IHCTPYKIIA

JJIS1 MEIUYHOI0 32CTOCYBAHHA JIKapPChKOro 3aco0y
®JIYKOHA30JI-310POB’s1

Cknao:

ditoua peuosuna: 1 xancyina MiCTUTb (rykoHazomy 150 mr;

OONOMIMNCHI pevosuH Y. JTAKTO3a, MOHOTIPAT; KPOXMaslb KaPTOIUISTHHMA, MTOB1I0OH; KAJIBIIIO CTEapaT9O0I0HKa
Karcyyiu MicTuTh AiamantoBuit curii (E 133), xinoninosuit sxxoBtuit (E 104), sxoBtuii 3axin FCF (E 110), Turany
niokeun (E 171), sxkenatuH, yopHuia 9opHi (y pa3i HAHECEHHsI TOPTOBOT0 3HaKy HignpueMcTBa — 3T; MICTATH IeIaK
Glaze45 % po3uuH B eTaHoxi, 3a1i3a okcua yopauid (E 172), mpomnineHrnikob, aMmiaky po34lH KOHIIEHTPOBAHUIL)

Jlikapcbka ¢opma. Kancynu tBepi.

OcHosHi izuko-ximiuni e1acmueocmi: TBEPAl )KEJIATUHOBI KaTCyJIM 3 HETPO30PUMH KOPITYCOM 1 KPHUIITKOIO
3eJIeHOT0 KoJIbopy. Ha kamncyii JormyckaeThcsi HAHOCUTH TOBapHUi 3HaK mianpueMmctsa — 3T. Bmict kancyn —
MTOPOIIOK O1JIOTO 3 )KOBTYBAaTHUM BIATIHKOM KOJHOPY. J[0MyCKa€eThCsl HABHICTH arjloMepaTiB 4YaoK MOPOIIKY.

dapmakoTepaneBTHYHA rpyna. [Ipoturpudkosi 3acobu aiis cucteMHoro 3actocyBanHs. [loxigai Tpuazony. Koa
ATX JO2A COI.

Dapmakonoziuni enacmueocmi.
Dapmarxoounamika.

Mexani3m n1ii DyKoHa301, MPOTUTPUOKOBUH 3aci0 Kiacy TPUA30IiB — MOTYKHHI CEIeKTUBHUI 1HT101TOP
rpuOKoBUX (DepMEHTIB, HEOOXITHUX ISl CHHTE3Yy eprocrepoiy. [lepBHHHUM MeXaHi3MOM HOTro i € MpUrHiYeHHs
rpuOkoBoro 14-anbha-1aHocTepoi-1eMEeTUIIIOBaHHs, ornocepeakoBaHoro nuroxpomom P450 (CYP), mo €
HEB1JI’€MHHUM €TaroM O10CHHTE3y TPUOKOBOTO €procTepoiy. AKymyJisiiist 14-anbda-MeTHII-CTEpOIIiB KOPETIOE 3
MOJAJIBIIOI0 BTPATOIO €ProcTepoily MeMOpaHOO IpUOKOBOT KIIITHHH Ta MOXKE BIJTOBIATH 32 MPOTUTPUOKOBY
aKTUBHICTH (uryKoHa30ry. DIyKOHA3071 € OUTBIN CEIEKTUBHUM JI0 TPUOKOBUX (hepMeHTIB ruToxpomy P450, Hixk 10
pi3HUX cucteM depmeHTiB nuroxpomy P450 ccasiib.

3acTocyBaHHs (UIyKOHa30Jy y 1031 SIMT Ha 100y mpoTsiroM 28 MHIB HE BIUTMBAE HA PIBEHb TECTOCTEPOHY Y TUIa3Mi
KpOBI1 Y YOJIOBIKiB Ta Ha PiBEHb €HIOT€HHUX CTEPOI/IIB y KIHOK PENPOIyKTUBHOTO BiKy. DiykoHazon y no3i 200-400
MT Ha 00y He IPOSBIISE KIIHIYHO 3HAUyIIOTr0 BIUIMBY Ha PIBEHb €HJOTNCHHUX CTEPOiAiB ad0 Ha BINOBIAb HA
CTUMYJISIIIIO afpeHOKOpTUKOTporHoro ropmony (AKTT) y 3mopoBux 70OpOBOIIBIIIB YOIOBIYOI CTATI.
JocunipkeHHs B3a€MOII1 3 aHTUITIPUHOM MPOAEMOHCTPYBAJIO, 110 3aCTOCYBaHHs SOMT (hiryKOHA301y pa3oBo abo
OaraTopa3zoBO He BIUIMBAE Ha METabO0II3M aHTHUITIPUHY.

UyTnuBicTth in vitro. ®iyKoHA307 in Vitro JEMOHCTPYE MPOTUTPUOKOBY aKTUBHICTh cTOCOBHO BHiB Candida, 110
3ycTpivaroThes Havacrime (BkiaouatounC. albicans, C. parapsilosis, C. tropicaliy. C. glabrata nemoHcTpye
MIMPOKHH Jiara3oH YyTIMBOCTI 10 (IIYKOHA30y, TOMI K. krusei € 10 HbOTO PE3UCTEHTHOIO.

Taxox (QyKoHa30Iin Vitro IEMOHCTPY€ aKTHUBHICTb sIK IPpoTU Cryptococcus neoformans 1a Cryptococcus gattii,
TaK 1 MPOTU EHASMIYHUX ILUTICHABUX rpubirBlastomices dermatitidis, Coccidioides immitis, Histoplasma
capsulatum ta Paracoccidioides brasiliensis.

MexaHi3M pe3ucreHTHOCTi. Mikpoopranizmu ponyCandida MaroTh 4MCII€HHI MEXaHI3MH PE3UCTEHTHOCTI J10
a30JIbHUX MPOTUTPUOKOBUX 3ac00iB. DIIyKOHA30J IEMOHCTPY€E BUCOKY MiHIMAIIbHY 1HT10YI04y KOHIIEHTPAIII0
NPOTH ITaMiB TPUOIB, IO MAIOTh OJMH 200 OiIbIIIe MEXaHI3MiB PE3UCTEHTHOCTI, 1[0 HETaTUBHO BIUIMBAE HA
eeKTUBHICTbin Vivo Ta y KIiHIuHI} npakTui. [ToBigoMisuiocs mpo BUMAaaKu po3BUTKY cynepindexuliandida spp.
, iHmmmMu, HiXK C. albicans BumaMu, 110 4aCTO € HEUYTIUBUMHU 10 diaykoHazony (Hanpukiam,C. krusei). s
JIKyBaHHS TaKUX BUIAJKIB CIIiJ] 3aCTOCOBYBATH albTePHATHBHI MPOTUTPUOKOBI 3aCO0H.

Dapmaroxinemura. DapMaKOKIHETUYHI BIACTUBOCTI (IIyKOHA30IIy € IOJIOHUMH NP BHYTPIIIHLOBEHHOMY 1
HepoparbHOMY 3aCTOCYBaHHI.

Abcop6butis. drykoHa3051 100pe BCMOKTY€EThHCS IIPU EPOPAILHOMY 3aCTOCYBaHHI, a pIBEHb IIpenaparty y mniaa3Mmi
KPOBI 1 ccTeMHa 610J0CTYNHICTb nepeBULLYI0Th 90 % piBHS (QiyKoHa301y y MiIa3Mi KpOBi, IO AOCITAETbCS IPU




BHYTPIIIHBOBEHHOMY BBE/I€HHI Npenapary. OHO4YacHe B)KUBAaHH 1K1 HE BIUIMBA€ HA BCMOKTYBAHHsI IIpenapary
pu HOTo nepopaibHOMY 3acTocyBaHHI. [likoBa KOHILIEHTpallisl y M1a3Mi KpoBi gocsraetbes yepes 0,5-1,5oauuu
micist npuitoMmy npenapary. KoHieHTpaiiist mpenapaty y mia3Mi KpoBi IponopiiiiiHa 10 103u. PiBHOBa)kHA
KOHIIEHTpalis Ha piBHI 90 % nocsraeThCcs Ha ApYrUid JEHb JIIKYBaHHS IIPU 3aCTOCYBaHHI y MEPIIMHA J1E€Hb
HaBaHTaXyBaJbHOI 103H, 110 B/ABIUI IIEPEBUILY€E 3BUYAIHY 1000BY 103y.

Posznoain. O0’em po3noaiiay NpuOIN3HO JOPIBHIOE 3aralbHOMY BMICTY P1IMHU B OpraHi3mi. 3B’ s3yBaHHs 3 OLIKaMu
1a3mMu Kposi Hu3bke (11-12 %).

®dnykoHa3011 100pe MPOHUKAE B yCi JOCHTIHKYBaHI piiMHN opraHi3My. PiBeHb (QiryKoHA301y y CIIMHI Ta MOKPOTHHHI
€ TOII0HUM 710 KOHLIEHTpALil penapary y mia3Mi KpoBi. Y Malli€eHTiB, XBOPUX HA TPUOKOBHI MEHIHTIT, pIBEHb
(bayKoHa30Jy y CIMHHOMO3KOBIN pifguHi gocsarae 8¢/ KOHIEHTpalii y Tu1a3Mi KpOBi.

Bucoki koHneHTpaitii (paykoHa3omy y MIKipi, 0 MEePEeBUIIYIOTh CHPOBATKOBI, JOCATAIOTHCS Y POrOBOMY IIapi,
emigepmici, gepMi ta moti. GIyKoHa301 HAKOMUYYETHCA Y POTOBOMY IHIapi.

biorpancdopmaitis. @aykoHazom MeTaboIi3yeThes HE3HAYHOIO Mipoto. [Ipu BBeeHH] 1031, Mi4eHOT
pasioakTUBHUMU 130TonamMy, uie 11% ¢iaykoHa30ily eKCKpeTYy€eThCs 3 ceuero y 3MiHeHoMY Buriaal. dimykoHaszon
€ ceneKTUBHUM iHri6iTopoM 130hepmenTiB CYP2C9 Ta CYP3A4, a takox iHri6itopom i3odpepmenty CYP2CI19.
Exckpenis. Ty, (aykoHa3o:my 13 1a3Mu KpoBi CTaHOBUTH 01M3bK0 3(ronuH. binbila yacTrHa npenapary
BUBOJIUTHCSI HUpKaMH, ipuaomy 80 % 3acTOCOBAaHOT 1031 BUABISETHCA Y cedl y He3MiHEeHOMY cTaHi. KiipeHc
(bayKoHa30Iy IPOMOPIIIHHUN 0 KIIIpeHCy KpeaTuHiHy. LlupKymorounx MeTadomiTiB He BUSBIICHO.

Tpuanuit Ty, npenapaty 3 1a3MH KpoBi Ja€ MOXKIJIMBICTh Pa30BOI0 3aCTOCYBAHHS IpenapaTy Ipu BariHaJlbHOMY
KaHAM/031, 8 TAKOXK 3aCTOCYBaHHS Mpenapary 1pa3 Ha THXKIEHb MPH 1HIINX TOKa3aHHSX.

HupkoBa HelOCTAaTHICTD. Y MAIlIEHTIB 13 HUPKOBOIO HEJOCTATHICTIO TSHKKOTO CTYMEHs (IIBUAKICTH KITyOOUKOBOT
¢inprpanii < 20mi/xB) Ty, 30inbmIyeThest 3 30roann 10 98 roaun. Tomy 1iit Kareropii naieHTiB HEOOXiTHO
3MEHIIUTH 103y (i1yKoHa30:1y. DIIyKOHA301 BUJAIAETHCS HUITXOM reMo/Iializy, MEHIIOK MipOl0 — IUIIXOM
IHTpanepuTOHeaIbHOTO Aiaii3zy. CeaHC reMoializy TPUBAIICTIO FOAWHU 3HIDKYE PiBEHb (IIYKOHA30IIy Y TUIa3Mi
KpoBi mpubin3Ho Ha 50 %.

[NarieHTH JITHROTO BiKY 3MiHH (DapMaKOKIHETHKH y MALI€HTIB JITHHOTO BIKY 3aJIe)KaTh BiJl MapamMeTpiB QyHKIIIH
HUPOK.

KutiHiYHI XapaKTepUCTHKH.
Ilokazanna. 'octpuit BariHadbHUN KaHIWI03, KAHIUI03HUN OaslaHIT (KOJU MiCIIeBa Teparlis € HEeAOUUIBHOIO).

Ilpomunokazannsa. I'inepayTIUBICTh 1O KOMIIOHEHTIB MPENapaTy/iHIINX a30JbHUX crIoTykOTHOYaCHE
3aCTOCYBaHHA (IyKOHA3011y Ta Tep(eHa uHy NalieHTaMm, sKi 3aCTOCOBYIOTh (UIyKOHa30J 6araTopa3oBo y jno3ax 400
Mr/m00y Ta Buie. OHOYAaCcHE 3aCTOCYBaHHS ()JIYKOHA30Ty Ta IHIMUX JIKAPCHKUX 3aC001B, 10 MOOBKYIOThH
inTepBan QT Ta Merabomi3yroThes 3a fonomororo ¢pepmenty CYP3A4 (Hanpukian nusanpuay, acTeMizodny,
MIMO3UAY, XIHIIUHY Ta EpUTPOMILIUHY ).

B3aemooia 3 inmumu nikapcoKumu 3acovamu ma iHuwii 6UOU 63a€Mo0ill.

IIpomunoxka3zane cymiche 3acmocy8ans IVKOHA30LY MA HUNCYE3A3HAYEeHUX NIKAPCbKUX 3aC00i8.

Luzanpuo: NOBIIOMIIATIOCA PO PO3BUTOK MOOIUYHUX peakiiil 3 00Ky ceplis, y TOMY YHCIi PO NapOKCU3MaJIbHY
[UTYHOYKOBY TaxiKap/ilo TUITY «IipyeT» y Malli€HTIB, SKi OJHOYACHO 3aCTOCOBYBANN (hIYKOHA30J Ta IIU3aMPH/I.
Opnnouacue 3acrocyBanns 200 mr drykonazony 1 pas Ha 100y Ta 20Mr mu3anpuy 4 pasu Ha 100y PU3BOTUIO
JI0 3HAYHOTO MiJBUILEHHS PiBHS LU3ANpPHILY Y MJa3Mi KpoBi Ta 10 nmoAoBxkeHHs iHTepBaity QT. OgHovacHe
3aCTOCYBaHHS (MIYKOHA30JIy Ta IIU3ANPUAY IPOTUIIOKA3aHE.

Tepgenaoun: uepes BUMAAKH PO3BUTKY TSDKKUX CEPLIEBUX apUTMiH, CIPUUMHEHUX MOJ10BKeHHAM iHTepBaity QTec,
y MAlll€HTIB, K1 3aCTOCOBYIOTH a30J1bHI MPOTUTPUOKOBI JIIKapChKi 3aC00M OJTHOYACHO 3 TepdeHaAUHOM, OyiIn
MIPOBEJICHI TOCIHIKEHHsI B3aeMO/I1T X mpemapatiB. [Ipu 3actocyBanHi (hykoHaszomy y 1031 200r Ha 100y He
Oyno BusBIeHO ogoBxkeHHs iHTepBay QTc. 3acrocyBanns (ykonazomny y mo3ax 400 mr Ha 100y abo BHUIIE
3HAYHO MiJBUILYE piBeHb Tep(eHaANHY y MIa3Mi KpOBi IPH 0AHOYACHOMY 3aCTOCYBaHHI X npenapaTiB. CyMmicHe
3acToCyBaHHS (DIyKOHAa30:1y y mo3ax 400 mr abo Bute 3 TepdeHaMHOM npoTHIioka3ane. [Ipu 3acrocyBanHi
¢daykoHazony y no3ax Hwk4e 400Mr Ha 100y OHOYACHO 3 Tep(heHaANHOM CJIiJ] IPOBOAUTH PETEIbHUM
MOHITOPHHI CTaHy Nalll€HTA.




Acmemizon: cyMiCHe 3aCTOCYBaHHS (PJIyKOHA30JTy Ta aCTEMi30Jly MOKE 3MEHILIUTH KIIIPEHC acTeMi30IIy.
CripyurHEeHe UM MiIBULICHHS KOHLIEHTpAllli acTeM130.1y y Ia3Mi KpOB1 MOXKeE NMPU3BECTHU A0 MOJIOBKEHHS
inTepBany QT Ta y piAKiCHUX BHUIIAAKaX — A0 MAPOKCU3MAJIbHOI IIUTYHOYKOBOI Taxikapii TUIy «mipyeT». OgHodacHe
3aCTOCyBaHHS (PIIyKOHA30Jy Ta aCTEMI30JIy TPOTUIIOKA3aHE.

Ilimo3u0 ma xiHioun: cyMicHE 3aCTOCYyBaHHS (UIyKOHA30Iy Ta MIMO3UAY a00 XiHIIUHY MOXE MPU3BOAUTH JIO
NpUTHIYEHHS MeTa0o0Ii3My MmiMO3uay a0o XiHiguHy. [liqBUIIeHHs KOHIIEHTpaIii MMOo3uIy a00 XiHITUHY Y TUIa3Mi
KPOB1 MO’K€ CIIPUUUHATH No0BKeHHsI iHTepBaity QT Ta y piaKiCHUX BUMAgKaX MPU3BOJUTH A0 PO3BUTKY
NapOKCHU3MaJIbHOT ITYHOUKOBOI TaXiKap/ii TUITY «mipyeT». OJlHOUacHe 3aCTOCyBaHHS (UIyKOHA30Jly Ta MIMO3UIY
a00 XiHiIMHY MPOTUIIOKA3aHE.

Epumpomiyun: onHOYacCHE 3aCTOCYBaHHS EPUTPOMILIMHY Ta (IIYKOHA30JIY M1IBUIILYE PU3HK PO3BUTKY
KapA10TOKCUYHOCTI (1MogoBx)eHHs iHTepBaity QT, mapokcu3ManbHa HUTYHOUKOBA TaXiKapis THITY «IIPYEIIK
HACJIJIOK MO>KJIMBA panToBa ceplieBa CMEpPTh. 3aCTOCYBaHHS KOMOIHALlIT IUX JIIKAPChKUX 3aC001B MPOTUIIOKA3aHE.
He pexomendyemucs oonouache 3acmocysants GayKoHaA301y ma HUXCUe3a3HAYeHUX JiKApCbKUX 3acoois.
Tanogpanmpun: GayKOHA30JT MOKE CIIPUUMHUTH I IBHINEHHS KOHIICHTpAIlil rajo(anTpuHy y Mma3Mi KpoBi 3a
paxyHok npurHideHHs CYP3A4. OgHovacHe 3aCTOCYBaHHS IUX JIIKAPChKHUX 3aC001B MiJBUILYE PU3HK PO3BUTKY
KapA10TOKCUYHOCTI (1ogoBxkeHHs iHTepBainy QT, mapokcusmanbHa NUTYHOUKOBA TaX1KapAisl TUILY «IIPYET»), K
HaCJIJIOK MOYKJIMBA panToBa ceprena cMepTh. CiliJi yHUKATH 3aCTOCYBaHHS KOMOIHALIT LIUX JIKapChKUX 3aCO01B.
Cymiche 3acmocy8ants (PIVKOHA30NY MA HUNCUE3AZHAYEHUX JIKAPCLKUX 3ac00is eumazae odepedicHocmi ma

KOpPU2Y8aHHS 003U.

Bnaue inwux aikapcovkux 3aco0is na gaykonazon. KniHiuHO 3HAYYIIOTO BIUTUBY Ha aOCOpOLit0 (IIyKOHA30Iy TIPU
Horo nepopajbHOMY 3aCTOCYBaHHI HE MalOTh OJIHOYACHUN IMPUHOM 1K1, IUMETUANH, AaHTAIM]IU, a TAKOXK
IIpOMEHEBA Tepallis yciel JUISIHKY Ti1a (Mpu nepecalli KICTKOBOTO MO3KY).

Pugamniyun: onnouacHe 3acTocyBaHHs (IIyKOHa301y Ta pudammoinuny npusBoauio 1o 3HmxkeHHs AUC Ha 25%
Ta ckopouyBaio Ty, haykonazomy Ha 20%. ToMy Ui mamieHTIB, SKi 3aCTOCOBYIOTh PH(AMITIIINH, CITiJl pO3TITHYTH
JOLTBHICTh MiABUILIEHHS 103U (DITyKOHA307y.

Bnaus ¢pnykonazony na inwi nikapcvki 3acodou.®@nykoHa3on € notykHuM 1Hridiropom CYP2C9 ta nomipHum
iHridiTopom CYP3A4. Takox ¢urykonasou € iHridiropom izopepmenty CYP2C19. Oxkpim 3adikcoBaHUX Ta
ONMCAHUX B3a€EMOJIIH, SIKI HABEJEH1 HUXKYE, ICHY€E PU3UK MIJBUIICHHS y IJIa3M1 KPOB1 KOHIIEHTpAL[I} 1HILINX CIIONYK,
mo merabomizytotecst CYP2C9 ta CYP3A4, npu ogHOUYacHOMY 3acTOCyBaHHI iX 13 paykoHazonoM. Tomy
3aCTOCOBYBATH Taki KOMOIHaLli MpernapaTiB CJliJl 3 00€pEKHICTIO; TPH LIbOMY HEOOX1JHO PETEIBHO CIIOCTEPIraTh 3a
CTaHOM MAI€HTIB. Y 3B’A3KY 3 TpUBaIUM T, (IyKOHA301ly HOTo MpUrHidyBasibHA il Ha (hepMEHTH 30epiraeTbes

npotsirom 4-5 ni6.

Anvghenmanin: omHOUACHE 3aCTOCYBaHHS (QuIyKoHa301y y 1031 400 mr Ta anbheHTaHity y 1031 20Kr/KT
CYNPOBOJIKYETHCS ABOKpATHUM 3011b1IeHHSAM nokasHuka AUG( (MoxnuBo, yepes iHri0yBanHs CYP3A4). Lle
3YMOBIIIOE€ HEOOXIAHICTh Y KOPUTYBaHHI 03U alb(eHTaH1Iy.

Amimpunmunin, Hopmpunmuain: GIYKOHA30J MOCUITIOE 110 aMITPUTITUIIIHY Ta HOPTPUNITUIIIHY. PekoMeHyeThCst
BUMIPIOBATH KOHLIEHTPALIl S-HOPTPUNTUIIIHY Ta/ab0 S-aMITpUNTHIIIHY Ha MOYaTKy KOMOIHOBaHOI Teparii Ta uepes
1 TwxaeHs michs ii movarky. Y pa3i He0OX1THOCTI CJIi/I BIAKOPUTYBATH A03Y aMITPUINITUIIIHY YA HOPTPUIITUITIHY .
Amgpomepuyun B: onHOYacHe 3acTocyBaHHs GIykoHa3zony TaaMmpoTepuninny B iH(pikoBaHUM MHIIaM 13
HOPMaJIbHUM IMYHITETOM Ta 1H(PIKOBAHUM MHILIAM 31 3HH)KEHUM IMYHITETOM JIaJI0 TaKi pe3yJbTaTH: HEBETUKUN
aZIMTUBHUNA NPOTUTpUOKOBUIA edekT npu cucteMHiit iHpekuiiC. albicans, BINCYTHICTb B3a€MO/IiT IPU
BHYTpilIHbOUepenHii inpexuiCryptococcus neoformans Ta aHTaroHi3M JIBOX IpenapaTiB MPH CUCTEMHIN iHPEKIIiT
A. fumigatus. KniHiyHe 3HaUE€HHS IIUX Pe3yJIbTaTiB HEBIIOME.

Aumuxoazynsanmu: SIK 1 IpU 3aCTOCYBaHHI 1HIIMX a30JIbHUX MPOTUTPUOKOBUX 3aC001B, IPU OJTHOYACHOMY
3aCTOCYBaHHI (IyKOHA301y Ta Bap(apuHy MOBIAOMIISIOCSA PO BUMAAKH PO3BUTKY KPOBOTEY (reMaToMa, HOCOBA
KpOBOTEYa, HUTYHKOBO-KHMILIKOBAa KPOBOTEYA, FeMaTypisi Ta MeJI€Ha) Ha Tl MOJOBKEHHS IPOTPOMOIHOBOIO Yacy.
[Tpu ogHOYaCHOMY 3aCTOCYBaHHI (IIyKOHA30Jly Ta Bap(apuHy CIIOCTEPIrayocs JBOKpATHE MiABUILCHHS
POTPOMOIHOBOTO Yacy, IMOBIPHO BHACIIIOK MPUTHIYEHHS MeTaboi3my Bapdapuny uepe3 CYP2C9. Crin
pEeTeNbHO KOHTPOIIOBATH MPOTPOMOIHOBHIA Yac y MAIli€HTIB, SKi OJHOYACHO 3aCTOCOBYIOTh KyMapHUHOBI
AHTHKOATYJISTHTUH. Moke OyTH HEOoOX1THOIO KOPEKIIis 1031 Bap(apuHy.

benzodiaseninu kopomkoi 0ii, Hanpuknad mioazonam, mpuazonam TpU3HadYeHHS (IIyKOHA30ITy MicIs
NEPOPAILHOr0 3aCTOCYBaHHS Mia30aMy IPU3BOAMIIO O 3HAYHOTO MIABUIIECHHS KOHLIEHTpPALlli MiJla30/1aMy Ta J10
MOCUJIEHHS IICUXOMOTOPHUX edekTiB. OHOYacHe 3acTOCyBaHH: (iykoHa3omy y 1031 20(Mr Ta Mizazonamy y 1031



7,5 Mr nepopaibHo npuzBoauio 1o niasumeHHss AUC ta Ty, y 3,7 Ta 2,2 pa3y BiANOBiAHO. 3aCTOCYBaHHS
dykoHazoy y 1031 200mr/mo0y Ta 0,25 Mr Tprazonamy rnepopaibHo npusBoawio a0 miasumenHas AUC ta Ty, y
4,4 ta 2,3 pa3y BianosigHo. [Ipu ogHoUYacHOMY 3acTocyBaHHI (DIyKOHA30JIy Ta TpUA30JIaMy CIOCTEpiranocs
MOTCHIIIFOBAaHHS Ta MPOJIOHTAIlis €PEKTIB TpHA30IaMy.

SIK110 maieHTy, SKUi IPOXOAUTh KypC JIKYyBaHHS (IyKOHA30JI0M, CIIiJl OJHOYACHO MTPU3HAYUTH TepaIito
OeH3o/1a3eninaMy, 103y OCTaHHIX CJiJl 3MEHIIUTH Ta BCTAHOBUTH HAJIS)KHUH HATIISA]] 32 CTAHOM Ialli€HTA.
Kapbamasenin: hbaykoHazon npurHiyye Metabosmizm kapbaMasemniny Ta CIIpUYMHSIE TiABUILEHHS PiBHS
kapOamazeniny y cuposarili kpoBi Ha 30%. ICHye pu3uK pO3BHTKY IIPOSBIB TOKCHIHOCTI 3 OOKY KapOaMaseminy.
Moske 6yTu HEOOXiTHUM KOPUTYBAHHSA J03H KapOama3seriHy 3aJIe)KHO BiJl piBHS HOro KOHIIEHTpAIii Ta aii
npernapary.

Bnoxamopu xanvyicsux kananig: nesKi aHTaroHICTU KaJbIlito (HipeAUMiHICPAIUTIIH, aMJIOUIIIH Ta (HETOTUTIIH)
MeTabomi3yrThcs pepmenToM CYP3A4. dnykoHa301 MOXKE ITiIBHIYBATH CUCTEMHY €KCITO3HUIIIFO0 OJIOKATOPIB
KaJbI[i€BUX KaHAJiB. PekoMeHI0BaHU peTelbHUI MOHITOPUHT II0JI0 PO3BUTKY MOOIYHUX PEaKIIii.
L]enexoxcu6: ipu OTHOYACHOMY 3aCcTOCYBaHHI (pirykoHazomy (200mr Ha 100y) 1 rienekokcuOy (200mr) CpaxTa
AUC uenexokcu0y miasuiryBaiucs Ha 68% ta 134 % BianosigHo. [Ipu ogHOYacHOMY 3aCTOCYBaHHI LIETIEKOKCUOY
Ta (IIyKOHA30JIy MOXKe OyTH HEOOXITHIUM 3MEHIIICHHS JO3H [IEJICKOKCUOY BIBIYI.

Luxnogocghamio: ogHOUACcHE 3acTOCYBaHHS LUKIOpochaminy Ta (hIyKoHA30y TPU3BOAUTE A0 MiABUILEHHS PiBHS
OuTipyOiHy Ta KpeaTHHiHy y cupoBartili Kposi. L{i mpemapaTi MOXHa 3aCTOCOBYBATH OJTHOYACHO, aJIe CIIiJI
BpaxoBYBaTH PU3HUK IiJIBULIICHHS KOHIIEHTpaIlii Oi1ipyOiHy Ta KpeaTHHIHY Y CHPOBATIIl KPOBI.

@Denmanin: MOBIAOMIISIIOCS TIPO OJIMH JICTAILHUHA BUTIA/I0K BHACIIIOK iIHTOKCHKAIIT (PEHTAHIIIOM Yepe3 MOKIIUBY
B3aeMOJII0 Mk (peHTaHiIoM Ta ¢urykoHa3010M. DIyKOHA30J 3HAYHO YHIOBUIBHIOE ETIMIHAIIIO (PEHTAHLITY.
[TigBuieHHS KOHIIEHTpaLii (PeHTaHTy MOKE IPU3BOIAMTH JI0 IPUTHIYCHHS TUXAHHS, TOMY CIIiJ pETeIHHO
KOHTPOJIIOBATH CTaH narfieHta. Moxe OyTH He0OX1JHOI KOPEKIis A03u (peHTaHLTy.

Ineioimopu I'MI-KoA-pedykma3zu: cymicHe 3acTocyBaHHS (DITyKOHA30JIy Ta iHTi0ITOPIB

I'MI'-KoA-penykrasu, mo meradonizytorscsi CYP3A4 (aTopBacTaTvH Ta cuMBacTaTuH), ado iHridiropis 'MI -
KoA-penyxrasu, mo meradomizytorscsi CYP2C9 (pmyBactaTun), MigBHUILY€E PU3UK PO3BUTKY MiomaTii Ta
pabaomionizy. ¥ pa3i HEOOX1JHOCTI OTHOYACHOIO 3aCTOCYBAHHS LIMX MPENapariB CIIiJl peTeIbHO CIOCTEepIraTu 3a
MAIiEHTOM III0/I0 BAHUKHEHHS CHMITOMIB MiomaTii Ta pabIoMioi3y i MpOBOAUTH MOHITOPHHT PiBHS
KpeaTuHKIHA3u. Y pa3i 3HaYHOI'O MiJIBUIIEHHS PIBHSA KPEaTUHKIHA3M, a TAKOXK MPH MiJ03p1 UM BUSABIECHH] MionaTii
/pabnomionizy 3actocyBaHHs iHTi0iTOpiB ' MI'-KOA-peaykrasu citiJi IpUITMHUTH.

Imynocynpecopu (Hanpukiao, yuknocnopum, e6eponimyc, CUpoIiMyc i maKpoiimyc).

Luxnocnopun: pmykoHa3on 3HauHO miaBHILYye KoHIeHTpalito Ta AUC mukmocriopuny. [lpu ogHO9acHOMY
3acTOoCyBaHHI (hIyKoHa301y y 1031 20Mr/m00y Ta MUKIOCHOPUHY y 1031 2,7 Mr/Kr/no0y crocTepiranocs
360impmenHss AUC nukiocniopury y 1,8pasy. Lli mpenapatu MokHa 3aCTOCOBYBATH OJJHOYACHO 32 YMOBH
3MEHIIEHHS 1031 LUKIOCIOPUHY 3aJIEKHO Bl HOr0 KOHIIEHTpALi.

Eseponimyc: GiryKoHa30JI MOXKE ITiIBUITYBAaTH KOHIICHTPALIIIO €BEPOJIIMYCY Y CHPOBATII KPOBi Uepe3 MpHUrHIYeHHS
CYP3A4.

Cuponimyc: GIrykoHa30JI MABUIIYE KOHIIEHTPAIIIO CHPOJIIMYCY Y IIa3Mi KPOBi, IMOBIPHO IUITXOM MTPUTHIYCHHS
MmeTabomizmy cupoisimycy gpepmerToM CYP3A4 ta P-rinikonporeinom. Lli npenapatu MoxHa 3aCTOCOBYBAaTH
OJTHOYACHO 32 YMOBH KOPUTYBAHHS JJO3H CHPOJIIMYCY 3aJIe)KHO BiJl PiBHS KOHIICHTpALii Ta e()EKTiB BiJ MpHIIOMY
npernapary.

Takponimyc: (pmyKoHA307 MOKE MMIJBUILYBATH KOHIEHTpAIii TaKpOJIIMyCy y CHpOBATIIl KpOBi /10 Pa3iB mpu
Horo nepopajibHOMY 3aCTOCYBaHHI uepe3 NpUrHiueHHs: MeTa0oi3My Takpoiimycy ¢pepmentom CYP3A4 y
KAIIEYHHKY. [Ipy BHYTPIITHHOBEHHOMY 3aCTOCYBaHHI TAKPOJIIMYyCY HE CIIOCTEPIrajaocsi 3HaUHUX 3MiH
dapmakokineTuku. [1iBUIIIEH] piBHI TAKPOJIIMYCY aCOLIIOIOThCS 13 HepOTOKCHUHICTIO. Jl03y TakpoiimMycy s
MEPOPATBHOTO 3aCTOCYBAHHS CJIIJI 3HIDKYBATH 3aJI€KHO BiJl KOHIICHTPAIIii TAKPOIIMYCY.

Jlozapman: GyKoHa30]1 MPUTHIUY€E NEPETBOPEHHS JI03apTaHy 10 HOro akTHBHOI'O METAa0O0ITy

(E-31 74). PekomeH10BaHO 31CHIOBATH MMOCTIHHUI MOHITOPHUHT apTepiaibHOTO THCKY Y TAIli€HTIB.

Memaoon: GpryKoHa307 MOXKE MiABHUIYBaTH KOHIIEHTPALIII0 METAJIOHY Y cCupoBaTili kKpoBi. [Ipu ogHOYacHOMY
3aCTOCYBaHHI METAJIOHY Ta (IIyKOHA30IJIy MOKE OyTH HEOOXiTHIM KOPUTYBAaHHS JT03M META/IOHY .

Hecmepoioni npomusananvni npenapamu: IpA OAHOYACHOMY 3aCTOCYBaHHI 3 (hIyKoHa3070M (paxTa AUC
dnypoinpodeny niapummyBanmucs Ha 23% 1a 81 % BiANOBIIHO MOPIBHSHO 3 BIAMOBITHUMH ITOKa3HUKAMU TIPU
3aCTOCYBaHHI TUTbKHU GurypOinpodeny. AHaIOTIYHO TPHU OJTHOYACHOMY 3aCTOCYBaHHI (DITyKOHA30Jy 3 palieMiuHuM



16ynpoderom (400mr) Cpax Ta AUC dapMakosIoriyHo aKTUBHOTO 130Mepy S—(+)-10ynpodeHy miABUITYBaIuCs Ha
15 % Tta 82 % BIAMOBIAHO MOPIBHAHO 3 BiMOBIIHUMH MTOKa3HUKAMH MTPH 3aCTOCYBAaHHI TUIBKH PAaLlEMi9HOTO
10ympodeny.

®nyKoHA30J MOTSHIIWHO 3IaTHUN TiIBUIIYBAaTH CUCTEMHY €KCIIO3HIIIO 1HITNX HECTEPOITHUX MPOTH3AMATBHIX
npenapartiB (HII3II), mo metabomizyrotbes CYP2CY (Hanpukiag HalpoKCeHy, JOPHOKCUKAMY, MEJIOKCHUKaMy,
mukinodenaky). PekoMeH10BaHO TTEPiOUYHO 3A1MCHIOBATH MOHITOPUHT IMMOOIYHUX peaKIliid Ta TOKCUIHHUX MPOSIBIB,
noB’si3anux 13 HIT3II. Mosxe norpebyBartucs kopurysanns go3u HII3II.

@enimoin: GpryKoHa30J NpUTHITYEe MeTadomi3M (eHiToTHyY y medinmi. OmHodacHe 6aratopa3ose 3actocyBaHHs 200
MT (hirykoHa30iy Ta 250Mr (heHITOiHY BHYTPIIIHBOBEHHO NMPU3BOIUTH 10 HiaBuieHHI AUGy dpenitoiny Ha 75%

Ta CpinHa 128 %. [Ipu omHOYaCHOMY 3aCTOCYBaHHI IHX JIIKAPCHKUX 3aCO0IB CITi MPOBOJAUTH MOHITOPUHT
KOHIIEHTpallii ()eHITOTHY Yy CHPOBATIIi KPOBI1 /Il YHUKHEHHS PO3BUTKY TOKCUYHOI A1l PEeHITOIHY.

I1peonizon: MOBIIOMIISIIIOCS TIPO BHUITAJOK, KOJIM Y TAIIEHTA TICIIs TPAaHCTUIAHTAITI] TICUiHKH Ha TJTi 3aCTOCYBAHHS
NPEHI30HY PO3BHHYJIACSA TOCTPAHEAOCTATHICTh KOPU HAJIHUPKOBUX 3aJ103, 110 BUHMKJIA MiCIIS IPUITMHEHHS
TPUMICSIYHOTO Kypcy Tepamii ¢urykoHa3osioM. [IpunuHeHHs 3acTocyBaHHs (JIyKOHAa30J1y, IMOBIPHO, CHPUYMHUIIO
nocuiieHHs akTuBHOCTI CYP3A4, 1o nmpusBeno 1o NpucKopeHHs MeTabouti3My npeaHizony. CiiJl peTenbHo
CTSXKHTH 32 TAI[IEHTAMH, SIKi MPOTATOM TPHBAJIOTO YaCy OJHOYACHO 3aCTOCOBYIOTH (MITYKOHA30JI Ta TPEIHI30H, 3
METOIO TONEPEPKEHHS PO3BUTKY HEJOCTATHOCTI KOPU HAIHUPKOBUX 3aJ103 MICIIsI IPUITMHEHHS 3aCTOCYBaHHS
baykoHazoiy.

Pugpabymun: pmyxoHazon miABHILy€e KOHIIEHTpaLi0 pupadyTUHY Y CHPOBATIIl KPOBI, 1110 TPU3BOIUTH 10
36inpmenns AUC pugadytuny no 80%. [Ipu omHouacHOMY 3acTOCYBaHHI (UIyKOHA30y Ta puadyTHHY
MOB1AOMJISLIIOCS PO BUMAIKK yBeiTy. [Ipu 3acTrocyBaHHi Takoi KoMOiHaI{ TiKapchKUX 3ac001B CIIiJl OpaT 10 yBaru
CUMIITOMH TOKCUYHOT Jii prudadbyTHHYy.

Caxksinasip: pnyxonason niasuirye AUC ta (a5 cakBiHaBipy npubnusHo Ha 50 % Tta 55 % BianoBiaHO yepes
NpUTrHIYeHHS MeTa0oIi3My cakBiHaBipy y nedinii ¢pepmenToM CYP3A4 ta uepes inriOyBanHs P-riikonpoTeiny.
Bzaemogii Mmixk prrykoHa3070M Ta CakBiHaBIpOM/PUTOHABIPOM HE JOCIIIHKYBAIHUCS, TOMY BOHH MOXKYTh OYTH OLIBII
BUpXECHUMHU. Mosxe OyTH HEOOXiTHIM KOPUTYBaHHS 103U CaKBiHABIpPY.

Iloxioni cynvghoninceyosunu. OMHOUACHE 3aCTOCYBAaHHS (IIYKOHA30ITy 13 IEPOPaTbHUMU MOX1THUMU
CyIb(OHIICEYOBUHU (XJIOPIPOTIaMiI, TTIOSHKIAMI, TIII3KA Ta TOJIOYTaMiT) TPU3BOAMIO 10 MPOJIOHTYBAHHS i,
. PexoMeH1y€eThCs TPOBOUTH YaCTUH KOHTPOJIb IYKpPY Y KPOBi Ta BIAMOBIIHUM YHHOM 3HHXKYBATH /103y HOX1IHUX
CyJb()OHIIICEYOBUHHM MTPH OJHOYACHOMY 3aCTOCYBaHHI 13 (TYKOHA30JIOM.

Teoginin: 3actocyBaHHs (hiaykoHa3oay 1o 200Mr mpoTsarom 14 qHiB NPU3BENIO 10 3HUKEHHS CEPEAHbOr0 KIIIPEHCY
TeodiTiHy Yy 11a3mi KpoBi Ha 18%6. 3a marieHTaMu, sKi 3aCTOCOBYIOTh T€O(UTIH y BUCOKHX J103aX a00 SIKi MarOTh
MiBUIICHUN PU3UK PO3BUTKY TOKCUYHUX MPOSBIB TEO(PLNIHY 3 1HIIMX MPUYNH, CTi1 BCTAHOBUTH HATJIS] IIOA0
BUSIBJICHHSI O3HAK TOKCHYHOI Aii Teodinminy. Teparito ¢l 3MIHUTH TIPY TOSIBI 03HAK TOKCHYHOCTI.

Ankanoiou 6apeinky: paykoHas3o, iMoBipHO dyepe3 iHrioyBanHs CYP3A4, Moxe CIpUYMHATHU MiABULLICHHS
KOHIICHTpAIii aKkajIoifiB OapBiHKY Yy TUIa3Mi KpOBi (HAPHUKIIA] BIHKPUCTHHY Ta BIHOJIACTHUHY), IO TPU3BOJHUTH 10
PO3BUTKY HEMPOTOKCUYHHX €(EKTIB.

Bimamin A: MOBIIOMITSIIOCS, IO Y TAIIIEHTA, SIKU OJTHOYACHO 3aCTOCOBYBAaB TPAHCPETHHOEBY KUCIIOTY (KACIOTHA
¢dopma BiTamMiHy A) Ta (QIyKoHA30J1, criocTepiraiucs nobiuHi peakuii 3 00Ky neHTpanbHoi HepBoBoi cucremu (LIHC)
y GopMi TICEBAOTYMOPY TOJIOBHOTO MO3KY, IO 3HHK ITiCIIs BiqMiHU ¢urykoHa3oury. Li mikapceki 3acoon MOKHA
3aCTOCOBYBATH OJHOYACHO, ajie CJIiJl MaM’ ATaTH PO pU3UK BUHUKHEHHS MoOIYHUX peakuiii 3 6oky [THC.
Bopuxonason (ineioimop CYP2C9 ma CYP3A4): onHOYacHE 3aCTOCYBaHHS BOPUKOHA30Jy nepopaibHo (1o 400

MT KOXH1 12roaus npotsrom 1 qus, motiM o 200 Mr kokHi 12 roauH npoTsarom 2,5 aHs) Ta GIyKOHa301y
nepopanbHo (400 Mr y mepmuii 1eHb, noTiM mo 200 Mr KoxkHi 24 TOAWHU MPOTATOM 4 JIHIB) IPU3BETIO 10
niaBuieHHs CyaxTa AUC, BopukoHa3zony y cepeaabomy 10 57% (90 % II: 20 %, 107 %) ta 79 % (90 % [I: 40
%, 128 %) BigmoBigHO. HeBimoMo, 4n 3HWKEHHS 1031 Ta/ab0 4aCTOTH 3aCTOCYBAaHHS BOPUKOHA301y a00
dbykoHazony ycyBae Takuii epext. [Ipu 3acTocyBaHHI BOpHKOHA301Ty micis (IyKOHA30IIy CIIiJ IPOBOIUTH
CIIOCTEPEKEHHS 1010 PO3BUTKY MOOIYHUX €PEKTIB, aCOMIHOBAHUX 13 BOPHKOHA3OJIOM.

3udoeyoun. pmykonazon maBuinye (naxTa AUC 3unoByauny Ha 84 % ta 74 % BIANOBITHO, IO 3yMOBIICHO
3HWKECHHSM KITIPEHCY 3UI0BYIUHY TPUOIN3HO Ha 45 % mpu Horo nepopaibHOMY 3acTocyBaHHi. Ty, 3UIOBYIHHY
OyB TakoX MMOOBXeHUH nmpubimu3Ho Ha 128 % micis 3acTocyBaHHs KoMOiHaMii (GayKoHa305y Ta 3UJI0BYAMHY. 3a
MaIieHTaMH, SKi 3aCTOCOBYIOTh TaKy KOMOIHAIIIO JIKapChKUX 3ac00iB, CINIJ] CIIOCTEPIraTH MO0 PO3BUTKY MOOIYHUX
peaxIiif, OB’ 3aHUX 13 3aCTOCYBAHHAM 3UA0BYIMHY. MOXKHA PO3IJISTHYTH JIOLIIBHICTh 3HUKEHHS 103U



3UJIOBYIUHY.
A3zumpomiyun: Ipu 0OTHOYACHOMY TIEpOPAIbHOMY Pa30BOMY 3aCTOCYBaHHI a3UTPOMIIIMHY Ta (IIyKOHA30ITy Y J103aX
1200 mr ta 800 Mr BiMOBIAHO KOJHUX 3HAYYIIUX (PapMaKOKIHETUYHHUX B3a€MOIii BUABIEHO HE OYJIO.

Ilepopanvui konmpayenmusu: TPU 3aCTOCYBaHHI (IyKOHA30y Y 1031 S(MT BIUTMBY Ha piBEHb TOPMOHIB HE OyI10,
TOJIl SIK TIPU 3aCTOCYBaHHI (ryKoHa3o0iy y 1031 208ir Ha 100y cnioctepiranocs 36unbiieHHs AUC eTuHinecTpaaiony
Ha 40 % Ta neBoHOprecTpeny — Ha 24 %. 1le cBiquuTh PO Te, 1Mo 6araropa3oBe 3aCTOCYBAHHS (DIIYKOHA30JIY y
3a3HAaYCHUX J103aX HABPSI UM MOKE BIUIMBATH HA €(PEKTHBHICTH KOMOIHOBAHOTO IEPOPATIEHOTO KOHTPAIICTITHBA.

Ocoobnusocmi 3acmocyéanns.

Jepmamodghimis. Bimomo, 10 nipu 3acTOCYBaHHI (DIIyKOHA30Ty IS JTIKyBaHHS JaepMaTtoiTii y TiTel ocTaHHIN He
HepeBUILy€e rpu3e0(yiIbBiH 3a €(EeKTUBHICTIO, 1 3arajJbHUN NOKAa3HUK €(h)eKTUBHOCTI CTaHOBUTH MeHIIe 200. Tomy
(ryKOHA30IIHE CITiJ] 3aCTOCOBYBATH JIJIsl JIIKYBaHHS AEPMATOQITii.

Kpunmoxkokos. Jloka3iB eheKTUBHOCTI (IyKOHA30IIy A7 JIIKYBaHHS KPUNITOKOKO3Y 1HIIMX JIOKami3alii (Hampukiaa
JIETEHEBOTO KPHUIITOKOKO3Y Ta KPUIITOKOKO3Y HIKipH) HEJOCTATHBO, TOMY PEKOMEH/IAIIIN MI0/I0 TI030BOTO PEXKUMY
JUIS JTIKYBaHHS TAKUX 3aXBOPIOBAHb HEMAE.

I'nuboki endemiuni mixoszu. JlokasiB epeKTUBHOCTI (ITYyKOHA30TY AJIS JIIKyBaHHS 1HIIUX (POpPM €HIEMIYHUX MIKO3iB,
TaKuX K MapaKOKLIUA101I0MIKO3, FCTOIUIA3MO3 Ta MIKIPHO-TIM(PATUYHUN CIIOPOTPUXO03, HEJOCTATHBO, TOMY
PEKOMEH/IAIlIi II0/I0 JO30BOTO PEKUMY ISl JIIKYBaHHS TAKUX 3aXBOPIOBAHb HEMAE.

Huprosea cucmema. lanientam 13 mopyuieHHsAM (YHKIIIH HUPOK Mpemnapar CiIiji 3aCTOCOBYBATH 3 00EPEKHICTIO
(muB. po3nin «Crioci0 3acTOCYBaHHS Ta I03U»).

T'enamobiniapua cucmema. Ilanientam i3 nopyueHHsSM QYHKIIIH MEUiHKH MIpemnapaT i 3aCTOCOBYBATH 3
o0epekHiCTIO. 3acTOCYBaHHS (DITYKOHA30JTy aCOIFOBAIOCS 3 BHHUKHCHHSIM PIAKICHUX BHITAIKIB PO3BUTKY TSIKKOI
rernaToTOKCUYHOCTI, BKIIFOYAIOUH JIETaJIbH1 BUIAKU, TOJJOBHUM YMHOM Y MAIi€HTIB 13 TSHKKMMU OCHOBHUMU
3aXBOPIOBAHHSAMU. Y BHUIIAJKAX, KOJIH PO3BUTOK I€laTOTOKCUYHOCTI aCOIIIOBABCS 13 3aCTOCYBaHHSAM (DIIyKOHA30ITy,
He OyJo BiJ3HAYEHO 11 IBHOT 3aJIeXKHOCTI BiJ] 3arajibHOI 1000BO1 103U Mpemnapary, TPUBAIOCTI Teparii, crati abo
BIKy Mami€HTa. 3a3BUYaii rermaToTOKCHYHICTh, CIpUYMHEHA (DITYKOHA307I0M, 000POTHA, a ii MPOsSBY 3HUKAIOTH ITiCIIS
NPUIIMHEHHS Teparii.

3a marieHTamMu, y sSIKUX P 3aCTOCYBaHHI (UIYKOHA30JTy CIIOCTEPIralOThCS BIIXHUICHHS PE3y/IbTaTiB
(GYHKIIIOHATBHUX MPOO MEeUiHKH, CIIiJI BCTAHOBUTH PETENBFHUIN HATJISI 00 PO3BUTKY OLIBII TSKKOTO YPasKeHHS
MIEYIHKH.

[TamienTiB cning mpoiHGOpMyBaTH PO CUMITOMH, IO MOXKYTh CBITYUTH PO CEPHO3HUN BIUIMB HA MEYIHKY
(BHpakeHa acTeHisl, aHOPEKCisl, MOCTiifHa Hy10Ta, OJFOBaHHS Ta KOBTSHUIL). Y TaKOMY BUIIAJIKy 3aCTOCYBAHHS
¢ryKoHa30I1y CiIii HeraifHO NPUIUHUTHU Ta IPOKOHCYJIBTYBATHUCS 3 JIIKAPEM.

Cepyeso-cyounna cucmema. JIeski a3071, y TOMY 9HCHI i (DITyKOHA30J1, aCOIIIOIOTHCS 13 MOAOBKEHHSIM THTCPBATY
QT na enextpokapaiorpami. [loBizomisiiocs mpo ayske piIKiCHI BUMaAKu moaoBxeHHs iHTepBany QT ta
MapOKCU3MAIIbHOI IIITYHOYKOBOI TaXiKapii THITY «IipyeT» MpH 3acTocyBaHHI (irykoHa3oiy. Taki moBigoMIIeHHS
CTOCYBAJIHCS MAaII€HTIB 13 TSKKAMU 3aXBOPIOBAHHAMH IIPH MOEIHAHHI 6araThox (akToOpiB PU3UKY, TAKUX K
CTPYKTYPHI 3aXBOPIOBaHHS CEPIls, IOPYIICHHS €IEKTPOIITHOIO 0OMIHY Ta OJTHOYACHE 3aCTOCYBAaHHS 1HIIMX
JKapChbKUX 3ac00iB, 1110 BIUIMBAIOTH Ha iHTepBan QT.

®dmyKkoHa3071 CITiJT 3 00EPEKHICTIO 3aCTOCOBYBATH MAIIEHTAM 13 PU3UKOM PO3BHTKY apuTMiid. OTHOYacHE
3aCTOCYBaHHS Pa3oM i3 JIIKapChKUMHU 3ac00aMH, 110 IPOJIOHTYIOTh iHTepBan QTc Ta MeTabomi3yroThes 3a
noromoroto pepmenty CYP3 A4, nporunokazaHe.

T'anogpanmpun. I'anopantpu € cyoecrparom pepmenty CYP3A4 i nposnonrye intepsan QTc npu 3actocyBaHHI y
PEKOMEHIOBAaHHX TEPANEBTUYHUX J03aX. OJJHOYACHE 3aCTOCYBaHH raJlopaHTpHHy Ta (IIyKOHA30JIy HE
PEKOMEHIY€EThCS.

Hepmamonoeiuni peaxyii. I1ix gac 3actocyBaHHs QIIyKOHA30JTy PIIKO MOBITOMIISIIOCS TTPO PO3BUTOK TAKUX
ekc(oiaTUBHUX HIKIPHUX peakiii, sk cuapoM CriBeHca—/[)xoHcoHa Ta cunapom Jlaitenna. [lanientu, xBopi Ha
CHIJI, GinbIn cXWIIbHI 10 PO3BUTKY TSDKKHX IIKIPHUX PEAKIliil MPH 3aCTOCYBaHHI 0araTboX JIKapChKUX 3aC00iB.
S0 y mamieHTa i3 HOBEpXHEBOIO IPUOKOBOIO 1H(EKIIIEI0 3’ IBISIOTHCS] BUCHIIH, 10 MOKHA TIOB’A3aTH 13
3aCTOCYBAaHHSM (IIyKOHA30IIy, ITOANIbIIE 3aCTOCYBaHHS MIPENapaTy CIiJl MPUIHHATH. SIKIIO y maiieHTa 3
1HBa3MBHOIO/CHCTEMHOIO TPUOKOBOIO 1H(EKITIEIO 3’ IBISIOTHCS BUCUITU Ha LIKip1, 3@ HOr0 CTAaHOM MOTPIOHO
PETENBHO CIIOCTEPIraTH, a y BUMAIKy PO3BUTKY OYJIbO3HUX BUCHITIB 200 MYyIbTH(HOPMHOI €PUTEMH 3aCTOCYBAHHS
(b1yKOHA30Iy CITiJ MPUTTUHUTH.



l'inepyymaugicme. Y piIKICHUX BUIIA/IKAX MOBLAOMIISIIOCS PO PO3BUTOK aHA(ITAKTUYHUX PEaKLii.

CYP. ®nykoHa301 € moTykHUM iHTi0iTopoM hepmenty CYP2C9 ta momipuum inribitopom pepmenty CYP3A4.
Taxox ¢mykonazon € inriditopom pepmenty CYP2C19. Cria cnoctepiratu 3a CTAaHOM HAlli€HTIB, K1 OHOYACHO
3aCTOCOBYIOTH (DTYKOHA30J1 Ta PEMapaTH 3 By3bKUM TEPANICBTUIHUM BIKHOM, 10 METa0O0III3YIOThCS 3 YIACTIO
CYP2C9, CYP2C19 ta CYP3A4.

Tepgpenaoun. Cnin peTellbHO CIIOCTEPIraTh 32 CTAHOM MAIli€EHTa MPH OJHOYACHOMY 3aCTOCYBaHHI Tep(eHaIuHy Ta
dykoHazony y 1031 menie 40(ur Ha 100y .

[IpenapaT MICTUTB JTaKTO3Y, TOMY HOT0 HE CJIiJ] 3aCTOCOBYBATH Malll€EHTaM 13 PIAKICHUMHU CHaJAKOBUMHU (popmamu
HEMEepPEeHOCUMOCTI raJlakTO3H, HEIOCTATHICTIO JIaKTa3H, CUHIPOMOM TJIIOK030-TaJIJaKTO3HOT MajbadcopoLii.

3acmocysannsa y nepiod eazimnocmi aoo 200ysanna 2pyooio. Jlati, OTpuMaHi Ipu pa3oBoMy a00 MOBTOPHOMY
3aCTOCYBaHHI (DITYKOHA301y y 3BUYAHUX J103aX (< 20(Mr/m00y) KiJTbKOM COTHSIM BariTHUX JKIHOK TPOTATOM [
TPUMECTPY BariTHOCTI, HE MPOIEMOHCTPYBaNIM HebakaHuX eekTiB Ha maia. [ToBigoMIIsIIOCS Mpo YKCIIeHHI
BPOJKEHI 1MaToJiorii y HOBOHAPODKEHUX (BKITIOUal04Yn OpaaudpeHiro, qUcIiias3ito ByIIHOI paKOBUHH, HAIMipHE
30UIbLIEHHS IEPEAHBOrO TiM sIUKa, BAKPUBIICHHS CTETHA, IUIEYOIIKTHOBUI CUHOCTO3), MaTepi sIKUX NpuiimManu
BHCOKI 1031 (irykonazomy (400-800Mr/100y) mpoTIromM mpuHAHMHI TPHOX 200 OUTBIIE MICSIIIB JIJIS JIIKYBaHHS
KOKIM/1101103y. 3B A30K MiXX 3aCTOCYBaHHAM ()IyKOHA30J Iy Ta UMM BUIIAQJAKaMU HE BU3HAYCHUH.

JlocmiKeHHsT Ha TBapUHAX MPOJIEMOHCTPYBAIN PENPOAYKTUBHY TOKCUYHICTb.

He cnin 3acTocoByBaTH 3BUYaiiHi 103U (IIyKOHA307y Ta KOPOTKOTPUBAI KypCH JIKyBaHHs (QIIyKOHA30JI0M Y HEepioa
BariTHOCTI, 32 BUHATKOM KpaitHBOi HEOOXiTHOCTI.

He cnig 3acTocoByBaTH BHCOKI 103U (IIyKOHA30Iy Ta/ab0 TpUBali KypcH JiKyBaHHS (IyKOHA30JIOM Yy Mepiof
BariTHOCTI, 32 BUHATKOM JIIKyBaHHS iH(QEKIIIH, 10 3aTPOKYIOTh )KUTTIO.

®dyKoHa30J1 MPOHUKAE Y TPYJHE MOJIOKO Ta JJOCATA€ HMXKYOT KOHLIEHTpAIlil, HiX y miaa3mi kpoBi. ['oqyBaHHS
TPYUII0 MOKHA MPOJIOBKYBATH IICIIsI PA30BOT0 3aCTOCYBAHHS 3BUYANHOT 1031 (PIIyKOHA30J1y, 110 CTAaHOBUTH 200
MT ab0 MeHIIe.

['ogyBaTu TpyAat0 HE pEKOMEHIYETHCS TTPH 0araTopa3oBOMY 3aCTOCYBaHHI (PIIyKOHA30J1y a00 MpU 3aCTOCYBaHHI
BUCOKHX /103 (IyKOHA30I1y.

30amuicmb enaueamu Ha WEUOKICMb peaKyii npu KepyeanHi a6mompancnopmom ado iHumMu Mexanizmamu.
Jocmikenp BIUMBY (PITyKOHA30JTyHA 3AaTHICTh KEPYBATH aBTOTPAHCIIOPTOM a00 TMPAIFOBATH 3 IHITMMHU
MeXaHi3MaMH He TPOBOAMIIH.

[TamieHTiB citix mpoiH(GOPMYBATH PO MOXKIUBICTH PO3BUTKY 3alIaMOPOYCHHS 200 CyAO0M ITiJT Yac 3aCTOCOBYBaHHS
npenapaty. IIpu po3BUTKY TaKuX CUMIITOMIB HE PEKOMEH/Iy€ThCsI KEpYBaTH aBTOTPAHCIIOPTOM a00 MpaIfoBaTH 3
IHIIMMH MEXaHI3MaMHU.

Cnocio 3acmocysannsa ma 0o3zu. Karncynu ciij koBtat nimumu. [IpuiioMm npenapaty He 3a1€KuTh BiJ NpUioMy
Kl.

Jopocni. Ilpenapar 3acToCOBYyBaTH mepopaibHo y 1031 150 Mr ogHOpa3oBo.

Tayienmu nimuvoco s6iky. [Ipu BiicyTHOCTI 03HaK OpyLIeHHS (GYHKIIIH HUPOK TS JIIKYBaHHS 1i€i KaTeropii
TMaIi€HTIB 3aCTOCOBYBATH 3BUYANHY 103y IS IOPOCITHUX.

Iopywenns ¢pynxyiti nupox. DayKoHa307 BUBOAUTHCS B OCHOBHOMY 3 CeU€l0 Y He3MiHEHOMY BUTIJsii. [lpu
Pa30BOMY 3aCTOCYBaHHI ITpenapary KOPUTyBaTu 103y Iiil KaTeropii MaiieHTiB HE MOTPIOHO.

Topywenus ¢yuxyiti neyinku. DIyKoHA301 CIij] 32CTOCOBYBATH 3 00EPEXKHICTIO MAalli€EHTaM 13 TOPYIIEHHIMU
(byHKIIN TIeYiHKH, OCKUTBKH iH(OpMaIIii mo/10 3acTocyBaHHs (IyKOHA30y il KaTeropii mamieHTiB HeIOCTaTHEO.

Jimu. EpexTUBHICTb Ta Oe31eKa 3aCTOCYBaHHS IIpenapaTy JJis JiKyBaHHs I€HITAIbHUX KaHAUI031B y IITEH He
BCTaHOBJICHI, HE3BAKAIOUM HA BUUEPIIHI aH1 11010 3aCTOCYBaHHs (DIyKOHA30Jy AITAM. SIKIIO iCHye HarajabHa
nmoTpeda 3acToCyBaHHA Mpenapary miTiTkaM (Bikom Bif 12 g0 17 pokiB), Ciaifi 3aCTOCOBYBATH 3BUYANHI 03U AJIS
JOPOCIIHX.

Ilepedo3ysanns.
Cumnmomu: TamOLUMHALIT Ta MapaHoiaibHa TOBEAIHKA.



Jlikyéanus: cuMnroMatTuyHe (y TOMY YUCII IPOMHUBAHHS HUTYHKA 1 MIATpUMYBalibHa Teparis). OaykoHazol
BUBOJIUTHCSI B OCHOBHOMY 3 C€4et0, TOMY (hopcoBaHHUH iype3 MOXKe MPUCKOPUTH BUBEACHHS npenapary. CeaHnc
reMojiiajii3y TPUBANICTIO 3 TOJMHU 3HUKYE piBeHb (PIIyKoHa301y y Miia3mi KpoBi npubiansHo Ha 50 %.

Ilo6iuni peakuii.

3 b6oky cucmemu Kpo6i ma aimMgpamuunoi cucmemu: aHeMisl, arpaHyJIOLUTO3, JICHKOTIEH1s, HEUTPOIICHIS,
TPOMOOILIUTOTICHIS.

3 6oky imynnoi cucmemu: anainaxcis.

Memaboniuni ma animenmapui po3naou: 3HUKESHHSI alleTUTY, TIIEPTPUTTILIEPUAECMIs, TIePXOIeCTepUHEMIS,
rirnokamiemis.

Icuxiuni nopywenns: 6€3COHHS, COHJIUBICTb.

3 60Ky Hepsogoi cucmemu: TOJTOBHUH OLTb, CYyZIOMH, 3aIIaMOPOYCHHS, TTApECTe3ii, MOPYIIEHHS CMaKy, TPEMOD.
3 60Ky opeanis cryxy ma eecmubyiapHo2o anapamy: BEpTUTO.

3 6oky cepys: mapoKCU3MalbHa IITYHOUYKOBA TaXiKapis TUIY «IIpyeT», HoJoBxeHHs iHTepBany QT.

3 60Ky winyHKOBO-KUWKO08020 mpakmy. OUIb y YepeBHii MOPOKHUHI, Aiapesi, Hy10Ta, OJII0BaHHS, 3a10p, JUCIIENCis,
METEOPHU3M, CYXiCTh Y POTIi.

T'enamobiniapui po3naou: MiABUIIEHHS piBHS anaHiHaMmiHoTpaHcdepasu (AJIT), acnapraTaminoTpancdepasu
(ACT), myxHoi ocdaTasu, xoyrectas, >)KOBTSIHUIIS, TTIBUIIECHHS PiBHS OLTipyOiHYy, TIEUiHKOBA HEAOCTATHICTD,
renaToLeNoNIPHUN HEKPO3, FeMaTUTH, TeNaTOLENIONAPHE YPayKeHHS.

3 6oky wiKipu ma niowKipHoi mKaHuHy, BUCUTIAHHS, CBEPOIK, MEIMKAMEHTO3HUHN 1I€pMaTHUT, KPOIIMB SHKa,
HiIBUILIEHEe NOTOBUILICHHS, cunapoM Jlaenna, cunapom CriBeHca—/[)koHCOHA, rOCTpuUil reHepali30BaHUi
eK3aHTEeMAaTO3HHI MyCTYJIh03, EKC(HOTIaTUBHAN IEPMATUT, aHT1I0HEBPOTUIHHUI HAOPSIK, HAOPSK OOTMYYs, aJOTIeIlis.
3 60Ky onopHo-pyx08020 anapamy ma CHOLYYHOI MKAHUHU: MI1aJTis.

3acanvhi posnadu: MiIBHUINEHA BTOMITIOBAHICTh, HE3AYKaHHS, aCTEHIs, rapsdka.

Jimu. YactoTa Ta XapakTep MOOIYHUX peakiliii 1 BIIXUIEHb BiJf HOPMH Pe3yJIbTaTiB 1a00paTOPHUX aHATI3IB
MOPIBHSAHHI 3 TAKUMH Y TOPOCIIHX.

Tepmin npudamnocmi. 5 poxiB.

YMoBu 30epiranns. 30epiratu B OpuriHajibHii yakoBLINIpH Temreparypi He Buie 25 oC.

30epiraTy y HEIOCTYITHOMY JJIS JIITEH MICIIi.

Ynakoska. Karncyna Ne 1 y 6mictepi y kopoOti.

Kareropis Binmycky. be3s peuenra.
Bupo6uuk. ToBapucTBO 3 00MEKEHOIO BiAMOBiNaNbHICTIO «PapMarieBTHYHA KOMIaHIA «3I0pOB’si».
Micue3HaxoaxeHHs BHPOOHNKA Ta H0r0 agpeca Micusi MPOBa/ZKeHHsI NiAJIbHOCTI.

VYkpaina, 61013, m. XapkiB, ByJ. [lleBuenka, 22.

IHCTPYKIIA

AJIA MEAUYTHOI'0 3aCTOCYBAaHHSA JIiKapCbKOFO 33C06y



OJIYKOHA30JI-310POB’SA

Cknao:

ditoua peyosuna: 1 karcyina MictuTh pirykonazony S0 mr a6o 100 mr, ado 150 wmr;

O00NOMIDICHI peyouHU. TAKTO3a, MOHOT1IpaT; KpOXMallb KapTOIUISTHUI; MOBIIOH; KaJIbLIII0 cTeapaToO0IoHKa
KariCyJIi MiCTUTh YOpHMJIA YOPHi (Y pa3i HAHECEHHS TOProBOTO 3HAKY mianpueMcTBa — 37T; MicTaTh menakilaze45
% pO34MH B €TaHoII, 3aii3a okcuJ yopHuii (E 172), mpomnineHriikonb, aMmiaky po34iH KOHIIEHTPOBaHM) (Bci
no3yBaHHsl), TuTany aiokcun (E 171), xxenatus (no3yBanns 50 mr) abormtany giokeng, (E 171), eputposuH (E
127), xiHoniHoBwi1 »koBTul (E 104), *kenaTuH (fo3yBaHHA 100 mr) abo miamantoBwuii cuHiil (E 133), XiHOTIHOBUHT
xoBTHi (E 104), s)xoBTuii 3axin FCF (E 110), Turany niokeun(E 171), xenatun (no3yBanus 150 mr).

Jlikapcbka ¢opma. Karicynu tBepai.

OcnosHi hizuxo-ximiuni enacmueocmi. TBEp/il )KETATUHOBI KalcyJiy 3 HEIPO30PUMHU KOPILYCOM 1 KPHIIKOIO 017100
Kobopy (mo3yBauHs S0 Mr) ab0 3k0BTOT0 KOJKOpY (n03yBanHs 100 Mr), abo 3ereHoro koisopy (no3yBanas 150
mr). Ha kancysi fomyckaeTbcsi HAHOCUTH TOBapHUH 3Hak mignpuemctsa — 3T. BmicT karncyn — noporok 611oro 3
JKOBTYBAaTUM BIATIHKOM KOJIbOPY. [l0MyCKa€eThCs HASIBHICTD arjioMepaTiB YaaiK MOPOILKY.

dapmakoTepaneBTH4YHA rpyna. [IpoturpubkoBi 3acobu aiist cucteMHoro 3acrocyBanus. [loxigni Tpuaszomy. Kox
ATX JO2A COI.

Dapmakonoziuni e1acmueocmi.
Dapmaroounamixa.

MexaHni3m n1ii D1yKoHa30J1, TPOTUTPUOKOBHUH 3aci0 Kilacy TpUa30JiiB — MOTYKHUN CEJIEKTUBHUH 1HT101TOD
rpuOKoBUX (pepMEeHTIB, HEOOXIIHUX Il CHHTE3Y eprocrepoiy. [lepBUHHUM MexaHi3MOM Horo nii €
MIPUTHIYCHHS TPUOKOBOTO 14-ab(ha-1aHoCcTepoII-IeMETHITIOBAHHS, OTTIOCEPEIKOBAHOTO

uroxpoMoM P450 (CYP), mio € HeBix eMHUM eTaroM 610CHHTE3Y TPHOKOBOTO eprocTepoiy. AKymyssuis 14-
anb(a-METUII-CTEPOITIB KOPEITIOE 3 TIOAIBIIIO0 BTPATOI0 €ProcTepoly MEMOPAHOIO TPUOKOBOT KIIITHHU Ta MOXKE
BIJIMIOBIZIATH 32 IPOTUTPUOKOBY aKTUBHICTh (PIIyKOHA301y. DIIyKOHA30JI € OLIBII CEIEKTUBHUM JI0 TPUOKOBHX
dbepmenTiB utoxpomy P450, HiX 10 pi3HUX cucTeM GepMeHTIB uToxpomy P450 ccasiris.

3acrocyBaHHA (IyKOHa30y Y 1031 SIMr Ha 100y mpoTsroM 28 THIB HE BIUIMBAE HA PIBEHb TECTOCTEPOHY Y ILIa3Mi
KpOBI y YOJIOBIKIB Ta Ha PIBE€Hb CHIOTCHHUX CTEPOIMIB Y )KIHOK PENpOTyKTUBHOTO BiKy. DirykoHazon y 1031 200-400
MT Ha 00y He TIPOSIBISE KIIHIYHO 3HAYYIIOTO BIUIMBY Ha PIBEHb €HIOTEHHUX CTEpOiNiB a00 Ha BiMOBiAb HA
CTUMYJIAIIIIO afpeHoKopTUKOoTporHOTO ropMony (AKTT) y 3mopoBux 100OpOBOJIBIIB YOIO0BIYOI CTATI.
JlocmikeHHs B3a€MO/IT 3 aHTUITIPUHOM TPOJIEMOHCTPYBAJIO, 1110 3aCTOCYBaHHs SOMT (h1yKOHA30:1y pa3oBo abo
0araropa3oBO HE BIUTMBAE HA META0OII3M aHTHITIPUHY.

YyTnuBicTb in vitro. ®IyKOHA30I in vitro AEMOHCTPYE MPOTUTPHUOKOBY aKTUBHICTH CTOCOBHO BUIB Candida, 1o
3ycTpivaroThes Haiuactime (BkitouarounC. albicans, C. parapsilosis, C. tropicaliy. C. glabrata nemoHCTpy€
IIMPOKUH Jiana3oH YyTIMBOCTI 10 (IIyKOHA30:11y, TOAl K. krusei € 10 HbOTO Pe3UCTEHTHOIO.

Takox (QryKoHa30In Vitro IEMOHCTPYE aKTHUBHICTB sIK IpoTh Cryptococcus neoformans ta Cryptococcus gattii,
TakK i MPOTU CHIEMIYHUX TUTICHSIBUX TpubiRBlastomices dermatitidis, Coccidioides immitis, Histoplasma
capsulatum ta Paracoccidioides brasiliensis.

MexaHni3m pesuctenTHocTi. Mikpoopranizmu poayCandida MaloTh YUCIIEHHI MEXaHI3MH PE3UCTEHTHOCTI 710
a30JIbHUX MPOTUTPUOKOBUX 3ac00iB. DITYKOHA30JI IEMOHCTPYE BUCOKY MiHIMAJIbHY 1HT10yI0Uy KOHIIEHTPAIIIO
MIPOTH IITaMiB TpUOiB, 10 MAIOTh OJMH a00 OiIbIIIE MEXaHI3MIB PE3UCTEHTHOCTI, 1[0 HETaTUBHO BIUIMBAE HA
e(eKTUBHICTbin Vivo Ta y KIiHIYHIN npakTutll. [ToBimomisiiocst mpo BUMaaAKu po3BUTKY cynepindexuliandida spp.
, iHmmMu, HiX C. albicans Buiamu, 0 4acTo € HEUyTJIMBUMH 110 (hirykoHazomy (Hanpuknan,C. krusei). s
JIKYBaHHS TaKWX BUIIAKIB CJIIJT 3aCTOCOBYBATH albTEPHATHBHI TPOTUTPHOKOBI 3aCO0M.

Dapmaroxkinemuka. DapMaKOKIHETUYHI BIACTUBOCTI (pIIyKOHA30Iy € OJIOHUMH MPH BHYTPIIIHLOBEHHOMY 1
nepopaIbHOMY 3aCTOCYBaHHI.

AbcopOtis. diaykoHa301 100pe BCMOKTYEThCS IIPU IEpOPAIbHOMY 3aCTOCYBaHHI, a piBeHb Ipenapary y mia3mi
KpOBI 1 cucTeMHa 0100CTYMHICTh NepeBUILYIOTh 90 % piBHS (PIyKOHA30Jy Y MJ1a3Mi KPOBI, 1110 TOCSTA€THCS MpU




BHYTPIIIHBOBEHHOMY BBE/I€HHI Npenapary. OHO4YacHe B)KUBAaHH 1K1 HE BIUIMBA€ HA BCMOKTYBAHHsI IIpenapary
npu Horo nepopaibHOMy 3acTocyBaHHi. [likoBa KOHIIEHTparis y mi1a3mi KpoBi nocsraerses uepes 0,5-1,5omuHu
micist npuitoMmy npenapary. KoHieHTpaiiist mpenapaty y mia3Mi KpoBi IponopiiiiiHa 10 103u. PiBHOBa)kHA
KOHIIeHTpalis Ha piBHI 90 % mocsraeThest HA IPYTHiA ACHB JIIKYBaHHS MPH 3aCTOCYBaHHI y MEPIINI 1CHb
HaBaHTaXyBaJbHOI 103H, 110 B/ABIUI IIEPEBUILY€E 3BUYAIHY 1000BY 103y.

Posnonin. O6’eM posmonixy mpubIN3HO AOPIBHIOE 3arallbHOMY BMICTY PiIMHU B OpraHi3Mi. 3B’ s3yBaHHs 3 OlIKaMu
1a3mMu Kposi Hu3bke (11-12 %).

®dnykoHa3011 100pe MPOHUKAE B yCi JOCHTIHKYBaHI piiMHN opraHi3My. PiBeHb (QiryKoHA301y y CIIMHI Ta MOKPOTHHHI
€ TOII0HUM 710 KOHLIEHTpALil penapary y mia3Mi KpoBi. Y Malli€eHTiB, XBOPUX HA TPUOKOBHI MEHIHTIT, pIBEHb
(dIyKOHA30JTy Y CTUHHOMO3KOBIH piauHi qocsrae 8(Yo KOHIIEHTpAIIil y Tu1a3mi KpoBi.

Bucoki koHneHTpaitii (paykoHa3omy y MIKipi, 0 MEePEeBUIIYIOTh CHPOBATKOBI, JOCATAIOTHCS Y POrOBOMY IIapi,
emijgepmici, xepmi Ta moti. DIIyKoHA30JI HAKOMTUIYETHCS Y POrOBOMY IIapi.

biorpancdopmaitis. @aykoHazom MeTaboIi3yeThes HE3HAYHOIO Mipoto. [Ipu BBeeHH] 1031, Mi4eHOT
panioaKTUBHUMHU i30TomamMu, uie 11 % ¢iykoHa30iry eKCKpETYEThCS 3 CEUei0 y 3MiHEHOMY BHTIISA . DIryKOHA30:
€ ceneKTUBHUM iHri6iTopoM 130hepmenTiB CYP2C9 Ta CYP3A4, a takox iHri6itopom i3odpepmenty CYP2CI19.
Exckpenis. Ty, ¢urykonasouy i3 miia3Mu KpoBi cTaHOBHTE 0113bK0 3(roamH. binbna yactuHa npemnapary
BUBOJIUTHCSI HUpKaMH, ipuaomy 80 % 3acTOCOBAaHOT 1031 BUABISETHCA Y cedl y He3MiHEeHOMY cTaHi. KiipeHc
(bIyKoHA30ITy TIPOTIOPIIIHHUI 10 KITipeHCY KpeaTuHiHy. [[upKymorounx MeTaboIiTiB HE BHUSIBIICHO.

Tpuanuit Ty, npenapaty 3 1a3MH KpoBi Ja€ MOXKIJIMBICTh Pa30BOI0 3aCTOCYBAHHS IpenapaTy Ipu BariHaJlbHOMY
KaHAM/031, 8 TAKOXK 3aCTOCYBaHHS Mpenapary 1pa3 Ha THXKIEHb MPH 1HIINX TOKa3aHHSX.

HupkoBa HelOCTAaTHICTD. Y MAIlIEHTIB 13 HUPKOBOIO HEJOCTATHICTIO TSHKKOTO CTYMEHs (IIBUAKICTH KITyOOUKOBOT
¢inprpanii < 20mi/xB) Ty, 30inbmIyeThest 3 30roann 10 98 roaun. Tomy 1iit Kareropii naieHTiB HEOOXiTHO
3MEHIIUTH 103y (i1yKoHa30:1y. DIIyKOHA301 BUJAIAETHCS HUITXOM reMo/Iializy, MEHIIOK MipOl0 — IUIIXOM
IHTpanepuTOHeaIbHOTO Aiaii3zy. CeaHC reMoializy TPUBAIICTIO FOAWHU 3HIDKYE PiBEHb (IIYKOHA30IIy Y TUIa3Mi
KpoBi mpubin3Ho Ha 50 %.

[NarieHTH JITHROTO BiKY 3MiHH (DapMaKOKIHETHKH y MALI€HTIB JITHHOTO BIKY 3aJIe)KaTh BiJl MapamMeTpiB QyHKIIIH

HUPOK.

KutiHiYHI XapaKTepUCTHKH.

Ilokazannusa.

JIiKyBaHHS TaKMX 3aXBOPIOBAHb Y JJIOPOCIHUX, SK:

— KPUNTOKOKOBUN MEHIHTIT;

— KOKIIUI101IOMIKO3;

— IHBa3MBHI KaHIUI03H;

— KaHUJ03H1 CIIM30BUX 00OJIOHOK, BKJIIOYAIOUX KaHIUA03 POTOITIOTKU Ta KaHIU/103 CTPaBOXOJY; KaHAUIYPis,
XPOHIYHMN KaHJIU03 IIKIPH 1 CIM30BUX 000JIOHOK

— XpOHIUHUHN aTpoiuHui KaHIUA03 (KaHIUA03, CHPUYUHEHUH BUKOPUCTAHHIM 3yOHUX MPOTE3iB) MPHU
Hee()EKTUBHOCTI MiCIIEBHX CTOMATOJIOTIYHUX TITi€HIYHUX 3aC00iB

— BariHaJbHUHN KaHAUI03, TOCTPUi ab0 peluINBHUI, KOJIH MiclieBa Teparis € HeAOIIbHOIO;

— KaHJIUJIO3HUM OanaHIT, KOJIA MICIIEBa Tepallisl € HeOILTHHOIO;

— JIepMaTOMIKO3H, BKJIFOUAIOUX MIKO3 CTOI,MIKO3 TJIaICHbKOI IIKIPH, MaXOBUIA JepMaTOMIKOPI3HOOAPBHUIL
JMIIAi Ta KaHIWAO03HI 1HPEKIiT MIKipH, KOJIM CHCTEMHA Tepalis € HeIOIUIBHOIO;

— nepMaTo(iTHUN OHIXOMIKO3, KOJIM 3aCTOCYBaHHS 1HIIHX JIKAPCHKUX 3aC001B € HEAOUITbHUM.
[MpodinakTrKa TAKMX 3aXBOPIOBAHb Y JIOPOCIHX, SK:

— peuuIuB KPUIITOKOKOBOTO MEHIHTITY y MAI[iEHTIB 3 BUCOKMM PU3MKOM HOT0 pO3BUTKY;

— peuyanB KaHAUI03y pOTOTIOTKY abo ctpaBoxoay y BIJI-iH]ikoBaHMX MAIi€EHTIB 3 BUCOKUM PU3HKOM HOTO
PO3BUTKY;

— 3HIDKEHHS YaCTOTH PELUUIMBIB BariHAIbHOTO KaHAU03Y (4 a00 Oinblie BUMAAKH HA PiK);

— KaHJUI03H1 1H(EeKIi] y TalieHTiB 13 TPUBAJIOI0 HEUTPOIEHIEI0 (HAPUKIIAA, TAIIEHTH 31 3I0SKICHUMU
3aXBOPIOBaHHIMU KpPOBI, SIKI OTPUMYIOTh XIMIOTEPaIlil0, MAIEHTH MIPH TPAHCIUIAHTAL[l] TEMONOETUYHHUX
CTOBOYpPOBUX KIIITHH).

Jitu. 3acTocoByBaTH JiKapchKui 3aci0 y (hopMi Kamncyst JiTsSM MOKHA TOJIi, KOJIM BOHH BKE 3/1aTHI IIPOKOBTHYTH
Karcyy, 3a3BU4ail y Billl BiJl SpOKiB.




[Tpenapat 3acTOCOBYBAaTH JITSM JJIsl JIIKYBaHHS KaHIU/1031B CIIN30BUX 00OJIOHOK (KaHM103 POTOTJIOTKHU, KaHIUA03
CTPaBOXO/1y), iIHBa3MBHHUX KaHJIMI031B, KPUIITOKOKOBOTO MEHIHTITY Ta JUIA PO UIAKTUKA KaHAUJ03HUX 1H(EKIiN y
MAIIEHTIB 31 3HWKEHUM iMyHITeTOM. [IpemnapaTr MoxkHa 3aCTOCOBYBATH SIK MIATPUMYBAIbHY TEPaIito JJIst
MOTEPEIKEHHS PELIUIUBY KPUIITOKOKOBOTO MEHIHTITY y JITEH 13 BUCOKMM PU3UKOM HOTO PO3BUTKY.

Tepamnito npenapaTomM MO>KHa PO3MOYMHATH 10 OTPUMAHHS PE3yJbTaTIB KYJIbTYPaJIbHUX Ta 1HIIUX Ja00paTOPHUX
JOCTIPKEHB; MICIsI OTPUMAHHS Pe3yJIbTaTiB aHTHOAKTEpiaJIbHy TEpaIiio ClIiJl CKOPUTYBATH B1IMIOBIAHUM YUHOM.

Ilpomunokazanna. I'inepayTIUBICTh 1O KOMIIOHEHTIB MPENapaTy/iHIINX a30JbHUX crIoTykOTHOYaCcCHE
3aCTOCYBaHHA (IyKOHA301y Ta Tep(eHauHy NalieHTaMm, Kl 3aCTOCOBYIOTh (UIyKOHa30J 6araTopa3oBo y no3ax 400
Mr/m00y Ta Buie. OTHOYAaCcHE 3aCTOCYBaHHS ()IYKOHA30Iy Ta IHIMUX JIKAPCHKUX 3aC001B, 10 MOJOBKYIOThH
inTepBan QT Ta Metabomi3yroThes 3a fonomororo ¢pepmenty CYP3A4 (Hanpukian nusanpuay, acTeMi3odny,
NIMO3UAY, XIHIIUHY Ta EpUTPOMILIUHY ).

B3aemooia 3 inmumu nikapcoKumu 3acovamu ma iHuwii 6UOU 63acMo0ill.

IIpomunoxa3zane cymiche 3acmocy8ans IVKOHA30LY MA HUNCYE3A3HAYEeHUX TIKAPCbKUX 3aC00I8.

Luzanpuo: MOBIIOMIIATIOCS PO PO3BUTOK MOOIUYHUX peakiiil 3 00Ky ceplis, y TOMY YHCIi PO NapOKCU3MaJIbHY
[UTYHOYKOBY TaxiKap/ilo TUITY «IipyeT» y Malli€HTIB, SKi OJHOYACHO 3aCTOCOBYBANU (hIYKOHA30J Ta IIU3AMPH/I.
Opnnouacue 3acrocyBanns 200 mr dirykonazony 1 pas Ha 100y Ta 20Mr mu3anpury 4 pasu Ha 100y PU3BOTUIO
JI0 3HAYHOTO MiJBUILEHHS PiBHS LU3ANpPHUIY Y MJIa3Mi KpoBi Ta 10 moAoBxkeHHs iHTepBaity QT. OgHovacHe
3aCTOCYBaHHS (MIYKOHA30JIy Ta IIU3ANPUAY IPOTUTIOKA3aHE.

Tepgpenaoun: uepes BUMAAKH PO3BUTKY TSDKKHUX CEPLIEBUX apUTMiH, CIPUUMHEHUX MOJ10BKeHHM iHTepBaity QTc,
y MAlll€HTIB, K1 3aCTOCOBYIOTH a30J1bHI MPOTUTPUOKOBI JIIKapChKi 3aC00M 0JTHOYACHO 3 TepdeHaAUHOM, OyiIn
MIPOBEJICHI TOCIHIKEHHsI B3aeMO/I1T X npemnapatiB. [Ipu 3actocyBanHi (hykoHaszomy y 1031 200r Ha 100y He
Oyno BusBIeHO ogoBxkeHHs iHTepBay QTc. 3acrocyBanns (ykonazomny y mo3ax 400 mr Ha 100y abo BHUIIE
3HAYHO MiJBUINYE PiBeHb Tep(eHaAuHY y MIa3Mi KpOBi IPH 0AHOYACHOMY 3aCTOCYBaHHI X npenapaTiB. CyMmicHe
3acToCyBaHHS (DIyKOHAa30:1y y mo3ax 400 mr abo Bute 3 TepdeHaMHOM npoTHIioka3ane. [Ipu 3acrocyBanHi
¢daykoHazony y no3ax Hwk4e 400Mr Ha 100y OHOYACHO 3 Tep(heHaANHOM CJIiJ] IPOBOAUTH PETEIbHUM
MOHITOPHUHI CTaHy Nalll€HTA.

Acmemizon: cyMiCHe 3aCTOCYBaHHS (PJIyKOHA30JTy Ta aCTEMi30Jly MOKE 3MEHILIUTH KIIIPEHC acTeMi30ITy.
CripyurHEeHe UM MiIBULICHHS KOHILIEHTpAllli acTeM130.1y y Ia3Mi KpOB1 MOXKeE NMPU3BECTU A0 MOJOBKEHHS
inTepBany QT Ta y piAKiCHUX BHUIIAAKaX — A0 MAPOKCU3MAJIbHOI IIUTYHOYKOBOI Taxikapii TUIy «mipyeT». OgHodacHe
3aCTOCyBaHHS (PIIyKOHA30Jy Ta aCTEMI30JIy ITPOTUIIOKA3aHE.

Ilimo3u0 ma xiHioun: cyMicHE 3aCTOCYBaHHS (IyKOHA30Iy Ta MIMO3UAY a00 XiHIIUHY MOXE MPU3BOAUTH JIO
NpUTHIYEHHS MeTa0o0Ii3My MmiMO3uay a0o XiHiguHy. [liqBUIIeHH KOHIIEHTpaIlii MMO31Iy a00 XiHITUHY Y TUIa3Mi
KPOB1 MO’K€ CIIPUUUHATH No0BKeHHsI iHTepBaity QT Ta y piaKiCHUX BUMAgKaX MPU3BOJUTH A0 PO3BUTKY
MapOKCHU3MaJIbHOT ITYHOUKOBOI TaxXiKap/ii TUITY «mipyeT». OJlHOUacHe 3aCTOCyBaHHS (IyKOHA30Jly Ta MIMO3UIY
a00 XiHiIMHY MPOTUIIOKA3aHE.

Epumpomiyun: onHOYacHE 3aCTOCYBaHHS EPUTPOMILIIMHY Ta (IIYKOHA30JIY MIBUIILYE PU3HK PO3BUTKY
KapA10TOKCUYHOCTI (1MogoBxkeHHs iHTepBaity QT, mapokcu3ManbHa HUTYHOYKOBA TaXiKapis THITY «IIPYEIK
HACJI1JIOK MO>KJIMBA panToBa ceplieBa CMEpPTh. 3aCTOCYBaHHS KOMOIHALIT IUX JIIKAPChKUX 3aC001B MPOTUIIOKA3aHE.
He pexomendyemucsa oonouache 3acmocysants GayKoHaA301y ma HUXCUe3a3HaA4eHUX JiKapCbKux 3acoois.
Tanogpanmpun: GayKOHA30JT MOKE CIIPUYMHUTH I IBHINEHHS KOHIICHTpAIlil rajo(anTpuHy y Imia3Mi KpoBi 3a
paxyHok npurHideHHs CYP3A4. OgHovacHe 3aCTOCYBaHHS IUX JIIKAPChKHUX 3aC001B MiJBUILYE PU3HK PO3BUTKY
KapA10TOKCUYHOCTI (1ogoBxkeHHs iHTepBainy QT, mapokcusmanbHa NUTYHOUKOBA TaX1KapAis TUILY «IIIPYET»), 5K
HaCJIJIOK MOJKJIMBA panToBa ceprena cMepTh. CiliJi yHUKATH 3aCTOCYBaHHS KOMOIHAIIT LIUX JIKapChKUX 3aCO01B.
Cymiche 3acmocysants (PIVKOHA30NY MA HUNCUE3AZHAYEHUX JIKAPCLKUX 3ac00is sumazae odepedicHocmi ma
KOpPU2Y8AHHS 003U.

Bnaug inwux nikapcovkux 3aco0is na gaykonazon. KiHiuHO 3HAYYIIOTO BIUTUBY Ha aOCOpOLito (IIyKOHA30Ty TIpU
Horo nepopajbHOMY 3aCTOCYBaHHI HE MalOTh OJIHOYACHUN MPUHOM 1K1, IUMETUANH, AaHTAIMIU, a TAKOXK
IIpOMEHEBA Tepallis yciel JUISIHKY Ti1a (MpyU nepecalll KICTKOBOTO MO3KY).

Pugamniyun: onnouacHe 3acTocyBaHHs (IIyKOHa301y Ta pudamminuny npusBoauio 1o 3HmxkeHHs AUC Ha 25%
Ta ckopouyBaio Ti, ¢pykonazomy Ha 20%. Tomy JuTsl MaIi€HTIB, SKi 3aCTOCOBYIOTh PH(PAMITIIINH, CITiJT PO3TIISTHYTH
JOLTBHICTh MiABUILEHHS 103U (DITyKOHA307y.




Bnaue dnykonazony na inwi aikapcoki 3acoou.Pnykonason € notyxHuM iHriditopom CYP2C9 ta nomipaum
iariditopom CYP3A4. Takox iaykonasodn € inriditopom izopepmenty CYP2C19. Oxkpim 3adikcoBaHUX Ta
OTHMCAHUX B3a€MO/IIH, SIKI HABEJCHI HIDKYE, ICHY€E PU3UK MIIBUIICHHS Y IJIa3Mi KPOB1 KOHIICHTpAIIill 1HIIUX CIIONYK,
mo merabomizytorecsi CYP2C9 Ta CYP3 A4, npu ogHOYaCHOMY 3aCcTOCYBaHHI iX i3 pmykonazomom. Tomy
3aCTOCOBYBATH Taki KOMOiHaIlii pemapaTiB cJiJl 3 00epeKHICTIO; TPH IIbOMY HEOOX1HO PETEeIhHO CIIOCTEPIraTu 3a
CTaHOM TMAIEHTIB. Y 3B’A3KY 3 TpUBAINM T, (IIyKOHA30Iy HOTO NMPHUTHIYyBaJIbHA JTist HA hepMEHTH 30epiraeTbes
npotsiroM 4-5 ni6.

Anvghenmanin: omHOYACHE 3aCTOCYBaHHS QUIyKOHa301y y 1031 400 Mr Ta anbheHTaHuTy y 1031 20Kr/KT
CYIIPOBOJIKYETHCS IBOKpATHUM 301IblIeHHAM noka3Huka AUG ) (MoximBo, uepes inrioysanns CYP3A4). Lle
3yMOBJIIOE HEOOXITHICTh Y KOPUTYBaHHI 103U allb(EHTAHLTY.

Amimpunmunin, Hopmpunmunin: HIYKOHA30] MOCHIIOE 10 aMITPUNITUIIIHY Ta HOPTPUNTHIIIHY. PekoMeHyeThes
BUMIPIOBATH KOHIIEHTPAIl S-HOPTPUNTHITIHY Ta/ab0 S-aMiTpUNTHIIIHY Ha MOYaTKy KOMOIHOBaHOI Teparrii Ta uepes
1 ToxIeHb micnd ii mo4aTky. Y pasi HeoOXiJHOCTI CIIi/l BIIKOPUTYBATH 03y aMITPUNITHIIIHY YM HOPTPUNITHIIIHY.
Amepomepuyun B: ogHOUacHE 3acTocyBaHHS (DIIyKoHa30y TaampoTepunrHy B iHpikoBaHIM MUIIaM i3
HOPMaJIbHUM IMYHITETOM Ta 1H(PIKOBAHUM MHUILIAM 31 3HI>KEHUM IMYHITETOM JIaJI0 TaKi pe3yJbTaTH: HEBETUKUN
aIMTUBHHUNA IPOTUTPUOKOBHIA edekT rnpu cucteMHii inpekuiiC. albicans, BINCyTHICT B3a€MO/IiT TIPU
BHYTpilIHbOUepenHii iHpekuiCryptococcus neoformans Ta aHTaroHi3M JIBOX IpenapaTiB MPU CUCTEMHIN 1HPEKIiT
A. fumigatus. KniHiuHe 3HaYSHHS [TUX PE3yJIbTATiB HEBIIOME.

Aumurxoazynsanmu: SK 1 IpU 3aCTOCYBaHH1 1HIIMX a30JIbHUX MPOTUTPUOKOBUX 3aC001B, MPU OJTHOUYACHOMY
3aCTOCYBaHHI (IyKOHA30Ty Ta Bap(aprHy MOBIIOMIISIIOCS TIPO BUIIAAKH PO3BUTKY KPOBOTEY (reMaToOMa, HOCOBA
KpOBOTEUa, ITYHKOBO-KHIIIKOBA KPOBOTEUA, FreMaTypis Ta MeJIEeHa) Ha T MOAO0BXKEHHS IPOTPOMOIHOBOTO Hacy.
[Tpu omHOYaCHOMY 3aCTOCYBaHHI (IIyKOHA30ITy Ta Bap(apHuHy CIIOCTEPIiraiocst JBOKPATHE i ABUIICHHS
IpOoTpOoMOIHOBOTO Yacy, IMOBIPHO BHACIIIOK MPUTHIYEHHs MeTaboi3my Bapdapuny uepe3 CYP2C9. Cnin
pETeIbHO KOHTPOJIIOBATH MPOTPOMOIHOBHI Yac y MaIli€HTIB, SIKi OJHOYACHO 3aCTOCOBYIOTH KyMapHUHOBI
aHTHKOATYNSIHTU. Mo)ke OyTH HEOOX1THOIO KOPEKIIis 103U BapapuHy.

benzooiazeninu kopomxkoi 0ii, Hanpukiao mioazonam, mpuazonam.Ipu3HaAYeHHs (ITYKOHA30JTy TICIIs
NEepOPabHOrO 3aCTOCYBaHHS Mia301aMy MPU3BOIMIIO 10 3HAYHOT'O MiJIBUIIIEHHS KOHLIEHTpAIlil MiJa3ojiamy Ta 70
MTOCHJICHHS TICKXOMOTOPHUX eekTiB. OHoYacHe 3acTocyBaHHs QIyKoHA301y y 1031 2004r Ta Mimazonamy y 1031
7,5 Mr nepopaibHo npuzBoauio 1o niasumeHHss AUC ta Ty, y 3,7 Ta 2,2 pa3y BiANoBiAHO. 3aCTOCYBaHHS
dykoHazoy y 1031 200mr/m00y Ta 0,25 Mr Tprazonamy rnepopaibHo npusBoawio a0 miasumenHas AUC ta Ty, y
4,4 ta 2,3 pa3y BianosigHo. [Ipu ogHOUYacHOMY 3acTocyBaHHI (DIIyKOHA30JIy Ta TpUa30JiaMy CIOCTEpiranocs
MOTCHIIIFOBAaHHS Ta MPOJIOHTAIIiS €PEKTIB TpHA30JIaMy.

SIK110 maieHTy, SKUi IpOXOAUTh KypC JIKYyBaHHS (IIyKOHA30JI0M, CIIiJl OJHOYACHO MTPU3HAYUTH TepaIito
OeH3o/1a3eniHaMy, 103y OCTaHHIX CJiJl 3MEHIIUTH Ta BCTAHOBUTH HAJIS)KHUH HATIIAA] 32 CTAHOM Talli€HTA.
Kapbamasenin: hbaykoHazon npurHiyye Metabosizm kapbaMasemniny Ta CIIpUYMHSIE TiABUILEHHS PiBHS
kapOamazeniny y cuposarili kpoBi Ha 30%. ICHye pu3uK po3BHTKY IIPOSBIB TOKCUIHOCTI 3 OOKY KapOaMaserminy.
Moske 6yTu HEOOXiTHUM KOPUTYBAaHHSA J03H KapOama3seriHy 3aJIe)KHO BiJl piBHS HOro KOHIIEHTpaIlii Ta aii
npernapary.

Bnoxamopu xanvyicsux kananig: nesKi aHTaroHICTU KaJbIliio (HipeAUMiHICpAIUTIIH, aMJIOUIIIH Ta (DETOTUTIIH)
MeTabomi3yrThcs pepmenToM CYP3A4. daykoHa301 MOXKE ITiIBHIIYBATH CUCTEMHY €KCITO3HUIIII0 OJIOKATOPiB
KaJbI[I€BUX KaHAIiB. PekoMeHI0BaHU peTeIbHUI MOHITOPUHT IIOJ0 PO3BUTKY MOOIYHUX PEaKIIii.

L]enexoxcu6: pu OTHOYACHOMY 3aCcTOCYBaHHI (pirykoHazomy (200mr Ha 100y) 1 rienekokcuOy (200mr) CpaxTa
AUC nenexokcu0y miaBuiryBaiucs Ha 68% ta 134 % sianosigHo. [Ipu ogHOYacHOMY 3aCTOCYBaHHI LIETIEKOKCUOY
Ta (IIyKOHA30JIy MOXKe OyTH HEOOX1THIUM 3MEHIIICHHS JO3H [IEJICKOKCUOY BIBIYI.

Luxnogocghamio: ogHOUACHE 3acTOCYBaHHS LUKIOpochaminy Ta (hIyKoHA30y TPU3BOAUTE A0 MiABUILEHHS PiBHS
OuTipyOiHy Ta KpeaTHHiHy Y cupoBartili Kposi. L{i mpemapaTi MOXHa 3aCTOCOBYBATH OJTHOYACHO, aJIe CIIiJI
BpaxoBYBaTH PU3HUK IiJIBULIICHHS KOHIIEHTpaIlii OiTipyOiHy Ta KpeaTHHIHY Y CHPOBATIIl KPOBI.

@Denmanin: TOBIAOMIISIIOCS TIPO OJIMH JICTAILHUH BUTIAI0K BHACIIIOK IHTOKCHKAIIT (PEHTAHIIIOM Yepe3 MOKIIUBY
B3aeMOJII0 Mk (peHTaHiIoM Ta ¢urykoHa3010M. DIyKOHA30JI 3HAYHO YIOBUIBHIOE ETIMIHAIII0 (PEHTAHLITY.
[TigBuieHHS KOHIEHTpaLii (PeHTaHTy MOXKE PU3BOIAMTH JI0 IPUTHIYCHHS TUXAHHS, TOMY CIIiJ pETeIHHO
KOHTPOJIIOBATH CTaH marfienta. Moxe OyTH He0OX1JHOI KOPEKIis A03u (peHTaHLTy.

Ineioimopu I'MI-KoA-pedykma3zu: cymicHe 3acTocyBaHHS (DITyKOHA30JIy Ta iHTi0ITOPIB

I'MI'-KoA-penykrasu, mo meradonizytorscsi CYP3A4 (aTopBacTaTvH Ta cuMBacTaTuH), ado iHridiropis 'MI -




KoA-penyxrasu, mo merabonizytorscs CYP2C9 (payBactaTun), MiBHUILY€E PU3UK PO3BUTKY MiomnaTii Ta
pabaomionizy. ¥ pa3i HEOOXITHOCTI OTHOYACHOTO 3aCTOCYBAaHHS IIMX MPETapaTiB CIIiJl peTebHO CIOCTEePIraTu 3a
MAIi€HTOM I10J0 BUHUKHEHHS CUMIITOMIB MiomaTii Ta pabIoMiomi3y 1 MPOBOJUTH MOHITOPUHT PiBHS
KpeaTuHKiHA3W. Y pa3i 3HAYHOTO IMiIBUIICHHS PiBHS KPEaTHHKIHA3M, a TAKOXK MPH IMi03pi UM BUSBJICHHI MiomaTii
/pabnomionizy 3actocyBanHs iHTi0iTOpiB [ MI-KOA-penykrasu ciii NpUMUHATH.

Imynocynpecopu (nanpukiao, YuKIOCNOPuH, e8eporimyc, CUpONIMYC i MaKpoimyc).

Luxnocnopun: paykoHa30J 3HauHO HiABHILYye KoHUEeHTpallito Ta AUC nukinocnopuny. Ilpu ogHodacHoMy
3aCcTOCYBaHHI (DIIyKOHA301y y 1031 200Mr/m00y Ta MUKJIOCTIOPUHY y 11031 2,7 MI/Kr/mo0y crocTepiraiocs
36inbmenHs AUC nukinocniopuny y 1,8pa3y. Lli npenapatu MokHa 3aCTOCOBYBATH OJJHOYACHO 32 YMOBH
3MEHIICHHS 1031 HUKIOCIIOPUHY 3AJIEKHO BiJ HOTO KOHIICHTpALIi.

Eseponimyc: binykoHa301 MOXKe MIABUILYBATH KOHIICHTPAIIIIO €BEPOIIMYCY Y CUPOBATII KPOB1 Yyepe3 MPUTHIUYEHHS
CYP3A4.

Cuponimyc: GpryKoHa30J1 MiABUILYE KOHIEHTPALIIO CUPOIIMYCY Y IU1a3Mi KPOBi, IMOBIPHO IIJISIXOM MTPUTHIYEHHS
MeTabomizmy cuporimycy dpepmerrom CYP3A4 ta P-riikonporeinom. Lli mpenapatu MokHa 3aCTOCOBYBATH
OJIHOYACHO 32 YMOBH KOPUTYBaHHS JI03M CUPOJIMYCY 3aJI€KHO BiJl piBHS KOHIICHTpAIlii Ta e(peKTiB BiJ mpuiiomy
npernapary.

Taxponimyc: GIyKoHA30JI MOXKE MiJBUIIYBATH KOHIIEHTpAIl TaKpPOIIMYCy Y CUPOBATII KPOBi 10 a3iB Mpu
Horo mepopayibHOMY 3aCTOCYBaHHI uepe3 MpUrHiueHHs: MeTaboi3zMy Takpoiimycy ¢pepmentom CYP3A4 y
KUIIeYHUKY. [Ipy BHYTpIIHBOBEHHOMY 3aCTOCYBaHHI TAKPOJIIMYCY HE CIIOCTEPIrajgocsi 3HaUHUX 3MiH
bapmakokinetuku. [1inBHIIEHI PiBHI TAKPOIIMYCY acOIIIOIOTHCS 13 HehpOoTOKCHYHICTIO. J[03y TaKpoImiMyCy st
NEePOPATBHOTO 3aCTOCYBaHHS CIIiJl 3HM)KYBATH 3aJI€KHO Bl KOHIIEHTpPALlli TAaKpOJIIMYCY.

Jlozapman: GryKOHA30I MIPUTHIYYE IEPETBOPEHHS JI03apTaHy J0 HOro akTHBHOTO METa0O0IITy

(E-31 74). PexomMeHnn0BaHO 301HCHIOBATH TIOCTIHHUI MOHITOPUHT apTEPiaTbHOTO TUCKY Y MAIlIE€HTIB.

Memaoon: hprykoHa307 MOKE TTiIBUIIYBAaTH KOHIICHTPAIIII0 METaIOHY Y CHpOBartili KpoBi. [Ipu ogHO9acHOMY
3aCTOCYBaHHI METAJIOHY Ta (IIyKOHA30Jly MOKe OyTH HEOOX1THUM KOPUT'YBaHHS J103H META/IOHY.

Hecmepoioni npomuszananvhi npenapamu: Ipu 0JHOYACHOMY 3aCTOCYBaHHI 3 (BirykoHa30710M GyaxTa AUC
¢banyp6inpodeny migsuiyBanucs Ha 23% ta 81 % BIANOBIAHO MOPIBHIHO 3 BIAMOBIIHUMH [TOKa3HUKAMHU IIPH
3aCTOCYBaHHI TUTBKH QurypOinpodeny. AHAIOTIIHO IPH OJJHOYACHOMY 3aCTOCYBaHHI (DITyKOHA30JIy 3 parieMiqHUM
16ynpoderom (400mr) Cpax Ta AUC dapMakosIoriyHo aKTUBHOTO 130Mepy S—(+)-10ynpodeHy miABUITYBaIuCs Ha
15 % Tta 82 % BIAMOBIAHO MOPIBHAHO 3 BiMOBITHUMH MTOKa3HUKAMH MTPH 3aCTOCYBAaHHI TUIBKH PALlEMi9HOTO
10ympodeny.

®dnyKoHa30J1 MOTSHIIWHO 3IaTHUN TiIBUIIYBAaTH CUCTEMHY €KCIIO3HIIIO 1HITNX HECTEPOIAHUX MPOTH3AMATBHIX
npenapartiB (HII3II), mo metabomizyrotbes CYP2CY (Hanpukia HalpoKCeHy, JOPHOKCUKAMY, MEJIOKCHUKaMY,
mukinodenaky). PekoMeH10BaHO MTEPiOUYHO 3A1MCHIOBATH MOHITOPUHT IMMOOIYHUX peakIliid Ta TOKCHIHHUX MPOSIBIB,
nos’si3anux 13 HIT3II. Mosxe norpeGyBartucs kopurysanns go3u HII3II.

@enimoin: GprykoHa30J MpUTHITYE MeTa0omi3M (heHiToTHY y medinmi. OmHodacHe 6araTopa3ose 3actocyBaHHs 200
Mr (hrykoHa3o0my Ta 250Mr (heHiTOiHY BHYTPIIIHBOBEHHO NMPU3BOIUTH 10 HiaBuIeHHI AUGy dpenitoiny Ha 75%
Ta CpinHa 128 %. [Ipu onHOYaCHOMY 3aCTOCYBaHHI IHX JIIKAPCHKUX 3aCO0IB CITi MPOBOJUTH MOHITOPUHT
KOHIEHTpallii ()eHITOTHY Yy CHpOBATIIi KPOBI1 /Il YHUKHEHHS PO3BUTKY TOKCUYHOI A1l PEeHITOIHY.

I1peonizon: MOBIIOMIISIIIOCS TIPO BHUITAJIOK, KOJM Y TAIIEHTA TICIIs TPAaHCTUIAHTAITI] TICUiHKH Ha TJTi 3aCTOCYBAaHHS
NPEHI30HY PO3BHHYJIACSA TOCTPAHEAOCTATHICTh KOPU HAIHUPKOBUX 3aJ103, 110 BUHMKJIA MiCIIS IPUITMHEHHS
TPUMICSIYHOTO Kypcy Tepamii ¢urykoHa3osioM. [IpunuHeHHs 3acTocyBaHHs (JIyKOHa30J1y, IMOBIPHO, CHPUYMHUIIO
nocuiieHHs akTuBHOCTI CYP3A4, 1o mpusBeno 1o NpucKopeHHs MeTabouti3My npeaHizony. CiiJl peTenbHo
CTS)KHTH 32 MAI[IEHTAMH, SIKi MPOTATOM TPHBAJIOTO Yacy OJHOYACHO 3aCTOCOBYIOTH (DIYKOHA30JI Ta TPEIHI30H, 3
METOIO TONEPEPKEHHS PO3BUTKY HEJOCTATHOCTI KOPU HAJIHUPKOBUX 3aJ103 MICIIsI IPUITMHEHHS 3aCTOCYBaHHS
baykoHazoiy.

Pugpabymun. pmyxoHazon miABHILy€e KOHIIEHTpaLi0 pupadyTUHY Y CHPOBATIIl KPOBI, 1110 TPU3BOIUTH 10
36inpmenns AUC pugadytuny no 80%. [Ipu omHouacHOMY 3acTOCYBaHHI (uIyKOHA30y Ta puadyTHHY
MOB1AOMJISLIIOCS PO BUMAIKK yBeiTy. [Ipu 3acTocyBaHHi Takoi KoMOiHaIi{ TiKapchKUX 3ac001B CIIiJl OpaT 10 yBaru
CUMIITOMH TOKCUYHOT Jii prudadbyTHHY.



Caxksinasip: pnyxonason niasuirye AUC ta (a5 cakBiHaBipy npubnusHo Ha 50 % Tta 55 % BianoBiaHO yepes
NpUTHIYeHHS MeTa0oIi3My cakBiHaBipy y nedinmi ¢pepmenToMm CYP3A4 ta uepes inriOyBanHs P-riikonpoTeiny.
Bzaemogii Mmixk prykoHa3070M Ta CakBiHaBIpOM/PUTOHABIPOM HE JOCIIHKYBAIHUCS, TOMY BOHH MOXKYTh OYTH OLIBIII
BUpaXECHUMHU. Mosxe OyTH HEOOXiTHIM KOPUTYBaHHS 103U CaKBiHABIpPY.

Iloxioni cynvghoninceyosunu. OMHOUACHE 3aCTOCYBaHHS (IIYKOHA30ITy 13 IEpOPaTbHUMU MOX1THUMU
CyIb(OHIICEYOBHUHU (XJIOPIPOTIaMII, TTIOSHKIAMI, TII3KA Ta TOJIOYTaMiT) TPU3BOAMIO 10 MPOJIOHTYBAHHS i,
. PexoMeHy€eThCs TPOBOUTH YaCTUH KOHTPOJIb IYKPY Y KPOBi Ta BIAMOBIIHUM YHHOM 3HHXKYBATH J103y HOX1IHUX
CyJb()OHIIICEYOBUHHM MTPH OJHOYACHOMY 3aCTOCYBaHHI 13 (TYKOHA30JIOM.

Teoginin: 3actocyBaHHs (hiaykoHa3oay 1o 200Mr mpoTsarom 14 qHiB NPU3BENO 10 3HUKEHHS CEPEAHbOr0 KIIIPEHCY
TeodiTiHy Yy 11a3mi KpoBi Ha 18%6. 3a marieaTaMu, sKi 3aCTOCOBYIOTh TeO(UTIH y BUCOKHX J103aX a00 SIKi MarOTh
MiABUIICHUN PU3UK PO3BUTKY TOKCUYHUX MPOSBIB TEO(PLNIHY 3 1HIIMX MPUYNH, CTi1 BCTAHOBUTH HATJIS] IIOA0
BUSIBJICHHSI O3HAK TOKCHYHOI Aii Teodinminy. Teparito cimiji 3MIHUTH TIPY TOSIBI 03HAK TOKCHYHOCTI.

Ankanoiou 6apeinky: paykoHas3o, iMoBipHO dyepe3 iHrioyBanHs CYP3A4, Moxe CIpUYMHATHU MiABULLICHHS
KOHIICHTpAIii akajoifiB OapBiHKY Yy TUIa3Mi KpOBi (HAPHUKIIA] BIHKPUCTHHY Ta BIHOJIACTHUHY), IO MTPU3BOJHUTH 10
PO3BUTKY HEMPOTOKCUYHHX €(EKTIB.

Bimamin A: MOBIZOMITSIIOCS, IO Y TAIIIEHTA, SIKUH OJTHOYACHO 3aCTOCOBYBAaB TPAHCPETHHOEBY KUCIIOTY (KACIOTHA
¢dopma BiTamMiHy A) Ta (QyKoHa30J1, criocTepiraiucs nobiuHi peakuii 3 00Ky neHTpanbHoi HepoBoi cucremu (LIHC)
y GopMi TICEBAOTYMOPY TOJIOBHOTO MO3KY, IO 3HHK ITiCIIs BiqMiHU ¢urykoHa3oury. Li mikapceki 3acoon MOkHA
3aCTOCOBYBATH OJHOYACHO, ajie CJIi/ MaM’ATaTH PO pU3UK BUHUKHEHHS MoOIYHUX peakuiii 3 6oky [THC.
Bopuxonason (ineioimop CYP2C9 ma CYP3A4): onHOYacHE 3aCTOCYBaHHS BOPUKOHA30Jy nepopaibHo (1o 400

MT KOXH1 12roaus npotsrom 1 mus, motiM o 200 Mr kokH1 12 roauH npoTsarom 2,5 aHs) Ta QIyKOHAa301y
nepopaibHo (400 Mr y mepmuii 1eHb, noTiM mo 200 Mr KoxkHi 24 TOAWHU TPOTATOM 4 JIHIB) IPU3BETIO 10
niaBuieHHs CyaxTa AUC, BopukoHa3zony y cepeqabomy 10 57% (90 % II: 20 %, 107 %) ta 79 % (90 % [I: 40

%, 128 %) BigmoBigHO. HeBimoMo, 4n 3HWKEHHS 1031 Ta/ab0 YaCTOTH 3aCTOCYBAaHHS BOPUKOHA301y a00
dykoHazony ycyBae Takuii epexr. [Ipu 3acTocyBaHHI BOpHKOHA301Ty micis (IyKOHA30Iy CIIiJ IPOBOINUTH
CIIOCTEPEKEHHS 1010 PO3BUTKY MOOIYHUX €(PEKTIB, aCOMIHOBAHUX 13 BOPHKOHA30JIOM.

3udoeyoun. pmykonazon maBuinye (na.x1a AUC 3unoByauny Ha 84 % ta 74 % BIANOBITHO, IO 3yMOBIIEHO
3HWKCHHSM KITIPEHCY 3UI0BYIUHY TPUOIN3HO Ha 45 % mpu Horo nepopaibHOMY 3acTocyBaHHi. Ty, 3UI0BYIHHY
OyB TakoX MMOOBXeHUH nmpubiamu3Ho Ha 128 % micis 3acTocyBaHHs KoMOiHaMii (GiayKoHa305y Ta 3UJI0BYAMHY. 3a
MaIieHTaMH, SKi 3aCTOCOBYIOTh TaKy KOMOIHAIIIO JIKapChKUX 3ac00iB, CINiJ] CIIOCTEPIraTH MO0 PO3BUTKY MOOIYHUX
peaxIiif, OB’ s3aHUX 13 3aCTOCYBAHHAM 3UA0BYIMHY. MOXKHA PO3IJITHYTH JIOLIIBHICTh 3HUKEHHS 103U
3UJIOBYIUHY.

A3umpomiyun: IpU 0THOYACHOMY IIEpOpaIbHOMY pa30BOMY 3aCTOCYBaHHI a3UTPOMILIMHY Ta (IIyKOHA30Iy y J103aX
1200 mr ta 800 Mr BiAMIOBIIHO KOJHHUX 3HAUYIIUX (hapMaKOKIHETHYHUX B3a€MOJIiil BUSBICHO HE OYII0.
Ilepopanvui konmpayenmusu: Mpy 3aCTOCyBaHH1 (IyKoHA3011y Y 1031 S(MT BIIIMBY Ha piBEHb TOPMOHIB He OyI10,
TOJIi SIK TIPW 3aCTOCYBaHHI (uryKoHa301y y 1031 20T Ha 100y crioctepiranocs 30imsienHs AUC eTuHinecTpamiony
Ha 40 % Ta neBoHOprectpeny — Ha 24 %. Lle cBiquuTh Npo Te, 10 6araTopazoBe 3aCTOCYBaHHs (PIYyKOHA30Iy y
3a3HAaYCHUX J103aX HABPS UM MOKE BIUTMBATH HA €(PEKTHBHICTH KOMOIHOBAHOTO IEPOPAIEHOTO KOHTPAIICTITHBA.

Ocobueocmi 3acmocy8anHs.

Hepmamodghimia. Binomo, 1m0 npu 3acTocyBaHHi (hIyKOHA30Iy AJis JIKyBaHHS AepMaTo(itii y IiTel ocTaHHIN He
MIEPEBUIY€E TPpU3e0(yIIBBIH 32 €PEKTUBHICTIO, 1 3araJIbHUI MOKa3HUK €()EKTUBHOCTI cTaHOBUTH MeHIIe 20. Tomy
(bIyKOHA30JIHE CITiJT 3aCTOCOBYBATH JIJIs JIIKYBaHHS JepMaTOdiTii.

Kpunmoxoko3s. JlokaziB e()eKTUBHOCTI ()ITyKOHA30ITy JUIS JTIKYBaHHS! KPUIITOKOKO3Y 1HIIMX JIOKaJTi3alii (HanpuKian
JIET€HEeBOI'0 KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKIPH) HEAOCTATHBO, TOMY PEKOMEHAllIN 111010 T030BOTO PEXUMY
JUTSL JTIKYBaHHS TAKUX 3aXBOPIOBaHb HEMAE.

Inuboxi endemiuni mixo3zu. JJokaziB epekTUBHOCTI (DIYKOHA30TY AJIs JTIKyBaHHS 1HIIUX GOPM €HIEMIYHUX MiKO3iB,
TaKHX SIK TApaKOKIMI101I0MIKO3, TICTOIIa3MO03 Ta MIKIPHO-TIM(PATHIHUHN CIIOPOTPHX03, HEIOCTATHLO, TOMY
pEeKOMEeHaLlii 11010 JO30BOT0 PEKUMY IS JIIKYBAaHHS TaKUX 3aXBOPIOBAaHb HEMAE.

Hupkosa cucmema. IlantieHTaMm 13 mopymeHHsM (YHKIIA HUPOK MpeTrapar CJIij] 3aCTOCOBYBATH 3 00EPEkKHICTIO
(muB. po3ain «Crnocid 3acTOCYyBaHHS Ta AO3M»).

I'enamobiniapna cucmema. IanienTam i3 mopymeHHsIM (QYHKIIIH TEYiHKHA MpenapaT CIiiJ 3aCTOCOBYBATH 3
00epexHicTI0. 3aCTOCYBaHHS (UIyKOHA30Jly aCOLIIOBAIOCS 3 BUHUKHEHHSM P1JIKICHUX BUIA/IKIB PO3BUTKY TSKKOT



rernaToTOKCUYHOCTI, BKIIFOYAIOUH JIETaJIbH1 BUMAKU, TOJJOBHUM YMHOM Y MAIi€HTIB 13 TSHKKMMU OCHOBHUMU
3aXBOPIOBAHHSIMU. Y BHUIIAJKAX, KOJIH PO3BUTOK I€MaTOTOKCUYHOCTI aCOIIFOBABCS 13 3aCTOCYBaHHSAM (DIIyKOHA30ITy,
He OyJo BiJ3HAYEHO 11 IBHOT 3aJIeXKHOCTI BiJ] 3arajibHOI 1000BO1 103U Mpemnapary, TPUBAIOCTI Teparii, crati abo
BIKy Maii€HTa. 3a3BUYaii rermaToTOKCHYHICTh, CIPUYMHEHA (DITyKOHA30710M, 000POTHA, a i1 MPOsSBY 3HUKAIOTH ITiCIIS
NPUITMHEHHS Teparii.

3a marieHTamMu, y sSIKUX P 3aCTOCYBaHHI (UIYKOHA30JTy CIIOCTEPIralOThCS BIIXHUICHHS PE3yJIbTATIB
(GYHKIIIOHATFHUX MPOO MEUiHKH, CIIiJI BCTAHOBUTH PETENBFHUIN HATJISI III0JI0 PO3BUTKY OLIBII TSKKOTO YpasKeHHS
MIEYIHKH.

[TamienTiB cnig npoiHGoOpMyBaTH PO CUMITOMH, IO MOXKYTh CBITYUTH MPO CEPHO3HUN BIUIMB HA MEYIHKY
(BEpakeHa acTeHisl, aHOPEKCisl, MOCTiifHa Hy10Ta, OJFOBaHHSA Ta KOBTSHUIL). Y TaKOMY BHUIIAJIKy 3aCTOCYBAHHS
¢1yKOoHa30I1y CiIii HeraifHO NPUIUHUTHU Ta IPOKOHCYJIBTYBATHUCS 3 JIIKAPEM.

Cepyeso-cyounna cucmema. JIeski a3071, y TOMY 9HCHI i (DITyKOHA30J1, aCOIIIOIOTHCS 13 MOAOBKEHHSIM THTCPBATY
QT na enextpokapaiorpami. [loBizomisiiocs mpo ayske piIKiCHI BUMAKu moaoBxkeHHs iHTepBany QT ta
MapOKCU3MAIIbHOI IITYHOYKOBOI TaXiKapAii THITY «IipyeT» MpH 3acTocyBaHHI (irykoHa3oiy. Taki moBigoMIIeHHS
CTOCYBAJIHCS MAaII€HTIB 13 TSKKAMU 3aXBOPIOBAHHAMH IIPH MOEIHAHHI 6araThox (akToOpiB PU3UKY, TAKUX K
CTPYKTYPHI 3aXBOPIOBaHHS CEPIls, IOPYIICHHS €IEKTPOIITHOIO OOMIHY Ta OJTHOYACHE 3aCTOCYBAHHS 1HIIIMX
JKapChbKUX 3ac00iB, 1110 BIUIMBAIOTH Ha iHTepBan QT.

®dmyKoHa3071 CITiJT 3 00EPEKHICTIO 3aCTOCOBYBATH MAIIEHTAM 13 PU3UKOM PO3BHTKY apuTMiid. OTHOYacHE
3aCTOCYBaHHS Pa3oM i3 JIIKapChKUMHU 3ac00aMH, 110 IPOJIOHTYIOTh iHTepBan QTc Ta MeTabomi3yroThes 3a
noromoroto pepmenty CYP3 A4, nporunokazaHe.

T'anogpanmpun. I'anopantpu € cyoecrparom pepmenty CYP3A4 i nposnonrye intepsan QTc npu 3actocyBaHHI y
PEKOMEHIOBAaHHX TEPAIEBTUIHUX J03aX. OJJHOYACHE 3aCTOCYBaHH raJlopaHTpHHy Ta (IIyKOHA30JIy HE
PEKOMEHIY€EThCS.

Hepmamonoeiuni peaxyii. I1ix gac 3actocyBaHHs (QIIyKOHA30JTy PIIKO MOBITOMIISIIOCS TTPO PO3BUTOK TAKUX
ekc(oiaTUBHUX MIKIPHUX peakiii, sk cuapoM CriBeHca—/[)xoHcoHa Ta cunapom Jlaitenna. [lanientu, xBopi Ha
CHIJI, GinbIn cXMIIBbHI 10 PO3BUTKY TSDKKHX IIKIPHUX PEAKIliil MPH 3aCTOCYBaHHI 0araTboX JIKapChKUX 3aC00iB.
S0 y mamieHTa i3 TOBEpXHEBOIO IPUOKOBOIO 1H(EKIIIEI0 3’ IBISIOTHCS] BUCHITH, 10 MOKHA TIOB’A3aTH 13
3aCTOCYBAaHHSM ()IIyKOHA30IIy, ITOIANIbIIE 3aCTOCYBAaHHS MIPENapaTy CIiJl MPUIHHATH. SIKIIO y maiieHTa 3
1HBa3MBHOI/CHCTEMHOIO TPUOKOBOIO 1H(EKITIEIO 3’ IBISIOTHCS BUCUITU Ha IIKipi, 3@ HOr0 CTAaHOM MOTPIOHO
PETENBHO CIIOCTEPIraTH, a y BUMAIKy PO3BUTKY OYJIbO3HUX BUCHITIB 200 MyIbTH(HOPMHOI €pUTEMH 3aCTOCYBAHHS
(bIyKOHA30Iy CITiJ MPUTTUHUTH.

linepyymaugicme. Y piIkKiCHUX BUTIAJIKAX TTOBIAOMIISIIIOCS TIPO PO3BUTOK aHA(DITAKTHYHUX PEaKIii.

CYP. ®aykoHa301 € noTyxHUM iHriditopom ¢pepmenty CYP2CO9 ta nomipHum inridiropom pepmenty CYP3A4.
Takox mykonasodn € inriditopom dpepmenty CYP2C19. Crix crioctepiratu 3a CTaHOM TAIIEHTIB, SIKI OJTHOYACHO
3aCTOCOBYIOTH (IyKOHA30JI Ta MpenapaTu 3 By3bKUM T€PAareBTUYHUM BIKHOM, 1110 METa00IIi3yI0ThCS 3 y4aCTIO
CYP2C9, CYP2C19 ta CYP3A4.

Tepgpenaoun. Cain peTesbHO CIOCTEPIraTy 3a CTAHOM MAallieHTa MPH OJHOYACHOMY 3aCTOCYBaHHI Tep(eHauHy Ta
baykonHazony y 1031 Mmeniie 40(Mr Ha 100y.

[IpemapaT MICTUTB JTaKTO3Y, TOMY HOTO HE CIIiJ] 32CTOCOBYBATH MaIll€HTaM 13 PiIKICHUMHU CaJAKOBUMH (popmMamu
HETMEePEHOCUMOCTI rajakTO3U, HEJJOCTATHICTIO JIAKTa3H, CHHIPOMOM TJTFOKO30-TJIaKTO3HOT MaThabCcopoIIii.

3acmocysanns y nepioo éazimnocmi aoo 200ysanns zpyooio. Jlani, oTpuMaHi Ipu pa3oBoMy ab0 ITOBTOPHOMY
3aCcTOCYBaHHI (DIyKOHA3011y y 3BUYaiHUX 032X (< 20(Mr/m0o0y) KiIbKOM COTHSIM BariTHUX >KIHOK IPOTSITOM [
TPUMECTPY BariTHOCTI, HE MPOAEMOHCTPYBaIH HebaxxaHnx eekTiB Ha 1uTia. [1oBiqOMIISIIOCS TTPO YMCIIEHH]
BPOJIKEHI MaTOJIOTii y HOBOHAPOKEHUX (BKIIIOUatouu OpaaudpeHito, AUCIIIA3ii0 BYITHOI paKOBUHH, HAJAMIpHE
30UTBIICHHS IEPEAHBOTO TiM SIYKa, BAKPUBIICHHS CTETHA, TUICYOTIKTHOBUN CHHOCTO3), MaTepi SIKUX MpUiAMan
BUCOKI 031 (prykonazomy (400-800Mr/m00y) OpoTsIrom npuHaitMHi TPhOX 200 OLIbIIE MICSIIB AJIS JIIKYBaHHS
KOKITU/1101103y. 3B 30K MK 3aCTOCYBaHHAM ()TYKOHA30JIy Ta IIUMH BHUIIAJKAMH HE BU3HAYCHH.
JlocmikeHHs Ha TBapUHaX MPOJAEMOHCTPYBAIN PENPOAYKTUBHY TOKCUYHICTb.

He citig 3acTocoByBaTH 3BUYAiiHI J03U (IIyKOHA30JTy Ta KOPOTKOTPUBAJI KypCH JIIKYBaHHS (PIIyKOHA30JIOM Y TIEP10/T
BariTHOCTI, 32 BUHSATKOM KPaiHbOi HEOOX1THOCTI.

He citig 3acTocoByBaTH BHCOKI /103U (UIYKOHA30JTy Ta/a00 TpUBAII KypCH JIIKyBaHHS (IYKOHA30JIOM Y TIEPio]
BariTHOCTI, 32 BUHSATKOM JIiIKyBaHHS 1H(EKIIIH, 110 3arpOKYIOTh KUTTIO.



®dnykoHA30J1 MPOHUKAE Y TPYHE MOJIOKO Ta JJOCATAE HIDKYOT KOHIIEHTPAIIiT, HiX y 1m1a3mi kpoBi. ['oqyBaHHs
TPYIII0 MOKHA TIPOJOBKYBATH ITiCIIS pPa30BOT0 3aCTOCYBAaHHS 3BHUANHHOT 103U (IYKOHA30JTy, IO CTaHOBUTH 200
Mr ab0 MEHIIIE.

[ogyBatu TpyaIi0 HEe pEKOMEHAYETRCS TIPU OaraTopa3zoBOMY 3aCTOCYBaHHI (hTyKOHA30Ty 200 TPH 3aCTOCYBaHHI
BHCOKHX J103 ()JTyKOHA30ITy.

30amuicmb eniueamu Ha WEUOKICMb peaKyii npu KepyeanHi a6mompancnopmom ado iHumMu Mexanizmamu.
JocmimkeHp BIUMBY (PITyKOHA30JTyHA 3AaTHICTh KEPYBATH aBTOTPAHCIIOPTOM 200 TMPAIIOBATH 3 IHITMMHU
MeXaHi3MaMH He TPOBOAMIIH.

[TarienTiB citig mpoiHGOPMYBATH PO MOKIUBICTH PO3BUTKY 3aIIAMOPOYCHHS 200 CyJIOM ITiJT 9Yac 3aCTOCOBYBAHHS
npenapaty. IIpu po3BUTKY TaKuX CUMIITOMIB HE PEKOMEH/Iy€ThCsI KEpYBaTH aBTOTPAHCIIOPTOM a00 MpaIfoBaTH 3
IHIIMMU MEXaHi3MaMH.

Cnoci6 3acmocyeanns ma 0ozu. llpenapar 3actocoByBartu nepopaibHo. [Ipuitom npemnaparty He 3a71eXHUTh Bl
npuifomy xi.

JloGoBa 1032 ¢uryKoHa30ITy 3aJISKUTH BiJ BUIY Ta TSHKKOCTI TprOKOBOI iH(eKdilpr HeoOXiqHOCTI OaraTropa3zoBoro
3aCTOCYBaHHS TMpenapaTy JiKyBaHHS 1HPEKIIN ClIiJl TPOAOBKYBATH 0 3HUKHEHHS KIIHIYHUX Ta J1a00paTOPHUX
NPOSIBIB aKTUBHOCTI rprOKoBOi iH(ekIiiHeocTaTHs TpUBAICTh JIKYBaHHS MOX€E MTPU3BECTHU JI0 BiTHOBIICHHS
aKTUBHOTO 1H(EKIIHHOTO MpoIIecy.

opocaum.

Kpunmoxoxos.

— JlikyBaHHSI KDUIITOKOKOBOTO MEHIHTITY: HaBaHTaKyBaJlbHA /1032 CTAaHOBUTH 40(MT y TepIIHii JICHb.
[TinTpumyBanbHa no3a — 200-400 Mr/no0y. TpuBamicTs JiKyBaHHS 3a3BHYail CTAHOBUTH IIOHAWMeHIIe — 6-8
TKHIB. [Ipn iHEKIisX, M0 3arpoKyI0Th KHUTTIO, T000BY 103y MOXKHA 301mbmmTH 10 800 MT.

— IlinTpuMyBabHa Teparis AJs MONepeIKeHHs PELUANBY KPUIITOKOKOBOTO MEHIHTITY Y MAIlEHTIB 3 BUCOKUM
PHU3UKOM HOTO PO3BUTKY: PEKOMEHOBaHa /103a Mpernapary cTaHoBUTH 200Mr/m100y mpoTsAroM HEOOMEKEHOTO Yacy.
Koxyuoioioomixosz PexomennoBana no3a ctanoBuTh 200-400 mMr/no0y. TpuBamicTs NiKyBaHHS CTaHOBUTH 1-24
MicsIi abo JAOBIIE 3aJI€KHO BiJl cTaHy namieHTa. s nikyBaHHS Jesikux ¢popM iHdekii, a 0cOOMMBO IS JTIKyBaHHS
MEHIHTITY, MOXe OyTH JOUUTEHUM 3acTocyBaHHs 103U 800 mMr/no0y.

Insazusni kanouoosu. HapantaxysanbHa 103a ctaHoBUTH 800 Mr y nepiuii nens. [linrpumysanbha go3a — 400mr
/no0y. 3a3Bu4ail peKOMEHI0BaHa TPUBAIICTh JIIKYBaHHs KaHIUAEMI1 M OTPUMaHHs HEraTUBHUX PE3yJbTaTiB
MOCIBY KPOBI Ta 3HUKHEHHS O3HAK 1 CHMITTOMIB KaHAMIEMii CTAHOBHUTbH 2rMKHi.

Kanouoos cauzosux 06010HOK.

— Kannnmos poToryioTku: HaBaHTaXyBaJibHA 1032 cTaHOBUTH 200-400 M y miepiiuii 1eHb, TATPUMYBaJIbHA 1032 —
100-200 mMr/po0y. TpuBamicTh JiKyBaHHS CTAHOBUTH 7-211€Hb (10 AOCATHEHHS peMicii) ajge Moxe OyTu 301IbIlIeHa
JUTSI TIAITIEHTIB 13 TSHKKAM IMyHOIEPIITUTOM.

— Kanannos ctpaBoxo/y: HaBaHTaxyBalibHa 1032 cTaHOBUTH 200-400 MT y mepiiuii 1eHp, mMATpUMYBajibHa 1032 —
100-200 mr/mo0y. TpuBamicts iiKyBaHHS cTaHOBHTH]4-30 mHIB (10 MOCATHEHHS peMicii), aje Moxe OyTH
301JIbIII€HA IS TTIAIIEHTIB 13 TSHKKUM IMYHOIE(DILIUTOM.

— Kanguaypist: pekomenoBana j103a ctaHoBUTh 200-400 Mr/no0y nipotsirom7-21 mHs. 11 TAIIEATIB 13 TSHKKAM
IMyHOJEDIIIUTOM TPUBAIICTH JTIKYBaHHSMOXKE OyTH 301IbIlIeHA

— XpoHiuHmii aTpoiuHUI KaHIUI03: pEKOMEHI0BaHA /1032 CTaHOBUTH SOMT/m00y nipoTsirom 14 iHIB.

— XpOHIYHMNA KaHAM03 LIKIPH Ta CIM30BUX 000JIOHOK: PEKOMEH/I0BaHa /1032 CTAHOBUTD

50-100 mr/mo0y. TpuBamicTh JiKyBaHHS CTAHOBHUTH M 28 JTHIB, ajie MOKe OYTH 301IbIIIeHA 3aJICKHO B1JI TSKKOCTI
Ta BuAy iH(eKii ado Mpu 3HWKEHHI IMYHITETY.

Tlonepedoicenns peyuougy KaHouoo3sy ciuzo8ux 000aI0HOK y nayicumis 3 BIJI, saki maromov ucoxuii pusux 1o2o
PO36UMKY.

— Kannumos poTorioTku, KaHAUI03 CTPABOXOIY: PEKOMEHIOBaHa /1032 CTAHOBUTh

100-200 mMr/po6y a6o 200mr 3 pa3u Ha THXKIEHb. TPHUBANICTh JTIKYBaHHS € HEOOMEKEHOIO JUIS MaIll€HTIB 13
MPUTHIYEHUM IMyHITETOM.

IIpoginakmura kanouoo3Hux ingexyiti y nayicHmia iz mpusanow Hetimponeuicto. PekoMeH10BaHa 1032
craHoBuTh 200-400 mr. JIikyBaHHS CJIiJT pO3MOYMHATH 32 KUTbKA JTHIB 0 OYIKYBaHOTO PO3BHTKY HEHTPOTICHIT Ta
MPOJIOBXKYBATH MPOTATOM 7 JHIB IMICIIs MiABHICHHS KibKOCTI HeHTpodiniB monam 1000/mix



T'enimanvhi kanouoosu.

— l'ocTpuit BarinanbHUM KaHIWU03, KAHIUI03HUN OaJlaHIT: pEKOMEHI0BaHa J103a CTAaHOBUTH 150 MI 0gHOpa30BoO.
— JlikyBaHHs Ta podiTaKTUKa PEIUIUBHUX BariHaIbHUX KaHIUA031B (4 a00 Oiibllle pelUIUBIB 3aXBOPIOBAHHS Ha
pIK): peKOMeHI0BaHa J03a cTaHOBUTh 150Mr 1 pa3 y 3 aui. Ycworo crnin3actocyBatu 3 no3u (1-it nenb, 4-it

JieHb Ta 7-# aensp). [licast uporo ciijl 3aCTOCOBYBaTH MIATPUMYBaIbHY 103y 150 r 1 pa3 Ha THXKIEHb MPOTITOM

6 MiCSIIIB.

Jlepmamomixosu.

— Miko3 CcTOIT, MiKO3 IJIaJIeHBKOT IIKIpH, TTAXOBUH IepMaTOMIKOXKAHIUI03H1 THPEKITIT IIKIpH: gKOMEHIOBaHA /1032
ctaHoBuTh 150 Mmr 1 pa3 Ha TixaeHb a00 50 mr 1 pa3 Ha 700y. TpuBamicTh NTiKyBaHHSA CTAHOBUTH2-4 THXKHI.
JlikyBaHHS MIKO3Y CTOI MOKE€ TPUBATH 10 6 THKHIB.

— Pi3HOOapBHUY MHIIait: pekoMeHa0BaHa 103a cTaHOoBUTH 300-400 mr 1 pa3 Ha THXKAECHD MPOTATOM 1-3
THXKHIB.

— llepmaToiTHHI OHIXOMIKO3pEKOMEHA0BaHa 103a cTaHOBUTH 150 Mr 1 pa3 Ha TwxkAeHb. JIiIKyBaHHS CITif
MIPOJIOBKYBATH, IOKH Ha MicCIli iH(IKOBAHOTO HIr'TsI HE BUPOCTE 340pOBUA. [l BiIpoCcTaHHS 3I0pOBHUX HITTiB Ha
pyKax Ta Ha BEUKHUX MaJBIAX HIT 3a3BHUail HE0O0XiHO 3-6micsIiB Ta 6-12 Mica1iB BianoBigqHO. OAHAK MIBUIKICTh
POCTY HITTIB y MAIiEHTIB MOXe OyTH Pi3HOIO 1 3aJIeKUTh Bij BiKy. [licist yCminHOro JIiKyBaHHS TPUBAINX XPOHIYHAX
iH(ekii popma HIrTS 1HOI 3aTHIIAETHCS 3MIHEHOIO.

/{imu. 3aCTOCOBYBATH JIIKApChKHii 3aCi0 y opMi Kamcys JiTSM MOKHA TOJIi, KOJIM BOHH BXKE 3/IaTHI TIPOKOBTHYTH
Karcyy, 3a3BU4ail y Billl BiJl SpOKiB.

He cnig mepeBuiyBatu MakcuMaabHy 1000BY 103y 400mT.

Sk 1 mpu aHANOTTYHUX 1HQPEKIIAX Y JOPOCINX, TPUBATICTD JTIKYBaHHS 3aJI€KUTh BiJ KIIHIYHOT Ta MIKOJIOT14HOT
Bianosiai. [Ipenapar 3actocoByBatu 1pa3 Ha 100y .

Jlo3yBaHHs npenapary [yl AiTel 13 HopyIIeHHAM (QyHKIIH HUPOK HaBeAeHO HIbkye. PapMaKoKiHETHKA
(bayKoHa30y HE AOCTIHKYBaJIacsd y AITeH 13 HUPKOBOIO HEJIOCTATHICTIO.

Himu sixom 6i0 12 poxis. BpaxoByrouu Macy Tija TUTUHH Ta MyOepTaTHUN PO3BUTOK JIIKAPIO CIIiJ] OLIHUTH, sIKa
J03a mpenapary (A1 JOpOCIHNX YH IJIs JITEH) € ONTUMaIbHOO A1 naiienTa. KiiHiuHi JaHi cBiI4aTh Mpo Te, Mo y
JiTel knipeHc GIyKoHAa30Iy € BUIUM MOPIBHSAHO 3 nopociuMu. [Ipu 3actocyBanni 103 100, 200 ta 4004r
JIOPOCITUM Ta 7103 3, 6 Ta 12 MI/KT TiTSIM JOCATAETHCS MOPIBHIHHA CHCTEMHA CKCIIO3HITiS.

EdextuBHIicTh Ta Oe3mneka 3acTocyBaHHs (IIyKOHA30ITy IS JIIKYBaHHS T€HITATbHUX KaHIUI031B Y ATl He
BCTaHOBJIEHI. SIKIIIO 1CHY€ HarajbHa MOoTpeda 3aCTOCYBaHHsI IpenapaTy mijuiTkam (BikoMm Bizx 12 go 1PokiB), ciix
3aCTOCOBYBATH 3BUYAIHI 103U U1 JOPOCIIHX.

Himu sixom 6i0 5 0o 11 poxis. Kanaumo3u cIM30BHX 000JIOHOK: MIOYATKOBA 71032 CTAHOBUTH 6 MI/KI/100Y,
HiATpUMYBaJIbHA /1032 — 3 MI/Kr/100y. [louaTkoBY 103y MOKHA 3aCTOCOBYBATH Y NEPUIMHA AEHb 3 METOIO
IIBULLIOTO JTOCSTHEHHS PIBHOBAYKHOI KOHLIEHTpALII].

[HBa3MBHI KaHIUI03H, KPUNITOKOKOBHI MEHIHTIT: /1032 Mpenapary CTaHOBUTH 6-12Mr/Kr/q00y 3aiexHO Bif
CTYTICHSI TSKKOCTI 3aXBOPIOBAHHSI.

[TiaTpuMyBanbHa Tepanis Ui HONEPePKEHHS peLUIUBY KPUITOKOKOBOTO MEHIHTITY Y JITEH 13 BUCOKUM PU3UKOM
HOTr0o PO3BUTKY: [103a MPEMapary CTaHOBUTH 6 MI/KI/H00y 3aJIeKHO BiJl CTYIICHS TSHYKKOCTI 3aXBOPIOBAHHS.
[TpodinakTrka KaHIUIO31B Y MAIEHTIB 3 IMyHOASPIIIUTOM: 032 MpenapaTy CTaHOBUTH

3-12 mr/kr/no0y 3aJiexHO BiJl BAPAKEHOCTI Ta TPUBAJIOCTI 1HAYKOBAHOT HEUTPOIICHIT (AMB. TO3U IS TOPOCIIHX ).
Hayienmu nimuvo2o 6iky. J103y HeoOX1IHO MAOUPATH 3aJI€KHO BiJ cTaHy (PyHKIIIH HUPOK (IUB. HUXKYE).
Iayienmu 3 nupkosoio Hedocmamuicmio. IIpu pa3oBOMy 3aCTOCYBaHHI KOPUTYBATH 03y (IIyKOHA30IIy HE
notpioHo. [larientam (BKITIOYarouH AiTei) 13 MOpyIIeHHSIM (YHKIIIM HUPOK MPU HEOOXITHOCTI HaraTopasoBOro
3aCTOCYBaHHS NpenapaTy y NepIInid AeHb JIKYBaHHS CIIi/I 3aCTOCOBYBATH ITOYAaTKOBY J03Y

50-400 mr 3a7exXHO Bif TepaneBTHUYHUX MMOKa3aHb. [Ticis nboro 7060BY A03Y (3aJI€3KHO BiJl TOKa3aHHs) CIiJ
PO3paxoBYyBaTH BIAMOBIIHO A0 HIXKYECHABEIEHOT TAOIHUIIL:

Knipenc kpeamuniny (mi/xs) Biocomok 6i0 pexomendosaroi 0o3u |
> 50 100 %
< 50 (6e3 miamnizy) 50 %
Perynsipamii miami3 100 % micist KOKHOTO Aiajizy




[TamienTy, ki nepe0yBarOTh HAa PETYJIAPHOMY Jiaii3i, MOBUHHI oTpuMyBaTH 1006 pekoMeH10BaHOI 103U Micis
KOXKHOTO Jiamizy. Y JIeHb, KOJIU Jialli3 He IPOBOJAUTHCS, AIIEHT MOBUHEH OTPUMYBATH JI03Y, BIIKOPUTOBAHY
3aJIe)KHO BiJ] KIIIPEHCY KpEaTHHIHY.

IHayieumu 3 nopvuennam @yuryiiu neyinku. @ITyKOHA30JI CIIIJT 33aCTOCOBYBATH 3 00EPEIKHICTIO TAI[IEHTAM 13
NopyueHHAMHU QYHKIIN MeUiHKH, OCKUTBKYU 1H(GOpMAIIii 1040 3acToCyBaHHs (hIyKOHA30Y IIili KaTeropii marieHTiB
HEIOCTaTHHO.

Jimu. 3acTocoByBaTH JIIKapChKUi 3aci0 y (hopMi Karcysr JITSIM MOXHA TOJ1, KOJM BOHU BXKE 31aTHI TPOKOBTHYTH
Karcyy, 3a3BU4ail y Billi BiJl 5 POKiB.

Ilepedo3ysanns.

Cumnmomu: TaTIOIMHALI] Ta TApaHOiJaJIbHA TTOBE/TIHKA.

Jlikyéanus: cuMnroMatTuyHe (y TOMY YUCII IPOMUBAHHS IUTYHKA 1 MIATpUMYBalibHA Teparis). OayKoHa3ol
BUBOJIUTHCSI B OCHOBHOMY 3 C€4et0, TOMY (hOpCOBaHHUH Jiype3 MOXKe MPUCKOPUTH BUBEACHHS npenapary. CeaHc
reMojiiajii3y TPUBANICTIO 3 TOJMHU 3HUXKYE piBeHb (PIIyKOHa301y y Mmiia3mi KpoBi npubiausHo Ha 50 %.

Ilo6iuni peakuii.

3 b6oky cucmemu Kpo6i ma aimMghamuunoi cucmemu: aHeMisl, arpaHyJIOLUTO3, JICHKONIEH1s, HEUTPOTICHIS,
TPOMOOILIUTOTICHIS.

3 6oky imynnoi cucmemu: anainakcis.

Memaboniuni ma animenmapui po3naou: 3HUKESHHS alleTUTY, TIIEPTPUTTILIEPUAECMIs, TIePXOIECTepUHEMIS,
rirnoKamemis.

Icuxiuni nopywenns: 6€3COHHS, COHJIUBICTb.

3 60Ky Hepsosoi cucmemu: TOTOBHUH O11b, CYyZIOMH, 3aIIaMOPOYCHHS, TTApECTE3ii, MOPYIIEHHS CMaKy, TPEMOD.
3 60Ky opeanis ciyxy ma eecmubyiapHo2o anapamy: BEpTUIO.

3 6oky cepys: mapoKCcU3MalbHa IITYHOUYKOBA TaxXiKapisd TUIY «IIpyeT», HoJoBxeHHs iHTepBany QT.

3 60Ky winyHKOBO-KUWKO08020 mpakmy. OUIb y YepeBHii MOPOKHUHI, Jiapesi, Hy10Ta, OJI0BaHHS, 3a10p, JUCIIENCis,
METEOPHU3M, CYXiCTh Y POTIi.

T'enamobiniapui po3naou: MiABUIIEHHS piBHS anaHiHaMiHoTpaHcdepasu (AJIT), acnapraTaminoTpancdepasu
(ACT), myxHoi ocdaTasu, xoyrectas, >)KOBTSIHUIIS, TTIBUIIECHHS piBHS OLTipyOiHy, IEUiHKOBA HEAOCTATHICTD,
renaToLeNoNsPHUN HEKPO3, FeMaTUTH, TeNaTOLENIONAPHE YPaKEeHHS.

3 6oky wiKipu ma niowKipHoi mKanuHy, BUCUIAHHS, CBEPOIK, MEIMKAMEHTO3HUHN 1I€pMaTHUT, KPOIIMB SHKa,
HiIBUIIIEHE NOTOBUILICHHS, cunapoM Jlaenna, cunapom CriBeHca—/[)koHCOHA, FOCTpuUil reHepali30BaHUi
eK3aHTEeMAaTO3HHI MyCTYJIIh03, eKC(OTIaTUBHAN IEPMATUT, aHT1I0HEBPOTUIHHUI HAOPSIK, HAOPSK 0OIMYYs, aJOTIeIisl.
3 60Ky onopHo-pyx08020 anapamy ma CHOLYYHOI MKAHUHU: MI1aJTis.

3acanvhi posnadu: MiIBHUINEHA BTOMIIIOBAHICTh, HE3AYKaHHS, aCTEHIs, rapsdka.

Jimu. YactoTa Ta Xapaktep MOOIYHUX peakiliii 1 BIIXUIEHb BiJl HOPMH Pe3yJIbTaTiB 1a0OpaTOPHUX aHATI3IB
MOPIBHSAHHI 3 TAKUMH Y TIOPOCTIHX.

Tepmin npudamnocmi. 5 poxiB.

YMoBu 30epiranns. 30epiratu B OpuriHajibHii ynakoBLiNIpH Temreparypi He Buie 25 oC.

30epiraTy y HEIOCTYITHOMY JJIS JIITE€H MICIIi.



¥YnakoBka. Karncymu o 50 mr a6o 100 mr Ne 7, Ne 10 y Guicrepi y kopooiri a6o mo 150 mr Ne 12, Ne 1[13, Ne 3,
No 7 y Gmictepi y KopoOrii.

Kareropis Binmycky. 3a perentom.
BupoOuuk. ToBapucTBo 3 00MeKeHO0 BIAMOBIIaNbHICTIO «PapMalieBTUYHA KOMITaH1s «310pOB’sh».

Micue3Haxo/a:keHHs1 BAPOOHHMKA Ta HOro agpeca Micusi MPoBaKeHHs TislIbHOCTI.
Yxpaina, 61013, m. Xapkis, Byi. [lleBuenka, 22.



