[HCTPYKIIA

AJI1 MEANYHOT'O 3aCTOCYBAHHA J'IiKapCBKOF (O) 38.006y

MIKOMAKC® 150
(MYCOMAX® 150)

Cknao:

ditoya peuoguna. QIryKOHA30IT;

1 xamncyna MicTuTh: diykonazony 150 mr;

OONOMIHCHI peuo6uHU: TAKTO3U MOHOT1IPAT, KPOXMaJlb [IPEXKeIaTHHI30BaHHM, KPEMHIIO 110KCU KOJIO THUH
0€3BOJIHUI, MarHIIO CTeapaT, HaTpiIo JIAypHICyIb(haT, xenatuH, Tutany aokcua (E 171), 6apBHHUK MaTeHTOBAHMIA
cunit V (E 131).

Jlikapcbka ¢opma. Kancynu.

OcnosHi ¢hizuxo-ximiuni eénacmusocmi. TBepal HEMPO30pi KAICYIIH.

Karicyna: ocHOBHa wacTrHA: OlTa HEMPO30pa 3 HAHECEHUM TEKCTOM YOpHOTo Kobopy MY CO 150; kpumika:
CHHBO-3EJIEHOTO KOJILOPY HEMPO30pa.

Bwmict karncynu: mopomok Maibke 6u10ro abo KOBTYBaTOrO KOJIbOPY.

dapmakoTepaneBTU4YHA rpyna. [Ipoturpudxosi 3aco0u AJisi CUCTEMHOTO 3aCTOCYBaHHs, TOXiIHI Tpuaszony. Kox
ATX JO2A CO1.

Dapmakonoauni enacmugocmi.

DapmakoOuHamiKa.

dryKoHa30J1, TPOTUTPUOKOBHH 3ad0 KJIacy TPHUa30JiB, — MOTYKHUH Ta CEIEKTUBHUMN 1HT101TOp TPHOKOBUX
(bepMeHTIB, HEOOX1AHUX [T CUHTE3Y eprocTepoiy. IlepBUHHUM MeXaH3MOM HOro Aii € MPUrHIYeHHs TPHOKOBOTO
14 anbda-maHOCTEPOIT-IEMETHITIOBAHHS, OTIOCEPEIKOBAHOTO MUTOXpOoMOM P450, 1o € HeB1I'EMHHUM €TaroM
0iocuHTE3y TpUOKOBOTO eprocrepoiy. Kymymsis 14 anbda-MeTHII-CTEpOITiB KOPETIOE 3 TOAAIBIIIOI0 BTPATOIO
eprocTepoiry MeMOpaHoI0 rpHOKOBOI KIIITHHH Ta MOXKE BIAMOBIIATH 3a MPOTUTPUOKOBY aKTHUBHICTE (IIyKOHA30ITY.
®diryKoHa301 € O1IIBII CENIEKTUBHUM 110 TPUOKOBUX (pepMeHTIB nuToxpomy P450, Hi>k 0 pi3HUX CUCTEM
dbepmentiB uToxpomy P450 ccasiis.

3acrocyBanHs (prrykoHa30my y 103 S0 Mr Ha 700y MpoTsAroM 28 IHIB HE BIUTMBAE HA PiBEHb TECTOCTEPOHY Y
J1a3Mi KpOB1 Yy YOJIOBIKiB 200 Ha piBEHb €HJOTEHHUX CTEPOIIiB Y KIHOK PETPOAYKTUBHOTO BiKy. DIIykKoHA307 Y
1031 200-400 Mr Ha 100y HE BUSBIISE KIIHIYHO 3HAYYIIOrO BIUIMBY Ha PIBEHb €HJOTCHHUX CTEPOINIB UM Ha
BianoBiae Ha cTuMyIniio AKTI y 3mopoBux 100pOBOIIBIIIB HOIOBIUOT CTATI.

3acrocyBaHHs 50 Mr ¢uIyKOHa30Ily pa30BO 4K 0araTropa3oBO HE BIUIMBE HA META0OJII3M aHTHUIIIPUHY.
YyTauBiCTb in vitro.

dryKOHA30d1in Vitro IEMOHCTPY€E MPOTUTPUOKOBY aKTHBHICTh CTOCOBHO HamomupeHimux BuaiB Candida
(sxmouatouu C.albicans, C.parapsilosis, C.tropicaliy. C.glabrata neMoHCTpy€e IIUPOKUIL Iiarna3oH 4yTAUBOCTI O
dbnykonazouy, oA sk C.krusei € 10 HbOTO Pe3UCTEHTHOIO.

Taxox (ryKoHa30i1in Vitro IEMOHCTPY€E aKTUBHICTb K IpoTu Cryptococcus neoformans ta Cryptococcus gattii,
TakK 1 IPOTH €HAEMIUYHUX IUTICHABUX I'pubiB Blastomices dermatitidis Coccidioides immitis, Histoplasma
capsulatum ta Paracoccidioides brasiliensis.

MexaHi3M pe3UCTEHTHOCTI.

Mixkpoopranizmu poay Candida 1eMOHCTPYIOTh YHCEIbHI MEXaHI3MU PE3UCTEHTHOCTI 0 a30JIbHUX
POTUTPUOKOBHUX 3ac001B. DIYyKOHA3011 IEMOHCTPYE BUCOKY MiIHIMAJIbHY 1HI0YI0OUY KOHIIEHTPAIlI0 POTH
mraMiB rpuOiB, K1 MalOTh OJIMH ab0 OUTBIIIE MEXaHI3MiB PE3UCTEHTHOCTI, III0 HETAaTUBHO BILIMBAE HA
e(eKTHBHICTH in Vivo Ta B KIIiHIYHINA npakTuli. [ToBizomisiiocs mpo BUNaaku po3BUTKY cynepindexuii Candida
spp., inmmmMu, Hixk C. Albicans Bugamu, 110 9acTo € HeUyTIIMBUMU 10 pirykonazony (Hanpuknan Candida krusei).
JInis niKyBaHHS TaKMX BUITAJKIB CIIiJ] 3aCTOCOBYBATH aJlbTEpPHATUBH MPOTUIPUOKOBI 3aCOOM.

Dapmaxoxinemuxa.

dapMaKOKIHETUYHI BIIACTUBOCTI (hIyKOHA30ITY € MO IOHMMU TIPH BHYTPIIIHBOBEHHOMY 1 IIEPOPATbHOMY
3aCTOCYBaHHI.

AOGcopOris.




drykoHa30J1 700pe BCMOKTYETHCS MPHU MIEPOpaILHOMY 3aCTOCYBaHHI, a PIBEHb Ipemapary y mia3Mi KpoBi i
cUcTeMHa 010JJ0CTYIHICTh MepeBUILYI0Th 90 % piBHS (IyKoHA301y Yy I1a3Mi KPOBI, 10 1OCATAETHCS IPU
BHYTPIIIHBOBEHHOMY BBEICHHI npemnapary. OHouacHe BXXMBAHHA K1 HE BIUTMBA€ HA BCMOKTYBaHHS Tpemnapary
MIPH HOTo mepopaibHOMY 3acTocyBaHHi. [IikoBa KOHIIEHTpaIls y 1mia3Mi KpoBi gocsraerbes uepes 0,5-1,5 rogunun
miciis npuiioMy npenapary. KoHeHTpartis mpenapaty y mia3Mi KpoBi pomopiiiiiHa 10 1o3u. PiBHOBaxkHa
KOHIeHTpalis Ha piBHI 90 % nocsraeTbest Ha APYTUid J€Hb JIKYBaHHS IIPU 3aCTOCYBaHHI y NEPIINH I€Hb
HaBaHTaXyBaJbHOI 103H, 110 BABIYI IEPEBUILY€E 3BUYANHY JOOOBY J103Y.

Posnogin.

006’em po3noauTy TpUOIU3HO JOPIBHIOE 3araIbHOMY BMICTY PiJIMHU B OpraHi3Mi. 3B’s13yBaHHS 3 OlJIKAMH TUIa3MHU
KpoBi Hu3bke (11-12 %).

®dnykoHa301 100pe MPOHUKaE B YCi TOCTIPKYBaHi pitiHU oprani3My. PiBeHs (iykonazomny y ciuHi Ta
MOKPOTHHHI € TIOIOHUM JI0 KOHIICHTPAIII1 Mpenapary y mia3mi KpoBi. Y MalieHTiB, XBOPUX HA TPUOKOBUH
MEHIHTIT, piBeHb (PIIyKOHA301y y CIUHHOMO3KORN pifuHi focsrae 80 % KOHIEHTpaLil y Tu1a3Mi KpoBi.

Bucoki koHeHTpartii ¢uryKoHa3o0iy y HIKipi, 10 MEPEeBUIYIOTh CHPOBATKOR, TOCSITAIOTHCS Y POrOBOMY IIIapi,
emiaepmici, aepmi Ta moti. GIIyKoHA30]1 HAKOMUYYETHCS Y POTOBOMY IIapi.

biorpancdopmariis.

dryKoHa30J1 METaboJI3yEThCSl HE3HAUHOIO Mipoto. [Ipu BBeieHH1 1031, MiY€HOI PaiOaKTHBHUMH 130TOTIAMH,
e 11 % ¢irykoHa30:1y eKCKPETYEThCS 3 CeUer0 Y 3MIHEHOMY BUTJIsL. DIIyKOHA30J1 € CENEKTUBHUM 1HT101TOpOM
13odepmentiB CYP2C9 ta CYP3A4, a takox iHriditopom izopepmenty CYP2C19.

Exckpertis.

[Tepion HamiBBUBEACHHS (IIyKOHA30IY i3 TJIa3MHU KPOBI CTAHOBUTH MPUOIIN3ZHO

30 roauH. binbia yacTrHa npenapaty BUBOAUTHCA HUPKaMu, mpuaomMy 80 % 3acTOCOBaHOI 103U BUSBISETHCS Y
cedi B He3MiHeHOMY cTaHi. KiripeHc ¢uiykoHa3oy mponopiifHuil 10 KiipeHcy kpeatuHiny. Lupkymrorounx
MeTa0OJIITIB HE BUSBIICHO.

TpuBanuii mepio/ Harmi BBUBEICHHS MpernapaTy 3 Mia3Mu KPOBl JJa€ MOXKIIUBICTh Pa30BOTO 3aCTOCYBaHHS
npenapaTy npy BariHaJbHOMY KaHAMJI031, a TAKOXK 3aCTOCYBaHHS npenapary 1 pa3 Ha THXKJIEHb NPH IHIIUX
MOKA3aHHSX.

HupkoBa HEIOCTaTHICTS.

VY manieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSKKOTO CTYTEHs (IIBUAKICTH KIIyOO4YKOBOl (pimbTpartii

< 20 mu1/xB) Tiepioa HamiBBUBeeHHs 30Uty e€Thest 3 30 roauu A0 98 ronun. Tomy it KaTteropii Marji€eHTiB
HEOoOXiTHO 3MEHIINUTHU A03Y GirykoHazory. DaykoHa3071 BUAAILTHCS MUIISIXOM T'eMO/Iiaii3y Ta MEHIIOK MipOr0 —
[UITXOM IHTpanepuToHeanpHoro aianizy. CeaHc reMoianizy TPUBAIICTIO 3 TOJIUHH 3HIKYE PIBEHb (DIIyKOHA30ITY
y mi1a3Mi KpoBi npu6iu3Ho Ha 50 %.

3MiHM (hapMaKOKIHETHKH y MAIIEHTIB JITHBOTO BIKY, OYEBUIHO, 3aJIeKaTh BIJI MapaMeTpiB (PyHKIIiIl HUPOK.

KuainiuHi xapakTepucTUKH.

Iloka3zanns.

["ocTpuii BariHamsHUN KaHANUI03, KOJIU MICIIEBA Tepallisi € HeJOPEUHOIO.
Kannuno3uuii 6anaHiT, KOJIU MiclieBa TEparlisi € HEAOPEUHOIO.

Ilpomunoxazanns.

[TinBumeHa 9y TAUBICTIO A0 (IIYKOHA30IY,HIINX a30JI0BUX MOXITHUX a00 10 OyAb-SKOi 3 JOMOMDKHUX PEUOBUH
IILOTO TIpernapary.

OnHoyacHe 3acTOCYBaHHS (IyKOHA30JIy Ta Tep(eHa nHy MarjeHTaM, sKi 3aCTOCOBYIOTh (DITyKOHA301
6araropazoBo y no3ax 400 mr/no0y Ta Bule (311HO 3 pe3yJbTaTaMu JTOCIIIKEHHs B3aEMO/I1 0araropa3zoBoro
3aCTOCYBAHHS).

OpHouacHe 3acTocyBaHHS (DIyKOHA30J Iy Ta IHIIUX JIIKapChKUX 3ac00i1B, 1110 MOA0BXKYIOTh iHTepBan QT Ta
MeTabomi3yoThCs 3a gJonomororo hepmenty CYP3A4 (Hanmpukiiag u3anpuy, aCTeM30I1y, MMO3HUIY, XIHIAHHY Ta
EPUTPOMIITUHY ).

B3aecmooia 3 inwmumu nikapcokumu 3acovamu ma inwi 6uou 63aemooiil.
IIpomunoxazano cymiche 3acmocy8ants pIVKOHA30IY Ma HUNCYE3AZHAYEHUX EKAPCLKUX 3aC00i8.




Luzanpuo. T1oBinoMIsI0CS PO PO3BUTOK MOOIYHHUX Peakiliii 3 00Ky ceplis, y TOMY YHCJI PO MapOKCU3MAIbHY
IITYHOUYKOBY TaXiKapJilo THITY «IIpyeT» y Mali€HTIB, AKi OJHOYACHO 3aCTOCOBYBAJIN (IyKOHA30JI Ta LIU3AMPUI.
Opnnouacue 3actocyBanns 200 mr daykoHaszony 1 pa3 Ha 100y Ta 20 Mr nu3anpuy 4 pasu Ha 00y IPHU3BOINIIO
JI0 3HAYHOTO MiABUILIEHHS PiBHS IIM3aNpPULy Y TJIa3Mi KpoBi Ta 10 noaoBxkeHHs inTepBainy QT. OgHouacHe
3aCTOCYBaHHS (IyKOHA30Iy Ta IIU3aNpUay MPOTUIIOKA3aHe (IUB. po3ai «/Ipomunokasanmay).

Tepghenaoun. Yepes BUNIAAKU PO3BUTKY TSKKUX CEPLIEBUX apUTMil, COpUYMHEHHUX OJ0BXEHHAM 1HTepBany QTc,
y MAlli€HTIB, SKi 3aCTOCOBYIOTH a30JIbHI MTPOTUTPUOKOBI JTIKApChKi 3ac00M 0JIHOYACHO 3 TepheHaAMHOM, OyIn
MIPOBEJICHI OCIIHKSHHS B3aeMo i nux mpenaparti. [Ipu 3acrocyBanHi paykoHazony y m03i 200 mr Ha 100y He
Oyno BusiBnieHo nogoBxeHHs iHTepBainy QTc. [1pu 3actocyBanHi ¢urykonazoiny y no3ax 400 mr ta 800 mr Ha 100y
MPOIEMOHCTPYBAJIO, 0 3aCTOCYBaHHS (uIyKoHa3ouy y no3ax 400 mr Ha 100y abo BHILE 3HAYHO MiIBUIILY€ PIBEHb
TeppeHaIMHY Y TUIa3Mi KPOBI MPU OJHOYACHOMY 3aCTOCYBaHHI X npemnapariB. CyMicHe 3aCTOCyBaHHS
baykonHazony y no3ax 400 mr abo Buie 3 TeppeHaMHOM MPOTHUIIOKa3aHe (AUB. po3aia «IIlpomunokazanusy).
I[Tpu 3acTocyBaHHi ¢urykoHa301y y go3ax Hik4ye 400 Mr Ha 100y OJJHOYACHO 3 Tep(heHaAUHOM CIiJ] TPOBOJAUTH
peTeNbHUN MOHITOPUHT CTaHy IMalli€HTa.

Acmemizon. CymicHe 3acTOCyBaHHs (PIIyKOHA30y Ta aCTEMI30JIy MOXKE 3MEHIIUTH K PEHC acTEMI30Iy.
CrnpuyrHEeHe MM TiIBUIICHHS KOHIIEHTPALIil acTeMi30iTy y Ij1a3Mi KpOBI MOKE TPU3BECTH JI0 MTOJOBKEHHS
mTepBany QT Ta y piAKiCHUX BUIIAAKAX — JI0 MAPOKCU3MATBHOI IITYHOYKOBOI TaX KapIii TUITY «IipyeT».
OpHouacHe 3acTocyBaHHS (DIIyKOHA30Jy Ta aCTEMI30JIy POTUIIOKA3aHE.

ITimo3uo ma xinioun. CymicHe 3acTOCYBaHHS (DITyKOHA30JTy Ta TIMO3HUIY a00 XiHiIUHY MOKE TPU3BOJAUTH 0
MPUTHIYCHHS MeTa0o13My TiMo3uay abo XiHiauHy. [li 1BHIIIEeHHS] KOHIICHTpaIlii mMo3uay ad0 XiHIAUHY Y Tu1a3Mi
KPOBI MO’K€ CIIPUUMHSATH Mo10BKeHH inTepBainy QT Ta y piAKiCHUX BUIMAAKaX — NPU3BOIAUTHU 10 PO3BUTKY
MapOKCU3MAIIBHOI IITYHOYKOBOI TaxXikap/ii TUITy «mmipyeT». OHOo9acHe 3aCTOCYBAaHHS (hIIYKOHA30JTy Ta MMO3HIY
a0o0 XiHIIUHY MPOTUIIOKA3AHE.

Epumpomiyun. OnHOYacHe 3aCTOCYBaHHS €PUTPOMILIUHY Ta (DITyKOHA30y TOTEHINITHO MOXKE MIPU3BOJUTH 10
MIBUILEHHS PU3UKY PO3BUTKY KapAIOTOKCUYHOCTI (1MoaoBkeHHs iHTepBany QT, mapokcu3ManbHa TUTYHOYKOBA
TaxiKapJisi TUILY «IIpyeT») Ta, IK HacJiJI0K, 10 PalTOBOI CEpLEBOi cMepTi. 3acTOCYBaHHs KOMOIHaLlii JaHUX
JKapCchKUX 3ac001B MPOTUIIOKA3aHE.

He pexomenoyemucs o0Houache 3acmocysans uyKOHA30y 3 HUAHCHE3AZHAYEHUMU JEKAPCOKUMU 3ACODAMU.
L'anogpanmpun. GayKoHA301 MOYKE CIPUYMHHUTH T IBUIIIEHHS KOHIICHTpAIli rajogaHTpUHy y Mia3Mi KpPOBi 3a
paxyHok npurHideHHs CYP3A4. OgHovacHe 3aCTOCYBaHHS LIMX JIKApPChKUX 3ac001B MOTEHLIIHHO MOKe
MPU3BOAMTH JI0 T ABUILEHHS PU3UKY PO3BUTKY Kapi0TOKCUYHOCTI (10 0BKeHHS iHTepBainy QT, mapokcuzManbHa
IIUTYHOYKOBA TaxXiKap/iisi TUITY «IIPyeT») Ta, IK HACJ1I0K, IO panToBoi ceprieBoi cMepTi. Ciri yHUKaTH
3aCTOCYBaHHs KOMOIHAIT TaHUX JIIKApChKUX 3aC00i1B.

Cymicne 3acmocysanns QIVKOHA30Y mMa HUNCYE3A3HAYEeHUX EKAPCLKUX 3aco0i8 sumazae obepescHocmi ma
KOpU2Y8auHs 003u.

Bnaue inwux nikapcokux 3acobie Ha @ayKoHazon.

JocmimpKkeHHs B3aeMOIii MPOAEMOHCTPYBaJIH, 110 OJTHOYACHE BXKUBAHHSA 1K1, ITMMETHUIUH, aHTAITUAN a00
MOJaJIbIIIE ONIPOMIHEHHS YChOTO TiJ1a ISl MEPECaAKH KiCTKOBOIO MO3KY HE Ma€ KJIIHIYHO 3HAYyIIOTO BIJIMBY Ha
abcopOIrito (IyKoHA30Ty TIPU HOTO MEepOpPATbHOMY 3aCTOCYBAHHI.

Pugpamniyun. OnnouacHe 3acTocyBaHHS (IyKOHA30Jy Ta pudammuuny npusoauio a0 3umxkeHHs AUC Ha 25 %
Ta CKOPOYyBaJIo Mepioj HamiBBUBEACHHS GurykoHazory Ha 20 %. ToMy i nalieHTIB, sKi 3aCTOCOBYIOTh
pUQaMITIITIH, CITI PO3TISHYTH JOULUTBHICTB ITiIBUIICHHS 03U (PIIyKOHA30ITY.

Bnaue ¢pnykonazony na inwi 1ikapcoki 3acoou.

®dnykoHa301 € MOTYXHUM iHri0iTopoM i30pepmenty 2C9 nuroxpomy P450 (CYP) ta momipHuM iHTIGiITOPOM
CYP3A4. Takox daykonazoie inriditopom CYP2C19. I1pu oqHo9acHOMY 3acTOCyBaHHI 13 (PIIyKOHA307I0M iICHY €
PH3MK MIIBUIIEHHS Y J1a3Mi KPOBI KOHLIEHTpALi il 1HIINX CIONYK, 110 MeTabomizytoThest CYP2C9 ta CYP3A4.
Tomy 3acTocoBYBaTH Takl KOMOIHAIIIT penapaTiB CJIiJ] 3 00EPEKHICTIO; IPU [IBOMY HEOOXiTHO PETEIBHO
CIIOCTEpiraTH 3a CTaHOM marlieHTiB. [IpurHivyBanbHa 1ist GhiaykoHa30,y Ha epMEHTH 30€piTacThCsl POTIATOM 4-5
116 micist Horo 3acTOCYBaHHA y 3B’A3KY 3 HOTO TPHUBAJIMM NEPiO0M HaIlIBBUBEICHHS.

Anvghenmanin. T1in 9ac 0OAHOYACHOTO 3aCTOCYBaHHS allb()eHTaHUTY Y 1031 20 MKI/KT Ta (pIryKoHa301y y 1031

400 mr cnocrepiranocs asokparse 301nbienHs AUC, j, MoxinBo, yepe3 iHri0Oysanus CYP3A4. Moxe Oytu
HEOOXiTHUM KOPUTYBaHHS JJO3H alb(eHTaHLTy.




Amimpunmunin, Hopmpunmunin. OIYKOHA30J MOCUITIOE JIIF0 aMITPUNITUIIIHY Ta HOPTPUNITHIIIHY. PekoMeHayeThCst
BUMIPIOBaTH KOHIICHTPALIi S-HOPTPUNTUIIHY Ta/ab0 S-aMITpUNTUIIIHY Ha IOYaTKy KOMOIHOBaHOI Teparii Ta
yepe3 | TIKIeHb. Y pa3i HEOOXiTHOCTI CITifl BIAKOPUTYBATH 03y aMITPUIITHIIHY/HOPTPHUIITHITIHY.
Amgpomepuyun B. OnHouacHe 3acTocyBaHHA (DIIyKoHA301y TaampoTepunrHy B iHhIKOBaHUM MHIIIAM i3
HOpPMAaJIbHUM IMYHITETOM Ta iH(pIKOBAHUM MHUIIAM 31 3HI)KEHUM IMyHITETOM HPU3BEJIO 0 TAKUX PE3yJIbTaTIB!
HEBEJIUKUI aluTUBHUHN MPOTUTPUOKOBUI €(DeKT MpHU cUCTEMHIH 1HPeKIiT

C. albicans, BInCyTHICTb B3a€eMOJIi IpH BHYTpilIHboUepenHii iHpek1ii Cryptococcus neoformans Ta aHTaroHi3M
JIBOX TIpETapariB Npu cUCTeMHIN iHpeKii 4. fumigatus. KiiHidHe 3HaYeHHS pe3yJIbTaTiB HEB1OME.
Aunmukoaeynaumu. SIK 1 Ipu 3aCTOCYBaHHI 1HIIUX a30JIbHUX MPOTHUTPUOKOBUX 3aCO0IB, IPH OJHOYACHOMY
3aCTOCYBaHHI (hIyKOHA301y Ta BappapuHy MOBIOMIIAIOCS PO BUMAAKH PO3BUTKY KPOBOTEY (reMaTOM, HOCOBOL
KpPOBOTEYI, IIITYHKOBO-KUIIKOBUX KPOBOTEY, TeMaTy[li Ta MEJICHHN) Y MO€EAHAHHI 13 TOIOBKEHHIM
npoTpoMOiHoBoro vacy. [Ipu oqHOUacCHOMY 3acTOCyBaHH (PIIyKOHA30Jy Ta Bap(apuHy CIIOCTepiraaocs IBOKpaTHe
MIJBUIICHHS TPOTPOMOIHOBOTO Yacy, IMOBIPHO, BHACTIIOK IPUTHIYEHHS MeTa00I1i3My BaphapuHy yepes
CYP2C9. Cnin perenbHO KOHTPOIIOBATH MPOTPOMOIHOBHI Yac y MaIi€HTIB, sIK1 OJTHOYACHO 3aCTOCOBYIOTh
KyMapHHOBI aHTHKOAryJIssHTU. Moxe OyTH HeoOXTHOI0 KOPEKINs 103U BapdapuHy.

benzodiazeninu xopomkoi 0ii, Hanpuxnad mioasonam, mpiazonam. lpusHaueHHs (ITyKOHA30ITY TICIIS
MepOpaIbHOTO 3aCTOCYBaHHS Mifla30J1aMy MPU3BOIUIIO 10 3HAYHOTO T ABUIIICHHS KOHIIEHTpAIIl Miga3ojiaMy Ta
JI0 TIOCUJIEHHS TICUXOMOTOPHUX edekTiB. OlHOYacHEe 3aCTOCYBaHHs (uIyKoHa3ouy y 1031 200 Mr Ta mMifa3onamy y
1031 7,5 Mr nepopanbHo npusBoauio 1o miasuiieHHss AUC ta nepioay HamiBBUBeIeHHS y 3,7 Ta 2,2 paza
BinmoBigHO. 3acTocyBaHHs (urykoHazomy y 1031 200 mr/moby Ta 0,25 Mr Tpiazoiaamy nmepopabHO MTPU3BOIUIO 0
nigsumienas AUC ta nepiony HamiBBUBeAeHHS y 4,4 Ta 2,3 pasu BianosigHo. [Ipu ogHOYacHOMY 3acTOCYBaHHI
(bayKoHa30ITy Ta Tpia3ojaMy CIOCTEPIraiocs MOTEHIIIOBAaHHS Ta MPOJIOHTaIlis eEeKTIB Tpia3oaamy.

S0 nmarienTy, Ik MPOXOAUTh KypcC JIKyBaHHs (IyKOHA30JI0M, CJi/I OTHOYACHO MPU3HAYUTH TEPAIito
OeH30/1ia3enmHaMH, 103y OCTAHHIX CJIiJl 3SMEHITUTH Ta BCTAHOBUTH HAJIC)KHUHN HATJISIT 32 CTAHOM MAIliEHTA.
Kapbamasenin. dryxkoHa3on npurHiaye MeTados1i3M KapbamaseniHy Ta CIPUIHUHSIE TT1IBUIIICHHS P1BHS
kapOamaseniny B cupoBatiii KpoBi Ha 30 %. IcHye pU3HK pO3BUTKY TOKCHYHOCTI 3 00Ky KapOamazeniHy. Moxe
OyTH HEOOXiTHUM KOPUTYBaHHS J031 KapOamasemiHy 3aJIe)KHO BiJl piBHS HOT0 KOHIIGHTpaii Ta Aii mpemnapary.
Broxamopu kanvyiesux xananis. JIesiki aHTaroHiCTH Kajbllito (HiQeaumiH, iCpaanITiH, aMIOIUIIH Ta (HETOaHITIH)
meTabomizytoThes pepmenToM CYP3A4. OykoHa3011 MOTEHIIHHO MOJKE M IBUIYBAaTH CUCTEMHY €KCIO3HIII IO
OJI0KaTOPIB KaJbIIEBUX KaHAIB. PeKOMeH0BaHU peTeTbHUII MOHITOPUHT II0JI0 PO3BUTKY MOOIYHUX PEaKIii.
Lenexoxcub. Ilpn ognouacHOMy 3acTocyBaHHI (uiykoHas3oy (200 mr Ha 100y) Ta nenekokcuOy (200 mr) G, Ta
AUC nenexokcu0Oy mijBuiryBaimucs Ha 68 % ta 134 % BignosigHo. [Ipu omHOYacHOMY 3aCTOCYBaHHI
1eJeKoKcHOy Ta (IyKOHA301y MOKe OyTH HEOONTHUM 3MEHIIIEHHS JJO03H IEJICKOKCUOY BIARYI.

Luxnoghocghamio. OHoyacHe 3aCTOCYBaHHS HUKIO(Pochaminy Ta (IyKOHA30JIy IPU3BOIUTH O M ABUILECHHS
piBHA OinipyOiHy Ta KpeaTnHiHy B cHpoBaTili KpoBi. Lli mpenapaTi Mo>kHa 3aCTOCOBYBATH OJTHOYACHO, 3BAKAIOUH
Ha PU3MK I ABUIIICHHS KOHIIEHTpaIli OUTipyOiHy Ta KpeaTHHIHY B CUPOBATIIl KPOBI.

@enmanin. T1oB1AOMISIIOCS TIPO OJMH JETATLHUN BUTIQIOK 1HTOKCUKALIT (DEHTAHLIOM BHACITIIOK MOKIUBOL
B3aemMoii ¢peHTaHiTy Ta paykoHazomy. byso nmpoxemMoHcTpoBaHO, 10 (JIyKOHA30J1 3HAYHO YIIORTHHIOBAB
eniminaiiro ¢peHTaniny. [ligBuieHHs KOHIIeHTpalil (eHTaH1Ty MOXKe MPU3BECTU A0 MIPUTHIYCHHS TUXaHHS, TOMY
CJIiJI pETEIIbHO KOHTPOJIOBATH CTaH marieHTa. Moske OyTH HEOOXiTHOI KOPEKIIis 1031 (DeHTaHTy.

Inzioimopu I'MI-KoA-pedyxmasu: CyMiCHE 3aCTOCYBaHHsI ()JIyKOHA30JTy Ta 1HT101TOpIB

I'MI'-KoA-penykrasu, mo merabonizyrorbes CYP3A4 (aropBacTatuH Ta cMMBacTaTHH), abo iHridiTopis I'MI -
KoA-penyxrasu, mo meradbomizyrorees CYP2CO9 (¢uryBacTaTis), MIBUILY € PU3UK PO3BUTKY MioOmaTii Ta
padaoMionizy. Y pasi HeoOXiJHOCTI OTHOYACHOTO 3aCTOCYBaHHS IIUX MpEIapaTiB CiIiJ peTeIbHO CIIOCTEpiraTu 3a
MAI[IEHTOM [I0JI0 BAHUKHEHHSI CHMIITOMIB MiOTIaTii Ta pabIoMioi3y 1 IPOBOJAUTH MOHITOPUHT PiBHS
KpeaTHHKIHA3W. Y BUIAKy 3HAUHOT'O MiIBULLIEHHS PIBHS KpEaTHHKIA3M, a TAKOXK MpHU AlarHOCTYBaHH1 abo
MiZ03pi Ha MiomaTito/padaomioni3 3actocyBanHs iHri0iTopiB ' MI'-KoA-penykTasu ciil IpUIIUHUTH.
Imynocynpecopu (hanpukiao yukiocnoput, e8eponimyc, CUpOIIMyC i MaKpoaimyc).

Luxnocnopun. ®nykoHa3o0i 3Ha4HO TABUINY€E KoHIIeHTpamio Ta AUC nukinocnopuny. [1pu oqnouacHoMy
3acTocyBaHHI (prykoHazomy y 103t 200 Mr/mo0y Ta HMKIOCTIOPUHY y 1031 2,7 MI/Kr/no0y crocTepiranocs
30inbmenns AUC mukinocnopuny y 1,8 pasa. Li mpenapatu Mo)KHa 3aCTOCOBYBATH OJTHOYACHO 32 YMOBH
3MEHIIEHHS 1031 IIUKJIOCIIOPUHY 3aJIeKHO Bil HOTO KOHIIEHTpALIii.

Eseponimyc. @ryKoHa30J1 MOXKe TIBUIIYBAaTH KOHIICHTPALIIO €BEPOIIMYCY B CHPOBATII KPOBi yepe3
npurHiueHHs CYP3A4.



Cuponimyc. @IyKOHA30J1 TIBHUIIY € KOHIIEHTPAIIIIO CHPOJIMYCY Y T1a3Mi KPOBi, IMOBIPHO, IIUISIXOM TIPHUTHIY€HHS
MeTabomizmy cupodimycy gpepmentom CYP3A4 ta P-rimikonporeinom. Li mpemapaTi MoxHa 3aCTOCOBYBAaTH
OJTHOYACHO 32 YMOBU KOPUTYBaHHSI O3 CUPOJIMYCY 3aJI€KHO Bifl piBHS KOHIIEHTpAIi Ta eeKTiB rmpemapary.
Taxponimyc. DIyKOHA30JI MOXKE TIIBUIIYBATH KOHIIEHTpPAIli TAKPOJIIMYyCYy B CHPOBATII KPOBi 10

5 pasiB npH HOTo NMepopaIbHOMY 3aCTOCYBaHHI Yepe3 MPUTHIUYEHH MeTaboIi3My TaKpoIiMycy (epMEeHTOM
CYP3A4 y xumeunuky. [Ipu BHYTpIIIHLOBEHHOMY 3aCTOCYBaHHI TAaKpOJIIMYCY HE CIIOCTEPIrajgocs 3HAUHUX 3MIH
dapmakokineTuku. [TiBHIIIEH] PIBHI TAKPOIIMYCY aCOIIOIOTHCS 13 HE(POTOKCUYHICTIO. J[03y TakponimMycy s
NEePOPATBHOTO 3aCTOCYBAHHS CIIIJ] 3HIDKYBATH 3AJIEKHO BiJl KOHIIEHTpPAIIii TaKpOIIMYCy.

Jlozapman. ®ryKoHA3071 MPUTHIYYE META0O0JTI3M JIO3apTaHy 10 HOTO aKTUBHOTO METa0OITY

(E-31 74), mo 3yMOBIIIO€ 01y YaCTUHY aHTAroHi3My JI0 pelenTopiB aHrioTeH3uny Il mix yac 3acrocyBaHHsS
Jo03apTany. PekoMeH10BaHO 3MICHIOBATH MTOCTITHUN MOHITOPHHT apTepiabHOTO THCKY Y TAIi€HTIB.

Memaoon. ®aykoHa30J1 MOXKE MBUILYBATH KOHLIEHTPALIIO METAZ0HY y cupoBaTii kposi. [Tpu onHOUacHoMy
3aCTOCYBaHHI METAJIOHY Ta (IIyKOHA30JIy MOXXe OyTH HEOOXTHUM KOPUT'YBaHHS 103U META/I0HY.

Hecmepoioni npomusananvni npenapamu. Ilpn ogHodacHOMy 3actocyBaHHI 3 piykoHazonoM Cp,,, Ta AUC
¢bnyp6inpodeny miauuryBamucs Ha 23 % ta 81 % BiANOBIIHO MOPIBHSHO 13 BIANOBIJHUMHU MOKAa3HUKAMU IPU
3aCTOCYBaHHI TUTBKU QurypOinpodeHy. AHATOTIYHO MIPH OJHOYACHOMY 3aCTOCYBaHHI (DIYKOHA30TY 3 PalleMi YHHM
10ynpodenom (400 mr) C,,« Ta AUC (papmMakoraon4Ho akTUBHOTO 130Mepy S-(+)-i0ynpodeHy migBHUILyBaIUCs Ha
15 % ta 82 % Bi1MOBIAHO MOPIBHIHO 3 BiANOBIAHUMH IMOKA3HUKAaMU MIPH 3aCTOCYBAHHI T1JIbKU PAlleMIYHOTO
10ynpodeny.

@dryKOHAa30J1 TOTSHITHHO MOJKE IMIJBUIIYBaTH CUCTEMHY ekcro3uiito iHmux HIT3I1, mo meTabomi3yroTees
CYP2C9 (nampukiiag HapOKCEeHY, JOPHOKCUKAaMy, MEJIOKCHKaMy, TUKIo(peHaKy). PekoMeH10BaHO MEepoYHO
3I1ACHIOBATH MOHITOPUHT MOOIYHUX PEaKI[iii Ta TOKCUYHUX MposiBiB, MOB’sa3aHux 13 HII3II. Moxe Oyt
notpiOHUM KopurysanHs 103u HII3I1.

@enimoin. GmykoHa301 MPUTHIYYE MeTabomi3M GeHITOIHY B meuiHIi. OqHoYacHe 0araropa3oBe 3aCTOCYBAHHS
200 mr ¢aykoHazomy Ta 250 Mr (eHITOIHY BHYTPILIHBOBEHHO MPpU3BOANUTH 10 miaBuileHHs AUC,, deHiToiHy Ha
75 % Tta Cp;, Ha 128 %. IIpu ogHOUAaCHOMY 3aCTOCYBaHHI IIUX JIIKAPCHKUX 3aC0O0IB CITifl TPOBOJAUTH MOHITOPUHT
KOHIICHTpaIii (heHITOTHY y CHPOBATII KPOBI ISl YHUKHEHHS PO3BUTKY TOKCUYHOI i1 PEeHITOIHY.

IIpeonizon. I1oBiTOMISAIOCS PO BUTIAJOK, KOJIM Yy TIAIIEHTA IT1CJI TPAHCIUTAHTAIIl IEYiHKYA Ha TJi 3aCTOCYBaHHS
NPEHI30HY PO3BUHYJIACSA TOCTPa HEJOCTATHICTh KOPH HATHUPKOBUX 3aJ103, 110 BUHUKJIA TTICIISl TPUITHHEHHS
TPUMICSIYHOTO Kypcy Tepamnii ¢pirykoHazonoM. [IpunuHeHHs 3acTocyBaHHS (IyKOHA30I1y,IMOBIPHO, CIPUYMHUIIO
nocuinenHs akTuBHOCTI CYP3 A4, 110 npusBeno 10 MpUCKOPEHHS MeTaboi3My npenHizoHy. Cliji peTenbHo
CTS)KUTH 32 MAIliEHTaMH, SIK1 IPOTATOM TPUBAJIOTO Yacy OJJHOYACHO 3aCTOCOBYIOTH (hIYKOHA30JI Ta MPEIH30H, 3
METOIO NONEPEPKEHHS PO3BUTKY HEJOCTATHOCT1 KOPU HAJHUPKOBUX 3aJ103 MiCIIs IPUIMHEHHS 3aCTOCYBaHHS
¢bnykoHazoimy.

Pugpabymun. OrykoHa3071 MABUILYE KOHIICHTpAI0 prudadyTHHY B CHPOBATII KPOBI, IO IPU3BOIUTH JI0
30inbiienHs AUC pudabytuny 1o 80 %. Ilpu onHouacHOMY 3acTocyBaHH (hIyKoHa301y Ta pupadyTuHy
MOB1IOMJISIIOCS TIPO BUMIAJIKHM PO3BUTKY YBEiTy. IIpu 3acTocyBaHH Takoi KOMOIHAIIT JIIKapChKUX 3aC00iB CIIi L
OpaTH 10 yBaru CUMIITOMH TOKCUYHOI 111 puaOyTuHy.

Caxksinagip. ®ayxonazon masuimye AUC ta C,,, cakBiHaBipy npubiusHo Ha 50 % Ta 55 % BIANOBIIHO Yepe3
NpUTHIYEeHHS MeTabouisMy cakBiHaBipy y nedinmi pepmentom CYP3A4 Ta uepe3 inriGyBanns P-rmkomnpoTteiny.
B3aemonii Mmixx (hirykoHA30710M Ta CaKBIHABIPOM/PUTOHABIPOM HE JTOCIIPKYBaJIA, TOMY BOHU MOXKYTh
BUpXEHIIMMU. Moke OyTH HeoOXI THUM KOPUTYBaHHS 1031 CaKBIHABIpY.

Toxionui cynvgponincewosunu. Ilpu oqHOYACHOMY 3aCTOCYBaHHI ()TYKOHA30JI ITPOJIOHTYE TIEPi0/ HAITIBBUBEICHHS
nepopaIbHUX MOXIAHUX CYIh(GOHUICEYOBUHH (XJIOPIPOIaMiny, rIOeHKIaMiny, TAM3UIy Ta Ton0yTamMiay) npu ix
3aCTOCYBaHHI 3J0POBUM J0OPOBOJIBLSAM. PeKOMEHIYETHCS MPOBOIUTH YaCTUH KOHTPOJIb IyPKY B KPOBI Ta
B1JIMOBITHUM YMHOM 3HIKYBATH 103y MOXITHUX CYJIb()OHUICEUOBUHU MPU OJTHOYACHOMY 3aCTOCYBaHHI 13
(bIyKOHA30JI0M.

Teodhinin. 3actocyBauHs urykoHa30iy mo 200 Mr mpoTsirom 14 1HB MPU3BEIO 10 3HIKEHHS CEPETHBOTO
KJipeHcy Teo(iiHy y mia3Mi KpoBi Ha 18 %. 3a maiieHTamu, iK1 3aCTOCOBYIOTh TEO(UIIH Y BUCOKUX J103aX 200
SIKI MalOTh MiIBUIIIEHUH PU3UK PO3BUTKY TOKCUUHUX MPOSBIB T€O(DUIIHY 3 IHIINX NPUYHH, CIIi1 BCTAHOBUTH
HATJIsIT IIO/I0 BUSIBIICHHSI O3HAK PO3BUTKY TOKCHYHA i Teodininy. Teparito citi/i 3MiHUTH TIPY TOSIBI O3HAK
TOKCUYHOCTI.

Anxanoiou 6apeginky. daykonaszon,iMmoBipHO, uepe3 iHriOyBanus CYP3 A4, Moxxe CIpUUMHATH I ABUICHHS
KOHIIEHTpALli aJKanoiiB OapBIHKY y MJ1a3Mi KpOBI (HaNpuKJIaa BIHKPUCTHHY Ta BIHOIACTHUHY ), 110 IPU3BOIUTH
JI0 PO3BUTKY HEHPOTOKCUYHUX €(DEKTIB.



Bimamin A. TloBimomisuiocs, Mo y MaIli€HTa, SIKUi 0JHOYACHO 3aCTOCOBYBAaB TPAHCPETUHOEBY KUCIIOTY (KUCIOTHA
¢dopma BitamiHy A) Ta (piykoHa3071, criocTepiraincs No0iyHi peakiii 3 00Ky HEeHTpalbHOI HEPBOBOI CUCTEMH Y
(dbopMi TICEBIOTYMOPY TOJOBHOT'O MO3KY, IO 3HUK TICJIS BiAMiHU (irykoHa30iy. L] smikapceki 3aco0u MokHA
3aCTOCOBYBATH OJJTHOYACHO, aJie CJIJI TaM’sITaTU PO PU3MK BUHUKHEHHS MOOIYHHUX peaKIliif 3 00Ky eHTpaTbHOT
HEPBOBO1 CUCTEMH.

Bopuxonason (ineioimop CYP2C9 ma CYP3A44). OgHouacHe 3acTOCyBaHHS BOPUKOHA30Jy mepopaibHo (1o 400
MT KOHi 12 roaun mpotsaroM 1 aust, momim o 200 mMr koxkHi 12 roauH npoTsarom 2,5 nHs) Ta (GIyKoHa30Iy
nepopanbHo (400 Mr B nepimii AeHb, moTiM 1o 200 Mr KoXxHi 24 TOAMHU TPOTATOM 4 JHIB) IPU3BEIIO J10
niasuieHss C,,,, Ta AUC, BopukoHasony B cepenabomy 10 57 % (90 % HI: 20 %, 107 %) ta 79 % (90 % II: 40
%, 128 %) BignosigHOo. HeBiomMo, yi MpU3BOIUTH 3HWKEHHSA 03U Ta/ab0 4acTOTH 3aCTOCYBAaHHS BOPUKOHA30IY
a0o0 ¢urykoHa30Iy 10 YCyHEHHS Takoro edekry. [Ipu 3acTocyBaHH BOPUKOHA30ITY TICIs (TYKOHA30TY CJIi T
MIPOBOJIUTH CITOCTEPEIKECHHS 100 PO3BUTKY MOOIYHUX €(EKTiB, aCOLIHOBAHUX 13 BOPUKOHA30JIOM.

3uooeyoun. ®nyxonaszon masuurye C, .. 1a AUC 3unoByauny Ha 84 % Ta 74 % BIANOBIAHO, 110 3yMOBIICHO
3HIDKCHHSM KIIIPEHCY 3UI0BYAUHY MPpUOIN3HO Ha 45 % mpu foro nmepopaibHOMY 3acTocyBaHH. [lepion
HaIBBUBECHHS 3UI0BYIMHY OyB TaKOX MOIOBKEeHMI MprbOan3Ho Ha 128% micns 3acTocyBaHHA KOMOIHAIIT
GbykoHA30Iy Ta 3UIOBYIUHY. 32 CTAHOM IAII€HTIB, K1 3aCTOCOBYIOTh TaKy KOMOIHAIIIFO JIIKAPCHKUX 3aC001B,
CJIIJT CIIOCTEPIraTH MOA0 PO3BUTKY MOOIYHUX PEAKIlii, OB’ I3aHUX 13 3aCTOCYBAHHAM 3UIOBYANHY. MOKHA
PO3TIISIHYTH AOIUIBHICTh 3HM)KEHHS 103U 3UI0BY/IUHY .

Asumpomiyun. IIpu omHOYaCHOMY TIEpOpaTLHOMY Pa30BOMY 3aCTOCYBaHHI a3UTPOMIIIMHY Y Ao3ax 1200 mr Ta
daykoHazony y go3ax 800 Mr skoAHHMX 3HAYYHINX (hapMaKOKHETUYHUX B3a€MO/IiN BUABIIEHO HE OYJIO.
Ilepopanvni koumpayenmuesu. Ilpu 3acrocyBanHi QryKoHa30iy y 1031 S0 MI BIUITMBY Ha piB€Hb TOPMOHIB HE
Oymo, ToAl SIK TIpH 3acTOCyBaHHI (rykoHazoiy y mo3i 200 mr Ha 100y cnioctepiranocs 30utbmennass AUC
etuHinectpaniony Ha 40 % Tta neBoHoprectpeny Ha 24 %. Lle cBiquuTh npo Te, 1110 0araropa3zoBe 3aCTOCYBaHHS
GbykoHA30ITy Y 3a3HAUYCHUX J103aX HABPS Y MOXKE BIUTMBATH HA €)EKTUBHCTh KOMOIHOBAHOTO TIEPOPATHHOTO
KOHTpALIETITHBA.

Ocobueocmi 3acmocysanns.

Jlepmamodghimisn. BiagnoBigHO 10 pe3yJbTaTiB AOCIIHKCHHs (DIIYKOHA30Jy IS JIKyBaHHS JepMaTodiTii y AiTen
(iryKOHA30I1 HE MEePEBHIYE IPU3e0yIIbBIH 32 €PEKTUBHICTIO 1 3aralbHUN MOKAa3HUK €()EKTUBHOCTI CTAHOBUTD
men1re 20 %. Tomy ¢urykoHa30HE CITil 3aCTOCOBYBATH JJIs JTIKYBaHHS 1€pMaTOQITI].

Kpunmoxkokos. JlokaziB eheKTUBHOCTI (QIIyKOHA30Iy [UIsl JIKyBaHHS KPUIMTOKOKO3Y 1HIINX JIOKaJI3aIii
(HampuKIIa1 JETEHEBOTO KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKPH) HEJJOCTATHBO, TOMY PEKOMEHAAI I 111010
JI030BOT0 PEKUMY AJIS JIIKyBaHHS TaKUX 3aXBOPIOBaHb HEMAE.

I'nuboki endemiuni miko3zu. JIokaziB epeKTUBHOCTI (HITyKOHA30 Ty AJIs JIKYBaHHS HIINX (OPM €HIEMIYHUX
MIKO3IB, TAKUX SIK IMAPAKOKITUAI0iIOMIKO3, TICTOTIA3MO3 Ta IIKipHO-TIM(ATUIHHNA CTOPOTPUXO3, HEAOCTATHBO,
TOMY PEKOMEHJALIH 1010 J030BOT0 PEKUMY AJIS JIKyBaHHS TaKUX 3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. IlanienTam i3 nopymeHHsIM (yHKIINH HUPOK Mpenapar i 3aCTOCOBYBATH 3 00EPEXKHICTIO
(muB. po3aut «Cnocib 3acmocys8anus ma 003uy).

T'enamobiniapna cucmema. IlanieHtam 13 mopyueHHsM GYHKIIH MEYIHKH Mpenapar CJiiJl 3aCTOCOBYBATH 3
00epekHICTIO. 3acToCyBaHHs (hITYKOHA30Ty acOLOBAIOCS 3 BUHUKHEHHSM PiJIKICHUX BHITAIKIB PO3BUTKY TIKKOL
rernaToTOKCUYHOCTI, BKIFOYAIOYH JI€TalbHl BUIIAIKH, TOJIOBHUM YMHOM Yy MALU€HTIB 13 TSHKKMMHA OCHOBHUMU
3aXBOPIOBAaHHAMHU. Y pasi, KOJIM PO3BUTOK reMaTOTOKCUYHOCT aCOLiIOBABCA 13 3aCTOCYBaHHAM (DIIyKOHA30.1y, HE
OyI10 BiI3HAYEHO ii IBHOT 3aJIE)KHOCT1 BiJl 3araibHOI JOOOBOI 03K MpenapaTy, TPUBAIOCT Teparlii, cTari abo BiKy
nalieHTa. 3a3BU4ail renaToTOKCUYHICTh, CIIPUYMHEHA (ITyKOHA30J10M, 000pOTHA, aii MPOsSBU 3HUKAIOTH MICIIs
NPUMTUHEHHS Teparii.

3a marieHTaMu, y SIKUX MPU 3aCTOCYBaHHI ()IIYKOHA30JTy CTIOCTEPITAIOThCS BIIXUIICHHS PE3yJIbTaTIB
(GYHKIIIOHANBHUX MPOO MEYiHKH, CIiJl BCTAHOBUTH PETENbHUN HATIIS 11010 PO3BUTKY OUTBII TSHKKOTO YpaKECHHS
MICYiHKY.

[TamieHTIB C1i1 MPOiHGOPMYBATH MPO CUMIITOMH, 110 MOKYTh CBITYUTH MPO CEPHUO3HUI BIUIMB HA TICYIHKY
(BMpa)keHa acTeHisl, aHOPEKCisl, MOCTIiiHAa HyJ0Ta, OJIFOBAHHS Ta XKOBTAHUIL). Y TaKOMY pad 3aCTOCYBaHHS
(ryKoHa30ITy CIiT HEraifHO MPUITUHHUTH Ta TPOKOHCYJIBTYBATHUCS 3 JIKAPEM.

Cepyeso-cyounna cucmema. Jleski a30au, y ToMy 4ucii i IyKOHA30J1, aCOIIIOIOTHCS 13 TTOAOBXKECHHIM IHTEPBAITy
QT na enextpokapmiorpami. [Toigomisiocs mpo ayxe piIKiCHI BUIAIKU MoA0BkeHHs inTepBany QT ta
MapOKCU3MAIIBHOI IITYHOYKOBOI TaXiKap/li THITY «ITIpyeT» MPHU 3acTOCyBaHHI (ryKoHa30iy. Tan moBioOMICHHS
CTOCYBAJIHCS MAaLlI€HTIB 13 TSHKKUMU 3aXBOPIOBAHHAMH TPH MOE€THAHHI 6araThoX (PaKkTOpiB PU3HKY, TAKUMU SIK



CTPYKTYPHI 3aXBOPIOBAHHS CEPIls, TOPYIICHHS EJIEKTPOIITHOTO OOMIHY Ta OJJHOYACHE 3aCTOCYBaHHS 1HIIINX
JiKapchKuX 3ac00i1B, 110 BIIMBaIOThH Ha iHTepBan QT.

dnykoHa305CIi 3 00€PEKHICTIO 3aCTOCOBYBATH MAIiEHTaM 13 pU3UKOM PO3BHUTKY apuTMiid. OtHOYacHE
3aCTOCYBaHHS Pa3oM 13 JIKapCbKUMU 3ac00aMu, 110 MTPOJIOHTYIOTH iHTepBall QTc Ta MeTaboi3y0ThCs 3a
nornomoroto pepmenty CYP3A4 uutoxpomy P450, nmporunokasane.

I'anogpanmpun. T'anodantpun € cyoctpatom pepmerty CYP3A4 i npononrye intepBan QTc npu 3acTocyBaHHi y
PEKOMEHI0BAaHHUX TepaneBTUYHUX J03aX. OJJHOYACHE 3aCTOCYBaHH raJlopaHTpUHy Ta (IIyKOHA30Iy HE
PEKOMEH/IYETHCSL.

Jlepmamonociuni peakyii. 11 yac 3acTocyBaHHs (PIyKOHA30JTy PiJIKO TTOBIAOMIISIIOCS TIPO PO3BUTOK TAKHX
eKc(OTIaTUBHUX IIKIPHUX peakiii, gk cuaapoM CriBeHca-/[>KOHCOHA Ta TOKCUYHHM emiiepMaIbHUNA HEKPOJIi3.
[Mamientn 31 CHI/loM 6i1bII CXMITBHI IO PO3BUTKY TSHKKHUX IIKIPHUX PEAKI[ii MPH 3aCTOCYBaHHI 0ararbox
JKapChKKUX 3ac001B. SIKIIO y MamieHTa i3 TOBEPXHEBOI IPUOKOBOIO 1H(PEKINIEO 3’ IBIISIOTHCS BUCUIIAHHS, 10
MOYKHA OB’ A3aTH 13 3aCTOCYBaHHAM (DIIyKOHA30.1y, MOAajbIlIe 3aCTOCYBAaHHSI Mpenapary cij NPUIUHUTH. SIKII0 y
NamieHTa 3 IHBa3MBHOIK/CUCTEMHOIO IPUOKOBOIO 1H(DEKIIEIO 3’ IBISIOTHCS BUCUIIAHHS HA LIKIp1, 3@ HOro CTaHOM
MOTPIOHO PETENHHO CIOCTEPIraTu, a y pas3i po3BUTKY OyJIbO3HUX BUCUIIAHb a00 MyIbTU()OPMHA epUTEMU
3aCTOCYBaHHS (IyKOHA30Iy CIIJ MPUITHHUTH.

Tinepuymaugicme. Y piIKICHUX BUTAAKAX MOBIIOMIISUIOCS PO PO3BUTOK aHA(DIAKTUIHUX PEaKIIiH.

Lumoxpom P450. ®nykoHason e noTy>kHUM iHr16iTopoM pepmenty CYP2C9 ta noMipHUM iHT16iTOpOM
depmenty CYP3A4. Takox daykonasone inriditopom dpepmenty CYP2C19. Cnijx crioctepiraTu 3a CTaHOM
HAIl€HTIB, SIKI OJHOYACHO 3aCTOCOBYIOThH (IyKOHA30J1 Ta MpenapaTy 3 By3bKUM T€pPareBTUYHUM BKHOM, 1110
meTabomizytoThes 3 yuacTio CYP2C9, CYP2C19 ta CYP3A4.

Tepghenaoun. Cnin peTenbHO CIOCTEPIraTy 3a CTAHOM MAall€HTa MPU OJHOYACHOMY 3aCTOCyBaHHI TepdeHa uHy Ta
¢bnykonazony y no3i Menmie 400 mr Ha 100Yy.

Honomixcni peuosunu. Ilpenapat MicTuTh JakTo3y. [lamenTam i3 piIKiCHUMH CIIaIKOBUMH 3aXBOPIOBAHHSMH,
TaKUMHU SIK HETIEPEHOCUM iICTh TaJIaKTO3H, HEJIOCTATHICTh JJaKkTas3u Jlarrma ta Maaba0copOIlis TII0KO3U-TaIaKTO3H,
HE CJIiJ1 3aCTOCOBYBATH LieH mpemnapar.

3acmocyeannsa y nepioo eazimuocmi ado 200y8anHs 2pyoor.

Jani, orpuMaHi pu pa3oBoMy ab0 HOBTOPHOMY 3aCTOCYBaHHI ()IyKOHA30Jy Y 3BUYAMHUX 703X

(<200 Mr/mody) KiJIbKOM COTHSIM BaniTHHUX KIHOK MPOTSroM | TpuMecTpy BariTHOCT1, HE POJAEMOHCTPYBAIH
Hebaxxanux edexTiB Ha mwiiA. [ToBiqomisocs mpo YMCIeHHI BPOIKEH] MaToIOTI] Y HOBOHAPOHKEHHUX
(Brouaroun OpaaudpeHito, TMCIUIa3iio BIIHOI pAKOBHHHU, HaIMipHE 30UIbIICHHS NEPEAHbOTO TiM SUKa,
BUKPHBJICHHS CTETHA, IJICYOTIKTHOBUH CHHOCTO3), MaTepl IKUX MPUMaIH BUCOKI 103U (hirykoHazomy (400-800
MI/100y) IpOTATrOM HMpUHANMHI TPOX a00 OUIbIIE MICSIIB AT JIKYBaHHS KOKIMII01103Y. 3B’ 130K MK
3aCTOCYBAaHHSAM (DIIyKOHA30JIy Ta MMM BUTIAJIKAMU HE BU3HAYCHUH.

JlocniiskeHHs Ha TBapHHAX MPOJEMOHCTPYBAIM PENPOSYKTUBHY TOKCUYHICTb.

He cnin 3acTocoByBaTH 3BHUaiiHi 1031 (IIyKOHA30Iy Ta KOPOTKOTPUBAJL KypCH JIIKyBaHHS (PIIyKOHA30JI0M y
MepioJ1 BariTHOCTI, 32 BUHATKOM KpaiHbOI HEOOXITHOCTI.

He cnin 3acTocoByBaTH BUCOKI 1031 (hIyKOHA301y Ta/abo TpuBajii KypcH JTKyBaHHS (DIIyKOHA30JI0M Y TEpIo]T
BariTHOCT1, 32 BUHATKOM JIKyBaHHS 1H(EKIiH, 10 TOTEHIIHHO 3arpOXKyIOTh KHUTTIO.

@d1ryKOHA30J1 TPOHUKAE Y TPYAHE MOJIOKO Ta JIOCSTaE HIKYO1 KOHIIEHTpAIli, HDK y Tu1a3mi KpoBi. ['ogyBaHHS
IpyJUII0 MOKHA MPOJIOBXKYBATH TICIS pa30BOI'0 3aCTOCYBAHHS 3BUYANHOI 103U (IIyKOHA301Ty, 110 cTaHOBUTH 200
MT 200 MEHIIE.

['omyBaTu rpyIIt0 HE PEKOMEHI¥THCS ITPU OaraTopa3oBOMY 3aCTOCYBaHHI ()IIyKOHA30Jly a00 IpU 3aCTOCYBaHHI
BHUCOKHUX J103 (TyKOHA30IY.

30amuicms énaueamu Ha WEUOKICMb peaKyii npu KepysanHi A6MompanHcnopmom a00 iHWUMU MEXAHIIMAMU.
JlocmikeHb BIUIMBY (IIyKOHA30JIyHA 34aTHICTh KEPYBAaTH aBTOTPAHCIIOPTOM a00 MPAIfOBAaTH 3iHITUMH
MeXaHI3MaMH He IPOBOAMIIN.

[TamienTiB ¢ npoiHGOPMYyBaTH PO MOKIIMBICT PO3BUTKY 3allaMOPOUYEHHSI 00 CYIOM I J] 4ac 3aCTOCOBYBAHHS
¢dyxonasoiy. [Ipr po3BHTKY TaKHMX CHUMITOMB HE PEKOMEHIYEThCSI KEPYBAaTH aBTOTPAHCIIOPTOM a00 MPaItoBaTh
3 IHIIMMHU MeXaHi3MaMHU.

Cnocio 3acmocyeanns ma 003u.
Kamncynu cnin koBratu maumu. [lpuiiom npenaparty He 3aleXHUTh BiJl IpUAoMy 1xKi.



Ilopocni.

[Tpenapat 3acTocoByBaTH NepopaibHO y 1031 150 Mr otHOpa30Bo.

layienmu nimnbo20 8iKy.

[Tpu BigCcyTHOCTI O3HAK MOPYIIEHHS (DYHKITIH HUPOK 1S JIIKYBaHHS JTAHOI KaTeropii Maii€HTiB 3aCTOCOBYBATH
3BUYAKHY 03y VISl JOPOCIHUX.

Topywenns ¢hynxyiti HUpOK.

®dyKoHa30J1 BUBOJAUTHCA B OCHOBHOMY 3 ce4ero y HeaMHeHoMY Burisial. [Ipu pazoBomy 3acTocyBaHHI mpemnapaTy
KOPUTYBaTH JI03Y JaHiii KaTeropii mamieHTiB He MOTPiOHO.

Topywenns @ynxyiit nevinxu.

®dyKoHA3011 CIiJT 3aCTOCOBYBATH 3 00EPEKHICTIO MALlEHTAM 13 MOPYLIEHHAMHU (YHKLIH MEYIHKH, OCKIIbKH
iH(OopMaii o0 3acTOoCyBaHHS (IIyKOHA30ITy [ KaTeropii mamieHTiB HeIOCTaTHBO.

imu.

EdextuBHicTh Ta Oe3neka 3acTOCyBaHHsI penapary JUisl JIKyBaHHS T'eHITAIbHUX KaHAWJI031B Y AITeH He
BCTaHOBJICHI, HE3BAXKAIOYH HA 1CHYIOUI JIaH1 11010 3aCTOCYBaHHS (IyKOHA30Iy AITAM. SIKIO iCHYE HarajibHa
notpeda 3aCTOCYBaHHS MpemapaTy JTsSM BikoM Bia 12 mo 17 pokiB, CiTijl 3aCTOCOBYBATH 3BUYAITHI JO3H IS
JOPOCIIHX.

Ilepeoo3ysanns.

OTpuMaHO MOB1AOMJICHHS PO Mepe1o3yBaHHs (IIyKOHA30JI0M; OJJHOYACHO MOBAOMIISIIOCS MO TrajrouHaIlli Ta
MapaHoiJaJIbHY MTOBEIiHKY.

[Tpu nepeno3yBaHHI HEOOXITHO MPOBECTU CUMITOMATHYHY MIATPUMYIOUY TEpailo Ta Y pa3i HEOOXiTHOCTI
MIPOMUTH ILTYHOK.

®nyKoHa30J1 3HAYHOIO MPOIO EKCKPETYETHCS 3 Ceuero; OPCOBAHMIA Jiype3 MOKe IPUCKOPUTH BUBEICHHS
npenapary. Ceanc remMoanizy TPUBAJIICTIO 3 TOWHU 3HIKYE piBEHBb (DITYKOHA30IY Y TUTa3Mi KPOBi TPUOJIM3HO Ha
50 %.

Hobiuni peakuii.

Haituactimumu moOiyHUMHU peakiisiMU € TOJIOBHUH OUTb, OLTb y YepeBHiM MOPOKHUHI, Aiapesi, Hy10Ta,
OJIFOBaHHS, BUCUIIAHHS, M1 IBULLIEHHS piBHS anaHiHaMmiHoTpaHcdepasu (AJIT), acnaprataminorpancdepasu (ACT)
Ta 1yXHOi ocdarazu KpoBi.

3 60Ky cucmemu Kposi ma AimM@amuyHoi cucmemu.

HeuacTo: anemis.

Pinko: arpanynonuros, JefKorneHis, HeUTponeHis, TPOMOOLIUTOIIEH .

3 60Ky imyHHOT cucmemu.

Pinko: anadinakcis.

Memaboniuni ma arimeHmapui po3naou.

HeuacTo: 3HMXEHHS aneTury.

Pigxo: rineprpurmiinepuaeMis, TinepxolecTepuHEMisl, TIIOKaIieMis.

3 boky ncuxixu.

HeuacTto: O€3COHHS, COHJIMBICTD.

3 6oky Hepsogoi cucmemu.

YacTo: TONOBHUI O1JTb.

HeuacTo: cynomu, 3anaMopoyeHHs, napecTesii, IOpyIIeHHS CMaKy.

Pigxo: Tpemop.

3 boky opeanie ciyxy ma eecmubyiapHo2o anapamy.

HeuacTo: Bepturo.

3 6oky cepys.

Pinko: mapokcu3maiibHa MITYHOYKOBA TaxiKapis THITY «ITipyeT», moaoBxeHHs inTepBary QT.

3 60Ky WiIyHKOBO-KUUKOB020 MPAKNMY.

Yacro: OUTh y UepeBHIM MOPOKHUHI, Jiapesi, Hy10Ta, OJFOBAaHHS.

HeuacTo: 3anop, qucnencis, METeopu3M, CyXiCTh y pOTI.

T'enamobiniapni poznaou.

Yacro: mijBuILeHHS piBHA anaHiHamiHoTpaHchepasu (AJIT), acnapraraminorpancdepasu (ACT), myxHoi
docdarazm.



HeuacTo: xonecras, >KOBTSHHUIIS, MIBUIICHHS PIBHS OLTIpyOiHy.

Pinko: meuiHKOBa HEOCTATHICTh, FEMATOLETIONIIPHUNA HEKPO3, TeNAaTUTH, TeaTOLENIONSPHE YPayKeHHS.

3 6oky wiKipu ma niOwWKipHOI MKAHUHU.

YacTo: BUCHIIAHHS.

Heuwacro: cBepOik, MEAMKAMEHTO3HUN JEPMAaTUT, KPOITUB’ STHKA, TIBUIIEHE TTOTOBH/I1JICHHS.

Pinko: TokcuuHMit enigepManbHUM HeKpoi3, cuHapoM CTiBeHca-/[)KOHCOHA, TOCTpUil reHepaTi30BaHuil
€K3aHTEMAaTO3HUI MyCTYyIh03, €KCPOMIATUBHHUIA JEPMATUT, AHNIOHEBPOTUYHUN HAOPSK, HAOPSAK 0ONIUYYS, AIOMEIlis.
3 b6oky onopHo-pyxo6020 anapamy ma CHOJYYHOI MKAHUHU.

HeuacTo: mianris.

3acanvui posnaou.

HeuacTo: miiBuIieHa BTOMITIOBAHICTh, HE3/Ty )KaHHS, aCTCHIs, rapsykKa.

Jimu.

YacToTa Ta XapakTep MoOiYHUX peakwii i BIIXUICHb BiJl HOPMH PE3yJIbTaTB J1a00paTOPHUX aHAII3IB y AITEH
CITIBCTAaBHI 3 TAKUMH Y JIOPOCITUX.

Tepmin npuoamnocmi. 3 poxu.

YmoBu 30epiranns.
30epiraTi B HEAOCTYITHOMY JJIs AIT€H MICLI Ipu TemnepaTypi He Buiie 25 °C.

YnakoBka.Ne 1, Ne 3: mo 1 a6o mo 3 karicynu y 6mictepi; mo 1 6micTepy B KapTOHHINA KOPOOTIi.
Kareropis Biamycky. bes penenta — Ne 1.
3a penentoM — Ne 3.

BupoOnuk.
TOB «3enTiBaY.

Micue 3HaxoaKeHHs] BAPOOHHMKA Ta {Oro aapeca Micusi NPOBaKeHHs TislJIbHOCTI.
V kabenosuu 130, 102 37 Ilpara 10, Tonni Mexonynu, Yecbka PecniyGumika.



