THCTPYKIIA

IJIsI METHIHOT 0 3aCTOCYBaHHs JIiIKapChKOI'0 3aC00y

Iudrazon®

(Diflazon®)

Cknao:
Oitoua pevosuHa: GIyKOHA30JI;
1 M1 po3uuHy Ojis iHQY3id MiCTUTE 2 MT (DJIyKOHA3011Y;

0ONnoMmidiIcHI peyo8UHU: HATPil0 XJIOPUI, BoAa OIS iH EKIIN.

Jlikapcbka ¢hopMa. Po3uun gns iHdy3ii.

OcHo8Hi (pi3uko-ximiuHi 81aCMmu8ocmi: mpo3opuil 6e30apBHUM PO3UNH Ge3 BUAMMUX MEXaHIYHUX
BKJTIOYEHb.

dapMakoTepaneBTHYHA rpyma. [IpoturpubOKoBi 3aco0u [I7isI CUCTEMHOTO 3aCToCyBaHHs. [ToxigHi
Tpuas30jy Ta TeTpa3ony. Kog ATX JO2A CO1.

dapmako102iyHi 8racmusocmi.

®apmakoOuHamika.

Mexani3M mil

®nykoHa3071, TPOTUTPUOKOBUYM 3acib Kiacy TpHa30IiB, - MOTYXKHUM Ta CeIeKTUBHUM iHTiOiTOD
rpubKoBUX HepMeHTIB, HeOOXiTHUX [JIS CHHTE3Y eprocTepoiny. [IlepBUHHUM MexaHi3MOM Horo fil €
npurHideHHs rpubKoBoro 14 anbda-1aHOCTEPOSI-IeMETUIIOBAHHS, 0TI0CEPENKOBAaHOT0 IUTOXPOMOM
P450, 110 € HeBifg'eMHUM eTanoM 6i0CMHTe3y IPUOKOBOT0 eprocTepony. AKyMmynsiia 14 anbda-MeTun-
CTEPOJIiB KOPEJTIOE 3 MOMAJIbIIO BTPATO €ProcTepoy MeMOpaHoio rpubKOBOI KITITUHU Ta MOXKe
BifToBigaTH 3a MPOTUTPUOKOBY aKTUBHICTh (Pr1yKoHa305y. ®yKoHa30J € OiNIbIl CEIEKTUBHUM 10
rpubkoBux hepMeHTiB 1uToxpomy P450, HixXK 10 pi3HUX cucTeM GpepMeHTiB 1uToxpoMy P450 ccasiiis.

[ToBimomusinocs, 110 3aCTOCYBaHHS GUIyKOHa307y B 031 50 Mr Ha m00y mpoTsroM 28 mHiB He
BIIJIBAJIO HA PiBeHb TECTOCTEPOHY V IJla3Mi KPOBi y 40JI0BiKiB a60 Ha piBeHb €eHOOTeHHUX CTEPOINIiB y



JKIHOK penmpomyKTHUBHOTO BiKy. ®myKoHa3o1 y mo3i 200-400 Mr Ha no0y He MPOSBIISE KIiHIYHO
3HAUYIIOI0 BIJIMBY HA PiBeHb EHOOTEHHUX CTEPOIMiB a00 Ha BiAMOBiAL HA CTUMYIISIIi0
aIPeHOKOPTUKOTPOIHOTO TopMoHy (AKTI') y 3mopoBux M0OPOBOJIBIIIB YOIOBIYOI CTATI.

HocmimKeHHS B3aEMOIii 3 aHTUITIPUHOM ITPOIEMOHCTPYBAJIO, 110 3acToCyBaHHS 50 MT QrIyKoHa30y
He BIIJIMBa€ Ha MeTabo0J1i3M aHTUIIIPUHY.

YyTnusicTs in vitro

®nykoHa307 in vitro eMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTE Iomo BumiB Candida, siki
3ycTpivarThcd Haudacrime (BKmodauu Candida albicans, Candida parapsilosis, Candida
tropicalis). Candida glabrata meMoHCTpYy€e 3HUKEHY UYTIIUBICTh 0O (PIyKOHA30/Iy, TOAI K
Candida krusei Ta Candida auris cTi¥Ki 70 (GJTIyKOHA307y.

MinimanbHa inribyioya konuentpauisa (MIK) ta enigemionoriude moporose 3HaueHHs (ECOFF)
dnykonazony anst Candida guilliermondii Bumi, Hix anst Candida albicans.

Takox (prryKoHa30: in vitro HEMOHCTPY€E aKTUBHICTD IK IPOTU Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i mpoTH eHAeMiuyHUX MIiCHABUX IpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aemo38’ 430K (hapMakKokiHemuyHux i hapMakoOuUHAMIiYHUX 8iacmusocmell

BigmoBigHO 10 pe3ynibTaTiB OOCIIAXKEHDb Ha TBapUHaX, iICHYE KOPEJALisi MiX MiHiMalIbHOIO
inribyrouoio KoHueHTpatieo (MIK) Ta eheKTUBHICTIO IPOTHU eKCIIepHMEHTAIbHUX Mofesiell MiKO03iB,
cripuuynHeHuX BugaMu Candida. BifnoBifHO 00 pe3ynbTaTiB KIIIHIYHUX JOCTIAKeHb, iCHyE JliHiliHa
3aJIEKHICTh MixX IIJTOIIEIO i (hapMaKOKiHETUYHOI0 KPUBOIO «KOHIIeHTpalisg-4ac» (AUC) Ta mo3010
bnykonazony (mpubnmusno 1:1). TakoX icHye nmpsiMuii, anie HemOCTaTHiM 3B’5130K Mixk AUC a60 103010
Ta IIO3UTUBHOIO K/IiHIYHOIO BIANOBIAAI0 Ha JIIKyBaHHS OPaJbHOI0 KaHAWA03Y Ta MEHIIIOK MipOo -
KaHauaeMil. AHaJIOTi4HO JIiKyBaHHS iHQEKIiH, CIPUYNHEHHUX IITaMaMH, 10 SKuX (PIyKOHa3051
neMOHCTpPYye BUCOKY MIK, € MeHII 3a0BIIbHUM.

MexaHi3M pe3nuCTEeHTHOCTI

Mikpoopraniamu poxgy Candida [eMOHCTPYIOTh YMCIEHHI MeXaHi3MU Pe3UCTEHTHOCTI 10 a30JIbHUX
npoTUrpubKoBUX 3ac006iB. ®1yKoHa307 feMoHCTPpYe BucoKy MIK mpoTu mramiB rpubiB, SKi MaloTh
onuH abo OinbIlle MexaHi3MiB PE3UCTEHTHOCTI, III0 HETaTUBHO BIIJIMBA€E Ha e(heKTUBHICTE in vivo Ta B
KJIiHIYHIYA TPaKTHUL.

3a3Buyail y 4yTauBUX BUAIB Candida MexaHi3M PO3BUTKY PE3UCTEHTHOCTI, IKAU HaldacTille
3yCTpiva€eThCs, BKITIOYAE 1iTboBi (hepMeHTH a307iB, SIKi BillTOBiga0Th 3a 6i0CHHTE3 €PrOCTEPOIY.
Pe3ucTeHTHICTh MOXKe OyTH CIpUYKMHEHA MYTalli€lo, MiBUIIIEHUM BUPOOIeHHSIM HEPMEHTY,
MeXaHi3MOM BUBe[IeHHS JTiKiB @60 PO3BUTKOM KOMIIEHCATOPHUX IIIISIXiB.

[ToBimomunsinocs mpo cynepingekito inmuMu Bugamu Candida, kpim Candida albicans, SKuM 4acTo
BJIaCTHMBA 3HUXKEHa cupuiHATIuBiCcTh (Candida glabrata) abo cTiiikicTh 0o QryKoHa30/1y (HampUKiIam,
Candida krusei, Candida auris). Taki iH}peKIlil MOXKYTb BUMaraT{ aJbTePHATUBHOI TPOTUTPUOKOBOI
Teparnil. MexaHi3MU pe3UCTEHTHOCTI He OyJM MOBHICTIO 3'COBaHi IS gesikux BumiB Candida, 110
MaloTh IPUPOAHY CTikKicTh (Candida krusei) abo mng HoBux (Candida auris).

KoHTpOoIBHI TOYKY (BiAIOBIOHO 00 PEKOMeHallili EBPOMEeNCHKOT0 KOMITETY 3 JOCHIIKEeHb YYTINBOCTI
no aHTuMikpoOHKX 3aco6iB (EUCAST))


http://multitran.ru/c/m.exe?t=4784720_2_1
http://multitran.ru/c/m.exe?t=4784720_2_1
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Ha ocHoBi mocnigxeHHS (hapMaKoKiHeTHYHOI/PapMaKonruHaMidyHOI iH(popMaliil, 4yTAUBOCTI in Vitro Ta
KJTiHi4YHOI BifgmoBimi, 6y10 BU3HaYEHO KOHTPOJIbHI TOYKY IS (HJTYKOHA30JTy CTOCOBHO
Mikpoopra#ni3miB poay Candida (pauionansauit fokymeHT EUCAST om0 o6r'pyHTYBaHHS
dbmykoHazony (2020) - Bepcist 2; €EBponerChbKUM KOMITET 3 TECTyBaHHSA YYTJIMBOCTI 0
aHTUMIKPOOHUX IIpenapaTiB, MPOTUTrPUOKOBUX IIpenapaTiB, Tabmuili KOHTPOIbHUX TOYOK [T
inTepnpertarii MIK, Bepcig 10.0, mificaa 3 04.02.2020). Bouu Oynu po3nopineHi Ha
KOHTPOJIbHI TOYKH, 1[0 He TOB’g3aHi 3 IeBHUM BUAOM, SKi Oi/IbIII0I0 MipOI0 BU3HAYAIHUCS Ha
OCHOBI (hapMaKOKiHETUYHOI/ hapMaKomuHaMiuHOI iHpopMallii i He 3ayexkaThb Bifl PO3MOIiTy
Ha MeBHi BUOYM 3a MiHiMa/IbHOIO iHTiOyI040t0 KOHIIEHTpPALli€l0, Ta Ha KOHTPOJIbHI TOYKH,
IIOB’sI3aHi 3 IEBHUM BU[IOM, III0 HaW4YacCTillle aCOIlil0I0ThCS 3 iHpeKUigMu y moguHu. Lli
KOHTPOJIbHI TOYKM HaBe[eHl HUXKYe.

[Tpomuzpubxosutl [KoHmMpoabHi Mo4Ku, nog’A3aHi i3 negHum sudom S < /R > [KOHMpPOAbHI
3acib Mmouku, He
noe’s3aHi i3
nesHuM
guoom"
S </R >
Candida |Candida Candida |Candida |Candida Candida
albicans |dubliniensis |glabrata |krusei |parapsilosis |tropicals
dryKOHA3071 2/4 2/4 0,001*/16 2/4 2/4 2/4
S yyTnuBuii;

R pe3ucTenTHUY;

O - KOHTPOJIbHI TOYKH, 1110 He TOB’sI3aHi 3 TIEBHUM BUJIOM, SKi OiNTbII0I0 MipOI0 BU3HAYAIUCS Ha
OCHOBI (hpapMaKOKiHeTUYHOI/(papMaKOANHAMIuHOI iH(popMallil i He 3ayexkaTh Bifl PO3NOAiNTY Ha MeBHi
BU[IM 3a MiHiMaJIbHOIO iHTi6yI040I0 KOHIIEHTPAlli€lo, SKi HOCTiIKyBaIy JIUIIe AT MiKpOOPTaHi3MiB,
ISl IKWX He iCHye crenu(pidyHOl KOHTPOJIbHOI TOYKY;

- OOCIifI>KeHHS YYT/IMBOCTI He PEKOMEHIOBaHi, OCKiTbKY JaHUM BUI HE € METOI0 JTiIKapChKO1
Tepartii;

* ¥Yci Candida glabrata sranexarts 0o I kateropil. MIK npotu Candida glabrata criif TIyMa4uTy SK
CTiliKy, IKILIO BOHA nepeBullye 16 mr/n. Kareropis uytnusux (< 0,001 Mr/mn) gae 3Mory yHUKHYTH
HeTIpaBUJIbHOI Kiacudikarril mramiB «I» gk mramiB «S». I - UyTnuBui 3a yMOBH IiIBUILIEHO]
€KCITO3UIIil: MiKpOoOpraHi3M HajleXKUTh A0 KaTeropil «4yTIUBUYN 3a YMOBHU IiIBUILIEHOI €KCIIO3UIl» Y
pasi, Konu iCHye BUCOKa MMOBIPHICTh TEpaleBTUYHOTO YCIIiXy, OCKIIbKY BIIJIUB areHTa 30ibIIyEThCS
IIJITXOM KOPUTYBaHHS PeXUMY NO3yBaHHS ab0 0Tr0o KOHIIEHTpallil B Micwi iHdeKIIii.

dapmakokiHemuxka.

dapMaKOKiHEeTHYHi BNacTUBOCTI (GJIYKOHA301y € MONI0OHUMY NIPY BHYTPIITHHOBEHHOMY i
[IepOPaIbHOMY 3aCTOCYBAHHI.

AGcopbiist

®nykoHa3051 mobpe BCMOKTYETLCS IIPHU IIepOpaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary y maasMi
KpOBi Ta cucteMHa 6iogocTynHicTh mepeBumIyoTs 90 % piBHS GIyKOoHA301y y IIa3Mi KPOBi, 110
[OCATA€EThCS NIPY BHYTPIIIHLOBEHHOMY BBe[eHHI penapaTy. OfHOYaCHe BXXUBAHHS 1Ki He BILJIUBAE
Ha BCMOKTYBAHHS IIpenapaTy [IpyU HO0ro IepopalbHOMY 3aCTOCyBaHHI. MakcuMasibHa KOHIIEHTpaLis y



nna3mi kposi (C,,,,) mocsaraetscs yepes 0,5-1,5 roguny nmicns npurioMy npenapaty. KoHLeHTpanis
IpelapaTty y IJla3Mi KpOoBi IPonopLiiHa 00 fo3u. PiBHOBaXkHa KOHIIeHTpalid Ha piBHi 90 %
[OCATAETHhCS Ha OPYTUM JeHb JIiKyBaHHS IIPU 3aCTOCYBaHHI y epIIni feHb HaBaHTaXKyBaJIbHOI O3,
110 BABiYi mepeBuIly€e 3BUYaiiHy f0OOBY [03Y.

Po3nopin

006’eM po3smnopiny npubIu3HO NOPiBHIOE 3arajlbHOMY BMICTY pifyHU B OpraHi3mi. 3B’si3yBaHHS 3
Oinkamu mira3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3on mobpe MPOHUKAE B YCi MOCTiAXKYyBaHi pifuHU opraHiaMy. PiBeHb QriykKoHa305y y ClIHHI Ta
MOKPOTHUHHI € MOiOHMM [0 KOHILIEHTpallil Ipenapary y Ija3Mi KpoBi. Y mallieHTiB, XBOpUX Ha
rpubKOBUYM MEHIHTIT, piBeHb (PIYKOHA30Jly ¥ CHHHHOMO3KOBIM pifuHi gocsirae 80 % KoHLeHTpaLlil y
IJTa3Mi KPOBI.

Bucoki koH1eHTpalril ¢hIyKoHa301y y WIKipi, 10 TepeBUINYIOTh CUPOBATKOBI, HOCSATAIOTHCS Y
porosoMy 11api, emigepMici, gepmi ta noti. ®JIyKOHa30JI HAKOIIUUYYETHCSA Y POroBoMy Iapi. [Tpu
3actocyBaHHi o3u 50 Mr 1 pa3 Ha o0y KOHIIeHTpalis GIyKoHa30y micis 12 gHiB miKyBaHHS
CTaHOBUJIA 73 MKI/T, a 4epe3 7 OHIB MiCJA 3aBepIIEHHS JIiIKyBaHHSA KOHI[EHTpAallid BCe 1le CTaHOBUJIa
5,8 Mxr/r. [Ipu 3actocyBasHi 7o3u 150 mr 1 pa3 Ha TUXKAEHb KOHLIEHTpaLis (IyKOHa30Jy Ha 7 OeHb
JIiKyBaHHS CTaHOBUNA 23,4 MKT/T, Yepe3 7 OHIB MiCJg 3aCTOCYBaHHS HACTYIIHOI 03U KOHIIEHTPALlis
Bce I11e cTaHoBuaa 7,1 MKT/T.

KonmenTpatisi pnykoHa3omy B HirTsax micnist 4 micsiniB 3acTocyBanHs 150 Mr 1 pa3 Ha TUXIEeHb
craHoBuia 4,05 MKI/T y 3M0poBUX T0OPOBOJIBIIB Ta 1,8 MKT/T Ipu 3aXBOPIOBAHHSIX HIrTiB;
(byKOHa30J1 BU3HA4YaBCs Y 3pa3Kax HirTiB yepes3 6 MiCAIIB IicIis 3aBepIlleHHs Tepailil.

BiorpaHcdopmatis

®nykoHa301 MeTabomi3yeThCs He3HAYHOIO Mipoo. [Ipu BBeleHHi 103U, MideHOl PagioaKTUBHUMU
izoTomamu, nuie 11 % ¢GpnayKoHa307Ty eKCKPETYEThCA 3i cedero y 3MiHeHOMY BUTIAAi. OITyKOHA30I1 €
noMmipauM iHribitopom izodpepmentie CYP2C9 ta CYP3A4, a TakK0XK IMOTYKHUM iHTi6iTOpOM
isopepmenty CYP2C19 (muB. po3min «B3aemopisi 3 iHIMMMU TiKapchbKUMU 3aco0aMu Ta iHIII BUOU
B3aEMOMIN»).

BuBenenus

[Tepion HaniBBHUBemeHHS GIyKOHA301y 3 M1a3Mu KpoBi (TY2) craHoBuTh npubnusno 30 roguH. binmbima
YacTHHa IIpenapaTy BUBOOUTHCSA HUPKaMu, mpudoMy 80 % BBeOeHOI 03U BUSBIISETLCI B Cedi y
He3MiHeHOMY cTaHi. KimipeHc (ykoHa305y IpOonopLUivHuy 40 KJlipeHCy KpeaTuHiHy. LIupKynoongux
MeTaboJIiTiB He BUSIBIIEHO.

Tpusanuit TY> Ta€ MOXJIUBICTE OGHOPA30BOI'0 3aCTOCYBaHHS IIpelapaTty IIPY BariHaJbHOMY
KaHOW03i, a TaKOXK 3aCTOCYBaHHA IpenapaTy 1 pa3 Ha TUXAEHb [IPHU IHIIUX ITI0Ka3aHHSX.

HupkoBa HENOCTATHICTEL

Y nmaiieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSAXKKOTO CTYIeHs (IIBUAKICTh KIy004KOoBOi QinmbTpalii <
20 mn/xB) T 36inbinyetbes 3 30 rogun mo 98 ropun. ToMy il KaTeropii mamieHTiB HeoOXigHO
3MEHIUTH 003y (PrykoHa3ony. ®IyKOHA30]l BUAAISIETHCS MIJITXOM reMOfiani3y Ta MEeHIIO Mipolo -
IIJIIXOM IHTpanepuTOHeanbHOro aianisy. CeaHC reMofianidy TPUBAICTIO 3 TOOUHU 3HUXKYE PiBEHb
bnykoHa301y y maa3Mi KpoBi mpubau3uo Ha 50 %.



Ilepion rogyBaHHS TPYOIIO

KonIlleHTpalito GpIyKoHa30/y y IIJla3Mi KpPOBi Ta MaTEPUHCHKOMY MOJIOLI BIIPOJOBXK 48 roguH
MiCJIs IPUKXOMY OGHOPa30Bol 703U 150 Mr (IyKOHA30JTy OLiHIOBAJIX y IIPOLeci
(hapMaKOKiHETUYHOTO OOCITIIXKEHHS 3 Y4acCTIO OeCSATH XKIHOK y Mepiof TaKTallil, IKi
THM4YaCoBO a00 MOCTIHO IPUIIMHUIN TOJyBaTH CBOIX HEMOBIIAT TPYANI0. Y MaTepPUHCHKOMY
MoJIoIi (IyKOHA30J1 BUSBUIIN y CepenHill KoHIleHTpallil npubau3uo 98 % Bip Toi, 110
Bijl3Ha4asI¥ y IIJIa3Mi KpoBi MaTepi. Yepes 5,2 roguHu micNisa IPUUOMY OO3U CepenHs IIiKoBa
KOHIIEHTpAIlif Y MaTepUHCbKOMY MOJIOI cTaHoBuna 2,61 mr/m. [ToboBa no3a GhIyKoHa30I1y,
OTpUMaHa HEMOBJIAM i3 MaTePUHCHKOTO MOJIOKA (SIKIO MIPUUHATU CEPEeIHE CIIOKMBAHHS
Mosoka 3a 150 mi/kr/mo0y), po3paxoBaHa Ha OCHOBI CepeqHbO]l IiKOBOI KOHIIEHTpaIlil y
Moo, o gopiBHioe 0,39 Mr/kr/mo0y, cTaHoBuTh npubnu3uo 40 % Bim mo3W,
PEKOMEeHI0BaHOI HOBOHAPOMIXKEHUM (BikoM < 2 THXKHiB), abo 13 % Bifm m03u, peKOMEHI0BaHO1
HEMOBJISITAM [JIg JTiKyBaHHS KaHAUA03y CIM30BUX 000TI0HOK.

it

Iani 3 papmakokiHeTuky Oymu ouiHeHi y 113 miTed mig yac 5 mocmimkeHb: 2 HOCTiIXKEHHS
OOHOPA30BOT'0 3aCTOCYBaHHS, 2 HOCTiOXKeHHS 6araTopa3oBoro 3aCTOCYBaHHS Ta 1 HOCHImXKeHHS
HE[IOHOIIIEHUX HOBOHAPOAXKEHUX.

[Ticns BBeneHHS 2-8 Mr/Kr GIyKOoHa301y OiTAM BikoM Bifg 9 micanis o 15 pokis AUC cTaHOBUTIA
npubnusHo 38 MKreron/mn Ha 1 Mr/kr gosu. Ilicisg 6araTopa3oBoro 3aCTOCyBaHHS cepefHin TY2
GbnyKoHa3011y i3 mIa3Mu KpPoBi BapitoBaBcs Mixk 15 Ta 18 roguHamu; 06’€M PO3TOMiNY CTAHOBUB

880 my/kr. Binpim TpuBanuii T% 3 nna3Mu KPOBi, 1[0 CTAHOBUB MPUOIN3HO 24 TOOWHY, CIIOCTEPIraBCcs
IIicJI ODHOPa30BOT0 3aCTOCYBaHHS (PriyKoHa30y. Llell moKa3HUK € criBcTaBHUM i3 TY2 QrykoHa30my
3 IIJIa3MU KPOBI IiCJIsT OMHOPa30BOr'0 3aCTOCYBAHHSA [03U 3 MI/KI BHYTPIIIHEOBEHHO OiTSAM BiKOM Bifi
11 puiB mo 11 micsuiB. O6’eM pO3MOMiNy y malli€eHTiB 11i€l BiKOBOI rpymnu CTaHOBUB Mpubau3Ho 950
MIJI/KT.

Iocsin 3acTocyBaHHS GIyYKOHA30Jy HOBOHAPOAXKEHUM 00MEeXKYETHCS HapMaKOKiHETHYHUMHU
OOCIIXKeHHAMY 12 HeIOHOIIEeHUX [iTed i3 TepMiHOM recTariil npubnu3uo 28 TuxkHiB. CepenHii BiK
OUTHHY IIPU BBEIEHHI IepIol mo3u cTaHoBUB 24 rogunu (Bim 9 mo 36 roguH); cepenqHs Maca Tina mpu
HapomxkeHHi ctanoBuna 900 r (Big 750 r go 1100 r). [Ins 7 mallieHTiB TPOTOKOI JOCTioXKEeHHS 0yI10
BMKOHAHO. MakCHMyM 5 BHYTPIIITHbOBEHHUX iH €KI[iN (hJIyKOHA30Jy B HO3i 6 MI/KT BBOOUIIM KOXKHI

72 ropunu. CepepnHiii TY2 ctanoBuB 74 rogunu (44-185) y nepimuii feHb, OTIM 3MEHIIUBCS [0

53 roguH (30-131) Ha 7-1 gens Ta 0o 47 roguH (27-68) Ha 13- meHb. AUC (MKT*Tron/MIiI) CTAHOBHIIA
271 (173-385) y nepumii neHb, 36inbmmnacs no 490 (292-734) Ha 7-i meHb, IOTIM 3MeHIINUIIacs [0
360 (167-566) Ha 13-i1 genb. O0’eM po3nopiny (Mi/kr) ctaHoBuB 1183 (1070-1470) y nepimnii feHs,
306inmbimyBaBcs mo 1184 (510-2130) Ha 7-# mens Ta go 1328 (1040-1680) Ha 13-i meHb.

[TaliedT TiTHLOTO BiKY

dapMaKOKiHETUYHE JOCIiAKEeHHS IIPOBOAUIN 3 Y4acCTi0 22 MallieHTiB (BiKOM Bif 65 pOKiB), SKi
3actocoByBanu 50 Mr ¢rykoHa30/1y repopabHo. 10 marmieHTiB 0fHOYAaCHO 3aCTOCOBYBAJIM [IiyPETUKH.
Cx CTaHOBUNA 1,54 MKT/MJI Ta JocsAranacs nIpoTsaroM 1,3 TOOUHYU MicNs 3aCTOCYBaHHS (PIIyKOHA3O0MY.
Cepenns AUC cranoBuna 76,4+20,3 Mxreron/mn. Cepenniui TY2 - 46,2 rogunu. i papmMakoKiHeTU4HI
IIOKa3HUKY € BUIUMHU IIOPiBHSIHO 3 @aHAJIOTIYHUMU y 3[[0POBUX JOOPOBOJIBIIB MOJIOALIOTO BiKY.
OpHoYacHe 3aCTOCYBaHHS AlypeTUKIB He Majio 3HayHOro BmiuBy Ha C,,, Ta AUC. TakoxX KJlipeHC
KpeaTHHiHYy (74 M/XB), BifCOTOK (PIyKOHA30JIy, 1110 eKCKPEeTYBaBCs i3 Ceuelo y He3MiHEHOMY BUTTIAAL
(0-24 ropuuu, 22 %), Ta HUPKOBUY KiipeHC dhiaykoHa3omy (0,124 M/XB/KT) y MallieHTiB AaHOl BiKOBOI



rpynu OyIu HAXKYMME, Hi’K aHAJIOTiuHi TOKA3HUKHY Y MOJIOAMIINX OOPOBOIBLIB. ToMy 3MiHU
(apMaKOKiHETUKH y TALi€HTIB JIITHHOTO BiKy 0UEBUIHO 3ajleXKaTh Bif IapaMeTpiB QyHKIil HUPOK.

KrinigHi xapaKTepHCTHKH.
Iloka3anus.

IOudna3oH® moka3aHUM OIS JTiKyBaHHS TaKUX rPUOKOBUX iH(EKIIiN y mopocnux (IUB. PO3MIin
«PapMakoguHaMiKa»):

- KPHUIITOKOKOBHY MEHIHTIT (quB. po3Min «Oco6IuBOCTI 3aCTOCYBaHHS»);
- KOKITUAi0ino3 (muB. po3misn «OcobIMBOCTI 3aCTOCYBAHHSI»);
- iHBa3UBHI KaHIUIO3H;

- KaHOUO03 CIM30BUX 000JIOHOK, BKJTI0Ya0UM KaHAU03 POTOTJIOTKY Ta KaHOUA03
CTPABOXOMY, KaHAUAYPis, XPOHIYHUN KAaHIUOO03 MIKIpH i CTU30BUX 000JIOHOK;

- XpOHiYHUY aTpodiyHNM KaHAUI03 POTOBOL TOPOKHUHY (KaHAUI03, CIPUYNHEHUN
BUKOPUCTAHHSM 3yOHUX ITPOTE3iB) Ipu HeeeKTUBHOCTI TirieHu poTOBOi MOPOXHUHY ab0 MicIieBOi
Teparil.

[TpodinakTuKa TaKUX 3aXBOPIOBaHb ¥ HOPOCTIHX:
- PEILUANB KPUIITOKOKOBOTO MEHIHTITY y HAIliEHTIB 3 BUCOKUM PU3UKOM HOTO PO3BUTKY;

- pelrguB KaHOHUO03Y POTOTJIOTKY ab0 CTpaBoXoAdy y mailieHTiB 3 BIJI i3 BuCOKUM
PU3UKOM HMOTO PO3BUTKY;

- mpodinakTiKa KaHOUAO3HUX iHQPEKIN ¥ MallieHTiB i3 TpUBaio HEUTPOIEHi€0
(HampuKiaf, MaIi€eHTiB 3i 3T09KICHUMY 3aXBOPIOBAaHHAIMU KPOBI, IKi OTPUMYIOTh XiMioTepatito abo
TaLiEHTIB IIPYU TPAHCIJIAHTAllll FTeMOTIOETUYHUX CTOBOYPOBUX KJTiTHH) (OUB. PO3MiN
«®apMakKoouHaAMiKa»).

IudmazoH® 3aCTOCOBYIOTH HiTAM Bif HAPOIOKEHHS AJIS TiKyBaHHS KaHOUIO3Y CIU30BUX 000JI0HOK
(KaHAMAO03 POTOTIOTKY, KaHAMA03 CTPABOXOAY), iHBa3MBHUX KaHAUA031B, KDUIITOKOKOBOTO MEHIHTITy
Ta A7 NpodiaKTUKY KaHOAUA03HUX iH(DEKIIiN y MallieHTiB 3i 3HUKeHUM iMyHiTeToM. [IpenapaTt
MOXKHAa 3aCTOCOBYBATHU SIK MiATPUMYIOUY Tepalliio AJis NOoNepefXKeHHs PELUIUBY KPUIITOKOKOBOTO
MEHIHTITY y AiTel i3 BUCOKUM PU3UKOM HMOT0 PO3BUTKY (OUB. po37in «OCcOOIMBOCTI 3aCTOCYBaHHSI»).

Tepamito npenapatom Judna3zoH® MoxkHa PO3NOYKMHATH A0 OTPUMaHHS PE3yIbTaTiB KyJIbTypalbHUX
Ta iHIIMX 1a00paTOPHUX JOCIIIIKEeHb, IIiCIA OTPUMaHHS Pe3y/IbTaTiB aHTUOaKTepiaabHy Tepariio CIif
CKOPHUTYBaTHU BiAMIOBITHUM YMHOM.

ITpomunoka3aHHA.



l'inepuyyT/auBICTH 10 (JIYKOHA30/1y, IHIIIHX
a30JIbHHUX CIIOJIYK a00 10 Oyab-s1KOl 3
TOIMOMIKHHUX PEYOBMH IIpernapary.

OoHoyacHe 3aCTOCYBaHHSA (MJIYKOHA30J1y Ta
TepdeHaguHy Malli€cHTaM, siKi 3aCTOCOBYIOTh
¢1yKoHa30/1 0araTopa3oBo y mo3ax Big 400
MTI Ha 700y (3rigHo 3 pe3yjiabTaTaMH
TOCIiIXKeHHsI B3a€EMOil 0araropa3oBoro
3aCTOCYBaHHS).

OxHOo4YacHe 3aCTOCYBaHHS (PIYKOHA30JIy Ta
iHMIKX TiKapChKHX 3aC00iB, 110 MOTOBXYIOTh
inTepBas QT Ta MeTa00Ii3yIOTHCA 3a
monomorox nuroxpomy P450 (CYP) 3A4
(Hanmpukiiaa, mu3anpua, acTeMi3o1, miMo3u/,
XiHITUH Ta ePUTPOMIIIMH) (AUB. PO3ILIH
«B3aeMojis 3 IHIIUMH JTIKapCbKUMHU
3aco0aM¥ Ta iHIIIi BUOH B3aeEMoIin» Ta
«0Cc00/IMBOCTi 3aCTOCYBAaHHS»).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

ngomuno;casaHe C)ZMiCHe 3dCMOCYB8AHHA (ib/l)ZKOHGSO/ly mda Hux3c4e3d3Hd4eHux ﬂinQCbKUX

3acobis

Iuzanpud. [ToBigoMISAIOCS PO PO3BUTOK MOOIYHUX peakliid 3 00Ky Cepls, y TOMY YUCIIi PO
[IapOKCU3MaJIbHY UIJTYHOYKOBY TaXiKap[ilo TUIY «IipyeT» y MallieHTiB, sIKi OGHOYaCHO
3aCTOCOBYBa/IM (pJIyKOHA30JI Ta UKu3anpus. KoHTpoiboBaHe HOCTiIXKEHHST
IIPOJIEMOHCTPYBAJIO, II0 OmHOoYacHe 3acTocyBanHs 200 Mr ¢prykoHa3ony 1 pa3 Ha goOy Ta 20



MT I[u3anpuny 4 pas3u Ha [o0y IPU3BOOUIIO [0 3HAYHOTO MiIBUIIEHHS PiBHS LU3aINpUNy Y
IJ1a3Mi KpOBi Ta [0 mofoBxKeHHs iHTepBany QT. OgHo4acHe 3aCTOCYyBaHHS (DJIYKOHA30IIy Ta
IIA3alIPUAY IPOTUIIOKa3aHe (OuB. po3min «[IpoTumoka3aHHS»).

TepgernaduH. Yepe3 BUNAOKU PO3BUTKY TAKKUX CEPLEBUX apUTMild, CHPUYAHEHUX
nofoBxKeHHAM iHTepBany QT, y mallieHTiB, gKi 3aCTOCOBYIOTh a30JIbHi MTPOTUTPUOKOBI
JiKapChKi 3ac06u ogHOYACHO 3 TepdheHafnuHoM, Oyiu ITPOoBeNeHi JOCTiAKeHHS B3aEMO/I] X
ImpemnapariB. Y Ipolieci OGHOTO JOCTigXKEeHHS IIPU 3aCTOCyBaHHiI (Pr1yKoHa30:y B f03i 200 Mr
Ha 700y He Gyi0 BUSBIEHO ogoBkKeHHs iHTepBany QT. [HIle JoCTigKeHHS IPH
3acTocyBaHHi prykoHa3omny B go3ax 400 mr ta 800 mr Ha m0o0y IPOIEMOHCTPYBAJIO, 110
3acTocyBaHHS (rykoHa30my B go3ax 400 Mr Ha noOy abo Bullle 3HAYHO ITiIBUINYE PiBeHb
TepdeHauHy y IJa3Mi KPOBi IIpU OOMHOYAaCHOMY 3aCTOCYBaHHI IIUX npenapariB. CyMicHe
3acTocyBaHHS (prykoHa30my y mo3ax 400 mr abo Buille 3 TeppeHaguHOM IIPOTUIIOKa3aHe
(ouB. po3pin «[IpoTunokasauHs»). [Ipu 3acTocyBaHHi (hrryKoHa301y y go3ax Hux4de 400 mr
Ha 700y OfHOYaCcHO 3 TeppeHafuHOM CJIifl MPOBOAUTH PETEIbHUN MOHITOPHHT CTaHy
MalieHTa.

Acmemizosn. CymicHe 3aCTOCYBaHHS (JTyKOHA30JTy Ta aCTEMi30/Ty MOXKe 3HU3UTHU KITipeHC
actemizony. CupuyrHeHe IIUM MigBUILIeHHS KOHIIEHTpAllil acCTEMi30JTy V IJla3Mi KPOBi MOXKe
IIPU3BECTHU [0 MOOoBXKeHHA iHTepBany QT, y piiKiCHUX BUIIagKax - [0 TapPOKCH3MaJlbHO1
IIJTYHOYKOBOI TaXiKapmil Ty «mipyeT». OgHOYacHEe 3aCTOCYyBaHHS (IyKOHA30Jy Ta
acTeMi30iy IpoTUIIOKa3aHe (OUB. Po3ain «IIpoTUoKa3aHHI»).

ITimo3ud ma xiHiduH. CyMicHe 3aCTOCyBaHHS (PIIyKOHA30/1y Ta ImiMo3uny abo XiHifuHY MOXKe
IIPHU3BOOUTHU [0 IPUTHIUeHHS MeTabo0/i3My mimMo3uay abo XiHiguHy, Xo4a BigIOBiqHUX
MOCIIIXKeHb in vitro Ta in vivo He mpoBogumy. [ligBuilleHHs KOHIEHTpallil niMmo3uny abo
XiHiAMHY y m1a3Mi KpoBi MOXKe CIPUYMHUTH NOO0BXKeHHS iHTepBany QT Ta y pigKicHUX
BUIIa[IKax MIPU3BECTU OO0 PO3BUTKY ITapOKCU3MaJIbHOI IIJTYHOYKOBOI Taxikapmil TUIY
«mipyeT». OmHOYaCHe 3aCTOCyBaHHS (HIIYKOHA30IIy Ta MiMo3uny abo XiHiguHy
IIPOTUIIOKAa3aHe (OuB. po3ain «[IpoTUIIOKa3aHHSI»).

EpumpomiyuH. OmgHOYacHe 3aCTOCYBaHHS ePUTPOMIIIMHY Ta (HIIYKOHA301y IMOTEHIINHO MOXKe
IIPU3BOAUTH [0 MiABUIIEHHSA PU3UKY PO3BUTKY KapOIOTOKCUYHOCTI (IIOMOBKEHHS iHTePBaLy
QT, mapokcu3ManbHa MITyHOYKOBA TaxikKapAis TUIY «IipyeT») Ta, K HaCJIifoK, O panToBOl
cepreBoi cMepTi. 3acTocyBaHHS KOMOiHaIll JaHUX TiKapChKUX 3aC00iB MPOTHIIOKa3aHe (OUB.
po3min «IIpoTunoKa3aHHI»).

He pekomeHOyeMbCA 00HOYACHE 3dCMOCY8AHHA (PAVKOHA3041Y Md HUNCYE3d3HAYEHUX
JAiKapcvkux 3acobis

T'anopaHmpuH. OIyKOHA30/1 MOXKe CIPUUYUHUTH ITiIBUIIEHHS KOHIIeHTPallil ranogaHnTpuHy y Ina3Mi
KpOBi 3a paxyHOK npurHiuenHss CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIUX JIiIKAPCHKUX 3aC00iB
MOTEHIIINHO MOXKe IIPU3BOOUTH [0 IiABUIIEHHSA PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (TOAOBKEHHS
inTepBany QT, napokcu3masnbHa IUIYHOYKOBA TaxikKaphis TUIY «IipyeT») Ta, K HaCJifgoK, OO0
pamnToBoi cepiieBoi cMepTi. Crlif yHUKATHU 3aCTOCyBaHHSA KOMOiHaIlil JaHUX JIiKapChKuX 3aco0iB (OuB.
po3ain «OcobMMBOCTI 3aCTOCYBaHHS»).

CymicHe 3acmocyeaHHs (GAYKOHA30y MA HUHCYE3d3HAYeHUX AiKaPCbKUX 3dcobie suMdazae
obepedicHocmi



AMmiodapoH. OnHoYacHe 3aCTOCYBaHHS (BIYKOHA30Iy 3 aMiOJapoHOM MOXKe IIPU3BECTH [0
nopoBxKeHH iHTepBany QT. Crig Oyt 06epekHUM, SKII0 HeoOXigHe OHOYACHE 3aCTOCYBAHHS
GbyKoHa301y Ta amiogapoHy, 0co0IMBO y pa3i 3aCTOCyBaHHS BUCOKUX 103 ¢iyKoHa3ony (800 mr).

CymicHe 3acmocyB8aHHs (GAYKOHA304y Md HUNCYe3d3HAYeHUX AiKapCbKux 3acobie sumazae

obepedcHocmi ma Kopu2ysaHHs 003U

Bnaug iHwux nikapcvkux 3acobis Ha (hayKoHA304

HocnimKeHHS B3aEMOIil TPOIEMOHCTPYBAJIH, III0 ONHOYACHE BXKUBAHHS 1Ki, 3aCTOCYyBaHHS
IIUMETUANHY, aHTalUAIB abo Mmopablie OPOMiHEHHS YChOTO TiNla [JIs epecamkKeHHs KiCTKOBOTO
MO3Ky He Ma€ KJIiHiYHO 3Ha4yIIoro BIUIMBY Ha abcopOiito ¢haykKoHa301y Ipy HOro IepopalbHOMY
3aCTOCYBaHHI.

PugamniuuH. OmHOYaCcHe 3aCTOCYBaHHS (DIIYKOHA30Iy Ta pUPaMIIilluHy MTPU3BOIUIIO OO
3auxkeHHd AUC Ha 25 % Ta ckopouyBao TY: ¢piykoHa3ony Ha 20 %. Tomy Ay maimieHTiB, SKi
3aCTOCOBYIOTh pU(aMITIIINH, CHif PO3TIAHYTH AOLIIBHICTh MigBUIIEHHS H03U (IIyKOHA30Iy.

I'iopoxsnopomia3ud. OgHOYacHe OaraTopa30Be 3aCTOCYBaHHS TiIpOXIOPOTia3uAy MPU3BOAUIIO0
[0 IiABUINEeHHS KOHIeHTpalil GprykoHa3ony y mna3mi KpoBi Ha 40 %. Takuii edexT He
BU3Ha4Ya€ HeoOXiMHOCTI KOPUTYBATH PEXKUM [NO3yBaHHS IIperaparTy y NallieHTiB, sKi
OHOYaCHO 3aCTOCOBYIOTH OiypETUKY, OOHAK JIiKapi ITOBUHHI ITaM’'ATATA IIPO MOXKJIUBY
B3a€EMOJIIO.

Bnaue ¢aykoHa3oay Ha iHWI aikapcbki 3acobu

®nykoHa30i € noMipHuM inribiropom izopepmenty 2C9 ta 3A4 uutoxpomy P450 (CYP). ®nykoHa3omn
€ MOTYKHUM iHri6iTopoM i3odpepmenty CYP2C19. Ha momaTok [0 CIIOCTepeKyBaHUX/OOKYMEHTAIbHO
igTBepAKEeHUX B3a€MOiH, 10 ONKUCaHi HUXK4Ye, IPU OJHOYACHOMY 3aCTOCyBaHHI 3 (hJIyKOHA30JI0M
icHye pU3UK MigBUINEHHS Yy MJIa3Mi KPOBi KOHLIEHTPAIlill iHIINX CIIOJNYK, 1[0 MeTaboi3yI0ThCs
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH TakKi KoMOiHallil mpenapaTiB Cif 3
00epexkHiICTIO, TPHU IIbOMY HeOOXiTHO PeTeNIbHO CIIOCTepiraTv 3a CTAHOM MallieHTiB. [IpurHiyyBaibHa
nist GbIykKoHa301y Ha ¢pepMeHTH 30epiraeTbcs IPOTAroM 4-5 mib mics #oro 3acTOCyBaHHS y 3B'I3KY 3
1ioro TpuBanum 1%5.

AbpouumuHib. ®nykonason (iuriditop CYP2C19, 2C9, 3A4) migBuIyBaB €KCIO3UIIi0
aKTUBHOI YacTuHU abporutuniby Ha 155%. [Tpu omHOYaCHOMY 3aCTOCYBaHHi 3
GbITYKOHA30JI0M CJTif BiTKOPUTYBATH H0O3y aOpouuTHHIOY 3rigHO iHCTPYKIIii PO 3aCTOCYBaHHS
abponuTHHIOY.

Asnvpenmania. ITig yac ogHOYACHOTO 3aCTOCYyBaHHA anbdeHTaHiny (20 MKI/KT) Ta
dbmykonazony (400 Mr) crmoctepiranocst mBopa3oe 30inbienHss AUC,,, MOXKINBO, Yepes
inrioyBauHs CYP3A4. Moxe O6yTu HeoOXigHUM KOPUTYBaHHS 03U alb(eHTaHiny.

Amimpunmusin, HopmpunmuJsiH. ®JIyKOHa30JI IIOCUJIIOE it0 aMITPUIITUIIIHY Ta
HOPTPUIITUIIIHY. PEKOMEHyEeThCS BUMipIOBATH KOHIIEHTPAIliI0 5-HOPTPUIITUITIHY Ta/abo S-
aMITpUIITUITIHY Ha 1oYaTKy KoMOiHOBaHOI Teparii Ta yepe3 1 TuxneHb. Y pa3i HeoOXigHOCTI
CJIi[I BIKOPUTYBATHU NO3Yy aMITPUIITUIIIHY/HOPTPUIITUIIIHY.

AmpomepuuuH B. OmHOYaCHe 3aCTOCyBaHHS (ITyKOHa301y Ta aM(oTepuiiuny B iHpiKoBaHUM



MUIIIaM i3 HOpMaJbHUM iMyHITETOM Ta iH()iKOBaHUM MUIIaM 3i 3HUKEHUM iMyHITETOM
IIPK3BEJIO 10 TAKUX PE3Y/IbTaTiB: HEBENIUKUM agUTUBHUN MPOTUTPUOKOBUYN e(PEKT MPH
CHUCTeMHi# iHDeKIIil

Candida albicans, BigCyTHICTb B3a€MOZil IpX BHYTpPIllIHbOYEpeNHiK iH(peKLii Cryptococcus
neoformans Ta aHTaroHi3M [ABOX IIpelaparTiB P CUCTeMHiN iHDeKIil Aspergillus fumigatus.
KriHiuHe 3HaYeHHS pe3yJIbTaTiB, OTPUMAHUX Y IIPOLEC] IUX OOCIiAXKEeHb, HEBiOME.

AHmMuKodazyaAHmMuU. 4K i mpu 3aCTOCYBaHHI iHIIKNX a30JIbHUX TPOTUTPUOKOBUX 3ac00iB, mpu
OTHOYACHOMY 3aCTOCYyBaHHI (IyKOHA30Jy Ta Bap(papruHy MOBIJOMIISIIOCS IPO BUMAIKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOL KPOBOTEUi, MIYHKOBO-KUIIKOBUX KPOBOTEY, FreMaTypil Ta MeJeHHU) y
NIOEIHAHHI 3 TOJJOBXKEHHSAM ITPOTPOMOiIHOBOTO Yacy. [Ipu ogHOYaCcHOMY 3aCTOCyBaHHI (PIyKoHA30Iy
Ta BapdapuHy CrocTepiranocs: JBOKpaTHe MigBUIIEHHS MPOTPOMOiHOBOT0 Yacy, iMOBIpHO, BHACIIIOK
npurHideHHs MeTaboniaMy Baphapuny dyepe3 CYP2C9. Crig peTenbHO KOHTPOIIOBATH
TPOTPOMOiIHOBUY Yac y MallieHTiB, SKi 0JHOYACHO 3aCTOCOBYIOTh KyMapuHOBi ab0 iHOaHIiOHOBI
AHTHKOATyNISHTHA. Moxke 6yTu HeoOXiTHOIO KOPEKIlis 03U aHTUKOATyJISHTY.

BbeH3o00iazeniHu Kopomkoi 0ii, Hanpuk.aad mida3oaam, mpual3oaam. 3aCTOCyBaHHS
(bIIyKOHA30J1y IiC/Is IepopalbHOr0 3aCTOCyBaHHS Mifa30aaMy IIPHU3BOAUIIO 0 3HAYHOTO
MiOBUINEHHS KOHIIEHTPaIll Miga3ojlaMy Ta OO0 MOCUJIEHHS ICUXOMOTOPHUX e(eKTiB.
OpHouyacHe 3acTocyBaHHS (IyKoHa301y y mo3i 200 Mr Ta miga3onaMy B 0o3i 7,5 Mr
repopanbHo pu3Boauiio no migsuineHHs AUC ta T% y 3,7 Ta 2,2 pa3a BifmoBigHO.
3acTocyBaHHs ¢QyKoHa3omny v mo3i 200 mr Ha moby Ta 0,25 Mr Tpra3ojaMy IepopajbHO IIPU3BOIUIIO
no nigsuwerHHs AUC ta T*2 y 4,4 Ta 2,3 pa3a BignosigHo. [Tpy ogHOYaCHOMY 3aCTOCYBaHHI
(bIIyKOHa30J1y Ta Tpra3ojiaMy CIOCTepiraaocs NOTEHLiI0BaHHS Ta IPOJIOHTalis epeKTiB Tpra3oiaMy.

AKI110 malieHTy, IKAU TPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii O0HOYACHO MPU3HAYUTH
Tepariio 6eH3o0ia3eniHaMu, 03y OCTaHHIX CJIif 3MEHIIUTH Ta BCTAHOBUATU HaJleXKHUMN HarJAn 3a
CTAHOM IIAllieHTa.

Kapbama3zeniH. ®yKoHA30/1 MPUTHIUYyE MeTabo1i3M KapbaMa3emiHy Ta CIIPUYHHSIE
migBUINEHHS PiBHSA KapOaMa3eminy B cupoBatii KpoBi Ha 30 %. ICHye pU3UK PO3BUTKY
IIPOSIBiB TOKCUYHOCTI 3 00Ky KapOaMa3zeminy. Moxe 0yTu HeoOXimHUM KOPUTYBAHHS HO3U
KapOaMa3eIiHy 3ajieXKHO Bif] piBHS M0OT0 KOHIIEHTPallii Ta [il mpemapary.

bokamopu kaavuiesux kaHaaie. [lesiKi aHTaroHiCTH Kabllilo (HipeaumiH, icpaguIriy,
amonutiH Ta penogumnin) MetabomnidyioTecsa hepmenToM CYP3A4. OnyKoHa30I1 MOTEHIIINHO
MOXKe TigBUIIYBaTH CUCTEMHY €KCIT03UIlil0 67I0KaTOPiB KaJIbI[iEBUX KaHaiB.
PekoMeHIOBaHUY PETENbHUN MOHITOPUHT 11010 PO3BUTKY IMOOIYHUX PeaKIill.

ITenexoxcub. [Tpu omHOYACHOMY 3acTocyBaHHi (iykoHasony (200 Mr Ha go0y) Ta
nenekokcu0Oy (200 mr) C,,.,Ta AUC uenekokcuby migBuiyBanucs Ha 68 % Ta 134 %
BigmoBimHO. [Ipu ogHOYACHOMY 3aCTOCYBaHHI 3 (pIyKOHA30J7I0M MOXKe OyTH HeoOXigHUM
3MEHIIEeHHS J03U 11eIeKOKCHOY BOBiyi.

Iukaopocgamio. OgHOYaCHE 3aCTOCYBaHHSA IUKI0pochaMiny Ta GIyKOHA30Jy IPU3BOAUTD
mo migBuIlleHHs piBHS OinipyOiHy Ta KpeaTuHiHy B cUpOBaTIli KpoBi. I1i mpemapaTtu MoXHa
3aCTOCOBYBAaTH OJHOYACHO, 3BaXKalOYX Ha PU3UK IMigBUINEHHS KOHIEHTPaIllil 6inipy0iny Ta
KpeaTHHIHY B CUPOBATIL]i KPOBi.

®enmania. TToBigOMIANOCS PO OAWH JIeTaIbHUY BUNAM0K iHTOKCHUKAIlil (heHTaHiIoM



BHACJIIJOK MOXKJIKBOI B3aeMOfil peHTaHiny Ta hrykoHa3ony. OIyKoHA30/I 3HAYHO
YTIOBiNIbHIOBAB efiMiHalio heHTaHiny. [ligBuIleHHS KOHI[EHTPallil (peHTaHiTy MoXe
IIPU3BECTU [0 IPUTHIYEHHS OUXaHHS, TOMY CJIi[l peTe/IbHO KOHTPOJIIOBATH CTaH MallieHTa.
Moxe 6yTu HEOOXiIHOIO KOPEKIIis 103U (PeHTaHiTy.

IHei6imopu I'MTI-KoA-pedykma3su. CyMicHe 3acToCcyBaHHS GIyKOHa307y Ta iHribiTopiB I'MI -
KoA-penykrasu, mo Metabomni3yiorbcsi CYP3A4, Taki K aTOpBacTaTHH Ta CUMBaCTaTHH, abo
inriditopis I'MI'-KoA-penykTa3sy, mo Metabonisyiotecsas CYP2C9, Takuii K ¢yBacTaTuH
(3HMKYy€e MeTabo0JIi3M CTAaTUHY B MEYiHIl), MiABUINYE PU3UK PO3BUTKY (0303aI€KHICTH)
Mmionarii Ta pabgomionisy. Y pa3i HeoOXigHOCTI OTHOYACHOTO 3aCTOCYBaHHS IIUX IIpernapariB
CJIi[T peTeNbHO CIOCTEPIraTH 3a MalliEHTOM II[O0 BUHUKHEHHS CUMIITOMIB MioIaTil Ta
pabmoMioni3y i MpOBOAKUTYU MOHITOPUHT PiBHS KpeaTUHKiHA3U. Y BUIAOKY 3HAUYHOTO
MiOBUIEHHS PiBHA KpeaTUHKia3M, a TaKOX IIpY AiarHOCTYBaHHI abo migo3pi Ha
Mionario/pabmomiosti3 3acTocyBanHs iHTiOiTOPiB MI-KOA-penyKTa3u CiIif IPUIUHUTH.
MoxmuBo, Oyme noTpibHe 3HUKEeHH [03U iHTibiTopiB 'MI-K0A-penyKkTa3u BiflOBigHO [0
indopMariil om0 3aCTOCYBaHHS CTATUHIB.

I6pmeHi6. [TomipHi inri6iTopu CYP3A4, Taki K ¢IyKoHa3071, MigBUIIYIOTh KOHIIEHTPAIIiI0
i6pyTuHiOy y ma3Mi KpoBi Ta MOXKYTh 30iMbIINTHA PU3UK TOKCUYHOCTI. AKII0 Takoi KoMOiHallii He
MOXKHA YHUKHYTH, CJIil 3MEHIIATH [03y i0pyTuHioy o 280 Mr 1 pa3 Ha go0y (2 Kamncynu) Ha
mepion 3acTocyBaHHS iHTiOiTOpa Ta 3a0€3MeYnTH TUTbHUHN KITiHIYHNM KOHTPOb.

Isaxkagpmop (okpemo abo 8 nOEOHAHHI 3 Nnpenapamamu Mmo20 Camo20 mepanesmuyHo20
Ksaacy). CymnyTHe 3aCTOCYBaHHS 3 iBaKaTOPOM, MMiICHUII0OBAYEM MYKOBICIIMIO3HOTO
TpaHCMeMOPaHHOT0 PerygTopa MPOBigHOCTI, MiABUIIYE €KCIIO3UIIiI0 iBakadTOpy B 3 pa3y, a
rinpokcumeTtuniBakadtopy (M1) - y 1,9 pa3u. HeobxigHo 3MeHIUTH 103y iBakadTOpy (0KpeMo abo B
koMOiHa1ii) 3rigHo 3 iHpopMalieo 1oa0 3acToCyBaHHs iBakapTopy (0Kpemo abo B KoMbiHalril).

Osanapub6. [TomipHi inridiTopu CYP3A4, Taki gk ¢hiayKoHa30J1, 30iIbIIyI0Th II71a3MOBi
KOHIIeHTPallil oyamapudy, ix ogHOYaCHe 3aCTOCYBaHHS HEe PEKOMEHAYETHCS. AKIIO TaKol
KoMOiHallil He MOXKHa YHUKHYTH, IPUoM ojlaniapuby o0MexkyioTs fo3amMu 200 Mr 2 pa3u Ha
no0y.

ImyHOcynpecopu (Hanpukaad, UUK/A0CNOPUH, e8epoaiMyC, CUPOAIMYC i MAKPOAIMYC

Iukaocnopux. ®yKOHA30J1 3HA4YHO MifgBuIlye KoHLeHTpauio ta AUC nuknocnopuny. [lpu
OJIHOYACHOMY 3aCTOCyBaHHi ¢yKoHa3omny y 0o3i 200 Mr Ha 0o0y Ta IUKIOCIOPUHY V [03i
2,7 mr/kr/moby cmocTtepiramocs 36inburerHs AUC nuknocnopuny y 1,8 pasu. Lli npemnapaTtu
MOXKHa 3aCTOCOBYBaTU OAHOYACHO 3a YMOBU 3MEHILEHHS [03U [UKIOCIIOPHUHY 3aJIeKHO Bif
10T0 KOHIIEHTpAIlil.

Esepoaimyc. Xo4a mOCTigXKeHb in vitro Ta in vivo He IPOBOAMIY, GIyKOHA30JI MOXKe
MifBUIyBaTU KOHLIEHTPAI[II0 €BEPOJIIMYCYy B CUPOBATIIl KPOBi yepe3 npurHiueHHs CYP3A4.

Cupoaimyc. ®nyKoHA30JI MigBULIYE KOHIIEHTPALII0 CUPOJIIMYCY y IIJITa3Mi KPOBi, iMOBIPHO, LIJIZXOM
IpPUTHiYeHHS MeTabomniaMy cuponimycy dpepmentom CYP3A4 ta P-rmikonpoTeinom. i npenapaTtu
MOXKHAa 3aCTOCOBYBATU OOHOYACHO 3@ YMOBU KOPUT'YBaHHS NO3U CUPOJIIMYCY 3a71€XKHO Bifi PiBHSA
KOHIIEHTpallil Ta eeKTiB Ipemapary.



Takpoaimyc. ®mykoHAa30J MOXKe ITiIBUITYBaTH KOHI[EHTPAIIil0 TAaKPOJIiMyCy B CUPOBATIIi KPOBi 10 5
pasiB mpu #oro nepopaybHOMY 3aCTOCYBaHHI Yepe3 MpUTrHiueHHS MeTab0/1i3My TaKpomiMycy
bepmenTom CYP3A4 y kumeyHuKy. [Ipy BHyTPIIIHBOBEHHOMY 3a2CTOCYBaHHI TaKPOIIMyCy HE
CIIOCTEpIranocs 3HaYHUX 3MiH papMakKoKiHeTUKH. [TifBullleHNN PiBEHb TAKPOIIMYCY aCOIIETHCS i3
He(POTOKCUYHICTIO. [103y TAaKpOIiMyCy A5l IepOpabHOr0 3aCTOCYBaHHS CIIif 3HUKYBaTH 3aJIeKHO
BiJl KOHIIEHTpAIlil TaKPOJIMyCy.

JlozapmaH. ®nyKoHA30J IPUTHIUYe MeTaboIi3M 103apTany 10 H0T0 aKTUBHOT'O METaboIiTy
(E-3174), 1o 3yMoBJIio€ OinbIlly YaCTHHY aHTaroHi3My 10 pPelenTopiB anrioreH3uny Il min
Yac 3aCTOCYBaHH4 JIo3apTaHy. PEeKOMeHI0BaHO 3[iMCHIOBATH MOCTIMHUYN MOHITOPUHT
apTepiajbHOrO TUCKY y IAl[i€HTIB.

JIypasudoH. [TomipHi inribiTopu CYP3A4, Taki 9K GpIyKoHa30J, MOXKYTb MigBUIITYBaTH
KOHLIEHTPAIi0 Typa3uAoHy B I1a3Mi. AKIII0 HEMOXKIIMBO YHUKHYTH OTHOYaCHOTO
3aCTOCYBaHHS, CJIiT] 3MEHIIIUTHU 003y Typa3ugoHy, K 3a3HaueHo B iHdopMaliil momo
3aCTOCYBaHHS Iypa3ugoHYy.

MemaodoH. ®yKOHa30JI MOXKe MiABUIIYBaTH KOHILIEHTPALliI0 METAJOHY ¥ CUPOBATIII KPOBI.
[Tpu oIHOYACHOMY 3aCTOCYBaHHI MeTagoHY Ta (QIIYKOHA30J1y Moxke OyTy HeoOXiqHUM
KOPUT'YBaHHA 03U METaflOHY.

HecmepoidHi npomu3sanaavHi npenapamu (HI13II). Tlpu ogHOYaCHOMY 3aCTOCYBaHHI 3
dbmykonazonom C,,, Ta AUC dpnypbinpoderny mipsumiyBanucs Ha 23 % Ta 81 % BifmoBimHO
IIOPiBHSHO 3 BiATIOBIIHMMY MTOKa3HUKAMU IIPU 3aCTOCYBaHHI Tinbku Qpuypbinpodeny.
AHanoriyHo Ipu OOHOYACHOMY 3aCTOCYBaHHI QpIyKoHa30/1y 3 paleMmiunuM ibymnpoderom (400
mr) C,.. Ta AUC papMakonoriyno akTUBHOTO i3oMepy S-( )-ibympodeHry migBuilyBaaucs Ha
15 % Ta 82 % BigNOBiAHO, MOPIBHSAHO 3 TAKUMU ITOKa3HUKAMU IIPYA 3aCTOCYBaHHI TiJIbKU
pareMiuHoro ibynpodeny.

®1yKOHA30JI MOTEHIIINHO 30aTHUM MigBULIYBAaTU CUCTEMHY eKcrno3ulito inmmux HII3TI, mo
MeTabomnizyoTrecsts CYP2C9 (Hanpuknaj, HallpOKCEHY, TOPHOKCUKAMY, MeJIOKCUKaMy, TUKITO(heHaKy).
PekoMeH[I0BaHO MepiofuYHO 3AiliCHIOBATA MOHITOPUHT MOOIYHMX peakIliii Ta TOKCUUHUX MPOSIBIB,
noB’si3aHux i3 HII3I1. Moxe 3HamoOuTucs KopuryBanus mo3u HIT3TI.

deHimoiH. ®TyKOHa30J1 MPUrHiuYye MeTabomi3M GeHiToiHy B medinil. OgHoyacHe
6araTtopa3soBe 3actocyBaHHS 200 Mr ¢rykoHa3omy Ta 250 MT QpeHiTOIHYy BHYTPIITHLOBEHHO
npu3BOAuTh 00 migsuineHHs AUC,, ¢peniToiHy Ha 75 % Ta MiHiManbHOl KOHIEeHTpamil (C,,,) Ha
128 %. ITpu omHOYACHOMY 3aCTOCYBaHHI ITUX JIIKapChKUX 3aCO0iB CIIif TPOBOIUTH
MOHITOPHUHT KOHIIEHTpallil (eHITOIHY B CHPOBATIIi KPOBI [JIs1 yHUKHEHHS PO3BUTKY TOKCHAYHOI
mii gpeHiToiny.

IIpedHi3oH. TToBimOMIIAI0CS IPO BUMAAOK, KOY Yy MallieHTa IMiC/Is TpaHCIUIaHTallil eYiHKu
Ha TJIi 3aCTOCYBaHHS IIPEeNHI30Hy PO3BUHYJIACA [OCTPa HELOCTaTHICTh KOPU HaHUPKOBUX
3aJ103, 110 BUHUKIIA MiC/IS IPUNUHEHHS TPUMICAYHOTO KypCy Tepallil (PIyKOHa30I0M.
[IpunvHEHHS 3aCTOCyBaHHA (IYKOHA30JTy, iMOBIpHO, CIPUYHUHUIIO ITIOCHAJIEHHS aKTUBHOCTI
CYP3A4, 1o mpu3Beso [0 IPHCKOPEHHST MeTaboi3aMy mpenHi3ony. Ciif peTenbHO CTEXKUTH
3a malieHTaMH, SIKi IPOTSIrOM TPUBAJIOro 4acy OGHOYACHO 3aCTOCOBYIOTh (PIIyKOHA30JI Ta
IIPEefHI30H, 3 METO0 IOTEePEeIXKEeHHS PO3BUTKY HEJOCTATHOCTI KOPU HaAHUPKOBUX 3aJ103
iCJig IPUNUHEHHS 3aCTOCYBaHHS (QIIyKOHA30I1y.



PugabymuH. ®nyKoHa307 MigBUINYE KOHIIEHTPAIlilo prudalbyTUHY B CUPOBATII KPOBI, 1110
npu3BoguTh 00 36inbiienHs AUC pudabytuny mo 80 %. [Ipu ogHOYaCHOMY 3aCTOCYBaHHi
bykoHa3o1y Ta pudalbyTHHY MOBIIOMIISIOCS PO BUIAIKH PO3BUTKY yBeiTy. [Ipu
3aCTOCyBaHHI TakKol KoMOiHallil JTiKkapCchKuX 3aco0iB cilifg OpaTy A0 yBaru CUMIITOMU
TOKCHUYHOI [Iil pudalbyTuny.

CaxsiHasip. ®mykona3zon migsuiye AUC Ta C,,, cakBiHaBipy nmpubnu3Ho Ha 50 % Ta 55 %
BiATIOBiMHO Uepe3 MpurHiyeHHs MeTaboIi3My cakBiHaBipy y neuinili ¢epmentom CYP3A4 Ta
yepe3s iHri0yBaHHs P-rnikonporeiny. BaeMopis Mixk (rykoHa3omoM Ta
CaKBiHaBIpOM/PUTOHABIPOM He JOCIifgXKyBasacs, TOMy BOHU MOXYThb OyTU OibIl
BHpaxXeHuMU. Moxe OyTH HEOOXiTHUM KOPUTYBaHHS 103U CaKBiHaBipy.

IToxioHi cyaboHincevyosuHu. TIpu ogHOYACHOMY 3aCTOCYBaHHI (PIyKOHA30JI IPOIOHTYE T%2
TIepopaIbHUX MOXiMHUX CYIbGOHINICEYOBUHY (XJIOpIpoNaMiny, TideHKnaMiny, riimi3uny Ta
TONOyTaMifly) Mpu iX 3aCTOCYBaHHI 3MOPOBUM NOOPOBOJILIIIM. PEKOMEHIYETHCS TPOBOIUTH
YaCTUY KOHTPOJIb LIYKPY B KPOBI Ta BiATIOBIIHUM YWHOM 3HUXKYBaTU 403y IOXIAHUX
Cynb(hOHIICEYOBUHHU IPK OOJHOYACHOMY 3aCTOCYBaHHI i3 (pJIyKOHA30JIOM.

Teoginin. Y nnare0d0 KOHTPOIbOBAaHUX [OCTIIXKEHHSIX B3aeMOoil Oys10 moKa3aHo, II0
3acTtocyBaHHSA QnyKoHa30my mo 200 mr mpoTtsaroM 14 gHIB IpuU3Beno A0 3HUKEHHS
CepemHbOTOo KiTipeHcy Teodininy y mna3mi KpoBi Ha 18 %. 3a naiieHTaMu, Ki 3aCTOCOBYIOTh
Teo(isliH y BUCOKHUX 03ax a0do sKi MaloTh MigBUAIIEHUN PU3UK PO3BUTKY TOKCUYHUX ITPOSIBIB
Teo(DiNiHy 3 iHIMUX MPUYNH, TOTPIOHO BCTAHOBUTH HATJIS[ IIIOJI0 BUSBIIEHHS 03HAK PO3BUTKY
TOKCHUYHOI fiil Teodininy. Teparmito cyif 3MiHUTH IIPYU MOSABI 03HAK TOKCUYHOCTI.

TopauumuHi6. Binus TodanuTuHiOy 3pOCTaE IPHU OMHOYACHOMY 3aCTOCYBaHHI 3
nmiKapchKUMU 3acob0aMu, sKi MpU3BOASATH A0 moMipHOTo iHTri0yBanHsS CYP3A4 Ta MOTYyKHOTO
inrioyBanusg CYP2C19 (manpuknap, i3 ¢prnykoHa3onoMm). ToMy peKOMEHI0BAHO 3MEHIIUTH
no3y TodpauuTuHiOy 0o 5 Mr 1 pa3 Ha mo6y B KoMOiHAIliIX i3 MMM IpernapaTaMu.

ToasanmaH. Excrio3utiisi TonBanTany 3Ha4Ho 36inburyetses (200 % 3a moka3uukoM AUC; 80 % 3a
noka3HukoM C, . ) IpU OMHOYACHOMY 3aCTOCyBaHHI TonBamnTaHny, cybcrpaty CYP3A4, i3
dbrykoHa3010M, moMmipauM inriditopom CYP3A4, i3 pu3uKoM 3HAYHOT0 30iIbIIIEHHS TOOIYHUX
peaxiiiit, oco61uBo fiype3y, merigpaTatiii Ta rToCTPoi HUPKOBOI HEIOCTATHOCTI. Y pa3i 0MHOYaCHOT0
3aCTOCYBaHHS 03y TOJIBAIITaHy CIIi[l 3MEHIIXUTH BiATIOBIAHO A0 iHdopMallil Ipo Npu3HaYeHHs
TOJIBAIITAHY, @ TAaKOXK CJIiJ PETENIbHO CIIOCTEPIraT 3a CTAHOM IallieHTa 00 Oyab-IKUX M00iYHUX
peakiiiii, oB’I3aHUX i3 TOIBAITaHOM.

Ankanoidu 6apeiHKy. Xo4a He Ma€ OOCiIXKeHb, ajie € iIMOBIpHICTh, 1[0 Yepe3 iHriGyBaHHS
CYP3A4 ¢pnykoHa30J1 MOXKe CIPUUYMHSTHY MiIBUILIEHHS KOHIIEHTPAIlil ankanoigis 6apBiHKy y mma3mi
KpPOBi (HampHKial, BIHKPUCTUHY Ta BiHOIACTUHY), 10 IPU3BOAUTH M0 PO3BUTKY HEMPOTOKCUYHUX
e(eKTiB.

Bimamin A.Y maitieHTa, IKUH ODHOYACHO 3aCTOCOBYBAB TPAHCPETHHOEBY KHUCTIOTY (KMCIIOTHA GhopMa
BiTamiHy A) Ta (IyKOHA30J1, CliocTepiranucs nobiuxi peakiiil 3 00Ky IeHTpPalbHOI HEPBOBOI CUCTEMU
(THC) y dbopMi mceBOOTYMOPY TOJIOBHOTO MO3KY; JaHuM eDeKT 3HUK Micns BigMminu ¢rnykonaszomny. Li
nikapchKi 3ac06M MOXKHA 3aCTOCOBYBATH OJHOYACHO, ajie CIIif IaM’siTaTu PO PU3UK BUHUKHEHHS
nobiyHuX peakiriit 3 6oky LIHC.



BopukoHa3oa (iHeibimop CYP2C9, CYP2C19 ma CYP3A4). OgHodacHe 3aCTOCYBaHHS
BOPUKOHA301y nepopasnbHo (1o 400 mMr KoxHi 12 rogus npotsarom 1 g, notim o 200 Mr xoxHi 12
TONUH IPOTATOM 2,5 OHIB) Ta (IyKOHa30iy nepopanbHo (400 Mr y nepiuiuid geHs, noTiM 1mo 200 mr
KOXHi 24 roguHu npoTaroM 4 gHiB) npu3sBeno go migsuiienHs C,,, Ta AUC BOpUKOHA301y B
cepegHboMy 110 57 % (90 % [I: 20 %, 107 %) ta 79 % (90 % [I: 40 %, 128 %) BignosigHo. HeBimoMmo,
YU IPU3BONUTH 3HUIKEHHS 003U Ta/abo 4acTOTH 3aCTOCYBaHHS BOPHKOHA30/1y a0o GhIyKoHa30Iy [0
yCyHeHHS TakKoro edekty. [Ipu 3acTocyBaHHI BOPUKOHA30IIY Iicisg (GIyKOHA30JTy CIIif IPOBOOUTHU
CIIOCTEePeXEHHS 1010 PO3BUTKY M0oGiyHUX e(DeKTiB, acoIiifoBaHUX i3 BOPUKOHA30JIOM.

3udosyduH. ®nykonaszon migsuirye C,... Ta AUC 3unoBynuny Ha 84 % Ta 74 % BimmoBigHO,
110 3yMOBJIEHO 3HUXKEHHAM KIIipeHCY 3UOOBYOUHY IPUOIN3HO Ha 45 % mpu #oro
TIepopabHOMY 3aCTOCyBaHHi. T': 3UOBYAUHY OyB TaKOXK IOOOBXKeHUM mpubau3no Ha 128 %
micyg 3acTocyBaHHS KoMOiHalil piyKoHa30/1y Ta 3UAOBYOUHY. 3a MalliEHTaMu, IKi
3aCTOCOBYIOTh TaKy KOMOiHallifo JTikapChKUX 3ac00iB, CIIif CIIOCTEpPIiraTu 100 PO3BUTKY
no0iYHUX peakKlliii, MOB’I3aHUX i3 3aCTOCYBaHHSAM 3UIOBYOUHY. MOXKHA PO3TITHYTH
MOLINTbHICTh 3HUXKEHHS 03U 3U0BYAUHY.

AzumpowmiuuH. IIpu ogHOYaCHOMY ITIepOpaIbHOMY OOHOPA30BOMY 3aCTOCYyBaHHI
asuTpoMinuHy Ta (GrykoHa3ony B go3ax 1200 mr ta 800 Mr BiAMOBiAHO XKOOHUX 3HAUYIIUX
(dhapMaKOKiHETUYHUX B3aEMOIill BUSBIEHO He OYyII0.

ITepopanvHi KoHmpauenmuau. [1pu 3acTocyBaHHI (pIyKOHA301y B [103i 50 Mr Ta
KOMOiHOBaHOT0 IIEPOPaIbHOT0 KOHTPALIEITUBY BIIJIUBY Ha PiBeHb TOPMOHIB He OyJ10, TOfi AK
IIPY 3aCTOCYBaHHI ¢ykoHa3omy B mo3i 200 mr Ha moby croctepiramocs 36inbiaienas AUC
eTuHinecrpagiony Ha 40 % Ta neBoHOprectpeny - Ha 24 %. Lle cBiguuTh IpO Te, 1110
GaraTopa30Be 3aCTOCyBaHHS (IIYKOHA30Jy ¥ 3a3HaYeHUX [103axX He BIIJIUBA€E Ha
eekTuBHICTE KOMOIHOBAaHOTO TIEPOPATIBLHOTO KOHTPALIETITURY.

Oco6 1ueocmi 3acmocyeaHHsi.

Crig 3BepHYTH yBary Ha oQilliliHe KepiBHUIITBO IIO0 HAJIE?KHOT'0 3aCTOCYBaHHS MPOTUTPUOKOBUX
3acobiB.

Ilepmamocgimis. BifmoBifHO Mo pe3ynbTaTiB OOCTiIKeHHs HIYKOHA30IY A/ TiKyBaHHS
nepMmatoditii y miteit, GprrykoHa30m1 He IepeBuUIlye rpu3eodybBiH 3a e(eKTUBHICTIO i 3aranbHUM
IIOKa3HUK e(eKTUBHOCTI cTaHOBUTEL MeHIIe 20 %. ToMy nikapchkuii 3aci6 [udna3zoH® He cIIif
3aCTOCOBYBATH AJIS JIIKyBaHHS AepMaTodiTil.

Kpunmokoko3. [Toka3iB eheKTUBHOCTI HITyKOHA30IIy [JIs JTiIKyBaHHS KPUIITOKOKO3Y iHIINX
JIOKaJIi3aliil (Halnpukiiag, JereHeBoro KpUITOKOKO3Yy Ta KPUIITOKOKO3Y IIKipH) HeLOCTaTHbO, TOMY
PEeKOMeHfaliil MoA0 J030BOr0 PEXXUMY [JId JIIKyBaHHS TAaKHUX 3aXBOPIOBaHb HEMAE.

I'1ubokutl eHOemivHUll mMiko3. [lokasiB eheKTHBHOCTI (IIyKOHA30/y IS JKyBaHHS iHIIHX GopM
€HIEeMIiYHOTI'0 MiK03y, TaKUX SIK IapaKOKIMAiI0I0OMiIK03, TiCTOIIa3M03 Ta MKipHO-TiMpaTuIHIN
CIIOPOTPUX03, HEOOCTaTHHO, TOMY PEKOMEHMalli{ 1I0A0 JO030BOr0 PeXUMY AJIS JIIKYBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. IatieHTam i3 mopymeHHIMA QYHKITl HUPOK MIpenapaT CIIif



3aCTOCOBYBATH 3 00epexHicTIO (muB. po3min «Croci0 3acTOCyBaHHS Ta JO3U»).

HedocmamHicmb HAOHUPKOBUX 3a103. BioMo, 1110 KemoKoHA30.1 CIIPUYUHSIE HEIOCTATHICTh
HATHUPKOBUX 3a/I03, TAKOXK PigKO IIe MOXkKe CToCyBaTHucs GhIyKoHa30iy. HamHMPKOBa HEIOCTAaTHICTh
II0B’s13aHa 31 CyMyTHBLOIO Tepalielo IpegHi30JI0HOM (OUB. Po3Ain «B3aeMopis 3 iHIIUMU JTiIKapChbKUMU
3aco0aMu Ta iHIIi BUOY B3aEMOMIl»).

I'enamobiniapHa cucmema. TlaltieHTaMm i3 mopymeHHIMU GQYHKIIII TeUiHKY Mpemnapar CIiif
3aCTOCOBYBaTH 3 00epexKHiCTI0. 3aCTOCyBaHHS (PIIYKOHA30/Iy acOIlifoBaroCcsd 3 BUHUKHEHHAM
PiOKiCHMX BUIIaAKiB PO3BUTKY TSAKKOI FeIaTOTOKCUYHOCTI, BKIIOYAIOUM JeTalbHi BUMIAJKH,
TOJIOBHHAM YHMHOM Y TAIli€HTIB i3 TIKKMMHU OCHOBHUMH 3aXBOPIOBAaHHSMU. Y BUIIAfIKaX, KOIH
PO3BUTOK T'ellaTOTOKCUYHOCTI acollifoBaBCS 3i 3aCTOCyBaHHAM (ITyKOHAa3011y, He 0yIi0
Big3HA4eHO ii SBHOI 3aJIe2KHOCTI Bifl 3arasibHOi 7000BOI 103U IIpenapaTy, TPUBAIOCTI Tepartii,
craTi abo BiKy maIfieHTa. 3a3Br4ail TelmaTOTOKCUYHICTh, CIIPUYHHEeHa (IYKOHA30JI0M,
000pOTHA, a 11 TPOSIBKM 3HUKAIOTH ITiC/Ig IPUIIMHEHHS Teparril.

3a malieHTaMy, y IKUX IIPU 3aCTOCYBaHHI (PIIyKOHA30JTy CIIOCTEPiraloThCs BiIXUIEHHS Pe3y/IbTaTiB
GbyHKITIOHATEHUX P00 MEeYiHKY, C/Tif BCTAHOBUTH PEeTEeIbHUM HaTJIS M0N0 PO3BUTKY OibIl TSAKKOTO
ypaXKeHHS IIeYiHKHU.

[TarienTiB moTpi6HO MpoiH(GOPMyBaTH PO CUMIITOMH, 110 MOXKYTh CBIIUKUTH PO CEPHO3HUIM BIJIUB Ha
Ne4viHKy (BUpaXkKeHa acTeHis, aHOPeKCis, MoCTiiHa Hyg0Ta, O/TI0BaHHS Ta KOBTSHUILIS). Y TaKOMY
BUIIQ[IKy 3aCTOCYBaHHS (IyKOHA30Jly CIIif HeralHO NPUNWHUTYU Ta IPOKOHCYIbTYBATUCS 3 JTiIKapeM.

Cepueego-cy0uHHa cucmema. [1esiki a30/1u,
BKJII04al04M (PJIYKOHA30JI, aCOMiIOI0THCHA 3
nmogoBXKeHHsM iHTepBay QT Ha
eJIeKTpoKapaiorpami. ®1yKoHa30/71 BUK/IHKAE
noaoBKeHHs iHTepBany QT nuissxom
NPHUTHIiYeHHSI BUNIPSIMJISIOUYOr0 KaJIi€Boro
KaHainy (I,). IlonoBxkeHnHs1 iHnTepBany QT
BHACJIIJOK il iHIIHX JTiKapChbKHX 3aC00iB
(HanmpuKiag, aMmiogapoHy) MoOxXKe
MOCHU/TIOBATHCS IIJISIXOM IIPUTHiYeHHS
¢depmenty CYP3A4 nutoxpomy P450.



IloBiTOMISI/IOCS IIPO OyiKe PigKiCHiI BUNMAJAKH
nmogoBXKeHHs inTepBany QT Ta
MapPOKCHU3MaJIbHOI IIJTYHOYKOBOI TaxikKapmail
THIIY «IIipyeT» IIPH 3aCTOCYBaHHI IIpemapary
Iu@dnra30u®. Taki MOBiTOMIEHHS
CTOCYBQ/IMCSA MAIIi€HTIB i3 TAXKKHMHU
3aXBOPIOBAHHSIMH IIPH MMOE€THaHHI Oararbox
(¢$aKTOpiB PU3HKY, TAKHMH SAK CTPYKTYPHI
3aXBOPIOBAHHS Ceplisi, MOPYIIIEeHHS
eJIEKTPOJIITHOr0 OOMiHY Ta OTHOYACHEe
3aCTOCYBaHHS IHIIIHUX JTiKapChKHX 3aC00iB,
110 BIUIMBAaIOTh Ha iHTepBaa QT. Y namienTiB
3 rimoKajIieMi€0 Ta PO3BHHEHOIO CepIieBOI0
HeJOCTATHICTIO MiIBHIIIEHHH PHU3HK
BHHUKHEHHSI IITYHOYKOBO1 apHUTMil Ta
IIJTYHOYKOBOI TaxiKapail THIy «mipyeT», 0
3arpoXKyrlThb XKUTTIO (ITUB. PO3Ti/IH
«IIpoTunoka3aHHs1» Ta «B3aeMoais 3 iIHIIEMH
JTIKapChbKHMH 3aC00aMM Ta iHIIi BHOIH
B3a€EMOTiN»).

Jlikapcekuii 3aci6 JudnazoH® ciif 3 06epekHICTIO 3aCTOCOBYBATH IallieHTaM i3 pU3UKOM PO3BUTKY
aputMmiii. OgHOYacHe 3aCTOCYBaHHS pa30M i3 JIiKapChbKUMH 3aco0aMu, 110 MPOJIOHTYIOTh iHTepBan QT
Ta MeTaboi3yIThCs 3a momomorow Gepmenty CYP3A4 mutoxpomy P450, mpoTumioKa3aHe.

I'anopaumpun. T'anodpaHTpHH € CyOCTPATOM



¢epmenty CYP3A4 i nposonrye inTepBan QT
IIPH 3aCTOCYBaHHI Y PEKOMEHI0BaHHUX
TepaleBTUYHHUX H03aX. OmHoYacHe
3aCTOCYBAaHHSA rajio(paHTPUHY Ta
(¢/IYKOHA30/1y He PEKOMEHAYEThCs (IHUB.
po3ais1 «B3aemMofisi 3 IHIMUMHU JTiKaPCbKUMH
3aco0aMHM Ta iHIIi BUOM B3a€MOIin»).

Lepmamoasoeiuni peakuii. Ilig 9ac 3acTocyBaHHS (DJIYKOHA30JIy PiAKO MOBIHOMIISNIOCS IIPO
PO3BUTOK TakKMX eKC(GhOoIiaTUBHUX MIKIPHUX peakilii K cuHapoM CTiBeHca-[I;KOHCOHA Ta
TOKCUYHUY elifiepMalbHuY HeKpoi3. [1oBigoMIIsAIM PO MeAuKaMeHTO3HY Peakiliio 3
eo3nHodimieo i cucremuumu nposibamu (DRESS). IMartienTu 3i CHIIJoM OibIl CXUIBHI 10
PO3BUTKY TSKKHUX IIKIPHUX peaklliil TPy 3aCTOCYBaHHi OaraThbox JTiKapChKUX 3ac0o0iB. AKIIO y
nallieHTa i3 ToBepXHEeBOIO IPUOKOBOIO iH(DEKIIi€l0 3’ IBIAIOTHCS BUCUTIAHHS, 1II0 MOXKHA
IIOB’I3aTH 3i 3aCTOCYBaHHSIM (PIIyKOHA30I1y, ITOAasblle 3aCTOCyBaHHS IpenapaTy CIIif
IPUNIUHUTY. AKINO y MallieHTa 3 iHBa3WBHOI/CUCTEMHOIO I'PUOKOBOIO iH(EKITIEIO 3’ IBMSIIOTHCS
BUCHIIaHHA Ha IIKipi, 3a 10r0 CTaHOM MOTPiOHO PETENbHO CIIOCTEPITaTH, a Y BUMAHKY
PO3BUTKY Oy/ThO3HUX BACHUIIaHb a00 MyJIbTU(POPMHOI epUTEMHU 3aCTOCYBaHHS (PIYKOHA30IY
CJIil IPUIIMHUTH.

I'inepuymausicmy. Y pigkicHUX BUNagKaX IIOBiJOMIISIIOCS PO PO3BUTOK aHA(ITaKTUYHUX peaKIii
(muB. po3min «IIpoTUOKa3aHHI»).

Lumoxpom P450. dnykoHa3on € moMipHuM iHTiGiTopoM i3odepmenty 2C9 ta 3A4 mmtoxpomy P450
(CYP). ®nykoHa3zon € noTykHUM iHTibiTopoM dhepmerTy CYP2C19. Cnip ciocTepiraté 3a CTaHOM
Nali€eHTIB, SIKi OMHOYACHO 3aCTOCOBYIOTH JTiKapchbKui 3aci6 [udna3on® Ta mpenapatu 3 By3bKUM
TepaneBTUYHUM BiKHOM, 1110 MeTaboi3yoThcs 3 yuacTio CYP2C9, CYP2C19 ta CYP3A4 (nuB. po3min
«B3aeMopmis 3 iHMMMY JTiKapChbKUMK 3aC00aM¥ Ta iHIII BUAM B3aEMOIii»).

TepgeHaduH. Crig peTeNbHO CIIOCTEpiraTy 3a CTAHOM Malli€HTa IPKU OOHOYACHOMY 3aCTOCYBaHHI
TepdeHanuHy Ta GIyKoHa301y y mo3i mexire 400 Mr Ha moby (OUB. po3minu «IIpoTUIIOKa3aHHS»
Ta «B3aemopist 3 iHIMMY TiKapChKUMU 3aco00aMy Ta iHIII BUIY B3a€MOTiN»).

KaHOu003. [locnigxKeHHs MoKa3aay 30iIbIIeHHs IOMKUPeHoCTi iHdekii inmumu sugamu Candida,
KpiMm Candida albicans. Bouu 9acTo CTiliKi 3a CBO€10 ITpupooio (Hanpukinan, Candida krusei Ta
Candida auris) abo BUABNAIOTh 3HUKEHY YYTIUBICTh 00 PrykoHa3omny (Candida glabrata). Taki
iH(exK1il MOXKYyTh BUMaraTy ajJbTepPHATUBHOI IPOTUTPUOKOBOI Tepallii, IKa € HaC/lTigKOM BiTMOBU
TiKyBaHHS. TOMy PEKOMEHIYETLCS BPaXxOBYBaTHU MOMKUPEHICTh PE3UCTEHTHOCTI pPi3HuX BuAiB Candida
no (GrnykoHas3o0my.

ITonomiocHi pevoguHu. 100 mn mikapcbkoro 3aco6y (1 dbmakox) MicTuth 353,8 Mr
(exBiBaneHT 15,38 MMonb) HaTpito. 1 M JTiKapchKOro 3aco0y MicTuTh 3,538 Mr (eKBiBaleHT
0,1538 mmornb) HaTpito. Lle ciig Opatu g0 yBaru mnaii€eHTaMm, SKi JOTPUMYIOTHCS Hi€TH 3



KOHTPOJIbOBAHUM BMICTOM HaTPit0.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py001o.

XKiHKU penpodyKkmugH020 8iKY

[Tepen moyaTKOM JTiKyBaHHS MAIi€HTKY Cif IpoiHGOPMyBaT NP0 NOTEHUIINHNUY PU3UK AJIS MJI0JA.
[Ticrs 3acToCcyBaHHSI OQHOPA30BO1 AO3U PEKOMEHYETHCS BUTPUMATHU IEPiOf BUBEEHHS
(byKoHa301y, SIKUK CTAaHOBUTH 1 THXKOEHS (10 BiAMOBifae 5-6 mepiogaM HalliBBUBEIEHHS),
[0 HaCTaHHS BariTHOCTI (OuB. po3min «PapMaKOKiHETUKA»).

Y pagai 6inbIn TpuBaIUX KYpCiB JIiKyBaHHS MOXKHA PO3TJISHYTH BUKOPUCTAHHS KOHTPALEIIl s
JKIHOK pPenpOnyKTHUBHOIO BiKY ITifl 4aC yChOTO Mepiofy JTiKyBaHHS Ta IPOTATOM 1 THXKHS MiCiA
OCTAHHBOI [O3H.

BaeimHicmb

3a maHUMHU 00CepBallifHOTO JOCTiOXKEHHS, iCHY€ MiIBUIEHUE PU3UK CIIOHTAHHOT'0 a00pTY y XKiHOK,
SIKi OTpUMyBanu (GyKoHa30J npoTtsroM I ta/abo II TpuMecTpy BariTHOCTI, , MOPiBHSHO 3 TAaKUM Y
XKIHOK, 5IKi He oTpuMyBasu (HIyKOHa30/1 abo 3aCTOCOBYBAIM MiCIeBi a30JIM IIPOTSTOM TOT'O CAaMOT0
nepiony.

[laHi 010 KiTbKOX TUCSY BariTHUX XIHOK, AKi OTPUMYBaJId KYMYJIATUBHY 003y < 150 Mr
bnykoHa3ony B I TpuMecTpi, He CBimYaTh PO 30i/bIIIEHHS 3arajbHOT0 PU3UKY Baj PO3BUTKY IIJIOAA.
B ogHOMY BENMKOMY CIIOCTEPEeXKEeHi IPYIIOBOTO OOCIIAXKEeHHS BIIJIUB OPaIbHOTO (PIIyKOHA30y B I
TpuMecCTpi OyB NOB’I3aHUM 3 HEBEJIUKKM MiJBULIIEHUM PU3UKOM IIOPYIIEHbL OIIOPHO-PYXOBOT0
amaparty, 10 Bignosigae mpubau3Ho 1 momaTkoBoMy Bunanaky Ha 1000 XiHOK, SKi OTpUMyBaIn
KyMYJIATUBHI 003U < 450 Mr, NOpiBHAHO 3 XKiHKaMU, SIKi OTPUMYBaJIX JIOKaJIbHi a3071y, i mpubnusHo 4
popaTkoBsi Buntagky Ha 1000 XKiHOK, SIKi OTpUMyBaIyd KyMyJIATUBHI 03U noHan 450 mr.
Bipkopurosanui BifHOCHUM pu3uK cTaHOBUB 1,29 (95 % [I: 1,05-1,58) gna npuitomy 150 mr
bnykona3oiny nepopansHo Ta 1,98 (95 % [I: 1,23-3,17) ons mo3 noxap 450 mMr gprnykoHa3oIy.

HasiBHi enifgeMionoriyxi JOCTiAKeHHS 1010 PO3BUTKY Baj CepIisl IIPU 3aCTOCYBaHHI (IyKOHA30y IIif
Yyac BaTiTHOCTI [al0Th CylepednuBi pe3ynbraTu. [IpoTe MeTaaHami3 5 o6cepBaliiHUX JOCTiIKEHB,
IIPOBEEHUX 3a Y4YacCTIO KiJIbKOX TUCSY BaTiTHUX XKIHOK, SIKi OTPUMYBaIH (IyKOHA30JI IPOTATroM [
TPUMECTPY BariTHOCTI, BUSIBUB IiBUILIIEHHS PU3UKY BUHUKHEHHS BaJl Ceplisd Y HEMOBJAT B 1,8-2 pa3u
TIOPiBHSHO 3 TAKMM Y HEMOBJIAT, MaTepi IKUX He OTPUMYBaIu GIyKoHa30J1 Ta/abo 3aCTOCOBYBaIU
MicIeBi a30iIH.

Y 3BiTax ONUCYIOTHCS BPOOXKEHI Bagy Y HEMOBJISAT, MaTepi SIKUX OTPUMYBaJIX BUCOKI 103U

(400-800 mr/mens) prykoHA30JIy Iif Yac BariTHOCTI MpoTaroM 3 MiciiB abo Oinbliie gyis JTiKyBaHHS
KOKIKTioinoMiko3y. BpomxkeHi naTosorii y HOBOHAPOAXKEHUX BKIIIOYAIOTh AUCIIA3ii0 BYIIHOL
PaKOBUHY, HaAMipHe 30i/bIIIeHHS TePeIHBOT0 TiM TYKa, BUKPUBIIEHHS CTETHOBOI KiCTKH Ta
IIJIEYOJIiKTEOBUY CUHOCTO3. [IpUUMHHO-HACTIAKOBUM 3B 130K MiXK 3aCTOCYBaHHIM
(GIyKOHA30J1y Ta UMM BUNafKaMU He BU3HAUYEHUM.

He cnig 3acTocoByBaTH 3BMYaiiHi 103U (IyKOHA30Jly Ta KOPOTKOTPUBAI KypCH JTiKyBaHHS
(bIyKOHA30JI0M Y Mepiof BariTHOCTI, 3a BUHSITKOM KpalHbOI HEOOXigHOCT.

He 3acTocoByBaTH BHUCOKIi 03U (IIyKOHA301y Ta/abo TpUBali KypCcH JiKyBaHHS (QIIyKOHA30JIOM Y



mepion BariTHOCTI, 3a BUHSTKOM JIiKyBaHHS iH(EKIIiH, 1110 TOTEHIIMHO 3aTPOXKYIOTh XKUTTIO.

Ilepiod 200yB8aHHA 2py0010

®yKoHA3071 IPOHUKAE ¥ IPYOHE MOJIOKO Ta [OCITa€ KOHIeHTpallii, momi0Hoi piBHIO y M1a3Mi KpoBi
(muB. po3min «®apMakoKiHeTHuKa»). ['ofyBaHHS IPYOAI0 MOXKHA IIPOAOBXKYBATH IIiCIIs OMHOPa30BOTO
3aCTOCYBaHHS 3BUYalHOl 103U (PIyKOHA30JTy, 110 CTaHOBUTH 150 Mr. ['ogyBaHHS rpyaaio He
PEKOMEeHOY€EThCS Ipu 6araTopa3oBOMY 3aCTOCYBaHHI (IyKoHa307y abo IIpy 3aCTOCYyBaHHI BUCOKHUX
no3 ¢aykoHa3oiny. Crif BpaxoByBaTU IepeBaru TOAyBaHHS TPYAMIO A1 PO3BUTKY i 3[0POB’S IUTHUHY,
a TaKOX KJIiHiYHY TOTpeby MaTepi y ¢payKoHa307li Ta Oyob-IKUHU MOTEHIINHUN HECIIPUSITIUBUYN BILIUB
GbIyKOHA30J1y HAa OUTHHY IIPY TOAYBaHHI Tpyamgo abo OCHOBHOTO CTaHy MaTepi.

depmusabHicmb

®nyKoHA307 He BIJIMBA€ Ha (DePTUIIbHICTL CaMIliB Ta CaMOK IIyPiB.

30amHicmb 8nausamu Ha weudKicmb peakuii npu KkepysaHHi agmompaHcnopmom abo
IHWUMU MexaHi3mamu.

HocnimxeHb BINIUBY (IYKOHA30Jy Ha 3TaTHICTh KePyBaTH aBTOTPAHCIIOPTOM abo iHITUMU
MeXaHi3MaMu He IPOBOJUIIN.

[TauieHTiB cnifg mpoiHGOpMyBaTH PO MOXKJIMBICTE PO3BUTKY 3allaMOpPOYeHHs abo CyooM IIif yac
3aCTOCYBaHHS (QIyKOHA301y. [Ipu pO3BUTKY TaKHUX CUMIITOMIB He PEKOMEHIYEThCS KepyBaTU
aBTOTPAHCIOPTOM a00 iHIIMMHU MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHss ma do3u.
o3a (pryKoHa30/1y 3aIeXKUTh Biff BUAY i TIKKOCTI TpuOKOBOI iHGEKIIl.

[Tpu HeobximHOCTI 6GaraTopa30BOr0 3aCTOCYBaHHS IIpelaparTy JiKyBaHHS iHGEKIIiN cif
IIPOJOBXKYBATH 0O 3HUKHEHHS KJTiIHIYHUX Ta 1Tab0paTOPHUX NPOSBiB aKTUBHOCTI 'PpuOKOBOI iH(eKIIil.
HepocTaTHS TpuUBasiCTh TiKyBaHHS MOXKE IIPU3BECTH [0 BiTHOBIIEHHS aKTUBHOIO iHGEKIIMHOTO
IIPOLIECy.

Cnocib 3acmocyeaHHsi

Jlikapcekuit 3aci6 Judna3zoH® 3aCTOCOBYIOTH 3aJIeXKHO Bifl JTikapchKoi (hopMu mepopasbHO abo
BHYTPIIIHBOBEHHO IIJITX0M iH(QY3ii. Criocib 3acTocyBaHHS IpenapaTy 3ajeXKuTh Bifl KJIiIHIYHOTO CTaHY
natienTa. Hemae HeoOximHOCTI y 3MiHi ;000BOiI I03Y MpenapaTy Ipu 3MiHi IMIISXy H0T0 3aCTOCYBaHHS
3 IepOpPaIbHOTO HA BHYTPIIIHHOBEHHUY Ta HaBIIaKHU.

JIixapro i Ipu3HaYuTH HauOiNbII BiAIOBIAHY TiKapChKy GOpMy Ta JO3yBaHHS 3a/IeKHO Bif BiKy,
Baru Ta fo3u. Jlikapceka GpopMa y BUTJIAAI KalCyl He IpU3HadeHa OJ1s1 3aCTOCYBaHHS AiTSIM BiKOM [I0
6 pOKiB, sIKi He MOXYTh IIPOKOBTHYTHU Karncymy. [locTynHi nepopanbHi pigki hopMu GpIyKoHa305y, SKi
OinbII MiAXOMSTE 71T 3aCTOCYBaHHA IefiaTPUYHUM IallieHTaM.

CymicHicmb npenapamy



Po3uwuH ons indyaiit ciig BBoguTH 3i MIBUAKICTIO, 1110 He nepesuinye 10 mi/XB.
[Iudna3zoH® CyMiCHUN 3 TAKUMU PO3UYUHAMU:

-5 % Tta 20 % po34YuH I'IIOKO3Y;

- po3umH PiHrepa;

- PO34MH XapTMaHa;

- PO3YHH KaJlil0 XJIOPUOY Y TTII0K03i;

-4,2 % ta 5 % po3unH HaTpito 6ikapOoHATY;

- 3,5 % po34YuH aMiHO3UHY;

- 0,9 % po34uH HATPIIO XJIOPUAY;

- mianadnekc (6,36 % po34YuH A7 iHTpallepUTOHEeaIbHOTO Hiami3y).

Jlikapcekuit 3aci6 Judna3zoH® MoxkHa BBOOUTH B iHGY3iiiHY CHCTEMY pa3oM 3 OMHUM i3 3a3HaUYeHUX
BHUIIE PO3UMHIB. X04a BUMAKK HecnenudiuHoi HeCyMiCHOCTI ITperapary 3 iHIIKMHU JTiKapChbKUMU
3acobaMu He OIKCaHi, He peKOMEHOY€eThCs 3MimyBaTy [u¢pna3oH® 3 iHMMUME IpeliapaTaMu Iepeq
ingysiemo.

Po3uuH A1 BHYTPIIIHBOBEHHUX iHQY3il IpH3HaYeHU JIHIIIe [JI1 OGHOPa30BOT0 3aCTOCYBAHHS.
Po3BeneHHS CIif 3[iMCHIOBATH B aCEITUYHUX YMOBax. Po3unH HEOOXigHO epeBipUTH Ha HAsIBHICTh
CTOPOHHIX YaCTMHOK Ta 3MiHy 3abapBrieHHs. PO3YMH CJIil BAKOPUCTOBYBATH JIUILE TOMi, KOIK BiH
IIPO30PHH Ta He MICTUTh CTOPOHHIX YaCTUHOK. HeBHKOpUCTaHi 3a/IUIIKK IIpeliapaTy HeoOXigHo
3HUIIUTH.

opoci
Kpunmokoko3

- JIikyBaHHS KPUIITOKOKOBOT'O MEHIHTITy: peKOMEHI0BaHa HaBaHTaxKyBajlbHa J03a CTaHOBUTH 400 mMr
y mepuIuit feHb, migTpuMyioda go3a - 200-400 Mr ogus pa3 Ha fo0y. TpuBasicTh NiKyBaHHS 3a3BUYai
CTAQHOBUTH LI[OHAVMeHIIIe 6-8 TuxHiB. [Tpu iHDEKIIifX, 0 3arPOXKYIOTh KUTTIO, T0OOBY J03y MOXKHA
30insmuTa 1o 800 mr.

- [ligTpuMyoya Tepais A1 IoIepeaXXeHHs PeLUAUBY KPUIITOKOKOBOTO MEHIHTITY Y
Malli€HTiB 3 BUCOKUM PU3UKOM MOT0 PO3BUTKY: PEKOMEHOOBaHa J03a IIpernapaTy CTaHOBUTh
200 Mr oguH pa3 Ha 700y ITpPOTATOoM He0OMEKEeHOTO Yacy.

Kokuudioidos

PexomeHpoBaHa fo3a craHoBUTEL 200-400 Mr oguH pa3 Ha fo0y. TpuBasicTh JTiKyBaHHS CTAHOBUTD
11-24 micsni abo moBIIe 3a7eXKHO Bifl cTaHy maifieHTa. [ mikyBaHHS meskux GopM iHpeKIIin,
0Cco0NMBO IJIS JIIKYBaHHS MEHIHTITy, MOxKe OyTH HOIIPHUM 3acTocyBaHHS no3u 800 mMr Ha mo0y.

IHBa3usHull KaHOUO03

HaBaHTaxyBanbHa A03a cTaHOBUTH 800 Mr y mepIuii [eHb, DigTpuMytoda go3a - 400 Mr oguH pa3 Ha



no6y. 3a3BUyail peKOMEeHI0BaHa TPHUBAJIICTh TiKyBaHHSA KaHOUAEMil CTAHOBUTD 2 THXKHI ITiCIIs
TIEPIIUX HeTaTUBHUX Pe3y/IbTaTiB Ky/IbTYpH KPOBi Ta 3HMKHEHHS 03HAK i CHMIITOMIB KaHOUAEMII.

Kanoudo3s cau3osux 060/10HOK

- Kangugo3 poTOorIoTKY: HaBaHTaXKyBaslbHa f03a cTaHOBUTH 200-400 Mr y mepliuii [eHb,
nigTpuMyioda mo3a - 100-200 Mr oguH pa3 Ha go0y. TpuBamicTh MiKyBaHHS CTaHOBUTHL 7-21 meHb (IO
MOCATHEeHHs peMicii), ane Moxe OyTH 30inbIlleHa AJIS MaIlieHTIB i3 TAXKKUAM iMyHOOedimuTOoM.

- Kangumo3 cTpaBoxofy: HaBaHTaxyBajlbHa q03a cTaHOBUTH 200-400 Mr y mepIiiuy geHb,
nigTpumytoya go3a - 100-200 Mr ogun pa3 Ha go0y. TpuBanicTs JTikyBaHHS cTaHOBUTH 14-30 OHIB (HO
INOCSATHEHHS peMicii), arme Moxe OyTu 30inbleHa A7 Halli€HTIB i3 TIXKKUM iMyHOOeQiITuTOM.

- Kaupgunypisi: pekoMeHngoBaHa fno3a craHoBuTh 200-400 Mr ogus pa3 Ha fo0y mpoTtsrom 7-21 mHs.
[7s malfieHTiB i3 TAKKUM iMyHOmeIIIMTOM TPUBAIICTh JIIKYBAaHHS MOXKHA 30iIbIINTH.

- Xponiunui aTpodiyHui KaHAUOO03: PEKOMEHJ0BaHa 103a CTaHOBUTh 50 MI' OUH pa3 Ha [00y
npoTsarom 14 mHiB.

- XpoHiuHM# KaHOUA03 WKIipKU Ta CIU30BUX 000JI0HOK: PeKOMeH0BaHa f03a cTaHoBUThL 50-100 Mr
onuH pa3 Ha mo0y. TpUBaIiCTh JIIKyBaHHS CTAHOBUTH NO 28 MHIB, anie Moxe OyTu 30inbIeHa
3aJIeXKHO Bifl TAKKOCTi Ta BUOY iHdek1ii abo 3HUKEHHS iIMyHITETY.

ITonepedaceHH s peuudusy KaHOudo03y cau308ux 000410HOK y nauieHmie 3 BIJI, aki maomy
BUCOKUU PU3UK U020 pO3BUMKY

- KaHaumo3 poTOrioTKY, KaHOXWA03 CTPAaBOXOAY: PEKOMeH0BaHa fo3a cTaHoBUTh 100-200
MT ofuH pa3 Ha f06y a6o 200 Mr 3 pa3u Ha TUXKOEHb. TPUBANICTh JTiKyBaHHS €
HeoOMeKeHO0 [IJIg MalliEHTIB i3 MPUTHiYeHUM iMyHIiTETOM.

ITpoginakmuka KkaHOuUOO3HUX IH(eKuil y nayieHmis i3 mpusai0t0 HeUmponeHie

PekomenpoBaHa no3a cranoBuTh 200-400 Mr oguH pa3 Ha fo0y. JIikyBaHHS CJIifl pO3MOYMHATH 3a
KillbKa OHIB J0 O4iKyBaHOTO PO3BUTKY HEUTPOIIEHIl Ta IPOMOBXKYBATHU IPOTATOM 7 OHIB MiCHIsA
MigBUINIEHHS KinbKOCTi HeuTpodiniB morag 1000 KJTiTHH/MM .,

CneuiasbHi 2pynu nayieHmia

[TaIieHTH NTITHBOTO BIiKY

o3y HeoOXxifmHO migbupaTy 3aIeXHO Bif cTaHy QYHKII HUPOK (IUB. HUXKYE).

[TanieHTH 3 HUPKOBOI HEOOCTATHICTIO

d1yKOHA30JI BUBOOUTHCA 3 OpraHi3My IIepeBaxHO 31 ceyero y He3MiHeHOMY BUriIsani. [lpu
OJIHOPA30BOMY 3aCTOCYBaHHi KOPUTYBATH [03y IpenapaTy He moTpidHo. TamienTaM (BKIII0O4aloun
mitedt) i3 mopymeHHsAMU QyHKIII HUPOK NMpu HeOOXigHOCTI 6araTopa3oBoro 3aCTOCYBaHHS Ipenapary
y IepIIny JeHb JIIKyBaHHS CJIiJ 3aCTOCOBYBaTH I104aTKOBY 403y 50-400 Mr 3ajieXHO Bif TIOKa3aHHS.
[Ticns uporo oOOBY 03y (3a/1eKHO Bifl TOKa3aHHS) PO3PaXx0BYyBaTH BifiMOBIAHO 00 HUXKYeHaBeIeHOl
TabIuIi:

|KnipeHc KpeaTHHiHy (MJI/XB) |BiJZ[COTOK BiJl pPEKOMEHI0BAHOI1 103U




> 50 100 %
< 50 (6e3 remopianisy) 50 %
['emopiari3 100 % mics KOXXHOTO reMofiani3y

[NTamienTu, siki nepeOyBaloTh Ha reMofianisi, moBuHHI oTpuMyBaTH 100 % pekKoMeHO0BaHOI J03HU IMiC/Isa
KOXKHOT'0 reMofiiani3y. Y meHb, KO Oiali3 He MPOBOAUTLCS, MAIliEHT ITOBUHEH OTPUMYBATH [I03Y,
BiIKOPUTOBaHY 3aJIeXKHO Bif] KJIipeHCY KpeaTHHiHY.

[NarienTy 3 MopyIeHHIME GYHKINI TeYiHKY

P IYKOHA30JI CIi1 3 00epPeKHICTIO
3aCTOCOBYBATH NalliEHTaM i3 MOPYIIEeHHSIMHA
¢yHK1il meviHkH, OCKiTbKH iH(opMariil 1momo
3aCTOCYBaHHsA (IYKOHA30JIy il KaTeropii
Malli€cHTIiB HeJOCTATHHO (IUB. PO3TLIH
«0co01uBOCTI 3acToCcyBaHHsI» Ta «Ilo0iuHi
peakmii»).

Himu

He crig mepeBuinyBaT MakCcuMaibHy 1060BYy 103y 400 Mr miTsam.

4K i npu aHaNMOTiYHMX iHPEKIiIX y JOPOCIUX, TPUBAJICTh JIiKyBaHHS 3aJ€XKUTh Bif KJIiHIYHOI Ta
MiKoJIoTiuHOI BifmoBigi. Jlikapchkuii 3aci6 [udna3oH® nmoTpibHO 3acTocoByBatu 1 pa3 Ha Ho0y.

Jo3yBaHHS IpemapaTy AiTsAM i3 mopyueHHsIMU QYHKIII HUPOK HaBemeHo y po3mini «[lalieHTu 3
HUPKOBOIO HEJOCTATHICTIO». PapMaKoKiHETHKA (DITYyKOHA30/Ty He JOCIiXKYyBalacs y OiTen i3
HUAPKOBOIO HEJOCTATHICTIO (OUB. HUXKYe iH(pOopMaLiio 1040 3aCTOCyBaHHS HOBOHAPOOXKEHUM,
y SIKMX 4aCTO CIIOCTEPIiraeThCs MepBUHHA HE3DIMICTh HUPOK).

it BikoM Bim 12 pokiB

3asIezkHO Biff Macu Tisla Ta my0epTaTHOTO PO3BUTKY JIiKapio CIIif OLIHUTH, sIKa J03a Ipenapary (s
mopocnux abo A miTel) € oNTUMaNbHOIO [AJid NalieHTa. KimiHiuHi faHi cBig4aTh Ipo Te, 110 y AiTeln
KJTipeHC (IyKOHA30Jly € BUIIUM IOPIiBHIHO 3 JOpociauMu. 3acTocyBaHHS 0o3 100 mr, 200 mr ta 400
MT DOPOCTIUM Ta 403 3 MI/KT, 6 MI/KT Ta 12 MI/KT OiTSM IIPU3BOAUTH 10 JOCATHEHHS CIIiBCTaBHOI
CHCTEMHOI eKCII03HuIIil.

IliTu BikoM Bim 28 nHiB 10 11 pokKiB
Kanouoo3s cau3osux 060/10HOK

[TouaTKOBa [103a CTAHOBUTEL 6 MTI/KTr/0o0y, migTpuUMYyo4a f0o3a - 3 MI/Kr/ omuH pa3 moby. IToyaTKoBy
M03y MOXKHa 3aCTOCOBYBATH Y MEPIINii leHb 3 METO0 Oi/IbIIl IITBUAKOTO NOCSITHEHHST PiBHOBAXKHOI



KOHIIEHTpAIlil.
IHea3uBHUU KaHOu003, KpunmokKoKo8ul MeHiHaim

IJo3a mpemnapaty CTaHOBUTD 6-12 Mr/Kr/ oguH pa3 o6y 3ajiexKHO Bifl CTYIEeHs TSAXKKOCTi
3aXBOPIOBaHHA.

ITiompumyroua mepania 0414 nonepediceHHA peuudusy KpunmoKoKo8020 MeHIiHz2imy y
dimetl i3 BUCOKUM pU3ukoM 1020 pO38UMKY: 003a IipenapaTy CTaHOBUTEL 6 MT/KT/mo0y
3aJIeKHO Bifl CTyIIeHS TAXKOCTI 3aXBOPIOBaHHS.

ITpoginakmuka kaHOuOo03y 8 nauieHmis 3 imyHooepiyumom

ITo3a mpemapaTy CTAaHOBUTH 3-12 MI/KT/ omuH pa3 no0y 3a/iexKHO Bifl BUPAXKEeHOCTi Ta TPUBAJIOCTI
IHAYKOBaHOl HEUTPOIEHil (TUB. O3U OIS JOPOCTIUX).

[1iTy BiIKOM Bil HAPOIXKEHHS 00 27 OHIB

Y HOBOHapOAKeHUX (IyYKOHA30JI BUBOAUTLCS 3 OPraHi3My MOBUIbHO. ICHYIOTE (hapMaKOKiHETUYHI
[aHi, 10 NiATBEPAXKYIOTh TakKi JO3yBaHHS [JIs NOHOLIEHUX HOBOHAPOOKEHUX (OUB. PO3Min
«®apMaKOKiHETHKa»).

- IToHoweHi HoBOHApPoOceHi 8ikom 8i0 0 0o 14 OHig: 003M, aHANOTiuHiI 3a3HaYeHHUM BHUIIIE
IJis piTer BikoM Bifg 28 gHiB 1o 11 pokis, ciif 3acTOCOBYyBaTH KOXKHIi 72 rogunu. He
[IepeBUIyBaTU MaKCUMaJIbHY [03Y, 10 CTAHOBUTE 12 MI/KTI KOXHI 72 FOIUHU.

- [ToHoweHi HoBOHAPOOJHCceHi 8ikom 8i0 15 00 27 OHi8: MO3U, aHAJIOTiIUHI 3a3HAaYEHUM BUIIE
Oy gited BikoM Bif 28 mHiB 1o 11 pokis, ciip 3acTocoByBaTé KOXHIi 48 rogun. He
[IepeBUINYyBaTh MaKCUMaJIbHY 03y, 10 CTAHOBUATH 12 MI/KI KOXKHi 48 rofuH.

Himu.

[TpemapaT 3aCTOCOBYBATH HiTSM Bifl HapomKeHHs (OuB. po3min «Crocib 3acToCyBaHHS Ta HO3U»).

Ilepedo3yeaHHs.

[cHYI0T TOBiOMIIEHHS IIPO IEPEN03yBaHHs (HIIYKOHA30JI0M, 110 IIPOBOKYBAJIO TaJlfoIMHAlil Ta
TIapaHoIfla/IbHy MOBEHIHKY.

[Tpu nepeno3yBaHHi HEOOXiMHO ITPOBECTH CHMIITOMaTUYHY MiATPUMYIOUy Tepariiio Ta y pasi
HeOoOXiIHOCTI IPOMUTH IITYHOK.

®yKoHa3071 3HAYHOIO MipOI0 eKCKPETYETHCS 3i ceuero; GopcoBaHUM Aiype3 MOXKe IPUCKOPUTH
BUBeIeHH npenapaTy. CeaHc remMofianily TPUBaiCTIO 3 TOOUHU 3HUKYE PiBeHb QPIYKOHA30JTY V
na3Mi KpoBi npubnu3uo Ha 50 %.

ITo6iyHi peaxuii.



[ToBimomusiniocs: PO MeOUKaMEeHTO3HY peaklliio 3 eo3uHodini€lo i cuctemaumu nposisamu (DRESS) y
TIOEJHAHHI 3 MiKyBaHHSAM (DITyKOHa30710M (IuB. Po3ain «OcoO6NMUBOCTI 3aCTOCYBaHHST»).

Hattuacrimte (>1/10) moBigomasinocs mMpo Taki mobivHi peakiii: romoBHUM 0inb, 611k Y YepeBHil
TIOPOXKHUHI, miapest, HymoTa, 6/II0BaHHS, BUCUIIAHHS, MiABUINIEHHS PiBHS ajaHiHaMiHOTpaHCcdepasu
(AJIT), acnaptataminoTpaHcdepasu (ACT) Ta nyxkHoi pocdaTa3u KpoBi.

II71s1 OLiHKY YaCTOTH BUHUKHEHHS MOGIYHUX peakiliii BUKOPHUCTOBYBATH TaKy Kilacu(ikallito: oyxe
yacTo (=1/10), gyacrto (Bim =1/100 mo <1/10), HeuacTo (Big =1/1000 mo <1/100), pigko (Bim =1/10000
no <1/1000), myxe pigko (<1/10000), yacToTa HeBigoMa (HEMOXKJIMBO OL[IHUTH Ha IiICTaBi HasiBHUX
OaHUX).

3 6oky cucmemu Kposi ma aim¢pamuyuHoi cucmemu.

HeuacTo: aHewMis.

Pigko: arpaHynouuTo3, TeHKoIeHis, HEUTPOIeHiss, TPOMOOLUTOIEHis.

3 6oky imyHHOI cucmemu.

Pigko: anadinmakcis.

MemaboaiuHi ma asimeHmapHi po3aaou.

HeuacTo: 3HUKEHHS alleTUTY.

Pigko: rineprpurninepunemis, rinepxojiecTepuHeMis, TinoKaaieMisa.

IIcuxiyHi nopyweHHA.

HeuacTo: 6€3COHHS, COHIUBICTE.

3 boky Hepeoegoi cucmemu.

YacTo: ronoBHUM 6ifb.

HeuacTo: cygomu, 3anamMopo4YeHHs, ITapecTesii, MOpPyIlIeHHsS CMaKy.

Pigko: Tpemop.

3 60Ky opeaHis cayxy ma eecmubyAsipHO20 anapamy.

Heuacro: BepTuro.

*3 60Ky cepus.

Pigko: mapokcu3ManbHa LITyHOYKOBA TaXiKaphis TUIY «IipyeT», MOAoBXeHHd iHTepsany QT.

3 60Ky WAYHKOBO-KUWKOBO20 MPAKmy.

YacTo: 6inb y YepeBHilN IOPOXKHUHI, miapest, HyHoTa, OI0BAHHS.

HeuacTo: 3amnop, AuUCIencis, MeTeopu3M, CyXiCTh ¥ POTi.



*"enamobiniapHi po3aaou.
Yacro: nigeuieHHs pisug AJIT, ACT, myxHoil pocdaTasu.
HeuacTo: xomecTas, JKOBTSIHULIS, IiBUILIEHHS PiBHSA OinipybiHy.

Pigmko: me4iHKOBa HEIOCTATHICTh, FellaTONEMIONIPHAN HEKPO3, TeIaTUTH, TelaTOleTI0NIIpHE
ypaxKeHHS.

*3 60Ky WKipu ma niOwkKipHOi MKaHUHU.
YacTo: BUCUIIaHHS.

HeuacTo: cBepbixk, MeqUKaMEHTO3HUM JepMaTUT (BKJIIOYAIOYHU CTiMKY JIKAPCHKY EPUTEMY),
KPOIIWB' THKQ, IMiABUINEHE IIOTOBUIIIEHHS.

Pigko: TOKCUYHUM enigepMalbHUM HEKPOIIi3, cuHOpoM CTiBeHca-[[:KOHCOHA, TOCTPUU
reHepai3oBaHUM €K3aHTEeMaTO3HUU MyCTY/Ib03, eKC(HOTiaTUBHUM IePMaTUT, aHTiOHEBPOTUYHUN
HaOpsK, HaOpSIK 00/IMYYsI, aJTOmerris.

YacToTa HEBioMa: MefMKaMeHTO3Ha peakilis 3 eo3uHodinieo i cucremaumu npossamu (DRESS).
3 60Ky 0nopHO-pyXx08020 anapamy ma cnoay4Hoi MKAHUHU.
Heuacrto: mianrid.
3azanvHi po3nadu ma peakuii y micui 88e0eHHA.
Heuacro: mifBsuiieHa BTOMJIIOBaHICTh, HE3MyKaHHS, aCTeHis, rapsadka.
*TuB. po3min «Oco6IUBOCTI 3aCTOCYBaHHS».
imu.

[ToBimomIsiziocs, 10 YaCTOTa Ta XapakKTep MOOIYHMX peakllid i BigXuIeHb Bif HOPMU Pe3yJbTaTiB
nmabopaTOpHUX aHali3iB y MPoIleci KITiHIYHUX OOCHiIKeHb 3 y4aCTIO [IiTe! CIiBCTaBHI 3 TAKUMHU Y
OOPOCTIUX.

3gimyeaHHs npo nido3peaHi nobiuHi peakuii IToBimoMneHHs po Mo6iuHi peakilil micns peecTparii
niKapchKOro 3aco0y Ma€ BaxK/uBe 3HaueHH. Lle jae 3MOTy IPOBOOUTY MOHITOPUHT CITiBBiIHOIIEHHS
KOPHCTH/PU3UK IIPH 3aCTOCYBAHHI IIbOT0 JIiIKapChKOT0 3ac00y. MeguyHuUM Ta ¢papMalleBTUUHUM
IpalliBHUKaM, a TaK0X MallieHTaMm abo X 3aKOHHUM IIpe[CTaBHUKAM CJIifl IIOBiJOMJISITH TIPO YCi
BUIIQ[IKH Iig03ploBaHUX MOGIYHUX peakiliii Ta BiflCyTHOCTi e(eKTUBHOCTI JIiKapCchKOTro 3acoby uepes
ABTOMaTHU30BaHy iH(MOpPMaliiHy cucTeMy 3 hapMaKOHATISAAy 3a nocuiaHHaM: https://aisf.dec.gov.ua

Tepmin npudamuocmi. 5 POKiB.

YmMmoBH 30epiranns.

30epiratu npu TeMiepartypi He Buine 25 2C. He 3amMopoxkyBaTu. 30epiratu y HeJOCTYIIHOMY OIS


https://aisf.dec.gov.ua

OiTey Micrii.

HecymicHicme.

He cmip 3minryBaTu po3unnu Ans iHGy3id GryKoHa301y Ta iHIINX JTiKapChKUX 3aco0iB B
OJIHi}l EMKOCTI, OKpiM 3a3Ha4eHuX y po3fini «Crmocid 3acToCcyBaHHS Ta HO3U».

YnaxkoBka. ITo 100 M7 y ¢rakoni; mo 1 ¢prakoHy y KapTOHHi# KOPOO1Ii.

Karteropist Bigmycky. 3a peLenToM.

Bupoouuk. KPKA, o.n., HoBo mecTo/KRKA, d.d., Novo mesto.

Micue3HaxoaKeHHsI BUPOOHHKA Ta afipeca Micls MpoBaIXkKeHHS HOTr0 Tis/TbHOCTI.

[MImap’emka necra 6, 8501 Hoso mecto, CrnoBenisi/Smarjeska cesta 6, 8501 Novo mesto, Slovenia.



