IHCTPYKIIA
JJIS1 MEeIUYHOT0 32CTOCYBAHHS JIKAPCHKOT0 32C00y

®JIYKOHA30J1
(Fluconazol9
Cknao:
dioua peyoguna.: HIyKoHA30T;
100 M po3unHy MICTATH QuryKoHa30y(y nepepaxyHky Ha cyxy 100 % peuoBuny),2 r;
O00NOMIDICHI peyoguHU.: HATPIIO XJIOPUJ, TUHATPIIO eeTaT, BoAa I 1H €KIIIH.

Jlikapcbka ¢gopma. Po3unn mst iHy3ii.
Ocnosni izuxo-ximiuni enacmugocmi.: mpo3opa 6e30apBHa piTuHa;
TeopeTU4Ha ocMOJIsIipHicTh 315 Mmocmons/i; pH 4,0 —7,0.

®apmakoTepaneBTH4YHA rpyna. [IpoturpubkoBi 3acobu a1 cucteMHoro 3acrocyBanHs. [loxigni TpuazonyKoz
ATX JO2A COI.

Dapmakonoziuni e1acmueocmi.

Dapmaroounamika.

MexaHi3m pii.

®dykoHa3011, MPOTUTPUOKOBUI 3aci0 Kiacy TpUas3oiiB, — HOTYKHUN CENEKTHUBHUI 1HT101TOp rpHOKOBHUX
(bepMeHTiB, HEOOXITHHX ISl CHHTE3Y eprocTepoity. [lepBuHHIM MeXaHi3MOM HOTO Ji1 € IPUTHIYeHHS TPUOKOBOTO
14 anbda-nmaHoCTEPOI-IeMETUIIIOBAHHS, ONIOCEPEIKOBAHOT0 IUTOXpoMoM P450, 1110 € HEB1J1'éMHUM €TanioM
OiocuHTE3y rprOKOBOTO eprocrepoiy. Kymysiis 14 anbpda-MeTHII-CTEpOITiB KOPEITIOE 3 MOTANBIIOK0 BTPATOO
eprocrepoy MeMOpaHOIO TPUOKOBOI KIIITUHHU Ta MOKE BIJIMOBIAATH 32 TPOTUTPUOKOBY aKTUBHICTH (DITYKOHA307Yy.
®dnykoHa3011 € OUTBII CENEKTUBHUM JI0 TPUOKOBUX (pepMeHTiB riuToxpomy P450, HiXk 10 pi3HOMaHITHUX CUCTEM
dbepmentiB nutoxpomy P450 ccasiiis.

3acTocyBaHHs (IyKOHa30Jy y 1031 50 Mr Ha 100y MpoTAToM 28 MHIB HE BIUIMBAE HA PIBEHb TECTOCTEPOHY Y
1a3Mi KpoOBi y HOJIOBIKIB 200 Ha piBEHb €HJAOT€HHUX CTEPOi/liB Y KIHOK PENPOTyKTUBHOTO BiKy. DIyKOHA301 Y
1031 200-400 Mr Ha 100y HE BUSBIISIE KIIHIYHO 3HAYYIIOTO BIUIMBY Ha PIBEHb €HJOTCHHUX CTEpPOiniB a00 Ha
BianoBiab Ha ctumyJsnito AKTI y 3mopoBux 406pOBOIIBLIIB YOIOBIYOi CTATI.

JlocmiKeHHsT B3a€MO/II1 3 aHTUITIPUHOM TPOJIEMOHCTPYBAJIO, 110 3acTocyBaHHs S0 MT (hIyKOHA30Iy pa3oBO UM
OaraTopa3oBO He BIUIMBAE Ha METabOII3M aHTHUITIPUHY.

YyTIuBICTb in vitro.

dyKoHa3011 in Vitro IEeMOHCTPY€E IPOTUTPUOKOBY aKTHUBHICTh CTOCOBHO BB Candida, 0 3yCcTpiualoThCs
Hanuactime (Bkmtouatouu C.albicans, C.parapsilosis, C.tropicaliy. C.glabrata neMOHCTpy€e IUPOKUHN Alana3oH
YyTJIMBOCTI A0 (IIyKOHA30I1y, TOI1 SIKC. krusei € 10 HbOTO PE3UCTEHTHOIO.

Takox (hIyKOHA30Jin Vitro NIEMOHCTPY€E aKTUBHICTB K ipotu Cryptococcus neoformans ta Cryptococcus gattii,
TakK 1 MPOTH HJEMIUYHUX IUTICHABUX IpubiBBlastomices dermatitidis, Coccidioides immitis, Histoplasma
capsulatum ta Paracoccidioides brasiliensis.

Dapmarxoounamixa — DapmakoKiHemuKa.

BianoBigHO 10 pe3ynbTaTiB JOCTIKEHb Ha TBAPHHAX, ICHY€E KOPEIAIis Mi’K MiHIMAJIBHOIO 1HT10YI04Y010
KOHIIEHTpALIEI0 Ta ePEKTUBHICTIO IPOTH €KCIEPUMEHTAIBHUX MOJIEIeH MiK031B, cipuunHeHux Bugamu Candida.
BinnoBigHO 10 pe3ynbTaTiB KIIHIYHAX JOCTIDKEHb, ICHYE JiHiiHa 3anexHicTh Mk AUC Ta 103010 ¢urykoHa3omy
(mpubmm3Ho 1:1). Takox icHye npsiMuil, ane HenpocTaTHiH 3B’ 430k Mixk AUC ab0 103010 Ta MO3UTUBHOIO
KJIIHIYHOIO BiJIMOBIIIIO HA JIIKYBaHHS OPaJIbHOTO KaHIUI03y Ta MEHIIOK MipOI0 — KaHAuAeMii. AHAJIOTi9HO
JiKyBaHHS 1HGEKIIN, CIPUIMHEHHX IITaMaMHU, JI0 SIKUX (PIIyKOHA30J1 IEMOHCTPY€E BUCOKY MiHIMAIIbHY 1HT10YyI0Uy
KOHIICHTPAIIII0, € MEHII 33/I0BLTBHUM.

MexaHi3M pe3uCTEeHTHOCTI.

Mixkpoopranizmu ponyCandida neMOHCTPYIOTh YNCIIEHHI MEXaHI3MH PE3UCTEHTHOCTI 10 a30JIbHUX
MPOTUTPUOKOBHUX 3ac00iB. DIYKOHA30] IEMOHCTPYE BUCOKY MiHIMANBbHY 1HTOYI0UY KOHIIEHTPAILIII0 MPOTH ITaMiB
rpubiB, SKi MarOTh OWH a00 OiIbIIIe MEXaHi3MiB PE3UCTEHTHOCTI, III0 HETATUBHO BIUIMBAE Ha €()EKTUBHICTHI ViVo
Ta B KJIIHIYHINA npaktuwi. [ToBizomisiocs npo BUnaaku po3BUTKy cynepindekulandida spp., inmnmu Hix C.




Albicans BuaaMu, 1110 4acTO € HEUYTJIMBUMHU 110 (piykoHazony (HanpuknanCandida krusei). JIns nikyBaHHS TaKuX
BUIIAJIKIB CJI1/1 3aCTOCOBYBATH aJIbTEPHATUBHI IPOTUTPUOKOBI 3aCOOH.

KoHTponbHi TOUKH (BIIMOBLAHO 10 €BPONEHCHKOT0 KOMITETY 3 IOCAI/DKEHb YYTAMBOCTI IO aHTUMIKPOOHUX
3ac00iB).

bazyrounce Ha qociikeHH1 papMaKOKiHETUYHOI/(hapMaKkoAMHAMI4HOI iH(OopMaIllil, Yy TIIMBOGRI Vifro Ta KIiHIYHOI
BiJIMIOBI/Ti, OYJI0 BU3HAYEHO KOHTPOJILHI TOUKH s (DITyKOHA30IY JImikpoopranizmiB poayCandida. Bonu Oynmu
PO3MOIiIeH] Ha KOHTPOJIbHI TOUKH, 0 HE TOB’sA3aHi 13 MEBHUM BHJIOM, SKi OLTBIIOI0 MiIpOIO BU3HAYANUCS HA
OCHOBI (papMaKOKiHETHYHOI/(papMaKoIMHAMIYHOI iH(popMaIii 1 He 3aJeKaTh BiJl pO3MOILTY Ha IEBHI BHIH 32
MiHIMaJIbHOIO 1HT10YIOUOI0 KOHIIEHTPAIII€10, Ta HA KOHTPOJBHI TOYKH, TIOB’3aHi 3 IIEBHUM BHJIOM, 110 HalyacTile
acoIIOIOTHCS 3 IH(EKIIAMH Y TI0AUHU. [li KOHTPOJIBHI TOUKU HABEJAEHI HUKYE.

[TpoTurpubKroBHii KoHTpomnbHi TOUkH, OB’ s13aHi 13 IEBHUM BHJIOM KonTtpomnpHi TOukH,
3aci0 S</R> He OB’ sA3aHi 13
Candida | Candida | Candida | Candida Candida | neBHUM BHOM 2
albicans | glabrata | krusei parapsilosis tropicals |[S</R>
DryKoHazon | 2/4 IE - 2/4 2/4 2/4

S — uyTnMBMIi;

R — pe3ucrenTHnii;

a — KOHTPOJIbHI TOYKH, IO HE MOB’SA3aHi 13 IEBHUM BHJIOM, sIKi O1JIBIIIOI0 MipOIO BU3HAYAIHUCS Ha OCHOBI
(bapMakoKiHETHUHOI/(hapMakoJuHAMIYHO1 1HGOpMaILlli 1 He 3aJIeXaTh B PO3MOIUTY Ha MEBHI BUIU 32 MIHIMAJIbHOIO
1HT10yI04O0I0 KOHIIEHTpali€l0. BOHU T0OCTiTKyBaTUCh JIUIIIE ISl MIKPOOPTaHi3MiB, AJIs SIKUX HE iICHYe crienndigHol
KOHTPOJBHOI TOUYKH;

-- JIOCIIIJPKEHHS! Yy TIIMBOCTI HE pEeKOMEHI0BaH1, OCKIJIBKY JTaHUH BUJ HE € METOIO JIIKApChKOI Teparii;

IE — noxa3iB 1010 TOro, 4¥ € JaHWW BUJT METOIO JIIKAPChKOI Teparii, HeA0CTaTHbO.

Dapmarokinemuxa.

dapMaKOKIHETHYHI BIACTUBOCTI (DITyKOHA30Iy € TOAIOHUMH MPY BHYTPIITHHOBEHHOMY 1 ITEPOPATLHOMY
3aCTOCYBaHHI.

Abcopbuis.

®dnykoHa301 100pe BCMOKTYEThCS IIPU IEPOPAIbHOMY 3aCTOCYBaHHI, a piBeHb IpenapaTy y Iia3Mi Kposi i
cucteMHa 010/10CTyIHICTh NepeBULYIOTh 90 % piBHSA (hIyKOHA301y Yy MIa3Mi KPOBI, 10 JOCATAETHCS IPU
BHYTpPIIIHFOBEHHOMY BBEJI€HHI npenapary. OJHOYacHE B)KMBAaHH 1K1 HE BIUIMBA€ HA BCMOKTYBAHHsI IIpenapary
pu HOTo nepopaibHOMY 3acTocyBaHHI. [likoBa KOHILIEHTpallisl y T1a3Mi KpoBi gocsaraetrbes yepes 0,5-1,5 roaunu
miciis npuiioMy npenapaty. KoHueHTpalis npenapaTy y 1uia3Mi KpoBi pornopiiiHa 103i. PiBHOBaxkHa
KOHIEHTpalis Ha piBHI 90 % nocsraeTbest Ha APYyTUid JeHb JIIKYBaHHS IIPU 3aCTOCYBaHHI y MEPIINMA 1€Hb
HaBaHTaXXyBaJbHOI J103H, 110 B/BIUI IIEPEBUILlY€E 3BUYAIHY 1000BY 103y.

Posnopin.

06’em po3noaiy IpUOIN3HO JOPIBHIOE 3araJIbHOMY BMICTY PIAMHU B OpraHi3mi. 3B’si3yBaHHS 3 OLIKaMM IJ1a3MH
kpoBi Hu3bKe (11-12 %).

dnykoHa301 100pe MPOHHUKAE B yCi JOCHTIKYBaH1 piIMHU OpraHi3My. PiBeHb (QryKoHa30Ily y CIMHI Ta MOKPOTHHHI
€ MOJIOHUM JI0 KOHIIEHTpallli mpenapaTy y rmiaa3Mi KpoBi. Y NaIi€eHTiB, XBOPUX HA IPUOKOBUI MEHIHTIT, PIBEHb
(iryKoHa3011y Y CIMHHOMO3KOBIH pifuHi gocsirae 80 % KOHIEHTpaLii y 1a3Mi KpoBi.

Bucoki konnenTpariii (ayKoHa301y y LIKipi, 0 MEPEBUILYIOTh CUPOBATKOBI, JOCATAIOTHCS Y POrOBOMY LIapi,
emiiepMici, 1epMi Ta noti. GIykoHa30J1 HAKOMUYYEThCS Y poroBoMy mapi. [Ipu 3acrocyBanni n1o3u 50 mr 1 pa3 Ha
100y KOHIIEHTpallis (IryKoHa30Iy Mmicis 12 qHIB JiKyBaHHS CTAaHOBWIIA 73 MKI/T, a yepe3 7 THIB MiCIIs 3aBEPIICHHS
JIKyBaHHS KOHLIEHTpAIlis Bce 11e cTaHoBmiIa 5,8 MKr/T. Ilpu 3acrocyBanHi 10o3u 150 mr 1 pa3 Ha THXIEeHb
KOHIICHTpaIlis (pIyKoHa30y Ha 7 I€HB JIIKyBaHHS cTaHOBUIIA 23,4 MKT/T; yepe3 7 HIB MiCJII 3aCTOCYBAHHS
HACTYMHOI 1031 KOHIIEHTpallis Bce 11e cTaHoBMia 7,1 MKI/T.

Konnentparnis ¢paykoHazony B HIrTX micis 4 micsiB 3actocyBaHHs 150 mr 1 pa3 Ha Twxnens ctanosuna 4,05
MKI/T y 3J0pOBHUX TOOPOBOJBIIB Ta 1,8 MKI/T — y Malli€HTIB 13 3aXBOPIOBAHHAMM HITTiB; (DJIyKOHA30J1 BU3HAYABCS Y
3pa3Kax HIrTiB yepe3 6 MICSALIB MIC/s 3aBEPILIEHHS Teparii.

biotpancdopmartis.
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®dykoHa307 MeTab0Ii3y€eThCSl HE3HAYHOIO Mipoto. [Ipu BBeAeHHI 103U, MiY€HOT paliloaKTUBHUMU 130TOTIAMH,
mutre 11 % ¢aykoHa301Ty eKCKPETYEThCS 3 CEUCH0 Y 3MIHEHOMY BUTIISA . DITyKOHA301 € CEeICKTUBHUM 1HT10iTOpOM
130¢epmentiB CYP2C9 ta CYP3A4, a Takox iHriditopom izopepmenty CYP2C19.
Exckperisi.
[Tepion HamiBBUBEACHHS (PIIyKOHA30My 13 MJIa3MU KPOBi CTaHOBUTH O01u3bko 30 roauH. binbia yactuHa npenapary
BUBOJUTHCSI HUpKaMH, ipuaomy 80 % BBeIIEHOI 03U BUSBIAETHCS y cedi B He3MiHEeHOMY cTaHi. KiripeHc
¢b1ykoHa30Iy IPONOPIIHUIL 10 KiIipeHCYy KpeaTuHiHy. [[upkymorounx MeTaboiTiB He BHSIBICHO.
TpuBanuii nepioj HaNiBBUBEAECHHS IIpeNapaTy 3 IIa3Mu KpoB1 pOOUTH MOKJIMBUM Pa30BE€ 3aCTOCYBAaHHS
npenapaTy npy BariHalbHOMY KaHAMJ031, @ TAKOXK 3aCTOCYBaHHA npenapaty | pa3 Ha THXKICHb NP 1HIINX
MOKA3aHHSAX.
HupkoBa HEIOCTaTHICTb.
VY mami€eHTiB 13 HUPKOBOIO HEIOCTATHICTIO TSDKKOTO CTYMEHs (IIBUAKICTH KITyO0uKoBOi (inbTpanti 20 Mi1/XB)
nepioj] HamiBBUBEACHHS 30U1bIyeThes 3 30 roaun 10 98 roaun. Tomy 1iit KaTeropii namieHTiB HEOOX1IHO 3HU3UTHU
103y ¢Gurykonazoiny. OirykoHa301 BUAATSETHCS IUIIXOM T'eMOJiai3y Ta MEHIIIOK MipOI0 — IIIXOM
IHTpanepuToHeanbHOoro Aianizy. CeaHc remMofianizy TPUBAIICTIO 3 TOIMHH 3HUXKYE PiBEHb (IyKOHA30Iy y IJIa3Mi
KpoBi1 npu6sn3Ho Ha 50 %.

1TH.
Jani 3 papmakokiHeTnku Oyym omineHi y 113 giTei mig gac S5 qocipkeHs: 2 TOCIiKeHHS Pa30BOr0 3aCTOCYBAHHS,
2 nociiJKeHHs1 6araTopazoBOro 3aCTOCYBaHHA Ta | TOCTIIKEHHS 33 y4acTIO HEJIOHOIIEHUX HOBOHAPOKEHHUX.
[Ticns BBeneHHs 2-8 MI/KT (hTyKOHA30Iy AiTsAM BikoM Bix 9 micsmiB o 15 pokiB AUC cranoBmia 6:mm3bko 38
MKr*roauny/mi Ha 1 Mr/kr no3u. [licig 6araropa3oBoro 3acTocyBaHHS CepeHIi mepiol HaliBBUBEICHHS
¢drykoHa30ITy 13 TUTa3MH KPOBi BapitoBaBcst Mixk 15 Ta 18 romuaamu; 06’eM po3noairy ctanoBuB 880 MII/KT. BinbI
TPUBAIUN TIEPi0]] HAMIBBUBEACHHS 13 IJIa3MU KPOBI, 1110 CTAHOBUB MPUOIHU3HO 24 TOANHH, OYB MiCIs pa30BOTO
3acTocyBaHHs (urykoHa3oy. Lleif moka3HUK € 3iCTaBHUM 3 TIEpi0IOM HamiBBUBEACHHS (PIIyKOHA30ITY 13 IIa3MH
KpOBI MICIIs pa30BOT0 3aCTOCYBAHHS O3 3 MI/KI BHYTPIIIHEOBEHHO AITsM BikoM Bia 11 quiB 10 11 micsamiB. O6’em
PO3MOIUTY y MAIIEHTIB I[i€] BIKOBOI IPyITH CTAHOBUB OJIM3bKO 950 MIT/KT.
JlocBiz 3actocyBaHHs (DIIyKOHA307y HOBOHAPOJKEHUM O0OMEKY€EThCs (PapMaKOKIHETUYHUMU JTOCITIIKEHHAMU 12
HEJIOHOMICHUX JiTeH i3 TepMiHOM recTamii mpuOim3Ho 28 TikHIB. CepeaHiil Bik JUTHHU NP BBEICHHI MEPIIOi
03U cTaHOBUB 24 roaunu (Big 9 10 36 roauH); cepenHs Bara rnpu HapoxeHHi cranoBmia 900 r (Big 750 go
1100 r). {nst 7 mamieHTiB MPOTOKOJ JOCHTIHKEHHS OyJI0 BUKOHAHO. MakCUMyM 5 BHYTPIIIHBOBEHHUX 1H €KITIH
dykoHazoy y 1031 6 MI/Kr BBOAWIM KOxkHI 72 ronuuu. CepenHiit mepio HaMiBBUBEACHHS CTAHOBUB 74 TOJUHU
(44-185) B mepmmii neHb, MoTiM 3HU3UBCS 10 53 roauH (30-131) Ha 7 newb ta g0 47 (27-68) Ha 13 nensw. [Lmoma
mig KpuBoro (MKr*roaun/mi) cranosuna 271 (173-385) B mepiuwii neHs, 30inpimmnacs a0 490 (292-734) na 7
JIeHb, MOTIM 3Hu3mIacs 10 360 (167-566) Ha 13 nenb. O6’eMm posmoairy (Mi/kr) ctaHosuB 1183 (1070-1470) y
nepuui 1eHp, 30ibiryBaBcs 10 1184 (510-2130) va 7 nens Ta no 1328 (1040-1680) Ha 13 neHs.
[aiieHTH JITHBOTO BIKY
dapMaKkOKiHETUYHE JOCIIHPKEHHS MTPOBOAMIIN 32 y4acTio 22 mallieHTiB (BiKOM BiJl 65 pokiB), siki 3acTocoByBaiu 50
MT (piryKoHa30ITy repopayibHo. 10 13 yJaCHHKIB 0JTHOYACHO 3aCTOCOBYBAIU JIIYPETHUKH. {,x CTaHOBHIIA 1,54 MKT
/M Ta focsranacs npotsaroM 1,3 roaunu micis 3acrocyBaHHs (aykoHazony. Cepennst AUC cranoBuna 76,4 +
20,3 mxr*rogunay/mi. Cepenniit mepion HaniBBuBeIeHHS — 46,2 roquau. 1l papMakokiHETHYIHI TOKA3HUKH €
BUIIMMU TOPIBHSHO 13 aHATOTTYHUMHU Y 3I0pPOBHUX T0OPOBOJIBIIIB MOJOAIIOrO BiKy. OJJHOYAaCHE 3aCTOCYBaHHS
JypETUKIB HE MaJIO 3HAYHOTO BIUTHBY Ha GyaxTa AUC. Takox kinipeHc kpeaTuHiHy (74 MII/XB), BiICOTOK
¢b1ykoHa30I1y, 1110 BUBOJUBCS 13 CEYEI0 Y HE3MIHEHOMY BUTIISII
(0-24 roguan, 22 %), Ta HUPKOBHA KitipeHc ¢urykonasouy (0,124 Mi/XB/Kr) y Manie€HTiB JaHOI BIKOBOI Irpynu Oyin
HIKYMMU, HIK aHAJIOT14HI TOKa3HUKH Y MOJIOIIIUX T00pOBOIBIIIB. ToMy 3MiHU (hapMaKOKIHETUKH Y TIAIIEHTIB
JITHROTO BIKY OYEBHJIHO 3aJICXkKaTh B/l MapaMmeTpiB QyHKIIIH HUPOK.

Kainiuni xapakrepucTuku.

Iloka3zannus.

JIikyBaHHS TaKHX 3aXBOPIOBAHb y JOPOCIIHX, SIK:
— KPUNTOKOKOBUN MEHIHTIT;

— KOKIIUI101103;

— 1HBa3MBHI KaHIUI03H;



— KaHUJ03H1 CIIM30BUX 00OJIOHOK, BKJIFOYAKOUX KaHIU103 POTOIJIOTKU Ta KaHU103 CTPABOXOY, KaHIUAYPisd,
XPOHIYHMN KaHJIU03 IKIPH 1 CIM30BUX 000JIOHOK

— XpOHIUHUHN aTpoiuHul KaHIUA03 (KaHIUA03, CHPUYUHEHUH BUKOPUCTAHHIM 3yOHUX MPOTE3iB) MPHU
HeeeKTHBHOCTI MIiCIIEBOI Tepartii.

[TpodinakTrka TaKMX 3aXBOPIOBaHb y TOPOCIHX, K:

— peuyInB KPUNTOKOKOBOTO MEHIHTITY y MAIliEHTIB 3 BUCOKHM PH3HKOM HOTO PO3BUTKY;

— peuuuB KaHAU03Y POTOTIOTKY abo cTpaBoxoay y mauieHTiB 3 BIJI 3 BUCOKUM pU3MKOM HOTo pO3BHUTKY;

— KaHIUA03HI 1HEKIi] y Malie€HTiB i3 TPHBAJIO0 HEHTPOIIEHIEI0 (HANPUKJIIA/l Y TAII€HTIB 31 3I0SKICHUMH
3aXBOPIOBaHHIMH KPOBI, SIKI OTPUMYIOThH XIMIOTEpaIlito, a00 y Mali€HTiB TP TPAHCIIAHTAIlll TeMOTIOETHYHUX
CTOBOYpOBUX KIIITHH).

®dyKoHa30J1 3aCTOCOBYIOTH JITSAM BiJl HAPOJUKEHHS /IS JIIKyBaHHS KaHAM031B CIM30BUX 000JIOHOK (KaHANUI03
POTOTJIOTKH, KaHIHI03 CTPABOXO/Y ), IHBA3UBHUX KaHAHM031B, KPUIITOKOKOBOTO MEHIHTITY Ta sl MPO(iTaKTHKH
KaHIUAO03HUX 1H(EKIIN y MalieHTIB 31 3HIKEHUM iMyHiTeToM. [IpemapaT MoxkHa 3aCTOCOBYBATH SIK MIATPUMYIOUY
TEpAIiIo IS TOTIePEKEHHS PEIUINBY KPUIITOKOKOBOTO MEHIHTITY y JITEH 13 BUCOKHM PH3UKOM HOTO PO3BUTKY.
Tepamnito npenapaTomM MO>KHa PO3MOYMHATH JI0 PE3YJIbTATIB KYJIbTYpaIbHUX Ta IHIIUX JAOOPATOPHUX JTOCIIIKECHbD;
IICIIsE OTPUMAaHHS pe3yJIbTaTiB aHTHOAKTEPiaIbHy TEPAIIiio CIIiJl CKOPUTYBATH BiAIOBIAHUM YHHOM.

Ilpomunokazanns.

[NnepuyTnuBicTh 10 PIyKOHA30MY, IHIINX a30JIbHUX CIIONY&00 10 OyAb-AKOi 3 JOMOMIKHUX PEYOBHH Mpenapary.
OpnHouacHe 3acTocyBaHHs (DIIyKOHA30JTy Ta Tep(eHAIMHY TAIliEHTaM, SKi 3aCTOCOBYIOTH (DITYKOHA30J1
6araTopa3oBo y no3ax 400 mr/mody Ta BuIle (3TiIHO 3 pe3yabTaTaMu JOCTIIKEHHS B3aeMO/Iii OaraTropa3zoBoro
3aCTOCYBAHHS).

OpHouacHe 3acTocyBaHHs (DIyKOHA30 Iy Ta IHIIMX JIIKAPCHKHUX 3ac00i1B, 110 NOJOBXKYIOTh iHTepBan QT ta
MeTabomi3yrThCs 3a gonoMororo hepmerty CYP3 A4 (Takux sKm3anpu ], acTeMi3our, TiMO3uI, XIHIIMH Ta
EpUTPOMILIKH).

B3aemodia 3 inmumu nikapcoKumu 3acovamu ma iHuwii 6UOU 63a€MO0Ill.

IIpomunoxasano cymicne 3acmocygants GayKoHA30.1Y Ma HUNCHE3A3HAYeHUX JIKAPCOKUX 3AC00i8.

Luzanpuo. TloBigoMIIsIIOCs PO PO3BUTOK MOOIYHUX peakiliii 3 00Ky cepils, y TOMY YHUCII PO MapOKCU3MAIIbHY
IUTYHOYKOBY TaXiKapAilo THUITY «IipyeT», Y Hali€HTiB, IKi OJHOYACHO 3aCTOCOBYBAIN ()IIYKOHA30JI Ta [UA3ATIPH/I.
KoHTtpoabsoBaHe T0ciIKeHHs POAEMOHCTPYBAIO, 10 oJHOYacHe 3acTocyBaHHs 200 mr ¢urykoHazony 1 pa3 Ha
o0y Ta 20 Mr nu3anpuay 4 pasu Ha 100y MPU3BOIWIIO JI0 3HAYHOTO MiABUINCHHS PIBHS IU3ANPHITY Y TUIA3Mi

KpOBi Ta J10 nojioBkeHHs iHTepBany QT. OxHouacHe 3acTocyBaHHS (DIIyKOHA30Iy Ta LU3ANPUIY IPOTUIIOKA3aHe
(muB. po3nin «IIpoTumnokazaHHs»).

Tepgpenaoun. Yepes BUNIAAKH PO3BUTKY TSDKKHUX CEPLIEBUX apUTMIH, CIPUUMHEHUX MOI0BKeHHAM 1HTepBainy QTc,
y MAIi€HTIB, SKi 3aCTOCOBYIOTH a30J1bHI MPOTHTPUOKOBI JIiKapChKi 3ac00M 0JHOYACHO 3 TepdeHaanHoM, Oyin
MIPOBEJICH] TOCIIKEHHSI B3a€MO/I1T ITUX MpemnapaTiB. Y X0/l OJTHOTO TOCIIHKEHHS P 3aCTOCYBaHH1 (IIyKOHA30ITy
y 1031 200 mr Ha 100y He Oys10 BUSBICHO MmooBKeHHs iHTepBany QTc. [HIe nocmiKeHHs Ipu 3aCTOCYBaHHI
drykonazony y go3zax 400 mr ta 800 Mr Ha 100y IPOAEMOHCTPYBAJO, 110 3aCTOCYyBaHHS (uiykoHa301y y go3ax 400
MT Ha 100y ab0 BUIIE 3HAYHO MiABHILY€E PiBeHb TephEHATUHY Y TUIa3Mi KPOBI TP OJTHOYACHOMY 3aCTOCYBaHHI1
1ux npenapatiB. CyMmicHe 3acTocyBaHHA (hi1ykoHa30iy y go3ax 400 mr ao Buie 3 TepheHanHOM IPOTUIIOKa3aHe
(muB. po3nin «IIporunokazanssy»). [Ipu 3acTocyBanHi ¢urykoHaszony y no3ax Hikde 400 Mr Ha 100y OZHOYACHO 3
TepdeHaanHOM CITiJT TPOBOJAUTH PETEIbHUI MOHITOPUHT CTaHy Malli€HTA.

Acmemizon. CymicHe 3aCTOCYBaHHS (PIIyKOHA30Jy Ta aCTEMi30JIy MOXKE 3HU3UTH KJIIpEeHC acTeMizony. CripuarnHeHe
LIUM MiJBUILEHHS KOHIEHTpalii acCTeMi30I1y Y IIa3Mi KPOBI MOe MPHU3BECTH A0 MOAOBKEHHs iHTepBaity QT tay
PIAKICHUX BHIIAJKaX — J0 MAPOKCU3MAIBHOI IITYHOYKOBOI Taxikapii THIry «mipyer». OqHOYacHe 3aCTOCYBaHHS
¢yKoHa30Iy Ta acTeMi30J1y IPOTUIIOKA3aHE.

ITimo3uo ma xinioun. CymicHe 3acTocyBaHHs (DITyKOHA30JTy Ta MIMO3UIY a00 XiHITUHY MOKE TPU3BOIUTH JI0
MPUTHIYEHHS] METa00i3My MIMO3HLy a00 XiHIAUHY, X04a BiMOBIAHUX JOCHIKEHK Vifro Ta in vivo He
npoBOIMIIOCK. [1iIBHINIEHHST KOHIIEHTpaIlil MMO3uay abo0 XiHIIWHY y TU1a3Mi KPOBI MOXKE CIIPUYMHSTH MTOIOBKEHHS
inTepBany QT Ta y piAKICHUX BHUIIQAKaX MPU3BOAUTH JI0 PO3BUTKY MAPOKCU3MAJIbHOI IIUTYHOUKOBOI Taxikapii THITY
«mipyer». OHOYaCcHE 3aCTOCYBaHHS (IIyKOHA30JTy Ta MMO3UAY a00 XiHIIWHY MPOTHIIOKA3aHe.




Epumpomiyun. OnHOYacHE 3aCTOCYBAaHHS €pUTPOMILIMHY Ta (PIYKOHA30JTy MOTEHIIITHO MOXe IPU3BOJUTH 10
HIJBUIIEHHS PU3UKY PO3BUTKY KapA10TOKCUYHOCTI (IogoBxkeHHs iHTepBany QT, mapokcusmaiibHa NUTyHOYKOBA
TaxiKapAis TUILY «IipyeThTa, sIK HACIII0K, 10 PanToBOi cepleBOoi cMepTi. 3acTOCYBaHHs KOMOIHALlT JaHUX
JKapChKUX 3aC001B MPOTUIIOKA3aHE.

He pexomendyemucsa oonouache 3acmocysants GayKoHaA301y ma HUXCUe3a3HAYeHUX JiKAPCbKUX 3acoois.
Tanogpanmpun. OayKoHA30JT MOKE CIIPHUMHUTH ITiIBUIIEHHS KOHIICHTpAIlil raoGanTpuHy y M1a3Mi KpoBi 3a
paxyHok npurHideHHs CYP3A4. OqHovacHe 3aCTOCYBaHHS IUX JIIKAPChKUX 3aC001B MOTEHLIHO MOXe
MPU3BOINUTH A0 MIABUILEHHS PU3UKY PO3BUTKY KapA10TOKCHUYHOCTI (rooBxeHHs iHTepBany QT, mapokcusmaibHa
IITYHOUYKOBA TaxiKap/is TUIY «IipyeDa, sIKk HaCliJI0K, 1O ParToBoi cepueBoi cMepTi. Ciil yHUKAaTH
3aCTOCYBaHHS KOMOIHaIll] TaHUX JIIKapChbKUX 3acO01B.

Cymiche 3acmocysanns GIvKOHA30Y Ma HUNCYE3AZHAYCHUX JIKAPCLKUX 3ACc00i8 sumazac obepexcnocmi ma
KOPU2YBAHHA 003U.

Bnaue inwux nikapcokux 3acob6ig na ¢hiykonasol.

HocinipkeHHs B3aeMO/Iii MPOAEMOHCTPYBaJIH, 1110 OJTHOYACHE BXKUBAHHS 1K1, IUMETUINH, aHTAIIUAN a00

NOJaJIbIIIE ONIPOMIHEHHSI YChOT'O TijIa IS IIEPecajki KICTKOBOTO MO3KY HE Ma€ KJIIHIYHO 3HAYyIlOro BIJIMBY Ha
abcopOitito (hIIyKOHA30Ty MTPH HOTO TIEPOPATFHOMY 3aCTOCYBaHHI.

Pugamniyun. OnHoyacHe 3aCTOCYBaHHS (QIIyKOHA30iy Ta pudamminuny npusBoauio 1o 3HmxkeHHs AUC Ha 25 %
Ta CKOPOYyBaJo Nepio] HamiBBUBeACHHS (irykonazomy Ha 20 %. Tomy Juist MaiieHTIB, SIKi 3aCTOCOBYIOTh
pudamMIinuH, caia po3rAsSHYTH JOUITBHICTH MiABUIEHHS 103U (IyKOHA30IY.

Bnaus ¢pnykonazony na inwi 1ikapcuki 3acoodu.

®dyKkoHa301 € NOTYKHUM 1HT10iTopoM 130pepmenTy 2C9 nuroxpomy P450 (CYP) ta momipHuM iHribiTopom
CYP3A4. Takox ¢uryronason € inriditopom CYP2C19. Okpim criocTepexyBaHUX/ TOKYMEHTAIBHO MiATBEPIKCHUX
B3a€MO/IH, 110 OMKCaHI HUXKYe, IPU OJTHOYACHOMY 3aCTOCYBaHHI 13 (DIyKOHA30JI0M ICHY€ PU3UK MiBULICHHS Y
I1a3Mi KpOB1 KOHLEHTPALIH 1IHIINX CHOJNYK, 1110 MeTadomizytoTecss CYP2C9 ta CYP3A4. Tomy 3acTocoByBaTu Taki
KOMOiHaIli1 mpenapariB ciij 3 00epekXHICTIO; MPHU I[bOMY HEOOXITHO PETENBHO CIIOCTEPITaTH 3a CTAHOM Malli€HTIB.
[TpurnivyBanbHa it GpyKkoHa30dy Ha GepMEHTH 30epiraeThesi MpoTIrom 4-5 mid micis Horo 3aCTOCyBaHHS y
3B’S3KY 3 HOr'O TPUBAJIUM IEPi0JIOM HaIiBBUBEACHHS.

Anvghenmanin. Ilix vac 0THOYACHOTO 3acTOCYBaHHA anb(eHTanuTy y 1031 20 MKI/Kr Ta ¢urykoHasony y m1o3i 400 mr
3JI0POBUM J1I00pPOBOJIBLISIM crIOCTepiraiocs ABokparHe 30iabieHHs AUGo, MoxinBo, yepe3 iHrioyBanns CYP3A4.
Mosxe OyTu HEOOX1THUM KOPUTYBAHHSA JJ03H ajb(EHTaHLIY.

Amimpunmunin, nopmpunmunin. OIYKOHA30J MOCUITIOE 110 aMITPUNTWIIHY Ta HOPTPUNTWIIHY. PeKoMeH1yeThCs
BUMIPIOBATH KOHIIEHTPAIl S-HOPTPHUNTHITIHY Ta/ab0 S-aMiTpUNTHIIIHY Ha IMOYaTKy KOMOIHOBaHOI Teparrii Ta uepes
1 TixaeHb. Y pa3i HEOOXIAHOCTI CJIiJ] BIAKOPUTYBATH 103y aMITPUNTUIIHY/HOPTPUITUIIIHY.

Amepomepuyun B. OnHouacHe 3acToCyBaHHA (IIyKOHA30.Ty TaaMm(poTepunHy B iH(ikoBaHIM MUIIIaM i3
HOPMaJIbHUM IMYHITETOM Ta 1H(PIKOBAHUM MHILIAM 31 3HIXKEHUM IMYHITETOM MPHU3BEIO 0 TAKUX Pe3yJIbTaTiB:
HEBEJIMKUHN aluTUBHUHN NPOTUTprUOKOBU eeKT rpu cucteMHil iHpekuiiC. albicans, BINCYTHICTb B3a€EMOJIT IPU
BHYTpilIHbOUepenHii inpexuiCryptococcus neoformans Ta aHTaroHi3M JIBOX IpenapaTiB MPU CUCTEMHIN 1HPEKIiT
A.fumigatus. KitiHiuHEe 3HAaYCHHS PE3yJIbTATIB, OTPUMAHKX Y X0 IIUX JOCITIKEHb, HEBIIOME.

Anmurxoazynanmu. SIK 1 IpU 3aCTOCYBaHHI 1HIIUX a30JbHUX MPOTUTPUOKOBUX 3aC001B, MPU OJJHOYACHOMY
3aCTOCYBaHHI (IYKOHA30Ty Ta Bap(apuHy MOBIIOMIISIIOCS PO BUIIAAKH PO3BUTKY KPOBOTEY (T€MaTOM, HOCOBOT
KpPOBOTEU1, IUTYHKOBO-KHILIKOBUX KPOBOTEY, FeMaTypii Ta MEJIEHH) y MTO€JHAHHI 13 TIOJIOBKEHHAM
npoTpoMOiHOBOTO Yacy. [Ipu ogHOYacCHOMY 3acToCyBaHHI (DITyKOHA30Iy Ta BappapuHy CIIOCTEPIraisocs IBOKpaTHE
HiABUILEHHSA TPOTPOMOIHOBOTO Yacy, IMOBIPHO BHACIIIOK MPUTHIYEHHs MeTaboi3my Bapdapuny uepe3 CYP2CO.
Cuniz peTeslbHO KOHTPOJIIOBATH MPOTPOMOIHOBHIA Yac y MAII€HTIB, sIKi OHOYACHO 3aCTOCOBYIOTh KyMapHHOBI
aHTHKOATYNSIHTU. Mo)ke OyTH HEOOX1THOIO KOPEKIIis 103U Bap(apuHy.

benzooiazeninu kopomxkoi 0ii, Hanpukiao mioazonam, mpuazonamIlpuznadeHus GayKoHa30Ty MICTs
NEepOPaNbHOrO 3aCTOCYBaHHS MiJa301aMy MPU3BOIMIIO 10 3HAYHOT'O MiJIBUIIIEHHS KOHLIEHTpALlil MiJja3ojamy Ta 70
MTOCWJICHHS TICUXOMOTOpHUX edekTiB. OgHouacHe 3acTocyBaHHs (piykoHazomy y 1031 200 mMr Ta Migazonamy y 1031
7,5 Mr nepopaibHo npu3Boauio 1o nigsuieHHs AUC Ta nepiofy HamiBBUBeJIeHHs y 3,7 Ta 2,2 pa3a BiANOBIAHO.
3acrocyBanHs (piykonazony y 103i 200 mr/no0y ta 0,25 Mr TprazoiiaMmy mepopaybHO MPU3BOIUIO IO I ABUIICHHS
AUC Ta nepiony HamiBBUBEeHHA y 4,4 Ta 2,3 pa3a BianoiaHo. [Ipu oqHOYacHOMY 3acTOCYBaHHI (IIyKOHA30Iy Ta
TpHUa3ojamMy CIOCTepIrasocs MOTSHIIIOBAHHS Ta MPOJIOHTaIlis e(EeKTiB Tpuazoaamy.




SIK110 mawieHTy, SKUi IPOXOAUTh KypC JIKYyBaHHS (IyKOHA30JI0M, CJIiJl OJHOYACHO MTPU3HAYUTH TepaIito
OeH3o/11a3eninaMy, 103y OCTaHHIX CJiJl 3MEHIIUTH Ta BCTAHOBUTH HAJIS)KHUH HATIISA] 32 CTAHOM IaIli€HTA.
Kapbamasenin. ®aykoHazon NpUrHivye Mmetabonizm kapOaMasemniny Ta CIPHUMHIOE TiABUILEHHS PiBHS
kapOamaseniny B cupoBartiii kpoBi Ha 30 %. IcHye pu3UK pO3BUTKY MPOSBIB TOKCHYHOCTI Kapbamasemniny. Moxe
OyTH HEOOXiTHUM KOPUTYBAHHS JJ03M KapOama3eliHy 3aJIe)KHO BiJl piBHS HOro KOHIEHTpallii Ta Jii mpemapary.
Fnoxkamopu xanvyiesux kananis. JIesiki aHTaroHICTH KaibLito (HipenuniHicpaIuis, aMIOIUITH Ta (EeTI0TUITiH)
MmeTabomizytoTbes pepmenToM CYP3A4. @iykoHa30/1 NOTEHIIHO MOXKEe MiABUIIYBAaTH CUCTEMHY €KCIIO3ULIII0
0JI0KaTOpiB KaJlbIi€BUX KaHATIB. PEKOMEHI0BaHUH peTENbHII MOHITOPUHT 11010 PO3BUTKY NOOIYHUX PEAKIIii.
L[enexokcu6. Ilpn ogHOYacHOMY 3acTocyBaHHI QurykoHa3omy (200 mr Ha 100y) Ta nenekokculy (200 Mr) fraxTa
AUC nenexokcu0Oy migsumryBaiucs Ha 68 % ta 134 % Bignosigao. [Ipy oHOYaCHOMY 3aCTOCYBaHHI IIEIEKOKCHOY
Ta (IIyKOHA30Iy MOXKe OyTH HEOOX1THIUM 3MEHIIICHHS JO3H LIEJIeKOKCUOY BABIYI.

Luknogpocghamio. OnHoUacHe 3acTocyBaHHs IUKIo(ochamMiny Ta GIryKoHA30JTy TPU3BOIUTE IO ITiIBUINCHHS PiBHSI
OimipyOiHy Ta KpeaTHHiHy B CHpOBaTIi KpoBi. Li mpenapatu Mo>kHa 3aCTOCOBYBAaTH OJJHOYACHO, 3BAXKAIOYU HA
PH3UK MiIBUIICHHS KOHIIEHTpAIii OiipyOiHy Ta KpeaTHHIHY B CHPOBATIII KPOBI.

@enmanin. 11oB1IOMISIIOCS PO OJMH JIETaTbHUI BUMAI0K 1HTOKCHKAIT ()EHTAHIIOM BHACIIOK MOXJIUBOT
B3aeMOI1 peHTaHUTY Ta (ryKoHa3oury. Jlo Toro , y TOCIiPKeHHI 32 ydacTio 12 310poBUX 10OPOBOIBIIB OYII0
MIPOJEMOHCTPOBAHO, 110 (DITYKOHA30J1 3HAYHO YIIOBUIHHIOBAB eMiMiHaMi0 ¢peHTaniny. [TiqBUIIeHHs] KOHIIEHTpalii
(deHTaHU1y MOX€E MPU3BECTU 0 NPUTHIYEHHS TUXAaHHS, TOMY CJI1J] pETeIbHO KOHTPOJIIOBATH CTaH MaiieHTa. Moxe
OyTH HEOOXITHOIO KOPEKIIisl 103U (PEHTAHLITY.

Ineioimopu I'MI-KoA-pedykmaszu. CymicHe 3acTocyBaHHS (ITyKOHA30Iy Ta iHT10iTOPIB

I'MI'-KoA-penykrasu, mo meradonizytorscsi CYP3A4 (aTopBacTaTvH Ta cUMBAacTaTuH), ado iHriditopis 'MI -
KoA-penyxkrasu, mo meradomizytorscsi CYP2C9 (pmyBactaTun), MiaBHUILY€E PU3UK PO3BUTKY MiomaTii Ta
pabaomionizy. ¥ pa3i HEOOX1HOCTI OTHOYACHOI'O 3aCTOCYBAaHHS LIMX MPENapariB CIIiJl peTeIbHO CIOCTEepIraTu 3a
MAIiEHTOM III0/I0 BAHUKHEHHS CHMITOMIB MiomaTii Ta pabIoMioi3y i MpOBOAUTH MOHITOPHHT PiBHS
KpeaTuHKIHA3U. Y pa3i 3HaYHOI'O MiJIBUIIEHHS PIBHS KPEaTHHKIHA3H, a TAKOXK MPH JiarHOCTYBaHHI abo Mijo3pi Ha
MmiormaTito/padmomioni3 3actrocyBanHs iHrioiTOpiB [ MI'-KOA-pemykTas3u ciif IpUuIuHATH.

Imynocynpecopu (Hanpukiao YukiocnopuH, e8eponimyc, CUpoLimMyc i makpouimyc).

Huxnocnopun. ®aykoHa3oa 3Ha4HO TiaBHILYye KoHIeHTpalito Ta AUC mukimocrniopuny. [lpu ogHO9acHOMY
3acToCyBaHHI (biykoHa3omdy y 1031 200 Mr/go0y Ta MUKJIOCHOPUHY Y 1031 2,7 MI/Kr/mo0y crocTepiranocs
360impmenHss AUC nukiociopuny y 1,8 pasa. Li mpemapaTi MOXHA 3aCTOCOBYBATH OJTHOYACHO 32 YMOBH
3MEHIIEHHS 1031 LUKIOCIOPUHY 3aJIEKHO BiJ HOT0 KOHIIEHTpALi.

Eseponimyc. Xoda n0ciipKeHb in vitro Ta in vivo He TPOBOAMIHN, (IIyKOHA30JI MOKE TTiIBUIIYBATH KOHIICHTPAIIIIO
eBepoJIiMyCy B CUpOBaTIli KpoBi yepe3 npurHiyeHHs CYP3A4.

Cuponimyc. ®yKoHa30J M1IBUILLYE KOHLIEHTPALIIO CUPOIIMYCY Y I1a3Mi KpoBi, HMOBIPHO, IIISIXOM MPUTHIYEHHS
MmeTabomizmy cuposimycy gpepmerToMm CYP3A4 ta P-rinikonporeinom. Lli npenapatu MoxHa 3aCTOCOBYBAaTH
OJTHOYACHO 32 YMOBU KOPUTYBAHHS JIO3H CHPOJIIMYCY 3aJIe)KHO BiJl piBHSA KOHIIEHTpAIlii Ta eeKTiB mpenapary.
Taxponimyc. ®aykoHA30JI MOXKE T1BUILYBATH KOHIICHTPAIlil TAKPOIIMYCY B CHPOBATIIi KPOB1 10 5 pa3iB MpH HOTo
NepopabHOMY 3aCTOCYBaHHI Yepe3 MPUTrHIYeHHs MeTaboi3My Takponimycy pepmenToM CYP3A4 y kuiieuHuKy.
[Tpu BHYTpIIIHBOBEHHOMY 3aCTOCYBaHHI TAKPOIIMYCY HE CIIOCTEPIranocs 3HaUHUX 3MiH (papMaKOKIHETUKH.
[TigBuieHi piBHI TaKPOIIMYCY aCOLIIOIOTHCS 13 HePPOTOKCHUHICTIO. Jl03y TaKpOIIMyCy ISl IEPOPATLHOTO
3aCTOCYBAHHS CJIiJ] 3HW)KYBATH 3QJIEKHO BiJl KOHIIEHTpALli TAKpOJIIMYyCy.

Jlozapman. ®ayKoHA30J PUTHIYYE META0O0JI13M JIO3apTaHy 10 HOTO aKTUBHOTO META0OITY

(E-31 74), o 06ymMoBIIIO€ O1NbIIly YaCTHHY aHTAroHi3My 110 perenTopiB anrioren3uny Il mig yac 3acTocyBaHHs
J03apTany. PekoMeH10BaHO 3/1IHCHIOBATH MOCTIHHII MOHITOPUHT apTEPialbHOTO TUCKY Y MAII€HTIB.

Memaoon. ®aykoHa301 MOXKE MiABHUIIYBATH KOHLEHTPAIIII0 METaI0HY Y CUpoBartLi KpoBi. [Ipu ogHouacHOMy
3aCTOCYBaHHI METAJIOHY Ta (IIyKOHA30IIy MOKE OyTH HEOOXiTHIM KOPUTYBAaHHS JT03M META/IOHY .

Hecmepoioni npomusananvni npenapamu. Ilpu oqHO9acHOMY 3acTOCYBaHHI 3 (iyKoHa30710M Gyax Ta AUC
bnypoinpodeny miaBumryBaucs Ha 23 % Ta 81 % BIAMOBITHO MOPIBHIHO 13 BiMOBIIHUMH MTOKA3HUKAMH ITPU
3aCTOCYBaHHI TUTbKHU GurypOinpodeny. AHaIOTIYHO IPU OJTHOYACHOMY 3aCTOCYBaHHI (DITyKOHA30Jy 3 palleMiuHuM
i0ympoderom (400 mr) GpaxTa AUC dhapmMakosoriaHo akTUBHOTO i30Mepy S-(+)-10ynpodeHy miaBHIyBaJIMCs Ha
15 % Ta 82 % BiAMOBIAHO MOPIBHSHO 13 BIAMOBIAHUMHU MTOKA3HUKAMH MIPH 3aCTOCYBaHHI TUTBKH PAIleMIYHOTO

10ynpodeny.



Xoua crienialbHUX JOCHIKEHb He MTPOBOAMIN, (UIyKOHA30JI MOTEHIIMHO 31aTHUH MiABUILYBATH CUCTEMHY
excrniosunito iHmmx HIT3IL, mo metabdomizytotscst CYP2C9 (Hanpukian HampoKCceHy, JOPHOKCHKaMY,
MeJOKCcHKaMy, AukiodeHaky). PekoMeH10BaHO MepioANYHO 3/11HCHIOBATH MOHITOPUHT MOOIYHUX peakiliil Ta
TOKCHYHHX TpOsiBiB, moB’s3anux 13 HII3I1. Moxe 30yTn notpidHe kopuryBanus no3u HIT3I1.

@enimoin. GaykoHa301 NpUrHidye MeTadoi3M (eHiToiny B nedinui. OqHovyacHe Oararopa3ose 3actocyBaHHs 200
MT (hirykoHazomy Ta 250 Mr (eHiTOiHy BHYTPIITHBOBEHHO PU3BOANTS 110 miaBuineHHs AU denitoiny Ha 75 %
Ta CppinHa 128 %. [Ipu oqHOYacHOMY 3aCTOCYBaHHI LIUX JIIKAPCHKUX 3aC001B €Il IPOBOJUTH MOHITOPUHT
KOHIICHTpAaIii (eHITOTHY Y CHpOBATIII KPOBI JJIsl YHUKHEHHSI PO3BUTKY TOKCHYHOI [IiT (PeHITOTHY.

IIpeonizon. TloBigoMIIsIIOCS PO BUMAIOK, KOJIM y Malll€HTa Micis TPaHCIUTAHTAllli MEYiHKU Ha TJI1 3aCTOCYBaHHS
NPEIHI30HY PO3BHHYJIACS TOCTPAHEAOCTATHICTh KOPH HAJTHUPKOBUX 3aJ103, 10 BUHHUKIIA TTiCIIS] IPUITMHEHHS
TPUMICAYHOTO Kypcy Tepamii (iaykoHazonoM. [IpunuHenHs 3actocyBaHHs (PiIyKoHa301y, HMOBIPHO, CIIPUYUHHIIO
nocwiieHHs akTuBHOCTI CYP3 A4, o nmpu3Besno 10 MpUCKOPEHHs MeTaboi3My mipenHizony. Ciiij peTebHO
CTEKUTH 32 NalliEHTaMH, SIKI IPOTSATrOM TPUBAJIOI0 Yacy OJHOYACHO 3aCTOCOBYIOTH (DIyKOHA30J Ta MPEAHI30H, 3
METOIO TIOTIEPEPKEHHS PO3BUTKY HEJOCTATHOCTI KOPH HAJIHUPKOBUX 3aJ103 MICHIsI IPUITMHEHHS 3aCTOCYBaHHS
baykoHazomy.

Pugabymun. OrykoHa30 MiIBHIY€ KOHIIEHTPAIlit0 pupadyTHHY B CHPOBATIII KPOBI, IO MIPU3BOIHUTH IO
36inbmenHs AUC pugabytuny 1o 80 %. IIpu ogHouacHOMY 3acTocyBaHHI (hIyKoHa301y Ta pudadyTuHy
TIOB1TOMJISIIOCS TIPO BUMAJIKK PO3BUTKY yBeITy. [IpH 3acTocyBaHHI Takoi KOMOiHAIiiT TiKapChKUX 3ac00iB cItif OpaTu
JI0 YBaru CUMIITOMH TOKCUYHOI i1 pupadyTuHy.

Caxsinasip: pnykonasoun migsumrye AUC Ta G xcakBiHaBipy npubdmusao Ha 50 % ta 55 % BiamoBigHO yepes
NpUTrHiYeHHs MeTa0oi3My cakBiHaBipy y nedinui ¢pepmenToMm CYP3A4 ta uepes inriOyBanns P-riikonpoTeiny.
B3aemoii Mixk (hTyKOHA30JI0M Ta CaKkBiHaBIpOM/PUTOHABIPOM HE JOCII/PKYBAIIUCS, TOMY BOHH MOXKYTh OyTH OiIbIII
BUpaXeHUMHU. Moxe OyTH HeoOXiAHUM KOPUTYBAaHHS 103U CaKBiHABIPY.

Toxioni cynvgonincevosunu. IIpu 0qHOYACHOMY 3aCTOCYBaHHI ()ITyKOHA30JI IPOJIOHTYE TIEPi0/T HAIIiBBHBEICHHS
nepopabHUX MOX1THUX CYJIb(OHIJICEUOBUHU (XJIOPIPONaMiny, rideHKIaMiay, Taimi3uay Ta ToI0yTamiay) mpu ix
3aCTOCYBaHHI 3JJOPOBUM JI0OPOBOJIBIISIM. PEKOMEHTy€ThCSI IPOBOAMTH YACTHII KOHTPOJIb IIYKPY B KPOBi Ta
BiJIMOBITHUM YMHOM 3HHKYBATH JI03Y MOXITHUX CYNb()OHIICEYOBHUHH MPU OJHOYACHOMY 3aCTOCYBaHHI 13
(ITyKOHA30JIOM.

Teoginin. Y nnane60-KOHTPOJIbOBAHOMY JOCIIPKEHHI B3aEMOJIT ITpenapariB 3acTOCyBaHHs ¢urykoHasouy 1o 200
MT MPOTATOM 14 THIB IPHU3BEINIO J0 3HWKCHHS CEPEIHBOTO KIipeHcy Teodininy B mia3mi Kposi Ha 18 %. 3a
MaIieHTaMH, SKi 3aCTOCOBYIOTh TEO(LIIH Y BUCOKHX J03aX a00 sIKi MAIOTh MiABUIIEHUN PU3UK PO3BUTKY
TOKCHYHHX TPOSIBIB TEO(UIIHY 3 IHIIMX MPUYWH, CITiJI BCTAHOBUTH HATJIST IIO/I0 BUSIBIICHHS O3HAK PO3BUTKY
TOKCUYHOI Aii Teodininy. Tepamito ciuii 3SMIHUTH TIPH MOSBI 03HAK TOKCHYHOCTI.

Ankanoiou 6apeinky. Xoda BiATIOBIAHAX TOCIIKEHb HE TIPOBOAMIH, (DITyKOHA30J1, HMOBIPHO 4epe3 iHriOyBaHHS
CYP3A4, Mosxe CIpUUMHATH MIABUILEHHS KOHIIEHTpALlli aJIKajo0iiB OapBiHKY Yy M1a3Mi KpOB1 (HapHUKIag
BIHKPHCTHHY Ta BIHOJACTHHY), IO MPU3BOIUTH 10 PO3BUTKY HEUPOTOKCHYHHX €(PEKTiB.

Bimamin A. IloBinoMisiocs, 110 y Malli€HTa, SKUH OJHOYACHO 3aCTOCOBYBAB TPAHCPETHUHOEBY KUCIOTY (KHCIOTHA
¢dopma Bitaminy A) Ta (rykoHa3oJ1, crioctepiranucs moodiuni peaxuii 3 6oxy LIHC y ¢opmi nceBnorymopy
TOJIOBHOTO MO3KY, 110 3HHK TMiclis BiaMiHu ¢urykoHa3ouy. Lli mikapchki 3aco0u MOXKHA 3aCTOCOBYBATH OJJTHOYACHO,
aJie CIIij mam’siTaTH PO PU3MK BUHUKHEHHS MOoOiYHMX peakiiit 3 6oky [IHC.

Bopuxonason (ineiimop CYP2C9 ma CYP3A4). OqHo4acHe 3aCTOCYBaHHs BOPUKOHA30J1y nepopanbHo (o 400
Mr K0kHi 12 roaun potsarom 1 aust, motim o 200 Mr koxH1 12 Toaus npoTtarom 2,5 nHs) Ta GIyKoHA30Ty
nepopanbHo (400 Mr B epiuii 1eHb, moTiM 1o 200 Mr koxkHi 24 TOAUHYU TPOTIroM 4 AHIB) § 3A0POBUM
JIOOPOBOJIBIISIM YOJIOBIYOI CTATI MPU3BEIO 10 MiaBUIICHHS GphaxTa AUC; BOpUKOHA30ITy B cepeHbOMY 110 57 %
(90 % AI: 20 %, 107 %) ta 79 % (90 % II: 40 %, 128 %) BianoBigHo. HeBimomo, 4 mpU3BOANUTE 3HWKEHHS 103U
Ta/ab0 YaCTOTH 3aCTOCYBaHHS BOPUKOHA30:y a00 (hiykoHa30iy 10 ycyHeHHs Takoro edekry. [Ipu 3acTtocyBanHi
BOPHUKOHA30Ty Micisl PIIyKOHA30Iy CIil MPOBOJUTH CIIOCTEPEKEHHS 1010 PO3BUTKY MOOIYHUX €(EKTiB,
acoIifloBaHUX i3 BOPUKOHA30JIOM.

3udoeyoun. ®aykonaszon miaBuirye GhaxTa AUC 3unoByauny Ha 84 % ta 74 % BiAMOBIIHO, IO 3yMOBJICHO
3HIDKEHHSM KITIPEHCY 3UI0BYIHHY MPUOJIM3HO Ha 45 % mpu Horo nepopaibHOMY 3acTocyBaHHI. [lepion
HaIiBBUBEJICHHS 3UJJOBYIUHY OYB TaKOX MOAOBKEHUI nmpubnn3Ho Ha 128 % micns 3acTocyBaHHS KOMOiHAIT
(bIyKoHA30IIy Ta 3UIOBYIMHY. 3a MAIliEHTAMU, SKi 3aCTOCOBYIOTh TaKy KOMOIHAIIIIO JIIKAPCHKHUX 3aC00iB, CIIiJT
CIOCTEpIraTy 1010 PO3BUTKY MOOIUHUX peakiii, OB’ sI3aHMUX 13 3aCTOCYBAaHHAM 3UI0BYUHY. MOKHA PO3IIISIHYTH



JOULIBbHICTh 3HM)KEHHS 103U 3UJIOBYAUHY.

Azumpomiyun. Y X011 BITKPAUTOTO PaHIOMi30BaHOTO TPhOXCTOPOHHBOTO MIEPEXPECHOTO JOCITIKECHHS, B IKOMY
B3sUIH y4acTh 18 310pOBHX JOOPOBOIBIIIB, OIIIHIOBAIH BILTUB a3UTPOMILIMHY Ta (DIIYKOHA301y Ha (papMaKOKIHETUKY
OJIMH OJTHOTO TPH IX OJTHOYACHOMY IIEPOPATLHOMY Pa30BOMY 3acTocyBaHHi y g03ax 1200 mr ta 800 Mr BiAMOBIIHO.
Komnux 3nauymux papMakoKiHETHUHUX B3a€EMOIIN MK (DITyKOHA30JI0M Ta a3UTPOMILIMHOM BHSIBICHO HE OYII0.
Ilepopanvhi koumpayenmuesu. IIpoBoaumnocs 2 hapMakOKIHETHYHHX JOCIIIKEHHs 0araTopa3oBoOro 3aCTOCYBaHHS
¢birykoHa301y Ta KOMOIHOBAHOTO MEPOPaTIBHOT0 KOHTpauenTuny. [Ipu 3actocyBanHi (hirykoHa3omy y 1031 50 Mr
BIUTMBY Ha PiBEHh TOPMOHIB HE 0yJI0, TOJI K IMPHU 3aCTOCYBaHHI QurykoHa3ory y 1031 200 Mr Ha 100y
cnoctepiranocs 30utbmenHs AUC etuninectpazaiony Ha 40 % ta neBoHoprecTpeny — Ha 24 %. Lle cBiquuth npo
Te, 0 6araropazoBe 3aCTOCYBaHH: (PIIYKOHA30Jy y 3a3HAYCHHX J103aX HABPsJ YU MOXKE BIUIMBATH Ha
e(eKTUBHICTh KOMOIHOBAHOTO MEPOPATHHOTO KOHTPALICTITUBY.

Ocoobnusocmi 3acmocy8anns.

Jepmamoghimis. BinnmoBigHO 10 pe3yabTaTiB JOCHTIHKCHHS (IIyKOHA30ITy JUTSl JIIKyBaHHS AepMaTodiTii y aiTeH,
(b1yKoHA30J HE TIepeBHUIIy€ Tpru3e0(yIbBiH 32 €PEKTUBHICTIO 1 3arajbHUIN MOKa3HUK €()EeKTUBHOCTI CTAHOBUTH
mentre 20 %. ToMy ¢urykoHa30JHE CITij] 3aCTOCOBYBATH IS JTIKyBaHHS JepMaTodiTii.

Kpunmoxkokos. Jloka3iB eheKTUBHOCTI (TyKOHA30IIy A7 JIIKYBaHHS KPUNITOKOKO3Y 1HIIMX JIOKami3alii (Hampukiaa
JIETEHEBOTO KPHUIITOKOKO3Y Ta KPUIITOKOKO3Y HIKipH) HEJOCTATHBO, TOMY PEKOMEHIAIIN MI0/I0 T030BOTO PEXKUMY
JUIS JTIKYBaHHS TAKUX 3aXBOPIOBAHb HEMAE.

I'nuboki endemiuni mixoszu. JlokasiB epeKTUBHOCTI (ITyKOHA30TY IS JIIKyBaHHS 1HIIUX (POpPM €HIEMIYHUX MIKO3iB,
TaKuX K MapaKOKLIUA10IA0MIKO3, FICTOINIA3MO3 Ta MIKIPHO-TIM(PATUYHUIN CIIOPOTPUX03, HEJOCTATHBO, TOMY
PEKOMEH/IAIlIi II0/I0 JO30BOTO PEKUMY ISl JIIKYBAaHHS TAaKWX 3aXBOPIOBAHb HEMAE.

Huprosea cucmema. Tlanientam i3 nopyuieHHsAM (YHKIIIH HUPOK Mpemnapar CiIijl 3aCTOCOBYBATH 3 00EPEKHICTIO
(muB. po3nin «Cnocib 3acmocyseanus ma 0o3u»).

T'enamobiniapua cucmema. Ilanientam i3 nopyueHHsSM GYHKIIIH MEUiHKY MIpemnapaT cliij] 3aCTOCOBYBATH 3
o0epekHiCTIO. 3acTOCYBaHHS (DITYKOHA30JTy aCOIFOBAIOCS 3 BHHUKHCHHSM PIAKICHUX BHUITAIKIB PO3BUTKY TSIKKOT
rernaToTOKCUYHOCTI, BKIIFOYAIOUH JIETaJIbH1 BUMAKU, TOJJOBHUM YMHOM Y MAIi€HTIB 13 TSHKKMMU OCHOBHUMU
3aXBOPIOBAaHHIMH. Y pa3i, KOJIHM PO3BUTOK reMaTOTOKCHYHOCTI aCOIIIIOBABCS 13 3aCTOCYBAHHAM (IIyKOHA30ITy, HE
OyJ0 Bi3HAYEHO 11 SBHOT 3aJIEKHOCTI BiJl 3arajibHOT 1000BOT 103U MIpenapaTy, TPUBAJIOCTI Teparlii, cTaTi ado BiKy
narieHTa. 3a3BU4ail renaToTOKCHYHICTh, CIPUYMHEHA (IITyKOHA30JI0M, 000POTHA, a ii IPOSIBH 3HUKAIOTH MIiCIIs
NPUIIMHEHHS Teparii.

3a marieHTamMu, y sSIKUX IMPHU 3aCTOCYBaHHI (UIYKOHA30JTy CIIOCTEPIralOThCS BIIXHUICHHS PE3y/IbTaTIB
(GYHKIIIOHATBHUX MPOO MEUiHKH, CIIiJl BCTAHOBUTH PETEIBHUIN HATJISI III0JI0 PO3BUTKY OLIBII TSKKOTO YpaskeHHS
MIEYIHKH.

[TamienTiB cning mpoiHGOpMyBaTH PO CUMITOMH, IO MOXKYTh CBITYUTH PO CEPHO3HUN BIUIMB HA MEYIHKY
(BHpakeHa acTeHisl, aHOPEKCisl, MOCTiifHa Hy10Ta, OFOBAaHHS Ta KOBTSHUIL). Y TaKOMY BHUIIAJIKy 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
MapOKCU3MAIILHOI IITYHOUKOBOI TaXiKapAii THUITy «IipyeT» MpH 3acTocyBaHHI (urykoHa3oiy. Taki moBigoMiIeHHS
CTOCYBAJIHCS MALIE€HTIB 13 TSKKAMHU 3aXBOPIOBAHHSAMH IPH MOETHAHHI 6araThox (aKkTOpiB PUUKY, TAKUMHU SIK
CTPYKTYPHI 3aXBOPIOBaHHS CEPIls, IOPYIICHHS €IEKTPOIITHOIO OOMIHY Ta OJTHOYACHE 3aCTOCYBAHHS 1HIIIMX
JKapChbKUX 3ac00iB, 1110 BIUIMBAIOTH Ha iHTepBan QT.

®dmykoHa3071 CITiJT 3 00EPEXKHICTIO 3aCTOCOBYBATH MAIIEHTaM 13 PU3UKOM PO3BHTKY apuTMiid. OtHOYacHE
3aCTOCYBaHHS 3 JIIKAPCHKUMH 3ac00aMu, 110 IPOJIOHTYI0Th iHTepBasl QTc Ta MeTaboI1i3yI0ThCS 3a JOITOMOI 010
depmenty CYP3A4 nutoxpomy P450, npotunokasane.

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

Hepmamonoeiuni peaxyii. I1ix gac 3actocyBaHHS (QIIyKOHA30JTy PIIKO IMOBITOMIISIIOCS TTPO PO3BUTOK TAKUX
ekc(oIiaTUBHUX HIKIPHUX peakiii, sk cuHapoM CriBeHca-/[)KoHCOHa Ta TOKCUYHUHN eMiiepManbHUN HEKPOJIi3.
[MamienTtn 31 CHI/loM OiibI CXMITbHI IO PO3BUTKY TSDKKHUX IIKIPHUX pEakiiil pH 3aCTOCYBaHHI 0araThox
JKapChKUX 3ac00iB. SIKIIO y Malli€eHTa i3 MOBEPXHEBOIO TPUOKOBOIO 1H(MEKITIEIO 3’ IBISIFOTHCS BUCUIIAHHS, 110



MOJKHA OB’ A3aTH 13 3aCTOCYBAaHHAM (IIyKOHA30J1y, OJAJIbIIE 3aCTOCYBaHHS penapaTy CJIiJ NPUIUHUTH. K0 y
MaIieHTa 3 iIHBa3MBHOIO/CUCTEMHOIO TPUOKOBOIO 1H(EKIIIE0 3’ ABISIOTHCSI BUCUTIAHHSA Ha IIKipi, 32 HOTO CTaHOM
MOTPIOHO PETENIHHO CIOCTEPIraTy, a y pas3i po3BUTKY OyJIbO3HUX BUCUIIAHBb a00 MyIbTU()OPMHOI epUTEeMHU
3aCTOCYBaHHS (DITYKOHA30Ty CJIiJT IPUITHHUTH.

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

Lumoxpom P450. ®nykonason € moTyxHuM iHTi0iTOpoM pepmerty CYP2C9 ta nomipauM iHriGiTopom pepmeHty
CYP3A4. Takox ¢uykonason € inridiropom pepmenty CYP2C19. Crnig criocrepiraT 3a CTAHOM MAI€HTIB, K1
OJIHOYACHO 3aCTOCOBYIOTH (DIYKOHA30JI Ta IPENapaTu 3 By3bKUM TEPANCBTUYHUM BIKHOM, [0 METa0O0II3yIOTHCA 3a
yuactio CYP2C9, CYP2C19 ta CYP3A4.

Tepgpenaoun. Cnin peTellbHO CIIOCTEPIraTh 3a CTAHOM MAIli€EHTa MPH OJHOYACHOMY 3aCTOCYBaHHI Tep(eHaIuHy Ta
¢brykonazony y no3i meniie 400 Mr Ha 100y .

Honomiocui peyosunu. Ilpernapat MiCTUTh HATPIIO XJIOPHJI, IO CIIi7 OpaTH 10 yBard Mpu MPU3HAYCHHI MaIli€HTaM,
SKUM HEOOX1THO 0OMEXUTH BKUBAHHS HATPIIO Ta PIAMHU.

3acmocysanns y nepioo eazimnocmi abo 200y8anHs 2pyooio.

[aHni, oTprMaHi npu pa3oBoMy ab0 MOBTOPHOMY 3aCTOCYBaHHI (DIIyKOHA30J1y y 3BUYAMHUX /103aX

(<200 Mr/mo0y) KiTbKOM COTHSIM BariTHUX >KIHOK POTATOM [ TpuMecTpy BariTHOCTI, HE MPOIEMOHCTPYBAIIU
HeOaxaHWX BIUTMBIB Ha TuTi. [ToBiOMIISIIIOCS TIPO YHCIICHHI BPOKEH1 MaToJorii Yy HOBOHAPOHKEHUX
(BriTrOYaroun OpagudpeHito, TMCIUIa3io BYIIHOT paKOBUHH, HaIMIpHE 301JIbIIICHHS IEPEAHBOTO TiM’ siUKa,
BUKPUBJICHHS CTETHA, IJICYOTIKTHOBHI CHHOCTO3), MaTepi AKUX MpUAMaH BUCOKI 1031 (piykonazomy (400-800 mr
/mo0y) MpOTATroM MPUHANMHI TPHOX a00 OibIlIe MICALIB TSI TIKyBaHHS KOKLIUII01103y. 3B’ I30K Mixk
3aCTOCYBAaHHSM (DIIyKOHA30JIy Ta IIIMH BUTIAJIKAMU HE BU3HAYCHUH.

JlocmikeHHs Ha TBapUHaX MPOJAEMOHCTPYBAIN PENPOAYKTUBHY TOKCUYHICTb.

He citig 3acTocoByBaTH 3BUYAiiHI J03U (IIYKOHA30JTy Ta KOPOTKOTPUBAJI KypCH JIIKYBaHHS (PIIyKOHA30JIOM Y TIEP10/T
BariTHOCTI, 32 BUHATKOM HarajibHOI OTPEOU.

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

@diryKOHA30J1 IPOHUKAE Y TPYTHE MOJIOKO Ta JOCATAE HUKIOT KOHIICHTpAIIil, HiX Yy T1a3mi KpoBi. ['oyBaHHS
IpyJUII0 MOXKHA TPOJIOBXKYBATH IICIIs pa30BOT0 3aCTOCYBaHHS 3BUYAMHOT 103 (PIIyKOHa301y, 1110 cTaHOBUTH 200
Mr ab0 MEHIIIE.

['omyBaTu rpyIIt0 HE PEKOMEHI€ThCs IPH OaraTopazoBoMy 3aCTOCYBaHHI (IyKOHa30:1y a0o MpH 3aCTOCYBaHHI
BHUCOKHX 7103 (hJTyKOHA30JIy.

30amuicmo éniueamu Ha WEUOKICMb peaKkyii npu Kepy8anHi asmMompancnopmom abo iHUUMU MEXAHIZMAMU.
Jocnimkens BIUMBY (DIIyKOHA30yHA 3aTHICTh KEPyBaTH aBTOTPAHCIIOPTOM a00 MPAaIfOBaTH 3 IHIIMMHU
MEXaHi3MaMH HE ITPOBOIIIIH.

[TamienTiB cnig mpoiHGopMyBaTH PO MOKIUBICTH PO3BUTKY 3allaMOPOYECHHS 200 CyJIOM IIiJl Yac 3aCTOCOBYBaHHS
¢dryxonazomny. [Ipr po3BHTKY TaKHX CUMIITOMIB HE PEKOMEHAYEThCS KEPYBAaTH aBTOTPAHCIIOPTOM ab0 MpaIroBaTu
3 IHIIUMH MEXaHi3MaMHU.

Cnocio 3acmocysanna ma 0o3u.

Jlo3a (hirykoHa30Ty 3aJIeKHUTh BiJl BUIY 1 TSDKKOCTI TPUOKOBOT 1H(EKIIIT.

[Tpu HeoOxigHOCTI 6GaraTopazoBOro 3aCTOCYBaHHS Mpenapary JiKyBaHHs 1H(EKIIH CiIi MPoJOBXKYBaTH 10
3HUKHEHHS KIIIHIYHUX Ta JJAO0OpaTOPHUX MPOsIBIB aKTHBHOCTI TpnOKoBoi iHdekuiHenocraTas TpuBamicts
JKyBaHHS MOKE TIPU3BECTH IO BIIHOBJICHHS aKTUBHOTO 1H()EKIIIHOTO TPOIIECY.

[Tpemapat 3aCTOCOBYIOTh BHYTPIIIIHBOBEHHO NUIAXOM iH(}Y31i. Hemae HeoOXigHOCTI y 3MiHI J0OOBOT 103H Mpemapary
IpHY 3MiHI HIUISIXY HOTO 3aCTOCYBaHHSA 3 BHYTPIIIHBOBEHHOTO Ha NMEPOPATIbHUNA Ta HABIAKH.

Po3unn mnst iHdy3iit ciig BBOAUTH 31 MBUIKICTIO, 10 HE niepeButrye 10 mir/xs.

Cymicnicmov npenapamy.

®nyKoHa30J CYMICHHN 3 TAKUMH PO3YMHAMHU, SIK:

— 5 % Ta 20 % po34yuH III0KO3H;

— po3uuH Pinrepa;

— po3unH XapTMaHa;



— PO3YUH Kaliio XJIOPUAY Y TIOKO31;

—4,2 % 1a 5 % po3unH HaTpiro OikapOOHATY;

— 3,5 % po34MH aMiHO3HHY;

— 0,9 % po34MH HaTPiIO XJIOPUAY;

— nianadauexc (6,36 % po3uuH A IHTPAEPUTOHEATBHOI'O JTiali3y).

®dnykoHa30J71 MOKHA BBOJUTH B iH(Y3iiHY CHCTEMY Pa30M 3 OJHHUM i3 3a3HaYCHUX BHIIEC PO3YUHIB. X0Ua BHITAJKU
Hecneu(iYHOT HECYMICHOCTI MpenapaTy 3 IHIIUMHU 3ac00aMu He OMUCaH1, He PEKOMEHY€ThCS 3MIITyBaTH
(IIyKOHA30JT 3 IHITUMU TIpenaparaMu nepes iHy3iero.

Po3unH 17151 BHYTpIIIHBOBEHHUX 1H(Y31i pU3HAUYEHU JIUILE 17151 pa30BOT0 3aCTOCYBaHHs. Po3BeieHHs citif
3IIMCHIOBATH B aCENITHYHUX yMOBaX. PO3unH HE0OXiTHO MEPEeBIpUTH HAa HASBHICTh CTOPOHHIX YaCTUHOK Ta 3MIHY
3a0apBieHHs. PO3unH ci1i/l BUKOPUCTOBYBATH JIMIIE TOJI KOJIU BiH PO30pHUIl Ta HE MICTUTh CTOPOHHIX YaCTHHOK.
HeBukopucTaHi 3aJIHIIKH Mpernapary HeoOXiTHO 3HUIIHTH.

[opocai.

Kpunmoxkoxos.

— JlikyBaHHSI KpUIITOKOKOBOI'O MEHIHTITY: pEKOMEH/IOBaHa HaBaHTa)KyBaJlbHa J103a cTaHOBUTKIO0 Mr y nepriunii
JeHb, miaTpuMytoda go3a — 200-400 mr/mo0y. TpuBamicTs JiKyBaHHS 3a3BHYail CTAHOBUTH IIOHAWMeHIIIE 6-8
TxHIB. [Ipu 1HGEKISX, 110 3arPOKYIOTh KUTTIO, JOOOBY 103y MOKHA 301U1bIUTH 10 800 MT.

— IlinTpuMyroua Teparis Uit HONEPePKEHHS PEIUINBY KPUIITOKOKOBOTO MEHIHTITY Y MAaIli€HTIB 3 BUCOKUM
PHU3UKOM HOTO PO3BUTKY: PEKOMEH0BaHa J103a Mpenapary craHoBUTh 200 Mr/no0y npoTaroM HEOOMEXEHOTOo yacy.
Kokyuoioioos. PekomennoBana y1o3a craHoBuTh 200-400 mr/mo0y. TpuBaicTs JiKyBaHHS CTAaHOBUTH 1 1-24 micsiti
YH JTOBIIIE 3aJIe)KHO BiJ] cTaHy manieHTa. [[is nikyBanHs Aeskux Gopm iHdekIii, a 0coONMMBO AJis TIKyBaHHS
MEHIHTITY, MOK€ OyTH JOLIIBHUM 3aCTOCYBAaHHS 103U

800 Mr/mo0y.

Insazusni kanouoosu. HaBantaxyBanabHa 103a cTaHOBUTH 800 Mr y nepiuuii 1eHp, niaTpumyoda go3a — 400 mr
/mo0y. 3a3Buuail peKoMeH0BaHa TPUBAJICTh JIIKYBaHHS KaHIUAEMIil CTAHOBUTh

2 TWOKHI TICIIS TIEPIINX HETaTUBHUX PE3YNbTATIB KYJIbTYPH KPOBI Ta 3HUKHEHHS O3HAK 1 CHMIITOMIB KaHIUIEMil.
Kanouoos ciuzosux 06010HOK.

— KaHanmo3 poTorioTku: HaBaHTaxXyBalibHA 1032 cTaHOBHTH 200-400 MT y mepIiwii eHb, MITPUMYyOUa 1033 —
100-200 mr/mo0y. TpuBanicTh JiKyBaHHS CTaHOBUTH 7-21 JeHb (10 AOCATHEHHA peMmiciigie Moxe OyTu 301IblIeHa
JUTSI TIAITIEHTIB 13 TSOHKKAM IMyHOACPIITUTOM

— Kananmos ctpaBoxo/y: HaBaHTaxyBallbHa 1032 cTaHOBUTH 200-400 Mr y mepIiuii [eHb, MiATPUMYyOYa 1032 —
100-200 mr/mo0y. TpuBaicTs JikyBaHHS CTaHOBUTH 14-30 mHIB (10 JOCATHEHHS peMiciipiie Moke OyTH
301JIbIIIEHA IS TIAIIEHTIB 13 TSHKKUM IMYHOIE(DILIUTOM.

— Kanguaypist: pekomenoBana j103a ctaHoBuTh 200-400 Mr/mo0y nipotsirom 7-21 mast. [t MaIieHTIB 13 TSOHKKAM
IMyHOJE(DIIIUTOM TPUBAIICTD JTIKYBaHHS MOXKHA 30UTBIIUTH.

— XpoHiuHmii aTpoiuHUI KaHIUI03: pEKOMEHJ0BaHA /1032 CTaHOBUTH 50 Mr/m00y mpoTsrom

14 nHis.

— XpOHIYHMIA KaHAM03 IIKIPH Ta CIM30BUX 000JIOHOK: PEKOMEH/I0BaHA /1032 CTAHOBUTH

50-100 mr/mo6y. TpuBamicTh NiKyBaHHS CTAHOBUTH M 28 NIHIB, ajie MOKe OyTH 301IbIlIeHa 3aI€KHO B1JI TSKKOCTI
Ta BUIY iH(peK1ii a00 3HIKEHHS IMyHITETY.

Ilonepeodorcenns peyuougy KaHouoo3y cauzosux 006010HoK y nayienmie 3 BIJI, aki maioms eucokuii pusux tio2o
PO36UMKY.

— Kannunos poTornoTku, KaHAKWI03 CTPABOXOLy: PEKOMEHI0BaHa /1032 CTAHOBUTD

100-200 mr/mo0y a6o 200 mr 3 pa3u Ha THXAEHB. TpUBaTICTh JIIKyBaHHS HEOOMEKEHA JUTS TAIIEHTIB 13
MPUTHIYCHUM IMYHITETOM.

Ipogpinakmura kanoudo3nux ingexyiti y nayicnmie iz mpueanorw Hetimponenicto. PekoMeHI0BaHa /1032
ctaHoBuTh 200-400 mr. JlikyBaHHS CJi pO3MOYMHATH 32 KiJIbKA JHIB 0 OYIKYBaHOTO PO3BUTKY HEHTpOMEHIi Ta
IPOJIOBKYBATH TIPOTSITOM 7 JHIB MICIIS MiABUIIECHHS KiTBKOCTI HeHTpodinis monam 1000/vdx

Llauienmu 1imnb020 BiKY.

J1o3y HEOOXiTHO MigOUpaTH 3aJIeKHO BiJ CTaHy (YHKIINH HUPOK (IMB. HIKYE).

Iayienmu 3 HUPKOBOIO HEOOCMAMHICIIO.




®dnyKoHa3071 BUBOJUTHCS 3 OPraHi3My MEPEBAXKHO 3 ceuero y He3aMiHeHoMy Burisiai. Ilpu pazoBoMy 3actocyBaHH1
KOPUTYBaTH 103y TpenapaTy He motpiono. [lamienTam (BKIIIOYar0uy JIiTeH) i3 MOPYIICHHAM (QYHKIIH HUPOK MPH
HEOOX1JJHOCT1 0araTopa3zoBOro 3aCTOCYBaHH Mpenapary y Heplinii 1eHb JIKyBaHHs CIiJl 3aCTOCOBYBATH
noyaTkoBy 1103y 50-400 mr 3anexxHo BiA nokaszaHHs. [1icis nporo 7060By 103y (3a1€3KHO BiJl MOKA3aHHs) CIILJ
PO3paxoBYBaTH BIAMOBIIHO 10 HIDKYCHABEACHOT TAOMHIIL.

Knipenc kpeatnniny (Mi1/XB) | BigcoTok pexoMeHa0BaHOI 1031
> 50 100 %

< 50 (6e3 miamizy) 50 %

Perynsapauii miamiz 100 % micas KOKHOIO Aiajli3y

[TamienTH, ki nepe0yBalOTh Ha PETYISIPHOMY Jiaii3i, moBHHHI oTpuMyBaTH 100 % pexoMeH10BaHOI 103U Micist
KOXKHOTO Aiami3y. ¥ JeHb, KOJIH J1aJli3 He MPOBOJAUTHCS, MAIIEHT TOBUHEH OTPUMYBATH J03Y, BIIKOPUTOBAHY
3aJIe’KHO BiJ] KJIIPEHCY KpeaTHHIHY.
ayienmu 3 nopvuienHam QyuKyii neyiHKu.
®dyKoHa3011 CITiJ] 3aCTOCOBYBATH 3 00CPEKHICTIO MALlI€EHTAM 13 TOPYUICHHAMHU (YHKLIN MEYiHKH, OCKIIBKH
iHdopmartii om0 3actocyBaHHs (DIyKOHA30Y Ii KaTeropii maIieHTiB HEIOCTaTHRO.

imu.
He cig mepeBuiyBatu MakcumMaiabHy 1000BY 103y 400 mr.
SIK 1 pH aHANOTIYHMX 1H(EKLISX Y JOPOCIUX, TPUBAIICTH JIIKYBaHHS 3aJI€KUTh BiJl KJIIHIYHOI Ta MIKOJIOT1YHOT
BimoBiii. DIIyKOHA30J1 3aCTOCOBYIOTH | pa3 Ha 100y.
Jlo3yBaHHSI Ipenapary JiTSIM i3 MOPYIIEHHAM (YHKIIH HUPOK HABEJCHO BUILE.
dapmakokiHeTHKa (IIYKOHA30JIy HE JOCTIPKYBaJIacs y AITeH 13 HUPKOBOIO HEJIOCTATHICTIO (JIMB. HIDKYE
iH(pOpMAaLiIO 00 3aCTOCYBAaHHS HOBOHAPOKEHUM, Y SKHUX YacTO CIIOCTEPIraeThCsl MEpBUHHA HE3PUTICTh HUPOK).
Jimu eixom 6io 12 poxis.
3aexHO BiJl MacH Tijia Ta MyOepTaTHOTO PO3BHUTKY JIIKAPIO CIIiJ OLIIHUTH, KA 7032 Ipenapaty (sl JOPOCIUX YU
JUTS TITEH) € ONTUMAaNIbHOKO JTst TanienTa. KiiHiuHI JaHi1 CBiYaTh PO Te, 10 Y iTeH KiipeHe (IyKoHA30Iy €
BUIINM MOPIBHSHO 13 opociuMu. 3actocyBanHs 103 100, 200 Tta 400 mr mopocnum Ta 103 3, 6 Ta 12 Mr/Kr giTsam
MIPU3BOIUTH JI0 TOCSATHEHHS 31CTABHOI CHCTEMHOI €KCITO3HIIIi.
Himu sixom 6i0 28 onis do 11 poxis.
Kanannosu cnu3oBrx 0007I0HOK: MOYATKOBA /1033 CTAHOBUTH 6 MI/KT/mo0y, MATpUMYIOYa 1032 —3 MI/KT/100y
[TouaTkoBY 103y MOHA 3aCTOCOBYBATH B MIEPIIUI IEHb 3 METOKO O1TBIII MIBUAKOTO TOCSTHEHHS PiIBHOBAYKHOT
KOHIICHTpAITii.
[HBa3MBHI KaHIU03H, KPUTITOKOKOBHI MEHIHTIT: /1032 Mpenapary CTaHOBUTH 6-12 Mr/Kr/mo0y, 3aJIe:KHO Bil
CTYTICHS TSKKOCTI 3aXBOPIOBaHHS.
[TiaTpuMytoua Tepamist [UIst ONepeKEHHs PEUUANBY KPUIITOKOKOBOT'O MEHIHTITY Y AiTeH 13 BUCOKUM PU3UKOM
HOTO PO3BUTKY: J103a IIpernapary CTAaHOBUTHL 6 MI/KI/100y 3aJIeKHO BiJl CTYTICHS TSHDKKOCTI 3aXBOPIOBAHHS.
[TpodinakTrka KaHAUJO31B y MALIEHTIB 3 IMyHOAE(DIUTOM: 1032 IpenapaTy CTAHOBHUTD
3-12 mr/kr/mo0y 3aJIe’KHO BiJl BUPAKEHOCTI Ta TPUBAJIOCTI 1HAYKOBaHOI HEUTPOTIEHIT (JIMB. 103U JIsl TOPOCIIUX ).
Himu gixom 6i0 HapoOddicenHsi 00 27 OHi8.
VY HOBOHapOHKEHUX (DITyKOHA30J1 BUBOJUTRCS 3 OpTraHi3My MoBUIbHO. JlaHi 3 (hapMaKOKIHETHKH, Ha IKUX 0a3yIOThCS
3a3Ha4yeHi HIKYE JJO3M ISl JOHOUICHUX HOBOHAPOXKEHHUX, HABEACHO B po3ili «DapMaKOKiHETHKA.
— JloHoIIEeH1 HOBOHAPOHKeH1 BikoM Bija 0 10 14 qHIB: 1031, aHAJIOTIYHI 3a3HAYCHUM BUIIE IS JITEH BIKOM Bif 28
nHiB 110 11 pokiB, ciif 3acTocoBYBaTH KOXKHI 72 rogunu. He ciif nepeBuiyBaTu MaKCUMaibHy J103Y, 1110
CTaHOBUTH 12 MI/KT KOXHI 72 TOIWHU.
— JloHo1IeH1 HOBOHAPOKEHI BikoM Bil 15 10 27 mHIB: 103U, aHATOTIYHI 3a3HAYCHUM BHIIE 7S AiTel BiKOM BiJ 28
nHiB 10 11 pokiB, cimijg 3acTocoByBaTH KoXKHI 48 ronquH. He ciif mepeBuIyBaTn MakCUMajabHy /103y, 110 CTAHOBUTH
12 mr/kr koXxHi 48 TOIHH.

Himu.

[Ipenapat 3aCTOCOBYIOTH IITSIM BiJ] HAPOHKCHHS.

Ilepeodo3ysanns.



€ NOBIJOMJICHHS PO Mepeo3yBaHHs (PIYKOHA30JI0M; OJJHOYACHO MOBIAOMIISIIOCS MPO TATOLUHALIT Ta
[apaHoiaJIbHy MOBEIIHKY.

[Tpu nepeno3yBaHHI HEOOX1THO MPOBECTH CUMIITOMATUYHY MIATPUMYIOUY Teparito Ta y pa3i HeoO0XiIHOCTi
MPOMHTH IILTYHOK.

®dyKoHa30J1 3HAUHOIO MIPOIO EKCKPETYETHCS 3 ceuero; (OpCOBaHMM Jlype3 MOXKe IPUCKOPUTH BUBEJICHHS
npemapaty. CeaHc reMo/Iializy TPUBAIICTIO 3 TOIMHY 3HIDKYE PiBeHb (DIIYKOHA30IIy Y IJIa3Mi KPOBi MPUOIM3HO HA
50 %.

Ilo6iuni peakuii.

Haituactimmmu noGivanmMu peaxiisimu (> 1/10) € ronoBHMiA 6111k, Oi71b y UepeBHIN MOPOXKHUHI, Jliapest, Hy10Ta,
OJIIOBaHHS, BUCUIIAHHS, MIIBUIIEHHS piBHSA anaHiHaMmiHoTpaHchepasu (AJIT), acnapraraminorpancdepasu (ACT)
Ta Iy>KHOi (hocdarasu KpoBi.

J171st OIIiHKY 4acTOTH BUHUKHEHHSI MOOIYHUX peakiliii BUKOPUCTOBYIOTh TaKy Kiacudikailiro: ayxe yacto (> 1/10),
gacto (> 1/100 i < 1/10), vewacto (> 1/1000 i < 1/100), piako (= 1/10000 i < 1/1000), nyxe pinko (< 1/10000) ta
4acTOTa HeBiJioMa (HEMOJXKJIMBO OI[IHUTH Ha MiJACTaBl HASBHUX JaHUX ).

3 60ky Kpogi ma nimpamuunoi cucmemu.

HeuacTo: anemis.

Pinxo: arpaHynonuTos, JIeHKomeHis, HEUTPOTIeHisl, TPOMOOIIUTOTICHSI.

3 60Ky iMmyHHOI cucmemu.

Pinko: anadimakcis.

Memaboniuni ma animenmapHui po3naou.

HeuacTo: 3HMXEHHS aneTury.

Pigko: rinepTpuriinepuaeMis, TinepxojaecTepuHeMis, TMOKaTIeMis.

3 b6oky ncuxiku.

Heuacrto: Oe3COHHS, COHJIMBICTE.

3 60Ky Hepeosoi cucmemu.

YacTo: ronoBHUH O1J1b.

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

Pigxo: Tpemop.

3 b6oky opeanis cuyxy ma 6ecmubyIapHO20 anapamy.

HeuacTo: Bepturo.

3 boky cepysi.

Pinxo: mapokcu3malibHa IUTYHOYKOBA TaXiKap/is THITY «IipyeT», MofoBxeHHs iHTepBainy QT.

3 6oky mpasHoi cucmemu.

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

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

T'enamobiniapnui posnaou.

Yacro: migBuIeHHs piBHA anaHiHamiHoTpaHcdepasu (AJIT), acnapraraminorpanchepasu (ACT), myxHoi
docdarazm.

HeuacTo: xonecras, >KOBTSIHUIIS, MIABUIICHHS PIBHS OUTIpYyOiHY.

Pinxo: nmediHKOBa HEJOCTATHICTh, FeMaTOLETIONIIPHUNA HEKPO3, TeNaTUTH, TeMaTOLETIONAPHE YPaKeHHS.

3 6oky wixipu ma ii nOXiOHUX.

YacTo: BUCHITaHHS.

HeuacTo: cBepOiK, METUKAMEHTO3HUH JI€PMATUT, KPOTIUB SIHKA, IT1IBUIIIEHE TOTOBUIIICHHS.

Pinxo: TokcuuHMi eniepMaabHUNA HeKpoui3, cuHpoM CTiBeHca-/[KOHCOHA, TOCTpUil TeHepaTi30BaHui
eK3aHTEeMAaTO3HHI MyCTYJIb03, EKC(OTIaTUBHAN IEPMATUT, aHT1I0HEBPOTUIHHUI HAOPSIK, HAOPSK OOIMYYs, aJIOTIeITisl.
3 60Ky onopHo-pyx06020 anapamy ma CnoxyYHOI MKAHUHU.

Heudacto: mianris.

3acanvui poznaou ma peaxyii' y micyi 66e0eHHs.

HeudacTo: mijBuIieHa BTOMJIIOBaHICTb, HE3/IyKaHH, aCTCHIs, TapsuKa.

Jimu. YactoTa Ta XapakTep MOOIYHUX peakiliil 1 BIAXUIEHb BiJ HOPMH PE3yJIbTATIB 1a00paTOPHUX aHAMI3IB Y X011
KJIIHIYHUX JOCTI/HKEHB 33 y4acTIO AITeH 31CTaBHI 3 TAKUMHU Y JIOPOCIIHX.



Tepmin npuoamnocmi. 2 poku.

YMoBHu 30epiranns. 30epiratu B OpuUriHajdbHIM yrnakoBLi npu TeMnepatypi He Buile 25 °C y HeloCTyTHOMY JAJIst
miTed micii

Hecymicnicmp. Oco01MBOCTEH 1010 HECYMICHOCTI TIpenapaTy He BinzHadueHo. He ciix 3MintyBaTu npemapar B
OJIHII €MKOCTI 3 IHIIMMHU JIIKAPCHbKUMH 3ac00aMH, OKPIM 3a3HadeHuX y po3aiii «Crocib 3acToCyBaHHS Ta 103U».

VYnakoBka. [1o 50 mi a6o 100 M y muisanmi; mo 1 muismmi y nayii.
Kareropis Binmycky. 3a peentom.
Bupo6Huk. 3akpute akiioHepHe TOBapUCTBO «IHDY31s1».

Micue3Haxoa:keHHs1 BAPOOHHMKA Ta MOr0 agpeca Micusi NPOBA:KeHHS TiIbHOCTI.
Vkpaina, M. Binaun, Byn. A. IBaHosa, 6. 55.

3asiBHUK. 3aKpUTE aKIliOHEPHE TOBAPUCTBO «IHPY3isi».

Micue3HaxoQ:KeHHsI 3asiBHHKA.
Yxpaina, M. KuiB, MockoBchkuii TpOCHeKT, 0. 21-A.



