenekTuBHUM 1HT10iTopoM 130hepMeHTIECY P2C9 ta CYP3 A4, a Takox iHri6itopom i3odpepmenT YP2C19.

Exckperisi.

[TepionHaniBBUBEZCHHS (IyKOHA30Iy3 IIa3MU KPOBI CTaHOBUTH O0Ju3bK0 30 roauH. binblia yacTuHa npenapary BUBOJUTHCS HUpKaMu, mpruuoMy 80 % BBeJEHOT
JI03M BUSIBIISIETHCS B c€4l B He3MiHeHOMY cTaHi. KitipeHcdmykoHa3omynponopiitauii 10 KiIipeHcy KpeaTHHiHy. LIupKyitorounx MeTaboIiTiB He BUSBICHO.
TpuBanuii nepioJ HalliBBUBECHHS NpenapaTy 3 IU1a3MU KpOBi 1a€ MOXKIIUBICTh Pa30BOI0 3aCTOCYBaHHsI Mpenapary MpH BariHaTbHOMYKaHIM1031, @ TAKOX
3aCTOCYBaHHS npemnapary | pa3 Ha THXKICHb MPU 1HITUX MOKa3aHHSIX.

HupkoBa HEIOCTaTHICTb.

VY mamni€eHTiB 13 HUPKOBOIO HETOCTATHICTIO TSHKKOTO CTYNEHs (MIBUAKICTKITYO0UKoBOI(himbpTparii < 20Mi/XB) 1mepio/] HarliBBUBEACHHS 301bInyeThest 3 30 ronuH 10 98
roauH. ToMmy 1l KaTeropii namieHTiB HEOOX1IHO 3HU3UTH 103¥IyKoHa30my DIyKoHA307 BUAATSETHCS MIIIXOM TeMO/Iiallizy, Ta MEHIIIOK MIPOI0 — IIISTXOM
IHTpanepuTOHeATbHOTO Aiaiizy. CeaHc remMoIianizy TPUBATICTIO 3 TOAMHH 3HIDKYE PIBEHRIIYKOHA30JIyY T1a3Mi KpoBi nmpuoiu3Ho HaS0 %.

[aiieHTH JITHBOTO BIKY.

Cepenniii nepiof HamiBBUBeAeHHS — 46,2 ronunu. i papMakoKkiHETUYHIMOKA3HUKH € BUIIMMHU MOPIBHIHO 3 aHAIOTTYHUMU Y 3I0POBUX TOOPOBOJIBIIIB MOJIOIIIOTO

Biky. OTHOYAaCHE 3aCTOCYBAHHS IIyPETUKIBHE MaJio 3HAYHOTO BIUIMBY Ha C 1y Ta AUC. Takox kimipeHckpeaTuHiny (74 Mi1/XB), BiICOTOK PIIyKOHA30ITY, IO
eKCKpeTyBaBcs 13 ceuero y HeamiHeHoMy BUIIInN0-24 roaunu, 22 %) Ta HUpKoBUil kiipeHc gaykoHa3ony(0,124 Mir/XB/Kr) y MalieHTIB JaHOi BIKOBOI rpynu Oynu
HIDKYMMH, HK @aHAJIOT19HI TIOKa3HUKH y MOJIOJIIIMX TOOPOBOJBIIB. ToMy 3MiHH (DapMaKOKIHETHKH Y TALI€HTIB JITHHOTO BIKY 3aJIeKaTh BiJl HapaMeTpiB QYHKIIH HUPOK.

dapManeBTHYHI XapaKTepPUCTHKH.
OcHoeHi izuko-ximiuni enacmueocmi: TBepa *KelaTMHOBA Karcyia po3MipoM 3, 3 611010 OCHOBOIO Ta OJAKUTHOIO KPUILIEUKOIO, sIKa MICTUTh ITOPOLIOK O110r0
KOJIbODY.

Tepmin npuoamnocmi. 4 poxu.

YmoBu 30epiranns.
30epiratu npu Temneparypi He Buie 25 °C B OpHUriHaJIbHIA YIAaKOBI1 Yy HEIOCTYITHOMY JUIs AITei Micll



Ynakoska.
I[To 7 xamncyn y Guicrepi, mo 1 GicTepy B KapTOHHIN KOpOOIIi.

Kareropis Binmycky. 3a peuentom.

BupoOHuk.
MenokemiJITI/MedochemieL TD.

Micue3HaxoXKeHHs.
1-10, Byn. Koncrantunynonec, Jlimaccou, 3011, Kimp/
1-10, ConstantinoupoleosStr, Limasso] 3011, Cyprus



