Ckian

Oitoua pevosuHa: ¢pnykoHa3zon / fluconazole;
1 M1 pO34UHY MICTUTE 2 MT' (PJIyKOHA30I1y;

O0ONOMIJHICHI pedyoB8UHU: HAaTPilo XJIOPHU, BoOda OIS iH’ €KIIil.
JIikapcbKa ¢dpopMma

Po3uun gnsa iHpy3iu.

OCHOBHI (pi3uKo-xiMiuHI 8sacmusocmi: IIpo30puii 6e30apBHU PO3YUH 0€3 BUAUMUX
YaCTUHOK, III0 BiiTTOBifjla€ BUMOTaM CTaHIOAPTiB AJIs MapeHTepaIbHUX PO3YUHIB, Y
mpo3opux (pIakKoHax i3 HEUTPAJIbHOIO CKJIa.

®apMaKoTepaneBTUYHA Irpymna

[TpoTurpubOKOBi 3aco0uU AJIS CUCTEMHOIO 3acTocyBaHHA. [ToxigHi Tpuasomny. Kog ATX
JO2A CO1.

dapmMakoguHaMiKa

Mexani3Mm mil.

®nykKoHa3051 € IPOTUTrPUOKOBUM 3aCOO0M KilaCcy TpHUa30JIiB. [IepBUHHUM MeXaHi3MOM
WOro fil € IpuUrHideHHs rpubKoBoro 14-anbvda-1aHOCTEPOs-HeMEeTUIIOBaHHS,
orocepenKoBaHOTo nuToxpoMmoM P450, 1110 € HEBim eMHUM eTarioM 6i0OCUHTE3Y
rpubKOBOTr0O eprocTepony. AKyMmynsiis 14-anbda-MeTHUII-CTEPOJIiB KOPEIOE 3
IIOAaJIbIIOI0 BTPATOIO0 €ProCcTePOIy MeMOpaHoio rpuOKOBO1 KJIIiTUHU Ta MOXKe
BigmoBimaTu 3a NPOTUTPUOKOBY aKTUBHICTH (QIyKOHa3051y. ®JIyKOHA30JI € OibIll
CEeJIeKTUBHUM [0 TpuOKOBUX pepMeHTiB iuToxpomy P450, HiXK [0 pi3HUX cuCTEM
bepmenTiB nmToxpomy P450 ccaBiiB.

3acTtocyBaHHs GIYKOHA305y y 103i 50 Mr Ha go0y mpoTsarom 28 OHIB He BIIJIMBA€E Ha
piBEHb TECTOCTEPOHY Yy MJla3Mi KPOBi y 4OJIOBiKiB a00 Ha piBeHb €HIOTe€HHUX CTEPOIAiB
Yy XKIHOK penponyKTUBHOTO Biky. ®nykoHa30n1 y mo3i 200-400 Mr Ha mo0y He IPOSBIISE
KJIiHIYHO 3HAYYIIOTO0 BIIJIMBY Ha PiBEHb €HOOTE€HHUX CTEePOiiB abo Ha BiAIOBiObL Ha
CTUMYIISIIiI0 afpeHOKOPTUKOTpOonHOTO ropMoHy (AKTI) y 3mopoBux moOpPOBOJIBIIIB
YOJIOBiYOl CTaTi.

[ocmigKeHHsS B3aEMO[il 3 aHTUIIPUHOM IIPOJAEMOHCTPYBaJIH, 10 3aCTOCyBaHHA 50 Mr
¢bnykoHa3omy pa3oBo yu 6araTopasoBO He BIJIMBAE Ha MeTabO0Ii3M aHTUIiIpUHY.



YyTnuBiCTE in Vvitro.

®nykoHa3o1 in vitro meMOHCTPY€E NPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BumiB Candida,
III0 3yCTPidvaroThCsa HaudacTimie (Bkatogaiouu C. albicans, C. parapsilosis, C. tropicalis
). C. glabrata peMOHCTpPY€ IINPOKUU [Aialla30H YYTIUBOCTI OO (p1yKoHa3o0my, Toxi K C.
krusei € 0o HbOTO PE3UCTEHTHOIO.

Takoxk pr1yKoHA30J1 in vitro ;eMOHCTPY€E aKTUBHICTD IK MpoTu Cryptococcus
neoformans ta Cryptococcus gattii, Tak i TPOTHY eHOEeMiUYHUX IIIiCHSIBUX rpudiB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum Ta
Paracoccidioides brasiliensis.

B3aeMo03B’s130K (hapMaKOKiHETHUYHHUX i hapMaKOoOUHAMIUYHNX BJIACTUBOCTEMH.

BipmoBimHO [0 pe3ysibTaTiB OOCIIIAXKEHb Ha TBapUHAX, ICHY€E KOPEJIALis MixX
MiHiMaIbHOIO iHTiOYI0Y0I0 KOHIIEHTPAIli€lo Ta e(peKTUBHICTIO MPOTH
€KCIIepUMEeHTaJIbHUX MOIeIed MiK03iB, CipuuYrHeHuX BugaMmu Candida. BigmoBigHO 00
pe3yabTaTiB KIIIHIYHUX OOCHIAXKEeHb, iCHYy€ JTiHiMHa 3ayexHicTh MixK AUC Ta go30r0
dnykonazony (mpubnusno 1:1). TakoxkK iCHye nIpsaMui, ajie HeOOCTaTHiN 3B sI30K MixX
AUC ab60 003010 Ta TO3UTUBHOIO KIiHIYHOIO BiAMOBIAOIO Ha JIIKyBaHHS OpaJibHOTO
KaHOUAO03y Ta MEHIIOI0 Mipol0 - KaHauAeMil. AHaIOTi4HO JIiIKyBaHHSA iH(MEKIIiH,
CIIPUYMHEHUX IITaMaMH, I0 KX (pIyKOHaA30JI HEMOHCTPYE BUCOKY MiHIiMaNlbHY
iHri0y1o4y KOHIIEHTpAallil0, € MEHIII 3aJ0BiIbHUM.

MexaHi3M Pe3uCTEeHTHOCTI.

Mikpoopraniamu pogy Candida neMOHCTPYIOTh YHCJIEHHI MeXaHi3MMU PEe3UCTEHTHOCTI
OO0 a30JIbHUX ITPOTUTPUOKOBUX 3ac00iB. PTyKOHA30/I IEMOHCTPYE BUCOKY MiHiMalbHY
iHriOyiouy KOHIIeHTpAallifo ITPOoTHU IITaMiB rpubiB, SIKi MaioTh OOUH abo Oisnblie
MeXaHi3MiB Pe3UCTEHTHOCTI, IIJ0 HeTaTUBHO BIJIUBA€ Ha e(DeKTUBHICTE in Vivo Ta B
KIiHiyHiM npakTuii. [ToBigoMsanocs npo BUIAagKXU PO3BUTKY cymepiHdekil Candida
Spp., iHmmMu HiX C. albicans Bugamu, 110 4aCTO € HEYYTIUBUMU A0 (PIIyKOHA30IIy
(manmpuknazn Candida krusei). [171a niKyBaHHS TaKMX BUIIAAKIB CIIi] 3aCTOCOBYBaTHU
aJibTepHATUBHI IPOTUTPUOKOBi 3ac0o0M.

KoHTpobHI TOYKH (BiAIIOBIAHO 40 PEKOMEHOAIl E€EBPONENCHKOr0 KOMITETY 3

OOCJIiI?KEeHb YYTJIMBOCTI JO aHTUMIKPOOHHX 3ac00iB).

Basyrouncs Ha gocnigKeHHi apMaKOKiHeTUYHOI/(apMaKoOnHaMigHO1 iHdopMaiii],
YyTIUBOCTI in vitro Ta KiiHi4HOI BigmoBimi, 6y10 BU3HaY€HO KOHTPOJIbHI TOYKHU OIS
¢bnykoHazony nns MikpoopraHiaMmiB pony Candida. Bouu 6ynu po3mnofineHi Ha
KOHTPOJIbHI TOYKH, III0 He MOB’I3aHi i3 IeBHUM BUIOOM, SKi OiIbIIIOI0 MipOiO
BH3HaYaJKUCs Ha OCHOBI (hapMaKOKiHETHYHOI/(papMaKOAMHaAMIUHOl iHpopMaliil i He
3a;exaThb Bif PO3IOMIi/y Ha IMeBHi BUOM 3a MiHiMalIbHOIO iHTIOYI0Y0I0 KOHIIEHTPAIII€0,



Ta Ha KOHTPOJIbHI TOYKY, IOB’'sI3aHi 3 IEBHUM BUOM, 110 Hal4YacCTillle aCOlil0I0ThCA 13
iHpeKIiaMu y moauHu. Lli KOHTPOIbHI TOYKYU HaBedeHi HuXK4e.

KoHmpovHi
KOHMpo1bHI MOYKU, Nn08’A3aHI i3 ne8HUM MmoYKu, He
ITpomuepubKosull |gygom noe’s3awi 3
3acib nearum audom?
S</R>
S</R>
Candida |Candida |Candida |Candida Candida
albicans |glabrata |krusei |parapsilosis|tropicals
®IyKOHA3011 2/4 IE -- 2/4 2/4 2/4

S = yyTnusuy;
R = pe3ucTteHTHUY;

a - KOHTPOJIbHI TOYKH, 110 He OB si3aHi i3 MeBHUM BUOOM, SKi Oi/IbIII0I0 MipoIo
BH3HaYa/IUCsa Ha OCHOBI (hapMaKOKiHETHUYHOI/(hapMaKOAMHaAMIUHOl iHpopMaliil i He
3a;exaThb Bif PO3IOMIisy Ha IMeBHi BUOM 3a MiHiMaIbHOIO iHTIOYI0Y0I0 KOHIIEHTPAIII€O.
BoHu gocrimKyBanuch JIUIle Y MiKpOOpTraHi3MiB, y IKUX He icHye crelnudigyHol
KOHTPOJILHOI TOYKH;

-- OOCJIiAKEeHHS YYyTJINBOCTiI HEe PEKOMEHI0BaHi, OCKiJIbKY OaHUU BUI HE € METOIO
JIIKapChKOl Teparii;

IE - goka3ziB 1040 TOTO, UM € JaHUW BU METOIO JIiIKapChKOIl Tepalil, HeJOCTaTHLO.
®dapMaKOKiHeTHKa

dapmMaKOKiHETMYHI BIaCTUBOCTI PJIYKOHA30Jly € NOAiIOHUMHU NPU BHYTPIIITHHOBEHHOMY
i mepopalbHOMY 3aCTOCYBaHHI.

AGcop0Or1is.

®nykoHa3071 Hob6pe BCMOKTYETHCS ITPU IIepOpaJbHOMY 3aCTOCYBaHHi, a piBeHb
Impernapary y Ijla3Mi KpoBi i cucTeMHa 0iogoCTyIHICTh mepeBUlllyioTh 90 % piBHSA
(pr1yKoHa305y y mjaa3Mi KpPOBi, 10 AOCATAETHCA IPU BHYTPIIIIHEOBEHHOMY BBEOEHHI
npemnapaty. OmHoYacHe BXKMBaHHS 1Ki He BIIJIMBA€ Ha BCMOKTYBaHHS ITpelapaTy IIpu
MOT0 mepopanbHOMY 3aCTOCyBaHHIi. [TikoBa KOHIIEHTpaAllis y Iy1a3Mi KPOBi JOCATAETHCSI



yepe3 0,5-1,5 roguHu micng npuroMy IIpernapary HaTinecepie. KoHIeHTpaillis
pemnapary y Ijla3Mi KpoBi IIponopiiiHa no3i. PiBHoBaxkHa 90 % KOHIIEHTpaLlis
OOCSTa€EThCA Ha 4-5 moOy JiKyBaHHS IIpenapaToM npu 6araTopasoBoMy 3aCTOCYBaHHI
oouH pa3 Ha Ao0y. PiBHOBaxkHa KOHIleHTpallis Ha piBHI 90 % mocsiraeTbCcst Ha OPYTUU
OEeHb JIIKyBaHHS MIPU 3aCTOCYBaHHI y MepPIINM IeHb HaBaHTaXyBaJIbHOI 03U, 110 BABiYi
IIepeBUIITy€E 3BUYaNHy JOOOBY mO3Y.

Po3nomin.

O6’eM po3nominy MpubIn3HO HOPiBHIOE 3araJlIbHOMY BMICTY PifWHY B OpraHi3Mi.
3B’s13yBaHHS 3 OinKaMu Ijia3Mu KpoBi HU3bKe (11-12 %).

®dnykoHa3on mobpe MPOHUKAE B YCi MOCHiXKyBaHi piguHu opraHiamy. PiBeHb
(r1ykoHa305y y CIMHI Ta MOKPOTHHHI € MOAIOHUM [0 KOHIIEHTpallil mpenapary y
IJ1a3Mi KpoBi. Y mallieHTiB, XBOpuX Ha rPUOKOBUM MEHIiHTIT, piBeHb QIYKOHA30Iy Y
CIIMHHOMO3KOBil piguHi mocsrae 80 % KOHIIeHTpallil y Ijla3Mi KPOBI.

Bucoki KoHIIeHTpalil GpIyKoHa30Jy y HIKipi, 10 IIePEeBUIIYIOTh CHPOBATKOBI,
OOCATal0ThCS Yy POrOBOMY IlIapi, emigepMici, gepMi Ta noti. ®1yKoHa30711
HaKOIIMYYETHCSA Y poroBomy api. [Ipu 3acTocyBaHHi go3u 50 Mr 1 pa3 Ha mo0y
KOHIIeHTpallisa ¢pIyKoHa3oiy nicnsa 12 gHiB IiKyBaHHS CTaHOBUIIA 73 MKI/T, a yepe3s 7
IOHIB ITiCJIS 3aBEPILEHHS JIIKyBaHHS KOHIIEHTpPALlid BCe IIle CTaHoBUia 5,8 MKr/r. [Ipu
3acTtocyBaHHi mo3u 150 Mr 1 pa3 Ha TUXKOEHb KOHIIeHTpaLisa GIyKOHA30Jly Ha 7 OeHb
JIIKyBaHHS CTaHOBUIA 23,4 MKI/T; 4yepe3 7 OHIB HiC/Is 3aCTOCYyBaHHS HACTYIIHOL JO3U
KOHIIeHTpallis BCe IIe cTaHOBUia 7,1 MKI/T.

KonueHnTpanis ¢gpaykoHa3omny B Hirtax micns 4 micaiiB 3actocyBanHsg 150 mr 1 pas Ha
TUXKIOEHb cTaHOBUIA 4,05 MKT/T Y 30POBUX AOOPOBOJIBIIB Ta 1,8 MKI/T ipu
3aXBOPIOBaAHHAIX HIrTiB; (PJIyKOHa30J1 BU3Ha4YaBCs y 3pa3Kax HIirTiB yepe3 6 MicSIiB
IIic/isl 3aBepIIeHHs Teparil.

BioTpancdopmairis.

®dnykoHazon MeTaboi3yeThCSI HE3HAUHOIO Mipoto. [Ipu BBeJeHHi 1031, MideHOol
panioakTUBHUMU i30TonaMy, nuiine 11 % paykoHa30/ly eKCKPEeTyeEThCS 3 Cedelo y
3MiHeHOMY BUTJsAni. ®IyKOHA30JI € MOMipHUM iHTibGiTOpoM i30odepmenTiB CYP2C9 Ta
CYP3A4, a TakOXK IIOTYXHUM iHTibiTopoM izopepmenTty CYP2C19.

BuBeneHHs.

[Nepion HamiBBUBEOeHHS QIIYKOHA30JIy i3 M1a3Mu KPOBi CTaHOBUTL 071M3bK0 30 rOOUH.
Binbpllla 4yacTWHa IIpenapaTy BUBOOUTHCSA HUpKamu, mpudomy 80 % BBeIOeHOl 103U
BUSBJIIETLCS y Cedi B He3MiHeHOMY cTaHi. KiipeHc ¢piyKoHa3051y IPOMOPLinHUN [0
KJlipeHCcy KpeaTuHiny. Llupkynioiounx MeTaboJIiTiB He BUSBJIEHO.



TpuBanuy nepion HaniBBUBEOEHH IIpenapaTy 3 I1JlJa3MU KPOBi Ja€ MOXKJIUBICTh
Pa30BOro 3aCTOCYBaHHA IIpellapaTy IpU BariHaJIbHOMY KaHOXWO031, a TaK0XK
3aCTOCyBaHH4 Ipenapatry 1 pa3 Ha TUXOEeHb [IPU IHIINX [IOKa3aHHAX.

HupkoBa HEJOCTATHICTh.

Y nainieHTiB i3 HUPKOBOIO HEJOCTATHICTIO TAXKKOIO CTyIeHs (IIBAAKICTh KITyOOUYKOBOI
dinpTparii

< 20 m/xB) nmepion HamiBBuBeaeHHS 30inbinyeThes 3 30 roguH no 98 rogud. Tomy 11ikt
KaTeropii marieHTiB HeoOXimHO 3MEHIIUTH T03y QIYKOHa30i1y. OIIYKOHA30II
BULAJIAETLCA LIJITIXOM reMopiaii3y, Ta MEHIIO MIpPOI0 - IIIAX0M
iHTpanepuToHeanbHOTO Aianidy. CeaHc remopianidy TPUBaJiCTIO 3 TOOUHU 3HUKYE
piBeHb (PprIyKOHa30/y y n1a3Mi KpoBi npubam3Ho Ha 50 %.

JlakTatris.

KonnenTpatil ¢iayKoHa301/y y In1a3Mi i MaTepUHCHKOMY MOJIOII BIIPOOOBXK 48 roguH
Imicns MpuroMy ogHOpa30Bol mo3u 150 mr npenapaty [udriioKaH OMiHIOBAIN y X0l
(apMakKoOKiHETUYHOTO OOCIII?)KEeHHS 3a y4acCTIO JECSATH XKIiHOK Y IIepiofdi maKTaliil, aKi
TUMYacOBO ab0 ITOCTiHO MPUNNHUJIM TOAyBaTH CBOIX HEMOBJIAT TPYyAO0. Y
MaTEPUHCHKOMY MOJIOII (pJIyKOHA30J1 BUSBUIN y CePEeNHilt KOHIeHTpallil TpubIn3Ho
98 % Bipm TOI, II0 BiA3Ha4anu y naa3Mi maTtepi. Yepe3 5,2 TOOQUH OiCIg IPUUOMY 03U
cepefHs MiKoBa KOHILIEHTpAllisl Y MaTePUHChKOMY MOJIOLI CTaHOBHUa 2,61 Mr/m.
ITo6oBa mo3a (p1yKoHa301/1y, OTpUMaHa HEMOBJISIM 3 MaTEPUHCHKOT0 MOJIOKA (SKIIIO
MIPUNHSATYU CEPEIHE CIIOKUBaAHHSA MoJioKa 3a 150 Mi/Kr/mo0y), po3paxoBaHa Ha OCHOBI
cepemHbOl MiKOBOI KOHIIEHTpAllil y MOJIO1li, 110 mopiBHioe 0,39 Mr/Kr/mo0y, CTaHOBUTH
npubnusHo 40 % Big mo3u, peKOMeHO0BaHOI HOBOHAPOIXKEeHUM (BiKOM < 2 THUXKHIB),
a6o 13 % Bim mo3u, peKOMEeHA0BaHOl HEMOBJISAITAM [JI5 JIIKyBaHHS KaHOUI03Y CJIM30BUX
000JIOHOK.

iTH.

IaHi 3 papmakokiHeTuku Oysnu ouiHeHi y 113 miTeu mig 9wac 5 mocmigXKeHb: 2
OOCITiIKEeHHS Pa30BOT0 3aCTOCYBaHHS, 2 OOCIigXKeHHI 6araTopa3oBOro 3aCTOCYBaHHS
Ta 1 JoCIimXXKeHHS HeOOHOIIIeHUX HOBOHAPOIXKEHUX.

[Ticnsa BBemeHHS 2-8 MI/KT (PIIyKOHA30J1y OiTAM BikoM Bif 9 micsaniB mo 15 pokis AUC
cTtaHoBuJIa 611M3bK0 38 MKr*roma/mia Ha 1 Mr/kr mo3u. ITicias 6araTopasoBOro
3aCTOCyYBaHHS CepefHii mepion HamiBBUBeAeHHS (PIIYKOHA30JIy i3 IJIa3Mu KpPOBi
BapitoBaBcs MixK 15 Tta 18 rogmHamu; 06’eM posnofginy ctaHoBuB 880 mi/Kr. Binbim
TPUBAJINM IIepio[ HalliBBUBEOEHHS 3 IIJITa3MH KPOBI, III0 CTAaHOBUB IIPUOIN3HO 24
roguHu, OYB ITiCJIsI PA30BOT0 3aCTOCYBaHHS (Ppr1ykKoHa305y. Llel moKa3HUK €
CITiBCTAaBHUM 3 II€PiOoiOM HalliBBUBEOeHHS (PIIYKOHA30/y 3 IIJIa3MHU KPOBI ITiCisa



Pa30BOro 3aCTOCYBaHHSA 403U 3 MI/KI BHYTPIIIIHBOBEHHO AOiTSIM BikoM Big 11 muiB mo 11
MicsauiB. O6’eM PO3MOAiNy y Mali€HTIB i€l BIKOBOI IPyIiu CTAHOBUB OJIN3bKO
950 mn/kr.

IMocBig 3acTocyBaHHS (PJIyKOHA30/Ty HOBOHAPOOXKEHUM 00MEXKYETHCS
(bapMakoOKiHETUYHNMH OOCITiOXKEeHHSIMU 12 HEJOHOIIEHUX OiTel i3 TepMiHOM recraiiil
npubnu3Ho 28 TuxkHiB. CepenHil Bik OUTUHY IIPYU BBEJIEHHI MepIIol 103U CTaHOBUB 24
roguHm (Big 9 mo 36 roguH); cepenHs Bara Npu HapoaxkeHHi ctanoBuna 900 r (Big 750
no 1100 r). Ons 7 nalieHTiB IPOTOKOJI AOCTIiAXKeHH 0y/10 BUKOHaHO. MaKCUMyM

5 BHYTPIIIHBOBEHHUX 1H €KIIiN (PIIYKOHA30Jly y 0031 6 MI/KT BBOOMJIU KOXKHI 72 TOOUHU.
CepepnHil nepion HalliBBUBeOeHHS CTaHOBUB 74 roguHu (44-185) B mepIui OeHb,
noTiM 3Hu3uBCA g0 53 roguH (30-131) Ha 7-i1 geHb Ta 0o 47 (27-68) Ha 13- OeHb.
[Inomia oig KkpuBorw (MKr*rom/mi) ctaHoBusa 271 (173-385) B nepuiuii OeHs,
30inpmunacsa go 490 (292-734) Ha 7-u OeHb, IIOTiM 3Hu3uIacs oo 360 (167-566) Ha
13-#1 genb. O6’em po3mnoxiny (Min/kr) cranoBuB 1183 (1070-1470) y niepiuii neHsb,
36inbiryBaBcst mo 1184 (510-2130) Ha 7-1 menb Ta 0o 1328 (1040-1680) Ha 13-i1 meHb.

IlarieHTH JTITHHOTO BIKY.

dapMaKOKiHETUYHE JOCIIAXKEHHS IIPOBOAUIIU 3a y4acTro 22 MHallieHTiB (BIiKOM Bif 65
POKiB), siKi 3acTocoByBanu 50 Mr ¢gykoHa3ony nepopanbHo. 10 maIfieHTiB OMHOYaCHO
3aCTOCOBYBaJIM OiypPETUKMU. CmaX crta”HoBuia 1,54 MKr/mi Ta gocsiranacs nporsarom 1,3
TOOMHM ITiCJIg 3acTOCyBaHHS ¢iykKoHa3omny. Cepenuss AUC ctanoBumna 76,4+20,3
MKr*roo/mia. CepenHiu nmepion HamiBBUBeOeHHS - 46,2 roguHu. Lli papMakoKiHeTUYHI
[IOKa3HUKY € BUIIVMMU IOPIBHSHO i3 aHAJIOTIYHUMU Y 3TOPOBUX JOOPOBOJIBIIIB
MOJIOAIIOro BiKy. OgHOYacHe 3aCTOCYyBaHHS OiypeTUKiB He MaJIo 3HAQYHOI'0 BIJIUBY Ha
Cmax Ta AUC. TakoxX KiipeHC KpeaTuHiHy (74 Mi/xB), BimCOTOK GIIyKOHA30Iy, 110
€KCKpeTyBaBCH i3 cedelo y He3aMiHeHoMY Burismi (0-24 rogunu, 22 %), Ta HUPKOBUU
KitipeHc ¢nykoHasony (0,124 MI/XB/KT) v IalliEHTiB JaHOl BiKOBOI Ipymnu Oynau
HUXKYUMU, HiK aHaJIOTiYHi ITOKa3HUKMU Yy MOJIOOIIUX HOOPOBOJIBIIB. TOMY 3MiHHU
(bapMaKOKiHETUKM y MAIi€HTIB JIITHHOTO BiKy OYEBUIOHO 3ajiekaTh Bifl TapaMeTpiB
(QyHKIIi!1 HUPOK.

IToka3aHHA

®

IudmniokaH -~ MMoOKa3aHUU [OJI4 JIIKyBaHHSA TaKUX I'PUOKOBUX iHGMEKIiN Y Jopociux (OuB.

po3ain «®apMaKoguHaMiKa»):

e KPUNTOKOKOBHM MEHIHTIT (OuB. po3min «OCcoBGIMBOCTI 3aCTOCYBAHHSI»);
e KOKITUMIi0im03 (OuB. po3min «OcoOIUBOCTI 3aCTOCYBAHHS»);
e iHBA3MBHI KaHOUOO3MU;



e KAQHOUOO3M CJIM30BUX 000JIOHOK, BKITIOYAIOYX KaHOUI03 POTOTJIOTKY Ta KaHOUAO03
CTPaBOXOY, KAHOUMYPisA, XPOHIYHUNM KaHOUIO3 IIKipHU i CITU30BUX 000JIOHOK;

e XpPOHIUHUU aTPOPIiYHUU KaHOXUA03 POTOBOI MOPOKHUHU (KaHOUOO03, CHPUIYUNHEHUN
BUKOPUCTAHHSAM 3yOHUX MPOTE3iB) ITpU HeeDEeKTUBHOCTI TirieHu poTOBOI1
MMOPOKHUHM abo MicIiieBol Teparril.

®

,]:[I/I(I)J'IIOKaH IMOKa3aHUM OJIs HpO(I)iJ'IaKTI/IKI/I TaKHX 3aXBOPIOBAHL Y IOPOCIIUX, AK:

e pPelUauB KPUIITOKOKOBOTI'O MEHIHTITY y IMAlli€HTiB 3 BUCOKUM PU3UKOM HOT'0
PO3BUTKY;

e PEIUOUB KaHOMOO03Y POTOTJIOTKY ab0 CTpaBOXOoAy y mallieHTiB 3 BIJI 3 BUCOKUM
PHU3UKOM KOT0 PO3BUTKY;

e Mpo¢diakKTHMKa KaHOUOO3HUX iH(MEKIiN Y MalliEHTIB i3 TPUBaJIOl0 HEUTPOIIEHIEIO
(HammpukJiaz, DallieHTiB 31 3JI0KICHUMU 3aXBOPIOBAHHSIMU KPOBI, Ki OTPUMYIOTh
ximioTeparriio, abo IalliEeHTiB IIPU TPaHCIIJIaHTallil TeMOIIOETUYHUX CTOBOYPOBUX
KJIiTuH) (OuB. po3nin «®apmMaKoIoTiyHi B1acTuBOCTI. PapMaKoguHaAMiKa»).

Oudmnokan ®

000/T0HOK (KaHAUOO03 POTOTJIOTKY, KAHAUIOO03 CTPABOXOMY), iHBa3UBHUX KaHOUIO3iB,

IMOKa3aHUU OiTSAM Bif HapOAXKEHHS OIS JTiKyBaHHS KaHOUOO031B CIIM30BUX

KPUIITOKOKOBOTO MEHIHTITY Ta OJ11 NpodinakKTUKM KaHOUOO03HUX iH(EKIli y Halli€HTiB
31 3HUXKeHUM iMyHiTeTOM. [IpenapaTt MoXKHa 3aCTOCOBYBATH SK IiATPUMYBAJIbHY
Teparrio s NonepenXKeHHsI PelUaIUBy KPUITOKOKOBOTO MEHIHTITY y AiTeH i3
BHCOKHUM PU3UKOM HOT0 PO3BUTKY (OUB. po3min «OCoBGIUBOCTiI 3aCTOCYBaHHS»).

Teparmito npemapaToM ,HH(I)HIOKaH®

KYJIIbTYPAJIbHUX Ta IHIITUX HaGOpaTopHI/IX OOCIHIOXKEeHb; OOHAaK IIiCIisd OTPHUMaHHA

MOXKHa PO3MOYMHATU 10 OTPUMaHHS pe3yJbTaTiB

pe3ynbTaTiB NPOTUIH(PEKIIWHY Tepallifo CJIi CKOPUTYBaTH BiAIOBIiAHUM YHUHOM.
IIporunoka3aHHs

e IimepuyTnuBIiCTb OO QIYKOHA30JIy, iHIIIUX a30JIbHUX CITIOJIYK ab0 mo OyOb-sKol 3
OOIIOMIZKHUX PEYOBHUH IIpenapaTy, 3a3Ha4eHuX B po3auti «Ckian».

e OgHOYacHe 3acToCyBaHHA (QIIYKOHA30Jy Ta TepheHaguHy nalieHTaM, SKi
3aCTOCOBYIOTh (psIyKOHA3011 6araTopa3oBo y mo3ax 400 mr/moOy Ta Buiiie (3rimHo 3
pe3ybTaTaMu OOCIiIXKEeHHS B3a€EMOZil 6araTopa3oBOro 3aCTOCYBaHHS).

e OmHOYaCHe 3aCcTOCyBaHHSA (PIIyKOHA30Jly Ta iHIIMX JIiKapChKUX 3aco06iB, 1110
momoBXKYyIOTh iHTepBan QT Ta MeTaboi3yIOTHCS 3a MOMOMOT0I0 (EPMEHTY
CYP3A4 (manpukian nu3anpuny, acTeMi3oiy, IiMO3uay, XiHiguHy Ta
epuTpoMinuHy) (quB. po3ain «OcobIMBOCTI 3aCTOCYBaHHSI» Ta «B3aeMopist 3
IHIMMMU JTiKapChbKUMHU 3aco0aMM Ta iHIIN BUOU B3a€EMOIIl»).

B3aeMogisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIIL BHIHM B3a€EMOIiH



[TpoTHUIIOKAa3aHO CYMiCHE 3aCTOCYBaHHSA (PJIYKOHA30Y Ta HUXKUYe3a3HAaUYeHUX

JIiIKapChKUX 3aco0iB.

Iuzanpu0: MOBigOMIISAIOCS IIPO PO3BUTOK IMOOIYHUX peakliii 3 00Ky Ceplisi, y TOMY
YUCJIL IPO IMapOKCU3MaJIbHY IIJIYHOYKOBY TaXiKapAilo TUILY «IIipyeT» y Malli€HTIB, sKi
OLHOYAaCHO 3aCTOCOBYBasnu (IyKOHAa30JI Ta qu3anpun. KoHTpoiIboBaHe OOCTigXKEeHH S
MIPOIEMOHCTPYBAJIO, 1110 OgHOYacHe 3acTocyBaHHs 200 Mr ¢pnykoHa3osy 1 pa3 Ha goOy
ta 20 Mr nu3anpuny 4 pa3u Ha 000y IPU3BOAUIIO [0 3HAYHOTO ITiABUINEHHS PiBHS
LU3anpuay y mjaa3Mi KposBi Ta Oo0 nogoBxKeHHs iHTepBany QT. OgHoyacHe
3aCTOCyBaHHS (PJIyKOHA30Jly Ta U3alpUay IPOTUNOKa3aHe (OUB. PO3Tis
«[TpoTUIIOKa3aHHI»).

TepeHaOuH: yepe3 BUIIAOKUA PO3BUTKY TSXKKUX CEPLIEBUX apUTMil, CHPUYMHEHUX
nonoBxkeHHSAM iHTepBasly QTc, y mamieHTiB, gKi 3aCTOCOBYBaJid a30JIbHi
MPOTUTPUOKOBI JTiKapChKi 3aco0u ogHOYaCcHO 3 TepdeHanmHoM, OyIu NpoBedeHi
OOCIIiI?KEeHHS B3a€EMOIil ITUX ITpenapariB. Y X0Oi OMHOT0 OOCHIAXKeHHS IIPU
3acTocyBaHHi piykoHa305y y mo3i 200 Mr Ha mo0y He OyJi0 BUSBI€HO MOOBXKEHHS
inTepBany QTc. IHIIe mocmigKeHHS MPU 3acTOCyBaHHI QrykKoHa3o0iy y mo3ax 400 mr
Ta 800 MTr Ha OOy IIPOOEMOHCTPYBAJIO, III0 3aCTOCYBaHHA (GJIYKOHA30/Iy V I03axX

400 Mr Ha mo6Oy abo BUIlle 3HAYHO ITiABUIIYE PiBEHb TepheHaOuHy y njia3Mi KPOBi IIpu
OOHOYACHOMY 3aCTOCYyBaHHI IIux npemnapariB. CyMiCHe 3aCTOCyBaHHS (PIIYKOHA30ILy y
mo3ax 400 mr a6o Buire 3 TeppeHaguHOM IIPOTUIIOKA3aHe (OUB. PO3Mia
«I[TpoTunokasaHHusa»). [Ipu 3acTocyBaHHiI QIyKOHa30Jy y mo3ax Hux4e 400 Mr Ha o0y
OOHOYAaCHO 3 TepheHaauHOM CJIiff IPOBOAUTH PEeTEIbHUN MOHITOPUHT CTaHYy IallieHTa.

Acmemi3os: cyMicHe 3aCTOCyBaHHS (PJIyKOHA30JIy Ta aCTEMi30/Iy MOXKe 3MEHIIUTH
KJIipeHC acTteMi3ony. COpUuYMHEHE LIUM ITiABUILEHHS KOHIIEHTPAallil acTeMi30Iy y
I1J1a3Mi KpOBi MOXKe ITPU3BECTU OO0 IIONOBXKeHHA iHTepBany QT Ta y piokKicHUX
BUIIaAKaxX - 10 MapOKCU3MaJIbHOI ITYHOYKOBOI TaxXiKapmil Tumy «mipyeT». OgHO4YacHe
3aCcTOCyBaHHS (PJIYyKOHA30Jly Ta aCTeMi30Jly IPOTUIIOKa3aHe (OWUB. pO3Min
«IIpoTunioKa3aHHI»).

ITimo3u0 ma xiHiOuH: cyMicHe 3acToCyBaHHS (QIIYKOHA30Jy Ta IIiMo3uny abo XiHiguHy
MOZK€e IPU3BOOUTH [0 MPUTHIYeHHs MeTaboi3aMy miMo3uny abo xiHimuHy, X04a
BIOIOBITHUX OOCHIAXKEHb in vitro Ta in vivo He NpoBoauiau. IlinBUIIeHHSI KOHIIeHTPaIlil
miMo3uny abo XiHiguHY y Ij1a3Mi KPOBi MOXKe CIIPUYUHSTU MOO0BXKeHHS iHTepBany QT
Ta y PiAKiCHUX BUNaJKaxX IPU3BOOUTHU OO PO3BUTKY NapOKCHU3MaJIbHOI IIITYHOYKOBOIL
TaxXikapmil Tumy «mipyeT». OgHO4YaCHe 3aCTOCyBaHHS (hIIyKOHA30JIy Ta IIiMOo3upgy abo
XiHIOWHY TPOTHUIIOKa3aHe (OuB. po3hin «IIpoTUnoKa3aHHA»).

EpumpomiyuH: ogHO4YacCHe 3aCTOCYBaHHSI epUTPOMILIMHY Ta (BJIIyKOHA30JIy MOXKe
OPU3BOOUTHU OO0 HiABUIIEHHS PU3UKY PO3BUTKY KapAIOTOKCUYHOCTI (IIOOOBXKEHHS
inTepBany QT, mapokcu3MaribHa IIUIYHOYKOBA TaXiKaphis TUILy «IIipyeT») Ta, SIK



HaACJIiOOK, O PaIlTOBOI ceplieBoi cMepTi. 3acToCyBaHHS KOMOiHAIlil ITUX JTiIKapChbKUX
3aco0iB mpoTuIioKa3aHe (OuB. po3ain «IIpoTunmoka3aHHsI»).

He peKOMeHOVETLCS OJHOYACHE 3aCTOCYBAHHS (PIYKOHA30Jy Ta HUXKXYe3a3HaueHUX

JIIKapCbKUX 3aC00iB.

I'anopanmpuH: GpIyKOHa30JI MOXKe CIIPUUYUHUTH IIiABUIIIEHHS KOHIIeHTpallil
ragopaHTPUHY y IJ1a3Mi KPOBi 3a paxyHOK npurHideHnHsa CYP3A4. OgHogacHe
3aCTOCYBaHHS IIUX JIiIKAPChKUX 3aC00iB MOKe MPU3BOAUTH [0 ITiOBUIIEHHS PU3UKY
PO3BUTKY KapAiOTOKCUYHOCTI (MogoBXKeHH iHTepBany QT, mapokcu3sManbHa
IIYHOYKOBa TaXiKapmis TUIy «IipyeT») Ta, K HaCJIiJoK, IO palTOBOl CepIleBol
cMmepTi. Cilig yHUKATH 3aCTOCYBaHHS KOMOiHaIlil IMX MiKapCchKUX 3ac0o0iB (OMB. PO3Mis
«OCo0IUBOCTI 3aCTOCYBaHHS»)

CyMicHe 3acTocyBaHHS (JIYKOHA30JIY Ta HHUXKYe3a3HaYeHUX JIiIKapChKUX 3aco0iB

BHMAara€ o0epesKHOCTi.

AMio0apoH: ogHOYaCHe 3aCTOCyBaHHS (IIYKOHA30JIy 3 aMiOJJapOHOM MOIKe ITPU3BECTH
mo romoBxKeHHs iHTepBany QT. ®nykoHa30J1 ciif 3 00epeKHiCTI0O 3aCTOCOBYBATHU
pa3oM 3 amiofgapoHOM, 0COOIMBO y pa3i IpU3HaYeHHS BUCOKOI M03U (PIIYKOHA30ITy
(800 mr).

CyMicHe 3acTocyBaHHS (GJIYKOHA30JIY Ta HHUXKYe3a3HaYeHUX JIiIKapChKHUX 3aco0iB

BHMara€ o0epeKHOCTi Ta KOPUTYBAHHS MO3MH.

- Bnaue iHwux AikapcvKux 3acobis Ha (payKOHA301.

IocmimkeHHs B3aEMOil TPOAEeMOHCTPYBallH, 110 ITepopajibHe 3aCTOCyBaHHS
(brykoHa305/y 0fHOYACHO i3 BXKUBAHHAM 1XKi, MPUNOMOM IUMETUIHUHY, aHTAIUAIB abo 3
MMOJAbIIINM OIPOMIHEHHSIM YChOTO Tijla [JIs MepecagKu KiCTKOBOTO MO3KYy He Ma€
KJIiHIYHO 3HAYYIIOTO BIIJIMBY Ha abcopO1iito ¢GIyKoHA30ITy.

PugamniyuH: omgHOYaACHE 3aCTOCYBaHHS (PJIyKOHA30J/1y Ta pudaMIIiliiHy IPU3BOOUIIO
oo 3HukeHHsI AUC Ha 25 % Ta CKOpo4yBaJso IIepiof HamiBBUBeOeHHS (PIyKOHA30JIy Ha
20 %. TomMy Oys mali€eHTiB, Ki 3aCTOCOBYIOTh PUMaMIIILINH, CJIi PO3TISHYTHU
OOLIBHICTE MiABUILEHHS OO3U (QIIYKOHA30Iy.

I'iOpoxsopomia3ul: y goCnigKeHHi (hapMaKOKIiHETUYHOl B3a€EMO/il OMHOYAaCHE
faraTokpaTHe 3aCTOCYBaHHS IigpoXJIOpPOTia3uay 300POBUM MOOPOBOBIISAM, SKi
oTpuMyBanu (GIYKOHA30JI, HigBUIIYBai0 KOHIIEHTpaIlilo (GJIyKOHa30/Iy y mjia3Mi KpoBi
Ha 40 %. Taki mapamMeTpu B3aEMO[Iil He BUMaralTh 3MiH y peKUMi JO3yBaHHS
(brykoHa305y OIS Mali€eHTiB, sIKi OqHOYaCHO OTPUMYIOTh CEYOTiHHI 3aco0u.

- Bnaue ¢paykoHa3o04y Ha iHWI aikapcvki 3acobu.



®nykoHa301 € moMipHUM iHribiTopoMm nmroxpomy P450 (CYP) izodepmenTy 2C9 Ta
3A4. OnyKOoHa30JI € IOTYyKHUM iHTi6iTOpOM i30depmenTy CYP2C19. Ha gomaTok go
CIIOCTEpPEeXKYyBaHUX/OOKYMEHTaJIbHO HNiATBEPOXKEHNX B3a€EMOIH, 1110 ONIMCaHl HUXK4e,
IIpXU OJHOYAaCHOMY 3aCTOCYBaHHI 3 (PJIyKOHA30JIOM iCHY€ PU3HUK IIiABUILEHHS Yy MJIa3Mi
KPOBi KOHIIeHTpallill iHIINX COONyK, 110 MeTabomnidyioTbcss CYP2C9, CYP2C19 ta
CYP3A4. Tomy 3acTOCOBYBaTHU TakKi KoMOiHallil mpemapaTiB ciifg 3 o6epexKHiCTIO; Ipu
IIbOMY HeOOXiTHO peTesbHO CIIOCTepiraTu 3a CTAaHOM IallieHTiB. [IpurHiuyBanbHa [ist
dbnykoHazony Ha ¢pepmMeHTU 30epiraeThcs NpoTrom 4-5 mib micyis #¥oro 3aCTOCyBaHHS
y 3B’SI3Ky 3 UOTr0 TPUBAJIUM I€PiOOOM HaliBBUBEOEHHSA (OUB. PO3TiN
«[TpoTUIIOKa3aHHI»).

AnvheHmaHin: mig 9ac OGHOYACHOI'O 3aCTOCYBaHHSA anbdeHTaHiny y go3i 20 MKT/KT Ta
dbnykonazony y mo3i 400 Mr 30OopoBUM I0OPOBOJIBISIM CIIOCTEPIraocs IBOKpaTHEe
30i7bIIIeHHSA AUClO’ MOZKJIUBO, Yyepe3 iHrioyBanHs CYP3A4. Moxe O0yTu HeoOXigHUM
KOPUTYBAHHS O03U albPeHTaHiy.

AmMimpunmuniH, HopmpunmuJiH: GIYKOHA30JI IIOCUIIIOE Oil0 aMiTPUIOTUIIIHY Ta
HOPTPUIITUIiIHY. PEKOMEHAYETHCS BUMipIOBaTU KOHIIEHTPAIlil 5-HOPTPUIITUIIHY Ta/abo
S-aMiTpunTHIIIHY Ha IMoYaTKy KoMOiHOBaHOI Teparrii Ta yepe3 1 TuxkaeHb. Y pasi
HeoOXimHOCTi cIifg BigKOpUTyBaTHU 03y aMiTPUIITUIIIHY/HOPTPUNTUIIIHY.

AmpomepuuyuH B: omHOYaCHe 3aCTOCyBaHHSA (IIYKOHA30Jy Ta ampomepuyuHy B
iH(piKOBaHMM MHUIIIAM i3 HOPpMaJIbHUM IMyHITETOM Ta iH(piKOBaHMM MUIIIaM 3i
3HUKEHUM IMyHITETOM Hajio TakKi pe3yJIbTaTh: HEBEJIUKUMN aguTUBHUN
NPOTUTPUOKOBUY e(heKT ITPU cucTeMHiN iHdekil C. albicans, BiiCyTHICTh B3aEMOZi1
IpY BHYTPIIIHbOYEPEnHiM iHdeKIril Cryptococcus neoformans Ta aHTaAaroHi3M ABOX
mpemaparTiB IPU CUCTEMHIiU iHeKil Aspergillus fumigatus. KiiHiuHe 3HaUEeHHS
pe3yibTaTiB, OTPUMAaHUX Y X041 LIUX OOCIIiAXKEHb, HEBiIOME.

AHmMukKoaz2yasaHmMu: SIK i Ipu 3aCTOCYBaHHI iHIIINX a30IbHUX ITPOTUTPUOKOBUX 3aC00iB,
IIpHU OJHOYAaCHOMY 3aCTOCYBaHHI (pJIyKOHa30J1y Ta BapPapuHy IIOBIOOMIISIIIOCS IIPO
BUIIaAKM PO3BUTKY KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, IITYHKOBO-KUIIIKOBUX
KPOBOTEY, reMaTypil Ta MelleHU) y MOeOHAHHI 3 ITOOBXEHHAM NTPOTPOMOiIHOBOTO Yacy.
[Tpu ogHOYaCHOMY 3acTOCyBaHHI (hJIyKOHA30J1y Ta BapdapuHy CIOCTepiraaocs
OBOKpaTHe MigBUIIIEHHS MPOTPOMOIHOBOTO Yacy, MMOBIpHO, BHACJIiHOK MPUTHIYEeHHS
MeTabomniamy Bapdapuny uepe3 CYP2C9. Criig peTenbHO KOHTPOIIOBATHU
MPOTPOMOIHOBUY YacC y MAIli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHUHOBI
aHTUKOATyJIAHTU abo iHgaHenioH. Moxe OyTu HeOOXigHOIO KOPEKIis 403U
aHTUKOATYJIHTA.

Bben3o0iazeniHu Kkopomkoi 0ii, Hanpuk.aao mida3o01amM, mpua3oaam: IpU3HaAYeHHSI
dbnykoHa3omy micisa mepopanbHOTO 3aCTOCYBaHHS Miga3ojlaMy IPU3BOAUIIO DO
3HAYHOTO MiABUIIEHHS KOHIEHTPAIllil Mima3olaMy Ta 40 MOCUJIEHHS IICUXOMOTOPHUX



edekTiB. OgHOYAcHEe 3aCTOCyBaHHSA QIyKOHA305y y go3i 200 Mr Ta Migasonamy y mo3i
7,5 MI mepopasibHO Npu3Boauso ao nigsuineHHsa AUC Ta nepiony HalliBBUBEOEHHS
Migasonamy y 3,7 Ta 2,2 pa3sa BigmoBigHO. 3acToCyBaHHSA (QIyKOHa3051y y go3i 200
Mr/goOy ta 0,25 Mr Tpualonamy IepopabHO ITpu3Boauio mo nigsuileHHs AUC Ta
nepiony HaliBBUBEOEHHS Tpua3ojiamy y 4,4 ta 2,3 pasa BignosigHo. [Ipu
OOHOYaCHOMY 3aCTOCYBaHHIi (IIYKOHA30JIy Ta TPHa30JiaMy CIIOCTepiraaocs
MIOTEHIIIOBaHHS Ta IIPOJIOHTallig epeKTiB TprasomaMy. AKINO NalieHTy, IKUl
IPOXOOUTH KyPC JIIKyBaHHSA (PJIIyKOHA30JI0OM, CJIi OMHOYACHO NIPU3HAYUTHU TEPAaIlliio
OeH30mia3emniHaMu, O3y OCTAHHIX CJIi 3MEHUIIUTY Ta BCTAHOBUTHU HaJIeXKHUU HaTJISAM
3a CTAHOM IIalliEHTa.

Kapbama3zeniH: GIIyKOHA30JI IPUTHIYYE MeTab0I1i3M KapOaMa3eniHy Ta CIIPUYHUHSIE
IMiOBUINIEHHS PiBHSA KapOaMa3elriny B cupoBaTili KpoBi Ha 30 %. ICHye pu3UK PO3BUTKY
MIPOSIBiB TOKCUYHOCTI 3 60Ky KapOaMa3elliny. Moxke OyTu HeOOXimHUM KOPUT'YBaHHS
mo3u KapOaMaseIliHy 3aJjie’KHO Bif piBHS MOro KOHIIEHTpaIlil Ta mil mpemapary.

baokamopu Kaavuiesux KaHanig: mesiKi aHTaroHiCTH Kanbllilo (HidbenuriH, icpaduniH,
aMJioguIlid Ta penogurtin) metabonidyioTecsa pepmerTom CYP3A4. ®nykoHa30m
MMOTEHIINHO MOXKe ITiABUIITyBaTH CUCTEMHY €KCIO3UIlif0 67I0KaTOPiB KalbIliEBUX
KaHaJliB. PeKOMeHIOBaHUN PETEJIbHUN MOHITOPUHT 1100 PO3BUTKY MOOIYHUX PEaKIliil.

Ilenekokcub: mpu 0OMHOYACHOMY 3acTOCyBaHHi ¢piykoHa3osy (200 mr Ha goly) Ta
1ienekokcuoy (200 mr) CmaX Ta AUC nenekokcu6y nigsuinryBanucs Ha 68 % ta 134 %
BigmoBigHO. [Ipy ogHOYAaCHOMY 3aCTOCYyBaHHI 11e1IeKOKCHUOy Ta (QIIyKOHA30J1y MOXKe
OyTu HeOoOXifHMM 3MEHIIIeHHS NO03U 11eJIEKOKCUOy BABidi.

Llukaogocgamio: ogHOYACHE 3aCTOCyBaHHSA MUKIodpochaminy Ta prykoHa3omy
MIPU3BOOUTH OO MiABUIIEHHS PiBHSA Oinipy0OiHy Ta KpeaTHUHiHY B CUpOBaTIli KpoBi. Li
IIpenapaTy MOXKHa 3aCTOCOBYBAaTH OOQHOYACHO, 3BaXKal04Yu Ha PU3UK IiABUIIEHHSA
KOHIIeHTpallil 0inipy6iHy Ta KpeaTHUHiHY B CUPOBATIIi KPOBI.

deHmawia: TTOBIHOMIISITIOCS IIPO OOWH JIeTalIbHUM BUMNANOK iHTOKCHKAIil peHTaHimOM
BHACJIIMOK MOKJIMBOI B3a€EMOZil (peHTaHiINy Ta PpraykoHa30y. 1o TOT0O XK y OOCHiAXKEHHI
3a y4acTIiO 3[IOPOBUX AOOPOBOJIBIIB OYI0 IPOAEMOHCTPOBAHO, 1110 (PIIYKOHA30JI 3HAYHO
YIOBUIBHIOBAB eJliMiHamiio ¢peHTaHiny. [linBumieHHS KOHIIEHTPaIlil (eHTaHiTy MOoXKe
IPU3BECTH OO0 NIPUTHIYEHHS OUXaHHS, TOMY CJIil peTEeJIbHO KOHTPOJIIOBATU CTaH
naiieHTa. Moxe O0yTu HeOOXigHOIO KOpeKIlid mo3u peHTaHiy.

IH2i6imopu I'MI'-KoA-pedykmasu: CyMicHe 3aCToCyBaHHS (GJIYKOHA30/y Ta iHrib6iTOpiB
I'MT'-KoA-penyKkTa3u, 1m0 MeTabomisyioTecsa CYP3A4 (aTopBacTaTUH Ta CUMBaCTaTHH),
a6o iuribitopis 'MI'-KoA-penykTa3su, 1o metabosisyiorsbcst CYP2C9 (pmyBacTaTuh),
MTigABUITY€E PU3UK PO3BUTKY MionaTii Ta pabmomioni3y. ¥ pasi HeoOximHOCTI
OJHOYACHOTO 3aCTOCYBaHHS LIUX IIpellapaTiB CJIif peTeJIbHO CIIOCTepiraTu 3a



MalieHToOM IIOJ0 BUHUKHEHHSI CUMIITOMIB MiomaTii Ta pabgomionisy i mpoBoguTu
MOHITOPUHT PiBHA KpeaTMHKIHa3u. Y pa3i 3HAaYHOIO IIiABUIIEHHS PiBHSA
KpeaTUHKiHA3M, a TaKOXK IIPU [OiarHOCTYBaHHI abo migo3pi Ha MionaTito/pabmomiortis
3acTocyBaHHs iHrib6iTOpiB I'MI'-KOA-penyKTas3u Ciif MPpUINHUTH.

Osaanapub: nomipHi inri6iTopu CYP3A4, Taki sk ¢pyKoHa3071, 30iIbIIyIOTh I171a3MOBi
KOHIIeHTpallil onamapuly; IXx omHOYaCHe 3aCTOCYBaHHS HE PEKOMEHOYETHCS. AKIII0
Takoi KoMOiHallil He MOXKHa YHUKHYTH, IPUMOM ojlanapudy 0OMeXKyIOTh J03aMu
200 mr gBiui Ha moOy.

ImyHocynpecopu (Hanpukaad yuK/a10CNOPUH, €e8epoaiMyc, CUPOAIMYC I MAKPOAIMYC).

ITukaocnopuH: (pIyKOHA30J1 3HAaYHO MiABHUIlye KOHIeHTpalio Ta AUC LHUKIIOCIOPUHY.
[Tpu ogHOYacCHOMY 3acTOCyBaHHI (QyKoHa30my y #o3i 200 Mr/mo0y Ta IIUKIIOCIIOPUHY Y
no3si 2,7 mr/kr/moby criocTtepiranocs 36ineiendss AUC muknocnopuny y 1,8 pasa. Lli
pemnapaTv MOXKHa 3aCTOCOBYBaATH OOHOYACHO 3a YMOBU 3MEHIIIEHHS 03U
LIMKJIOCIOPUHY 3aJIe’KHO Bif MOT0 KOHIIEHTpPAIlil.

Esepoaimyc: xo4a OOCIiAXKeHb in vitro Ta in vivo He IIPOBOOUIIUA, BIHOMO, 1110
(brykoHa3051 MOXKe MigBUIIyBaTU KOHIIEHTPALIil0 eBEPOJIiIMyCy B CUPOBATIIi KPOBi Yepe3
npurHiyeHnns CYP3A4.

Cupoaimyc: GIyKOHA30JI IIiABUIINYE KOHIIEHTPAIIil0 CUPOJIiMYCYy V IIJIa3Mi KPOBI,
WMOBIPHO, IIIJISXOM ITPpUTHiUeHHS MeTabosiamy cupoinimycy depmentom CYP3A4 Ta P-
riaikompoTelHoM. Lli mpenapaTu MOXKHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBH
KOPUTYBaHHS [O3M CUPOJIIMYCYy 3aJie’KHO Bill piBHS KOHIIeHTpallil Ta epeKTiB
npemnapary.

Takpoaimyc: GpIyKOHa30J1 MOZKe HiABUIIyBaTU KOHIIEHTPAllil TaKPOJIiMyCy B CUPOBATIIi
KPOBI 00 5 pa3iB IIpu UOTr0 mepopajbHOMY 3aCTOCYBaHHI yepe3 IMIPUTrHidYeHHS
MeTabomni3amy Takponimycy depmenTom CYP3A4 y kuiieuyHuky. [1pu
BHYTPIILIHBOBEHHOMY 3aCTOCYBaHHI TaKPOJIIMYyCy He CIIOCTepirasocs 3Ha4YHUX 3MiH
(papmakokineTuku. [ligBuilieHi pPiBHI TaKpPOJIIMyCYy aCOIil0OI0ThCS i3
He(ppPOTOKCUUYHICTIO. [[03y TaKpPOJIIMyCy [AJIs IepOpabHOr0 3aCTOCYBaHHS CIIif
3HUIKYBATH 3aJIe’KHO Bif KOHIIEHTpPAIlil TAaKPOJIiMyCy.

JIozapmat: GIyKOHA30JI IPUTHiIYye MeTabo0s1i3M j103apTaHy [0 MOT0 aKTUBHOTO
MeTaboIIiTy

(E-31 74), m0 o0yMOBIIIO€ OilbIlly YaCTUHY aHTaroHi3My [0 PeleIlTOPiB aHTiOTEH3UHY
I mig yac 3acTocyBaHHSA J103apTaHy. PEKOMeHI0BaHO 3[iMCHIOBATH MOCTIMHUN
MOHITOPUHT apTepiajibHOIO TUCKY y IIAIlIEHTIB.

MemadoH: GpyKOHa30JI MOXKe IMiABUITyBaTH KOHIIEHTPAIlil0 MeTafoOHy y CUPOBATIIi
KpoBi. [Ipr ogHOYacCHOMY 3aCTOCYBaHHI MeTafoHY Ta (IJIyKOHA30JIy MOxXke OyTu



HeoOXimHUM KOPUT'YBaHHS MO3U METa[oHY.

HecmepoidHi npomu3sanaavHi npenapamu (HII3I1): ipu ogHOYaCHOMY 3aCTOCYBaHHI 3
(pnmykoHasonom CmaX ta AUC ¢pnypbinpodeny migBuiiryBanucs Ha 23 % Ta 81 %
BiITIOBiAHO MOPiIBHSAHO 3 BiATIOBIIHUMY MOKa3HMWKaMU IIPU 3aCTOCYBaHHI TiJIbKHU
bnypbinpodeny. AHaIOTiYHO ITPU OQHOYAaCHOMY 3aCTOCyBaHHI (IIyKOHA301y 3
paneMmiuauM ioynpodernom (400 mr) Cmax Ta AUC ¢dapMaKoIoTidYHO aKTUBHOTO
izomepy S-(+)-ibynpodeny migBuiyBanucs Ha 15 % Ta 82 % BigmoBimHO, TOPIBHSHO 3
TAaKUMHU MOKA3HUKAMU IIPU 3aCTOCYBaHHI TiIbKK palleMiuHoro ioynpodeny.

Xou4a creniaJabHUX OOCIIOXKEHb He IPOBOOWIN, (PIIYKOHA30JI MOXKe MiIBUIIyBaTU
cucteMHy ekcrio3utlito inmmx HII3II, mo metabomnisytoTthess CYP2C9 (Hanmpukiap,
HaIMIpOKCEHY, TOPHOKCUKaMy, MeJIOKCUKaMy, OuKJIopeHaKy). PEeKoMeHIOBaHO
MepioguyYHO 3OiMCHIOBATU MOHITOPUHT IMOOIYHUX peakllii Ta TOKCUYHUX IIPOSIBiB,
noB’ss3anHux i3 HIT3I1. Moxke OyTu noTpiOHe KopuryBaHHsa mo3u HIT3II.

®eHimoiH: GIYKOHA30JI IIPUTrHiuye MeTaboii3M ¢peHiToIHy B nediHili. OmHoYacHe
6araTopa3oBe 3actocyBaHHs 200 Mr ¢pnykKoHas3omy Ta 250 MTr QeHiToiHy
BHYTPIIIIHBOBEHHO MPU3BOAUTH OO0 HiABUILIIEHHA AUC2 4 denitoiny Ha 75 % Ta Cmin Ha
128 %. [Ipu ogHOYACHOMY 3aCTOCYBaHHI ITUX JTiIKAPChKUX 3aC00iB CITim TPOBOOUTH
MOHITOPHUHT KOHIIEHTpAalil PeHITOIHY Y CUPOBATI]i KPOBi A1 YyHUKHEHHS PO3BUTKY

TOKCHUYHOI [il peHiTOoIHY.

ITpedHi30H: TTIOBIHOMIISIIIOCS PO BUIIAOOK, KOJIX y IalliEHTa MiCsA TPaHCHOJIaHTAaIlil
MEeYiHKH Ha TJIi 3aCTOCYBaHHS IIPEAHI30HY PO3BUHYJIACsa rocTpa HedocmamHicmbs Kopu
HaOHUPKOBUX 3aJ103, 110 BUHUKIIA MiC/Is MPUNIUHEHHS TPUMiCSIYHOTO KypCy Teparil
bnykoHazonom. [IpunuHeHHS 3aCTOCYBaHHS (PIIyKOHA301/1y, UMOBIPHO, CIPUYUHUIIO
nmocusneHHss akTuBHoCcTi CYP3A4, 1110 mpu3BEI0 00 IPUCKOPEHHS MeTaboIizMy
npenHi3oHy. Ciig peTesibHO CTEXKHUTHU 3a MHalliEHTaMu, SIKi IPOTSATOM TPHUBAJIOTO 4Yacy
OOHOYACHO 3aCTOCOBYIOTh (DJIYKOHA30JI Ta IPEOHI30H, 3 METOIO OIepeaKeHH
PO3BUTKY HEOOCMAmMHOCMI KOpu HagHUPKOBUX 3aJ103 MHiC/Isa IPUIIUHEHHA
3acToCyBaHHS (PJIyKOHA30ITy.

Pugabymun: GnyKoHa30J MigBUIIYE KOHIIEHTpPallilo prudabyTUHY B CUPOBATIII KPOBI,
1110 IMpu3BoauTh mo 36inbieHHss AUC pudabytuny mo 80 %. [Ipu omHOYacCHOMY
3acToCyBaHHi QIIyKOHa3051y Ta prudabdyTUHY IMOBiTOMJISIIOCS PO BUMNAAKU PO3BUTKY
yBeity. [Ipu 3acTocyBaHHi Takoi KoMOiHallil TiKapchKuX 3acobiB cirig 6paTu 00 yBaru
CUMIITOMM TOKCHUYHOI fiil pudabyTuHy.

CakeiHasip: ¢pnykoHazon nigsuinye AUC Ta Cmax cakBiHaBipy npu6nu3Ho Ha 50 % Ta
55 % BiAIIOBiAHO Yepe3 MPUTHiIYeHHS MeTabo0J1i3aMy cakBiHaBipy y medinii ¢epMeHTOM
CYP3A4 ta uepe3s inrioyBaHHs P-rimikonpoTteiny. B3aemonmil Mixk ¢pirykoHa3010M Ta
CakBiHaBipOM/pPUTOHABIPOM He [OCIIiAXKYBaJIKUCS, TOMYy BOHHU MOXKYTb OyTH OibIIl



BUpaxKeHUuMHU. Moxe OyTU HeOOXimHUM KOPUTYBaHHS OO3U CaKBiHaBipy.

IToxiOHi cyabgoHisiceyo8UHU: TPU OOJHOYACHOMY 3aCTOCYBaHHI (PJIyKOHA30J1 IPOJIOHTYE
repiop HaITiBBUBEOEHHS IIepOpalbHUX NOXiOHUX CYIb(POHIICEHOBUHHU (XJIOpPHIpOIaMiay,
rnibeHKIaMiny, raini3ugy Ta Toa0yTaMiny) IIpu X 3aCTOCYBaHHI 3[T0POBUM
OOOPOBONBIISIM. PEKOMEHYETHCS IIPOBOAUTH YaCTUM KOHTPOJIb IIYKPY B KPOBi Ta
BiATIOBIiDHUM YHMHOM 3HUXKYBaTU 003y MOXiTHUX CyNTbPOHITICEYOBUHU ITPHU
OOHOYaCHOMY 3aCTOCYBaHHI i3 (pIyKOHa30110M.

Teo@iniH: y nnaiebo-KOHTPOILOBAHOMY OOCIIiMXKEeHHiI B3a€MOIil mperaparis
3acTocyBaHHA ¢iykKoHa30my mo 200 mr npotsirom 14 gHIB IPU3BENIO OO0 3HUXKEHHS
CepenmHbOro KIlipeHCcy Teodininy B m1a3Mi KpoBi Ha 18 %. 3a nalieHTamMu, sKi
3aCTOCOBYIOTh T€O(DiTliH ¥ BUCOKUX Ho3ax abo SKi MaloTh MiABUIIEHUN PU3UK PO3BUTKY
TOKCUYHUX IIPOSABIB TeOdiliHy 3 iHIINX IPUYUH, CJIi BCTAHOBUTH HATJIA[ LIOAO0
BUSBJIEHHS O3HaK PO3BUTKY TOKCUYHOI [il Teodininy. Teparito ciifg 3MiHUTU IpHU
[10SIBl O3HAK TOKCUYHOCTI.

TogpauumuHi6: BrimuB TOQanmTHHIOY 3pOCTAa€E IPU OOHOYACHOMY 3aCTOCYBaHHI 3
JIIKapChbKUMHU 3acob0aMu, siKi IpU3BOASTh OO0 moMmipHoro inrioyBanas CYP3A4 Ta
notyzkHoro iurioyBanuss CYP2C19 (manpukinap ¢pi1ykoHas3om). ToMy peKOMeHI0BaHO
3HU3UTHU A03y ToQanuTHHIOY 40 5 MI oguH pa3 Ha Jo0y B KOMOiHAIlisIX 3 TUMU
IperapaTtaMu.

Akanoiou 6apeiHKy: Xxo4a BilIIOBITHUX OOCIiOXKeHb He MPOoBOOUIN, (GIIYKOHA3O0II,
WMOBipHO, Yyepe3 iurioyBanus CYP3A4, Moxke CIPUYMHSATH ITiABUILEHHS KOHIIEHTPallil
aJIKasoifiB OapBiHKY y mia3Mi KpoBi (HalpuKJiag BIHKPUCTHUHY Ta BiHOIaCTHUHY), 110
MIPU3BOOUTH OO PO3BUTKY HEMPOTOKCUYHUX €(EKTIB.

BimamiH A: TOBigOMIISIJIOCS, 110 y IalliEHTa, SKUM OJHOYaCHO 3aCTOCOBYBaB
TPAHCPETUHOEBY KUCIOTY (KHMCIOTHA ¢opMa BiTaMiHy A) Ta QIyKOHA3OJI,
criocTepiranucs 1mobiuHi peakirii 3 60Ky 1leHTpanbHOol HepBoBoi cuctemu (ILTHC) y
(opMmi nceBOOTYyMOPY I'OJIOBHOT'O MO3KY; OaHUU e(PeKT 3HUK IIiCJIs BigMiHU
¢bnykonazomy. Lli mikapchKi 3acoO01 MOXKHa 3aCTOCOBYBAaTU OJHOYACHO, ajie CIIif
rmaMm’siTaTy IIPO PU3UK BUHUKHEHHS MOOiYHUX peakili 3 6oky LIHC.

Bopukona3soa (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): omHOYacHe 3aCTOCYBaHHSI
BOPUKOHa301y nepopasnbHo (1o 400 Mr koxkHi 12 rogux npotsaroM 1 gHs, IOTIM O
200 mr KoxHi 12 rogus nmpoTarom 2,5 OHiB) Ta prayKoHa3o0iy nepopanbHo (400 mMr B
nepuny oeHsb, moTiM mo 200 Mr KOoxKHi 24 ToguHU OpOTAToM 4 OHiB) 8 3mOpOBUM
OOOPOBOJIBIISIM YOJIOBIYO1 CTATi ITPHU3BENIO OO0 MiABUIEHHS Cmax Ta AUCT
BOPUKOHA3011y B cepenHboMy 10 57 % (90 % OI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %,
128 %) BimmoBimHO. HeBimoMo, Y1 IPU3BOAUTL 3HUXKEHHS 0031 Ta/abo 4acTOTHU
3aCTOCYBaHHSI BOPMKOHAa30J1y abo (pIyKOoHa301y [0 YCYHEeHHs TakKoro edekTy. [Ipu



3aCTOCyBaHHI BOPUKOHA30Jy MHiciasa (IYKOHA30JIy CIIi IIPOBOOUTH CIIOCTEPEXKEHHS
1000 PO3BUTKY N0OiUHUX e(deKTiB, acolliiioBaHUX i3 BOPUKOHA30JIOM.

3udo8yOuH: pIyKOHA30II IMiOBUIILYE Cma
BiITIOBiAHO, 1110 3yMOBJIEHO 3HUKEHHSAM KJTipeHCY 3UI0OBYyAUHY NpuOIn3HO Ha 45 %
IIpY MOT0 IlepopaJbHOMY 3acToCcyBaHHi. [Tepion HaniBBUBeOeHHS 3UAOBYOUHY OyB
TaKOXK MOIOBXKeHuM npubiu3Ho Ha 128 % micisa 3acTocyBaHHS KoMOiHaIlil

L Ta AUC 3upmosynury Ha 84 % ta 74 %

bnykoHa3o0smy Ta 3uOOBYAUHY. 3a MallieHTaMH, sIKi 3aCTOCOBYIOTh TaKy KOMOiHaIlito
JIiKapChbKUX 3aco0iB, CIIifl CIIOCTepiraTu 1oa0 PO3BUTKY IMOOIYHUX peakiliil, OB sI3aHUX
i3 3aCTOCYyBaHHAM 3UOOBYOUHY. MOXKHa PO3TISAHYTU OOLINIbHICTh 3HUXKEHHS JO3U
3UOOBYOUHY.

A3umpoMIiuuH: y X0l BIDIKPUTOTO PaHAOMI30BaHOI'O TPUCTOPOHHLOI'O IIEPEXPECHOTO
OOCITim»KeHHSsI, B TKOMY B3SIJIM y4acTh 18 3mMopoBuX MOOPOBOJIBLIIIB, OIiHIOBAIN BIIJIUB
a3UTPOMIINUHY Ta (QIYKOHA30J1y Ha (papMaKOKiHETUKY OOWH OOHOTO IIPH IX
OJHOYaCHOMY IlepopaJIbHOMY pa30BOMY 3acTocyBaHHi y mo3ax 1200 mr ta 800 mr
BinmoBigHO. 2KOOHUX 3HAUYYIINX (hapMaKOKiHETUYHUX B3a€EMOIill BUSBJIEHO He OyII0.

ITepopasavHi KOHMpauenmueu: IPOBOAUIIOCS 2 (hhapMaKOKIiHETUYHUX OCITiIXKEeHHS
faraTopal3oBOro 3aCTOCYBaHHS (QIIYKOHA30J1y Ta KOMOiHOBAHOT'O TIEPOPAIbHOTO
KOHTpallenTtuBa. I1pu 3acTocyBaHHI (p1yKoOHa301/y y m03i 50 Mr BOIUBY Ha PiBEHb
rOpMOHiIB He Oy/10, TOOI SIK MPU 3aCTOCYBaHHI QrykoHa3osy y mo3i 200 Mr Ha moly
croctepiramnocs 30inbiieHHss AUC etuninectpagiony Ha 40 % Ta 1eBOHOPrecTpeIry -
Ha 24 %. e cBiguuTh Ipo Te, 1110 OaraTopa3oBe 3aCTOCYBaHHS (PIIYKOHA30Iy y
3a3Ha4YeHUX J03axX HaBPSQ YU MOIKe BIIJIMBATH Ha e(eKTHUBHICTh KOMOiHOBAaHOTO
IIepopajbHOr0 KOHTpallelITUBa.

Isakagpmop: cymmyTHE 3aCTOCyBaHHSA 3 iBaKadpTOPOM, MiACHUIIOBaYeM MYKOBICIIMIO3HOTO
TpaHCMeMOpPaHHOTO PeryasiTopa IPOBIMHOCTI, MiABUIIYE €KCII03UIlil0 iBaKkadTOpy B 3
pasu, a rinpokcumeTtuniBakapTopy (M1) -y 1,9 pa3za. [l naii€eHTiB, AKi OGHOYACHO
3acTOCOBYIOTH IMoMipHi iHri6iTopu CYP3A, Taki K (GbIyKOHa30JI i epUTPOMILIVH,
PEKOMEHYETHCS 3HUKEHHS N03U iBakadpTopy Ao 150 Mr oguH pa3 Ha mo0y.

Oco006/IMBOCTi 3aCTOCYBaHHS

Iepmamocgimisa. BiommoBigHO 00 pe3ynabTaTiB OOCHIAKEHHS QIYKOHA30JIy OIS
JIIKyBaHHS mepMmaTodiTil y giTell, GrIyKOHa30J1 He IepeBUIly€e rpu3eodyabBiH 3a
e(eKTHUBHICTIO i 3arajJbHUY MOKa3HUK e(eKTUBHOCTI cTaHOBUTH MeHIle 20 %. Tomy

HHd)HIOKaH® He CJIif 3aCTOCOBYBaTH IJId JIiKyBaHHS mepMaTodiTil.

Kpunmoxoko3. [loka3iB eeKTUBHOCTI PIIyKOHA30/y OJI TiKyBaHHS KPUIITOKOKO3Y
IHIIUX JTOKaJsi3amnii (HanpuKiaan JIeTeHeBOr0 KPUIITOKOKO3y Ta KPUIITOKOKO3y MIKipH)
HeJoCTaTHHO, TOMYy PEKOMEHAllil 100 J030BOT0 PEXUMY IS IIKyBaHHS TaKUX



3aXBOPHOBAaHb HEMaAE.

I'nuboki endemiyHi miko3u. [1oka3iB e(eKTUBHOCTI (hIyKOHA30J1y OIS JIIKyBaHHS
iHIIKUX (OpPM eHAEeMiYHUX MiKO3iB, TaKUX SIK ITIapPaKOKIIUAIOIAOMIKO03, TiCTOII/Ia3M03 Ta
IIKipHO-TiM(PaTUYHHUN CIOPOTPUX03, HEOOCTAaTHLO, TOMY PEKOMeEHAallii 100
OO30BOT0 PEeXKUMY AJIS TiKyBaHHS TaKUX 3aXBOPIOBaHb HEMaAE.

Hupkoea cucmema. T1amiieHTaM i3 mopymeHHIM QyHKIiM HUPOK IIpemnaparT CIIif
3aCTOCOBYBaTHU 3 00epexkHicTio (muB. po31in «Criocib 3aCTOCyBaHHS Ta JO3U»).

Hedocmamuicmv HaOHupKosux 3a.s103. KeTOKOHA3071, SIK BiIOMO, CIIPUYNHSIE
HeOOCTaTHICTh HAAHUPKOBUX 3aJ103, 1 IIe TaK0OXK MOXKe CTOCYyBaTUCS (PIIyKOHa30IIy,
X04a CIocTepiraeTbcsa pigko. HegocTaTHICTh HAOHUPKOBUX 3aJ103, IOB'sI3aHa 3
OOHOYACHUM JIIKyBaHHSIM IIPENHI30HOM, OIIMcaHa B po3aul «B3aemonia 3 iHIIUMUT
JIiKapCchKUMHU 3aco0aMM Ta iHIIi BUOU B3aeEMOfiti. Binus ¢pnyKoHa3051y Ha iHImi
JIiIKapChbKi 3aco0u».

I'enamobiaiapHa cucmema. TlaitieHTaMm i3 mopymieHHsIM QYHKITiM ITeYiHKYU nperaparT
CJIii 3aCTOCOBYBaTH 3 00epekHiCTI0. 3aCTOCyBaHHSA (hIIyKOHA30JTy acollifoBaocs 3
BHHUKHEHHSM PiAKiCHUX BUNAJKiB PO3BUTKY TSIKKOI relaTOTOKCUYHOCTi, BKII04Yal04u
JieTaJbHi BUMTAOKW, TOJIOBHMM YMHOM Yy HAIi€EHTIB i3 TIKKMMHU OCHOBHUMU
3axXBOPIOBaHHSAMM. Y BUIlaJKaX, KOJIX PO3BUTOK reaTOTOKCUYHOCTI aCoIlifoBaBCs i3
3acToCcyBaHHSIM (psIyKOHA3051y, He OyJI0 Bim3HaYeHo ii SBHOI 3aJIe2KHOCTI Bifl 3arajabHOI
no00BOl 03U ITpemaparTy, TPUBAJIOCTI Teparril, cTaTi abo BiKy mailieHTa. 3a3Bu4an
rernaTOTOKCUYHICTh, CHpUYMHEHa (PIyKoHa30J10M, 000POTHA, a il MPOosSIBU 3HUKAIOTh
IicyIst MPUIIMHEHHS Teparil.

3a mallieHTaMi, y SKUX IIPY 3aCTOCYBaHHI (DIIYKOHA30J1y CIIOCTEPIraloThCs BiOXUIIEHHS
pe3ynbTaTiB QYyHKITIOHAIBHUX ITPOO IMeYiHKM, CJIi] BCTAHOBUTH PETEJILHUM HaT IS
IIIOJI0 PO3BUTKY OiNIbII TSKKOTO YpaXkKeHHS MediHKU.

[TamienTiB cmig mpoiHgOpMyBaTH IPO CUMIITOMH, IO MOXKYTh CBIJYUTU PO CEPHUO3HUU
BIIMB Ha IeYiHKY (BUpaXeHa aCTeHisl, aHOPEKCis, IMoCcTiiHa HyaoTa, O/1I0BaHHS Ta
KOBTSHUIISA). Y TAKOMY BUNAAKy 3aCTOCyBaHHS (QIIYKOHA30JIy CIIii HETalHO
MIPUITMHUTH Ta IPOKOHCYIBTYBaTUCS 3 JTIKApeM.

Cepueso-cy0uHHa cucmema. J1esaKi a30jii, y TOMY YHCIi ¥ (IYKOHA30JI, aCOIil0I0THCS
3 nogoBxeHHAM iHTepBany QT Ha eekKTpokKapaiorpami. ®J1yKOHa30J1 IIOOOBXKYE
iHTepBasn QT IUIAXOM NPUTHIYEHHS BUIIPAMIIAIOYOr0 KajIleBOr0 KaHaly (Ikr)'
[TomoBxkeHHs iHTepBany QT BHacCHTigoOK mil iHIIUX JTiIKapChbKUX 3aC00iB (HampukiIazn
aMiofjlapoHy) MOzKe IIOCHJIIOBaTUCS LIISXOM NpurHideHHs pepmeHTy CYP3A4
nutoxpoMmy P450. IToBimoMsiziocss Ipo AyzKe PigKICHI BUIIaJKU ITOLOBXEHHS iHTepBajly
QT Ta mapokcu3MaabHOl HIJIYHOYKOBOI TaxXiKapil TUNy «IIipyeT» NpU 3aCTOCYBaHHI



npernapary HH(bHIOKaH®. Taki moBigOMJIEHHSI CTOCYBa/IMCS IAIliEHTIB i3 TAXKKUMU
3aXBOPIOBAHHSIMMU IIPU MOEOHAHHI 6aratboxX GpakToOpiB pU3UKY, TAKUMHU SIK CTPYKTYPHi
3aXBOPIOBAHHS CEPIIs, MOPYIIEHHS €IeKTPOJIITHOT0 OOMiHY Ta OfHOYAacHe
3aCTOCYBaHHS iHIIWX JTiKapChKUX 3aco0iB, 1110 BIIKUBalOTh Ha iHTepBan QT. ITaiienTu 3
rirnokaJsieMieio Ta IPOTrpeCcyrdo0i0 CepPLieBO0 HEOOCTATHICTIO MAalOTh IIiABUIIIEHUN
PU3UK BUHUKHEHHS 3arpO3/IUBUX OIS XKUTTSA MIJIYHOYKOBUX apUTMIN Ta
MapOKCHU3MaJIbHOI IIJTYHOYKOBO1 TaXiKapAil TUIY «IipyeT».

® crin 3 00epexKHiCTIO 3aCTOCOBYBATH IAlliEHTaM i3 pU3UKOM PO3BUTKY

Oudmnokan
aputMmiii. OgHOYacHe 3aCTOCYBaHHS pPa3oM i3 TiKapChbKUMM 3acobaMu, 110
MIPOJIOHTYIOTH iHTepBan QTc Ta MeTabomi3yl0ThCs 3a gornoMmoroio pepmenty CYP3A4
nutoxpoMmy P450, npotunoka3aHe (OuB. po3ninu «IIpoTunoka3aHHs» Ta «B3aeMmopisa 3

IHIMMMU JTiKapChbKUMHU 3aco0aMM Ta iHIIN BUOU B3a€EMOIIl»).

I'anopanmpuH. 'anodauTpun € cyoctpatoM pepmernty CYP3A4 i mposioHTye iHTEepBal
QTc npu 3acTOCYyBaHHI y pEeKOMEHOOBAHUX TepaleBTUYHUX fo3ax. OgHoyacHe
3aCTOCyBaHHA rajogaHTpUHYy Ta (GIYKOHA30/Iy He PEKOMEHAYEThCS (OUB. PO3AiI
«B3aeMomist 3 iHIIMMU TiKapChbKUMH 3acoO0aMu Ta iHIII BUOU B3AEMOI»).

IepmamonoziuHi peakuii. ITig 4ac 3acTocyBaHHS (hIIyKOHA30JIy PiAKO IMOBITOMIISIIOCS
PO PO3BUTOK TaKMWX €KC(POJITiaTUBHUX IIKIPHUX peakllii, K cuHapoM CTiBeHCca-
II2KOHCOHA Ta TOKCUYHUM emigepManbHuM Hekpomni3. ITamienTu 3i CHIMom 6inbin
CXMJIbHi IO PO3BUTKY TSXKKHUX IIKiPpHUX Peaklliii Ipu 3aCTOCYBaHHI 6araTbox
JIiKkapchbKUX 3aco0iB. AKIIO y nallieHTa i3 MoOBepXHEeBOIO I'PUOKOBOIO iH(PEKITiEI0
3’'ABJISIOTHCS BUCHUIIM, III0 MOXKHA MOB’sI3aTH i3 3aCTOCYBaHHSAM (PIIyKOHA30Iy,
rnopasbllle 3aCTOCYyBaHHSA Ipenaparty CIIif IPUIUHUTHU. K0 y nallieHTa 3
iHBa3UBHOIO/CUCTEMHOIO TPUOKOBOIO iH(DEKITiE€I0 3’ IBMSIIOTHCS BUCUIIM Ha IIIKipi, 3a
MO0 CTAHOM ITOTPiOHO PETEeNbHO CIIOCTEPITaTH, a Y BUIIaAKy PO3BUTKY OYIbO3HUX
BUCHUIIIB a00 MyIbTUHOPMHOL epUTEMU 3aCTOCYBaHHS (PJIYKOHA30JIy CJIiff MPUIIUHUTH.

I'inepuymaugicmb. Y pigKiCHUX BUIIaAKaX IIOBIIOMIIAIOCA IIPO PO3BUTOK
aHa(dinakKTUYHUX peakii (OuB. po3gin «IIpoTUnokasaHHsI»).

Llumoxpom P450. ®nykKoHa30J € -toMipHuM iHri6iTtopom pepmentisB CYP2C9 ta
CYP3A4. Takox (pr1yKOHA30J1 € IMOTyKHUM iHribiTopoM pepmenty CYP2C19. Crmin
CIIOCTEpIraTy 3a CTaHOM IIAlLliEHTIB, SIKi OMHOYACHO 3aCTOCOBYIOTh ,]:[I/I(bJIIOKaH® Ta
ImperapaTy 3 BY3bKUM TepalleBTUYHUM BiKHOM, III0 MeTabo0J1i3yI0ThCs 3a y4acCTIO
CYP2C9, CYP2C19 ta CYP3A4 (guB. po3ain «B3aemomisi 3 iHIMUMMU JTiIKaPpCbKUMU

3aco0aMu Ta iHIIi BUOM B3AaEMOMIIN»).

TeppeHaduH. Crig peTenbHO CIIOCTEPIraTH 3a CTAaHOM MalliEHTa TP OJHOYAaCHOMY
3acTocyBaHHI TepdeHaauHy Ta ¢pyKoHa3omy v no3i Mmenire 400 Mr Ha mo0y (ZuB.
po3minu «IIpoTunokalaHHsg» Ta «B3aeMomist 3 iHIMIUMU JTiKapChbKUMHU 3acoO0aMu Ta iHIII



BUOIU B3aEMOMOIN»).

LlonomiocHi peyosuHu. 1 My TiKapChbKOTro 3aC00y MiCTUTh 9 MT XJIOPUAY HATPilO
(exBiBaneHT 0,154 mMosb HaTpito). Lle ciig 6paTu Mo yBaru, npu3Hadyaloyu mpenapar
rnaiieHTaMm, gKi JOTPUMYIOTHCS OIETU 3 KOHTPOJIbOBAHMM BMICTOM HaTpilo.

3maTHiCTh BIUIMBATH HA IIBHIKICTH peakilili mMpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

®

[ocnigxkeHb BOIKUBY npenaparty [udaioKaH ~ Ha 30aTHICTh KepyBaTu

ABTOTPAHCIIOPTOM abo IIpanroBaTu 3 IHIIMMM MeXaHi3MaMM He IIPOBOOUIINA.

[TamieHTiB cnig nmpoiHGOopMyBaTH ITPO MOXKJIMBICTH PO3BUTKY 3allaMOPOYEeHHS abo
cynoM (muB. po3min «I1o6iyHi peakiiii») mig Yac 3aCTOCOBYBaHHS IIperapary
HHd)HIOKaH®. [Ipy pO3BUTKY TAKUX CUMIITOMIB HE PEKOMEHOYETHCA KepyBaTu
ABTOTPAHCIIOPTOM abo ITpalfoBaTH 3 iHIIMMH MeXaHi3MaMHu.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 romyBaHHS IPyaaio

BaeimHicmb.

3a maHuMu 00CepBaliHOTO HOCIIAXKEeHH S, iICHY€ IMiABUIIIEHUN PU3UK CIIOHTAHHOTO
abopTy y XKiHOK, SKi oTpuMyBaau GIyKOHA30JI IIPOTSATOM IIEPIIOTO TPUMECTPY
BariTHocTi.I[ToBimoMIsiyiocsi MPO YUCJIEHHI BPOAXKEHI MaTOJI0Til Y HOBOHAPOAXKEHUX
(Bkrouatouu Opaxitedartito, muciaziio ByIIHOI paKOBUHU, HagMipHe 30iblIeHHS
IepegHbOro TiM siYKa, BUKPUBJIEHHS CTErHa, I1JIeYOIIPOMEHEBUM CUHOCTO3), MaTepi
SIKUX ITPUMManu BUCOKi mo3u ¢piykoHas3omy (400-800 Mmr/oo0y) MpoTsAroM IIpuHaANMHI
TPbOX @00 OinbIlle MiCSIIiB OJI TiKyBaHHS KOKIIMIi0imo3y. 3B’I30K MiXK 3aCTOCYBaHHSIM
(p1yKoHa3011y Ta H¥MMHU BUNIaJKaMU HEe BU3SHAYEHUM.

IHocmiaXKeHHsT Ha TBAaPHUHAX IIPOOEMOHCTPYBaAIN PEIIPDOOYKTUBHY TOKCUYHICTB.

He crig 3acTocoByBaTu 3BUYaliHi 403U (PJIyKOHA30/Iy Ta KOPOTKOTPHUBAJi KypCHu
JIiKyBaHHS (PJIYKOHA30JI0M y Iepiof BariTHOCTI, 3a BUHATKOM KpalHbOl HEOOXimMHOCTI.

He crig 3acTocoByBaTu BHCOKi 003U (JIyKOHA30/Iy Ta/ab0 TpUBaJli KypCH JIiKyBaHHS
(b1ryKOHa30/10M y mepiofn BariTHOCTI, 3a BUHSATKOM JIiKyBaHHS iH(QEKIIi, 10 MOXKYTh
3arpoxKyBaTH KUTTIO.

I'odyesaHHs 2py001o.

®TyKOHA30JI MPOHUKAE Y TPYIHE MOJIOKO Ta MOCSTAa€ KOHIeHTpallil momioHoi go piBHS
y m1a3Mi KpoBi (Jus. po3nin «®apMaKoKiHeTUKa»). ['oqyBaHHS IPyAOI0 MOXKHa
IPOAOBXKYBATH ITiCJISI Pa30BOT0 3aCTOCYBaHHS 3BUYaAUHOL 03U (PJIIyKOHA30J1y, 110



ctaHoBuTh 150 Mr. 'ogyBaTu rpyaaio He peKOMEHOYEThCSA Ipu 6araTopa3oBoMy
3acToCyBaHHi (IyKOHa30s1y abo ITpu 3aCTOCYyBaHHiI BUCOKUX [03 (pirykoHazony. Cin
OLIIHWTY KOPUCTh FOOYBaHHSA I'PYOOI0 OJI1 PO3BUTKY 1 3MOPOB’S DUTUHH, a TAKOXK
KIiHiuHYy ToTpelOy MaTepi y npenaparti dudmiokaH i 6ynp-aKi moTeHIiWHI mo6iuHi
eekTu npenapaty [JudnoKkad abo0 OCHOBHOT'O 3aXBOPIOBaHHS MaTepi OIS OUTHHU, sKa
OTPUMYE T'PyAHE BUTOOOBYBaHHS.

depmuabHicMb.

®dnyKoHa30/I He BIJIMBAB Ha PepPTUIILHICTH CaMIIiB Ta CaMOK IIypiB.
Cmocid 3acTocyBaHHs Ta I03H

Ilo3a ¢prykoHa30/1y 3aeXUTh Bif BUAY i TAXKKOCTI rpuOKoBOI iH(peKITii.

[Tpu HeoOxigmHOCTI 6araTopa3oBOT0 3aCTOCYBaHHS IIpenapaTy JiKyBaHHS iHGEKIIiN ciin
ITPOOOBXKYBATHU OO0 3HUKHEHHS KIIHIYHUX Ta 1ab0paTOPHUX MPOSIBiB aKTUBHOCTI
rpubKoBoi iHdeKIrii. HemocTaTHS TpUBaliCTh JTiKyBaHHS MOXKe ITPU3BECTHU OO0
BiTHOBJIEHHSI aKTUBHOI'O iHQEKIIIMHOT O IIPOIIEeCy.

Oudmoxan® 3aCTOCOBYIOTH, 3aJI€XKHO Bifl TiKapCchKOi ()OpMH, IepOPaIbHO (KAIlCyIn)

a00 BHYTPIITHROBEHHO IIJIAX0M iH(}Y3il (po3uun aing iHdy3ii). Crocib 3acTocyBaHHSA
ImperapaTy 3ajIeKUTh Bill KJIiHIYHOTO CTaHy mallieHTa. HeMae HeoOxigHOCTI y 3MiHi
no0O0BOl1 403U IIpemnapaTy Npu 3MiHi MIJIAXYy MOT0 3aCTOCYBaHHSA 3 IIepOpabHOTO Ha
BHYTPIIITHbOBEHHUY Ta HaBIIaKU.

Po3uuH amnd iHdy3ii caig BBOOUTH 3i IIBUAKICTIO, 110 He nepeBuilye 10 Mi/xB.
CymicHicmb npenapamy.

®

Iudmokan - CyMiCHUM 3 TaKUMU PO3YUHAMMU, SK:

e 5 % Ta 20 % PO34YUH I'TIOKO3Y;

po3uuH PiHrepa;

po34uH XapTMaHa;

PO34YMH KaJIilo XJIOPUOy y IrJII0KO03i;

4,2 % ta 5 % po3unH HaTpito OikapOoHATY;

3,5 % po34YrH aMiHO3UHY;

0,9 % pPoO34YuH HaATPiIO XJIIOPUAY;

mianadgnerc (6,36 % po34uH OJid iHTpallepUTOHEaIbHOT 0 Oiami3dy).

Oudmnokan ®

BHUIIle PO3YUHIB. X04Ya BUNAAKU HecnelrudidyHOl HECYMiICHOCTI ITpemnaparTy 3 iHIIuMHU
®

MO2KHa BBOOUTHU B iHQY3iMHY CHCTEMY Pa30M 3 OOHUM i3 3a3HaYEHUX

3acobaMu He OmHCaHi, He peKOMEHOYEThCS 3MimyBaTu JudiokaH = 3 iHIIUMU



npenapaTaMu nepeq iHpy3i€ro.

Po3uuH 051 BHYTPIIIHEOBEHHUX iHQY3iM IpU3HAYEHUN JIUIIIE OJIsT Pa30BOT0
3aCcToCyBaHHA. Po3BeeHHs CIIif 30iUCHIOBATU B aCENTUYHUX YMOBax. Po3uun
HeOoOXigHO mepeBipUTH Ha HasIBHICTh CTOPOHHIX YaCTMHOK Ta 3MiHYy 3a0apBlIeHHS.
Po3uuH ciig BUKOPUCTOBYBATH JIMIIE TOMi, KOJIX BiH IIPO30PUY Ta HE MICTUTh
CTOPOHHIX YaCTUHOK. HeBUKOpUCTaHi 3aIUIIIKY IIpernapaTy HeoOXigHO 3HUIIIUTH.

ITopocti.

Kpunmokokoas.

e JIiKyBaHHS KPUIITOKOKOBOI'O MEHIHTITY: HaBaHTaXXyBaJ/IbHa fo3a CTaHOBUTH 400
MT y Iepinui gaeHsb. [linTpuMmyBanbHa go3a - 200-400 Mr oguH pa3 Ha mo0y.
TpuBaslicTh JIiIKyBaHHS 3a3BU4Yall CTAHOBUTH L[OHauMeHIIe 6-8 TuxHIB. [Ipu
iHdeKIisx, 1110 3arpoXKYIOTh KUTTIO, 0OOBY A03y MOKHa 30inbmuTtu 1o 800 mr.

e [TigTpuMyBanbHa Teparisa OJis DoNepeaKeHHs PEeUONBY KPUIITOKOKOBOT O
MEHIHTITY y HAlli€HTiB 3 BUCOKUM PU3UKOM MOI'0 PO3BUTKY: PEKOMEHIOBaHa [03a
nmpemnapaTty cTaHoBUTH 200 M oguH pa3 Ha 00y IPOTSIroM HeOOMEezKeHOr o Yacy.

Kokuuodioidos3. PekoMmeHnoBaHa go3a ctaHOBUTH 200-400 Mr oguH pa3 Ha Ho0y.
TpuBasnicTh J1ikyBaHHS CTaHOBUTH 11-24 Micsalli 4yu goBIIe 3aJIe’XXHO Bifl CTaHY
naniedTa. [ns mikyBaHHS Aesskux ¢hopM iHdeKIIii, a 0coOIHUBO OIS JIIKyBaHHS
MEHIHTITYy, MOXKe OyTHU OOLiIbHUM 3acTocyBaHHSA mo3u 800 Mr/mo0y.

IneasusHi KaHOudo3u. HaBaHTaxXyBaslbHa J03a CTaHOBUTH 800 MT y IepIinil JeHb.
[TinTpuMmyBanbkHa mo3a - 400 Mr oguH pa3 Ha mo0y. 3a3BUYali peKOMeHI0BaHa
TPUBAJIICTh JTiKyBaHHSA KaHOUAEMil CTAaHOBUTD 2 TUZKHI MiC/IS IIePIINX HeraTUuBHUX
pe3yJbTaTiB TeEMOKYJILTYPU Ta 3HUKHEHHS 03HaK i CUMIITOMiIB KaHOUOEMIl.

KaHouodo3 causzosux 060/10HOK.

e KaHOUO03 pOTOIJIOTKY: HaBaHTaXyBaJjibHa A03a CTaHOBUTE 200-400 Mr y nepmmu
OeHb, migTpuMyBanbHa go3a - 100-200 Mr oguH pa3 Ha mo0y. TpuBanicTh
JIIKyBaHHSI CTAHOBUTH 7-21 meHb (OO0 mJOCSATHEHHS peMicii), aje Mmoxe OyTu
30isibIlIeHa [JI4 Malli€HTiB i3 TIKKUM iMyHOOeiliuToM.

e KaHOumo3 cTpaBOXOAY: HaBaHTaXyBajlbHa J03a cTaHOBUTH 200-400 Mr y nepiiuu
oeHb, migTpuMyBanbHa go3a - 100-200 Mr oguH pa3 Ha mo0y. TpuBamicTs
JIiKyBaHHS cTaHOBUTH 14-30 mHIB (OO mOCSTHEHHS peMicii), ane Mmoxe OyTu
30isibIlIeHa [JI4 MalliEHTiB i3 TIXKKUM iMyHOmeiltuToM.

e Kanunupgypisi: peKoMeHgoBaHa go3a cTaHoBUTH 200-400 Mr oguH pa3 Ha mo0y
npoTsiroM 7-21 gHiB. [I1 MaLi€HTIB i3 TAXKKUM iMyHOOe(dilluTOM TPUBAJIiCTh
JIIKYBaHHST MOXKHa 30iTbIITUTH.



e XpOoHiIUHMY aTPOodivyHNN KaHOANO03: PeKOMeHI0BaHa A03a CTaHOBUTh 50 MTI OUH
pa3 Ha moby npotsroMm 14 mgHiB.

e XpOHIYHMYM KaHOUOO03 IIKipHU Ta CIM30BUX 000JIOHOK: peKOMeHOBaHa 03a
ctanoBuTh 50-100 Mr oguH pa3 Ha HoOy. TpuUBaicTh JIIKyBaHHSA CTAHOBUTH [0 28
OHIiB, asie MozKe OyTH 30inbllieHa 3a/Ie?KHO Bifl TI2KKOCTI Ta BUAy iHpeKIIil abo
3HUXKEHHS IMYHITETY.

ITonepedaiceHHsa peuudusy KaHOUO03y CcAu308ux 06010HOK y nauieHmia 3 BIJI, ski
Marmos 8UCOKUU Pu3uk 1020 po38UMKY.

KaHaguno3 poTorjioTKy, KaHOUA03 CTPaBOXOAy: PEKOMEHJOBaHa f03a CTAHOBUTH
100-200 Mr oguH pa3 Ha mo0y abo 200 Mr 3 pa3u Ha TUXKOEHb. TPUBAJICTh NiKyBaHHSI
€ HeOOMEIKEHOI0 [JI Nalli€HTiB i3 IPUTHIYeHUM IMyHITETOM.

ITpoginakmuka KaHOuOo03HuUX iH(eKuill y nauieHmis i3 mpusasn0t0 HelimpPONeHIero.
PexomeHnpoBaHa mo3a ctaHoBUTH 200-400 Mr opuH pa3 Ha go0y. JIikyBaHHS CIIif
PO3MOYMHATH 3a KiJIbKa OHIB IO O4iKyBaHOTI'O PO3BUTKY HEUTPOIEHIl Ta IPOAOBXKYyBaTU

IPOTSATOM 7 OHIB ITiC/IS HMiOABUINIEHHS KiTbKOCTI HEUTPO(diTiB moHa[ 1000/MM3.

IlarieHTH JTITHHOTO BIKY.

Ilo3y HeoOximHO mimbupaTy 3a1eKHO Bif cTaHy GYHKIIiM HUPOK (OuB. «ITalienTu 3
HUPKOBOIO HEOCTaTHICTIO» HUXKYeE).

INamieHTH 3 HUPKOBOIO HEOOCTATHICTIO.

®yKOHA30JI BUBOOUTHCS 3 OpPraHi3My IIepeBaXkHO 3 Ce4Yel0 Y He3MIHeHOMY BUTJTIALIL.
[Tpu pa3oBOMYy 3aCTOCyBaHHiI KOPUT'YBaTU 003y PpriyKoHa30J1y He moTpiOHo. [TammieHTaMm
(BKJTIIOYAIO4U [iTel) i3 mopyueHHIM QYHKIIM HUPOK ITPU HEeOOXigHOCTI
6araTopal30BOro 3aCTOCYBaHHS IIperapaTty y Nepliui OeHb JTiKyBaHHS CIIif
3aCTOCOBYyBaTu n0o4aTKOBY no3y 50-400 Mr 3asexHO Bif moKa3aHHS. [1icias boro
mo60By O3y (3a/Ie2KHO Bifl MTOKa3aHHs) CJIi po3paxoByBaTH BidNOBIAHO [0 TaOIUIIi
HUXYeE:

KaipeHc kpeamuHiHy (M/x8) Bidcomok 8i0 pekomeHO08aHOI 003U
> 50 100 %
< 50 (6e3 remopmianizy) 50 %

'emopianis 100 % micns KOXXKHOTO reMofiai3y




[NamienTH, ssiki mepeOyBaloTh Ha remofianisi, moBuHHI oTpumyBaTu 100 %
PEKOMEHI0BaHOl JO3HU MiC/IsA KOXKHOT0 reMofiani3y. Y geHb, KOIU giaji3 He
IPOBOOUTHLCS, MALIIEHT HIOBUHEH OTPUMYBATHU A03Y, BIIKOPUTOBAHY 3aJIe2KHO Bif
KJIIpEHCY KpeaTuHiHY.

IMTa1ieHTH 3 MOpPVIIIEeHHSIM OVHKITIN NeYiHKH.

®myKOHA30J1 CJIil 3aCTOCOBYBAaTH 3 00EPEXKHICTIO IMallieHTaM i3 ITOpPYIIeHHSIMHU
(byHKIIIM medYiHKHU, OCKIIbKM iH¢popMaliil IIOA0 3aCTOCYyBaHHSA (QIIYKOHA30ITy L
KaTeropii maiieHTiB HegocTaTHBLO (OuB. po3ginu «OcobBIMBOCTI 3aCTOCYBaHHSI» Ta
«ITobiuHi peakirii»).

HiTH.
He cnipg mepeBuiryBaTu MakcuMalibHy 1o60BYy go3y 400 mr.

Ak i npu aHaIOTiYHUX iIHPEKIiIX ¥ JOPOCINX, TPUBAJIICTD JIiKyBaHHS 3aJI€2KUTh Bif

®

KJIiHiYHOI Ta MikKojoriuHoi BigmoBimi. [Tudmiokadn - 3acTocoBylOTh 1 pa3 Ha gooy.

[lo3yBaHHS IIpemnapary OJisd giTeH i3 mopyIlleHHIM QYHKIIM HUPOK HaBeOeHO Y PO3aiTi
«ITallieHTH 3 HUPKOBOIO HEJOCTATHICTIO».

dapmakokiHeTHKa (JIyKOHA30/Iy He AOCIiaXKyBajacs y OiTel i3 HUPKOBOIO
HeIOOCTaTHICTIO (OMB. HMXK4Ye iH(popMallifo 040 3aCTOCYyBaHHS HOBOHAPOAXKEHUM, Y
SIKMX 9aCTO CIIOCTEPIraeThbCs IMepBUHHA HE3PiliCTh HUPOK).

Ilimu sikom 8i0 12 pokis.

3anekHO Bil Macu Tisla Ta My0epTaTHOTO PO3BUTKY JiKapIio CIIif OLIHUTHU, SKa Ho3a
npenaparty (s DOPOCIUX YU OJI OiTel) € ONTUMaJbHOO AJid nanieHTa. KiiHiuHi gaHi
CBimYaTh IIPO Te, IO Y AiTel KiIipeHC (pIyKOHaA30J/Iy € BUIINM MOPiBHSIHO 3 TOPOCINMHU.
3actocyBanHs 103 100, 200 ta 400 Mr gopocnuMm Ta 03 3, 6 Ta 12 MI/Kr giTam
IPU3BOOUTH OO0 HOCSITHEHHS CIiBCTABHOI CUCTEMHOI €KCITO3MIIil.

Ilimu sikom 8i0 28 0His 0o 11 pokis.

e Kaunupo3u cnm30BuX 000JIOHOK: ITOYaTKOBA A03a CTAHOBUTHL 6 MT/KT/mo0y,
migTpUMyBaJjibHa [03a -3 MI/KT OOUH pa3 Ha moOy. [ToyaTKOBy m03y MOXKHa
3aCTOCOBYBATHU B MEPIINHN OeHb 3 METO0 OiJIbIN ITBUIKOTO MOCSITHEHHS
PiBHOBaXKHO1 KOHIIEHTpAIlil.

e [HBa3uBHI KaHAUOO3U, KPUIITOKOKOBHUU MEHIHTIT: 03a IIpenapaTy CTaHOBUTh
6-12 Mr/Kr oguH pa3 Ha Oo0y 3aJIe3KHO Bifl CTYIIeHS TSIKKOCTi 3aXBOPIOBaHHS.



e [linTpuMyBajibHa Tepallis OjId NOoIlepeaXKeHHSA PEeUaNBY KPUIITOKOKOBOTO
MEHIHTITY y OiTelu i3 BUCOKMM PU3UKOM MOTI'0 PO3BUTKY: J03a IpelaparTy
CTaHOBUTH 6 MT/KT OOMH pa3 Ha A00y 3aJIe’KHO Bil CTyIIEeHS TAXKKOCTI
3axBOPIOBaHHS.

e [IpodinakTrKa KaHAUOO3iB y MAIli€EHTIB 3 iMyHOOe}IIIUTOM: A03a IIpenapary
CTaHOBUTH 3-12 MT/KT Oi¥H pa3 Ha o0y 3aJIe’XKHO BiJl BUPaXKEeHOCTi Ta
TPUBAJIOCTi iIHAYKOBaHOI HEUTPOIIEHIl (OUB. JO3U OJI JOPOCIIUX).

Ilimu 8ikom 8i0 HApPOOJX#CeHHs 00 27 OHis.

Y HOBOHapOAXKeHUX (PIyKOHaA30JI BUBOOUTHCS 3 OpraHi3My moOBiIbHO. [laHi 3
(bapMakoKiHEeTUKM, Ha IKUX 0a3yIOThHCS [MO3U OJII JOHOIIEHUX HOBOHAPOIOKEHUX,
3a3Ha4dyeHi HUXK4e, HaBegeHOo B po3aini «PapMaKOKIHETUKaA».

e JloHoIIEeHI HOBOHapoaXKeHi BikoM Big 0 oo 14 mHiB: m03U, aHAJIOTi4YHI 3a3HaYEHUM
BUllle 071 OiTen BikoM Bif 28 pHiB 0o 11 pokis, ci1if 3aCTOCOByBaTU KOXKHI 72
roguHu. He ciif niepeBulllyBaTé MaKCUMaJIbHY OO3Y, 110 CTAHOBUTHL 12 MI/KT
KOXKHi 72 rOoguHU.

e JloHOIIIEHI HOBOHAPOOXKEH1 BiKoM Bifg 15 mo 27 OHIB: m0O3U, aHAJIOTi4Hi
3a3Ha4YeHUM BUllle [ AiTen BikoM Bif 28 mHiB g0 11 pokis, ciifg 3acTocoByBaTH
KOXKHi 48 roguH. He ciif nnepeBulllyBaTh MaKCUMaJIbHY 003y, 110 CTAHOBUTH 12
MI/KT KOXKHi 48 ronuH.

itk

[TpemapaT 3aCTOCOBYIOTH OiTSIM Biml HapomXKeHHS, OUB. po3min «Crocib 3acTocyBaHHS
Ta JO3U>».

Ilepeno3yBaHHsA

OTpuMaHO MIOBiAOMJIEHHS IIPO Iepeno3yBaHHs (GIyKOHa30JI0M; OOHOYaCHO
TTOBigOMIISIJIOCS ITPO TaJIIOMHALIl Ta ITapaHOoigaabHy MOBEOiHKY.

[Tpu nepeno3yBaHHiI HEOOXiTHO IIPOBECTU CUMIITOMATHUYHY MiATPUMYBaJIbHY Teparliio
Ta y pa3i HeoOXiAHOCTI IPOMUTH HIJTYHOK.

®nyKOHa30/I 3HAaYHOIO MipOI0 eKCKPETYETHCA 3 cedelo; GOpCOBaHUM Aiype3 MOXKe
IIPUCKOPUTU BUBEOEHHS IIpenapary. CeaHc reMopianidy TPUBAJIICTIO 3 TOOVHU 3HUXKYE
piBeHb QIIYKOHA30Jy y mia3Mi KpoBi mpubmu3Ho Ha 50 %.

IToOiuni peakii



HattuacrTime (> 1/10) moBigoMIsiziocs IIpo Taki moOiuHi peakxiiii: romoBHUM 6ink, 6inb y
YyepeBHil ITOPOXKHUHI, miapes, HyooTa, O/II0BaHHS, MiABUIIIEHHS PiBHSI
anaHiHaMmiHOTpaHCcepa3u (AJIT), migBumIeHHS PiBHSA acllapTaTaMiHOTpaHcdepas3u
(ACT), migBuiieHHs piBHS NMy>KHOI PpocdaTa3m KpPoBi, BUCUTIaHHS.

[I715 OLIHKY YaCTOTH BUHMKHEHHS ITOOIYHUX peakilili BUKOPHUCTOBYIOTh TaKy
Knacudikaliio: gyzxke dacto (= 1/10), gwacTo (Bim = 1/100 mo < 1/10), HeuacTo (Big =
1/1000 mo < 1/100), pigko (Big = 1/10000 mo < 1/1000), oy=xe pigko (< 1/10000),
YacToTa HeBimoMa (HeMOZKJIMBO OILIIHUTHY Ha MifcTaBi HAABHUX JaHUX).

3 60Ky cucmemu Kposi ma aAimgpamuyHoi cucmemu.

Heuacto: anemis.

Pigko: arpaHy/nouuTO3, TEUKOIIEHisI, TPOMOOIIUTOIIEHisT, HEUTPOIIEHis.
3 60Ky iMmyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaidyHi ma animeHmapHi po3aaou.

HewgacTo: 3HUXKEHHS alleTUTy.

Pigko: rimepxonectepuHeMis, TinepTpuriinepuageMis, rirnokKaieMis.
IlcuxiuHi nopyweHHA.

HeuacTo: 6€3COHHS, COHJIUBICTE.

3 60Ky Hepsosoi cucmemu.

YacTo: rosIoBHUM Oiflb.

Heuacto: cygoMmu, napecresis, 3allaMOPOY€EHHS, IOPYILIEeHHA CMaKy.
Pigko: Tpemop.

3 60Ky opeaaHie cayxy ma eecmubyaspHO20 anapamy.

HeuacTto: BepTuro.

3 60Ky cepusi.

Pigko: mapokcu3MasibHa LIJIyHOYKOBA TaxikKapisd TUILy «IipyeT», IIOOOBXEHHS
inTepBany QT (guB. po3min «OcobIMBOCTI 3aCTOCYyBaHHSI»).

3 60Ky WAYHKOBO-KUWKOB020 MpAaKmy.



YacTo: 6ifib y YepeBHiM NOPOXKHUHI, HyIOTa, miapesi, 6JII0BaHHS.
HeuacTo: 3amnop, AucCIencisa, MeTeopu3M, CyXiCThb Y POTi.
I'enamobiaiapHi po3aadu.

YacTo: migBuIlleHHS piBHS anaHiHaMiHnoTpaHcdepa3u (AJIT), migBuIlleHHS PiBHS
acriaptataminoTpaHcdepasu (ACT), migBuilleHHS PiBHA JIy>KHOI pocdaTa3u (OuB.
po3min «OcoBIMBOCTI 3aCTOCYBAaHHS»).

HeuacTo: xonecTas, 2KOBTSIHUIIS, MiABUINIEHHS PiBHS OinipyOiny (OuB. po3min
«OCcOoOIUBOCTI 3aCTOCYBAHHSI»).

Pigko: me4iHKOBa HEOOCTATHICTD, TeIaTOLENI0IIPHUN HEKPO3, TeIIaTUuTH,
reraToleNoJiipHe ypaxKeHHs (OuB. po3misl «OcobIMBOCTi 3aCTOCYyBaHHSI»).

3 60Ky wkKipu ma nidwkKipHOi MKAHUHU.
YacTto: BucunaHHs (OuB. po3/in «OcoOIuBOCTI 3aCTOCYBaHHS»).

HeuacTo: MeguKaMeHTO3HUU OepMaTUT (BKIIOYaO4YU (PiKCOBaAaHUY MEeOIMKaMEHTO3HUUI
OepMaTHuT), KPOIIUB THKA, CBepOixK, migBUIlleHe IIOTOBUIiJIEHHS (OHUB. PO3Mis
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

Pigko: TOKCMYHUY ellifepManbHUK HEKPOJIi3, cuHOPOM CTiBeHca-I[2)KOHCOHA, TOCTPUH
reHepali30BaHUM eK3aHTeMaTO3HUU IIYCTYIb03, eKCPOoTiaTUBHUN OepMaTuT,
AHTiIOHEeBPOTUYHUIM HAOPSK, HAOPSK 00muyys, anonernis (ouB. po3min «Ocob1uBOCTiI
3aCTOCYBaHHS»).

HeBigoMo: MeguKaMeHTO3Ha peakilis 3 e03MHOQIIIEI0 i CHCTEMHUMHU IIPOsSiBaMU
(DRESS).

3 60Ky OnOpHO-pyXx08020 anapamy ma cnoaAy4Hoi MKaHuHuU.

HeuacTo: mianris.

3azanvHi po3nadu ma peakuii y micui e8e0eHHA.

HeuacTo: migBuilieHa BTOMJIIOBaHICTh, He3OyXKaHHSA, aCTeHid, rapsiyka.

Iimu. YacToTa Ta XapakTep IMoOiYHUX peakllil i BimXuieHb Bil HOPMU Pe3yJIbTaTiB
sTabopaTOpHUX aHalli3iB y X0l KIiHIYHUX HOCITiAXKeHb 3a Yy4acTIO [iTel CITiBCTaBHi 3
TAaKMMU Y JOPOCIIUX.

3s8imysaHHs npo nido3prosaHi nobiuHi peakuii.



3BiTYyBaHHS PO Migo3pioBaHi MOOiUHI peakiiil micis peecTpaliil TikapchbKoro 3acody
Ma€ BaXKJIUBe 3Ha4YeHHs. lle ga€e 3Mory MpoBOoAuTU Oe3nepepBHUN MOHITOPUHT
CIIiBBIIHOIIIEHHS MiXX KOPHUCTIO 1 pu3uKaMu, I10B’sI3aHUMMU 13 3aCTOCYBaHHSAM LILOI'0O
JIiIKapChKOT0 3aco0y. MeguuHUX IIPalliBHUKIB ITPOCSATH 3BiTyBaTHU PO OyOb-sIKi
mimo3proBaHi MOOiUHI peakilil BiIOBIiOHO MO BUMOT MiCIIeBOTO 3aKOHOOaBCTBA.

TepMiH NpUIAaTHOCTI
5 POKIiB.
VYMmoBHu 30epiranHs

He noTpebye crnertianbHUX yMOB 30epiranHs. 30epiratv y HEOCTYITHOMY OJIS OiTeH
Micui. He 3aMopoxXyBaTH.

IIemaavHa iHpopmauia w000 36epi2caHHA.

3acib cmig HeralHoO 3aCTOCYBATH IIIiC/ISI BIIKPUTTS YIIaKOBKU. Byob-IKY KilIbKiCTb
HEBHUKOPUCTAHOTO PO3YUHY A iHQY3iMl Clig BUOATUTH.

3 mikpoOionoriuHol TOYKK 30Py PO3BEOEHUM 3acib Cilii 3aCTOCOBYBaTH HEeralHO. AKIIO
3acib He 3aCTOCOBYEThLCS HETalHO, 3a TEPMiH Ta YMOBU MOT0 30epiraHHs mig vac
3aCTOCYBaHHS BillIOBifja€e KOPUCTyBay; 3a3BUYal Take 30epiraHHs IIpemapaTy Mae
TpUBaTHU He Oinbllie 24 TOOWH 3a TeMIlepaTypu Bixg 2 go 8 °C, 3a BUHSITKOM BUITAIKIB,
KOJIM PO3YMHEHHS 3[iMCHIOBAJIOCSI B KOHTPOJILOBAHUX Ta BaJlifOBaHUX aCEIITUYHUX
yMOBax.

VYnakoBka

ITo 100 mn po3uuHy B (py1akoHi, 1o 1 ¢p1akKoHy B KAPTOHHIN YIIaKOBIII.
KaTeropist Bignmycky

3a penemnTomMm.

BupooHuK

dapeBa AmOya3s / Fareva Amboise.

Micue3Haxo/dKeHHsI BHUPOOHHKA Ta HOro aJgpeca MicIisi IpoBaJaXKeHHSI
IisIIHLHOCTI

3oue Iepmactpiane, 29 poyt gec Iamactpic, 37530 I[Toce-crop-Cic, ®pannis /



Zone Industrielle, 29 route des Industries, 37530 Poce-sur-Cisse, France.
[Ixepeno iHCTPpYyKIil

[HCTPYKIIifo TiKapChKOTro 3aco0y B3sTO 3 o(illiitHOTO mKepesia — [lepKaBHOTO PEECTPY

JIiIKapChKHX 3aco0iB YKpaiHu.



http://www.drlz.com.ua/
http://www.drlz.com.ua/

