IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

OU®JII030J1°

(DIFLUZOL")

Cknao:
0itoua pevyosuHda: hayKoHa30I;
100 M po3uury MicTuTh Qaykorazony 200 mr;

OONOMINMCHI PeYOBUHU: HATPiIO XTIOPHI, BOMA IS iH’E€KITii.

JlikapcbKa (popma. Po3uun s iHdy3ii.

OcHoeHi (i3uko-ximiuHi 81acmusocmi: mpo3opa 6e3bapBHa peyoOBHHA.

®apmakoTepaneBTHYHaA rpyna. [Ipoturpubkosi 3acobu At CHCTEMHOTO 3aCTOCYBaHHS.
[Toxigni Tpuazony. Kog ATX JO2A CO1.

dPapmako102iuHi e1acmusocmi.

dapmakoOuHamika.

MexaHi3M mil.

®nykoHa3051 € TPOTUTPUOKOBUM 3aCc000M KJlacy TPHa3o0JiB. [IepBUHHMM MeXaHi3MOM HOro [ii €
IPUTHIYeHHS IPuOKOBOro 14-anmbda-IaHoCTePONI-IeMEeTHITIIOBAHHS, 0II0CEPEIKOBaHOT0 IUTOXPOMOM
P450, 110 € HeBix'eMHUM eTanoM 6ioCMHTE3y IPUOKOBOT0 eprocrepony. Akymynsiisa 14-anbda-MeTun-
CTEePOJIiB KOPEJTIIOE 3 IOMIa/IbIIO0 BTPATOI0 eProcTeposy MeMOpaHoio rpuOKOBOL KITITUHU Ta MOXKe
BifiOBigaTH 3a MPOTUTPUOKOBY aKTUBHICTh (PriyKOHa305y. ®IyKOHA307 € OiNIbII CEIEKTUBHUM 10
rpubkoBux GhepMeHTiB uToxpomy P450, Hixk mo pisHux cucteMm pepmenTiB nutoxpomy P450 ccasiiis.

3actocyBaHHS (HITyKOHa301y y mo3i 50 Mr Ha mo0y mpoTsarom 28 [HIB He BIIMBAE Ha PiBeHb
TECTOCTEPOHY y IJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb EHOOTeHHUX CTEPOIMiB V¥ KiHOK
PenponyKTUBHOTO Biky. ®nykoHazon y no3i 200-400 Mr Ha moOy He MPOSIBIISE KITiHIYHO 3HAYYIIOTO
BIIJIUBY Ha PiBeHb €HAOT€HHUX CTEPOifiiB a0 Ha BigMOBib Ha CTUMYJISIII0 aqPEHOKOPTHKOTPOIIHOTO
ropmony (AKTT) y 3mopoBux f0OPOBOJIBLIIB YOI0BIUOl CTATI.

HocmimKeHHS B3aEMO{Iii 3 aHTUITIPUHOM MTPOIEMOHCTPYBaIH, 110 3acTocyBaHHA 50 Mr (IIyKOHA301y



pa3oBo ux 6araTopa3oBo He BIUIMBAE Ha MEeTa00/Ii3M aHTUIIIPUHY.

YyTnusicTs in vitro.

®TyKOHA301 in Vitro [eMOHCTPYE MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUfiB Candida, 110
3ycTpivarmThcsa HayacTime (Bkmodatouu C. albicans, C. parapsilosis, C. tropicalis). C.
glabrata meMOHCTpy€e 3HUXKEHY YyTIUBICTh H0 (IIyKOHa301y, Tofi 9K C. krusei i C. auris € 1o
HbOI'0 PE3UCTEHTHI.

TakoxX QIyKoHa30: in vitro JeMOHCTPY€E aKTUBHICTH K pPoTH Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i IpOTH eHOeMiYHUX ITiCHABUX I'pubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum Tta Paracoccidioides brasiliensis.

B3aeM03B’g30K hapMaKOKiHeTUYHHNX i hapMaKOOIUHaAMIYHUX BIaCTUBOCTEH,

BiamoBigHO 10 pe3ysbTaTiB OOCIIIXKEHDb Ha TBapUHaX, ICHYE KOPEJIALisa MiX MiHiMalIbHOK
inribyro4oio KOHIIeHTpalli€lo Ta e(eKTUBHICTIO IPOTH eKCIIepUMeHTaNbHUX MOesel MiK03iB,
cripuuuHeHux Bugamu Candida. BifmoBimHO 0o pe3ynbTaTiB KIIIHIYHUX JOCTiAXKEHb, iCHYE TiHiltHa
3anmexHicTh Mizk AUC Ta mo3or0 ¢piaykoHazony (mpubnusno 1:1). Takox icHye nmpsaMuii, ane
HenocTaTHii 3B’930K MixkK AUC a0 103010 Ta MO3UTUBHOO KTiIHIYHOO BiTIOBIAII0 Ha JTiKyBaHHSA
OpaJbHOT0 KaHAMA03Y Ta MEHIIIOK MipOI0 - KaHOUOeMil. AHAIOTiYHO JIiKyBaHHS iH(QEKIin,
CIIPUYKMHEHUX IITaMaMy, [0 SKUX (IYKOHa30Jl HEMOHCTPYE BUCOKY MiHiMaIbHY iHTiOyI0UY
KOHIIEHTpPALIil0, € MEHIII 3aI0BIJIbHUM.

MexaHi3M pe3uCTEeHTHOCTI.

Mikpoopraniamu pony Candida BeMOHCTPYIOTh YMCIIEHHI MeXaHi3MHi PE3UCTEHTHOCTI 0
a30JIbHUX TPOTUTPHUOKOBUX 3ac00iB. 1TyKOHA30/1 IEMOHCTPYE BUCOKY MiHiManbHY iHTiOy0ouy
KOHIIeHTpAIIilo ITPOTH IITaMiB rpubiB, sSIKi MarOTh oguH abo Oinbllle MexaHi3MiB
PE3UCTEHTHOCTI, 1110 HEraTUBHO BIIJIUBA€ Ha e(PEeKTUBHICTS in Vivo Ta B KIiHIYHIN MPaKTHII.
[ToBimoMignoCsl PO BUMAAKU PO3BUTKY cymnepindekil Candida spp., iHmuMu Hix C.
albicans Bugamu, 110 YaCTO MalOTh 3HAYHO 3HUKEHY 9yTnuBicTs (C. glabrata) abo
PE3UCTEHTHICTD A0 GyKoHa30my (Hanpuknapn C. krusei, C. auris). 115 niKyBaHHS TaKUX
inexIIi# ciim 3aCTOCOBYBAaTH albTePHATUBHI MPOTUTPUOKOBI 3aCO0M.

KOHTpOIBHI TOYKY (BIOIOBITHO OO0 PEKOMeHallii €EBPONENCHKOr0 KOMITETY 3 OOCIIIXKEHb
YYTIUBOCTI 00 aHTUMiKPOOHUX 3ac006iB).

Ba3yrouuch Ha OOCIiXKeHH] (hapMaKOKiHETUUHOI/(papMaKogUuHaMiuHOl iH(popMallii,
YYTJIMBOCTI in vitro Ta KJIiHiYHOI BifNoBiAi, 0y/10 BU3HAUYeHO KOHTPOJIbHI TOUKHU OIS
(byKoHa3011y A MikpoopraHiamiB pony Candida. Boru Gynu po3mofineHi Ha KOHTPOJIbHI TOUKH,
ITI0 He ITOB’sI3aHi i3 meBHUM BUAOM, SIKi OilIBbIIIOI0 Mipo0 BU3HAYaIKUCS HAa OCHOBI
dbapmakokiHeTH4YHOI/papMaKogrHaMigHOI iHpopMaliil i He 3aexKaTh Bif PO3MOAiNy Ha IIeBHI BUAM 3a
MiHiMaTbHOIO iHTiI0YI040I0 KOHIIEHTPAIIIE€I0, Ta HAa KOHTPOJIbHI TOYKH, [TOB’s13aHi 3 IEBHUM BHUIOM, III0
Hal4acTille acoLilolThCA i3 iHGeKIiaMu y moguHu. Ll KOHTPONIbHI TOYKY HaBeleHi HuXue.



[TpoTUTrpUOKOBHUIA KOHTPOJBbHI TOYKY, TIOB’sI3aHi i3 IeBHUM BUAOM KOHTPOJBbHI TOUKY, HE
3acio S</R> [OB’sI3aHi 3 IEBHUM
BUOOM"
S</R>
Candida |Candida |Candida |Candida Candida
albicans |glabrata [|krusei parapsilosis |tropicals
D1yKOHA3071 2/4 [E -- 2/4 2/4 2/4

S = yyTnuBuy;
R = pe3ucTeHTHUY;

a - KOHTPOJIbHI TOYKH, 1110 He IOB’sI3aHi i3 MEBHUM BUIOM, SIKi Oi/TbIII0I0 MipOI0 BU3HAYAIKCS Ha
OCHOBI (hpapMaKOKiHeTUYHOI/papMaKoAHAMiuHOI iH(popMallil i He 3ayiexkaTh Bifl PO3NOAiNY Ha MeBHi
BHOY 3a MiHiMaIbHOMW iHTiIOYI0Y0I0 KOHIIEHTpAIli€0. BOHU mOCTiIXKyBaIuCh JIHUIIe ¥ MiKPOOPraHi3MiB,
y SIKUX He iCHy€e crenu¢pidHOl KOHTPOJIbHOI TOYKY;

-- DOCTIiAKeHHS YyTINBOCTI He PeKOMEH0BaHi, OCKIJIbKYM JaHUYU BUJ He € METOI0 JIiKapChKOl Teparil;
IE - mokagiB MO0 TOTO, YU € MaHWU BUJ METOIO JIiIKapChKOl Teparllil, HeJOCTaTHbO.
dapmakoKiHemuxka.

dapMaKoKiHETHYHI BIaCTUBOCTI (PIyKOHA30JTy € MOAiOHUMY IIPU BHYTPIITHLOBEHHOMY i
IIepopajbHOMY 3aCTOCYBaHHI.

AGcopOiris.

®nykoHa3071 fo6pe BCMOKTYETLCS IIPYU IIepOpPaIbHOMY 3aCTOCYyBaHHI, a piBeHb IIpenapary y maasMmi
KpOBi i cuctemMHa 6iofocTynHicTh nepeButyioTh 90 % piBHS (HIyKOHA301y Yy maa3Mi KpoBi, 110
NOCSATAETHCS NIPYU BHYTPIIIHEOBEHHOMY BBe[leHHI npenapaTy. OgHOYacHe BXKHBaHHS 1XKi He BIIJIUBaE
Ha BCMOKTYBaHHS IIpenapaTy [P M0T0 IIepopalbHOMY 3aCToCyBaHHi. [likoBa KOHLIEHTpallis y Iy1a3Mi
KpPOBi focaraeTtscsd 4yepes 0,5-1,5 roguHu micna npuioMy npenapaTy HaTilecepue. KoHIeHTpauis
mpemapary y I1a3Mi KpoBi mpomnopiiiiHa go3i. PiBHoBaxkHa 90 % KOHIIeHTpallid JOCATaEThCSA Ha 4-5
no6y nmikyBaHHS IIpenapaToM Ipu 6araTopa3oBOMY 3aCTOCYyBaHHi OOuH pa3 Ha [00y. PiBHOBaxkHa
KOHIIeHTpalig Ha piBHI 90 % mocsaraeTbcs Ha OPYTUY OeHb JIIKYBAHHS IIPU 3aCTOCYBAHHI y IIepIIui
IeHb HaBaHTaXKyBaJIbHOI 103, 1110 BABiUi MepeBUlllye 3BU4aHy T000BY H03Y.

Posnmopin.

0O06’eM po3smnopiny npubIu3HO NOPiBHIOE 3aralbHOMY BMICTY pifyHU B OpraHi3mi. 3B’sI3yBaHHS 3
Oinkamu mima3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3on mobpe MPOHUKAE B YCi AOCTiAKYyBaHi pifuHU opraHiaMy. PiBeHb QrykoHa30Jy y CIHHI Ta
MOKPOTHHHI € Oi0OHMM [0 KOHIIEHTpallil Ipenapary y Ija3Mi KpoBi. Y nallieHTiB, XBOpUX Ha
rpubKOBUY MEHIHTIT, piBeHb (IyKOHA30Jly ¥ CHHHHOMO3KOBIl pifuHi gocsirae 80 % KoHLeHTpaLlil y
IJTa3Mi KPOBI.

Bucoki koH1eHTpaltil ¢GIyKoHa301y y WIKipi, 110 TePeBUINYIOTh CUPOBATKOBI, HOCATAIOTHCS Y
porosoMy 11api, emigepMici, gepmi ta noti. ®JIyKOHa30JI HAKONIUYYETHCA ¥ POroBoMy api. [Tpu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha qo0y KOHIIeHTpalis GIyKoHa30y micis 12 gHiB miKyBaHHS



CTaHOBUJIA 73 MKT/T, a Yepe3 7 OHIB MiC/Is 3aBepPIIeHHS JIIKyBaHHS KOHIIEHTpAIlid BCe Ille CTaHOBUJIa
5,8 Mkr/r. IIpu 3acTocyBanHi fo3u 150 Mr 1 pa3 Ha TUXKAEHb KOHLIEHTpalid (GIyKOHAa30Jly Ha 7 TeHb
JIiKyBaHHS CTaHOBUNA 23,4 MKT/T; Yepe3 7 [OHIB MiCNIs 3aCTOCYBAHHS HACTYMHOL 03U KOHIIEHTpaLisd
BCe IIle cTaHoBuIa 7,1 MKTI/T.

KonnenTpanis ¢pnykoHa3omy B HIrTax micns 4 micsniB 3acTocyBaHHS 150 Mr 1 pa3 Ha TUXKeHb
craHoBuia 4,05 MKI/T y 3M0poBUxX 10OpOBOJIBLIIB Ta 1,8 MKI/T IIpu 3aXBOPIOBAaHHSX HITTiB;
(byKoHa30J1 BU3HAYaBCsA Y 3pa3kax HirtiB uepes 6 MicAIliB micis 3aBeplleHHS Teparil.

bioTpancdopMmatris.

®nykoHa30m1 MeTabomi3yeThCs He3HaYHOIO Mipoio. [Ipy BBefieHHi 103K, MideHOl pPagioaKTUBHUMHU
izoronamu, nuire 11 % ¢prykoHa307y eKCKPEeTYETHCS 3 cedelo y 3MiHeHOMY BUrsAfi. ®ykoHa3o €
noMipHuM iHri6iTopom izodpepmenTis CYP2C9 ta CYP3A4, a TaKOXK MOTYKHUM iHTiGiTOpOM
izopepmenty CYP2C19.

BuBenoeHHs.

[Nepion HamiBBUBemeHHS (GIYKOHA30Ty i3 MJIa3MU KPOBi cTaHOBUTH 01u3bK0 30 roguH. binbina
YacTHHa IipernapaTy BUBOAUTHCS HUPKaMu, mpudomy 80 % BBefeHOI 03U BUSIBIISIETHCS Y CEUi B
He3MiHeHOMY cTaHi. KiipeHc ¢ykoHa301y IPONOPLIiHNYN 10 KIipeHCy KpeaTuHiHy. LIUpKymo0dux
MeTaboJIiTiB HE BUSBIIEHO.

TpuBanuii nepion HamiBBUBEOEeHHS IIpenapaTy 3 IJ1a3MHU KPOBi Ja€ MOXKJIUBICTH pa30BOr0
3aCTOCYBaHHA IIpeliapaTy [IpU BariHaJIbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS Ipenapaty 1 pa3 Ha
TUXK[EHb [IPU IHIUX [T0Ka3aHHAX.

HupkoBa HEOOCTATHICTh.

Y narieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOT'0 CTYIEeHs (IIBUAKICTb KIyO04YKOBOI GinbTparttii

< 20 mn/xB) nepion HamiBBUBe#eHHS 30inbiyeThes 3 30 rogus mo 98 rogun. Tomy 11iit KaTeropii
nalieHTiB HeoOXigHO 3MEeHINUTH 103y QrykKoHa3omy. ®IyKoHa307 BUAANISETHCS IIITXOM I'eMOofiiai3y,
Ta MEHIIOK MipOI0 - IIJITXOM iHTpallepuTOHeaIbHOro fianidy. CeaHc reMopianisy TpUBaJiCTIO 3
TOOVHY 3HUXKYE pPiBeHb QIIyYKOHA301y y I1a3Mi Kposi npubausso Ha 50 %.

JlakTaris.

KonnenTpauii ¢pyKoHa30:y y my1a3Mi KpoBi i MaTepUHCHKOMY MOJIOLI BIIPOMOBK 48 roguH miciis
npuiomMy ofHopa30Boi fo3u 150 mr npemnapaTy [udai03075 oLiHIOBaIN ¥ X041 papMaKoKiHETUYHOTO
MOCTiAKEHHS 3a YYaCTIO IeCsITH XKiHOK y Iepiofi aKTarlii, ski THM4YacoBo a00 MOCTIHHO MPUITHHUIIN
TOOyBaTU CBOIX HEMOBJIAT I'PYALI0. Y MaTePUHCHKOMY MOJIOL (DJTyKOHA30/1 BUSBUIMN ¥ CEPENHIN
KOHIIeHTpallil npubnusno 98 % Bifm Toi, M0 Big3Havanu y nna3Mi MaTtepi. Yepes 5,2 roguH micnis
IIPUUOMY [O3U CEpenHs IMiKoBa KOHIIEHTPallid y MaTePUHCHKOMY MOJIOLL CTaHOBUIA 2,61 Mr/m.
Hob6oBa mo3a (IyKOHa30Iy, OTpHMaHa HEMOBJISIM 3 MaTEPHHCHKOTO MOJIOKA (SKIIO IPUUHSATH
CepenHeE CIOXHUBaHHS MoJIoKa 3a 150 mn/kr/mo0y), po3paxoBaHa Ha OCHOBI CEPEIHBOI MiKOBOI
KOHIIeHTPaIlil ¥ Mosoiri, 1o mopiBHioe 0,39 Mr/kr/mo0y, ctaHoBUTh npubnau3Ho 40 % Bim mos3u,
PEKOMEHI0BaHOI HOBOHAPOIXKEHUM (BikKOM < 2 THXKHIB), ab6o 13 % Bifm m03u, peKOMEHO0BaHOI



HEMOBJISITAM IJIS JTiKyBaHHS KaHOUN03Y CIH30BHX 000JIOHOK.
iTH.

Hani 3 hbapmakokineTuku 6ynu omineni y 113 mite#t mig yac 5 gocmifzkeHs: 2 OOCTiAXKEHHS Pa30BOT0
3aCTOCYBaHH4, 2 HOCHiAXKeHHS 6araTopa3oBoro 3aCTOCyBaHHS Ta 1 HOCTioKeHHSI HeJOHOLIIEHNX
HOBOHapPOOKEHUX.

[Ticns BBegeHHS 2-8 Mr/Kr GIyKOoHa301y OiTAM BikoM Bif 9 micanis fo 15 pokis AUC cTaHOBUTIA
6mu3bk0 38 MKr*rom/mit Ha 1 Mr/kr mo3u. [licis 6araTopa3oBoro 3aCTOCyBaHHSI CepeHil mepion
HalliBBUBEMeHHS (QIYKOHA30JIy i3 IJIa3MM KPOBi BapitoBaBca Mix 15 Ta 18 roguHamu; o6’em
po3nopniny ctaHoBuB 880 Mii/Kr. BinbIn TpuBaIuy Mepiof HaIliBBUBENEHHS 3 I1JIa3MU KPOBI, 110
CTAHOBUB MPubIMU3HO 24 roguHu, OYB IMiC/IsT Pa30BOT0 3aCTOCYBaHHS (IYKOHA301y. Llei MoOKa3HUK €
CIIBCTaBHUM 3 [IePiOAOM HalliBBUBe#eHHS (IyKOHA30Jy 3 IJIa3MU KPOBI MiC/Ig Pa30BOT0
3aCTOCYBaHHS 003U 3 MI/KT BHYTPIIITHbOBEHHO MiTSIM BikoM Bif 11 mHiB mo 11 micsiB. O6’em
PO3TOoMiny y malfieHTiB 11i€l BikOBOI rpymu CTAaHOBUB 0/113bK0 950 MII/KT.

Iocsin 3acTocyBaHHs (GIyKOHA30Jy HOBOHAPOAXKEHUM 00MEXKYETHCS hapMaKOKiHETHYHUMU
OOCIIXKeHHIMY 12 HeIOHOIIeHUX [iTed i3 TepMiHOM recTaiiil npu0nu3uo 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 mo 1100 r). [Ins 7 mallieHTiB TPOTOKON JOCTimXEeHHS 0yI10
BUKOHAHO. MakKCUMyM 5 BHYTPIIIHbOBEHHUX iH’€KIIi# (IyKOHA301y ¥ 0031

6 MI/KT BBOAMWIX KOXHI 72 roguau. CepeHiu nepion HalliBBUBEEHHS CTaHOBUB 74 TOOUHU

(44-185) B mepmuy OeHb, MOTiM 3HU3UBCI 00 53 roguH (30-131) Ha 7-4 meHb Ta g0 47 (27-68) Ha 13-
1 meHb. [Inoma mig KpuBot (MKr*rom/min) ctanoBuma 271 (173-385) B nepmuii feHb, 30imbIIAIACS [0
490 (292-734) Ha 7-# meHs, moTiM 3HU3MIACT [0 360 (167-566) Ha 13- menb. O6’eM po3mominy
(mm/kr) cranoBuB 1183 (1070-1470) y nepIuii feHs, 36imbIIyBaBCs g0

1184 (510-2130) Ha 7-1 meHb Ta go 1328 (1040-1680) uHa 13-i geHb.

[NaIieHTH JiTHLOTO BIKY.

dapMaKOKiHETUYHE JOCTiAKEeHHS IPOBOAWIMN 3a Y4YacTIO 22 MallieHTiB (BiKOM Biff 65 pOKiB), SKi
3acrtocoByBanu 50 Mr ¢rykKoHa301y nepopanbHo. 10 narmieHTiB 04HOYAaCHO 3aCTOCOBYBAJIM [iyPETUKH.
C,ex CTaHOBHUIIA 1,54 MKT/MII Ta gocAranacs IpoTAroM 1,3 TOOWHY MiC/is 3aCTOCYBaHHS (HIIyKOHA30IIy.
Cepepns AUC cranoBuna 76,4+20,3 Mmxr*roa/min. CepenHiii mepion HamiBBUBeeHHS - 46,2 TOOVHU.
LIi hbapMakoKiHETUYHI TOKA3HUKHY € BUIIMMHU TTOPIBHSHO i3 aHAIOTIYHUMU Y 300POBUX HOOPOBOJIBIIIB
MOIOAIIOro Biky. OgHOYacHe 3aCTOCYBaHHSA AiypeTHKIB He MaJio 3HayHoro BiiuBy Ha C,,, Ta AUC.
Takox KiipeHC KpeaTuHiny (74 Mi/xB), BifCOTOK (pIIyKOHA30/y, 110 eKCKPETYBABCH i3 cevelo y
He3MiHeHOMY BuUrnsami (0-24 roguuy,

22 %), Ta HUPKOBUH KiipeHC diykoHa3ony (0,124 Mi/XB/KT) y allieHTiB AaHOI BiKOBOI rpymu 6ynu

HUKYMMHU, HiXK aHAJIOTiYHi MOKa3HUKHU y MOJIOAIINX N0OpOBOIbLiB. ToMy 3MiHU papMaKOKiHETHUKY Y
IAIEHTIB JIITHHOTO BiKy OYEBUOHO 3ajieXaTh Bifl mapaMeTpiB QyHKIIIN HAPOK.

KniniyHi XxapakKTepHCTHKH.

IToka3aHHs.



JZ[I/I(bmosoJI® ITOKa3aHUM [Jg TiKyBaHHS TaKUX TPUOKOBUX iH(EKIIN ¥ HOPOCIUX (OUB. PO3Tin
«®apMaKOAMHaMiKa»):

- KPUIITOKOKOBUM MEHIHTIT (AUB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»);
- KOKLIKAi0ino3 (ouB. po3min «Ocob0nMMBOCTi 3aCTOCYBaHHI»);
- iHBa3UBHI KAHOUOO3U;

- KQHIU03M CIM30BUX 000JI0OHOK, BKJIIOYAI0YX KaHOUA03 POTOTJIOTKY Ta KAHAUI03 CTPABOXOMY,
KaHOUAYPis, XpOHIYHKY KaHAWO03 LIKIpH i CTM30BUX 000JI0OHOK;

- XPOHIYHUM aTPOPiYHUN KaHIHUI03 POTOBOI MOPOKHUHY (KAaHAUO03, CIIPUYNHEHUM BUKOPUCTAHHSIM
3yOHUX IIPOTE3iB) MPU HEE(PEKTUBHOCTI TirieHu POTOBOI MTOPOXKHUHY abo MiclieBoi Teparrii.

Iudno3on” mokasaHui s NpodiTakKTHKY TAKUX 3aXBOPIOBAHL y OPOCTHX, SK:
- PeLuauB KPUIITOKOKOBOTO MEHIHTITY y Ial[i€HTiB 3 BUCOKUM PU3UKOM HOT0 PO3BUTKY;

- peluauB KaHAUI03Y POTOTIOTKH ab0 CTPaBOXOAy y malieHTiB 3 BIJI 3 BUCOKMM PU3UKOM HOT0
PO3BUTKY;

- npodinakTUKa KaHAUOO3HUX iH(EKIiN y MaI[i€HTiB i3 TPUBaIO HEUTPOIEHI€I0 (HanpuKiaf,
NalieHTIB 3i 37T0SIKICHUMY 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTeparito, abo mallieHTiB npu
TPaHCIUIaHTallill TeMOIIOEeTUYHUX CTOBOYPOBUX KIiTHH) (OUB. po3main «®apMaKoIoTriyHi BIaCTUBOCT.
dapmakoguHaMiKa»).

Iudmo3on® NoKa3aHUH OiTAM Bif HAPOOKEHHS OJIs JIiKyBaHHS KaHOAUI03iB CIM30BUX 000JIOHOK
(KaHAMAO03 POTOTJIOTKY, KaHAWA03 CTPABOXOAY), iHBa3MBHUX KaHAWA031B, KPUIITOKOKOBOTO MEHIHTITY
Ta A7 Npo(iTaKTUKY KaHOAUI03HUX iH(DEKIN y NallieHTiB 31 3HUKeHUM iMyHiTeToM. [IpenapaTt
MOZKHa 3aCTOCOBYBATHU SIK MiATPUMYBaIbHYy TepaIlilo Ojisd MoNepeaKeHHs PeUANBY KPUIITOKOKOBOTO
MEHIHTITY Y AiTel i3 BUCOKMM PU3UKOM HOTr'0 PO3BUTKY (AUB. Po3ain «OcoO6nMMBOCTI 3aCTOCYBaHHST»).

Teparmio npenapaToM Judmo30n1° MoXHa PO3MOYMHATH [0 OTPUMAHHS Pe3y/bTaTiB KYIbTypaabHuX
Ta iHMUX 1a00paTOPHUX JOCTiAXKEHb; OOHAK ITiCJIsT OTPUMAHHS PE3YJIbTaTiB MPOTHIHGEKIIHHY
Tepallilo CJIi CKOPUTYBaTH BiAIIOBIAHUM YUHOM.

IIpomunoka3aHnus.

- limepuyTnuBicTh KO GIyKOHA301y, iHIIKUX a30IbHUX CIONIYK ab0 [0 OyOb-SKOI 3 JOIIOMiXKHUX
PEYOBUH IIpernapary.

- OgHOYaCHE 3aCTOCYBaHHS (QIIyKOHA30Iy Ta TepheHaguHy MallieHTaM, 5SKi 3aCTOCOBYIOTh
bnykoHa301 6araTopa3oBo y go3ax 400 mMr/oo0y Ta BHIIe.

- OpHOYacHe 3aCTOCYBaHHS (GIYKOHA30JTy Ta iHIIMX JTIKapChKUX 3aC006iB, IO MOIOBKYIOThH iHTEPBA
QT ta meTtabomizyoTbcs 3a goromoroio hepmenTy CYP3A4 (Hampukiap U3anpuay, acTeMi3ony,
MiMO3HUAY, XiHIAMHY Ta ePUTPOMILIAHY).

B3aemodin 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.



ITpomunoka3aHe cymicHe 3acmocyB8aHHsA (GAYKOHA304Y MAd HUNACHE3d3HAYEHUX AiIKaAPCbKUX 3acobis:

Iuzanpuo: mMoOBiKOMIIANIOCS IPO PO3BUTOK MOOIUHUX peaklii 3 00Ky ceplis, Y TOMy YKCIIi IIPO
[TapOKCH3MabHy IIIYHOUYKOBY TaxiKapfilo TUIY «IIipyeT» y Malli€HTiB, IKi OMHOYACHO 3aCTOCOBYBAIU
dbrykoHa30: Ta uu3anpu. KoHTpoaboBaHe JOCHiAKeHHS IIPOAEMOHCTPYBAJIO, 110 OQHOYaCHe
3actocyBaHHs 200 Mr drykoHazomny 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha 100y ITPU3BOIUIIO
[0 3HAYHOI'0 IMigBUIIEHHS PiBHA LU3aNpUAY V IIJIa3Mi KpoBi Ta 40 nomoBXkeHHS iHTepBany QT.
OpHOYacCHe 3aCTOCYBaHHS (PIyKOHA30JIy Ta LU3alpUAy IPOTUIIOKa3aHe (OUB. PO3Min
«[IpomunoKasavHa»).

TepgpeHaOuH: yepe3 BUMIaAKU PO3BUTKY TAXKKUX CEPLIEBUX apUTMill, CHpUUYNHEHUX [TOA0BKEHHIM
inTepBany QTc, y nallieHTiB, gKi 3aCTOCOBYBaI a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3ac00U OLHOYACHO
3 TepdheHaguHOM, OyIM MPOBEEH] MOCTiIKeHHs B3a€MO/Iil ITUX IIperapaTiB. Y X0fi 0qHOTO
MOCTiMKEeHHS IPU 3aCTOCYBaHHi GiyKoHa3omny y mo3i 200 Mr Ha o6y He Oy10 BUSIBIIEHO ITOMOBXKEHHS
inTepBany QTc. [HIIe gocHifXKeHHS IPU 3aCTOCyBaHHI ¢IyKoHa3o1y y go3ax 400 mr ta 800 Mr Ha
no0y IpoeMOHCTPYBAJIo, 1[0 3aCTOCYBaHHS QIyKoHa307y v mo3ax 400 Mr Ha noOy abo BHllle 3HAYHO
IiABUINYE PiBeHb TeppeHafuHy y MJIa3Mi KpoBi IIpU 0OJHOYACHOMY 3aCTOCYBaHHI IIUX IIpelaparTis.
CywmicHe 3acTocyBaHHS (HTyKoHa301y y go3ax 400 mMr a6o Buile 3 TepheHaguHOM IPOTUIIOKa3aHe
(muB. po3min «[Ipomunoka3aHHs»). [Ipu 3acTocyBaHHi GpyKoHa30my y mo3ax Huxkde 400 Mr Ha go0y
OJIHOYaCHO 3 TepheHaguHOM CIIifl TPOBOAUTH PETENIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmemi30: cyMiCHe 3aCTOCYBaHHST (PIIyKOHA30JTy Ta aCTeMi30JIy MOXKe 3MEHIIUTH KITipeHC
acteMizony. CnpuunHeHe MM IIiABUINEHHS KOHLIEHTpallil aCTeMi30JTy y IIJla3Mi KPOBi MOXKe
IIPU3BECTH [I0 Oof0BKeHHs iHTepBany QT Ta y pigKiCHUX BUIIagKax - 10 IapOKCU3MaJIbHOI
IIJTyHOYKOBOI TaxikKappil Tumy «mipyeT». OgHOo4YacHe 3aCTOCYyBaHHS (IYKOHA30Jy Ta aCTEMi30Iy
IIpOTUIIOKa3aHe (OuB. po3min «IIpoTunoKa3aHHI»).

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCyBaHHS (PIIyKOHA30y Ta mimMo3ugy abo XiHiguHy MoXkKe
IPU3BOOUTH [I0 IPUTHIYEHHST MeTa0oi3My miMo3uay a0do XiHiguHY, X04a BiIIIOBIgHUX [OCITiOXKEHb in
vitro Ta in vivo He mpoBom¥IH. ITimBUIIIEHHS KOHIIEHTpaLii miMo3umy a0o XiHiguHy y m1a3Mi KpoBi
MOXK€e CIPUYUHATY ONOBXKeHHS iHTepBany QT Ta y pigKiCHUX BUNIagKaX MPU3BOOUTH 40 PO3BUTKY
ITapoOKCHU3MaJIbHOI LITYHOYKOBOI Taxikaphil TUMy «mipyeTr». OgHO4YacHe 3aCTOCYBaHHS (DIIYKOHA30IIy
Ta MiMo3uny abo XiHifWHY ITpoTUlioKasaHe (OUB. po3ain «[IpoTUlIOKa3aHHI»).

EpumpomiyuH: ogHOYaCHE 3aCTOCYBaHHSI €PUTPOMILIMHY Ta (HIIYyKOHA30JIy MOXKe IIPU3BOJUTH 10
MigBUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (mogoBxKeHHd iHTepBany QT, mapokcu3ManbHa
IIJTyHOYKOBA TaXikKappis TUIY «IipyeT») Ta, K HACMigoK, 4O PamnToBOl CEPIIeBOl CMEePTi.
3acTocyBaHHs KOMOiHAIlil IMX JTiKapChKKUX 3aC00iB MPOTUIIOKa3aHe (OuB. po3min «[IpoTUIIOKAa3aHHI»).

He pexomeHnOyemubcs 00HOYACHE 3dCMOCYBAHHA (PAYKOHA304Y Md HUMCYE3A3HAYeHUX AIKAPCbKUX
3acobis.

I'anopanmpun: GIyKOHA30/I MOXKe COIPUYMHUTHY MigBULIEHHS KOHLIEHTpallil raJloQpaHTpUHY Y
Iy1a3Mi KpoBi 3a paxyHOK npurHiyenHss CYP3A4. OgHoyacHe 3aCTOCYBaHHSA LIUX JIIKAPChKUX
3ac06iB MOKe ITPU3BOOUTH IO MigBUIIEHHS PU3UKY PO3BUTKY KapPHiOTOKCUYHOCTI
(momoBxeHH4d iHTepBany QT, mapokcu3MasbHa LIJIYyHOYKOBA TaXiKaphisd TUIY «IIipyeT») Ta,
SIK HaCJI0K, IO PaIrToBOl cepIieBoi cMepTi. Crif yHUKaTH 3aCcTOCYyBaHHS KOMOiHAaIil 1ux
nMiKapCchKMUX 3aco0iB (muB. po3min «OcoOMMBOCTI 3aCTOCYBaHHSI»)

CymicHe 3acmocyeaHHA GAYyKOHA301yY MA HUHCYe3a3HAYeHUX AiKapCbKux 3acobis aumazae
obepedicHOCMi.



AMioOapoH: omHOYaCHE 3aCTOCYBaHHS (DIIYKOHA30/y 3 aMiogapOHOM MOXKe IIPU3BECTH [0
nogosxkeHHs iHTepBany QT. ®mykoHa3on cnig 3 06epeXkHiCTIO 3aCTOCOBYBATH Pa3oM 3 aMiofapoHOM,
0co0/IMBO y pa3i mpu3HauYeHHs BUCOKOI 103U ¢iyKoHasoiny (800 mr).

C;ZMiCHe 3dCMOCYBAHHA _d)/l)ZKIOHGSOﬂ}Z ma Huxc4ye3d3Ha4eHux ﬂiKGQCbKUX 3acobis sumazae
O6€QQOfCHOCTni ma Kopue2yeaHHA do3u.

Bnaue iHwux aikapcbkux 3acobie Ha payKoHA304.

HocnifkeHHS B3a€EMOIil IPOJEMOHCTPYBAJIH, III0 TepopajibHe 3aCTOCYBaHHSA (IyKOHa30Iy
OOHOYACHO i3 BXKMBAHHAM 1XKi, IPUMOMOM IIUMETHUANHY, aHTAUUAIB ab0 3 MOJaNbIINM OIPOMiHEHHIM
yCBOT'0 TiNla {7 Iepecagky KiCTKOBOTO MO3KY He Ma€ KJIiHIiYHO 3HAYYILIOT0 BIIUBY Ha abcopOIriio
bmyKoHa301y.

PugpamniyuH: omHOYaCHe 3aCTOCYBaHHS (PIyKOHA30Jy Ta pAU(aMITiuHy IPHU3BOAUIIO [0 3HUXKEHHSI
AUC Ha 25 % Ta cKOpo4yBaJo Iepiof HamiBBUBeAeHHS (payKoHa3omy Ha 20 %. ToMy [And malfieHTis,
SKi 3aCTOCOBYIOTh pU(aMIIiIUH, CIIi PO3T/ISHYTH OOLIIBHICTh NiABUIIEHHS T03U (PIYKOHA3O0IY.

I'idpoxs1opomia3ud: y mochifxeHHi papMaKOKiHeTUYHOI B3a€MOfIil ofmHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TiIpOXJI0POTia3uay 300POBUM NOOPOBOIBISAM, SIKi OTpHMYyBanu (HIyKoHA307I,
IiABUINYBAJIO KOHI[EHTPAIil0 (JIyKOHa30/y y mia3Mi Kposi Ha 40 %. Taki mapaMeTpu B3a€EMOfil He
BHMMaralTh 3MiH y pekuMi 0o3yBaHHS (PIIyKOHA30IY AJIS Malli€HTiB, SKi ODHOYACHO OTPUMYIOTh
CeYoriHHi 3ac00H.

Bnjus ¢ayKoHA304y HA iIHWI AiKADPCbKI 3acobu.

®nykoHa3on € noMmipauM iHriditopom muroxpomy P450 (CYP) isodepmenty 2C9 Ta 3A4. dnyKoHa301
€ IOTyXHUM iHTi6iTOpoM i30depmenty CYP2C19. Ha mogaTok [0 CIoCTepeXkyBaHUX/TOKYMEHTATBHO
MigTBepAXKEeHUX B3a€MOiH, 1[0 ONMKUCAaHi HUXK4Ye, IPU OJHOYACHOMY 3aCTOCYyBaHHi 3 (HJIyKOHA30JI0M
icHye pU3UK MigBUINEHHS Y MJIa3Mi KPOBi KOHIIEHTPAIliM iHIIIKMX CIIOJNYK, 110 MeTaboTi3y0ThCs
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH TakKi KoMOGiHallii mpenapaTiB ciif 3
00epeXkKHiCTIO; IpX LIbOMY HeoOXiTHO PeTebHO CIIOCTepiraT 3a CTaHOM MallieHTiB. [IpurHiyyBaibHa
mist ryKoHa301y Ha pepMeHTH 30epira€Tbcs IpoTsaroM 4-5 fid micis Woro 3aCTOCyBaHHS Y 3B'S3KY 3
J10TO TPUBAJIUM [1epPiofoM HaliBBUBE[EHHS (OUB. po3min «IIpoTUIOKa3aHHSI»).

Anvpenmania: Tig 9ac OMHOYACHOTO 3aCTOCYBaHHA anbdeHTaHiny y fo3i 20 MKT/KT Ta GIyKoHAa301y
y mo3i 400 Mr 3mopoBUM J0GPOBOJIBIIM CIIOCTEpiramocs: qBokpaTHe 30inbmenuss AUC,,, MOXIHBO,
yepe3 inridyBanusa CYP3A4. Moxe OyTu HeoOXigHUM KOPUTYBaHHS 03U anbdeHTaHiny.

Amimpunmusin, HopmpunmuJiH: GpJIYKOHA30J IIOCUJIIOE Iif0 aMiTPUNTUIIHY Ta HOPTPUNITUIIIHY.
PexoMeHOy€eThCSI BUMIpIOBAaTH KOHIIEHTpAllil 5-HOPTPUNITUIIIHY Ta/a00 S-aMiTPUNITHIIIHY Ha ITOYaTKY
KOMOiHOBaHOI Teparii Ta yepe3 1 TUXOeHb. Y pa3i HeoOXigHOCTI CITif BiTKOPUTYBATH HO3Y
aMITPUIITUIiHY/HOPTPULITUIIIHY .

Am¢pomepuuyuH B: omHOYaCHe 3aCTOCyBaHHS (TyKOHa301y Ta aM(oTepuiiny B iHpiKoBaHUM
MUIIaM i3 HOpMaJIbHUM IMyHITETOM Ta iH()iKOBaHUM MUIIaM 3i 3HUKEHUM IMyHITETOM Aajio
TakKi pe3yNnbTaTu: HEBEJIUKUYN agUTHBHUM TPOTUTPUOKOBUYM eeKT Ipu CUCTEeMHIM iHdekIil C.
albicans, BifCyTHICTb B3a€MOZIil IPX BHYTpIIIHbOYEPENHiX iH(eKIii Cryptococcus
neoformans Ta aHTaroHi3M [BOX IIpelaparTiB IIPU CUCTEMHi iHbek1ii Aspergillus fumigatus.
KriHiuHe 3HaYeHHS pe3yJIbTaTiB, OTPUMaHUX Y X0l LIUX OOCIiOXKeHb, HeBiIOMe.



AHmMukoaz2yaaHmMu: SIK i Ipu 3aCTOCYBaHHI iHINX a30/IbHUX IPOTUTPHUOKOBUX 3ac00iB, Ipu
OJHOYACHOMY 3aCTOCYyBaHHI (IyKOHA30Jly Ta Bap(papruHy MOBIJOMIISIIOCS IPO BUMAAKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOL KPOBOTEUi, MIYHKOBO-KUIIKOBUX KPOBOTEY, FreMaTypil Ta MEJeHHU) y
TIOEHAHHI 3 TOOBXKEHHSAM ITPOTPOMOiIHOBOTO Yacy. [Ipu ogHOYacHOMY 3aCTOCyBaHHI (PIyKoHA30Iy
Ta BapdapuHy CIocTepiraaocs: JBOKpaTHe MigBUIIEHHS MPOTPOMOiHOBOT0 Yacy, KMOBIpHO, BHACIIIIOK
npurHideHHs MeTabosiaMy Baphapuny dyepe3 CYP2C9. Crig peTenbHO KOHTPOTIOBATH
IPOTPOMOIHOBUY YacC y MAalli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATyIsIHTUA abo
inmaHemioH. Moxe OyTu HeOOXiTHOI KOPEKIIis 03K aHTUKOATyISHTA.

BbeH3o0iaseniHu Kopomkoi 0ii, Hanpukaad mMida3osam, mpual3onam: Tpu3HauyeHHs PIYKOHa30/Iy
IiCJIs TIepopPaIbHOT0 3aCTOCYBaHHS Miga3ojaMy MPU3BOAUIIO OO0 3HAYHOTO IMigBUIIEHHS KOHIIEHTpAIlil
Miga3ojaMy Ta 4O MOCUIEHHS IICUXOMOTOPHUX edekTiB. OfHOYacCHe 3aCTOCYBaHHS (PIIyKOHA30Iy y
no3i 200 Mr Ta MifgasoynaMy y mosi 7,5 Mr mepopaibHO Ipu3Boausio o nigsuineHHsa AUC Ta mepiony
HaliBBUBEEeHHS Miga3oaMy y 3,7 Ta 2,2 pa3a BifNOBiIHO. 3aCTOCYBaHHS (PIyKOHA30y V 031

200 Mr/mo0y Ta 0,25 Mr TpuasonaMy epopaibHO mpu3Boauio po nigsuimerHs AUC Ta nepiogy
HalliBBUBEJeHHS Tpua3onamy y 4,4 ta 2,3 pasa BignosigHo. [Ipy 0gHOYaCHOMY 3aCTOCYyBaHHI
(bTyKOHa30I1y Ta TpHasojiaMy CIOCTepiraaocs MOTEHIIIOBaHHS Ta IIPOJIOHTallis edeKTiB TpHa3oiaMy.

AKI10 malieHTy, IKAM MTPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3eniHaMu, 703y OCTAHHIX CJTifl 3MEHIIUTH Ta BCTAHOBUTH HaJIeXKHUM HaTJISAL 3a
CTAaHOM IIallieHTa.

Kapbama3zeniu: pmyKoHa301 npurHiuye Mmetabos1i3aM KapOaMa3zelliny Ta CIPUYUHSIE MigBUIIIEHHS
piBHS Kap6aMaseniny B cupoBaTiii KpoBi Ha 30 %. IcHye pu3uK pPO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6aMaseniny. Moxe OyTy HeoOXiIHUM KOPUTYBaHHS 103U KapbaMaseniHy 3aekKHO Bifl piBHS #0r0
KOHIIEHTpAIlil Ta il mpemapary.

bokamopu Kaavyiesux KaHanig: mesKi aHTaroHiCTH Kalbllito (HipeoumiH, icpaguiild, aMIOOUIIIH Ta
dbenomgumnin) metabomisyioTecs GpepmerToM CYP3A4. ®nykKoHA30 I MOTEHININHO MOXKE ITigBUIITYBaTH
CUCTEMHY €KCII03UIIit0 6JI0KaTOPiB KasbllieBUX KaHasliB. PEKOMEH0BaHUM peTeNbHUM MOHITOPUHT
IIIOI0 PO3BUTKY MOOIYHUX peaKIriii.

Llenekokcub: mpu OMHOYACHOMY 3aCTOCYyBaHHi (ykoHa3oimy (200 Mr Ha go0y) Ta 1e/TeKOKCHOy

(200 mr) C,,,Ta AUC nenekokcuby migpuiiryBanucs Ha 68 % ta 134 % BigmosigHo. IIpu omHOYacHOMY
3aCTOCYBaHHI 1eJ1eKOKCHUO0Y Ta GITyKOHA30/Iy MoxKe OyTH HeOOXimHUM 3MeHIIeHHS N03U eIeKOKCU0y
BABiui.

LTuxkaogocpamio: ogHOYaCHE 3aCTOCYBaHHSA IUKI0Gochaminy Ta GhIyKoHa30Iy IPU3BOOUTH 10
nifBuIeHHs piBHA Ginipy6iny Ta KpeaTuHiHy B cupoBaTili Kposi. LIi mpenmapatu MoxHa
3aCTOCOBYBATH OJHOYACHO, 3BaXKAl0UM Ha PU3UK IIiIBUILIEHHS KOHIIEHTpallil 6inipybiny Ta
KpeaTUHIHY B CUPOBATLi KPOBI.

deHmaHia: TOBIHOMIISNIOCS NP0 OJUH JeTalbHUM BUIMIaAOK iHTOKCHKAIIl (eHTaHiIOM BHACIIIOK
MOXKJIMBOI B3aeMofil peHTaHimy Ta prykoHa3omy. [1o TOro XK y HOCTigXKEHHI 3a y4acTO 300POBUX
no6poBOIIBLIiB OYJI0 IIPOAEMOHCTPOBAHO, 1110 (PIYKOHA30JI 3HAYHO YIIOBiIbHIOBAB eJTliMiHallio
denTaHiny. [ligBuieHHS KOHLEHTPaIlil GeHTaHiTy MOXKe IPU3BECTU [0 IPUTHIUEHHS AUXaHHS, TOMY
CJIifT peTeIbHO KOHTPOJIIOBATH CTAH MallieHTa. Moxe OyTH HeoOXimHO KOPEeKIlis mo3u GeHTaHiy.

IH2i6imopu I'MI-KoA-pedykma3su: CyMiCHe 3aCTOCyBaHHs (GIyKOHa301y Ta iHribiTopis TMI-KoA-
penykTas#, 1mo Metabonizyiorecs CYP3A4 (aTopBacTaTUH Ta CUMBAcTaTHH), abo iHribiTopis M-
KoA-penykTa3sy, mo Metabomnizyiotbcsas CYP2C9 (dbrmyBacTaTuH), MiABUIIYE PU3UK PO3BUTKY MiomaTil
Ta pabgomionisy. Y pa3i HeoOXigHOCTI OHHOYACHOTO 3aCTOCYBaHHS LIUX MIpelapaTiB CHIifl peTeabHO



CIIOCTEpiraTu 3a NalieHTOM I00 BUHMKHEHHS CHMIITOMIB Miomartii Ta pabmomiosidy i mpoBoguTH
MOHITOPUHT pPiBHA KpeaTUHKiIHa3M. Y pa3i 3HAYHOI0 MiABUIIIEHHS PiBHSA KpeaTUHKIHA3HU, a TaKOX IIPU
miarHocTyBaHHi a0o migo3pi Ha MiomaTiio/pabmomiosti3 3acTocyBaHHs iHribiTopiB 'MI-KoA-penykTasu
CITi[ IPUIINHUTH.

I6pumuHi6: nomipsi inri6itopu CYP3A4, Taki fK (GIyKoHa30J1, MiIBHUIIYIOTh KOHIIEHTPALIi0
iOpuTuHiOy y m1a3Mi KPOBi Ta MOXKYTh MiABUIYBATH PU3UK TOKCUYHOCTI. K0 HEMOXKIIUBO
YHUKHYTH KoMOiHallil mpenapatis, moTpidHOo 3HU3UTH [03Yy i6puTuHi6y no 280 Mr oguH pa3 Ha [00y
(2 xamcymnu) 3 MeTOI0 POJOBXKEHHS 3aCTOCYBaHHA iHTiOiTOPY Ta 3a0€3NeYnuTH NOCTINHUY KITiIHIYHUN
MOHITOPHHT.

Isaxkagpmop: omHOYACHe 3aCTOCYBaHHs iBaKapTOPY, PEryIsiTopa TpaHCMeMOpPaHHOI IIPOBIMHOCTI MpH
MykoBiciumosi (CFTR), 30imbInumo eKCIIo3ullito iBakapTopy B 3 pa3u Ta eKCIIO3UIIi0
rinpokcumetuniBakadtopy (M1) y 1,9 pasa. IlauieHTam, SKi 0IHOYACHO IPUKUMAIOTh IOMipHi
inri6itopu CYP3A, Taki gk ¢IyKOHa30J Ta epUTPOMILIMH, PeKOMEHI0OBAHO 3HU3UTHU 03y iBakapTOpy
no 150 mMr omuH pa3 Ha go0y.

Osanapub: nomipHi inribitopu CYP3A4, Taki gk ¢pnykoHa30J1, 30ibIIyIOTE II71a3MOBi KOHIIEHTPAIIil
ornanapu0y; iX ofHOYaCHe 3aCTOCYBAaHHS He PEKOMEHAYEThCS. AKI0 Takol KoMOiHaIlil He MOXKHa
YHUKHYTH, IpUiioM onanapuly o0MexyTh fo3amu 200 Mr aBidi Ha f00y.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaimMyc, CUPOAIMYC I MAKPOAIMYC).

IukaocnopuH: GIyKOHA30J 3HAYHO MifBUINye KoHIeHTpalio Ta AUC nuknocnopuny. [Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHi ¢iyKoHa301my y no3i 200 Mr/go0y Ta IIUKIJIOCIIOPUHY Y H03i

2,7 mr/kr/mo6y cnoctepiranmocs 30inpmenas AUC nuknocnopuny y 1,8 pasa. Li mpenapatu MoxkHa
3aCTOCOBYBaTH OJHOYACHO 3a YMOBU 3MEHIIEHHS N03U LUKJIOCIOPUHY 3aJIe3KHO Biff 10T0
KOHIIEHTpAIlil.

Esepoaimyc: X04a [OCTiOXKeHb in vitro Ta in vivo He TPOBOAUIIH, BiOMO, 110 (PIIyKOHA30JI MOXKE
MigBUIIYBATU KOHLIEHTPALIiI0 eBepOIiMyCy B CUPOBATL KPOBi yepe3 npurdivenss CYP3A4.

Cuposimyc: GnyKoHAa30JI MigBUIY€E KOHLIEHTPAIII0 CHPOIIMYCY Y IJIa3Mi KPOBi, iMOBIpHO,
IIJITXOM MIPUTHIYeHHS MeTaboniamy cupomnimycy pepmertom CYP3A4 ta P-riikonpoTreinom.
1i mpenapaTy MOXXHa 3aCTOCOBYBaTU OJHOYACHO 3a YMOBU KOPUT'YBaHHS 403U CUPOJIIMYCY
3aJIe’kKHO Bifl piBHS KOHI[eHTpallil Ta eeKTiB IIpenapary.

Takpoaimyc: GpIyKOHA307 MOXKe MigBUAITYBaTH KOHIIEHTpPAIlil TAKPOJIIiMyCy B CHPOBATIIi KPOBi IO

5 pasiB mpu #oro nepopajbHOMY 3aCTOCYBaHHi Yepe3 NMPUTHiUeHHS MeTaboIi3My TaKpomiMycy
depmenTom CYP3A4 y kumieyHuky. [1pu BHyTPIIIHEOBEHHOMY 3aCTOCYBaHHI TAaKpOIIMYCy He
CIIOCTEpIranocs 3HaYHUX 3MiH papMaKoKiHeTUKH. [TifBullleHi piBHI TaKpOJIiMyCy acoIlilol0ThCA i3
He(POTOKCUYHICTIO. [103y TaKpOIiMyCy A5l IepOpaJbHOr0 3aCTOCYBaHHS CIIif 3HUKYBaTH 3aJIeKHO
BiJ] KOHIIEHTpAIlil TaKPOJIMyCy.

JIozapman: GpryKoHa30/1 IPUTHIYYe MeTabo01i3M J103apTaHy [0 Horo akTuBHOr0 MeTabosity (E-31 74),
1110 06yMOBJTIOE OilbIIly YaCTUHY aHTArOHi3My [0 PeLenTopiB aHrioTeH3uny Il mig yac 3acTocyBaHHSA
Jlo3apTaHy. PeKoMeH0BaHO 3[1MCHIOBATU IIOCTIMHUN MOHITOPUHT apTepiaJibHOr0 TUCKY Y Ialli€HTiB.

MemadoH: GnyKoHa30J1 MOXKe IMifBUIyBaTH KOHIIEHTPALlil0 METalOHY Y CUPOBaTLi KPoBi. [1pu
OHOYaCHOMY 3aCTOCYBaHHi MeTaioHy Ta (GIYKOHA30/1y Moxke 0yTH HeoOXimHMUM KOPUTYBaHHS 03U
MeTafoHy.



Hecmepoioxi npomusananvHi npenapamu (HII3II): TpyX OGHOYACHOMY 3aCTOCYBaHHI 3
dbnykonazonom C,,. Ta AUC pnypbinpodeny mipBumiysanucs Ha 23 % Ta 81 % BigmoBimHO
IIOPiBHSHO 3 BiATIOBIMHMMU ITOKA3HUKAMM IIPU 3aCTOCYBaHHI Tinbku Gpuypbinpodeny.
AHarnoriuHo mpu OMHOYACHOMY 3aCTOCYBaHHI GIyKOHA301y 3 paleMiyHuM i0ympodeHoM
(400 mr) C,,,, Ta AUC apmMaKonoTriyHO aKTUBHOTO i30Mepy S-( )-ibympodeHy migBUIlyBalIucs
Ha 15 % Ta 82 % BifOBIOHO, IOPIBHAHO 3 TAKUMU [TI0Ka3HUKAMU IIPYA 3aCTOCYBAHHI TIIbKU
pareMiuyHoro ibympodeny.

Xoya creliaabHUX JOCTiAKEeHb He IPOBOAUIIH, (hIYKOHA30JI MOXKE MifBUIyBaTH CUCTEMHY
ekcro3utito inmux HII3II, mo metabomnizyiotbecss CYP2C9 (Hanpukiag HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, OuKiodeHaKy). PeKoMeHO0BaHO MEPiOJUYHO 3[iiCHIOBATA MOHITOPUHT IMOOIYHUX
peaxtiiii Ta TOKCUYHUX IPOsBiB, 0B a3aHux i3 HII3I1. Moxe OyTu noTpibHE KOPUTYBaHHS 103U
HITI3II.

®eHimoiH: HIyKOHA30/I IPUTHIUYyE MeTaboIi3M (eHiToiHy B nedinli. OgHo4acHe GaraTopa3ose
3actocyBaHHS 200 Mr priykoHa30my Ta 250 Mr GeHITOIHY BHYTPIIIHBOBEHHO IPU3BOAUTE 10
nigsumierHs AUC,, deniToiny Ha 75 % Ta C,;,Ha 128 %. [Ipu omgHOYaCHOMY 3aCTOCYBaHHI X
JIiKapChKUX 3ac00iB CIIifl IPOBOOUTH MOHITOPUHT KOHIIEHTpalii (eHiTOIHY Yy CHpOBaTLi KPOBi A
YHUKHEHHS PO3BUTKY TOKCHYHOI [il HeHITOIHY.

ITpeOHi30H: TIOBIOOMIISIIIOCS TIPO BUMAMOK, KOY Y MallieHTa IIic/s TpaHCIJIaHTallil MeviHKK Ha T
3aCTOCYBaHHS IIPEeAHI30HY PO3BUHYIACS TOCTPa HENOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BHMHUKIIA IiC/IS MPUIKHEHHS TPUMICIYHOr0 Kypcy Tepail hbaykKoHa3010M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, UMOBIPHO, CIPUUYMHUIIO TOCUIEHHS akKTUBHOCTI CYP3A4, 1m0 npu3sseno
[0 IpUCKOpeHHs MeTabomi3My npegHi3ony. Ciifl peTenbHO CTEXUTH 3a NallieHTaMH, SIKi IPOTITOM
TPUBAJIOTO Yacy OMHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta MPEefHi30H, 3 METOI0 IoNepenKeHHS
PO3BUTKY HEIOCTATHOCTI KOPY HaJHUPKOBUX 3a/103 IiC/Is IPUIIMHEHHS 3aCTOCYBaHHS (DIIYKOHA307Y.

PugabymuH: GpryKoHa30J MiABUIIYE KOHIIEHTPAIi0 prdabyTUHY B CUPOBATII KPOBi, II0 IIPU3BOAUTD
no 36inpuenHs AUC pudabytuny mo 80 %. [Tpu omHOYaCHOMY 3aCTOCYBaHHi GIyKOHA301y Ta
pudabyTuHy OBIHOMIISIIOCS IIPO BUIIAAKX PO3BUTKY yBeiTy. IIpu 3acTocyBaHHI Takoil KoMOiHaIil
JiKapchbKuX 3aco0iB cif 6paTé IO yBaru CUMIITOMHU TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip: dnykonason migsurnye AUC ta C,,,, cakBiHaBipy mpu6mu3Ho Ha 50 % Ta 55 % BimmoBigHO
yepe3 NIpUTrHideHHS MeTabo0ni3My cakBiHaBipy y neuinni ¢pepmerntom CYP3A4 Ta yepes iHriOyBaHHSA
P-rnikomporeiny. B3aemogil Mix (hTyKoHA30/10M Ta CaKBiHaBipOM/pHUTOHABIPOM He JOCTiIXKyBaJluCH,
TOMY BOHU MOXKYTh OyTH OifbIll BUpaxkeHuMuU. Moxke 6yTu He0OXigHUM KOPUTYBaHHS 03U
CaKBiHaBIpy.

IToxiOHi cynbhoHiNCeH08UHU: TIPA OOGHOYACHOMY 3aCTOCYBaHHI (QTyKOHA30JI IPOJIOHTYE TEPioN
HalliBBUBEJIEHHS ITePOPabHUX MOXIMHUX CYIbGOHIIICEYOBUHY (XJIOpIponaMiny, rnibeHKIaminy,
riimi3umy Ta TonbyTaMify) IpH iX 3aCTOCYyBaHHI 3MOPOBUM HOOPOBOBLSM. PeKOMEHIYETHCS
IIPOBOJUTY YaCTUU KOHTPOJIB I[yKPY B KPOBI Ta BiANOBITHUM YHMHOM 3HUKYBaTHU 403y MOXiGHUX
CyNb(OHINICEYOBUHY NP ONHOYACHOMY 3aCTOCYBaHHI i3 (hITyKOHA30/I0M.

TeoginiH: y nnane60-KOHTPOIHOBAaHOMY [OCTIiI2KEHH] B3a€MOil TpernapaTiB 3aCTOCYBaHHS
bnykonazony no 200 mr npotaroM 14 nHiB IpU3BEJIO OO0 3HUKEHHS CEPETHLOTO KITipeHCY Teodiminy
B Iy1a3Mi KpoBi Ha 18 %. 3a marfieHTaM#, siKi 3aCTOCOBYIOTh Teo(isliH y BUCOKUX Ho3ax a0 sKi MaloTh
MigBUIIEHNY PU3UK PO3BUTKY TOKCHYHUX IIPOSABIB TEOQiNiHY 3 iHIINX IPUYMH, CJIifi BCTAHOBUTHU
HarJIsgy U070 BUSIBIEHHS 03HAK PO3BUTKY TOKCUYHOI fil Teodininy. Tepamito ciif 3MiHUTY TPU OSBi
03HaK TOKCAYHOCTI.



Toppayumuni6: BumuB ToarmTHHIOY 3pOCTae MPU OJHOYACHOMY 3aCTOCYBaHHI 3 JiIKapChKUMU
3acobamu, ki Mpu3BOAATh 00 moMipHOTO iHTiOyBaHHS CYP3A4 Ta nmotyxHoro inrioysanus CYP2C19
(Hampuknan ¢nykoHasos). ToMy peKOMeHI0OBAaHO 3HU3UTH 03y TOPaluuTUHIOY 40 5 MI OMH pa3 Ha
noOy B KoMOiHalligX 3 I[MMU ITperapaTaMu.

Askanoiou 6apeiHky: xo4a BifTOBIMHUX AOCTiAKEHb He MTPOBOOUIH, GIYKOHA30JI, UMOBIpHO, Yepe3
inri6yBanHs CYP3A4, MoxXe COPUYMHSTH MigBUIIEHHS KOHIIEHTPAIlil ajKasoifiB 6apBiHKY Yy m1a3Mi
KPOBi (HampuKiaj BiHKPUCTUHY Ta BiHOIACTHHY), 110 TPU3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX
edexkTis.

BimamiH A: IOBiIOMIISIIOCS, IO y MallieHTa, IKAU OQHOYAaCHO 3aCTOCOBYBaB TPAHCPETUHOEBRY
KHCJOTY (KucaoTHa ¢hopma BiTaminy A) Ta HIyKoHA307], ciocTepiranucs nobiyHi peaxiii 3 60Ky
1eHTpaibHOI HepBoBol cuctemu (LITHC) y dhopmi mceBgoTyMOpy TOJIOBHOTO MO3KY; OJaHUM e(eKT 3HUK
micns BigMinu ¢pnykoHazomy. Li mikapchki 3aco6u MOXKHA 3aCTOCOBYBATH OJHOYACHO, ajie CIIif
maMm’siTaTy PO PU3UK BUHUKHEHHS Mo0iyHuX peakiiit 3 6oky ITHC.

Bopukona3zoa (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): ogHO4YacHe 3aCTOCYBaHHS BOPUKOHA30Iy
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotsarom 1 gus, nmotiM 1mo 200 Mr KoxHi 12 rogun
IpoTATroM 2,5 gHIB) Ta (IyKOHa30i1y mepopanbHO (400 Mr B nepiui geHs, noTiM Mo 200 Mr KoxkHi
24 roguHu MPOTSATroM 4 OHiB) 8 3MOPOBUM JOOPOBOIBIIIM YOIOBIYOI CTATi MPU3BENIO M0 MiABUIIEHHS
C,..Ta AUC, BopukoHa301y B cepegaboMy A0 57 % (90 % IOI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %,
128 %) BigmoBigHO. HeBimoMo, 4 MpU3BOAUTDL 3HUKEHHS 0034 Ta/ab0 4aCTOTH 3aCTOCYBaHHS
BOPUKOHA30/1y ab0 QIyKoHa30Jy 00 YCyHeHHs Takoro edekTy. [Ipu 3acTOCyBaHHI BOPUKOHA30ITY
micist GIIYKOHA30I1y CIIifl TPOBOAUTH CIIOCTEPEKEHHS II[OJI0 PO3BUTKY MOOIiYHUX e(PEKTIB,
acoLi0BaHUX 13 BODUKOHA30JI0M.

3udosyouH: pnykoHnaszon nigsuiye C, .. Ta AUC 3umoBynuny Ha 84 % Ta 74 % BimmoBigHO, 1110
3YMOBJIEHO 3HUKEHHSIM KITipeHCYy 3u0BYOUHY NMpuOIu3H0 Ha 45 % IIpu HOT0 IepopaabHOMY
3acTocyBaHHi. [Iepion HamiBBUBeNeHHS 3UNOBYAUHY OYB TaK0XK ITOOBXKeHUM MpruOnu3Ho Ha 128 %
micysa 3acTocyBaHHS KOMOiHallil (IyKoHa30Iy Ta 3UJOBYAUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
Taky KoMOiHallito mikapchkux 3aco06iB, Clif criocTepiraTy 00 PO3BUTKY MOOIYHUX peakiin,
II0B’A3aHUX 13 3aCTOCYBaHHAM 3UNOBYIUHY. MOXKHa PO3rJISHYTU OOUUIBHICTE 3HUKEHHS N03U
3UOBYIUHY.

A3umpoMilyuH: y X0Oi BIIKPUTOTO PaHIOMi30BaHOTO TPUCTOPOHHBOIO IIEPEXPECHOTO JOCIIAXKEHHS, B
SIKOMY B3$1JIM y4acTh 18 3m0poBuUX HOOPOBOIBLIIB, OIiHIOBAJK BIIJIUB a3UTPOMIIIMHY Ta (PIIyKOHA30ITY
Ha (papMaKoOKiHETHKY OMH OMHOTO IIPU iX OMHOYACHOMY IIepopajbHOMY Pa30BOMY 3aCTOCYBaHHi y
no3ax 1200 mr Ta 800 Mr BigmoBigHO. 2KomHNUX 3HAUYIIMX PapMakKOKiHETUYHUX B3a€EMOJil BUSBIEHO
He OyIno.

ITepopasavHi KoHMpayenmueu: TPOBOAMIOCS 2 (papMaKOKIiHETUUHUX [OCTiKEeHHS 0araTopa3oBoro
3aCTOCyBaHHS (GIYKOHA30Jy Ta KOMGiHOBAHOTO ITepOPaIbHOI0 KOHTPalenTuBa. [Ipu 3acTocyBaHHi
bnykoHa301y y mo3i 50 Mr BIIMBY Ha piBeHb TOPMOHIB He 0YJ10, TOMI SIK IIPU 3aCTOCYBaHHI
bnykonasony y no3i 200 mMr Ha moby cnocTepiranmocs 36inbpmennas AUC etuninectpamiony Ha 40 % Ta
neBoHOprecTpeny - Ha 24 %. Ile cBiguuTh Ipo Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (GIYKOHA30Iy Y
3a3HaYEHUX [103ax HaBPAJM YU MOXKe BIJIMBATH Ha e(peKTHUBHICTh KOMOIHOBAHOT'0 TIEPOPAIbHOTO
KOHTpaLleNTUBA.

Oco06.1ueocmi 3acmocyeaHHsi.



Hepmamocgimis. BigmoBigHO J0 pe3ysbTaTiB HOCHIAXKEHHS (HIYKOHA30Jy AJS JTiKyBaHHS gepMaTodiTil
y miteH, GIyKoHa30/1 He MepPeBUIye rpu3eodynbBiH 3a e(PEeKTHUBHICTIO i 3arabHUM ITOKa3HUK
eexTuBHOCTI cTaHOBUTH MeHIIe 20 %. ToMmy GhIyKOHA30I He CIif 3aCTOCOBYBATH OIS JIIKyBaHHS
nepMaToiTil.

Kpunmoxkoko3s. [1oka3iB eeKTUBHOCTI (DIIyKOHA30JIy AJIS JTiKyBaHHS KPUITOKOKO3Y 1HIIUX
JoKai3aliil (HanpuKiaz JIereHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y IIKipH) HeJOCTaTHLO, TOMY
PeKOMeH[allil o0 [030BOT'0 PeXKUMY [Jid JIiKyBaHHS TaKUX 3aXBOPIOBaHbL HEMaAE.

Kanou0o3. JocmigKeHHS OKa3ajly 3p0CTalyy IOMKUPEHiCTh iH(QeKil, BUKIUKaHUX iHIIUMYA BUOAMHU
Candida, kpim C. albicans. HYacTo BOHM 3a CBO€I0 IIPUPOJIOI0 pe3UCTeHTHI (Hanpukmnan, C. krusei i C.
auris) abo HeMOHCTPYIOTh 3HUKEHY YYTNUBICTh [0 QyKoHa3omny (C. glabrata). [1ns nmikyBaHHS TaKuX
iH(eKIi# CITi 3aCTOCOBYBATH aJlbTePHATUBHI MPOTUTPUOKOBI 3ac00u yepe3 HeeheKTUBHICTh
JIiKyBaHHS. TaKMM YHMHOM, JIiKapi peKOMEeHAYIOTh IPUMMAaTH [0 yBaru MOLINPEHICTh
PE3UCTEHTHOCTI 0 QIIyKOHA301y y pidHux BumiB Candida.

I'nuboki eHOemiuHi Miko3u. [Toka3iB eheKTUBHOCTI (DITyKOHA30Iy AT JTiKyBaHHS iHIIUX Gopm
eHJeMiYHUX MiK03iB, TaKUX K [TapaKOKIMAi0iA0OMiKO03, TiCTOIIa3M03 Ta IIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEJIOCTaTHBO, TOMY PEKOMEHAIN 000 J030BOT0 PeXKUMY AJIS JIIKyBaHHS TaKUX
3aXBOPIOBaHbL HEMaAE.

Hupkoea cucmema. IanienTam i3 mopyureHHIM QYHKIIIM HUPOK IIpenapar CIliJ 3aCTOCOBYBAaTH 3
obepexHicTiO (muB. po3min «Croci6 3aCTOCYBAHHS Ta IO3U»).

Hedocmamuicmb HaOHUPKOBUX 3d/103

KeTokoHa3o011, SIK BigoMO, CIIPUYHUHSAE HEOOCTATHICTh HAAHUPKOBUX 347103, 1 I[e TaKOXK MOXKe
cTtocyBaTucs (HIIYyKOHA30Iy, X04a CIIOCTEPIiraeThcs pimko. HemocTaTHICTh HAGHUPKOBUX 3aJ103,
II0B'3aHa 3 OMHOYACHUM JIiKyBaHHSIM IIPEOHI30HOM, ONKCaHa B PO3aili «B3aemopnis 3 iHIIKUMU
JiKapChKUMH 3aco0aMu Ta iHIIi BUIKM B3aEMOIIN».

I'enamobiaiapHa cucmema. IlamieHTaMm i3 mopyureHHAM QYHKIIM IeYiHKY mpemapar Cliif
3aCTOCOBYBaTH 3 00epeXkHiCTI0. 3aCTOCyBaHHS (HITYKOHA30JIy acoIliloBasocs 3 BAHUKHEHHSIM
PiAKiCHUX BUIAAKIB PO3BUTKY TSAXKKOI relTaTOTOKCUYHOCTI, BKJIIOUAI0O4YH JeTalbHi BUTIAJKH, TOJIOBHUM
YUHOM Y IAlli€eHTiB i3 TAXKKUMU OCHOBHUMU 3aXBOPIOBAHHSIMMU. Y BUIaIKaX, KOIM PO3BUTOK
remaToTOKCUYHOCTI acollifoBaBCs i3 3acToCyBaHHAM (IIyKOHa30:y, He OyJI0 Bif3HAYEHO i IBHOI
3aJIeKHOCTI Bif 3aranbHoi f060BOI f03U IIpenapary, TPUBaoCTi Tepamil, cTaTi abo BiKy marllieHTa.
3a3BuYail renaToTOKCUYHICTD, CIpuYrHeHa (p1yKoHa3010M, 060POTHA, a il TPOosiBY 3HUKAIOTH IiCIIs
IPUNIMHEHHS Teparrii.

3a malfieHTaMH, y IKUX IIPU 3aCTOCYBaHHI (PJIyKOHA30J1y CIIOCTEPIraloThCS BigXUIEeHHS pe3yJbTaTiB
GyHKILIOHATBHUX P00 MeYiHKY, CMTifl BCTAHOBUTY PETENIbHUM HaTJIA[ 040 PO3BUTKY OiNbII TAKKOTO
ypaXKeHHS IIeYiHKHU.

[TamieHTiB Ccif NpoiHGOpPMyBaTH PO CUMIITOMH, 1[0 MOXKYTh CBifYUTH IIPO CEPHUO3HUM BIIJIUB Ha
NeviHKy (BUpaXkKeHa acTeHis, aHOpPeKCis, oCTiliHa HygoTa, 6/1I0BaHHS Ta JKOBTSIHHULA). Y TAKOMY
BUTIAOKY 3aCTOCYBaHHS (GIYKOHA30Iy CJIifi HETalHO MIPUIIMHUTH Ta MIPOKOHCYIbTYBATUCS 3 JTIKapeM.

Cepueso-cyOuHHa cucmema. [esiki a30/1H, y TOMY 9UCTIi i (IyKOHA30J1, aCOLi00ThCS i3
nopoBxkeHHAM iHTepBaty QT Ha enexkTpokappiorpami. ®nykoHa30 nogoBxKye iHTepBan QT muisixom
npurHideHHs KajnieBoro kaHany lkr. ITogoxeHHs iHTepBany QT BHaCHigOK Oil iHMKX JTiIKAPCHKUX
3aco0iB (HampuKIIa aMiogapoHy) MoXKe ITOCUJTIOBATHUCS IIIAX0OM NpurHiyeHHs ¢pepmenTty CYP3A4



utoxpoMy P450. TToBimoMmsnocs Ipo AyKe PifKicHI BUllagKu IOomoBxkKeHHA iHTepBany QT Ta
IapOKCU3MaJIbHOI IITYHOYKOBOI TaxiKapil TUIy «IipyeT» IPU 3aCTOCyBaHHI (yKoHa30iy. Taki
TIOBiNOMJIEHHS CTOCYBa/IMCS MALli€HTIB i3 TAXKKMMYU 3aXBOPIOBAaHHSMMU IIPU MOENHAHHI 6araThox
($hakKTopiB PU3UKY, TAKUMHU SK CTPYKTYPHI 3aXBOPIOBaHHS CEpIis, IOPYIIEHHS eJeKTPOJIiTHOTO 00MiHy
Ta OHOYaCHe 3aCTOCYBaHHS iHIIKX JIiKapChbKuX 3aco0iB, 110 BIIMBaOTh Ha iHTepBan QT. [TamienTu 3
rimoKasieMi€l Ta IPOrpecyryor0 CepLeBO0 HeJOCTaTHICTIO MalOTh MigBUIIEHUY PU3UK BUHUKHEHHS
3arpo3/IUBUX [JIF KUTTS IUIYHOYKOBUX apUTMIill Ta MapOKCH3MalbHOL IUTYHOUYKOBOI TaxXiKapAil TUILY
«ImipyeT».

®nykoHa3o: ciig 3 06epekHICTIO 3aCTOCOBYBATH IMallieHTaM i3 pU3UKOM PO3BUTKY apUTMil.
OnHoyacHe 3aCTOCYBaHHS Pa30M i3 iKapCchKUMM 3aco0aMuy, 1110 IPOJIOHTYI0Th iHTepBan QTc ta
MeTabomi3yoThcs 3a gonomoroio hepmenty CYP3A4 nutoxpomy P450, mpoTumnoka3aHe (uUB. pO3inu
«IIpoTunoka3aHHs» Ta «B3aemofis 3 iHIIUMY TiKapChbKUMH 3aco0aMu Ta iHI BUOU B3a€MOMIN»).

I'anoppanmpun. T'anodanTtpun € cydctpatom pepmenty CYP3A4 i mponourye intepsan QTc mpu
3aCTOCYBaHHI y peKOMEeHI0BaHUX TepalleBTUUYHUX f03ax. OgHOYacHe 3aCTOCYBaHHA ranohaHTpUHY Ta
(byKoHa301y He peKOMEHAY€EThCS (OUB. Po3min «B3aemopmis 3 iHIIMMU JTiKapChbKUMU 3aco0aMu Ta
igmI BuOM B3aeMOMii»).

Lepmamosoeziuni peakuii. ITig yac 3acTocyBaHHS (IyKOHA30Jy PigKO MOBiAOMIISIOCS IIPO PO3BUTOK
TaKUX eKC(oJiaTUBHUX IMIKIpHUX peakiiil K cuHapoM CTiBeHCa-[[2KOHCOHa Ta TOKCUYHUN
emigepmManbHul Hekponi3. [TamienTtu 31 CHIIoM GinbIn CXuUbHI 10 PO3BUTKY TSIKKUX IIKIPHUX
peaxiiiit mpu 3acTocyBaHHi 6araThox JTiKapchKux 3aco6iB. FAKIO y MallieHTa i3 TOBepXHEBOIO
rpubKoBOIO0 iH(DEKITi€t0 3’ IBNII0TLCS BUCHIIAHHS, 1110 MOXKHA IT0B’I3aTH i3 3aCTOCYBAHHSIM
GbnyKOHa301y, IOHablle 3aCTOCYBaHHS IIpernaparty CIIifl NIPUNUHUTY. fJKINo y [alieHTa 3
iHBa3MBHOI0/CUCTEMHOIO I'PHUOKOBOIO iH(DEKIIi€l0 3’ IBIAI0THCSA BUCUIIaHHS Ha IIKipi, 3@ KOT0 CTaHOM
NOTPiOHO pPeTeNbHO CIIOCTEPIraTH, a y BUMAAKy PO3BUTKY OYIbO3HUX BUCUIIaHb a00 MYIbTUGOPMHO]
€pUTEMHM 3aCTOCYBaHHS (PIIYKOHA30Ty CIIifl MpunuHUTH. [1ig 4yac 3acTocyBaHHS (DIIYKOHA30/IY
IIOBIMOMJISIIIOCS IIPO Peakiriio JiKapChKKUX 3aco0iB 3 €03MHOMIMIEI0 Ta CHCTEMHUMY CUMIITOMaMU
(DRESS cunmgpom).

I'inepuymausicmb. Y pigKiCHUX BUMagKax MOBiIOMIISIOCS IIPO PO3BUTOK aHa(iNIaKTUYHUX pPeakiii
(muB. po3min «IIpoTUOKa3aHHI»).

ITumoxpom P450. ®nykoHa3zon € nomipauM inribitopom dhepmentis CYP2C9 ta CYP3A4. Takox
bnykoHa30711 € noTykHUM iHribiTopom pepmenty CYP2C19. Crnig cocTepiraTti 3a CTaHOM Ialli€HTIB,
SIKi OHHOYaCHO 3aCTOCOBYIOThH (IYKOHA30JI Ta IIpelapaTy 3 By3bKUM TepalleBTUYHUM BiKHOM, IO
MeTabomi3yoThes 3 yuyacTtio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3min «B3aeMopis 3 iHIMME
JMiKapChbKUMU 3aco0aMy Ta iHIII BUOU B3AEMOTIN»).

Tepgperadun. Crig peTeIbHO CIIOCTEPIraTH 3a CTAHOM IalliEHTa IMPY OJHOYaCHOMY 3aCTOCYBaHHi
tepdenaguny Ta GayKoHa30my y go3i Menie 400 mMr Ha mo6y (ouB. po3minu «[IpoTunoka3aHHSI» Ta
«B3aeMopmis 3 iHMMMY JTiKapChbKUMHK 3aC00aMM Ta iHIII BUOM B3aEMOIii»).

LlonomiocHi peuosuHu. IIpemapat mictuts 0,9 % po3unH Hatpioo xnopuny. KoxHi 200 Mr (dhiakoH 1mo
100 M) micTsTh 15 Mmornb ioniB HaTpito (0,154 MMosb HaTpito B 1 MJT) Ta XJI0py, 110 CIif OpaTé [o
yBaru IIpu npu3HadyeHHi MallieHTaM, SKUM HeoOXifHO 00MeXKUTH BXKUBAHHS HATPilO Ta PiAuHMU.

3acmocyeanns y nepiod eazimHocmi abo 200yeanHsi 2pydoio.

BazeimHicmey.



IlaHi, oTpuMaHi IpX 3aCTOCYyBaHHI (GIYKOHA30Jy ¥ KyMyIATUBHUX H03aX < 150 Mr KinbKoM
COTHSAM BariTHUX XKIiHOK IIPOTATOM | TpUMeCTpy BariTHOCTI, He IIPOAEeMOHCTPYBaJlu
30inbIIIeHHS 3arajlbHOr0 PU3UKY PO3BUTKY Bafl y IJIOfa.

B ogHOMY BenukoMy o6cepBalliiHOMy KOTOPTHOMY HOOCIifIXKeHHi BIIUB y [ TpuMecTpi
nIepopanbHOro GIyKoHa30 Ty OyB OB’ I3aHUM 3 HEBETUKUM 30i/IbIIEHHSIM PU3UKY PO3BUTKY
BaJl OIIOPHO-PYX0BOTO anapary, 110 BignoBifae npubau3no 1 gogaTkoBoMy Bumaaky Ha 1000
XKIHOK, K1 3aCTOCOBYBa/IM KyMYJIATUBHY 003y < 450 MI' IIOPIBHAHO 3 XiHKaMu, sKi
OTPUMYBAJX MicieBi a30mu i mpuOnu3no 4 momaTKoBuX Bunagky Ha 1000 XiHOK, sKi
3aCTOCOBYBa/IM KYMYIATUBHI 7031 Oinbie HiK 450 Mr. CKOpUTOBaHUM BiTHOCHUYU PHU3UK
ctaHoBuB 1,29 (95 % [OI 1,05-1,58) gnsa 150 mr nepopanbHOro ¢paykoHasony i 1,98 (95 % I
1,23-1,58) mns mo3, 6inbir Hixk 450 MT GIyKOHA30ITY.

3a maHuMHU 00CepBalliiHOTO AOCTiIXKEHHS, iCHY€E MiIBUILIEHUI PU3UK CIIOHTaHHOTO abopTy y
JKIHOK, SKi OTpUMyBaIu (PIyYKOHA30JI IPOTITOM IIEPIIOT0 TPUMECTPY BariTHOCTI.
[ToBimoMIISIOCSs IPO YKUCJIEHHI BPOMXKEHI MMaTOOTii Y HOBOHAPOMXKEHUX (BK/TI0Ya0UH
Opaxinedartio, IUCINIa3iio BYIITHOI paKOBUHHU, HaAMipHe 30ibIIIeHHS IePeIHbOT0 TiM I4Ka,
BUKPHUBJIEHHS CTETHA, JI€Y0IIPOMEHEBHUM CUHOCTO03), MaTepi SKUX MPUUMasd BUCOKI f03HU
dbmykonazony (400-800 Mr/go0y) MpOTAroM IpuHaMHI TphoxX abo Oinbille MiCSIIiB Os
JIIKyBaHHS KOKIU101403y. 3B’A30K MiX 3aCTOCYBaHHSM (PIyKOHA30JIy Ta UMU BUIIafAKaMU
He BU3HAYEHUN.

HocnimKeHHS Ha TBapHHAaX IIPOOEMOHCTPYBaIU PENPONYKTUBHY TOKCUYHICTE.

He cnig 3acTocoByBaTH 3BUYalHi 103U (HIIYKOHA30Jy Ta KOPOTKOTPUBAJIL KYPCH TiKyBaHHS
(bITYyKOHA30JI0M Yy TIepiof BariTHOCT, 3a BUHSATKOM KpalHbol He0OXimHOCTi.

He cnig 3acToCOBYBaTH BUCOKI M03U (TyKOHA3011y Ta/abo TpuBasli KypCcH JiKyBaHHS
(bITyKOHA30JI0M y IIepiof BariTHOCTI, 3a BUHSTKOM JIiKyBaHHS iH(DEKIIiH, 1110 MOXKYTh
3arpoxkKyBaTHU XKUTTIO.

T'odyeaHHA 2pydoio.

®IyKOHA30JI MPOHUKAE Y TPYOHE MOJIOKO Ta MOCSITa€E KOHIEHTpaIllil momi0HoI 10 PiBHS y
m1a3Mi Kposi ([TuB. po3min «PapmMakokKiHeTHKa»). ['omyBaHHS I'PYAOI0 MOXKHA IIPOAOBXKYBaTH
IIiCJIST Pa30BOTr'0 3aCTOCYBaHHS 3BUYAMHOI 03U (PIIYKOHA30Iy, 110 CTAHOBUTH 150 MT.

[omyBaTu TPyAnio0 He peKOMEHOYEThCS IpU ODaraTopa3oBOMY 3aCTOCYyBaHHI (iyKoHa30iy abo
IIpY 3aCTOCYBaHHI BUCOKUX 103 (priyKoHa30:my. CIlif OLiHUTHA KOPHUCTh TOAYBaHHSA IPYAIO OIS
PO3BUTKY i 3MOPOB’Sl OUTHHHY, a TAaKOXK KIIiHIYHY ToTpeby MaTepi y nikapcbKoMy 3acobi
Iudmoson” i Oynb-AKi HOTeHNiiHI Mo6iuHi edekTn mKapceKoro 3acoby Judmoson” abo
OCHOBHOI'0 3aXBOPIOBAHHS MaTepi A1 JUTHUHY, SKa OTPUMYE IpyAHE BUTONOBYBaHHS.

depmuabHiCMb.

®yKoHA30J1 He BIIJIMBAB Ha (EePTUIIBHICT CAMIIiB Ta CAaMOK IITyPiB.

30amuicmb enaueamu Ha weudkKicmov peakuii npu KepyeaHHi asmompaHcnopmom a6o



iHwumu MmexaHizmamu.

HocnigXkeHb BIJIUBY IIpelapaTy Ha 3[MaTHICTh KepyBaTH aBTOTPAHCIIOPTOM abo MpalloBaTH 3 iHIIUMU
MeXaHi3MaMu He IPOBOJUIIN.

[MarienTiB cnig npoiHgopMyBaTH MPO MOXKJIUBICTL PO3BUTKY 3allaMOpOodYeHHs abo CymoM Iif yac
3aCTOCOBYBaHHA IIpemnaparty. [Ipy po3BUTKY TaKUX CUMITOMIB HE PEKOMEHIYEThCSI KepyBaTh
aBTOTPAHCIOPTOM a0o0 MpallloBaTH 3 iHIMMMHU MeXaHi3MaMu.

Cnocid 3acmocyeaHHsi ma do3u.
o3a ryKoHa30/1y 3aIexXKUTh Biff BUAY i TIKKOCTI rpubKOBOI iHGEKITl.

[Tpu HeoOxigHOCTiI GaraToOpa30BOro 3aCTOCYBaHHS NpenapaTy JiKyBaHHS iHeKUil cin
IIPOJIOBXKYBATH 00 3HUKHEHHS KITIHIYHUX Ta 1Ta00paTOPHUX IIPOSBIB aKTUBHOCTI rpuOKOBOI iH(eKITii.
HepocTaTHs TpuBasiCTh TiKyBaHHS MOXKe IIPU3BECTH A0 BiIHOBJIEHHS aKTUBHOIO iH(MEKLIMHOTO
IIpOIIECy.

[TpemapaT 3aCTOCOBYBATH, 3aJie’KHO Bifi JTikapchkol popMu, mepopaibHO ab0 BHYTPILIHEOBEHHO
migxoM iHgysii. Crmocib 3acTocyBaHHS IpenapaTy 3ajie’KUTh Bif KJIiHIYHOT0 CTaHy malfieHTa. Hemae
HeoOXiIHOCTI y 3MiHi 000BOI AO3U IIpemnapaTy Ipy 3MiHi MIIIXy U0ro 3aCTOCYBaHHS 3 IEPOPaIbHOTO
Ha BHYTPIIIHbOBEHHUY Ta HaBIaKU.

Po3uuH ons indyasit ciig BBoOgUTH 3i MIBUAKICTIO, 1110 He nepeuinye 10 m/XB.
CymicHicmb npenapamy.

[IpenapaT cyMiCHUM 3 TAKUMHU PO3YMHAMU:

-5 % Ta 20 % po34YuH TIIIOKO3Y;

- po3umH PiHrepa;

- Po3umH XapTMaHa;

- PO3YHH KaJlil0 XJIOPULOY Y TTII0K03i;

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

- 3,5 % po34YMH aMiHO3UHY;

- 0,9 % po34uH HATPIIO XJIOPHULY;

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

®nyKoHA307 MOKHA BBOOUTHU B iH(DY3ilHY CHCTEMY Pa30M 3 OOHUM i3 3a3HaUYE€HUX BUIIE PO3YHHIB.
Xoua BUIaKu HecnelurdiuHol HecyMiCHOCTI IpemnaparTy 3 iHImuMU 3aco0aMu He OTKCaHi, He
PEKOMEHAYEThCA 3MillyBaTU (pIyKOHA30JI 3 iHIIUMHU IIpernapaTaMu mepeq iHdy3ieto.

Po3uuH [An1g BHYTPIIIHEOBEHHUX 1HQY3il IPU3HAYEHUY JIUILE [JIS1 pa30BOr0 3aCTOCYBaHHS.
Po3BeneHHS i 37iMCHIOBATH B aCENITUYHUX YMOBax. Po3unH He0oOXigHO MepeBipuTH Ha HasBHICTh
CTOPOHHIX YaCTUHOK Ta 3MiHY 3a0apBieHHs. PO34YUH CIIil BUKOPHCTOBYBATH JIMIIIE TOMi, KOJIM BiH



IIPO30PHUY TA HEe MiCTUTh CTOPOHHIX YaCTUHOK. HeBUKOPUCTaHi 3aMUIIKK IIpernapaTy HeoOxigHo
3HUIIUTH.

[Topocai.

Kpunmoxokos.

- JIikyBaHHSI KPUIITOKOKOBOI'O MEHIHTITY: peKOMEHI0BaHa HaBaHTaXKyBaJibHa 038 CTAHOBUTH
400 Mr y mepimuii geHs, migrpuMyooda go3a - 200-400 mr/mo6y. TpuBasicTh JTiKyBaHHS
3a3BUYall CTaHOBUTSH I[OHaWMeHIIe 6-8 THXKHiB. [1pu iHDEKIisX, 110 3arPOXKYIOTh XKUTTIO,
no0oBy 003y MoxHa 30inemuTu 1o 8§00 Mmr.

- IligTpuMytoya Tepamis A molepenkeHHs PeIUANBY KPUIITOKOKOBOI'O MEHIHTITY Y MALI€HTIB 3
BHUCOKUM PHU3UKOM HOT0 PO3BUTKY: PEKOMEHIOBaHa I03a Ipemnapaty cTaHoButh 200 Mr/moby
IIPOTATOM HEOOMEKEHOT0 Yacy.

Kokuudioidos. PekomeHngoBaHa fno3a ctaHoBuTh 200-400 Mr/mo6y. TpuBasicTh NiKyBaHHS CTaHOBUTH
11-24 wmicsni abo moBIIe 3a/meXkHO Bifl cTaHy martieHTa. [I1s mikyBaHHS geskux GopM indexii, a
0Cco0/IMBO IS JIIKYBaHHS MEHIHTITYy MOxe OyTH [OIIIbHUM 3aCTOCYBaHHS HO3U

800 Mr/mo0y.

IHea3ueHi kaHOudo3u. HaBaHTaxXyBajbHa f03a cTaHOBUTH 800 Mr y nepluny geHb,
nigTpumyioda go3a - 400 mr/moby. 3a3Buyail peKOMeHI0BaHa TPUBAJIICTh JIiKyBaHHS
KaHOumeMil CTAaHOBUTH

2 THAXKHI IiCJIg NepIIuX HeTaTUBHUX Pe3y/IbTaTiB KyJIbTYPU KPOBi Ta 3HUKHEHHS O3HaK 1
CUMIITOMIB KaHOUOeMil.

Kanouodos causosux 060/10HOK.

- KaHIM03 POTOTJIOTKY: HaBaHTaxyBaibHa f03a cTaHOBUTH 200-400 Mr y mepiiuil AeHb,
migTpuMytoda mo3a - 100-200 mr/mo6y. TpuBaicTh TiKyBaHHS CTaHOBUTDH 7-21 meHb (10 MOCSTHEHHS
pemicii), ame Mozxke OyTu 30inbINeHa A7 HAIi€HTIB i3 TIXKUM iMyHOTeQIiITuTOM.

- Kangumo3 cTpaBoxofy: HaBaHTaxyBalbHa q03a CTaHOBUTH 200-400 Mr y mepIiiuy geHb,
nigTpuMytoda mo3a - 100-200 mr/moby. TpuBamicTh mikyBaHHS cTaHOBUTE 14-30 gHIB (0 HOCATHEHHS
peMicii), ame Mozxke OyTu 30inmbINeHa AJg HALi€HTIB i3 TIXKUM iMyHOOeQiITuTOM.

- Kaugunypisi: pekoMeHngoBaHa no3a cTaHOBUTE 200-400 Mr/mo0y mpotsirom 7-21 guiB. [l namieHTiB
i3 TsKKUM iMyHOmE]IiUTOM TPUBAJICTE TiKYBaHHS MOXKHA 301JIbIIUTH.

- Xponiunui aTpodiyHui KaHAU03: PEKOMEHJ0BaHa 003a CTaHOBUThL 50 Mr/moby MpoTsAroM
14 nHis.

- XpoHiYHMY KaHAUI03 IIKiPU Ta CIM30BUX 000I0HOK: PeKOMEHI0BaHA 03a CTAHOBUTH
50-100 mr/mo6y.TpuBamicTh MiKyBaHHS CTaHOBUTH 10 28 MHIB, aye Moxke OyTu 306inbliIeHa
3aJIe3KHO Bifl TAKKOCTI Ta BUAY iH(eKIii abo 3HUKEHHS iIMyHITETY.

ITonepedaceHHs peuudusy KaHOuodo3y caAu308ux 000410HOK y nayieHmie 3 BIJI, saki maomy
BUCOKUU PU3UK U020 pO3BUMK).

- Kauaumos poTornoTky, KaHAUL03 CTPABOXOAYy: PeKOMeHI0BaHa 103a CTAHOBUTh
100-200 mr/moby a6o 200 mr 3 pa3u Ha TUXKOEHb. TPUBAIICTh JTiKyBaHHS € HE0OOMEXKEHOI0



[J1 MALi€HTIB 13 IPUTHIYEHUM IMYHITETOM.

ITpoginakmuka kaHOUOO3HUX IH(peKuill y nauieHmis i3 mpusa10r HelUmpOneHie:o.
PekomenpoBana mo3a ctaHoBuTh 200-400 mr. JIikyBaHHS CITifl pO3MOYMHATH 3a KilbKa JHIB OO
OYiKyBaHOTO PO3BUTKY HEUTPOIEHII Ta MPOAOBKYBATH IPOTATOM 7 OHIB IiC/sA HMiABUIEHHS KiIbKOCTI
HeiiTpodinis moxan 1000/mm’,

IauieHmu AimHb020 BiKY.

o3y HeoOxifmHO minOupaTy 3aIeXkHO Bif cTaHy QYHKIIiM HUPOK (OUB. HAXKYE).

ITauieHmu 3 HUPKOBOK HEeQOCMAMHICMIO.

®nyKOHa30/1 BUBOAUTHCS 3 OPraHi3aMy IlepeBaxkHO 3 ceyelo y He3MiHeHoMY Burmiafi. [Ipu pasosomy
3aCTOCYBaHHI KOPUTYBATH 03y IIpernapaTry He moTpibHo. ITarieHTam (BKI0oYawouu miTed) i3
TIOpYIIeHHSM (GYHKIIIN HUPOK IpH HeoOXimHOCTi 6araTopa3oBOro 3aCTOCYBaHHS IIperapary y mepuIui
[eHb JIIKyBaHHS CJIi[I 3aCTOCOBYBaTU 104aTKOBY 103y 50-400 Mr 3aexHo Bif noka3aHHA. [licns
11,0T0 1060BY 003y (3a/Ie’KHO Bifi TOKa3aHHA) CJIi PO3paxoByBaTH BifIIOBIAHO N0 HHAXKYeHaBeOEeHOl
TabOJIuIIi:

K 1ipeHc KpeamuHiny (ma/x8) Biocomok 8i0 pekomeH008aH0i 0o3u
> 50 100 %

< 50 (6e3 pmiami3y) 50 %

Perynsipauil gianis 100 % micg KOXKHOro gianidy

[MauieHTu, siKi nepeOyBalOTh Ha pPeryasIpHOMY fiasnisi, moBuHHI oTpuMyBaTu 100 % pekoMeHmOBaHOI
[03HY IIiCJIg KOXKHOTO fianidy. Y meHb, KoK [iajii3 He IIPOBOAUTHCS, ITAllleHT [I0BUHEH OTPUMYBaTU
103y, BIIKOPUTOBAHY 3aJIe’KHO Bif KIipeHCYy KpeaTuHiHY.

Ilauienmu 3 nopyweHHAM GYHKUIU NeYiHKU.

®yKOHA30J1 CJIifl 3aCTOCOBYBATU 3 00EPEKHICTIO MallieHTaM i3 MOPYLUIEHHIMY (YHKIIN MeYiHKHY,
OCKiNbKHM iH(popMalii om0 3aCcTOCyBaHHSA (IYKOHA30J1y IIili KaTeropil maiieHTiB HeIOCTaTHEO.

imu.
He crig mepeBuilyBaT MaKCuMalbHYy 1060BYy m03y 400 Mmr.

4K i mpu aHaNMOTiYHUX iHPEKIiIX y JOPOCIUX, TPUBAJICTS JIiKyBaHHS 3aJ€XKUTh Bifl KJIiHIYHOI Ta
MikosoriuHol Bignosini. Judmoson® 3actocoBysatr 1 pa3 Ha mo0y.

[o3yBaHHA IpenapaTy HiTAM i3 IOpyIIeHHAM (QYHKIII HUPOK HaBefeHO Buie. PapMakoKiHEeTHKa
(bTyKOHa30I1y He [OCTigXKyBanacs y AiTel i3 HUPKOBOIO HEJOCTATHICTIO (OUB. HUXKYe iHdopMaIliio
11010 3aCTOCYBAHHS HOBOHAPOMXKEHUM, y SIKUX YaCTO CIIOCTEPIra€ThCs IePBUHHA HE3PINiCTh HUPOK).



Ilimu gikom 8i0 12 pokis.

3asiexHo Bif MacH Tila Ta my0epTaTHOTO0 PO3BUTKY JIiKapio CJIif OLIHUTH, gKa [J03a Ipenapary (ams
mopocnux abo [t miTen) € onTUMAaNbHOIO g HalieHTa. Kminiuni maHi cBiguaTh mpo Te, 110 y AiTewn
KJIipeHC (IyKOHAa30Jy € BULIKUM MOPIiBHSAHO i3 mopocnuMu. 3acTtocyBanHs fo3 100, 200 Ta 400 mr
OOPOCTUM Ta o3 3, 6 Ta 12 MI/KT OiTSM IPU3BOIUTH 10 HOCATHEHHS CIiBCTaBHOI CUCTEMHOI
€KCIIO3MIII.

Ilimu 8ikom 8i0 28 dHis 0o 11 pokis.

Kanmumo3u cnu3oBux 0007I0HOK: TI0OYATKOBA [103a CTAHOBUTE 6 MTI/Kr/mo0y, migTpuMyooyda m103a
-3 Mr/kr/mo6y. [ToyaTKOBY 103y MOXKHa 3aCTOCOBYBATH B IEPIINH IeHb 3 METOIO OiTbII IIBUIKOTO
OOCSATHEHHS PiBHOBAXKHOI KOHIIEHTpPAIIil.

[HBa3WBHI KaHAUI03M, KPUIITOKOKOBUYM MEHIHTIT: J03a IIpernapaTy CTaHOBUTD 6-12 Mr/Kr/mo0y
3aJ1eXKHO Bifi CTyIIeHs TAXKKOCTi 3aXBOPIOBAaHHS.

[ligTpuMytoda Teparis i IolepeaXeHHs PeluauBy KPUIITOKOKOBOTO MEHIHTITY y AiTel i3 BUCOKUM
PU3KUKOM HOT'0 PO3BUTKY: 003a IIperapaTy CTaHOBUTD 6 MI/KT/mo0y 3a/Ie3KHO Bifl CTYIEeHs TSXKKOCTi
3aXBOPIOBaHHS.

[TpodinakTrka KaHAUOO3IB y NAIi€HTIB 3 iMyHOAeIiIUTOM: f03a IIpenapaTy CTaHOBUTh
3-12 mMr/kr/moby 3aexkHO Bifi BUpaXKeHOCTi Ta TPUBAJIOCTI iHIYyKOBaHOI HEUTPOIIeHil (OUB. KO3 OIS
OOPOCNUX).

Ilimu 8ikom 8i0 HapoOxceHHA 00 27 OHiB.

Y HOBOHapomxkeHUX (IyKOHA30JI BUBOAUTLCSA 3 OpraHi3My HOBiIbHO. [JaHi 3 papMakKOKiHETHUKY, Ha
SKUX 0a3yl0ThCSA 03U IJ151 HOHOUIEHUX HOBOHAPOMXKEHUX, 3a3HaueHi HUXKYe, HaBeeHO B po3xini
«dapMaKOKiHETHKa».

- [ToHoOIIEHI HOBOHAPOIXKeHi BikoM Bix 0 mo 14 OHiB: 103K, aHAIOTiYHI 3a3HaYEHUM BUIIIE AJIS OiTen
BikOM Bif 28 nHiB 10 11 poKiB, ciiif 3aCcTOCOBYBaTU KOXKHI 72 roguau. He ciif nepeBuiyBaT
MaKCUMaJIbHy 03y, 10 CTAaHOBUTDH 12 MI/KT KOXKHi 72 TOOUHM.

- IJoHOIIIeHi HOBOHAPOIXKeHi BiKOM Bif 15 mo 27 mHiB: M031, aHAJIOTiYHI 3a3HaYe€HUM BUIIe O/ OiTen
BikoM Bip 28 mHiB 1o 11 pokiB, ciif 3acTocoByBaTy KOXKHi 48 ropus. He cif nepesuiysatu
MaKCUMaJbHy 03y, 10 CTAaHOBUTH 12 MI/KT KOXKHi 48 rogus.

Himu.

[TpemapaT 3aCTOCOBYIOTh IiTSIM Bifi HApOmXKeHHs (IuB. po3Min «Croci0 3acToCyBaHHS Ta JO3U»).

Ilepedo3yeanHns.

[ToBigommsnocs mIpo Iepefo3yBaHHSA (PIYKOHA30I0M; OGHOYACHO ITOBITOMIISINIOCS PO
rajonuHalil Ta apaHoifanbHy ITOBEiHKY.



[Tpu nepeno3yBaHHi HEOOXiMHO TPOBECTH CHMIITOMaTUYHY MigTPUMYIOUy Tepariio Ta y pasi
HEOOXiTHOCTI - MPOMHUTH IITYHOK.

®nyKoHa3071 3HAYHOIO MipOI0 eKCKPETYETHCS 3 cedelo; (GopcoBaHUY Aiype3 MOXKe MPHUIIBUALIINTI
BUBeIeHH npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUKYE PiBEHb PIYKOHA30JTYy V
na3Mi KpoBi mpu6nau3Ho Ha 50 %.

ITobiuni peakuii.

Haituacrime moBigoMisiiocs Ipo Taki mobivHi peakirii: rooBHMM 6inb, 6inb ¥ YepeBHiN MOPOXKHUHI,
miapes, HygoTa, 6/0BaHHS, BUCUIIAHHS, MMiBUIIIEHHS PiBHS anaHiHaMmiHoTpaHcdepasu (AJIT),
acnaprataMinoTpaHcdepasu (ACT) Ta nyxkHoi ¢pocdhaTa3u KpoBi, BUCUIIAHHS.

[ToBimoMIISITIOCS IIPO PeakKIliio JTiKapChKUX 3ac00iB 3 €03MHOMITIEI0 Ta CHCTEMHUMH CUMIITOMaMHU
(DRESS cunpapoM), 1110 10oB’s3aHi 3 JiKyBaHHAM (GIyKOoHa30JI0M (AuB. po3ain «OcobIuBOCTi
3aCTOCYBAHHS»).

I OLiHKY YaCTOTU BUHMKHEHHS MOOIYHUX peakilii BUKOPUCTOBYIOTh HACTYIIHY Kiacudikarliio:
nyxe 4dacto (= 1/10), gacto (= 1/100 i < 1/10), Hewacto (= 1/1000 i <1/100), pigko (= 1/10000 i
<1/1000), myxe pigko (< 1/10000), Ta yacToTa HeBifoMa (HEMOXKJIMBO OLIIHUTH Ha IifCTaBl HagBHUX
OAHUX).

3 6oky cucmemu Kposi ma aimpamuyHoi cucmemu.

Heuacro: anemis.

Pifko: arpaHynoInuTO3, TIEMKOIEHisT, HEUTPOIEHisl, TPOMOOIUTOIIEHis.

3 boky imyHHOI cucmemu.

Pigko: aHadinmakcis.

MemaboaiuHi ma asimeHmapHi po3aadu.

HedacTo: 3HUXKEHHS QllEeTUTY.

Pigko: rinepTpuriinepupemis, TinepxogecTepuHeMis, TinoKaaieMis.

ITcuxiuHi nopyweHHA.

HeuacTo: 6€3COHHS, COHJIUBICTS.

3 6oky Hepeogoi cucmemu.

YacTo: roIoBHUM Bifb.

HeuacTo: cymoMu, 3allaMOPOYeHHS, lTapecTesii, MopylIeHHsS CMaKy.

Pigko: Tpemop.

3 60Ky opaaHis cayxy ma secmubya5pHO20 anapamy.



Heuacrto: BepTuro.
3 6oky cepus.

Pigko: mapokcu3MabHa IIIYHOYKOBAa TaXiKapfis TUMY «HipyeT», MOOOBXKeHHs inTepBany QT
(ouB. po3min «OcoOIMBOCTI 3aCTOCYBaHHS»).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

YacrTo: 6in1b y YepeBHii TOPOXKHUHI, Hiapes, HyOoTa, OII0BaHHS.
HeuacrTo: 3amop, gucrernciss, MeTeopusM, CyXiCTh Y pOTi.
I'enamobiaiapHi po3aadu.

Yacro: migBuilleHHS piBHS anaHiHamiHoTpaHcdepas3u (AJIT), acnapTaTamiHOTpaHCdepasn
(ACT), nyxHo1 dhocdaTasu (mus. po3min «OCoOIHBOCTI 3aCTOCYBAHHS»).

HeuacTo: xomecTas, JKOBTSIHUIA, MiABUILIEHHS PiBHS 0inipyOiny (muB. po3min «OcobnuBoCTi
3aCTOCYBaHHS»).

Pigko: mediHKOBa HEIOCTATHICTh, TEMIATOIEIONIIPHUM HEKPO3, TETIaTUTH, TEMaTOIEN0NISIPHE
ypaxeHHs (OuB. po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

3 60Ky wkipu ma nidwKipHOi MKAHUHU.
YacTo: BUCHUIIaHHA (muB. po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

HeuacTo: cBepbixk, MEAMKAMEHTO3HUY JepMaTUT (BKIToYaouu ¢GpikcoBaHUMN
MeOUKaMeHTO3HUM [IepMaTHUT), KPOIIUB SHKA, MiABUINEHE TOTOBUMINEHHS (IUB. PO3MIN
«Oc0bIMBOCTi 3aCTOCYBAHHS»).

PigKo: TOKCUYHUM elligepManbHUM HEKPOJi3, cuHApoM CTiBeHca-[I;)KOHCOHA, TOCTPUI
reHepaTi30BaHUU eK3aHTEMATO3HUU MyCTYJIb03, eKC(OIiaTUBHUN IePMaTuT,
AQHTiOHEeBPOTUYHUM HAOPSK, HAOPSK 00Muyds, anomeris (ouB. po3min «OcobmuBoCTi
3aCTOCYBaHHS»).

HeBigomo: MeiKaMeHTO3Ha peakilis 3 eo3uHodinmieio i cuctemanmu nposisamu (DRESS).
3 60Ky 0nopHO-pyx08020 anapamy ma CnoayYyHoi MKaHUHU.

HeuacTo: Mianris.

3azanvHi po3aadu ma peakuyii y micui 88e0eHHA.

HeuacTo: nmigBuilleHa BTOMJ/IOBaHICTh, HE3yKaHHS, aCTeHisl, rapsyka.

Himu.

YacToTa Ta XapakTep n0o0iYHUX peakIlill i BigxueHs Big HOPMU Pe3yIbTaTiB 1ab0paTOPHUX
aHaJIi3iB y X0fi KJIiHIYHUX AOCIgXKeHb (PIyKOHA30/Iy 3 y4acCTIO AiTel CIiBCTaBHI 3 TAKUMU Y
IOPOCTIUX.



38imysaHHA Npo nido3pr8aHi nobiuHi peakuii.

3BiTyBaHHS 1po no0iYHi peakiii mics peecTpaiiii Tikapchbkoro 3acoby Mae BaXKJiMBe 3HaueHH. Lle
[la€ 3MOTY IPOBOAUTH Ge3nepepBHII MOHITOPUHT CITiBBiJHOIIEHHS MiXK KOPHUCTIO i pU3UKaMH,
TIOB’SI3aHMMU i3 3aCTOCYBaHHSM IIbOTO JTiIKapChKOT0 3acoby. MeIMYHUX MpaliBHUKIB IPOCSATH
3BiTyBaTH PO Oyb-gKi Mimo3pioBaHi MobiuHi peakirii BifTOBiIHO IO BUMOT MiCII€BOI0 3aKOHOJaBCTBA.

Tepmin npudamHocmi. 5 POKiB.

YMoBH 30epiraHHs.
30epiraTu B OPUTiHANBHIN YIIaKOBI pu TeMmepatypi He Bute 30 °C.

30epiratu y HeJOCTYIIHOMY OJISI OiTeM MicCIIi.

HecymicHicmo.

Ocob6nuBocTel 11100 HECYMiICHOCTI IIpemnapaTy He Big3HaueHo. He crip 3MimntyBaTu mpemapar 3
iHIMMUMY TiKapchKUMU 3acob6aMu B OfHiM €MKOCTI, OKpiM 3a3Ha4eHUX B po3aini «Crocib 3acTocyBaHHS
Ta OO3U».

YnakoBka.

[To 100 mMn y ckngHiY musami, mo 1 masmni B mayti.

Kareropis Bigmycky.

3a peLemnToM.

BupoOHHK.

[TAT «anuudapm».

Micue3HaxoIKeHHsI BUPOOHHKA Ta aipeca MicIs MpoBaIXKeHHs HOro Tis/IbHOCTI.

Ykpaina, 79024, M. JIBiB, Byn. OnpuikiBceka, 6/8.

3asiBHHUK.



[TAT «Tanuudapm».

Micne3HaxomXKeHHS 3asiBHHKA.

Yxpaina, 79024, m. JIeBiB, Byn. OnpuIIKiBCEKa, 6/8.



