IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

OU®III0301°

(DIFLUZOL")

Cknao:

ditoua pevuosuHa: GIyKoHA30I;

1 kancyna MicTuth GrIyKoHa301y, y nepepaxyBaHHi Ha 100 % pedoBuny 150 Mr;
00ONOMIdiCHI peyoBUHU: KallbIlil0 CTeapaT, HaTPil0 KPOXMAaNbIIKOIAT (TUIl A);

ck1a0 06040HKU Kancyau: XKeJaTuH, aTeHToBaHuu cuHiu V (E131), xinomiHoBuit xkoBTu (E
104), tutany miokcup (E 171).

JlikapcbKka ¢popma. Kancynu.

OcHo8HI (pi3uko-ximiuHi 8s1acmusocmi: TBepAi xKenaTuHoBi Karncynu Ne 1, Kopryc 6ipio30Boro
KOJIbOPY, KPHUIITKA 3€JIEHOT'0 KOJIbOPY.

BwmicT kamcyn - mopoimok 6imoro abo Mmaiixke 6i0ro Konpopy, 0e3 3amaxy.

dapMakoTepaneBTHYHA rpyna. [IpoturpuOKoBi 3aco0u [i7id CUCTEMHOTO 3acToCyBaHHS. [ToxigHi
tpuasony. Kog ATX JO2A CO1.

®apmako102iuHi 8 1acmueocmi.

®apmakoOuHamika.
MexaHi3M fil.

®IyKOHA30J1 € TPOTUTPUOKOBUM 3aC000M Kilacy Tpua3o0iiB. [[epBUHHUM MeXaHi3MOM HOTo mil
€ IpUTHiYeHHs rpubKoBoro 14-ambda-1aHOCTEPOI-IEMETHITIOBAHHS, OII0CEPEIKOBAHOTO
iutToxpomMoM P450, 110 € HeBifn'eMHUM eTanioM 6i0CHHTE3Y I'PUOKOBOTO €PrOCTEPOITY.
Akymynsamisa 14-anb¢ha-MeTUI-CTEPOIIiB KOPEIOE 3 TOHAbIIOI BTPATOI0 eProCTEPOITY
MeMOpaHOoI0 IPUOKOBOI KJIITMHU Ta MOXKe BifTIOBiIaTH 3a IPOTUTPUOKOBY aKTUBHICTh
dbykoHazony. OykKoHa3011 € GifbIll CeIEKTUBHUM A0 TPUOKOBUX (hePMEHTIB IIUTOXPOMY



P450, HiX 1m0 pi3HUX cucteM ¢pepMeHTiB uToxpomy P450 ccaBiiB.

3acTocyBaHHS QIyKoHa307y y mo3i 50 Mr Ha moby mpoTsaroMm 28 mHIB He BIIJTMBAE HA PiBeHb
TECTOCTEPOHY y IIJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb EHOOTeHHUX CTEPOIMiB ¥ KiHOK
pernponyKTUBHOTO Biky. ®nykoHazon y no3i 200-400 Mr Ha mo6y He MPOSsIBIISE KITiHIYHO 3HAYYI[OTO
BIIJIUBY Ha PiBeHb €HAOTeHHUX CTEPOifiiB ab0 Ha BigmOBib Ha CTUMYJISLII0 aqPEeHOKOPTAKOTPOIIHOTO
ropmony (AKTT) y 3mopoBux m0OpPOBOJIBIIIB YOIOBI4OL CTAT.

HocnimKeHHS B3aEMOIil 3 aHTUITIPUHOM NIPOEMOHCTPYBaIH, 110 3acTocyBaHHA 50 Mr (IyKOHA3011y
pPa3oBo uyu 6araTopa3oBO He BIINIUBA€ Ha MeTab0/1i3M aHTUIIIPUHY.

YyTHIUBICTSE in Vitro.

®11yKOHAa3071 in Vitro IeMOHCTPY€E MTPOTUTPUOKOBY aKTHBHICTh CTOCOBHO BUAIB Candida, 1110
3ycTpidaloThCa HanuacTime (Bkmodawuu C. albicans, C. parapsilosis, C. tropicalis).

C. glabrata meMoHCTpy€ IMMPOKKY fialla30H YyTIUBOCTI 70 GiIyKoHa30my, Tomi K C. krusei €
00 HbOT'O PE3UCTEHTHOIO.

TakoxK (GyKOHA307 in Vitro eMOHCTPY€E aKTUBHICTE K mpotu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i MpOTH eHAEeMiUHUX MITiCHABUX rpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum Tta Paracoccidioides brasiliensis.

B3aeM03B’130K dhapMaKOKiHETUYHUX i dapMakKOOUHAMIUHUX BIACTUBOCTEH.

BiAmoBigHO [0 pe3yJbTaTiB AOCIIAXKEHb Ha TBapUHAaX, iICHY€E KOPEeJIsLisi MiX MiHIMaIbHO0
iHriOyI049010 KOHIIEHTPAIl€0 Ta e(PeKTUBHICTIO MIPOTH eKCIIepUMEHTATbHUX MOfiesiel MiK03iB,
cripu4yrHeHux Bugamu Candida. BigmoBigHO 00 pe3yabTaTiB KIiHIYHUX OOCTiOXKEeHb, iCHYE
niHiiHa 3anexHicTb Mixk AUC Ta mo3ot ¢pnykonasony (mpubnausso 1:1). Takox icHye
IPSIMUY, ajle HefmocTaTHiM 3B'130K MiK AUC a6o 03010 Ta IO3UTUBHOIO KIiHIYHOI0
BiATIOBiA/II0 Ha JIiIKyBaHHS OPaIbHOTO KaHOUOO03Y Ta MEHIIO MipoI0 - KaHOUAEMil.
AHamoriyHoO JTIiKyBaHHS iH(QEKIi}, CIPUYUHEHUX IITaMaMy, A0 SKUX (HIIYKOHA30JI IEMOHCTPYE
BUCOKY MiHiMasbHy iHTi0yi09y KOHIIEHTpAllifo, € MEHII 3a[OBIIbHUM.

MexaHi3M pe3nuCTEeHTHOCTI.

Mikpoopranidmu poay Candida 0eMOHCTPYIOTh YUCIEHHI MeXaHi3MU PEe3UCTEHTHOCTI 10
a30JIbHUX ITPOTUTPUOKOBUX 3ac00iB. OIIyKOHA30/1 IEMOHCTPYE BUCOKY MiHiMalbHY iHTiOy0Uy
KOHIIEHTPAIIiI0 IPOTH IITaMiB rpubiB, SIKi MarOTh oguH abo Oinblle MexaHi3MiB
PE3UCTEHTHOCTI, 1[I0 HETaTUBHO BIIJIUBA€ Ha e(peKTUBHICTH in Vivo Ta B KJIiHIYHIN ITPAKTHUIII.
[ToBimoMsoCsl PO BUNAAKU PO3BUTKY cymnepindekiil Candida spp., iIHIIUMY Hixk

C. albicans BumaMu, 110 YaCTO € HEUYTIUBUMU 00 (IIYKOHA30Jy (HampuKiapg

Candida krusei). [Ing nikyBaHHS TaKuX BUITQOKIiB CIIiJl 3aCTOCOBYBATH allbTePHATUBHI
IIPOTUTPUOKOBI 3aCO0H.

KoHTpomnbHiI TOYKHM (BIATIOBIZHO OO0 PEKOMeHalli €BPONEerChKOT0 KOMITETY 3 HOCIiXKeHb YYTIUBOCTI
OO0 aHTUMIKPOOHKX 3aC00iB).

Basyrouuch Ha HOCHTiXKeHH] (hapMaKOKiHETUKN/(PapMaKOAUHAMIKH, YYTIABOCTI in vitro Ta
KJTiHiYHO]I BiATIOBifi, Oy/I0 BU3HAUYEHO KOHTPOIbHI TOYKY AT PIyKOHA30IY IS
Mikpooprani3miB pony Candida. Boru 6ynu po3mofiiieHi Ha KOHTPOJIbHI TOYKH, 1110 He OB’ sA3aHi i3


http://multitran.ru/c/m.exe?t=4784720_2_1
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IIeBHUM BUOOM, SKi OiNbII0OI0 Mipoi0 BU3HAYaIUCS Ha OCHOBI (hapMaKOKiHeTHKY/(apMaKOAMHAMIKY i
He 3aJIexKaTh Bifl PO3MOMiny Ha MeBHi BUOY 3a MiHiMaIbHOIO iHTiIOYI040I0 KOHIIEHTPAlli€l0, Ta Ha
KOHTPOJIbHI TOUKH, TIOB’sI3aHi 3 IEBHUM BU[IOM, III0 HalYacCTillle aCOIiI0I0ThCS i3 iHQEeKIiAiMU Y
moguHy. 11i KOHTPOIbHI TOYKYM HaBeleHi HUXKYe.

[TpoTUTrPUOKOBHMIA KOHTpOMBHI TOYKH, OB’ I3aHi i3 IEBHUM BUOOM KOHTPOJBHI TOYKH,
3acio S</R> He II0B’sI3aHi 3
[IeBHUM BHIOM"
S</R>
Candida |Candida |Candida |Candida Candida
albicans |glabrata [krusei parapsilosis |tropicals
d1yKOHa3071 2/4 IE - 2/4 2/4 2/4

S = 4yTNnUBUU.
R pe3ucrenTHuil.

* KOHTPOJIbHI TOUKH, 110 He TI0B’sI3aHi i3 MeBHUM BUIOM, SIKi OiJIbIIIOI0 MipOI0 BU3HAYAIUCS Ha OCHOBI
(apMakoKiHeTuKY/(papMaKOOUHAMIKHY 1 He 3ajiexKaTh Bifi PO3NOAiLY Ha IIeBHI BUU 3a MiHIMaIbHOO
inribyro4oio KoHLIleHTpalielo. BoHU JoCmigXKyBanuch Jiuile y MiKpOOpraHi3MiB, y KUX He iCHY€
crieruivHOl KOHTPOIBHOI TOUKH.

-- [TocnimXeHHs YyTIUBOCTI He PEKOMEH[IOBaHi, OCKiIbKM BKa3aHW BUM HE € METOIO JTiKapChKOi
Teparil.

IE - mokagsiB I[0J10 TOTO, YX € BKa3aHU# BUO METOIO JIiIKapChbKOI Teparlii, HeloCTaTHHO.

dapmaxoKiHemuxka.

dapMaKOKiHETUYHI BTaCTUBOCTI (JIYKOHA307Ty € MOAiOHUMY IIPY BHYTPIIlTHhOBEHHOMY i
[IepopaibHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3om mobpe BCMOKTYETLCS P II€POPaIbHOMY 3aCTOCYBaHHi, a piBeHb IIpernapary y maasmi
KpOBi i cuctemMHa GiogocTymHicTh mepeBuliyioTh 90 % piBHS HIyKOHA30y Y My1a3Mi KPOoBi, 1110
IOCATa€EThCS NIPY BHYTPIIIHLOBEHHOMY BBeJeHHI npenapaTy. OmHOYacHe BXXUBaHHS 1Ki He BIIJIMBAE
Ha BCMOKTYBaHHS IIpenapaTy P M0ro llepopalbHOMY 3aCToCyBaHHI. [1iKkoBa KOHLIEHTpallisl y IIJ1a3Mi
KpPOBi focaraeTtecsd yepes 0,5-1,5 rogunu micnsa npuroMy npenapatTy. KoHLIeHTpalis npenaparty y
IIJTa3Mi KPOBI IIPOIOpLiiiHa [0 f03U. PiBHOBaXXHa KOHLeHTpaLisa Ha piBHI 90 % mocsraeTecs Ha
OPYyTui JeHb JTiKyBaHHS IIPU 3aCTOCYBaHHI y IepIIXH [eHb HaBaHTaXKyBaJlbHOL 03K, IO BABidi
TIepeBUIIyE 3BUYalHy J0OOBY HO3Y.

Po3nopmin.

00’em posmnopiny mpubIu3HO OOPIBHIOE 3arajlbHOMY BMICTYy PiIMHU B OpraHi3Mi. 3B’si3yBaHHS 3
Oinkamu mra3Mu KpoBi Hu3bKe (11-12 %).

®nykona3on mobpe MPOHUKAE B YCi MOCTiAXKyBaHi pinuHU opraHiaMy. PiBeHb QriykoHa305y y CIHHI Ta



MOKPOTHHHI € OAiOHMM [0 KOHIIEHTpallil Ipenapary y Ija3Mi KpoBi. Y nallieHTiB, XBOpUX Ha
rpubKOBUY MEHIHTIT, piBeHb DIIYKOHA30/y ¥ CIMHHOMO3KOBIM piguni mocsirae 80 % KoHIeHTpaLil y
IIJIa3Mi KPOBI.

Bucoki koHLeHTpallil ¢GIyKoHa301y y WIKipi, 10 TePeBUINYIOTh CUPOBATKOBI, HOCATAIOTHCS Y
porosoMy 1api, emifepMici, gepmi ta noti. ®JIyKOHA30JI HAKONIUYYETHCA ¥ POroBoMy wmapi. [Tpu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha go0y KOHIIeHTpalis GIyKoHa30:y micis 12 gHiB niKyBaHHS
CTaHOBHUJIa 73 MKT/T, a Yepe3 7 OHIB IiC/Is 3aBepIIeHHS JIiIKyBaHHSA KOHIIEHTpAIlid BCe Ile CTaHOBUJIa
5,8 Mxr/r. [Ipu 3actocyBanHi fo3u 150 mr 1 pa3 Ha TUXKAEHb KOHLEHTpaLis (IyKOHA30Jy Ha 7" meHb
JiKyBaHHSI cTaHOBUIA 23,4 MKT/T; yepe3 7 OHIB MiC/s 3aCTOCYBaHHS HACTYIIHOI NO3K KOHIIEHTpAllis
BCe IIle CTaHOBHUIa 7,1 MKI/T.

KonmenTpanist pnykoHa3omy B HIrTsax micins 4 MmicsniB 3acTocyBanHs 150 Mr 1 pa3 Ha TUXIeHb
craHoBmIa 4,05 MKT/T y 3M0pOBUX H0OPOBOJBLIB Ta 1,8 MKT/T IpU 3aXBOPIOBAHHSX HIrTiB;
(byKOHa30J1 BU3Ha4YaBCs Y 3pa3Kax HirTiB yepes3 6 MiCAIIB IMiclis 3aBepIleHHs Tepailil.

Biorpancdopmatiis.

®nykoHa301 MeTabomi3yeThCst He3HAYHOI0 Mipoo. [1pu BBeIeHHi 103U, MiueHOl PagioaKTUHBHUMHU
izoronamu, nuuie 11 % ¢prykoHa307y €eKCKPETYEThCS 3 cedelo Y 3MiHeHOMY BUrnsami. dnykoHa3on €
ceneKTuBHUM iHribiTopoMm i3odepmenTiB CYP2C9 ta CYP3A4, a Takox iHTiOiTOpOM i30hepMeHTy
CYP2C19.

BuBenenus.

[Tepiox HamiBBHBemeHHs GIYKOHA30ITY i3 MMJ1a3Mu KPOBi CTaHOBUTH 61u3bK0 30 romguH. Binbina
YacTHHa IIpenapaTy BUBOOUTLCS HUPKaMu, mpudoMy 80 % BBeOeHOl 03U BUSBIISIETLCI Y CeUi B
He3MiHeHOMY cTaHi. KimipeHc GpnyKoHa305y IponopLUiiHuy 00 KJlipeHCy KpeaTuHiHy. LIupKynoongux
MeTabOTiTiB He BUSBIIEHO.

TpuBanuii nepion HamiBBUBEOEHHS IIpenapaTy 3 IJ1a3MH KPOBi Jla€ MOXKJIUBICTH pa30BOr0
3aCTOCYBaHHS IIpellapaTy [IpU BariHaJbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaTy 1 pa3 Ha
TUXKIOEHb [IPY iHIIKUX [TOKa3aHHIX.

HupkoBa HEIOCTaTHICTE.

Y nmaiieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOT0 CTYyIeHs (IIBUAKICTh KIyO04YKOoBOl (inbTpaliil

< 20 M1/xB) nepion HamiBBUBeOeHHs 30inbiryeTbest 3 30 rogun mo 98 rogun. Tomy 1iK KaTeropil
nalieHTiB He0OXiMHO 3MEHIUTH N3y (hayKoHa3omy. ®nyKoHa30/1 BUAANSIETHCS UIIXOM reMOofiai3y,
Ta MEHILOK MipOI0 - LIJISXOM IHTpallepuTOHeaIbHOro gianidy. CeaHc reMopiani3y TpUBAiCTIO 3
TOMMHU 3HUXKYE piBeHb (IYKOHA30Iy V Ia3Mi KpoBi npubnu3no Ha 50 %.

[TaIieHTH JITHLOTO BiKY.

3MiHM (papMaKOKIHETHKY Yy MAIi€HTIB JIITHHOTO BiKy OUEBUOHO 3a/Ie3KUThH Bifl TapaMeTpiB (QyHKIIi1
HUDOK.

KriniuHi XxapaKTepHCTHKH.

IToka3auHs.



Iudmo30n° NoKa3aHUM [ JIIKYBaHHS TaKUX IPUOKOBUX iHGEKIill y MOPOCIHX (IHB. PO3MiN
«PapMakKoguHaMiKa»):

- F'ocTpui BariHanbHUY KaHOUA03, KOJIM MiCIleBa Tepallis He € JOLIIbHOIO.
- Kaugupmo3Huit OanaHiT, KOJIM MiclieBa Tepallis He € OOIiIbHOIO.

Teparnizo nikapcskuM 3aco6om Judmo301° MoKHa PO3NOYMHATH [0 OTPUMAaHHS Pe3y/IbTaTiB
KyJIbTypaJbHUX Ta iHIMKUX Tab0paTOPHUX OOCiIXKEHb; OJHAK IIiCJIT OTPUMaHHS Pe3ylIbTaTiB
OOCIIIXXKEeHb NPOTHAIH(PEKLIVHY Tepallilo CNIifi CKOPUTYBaTH BiANOBITHUM YUHOM.

Heo06xigHo 6paTu o yBaru odimiliHi peKoMeHmallii o0 BigIOBiIHOTO 3aCTOCYBaHHS
IPOTUTrpHUOKOBUX 3aCO0iB.

IIpomunoka3aHHs.

- limepuyTnuBicTh KO GIyKOHA301Ty, iHIINUX a30IbHUX CIOIYK ab0 [0 OyOb-SKOi 3 JOIIOMIiXKHUX
PEYOBUH IIpemnapary.

- OgHoYacHe 3acToCyBaHHS (HITyKOHA30/Iy Ta TeppeHaguHy Nali€HTaM, SKi 3aCTOCOBYIOTh
bnykoHa3on 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rimHO 3 pe3ybTaTaMy JOCTiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (QIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC006iB, IO TOIOBKYIOThH iHTEpBA
QT ta meTabomizyoTbcs 3a gonoMoroio hepmenty CYP3A4 (Hanpukiap 1U3anpuay, acTeMi3ony,
MiMO3U[y, XiHIAMHY Ta €ePUTPOMILIAHY).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

[IpoTUIOKa3aHO CYMiCHE 3aCTOCYBaHHSA (JIYKOHA30Jy Ta HUXKYe3a3HaUYEeHUX TIKapPChKUX

3aco06iB.

IMuzanpu0: OBiKOMIIAIOCS IIPO PO3BUTOK MOGIYHUX peakiliii 3 60Ky ceplis, Y TOMY YHCIIi IIPO
[IapOKCU3MaJIbHy IUIYHOYKOBY TaxiKapmilo TUIY «IIipyeT» y MMALi€HTIB, IKi OGHOYACHO 3aCTOCOBYBAJIA
GbnykoHa301 Ta nu3anpun. KoHTponboBaHe JOCTigXKEHHS IPOgeMOHCTPYBAJIo, 1[0 ONHOYaCHe
3actocyBaHHs 200 Mr ¢nykoHazony 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha 100y TPU3BOTUIIO
[0 3HAYHOI'0 IMigBUIIEHHS PiBHA LU3aNpUAY y IJIa3Mi KPOBi Ta 40 No#oBXKeHHS iHTepBany QT.
OpHOYacHe 3aCTOCYBaHHS (PIyKOHA30 Iy Ta LX3alpUAy IPOTUIIOKa3aHe (OUB. PO3MOin
«IIpoTunoka3anHsa»).

TepgeHaOuH: yepe3 BUMIaAKU PO3BUTKY TAXKKUX CEPLIEBUX apUTMill, CHPUUYNHEHUX [TOA0BKEHHIM
inTepBany QTc, y nalieHTiB, gKi 3aCTOCOBYBaIy a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3ac00U OMHOYACHO
3 TepbeHaguHOM, Oy TPOBENEH] HOCTiOXKEHHS B3a€MO/Iil ITUX ITpernapaTiB. Y Xofli OMHOTO
IOCTimKEeHHS IIPU 3aCTOCYBaHHi GiyKoHa3oiny y mo3i 200 Mr Ha mo6y He Oy10 BUSIBIIEHO ITOMOBXKEHHS
intepBany QTc. [HIIe gocHifXKeHHS IPU 3aCTOCyBaHHI ¢yKoHa3o1y y go3ax 400 mr ta 800 Mr Ha
no0y IpoeMOHCTPYBAJIO, 1[0 3aCTOCYBaHHSA QIyKoHa305y v mo3ax 400 mr Ha goOy abo BHIlle 3HAYHO
MigBUIIY€E PiBeHb TepPeHaAuHy y IIJIa3Mi KPOBi IIPKM OMHOYACHOMY 3aCTOCYBaHHI IIUX IIpernaparib.
Cywmicue 3acTocyBaHHS prnykoHa3omny y mo3ax 400 mr abo Bullle 3 TepdheHafuHOM IPOTUIIOKA3aHe



(muB. po3min «IIpoTunoka3anHs»). [Ipu 3acTocyBaHHi PrykoHa3omy y mo3ax Huxde 400 mr Ha moby
OOHOYACHO 3 TepheHagUuHOM CJIi[l IPOBOOUTH PETEIbHUN MOHITOPUHT CTaHY Malli€HTa.

Acmemi30.: CyMiCHe 3aCTOCyBaHHS (DJIyKOHA30J/1y Ta aCTeMi30JIy MOXKe 3MEHIINTH KITipeHC
acteMizony. Cupu4ynHeHe UM IiABUINEHHS KOHI[EHTPAIlil acTeMi30/Ty y IIa3Mi KPoBi MOXe
IIPU3BECTH 10 NTOAoBKeHHd iHTepBany QT Ta y pigKiCHUX BUIIafiKaX - A0 TapOKCU3MaIbHOL
IIUTYyHOYKOBOI TaxXiKappil Tuny «mipyetr». OgHO4YaCHe 3aCTOCYBaHHS (hIIYKOHA30Jly Ta aCTEMi30Iy
IIPOTUIIOKa3aHe (OuB. po3min «IIpoTuUnoKa3aHHI»).

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCyBaHHS (PIIyKOHA30/1y Ta mimMo3ugy abo XiHiguHy MoXkKe
IIPU3BONUTHU [I0 IPUTHIUEHHS MeTaboi3My miMo3uay abo XiHifKWHYy, X04a BiATIOBIiGHUX OOCIigXKEHb in
vitro Ta in vivo He poBoawIn. [lifBUIIIEHHS KOHIIEHTpalil miMo3uay a0do XiHiguHy y m1a3Mi KpoBi
MOXKe CIPUYUHSATY MOOOBXKeHHS iHTepBany QT Ta y pigKiCHUX BUMagKaX MPU3BOOUTH OO PO3BUTKY
IIapOKCU3MaJIbHOI IITYHOYKOBOL TaxiKapmil Tumly «mipyeT». OgHOYacHe 3aCTOCYyBaHHSA (PIIyKOHa30Iy
Ta MiMo3uny abo XiHigWHY IpoTUlIoKa3aHe (IUB. po3min «IIpoTUIIOKa3aHHS»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHSI ePUTPOMILIMHY Ta (HIIYKOHA30JIy MOXKe IIPU3BOJUTH 10
MiOBUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (mogoBxKeHHs iHTepBany QT, mapokcu3ManbHa
IIJTYHOYKOBA TaXiKappis THUIY «IipyeT») Ta, sSIK HACJigOK, 4O PalToBOl CEPIIEBOI CMEePTi.
3acTocyBaHHs KOMOiHaIlil IUX TiKapchKUX 3ac00iB MpoTUIIOKa3aHe (OuB. po3min «[IpoTunoka3aHHI»).

He peKOMeHOYETLCS ONHOYACHE 3aCTOCYBaHHSA (DIYKOHA30/IY Ta HUXKYe3a3HAUYECHUX
JMiKapChKMUX 3aCo0iB.

I'ano(paHmpuH: GryKoHA30IT MOKE CIPHUMHUTH IIIBUIIEHHS KOHIIEHTPAIlii rasopadTpruHy y maa3mi
KpOBi 3a paxyHOK npurHiuenus CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIUX JTiIKAPCHKUX 3ac00iB MoXKe
IIPU3BOJOUTH [0 MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (mogoBxKeHHS iHTepBany QT,
IapoKcu3MaJlibHa IITYHOYKOBa TaxiKapfis TUIy «IIipyeT») Ta, K HACJigoK, IO PalToBOl CepIieBoi
cMepri. Crtig yHUKATH 3aCTOCYyBaHHSA KOMOiHaIlil X TiKapchkux 3aco6iB (auB. po3min «OcobnuBocTi
3aCTOCYBaHHS»).

CyMicHe 3acTocyBaHHA (MIVKOHA30JIV Ta HUKYe3a3HauYeHUX JIIKapChbKUX 3aCc00iB BUMAarae
00epPexKHOCTI.

AMioOapoH: omHOYaCHE 3aCTOCYBaHHS (DIIYKOHA30/y 3 aMiogapOHOM MOKe IIPU3BECTH [0
nogoBxkeHHs iHTepBany QT. ®mykoHa3on ciig 3 06epeXkHiICTIO 3aCTOCOBYBATH Pa30M 3 aMiofgapoHOM,
0co0/IMBO Y pa3i mpu3HauYeHHs BUCOKOI 103u ¢yKoHasoiy (800 mr).

CyMicHe 3acTocyBaHHS (hIYKOHA30JY Ta HUKYe3a3HaUYeHUX JIiIKapChbKUX 3ac00iB BUMarae
00epeXHOCTI Ta KOPUTYBAHHS OO3M.

- Bnaue iHwux saikapcvKux 3acobis Ha ¢pa1yKoHA30.1.

HocmigKeHHS B3a€MOZil TPOeMOHCTPYBAJIH, 110 IIepopasibHe 3aCTOCYBaHHS (PIIyKOHA30/Iy
OJTHOYACHO i3 BXKMBAHHAM 1XKi, MPUIAOMOM ITUMETUANHY, aHTAIUAIB ab0 IoJaIbIIuM
OIIPOMiHEHHSIM YChOTO Tijla [Jis IlepecagKy KiCTKOBOTO MO3KY He Ma€ KITiHiYHO 3Ha4yILoro
BIIJIMBY Ha abcopOiito GprykoHa3017y.

PugpamniyuH: omHOYaCHE 3aCTOCYBaHHS (PIIYKOHA30Jy Ta pU(aMITiIIuHy IPHU3BOAUIIO [0 3HUXKEHHSI
AUC =a 25 % Ta ckOopouyBaJio nepion HamiBBUBeneHHs GiyKoHa3oiy Ha 20 %. Tomy njis malji€eHTis,
SIKi 3aCTOCOBYIOTh pU(aMIIIUH, CIIifl PO3TIAHYTH HOLIIBHICTh MiABUIIEHHS N03U (PIyKOHA30IY.



I'idpoxs1opomia3ud: y HocHifxeHHi hapMaKOKiHEeTUYHOI B3aEMOfIil ofHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TipOXJIOPOTia3uay 300POBUM JOOPOBOJIBISM, SIKi OTPUMYBaIU (GIyKOHA30]I,
IiABUINYBAJIO KOHI[EHTPALi0 (IyKOHa305y v mia3Mi Kposi Ha 40 %. Taki mapameTpu B3a€eMofil He
BAMararoTh 3MiH y peXHMi J03yBaHHS (IyKOHA30J1y [AJIS MAIli€HTiB, IKi OHOYACHO OTPUMYIOTh
cedorinHi 3acobu.

- Bnaue ¢aykoHasony Ha iHwi aikapcvki 3acobu.

®nykoHa3011 € moMmipHuUM iHribiTopom nuToxpomy P450 (CYP) izodpepmenty 2C9 Tta 3A4.
®nyKoHAa30J1 € MOTYKHUM iHTibiTopoM i3odpepmenty CYP2C19. Ha momaTok mo
CIIOCTEPEXKYBaHUX/IOKYMEHTA/IbHO IiATBEPIXKEHNX B3a€EMO/iH, 10 ONKUCaHI HUXK4e, IPU
OIHOYaCHOMY 3aCTOCyBaHHi 3 ()JIyKOHA30JIOM iCHy€ PU3UK MiIBUINEHHS y I1a3Mi KPOBi
KOHIIEHTPAI[i}l iHMKX CHONYK, o MeTabonizyroteea CYP2C9, CYP2C19 ta CYP3A4. Tomy
3aCTOCOBYBaTH TaKi KoMOiHallii mpemnapariB ciif 3 00epeXHiCTIO; IpK LIbOMYy HeOOXimHO
PEeTeNnbHO CIIOCTEPIraTH 3a CTaHOM IallieHTiB. [IpurHidyBanbHa Oisg QIyKoHA30/y Ha
bepmeHTH 30€epiraeTbcsa MpoTAToM 4-5 mib Mmicnis WOro 3aCTOCYBaHHA Yy 3B’SI3KYy 3 10TO
TPUBAJIUM IIE€PiOAOM HamiBBUBeAeHHS (OUB. po3min «IIpoTUIOKa3aHHS»).

AnvpeHmania: Tig 9ac OMHOYACHOTO 3aCTOCYBaHHA anbdeHTaHiny y mo3i 20 MKT/KT Ta GIyKoHa30I1y
y mo3i 400 Mr 3mopoBUM JOOPOBOJIBIIIM CIIOCTEpiramocs: gBokpaTHe 30inpiennss AUC,,, MOKITUBO
yepe3 inriobysanus CYP3A4. Moxe 6yTu HeoOXigHMM KOPUTYBaHHS 0O3U albPeHTaHiny.

Amimpunmusin, HopmpunmuuiH: GJIYKOHA30J IOCUJIIIOE Tif0 aMiTPUNTUIIIHY Ta HOPTPUNITUIIIHY .
PekoMeHIy€eThCSI BUMIpPIOBAaTH KOHIIEHTpAllil 5-HOPTPUNITUIIIHY Ta/a00 S-aMiTPUNITHIIIHY Ha ITO4YaTKY
KOMOiHOBaHOI Tepartiii Ta 4epe3 1 THXKOeHb. Y pa3i HeoOXigHOCTI CIlif BiAKOPUTYBaTH 03y
aMITPUITUIIHY/HOPTPULITUIIIHY .

Am¢pomepuuyuH B: omHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30/1y Ta aMpoTepulinHy B iHdikoBaHUM
MHUIIIaM i3 HOPpMa/JIbHUAM IMyHITETOM Ta iH(piKOBAHMM MHUIIAM 3i 3HNKEHUM IMYHITETOM Aajio
TakKi pe3yNnbTaTu: HEBEJIUKUYN agUTHBHUM TPOTUTPUOKOBUYM ePEeKT IpU CUCTEeMHIM iHdeKIil C.
albicans, BifCyTHICTb B3a€MOZIil IpU BHYTpPIilTHbOYEPENHiX iH(eKIii Cryptococcus
neoformans Ta aHTaroHi3M [BOX IIpelapaTiB NP CUCTeMHil iHDeKIil Aspergillus fumigatus.
KrniHiuHe 3HaYeHHS pe3yJIbTaTiB, OTPUMaHUX Y X0l LIUX [OOCIiOXKeHb, HEBiIOMe.

AHMuKoaz2yaaHmMu: SiK i Ipu 3aCTOCYBaHHi iHIIMX a30/IbHUX ITPOTUTPHOKOBUX 3ac00iB, Ipu
OIHOYaCHOMY 3aCTOCYBaHHI (PIyKOHA30/1y Ta BaphapuHy IOBIIOMIISIIOCSA IPO BUIIaAKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, IITYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypii Ta MeJeHu) y
MIOENHAHHI 3 TOMOBXKEHHIM MPOTPOoMOiHOBOTO Yacy. [Ipu ogHOYACHOMY 3aCTOCYBaHHi (GIIyKOHA30Iy
Ta BapdapuHy crocTepiranocs ABOKpaTHEe IiBUIIEHHS MPOTPOMOIHOBOTO Yacy, IMOBIPHO, BHACIIIOK
npurHiyeHHs MeTabosniaMy Baphapuny yepe3 CYP2C9. Crig peTenbHO KOHTPOTIOBATH
IpoTpoMOiHOBHMI YacC y MallieHTiB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHXHOBI aHTUKOATYISIHTA ab0o
inmamenmion. Moxe OyTH HeoOXimHOI0 KOPEeKIlisd N03U aHTUKOATyIsSHTY.

BFen3odiazeniHu kopomkoi 0ii, Hanpuk.aad mMidasonam, mpuasonam: Ipu3HadeHHs GIyKOHA30Iy
IicJIs IepopabHOT0 3aCTOCYBaHHS Mifla30J/laMy IIPH3BOANIIO A0 3HAYHOTO MiIBUILIEHHS KOHIIEHTpallil
Miga3ojiaMy Ta 0o MMOCUJIEHHS IICUXOMOTOPHUX edekTiB. OfHOYaCHe 3aCTOCYBaHHS (PIYKOHA30IY V
no3i 200 Mr Ta mMifgasonaMy y [03i 7,5 Mr mepopaibHO Ipu3Boausio oo nigsuiteHHs AUC Ta mepiony
HalliBBUBEJEeHHS Miga3onaMy y 3,7 Ta 2,2 pa3a BifOBiIHO. 3aCTOCYBaHHS (PIIyKOHA301y y H03i

200 Mr/mo0y Ta 0,25 Mr TpuasonaMy IepopaibHO Mpu3Boauio mo nigsuinenHs AUC Ta nepiogy
HalliBBUBEeJeHHS Tpralonamy y 4,4 ta 2,3 pa3a BignosigHo. [Ipu ogHOYaCcHOMY 3aCTOCYBaHHI
(bIyKOHa30Jy Ta TpHa30jiaMy CIIOCTepiraaocs MOTeHIliIoBaHHS Ta IIPOJIOHTalis e(peKTiB Tpua3onamy.



AKI110 MalieHTy, IKUM MPOXOOUTh KyPC JMiKyBaHHS (PIIYKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Tepariio 6eH30mia3emiHaMu, 703y OCTAHHIX CJTiff 3MEHIITUTH Ta BCTAHOBUTH HaJIEXKHUM HATJIS[ 3a
CTAaHOM IIallieHTa.

Kapbama3zeniu: GpmyKoHa30/1 IpUTrHiuye MeTa0os1i3M KapOaMa3elliny Ta CIPUYUHSIE MigBUIEHHS
piBHS Kap6aMaseminy B cupoBaTili KpoBi Ha 30 %. IcHye pu3uK PO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6aMmaseniny. Moxe OyTu HeoOXiIHUM KOPUTYBaHHS 03U KapbaMa3eniny 3a7ekHO Bifl piBHS #0ro
KOHIIEHTPaIllil Ta Oil mpemapary.

Bokamopu Kasnbyiesux KaHasie: JesIKi aHTarOHICTH Kabllifo (HipeaumiH, icpaguriH,
aMJIOUIIIH Ta denoputin) Metaboni3yoTbcs pepmenToM CYP3A4. ®nyKoHa30J MOTEHIIINHO
MOXKe TiABUIINYBaTHA CUCTEMHY €KCIT03H1Iil0 07I0KaTOPiB KabI[iEBUX KaHaJIiB.
PekoMeHIOBaHW peTeNbHUN MOHITOPUHT II[OJI0 PO3BUTKY MOOIYHUX peakiliii.

Llenexokcub: mpu OMHOYACHOMY 3aCTOCYBaHHi (iykoHasony (200 mMr Ha moby) Ta 1eIeKokcudy

(200 mr) C,,, Ta AUC nenekokcuby migBuiiyBanucs Ha 68 % ta 134 % BigmosigHo. [Tpu omHOYaCHOMY
3aCTOCyBaHHI 1leieKoKcuOy Ta QryKoHa30iy Moxke OyTr HeOOXigHUM 3MeHIIeHHS 03U IeJIEKOKCHOY
BABIUi.

Huxknaogpocpamio: ogHOYACHE 3aCTOCYBaHHA LUKI0pochaminy Ta GIyKOHa30Ily IPU3BOOUTH 0
nigBHUIIeHHS piBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxXHa
3aCTOCOBYBaTH OJHOYACHO, 3BaXKaloul Ha PU3UK MiIBUILIEHHS KOHIeHTpalil Oinipybiny Ta
KpeaTHHIHYy B CUPOBATLi KPOBI.

®eHmaHi: TOBIHOMIISINIOCS TIPO OJUH JeTalbHUM BUIMIAMOK iHTOKCHKaIlil (heHTaHiIOM BHACTIIOK
MOXKJIMBOI B3aeMofii heHTaHinmy Ta prnykoHasomny. [1o TOT0 XK y HOCTiIXKEHHI 3a y4acTIO 30OPOBUX
noOpoBOIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (GPIYKOHA30JI 3HAYHO YIIOBiIbHIOBAB eJTiMiHalli0
GbenTaniny. [ligBuiieHHS KOHIIEHTPaLil PeHTaHiTy MOXKe IPU3BECTU [0 IPUTHIYEHHS JUXaHHS, TOMY
CJIi[l peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe 0yTH HeoOXiHOI0 KOpeKIisd 103U GeHTaHiy.

IHe2i6imopu I'MI-KoA-pedykma3su: cyMicHe 3acToCyBaHHs (GIyKOHa301y Ta iHribiTopis TMI-KoA-
penykTasw, 1mo Metabomizyiotecss CYP3A4 (aTopBacTaTHUH Ta CUMBACTaTHH), abo iHriGiTopiB ['MTI-
KoA-pemykTa3sy, mo Mmetabomnizyiotbcss CYP2C9 (drmyBacTaTuH), MigBUIIyE PU3UK PO3BUTKY MiomaTii
Ta pabgomionisy. ¥ pa3i HeoOXigHOCTI 0qHOYACHOTO 3aCTOCYBaHHS LIUX MpelapaTiB CIifl peTeabHO
CIIOCTEpiraTu 3a NallieHTOM IIIO0 BUHMKHEHHS CHMIITOMIB Miomartii Ta pabmomiosidy i mpoBoguTH
MOHITOPUHT PIBHA KpeaTUHKIHA3U. Y pa3l 3HAUHOrO MiBUIIEeHHS PiBHI KpeaTUHKIHA3H, a TaKOXK IIPU
miarHoCcTyBaHHi a0o migo3pi Ha MiomaTio/pabmomiosti3 3acTocyBanHs iHribiTopiB 'MI-KoA-penykTasu
CJIifl IPUIIUHUTH.

I6pymuHi6: nomipHi inribitopu CYP3A4, Taki sk GIyKoHA3011, MiABULIYIOTh KOHIIEHTPAIliio i0pyTHHIOY
B IIJIa3Mi Ta PU3UK TOKCUYHOCTI. fKIO HEMOXKIIMBO YHUKHYTH KOoMOiHallil mpemaparis, moTpi6HO
3HU3UTHU 03y i6pyTuHiOy mo 280 Mr oguH pa3 Ha K00y (2 Karcymau) 3 MeTo0 MOOOBXKEHHS
3aCTOCyBaHHS iHTiOiTOPY Ta 3a6e3meunTy IOCTIMHUYN KITIHIYHUM MOHITOPUHT.

Isakagpmop: omHOYACHe 3aCTOCYBaHHS iBakadTOpy, perynsiTopa TpaHcMeMOpaHHOI IPOBIIHOCTI Ipu
mykoBiciumosi (CFTR), 36inbiryBano eKcro3uiito iBakadTopy B 3 pa3u, a eKCII03UIil0
rinpokcumeTtuniBakadtopy (M1) - y 1,9 paza. [Tamientam, siKi ogHOYACHO IPUINMaOTh IOMipHi
inri6iTopu CYP3A, Taki gk prykoHa305 i epUTPOMILIMH, PEKOMEHI0BAaHO 3HUKEHHS N03U iBakadTOpy
no 150 mMr omuH pa3 Ha go0y.

Osanapu6: nomipHi inribitopu CYP3A4, Taki gk ¢rykoHa3os1, 30inbLUIyIOTE 1J1a3MOBi KOHIIEHTPAIlil
onanapu0y; iX OmHOYAaCHe 3aCTOCYBAHHS He PEKOMEHAYEThCS. AKI0 Takol KoMOiHaIlil He MOXKHa



YHUKHYTH, IPUKOM oJlannapu0y o0MexkyioTh go3amu 200 Mr gBidi Ha f00y.
ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaimMycC, CUPOAIMYC I MAKPOAIMYC).

IuxkaocnopuH: GIyKOHa30J 3HAYHO MifBuiye KoHeHTpauio Ta AUC nuknocnopuny. [Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHi ¢pnyKoHa3o01my y 1o3i 200 Mr/goly Ta IUKIJIOCIIOPUHY Y H03i

2,7 mr/kr/mo0y croctepiranocs 30inemenHs AUC nukmocnopuny v 1,8 pasa. Lli mpenapaTtu MoXHa
3aCTOCOBYBaTH OJHOYACHO 3a YMOBU 3MEHINEHHS NO3U LUKIOCIOPUHY 3aJIe3KHO Biff 10T0
KOHIIEHTpaIlil.

Esepoaimyc: X04a [OCTIOXKeHb in Vitro Ta in vivo He IPOBOAUIIH, BifOMO, 110 (PIIyKOHA30JI MOXKE
MigBUIYBAaTH KOHIIEHTPALIi0 €BEPOJIIMyCy B CUPOBaTLi KpOBi yepe3 npurHidvenss CYP3A4.

Cuposaimyc: GmykoHa307 MigBUINYE KOHIEHTPAIIiI0 CHPOIIMYyCY V T/1a3Mi KPOBi, HMOBIpHO, IIITXOM
npurHideHHs MeTaboniaMy cuposimycy depmerToM CYP3A4 ta P-rnikonporeinoM. Li mpemnapatu
MOXKHAa 3aCTOCOBYBATU OOHOYACHO 3@ YMOBU KOPUT'YBaHHS NO3U CUPOJIIMYCY 3a71€XKHO Biff PiBHSI
KOHIIEHTpallil Ta eeKTiB Ipemapary.

Takpoaimyc: pnyKoHA307 MOXKe IMigBUAITYBaTH KOHIIEHTpPAIlil TAKPOIIMyCy B CUPOBATIIi KPOBi I0

5 pasiB npu #0ro nepopasbHOMY 3aCTOCYBaHHI Yepe3 NPUTHideHHSI MeTab0i3My TaKpoJiMycy
dbepmenTom CYP3A4 y kumieyHuKy. [Ipu BHyTPIITHEOBEHHOMY 3aCTOCYBaHHI TAaKpPOIIMYCYy He
CIIoCTepiranocs 3HaYyHUX 3MiH (papMaKOKiHeTHUKH. [liiBUIEH]I piBHI TAKPOIIMYCY aCOLiI0I0TLCA i3
HePOTOKCUYHICTIO. [103y TAaKpOJIiMyCy OJisl IepopabHOr0 3aCTOCYBaHHS CIIiJ 3HUKYBATH 3aJIeKHO
BiJ] KOHIIEHTpAIlil TaKPOJIiMyCy.

Jlo3apman: priyKoHa30/1 IPUTHIYYy€e MeTaboJIi3M J103apTaHy [0 Moro akTuBHOTrO MeTabority (E-31 74),
1m0 00yMOBJIIOE OiNbIy YaCTUHY aHTAroHi3My 0 pelenTopiB aHrioTeH3uHy Il mig yac 3acTocyBaHHS
JI03apTaHy. PeKOMeHI0BaHO 3[iMCHIOBATU IIOCTIMHUN MOHITOPUHT apTepiaJibHOTO TUCKY Yy MALli€HTIB.

MemadoH: GpiyKoHa3071 MOXKe MifBUIyBaTH KOHLIEHTPALIil0 MeTaflOHy Y CHPOBATIIi KpoBi. [Tpu
OJHOYAaCHOMY 3aCTOCYBaHHiI MeTafioHy Ta (GIIYKOHA30/Iy MoXe OyTH HeoOXimHMM KOPUTYBaHHS 03U
MeTafioHy.

Hecmepoidui npomudanaavHi npenapamu (HI13I1): ipu 0gHOYaCHOMY 3aCTOCYyBaHHi 3 (GJIyKOHA30JI0M
C,..x Ta AUC nyp6inpodeny migBuiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIBHSIHO 3 BiAMOBIAHUMU
IIOKa3HUKaMU [IPY 3aCTOCYBaHHI TinbKu QriypOinpodery. AHaNIOTiYHO IPU OGHOYACHOMY
3acTocyBaHHi prykKoHa3ony 3 pauemiunuM ibynpodenom (400 mr) C,,, Ta AUC hapmMakomorivHo
aKTUBHOTO i30Mepy S-( )-idbynpodeny nigsumtysanucs Ha 15 % Ta 82 % BignoBigHO, IOPiBHSHO 3
TaKMMHU ITOKa3HUKaMU IIPHU 3aCTOCYBaHHI TiJIbKYM paleMidHOro i0ympodeHy.

Xoya creriabHUAX AOCHIAKEHb He IPOBOAUIIM, BiOMO, 110 (GIyKOHA30JI MOXKE MiABUIIyBaTH
cucteMHy ekcno3autito inmux HII3II, aki Mmetabomnisyiorscs CYP2C9 (Hanmpukian
HaIIPOKCeHyY, IOPHOKCUKaMy, MeJIOKCUKaMy, AuKJIoheHaKy). PeKoMeH0BaHO MEPiOAUIHO
3OiMCHIOBATH MOHITOPHMHT MOOIYHUX pPeakIli Ta TOKCUYHUX IIPOsBiB, OB’ s13anHux i3 HIT3II.
Moxe OyTu notpibHe KopuryBaHHs mo3u HIT3II.

®eHimoiH: HIyKoHA30 MPUTHiUye MeTaboi3M (GeHiToiny B nedinii. OqHo4acHe 6araTopa3oBe
3actocyBaHHS 200 MT driykoHa30my Ta 250 Mr ¢eHiTOIHy BHYTPIIIHHOBEHHO NIPHU3BOAUTE 10
nigsuitenHs AUC,, beniToiny Ha 75 % Ta C,,Ha 128 %. IIpu omHOYacHOMY 3aCTOCYBaHHI LIUX
JiKapChbKUX 3aco0iB CIIifl MPOBOOUTH MOHITOPUHT KOHIIEHTpalii GeHiTOIHY Yy CHpOBaTIli KPOBi I
YHUKHEHHS PO3BUTKY TOKCHYHOI il HeHiToIHy.



ITpeOHi30H: TIOBiOOMIISIIIOCS TIPO BUMAOK, KOJIY Y MallieHTa Iic/s TpaHCIJIaHTallil MeviHKy Ha T
3aCTOCYBaHHS IIPeAHI30HY PO3BUHYIACS TOCTPa HENOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BMHUKIIA IiC/IS MPUIKHEHHS TPUMICIYHOT0 Kypcy Tepatil GpiykKoHa3010M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, UMOBIPHO, CIPUYMHUIIO TOCUIeHHS akKTUBHOCTI CYP3A4, 1m0 npu3sseno
[0 IPUCKOpPeHHs MeTabomi3My npegHi3ony. Ciifl peTenbHO CTEXUTH 3a NalliEeHTaMH, SIKi IPOTIToM
TPUBAJIOTO Yacy OMHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta NMPefHi30H, 3 METOIO IIoNepenKeHHS
PO3BUTKY HEIOCTATHOCTI KOPY HaJHUPKOBUX 3a/103 IiC/Is MPUIIMHEHHS 3aCTOCYBaHHS (DIIYKOHA307Y.

PugabymuH: GrykoHa307 MiABUIIYE KOHIIEHTPaIii0 prudabyTUHY B CUPOBATII KPOBI, II0 ITPU3BOAUTD
no 36inpuenHs AUC pudabytuny mo 80 %. [Tpu omHOYaCHOMY 3aCTOCYBaHHi (IyKOHA301y Ta
pudabyTuHy OBiMOMIISIIOCS IIPO BUIIAAKK PO3BUTKY yBeiTy. [Ipu 3acTocyBaHHI Takoi KoMOiHaIIil
niKapchbKuX 3aco0iB cig 6paTé IO yBaru CUMIITOMHU TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip: dnykonason migsurnye AUC ta C,,,, cakBiHaBipy mpu6mu3Ho Ha 50 % Ta 55 % BimmoBigHO
yepe3 NIpUrHideHHS MeTabo0i3My cakBiHaBipy y neuinni ¢pepmertom CYP3A4 Ta yepes iHriOyBaHHSA
P-rnikomporeiny. B3aemogil Mixk (IyKoHa30/10M Ta CaKBiHaBipOM/pHUTOHABIPOM He JOCIigKyBaJIKCS,
TOMY BOHU MOXKYTh OyTH OifbIll BUpaxkeHuMu. Moxke 6yTu He0OXigHUM KOPUTYBaHHS 03U
CakBiHaBIpY.

IToxiOHi cynbhoHINCeH08UHU: TIPA OOGHOYACHOMY 3aCTOCYBaHHI (TyKOHA30JI IPOJIOHTYE TEPioN
HalliBBUBEJIeHHS TTePOPabHUX MOXITHUX CYIbGOHIIICEYOBUHY (XJIOpIpoaMiny, rmibeHKIaminy,
riimi3umy Ta TonbyTaMiny) IpH iX 3aCTOCYyBaHHI 3HOPOBUM HOOPOBOJBLSM. PeKOMEHIYETHCS
IIPOBOJUTY YaCTUU KOHTPOJIb I[yKPY B KPOBI Ta BiANOBITHUM YHMHOM 3HUKYBaTHU 0O3Y MOXiGHUX
CynbGhOHINICEeUOBUHY ITPU OOHOYACHOMY 3aCTOCYBaHHi i3 HITyKOHA30/I0M.

TeoiniH: y inane60-KOHTPOIHOBAaHOMY [OCTiKEHH] B3a€MOii ITpernapaTiB 3aCTOCYBaHHS
¢bnykonazony no 200 mr npotaroMm 14 [HiB IpU3BeJIO OO0 3HUKEHHS CEPETHLOTO KITipeHCY Teodiminy
B Iy1a3Mi KpoBi Ha 18 %. 3a marfieHTaM#, siKi 3aCTOCOBYIOTh Teo(isliH y BUCOKUX H03ax a0o sKi MaTh
MigBUILIEHNY PU3UK PO3BUTKY TOKCUYHUX IIPOSABIB TEOQiNiHY 3 iHIINX IPUYUH, CJIifi BCTAHOBUTHU
HarJIsap 00 BUSBIIEHHS 03HAaK PO3BUTKY TOKCHYHOI Oil Teodininy. Teparmito ciif 3MIiHUTH IIPU MOSABI
03HaK TOKCAYHOCTI.

Togpauumuni6: BrnuB ToPalUTHHIOY 3pOoCcTae MpY OMHOYACHOMY 3aCTOCYBaHHI 3 JTiKapChKUMU
3acobaMu, gKi MpU3BOOATH [0 oMipHoro inribyBanus CYP3A4 Ta moTyxkHoro iHrioyBanuas CYP2C19
(Hanpuknan gnykoHa3oi). ToMy peKOMeHI0OBaHO 3HU3UTU 03y TOPaluuTHHIOy 70 5 MI OOUH pa3 Ha
no0y B KoMOiHAIliIX 3 IUMU ITperapaTaMu.

Askanoiou 6apeiHky: Xo4a BifTOBIMHUX MOCTiAKEHb He IPOBOOUIN, (GIIYKOHA30JI, KMOBIPHO Yyepe3
inribyBanus CYP3A4, Moxe COPUYMHSTH MigBUINEHHS KOHIIEHTPAIIil aKasoigiB 0apBiHKY y mIa3Mi
KpPOBi (HampuKiaj BiHKPUCTUHY Ta BiHOMACTHUHY), 10 TPHU3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX
e(eKTiB.

Bimamin A: IOBIZOMJISINIOCS, 10 y NAI[ieHTa, IKUU OOHOYaCHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHCIOTY (KucoTHa ¢popma BiTaminy A) Ta GIyKoHaA301, criocTepiranucs nobiyni peaxiiii 3 60Ky
1leHTpanbHOi HepBoBol cuctemu (LITHC) y dhopmi mceBmoTyMOpy TOJIOBHOTO MO3KY; HaHul eheKT 3HUK
mics BigMiHu QrykoHa3omy. Li mikapckKi 3aco6u MOXKHa 3aCTOCOBYBaTH OJHOYACHO, ajie CIIif
naM’sITaTé PO PU3UK BUHUKHEHHS Mo0iuHuX peakuit 3 60oky [THC.

BopukoHa3so (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): omHOYaCHE 3aCTOCYBaHHSA

BOPHKOHa301y nepopanbHO (1o 400 Mr KoxHi 12 rogus npotsaroM 1 gHs, noTiM 1mo 200 Mr
KOXHi 12 rogus npotsarom 2,5 gHiB) Ta ¢pIyKoHa30iy nepopanbHo (400 Mr B mepinii IeHb,
moTiM 1o 200 Mr KOXHi 24 TOOWHY MPOTSATOM 4 [HIB) 8 300poBUM JOOPOBOJIBISIM Y0JI0BIYO01



cTaTi npu3Beso no migsuieHHd C .. Ta AUC, BOpUKOHa301y B cepeguboMy 10 57 % (90 % HI:
20 %, 107 %) ta 79 % (90 % IOI: 40 %, 128 %) BignmoBigHo. HeBigoMo, Y IPU3BOOUTH
3HMXKEHHS 1031 Ta/ab0 YacTOTH 3aCTOCYBaHHS BOPUKOHA30/1y abo (hIyKoHa301y [0
yCYHEeHHS Takoro edekrty. [Ipu 3acTocyBaHHI BOPHKOHA30IY MiCIs (PIyKOHA30Y CIIif
IIPOBOJIUTH CIIOCTEPEKEHHS 1I0MI0 PO3BUTKY MOOIYHUX e(eKTiB, acoliiioBaHuX i3
BOPHKOHA30JI0M.

3udosyouH: ¢pnykona3son nigsuiye C, .. Ta AUC 3umoBynuny Ha 84 % Tta 74 % BigmoBigHO, 110
3YMOBJIEHO 3HUKEHHSIM KJIiDEHCY 3UOOBYAUHY MPUOITU3HO Ha 45 % mpu Horo epopaabHOMY
3acTocyBaHHi. [Iepion HamiBBUBeNeHHS 3UNOBYIUHY OYB TaK0XK ITOIOBXKeHUM MpruOnu3Ho Ha 128 %
micys 3acTocyBaHHS KoMOiHallil (GyKoHa30Iy Ta 3UJOBYAUHY. 3a MallieHTaMu, sIKi 3aCTOCOBYIOTh
TaKy Kom0iHalliio TikapchKux 3aco0iB, CJIifi CIoCcTepiraTy MOA0 PO3BUTKY MOOIYHUX peakKilii,
II0B’I3aHUX i3 3aCTOCYBaHHAM 3UOOBYAUHY. MOXKHa PO3TISHYTU OOLUUIBHICTS 3HUKEHHS N03U
3UOBYLOUHY.

A3umpoMiluH: Tig 9ac HOCIigXKeHb BIJIUBY a3UTPOMIIIMHY Ta QIyKoHa301y Ha apMaKOKiHETUKY
OJIMH OJHOTO IIPH 1X OMHOYACHOMY IIepOpaIbHOMY Pa30BOMY 3acToCyBaHHi y go3ax 1200 mr ta 800 Mr
BiATIOBigHO XKOOHUX 3HAUYLIUX (hapMaKOKiHETUYHUX B3aEMOIiY BUSIBIIEHO He 6GyII0.

ITepopanvHi KoHmpauenmueu: mif 4ac papMaKOKiHETUYHUX [OCTiXKeHb 0araTopa3oBoro
3acToCcyBaHHS (GIyYKOHA30Jy Ta KOMOiHOBAaHOTO ITepOPaIbHOT0 KOHTPAIENITHBA ITPY 3aCTOCYBaHHI
bnykoHa3oiny y no3i 50 Mr BIIMBY Ha piBeHb TOPMOHIB He 0yJ10, TOAI SIK IIPU 3aCTOCYBaHHI
bnykonazony y no3i 200 Mr Ha mo6y cnocTepiranmocs 30inpmenHs AUC etuninectpagiony Ha 40 %, a
TeBOHOpPrecTpeiny - Ha 24 %. Lle cBiguuTh IIpo Te, 110 6araTopa3oBe 3aCTOCYBaHHS (QIYKOHA30Iy Y
3a3HavYeHMX [103aX HaBPS[ YU MOXKe BIUIMBATH Ha €(heKTUBHICTb KOMOIHOBAHOTO IIEPOPAJILHOTO
KOHTpAalleNTHBa.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Hepmamocgimia. BignmoBigHO OO pe3ybTaTiB HOCHIAXKEHHS (HIYKOHA30JIy AJS JTiKyBaHHS gepMaTodiTil
y OiTel, eheKTUBHICTh (GIIYKOHA30Jy He NMepeBUlye eeKTUBHICTh IPU3e0]yIIbBiHY: 3araJlbHUN
IIOKa3HUK e(heKTUBHOCTI cCTaHOBUTH MeHIne 20 %. Tomy ¢pnyKoHA305I He CITifl 3aCTOCOBYBATH [JIS
JiKyBaHHSA JepMaTOodiTil.

Kpunmoxkoko3s. [1oka3iB eeKTUBHOCTI (pIyKOHA30JTy [AJd JIiKyBaHHS KPUIITOKOKO3Y iHIINX
JI0Kani3auii (HanpuKiaf JiereHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTATHbO, TOMY
PEeKOMeHfaliil MoA0 JO30BOr0 PeXKUMY [JId JIIKyBaHHS TaKUX 3aXBOPHOBAaHb HEMAE.

I'1uboki eHOemiuHi miko3u. [JoKa3iB e(heKTUBHOCTI PIyKOHA30/Iy AN JIIKyBaHHS iHIINX GopM
eHIeMiUHHUX MiKO3iB, TAKMX K IMapPaKOKIUIiOIHOMIK03, TiCTOIIa3MO03 Ta IIKipHO-
JMiMpaTUYHUN CIIOPOTPUX03, HEOOCTAaTHRO, TOMY PEKOMEH/alli# 100 J030BOT0 PEXKUMY IS
JIiIKyBaHHS TaKUX 3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. IlallieHTaM i3 mopymeHHIM (QyHKIIiM HUPOK IIpernapaT CJIiff 3aCTOCOBYBaTH
3 o0epexkHicTIO (OUB. po3Min «Crmocib 3acTOCyBaHHS Ta O3U»).

Hedocmamuicmb HaOHUpkKosux 3as103. KeTOKOHa30, SIK BiloMO, CIIPUYMHSIE HEAOCTAaTHICTD
HaIHUPKOBUX 3aJ103, i Ile TAK0XK MOXKe CTOCYBaTUCS (IYKOHA30Jy, X04a CIIOCTEPITaETHCS PigKO.
HepocTraTHiCTh HAOHUPKOBUX 3aJ103, I0B'I3aHa 3 OMHOYACHUM JIIKyBaHHSIM IIPENHI30HOM, OllKCaHa B



po3mini «B3aemogis 3 iHIIMMY JTiKapCHKUMHU 3aco0aMu Ta iHII BUAX B3a€EMOfid. Brinus ¢ykoHa3omy
Ha iHmi miKapchKi 3aco0m».

T'enamobiniapHa cucmema. IlallieHTaM i3 MOPYIIeHHSIM (QYHKIiY MEYiHKY Ipemnapar CIIif
3aCTOCOBYBaTH 3 00epexKHiCTI0. 3aCTOCyBaHHS (PIYKOHA30/Iy acOIlifoBasoCs 3 BUHUKHEHHSIM
PiOKiCHUX BUIIQAKiB PO3BUTKY TSAKKOI TeIaTOTOKCUYHOCTI, BKIIOYAIOUM JIeTallbHi BUTIAJKH,
TOJIOBHUAM YMHOM Y MALi€HTIB i3 TIXKKMMU OCHOBHUMU 3aXBOPIOBaHHSAMU. Y BUIaiKaX, KOIU
PO3BUTOK T'ellaTOTOKCUYHOCTI acollifoBaBCS i3 3aCTOCYBaHHAM (IIyKOHA3011y, He 0yIi0
Big3HAYeHO ii SBHOI 3aJIe2KHOCTI Bifl 3arajibHOi 70O0BOI 103U MTpenapaTy, TPUBAIOCTI Teparii,
craTi a0 BiKy mallieHTa. 3a3BU4ail TeaTOTOKCUYHICTh, CIIPUYHUHEHa (IyKOHA30JI0M,
000pPOTHa, a ii MPOsIBY 3HUKAIOThH IiCJIg IPUITUHEHHS Tepartil.

3a mallieHTaMu, y SKUX IIPU 3aCTOCYBaHHI (PIyKOHA30JTy CIIOCTEPITral0ThCS BigXUIEHHS
pe3ynbTaTiB QYHKITIOHATbHUX P00 MeYiHKHU, CITi BCTAHOBUTH PETEIbHUN HATJISA[ 1010
PO3BUTKY OiJIbII TSIKKOTO YPaXKEHHS IMeYiHKHU.

[TamieHTiB crig MpoiH(GOPMYyBaTH PO CUMIITOMH, 110 MOXKYTh CBITUUTHU IIPO CEPUO3HUU
BIIJIUB Ha NEeYiHKY (BUpazkeHa aCTeHisl, aHOPEKCist, mocTifiHa HymoTa, O/1I0BaHHS Ta
JKOBTSIHUIIS). Y TaKOMY BUIIaAKY 3aCTOCYBaHHS (PIIYKOHA30JIy CJIiff HeTalHO IPUNUHUTHU Ta
IIPOKOHCYJIbTYBATUCS 3 JIIKApeM.

Cepueso-cyouHHa cucmema. [lesKi a3071d, Y TOMY YHCJIi ¥ PIIyKOHa30J1, aCOILiI0IThCA 3
nogoBxkeHHAM iHTepBany QT Ha enekTpokappiorpami. ®ykKoHa30:1 ogoBxKye inTepsan QT
IUISIXOM [IPUTHIYEHHS BUIIPSIMHOIO0 KajieBoro KaHany (I,). [Togosxenus inTepBany QT
BHACJIIIOK [il iHIIMX JTiKapChKUX 3aco0iB (HalpuKIag aMiogapoHy) MOXKe ITOCHIIIOBAaTUCS Y
pe3ynbTaTi npurHideHHsa pepmenty CYP3A4 nutoxpomy P450. IToBimoMnsinocs opo ayxe
piAkicHiI BUMagKy OomoBXKeHHS iHTepBany QT Ta mapokcu3MasbHOI IUTYHOYKOBOIL TaxXikapil
TUILY «IIipyeT» IIPU 3aCTOCYyBaHHI ¢dykKoHa3ony. Taki MoBiqoMIeHHS CTOCYBaIMCS TAIli€HTIB i3
TSKKUMU 3aXBOPIOBAHHSMHU ITPH TTOENHAHHI 6aratbox GakTopiB pU3UKY, TAKUMHU SK CTPYKTYPHi
3aXBOPIOBAHHS CEPIIS, TIOPYILIEHHS eJIEKTPOIITHOr0 00MiHY Ta OHOYACHE 3aCTOCYBaHHS iHIINX
JikapchbKuX 3aco0iB, 110 BIMBaloTh Ha iHTepBan QT. INalieHTH 3 rioKamieMi€o Ta Mporpecyioydoio
CEepIeBOI0 HeJOCTATHICTIO MalOTh MigBUIEHUN PU3UK BUHUKHEHHS 3aTPO3JIMBUX IJIS KUTTS
IIJTyHOYKOBHUX apUTMill Ta TapPOKCU3MaJIbHOI IITYHOYKOBOL TaxiKapfil TUIy «IIipyeT».

®yKoHa3071 cIlif 3 00epeKHICTI0O 3aCTOCOBYBATH TallieHTaM i3 PU3UKOM PO3BUTKY apUTMiid.
OmgHOoYacHe 3aCTOCYBAaHHS Pa3oM i3 JikKapCchbKUMU 3acobaMu, ITI0 MPOIOHTYIOTh iHTepBan QTc
Ta MeTabo1i3yIThcs 3a momomoroi GepmerTy CYP3A4 nutoxpomy P450, mpoTuoKa3aHe
(muB. po3minu «IIpoTunokal3aHHsI» Ta «B3aemomist 3 iHITMMY TiKapChKUMH 3acobaMu Ta iHIImi
BUOY B3aEMOIil»).

I'anopanmpun. F'anodanTtpun € cyoctpatom pepmenty CYP3A4 i mponourye intepsan QTc npu
3aCTOCyBaHHI y peKOMEH[I0BaHUX TepaleBTUYHUX fAo3ax. OmHoYacHe 3aCTOCYBaHHS raiodaHTPUHY Ta
(bIyKOHa301y He PEKOMEHYETHCS (OUB. po3min «B3aeMopmist 3 iHIMMMU JTiKapChKUMHU 3acob6aMu Ta
iHII BUOM B3aEMOMiN»).

Iepmamoasoeiuni peakuii. ITig 9ac 3acTocyBaHHSA (IYKOHA30Jy PiIKO IOBIIOMIISIOCS IPO
PO3BUTOK TakKMX eKCGhOoIiaTUBHUX MIKIPDHUX peakilid, ik cuHapoM CTiBeHca — JI2KOHCOHa Ta
TOKCUYHUM emigmepManbHuil Hekpomi3. [Tamientu 3i CHIToM GinbIll CXUIBbHI 10 PO3BUTKY
TSKKUX MIKIPHUX peaklliil mpu 3aCTOCyBaHHi 6araThbox JTiKapCchKux 3aco0iB. AKIIO y mallieHTa



i3 MOBEPXHEBOIO TPUOKOBOI0 iH(DEKITIEI0 3 IBISIOTHCS BUCHUIIH, III0 MOXKHA II0B’SI3aTH i3
3aCTOCYBaHHAM (PIIyKOHA30I1y, TOAAJIbIIe 3aCTOCYBaHHS IIpenapaTy CJif IPUNUHUTH. AKII0
y MallieHTa 3 iHBa3MBHOIO/CUCTEMHOI0 I'PuOKOBOI0 iH(EKITi€I0 3’ IBNITIOTHCA BUCUIIM Ha IIKipi,
3a ¥0ro CTaHOM IOTPiOHO PETENILHO CIIOCTePiraTH, a y BUNagKy PO3BUTKY OyIbO3HUX BUCHIIIB
ab0 MynbTU(OPMHOI EpUTEMH 3aCTOCYBaHHS (IYKOHA30J1y CIIif IPUIUHUTH.

I'inepuymaugicmy. Y pigKiCHUX BUIafKaX IOBiJOMIISAIOCS IPO PO3BUTOK aHa(iNaKTUYHUX peakilii
(muB. po3min «IIpoTUnoKa3aHHI»).

ITumoxpom P450. ®nykoHa3on € nomipauM iHriditopom ¢pepmentis CYP2C9 ta CYP3A4. Takox
bnyKoHa3011 € moTykHuM iHribiTopom pepmenty CYP2C19. Crnig crocTepiraTtu 3a CTAaHOM IAIli€HTIB,
SIKi OTHOYaCHO 3aCTOCOBYIOTh (PIYKOHA30JI Ta IIpernapaTy 3 By3bKUM TEPANeBTUYHUM BiKHOM, III0
MeTabomizyoTbes 3a yyactio CYP2C9, CYP2C19 ta CYP3A4 (guB. po3min «B3aemogmis 3 iHIIuMu
JiKapChKUMHU 3aco0aMu Ta iHIIi BUAKM B3aEMOIiN»).

Tepgperadun. Crig peTeIbHO CIIOCTEPIraT 3a CTAHOM MallieHTa IPY OJHOYaCHOMY 3aCTOCYBaHHI
tepdenaguny Ta hayKoHa3omy y go3i Menie 400 mMr Ha fo0y (ouB. po3ninu «[IpoTunoka3aHHS» Ta
«B3aeMopis 3 iHIMMMY JTiKapChbKUMHU 3ac00aMM Ta iHII BUAM B3AEMOIiii»).

3acmocyeanns y nepiod eazimHocmi abo 200yeanHsi 2pydoio.
BaeimHicmo.

3a maHuMu 06CepBaLifHOIO HOCITiOKEeHHS, iCHY€ MigBUINEHUN PU3UK CIIOHTAHHOT'0 ab0opTY y XKiHOK,
SIKi OTpEMyBasu (HIyKOHA30JI IPOTIATOM IIEPIIOr0 TPUMECTPY BariTHOCTI.

[ToBimoMIIsIIOCS TIPO YHCIIEHHI BPOAKEeHi maTosoril y HOBOHapomKeHuX (BKIIoYaoyu Opaxinedartiio,
[UCIINIa3iio BYUIHOI PaKOBUHY, HagMipHe 30ilblIeHHS IePeqHbOro TiM TUKa, BUKPUBJIEHHS CTETHA,
IIJIeYOIIPOMEHEBUM CUHOCTO3), MaTepi IKUX MpHUMany BUCOKi no3u ¢ykorazomy (400-800 Mr/mo0y)
IIPOTSTOM IIPUHAWMHI TphoX abo Oifbille MicSLiB s NTiKyBaHHS KOKIMAiI0iM03y. 3B’I30K Mixk
3aCTOCyBaHHSM (PJIyKOHA30JIy Ta IUMH BUIIafiKaMy He BU3HaYEHUH.

HocnigXeHHs Ha TBapUHAX IIPOAEeMOHCTPYBAJIU PENIPONYKTUBHY TOKCAUYHICTE.

He cnip 3acTocoByBaTH 3BUYarHi 103U (PIIyKOHA30/Iy Ta KOPOTKOTPHBAJIi KYPCH JTiKyBaHHS
(bIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSTKOM KpaliHbol He0OXigHOCT.

He cnig 3acTocoByBaTH BUCOKi 0031 (PIyKOHA30 Ty Ta/abo TpuBai KypcH NiKyBaHHS (DITYyKOHA30JI0M y
Iepiof BariTHOCTI, 3a BUHATKOM JIIKYBaHHS iH(EKIid, 1[0 MOXKYThb 3arpPOXKyBaTH XKUTTIO.

I'odyesaHHA 2pydoio.

®yKoHA30J1 IPOHUKAE ¥ TPYOHE MOJIOKO Ta OCATa€ KOHIeHTpallil, momiOHoi mo piBHS Y mIa3Mi KpoBi
(muB. po3gin «®apMakoKiHeTHuKa»). ['ofyBaHHS I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCIIS PA30BOI0
3aCTOCyBaHHS 3BUYANHOI 103U (IyKOHA301y, 110 cTaHOBUThL 150 Mr. ['omyBaTu rpyanio He
PEKOMEHOYEThCS MpU 0araTopa3oBOMY 3aCTOCYBaHHI (pryKoHa301y abo Ipu 3aCTOCYBaHHI BUCOKUX
no3 ¢pnykonasomy. Clif OI[iHUTH KOPHUCTh TPYAHOTO BUTONOBYBAHHS IJIT PO3BUTKY Ta 30O0POB’S
OUTUHY i KNTiHiYHY M0Tpeby MaTepi y nikapchkoMy 3acobi, a TakKoXK IOoTeHLilHiI no6iuHi epekTu
npernapaTy abo OCHOBHOT'O 3aXBOPIOBaHHS MaTepi s AUTUHHU.

depmuabHiCMb.



®yKoHA301 He BIJIMBAB Ha PEPTUIBHICTb CaMIliB Ta CaMOK IIypiB.

30amuicmb enaueamu Ha weudkKicmsb peakuii npu KkepyeaHHi asmompaHcnopmom a6o
iHwumu mexaHizmamu.

TocmifKeHs BIJIMBY JTiKapChbKoro 3aco0y Iudmo301° Ha 30aTHICTL KepyBaTH aBTOTPAHCIOPTOM abo
IIPAIIOBATH 3 iHIIUMHU MeXaHi3MaMu He TTPOBOIHUIIH.

[TauieHTiB cnifg mpoiHGOpPMyBaTH PO MOXKJ/IMBICTh PO3BUTKY 3allaMOpPO4YeHHS abo CyooM Iif 4ac
3aCTOCOByBaHHs npenapaty Jumo30i°. IIpd po3BUTKY TaKUX CUMITOMIB HE PEKOMEHIYEThCS
KepyBaTH aBTOTPAHCIOPTOM abo IpallfoBaTH 3 iHIIMME MeXaHi3MaMH.

Cnoci6 3acmocyeaHHsi ma do3u.

Karcynu cnmif KoBTaTH IinuMu. [IpuiioM niKapCchkoro 3acoby He 3aJieXKUTh Bif IPUNOMY 1XKi.
Hopocai.

[IpemapaT 3aCTOCOBYIOTH IIEPOPAsbHO y 031 150 Mr ogHOPa30Bo0.

IlauieHmu AiMHbO20 BIKY.

[Ipu BigCyTHOCTI O3HAK MOPYIIEHHS (QYHKIIM HUPOK IJis JiKyBaHHS Ifi€i KaTeropii marieHTiB
3aCTOCOBYIOTh 3BUYAlNHY 103y [JIs1 LOPOCIIUX.

ITopyweHHA PYHKUIU HUPOK.

®1yKOHA30J1 BUBOAUTHCSI B OCHOBHOMY 3 Ce4el0 y He3MiHeHOMY BUrisami. [Ipu pazosomy
3aCTOCYBaHHI ITpemapaTy KOPUTYyBaTH [03Y IIifi KaTeropii maIfieHTiB He MOTPiOHO.

ITopyweHHA PYHKUIU NeviHKU.

®TyKOHA30I1 CITiJ 3aCTOCOBYBAaTH 3 00EPEXKHICTIO MallieHTaM i3 MOopyIIeHHAMY GYHKIIIN
IIeYiHKY, OCKiNIbKY iH(popMallil 1I[0fI0 3aCTOCYBaHHS (DIIyKOHA30I1y I[iii KaTeropii naiieHTiB
HeI0CTaTHLO (muB. po3minu «OcoOMMBOCTI 3acTOCyBaHHS» Ta «I100iuHi peakirii»).

Himu.

EdekTuBHicTh Ta Oe3MeKa 3aCTOCyBaHHS IIpenapary [AJid JiKyBaHHS reHiTalbHUX KaHOUO03iB
y miTed He BCcTaHOB/eHi. HassBHa Ha choropmHi iHdopMarliss HaBemeHa y po3mini «ITobiuni
peaxirii». fKIo icHye HaranbHa moTpeba 3aCTOCYBaHHS JTiKapchKoro 3acoby MimIiTKaM (BiKoM
Big 12 mo 17 pokiB), ciif 3aCTOCOBYBaTH 3BAYAKHI JO3U AJIS1 HOPOCIIHX.

Ilepedo3yeanHs.

OTpuMaHO NOBiIOMJIEHHS IIPO NTepefo3yBaHHS (IYKOHA30Jy; ODHOYACHO IOBiIOMIISAIIOCS
IIPO TaJII0IMHAIll Ta TapaHoialbHy TOBEHiHKY.



[Ipu nmepeno3yBaHHi HEOOXigHO TPOBECTH CUMIITOMATUYHY MiATPUMYBaIbHy TEpAIiio Ta y
pasi HeoOximHOCTI mpoMuTH MITYHOK. OIIyKOHA30/1 3HAYHOI0 MipOl0 eKCKPETYETHCS 3 CeUelo;
dbopcoBaHu Aiype3 Moxke IPHCKOPUTHU BUBeeHHS mpemnapaTy. CeaHC reMofiami3y
TPUBAICTIO 3 TONUHY 3HUXKYE PiBEHb (PIYKOHA30Ty V Ija3Mi KpoBi npubnusuo Ha 50 %.

ITobiuni peakuii.

Haituacrimre (>1/10) moBimoMsiiocst po Taki mobiuHi peakirii: ronmoBHuUM 0inb, Oinb y
YepeBHill TOPOXHUHI, Aiapesi, HygoTa, OII0BaHHS, MiABUIIEHHS PiBHSA
anaHiHamiHOTpaHC(epa3u (AJIT), migBullleHHS piBHA acmapTaTaMiHoTpaHcdepasu (ACT),
IiABUIIEHHS PiBHA JIyXKHOI ocdaTa3u KpOBi, BUCUTIAHHS.

II71s OLiHKY YaCTOTU BUHUKHEHHS MOOIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikariito: myxe
yacTo (=1/10), gyacro (Bim =1/100 mo <1/10), Heuacto (Big =1/1000 mo <1/100), pigko (Big =1/10000
0o <1/1000), myxe pigko (<1/10000), yacToTa HEBifOMa (HEMOXKJIMBO OLIIHUTH Ha IigCTaBl HaABHUX
OaHUX).

3 6oky cucmemu Kposi ma aimpamuyHoi cucmemu.

Heuacro: anemis.

PifKo: arpaHynoIuTO3, TEMKONEHisT, TDOMOOIUTOIIEHis, HEUTPOIIEeHis.

3 6oky imyHHOI cucmemu.

Pigko: aHadinakcis.

MemaboaiuHi ma asimeHmapHi po3aadu.

HedacTo: 3HUXKEHHS QllETUTY.

Pigko: rinepxonecTepuHeMis, TinepTpUriinepuaeMis, rinokamieMis.

ITcuxiuHi nopyweHHA.

HeuacTo: 6€3COHHS, COHJIMBICTb.

3 6oky Hepeogoi cucmemu.

YacTo: royIoBHUM Bifb.

HeuacTo: cynomu, napecTtesis, 3a1aMOpPOYEeHHs, IOPYILIEHHS CMaKy.

Pigko: Tpemop.

3 6oky opaaHis cayxy ma eecmubyapHO20 anapamy.

Heuacro: BEPTHUTIO.



3 6oky cepus.

Pigko: mapokcu3MasbHa IUIYHOYKOBA TaxXiKappisd TUILY «IipyeT», momoBkeHHd iHTepBany QT (mus.
po3min «OcobMMBOCTI 3aCTOCYBAHHS»).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

YacrTo: 6i51b y YepeBHiil TOPOXKHUHI, HyOTa, Aiapes, OII0BaHHS.

HeuacrTo: 3amop, gucrernciss, MeTeopusM, CyXiCTh y pOTi.

I'enamobiaiapHi po3aadu.

YacTo: migBUIlleHHS piBHA anaHiHaMiHOTpaHcdepasu (AJIT), migBulleHHS PiBHA
acnaptataMiHoTpaHcdepasu (ACT), mipBuieHHS piBHA NyxKHOI pocdaTa3u (OUB. PO3AiN

«Oc06IUBOCTI 3aCTOCYBaHHS»).

HeuacTo: XonecTas, JKOBTSIHUIlS, TiABUINeHHS piBHA 6inipy6iny (muB. po3min «OcobnuBoCTi
3aCTOCYBaHHS»).

PigKo: me4iHKOBa HEOCTATHICTh, TeNaTOLEII0IIPHAN HEKPO3, TEeIaTUTH, FellaTOLeI0IspHe
ypaxkeHHS (OuB. po3ain «Oco0IUBOCTI 3aCTOCYBaHHSI»).

3 60Ky wkipu ma nidwKipHOi MKAHUHU.
YacTo: BucunaHHs (quB. po3mdin «OcoOIMBOCTI 3aCTOCYBAHHS »).

HedgacTo: MequKaMeHTO3HUM AEPMaTUT (BKI04Ya04u (PiKCOBaHMY MeIUKaMEeHTO3HUU
IepMaTHUT), KPOIIUB THKA, CBepOixK, MmigBuIlleHe MOTOBUIIIeHHS (IUB. po3ain «OcobmuBoCTi
3aCTOCYBaHHS»).

PigKo: TOKCHYHUM eligepMalbHUN HEKPOJIi3, ckHApPoM CTiBeHCa — [[2KOHCOHA, TOCTPUi
reHepasi3oBaHUM €eK3aHTeMaTO3HUU IyCTY/Ib03, eKC(HOIIaTUBHUYN OEePMaTHUT,
AQHTIOHEeBPOTUYHUYN HAOPSK, HAOPSAK o0muuds, ajomnelis (quB. po3fmin «OcobmuBoCTi
3aCTOCYBaHHS»).

HeBimoMo: MequKaMeHTO3Ha peakilis 3 eo3uHodinieto i cucremaumu nposssamu (DRESS).
3 60Ky 0NOPHO-PYX08020 Anapamy ma cnoayYyHoi MKaHUHU.

HeuacTo: Mianris.

3azanvHi po3nadu ma peakuii y micui 88e0eHHA.

HeuacrTo: nigBullleHa BTOMJIIOBAHICTh, HE3AyXKaHHA, aCTeHis, rapsadka.

Himu.

YacToTa Ta xapakTep M0o6iYHUX peaklliii i BigxuieHb Bif HOpMU pe3yybTaTiB labopaTOPHUX aHaMli3iB y
XOMi KJTiHIYHUX AOCIIAXKEHb 3a Y4aCTIO OiTel MOPiBHSIHHI 3 TAKUMU y HOPOCIIUX.

3gimyeaHHs npo nido3piosaHi nobiuHi peakuii.



3BiTyBaHHS NIPO Iif03pI0BaHi MOOiUHI peakilil micis peecTpaltlii TikapchbKoro 3aco0y Ma€ BeJIUKe
3HauyeHHs. Lle mae 3MOry IPOBOAUTHA MOHITOPUHT CITiBBiHOIIEHHS KOPUCTh/PU3UK IIPU 3aCTOCYyBaHHI
ITbOTO JTIKAPCHhKOTO 3aco0y. MenuuHi mpalliBHUKY IIOBUHHI 3BiTyBaTH PO OyOb-Ki Migo3pioBaHi
mo0iuHi peaxilil BiAIOBIIHO M0 BUMOT MiCIIeBOTO 3aKOHOJABCTBA.

Tepmin npudamuocmi. 4 POKHU.

YMoBu 30epiranHsi.
30epiraTy B OpUTiHaIbHIN YIAKOBII ITpK TeMIiepaTypi He Buie 25 °C.

30epiraTy y HEJOCTYITHOMY OIS JiT€H MiCIIi.

YnakosBka.

Kancymu o 150 mr, no 1 kamcyni y 6mictepi, 1 abo 2 6nicTepu B nauni; mo 2 Kancynu y Omicrepi, 1
6rmicTep B mayiii.

Kareropis Bignycky.
bes penenTa - kKancynu 1o 150 Mr no 1 Kamncyii.

3a pelenToM - Kamncynu no 150 Mr mo 2 Kamcynu.

BupoOHUK.

[TAT «KuiBmegnpemnapar».

Micuie3HaxoaKeHHsI BUPOOHHKA Ta MOT0 aJpeca MicCIisi MIPOBaKeHHsI Tis/TbHOCTI.

Ykpaina, 01032, m. Kuis, Byn. Cakcarancekoro, 139.



