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

[TpoTurpuOKOBi 3acOo0U AJIS CUCTEMHOTO 3aCTOCyBaHHA. [ToXigHi Tpuasoiy.
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 3yCTPidvaloThCsa 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 BUIIAAKIiB 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
KOHIIeHTpallia GIyKoHa30Jy Imicisa 12 gHiB niKyBaHHS CTaHOBUJIa 73 MKT/T, a 4yepes

7 OHIB MiCJig 3aBepIIeHHS JIIKyBaHHS KOHIIEHTPALlis BCe IIe 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
dinpTpanii< 20 mi/xB) mepion HamiBBuBeOeHHs 30inbinyeThest 3 30 roguH mo 98 roguH.
Tomy 11i#t KaTeropii marieHTiB He0OXimHO 3MEHIITUTH T03Y QIYKOHa305y. OIIYKOHA30II
BUIAJIAETHCA LIJIIXOM reMoiaily, Ta MEHIIO MIpOI0 - IIIIX0M
IHTpanepuToOHeaIbHOT O aianidy. CeaHc remMopiani3dy TPUBaIICTIO 3 TOOUHYU 3HUXKYE
piBeHb QIIYKOHA30JIy y ma3Mi KpoBi mpubmau3Ho Ha 50 %.

JlakTailis.

KonnenTpatil ¢nyKoHa301/y y I1a3Mi i MaTepUHCHKOMY MOJIOII BITPOOOBK 48 roguH
micns NpuromMy ogHopa30Bol mo3u 150 mr npenapaty [dudraiokaH OIMiHIOBAIN y XOMi
(bapmMakOKiHETMYHOTO OOCITIA2KEHHS 3a Y4acCTIO JeCsATH XKIHOK y Iepiofai nakKTalil, SKi
TUMYacOBO ab0 ITOCTiHO MPUINHUJIN T'OAyBaTH CBOIX HEMOBJIAT IPyani0. Y
MaTePUHCHKOMY MOJIOLI (pJIyKOHA30JI BUSIBUIIA Y CEPeNHill KOHIIeHTpallil TpuOInu3HO
98 % Bipm TOI, 110 BiA3Ha4asnu y naa3Mi maTtepi. Yepe3 5,2 ToguH Oic/isg IPUUOMY 03U
cepedHs MiKoBa KOHIIEHTpAllisl Y MaTEePUHCHKOMY MOJIOLI CTaHOBHUa 2,61 Mr/m.
IlobGoBa mo3a GIyKoHa30J1y, OTpUMaHa HEMOBJISIM 3 MaTEPUHCHKOT'O0 MOJIOKA (SKII0
MIPUNHSATYU CEPEIHE CIIOXKUBAHHS MoJIoKa 3a 150 Mi/Kr/moby), po3paxoBaHa Ha OCHOBI
cepenHbOl MiKOBOI KOHIIEHTpPAllil y MOJIO1li, 110 mopiBHioe 0,39 Mr/Kr/mo0y, CTaHOBUTH
npubnusxo 40 % Big mo3u, peKOMEeHI0BaHOI HOBOHAPOIXKEHUM (BiKOM < 2 THUXKHIB),
a6o 13 % Bim mo3u, peKOMEeHA0BaHOl HEMOBJISITAM [JIs JIIKyBaHHS KaHOUI03Y CJIM30BUX
000JIOHOK.

HiTH.

[aHi 3 papmakokiHeTuku Oysnu ouiHeHi y 113 giTe# mig wac 5 mocmigKeHb:
2 moCIigKeHHS pa30BOr0 3aCTOCYBaHHS, 2 MOCHiAXKeHHS 6araTopasoBoro
3acToCyBaHHA Ta 1 gocnigKeHHs HeJOHOLIEHUX HOBOHapPOOXKEHUX.

[Ticns BBemeHHS 2-8 MI/KT (PIIyKOHA301/y OiTAM BikoM Bif 9 micsaniB mo 15 pokis AUC
cTtaHoBua O0u3bKo 38 MKr*roa/min Ha 1 Mr/kr go3u. ITicist 6araTopa3oBoro
3aCTOCyYBaHHS CEepefHil mepioq HamiBBUBeAeHHS (PIIYKOHA30JIy i3 IJIa3Mu KPOBi
BapitoBaBcs Mixk 15 Tta 18 rogmaamu; 06’eM posnofginy ctaHoBuB 880 Mi/Kr. Binbi
TPUBAJINM IIepio[ HalliBBUBEOEHHS 3 IIJTa3MHU KPOBi, III0 CTAHOBUB IIPUOIN3HO

24 roguHu, OyB IIiCIIA Pa30BOT0 3aCTOCyBaHHS (priyKoHa30y. Llell ToOKa3HUK €
CITiBCTAaBHUM 3 II€Pi0oIOM HalliBBUBEOeHHS (QIIYKOHA30/Iy 3 IIJIa3MHU KPOBI ITicisa
Pa30BOro 3aCTOCYBaHHA [A03U 3 MI/KI BHYTPIIIIHBOBEHHO OiTSIM BikKOM Bifg 11 mHIB o



11 micsiB. O6’eM poO3MOMiNy y Malli€eHTiB IIi€l BIKOBOI Py CTaHOBUB OIU3bKO
950 m/Kr.

IMocBim 3acTocyBaHHS (JIyKOHA30/Ty HOBOHAPOOXKEHUM 00MEXKYETHCS
bapmMakoKiHETUYHNMU OOCITiIXKEeHHSIMU 12 HEeJOHOIIEeHUX OiTel i3 TepMiHOM recraiiii
npubnusxo 28 tTuxHiB. CepenHili BiKk MUTHUHYU ITPU BBEIeHHI IIePIol J03U CTaHOBUB

24 rogunu (Big 9 mo 36 roguH); cepenHs Bara npu HapoaxkeHHi ctanoBuna 900 r (Big
750 mo 1100 r). [Inst 7 malieHTiB IPOTOKOJI OOCIimXKeHHs 0yJI0 BUKOHAHO. MaKCUMyM
5 BHYTPIIIHBOBEHHUX 1H €KIIiN (PIIYKOHA30JIy y 0031 6 MI/KT BBOOUIU KOXKHI 72 TOOWHHA.
CepepnHili mepion HalliBBUBEOEeHHS CTaHOBUB 74 roguHu (44-185) B mepini OeHb,
noTiM 3Hu3uBCS 00 53 roguH (30-131) Ha 7-#1 geHb Ta 0o 47 (27-68) Ha 13- OeHb.
[Inomia oig kpuBoi (MKr*rom/mi) ctaHoBusa 271 (173-385) B nepmiuii OeHb,
30inpmunacsa go 490 (292-734) Ha 7-u OeHb, IIOTiM 3Hu3uIacsa oo 360 (167-566) Ha
13-t menb. O6’em po3mnoxainy (Min/kr) cranoBuB 1183 (1070-1470) y nepiuii neHsb,
36inbiryBaBcst mo 1184 (510-2130) Ha 7-% meHb Ta 0o 1328 (1040-1680) Ha 13-i1 meHb.

IlarieHTH JTITHHOTO BIKY.

dapMakKOKiHETHUYHE OOCITIAXKEHHS IIPOBOAUIIN 3a y4acTIO 22 HallieHTiB (BIKOM Bifg
65 pokKiB), siki 3acTocoByBanu 50 Mr ¢gykoHa3ony nepopasnbHo. 10 maIfieHTiB

OJHOYaCHO 3aCTOCOBYBaJI¥ OiyPETUKMU. Cm « CTaHOBHIIA 1,54 MKr/mMi Ta gocsaranacs

npotsarom 1,3 roguHM Hicis 3aCTOCYBaHHHa(I)J'IYKOHa3OJ'Iy. Cepennasa AUC cTtaHoBuUIIa
76,4+x20,3 mkr*rog/min. CepenHiu nepioq HamniBBuBeOeHHSA - 46,2 roguru. Lli
(papmMakoOKiHETMYHI MOKa3HUKHU € BUIIUMMU IIOPIBHSAHO i3 aHAJIOTIYHUMU Yy 3TOPOBUX
DoOPOBOMIBIIB MOJIOAUIOTO BiKy. OQHOYaCHe 3aCTOCYyBaHHS AiypeTUKiB He MaJjio

3HAQYHOT 0 BO/IUBY Ha C Ta AUC. Takox KiipeHC KpeaTuHiny (74 MJi/XB), BiICOTOK

bnykoHasony, 110 eKCK?Z)';y'BaBCH i3 cedyero y He3MiHeHOMY Burismi (0-24 roguHwy,

22 %), Ta HUPKOBUM KitipeHc ¢piaykoHa3omny (0,124 Mi/XB/KT) y IalliEHTIB JaHOl BiKOBO1
rpynu 0yau HUKYKMMM, Hi’K aHaJIOTiYHi MOKa3HUKU Y MOJIOOIINX JOOPOBOIBIIIB. ToMy
3MiHU (papMaKOKIHETUKH Y IAlli€HTIB JIITHHOTO BiKy OYEBUOHO 3ajiexkKaTh Bif

nmapaMeTpiB QyHKITiil HUPOK.

IToxka3aHHSA

®

IudniokaH ~ MMoOKa3aHUM O JIIKyBaHHS TaKUX I'PUOKOBUX iHGMEKIIiN Y Jopocnux (Ous.

po3ain «®apMaKoguHaMiKa»):
- KPUNITOKOKOBUU MEHIHTIT (OuB. po3min «OcobBIMBOCTI 3aCTOCYBaHHS»);
- KOKITUAi0imo3 (OquB. po3min «OcoOIUBOCTi 3aCTOCYBAHHS»);

- iIHBa3UBHI KaHOUOO3MU;



- KQHOU03U CJIM30BUX 000JIOHOK, BKITIOYAI0YX KaHONI03 POTOTJIOTKY Ta KaHOUOO03
CTPaBOXOY, KAHOUMYPisi, XPOHIYHUNM KaHOUIO3 IIKipHU i CITU30BUX 000JIOHOK;

- XpOHIYHUY aTPOQIiYHUN KaHOUA03 POTOBOI IMOPOKHUHU (KaHOUA03, CIPUIYNHEHUN
BUKOPUCTAHHSAM 3yOHUX MPOTE3iB) ITpU Hee(EeKTUBHOCTI I'riEeHU pOTOBOI ITOPOKHUHU
abo MiciieBol Teparrii.

®

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

- peuauB KPUIITOKOKOBOTO MEHIHTITY y HMAlli€HTiB 3 BUCOKUM PU3UKOM HOT'0
PO3BUTKY;

- peuuauB KaHONO03y POTOTJIOTKM abo cTpaBoxondy y nauieHTiB 3 BIJI 3 BUCOKUM
PHU3UKOM KOT0 PO3BUTKY;

- npo¢inakTKa KaHOUOO3HUX iH(PEKIiN y MalliEHTIB i3 TPpUBaIOl0 HEUTPOIEHIEIO
(Hammpukiaz, DallieHTiB 31 3JI0IKICHUMU 3aXBOPOBAHHSIMU KPOBI, Ki OTPUMYIOTh
ximioTeparriio, abo IalliEHTiB IIPU TPaHCIIJIaHTallil TeMOIIOETUYHUX CTOBOYPOBUX
KJIiTuH) (OuB. po3nin «®apMakKoiIoriyHi BjacTuBOCTi. PapMakoguHaMika»).

Oudmnokan ®

000/T0HOK (KaHAUOO03 POTOTJIOTKY, KAHAUIOO03 CTPABOXOMY), iHBa3UBHUX KaHOUO3iB,

IMOKa3aHUU OiTSAM Bif HapOAKEHHS OIS JTiKyBaHHS KaHOUOO031B CIIM30BUX

KPUIITOKOKOBOTO MEHIHTITY Ta OJ1 NpodinakKTUKM KaHOUOO3HUX iH(EKIli y Halli€HTiB
31 3HUXKeHUM iMyHiTeTOM. [IpenapaTt MoXKHa 3aCTOCOBYBATH SK IiATPUMYBAJIbHY
Teparrio s NoIepeaXKeHHsI PelUaIUBy KPUITOKOKOBOTO MEHIHTITY y AiTeu i3
BHCOKHUM PU3UKOM HOT0 PO3BUTKY (OUB. po3min «OCcoBIMBOCTI 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 BiIIOBIAHUM YHUHOM.
IIporunoka3aHHs

lNnepuyTnusicTh M0 GIyKOHA30Iy, iHIINX a30JIbHUX CIIONYK ab0 mo Oyab-sgKoi 3
OOIIOMIZKHUX PEYOBHUH IIpenapaTy, 3a3Ha4eHuX B po3auli «Ckian».

OnmHOYacHe 3acTOCyBaHHS (PIyKOHa30Jly Ta TeppeHaOuHy ImallieHTaMm, SKi
3aCTOCOBYIOTH (psIyKOHA30J1 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Builie (3rimHo 3
pe3yJbTaTaMu OOCIiIXKEeHHS B3a€EMOil 6araTopa3oBOro 3aCTOCYBaHHS).

OpmHo4YacHe 3aCTOCYBaHHSA (hJIyKOHA30JIy Ta iHIIKUX JIiKapChbKUX 3aC00iB, 1110
nmomoBXKylTh iHTepBan QT Ta MmeTabomi3yioThcs 3a mornomoroi ¢pepmenty CYP3A4
(Hampukian nu3anpuny, acTeMi3oiy, IiMO3UAY, XiHIOWHY Ta epUTPOMILIMHY) (OUB.
po3min «Oco6IMBOCTI 3aCTOCYyBaHHSI» Ta «B3aeMois 3 iHIIMMU TiKapChKUMU



3aco0aMu Ta iHIII BUOYU B3a€MOMTIN»).
B3aemogisi 3 iHINIMMH JTiKapChbKHMH 3aC00aMH4 Ta iHIIIi BHOH B3a€EMoOIin

I[IpoTHUIIOKAa3aHO CYMiCHEe 3aCTOCYBaHHs (MJIYKOHA30JY Ta HUXK4Ye3a3HauyeHUX

JTIKapChKHX 3aco0iB.

L[uzanpud: MOBigOMJISIJIOCS PO PO3BUTOK IMOOIYHUX peakxliiii 3 60Ky CepIisi, y TOMY
YUCJIl IPO IIapOKCU3MaJIbHY IIJIYHOYKOBY TaXiKapilo TUIY «IIipyeT» y HallileHTiB, AKi
OOHOYAaCHO 3aCTOCOBYBasu (JIyKOHAa30JI Ta u3anpun. KoHTponboBaHe OOCIigXKeHH T
ITPOAEMOHCTPYBAJIO, 1110 ogHoYacHe 3acTtocyBaHHS 200 Mr ¢piykoHa3ony 1 pa3 Ha moby
Ta 20 Mr nulanpuny 4 pasu Ha 4oOy IPU3BOOUIIO A0 3HAYHOTO MiIABUILIEHHS PiBHSI
nu3anpuny y mjaa3Mi KpoBi Ta o0 nmogoBxkeHHs iHTepBany QT. OgHouacHe
3acToCyBaHHS (hJIIyKOHA30J1y Ta LIU3alpuay IpoTUIioKa3aHe (OUB. pO3aia
«[TpoTUioKa3aHHSI»).

TeppeHaduH: yepe3 BUMIAAKN PO3BUTKY TAXKKUX CEPLEBUX apPUTMIiN, CIPUYUHEHUX
nonoBxKeHHSAM iHTepBany QTc, y mali€eHTiB, Ki 3aCTOCOBYBaJid a30JIbHi
MPOTUTPUOKOBI TiKapChKi 3aco00M ogHOYaCcHO 3 TepdpeHanmHoM, OyIu IpoBedeHi
OOCHiA>KEeHHSs B3a€MOil IUX ImpernapartiB. Y X0i OOHOTO OOCHIOXKEeHHS ITpU
3acTocyBaHHi GiykKoHa305y y mo3i 200 Mr Ha mo0y He O0yJI0 BUSBIIEHO MOOBXKEHH S
iHTepBany QTc. IHIlle HoCTimXKeHHS IPU 3aCTOCYBaHHI QIyKoHa30iy y go3ax 400 Mr
Ta 800 Mr Ha 7oOy IPOOEMOHCTPYBaJIo, III0 3aCTOCYBaHHA (PJIYyKOHA30JIy V J03ax

400 mr Ha moOy abo BUIlle 3HAYHO ITiABUIIYE PiBeHb TepheHaauHy y Ij1a3Mi KpoBi Impu
OOHOYACHOMY 3aCTOCYBaHHI 1Iux npemnapartiB. CyMicHe 3acTOCyBaHHS (QIIYKOHA30Jy y
mo3ax 400 mr abo Buile 3 TepdeHagUuHOM NPOTUIIOKa3aHe (OUB. PO3Hin
«IIpotunoka3aHHs»). [Ipu 3acTocyBaHHi prykoHa301y y mo3ax Hux4de 400 Mr Ha moby
OOHOYACHO 3 TeppeHaguHOM CJIifi IPOBOOUTH PETEIbHUN MOHITOPUHT CTaHY IalliEHTa.

Acmemi3oa: cyMiCHe 3aCTOCyBaHHSA (pJIyKOHA30JIy Ta aCTEMI30JIy MOXKe 3MEHIIUTHU
KJIipeHC acTteMizoiny. COpuYnHEHEe IIUM ITiABUILEHHS KOHIIEHTPallil acTeMi30ny y
I1J1a3Mi KpOBi MOXKe IIPU3BECTU 00 NONOBXKeHH iHTepBany QT Ta y piokKicHUX
BUIIafKaXxX - 00 HapOKCU3MaJIbHOI IIJTYHOYKOBOI TaxXikapAil Tumy «mipyeT». OgHOYacHe
3acToCyBaHHS (hIIyKOHA30J1y Ta aCTeMi30Jly IPOTUNOKa3aHe (OUB. pO3Min
«[TpoTuUIIOKa3aHHI»).

ITimo3u0 ma xiHiOuH: cyMicHe 3acToCyBaHHS (QIIYKOHA30J1y Ta IIiMO3uny abo XiHiouHy
MO2Ke ITPU3BOOUTHU [0 NPUTHIYeHHS MeTabosiaMy niMmo3uay abo XiHiguHy, xo4a
BiATIOBIOHUX OOCJIiIKEHB in Vvitro Ta in vivo He mmpoBoaunu. [TigBUilleHHS KOHIeHTpallil
nmimMo3uay abo XiHImWHY y IJ1a3Mi KPOBi MOXKe CIPUYUHSTHU ITIOOOBXKeHHs iHTepBany QT
Ta y PiOKICHUX BUIIaAKaxX NIPU3BOOUTU OO PO3BUTKY NapOKCU3MaJIbHOIL IIITyHOYKOBOL
TaxXikapmil Tumny «mipyeT». OgHO4YaCHe 3aCTOCyBaHHSA (hIIyKOHA30JIy Ta IIiMo3ugy abo



XiHIOWHY TPOTHUIIOKa3aHe (OuB. po3min «IIpoTUnoKka3aHHI»).

EpumpomiyuH: OgHOYaCHE 3aCTOCYBaHHS €PUTPOMIIINHY Ta QIIYKOHA30JIy MOXKe
IPU3BOOUTHU OO0 HiABUIIEHHS PU3UKY PO3BUTKY KapAIOTOKCUYHOCTI (IIOOOBXKEHHS
inTepBany QT, mapokcu3MajibHa LIJIYHOYKOBA TaxXiKaphis TUNY «IipyeT») Ta, K
HaCJIigOK, 0 PalToOBOl CeplieBOl CMePTi. 3aCTOCyBaHHSA KOMOiHaIlil ITUX JIiIKapChbKUX
3aco0iB mpoTunoka3aHe (OAuB. po3gin «IIpoTunoKa3aHHI»).

He pekoMeHOy€EThCSI OJHOYACHE 3aCTOCYBaHHs (IYKOHA30JIy Ta HUXKYe3a3HaYeHUX

JTiIKapChKUX 3aco0iB.

I'anogpaHmpuH: pyKoHA30/1 MOXKE COPUYMHUTHU HiIBUIIIEHHS KOHIIEHTpPAIlil
rajgogaHTPUHY Yy IJIa3Mi KPOBi 3a paxyHOK npurHidenusa CYP3A4. OgHo4yacHe
3aCTOCYBaHHS LIMX TiKapChKUX 3aC00iB MOKe NPHU3BOOUTH [0 MiABUILIEHHSA PU3UKY
PO3BUTKY KapaiOTOKCUYHOCTI (mogoBxkeHHd iHTepBaiy QT, mapokcu3sMasibHa
IUIYHOYKOBA TaxiKaphisd TUIY «IipyeT») Ta, K HACJIiJOK, 4O PalTOBOl CepPleBOol
cMepTi. Cilig YyHUKATH 3aCTOCYBaHHS KOMOiHaIIl IIMX TiKapchKUX 3aco0iB (OMB. PO3Mis
«OCcOobOIUBOCTi 3aCTOCYBaHHS»)

CyMicHe 3acToCcyBaHHS (GIIYKOHA30JIY Ta HUXK4Ye3a3HauYeHUX JIIKapChKUX 3aco0iB

BUMAara€ o0epeskxHOCTi.

AmioOapoH: omjHOYaCHE 3aCTOCYyBaHHS (PJIyKOHA30JIy 3 aMiogapOHOM MOXKe IIPU3BECTHU
mo romoBxKeHHs iHTepBany QT. ®nykoHa30J1 ciif 3 00epekHiCTI0O 3aCTOCOBYBATHU
pa3oM 3 amiomapoHOM, 0COOIMBO y pa3i Mpu3HaYeHHS BUCOKOIL J03U QIyKOHA30JIy
(800 Mr).

CyMicHe 3acTocyBaHHS (GJIYKOHA30IY Ta HHUXKYe3a3HaYeHUX JIIKapChbKUX 3aco0iB

BHMarae O6epe}KHOCTi Ta KOPUT'YBaHHA OO3MH.

- Bnaue iHwux aikapcvkux 3acobie Ha (pa1yKoHa3041.

IMocmigkKeHHs B3a€EMO[il MPOOeMOHCTPYBalH, III0 IepopalbHe 3aCTOCYBaHHS
bnykoHa30/y ofHOYACHO i3 BXKUWBAHHAM 1XKi, TPUNOMOM LIUMETUIUHY, aHTAIUAIB abo 3
IofaJIbIIuM OIIPOMIHEHHAM YChOTO TLIa [JId IlepecafKU KiCTKOBOI'O MO3KY He Ma€
KJIiHIYHO 3HAYyLIOTO0 BIIJIMBY Ha abcopO1io (GIyKoHa30ITy.

PugamniyuH: ogHOYACHE 3aCTOCYBaHHSA (hJIIyKOHA30/Iy Ta pu(paMIIilnHy IPU3BOAUIIO
oo 3umkeHHs AUC Ha 25 % Ta CKOpoYyBaJio nepiof HaniBBUBEOEeHHS (PJIyKOHA30J/Iy Ha
20 %. Tomy Oms malli€eHTiB, AKi 3aCTOCOBYIOTh PUMaMIIILINH, CIIig PO3TISHYTH
OOLIJIbHICTE MiABUIIEHHS A03U (QIIYKOHA30IIy.

I'iOpoxsopomia3ud: y gocninKeHHi (papMaKOKiHETUYHOI B3a€EMO/Iil OJHOYaCHE
OaraTokpaTHe 3aCTOCYBaHHS IigpOXJIOPOTia3uay 300POBHUM OOOPOBOIBILAM, SIKi



oTpuMyBanu GIYKOHA30JI, HigBUINyBaio KOHIIEHTPaIlilo GIyKOHA30/y y Ij1a3Mi KpoBi
Ha 40 %. Taki mapamMeTpu B3aEMO[il He BUMaraloTh 3MiH y peXXUMi JO3yBaHHSI
bnykoHa3o0my 1S MallieHTiB, sIKi OTHOYaCHO OTPUMYIOTh CEYOTiHHI 3aco0u.

- Bnaue ¢paykoHa3o04y Ha iHWI aikapcvki 3acobu.

®dnykoHazon € noMipHuM iHri6iTopoM HuToxpomy P450 (CYP) isodpepmenty 2C9 Ta
3A4. OnyKoHa30JI € IOTYyKHUM iHTi6iTOpOM i30depmenTy CYP2C19. Ha gomaTok Oo
CIIOCTEPEeXKYyBaHUX/IOKYMEHTaIbHO HNiATBEPOAKEHNX B3aEMOIN, 1110 ONIMCaHl HUXK4e,
IIPY OOHOYAaCHOMY 3aCTOCYBaHHI 3 (DJIyKOHA30JI0M iCHY€ PU3UK MiIBUIIEHHS y I1a3Mi
KPOBi KOHIIeHTpallill iHIINX COONYK, 1110 MeTabomnidyioTbcss CYP2C9, CYP2C19 Ta
CYP3A4. Tomy 3acTOCOBYBaTH TaKi KOMOiHallil mperaparTiB ciif 3 00epexKHiCTIO; TIpU
IIbOMY HeOOXiTHO peTeIbHO CIIOCTepiraTu 3a CTaHOM IallieHTiB. [IpurHidyyBanbHa mis
dbnykoHazony Ha dhepMeHTU 30epira€ThCs MPOTIroMm 4-5 mib miciss #oro 3acCTOCyBaHHSI
Yy 3B’A3KYy 3 HOT0 TPUBAJIUM I1€piogoM HaliBBUBEOEeHHSA (OUB. PO3OiNI
«[TpoTUIIOKa3aHHSI»).

AsnbheHmania: g 4ac OGHOYACHOT 0 3aCTOCYBaHHS ajlbPeHTaHiny y mo3i 20 MKI/KT Ta
bnykonazony y mo3si 400 Mr 3gopoBUM J0OPOBOJIBILAM CIIOCTEPIrasocs OBOKpaTHE
30ibIIEHHS AUClO’ MOKJIUBO, Yyepel inrioyBanus CYP3A4. Moxke 6yTu HeOOXimHUM
KOPUTYBaHHS O03U anb(PeHTaHiy.

AmMimpunmusaiH, HopmpunmuiH: GIYKOHAa30JI IOCUIIIOE Oil0 aMiTPUOTUIIIHY Ta
HOPTPUIITUIiIHY. PEKOMEeHOYETHCSI BUMipIOBaTU KOHIIEHTPAIlil 5-HOPTPUIITUIiIHY Ta/abo
S-aMiTpuUnTUIIIHY Ha IMoYaTKy KOMOiHOBaHOl Tepamnil Ta 4yepe3 1 TuXkaeHb. Y pasi
HeOoOXigHOCTI CJIif BigKOPUTyBaTH A03y aMiTPUNTUIIHY/HOPTPUIITUITIHY.

Am@pomepuyuH B: omHOYacHe 3aCTOCyBaHHS (PJIyKOHaA30J/ly Ta am¢pomepuyuHy B
iH(iKkOBaHMM MHUIIIAM i3 HOPMaJIbHUM iMyHITETOM Ta iH(piKOBaHUM MHUIIaM 3i
3HHUXKEHUM IMYHITETOM [ajio TakKi pe3yJibTaTU: HEBEJIUKUU afUTUBHUU
MPOTUTPUOKOBUM eheKT ITPU cucTeMHiM iHdekiii C. albicans, BinCyTHICTh B3aEMOZi1
IIpY BHYTPilIHbOYEpenHiM iHdeKIrili Cryptococcus neoformans Ta aHTaroHi3m ABOX
ImpelapaTiB IIPU CUCTEMHIiHU iHeKLil Aspergillus fumigatus. KriHiuHe 3HaUYeHHS
pe3ynbTaTiB, OTPUMAaHUX Y XOO1 IIUX OOCIiAXKeHb, HEBigOMeE.

AHmMuKoazayaaHmu: SIK i Ipu 3aCTOCyBaHHi iHIINX a30JIbHUX IPOTUTPUOKOBUX 3aC00iB,
IPY OOHOYAaCHOMY 3aCTOCyBaHHI ()JIYKOHA30J1y Ta BapPaprHy IOBIHOMIISIIOCS PO
BUIIaJIKU PO3BUTKY KPOBOTEY (reMaToM, HOCOBOI KPOBOTEUi, IIJTYHKOBO-KMIITKOBUX
KPOBOTeY, TeMaTypil Ta MeJiIeH!) y TOEAHaHHI 3 MTOOOBXKEHHSIM ITPOTPOMOiIiHOBOTO Yacy.
[Tpu ogHOYaCHOMY 3acTOCyBaHHI (hIyKOHA30J1y Ta BapdapuHy CIIOCTepiramocs
OBOKpAaTHE MiABUIIEHHS MPOTPOMOIiHOBOT0 Yacy, MMOBIpHO, BHACITIHOK IMMPUTHIYEeHHSI
MeTabomniamy Bapdapuny uepe3 CYP2C9. Crig peTenbHO KOHTPOIIOBATHU
nIpoTpoMOiHOBUM YacC y Halli€eHTiB, IKi OQHOYACHO 3aCTOCOBYIOTH KyMapUHOBI



AHTUKOATyJIsIHTH abo iHmaHemioH. Moxke O0yTy HeOOXimHOI KOPEKIIist mo3u
QHTUKOATYJISTHTA.

ben3oodiazeniHu Kkopomkoi 0ii, Hanpuk.aao mida3o1am, mpua3oadm: Ipu3HaYeHHSI
(prmyKoHa305y micis mepopaabHOT0 3aCTOCYBaHHS Mifga30jiaMy HPHU3BOAUIIO OO
3HAYHOTO MigBHUIIIEHHS KOHIIEHTpAllil Miga3ojlaMy Ta [0 IMOCUJIEHHS IICUXOMOTOPHUX
edekTiB. OgHOYAcHe 3aCTOCyBaHHSA QIyYKOHA305y y go3i 200 Mr Ta Migma3onamy y mo3i
7,5 MI mepopaibHO Npu3Boauso ao nigsuineHHsa AUC Ta nepiony HalliBBUBEOEHHS
Migmasonamy y 3,7 Ta 2,2 pa3a BigmoBigHO. 3aCTOCyBaHHS (PIYKOHA30JIy Y H03i

200 Mr/mo0y Ta 0,25 Mr Tpma3ojiaMy mepopajibHO ITpu3Boausio no mipgsumieHHs AUC Ta
nepiony HamiBBUBEOEeHHSA Tpua3onamy y 4,4 ta 2,3 pasa BignosigHo. [Ipu
OOHOYACHOMY 3aCTOCYBaHHiI (QJIyKOHa30JIy Ta Tprual30jlaMy CIIOCTepiramocs
MIOTEHIIiI0BaHHS Ta IIPOJIOHTallig epeKTiB TprasomaMy. AKIIO Nali€eHTy, AKUU
IIPOXOAUTH KYPC JIIKyBaHHSA (PJIyKOHA30JIOM, CJIi OMHOYACHO NIPU3HAYUTHU TePaIlliio
OeH30mia3emniHaMu, O3y OCTAHHIX CJIi 3MEHIIUTY Ta BCTAHOBUTHU HaJIeXKHUM HaTJISAM
3a CTAHOM IIalli€eHTa.

Kapbama3zeniH: GIIyKOHA30JI IPUTHIUYE MeTab0I1i3M KapOaMa3eniHy Ta CIIPUYUHSIE
IMiOBUINIEHHS PiBHSA KapOaMa3elriny B cupoBaTili KpoBi Ha 30 %. IcCHye pU3UK PO3BUTKY
IIPOSIBiB TOKCUYHOCTI 3 60Ky KapOaMa3eliny. Moxe OyTu HeOOXimHUM KOPUT'YBaHHS
mo3u KapOaMaseIliHy 3ajie’KHO Bif piBHS MOro KOHIIEHTpaAIlil Ta mii mpemapary.

biaokamopu Kaavuiesux KaHanig: gesiKi aHTaroHiCTH Kanblio (HidhegumniH, icpaduniH,
aMJIoguIliH Ta dpenogurtin) metabomnidyioTecsa pepmernTom CYP3A4. ®nykoHa3omn
MMOTEHIIMHO MOXKe MiABUIIYBaTU CUCTEMHY €KCIIO3Ullil0 OJI0KAaTOPiB KalabIli€BUX
KaHaJliB. PeKOMeHIOBaHUM PETEIbHUN MOHITOPUHT 1100 PO3BUTKY MOOIYHUX PEaKIIill.

Ilenexokcub: mpu OHOYACHOMY 3aCTOCyBaHHI (pirykoHazomny (200 Mr Ha molOy) Ta
1ienekokcuoy (200 mr) CmaX Ta AUC nenekokcu6by nigsuinryBanucs Ha 68 % ta 134 %
BinmoBigHO. [Ipy ogHOYAaCHOMY 3aCTOCYBaHHI 11e1IeKOKCHUOy Ta (QIIYKOHA30J1y MOXKe
O0yTu HeoOXigHUM 3MEHIIEHHS 03U 1IeIeKOKCUOY BABidi.

Llukaogocgamio: ogHOYaCHe 3aCTOCyBaHHSA IUKI0pochaMiny Ta GprykoHa3omy
MTPU3BOAUTH OO MiABUIIEHHS PiBHSA Oinipy06iHy Ta KpeaTHUHiHY B CUpOBaTIli KpoBi. Li
mpenapaTd MOXKHa 3aCTOCOBYBaTH OOHOYACHO, 3BaXKal04M Ha PU3UK ITiABUIIEHHS
KOHIIeHTpallil 0inipy6iHy Ta KpeaTHUHiHYy B CUPOBATIIi KPOBI.

deHmawia: TTOBIHOMIISITIOCS IIPO OOWH JIeTaJIbHUM BUMNANOK iHTOKCHKAIil (peHTaHimoM
BHACJIiJOK MOXKJIMBOI B3aeEmMofil peHTaHiny Ta ¢paykoHa3omny. [0 TOTO XK Y OOCITiOXKEeHHi
3a y4acCTiO 3[I0pOBUX AOOPOBOIIBIIB OyJI0 IPOAEMOHCTPOBAHO, 110 (PIIYKOHA30J1 3HAaYHO
YIOBiUIBbHIOBAB eJliMiHaLiio ¢peHTaHiny. [linBuieHHS KOHIIEHTPAallil (eHTaHiIy MoXKe
IIPU3BECTU OO0 NPUTHIYEHHS OUXaHHS, TOMY CJIifi peTeJIbHO KOHTPOJIIOBaTU CTaH
naiieHTa. Moxe O0yTu He0OXigHOIO KOpeKIlid mo3u peHTaHiny.



IH2i6imopu I'MI'-KoA-pedykmasu: cCyMicHe 3aCTOCyBaHHS (GJIyKOHA30/y Ta iHrib6iTopiB
I'MTI'-KoA-penykTa3u, 110 MmetabosrisyioTecss CYP3A4 (aTopBacTaTUH Ta CUMBACTATHH),
a6o iuriditopis 'MI'-KoA-penykTa3u, mjo Mmetabomisyiorscss CYP2C9 (pnyBacTaTuh),
MMigABUIITy€E€ PU3UK PO3BUTKY MiomnarTii Ta pabmomioni3y. Y pa3i HeoOXimHOCTI
OOHOYACHOTO 3aCTOCyYBaHH LIUX IIpenaparTiB CJIif peTeIbHO CIIOCTepiraTtu 3a
MalieHTOM IIOJ0 BUHMKHEHHSI CUMIITOMIB MiomaTii Ta pabgomionisy i mpoBoguTu
MOHITOPUHT PiBHA KpeaTUHKIHa3U. Y pa3i 3HaYHOTIO IIiIBUINIEHHS PiBHSA
KpeaTUHKiHA3M, a TAaKOXK IIPU [iarHOCTYBaHHI abo migo3pi Ha MionaTito/pabmomiortis
3acTocyBaHHs iHTi6iTOpiB I'MI'-KOA-penyKTas3u Ciif MPUINHUTH.

I6pumuni6: momipHi iuri6iTopu CYP3A4, Taki K GIyKOHA30JI, IigBUIITYIOTh
KOHIIeHTpallito i0puTUHIOy B I1a3Mi Ta MOXKYTh MiABUIIYBATA PU3UK TOKCUYHOCTI.
SKIIT0 HEMOXKIUBO YHUKHYTU KOMOiHaIlil mpenaparis, MOTPiOHO 3HU3UTU [03Y
iOpuTuHiOy mo 280 Mr oguH pa3 Ha 00y (2 Kamncysu) 3 MEeTOIO ITPOOBKEHH A
3acTOCyBaHHs iHTiO6iTOPYy Ta 3a0€3nNedYuTy IMMOCTINHUYN KITIHIYHUNM MOHITOPUHT.

Isakagpmop: ogHOYacHe 3aCTOCyBaHHS iBaKadTOpYy, peryasaTopa TpaHCMeMOpaHHOl
nposigHOCTI ipu MyKoBicuuao3i (CFTR), 36inbuInmo eKCcno3ullito iBakagpTopy B 3 pa3u
Ta eKCIIO3Uliio rinpokcuMmetuniBakadTopy (M1) y 1,9 pasa. I[lauierTtaMm, ki
OOHOYACHO IpuiMaloTh moMipHi iHribiTopu CYP3A, Taki sk pryKoHa301 Ta
€PUTPOMIIIUH, PEKOMEHI0BaHO 3HU3UTH A03y iBakadTOopy A0 150 Mr oguH pa3 Ha
no0y.

Osaanapub: nomipHi iari6iTopu CYP3A4, Taki sk ¢pyKoHa3071, 30iIbIIYIOTH I171a3MOBi
KOHIIeHTpallil omanapu0y; iXx ogHOYaCHe 3aCTOCYyBaHHS HEe PEKOMEHOYEThCSA. AKIIO
Takol KoMOiHaIlil He MOXKHa YHUKHYTH, ITPUNOM oJiariapudy 0OMeXyITh JO3aMH
200 Mr gBiui Ha OoOYy.

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

LlukaocnopuH: (pIyKOHA30J1 3HAaYHO MiABHUIlNye KOHIeHTpalio Ta AUC LHUKIOCIOPHUHY.
[Tpu ogHOYaCHOMY 3acTOoCyBaHHi (yKoHa30my y mo3i 200 Mr/mo0y Ta IIUKIIOCIIOPUHY Y
no3i 2,7 Mr/kr/go0y criocTtepiranocs 30ineimernHs AUC muknocnopuny y 1,8 pasa. Li
mpelnapaTd MOXKHa 3aCTOCOBYBaTH OOHOYACHO 3a YMOBU 3MEHIIEHHS JO3U
IIMKJIOCIIOPUHY 3aJIe’KHO Biff 1OT0 KOHIIEHTpaIil.

Egeposimyc: xo4a OOCIiAXKEHE in Vitro Ta in vivo He IIPOBOAUIIN, BiIOMO, 1110
(pr1yKOoHa3051 MOXKe MifgBHUIlyBaTH KOHIIEHTpPALIiI0 €eBEePOJIiMyCy B CHPOBATIIi KPOBi yepe3
npurHiveHHs CYP3A4.

Cuposimyc: GpIyKOHa30I MigBUIIYE KOHIIEHTPAIlil0 CUPOJIIMYyCY V IIJIa3Mi KpPOBI,
WMOBIpHO, IIIJITXOM ITPUTHIYEHHS MeTabomiamy cuponimycy ¢depmentom CYP3A4 ta P-
riaikonpoTelnoM. Lli mpenapaTy MOXKHa 3aCTOCOBYBaTH OJHOYACHO 3a YMOBH



KOPUTYBAHHS JO3UW CUPOJIIMYCYy 3aJIe?KHO Bill PiBHSI KOHIIEHTpAaIlil Ta epeKTiB
mpernapary.

Takposaimyc: GpIyKOHa30/I MOXKe MigABUITyBaTU KOHIIEHTPAIlil TAKPOJIIMYyCYy B CUPOBATIIi
KpPOBi 10 5 pa3iB IIpu WOro mepopajbHOMY 3aCTOCYBaHHI Yepe3 IPUTrHideHHSA
MeTabomniaMmy Takponimycy depmenToM CYP3A4 y kuiieuyHuky. [1pu
BHYTPIIIIHBOBEHHOMY 3aCTOCYBaHHI TaKpOJIIMYyCYy He CIIOCTepirajocs 3Ha4YHUX 3MiH
apmakokineTuku. [linBumieHi piBHI TaKPOJIIMYyCy aCOIiFOI0THCS i3
HepPOTOKCUYHICTIO. [103y TaKpPOJIIMYCY OJIsi IePOPaIbHOr0 3aCTOCYBAHHS CIIif
3HUKYBATH 3aJIe’KHO BiJl KOHIIEHTpAIlil TaKpOJIiMyCy.

JIozapmat: GpIyKOHAa30JI IPUTHidye MeTaboi3M j103apTaHy A0 MOT0 aKTUBHOT O
MmeTabomnity (E-31 74), 110 o0yMOBIIIO€ OilbIlly YaCTUHY aHTaroHi3My [0 pPeLieNTOPiB
aHrioren3uny Il mig yac 3acTocyBaHHSA 103apTaHy. PEKOMeHIOBaHO 30iliCHIOBATU
IIOCTIMHUYN MOHITOPUHT apTepialbHOIO TUCKY y IAlli€HTIB.

MemaooH: GpryKoHa30JI MOXKe ITiABUIIyBaTH KOHIIEHTPAIil0 METaOOHYy ¥ CUPOBATIIi
KpoBi. [Ipy omHOYAacHOMY 3aCTOCYBaHHI MeTafmoHy Ta (PpJIyKOHA30/1y MoxKe OyTHu
HeOoOXimHUM KOPUT'YBaHHS NO3U METanoHY.

HecmepoioHi npomu3anaavHi npenapamu (HI13I1): ipu ogHOYaCHOMY 3aCTOCyBaHHI 3
(pnykoHazomnom Cmax Ta AUC ¢pnypbinpodeny migBuiiyBanucs Ha 23 % Ta 81 %
BiITIOBIOHO ITOPiBHSHO 3 BiANOBIOHMMU IMOKa3HUKAMU IIPU 3aCTOCYBaHHI TiJIbKU
bnypbinpodeny. AHaIOTiYHO ITPU OOHOYACHOMY 3aCTOCyBaHHi (hIIyKOHA30Ty 3
paueMiunuM ibynpodernom (400 mr) Cmax Ta AUC papMakKoI0OTidyHO aKTUBHOTO
i3oMmepy S-(+)-ibynpodeny migBuiyBanucs Ha 15 % Ta 82 % BigmoBigHO, TOPIBHSIHO 3
TaKMMM ITOKa3HUKaMM IPU 3aCTOCYBaHHI TiIbKU palieMiuyHoro ibynpodeny.

Xoya creniaabHUX OOCIIAXKEHb He IPOBOOWIN, PIIYKOHA30JI MOXKe MiIBUIIyBaTU
cucTteMHy ekcrio3utrito inmmx HII3II, mo metabomnisyroTbest CYP2C9 (Hampukiapg,
HANpPOKCEHY, TIOPHOKCUKAMy, MeJIOKCUKaMy, OUKJIopeHaKy). PekoMeHIOBaHO
IIepioguYHO 3[iCHIOBATH MOHITOPUHT ITOOIYHUX peakilii Ta TOKCUYHUX IIPOSIBIB,
noB’s3aHux i3 HIT3I1. Moxke Oytu nnoTpiOHe KopuryBanHsa mo3u HIT3IT.

@eHimoiH: GIyKOHa30JI IpUrHiuye MeTaboi3aM peHiToiHy B nedinili. OgHOYacHe
O6araTopa3oBe 3actocyBaHHsA 200 Mr ¢ykoHasony Ta 250 Mr ¢GeHiTOIHY

BHYTPIIIHBOBEHHO IIPU3BOOUTH [0 ITiABUILIEHHS AUC2 4 deniTOIHY Ha 75 % Ta C Ha

min
128 %. IIpu ogHOYaCHOMY 3aCTOCYBaHHI ITUX JIiIKapChbKUX 3aCc00iB CITiZl ITPOBOOUTH
MOHITOPUHT KOHIIEHTpallil PeHiTOIHY Yy CUPOBATIIi KPOBi /151 YHUKHEHHST PO3BUTKY

TOKCHUYHOI [il QPeHiToiHy.

IIpedHi30H: MOBIAOMIIAIOCS IIPO BUIIQAOK, KOJIM y Malli€HTa ITiCJig TpaHCIJIaHTallil
MMeYiHKM Ha TJIi 3aCTOCYBaHHS IIPEeAHI30Hy PO3BUHYIACSa rocTpa HedocmamHicmb Kopu



HaOHUPKOBUX 3aJI03, 10 BUHHUKIIA ITiCJII MPUINHEHHS TPUMICIYHOTO KypCy Teparril
(nykonazonom. [IpunuHeHHS 3aCTOCYBaHHS (PJIIyKOHA30J/1y, UMOBIPHO, CIPUYUHUIIO
nmocuneHHs akTuBHocTi CYP3A4, 1110 Ipu3BEIO 00 IPUCKOPEHHS MeTaboizMy
npenHi3zoHy. Ciiif peTesibHO CTEXKUTHU 3a MallieHTaMu, Kl IPOTATOM TPUBAJIOTO Yacy
OOHOYACHO 3aCTOCOBYIOTH (PJIYKOHA30J1 Ta IPEeOHi30H, 3 METOI0 MOoNepenKeHHs
PO3BUTKY He0oCmamHOoCmi Kopu HagHUPKOBHUX 3aJ103 MiC/Is NPUITUHEHHS
3aCTOCyBaHHSA (IIYKOHA30IY.

PugabymuH: GmyKOHA30JI IMiABUITY€E KOHIIEHTPaIllilo prudabyTUHY B CUPOBATIII KPOBI,
110 mpu3BonuTh mo 36inbuieHHss AUC pudabytuny mo 80 %. [Ipu ogHOYacHOMY
3acToCyBaHHi (QIIyKOHa30J1y Ta prudabdyTUHY IMOBiTOMJISIIOCS PO BUNAAKU PO3BUTKY
yBelty. [Ipu 3acTocyBaHHI Takol KoMOiHallil JTiKapChbKUX 3ac00iB ciifg OpaTu 40 yBaru
CUMIITOMM TOKCHUYHOI mii pudadbyTuny.

CaxkeiHagip: pnykoHazon migsuirye AUC Ta CmaX cakBiHaBipy npubmu3Ho Ha 50 % Ta
55 % BiAIIOBiAHO Yepe3 NMPUTHiIYeHHS MeTabo0J1i3aMy cakBiHaBipy y nmedinii ¢pepMeHTOM
CYP3A4 ta uyepes inribyBaHHs P-rimikonporteiny. Blaemonil Mixk piIyKoHa3010M Ta
CaKBiHaBipOM/pPUTOHaABIpOM He OOCHIAXKyBaIUCsA, TOMY BOHU MOXKYTb OyTH OilIbIIl
BUpaxKeHUMHU. Moxe O0yTU HeOOXimHUM KOPUTYBaAHHS MO3U CaKBiHABIpy.

IToxioHi cyavgoHisiceyo8UHU: TPU OOHOYACHOMY 3aCTOCYBaHHi (PJIyKOHA30JI IPOJIOHTYE
repion HaIliBBUBEEHHS IIepOpalbHUX NOXiOHUX CYIb(OHIICEHOBUHHU (XJIOpPHpOIaMiay,
runibeHKIaMiny, raimi3uay Ta Toa0yTaMiny) IIpu X 3aCTOCYBaHHI 3[T0POBUM
nOOPOBONBIISIM. PEKOMEHIYETHCS IIPOBOAUTH YaCTUM KOHTPOJIb IIYKPY B KPOBi Ta
BiATIOBiAHUM YMHOM 3HUXKYBATH [03y MOXITHUX CYIb(POHITICEYOBUHU IIPU
OOHOYACHOMY 3aCTOCYBaHHI i3 (pJIyKOHaA30JI10M.

TeoginiH: y nnaiebo-KOHTPOIFOBAHOMY OOCITiMXKEeHHiI B3a€MOIil mperaparis
3acTocyBaHHSA ¢iykKoHa30my mo 200 Mr npotsiroMm 14 gHIB IPU3BENIO OO0 3HUXKEHHS
CepemHbOTro KIlipeHCy Teodininy B ma3Mi KpoBi Ha 18 %. 3a nmaijieHTamMu, SKi
3aCTOCOBYIOTh TeO(]iTiH ¥ BUCOKUX mo3ax abo SKi MaloTh IMiABUIIEHUN PU3UK PO3BUTKY
TOKCUYHUX IIPOSIBIB TeOQiNiHy 3 iHIINX IPUYXH, CJIif BCTAHOBUTH HATJIA[ IIOAO0
BHUSBJIEHHS O3HaK PO3BUTKY TOKCUYHOI [il Teodininy. Teparito ciifg 3MiHUTU IPpU
[I0SIBl 03HAK TOKCUYHOCTI.

TogpauumuHi6: BinuB ToPauTHHIOY 3pOCTa€E IPU OOHOYACHOMY 3aCTOCYBaHHIi 3
JIiIKapCbKUMHU 3aco0aMu, siKi IpU3BOASTh 0 MoMipHoro inrioyBanus CYP3A4 Ta
notyxkHoro iurioysanusa CYP2C19 (Hanpukiap ¢piayKoHas3o). ToMy peKOMeHIOOBaHO
3HU3UTH 03y ToGanuTuHiOy mo 5 Mr oguH pa3 Ha o0y B KOMOiHaIifAX 3 HUMU
npernapaTamMu.

Akanoiou 6apeiHKy: Xxo4a BiIIOBIiMHUX OOCIiIXKeHb He TPOBOOUIN, (IIYKOHA3O0JI,
WMOBipHO, yepe3 iurioyBanuss CYP3A4, Moxke CIPUYNHSATH ITigBUIEHHS KOHIIEHTPAalIil



arkanoifiB 6apBiHKY y Mjla3Mi KPOBi (HampuKJiaa BIHKPUCTHUHY Ta BiHOIACTUHY), 110
MPU3BOAUTH 0 PO3BUTKY HEUPOTOKCUYHUX €(PEKTIB.

BimamiH A: IOBiHOMIIATIOCS, 110 y IAllieHTa, AKUU OOHOYaCHO 3aCTOCOBYBaB
TPAHCPETUHOEBY KUCIOTY (KMCIOTHA opMa BiTaMiHy A) Ta QIIyKOHA30JI,
criocTepiranucs mobiuHi peakirii 3 60Ky leHTpalbHOol HepBoBoi cuctemu (LJTHC) y
(opMi mCeBOOTYMOPY I'OJIOBHOTO MO3KY; HaHUM e(PeKT 3HUK ITiCIA BiTMiHU
dbnykonazomy. Lli mikapchKi 3acobu MOXKHa 3aCTOCOBYBATH OJHOYACHO, ajie CIIif
rmam’siTaTy IIPO PU3UK BUHUKHEHHS N0oOiYHUX peakiiiti 3 6oky ITHC.

BopukoHa3soa (iH2ibimop CYP2C9, CYP2C19 ma CYP3A4): ogHO4YacHe 3aCTOCyBaHHSA
BOpPUKOHa301y nepopasnbHo (1o 400 Mr KoxHi 12 rogus npotsaroM 1 gHs, IOTIM 1O
200 Mr koxkHi 12 roguu npoTsarom 2,5 OHiB) Ta ¢piyKoHa3omy nepopanbao (400 Mr B
nepuuu oeHsb, moTiM mo 200 Mr KoxkHi 24 TOOUHY OPOTAToM 4 OHIB) 8 3mOPOBUM
TOOPOBOIBIISIM YOJIOBIYOI CTATi ITPU3BEJIO OO ITiIBUIIIEHHS Cmax Ta AUCT
BOPUKOHAa301y B cepemgaboMy 10 57 % (90 % [OI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %,
128 %) BigmoBigmHO. HeBigoMo, Y1 MPU3BOOUTH 3HUKEHHS 03U Ta/a00 4aCTOTHU
3aCTOCyBaHHS BOPMKOHAa30J1y abo (pIiyKoHa30Jly OO0 YyCYHEeHHS TakKoro edpekTy. [1pu
3aCTOCyBaHHI BOPUKOHA30JIy IIiCIsa (PJIyKOHA30JIy CJIiZ IIPOBOOUTH CIIOCTEPEKEHHS
IIIOJI0 PO3BUTKY MMOOIYHMX e(eKTiB, acollilioBaHUX i3 BOPUKOHA30JIOM.

3udo8yOuH: pIIyKOHA3O0II MiABUIIIYE Cma
BiZITIOBiOHO, 1110 3yMOBJIEHO 3HUXKEHHSM KJTipeHCY 3UI0OBYyOAUHY npubanu3Ho Ha 45 %

L Ta AUC 3upmoBynury Ha 84 % ta 74 %

[P MOT0 IlepopajbHOMY 3acTOoCyBaHHi. [Tepion HaniBBUBeOEeHHS 3UOOBYOUHY OyB
TaKOZK MOJO0BXKeHUU npubim3Ho Ha 128 % micisa 3acTocyBaHHSA KOMOiHaIlil
bnykoHa305y Ta 3UAOBYAUHY. 3a MalliEHTaMH, sIKi 3aCTOCOBYIOTh TaKy KOMOiHaIIio
JIiKapCchKUX 3ac00iB, CIIifl cIIocTepiraTu 040 PO3BUTKY IMOOIYHUX peaklliii, OB sI3aHUX
13 3aCTOCYBaHHSAM 3UOOBYOUHY. MOXKHa PO3IJISHYTHU OOLIJIbHICTh 3HUXKEHHS O03U
3UOBYOUHY.

A3umpoMIiyuH: y X0l BIDIKPUTOIO paHAOMIi30BaHOI'O TPUCTOPOHHLOI'O IIEPEXPECHOTO
OOCITiIKEeHHs, B IKOMY B3$1JIM y4acTh 18 3mopoBUX MOOPOBOJIBIIIB, OLiIHIOBAIN BIIJIUB
a3UTPOMIIUHY Ta (QIIYKOHA30Jy Ha (papMaKOKiHETUKY OOWH OOHOTO IIPHU IX
OJHOYaCHOMY IlepopajIbHOMY pPa30BOMY 3acTocyBaHHi y mo3ax 1200 mr ta 800 mr
BinmoBigHO. 2KOogHUX 3HAUYYIINX (apMaKOKiHETUYHUX B3a€EMOIill BUSBJIEHO He OyII0.

ITepopanvHi KOHMpauenmueau: IPOBOOUIIOCS 2 (apMaKOKIHETUYHUX OOCITIIXKEeHHSA
OaraTopal3oBOro 3aCTOCyBaHHSA (hIIyKOHA30/Ty Ta KOMOIHOBaHOTO IEPOPaIbHOTO
KOHTpalenTusa. [Ipu 3actocyBaHHi (i1yKoHa301y y 0031 50 Mr BONIUBY Ha piBEeHb
TOpPMOHIB He OyJ10, TOOI SIK MPH 3acCTOCYBaHHI GrykoHa3osy y mo3i 200 Mr Ha moly
croctepiramnocs 30inbiteHass AUC etuninectpagiony Ha 40 % Ta T1eBOHOPrecTperry -
Ha 24 %. Ile cBiguuTh PO Te, 1110 OaraTopa3oBe 3aCTOCYBaHHS (PJIYKOHA30Iy y



3a3HavYeHUX J03aX HaBPsO YK MOXKE BIIJIMBATH Ha e(PeKTHUBHICTH KOMOiHOBAHOT O
IIepopasbHOr0 KOHTPAlleIITUBA.

Oc006/1MBOCTi 3aCTOCYBaHHS

Iepmamogimis. BigmioBimHO A0 pe3yIbTaTiB HOCTIAXKEHHSA (QIIyKOHA30/Iy OIS
JIIKyBaHHS OepMaTodiTil y giTeil, GIyKOHaA30J1 He IepeBUIlly€e rpu3eodyabBiH 3a
e(PeKTHUBHICTIO i 3arajlbHUU NOKa3HUK e(eKTUBHOCTI cTaHOBUTH MeHIe 20 %. Tomy

HHd)anaH® He CJIif 3aCTOCOBYBATH OJId JIiIKyBaHHS AepMaToQiTil.

Kpunmoxokos. [loka3iB e(peKTUBHOCTI (PJIyKOHA30J1y A1 TiKyBaHHS KPUIITOKOKO3Yy
IHIMX JIOKasi3aliy (Hanpukiap JIereHeBOr0 KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipH)
HeOOoCTaTHHO, TOMY PEKOMEHMAllil 11040 OO030BOTI0 PEeXUMY OJIs JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

I'nuboki endemiyHi miko3u. [Joka3iB e(eKTUBHOCTI (hIyKOHA30J1y AJIS JIIKyBaHHS
iHIIMX PopM eHOeMiuHUX MiK03iB, TAKMX SIK ITapaKOKIIMIiOIMOMiK03, TiCTOIIJIa3M03 Ta
IIKipHO-TiM(paTUYHHUN CIOPOTPUXO03, HEOOCTAaTHLHO, TOMY PEKOMEHAallil 1100
NO30BOT'0 PeXUMY [Jisd JIIKyBaHHS TaKMX 3aXBOPIOBaHb HEMaAE.

Hupkoea cucmema. T1amiieETaM i3 mopymeHHIM QyHKIiM HUPOK IIpemaparT CIIif
3aCTOCOBYBaTHU 3 00epexkHicTio (OuB. po3min «Criocib 3aCTOCyBaHHS Ta JO3U»).

Hedocmamuicmb HaOHupKosux 3as103. KeTOKOHA3071, IK BiIOMO, CIIPUYNHSIE
HeOOCTaTHICTh HAAHUPKOBUX 3aJ103, 1 IIe TaK0OXK MOXKe CTOCYBaTUCs (PIIyKOHa30I1y,
X04a CIocTepiraeTbcs pigko. HegocTaTHICTh HOHUPKOBUX 3aJ103, IOB'sA3aHa 3
OOHOYACHUM JIIKyBaHHSIM IIPEOHI30HOM, OIIMcaHa B pPo3aull «B3aemonia 3 iHIIUMU
JIiIKapChKUMHU 3aco0aMM Ta iHIIi BUOU B3aEMOfiti. Binus ¢piayKoHa3051y Ha iHIImi
JIiIKapChbKi 3aco0u».

I'enamobiaiapHa cucmema. TlalieHTaMm i3 mopyuieHHSIM QYHKITiIM ITeYiHKY nperapaT
CIIii 3aCTOCOBYBATH 3 00epekHiCTI0. 3aCTOCyBaHHSA (hIIyKOHA30JTy acollifoBaocs 3
BHHUKHEHHSM DPiAKiCHUX BUMNAJKiB PO3BUTKY TSI2KKOI relaTOTOKCUYHOCTi, BKII04Yal04u
jleTalbHiI BUAAKHU, TOJIOBHUM YHMHOM Y IAIlIE€HTIB i3 TAXKKHUMU OCHOBHUMMU
3aXBOPIOBaHHSMU. Y BUIIaZIKaX, KOJIM PO3BUTOK IelIaTOTOKCUYHOCTI aCollitoBaBCd i3
3acTocyBaHHSIM (ps1ryKoHa3051y, He OyJ10 Bim3HaYeHOo ii SBHOI 3aJIe2KHOCTI Bifl 3arajabHOI
no00BOl 03U ITpemapaTy, TPUBAJIOCTI Teparril, cTaTi abo BikKy mailieHTa. 3a3Bu4an
reraTOTOKCUYHICTh, CIpUYMHEHa (PIyKoHa30J10M, 000POTHA, a il MPOsSBU 3HUKAIOTh
IicyIsi MPUIIMHEHHS Tepartil.

3a malljieHTaMy, y SSKUX IIPU 3aCTOCYBaHHI (DIIYKOHA30J1y CIIOCTEPIraloThCs BiOXUIIEHHS
pe3ynbTaTiB QyHKITIOHAIbHUX P00 IMeYiHKM, CJIi BCTAHOBUTH PETEJIbHUM HaTr IS
IIIOJI0 PO3BUTKY OiNIbII TSKKOTO YpaXkKeHHS MediHKU.



[NTamieHTiB ciig mpoiH@OpPMyBaTH PO CUMIITOMH, IO MOXKYTh CBIHUUTH IIPO CEPUO3HUU
BIUIMB Ha ITeYiHKY (BUpaxkeHa aCTeHisl, aHOPEKCisi, IMoCcTiliHa HymoTa, O/II0BaHHS Ta
KOBTSHUIISA). Y TAKOMY BUIIQAKYy 3aCTOCYBaHHS (PJIyKOHA30JIy CIIi HEralHO
MIPUIIMHUTHU Ta IPOKOHCYJIbTYBaTUCS 3 JIIKApeM.

Cepueso-cy0uHHa cucmema. [lesaki a30/Iu, Yy TOMYy YUCIIi ¥ PJIIyKOHA30J1I, aCOLiI0I0THCS
3 nopoBxkeHHaM iHTepBaily QT Ha enekTpokappiorpami. ®1yKoHa30JI IIOLOBXKYE
inTepBan QT HIIgaXOM NPUTHIYEHHST BUIPSIMIIAIOYOT0 KaJIieBOro KaHally (Ikr)'
[TomoBxkeHHs iHTepBany QT BHacHIigoK mil iHIIKUX JTiKapChbKUX 3aCc00iB (HampuKiIamn
aMiomapoHy) MOXKe MOCHUIIOBATUCS LIJITIXOM NpuUrHideHHsa ¢pepmeHTty CYP3A4
nuToxpoMy P450. IToBimoMnsiiocs Ipo AyzKe PiAKiCHI BUIIaOKU ITOOOBXKEHHS IHTepBaily
QT Ta mapokcu3MaJIbHOI IUIYHOYKOBOl TaxiKapAil TUNYy «IIipyeT» IPU 3aCTOCYBaHHI
npernapary ,E[I/I(bHIOKaH®. Taki moBifOMJIEHHS CTOCYBa/IMCS IAIliEHTIB i3 TAXKKUMU
3aXBOPIOBAHHSIMMU IIPU MOEOHAHHI 6aratboxX pakToOpiB pU3UKY, TAKUMU SIK CTPYKTYPHi
3aXBOPIOBAHHS CepIls, MOPYIIEHHS eJIEKTPOJIITHOrO 0OOMiHYy Ta ogHO4YacHe
3aCTOCYBaHHS iHIIWX JTiKapChKUX 3aco0iB, 1110 BIIUBalOTh Ha iHTepBan QT. ITalienTu 3
rirnokaJsieMielo Ta IPOTPeCcyrYo0i0 CEPLIEBO0 HEOOCTATHICTIO MAalOTh IIiABUILIEHU N
PU3UK BUHUKHEHHS 3arpO3JIMBUX OJIS XKUTTS LIJIYHOYKOBUX apUTMiU Ta
MapoOKCHU3MaJIbHOI IIJTYHOYKOBO1 TaXiKapAil TUIY «IipyeT».

® crin 3 00epeKHiCTIO 3aCTOCOBYBATH IAlliEHTaM i3 pU3UKOM PO3BUTKY

Oudpmokan
aputMmiii. OgHOYacCHe 3aCTOCYBaHHS pPa3oM i3 IiKapChbKUMM 3acobaMu, 110
MMPOJIOHTYIOTH iHTepBan QTc Ta MeTabomi3yoThcs 3a gornoMmoroio pepmenty CYP3A4
uutoxpoMmy P450, npoTtunoka3aHe (OuB. po3ninu «IIpoTunoka3aHHsa» Ta «B3aeMmopisa 3

IHIMMMU JTiIKapChbKUMHU 3aco0aMM Ta iHIIN BUOW B3a€EMOIIl»).

I'anopanmpuH. 'anodauTpun € cyoctpatoM pepmenty CYP3A4 i mpoJioHTYy€E iHTEpBal
QTc pu 3acTOCYyBaHHI y pEeKOMEHOOBAHUX TepaleBTUYHUX fo3ax. OgHoyacHe
3aCTOCyBaHHA rajogaHTpUHY Ta (GIYKOHA30/Iy HE PEKOMEHAYEThCS (AUB. PO3AiN
«B3aeMomis 3 iHIIMMM TiKapChbKUMH 3acoO0aMu Ta iHIII BUOU B3AaEMOMI»).

IlepmamonoziuHi peakuii. I1ig 4ac 3acTocyBaHHS (hIIyKOHA30JTy PiAKO IMOBiTOMIISIIOCS
IIPO PO3BUTOK TaKMX €KC(POJIiaTUBHUX IIKIPHUX peakllii, 1K cuHapoM CTiBeHCca-
II2KOHCOHA Ta TOKCUYHUM emigepManbHuM Hekpomni3. ITamienTu 3i CHIDom 6inbin
CXMJIbHi IO PO3BUTKY TSXKKHUX IIKiPpHUX Peaklliii Ipu 3aCTOCYBaHHI 6araTbox
JIiKapCchbKUX 3aco0iB. AKIIO y nallieHTa i3 mMoBepxXHeBOIO I'PUOKOBOIO iH(PEKITiEI0
3'SBISAIOTHCS BUCHUIIH, 110 MOXKHA IOB’sI3aTH i3 3aCTOCYBaHHAM (PIIyKOHA30I1y,
mopasiblile 3aCTOCYBaHHSA IIpenapary CIif IPUNUHUTHU. fAKINo y naljiesTa 3
iHBa3UBHOIO/CUCTEMHOIO TPUOKOBOIO iH(DEKITiE€I0 3’ ABMISIOTHCS BUCUIIM Ha IIIKipi, 3a
MO0 CTAHOM ITOTPiOHO PETEeNbHO CIIOCTEPITaTH, a Y BUIIaAKy PO3BUTKY OYIbO3HUX
BUCHUIIIB a00 MyIbTUDOPMHOL epUTEMU 3aCTOCYBaHHS (PJIYKOHA30JIy CJIif MPUIIUHUTH.



I'inepuymaugicms. Y pigKiCHUX BUIIagKaX IMOBIOOMIISAIOCS IIPO PO3BUTOK
aHa(pIIaKTUYHUX peakilii (OuB. po3mOin «IIpoTUIIOKa3aHHSI»).

Llumoxpom P450. ®nykoHa30 € moMipuuM iHribiTopom ¢pepmenTiB CYP2C9 Ta
CYP3A4. Takox (pIyKOHA30J € IIOTYKHUM iHTibiTopoM pepmenty CYP2C19. Cmig
CIIOCTepiraTy 3a CTaHOM IIAlllEHTIB, sIKi OMHOYACHO 3aCTOCOBYIOTH JZ[H(bJIIOKaH® Ta
IIperapaTy 3 BY3bKUM TepPalleBTUYHUM BiKHOM, 1110 MeTabO0JIi3yI0ThCs 3a y4aCTIO
CYP2C9, CYP2C19 ta CYP3A4 (puB. po3nin «B3aemMopia 3 iHIIKUMU JTiKapCbKUMU

3acob0amMu Ta iHIII BUOW B3a€EMOMIN»).

TeppeHaduH. Crig peTenbHO CIIOCTEPIraTy 3a CTAaHOM HalliEHTa IIPXU OJHOYaCHOMY
3acToCyBaHHi TepdeHanuHy Ta ¢prykoHalony y go3i menine 400 mMr Ha o0y (OuB.
po3minu «IIpoTunoka3aHHsI» Ta «B3aeMomist 3 iHIIMMU JTiKapChKUMHU 3acoO0aMu Ta iHIII
BUOH B3AaEMOIIN»).

IlonomiowcHi pevosuHu. 1 My MiKapChbKOTro 3acO0y MiCTUTh 9 MT XJIOPUAY HATPiio
(exBiBaneHnT 0,154 mMosb HaTpito). Lle ciig 6paTu Mo yBaru, npu3Hadyalouu mpenapar
naiieHTaM, Ki JOTPUMYIOTHCS OIETU 3 KOHTPOJIbOBAHMM BMICTOM HaTpilo.

3maTHiCTh BIUDIMBATH HA IIBHIKICTH peakilii mpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmIMMHu MexaHi3MaMHu

IocriazKeHb BIJIMBY IIpelapaTy ,[[H(I)HIOKaH®

aBTOTPAHCIIOPTOM abo IIpanioBaTu 3 IHIIKUMHY MeXaHi3MaMU He IIPOBOOUIIN.

Ha 30aTHICTh KepyBaTu

[TamieHTiB cnig mpoiHgGOpMyBaTH PO MOXKJIMBICTHL PO3BUTKY 3allaMOPOYEHHS abo
cynoM (muB. po3min «I1o6iyHi peakiiii») mig yac 3aCTOCOBYBaHHS IIperapary
,[[H(I)HIOKaH®. [Ipu pO3BUTKY TAKUX CUMIITOMIB HE PEKOMEHOYETHCA KepyBaTu
ABTOTPAHCIIOPTOM abo ITpalfoBaTH 3 iHIMMMH MeXaHi3MaMHu.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 rogmyBaHHs Ipyaaio

BaeimHicmb.

3a maHuMu 00CepBaliHOT0 HOCHIAXKEeHHS, iICHy€ IiABUIIIEHUN PU3UK CIIOHTAHHOT O
abopTy y XKiHOK, SKi oTpuMyBaau GIyKOHA30JI IIPOTSATOM IIEPIIOTO0 TPUMECTPY
BariTHocTi. [ToBimOMJIsAIIOCS TIPO YMCJIEHHI BPOOXKEHi IaTOoIoril Yy HOBOHAPOOKEHUX
(BkIrogaroyu Opaximedarniio, OuCIIa3iio ByIIHOl paKOBUHY, HaAMipHe 30iMbIIeHHS
IepegHbOro TiM sI4Ka, BUKPUBJIEHHS CTErHa, IIJIeYOIIPOMEHEBUM CUHOCTO3), MaTepi
SIKUX TIPpUMMali BUCOKI mo3u ¢piaykoHasony (400-800 mr/go0y) mIpoTsAroM mpUHaNMHI
TPbOX ab0 OinbIlle MiCSIIiB OJIs JTiKyBaHHS KOKIIMIi0imo3y. 3B’I30K MiXK 3aCTOCYBaHHSIM
(pn1ykKoHa30m1y Ta H¥MMHU BUNaJKaMU He BU3SHAYEHUM.



IlocmigKeHHS Ha TBapUHaX IIPOIEMOHCTPYBAJIM PENPOAYKTUBHY TOKCUYHICTb.

He cnig 3acTocoByBaTH 3BU4YalHi 403U (PIIyKOHA30J/ly Ta KOPOTKOTPUBAIIi KypCcH
JIiKyBaHHSA (PJIYKOHA30JI0M y IepPion BariTHOCTI, 3a BUHATKOM KpalHbOl HEOOXimMHOCTI.

He crig 3acTocoByBaTu BHCOKi O03U (pJIyKOHA30/Iy Ta/ab0 TpUBaJli KypCH JTiKyBaHHS
(prmykoHa30510M y Iepiod BariTHOCTI, 3a BUHSATKOM JIiKyBaHHS iH(MEKIIiH, 1110 MOXYTh
3arpoxKyBaTH XKUTTIO.

I'ooysanHs 2pydoro.

®nyKoHa30J/1 IPOHUKAE Y TPYyIHE MOJIOKO Ta MOCSATA€E KOHIeHTpallil momi6Hoi go piBHS
y 11a3Mi KpoBi ([IuB. po3gin «®apMakKOKiHeTHKa»). ['ogyBaHHSA IPyOo0 MOXKHa
ITPOAOBXKYBaTH ITiCJII Pa30BOT0 3aCTOCYBaHHS 3BUYaWHOI 403U (HJIIyKOHA30ITy, 110
ctaHoBuTh 150 mr. 'ogyBaTu rpyanio He peKOMEHOYETHCS IIpU 6araTopa3oBoOMY
3acTocyBaHHi (GIyKoHa3051y abo Ipu 3aCTOCYyBaHHiI BUCOKUX 03 (pirykoHazomny. Cifn
OLIIHMTHU KOPUCTH I'OOYBAHHS I'PYALIO AJI PO3BUTKY 1 3MOPOB’st AUTUHU, a TAaKOXK
KIiHiuHY ToTpedy MaTepi y npenaparti JudmiokaH i 6ynp-aKi moTeHIiWHI mobiuHi
eekTu npenapaty [Judnokad abo 0OCHOBHOT'O 3aXBOPIOBaHHS MaTepi OJIsi OUTHUHU, sKa
OTPUMY€E I'PyAHE BUTOOOBYBaHHSI.

depmuabHicmo.

®dnyKoHa30/I He BIJIMBAB Ha (PepPTUIILHICTH CaMIiB Ta CaMOK IIIyPiB.
Cmocid 3acTocyBaHHsI Ta 03U

Ilo3a pIyKOHA30J1y 3aJI€eKUTh Bifl BUAY 1 TSI2KKOCTi rprOKOBOI1 iH(pEKIIil.

[Tpu HeoOximHOCTI 6araTopPa30BOT0 3aCTOCYBaHHS IIpenapary JIiKyBaHHSA iH(GEeKIii CITif
ITPOMIOBXKYBATU 10 3HUKHEHHS KIIiHIYHUX Ta 1ab0paTOPHUX IIPOSIBiB aKTUBHOCTI
rpubkoBoi iHdpekil. HemocTaTHsI TpUBaiCTh TiKyBaHHS MOK€e IPU3BECTU OO
BiTHOBJIEHHSI aKTUBHOI'O iHQEKIIIMHOTO IPOIIECY.

Oudmnokan ®

3aCTOCOBYIOTH, 3aJIe?KHO Bif miKapchKol (OopMH, IIepopaabHO (KaICcyan)
ab0 BHYTPIITHLOBEHHO IIISIXOM iH(QY3il (po3uuH mia iHdya3iit). Criocid 3acTocyBaHHS
ImperapaTy 3ajJIexKUTh Bill KJIiHIYHOTO CTaHy mallieHTa. HeMae HeoOXigHOCTI y 3MiHi
no0O0BOI 403U IIpernapaTy Npu 3MiHi HMIJIAXy MO0T0 3aCTOCYBaHHSA 3 ITIepOpabHOTO Ha

BHYTPIIIHLOBEHHUU Ta HaBIIaKU.
Po3uuH gma iHdy3ii caig BBOOUTH 31 MIBUOKICTIO, 110 He mepeBuiiye 10 Mii/xB.
CymicHicmb npenapamy.

Oudmoxan® CYMiCHUM 3 TAKUMHU PO3YMHAMH, SK:



-5 % Ta 20 % PO34YUH TI'IIOKO3Y;

- po3uuH PiHrepa;

- po34yuH XapTMaHa;

- PO3YMUH KaJlilo XJIOPUAY Y T'JII0KO31;

-4,2 % ta 5 % po34uH HaTpito OikapOOHATY;

- 3,5 % pPO34YMH aMiHO3UHY;

- 0,9 % po34YuH HaATPiIO XJIOPUAY;

- mianadnekc (6,36 % po34YuH AJis iIHTPpanepuTOHeaIbHOTO Aiai3ly).

Iudmnokan ®

BHUIIle PO3YUHIB. X04Ya BUNAAKU HecnelrudiuyHOl HECYMICHOCTI IIpemapary 3 iHIIUMU
®

MOXKHa BBOOUTH B iHQY3iMHY CUCTEMY Pa30M 3 OOHUM i3 3a3HaYEHUX
3aco0aMu He ONHCaHi, He peKOMEeHIOY€EThCA 3MimyBaTu JudiokaH — 3 iHIIUMU
nmpenapaTaMu nepeq iHpy3i€ro.

Po3uuH 051 BHYTPIIIHBOBEHHUX iHQY3il IpU3HAYEHUN JTUIIE OJIs1 Pa30BOTO
3aCcToCyBaHHA. Po3BeleHHA CIIif 30iUCHIOBATU B aCENTUYHUX YMOBax. Po3uun
HeOoOXigHO mepeBipUTH Ha HasIBHICTh CTOPOHHIX YaCTMHOK Ta 3MiHy 3a0apBIeHHS.
Po3uuH cinig BUKOPUCTOBYBATH JIUIIE TOMi, KOJIX BiH IIPO30PUY Ta HE MICTUTh
CTOPOHHIX YaCTUHOK. HeBUKOpPUCTaHI 3aIUIIKY IIpernapaTy HeoOXiTHO 3HUIIIUTH.

ITopocti.

Kpunmokokos.

- JIikyBaHHS KPUIITOKOKOBOI'O MEHIHTITY: HaBaHTaxyBaJIbHa J03a CTaHOBUTH 400 Mr y
nepiui geHsb. [linTpuMmyBasnbHa go3a - 200-400 Mr oguH pa3 Ha mo0y. TpuBamicTb
JIIKyBaHHS 3a3BUYall CTAHOBUTH IIloOHaNMeHIIe 6-8 TuxkHiB. [Ipu iHeKIigax, 110
3arpoKyIoTh XKHUTTIO, JOOOBY 03y MOXKHa 30inmbiuTu mo 800 mr.

- IlinTpuMyBajyibHa Tepallis OjId HolepenXXeHH PelUaINBY KPUIITOKOKOBOTO MEHIHTITY
y Halli€HTiB 3 BUCOKMM PU3UKOM MOT0 PO3BUTKY: PEKOMEHOOBaHa [03a IIpenapary
ctaHoBuTh 200 MTr omuH pa3 Ha A00y IIPOTATOM HEOOMEXKEeHOTro dacy.

Kokuuodioidos3. PekomeHnoBaHa go3a cTaHOBUTH 200-400 Mr oguH pa3 Ha mo0y.
TpuBasnicTh JTiKyBaHHS CTaHOBUTH 11-24 MicsaIll 4yu gOBIIe 3aJIe’XHO Bif CTaHY
naniedTa. [Ins nikyBaHHS Aesskux ¢GopM iHdeKIIii, a 0coOIUBO OIS JIIKyBaHHS
MEHIHTITY, MOXKe OyTHU OOLiTbHUM 3acTocyBaHHSA mo3u 800 Mr/mo0ly.



IHea3usHi KaHOuOo3u. HaBaHTaxXyBasibHa f03a cTaHOBUTE 800 Mr y mepiivii JeHb.
[TinTpumyBanbHa mo3a - 400 Mr oguH pa3 Ha mo0y. 3a3BUYall peKOMeHI0BaHa
TPUBAJIICTh IiKyBaHHSA KaHOUAEMIil CTAHOBUTH 2 THUKHI MiCIA NepIIuX HeTaTUBHUX
pe3ynbTaTiB TeMOKYJIbTYPH Ta 3HMKHEHHS O3HaK i CUMIITOMIB KaHOUAEMIl.

KaHoudo3 cau3zosux 060/40HOK.

- KaHaupo3 poTOrjIOTKYM: HaBaHTaXKyBajibHa no3a cTaHOBUTH 200-400 Mmr y nepiumu
OeHb, migTpuMyBanbHa go3a - 100-200 Mr oguH pa3 Ha moOy. TpuBasicTh JIiKyBaHHS
CTaHOBUTH 7-21 meHb (00 mOCATHEHHS peMicii), aie Moxke OyTu 30inbIilleHa Ot
MAaIi€EHTIB i3 TAXKKUM iMyHOOE()ITUTOM.

- Kaugupmos cTtpaBoxofy: HaBaHTaxKyBajibHa go3a cTaHOBUTH 200-400 Mr y mepiui
OeHb, migTpuMyBanbHa go3a - 100-200 mr oguH pa3 Ha go0y. TpuBamicTh TiKyBaHHS
ctaHoBuTh 14-30 gHIB (OO0 mocsTHeHHS peMicii), ame Moxke OyTu 30inbIlIeHa OJIsd
MAaIli€EHTIB i3 TAXKKUM iMyHOOE(ITUTOM.

- Kangupnypisi: pekoMeHgoBaHa go3a cTaHOBUTH 200-400 Mr oguH pa3 Ha mol0y
npotsarom 7-21 gHiB. 11 DaAIli€HTIB i3 TAXKKUM iIMyHOOeDIiIUTOM TPUBAIICTh
JIIKyBaHHSI MOXKHa 30iTbIIUTH.

- XpoHiuyHUM aTpodiyHUN KaHOUO03: peKOMeHA0OBaHa J03a CTaHOBUTH 50 MI OOUH pa3
Ha moOy npotsaroM 14 mHiB.

- XpoHiYHMYM KaHOMI03 IIKipHU Ta CIM30BUX 000JIOHOK: peKOMEHIOBaHa 103a
ctaHoBuTh 50-100 Mr omuH pa3 Ha go0Oy. TpuBaliCcTh JIIKYyBaHHS CTAHOBUTH [0 28 [OHIB,
asie Moxke OyTu 30inbIlleHa 3aJIe?KHO Bifl TSI2KKOCTi Ta BUAY iHPeKIlil abo 3HUKEeHHSI
IMyHITETY.

ITonepedaiceHHs peuudusy KaHOUO03y cAu308ux 06010HOK y nauieHmia 3 BIJI, saki
Marmos 8UCOKUU pu3uk 11020 po38UMKY.

- KaHOumo3 poTOrIoTKY, KaHAUO03 CTPaBOXOOy: PeKOMeHI0OBaHa J03a CTaHOBUTh
100-200 Mr oguH pa3 Ha mo0y ab6o 200 Mr 3 pa3u Ha TUXKIOEHb. TPUBAJIICTh NiKyBaHHS
€ HeoOMezKeHOI0 [JI MalliEHTIB i3 IPUTHIYEeHUM iMyHIiTETOM.

IIpoginakmuka KaHOUOO3HUX iH(eKUil y nauieHmis i3 mpueasn0t0 HelumponeHier.
PekomeHpoBaHa mo3a cTaHoBUTH 200-400 Mr opuH pa3 Ha go0y. JIikyBaHHS CIif
PO3MOYMHATH 3a KiJIbKa JHIB IO 04iKyBaHOT'O PO3BUTKY HEUTPOIIEHil Ta IPOAOBXKYyBaTHU
IPOTATOM 7 OHIB HiCHS HigBUINEHHS KiJIbKOCTI HEUTPO(DilTiB MOHA[ 1000/MM3.

IlarieHTH JTITHHOTO BIKY.

ITo3y HeoOXximHO minbupaTHu 3ajie’KHO Bif cTaHy QYHKIiM HUPOK (OuB. «IlalieHTn 3
HUPKOBOIO HEOOCTATHICTIO» HUXKYE).



ITamieHTH 3 HUPKOBOIO HEOOCTATHICTIO.

®yKOHA30JI BUBOOUTHCS 3 OPraHi3My IepeBaXKHO 3 CeYel0 y He3MIHEHOMY BUT TSI,
[Tpu pa3oBOMYy 3aCTOCYBaHHi KOPUT'YBaTU 103y PIyKOHa30J1y He moTpiOHo. [TamieHTam
(BKJTIOYAIO4U [iTel) i3 mopyueHHIM QYHKIi HUPOK ITPU HEeoOXimHOCTI
OaraTopal3oBOT0 3aCTOCYBaHHS IpelnapaTy y Neplinil JeHb JIIKyBaHHS CIIif
3aCTOCOBYyBaTu N04aTKOBY no3y 50-400 Mr 3asexHO Bif moka3aHHS. [Ticas boOro
mo0OoBy O3y (3a/Ie2KHO Bifl MOKa3aHHs) CJIiM po3paxoByBaTH BidMOBIAHO M0 TaGIHIIi

HUXKYe:
KaipeHc kpeamuHiHy (Ma/x8) Bidcomok 8i0 pekomeHO08aHOI 003U
> 50 100 %

=< 50 (6e3 remopianizy) 50 %

I'emomiarnis 100 % micns KOXKHOTO reMofiai3dy

[MamienTH, ki mepeOyBaloTh Ha reMofianisi, moBuHHI oTpumyBaTtu 100 %
peKoMeHO0BaHOl 403U MiC/Ig KOXKHOTI0 reMofianidy. Y meHb, KOu fiai3 He
IIPOBOOUTHCS, MALIIEHT IOBUHEH OTPUMYBaATU A03Y, BITKOPUTOBAHY 3aJI€KHO Bif
KJIIpEHCY KpeaTuHiHY.

[MTarieHTH 3 MOPVIIEeHHSIM QYVHKITIN MeYiHKH.

®yKoHa301 CJIil 3aCTOCOBYBaTH 3 00EPEXKHICTIO IalliEHTaM i3 ITOPYIIeHHSIMHU
byHKI1IIM TeYiHKY, OCKiNbKY iH(pOpPMallil om0 3aCTOCYBaHHS (PJIyKOHA301y ik
KaTeropil maiieHTiB HegoCcTaTHLO (OuB. po3ginu «OcobOIUBOCTI 3aCTOCYBaHHSI» Ta
«IToGiuHi peakIii»).

HiTH.
He cnig nepeBumryBaTu MakcuMalbHy 0060BY go3y 400 mr.

4K i npu aHaNOTiYHUX iHPEKIigX Y JOPOCINX, TPUBAJIICTh JIIKYBaHHS 3aJIEKUTh Bif

®

KJIiHiYHOI Ta MiKooriuHoil BigmoBimi. [ludmiokadn - 3acTocoBylOTh 1 pa3 Ha go0y.

Ilo3yBaHHS IIpemnaparTy AJd OiTel i3 mopyleHHIM (QYHKIIM HUPOK HaBeOeHO Y POo3isi
«IlalieHTU 3 HUPKOBOI HEJOCTATHICTIO».




dapmakokiHeTHKa (pJIyKOHA30/Iy He AOCIiAXKyBajacs y OiTel i3 HUPKOBOIO
HeJOCTaTHICTIO (OuB. HUXKYe iH(popMalliio II0O0 3aCTOCYBaHHSI HOBOHAPOOXKEHUM, Y
SIKMX 9aCTO CIIOCTEPIraeThbCs IMepBUHHA HE3PiIiCTh HUPOK).

Ilimu sikom 8i0 12 pokis.

3anexkHO Bil Macu Tijla Ta My0epTaTHOTO PO3BUTKY JIiKapIio CIIi[ OIIHUTHU, Ka Ho3a
npemnaparty (O DOPOCIHX YU OIS OiTel) € ONTUMAalbHOIO OJid NallieHTa. KminiuHi gaHi
CBigu4aTh IIPO Te, L0 YV AiTel KiIipeHC (QIYKOHA30J1y € BUIIIUM OPIBHSIHO 3 HOPOCIIMMHU.
3actocyBanHs 003 100, 200 ta 400 Mr gopocnuMm Ta 03 3, 6 Ta 12 MI/Kr giTam
MIPU3BOOUTH 10 MOCSATHEHHS CIIiIBCTAaBHOI CUCTEMHOI €KCITO3HIIil.

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

- Karngupo3u cnm3oBux 000JIOHOK: ITOYATKOBA A03a CTAHOBUTHL 6 MT/KT/mo0y,
migTpuMyBaJjibHaA [03a -3 MI/KT OOuH pa3 Ha mo0y. IToyaTKOBY M03y MOXKHa
3aCTOCOBYBATHU B MEPIINM JeHb 3 METOI0 OiJIbIII IITBUAKOTO MOCATHEHHS PiBHOBAXKHOI
KOHIIeHTpallil.

- IHBa3uBHI KaHOAUOO03MW, KPUITOKOKOBUU MEHIHTIT: JOo3a npenapaTy CTAHOBUTH
6-12 Mr/Kr oguH pa3 Ha Ao0y 3a/Ie’KHO Bifl CTYIIeHS TSIKKOCTi 3aXBOPIOBaHHS.

- IlinTpuMyBasibHa Tepamisa OJId HoIepenXKeHHs PelUauBy KPUIITOKOKOBOTO MEHIHTITY
y OiTeu i3 BUCOKUM PU3UKOM MOI'0 PO3BUTKY: J03a IIpelapaTty CTaHOBUTH 6 MI/KI OOUH
pa3 Ha moOy 3aJIe’KHO Bif CTYIIEeHs TSKKOCTi 3aXBOPIOBAHHS.

- [IpodinakTKa KaHOAUOO31B ¥ MAILi€HTIB 3 iMyHOOedIIUTOM: J03a IIpemapaTry
CTaHOBUTH 3-12 MI'/KT OUH pa3 Ha moOy 3ajie’KHO Biff BUPaXkKeHOCTi Ta TPUBAJIOCTi
IHOYKOBaHOI HEUTPOMEHil (IUB. HO3U OIS HOPOCIIUX).

Ilimu 8ikom 8i0 HapoOxceHHA 00 27 OHis.

Y HOBOHapOIXKeHUX (PIIyKOHA30JI BUBOOUTHCS 3 OpraHi3aMy MOBiIbHO. [aHi 3
dbapmMaKOKiHETHKH, Ha IKUX 0a3yI0TbCS OO3U AJI JOHOIIEHNX HOBOHAPOOXKEHUX,
3a3Ha4dyeHi HuXK4Ye, HaBegeHOo B po3aini «®apMaKOKIHETHUKA».

- IToHomieHi HOBOHapoaKeHi BikoM Big 0 go 14 mHiB: m0o3u, aHAJIOTiYHI 3a3HAaYEHUM
BHUILe 71 gitTeun BikoM Bif 28 gHiB 0o 11 pokis, ciig 3aCTOCOBYBaTU KOXKHI 72 TOOQUHMA.
He crip mepeBuinlyBaT MaKCUMaJIbHY 403y, III0 CTAHOBUTH 12 MI'/KT KOXKHI 72 TOOUHU.

- JIloHOILIEH] HOBOHAPOOXKEH1 BiIKOM Bif 15 mo 27 OHIB: 003U, aHAJIOTi4YHI 3a3Ha4YE€HUM
BULLle 1A OiTer BikoM Bifg 28 mHiB #o 11 pokis, ciIif 3aCTOCOByBaTH KOXKHi 48 roguH.
He cnipg nepeBuiyBaT¥ MaKCUMaJIbHY 03y, II10 CTAHOBUTH 12 MI/Kr KOXHIi 48 roguH.

itk



[IpemapaT 3aCTOCOBYIOTH OiTSIM Bil HAapOOXKEeHHS, OUB. po3min «Cnocib 3acTocyBaHHS
Ta OJO3U».

Ilepego3yBaHHs

OTpuMaHO ITOBigOMJIEHHS IIPO IepPeno3yBaHHs (IyKOHA30JI0M; OJJHOYACHO
TTOBigOMIISAJIOCS ITPO TaJIoKHAlll Ta ITapaHOoigaIbHy IOBEOIHKY.

[Tpu nepeno3yBaHHiI HEOOXiTHO IPOBECTU CUMIITOMATUYHY MiATPUMYBaJIbHY Teparliio
Ta y pa3i HeoOXimHOCTI IPOMUTH HITYHOK.

®yKOHa30/I 3HaYHOI0 MipOI0 EKCKPETYETHCA 3 cedelo; POpPCOBaHUM Aiype3 MOXKe
IIPUCKOPUTU BUBEOEHHA npenapaTy. CeaHcC remofiani3dy TPUBaIiCTIO 3 TOOUHU 3HUKYE
piBeHb (p1yKOHa301y y mia3mi KpoBi mpubau3xo Ha 50 %.

ITo0iuni peakmii

HatiuacrTiiie moBimoMsiiocs: mMpo Taki moOiuHi peakirii: roioBHUM 0inb, Oinb y
4yepeBHiM MMOPOXKHUHI, miapes, HygoTa, OJIf0BaHHS, MiABUIIEHHS PiBHSA
anaHiHaMmiHoTpaHcdepasu (AJIT), migBUIllleHHS PiBHS acliapTaTaMiHOTpaHCcdepas3u
(ACT), mipgBuilieHHS piBHS JTy2KHO1 pocdaTa3m KpPOBi, BUCUTIaHHS.

I7151 OLIIHKY 4aCTOTU BUHUKHEHHS IMOOIYHUX peakllii BAKOPUCTOBYIOTh TaKy
Kinacudikaliio: gyxe gacto (= 1/10), gacto (Big = 1/100 go < 1/10), HegacTo

(Bim = 1/1000 mo < 1/100), pigko (Big = 1/10000 mo < 1/1000), oyxe pigko

(< 1/10000), yacToTa HeBimoMa (HEeMOZKJIMBO OLIIHMUTH Ha ITiACTaBi HAasIBHUX HaHUX).

3 60Ky cucmemu Kposi ma aimgpamudyHoi cucmemu.

HeuacTo: anewMis.

Pimko: arpaHy/nonuTO3, TEUKOIIEHisT, TPOMOOITUTOIIEHisT, HEUTPOIIEHisI.
3 6oky iMmyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaiuHi ma animeHmapHi po3aadu.

HeugacTo: 3HUKEHHS alleTUTY.

Pigko: rinepxosyiecTepuHeMis, rinepTpUriilnepuneMis, rinokamiemis.
IlcuxiuHi nopyweHHH.

HeuacTo: 6e3COHHS, COHJIUBICTb.



3 60Ky Hepsosoi cucmemu.

YacTo: roIoBHUM Oifb.

Heuacto: cygoMu, napecTesis, 3alaMOpPOY€eHHS, IOPYILIEeHHSA CMaKy.
Pigko: Tpemop.

3 60Ky opeaaHie cayxy ma eecmubyasipHO20 anapamy.

HeuacTo: BepTHro.

3 60Ky cepusi.

Pigko: mapokcu3MasibHa LIJIyHOYKOBa TaxiKapisd TUILYy «IipyeT», IIOOOBXKEHHSI
inTepBany QT (muB. po3min «OcobIMBOCTi 3aCTOCYyBaHHS»).

3 60Ky WAYHKOBO-KUWKOB020 MpPAaKmy.

YacTo: 6ifb y YepeBHil MOPOXKHUHI, HyOTa, Aiapesi, OJII0BaHHS.
HeuacTo: 3amop, OUCIIencisa, MeTeopu3M, CyXiCTh Y POTi.
I'enamobiaiapHi po3aadu.

YacTo: migBuIIeHHS PiBHA anaHiHaMiHOTpaHCcepa3u (AJIT), migBumIIeHHS PiBHSA
acriaptataminoTpaHcdepasu (ACT), migBuilleHHS PiBHSA JIy>KHOI pocdaTa3u (OuB.
po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

HeuacTo: xonecTas, XKOBTSHULISA, MiABUIIeHHS piBHSA Oinipy6iny (qus. po3min
«OCcOoOIUBOCTi 3aCTOCYBAHHSI»).

Pigko: me4yiHKOBa HEOOCTATHICTh, TeNaTOLEeTIOIAPHUN HEKPO3, TeIlaTUuTH,
reraTolleNNoJIIpHe ypaxKeHHs (OuB. po3[in «OcobIMBOCTi 3aCTOCYBaHHS»).

3 60Ky wKipu ma nidwkKipHOi MKAHUHU.
YacTo: BucunaHHAa (OuB. po3min «OcoOIUBOCTI 3aCTOCYBaHHS»).

HeuyacTo: MeguKaMeHTO3HUM OepMaTHUT (BKIO4Yaoul GikCoBaHUN MeIUKaMeHTO3HUU
OepMaTHUT), KPOIIUB THKA, CBePOiXK, ITigBUIIleHe TOTOBUIIIEHHS (IUB. PO3Mis
«OCcOoOIUBOCTI 3aCTOCYBAHHSI»).

Pigko: TOKCMYHUM emmifjepMalbHUM HEKPOJIi3, cuHAPOM CTiBeHca-[I2KOHCOHA, TOCTPUU
reHepasi3oBaHUM €K3aHTEeMaTO3HUU IIyCTYIb03, eKCPOoJTiaTUBHUMN OEepMaTuT,
QHTiIOHEBPOTUYHUM HAOPSK, HAOPSAK o0nuyuys, anonenis (oquB. po3min «Ocobm1uBoCTi
3aCTOCYBaHHS»).



HeBimoMo: MequKaMeHTO3Ha peaklisi 3 €03MHO(DIITIE€I0 i CHCTEMHUMU IPOsiBaMU
(DRESS).

3 60Ky onopHO-pyx08020 anapamy ma cnoaAy4Hoi MKaHuHuU.

Heuacrto: miasnris.

3aezanvHi po3aadu ma peakuii' y micui 6e0eHHA.

HeuacTo: migBuIlieHa BTOMJIIOBAaHICTh, HE3OY2KAHHSI, aCTeHisI, rapsdka.

Himu. YacToTa Ta xapakTep IMO0iYHUX peakiliil i BigxuneHb Bif HOpPMU pe3yIbTaTiB
s1abopaTOPHUX aHali3iB y XOMi KIiHIYHUX HOCIigKeHb 3a Y4acTIO [iTel CITiBCTaBHi 3
TAaKUMU YV OOPOCIIUX.

3simyeaHHs1 Nnpo ni003pro8aHi nobiuHi peakuii.

3BiTyBaHHSA IIPO ITigo3pioBaHi MOOIUHI peakilil micyig peecTpailiil JIikapCbKOTo 3aco0y
Ma€ BaxKJIMBe 3Ha4YeHHs. lle mae 3MoTy MpoBOAUTU Oe3IepepBHUN MOHITOPUHT
CIIiBBIIHOIIIEHHS MiXX KOPUCTIO 1 pU3UKaMU, II0B’I3aHUMU 13 3aCTOCYBaHHAM IIbOT0
JIIKapChbKOT0 3aco0y. MeguuHUX ITPaIliBHUKIB ITPOCSATH 3BiTyBaTU MPO OyOb-sIKi
Mimo3proBaHi MoOiuHi peakiril BigIOBigHO TO BUMOT MiCIIeBOT0 3aKOHOOaBCTBA.

TepMmin npuagaTHOCTI
5 pOKiB.
VYMmoBHu 30epiranHs

He noTpebye cnenianbHUX YMOB 30epirands. 30epiraté y HeQOCTYIITHOMY [JIS OiTeu
Micui. He 3aMopoxXKyBaTH.

IlemanvHa iHppopmauisn w000 36epiecaHHs.

3acib crig HeraiHO 3aCTOCYBaTH IIIiCJIA BiIKPUTTS YIIaKOBKU. Byab-IKy KiTbKiCTh
HEBUKOPHUCTAHOTO PO3YUHY AJIS iHQY3id CIIig BUOAIUTH.

3 MiKpo06iooTigyHOI TOYKU 30py PO3BeAeHUM 3acib CIlii 3aCTOCOBYBaTU HeEraHO. AKII0
3acib He 3aCTOCOBYETHCS HETalHO, 3a TEPMiH Ta YMOBHU Horo 30epiraHHs IIif 9ac
3aCTOCYBaHHS BillIOBifa€ KOPUCTyBay; 3a3BUYali Take 30epiraHHs mpemapaTy Mae
TpUBaATU He Oinbille 24 TOOUH 3a TeMnepaTypH Big 2 no 8 °C, 3a BUHATKOM BUIIAAKiB,
KOJIM PO3YMHEHHS 3OiMCHIOBAJIOCS B KOHTPOJILOBAHUX Ta Ba/lifOBAaHUX aCEITUYHUX
yMOBaXx.

HecymicHicmeo.



Oco06uBOCTEM II00 HECYMICHOCTI ITpenapaTty He Big3HadeHo. He cig 3MinryBaTu
Impernapar 3 iHIINMHY JTiKapChbKUMM 3aco0aMU B O[IHi €MHOCTi, OKPiM 3a3Ha4YeHUX y
po3mini «Crocib 3acToCyBaHHS Ta MO3U».

YnakoBka

ITo 100 mn po3uyuHy y ¢pnakKoHax, 1o 1 ¢akKoHY y KaPpTOHHIN yIIaKOBIIi.
KaTeropis Bignycky

3a penemnTomM.

BupooHHK

dapeBa AmOyaas.

Micue3Haxo/dKeHHsI BHPOOHHKA Ta HOro aJgpeca MiCIisi IPOBaaKeHHsI
IisITBLHOCTI

3one IHmacTpiane, 29 poyt gec Igrpmactpic, 37530 [Toce-crop-Cic, OpaH1iid.
[Ixepeso iHCTPYyKIIil

[HCTPYKIIiio TiKapCchKOro 3aco0y B35ATO 3 odiIliiHOro gxkepena — JlepKaBHOIO PEECTPY

JTiKapchKUX 3aco0iB YKpaiHu.



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

