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Cknao:

ditoua peyosuna: HIryKoHA30T;

100 M1 pozunny mMicTuTh Qurykonazony 200 mr;
O00ONOMIJICHI pewosuHU. HATPIIO XJIOPUI, BOAA JIJIS 1H EKIIIN.

Jlikapcbka dopma. Po3uun mis indy3ii.
Ocnosni izuxo-ximiuni enacmugocmi: Ipo3opa 6e30apBHA PEUOBHHA.

dapmakoTepaneBTHYHA rpymna. [IpoturpuOkoBi 3acobm aiisi cucTeMHOro 3actocyBaHHs. [loximHi
tpuazony. Kon ATX JO2A CO1.

Dapmakono2iuHi enacmueocmi.
Dapmaroounamika.

MexaHi3M fii.
®nykoHa30J, MPOTUTPUOKOBUN 3acid KJlacy TpHA30JiB — TOTY)KHHH Ta CENEKTUBHHUH 1HTIOITOp

rpubKkoBuX (EepMEHTIB, HEOOXITHUX AJIsi CUHTE3y eprocrepoiy. IlepBuHHUM MexaHi3MOM #oro aii €
MpUTHIYEHHsS] TpuOKoBoro 14 anbda-maHoCTEpOI-I1EMETHIIIOBAHHS, OMOCEPEIKOBAHOTO IIUTOXPOMOM
P450, mo € HeBia’€eMHMM eTarnoM OlOCHHTE3y I'pHOKOBOro eprocreposy. Axkymymsuis 14 anbda-
METHJI-CTEPOIIIB KOPENIIOE 3 MOJAJIBIIOK BTPATOK €procTeposy MeMOpaHO TPHOKOBOI KIIITUHHU Ta
MOJKE BIJIOBIJIaTH 32 MPOTUTPUOKOBY aKTHBHICTH (uIyKoHa30iy. DIIyKOHA30J1 € OUIBLI CElIEKTUBHUM
10 TpUOKOBHX (epMeHTIB nutoxpomy P450, HIK 10 pI3HOMaHITHUX CUCTEM (DEPMEHTIB LIUTOXPOMY
P450 ccaBuis.

3actocyBanHs (uiykoHazony y mo31 50 mr Ha m00y mporaroM 28 NHIB HE BIUIMBAE Ha PIBEHb
TECTOCTEPOHY Y IUIa3Mi KpOBI Yy YOJOBIKIB a00 Ha pIBEHb EHAOI€HHUX CTEpOiliB Yy >KIHOK
penpoayKTUBHOTO BiKy. @iykoHa3on y 11031 200-400 Mr Ha 100y HE BUSBISE KIIHIYHO 3HAYYIIOTO
BIUTUBY Ha pIBEHb EHAOTCHHHMX CTEpOiaiB yu Ha BiAmoBiap Ha ctumymsmniro AKTI y 3mopoBux
J0OPOBOJIBIIIB YOJIOBIYOT CTATI.

JlocipKeHHsT B3aeMOJIIT 3 aHTUIIPUHOM IPOAEMOHCTPYBAJIO, 10 3acTocyBaHHS 50 Mr ¢uiyKoHa301y
pa3oBo yu OaraTopa3zoBO HE BIUIMBAE HA METa00J113M aHTUITIIPUHY.

YyTauBicTs In Vitro.

daykonazon 1IN VItro JIeMOHCTpye NPOTHUrpUOKOBY akKTHBHICTH crocoBHO BuAiB Candida, mio
3ycTpivaroThesi Haiwacrime (Bkimrowatoun C.albicans, C.parapsilosis, C.tropicalis). C.glabrata
JEMOHCTPYE MIMPOKHUI Jiama3oH dyTiaMBOCTI 10 ¢urykoHazomy, tomai sk C.krusei € mo wworo
PE3UCTEHTHOIO.

Takox ¢aykonason in Vitro aeMoHCTpye akTuBHICTH sik mportu Cryptococcus neoformans ta
Cryptococcus gattii, Tak 1 mpoTm eHAemiuHMX IUTicHsaBuX TpuOiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeMo3B’ 130k papMakoKiHETUYHUX Ta apMaKOIMHAMIYHUX BIACTUBOCTEH.

BinmoBigHO 10 pe3ynbTaTiB  JOCHIIPKEHb Ha TBapHHAX, ICHYE KOpEALis MK MIHIMaJIbHOIO
1HT10yI0YOI0 KOHIIEHTpAIi€l0 Ta €(QEKTHUBHICTIO MPOTH EKCIEPUMEHTAIbHUX MOJeIed MiKo3iB,
cnpuunHennx Bugamu Candida. BigmoBigHO 10 pe3ysbTariB KIIHIYHUX JOCHTIHKEHb, ICHYE JiHiiHA
sanexHicth Mk AUC Ta no3oro ¢uykonazony (mpubausHo 1:1). Takox icHye mnpsimMuii, ane
HenoctatHii 3B’s130k Mibk AUC a0o 703010 Ta MO3WTHBHOIO KIIIHIYHOIO BIAMOBIIII0 Ha JIKYBaHHS




OpaJIbHOTO KaHAWAO03y Ta MEHIIOK MIpol0 — KaHauaemii. AHaIOri4HO JIKyBaHHS iH(EKUIH,
COPUYMHEHHX INTaMaMH, 10 SKUX (IYKOHA30J JACMOHCTPYE BHCOKY MiHIMaJIbHY 1HTIOyIOUYy
KOHIIEHTPAIII0, € MEHIII 33JJ0BUTHHUM.

MexaHi3M pe3uCTeHTHOCTI.

Mikpoopranizmu poxy Candida neMOHCTPYIOTh YMCICHHI MEXaHi3MH PE3HCTEHTHOCTI 0 a30JbHUX
MPOTUTPUOKOBUX 3ac00iB. DIIYKOHA30J1 JEMOHCTPYE BHUCOKY MIHIMAQJIbHY 1HTIOYHOYY KOHIICHTPAIIIO
OpOTH MTaMiB rpuliB, sSKi MalOTh OAMH ab0 OinblIe MeXaHi3MiB PE3UCTEHTHOCTI, 10 HETaTHBHO
BIUIMBA€ Ha €(PEeKTUBHICTH IN VIVO Ta B KiIiHIYHIM mpakTuii. [T0BiIOMIISIIOCS PO BHITAAKH PO3BUTKY
cynepingekuii Candida spp., inmmmu Hix C. Albicans Bumamu, 1m0 4acTo € HEYYTIUBUMH O
bnykonaszony (wanpuknan Candida xrusei). JIns JiKyBaHHS TakMX BUIAAKIB CJIiJ 3aCTOCOBYBAaTH
aNbTEPHATUBHI TPOTUTPHOKOBI 3aCO0M.

Dapmaxokinemuxa.

dapMaKOKIHETHYHI ~ BJIACTUBOCTI  (pIIyKOHA301y € TOMIOHMMH TIpH BHYTPIIIHBOBEHHOMY 1
NepopaIbHOMY 3aCTOCYBaHHI.

Ab6copOis.

®dnykoHa307 100pe BCMOKTYETHCS IPU MEPOPATLHOMY 3aCTOCYBaHHI, a piBeHb Ipenapary y Iuia3mi
KpOB1 1 cucTeMHa O010J0CTYyNHICTh nepeBHIytoTh 90 % piBHA (IyKoHa30idy y IUla3Mi KpOBi, IO
JOCSTAETHCS TPH BHYTPIIIHEOBEHHOMY BBe/IEHHI npenapaty. OqHoYacHe BXXKUBAaHHS 1Ki HE BIUTUBAE HA
BCMOKTYBaHHsI Ipernapary Npu HOro mnepopaibHOMy 3acTocyBaHHI. IlikoBa KOHIEHTpalis y mia3mi
KpoBi nocsraetbest yepe3 0,5-1,5 rogunm micns mpuitomy mpemnapary. KoHmenTparisi mpemapaty y
m1a3Mi KpoBi mpormopiiiiHa 103i. PiBHOBaXkHA KOHIEHTpalis Ha piBHI 90 % mocsraeThcs HA Apyrui
JIeHb JIIKYBaHHS NPH 3aCTOCYBaHHI y MEPIINil JIeHb HABAaHTAXYBAIBHOI J03U, IO BIBIYi MEPEBHIILYE
3BHYaiiHy 1000BY /103y.

Posnogmin.

O6’em posnoxiny MpuOIHU3HO JOPIBHIOE 3aralbHOMY BMICTY PIIMHUA B Oprai3Mi. 3B’si3yBaHHS 3
Oinkamu 1ia3mu Kposi Hu3bke (11-12 %).

dnykoHa3011 400pe MPOHUKAE B YC1 AOCHIKYBaHI piIUHU opranizmy. PiBeHb (iykoHa3omy y ClivHI Ta
MOKpPOTHHHI € TMOMIOHMM 10 KOHIIEHTpAIlii mpemapaTy y Ija3Mmi KpoBi. Y MaIli€eHTiB, XBOpUX Ha
IpUOKOBUI MEHIHTIT, PiBeHb (PIIYKOHA30Jy Y CHMHHOMO3KOBI piauHi gocsrae 80 % KOHIEHTpalil y
TJ1a3Mi KpoBi.

Bucoki koHueHrtpauii ¢uiykoHa3zosly y IIKipi, IO TMEPEBHIIYIOTh CHPOBATKOBI, JOCSATAIOTHCA Y
poroBoMy iapi, emijiepmici, AepMi Ta moTi. PIyKOHA30J1 HAKOMHMUYeThCsA y poroBoMy mapi. Ilpu
3actocyBaHHI 7031 50 mr 1 pa3 Ha 100y KOHIEHTpauis (iaykoHa3ony micis 12 AHIB JIKyBaHHS
cTaHOBUJA 73 MKI/T, a yepe3 7 IHIB MICJs 3aBEPIIEHHS JIKyBaHHS KOHIIEHTpAIlisl BCE IlI€ CTaHOBMJIA
5,8 mkr/r. Ilpu 3acrocyBansi n03u 150 mr 1 pa3 Ha THXXKIEHb KOHLIEHTpaLis (GIykoHa307y Ha 7 JeHb
JIKyBaHHS cTaHoBWiIa 23,4 MKI/T; uepe3 7 AHIB MICHS 3aCTOCYBAaHHS HACTYIMHOI 03U KOHIICHTpAILIis
BCe 1€ cTaHOBMIA 7,1 MKI/T.

Konnentparnist ¢iykonazony B HITTSX micis 4 MicsmiB 3actocyBanHs 150 mMr 1 pa3 Ha TWXKIEHb
craHoBuia 4,05 MKI/T y 310poBUX J00poBOibLIB Ta 1,8 MKI/T THpu 3aXBOPIOBAHHSAX HIITIB;
(byKkoHa30J1 BU3HAYABCA Y 3pa3Kax HITTIB uepe3 6 MICSIIIB MiCsl 3aBEPIICHHS Tepartii.
biotpancdopmartis.

®dnykoHa305 MeTa0O0II3yeThCS HE3HAUHOIO Mipoto. [Ipu BBeAeHHI 03M, MIY€HOi pajl0aKTHBHUMU
13oTonamu, jume 11 % ¢aykoHa3omy eKCKpeTyeTbes 3 cedero y 3MiHeHOMY BHUIIIAII. DiaykoHa3om €
cenlekTUBHUM 1HT161TOpoM 130epmenTiB CYP2C9 ta CYP3A4, a Takox 1HTIO0ITOpOM 130(epMEHTyY
CYP2CI19.

Exckpertis.

Ilepion HamiBBHBeIEHHsS (IIYKOHA30Iy 13 IUIa3MU KpOBi cTaHOBUTH Onm3bko 30 roauH. binmbia
YacTUHA TpernapaTy BUBOIUTHCS HHUpKaMu, mpudomy 80 % BBelE€HOI 103M BUSBISIETHCS y cedi B
He3MiHeHoMYy cTaHi. KiipeHc ¢iykoHa3omy nponopuidHuil 1o KiipeHcy KpeaTuHiny. L{upkymrorounx
MeTaboITIB HE BUSBJICHO.

TpuBanuii mnepiox HamiBBUBEISHHS NpenapaTy 3 IUIa3MH KpOBI Jla€ MOXIIMBICTH Pa30BOTO
3aCTOCYBaHHS Tperapary MpH BariHaJIbHOMY KaHIHMIO31, a TAaKOK 3aCTOCYBaHHs mpemnapaty | pa3 Ha
THKJIEHb MPH 1HIIMX ITOKA3aHHSIX.

HupkoBa HEIOCTATHICTB.

VY marieHTiB i3 HUPKOBOIO HEAOCTATHICTIO TSDKKOTO CTyIMEHS (IIBHUIKICTH KIyOO4YKOBOI (imbTpariii
< 20 mu/xB) mepioa HamiBBUBEACHHs 301UtbInyeThes 3 30 roguH mo 98 romun. Tomy 1mid karteropii




MAIi€HTIB HEOOXITHO 3HU3UTH 103y (hi1ykoHa301y. DIykoHa301 BUAAISIETHCS IIISIXOM FeMOAi a3y, Ta
MEHIIIOI0 MipOI0 — MIJISTXOM 1HTpamnepuToHeaabHoro Aianizy. CeaHc reMoianizy TPUBAIICTIO 3 TOAMHI
3HWXKYE piBeHb (PIyKOHA301y y IU1a3Mi KpoBi npubian3Ho Ha 50 %.

IarieHTH JITHBOTO BIKY.

3MiHM (hapMaKOKIHETHKH Y TALI€HTIB JITHHOTO BIKYy OYEBUIHO 3aJeXaTb BiJ mapameTpiB (yHKIiN
HUPOK.

KuiniuHi xapakTepucTHKH.

Ilokazannua.

JlikyBaHHS TaKMX 3aXBOPIOBAHb y JOPOCIIHUX, SK:

— KPUINITOKOKOBHI MEHIHTIT;

— KOKIIUII01103;

— 1HBa3HMBHI KaHIUJI03M;

— KaHJIUAO03U CIIM30BUX OOOJOHOK, BKJIIOYAIOUM KaHAMI03 POTOTJIOTKH Ta KaHAMWIO03 CTPAaBOXO.NY,
KaHAUAYPisl, XPOHIYHHHN KaHIU03 IIKIPH 1 CIM30BUX 00OJIOHOK;

— XpOHIYHUHN aTpOoiuHUN KaHANA03 (KaHAM03, CIPUYMHEHNH BUKOPUCTAHHAM 3yOHUX MPOTE3iB) MpU
Hee(eKTUBHOCTI MICIIEBOI Tepaitii.

[IpodinakTrka TaKuX 3aXBOPIOBaHb Y TOPOCIHX, SIK:

— peuuaB KPUNTOKOKOBOTO MEHIHTITY Y MAllI€EHTIB 3 BUCOKUM PHU3UKOM HOTO PO3BUTKY;

— peUHIuB KaHIUA03Y POTOTJIOTKA a0o cTpaBoxonay y marieHTiB 3 BIJI 3 BHCOKMM pH3UKOM HOTO
PO3BUTKY;

— mpodimakTHKa KaHIWAO3HUX IH(QEKIIH y MalieHTIB i3 TPUBAIOI HEUTPONCHIEI0 (HAMPHUKIA,
MAIIEHTIB 31 3JI0AKICHUMH 3aXBOPIOBAHHSAMHU KpOBI, SIKi OTPUMYIOTh XiMIOTEpAIMilo YU MAIiEHTIB MpU
TPaHCIUIAHTAIl] TeMONOETHYHUX CTOBOYPOBUX KIIITHH).

[[H(bmoaon® 3aCTOCOBYIOThH JITAM BiJ] HAPOPKEHHS JJIS JIIKYBaHHS KaHAMJIO31B CIM30BUX OOOJIOHOK
(KaHIUI03 POTOTIIOTKU, KAHIUI03 CTPABOXOAY), IHBa3MBHUX KaHAWI031B, KPUIITOKOKOBOTO MEHIHTITY
Ta JUis NpopiTaKTUKK KaHIUAO3HMX 1H(EKHiN y mamieHTiB 31 3HMXKeHHM imyHiTeToM. [Ipemapar
MOJKHAa 3aCTOCOBYBAaTH K MIATPUMYIOUY TEpaIilo AJIsi MOMEPEIKEHHS PEUUANBY KPUITOKOKOBOTO
MEHIHTITY y JiTeH 13 BUCOKUM PU3HKOM HOTO PO3BUTKY.

Teparito nperaparoM JIu¢I0301" MOXKHA PO3MOYMHATH 10 OTPHMAHHS PE3yIbTATIB KyIbTYpalbHIX
Ta 1HIIKX JJAOOPATOPHUX JOCHIKEHb; MICIs OTPUMaHHS pe3ybTaTiB aHTUOAKTEpiabHy TEpaIito CiiJl
CKOPHUTYBATH BIAMOBITHUM YHHOM.

IIpomunoxazanns.

— Tl'inepuyTnuBicTs 10 (UIyKOHA30Jly, IHIIMX a30JIbHUX CHOJYK abo 10 OyAb-iKOi 3 JIOMOMDKHUX
PEUYOBHH TIperapary.

— OpHoyacHe 3acTOCYBaHHS (UIYKOHA30ily Ta TeppeHaauHy TMallieHTaM, SKi 3aCTOCOBYIOTh
(dbaykonazon 6aratopazoBo y no3ax 400 mr/mo0y Ta BHILE.

— OHOYacHe 3aCTOCYBaHHS (IYKOHA30Jly Ta 1HIIMX JIKAPChKHUX 3ac00iB, M0 MOAOBXKYIOTh 1HTEpBAJ
QT Tta merabomnizyroTbes 3a nonomororo (epmenty CYP3A4 (manpukiaj mu3anpuay, acTeMizolny,
MiMO3H Yy, XIHITUHY Ta EPUTPOMILIMHY).

B3aemooia 3 inwumu nikapcoKumu 3acovamu ma iHuwii 6UOU 63a€MOOIIL.

IIpomunoxazano cymicHe 3acmocyeants GryKoHA301yY MAa HUNCHE3A3HAYEeHUX NIKAPCbKUX 3ac00i6.
Luzanpuo: MOBIIOMIIIIOCS TPO PO3BUTOK MOOIYHUX peakiii 3 OOKy cepls, y TOMY YHCII Ipo
MapOKCU3MAJIbHY IITYHOUKOBY TaXiKap/Iit0 TUITY «IIpPYyeT» y Malli€HTIB, K1 OJJTHOYACHO 3aCTOCOBYBAJIH
¢nykoHazon Ta wnwmsanpui. KoHTposibOBaHI JOCHIKEHHS MPOJEMOHCTPYBAIH, WLIO0 OJHOYACHE
3actocyBanHs 200 mr daykoHazony 1 pa3 Ha 100y Ta 20 Mr mu3anpuay 4 pasu Ha 100y MPU3BOIUIIO
70 3HAYHOTO MIiJBUINEHHS PIBHSA IM3alpyay Yy IUIa3Mi KpoBi Ta 10 MOAOBXKeHHs iHTepBany QT.
OpnouacHe 3acTocyBaHHS  (UIYKOHA30dy Ta [M3ANpHAy TNPOTUIIOKa3aHe  (IMB.  PO3ALT
«lIpomunoxasanusmy).

Teppenaoun: depe3 BUMATKHA PO3BUTKY TSDKKHX CEpPIEBUX APUTMIH, CIPUYMHEHHUX TTOIOBXKCHHSIM
inTepBasty QTc, y nmaiieHTiB, sIKi 3aCTOCOBYBAJIHM a30JIbHI MPOTUTPHUOKOBI JTIKapChKi 3aC00M 0JTHOYACHO
3 tepdeHaauHOM, OyaM TMPOBEACHI JOCHIDKEHHS B3a€MOJMIl IMX TMperapaTiB. Y XOai OIHOTO
JOCIIKEHHS TIPU 3acTocyBaHHI (piykoHa3ony y 1031 200 Mr Ha 700y He Oys10 BUSBIIEHO MOJI0BXKEHHS
inTepBany QTc. Inme gocnmimxkeHHs mpu 3actocyBaHHi QurykoHazony y go3ax 400 mr ta 800 mr Ha




100y MPOAEMOHCTPYBAJIO, 1110 3aCTOCYBaHHs (hiykoHa3ony y po3ax 400 mr Ha 100y abo BUILE 3HAYHO
MIJIBUINYE piBeHb Tep(EHAIMHY Y TUTa3Mi KpPOBI MPH OJHOYACHOMY 3aCTOCYBAaHHI WX Ipernaparis.
CywmicHe 3actocyBaHHs (haykoHazony y gosax 400 mr abo Buie 3 TepheHaIMHOM MPOTUIIOKA3AHE
(muB. po3ain «lIpomunoxkazanusny). Ilpu 3actocyBanHi (iaykoHa3ony y no3ax Hkde 400 mr Ha 100y
OJTHOYACHO 3 Tep(PEeHATMHOM CJiJl IPOBOJUTH PETEIbHUI MOHITOPUHT CTaHy MAaLli€HTA.

Acmemizon: cyMiCHE 3aCTOCYBaHHs (DIYKOHA30Jy Ta acTEMI30JIy MOXKE 3HM3MTU KJIIPEHC acTeMi30uy.
CrnpuunHEeHEe MM TMiABUIICHHS KOHIIEHTpAIil acTeMi3oilly y IUIa3Mi KpOBI MOXKE NPU3BECTH [0
nojoBkeHHs iHTepBany QT Ta y piAKICHMX BUIAIKax — 10 MAPOKCU3MANIbHOI IUTYHOUYKOBOT Taxikapii
Tuny «aipyer». OqHoYacHe 3aCTOCYBaHHS (IIYKOHA30IIy Ta aCTEMi30JIy POTUIIOKA3aHE.

Ilimo3u0 ma xinioun: CyMiCHE 3acTOCyBaHHS (PIyKOHa307dy Ta MIMO3UAYy a0 XIHIAWHY MOXKe
MPHU3BOJUTH JI0 MIPUTHIYEHHS METa00Ii3My MIMO3UAy ab0 XiHIAHHY, X04Ya BiAMOBIIHUX AOCIIKEHB IN
Vvitro ta in vivo He npoBoawin. ITiBHUINICHHS KOHIEHTpAIll MiMO3uay a00 XiHIAMHY Y I1a3Mi KpPOBi
MOJKE€ CHPUYMHATH NoJ0BKeHHs 1HTepBasy QT Ta y piIKiCHUX BHUMAgKaxX MPU3BOAUTH A0 PO3BUTKY
MapOKCU3MAIIbHOI ITYHOYKOBOI Taxikapil THIy «mipyer». OJHOYacHEe 3aCTOCYBaHHS (IIYKOHA30IY
Ta MIMO3UAY a00 XiHITUHY MPOTUIIOKA3aHE.

Epumpomiyun: onHOYaCHE 3aCTOCYBaHHSA EPUTPOMILMHY Ta (IIYKOHA30Jy NOTEHIIHHO MOXe
INPU3BOJUTU 1O MIJBUINEHHS PU3MKY PO3BUTKY KapJIiOTOKCHYHOCTI (moJoBxkeHHs iHTepBany QT,
NapoKCHU3MallbHA MUTYHOYKOBA TaxiKapiis TUILY «IipyeT») Ta, SK HACIiJOK, 0 PanToBOi CEepIeBOT
cMepTi. 3acToCyBaHHS KOMOIHAIIIT JaHUX JIIKAPChKUX 3aCO01B MPOTUIIOKA3aHE.

He pexomendyemuvcsa o0HouacHe 3acmocygants (DAVKOHA30Y MA HUNCYE3AZHAYEHUX JIKAPCLbKUX
3acobis.

T'anogpanmpun’: HayKoHA307 MOXKE CHPUYMHUTH ITiIBUIICHHS KOHIEHTpALil TratodaHTpuHy y Iu1a3mi
KpoBi 3a paxyHok mnpurHiueHHS CYP3A4. OpHodacHe 3acTOCyBaHHS LHMX JIIKAPCHKUX 3aco0iB
MOTEHI[ITHO MOJK€ MPU3BOAMTHU 1O IMiJBUIICHHS PU3HUKY PO3BUTKY KapAiOTOKCHUYHOCTI (ITOJOBKEHHS
inTepBany QT, mapokcu3malpHa NUTYHOYKOBA TaxiKapAis THILy «IIipyeT») Ta, SK HacCHiIoK, 0
panToBoi ceprieBoi cmepTti. CitiJy yHUKaTH 3aCTOCYBaHHS KOMOIHAII] JaHUX JIIKAPCHKUX 3aCO0iB.
Cymicne 3acmocyeants _(QIVKOHA30MY mMA  HUNCYE3A3HAYEeHUX JIKAPCbKUX 3acodie sumazac
obepesicHocmi ma Kopu2yeaHs 003u.

Bnaue inwux nikapcokux 3aco6is Ha i1yKkoHa3oi.

JlocmipkeHHsT B3aEMO/IIT TTPOJAEMOHCTPYBAIIM, IO OJHOYACHE BXKWUBAHHS 1XKi, IUMETHINH, aHTAIHIN
a0o mojanblie ONPOMIHEHHS YChOTO Tija JJIs TEpecajkd KICTKOBOTO MO3KY, HE MAae€ KIIHIYHO
3HAYYIIOr0 BIUIMBY Ha a0copO1ito (hIyKOHA30JIy TIPH MOT0 MepopaTbHOMY 3aCTOCYBAHHI.
Pugamniyun: onHouacHe 3acTocyBaHHA (DIyKOHa30dy Ta pUGaMIiLUHY MPU3BOIWIO 10 3HUKEHHS
AUC nHa 25 % Tta ckopouyBaJlo IiepioJ] HamiBBUBeAECHHS (uiykoHa3zony Ha 20 %. Tomy nms maui€eHTiB,
K1 3aCTOCOBYIOTh PU(DAMITIIIUH, CIIiJl PO3TIISHYTH JOLUIIBHICTh MiABULIIEHHS 103U (IIYKOHA30ITY.

Bnaue ¢pnyxonazony na inwi nikapcwbki 3acobu.

®dnykoHa3051 € MOTYKHUM iHribiTopom i3opepmenty 2C9 nurtoxpomy P450 (CYP) ta momipHuM
iHridoiropom CYP3A4. ®daykonaszon e inriditopom CYP2C19. Ha nomatok a0 crnocrepexyBaHHUX/
JOKYMEHTAJIbHO IMiJITBEP/UKEHUX B3a€MOJIIH, 1110 OMHMCAHI HUXKYE, IIPU OJHOYACHOMY 3aCTOCYBaHHI 13
(GIyKOHA30JI0M ICHY€ PHU3UK MIJBULICHHS Y IUIa3Mi KPOB1 KOHIIEHTpPALld IHIIMX CIOJIYK, IO
metabomizytorbes CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTocoByBaTH Taki KOMOiHallii IpenapaTiB
CIia 3 OOEPEeXHICTIO; MPHU IbOMY HEOOXIJTHO PETENbHO CIOCTEpIraTH 3a CTAaHOM TMAIliEHTIB.
[TpurniuyBanbHa nig QuaykoHazony Ha QepMeHTH 30epiraerbes mnpotsrom 4-5 ni6 micns #oro
3aCTOCYBaHHS Y 3B 3Ky 3 HOT0 TPUBAJIUM TIEPI0IOM HaIliBBUBECHHSI.

Anvghenmanin: mig 4ac 0JJHOYACHOTO 3aCTOCYBaHHA alb(eHTaHlly y 1031 20 MKI/KT Ta (IIyKOHA30Iy y
1031 400 Mr 3m0poBUM JOOPOBOJIBISIM criocTepiraiocs aBokpatHe 30uabineHHsT AUC19, MOXKIHUBO
yepe3 iHrioyBanHs CYP3A4. Moxe 6yTi He0OX1IHUM KOPUTYBaHHS 103U alb(EHTaHITY.
Amimpunmunin, Hopmpunmuain. (IYKOHA30JI TOCWIIOE 10 aMITPUOTUIIHY Ta HOPTPUIITHIIHY.
PexomeH1yeThCsl BUMIPIOBATH KOHIEHTpalii S-HOPTPUNTUIIHY Ta/a00 S-aMITPUNTUIIHY Ha MOYATKY
KOoMOiHOBaHOI Tepamii Ta dYepe3 | TwkaeHb. Y pa3l HEOOXIMHOCTI CII BIAKOPHUTYBAaTH 03y
aMITPUNTUIIHY/HOPTPUITUIIHY.

Ampomepuyun B: oqHOUACHE 3aCTOCYBaHHS (PIIyKOHa30y Ta amboTepuiuHy B iHdikoBaHNM MUIIaM
13 HOPMaJbHUM IMYHITETOM Ta iH(IKOBAaHMM MHILIAM 31 3HWKEHHUM IMYHITETOM HPHU3BENO J0 TaKUX
pE3yNIbTaTiB: HEBEIMKHUN aJMTUBHHUN MPOTHUTpUOKOBHUI edekt npu cuctemHuin indekuii C. albicans,
BIZICYTHICTh B3a€MOJII TpH BHYTpilmHbOYepenHiil indekuii Cryptococcus neoformans ta antaronizm




JBOX TpenapaTiB npu cucteMuiii iHdekmii Aspergillus fumigatus. Kiiniune 3HaueHHS pe3yabTariB,
OTPUMAHHMX Y XOJ1 IIUX JOCIIKEHb, HEBIIOME.

Aumukoacynanmuy. SK 1 TpPHU 3aCTOCYBaHHI I1HIIMX a30JIbHUX MPOTHUTPHUOKOBUX 3aco0iB, Npu
OJTHOYACHOMY 3acTOCYBaHHI (JIyKOHa30Jly Ta BapapuHy HOBIJIOMIISUIOCS PO BUMAIKU PO3BUTKY
KpOBOTeU (reMaToM, HOCOBOI KPOBOTEYi, IUTYHKOBO-KHIIKOBUX KPOBOTEY, TeMaTypii Ta MeJIeHH) Y
MOETHAHHI 13 MOJOBKEHHAM MPOTPOMOIHOBOTO Yacy. IIpu omHOYacHOMY 3acTOCyBaHHI (IyKOHA30Ty
Ta BapdapuHy CIIOCTEPIragocs IBOKpaTHE MiABUILEHHS MPOTPOMOIHOBOTO Yacy, HMOBIpHO BHACIIIOK
NpUTHIYeHHS Merabonizmy Bapdapuny depes CYP2C9. Cmim pereiabHO KOHTPOJIIOBATH
NpOTPOMOIHOBHI Yac y MAIiEHTIB, SKi OHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYJISIHTH. MoXe
OyTH HEOOXiTHOI KOPEKIis 1031 BaphapuHy.

benzooiaseninu xopomkoi 0ii, Hanpuxnao mioasonam, mpuazoniam. TpU3HAYCHHS (ITYKOHA30JTy ITiCIIS
MEPOPANBHOTO 3aCTOCYBAaHHS Miga3ojiaMy MPHU3BOAWIO A0 3HAYHOTO MiABHIIEHHS KOHILIEHTpAIil
MiZa307aMy Ta IO HOCHJIEHHS ICHUXOMOTOPHUX edekTiB. OQHOYacHe 3acTOCyBaHHA (IIYyKOHA30ly Y
no3i 200 Mr ta migazonamy y a03i 7,5 Mr nepopaibHo mpusBoawio qo miasuineHas AUC ta nepiogy
HamiBBUBeIeHHs y 3,7 Ta 2,2 pasa BiamoBigHO. 3acTocyBaHHs (iykoHazony y m031 200 mr/mody ta
0,25 Mr Tpuazosiamy repopanbHO pu3Boauio no nigsuiieras AUC Ta nepioy HamiBBUBeICHHS y 4,4
ta 2,3 pasa BignosigHo. IIpu ojgHOYacHOMY 3acTOCyBaHHI (IYKOHA30lly Ta TpHUa3ojJamy
CIIOCTEPIrajocs MOTCHIIIFOBAaHHS Ta MPOJIOHTAIliS €PEeKTIB TpHa3oIamy.

SIKIIO Mali€eHTy, SKUA MPOXOAWUTh KypC JIKYBaHHS (PIIyKOHA30JIOM, CIIiJl OJHOYACHO MPHU3HAYUTU
Teparito OeH3o/ia3eniHaMy, 03y OCTAaHHIX CIIiJ 3MEHIIMTH Ta BCTAHOBUTH HAJICKHUU Harisg 3a
CTaHOM IAIli€HTA.

Kapbamasenin: ¢iykoHa30J1 TpHUTHIYYe MeTa0o0Ii3M KapOama3serniHy Ta CIPUYUHIOE ITiIBHIICHHS
piBHA Kapbamazeniny B cupoBaTiii kKpoBi Ha 30 %. IcHye pu3HK PO3BUTKY MPOSIBIB TOKCUYHOCTI 3 OOKY
kapbamaszeniny. Moxe OyTr HEOOXITHHM KOPUTYBAaHHS /103U KapOamaszeriHy 3aJeKHO BiJ piBHSA HOTO
KOHIIEHTpallii Ta Jii mpemnapary.

FBnoxkamopu kanvyiesux xkananie: NesiKi aHTaroHICTH Kajiblito (Hipemumin, icpaaumiH, aMJIOIUIIH Ta
dbenogunin) meradomizyroThes Gpepmentom CYP3A4. OnykoHa305l MOTEHUIHHO MOXKE MiIBUIIYBATH
CHCTEMHY EKCIIO3UIII0 OJIOKATOPIiB KajbIi€BUX KaHaNiB. PeKkoMeHIOBaHMI pETENbHUI MOHITOPHHT
1010 PO3BUTKY MOOIUHUX pEaKIIii.

L]enexokcu6: mpu OJHOYACHOMY 3acTOoCyBaHHI (uykoHazony (200 Mr Ha a00y) Ta LEIEKOKCHOY
(200 Mmr) Cmax Ta AUC 1nenekokcu0y migBuinyBanucs Ha 68 % Tta 134 % BimnosigHo. Ilpu
OJIHOYaCHOMY 3aCTOCYBaHHI LIENIEKOKCHOY Ta (IyKOHA30Jly MOKe OyTH HEOOX1THUM 3MEHIICHHS 103U
LIEJIEKOKCUOY BJIBIYI.

Luxknogpocghamio: onHowacHe 3acTocyBaHHS LUKIopochaminy Ta (PIykoHA307y HPU3BOIUTE [0
IiABHUILEHHS piBHA OLTipyOiHy Ta KpeaTHHiHy B cupoBatii Kposi. L{i mpemapatu MoxHa 3acTOCOBYBaTH
OJIHOYACHO, 3BaXKal04UM Ha PU3MK IMIJBUIICHHS KOHIEHTpalil OutipyOiHy Ta KpeaTHHIHY B CHpPOBATII
KpOBI.

@enmanin: MOBIAOMIISUIOCS TPO OJMH JIETAIbHUM BUINAJAOK IHTOKCHKAIi (PEHTAHLIOM BHACIIIOK
MO>KJIMBOT B3aeMoJlii (peHTaHiTy Ta (aykoHazony. JJo Toro xk, y J0CHiKeHHI 3a y4acTio 12 310poBUX
TOOpOBOJIBIIIB  OyJ0 TPOAEMOHCTPOBAHO, IO (IYKOHA30J 3HAYHO YIOBUIHHIOBAB E€JIMIHAIIIIO
¢denraniny. [ligBuiieHHs KOHIEHTpauii (eHTaHITy MOXKe MPU3BECTH JI0 MPUTHIUYEHHS JUXaHHSI, TOMY
CJIIJT pETeIbHO KOHTPOJIFOBATH CTaH TalrieHTa. Moske 0yTu HeOOX1THOI KOPEKIIisl 03U (eHTaHLITY.
Ineioimopu  I'MI-KoA-pedykmazu. cymicHe 3acTOCyBaHHS  (IykoHa3ony Ta  1HTIOITOpiB
I'MI'-KoA-penykrazu, mo wmetabomsyiotbcsi CYP3A4 (aropBacTaTuH Ta CHMBAacTaTuH), abo
iari6iTopie 'MI'-KoA-penykrasu, mo meradonizytotbest CYP2C9 (dmyBactaTHH), MiJBUILYE PU3HK
PO3BHUTKY MiOmarii Ta padaomMiomizy. Y pas3i HeoOX1THOCTI OJJHOYACHOTO 3aCTOCYBAHHS ITUX MperapaTiB
CIIiJ] PETEJIbHO CIIOCTEPIraTH 3a Mali€HTOM 11010 BUHUKHEHHsI CUMIITOMIB Mionatii Ta paboMiomnisy i
MIPOBOAUTH MOHITOPUHT PiBHS KpEaTHMHKIHA3U. Y BUIAJIKY 3HAYHOIO IM1JBUIIEHHS PIBHSA KpEeaTUHKIA3H,
a TaKOXX IPHU J1arHOCTYBaHHI a0 Mmijo3pi Ha mionartiio/padaomioni3 3actocyBaHHs iHri6iTopiB ['MI -
KoA-penykTasu ciiJi pUIUHUATH.

ImyHnocynpecopu (Hanpukiao YyukioCHOPUH, e8eponiMyc, CUPONIMYC I MAKpOLimMyc).

Luxnocnopun: ¢GaykoHazon 3Ha4yHO miABHINye KoHueHTpauito Ta AUC nuxnocnopuny. Ilpu
OJTHOYACHOMY 3acTOoCyBaHHI (uykoHa3ony y Jmo3i 200 wmr/mo0y Ta NMKJIOCIOpUHY Y J1031
2,7 mr/kr/mo0y cnocrepiranocs 30utbmenHs AUC nukimocniopury y 1,8 pasa. Li mpenapatn MoxHa
3aCTOCOBYBAaTH OJIHOYAaCHO 3a YMOBM 3MEHIICHHS JO03M IMKIOCIIOPUMHY 3aJIeKHO Bix #oro
KOHIICHTpAITii.



Eseponimyc: xoda nociipkeHb IN VItro ta in vivo He mpoBoawid, (IIyKOHA307 MOXKE ITiJBHIYBATH
KOHIICHTPAIII0 €BEPOJIIMYCY B CHpOBaTIli KpoBi uepe3 npurHideHdss CYP3A4.

Cuponimyc: (HhaykoHa30J MiJBUILYE KOHICHTPALIIO CHPOJIMYCY Y IIa3Mi KpoBi HMOBIPHO IIISXOM
MpUTHIYeHHS MeTabonizmy cuponimycy dhepmertom CYP3A4 ta P-riikomporeinom. Ili mpemapatu
MOJKHa 3aCTOCOBYBATH OJIHOYACHO 32 YMOBH KOPHTYBAaHHS J0O3U CHPOJIMYCY 3alie)KHO BiJ pPIBHS
KOHIIEHTpalii Ta e(eKTiB mpemnapary.

Taxponimyc: (hIyKOHA307 MOXE MIiABUINYBATH KOHIIEHTpAIli TaKpOJIMyCy B CHPOBATIII KPOBi [0
5 pa3iB mpu HOro NEpoOpaJibHOMY 3aCTOCYBaHHI 4Yepe3 MPHUTHIYCHHsS MeTaboJi3My TaKpOJIiMycCy
¢depmentom CYP3A4 y kumeunuky. [Ipm BHYTpIIIHPOBEHHOMY 3aCTOCYBaHHI TaKpOJIIMyCy He
crocTepiraiocss 3HauyHUX 3MiH (papmakokiHeTuku. [ligBuIeHI piBHI TaKpOIIMYCy acOIiIOIOTHCS 13
He(PPOTOKCUYHICTIO. J[03y TakpoJiMycy AJs MEPOpaIbHOIO 3aCTOCYBAHHS CIIJI 3HID)KYBATH 3aJI€KHO
BiJl KOHIICHTpAIIii TAKPOIIMYCY.

Jlozapman: (irykoHa3oa TPUTHIYYE MeETa0oJi3M Jio3apTaHy MO HWOro akTUBHOTO METaboIiTy
(E-31 74), o oOyMOBIIIOE OiNIBIIY YACTHHY aHTAroHi3My 10 peuenTopiB aHrioreHsuny Il mig gac
3aCTOCYBaHHs J103apTaHy. PekoMeH10BaHO 3/11HCHIOBATH MTOCTIHHUI MOHITOPUHT apTepiajIbHOIO TUCKY
y MaIi€HTIB.

Memadon: (rykoHa301 MOXE MiJBUIYBAaTH KOHIEHTPALI0 METaJOHy y cupoBarii Kposi. [Ipu
OJTHOYACHOMY 3aCTOCYBaHHI METaJIOHY Ta (IYKOHA30Iy MOXe OyTH HEOOXiTHUM KOPUTYBAHHS JI03U
METaJIOHY.

Hecmepoioni npomuzananvui npenapamu: IpA 0OTHOYACHOMY 3aCTOCYBaHHI 3 (IyKOHA3010M Cax Ta
AUC ¢nyp6inpodeny miapumyBanucs Ha 23 % Ta 81 % BIANOBIAHO MOPIBHSHO 13 BiANOBIAHUMU
MOKa3HUKaMH TP 3aCTOCYBaHHI TUNBKH  (urypOinpodeny. AHAJIOriyHO TpPH  OJHOYACHOMY
3acTocyBaHHI (prykoHazony 3 paueMiyHuM i6ympodenom (400 mr) Cmax Ta AUC dapmakonoriyuo
aKTHBHOTO i30Mepy S-(+)-i0ynpodeny migsuiryBanucs Ha 15 % Tta 82 % BianoBiaHO, MOPIBHSIHO i3
TaKMMHM [MOKa3HUKaMU MPU 3aCTOCYBaHHI TUIBKH parieMidHoro i0ynpodeny.

Xoua crHemiagpbHUX JOCTI[UKEHb HE MPOBOAWIH, (DIYKOHA307 MOTEHIIMHO 3JaTHUW MiABHIYBAaTH
cucremny ekcnoszunito iHmmx HII3IL, mo wmerabonizytorbes CYP2C9 (Hampukiag HampoKCeHy,
JOPHOKCUKAaMy, MEJIOKCHKaMy, JUKIO(peHaKy). PekoMeHIOBaHO TepiogudHO  3IiHCHIOBATH
MOHITOPUHI MOOIYHUX peakiii Ta TOKCUYHHX MposiBiB, noB’s3anux i3 HII3II. Moxe 3namoOuTucs
kopuryBaHHs no3u HIT3II.

Denimoin: (QIyKoHa30]l TPUTHIYYe MeTabousi3Mm (eHiToiHy B meuiHui. OpHodacHe OaraTopas3oBe
3acrocyBaHHd 200 Mmr ¢aykoHazony Ta 250 Mr (eHiTOiHy BHYTPIIIHBOBEHHO IPU3BOJUTH 0
nigsuiieHass AUCy ¢denitoiny Ha 75 % Ta Cpmin Ha 128 %. Ilpu omHOYacHOMY 3aCTOCYBaHHI ITHUX
JKapChbKUX 3aco0iB CIiJ] MPOBOJAUTH MOHITOPHHI KOHILEHTpalli (peHiTOIHy y CHpOBaTIi KpOBI AJs
YHUKHEHHS pO3BUTKY TOKCUYHOI Jii (peHITOiHY.

Ilpeonizon: MOBIAOMIISIIIOCS TIPO BUIMAAOK, KOJIM Y TAIlIEHTA MICIs TPaHCIUIAHTAIlli MEYiHKU Ha T
3aCTOCYBaHHS NMPEIHI30HY PO3BHHYJIACS IOCTPA HEAOCTATHICTh KOPH HAJHUPKOBHX 37103, 1110 BUHUKIIA
MICs TPUNIMHEHHS TPUMICAYHOTO Kypcy Tepanii ¢iaykoHazonoM. IlpunuHeHHs 3acTocyBaHHS
¢nykoHazony, WMOBIpHO, cHpuuMHMWIO mocuieHHs akTtuBHocTi CYP3A4, mo mnpusseno o
MIPUCKOPEHHSI MeTabomi3My mpenHi3oHy. Ciifi peTenpHO CTEKUTH 3a Malll€EHTaMH, SKI MPOTATOM
TPUBAJIOIO Yacy OJHOYACHO 3aCTOCOBYIOTH (DIIYKOHA30J Ta MPEAHI30H, 3 METOI0 IOMNepeIKEHHS
PO3BHUTKY HEJIOCTATHOCTI KOPH HAJIHUPKOBHX 3aJI03 IICIIS PUITMHEHHS 3aCTOCYBaHHS (DIIYKOHA30Ty.
Pugadbymun: GrykoHazon miBUILYye KOHIEHTpalio pudadyTHHY B CHpPOBATIl KPOBI, L0 MPU3BOJUTH
no 36umemenHss AUC pudalOyruny o 80 %. Ilpu omHouacHOMY 3acTocyBaHHI (IYKOHA307y Ta
pudalOyTuHy MOBIAOMIIAIIOCA MPO BHIAIKU PO3BUTKY yBeiTy. IIpm 3acTocyBaHHI Takoi KOMOiHaIii
JKapChbKUX 3ac001B CI1iJl OpaT 10 yBaru CUMIITOMH TOKCUYHOI 11T pudaldyTuny.

Caxeinasip: ¢uykonazon migsuirye AUC ta Cpax cakBiHaBipy npubausHo Ha 50 % Ta 55 %
BIJIMOBIAHO 4Yepe3 MpUTHIYeHHs] MeTaboui3My cakBiHaBipy y neuiHii gepmentoM CYP3A4 Ta uepes
iHribyBanns P-rmikonporeiny. Bzaemonii Mixk (iaykoHa3oioM Ta CakBiHAaBIpOM/PUTOHABIPOM He
NOCHKYBAJIUCA, TOMY BOHHM MOXYTh OyTuW Oinbll BUpaXeHUMH. Moxe OyTH HeoOX1THUM
KOPUT'YBaHHS /103U CaKBiHaBIpY.

Tloxioni cynvgoninceuosuny: TPU OTHOYACHOMY 3aCTOCYBaHHI (IYKOHA30JI MPOJIOHTYE TEPioj
HaMiBBUBEAECHHS NEPOpPAIbHUX MOXITHUX CYIb(QOHUICEYOBUHH (XJIOpIponaminy, TIiOeHKIaminy,
[NNIBUAY Ta ToJOyTaMigy) MpH iX 3acTOCYBaHHI 3J0pOBUM JOOPOBOJIBLSIM. PexomeHnyeTbes
MPOBOJIUTH YaCTHUH KOHTPOJb LIYKPY B KPOBI Ta BIAMOBITHUM YHMHOM 3HUXKYBaTH J03Y IMOXITHHX
CyJb(OHIICEYOBUHU TIPH OJJHOYACHOMY 3aCTOCYBaHHI 13 (PIIYKOHA30JI0M.



Teoghinin: 3actocyBanHs (mykonazony mo 200 mMr mpotsrom 14 nHIB MpU3BENO A0 3HIDKEHHS
cepeHbOro KiipeHcy Teodininy B ra3mi kposi Ha 18 %. 3a manieHTamu, siKi 3aCTOCOBYIOTh TEO(D1TIIH
Yy BHCOKHUX J103ax a00 SKi MalOTh MiABUICHUNA PU3UK PO3BUTKY TOKCUYHHX MPOSABIB TEOPIIIHY 3 IHIIUX
IPUYMH, CJiJi BCTAaHOBUTH HArJs/ IIOJO BHABICHHS O3HAK PO3BUTKY TOKCHUYHOI [Iii TeodisliHy.
Tepamiro cii 3MIHUTH ITPU MOSB1 03HAK TOKCUYHOCTI.

Anxanoiou 6apeginky: Xo4a BIAMOBIIHMX TOCHIDKEHb HE MPOBOAWIH, (IyKOHA30JI, KMOBIpHO 4Yepes
inrioyBanus CYP3A4, Moxe CIpUUMHATH IMiBUIIEHHS KOHLEHTpAIi]l ajJKanoifiB OapBiHKY y Ijia3mi
KpOBi (HampwKjaJ BIHKPUCTHUHY Ta BIiHONACTHHY), IO MPU3BOAHUTH O PO3BUTKY HEHPOTOKCHYHUX
eeKTiB.

Bimamin A: mOBiTOMIISIIOCA, 1110 Y MALli€HTA, SKUH OJJHOYACHO 3aCTOCOBYBAB TPAHCPETUHOEBY KUCIOTY
(kucnotHa dopma BiTaMiHy A) Ta (urykoHasod, criocTepiranucs mooiuni peakiii 3 6oky [THC y dhopmi
MICEBIOTYMOPY TOJIOBHOTO MO3KY; JaHUHM edeKT 3HUK micis BiaMiHu Qurykonazomy. Lli mikapcbki
3aco0M MO’KHa 3aCTOCOBYBATH OJIHOYACHO, ajie CJIiJ IaMm sATaTH MPO PU3UK BUHUKHEHHS MOOIYHMX
peaxiriii 3 6oky [IHC.

Bopuxonaszon (ineioimop CYP2C9, CYP2C19 ma CYP3A4): onHOYacHEe 3aCTOCYBaHHS BOPHUKOHA30JTy
nepopanbHo (1o 400 mr xoxHi 12 rogus npotsarom 1 aus, motiM no 200 mMr koxHi 12 roguH npoTsarom
2,5 nHiB) Ta Quykonazony nepopaibHo (400 mr B mepuinii neHp, notiM mo 200 Mr koxHi 24 roauHu
poTSIroM 4 1HIB) 8 370pOBUM JT0OPOBOJIBLISIM YOJIOBIUOT cTaTi MPU3BENO 10 miaABUIIEHHS Cmax Ta AUC
BOPHUKOHA301y B cepeaubomy a0 57 % (90 % AlL: 20 %, 107 %) ta 79 % (90 % HAI: 40 %, 128 %)
BiIOBiAHO. He BiloMO, 4¥ MPU3BOIUTE 3HWKEHHS J03H Ta/a00 YacTOTH 3aCTOCYBaHHS BOPUKOHA30ITY
abo ¢ykoHazomy A0 ycyHeHHs Takoro edekty. [Ipu 3actocyBaHHI BOPUKOHA30My Micis (IIyKOHA30Iy
CIIiT TPOBOJAWTH CHOCTEPEKEHHS IIOJAO PO3BUTKY TMOOIYHMX e(eKTiB, acomiiioBaHuX i3
BOPUKOHA30JI0M.

3uoosyoun: ¢mykonazon migsuiye Cmax Ta AUC 3umoBynuHy Ha 84 % Ta 74 % BIINOBIAHO, IO
3YMOBJIEHO 3HW)XEHHSAM KIIPEHCY 3MJIOBYAMHY NpuOau3Ho Ha 45 % mnpu iHoro mnepopajbHOMY
3actocyBaHHi. [lepiog HamiBBUBEIEHHS 3HMIOBYAMHY OYyB TaKOXX MOJOBXKEHHU mpuOam3HO Ha 128 %
IiCJIs 3aCTOCYBaHHs KOMOIHALIT (JIyKOHA30Jy Ta 3UAO0BYIUHY. 3a MaLli€HTaMU, sIKi 3aCTOCOBYIOTh TaKy
KOMOIHAIIIIO JIIKApCHKUX 3ac00iB, CIIi CIIOCTEpIiraTH MIOA0 PO3BUTKY MOOIYHHUX peakilii, MOB’s3aHUX
13 3aCTOCYBAaHHAM 3U10BYJUHY. MOKHA PO3IJISIHYTH JOLIIBHICTh 3HM)KEHHS 103U 3UI0BYAMHY.
A3umpomiyun: TIpH OTHOYACHOMY I€pPOPaJbHOMY pPa30BOMY 3aCTOCYBaHHI a3MTPOMIIMHY Ta
¢nykoHazony y nmozax 1200 mr ta 800 Mr BiAMmOBiIHO, KOAHHUX 3HAYYHIMX (apMaKOKIHETHYHHUX
B3a€EMO/IIH BUSIBIIEHO HE OyIIO.

Ilepopanvni konmpayenmugu. TMPOBOAMIOCS 2 (papMaKOKIHETUYHHMX JIOCIIKEHHS 0araTropa3oBOro
3acTOCYBaHHA (IyKOHA30Jly Ta KOMOIHOBAHOTO IMEpopalibHOro KoHTpauentuy. IIpu 3acTocyBaHHI
¢nykoHazony y n031 50 Mr BIUIMBY Ha piBeHb T'OPMOHIB He Oyno, TOJi SK HpU 3acTOCYBaHHI
baykonazony y 1031 200 Mr Ha 100y crioctepiraiocs 301unpineHHss AUC etuninectpaniony Ha 40 % ta
neBoHoprectpeny — Ha 24 %. Lle cBiguuTh mpo Te, 1mo Oararopa3zoBe 3aCTOCYBaHHS (UIYKOHA30Iy Y
3a3HAQUYEHUX [103aX HaBpsJ YU MOXKE BIIMBATH Ha €(QEKTHBHICTb KOMOIHOBAHOIO MEpPOPaIbHOIO
KOHTpAIIETITUBY.

leakagpmop:  cynmyTHE 3acTOCyBaHHS 3  iBakadTOpOM, MIJCHIIOBAYeM  MYKOBICIIHIO3HOTO
TpaHncMeMOpaHHOro peryistopa nposigHocti (CFTR), miaBuiye excro3umniro iBakagTopy B 3 pasu, a
rizpokcumetuiiBakapTopy (M1) — y 1,9 paza. Iy naiieHris, sKi 0JHOYACHO 3aCTOCOBYIOTH ITOMIpHI
iHri6iTopu CYP3A, Taxi Sk (h1yKoHA301 1 €pUTPOMILIH, PEKOMEHIY€EThCS 3HIKEHHS 103H 1Baka(Topy
1o 150 mMr onun pa3 Ha 100y.

Ocoobnueocmi 3acmocyeans.

Hepmamoghimia. BiANOBIAHO 10 pe3yabTaTiB JOCTIKEHHS (DIYKOHA30Iy AJIs JIIKYBAaHHS JiepMaTodiTii
y mited, (iaykoHa30d HE MepeBHINye Tpu3eodyiabBiH 3a €(EeKTHUBHICTIO 1 3arajJlbHUM TOKa3HHUK
epekTUBHOCTI cTaHOBUTH MeHiIe 20 %. ToMy (iaykoHa307 HE CIiJ 3aCTOCOBYBATH JJIS JIIKYBAaHHS
nepMaTodiTii.

Kpunmoxokos. Jloka3iB e(eKTUBHOCTI (UIYKOHA30iy JUId JIIKYBaHHS KpPUITOKOKO3Yy 1HIIUX
JoKai3amiil (Hanmpukiaj JereHeBOro KPUITOKOKO3Y Ta KPUNTOKOKO3Y LIKIPH) HEAOCTaTHbO, TOMY
peKOMEeH ALl 111010 I030BOTO PEXKUMY ISl JTIKYBaHHS TAKMX 3aXBOPIOBAHb HEMAE.

I'nuboki enoemiuni mikosu. Jlokas3iB e(eKTUBHOCTI (UIyKOHA30Jy Ui JIKYBaHHS I1HIIMX (QOpM
CHJIEMIYHUX MIKO3iB, TaKMX $K MapaKOKUUAI0IAOMIKO3, TICTOIUIa3MO3 Ta IIKIpHO-TIM(pAaTHIHUN



CIIOPOTPUX03, HEIOCTaTHHO, TOMY PEKOMEHJAIli I0J0 T030BOTO PEXHUMY s JIKYBAaHHS TaKHUX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. Tlanientam i3 mopymeHHsAM (YHKIIH HUpOK mpemnapaT CiliJl 3aCTOCOBYBaTH 3
obepexHicTIo (MuB. po3aul «Cnocib 3acmocy8ants ma 003u).

T'enamobiniapna cucmema. llamientam 13 moOpymeHHAM (YHKLUIA TEYiHKK Ipermapar Clijg
3aCTOCOBYBAaTH 3 OOEpPEeXHICTIO. 3acTOCyBaHHS (DIYKOHA30J1y acOLIIOBalocs 3 BUHHUKHEHHSIM
PIAKICHUX BUTAJKIB PO3BUTKY TSAKKOI TeMaTOTOKCHYHOCTI, BKIIOYAIOYH JICTAIbHI BUTIQJKHU, TOJIOBHUM
YMHOM Yy HAIi€HTIB 13 TSXKKUMH OCHOBHMMM 3aXBOPIOBAaHHAMM. Y BHUIMAJKaxX, KOJIU PO3BUTOK
reraTOTOKCHYHOCTI aCOLIIOBAaBCS 13 3aCTOCYBaHHAM (piykoHa3ody, He Oyino BiJ3HA4eHO i1 SBHOI
3aJIeKHOCTI B 3arayiibHOi JOOOBOI /03U Mpemapary, TPUBAJIOCTI Teparii, cTari abo BiKy Malli€Hra.
3a3Buuail renaToTOKCHYHICTb, CIIPUUMHEHA (UIYKOHA30J10M, 00OpPOTHA, a i MPOsSBU 3HUKAIOTh MICISA
MIPUITMHEHHS Tepatii.

3a marieHTamu, y SKHX IPH 3aCTOCYBAaHHI (PIIYKOHA30Jly CIIOCTEPIraroThCs BIAXWUJICHHS PE3yJbTaTiB
(byHKIIOHATBHUX MPOO MEYIHKH, CIIiJl BCTAHOBUTHU PETEIbHUN HATJIS MO0 PO3BUTKY OUIBII TSXKKOTO
YPaKCHHS TICUIHKHU.

[TamienTiB cnig npoiHGOpMyBaTH MPO CUMITOMH, IO MOXKYTh CBITYUTH NPO CEpHO3HHI BIUIMB Ha
MEeYiHKy (BUpa)kK€HA acTeHis, aHOpEKCisd, MOCTiiHAa HyJO0Ta, OMIOBAHHSA Ta JKOBTSAHUI). Y TakoMy
BUIIA/IKY 3aCTOCYBaHHS ()IIyKOHA30JTy CJIiJl HETAiTHO MPUIIMHUATH Ta POKOHCYIHTYBATHUCS 3 JIIKAPEM.
Cepyeso-cyounna cucmema. [eski azonu, y TOMy uucim W (IyKkoHa30l, acoLIIOIOThCA 13
nojosxkeHHs M iHTepBary QT Ha emextpokapuiorpami. [ToBimomisuiocss mpo ayXe PiaKiCHI BHITAIKH
nojoBkeHHs iHTepBany QT Ta mapokcu3sMalbHOI LUIYHOUKOBOI TaxikapAil THUIY «IipyeT» HIpu
3aCTOCYBaHHI  (uIyKOHa30dy. Taki TIOBIIOMJIGHHS CTOCYBAIWMCS  TAIIEHTIB 13  TSKKUMHU
3aXBOPIOBAaHHAMM IPU MO€IHAHHI 0araThbox (PakTOpiB PU3MKY, TAKUMH SIK CTPYKTYPHI 3aXBOPIOBAHHS
ceplis, OPYIIEHHS SIEKTPOJIITHOTO OOMIHY Ta OJHOYACHE 3aCTOCYBAHHSI 1HINUX JIIKAPCHKUX 3aC00iB,
1110 BIUIMBaIOTh Ha iHTepBas QT.

®nykoHa307 Ciil 3 OOEPEKHICTIO 3aCTOCOBYBATH TMAIli€HTaM 13 PHU3UKOM PO3BUTKY apUTMiil.
OnHouacHe 3aCTOCYBaHHsI pa3oM 13 JIKapCbKMMHU 3aco0ami, IO NpoJoHTyroTh iHTepBan QTc Ta
MeTaboi3yroThes 3a gonomororo Gepmenty CYP3A4 nutoxpomy P450, mporunokasane.
Tanogpanmpun. T'anodantpun € cyoctparom depmenty CYP3A4 i mpononrye intepan QTc mpu
3aCTOCYBaHHI Y PEKOMEH/IOBAaHUX TEPaNeBTHYHHX A03ax. OHOYaCHE 3aCTOCYBaHHS TIOpaHTPHHY Ta
(bi1yKOHa3011y HE PEKOMEH]Iy€ThCS.

Jlepmamonoeiuni peakyii. 1lix yac 3actocyBaHHsI (PIIYKOHA30Jy PIAKO MOBIJOMIISIIOCS PO PO3BUTOK
TaKUX eKC(OJIaTMBHUX IIKIPHUX peakuid, sk cunapom CriBeHca-J[PDKOHCOHA Ta TOKCHYHHM
enigepmanbHuil Hekpoi3. [lamientn 31 CHIJlom Ounbin cXmiibHI 0 PO3BUTKY TSKKUX IIKIPHUX
peakiiii mpu 3acTocyBaHHI OaraTbOX JIKapChbKUX 3aco0iB. SIKIIO y malieHTa i3 MOBEPXHEBOIO
rpuOKoBOIO 1H(EKII€0 3 SIBISIOTBCS BHUCUIIAHHS, II0 MOXKHAa IIOB’S3aTU 13 3aCTOCYBaHHSIM
¢ykoHa3oly, NOJaNblIe 3aCTOCYBaHHS Mpemapary Ciil NPUOMHUTH. SIKIo Yy TalieHTa 3
1HBa3MBHOIO/CUCTEMHOIO I'PUOKOBOIO 1H(EKIIE0 3 ABISAIOTHCS BUCUIIAHHS Ha IIKIpi, 32 HOr0 CTaHOM
NOTPIOHO PETeNbHO CIOCTEPIraTH, a y BUMAJAKY PO3BUTKY OYJIbO3HUX BUCHIIaHb a00 MYyIbTH()OPMHOI
€pUTEMH 3aCTOCYBaHHS (PIyKOHA30IIY CJIiJl IPUITUHUTH.

l'inepyymaugicme. Y piAKICHUX BUIAJKaX MOBIIOMIISIOCS PO PO3BUTOK aHA(UIAKTUYHUX PEAKIIii.
Lumoxpom P450. ®nykoHa3zon € noTyXHUM iHri0iTopom ¢epmenty CYP2C9 ta nomipHuUM
iridiTopom ¢epmenty CYP3A4. Takox ¢aykonazon € inribitopom depmenty CYP2C19. Crnig
CHIOCTEpiraTd 3a CTAHOM MAlli€HTIB, SIKI OJHOYACHO 3aCTOCOBYIOTh (UIYKOHA30Jl Ta MpernapaTtu 3
BY3bKHM TE€pareBTUYHUM BIKHOM, 1110 MeTaboui3yroThcs 3a yuacTio CYP2C9, CYP2C19 ta CYP3A4.
Tepgenaoun. Cnin pereapbHO CHOCTEpIraTH 3a CTAHOM TMAaIll€eHTa TPH OJHOYACHOMY 3aCTOCYBaHHI
tepdenaauny ta Gpaykonasony y no3i menure 400 Mr Ha 100y.

Lonomiocni peuosunu. Ilpenapat mictuth 0,9 % po3zuun Hatpito ximopuay. Koxni 200 mr (¢akoH mo
100 M) micTate 15 MMoub 10HIB Hatpito (0,154 mmons Hatpito B 1 mMit) Ta XJopy, IO clif OpaTu 110
yBaru Mpu Npu3HayeHH] MalieHTaM, SKUM HEO00X1THO OOMEKUTH BXKUBAHHS HATPIIO Ta PIUHU.

3acmocysanns y nepioo eazimnocmi abo 200y8anHs zpyoor.

Jlani, oTpuMaHi npu pa3zoBoMy a00 MOBTOPHOMY 3aCTOCYBaHHI (IYKOHA30Jly y 3BHYAMHHX 033X
(< 200 wmr/mo0y) KUIBKOM COTHSIM BariTHUX JKIHOK MpoTSIroM | TpuMmecTpy BariTHOCTi, He
POAEMOHCTPYBAIN HeOakaHUX eeKTiB Ha rmia. [loBimomIsiiocs Mpo YuCIIeHHI BPOKEHI MaToJorii
Yy HOBOHAPOKEHHX (BKIIFOYar0YM OpaaudpeHito, TUCIIIa3iio BYIIHOI pAKOBUHH, HaIMIpHE 301JTbIIIEHHS



MEPEeIHHOTO TiM’SiYKA, BUKPUBIIEHHS CTETHA, TUICYOJIKTHOBUN CHHOCTO3), MaTepi SKUX MpUAMad
BHCOKI 103U (aykoHazony (400-800 mr/mo0y) mpoTsATroM MpUHANMHI TPHOX a00 ONIbIIEe MICSIIB IS
JIKyBaHHS KOKLUAI01A03y. 3B’A30K MIDXK 3aCTOCYBaHHSM (IIYyKOHA30Jly Ta UMM BHIIQJKaMH He
BU3HAYCHUH.

JlocimipkeHHsT Ha TBapUHAX MPOJAEMOHCTPYBAIN PENPOAYKTUBHY TOKCUYHICTb.

He cmig 3acrocoByBaTd 3BU4YaiiHI 403M (IIYKOHA30Jly Ta KOPOTKOTPUBAIl KYypCH JIIKYBaHHS
(hIyKOHA30JI0M y TIEpioJ] BariTHOCTI, 32 BUHATKOM KpallHbOT HEOOX1THOCTI.

He cnig 3acTocoByBaTH BUCOKI 103U (DITyKOHA30:1y Ta/ab0 TpUBaJIl KypcH JIIKyBaHHS ()IYKOHA30JI0M Y
Nepiol BariTHOCTI, 32 BUHATKOM JIIKYBaHHS 1H(EKLiH, 110 TOTEHIIIHO 3arpoKyIOTh KUTTIO.
®nyKoHA3071 MPOHUKAE Y TPYAHE MOJIOKO Ta JIOCATAE€ HIMKYOI KOHIIEHTpAlii HIX y Ta3Mi KpOBI.
lomyBaHHS TpyIII0 MOXXKHA IPOJOBXKYBATH IICIAS Pa30BOr0 3acCTOCYBaHHS 3BHYANHOI 103U
daykoHazoury, mo craHoBUTh 200 Mr ab0 MeHIIe.

logyBatu rpyamio HE PEeKOMEHAYETHCS MpHU OaraTopasoBOMY 3acTOCYBaHHI (uiykoHazoiry abo mpu
3aCTOCYBaHHI BUCOKHUX J103 (DIYKOHA30ITY.

30amuicmb eéniueamu Ha WIGUOKICMb peakuii npu KepyeanHi aGmMOMPAHCHOPMOM ad0 IHWUMU
Mexanizmamu.

JlocimipkeHb BILUTUBY TpernapaTy Ha 3/1aTHICTh KEpyBaTH aBTOTPAHCIIOPTOM abo MPaIOBaTH 3 iHIINMHU
MeXaHi3MaMH He MPOBOIHIIH.

[MamienTiB cnig npoiHGOpPMYBaTH MPO MOMIIMBICTH PO3BHUTKY 3allaMOpPOYCHHS ab0 CyaOM i 4ac
3acTOCOBYBaHHs mpemnapary. Ilpy po3BUTKY TakuX CHMITOMIB HE PEKOMEHIYEThCS KepyBaTH
aBTOTPAHCTIOPTOM a00 MPALIOBATH 3 IHIIUMHU MEXaHI3MaMH.

Cnoci6 3acmocysannsa ma 0o3u.

Jlo3a dykoHa3omy 3aMeXKUTh BiJ BUIY 1 TSKKOCTI rprOKOBOI 1H(EKIIi].

IIpu HeoOXximHOCTI Oararopa3oBOrO0 3aCTOCYBaHHS Ipemapary JIKyBaHHA I1HQEKIIH  ciifg
MIPOJIOBKYBATH /10 3HUKHEHHS KIIIHIYHUX Ta JIa0OpATOPHUX IMPOSIBIB aKTUBHOCTI IPHOKOBO1 1H(EKII].
HenocratHst TpuBamicTh JIKyBaHHS MOXE MPHU3BECTH JO BiIHOBICHHS AKTUBHOTO 1H(EKIIIHOTO
Iporecy.

[Ipenapar 3acTOCOBYIOTH, 3alie’KHO BiJ JIKApChbKOi (GopMHU, TEepopalibHO ab0 BHYTPIITHHOBEHHO
nusixoM 1H}y3ii. Crocid 3acTocyBaHHS HpenapaTy 3aJeXHUTh BiJ KJIIHIYHOTO CTaHy nauieHTa. Hemae
HEOOX1HOCTI y 3MiHI 1000BO1 103U IpenapaTy Mpu 3MiHI HUIAXY HOTr0 3aCTOCYBaHHS 3 IEPOPATBHOIO
Ha BHYTPIIIHbOBEHHU Ta HAaBIaKH.

Po3uun 15 1HQY31# caig BBOAUTH 31 MIBUAKICTIO, 110 HE nepeBuilye 10 mi/xB.

Cymicnicmb npenapamy.

[Ipenapar cyMicHHIT 3 TAKUMH PO3YUHAMHU, SIK:

—5 % Ta 20 % po34MH INIIOKO3U;

— po3uuH Pinrepa;

— po3urH XapTMaHa;

— PO3YMH KaJlii0 XJIOPUAY Y TJIFOKO31;

—4,2 % 1a 5 % po3unH HaTpito OikapOOHaTY;

— 3,5 % po34MH aMiHO3UHY;

— 0,9 % po34nH HATPiIO XJIOPULY;

— mianaduexc (6,36 % po3uuH IS IHTPANIEPUTOHEATBHOTO JT1aizy).

®dykoHa30J1 MOKHA BBOJAWUTH B 1H(]Y31HHY cUCTeMY Pa3oM 3 OJHHUM i3 3a3HAYEHMX BHUIIE PO3UMHIB.
Xoua BHUMAIKM Hecrneuu(iuHOT HECYMICHOCTI IMpemapaTy 3 IHIIUMH 3aco0aMu HE OINHCaHi, He
PEKOMEHAYEThCS 3MIITYBAaTH (PIIyKOHA30J1 3 IHIIMMU NpenapaTaMu mnepes iHpys3iero.

Pozuun st BHYTpIIIHBOBEHHMX 1HQY31M MNpU3HAYeHMH JHIIe JUIsi pa3oBOro0 3aCTOCYBAaHHS.
Po3BenenHs cmij 37iMiCHIOBATH B aCeNTUYHMX yMOBax. Po3umH HEOOXiAHO MEpEeBIpUTH Ha HASBHICTh
CTOPOHHIX YaCTMHOK Ta 3MiHY 3a0apBiieHHs. PO3uWH CIiJi BUKOPUCTOBYBATH JIMIIE TOJI KOJH BiH
Npo30puil Ta HE MICTUTh CTOPOHHIX YaCTHHOK. HEBHMKOpHCTaHI 3alMIIKK Mpernapary HEOoOXiJHO
3HUIINUTH.

Hopocni.

Kpunmoxoxos.

— JIikyBaHHSI KPUIITOKOKOBOT'O MEHIHTITY: PEKOMEH/I0BaHa HaBaHTaXyBajJbHa /1032 cTaHOBUTH 400 mr
y nepumuii aeHb, miarpumyroda no3a — 200-400 mr/noOy. TpuBamicTh JTiKyBaHHS 3a3BHYall CTAHOBUTH



moHaiimente 6-8 TwkHiB. [Ipu iHEKisIX, 110 3arpoXKyI0Th KHUTTIO, T000BY 103y MO>KHA 30UIBIINTH
1o 800 mr.

— IlinTpumyroua Tepamis A MOMEPEPKEHHS PELUANBY KPUIITOKOKOBOTO MEHIHTITY y TAlli€HTIB 3
BUCOKMM PH3UKOM HOro pO3BUTKY: PEKOMEHAOBaHA Jo03a mpemnapary craHoBUTh 200 Mr/mo0y
MPOTITOM HEOOMEKEHOTO Yacy.

Koxyuoioioos. PekomennoBana no3a ctanoBuTh 200-400 mr/no0y. TpuBaicTh JIIKyBaHHSI CTAHOBHUTH
11-24 wmicsaui 4M JIOBIIE 3aJIeKHO BiA CTaHy mamieHTta. s sikyBaHHs AeskuxX (opm iHbekmii, a
0COONMMBO A JIIKyBaHHS  MEHIHTITY MOXXe OyTH  JOIUIBHUM  3aCTOCYBaHHSA  JIO3H
800 Mr/mo0y.

Insazusni kanouoo3u. HaBantaxysanbHa 032 CTaHOBUTH 800 MT y mepIvii AeHb, MATPUMYIOUa 1032
— 400 wmr/mo0Oy. 3a3Buuaii pPEKOMEHJIOBaHAa TPHUBAIICTh JIIKYBaHHS KaHAWAEMII CTaHOBUTh
2 TWXKHI TICIS MEPUIMX HETaTUBHHUX PE3y/bTaTiB KyJIbTypH KPOBI Ta 3HMKHEHHS O3HAK i CUMITOMIB
KaHauaeMii.

Kanouoos cauzosux 06010HOK.

— Kangumo3s poTornioTku: HaBaHTaXyBajibHa jo03a cTaHoBUTh 200-400 Mr y mnepmui JeHb,
nigTpumyroda go3a — 100-200 mMr/go0y. TpuBamicTh JIiKyBaHHS CTAaHOBUTH 7-21 JIeHb (10 JOCATHCHHS
pewmicii), aie Moxe OyTu 301IbIIeHa IS MALI€HTIB 13 TSAKKAM IMyHOACPIITUTOM.

— Kanmunmos crpaBoxody: HaBaHTaxXyBajibHa 1o03a craHoButh 200-400 mr y mnepmuid JeHb,
nigTpumyroua no3a — 100-200 mr/no0y. TpuBanicTs JikyBaHHS cTaHOBUTH 14-30 AHIB (10 AOCATHEHHS
pewmicii), aje Moxe OyTH 30UTbIIICHA JUIS MAIIEHTIB 13 TSKKAM IMyHOAS(PIITUTOM.

— Kangunaypist: pekomenoBana no3a ctanoButh 200-400 mr/no0y npotsirom 7-21 auis. J{ns namieHTiB
13 TSDKKHM IMYHOIE(DIITUTOM TPUBAIICTH JIIKYBAaHHS MOKHA 301IBIINTH.

— XpoHiuHul aTpodiyHUM KaHIWUIO03: PEKOMEHAOBaHA J103a CTaHOBUTH S50 Mr/moly mpoTarom
14 nuis.

— XpOHIYHMM KaHAMI03 WIKIpY Ta CIU30BUX OOOJOHOK: PEKOMEHJIOBaHa 032 CTaHOBUTh
50-100 mr/mo0y.TpuBaiicTh JIIKyBaHHS CTAHOBUTH N0 28 JHIB, ajie MOXKE OyTH 301IbIIICHA 3aJICKHO
BiJl TSDKKOCTI Ta BUAY iHGeKIii a00 3HIKEHHS IMYHITETY.

Ilonepedoicenns peyuougy KaHouoo3y ciuzosux 000]10HOK y nayicumie 3 BlJI, sxi maromv eucoxkuul
PUBUK 11020 PO3GUMKY.

— Kanuammoz  poTOrNIOTKH, KaHAWI03 CTPAaBOXOAY: PEKOMEHJOBaHA 7032  CTAaHOBHTH
100-200 mr/mo6y a6o 200 mMr 3 pasu Ha TWXKAEHb. TpHUBATICTh JIKyBaHHS € HEOOMEXEHOIO s
MAIIEHTIB 13 IPUTHIYEHUM IMYHITETOM.

Ilpoghinakmuxa xanouodosnux ingexyitl y nayicumis i3 mpusanoio HelimponeHicio. PexoMeHI0BaHa
no3a ctaHoBUTh 200-400 mr. JlikyBaHHS CIliJl pO3MIOYMHATH 3a KUIbKa JHIB 10 O4IKYBAaHOT'O PO3BUTKY
HeHTporeHii Ta NpoJOBKYBATH NPOTATroM 7 IHIB MICHS MIABMILEHHS KIJIBKOCTI HEUTPO(LIIB MOHAT
1000/mm°,

Hayienmu nimnvo2o 8ixy.

Jlo3y HEeoOX1/1HO MiI0UpPATH 3aJI€KHO BiJ] CTaHy (PYHKIIIM HUPOK (IUB. HUXKYE).

Iayienmu 3 HUPKOBOIO HEOCMAMHICIIO.

@dyKoHa30J1 BUBOJUTHCS 3 OpPraHi3My MEpeBaXHO 3 ceuero y He3MiHeHoMy Buriiani. [Ipu pasoBomy
3aCTOCYBaHHI KOpPUTYBAaTH J103y Ipemnapary He mnoTpiObHo. IlamieHtam (Bkimrouyarouu jiTei) i3
MOPYIIEHHAM (PYHKIIIH HUPOK MPH HEOOX1IHOCTI OaraTopa3zoBOro 3aCTOCYBaHHS Npenapatry y nepiun
JIeHb JIIKYBaHHS CJTiJl 3aCTOCOBYBATH MOYaTKOBY 103y 50-400 Mr 3anexxHo Bia nmokazanHs. [licis mporo
1000BY /103y (3aJ1eXKHO BiJ] MOKa3aHHSI) CJI1J] pO3paXxOBYBAaTH BIAMOBITHO 10 HUKYCHABEACHOI TaOIHII:

Knipenc kpeamuniny (m/xe) Biocomok 6i0 pekomenooganoi 0o3u
> 50 100 %

< 50 (6e3 miami3y) 50 %

Perynspuuii giamni3 100 % miciist KOXKHOTO Jialtizy

[TamienTn, sxi nepedyBarOTh Ha perysipHOMY Jiani3i, moBuHHI oTpuMmyBaTu 100 % pexomeH10BaHOL
JI03M MiCIs KOXKHOTO Aiaii3y. Y JeHb, KOJU Jialli3 He MPOBOJUTHCS, MAIIEHT MOBUHEH OTPUMYBATH
7103y, BIIKOPUTOBaHY 3aJI€KHO B/ KJIIPEHCY KPEaTHHIHY.
Iayienmu 3 nopywiennam OyHKyi nevinku.
@dyKoHa30J CIiJ] 3aCTOCOBYBATH 3 OOEPEKHICTIO MAI[lEHTaM 13 MOPYIICHHAMU (YHKIIN MEeYiHKH,
OCKUTBKHU 1H(OpMALii 110710 3acTOCYBaHHs (PIyKOHA301y 11iif KaTeropii marieHTiB HEOCTATHBO.

imu.
He cning nepeBuiiryBat MakcuManbHy 1000BY 103y 400 wmr.




SIK 1 mpu aHANOTIYHMX 1HQEKUIAX Y AOPOCIUX, TPUBAIICTH JIIKYBaHHS 3aJIC)KUTh BiJ KIIHIYHOI Ta
Mikosoriusoi Bimmosini. Tudumroson” 3acTocoByots | pas Ha 100Yy.

Jlo3yBaHHA Tpemnapary AiTAM i3 MOpYIIEHHSAM (YHKLIH HUPOK HaBeaeHO BuIle. dDapMakoKiHETHKa
(bayKoHA30Jy HE JOCIHIDKyBaiacs y MITeH 13 HUPKOBOK HEIOCTATHICTIO (IMB. HIbKYe 1H(OpMaIlio
1010 3aCTOCYBAaHHS! HOBOHAPOKEHUM, Y SKHX YaCTO CIIOCTEPIraeThcs NEPBUHHA HE3PLITICTh HUPOK).
Jimu eixom 6io 12 pokis.

3anexHO BiJ Baru Ta MyOEpPTaTHOTO PO3BHUTKY JIIKApIO CIiJ OLIHUTH, SKa J03a mpenapary (ams
JOPOCIIMX YH JJIS JIITeH) € ONTHUMAJIbHOW JJis TarienTa. KiliHiuH1 1aHi cBig4aTh mpo Te, MO y JiTel
KIIipeHc (pIyKOHa301y € BUIIMM MOPIBHSIHO 13 gopociumu. 3actocyBanas 103 100, 200 ta 400 mr
aopociuM Ta A03 3, 6 Ta 12 Mr/Kr OiTSM TPU3BOAWUTH JO JOCATHEHHS CIIBCTaBHOI CHUCTEMHOI
€KCIIO3UIIIi.

Himu sixom 6i0 28 omnis oo 11 poxis.

Kannunos3u cnu3oBuX OOOJOHOK: MOYATKOBAa J03a CTAaHOBUTH 6 MI/KI/no0y, MiATpUMYyOYa 11032 —
3 Mr/kr/no0y. IlouaTkoBy 103y MOXKHA 3aCTOCOBYBAaTH B MEPIIUH JCHb 3 METOI OLIBII MIBUIKOTO
JOCATHEHHS PIBHOBAaXXHOI KOHIEHTpAILIIi.

[HBa3uMBHI KaHIWIO03W, KPUNTOKOKOBHM MEHIHTIT: J03a Mpenapary CTaHOBUTH 6-12 wr/kr/moly
3aJIe)KHO BiJ] CTYMEHS TSHKKOCTI 3aXBOPIOBAHHS.

[TigTpumyroda Teparis Uisi TONEPePKEHHS PEIUANBY KPHUIITOKOKOBOTO MEHIHTITY y iTeH 13 BHCOKUM
PU3UKOM MO0 PO3BUTKY: J103a Mpenapary CTaHOBUTH 6 MI/KI/moOy 3alie)HO Bifl CTYMEHS TSIKKOCTI
3aXBOPIOBAHHSI.

[IpodinakTuka KaHAUAO31B y TAI€HTIB 3 IMyHOAe]IMTOM: J03a Mpenapary CTaHOBUTH
3-12 Mr/kr/no0y 3aiexHO BiJ BUPAKEHOCTI Ta TPUBAIOCTI 1HAYKOBAHOI HEHTpOIEHIl (IUB. 103U IS
JOPOCITHX ).

Limu gixom 6i0 napodicenns 0o 27 OHis.

VY HOBOHapomkeHuX (IyKOHA30JI BUBOAMTHCS 3 OpraHi3My moBuUIbHO. JlaHi 3 dapMaKOKIHETHKH, Ha
SKUX 0a3ylOThCsl JO3M JUIsl JOHOIICHWX HOBOHAPOJ/DKEHUX, 3a3HAYCHI HIDKYE, HABEJACHO B PO3JILII
«DapMaKOKIHETUKAY.

— JloHommeni HoBoHapokeH1 BikoM Bix 0 mo 14 mHIB: 103U, aHAJOTIYHI 3a3HAYCHUM BHIIE JUIS JIITEH
BikoM Bia 28 mHiB 1m0 11 pokiB, ciijl 3acTOCOBYBaTH KOHiI 72 roauHu. He cinig mepeBuiyBaTu
MaKCHUMaJbHY J03Y, 1110 CTAHOBUTH 12 MI/KT KOXH1 72 TOAHUHHU.

— JloHoIIeH1 HOBOHAPOKEH1 BikoM Bif 15 mo 27 AHIB: 103U, aHAIOTIYHI 3a3HAYEHUM BHILE JUISI AiTeH
BikoM BiA 28 aHiB a0 11 poki, ciia 3acTtocoByBaTH KOHI 48 roguH. He ciing mepeBuuryBatu
MaKCHUMaJbHY J03Y, 10 CTAHOBUTH 12 MI/KT KOXHi 48 TOAMH.

Himu.

[Ipenapat 3aCTOCOBYIOTH AITSIM BiJl HAPOKEHHS.

Ilepeoo3ysanns.

[ToBiomisnocs po mnepeno3yBaHHs (IyKOHA30JI0M; OJIHOYACHO MOBIIOMIISUIOCS PO TaIOLMHALL Ta
MapaHoiTaIbHy TTOBEAIHKY.

IIpu mnepeno3yBaHHI HEOOXIAHO NPOBECTH CHMITOMATHYHY MIATPUMYIOUY Tepamilo Ta y pasi
HEOOX1AHOCTI MPOMUTH LUTYHOK.

®nykoHa30]1 3HAYHOIO MIpPOI0 EKCKpPEeTYeThCs 3 cedero; (popcoBaHMU JAiype3 MOKE MPUCKOPUTH
BHUBeACHHS mpemnapaTty. CeaHc remojianidzy TPUBAIICTIO 3 TOAMHH 3HIKYE PiBEHBb (DIIYKOHA30Ty Yy
1a3Mi KpoBi npuOim3Ho Ha 50 %.

Ho6iuni peakuii.

Haiuactimumu nmo6iuanmu peakitissmu (> 1/10) € ronoBHUM 6111b, 0176 y U€pPEBHIN MMOPOKHUHI, JTlapes,
HyJIOTa, OJIOBaHHsS, BHCUIIAHHS, MIJABUIIEHHS  piBHA  anaHiHamiHoTpaHcdepazu  (AJIT),
acniapratamiHotpancdepasu (ACT) ta myxHoi pocdaTazu Kposi.

JInsi OLIHKM YacTOTM BUHHUKHEHHS MOOIYHMX peakiliii BUKOPHCTOBYIOTh HACTYIHY KiacHuikallio:
nyxke gacto (> 1/10), wacto (> 1/100 1 < 1/10), mewacto (= 1/1000 1 <1/100), piaxo (= 1/10000 i
<1/1000), oyxe pigko (< 1/10000), Ta yacToTa HeBiTOMa (HEMOXKIIUBO OI[IHUTH HAa MiJCTaBl HassBHUX
JTAaHUX ).

3 6oky cucmemu kposi ma nim@amuunoi cucmemu.

HeuacTo: anemis.



Pinko: arpaHy/nonuTos, JeiKoneHis, HEUTPOIEHis, TPOMOOLIUTOIIEH .

3 b6oky imynuoi cucmemu.

Pinko: anadinakcis.

Memaboniuni ma animeHmapHi po3naou.

HeuacTo: 3HM)KEHHS aneTury.

Pinko: rimeprpuriinepuaemis, TinepxoiecTepuHeMis, TimoKaieMis.

Icuxiuni nopywenns.

HeuyacTto: 0€3COHHS, COHIMBICTb.

3 boky nepsosoi cucmemu.

YacTo: ToNoBHUI O11b.

Heuacro: cynomu, 3araMopodeHHs, apecTesii, MOpyIIEHHS CMaKy.

Pinko: Tpemop.

3 boky opeanie cyxy ma eecmuOyiapHo20 anapamy.

Heuacro: Bepturo.

3 boky cepysi.

Pinxo: mapokcu3ManbHa IUTYHOYKOBA TaXiKapAis TUILY «IIipyeT», moaoBxeHHs inteppary QT.

3 60Ky WIYHKOBO-KUUKOBO20 MPAKM).

Yacro: Ou1h y YepeBHil MOPOKHUHI, Aiapes, HyJ0Ta, OJIOBaHHS.

Heuacro: 3anop, aucmerncisi, MeTeopusM, CyXicTb y POTI.

Tenamobiniapni posnaou.

Yacro: minBuieHHS piBHA anaHiHaminoTpaHcdepasu (AJIT), acmaprataminorpancdepasu (ACT),
myxHoi pocdaraszm.

Heuwacro: xonecras, sOBTSHHULIS, M1ABUIICHHS PiBHSA OLTIpYyOiHY.

Pinmko: mediHKOBa HEAOCTATHICTh, TEMATOICIIONSAPHUA HEKpPO3, TEHaTHTH, TelaTONeIIOIsSpHe
ypaXKeHHS.

3 60Ky wiKipu ma niOwWKIipHOi MKAHUHU.

Yacro: BUCHIIAHHS.

HeudacTo: cBepOik, METMKaMEHTO3HUI JIEpMaTHT, KPOITUB’ STHKA, TT1IBUIIICHE TIOTOBHIIIICHHSI.

Pinko: TokcuuHMI  emigepManbHHM  Hekpomi3, cuHapoM  CriBeHca-J[KOHCOHA, TOCTpHi
reHepani30BaHUil €K3aHTEeMAaTO3HUW MYyCTYNbO3, eKc(omiaTUBHUM JepMaTUT, AaHT1OHEBPOTHYHUMN
HaOpsK, HAOPAK 0OIMYYsL, AJTOTIELis.

3 6oky onopHo-pyx06020 anapamy ma Cnoiy4Hoi MKAHUHU.

Hewacro: mianris.

3azanvHi poznaou ma peakyii' y Micyi 66e0eHHsI.

Hewacro : miBuIlleHa BTOMJIIOBaHICTh, HE3AYKaHHSI, aCTEHIs, rapsiuka.

Jimu.

YacTora Ta XapakTep NOOIYHUX peakiiiil 1 BIIXUIEHb BiJl HOPMU pPe3yJIbTaTiB Ja0OpaTOPHUX aHAMI3IB Yy
XO/I1 KJITHIYHUX JIOCIIIKEHb (UIYKOHA30JTy 3a Y4acTIO JIITeH CHIBCTaBHI 3 TAKUMH Y 1OPOCIHX.
3simyeanus npo nido3prosani noOIuHi peaxyii.

3BiTYBaHHS MMPO MOOIYHI peakIii mics peecTparii JikapcbKoro 3aco0y Mae BaxnBe 3HaueHHs. e nae
3M0ry OPOBOIUTH O€3MepepBHUN MOHITOPUHI CHIBBIAHOIIEHHS MIDK KOPHCTIO 1 pH3UKaMH,
MOB’SI3aHUMHU 13 3aCTOCYBaHHSM IIBOTO JIIKAPCHKOTO 3aco0y. MeIWYHHX TMpamiBHUKIB TPOCATH
3BITYBaTH MNpo OyAb-iKi MiJ03proBaHi MOOIYHI peakulii BIANOBIAHO 1O BHUMOI MICIIEBOTO
3aKOHOJIaBCTBA.

Tepmin npuoamuocmi. S poxiB.

YmoBH 30epiranus.
30epiraty B OpuriHaNbHil ynakosii npu Temieparypi ue umie 30 °C.
30epiraTy y HEIOCTYITHOMY JIJIS JIIT€H MICIII.

Hecymicnicme.

OcobnuBocTeil 1010 HECYMICHOCTI mpernapary He Bia3HaueHo. He cmig 3mimryBaTtu mpemapar 3
IHIIMMH JIIKAPCHKUMU 3ac00aMU B OJJHIN €MKOCTI, OKpIM 3a3HaueHuX B po3aiii «Crnocid 3acTocyBaHHS
Ta J103U».



YnakoBka.
ITo 100 mut y CKASTHIN TSI, 110 1 TUTSIIII B madiri.

Kareropis Bizmycky.
3a pelenTtom.

Bupoonuk.
I[TAT «"amuudapm».
TOB «HoBodapm-biocunTes»

3asiBHUK.
[TAT «I"anuadapmm».

Micue3HaxoakeHHsI BHPOOHHUKA Ta HOro agpeca Micusi NPpoBaJKeHHs AislJIbHOCTI.
VYkpaina, 79024, m. JIsBiB, Bys1. OnpHIIKiBChbKa,6/8.

VYkpaina, 11700, m. HoBorpan-Bonuncekuii, Byn. dXutomupcrka,38
Micue3HaxoakeHHs 3aiBHHKA Ta HOro ajgpeca Miclus NPOBaIKeHHS AislIbHOCTI.

VYkpaina, 79024, m. JIpBiB, Byn. Onpuinkiscbka,6/8.

JlaTa OCTAaHHBLOTO MePersay.






