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IHCTPYKIIA
AJIS1 MEAUYHOI'0 32CTOCYBAHHSA JiKAPChKOI0 3ac00y

JTADPITIOKAH®
(DIFLUCAN®)

Cknao:

oiroua pewosuna: Gpaykonasoin / fluconazole;

1 MJI pO3YMHY MICTUTB 2 MT' (ITyKOHA30I1Y;

O0ONOMIJICHT pevuosuHY. HATPIIO XJIOPUI, BOAA JIJIS 1H EKITIN.

Jlikapcbka dopma. Po3uun s indy3iid.

Ocnogni ¢hizuxo-ximiuni enacmugocmi: po3opuii 6e30apBHUIN po3urH 0€3 BUAMMUX YACTHHOK, 1110
BIJIMIOBiZJa€ BUMOTaM CTaHJAPTIB [UIsl MapeHTEPAIbHUX PO3YHMHIB, y MPOo30puX (IaKkoHax i3
HEHUTPAJIBHOIO CKIIA.

dapmakoTepaneBTHYHA rpyna. [IpoTurpuOKoBi 3aco0u 1711 CHCTEMHOTO 3acTocyBaHHA. [ToximHi
tpuazony. Kog ATX JO2A CO1.

Dapmakonoziuni enacmuocmi.

Dapmakoounamika.

MexaHi3m jii.

@1yKoHa30J1 € IPOTUTPUOKOBUM 3acO000M Kiacy TpuazoumiB. I[lepBUHHUM MexaHi3MOM Horo Aii €
OPUTHIYEHHS IpUOKOBOTO 14-anbda-naHocTepoa-1eMETUIIOBAHHS, OIIOCEPEIKOBAHOT'O
nuToxpoMoM P450, 1110 € HEB1’eMHUM €TarnoM 010CUHTE3Yy IpUOKOBOTO €procTepoiy. AKyMyJsiis
14-anbda-mMeTnua-cTeposiiB KOpEnoe 3 MOAABIIOK BTPATOI €procTepoily MEMOpPaHOI TpHUOKOBOL
KJIITUHH Ta MOXE BIJMOBIATH 3a MPOTUTPUOKOBY aKTUBHICTH (PiryKoHa301y. DIIyKOHA30J1 € OUIBII
CEJIEKTUBHUM JI0 I'puOKOBUX (epMeHTiB nuToxpomy P450, HiX A0 pi3HMX cucTeM (epMeHTIB
nuroxpomy P450 ccasiiis.

3acrocyBanHs (uykoHazony y m03i 50 Mmr Ha mo0y mpotrsrom 28 MHIB HE BIUIMBAE Ha PiBEHb
TECTOCTEPOHY y TUTa3Mi KPOBI y HYOJOBIKIB a00 Ha PIBE€Hb EHJIOTEHHUX CTEPOINIB y KIHOK
penpoaykTuBHOro Biky. ®Dmykonazon y g03i 200-400 mr Ha 100y HE MPOSBISIE KITIHIYHO
3HAUYIIOTO0 BIUIMBY Ha pPIBEHb C€HJOTEHHUX CTepoimiB abo Ha BIAMOBIAL HA CTUMYJIAIIIO
azpeHokopTukoTpornHoro ropmony (AKTIY) y 3mopoBux 70OPOBOIIBIIB YOJIOBIUO CTATI.
HocnimxenHss B3aeMojii 3 aHTUNIPUHOM NPOAEMOHCTPYBalIM, W10 3acTocyBaHHsA 50 mr
¢ryKoHa3011y pa3oBO 4K 6araTopa3oBO HE BIUIMBAE HAa META0O013M aHTUIIIPUHY.

YyTausicTs in Vitro.

®dnykonaszon inVitro neMOHCTpye TPOTUTPHOKOBY aKTUBHICTH crocoBHO BHIiB Candida, mio
3ycTpivaroThesl Habuacrinie (Bkarouatoun C. albicans, C. parapsilosis, C. tropicalis). C. glabrata
JIEMOHCTpPY€ HIMPOKUH Jiama3oH 4YyTIMBOCTI A0 QuykoHasomy, toxmi sik C. krusei e mo Hporo
PE3UCTEHTHOIO.




Takox ¢aykonazon invitro nemoHcTpye akTHBHICTH sk mpotu Cryptococcus neoformans Ta
Cryptococcus gattii, tak i mporu enaeMidyHux IuUTiCHABUX rpuOiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aemo3B’s130k hapMakoKiHETUYHUX 1 (hapMaKoIMHAMIYHUX BIACTUBOCTEH.

BinnoBinHo 10 pe3yibTaTiB JOCHIKEHb HAa TBAapUHAX, ICHYE KOPEJAMis MK MIHIMaJIbHOIO
IHT10YIOYOK0 KOHIICHTPAIIEI0 Ta €(PEKTUBHICTIO MPOTH EKCIEPUMEHTAIBHMX MOJeNeld MIKO3iB,
cnpruunHenux Bujamu Candida. BignoBigHo 10 pe3ynbTatiB KITHIYHUX JOCTIKEHB, ICHYE€ JIiHIiHA
sanexHicth Mbk AUC Ta nmosow ¢uiykonazony (mpubmmsno 1:1). Takox icHye mpsMui, ane
HenoctatHii 3B’ 130K MK AUC abo 103010 Ta MO3WTUBHOIO KITIHIYHOKO BIAMOBIIII0 HA JIIKYBaHHS
OpaJIbHOTO KAaHIWI03y Ta MEHIIOK MIpOI0 — KaHAuJeMii. AHAJIOTIYHO JIIKyBaHHS i1H(EKIH,
CIIPUYMHEHUX INTaMaMH, A0 SKUX (PIIyKOHA307 JEMOHCTPYE BHCOKY MIHIMaJIbHY 1HTiIOyHOUYy
KOHIIEHTPAIIi0, € MEHIII 33JJ0BUTEHUM.

MexaHi3M pe3uCTEHTHOCTI.

Mikpoopranizmu poxy Candida 1eMOHCTpYIOTh YHCICHHI MEXaHI3MU PE3UCTEHTHOCTI JI0 a30JIbHUX
MIPOTUTPHUOKOBUX 3ac001B. DITYKOHA30JI IEMOHCTPYE BUCOKY MiHIMaIbHY 1HT10yI0Uy KOHIIEHTpPAIi10
NPOTH IUTaMiB IpuOiB, SIKI MalOTh OAMH a00 OiJbIle MEXaHI3MiB PE3MCTEHTHOCTI, 1[0 HETAaTHBHO
BILUTMBA€E Ha e()EKTUBHICTH IN VIVO Ta B KJIiHIYHIN mpakTHIli. [T0BiIOMIISIIOCS PO BUMAAKH PO3BUTKY
cynepindekmii Candida spp., inmmmu wixk C. albicans Bumamm, 110 4acTo € HEYYTIUBUMH [0
dunykonazony (Hampukian Candida krusei). Jlist qikyBaHHS TaKMX BHIIIKIB CJIiJl 3aCTOCOBYBAaTH
QIbTEPHATHBHI MPOTUTPHOKOBI 3aCO0H.

KoHTponbHi TOYKHM (BIANOBILAHO JO PEKOMEHMAI €BpONEeWChKOro KOMITETY 3 JOCHiKEeHb
YYTIIMBOCTI JI0 aHTUMIKPOOHMX 3aC00iB).

bazyrounce Ha gocmimkeHHi (apMakoKiHETHYHOI/dhapMakoauHaMi4HOI 1HGOpMaIlii, YyTIUBOCTI
invitro Tta KTiHIYHOI BiANOBIAl, OyJI0 BH3HAYCHO KOHTPOJBbHI TOYKHM JUIss (DIYKOHA30Jy IS
MmikpoopraniszmiB poay Candida. Bouu Oysu po3mnoijicHi Ha KOHTPOJIbHI TOYKH, 10 HE OB’ s13aHi i3
MIEBHUM BUJIOM, AK1 OLTBIIIOI0 Miporo BU3HAYAIHCS Ha OCHOBI
dbapmakokiHeTHUHOT/hapMakoIuHAMIYHOI 1HGOpMAITiTl 1 HEe 3aJIeXkaTh BiJl PO3IMOALTY Ha MEBHI BUIH
3a MIHIMQJIFHOIO IHTIOYIOUOI KOHIIEHTpAIlI€l0, Ta HAa KOHTPOJBHI TOYKH, TOB’S3aHI 3 TEBHUM
BUJIOM, 1[0 HayacTille acoIifoThCs 13 iHeKUiaMHu Y ToauHu. [li KOHTpOIbHI TOYKK HaBeIeHI
HUXKYE.

Ilpomuepubrosuii | KonmponbHi mouku, no6 a3aui i3 nesHUM 6U0om Konmponwhi

3acio S</R> MOYKU, He
no6’a3aHi 3 neGHUM
sudom®
S</R>

Candida | Candida | Candida | Candida Candida
albicans | glabrata | krusei parapsilosis | tropicals

dnykonazon 2/4 IE -- 2/4 214 2/4

S = uyTnuBuii;

R = pe3ucrenTHuii;

a — KOHTPOJIbHI TOYKH, II0 HE IMOB’s3aH1 13 IEBHUM BHUOM, K1 OUTBIIOI MIpOI0 BH3HAYAIUCS Ha
OCHOBI (papMaKOKiHETHUYHOI/(hapMakoAMHAMIYHOT iH(OpMaLii 1 He 3ajexaTh B PO3MOALTY Ha
MEBHI BWAM 3a MIHIMQJIBHOIO 1HTIOYIOUOI KOHIIEHTpaIiero. BOHW MOCHIKyBaauCh JIHAIIE Y
MIKpPOOPraHi3MiB, y SKHX HE ICHY€ crelu(piqHOT KOHTPOJIBbHOI TOUKH;

-- JOCIIIJDKEHHS YYTJIWBOCTI HE PEKOMEHIOBaHI, OCKIIBKH JaHWW BHJ HE € METOK JIKapPChKOi
Tepamii;

IE — noka3iB 11010 TOTO, YM € TaHWW BUJI METOIO JIIKApChKOI Tepallii, HeJOCTaTHBO.
Dapmakokinemuxa.

@®apMaKOKIHETUYHI BIACTHBOCTI (IIYyKOHA30Jy € TMOJIOHMMHM TpU BHYTPIIIHBOBEHHOMY 1
NepopabHOMY 3aCTOCYBaHHI.

AGcop0is.

dykoHa30J1 100pe BCMOKTYEThCS MIPH NMEPOPATILHOMY 3aCTOCYBaHHI, a piBEHb Npenapary y miasmi
KpOBI 1 CHCTeMHa 01010CTYyIHICTh TepeBUITYIOTE 90 % piBHs (uryKoHa307y y TIa3Mi KpoBi, IO
JIOCATAETHCS IPH BHYTPIIIHLOBEHHOMY BBEZICHHI Ipenapaty. OHouacHe B)KMBAaHHS 1Ki HEe BIIMBA€E
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Ha BCMOKTYBaHHS Iperapary MpHu HOro mepopajbHOMY 3acTocyBaHHI. [likoBa KOHIIEHTpalis y
miaa3Mi KpoBi jocsraetbes depe3 0,5-1,5 ronuHM Tichs TPUHOMY Tpernapary HaTmieceplle.
KonuenTpaniss mnpemnapary y 1uia3Mi KpoBi mponopiiiiHa no3i. PiBHoBaxkna 90 % KoHIeHTpais
JI0CATA€THCS Ha 4-5 100y JIIKyBaHHS IIperapaToM Ipu 0araropazoBoMy 3aCTOCYBaHHI OJUH pa3 Ha
no0y. PiBHoBakHa KoHIEeHTpalis Ha piBHI 90 % nocaraeTbcs Ha IpPYruid JACHb JIKYyBaHHS NpU
3aCTOCYBaHHI y NEpIIMH JIeHb HaBaHTa)KyBaJIbHOI O3M, L0 BJIBIYl MEpPEBUIIlYE 3BUYAliHY 1000BY
703y.

Posnogai.

O06’em po3noairy IpUOIU3HO JAOPIBHIOE 3arallbHOMY BMICTY PIIMHU B OpraHi3mi. 3B’s3yBaHHS 3
OinkaMu 11a3Mu KpoBi Husbke (11-12 %).

®dykoHa30J1 100pe MPOHKMKAE B yCi AOCTIHKYBaHI PiAMHKU opraHi3My. PiBeHb (ykoHa3011y y CIIMHI
Ta MOKPOTHHHI € MOAIOHMM J0 KOHIEHTpAIlii Mpenapary y mia3mi KpoBi. Y Mali€eHTiB, XBOPUX Ha
rpuOKOBUI MEHIHTIT, piBeHb (UIYKOHA30Jly Y CIIMHHOMO3KOBIH pifuHi qocarae 80 % KoHLeHTpaiii
y IJ1a3Mi KpoBi.

Bucoki koHmentparii ¢uykoHa30ily y IIKipi, IO TEPEBUIIYIOTh CHPOBATKOBi, JOCATAIOTHCS Yy
poroBomy miapi, eminepmici, Aepmi Ta moTi. OIyKOHA307 HAKOIMUYYETHCS y poroBomy mapi. [Tpu
3actocyBaHHI 1031 50 mMr 1 pa3 Ha no0y KoHueHTpauis ¢iaykoHazony micias 12 qHiB JiKyBaHHS
CTaHOBWJIA 73 MKTI/T, a uepe3 7 JHIB IMiCIsI 3aBEPIICHHS JIIKYBaHHs KOHIIEHTPAIIiS BCE III€ CTAHOBHIIA
5,8 mxr/r. Ilpu 3actocyBanHi go3u 150 Mr 1 pa3 Ha THXIEHb KOHIIEHTpalis (IyKoHa30dy Ha
7 neHp JiKyBaHHS cTaHoBWia 23,4 MKI/T; uWepe3 7 IHIB TIC/sA 3aCTOCYBaHHS HACTYIHOI /03U
KOHIIEHTpaLlisl BCe 1ie cTaHOBUIa 7,1 MKI/T.

Konnentparis (aykonasony B HITTAX micist 4 micsamiB 3actocyBaHHs 150 mr 1 pa3 Ha THXIEHb
cranoBuna 4,05 MKI/T 'y 310poBUX JOOpOBONBLIB Ta 1,8 MKI/T MHpU 3aXBOPIOBAHHAX HIITIB;
(TyKOHA30J1 BU3HAYABCS y 3pa3Kax HIrTiB 4epe3 6 MICSIIB MICIIs 3aBEpIICHHS Tepartii.
biorpancdhopmaitis.

drykoHa3z0s1 MeTaboIi3yeThesl He3HAUHOIO Miporo. [Ipu BBeneHHI 103u, MiU€HOI pali0aKTHBHUMHU
130Tonamu, jaume 11 % daykoHa3omy eKCKpeTyeTbes 3 ceuero y 3MiHeHOMY BUTIIsAl. DirykoHa30:1 €
noMipauM iHriOiTopoM i30¢epmenTiB CYP2C9 ta CYP3A4, a Takox MOTYXHHMM iHTi0iTOpOM
130epmenty CYP2C19.

BuseneHHs.

[Tepion HamiBBHBEJEHHS (IIyKOHA301y 13 IUIa3MU KpoBi cTaHOBUTH Onu3bko 30 roauH. binmbina
YacTWHA Tpernapary BUBOAWUTHCS HUpKamu, npudoMmy 80 % BBeAEHOI 03 BUSBISIETHCS Y CeYi B
He3MiHeHoMy craHl. KuipeHc ¢QaykoHazonmy mnpomopuifHMM 10 KIIpeHCYy  KpeaTHHiHY.
[{upkyr0r0unX METa0OoJIITIB HE BUSBIICHO.

TpuBanuii mnepion HamiBBUBEIEHHS Mpemnapary 3 IUIa3MH KpOBI Jla€ MOXKJIMBICTH Pa3oBOTo
3aCTOCYBaHHsI Mpernapary MpH BariHaJIbHOMY KaHAM1031, a TAaKOX 3aCTOCYBaHHsA mpenapary | pas
Ha THKJIEHb NPH 1HIIMX MTOKa3aHHSX.

HupkoBa HEIOCTATHICTB.

VY namieHTIiB i3 HUPKOBOIO HEJOCTATHICTIO TSDKKOTO CTyMHeHs (IIBUIKICTh KIIyOOUKOBOI (uIbTparii
< 20 m1/xB) mepion HamiBBUBeAEHHs 30inbmryersest 3 30 rogua no 98 rogun. Tomy 1iit kareropii
NAIli€EHTIB HEOOXIJHO 3MEHIIUTH [03y (¢uykoHa3omy. DiIykoHa30d BHIAIAETHCS LUIIXOM
reMo/Iiaiizy, Ta MEHIIOK MIpOI — MUISIXOM IHTpamepuTOoHealbHOro mianizy. CeaHc reMmomiamizy
TPUBAJICTIO 3 TOJIMHM 3HUXKYE PiBEHb (IIyKOHA30Iy Y Mi1a3Mi KpoBi mpubau3Ho Ha 50 %.

Jlakraris.

Konuenrpauii ¢iaykoHa3odny y miasmMi i MaTepMHCHKOMY MOJIOII BHOPOJOBXK 48 roauH micis
npuifoMy  ogHopa3zoBoi  no3u 150 mr  mpemapaty  [udnrokaH — OMIHIOBAIM Y  XOMl
(apMaKOKiHETUYHOT'O JIOCHIJKEHHS 34 Y4acTIO JIeCATH KIHOK y Mepiojl JaKTamii, siki TAMYacoBO
a00 TOCTIfHO TPUIUHHUIM TOXYBaTH CBOIX HEMOBJAT TPYAMI0. Y MaTEpUHCHKOMY MOJIOIII
(i1yKOHA301 BUSIBUIIN Y CepeHIN KOHLEeHTpalil npubausHo 98 % Bia To1, 110 BiA3HAYAIHU Yy MJ1a3Mi
Mmatepi. Yepes 5,2 roguH micias NpUiloMy 03U cepellHs MIKOBa KOHIIEHTPAllisl Y MaT€pPUHCHKOMY
MoJoui crtaHoBuia 2,61 mr/a. Jlo6oBa n03a (hiaykoHa30dy, OTpUMaHa HEMOBIISIM 3 MAaTEPUHCHKOTO
MOJIOKa (SIKIO MPUNHATH CEpeaHE CHOXKUBaHHSA Moisioka 3a 150 mi/kr/mo0y), po3paxoBaHa Ha
OCHOBI CepelHbOI MIKOBOI KOHIIEHTpalii y Moo, mo nopiBHioe 0,39 Mr/kr/mo0y, CTaHOBUTH




npubmn3Ho 40 % Bix 103W, PEKOMEHI0OBAaHOI HOBOHAPOKEHUM (BikoM < 2 THXKHIB), abo 13 % Bix
JI03H, PEKOMEH/IOBAHOT HEMOBJISITAM JUISI JTIKYBaHHS KaHAUI03Y CIM30BHX OOOJIOHOK.

1TH.
Hani 3 dapmakokiHeTuku Oyiu omiHeHi y 113 mited mim 4dac 5 mOCHimKeHb: 2 AOCIITHKEHHS
pa3oBOro 3aCTOCYBaHHS, 2 JOCHTIDKEHHS 0araropa3oBOro 3acTOCYBaHHS Ta | JOCIHITKCHHS
HEJIOHOIICHUX HOBOHAPOKCHHUX.
[Ticnst BBenenns 2—8 mr/kr ¢urykoHa3omy IiTsAM BikoM Bif 9 micsuiB 10 15 pokiB AUC craHoBuia
O0mm3pko 38 Mkr*roa/mi Ha 1 mr/kr go3u. Ilicis Garatopa3oBOro 3acTOCyBaHHS CEPEIHIN Mepioj
HaliBBUBENCHHS (IIyKOHA30/1y 13 IJIa3MH KpOBI BapitoBaBcsa MDK 15 Ta 18 rogmHamu; o00’em
posnoainy craHoBuB 880 mu/kr. Bimbmn TpuBanmuii mepio] HamiBBHBEIEHHS 3 IUIa3MU KPOBI, IO
CTaHOBUB NMPHOIM3HO 24 ToAMHHU, OYB MICIIs pa30BOTr0 3acToCyBaHHs (iykoHaszomy. Llel mokazHuk
€ CIIBCTaBHUM 3 TEPiOJIOM HaIIBBUBEACHHS (PIyKOHA30Jly 3 TUIA3MU KPOBI IICIST Pa3oBOTO
3aCTOCYBaHHS 703U 3 MI/KI' BHYTPIIIHHOBEHHO AiTsAM BikoM Bix 11 muiB g0 11 micsmiB. O6’em
PO3MOJIUTY y MAIIE€HTIB I[i€1 BIKOBOI IPyIU CTAaHOBUB OJIN3bKO 950 MII/KT.
JocBing 3actocyBaHHs (DIIYKOHA30Jy HOBOHAPO/KCHHM OOMEKYEThCS (apMaKOKIHETHYHHUMHU
JOCIIJKEHHAMU 12 HEOHOMICHUX JIITeH 13 TepMiHOM recrarii mpubau3Ho 28 TwkHiB. CepeHill BiK
JUTHHU TIPY BBEJICHHI TEpIIOl 103U cTaHOBHUB 24 rofaunu (Big 9 mo 36 ToAuH); Cepe/iHs Bara npu
HapokeHHi ctanoBmia 900 T (Big 750 mo 1100 r). [{ns 7 nmamieHTiB MPOTOKOJI AOCTIKEHHS OyII0
BUKOHaHO. MakcuMyM 5 BHYTPIIIHBOBEHHUX 1H €K1 (IyKOHA30Iy y 1031 6 MI/KT BBOAUIIM KOXKHI
72 roquan. CepenHildl Tepioa HANIBBHBEICHHS CTAaHOBUB 74 romuHu (44—185) B mepmmii J€Hb,
noTiM 3Hu3KBCA 10 53 roauH (30—-131) Ha 7-i nens ta no 47 (27—68) na 13-i aens. [lmoma mig
KkpuBoto (MKr*ron/mi) cranosmia 271 (173-385) B nepiuuii nens, 30utbimnacs no 490 (292-734)
Ha 7- JAeHb, noTiM 3HU3MIaca 10 360 (167-566) na 13-t nenb. O6’eM po3noAiTy (MJI/KT) CTAHOBUB
1183 (1070-1470) y mnepumuii aenb, 30inbmyBaBes g0 1184 (510-2130) wa 7-i nerp Ta 110
1328 (1040-1680) na 13-ii neHs.
[NalieHTH JITHHOTO BIKY.
dapMaKOKIHETUYHE JTOCIIHKEHHS MIPOBOIIIM 3a y4yacTio 22 maiieHTiB (BIKOM BiJ 65 pokiB), siKi
3actocoByBanu S0 mr ¢Qaykonazonmy mepopaibHO. 10 Mami€HTiB OJHOYACHO 3aCTOCOBYBAIH
niypetuku. Cmax cTaHoBHIa 1,54 MKr/mMi Ta gocsranacst mpoTsrom 1,3 TOAuHU Micis 3aCTOCYBaHHS
baykonazonmy. Cepeanss AUC  cranoBuna  76,4+20,3 mxr*rog/min.  CepenHii  mepion
HamiBBUBelneHHsT — 46,2 roguau. Lli ¢apMakokiHeTHYHI TOKAa3HUKUA € BUIIMMHU TOPIBHSHO 13
AQHAJIOTIYHUMU Y 3I0POBUX JOOPOBOJIBIIIB MOJOAIIOrO Biky. OJlHOUAaCHE 3aCTOCYBaHHS JI1ypETUKIB
HE Majo 3Ha4yHOro BIUIMBY Ha Cmax Ta AUC. Takox kiipeHC kpeaTHHiHY (74 MJI/XB), BiJICOTOK
(iykoHa301y, IO €KCKpeTyBaBcs i3 cedeto y He3mineHoMy Burisimi (0-24 romunu, 22 %), ta
HUpPKOBUH KkiipeHc ¢uykoHa3ony (0,124 mu/XB/Kr) y Mali€eHTiB JaHOI BIKOBOi TIpynu Oynu
HWKYMMU, HIK QHAJIOT14HI MOKAa3HUKU Y MOJIOAUIMX TOOPOBOJBIIB. ToMy 3MiHH (hapMaKOKIHETHUKU
y MaIi€HTIB JITHBOTO BIKY OYEBHJIHO 3aJIKaTh BiJl HapaMeTpiB (GYHKIINH HUPOK.

Kuiniuni XapakTepucTHKH.

Ilokazanns.

Judmokan® nokasaHuit A JTiKyBaHHA TakuX TPMOKOBUX iH(EKUidl y J0pocnumx (JuB. po3min
«DapmakoauHaMIKa):

— KPUNTOKOKOBUW MEHIHTIT (AHB. po3ai «OcoOIMBOCTI 3aCTOCYBaHHS);

— KOKIUA101103 (IuB. po3aut «OcoOIuBOCTI 3aCTOCYBAaHHS»);

— IHBa3MBHI KaHIUI03H;

— KaHJHUJIO3U CIIM30BUX OOOJIOHOK, BKITFOUAIOYH KaHAMI03 POTOTJIOTKHA Ta KaHIUI03 CTPABOXOHY,
KaHTUAYPis, XpOHIYHUHN KaHINUI03 MIKIPH 1 CIIM30BUX 00OJIOHOK;

— XpOHIYHMH aTpodiyHUN KaHOUAO03 POTOBOI MOPOKHHMHU  (KaHOUAO3, CHPUUYMHEHUI
BUKOPUCTAHHSAM 3yOHUX MPOTE3iB) NPH Hee(EKTUBHOCTI TIri€HU POTOBOT MOPOKHUHU a00 MiCIEBOi
Teparii.

Judmrokan® mokazaHUH s MPOQITaKTUKU TAKUX 3aXBOPIOBAHB Y JOPOCIIUX, SK:

— peUUIUB KPUITOKOKOBOTO MEHIHTITY Y HAIlIEHTIB 3 BACOKHUM PU3UKOM HOTO PO3BUTKY;

— peuuarB KaHIU03y POTOIVIOTKH abo cTpaBoxony y mauieHTiB 3 BIJI 3 Bucokum pusmkom ioro
PO3BUTKY;

®



— mpo¢iTakTUKa KaHAWIO3HUX 1HQEKIil y NalieHTIB i3 TPUBAIOI HEHTpOIeHi€0 (HAaNpHKIa,
MAIIE€HTIB 31 37IOSKICHUMH 3aXBOPIOBaHHSMHU KPOBI, SIKI OTPUMYIOTH XiMiOTeparliro, ado Malli€HTiB
OpU TPAHCIUIAHTAIl TEMONOETHYHHUX CTOBOYPOBHX KIITHH) (AuB. po3nin «DapMakoioriysi
BJIacTUBOCTI. PapMaKoHAMIKAY ).

Judmokan® nokazaHuii JiTAM Bil HapOIKEHHs NS JiKyBaHHS KaHIMIO3iB CIM30BUX OOONOHOK
(KaHAMJO03 POTOTJIOTKH, KAaHIHUIO03 CTPAaBOXOMY), IHBAa3MBHHUX KaHAWIO03iB, KPUITOKOKOBOTO
MEHIHTITY Ta Ui NpOQIIaKTUKK KaHAWIAO3HUX IHQEKIUINd y Mali€HTiB 31 3HIKEHUM IMYHITETOM.
[Ipemapar MOXHa 3aCTOCOBYBATH SIK HiATPUMYBAIBHY TEpAIiio JUIS IONEPEIKCHHS PELUAUBY
KPUIITOKOKOBOTO MEHIHTITY Yy JITed 13 BHCOKMM PHU3HUKOM WOTO PO3BUTKY (IMB. PO3MILT
«Oco0aMBOCTI 3aCTOCYBAHHS).

Tepanito npemapatom Juduokan® Mo)Ha pPO3NOYMHATH [0 OTPUMAHHS  PE3yJIbTATiB
KyJbTypaJIbHUX Ta I1HIIUX JaO0OpaTOPHHUX MJOCIHIIPKEHb; OJHAK IICJIA OTPUMAHHSA pe3yJIbTaTiB
npoTuiH(EKIiHY Teparito CJIiJi CKOPUT'YBAaTH BIAMOBIIHIM YHHOM.

Ilpomunokazannus.

[nepuyTnuBicTh 10 (IIyKOHA30dy, IHIIMX A30JbHUX CIONYK a00 10 OyAb-iKOi 3 JOMOMIKHHX
PEUOBHH TIpernaparty, 3a3Ha4eHuX B po3aim «Criam.

OpnouacHe 3actocyBaHHs (uykoHa3oimy Ta TepeHaauHy TalieHTaM, sKi 3aCTOCOBYIOTh
dykonazon 6aratopazoBo y no3ax 400 mr/no0y Ta Buile (3rifHO 3 pe3yibTaTaMU JOCIIIKECHHS
B3a€MO/Ii1 0araTropazoBOro 3aCTOCYBaHHS).

OpnHouacHe 3acTOCyBaHHS ()IIyKOHA30Jly Ta IHIIUX JIIKAPCHKUX 3ac00iB, 110 MOJOBXKYIOTh 1HTEpBal
QT Tta merabomizyroThes 3a gonomororw pepmenty CYP3A4 (mampukian nu3amnpuay, acTeMi3ony,
MiMO3UY, XIHIIUHY Ta epUTpOMIlLMHY) (AuB. po3ain «OcobIMBOCTI 3acToCyBaHHA» Ta «B3aemomis
3 IHIIMMH JIIKAPCHKUMH 3ac00aMy Ta 1HIII BUAM B3a€MOIII).

B3aemooia 3 inmumu nikapcoKumu 3acovamu ma iHwii 6u0u 63a€Mooiil.

[IpoTHnoka3zaHo CyMiCHE 3aCTOCYBaHHs (DJIYKOHA30Jy Ta HUXKYE3a3HAYCHUX JIKAPChKHUX 3aC001B.
Luzanpuo: MOBIIOMIISIIOCS PO PO3BUTOK MOOIYHHUX peakiiii 3 OOKy cepls, Y TOMY YHCIi PO
NapOKCU3MallbHy LUTYHOYKOBY TaxiKapJil0 THIy «IIipyeT» Yy TMAaIl€HTIB, SKi OJHOYACHO
3aCTOCOBYBaJIM (PIIyKOHA30J Ta Iu3anpua. KoHTpoiboBaHE AOCHIHKEHHS MPOJAEMOHCTPYBAIIO, IO
onHoyacHe 3actocyBaHHsA 200 mr ¢aykoHazony 1 pa3 Ha 100y Ta 20 Mr uusanpuay 4 pasu Ha 100y
INPU3BOAMIIO JI0 3HAYHOTO MiJABUINEHHS pPIBHA LHM3alpuAy y IUIa3Mi KpOBI Ta JO IOAOBXKEHHS
inTepBany QT. OnHouyacHe 3acTOCyBaHHS (IIYKOHA30Iy Ta HU3ANPUIY IPOTUIIOKa3aHe (AUB. PO3ILT
«IIpoTunokazanss).

Tepgpenaoun: uepe3 BUMATKU PO3BUTKY TSDKKMX CEpLEBUX apUTMIH, CIPUYMHEHHUX IMOJIOBKEHHIM
iHTepBasty QTc, y mnamieHTiB, sfKI 3aCTOCOBYBaJM a30JbHI MPOTUIPUOKOBI JIIKApChKI 3acolOu
OJTHOYACHO 3 TeppeHaTUHOM, OyJM MPOBEIEHI JOCHIHKEHHs B3a€MOJIl LIMX IpenapartiB. Y XoJi
OJIHOTO JIOCTI/PKEHHS TIPH 3aCTOCyBaHHI (urykoHaszody y 1031 200 Mr Ha 700y He OyJIO BHUSBIEHO
nojoBkeHHs iHTepBany QTc. IHIe gocnipPKeHHs MPpH 3acTOCYBaHHI QuIyKoHazouy y fo3ax 400 mr
ta 800 Mr Ha 700y MPOAEMOHCTPYBAJIO, 10 3aCTOCYyBaHHA (uIykoHazony y no3ax 400 mr Ha no0y
a0o BuIlle 3HAYHO MIJBUILY€E piBeHb TepPeHaIUHY Y IU1a3Mi KpOBi IPU OJHOYACHOMY 3aCTOCYBaHHI
nux npenapariB. CymicHe 3acTocyBaHHs (BirykoHa30y y go3ax 400 mr abo Buie 3 TepheHaTunHOM
npoTtunokaszane (auB. po3aiun «IIporunokaszanus»). IIpu 3acrocyBaHHi (iykoHazony y Jo3ax
Hwkde 400 Mr Ha 700y OTHOYACHO 3 Tep(dhEeHATUHOM CIIIJI MPOBOJAUTH PETEIHLHUN MOHITOPUHT CTaHY
nali€exTa.

Acmemizon: cymicHE 3acCTOCYBaHHS (DITyKOHA30y Ta acTeMI30ldy MOXKE 3MEHIIUTH KIIPEeHC
acreMizony. CrnpuuuMHEHe UM MiJABHIIEHHS KOHIIEHTpALil acTeMi3ofly y IUIa3Mi KpOBI MoOXKe
NPU3BECTH 10 MOAOBXKEeHHS iHTepBasy QT Ta y piOKICHMX BHIAJKax — A0 MapOKCHU3MaJbHOI
IITYHOUKOBOI Taxikapaii Tumy «mipyer». OnHoYacHe 3acTOCYBaHHS (DIYKOHA307y Ta acTeMi3oiy
npoTtunokasase (nuB. po3ait «IIporunokazanusn»).

Ilimo3uo0 ma Xxinioun: CyMiCHE 3acCTOCYBaHHS ()IyYKOHA30Jdy Ta MIMO3UAYy abo XIHIJUHY MOXKe
MPU3BOAUTH 10 MPUTHIYEHHS MeTa00I13My MIMO3UTY a00 XiHIIUHY, X04Ya BIIOBIIHUX JOCITIIKEHb
in vitro ta in vivo He mpoBoawiu. [ligBUIIEHHS KOHIICHTpALii MMO3Uay a00 XIHIJUHY y IUIa3Mi
KpOBI MOXE CHPHYMHATH MOAOBXEHHS iHTepBany QT Ta y piAKiCHMX BHITaJKaxX MPU3BOJIUTH O
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PO3BHUTKY MapOKCH3MaJIbHOI IUTYHOYKOBOI Taxikapiii Tumy «mipyer». OJHOYacHE 3aCTOCYBAaHHS
baykoHa30y Ta MiMO3uTy a00 XiHIAMHY MpoTHIoKa3zane (quB. po3ain «IIpoTumnokazanusy).
Epumpomiyun: OgHOYAaCHE 3aCTOCYBAaHHS €PUTPOMILUHY Ta (DIyKOHA307y MOXKE NMPHU3BOAUTH 0
HiJABUILEHHS PU3UKY PO3BUTKY KapJlOTOKCHYHOCTI (1MonoBxeHHs iHTepBany QT, mapokcuzManbHa
IUTYHOYKOBA TaxiKaplis THIy «IipyeT») Ta, K HacliJ0oK, OO0 panToBOi CEpLUEBOi CMEpTi.
3actocyBaHHs ~ KOMOiHAIii IMX  JIKApChKUX  3aco0iB  MpoTHIOKa3zaHe  (AWB.  pO3MILI
«IIpoTunokazanss»).

He pexkoMeHIyeTbCs OJHOYACHE 3aCTOCYBaHHsA (DIYKOHA30Jy Ta HMXKYE3a3HAYEHUX JIKAPCBKUX
3ac00iB.

L'anogpanmpun’: GHayKoHA301 MOXKE CHPUYMHUATH TIJIBUIICHHS KOHIEHTpAIii TajgodaHTpuHy Yy
mia3mi KpoBi 3a paxyHok mnpurHiueHHs CYP3A4. OpHouacHe 3acTOCYyBaHHS ITUX JIIKApCHKUX
3ac00iB MOK€ MPHU3BOJUTH [0 MiJBUIICHHS PU3MKY PO3BUTKY KapAiOTOKCHYHOCTI (TIOZOBXKECHHS
inTepBany QT, mapokcu3MaibHa NUIYHOYKOBA TaXiKapis THITY «ITpyeT») Ta, SK HACIiJIO0K, 0
panToBoi cepreBoi cmepti. CiniJil yHUKATH 3aCTOCYBaHHs KOMOIHAIIT WX JIKAPChKUX 3ac00iB (IMB.
po31in1 «Oco0IMBOCTI 3aCTOCYBAHHS )

CymicHe 3acToCyBaHHS (DJIYKOHA30JIly Ta HIDKYE3a3HAYCHUX JIKApPCBKHX 3aco0iB BHMAarae
00epesKHOCTI.

Amiooapon: OAHOYACHE 3acTOCyBaHHS (IYKOHA30dy 3 amioZapOHOM MOXE MPHU3BECTH IO
nojgosxkeHHs 1HTepBany QT. @uykoHazonm cmig 3 00EpeXHICTIO 3acTOCOBYBATH pa3oM 3
amioJIapoOHOM, OCOOJIMBO y pa3i MPU3HAYCHHS BHCOKOT 103U (hrykoHazoy (800 mr).

CyMmicHe 3acToCyBaHHS (DJIYKOHA30Jly Ta HIKYE3a3HAYCHUX JIKApChKUX 3aco0iB BUMAarae
00EepEeKHOCTI Ta KOPUTYBAHHS JIO3H.

- Bnaue inwux nikapcokux 3acobie Ha (uyKoHazo.

JocnikeHHsT B3aeMOJii  MPOJEMOHCTPYBAIM, MIO0 TIEpOpajbHE 3acTOCYBaHHS (DIyKOHA30IY
OJTHOYACHO 13 BXKMBAaHHAM 1XKi, NPUHOMOM NMMETHAMHY, aHTaUUAIB abo 3 TMOJaJIbIIUM
OTIPOMIHEHHSIM YChOTO TiJIa JUIS MEePECaTAKH KiCTKOBOTO MO3KY HE Ma€ KIIHIYHO 3HAYYIIOTO BIUTHBY
Ha abcopOirito (haykoHa3omy.

Pugamniyun: ogaodacHe 3acTocyBaHHS (DIyKOHA30Iy Ta pUPaMITIIUHY MPU3BOIMIO 10 3HUKCHHS
AUC nHa 25% Ta ckopouyBajio mepioja HamiBBUBeIEHHS (uykoHazomy Ha 20 %. Tomy s
NAIIEHTIB, SIKI 3aCTOCOBYIOTH pUGaMIILUH, CIIJ PO3IJISHYTH JOUUIBHICTh MIABUIIEHHS 103U
¢diykoHazomy.

Tiopoxnopomiazuo: y pochmimxeHHl (papMakOKIHETUYHOI B3a€MOJIl OJHOYAcHE OaratokparHe
3aCTOCYBaHHS TIPOXJIOPOTIa3Uay 3/I0POBUM JOOPOBOJBISIM, SIKI OTPUMYBAIM  (hIyKOHA301,
M1JBUIIYBAJIO KOHLEHTpalio (IyKoHazoly y mia3mi kposi Ha 40 %. Taki mapameTpu B3aeEMOJIi He
BUMAraroTh 3MiH y pPeXuUMi 03yBaHHS (DIyKOHA30Jy Ui MAlli€HTIB, SKI OJJHOYACHO OTPUMYIOTh
CEYOT'1HHI 3ac00H.

- Bnnue ¢ykonazony na inwi nikapcoki 3acoou.

®nykoHa3zosn € nomipHuM 1HTriOiTopom nutoxpomy P450 (CYP) izodepmenty 2C9 Ta 3A4.
QIuyKoHa30JI € TOTYXHHUM iHriditopom  13opepmenty CYP2C19. Ha pomaroxk 10
CIIOCTEPE)KYBAHUX/TOKYMEHTATHPHO ~MIATBEPKCHUX B3a€EMOJIINA, 10 OMUCaHI HUX4Ye, TNpH
OJTHOYAaCHOMY 3aCTOCYBaHHI 3 (PIYKOHA30JIOM ICHY€ pPHM3MK MIJIBUIIEHHS Yy IUIa3Mi KpOBI
KOHIIEHTpaIlid 1HMHX croiyk, mo Meradom3yioTbes CYP2C9, CYP2C19 ta CYP3A4. Tomy
3aCTOCOBYBATH TakKi KOMOiIHAIlii mpenapaTiB ciijl 3 00EpEeKHICTIO; TP IIbOMY HEOOXITHO PETEebHO
criocTepiratu 3a craHoM naiieHTiB. [IpurnidyBanbHa aist QuiykoHa3omy Ha pepMeHTH 30epiraeThes
npoTsrom 4-5 16 micist HOro 3acToCyBaHHS y 3B’SI3KYy 3 HOro TpUBAJIMM NEpioIOM HaIiBBUBEACHHS
(nuB. po3nin «[Iporunokazanus»).

Anvghenmanin: Mg dYac OAHOYACHOTO 3acTOCYBaHHS anb(eHTaHiry y mA031 20 MKI/Kr Ta
baykonazony y n031 400 Mr 3710pOBHUM JTOOPOBOJIBIIM CITIOCTEPITajgocs BOKpAaTHE 30UTbIIEHHS
AUC10, moxuBo, yepe3 inriOyBanuas CYP3A4. Moxe OyTH HEOOXiZHUM KOPUTYBaHHS J03U
anb(eHTaHLTy.

Amimpunmunin, nopmpunmuain: (QIyKOHA30Jl MOCUIIOE A0 aMITPUNTWIIHY Ta HOPTPUITHUIIIHY.
PekoMeHayeTbCS BHUMIpPIOBATH KOHLIEHTpalii S-HOPTpUNTUIIIHY Ta/ab0 S-aMITpUNTWIIHY Ha
noyaTtky KoMOiHOBaHO1 Teparii Ta uepe3 1 THkIeHb. Y pa3i HEOOXIJHOCTI CIIi/l BIIKOPUTYBATH 103y
aMITPUTITUIIHY/HOPTPUNITHITIHY.




Am¢pomepuyun B: omHouyacHe 3acTocyBaHHA (iykoHazonmy Ta amdorepunuHy B iHdikoBaHuM
MUIIIAM 13 HOPMAJIBHUM IMYHITETOM Ta 1H()IKOBAHUM MHIIAM 31 3HWKEHUM IMYHITETOM JaJI0 Taki
pe3yJIbTaTh: HEBEIUKUI aTUTUBHUI POTUTrpUOKOBUil edekt npu cucremHiil inpekuii C. albicans,
BIICYTHICTh B3aeMoii mpu BHyTpimHbOYepenHii iHdekmii Cryptococcus neoformans ta
AQHTaroHi3M JIBOX TpemapatiB npu cuctemHii indekuii Aspergillus fumigatus. Kniniune 3HaueHHs
pe3yibTaTiB, OTPUMAHKX Y XO1 IIUX JTOCIIIPKEHb, HEBIIOME.

Aumukoacynanmu: SK 1 TpU 3aCTOCYBaHHI IHIIMX a30JbHUX MPOTUTPHOKOBUX 3aco0iB, MpHU
OJIHOYAaCHOMY 3acTOCYBaHH1 ()IyKOHA30Iy Ta BapdapHuHy MOBIAOMIISUIOCS MPO BUIIAIKU PO3BUTKY
KpOBOTEY (reMaToM, HOCOBOi KPOBOTEY, UTYHKOBO-KHILIKOBUX KPOBOTEU, reMaTypii Ta MEJICHH) Y
NOEAHAHHI 3 TMOJOBXEHHSAM MpoTpomOiHOBoro uyacy. [lpum oxHOYacHOMY 3acTOCyBaHHI
baykoHa3zonmy Ta BaphapuHy CIOCTEPIrajocs IBOKPAaTHE IMiABUINEHHS HPOTPOMOIHOBOrO dacy,
WMOBIpPHO, BHACTIZOK MNpHUTHIYeHHS MeTabomnismy Bapdapuny uepe3 CYP2C9. Cmig perenbHO
KOHTPOJIIOBATH TMPOTPOMOIHOBHM Yac y MAIll€HTIB, SKI OJHOYACHO 3aCTOCOBYIOTh KyMapHHOBI
AQHTHUKOATYJIIHTH a00 iHAaHea10H. Moxe OyTH HEeOOX1THOI KOPEKIisl 1031 aHTUKOAryJIsHTA.
benzooiazeninu xkopomroi 0ii, nanpuxnad mioazonam, mpuazonram: TpU3HAYEHHS (DIyKOHA30TY
HiCJIi  TEepopaIbHOTO  3aCTOCYBAaHHS MiJa3ojiaMy MOPHU3BOJMIIO 7O 3HAYHOTO IIiIBHICHHS
KOHIIEHTpaLli MiJja30jaMy Ta J0 HOCWJIEHHS NMCUXOMOTOPHMX edekTiB. OpHOYacCHE 3aCTOCYBaHHS
dykoHazony y 103i 200 Mr Ta Mifga3oiamy y 1031 7,5 Mr nmepopaibHO IPU3BOINIIO IO ITiIBHINCHHS
AUC Ta mepiony HamiBBUBEACHHs Migazonamy y 3,7 Ta 2,2 pa3a BiANOBIAHO. 3aCTOCYBaHHS
dykoHazony y m03i 200 Mr/no0y ta 0,25 Mr Tpruazonamy nepopaabHO MPU3BOAMIIO JIO ITiIBHICHHS
AUC Ta nepiony HamiBBUBeIeHHsS Tpuasonamy y 4,4 ta 2,3 pasa BianosigHo. Ilpu onHouacHOMy
3aCTOCYBaHHI ()IYKOHA30Jly Ta TpHA30JiaMy CIIOCTEpIrajgocs IMOTEHIIIIOBAHHS Ta TIPOJIOHTAIIIS
edekTiB TpuazosaMy. SIKIIO MAIli€HTy, SIKHH MPOXOAMTH KypC JiKyBaHHS (DJIyKOHA30J0M, CIIiJ
OJIHOYACHO TPU3HAYUTH Teparito OeH30/1i1a3emHaMu, 103y OCTAHHIX CIIiJI 3SMCHIIUTH Ta BCTAHOBUTH
HAJIC)KHUH HArJIs1 32 CTAHOM Malli€HTa.

Kapbamasenin: haykoHa307 TpHUTHIYYE MeTa0odi3M KapOamaseliHy Ta CHPHYUHSE ITiIBUIICHHS
piBHs kapOamazeniny B cupoBaTii kpoBi Ha 30 %. IcHye pu3HK PO3BUTKY MPOSIBIB TOKCUYHOCTI 3
O0oky kapOamazeminy. Mosxe OyTH HEOOXiTHMM KOPHTYBAaHHS J03W KapOamasemiHy 3alexHO Bif
piBHS HOro KOHIIEHTpalii Ta Aii mpenapary.

bnoxamopu kanvyiesux kananis.: NesKl aHTaroHICTH KaJbLi0 (HiQeaumiH, ICpaguilii, aMJIOIUIIIH Ta
¢denonunin) merabonizyrotecsi  pepmentom CYP3A4. dnykoHazonm NOTEHLIMHO  Moxe
MIJBUIIYBAaTH CHCTEMHY €KCIIO3MIII0 OJOKAaTOpIB KaJbI[IEBUX KaHalB. PeKoMeHI0BaHMiA
peTenbHUNA MOHITOPHHT IIOJI0 PO3BUTKY MOOIUYHUX peaKiil.

[]enexoxcu6: ipu ogHOYaCHOMY 3acTocyBaHHI (iykoHazony (200 Mr Ha m00y) Ta IEIeKOKCUOy
(200 Mr) Cmax Ta AUC wnenexokcuOy migsuiryBaiucs Ha 68 % ta 134 % Bigmoiguo. Ilpu
OJIHOYACHOMY 3aCTOCYBaHHI IIEJICKOKCHOY Ta (hIyKOHA30Jly MOXXKe OyTH HEOOX1THUM 3MEHIIIECHHS
JI03M 1LIeJIEKOKCUOY BJIB1Ui.

Luxnogocghamio: onHOouacHe 3acToCyBaHHS HUKIOPochaminy Ta (IyKOHA30Jy MPHU3BOAUTH 10
NiBUILEHHA piBHA OutipyOiHy Ta KpeaTHHIHY B cupoBarui kpoBi. Lli mpemapatu MokHa
3aCTOCOBYBAaTH OJHOYACHO, 3Ba)KalOUM Ha pPHU3UK MIBHUILEHHS KOHLEHTpauii OiunipyOiHy Ta
KpeaTuHiHy B CUPOBATII KPOBI.

@enmanin: MOBIAOMIISAIIOCS TIPO OAWH JICTAJILHUNA BHUMAJO0K 1HTOKCHKAIil ()EHTAHUIOM BHACIIOK
MOYJIMBOT B3aeMoJlii peHTaH1Ty Ta (rykoHa3zoury. Jlo TOro >k y JOCHIKEHHI 32 y4acTiO 3I0pPOBHX
JIOOPOBOJIBIIIB OyJIO TPOJEMOHCTPOBAHO, MO (HIYKOHA30J] 3HAYHO YIOBUIBHIOBAB EIIMIHAIIIIO
¢denraniny. IliaBuieHHS KOHLEHTpAIil (EHTAaHITy MOXKE NMPHU3BECTH 10 NPUTHIYCHHS JWXaHHS,
TOMY CIIJ PeTeThbHO KOHTPOJIIOBATH CTaH marieHTa. Moxke OyTH HEOOXITHOIO KOPEKIlisl 03
deHTaniy.

Ineioimopu I'MI-KoA-pedykmasu: cyMicHE 3acTocyBaHHS (hiaykoHa3omy Ta iHrioiTopiB ['MI'-KoA-
penykrasu, o meradomizytotbess CYP3A4 (atopBacTaTH Ta cUMBAcTaTHH), abo iHriditopis ['MI -
KoA-penykrasu, mo wmetabonizyorbest CYP2C9 (duyBacTaTvH), MiABUILYE PU3HK PO3BUTKY
miomnaTii Ta padaomionizy. Y pas3i HEOOXiHOCTI OJJHOYACHOTO 3aCTOCYBaHHS LUX MpenapaTiB CIif
pPETEeNbHO CHOCTEpIraTu 3a MAIllEHTOM ILI0JI0 BUHUKHEHHS CUMIITOMIB MionaTii Ta pabaomiomi3y i
IPOBOJUTH MOHITOPUHT PiBHS KpeaTHHKiHA3U. Y pa3l 3HAYHOTO ITiJIBUIIEHHS PIBHSA KpEaTUHKIHA3H,



a TaKOXX NpHU JIarHOCTyBaHHI abo Migo3pi Ha MiomaTiro/pabaoMioni3 3acToCyBaHHs 1HTi10ITOPIB
I'MI'-KoA-peayKkTas3u Ciai MPUMAHATH.

I6pumuni6: nomipHi iHriditopu CYP3A4, taki sk (aykoHa3os, MiABUINYIOTh KOHIICHTPALiO
10pUTHHIOY B TUTa3Mi Ta MOXYTh IIJBUIIYBATH PU3UK TOKCHYHOCTI. SIKIIO HEMOXXJIMBO YHUKHYTH
KoMOiHalii mpenapariB, MOTPiOHO 3HU3UTH 103y 10puTHHIOY m0 280 Mr oamH pa3 Ha A00y
(2 karicynmi) 3 METOIO MPOJOBKEHHS 3aCTOCYBaHHS iHrIOITOpy Ta 3a0e3MEYUTH MOCTIHHHIMA
KJIHIYHUI MOHITOPHHT.

lsakagpmop: onHOYACHE 3aCTOCYBaHHS 1BakaToOpy, peryisTopa TpaHCMEMOpaHHOI MPOBIIHOCTI
npu mykoBiciuao3i (CFTR), 30inmpmmno ekcro3uiiro iBakapTopy B 3 pasd Ta EKCIHO3UIIIIO
rizpokcumetmiiBakagropy (M1) y 1,9 paza. Ilamientam, siKi OZHOYACHO NPHUIMAIOTH TMOMIpHI
iarioitopy  CYP3A, Ttaki gk (iaykoHa3od Ta EpUTPOMINMH, PEKOMEHIOBAHO 3HHU3UTH 103y
iBakaropy 1o 150 Mr oguH pa3 Ha 100y.

Onanapu6. nomipui iurioitopu CYP3A4, Taki sk QuaykoHa3on, 30UIBIIYIOTH IUIa3MOBI
KOHIIEHTpawii onamapuOy; iX OJHOYAacCHE 3aCTOCYBaHHS HE PEKOMEHIYeThCs. SKIo Takoi
KOMOIHAIIIT HE MOYKHA YHUKHYTH, IIPUHOM OJIarapu0y oOMexyroTh go3amu 200 Mr 1Bivi Ha 100y .
Imynocynpecopu (Hanpukiao YuKkiocnOpuH, e8epouimyc, CUpOLIMYC i MaKpOLiMyc).

Luxnocnopun: dnykonason 3HauyHO miaBHILye KoHueHTpanito Ta AUC nukinocnopuny. [lpu
OJIHOYACHOMY 3acTOCyBaHHI (uykonazonmy y m03i 200 mMr/moby Ta MOHKJIOCHOPUHY Vy 031
2,7 mr/kr/no0y crnoctepiranocs 30inbmenns AUC nuknocnopuny y 1,8 pa3za. Li mpemapati MoxkHa
3aCTOCOBYBAaTH OJHOYACHO 32 YMOBH 3MEHIIEHHS J03M IUKJIOCHIOPHHY 3aJIEKHO BiJ HOro
KOHIICHTpAIIii.

Eseponimyc: xouya mociipkeHp iN Vitro ta in Vivo He TpOBOAMIH, BiZIOMO, IO (IIYKOHA30JI MOXKE
M1JBUIIYBAaTH KOHIICHTPAIIIIO €BEPOIIMYCY B CUPOBATIIl KpoBi yepe3 npurnideHHss CYP3A4.
Cuponimyc: (IYyKOHA30J IMIJIBHILYE KOHIICHTPAIII0 CHUPOIIMYCYy Y TIUIa3Mi KpOBi, HMOBIPHO,
[UIIXOM TMpHUTHIYeHHS MeTadomnizmy cuponimycy depmentoM CYP3A4 ta P-rmikomporeinom. Lli
npernapaTd MOXHA 3aCTOCOBYBATH OJIHOYACHO 332 YMOBH KOPUTYBAHHS J03U CHPOJIIMYCY 3aJI€KHO
BiJl piBHS KOHIIEHTpaIlii Ta eeKTiB mpenapary.

Takponimyc: QIryKOHA30JI MOXKE IiJIBUITYBAaTH KOHIEHTpAIii TaKpOJIMyCy B CHpPOBATI KPOBI 10
5 pa3iB mpu #Horo mepopajbHOMY 3aCTOCYBaHHI uepe3 MPUTHIYEHHS MeTaboli3My TaKpoJIiMycy
¢depmentom CYP3A4 y xumeuynuky. [Ipu BHYTpIIIHBOBEHHOMY 3aCTOCYBAaHHI TaKpOJIMYyCYy He
CIOCTepIrajgocs 3HaYHUX 3MiH (papMakokiHeTHkH. [TiABHILEH] piBHI TaKpOIIMYyCY acOLOIOTHCS 13
HedpoTokcuyHIcTIO. Jl03y TakpoiaiMyCy UIsi TEepOpalIbHOTO 3aCTOCYBAHHS CIIIJI 3HUXKYBATH
3aJIeKHO B1Jl KOHLIEHTPALT TaKpOJIIMYyCy.

Jlozapman: GaykoHa30 MPUTHIYYE METabOIIi3M JI03apTaHy A0 HOro akTHBHOTO Mmetabomity (E-
31 74), mo oOyMOBIIO€ OBy YaCTUHY AHTAroHi3My 10 perentopiB aHrioreHsuny Il mig uac
3aCTOCYBaHHS JI03apTaHy. PeKOMEH/I0BaHO 3/1HCHIOBATH MOCTIMHUN MOHITOPHUHI apTepiaJbHOTO
TUCKY y MaIl€HTIB.

Memaoon: (hayKoHa307 MOXKE€ MIJBUIIYBATH KOHLIEHTpALI0 METAaJ0HYy y cupoBatii kpoBi. Ilpu
OJTHOYaCHOMY 3aCTOCYBaHHI METaJIoHy Ta ()IyKOHa30dy MoXe OyTH HEOOXIJHUM KOpPHUTYyBaHHS
JI03M METAJIOHY.

Hecmepoioni  npomuszananeni  npenapamu  (HII3II): npu O0AHOYACHOMY 3acTOCYBaHHI 3
baykonazonoM Cmax Ta AUC daypo6inpodeny miasunryBamucs Ha 23 % Tta 81 % BiamoBigHO
MOPIBHSHO 3 BiANOBIAHUMH MMOKAa3HUKAMH MIPH 3aCTOCYBaHHI TUIbKH (aypOinpodeHy. AHaIOriyHO
MIPU OJTHOYACHOMY 3aCTOCyBaHHI (hirykoHa30:y 3 paremiyauM i0ympodernom (400 mMr) Cmax Ta AUC
(apMakoJIOTi4YHO aKTUBHOTO i30Mepy S-(+)-iOynpodeny miaBumryBamucs Ha 15% Tta 82 %
BIJIMOBIIHO, TIOPIBHSHO 3 TaKUMH TIOKa3HUKAaMH TIPU 3aCTOCYBaHHI TUIBKH PAIEMIYHOTO
10ympodeny.

Xoua crneuianbHUX JOCHKEHb HE NPOBOAWIM, (IYKOHA30J MOXKE IMIJABHINYBAaTH CUCTEMHY
exco3unito iHmmx HII3II, mo werabomizytoreess CYP2C9 (Hampukiag —HampoKceHy,
JOPHOKCHKaMy, MeEJIOKCUKaMy, AukiIodeHaky). PexomeHAOoBaHO TEpIOJWYHO 3IIMCHIOBATH
MOHITOPUHT OOIYHUX peaKlii Ta TOKCHYHUX NposiBiB, nMoB’s3aHux 13 HII3I1. Mose Oyt notpioHe
kopuryBaHHs 1o3u HIT3II.

@Denimoin: (HayKoHa307 MPUTHIYYE MeTaboni3M (eHiToiHy B nedinui. OpHouacHe OaraTtopasoBe
3actrocyBanHsa 200 mr d¢uykonazony Ta 250 Mr (eHiTOiHy BHYTPITHROBEHHO IPHU3BOIUTH [0
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nigsumeHHs AUCy4 ¢enitoiny Ha 75 % Ta Cmin Ha 128 %. IIpu onHOUacHOMY 3aCTOCYBaHHI LUX
JTIKapChKUX 3ac001B CJIiJI TPOBOJUTHA MOHITOPUHT KOHIIEHTpaIlli (DeHITOIHY Yy CHPOBATIIl KPOBI IS
YHUKHEHHS PO3BUTKY TOKCHYHOI Aii heHiToiny.

Ilpeonizon. MOBIIOMIISIOCS PO BUMAIO0K, KOJIM y TAIli€HTa MIC/sl TpaHCIIAaHTAIlli eYiHKK Ha T
3aCTOCYBaHHS TPEAHI30HY PO3BUHYJACS TOCTPa HEJOCTATHICTh KOPU HAAHMPKOBHX 3aJI03, IIO
BUHHUKJIA TMICJIsSl TNPUIMHEHHS TPUMICSIYHOrO Kypcy Tepanii ¢uykoHasonoMm. IlpunuHeHHs
3aCTOCYBaHHA (PIIyKOHA30Jly, WMOBIpHO, crnpuuuMHWIO mnocuieHHs akTtuBHOCcTi CYP3A4, mo
MIPU3BEJIO 10 MPUCKOPEHHS MeTado13My NpeaHi3oHy. CIliJl peTebHO CTeKUTH 3a TMalliEHTaMH, SKi
IOPOTSrOM TPUBAIOI0 Yacy OJHOYACHO 3acCTOCOBYIOTh (DIYKOHA30J Ta IpPEIHI30H, 3 METO0
MOTIEPE/DKEHHST  PO3BUTKY HEIOCTATHOCTI KOPH HAJHUPKOBUX 3aJI03 TICHS HPUIMUHEHHS
3aCTOCYBaHHS (UIyKOHA30Iy.

Pugpabymun: dnykoHason miABHUINYE KOHIEHTpalil0 pupadyTUHY B CHPOBATI KpOBI, IO
npu3Boauth 10 30umbmieHHs AUC pudalytuny no 80 %. Ilpum oaHouacHOMY 3acTOCyBaHHI
¢dykonazony Ta pupabyTHHY HOBITOMIISUIOCS TPO BHUIAIKU PO3BUTKY yBeiTy. Ilpu 3acrocyBaHHi
Takoi KOMOiHaIli1 JTIKapChKKUX 3ac001B CIIiJ] OpaTH 0 yBaru CUMIITOMHU TOKCUYHOT 1ii pudadytuny.
Caxsinasip: ¢nykonazon miasumrye AUC ta Cmax cakBiHaBipy mnpuOmm3Ho Ha 50 % Ta 55 %
BIJIMOBIAHO Yepe3 MPUTHIYEHHS MeTa0o0i3My cakBiHaBipy y nedinui pepmentom CYP3A4 Ta uepe3
inriOyBanHs P-riikonporeiny. B3aemonii mMixk (aykoHa30J0M Ta CakBiHaBipOM/PHUTOHABIpOM HE
JTOCTIKyBaIKMCS, TOMY BOHM MOXYTh OyTH OuIbIl BUpakeHUMH. Moxke OyTH HEOOXiIHUM
KOPUTYBaHHS JI03H CaKBiHaBIpy.

Iloxioni cynvghonincewosunu: MPU OTHOYACHOMY 3aCTOCYBaHHI (PIIYKOHA30J IMPOJIOHTYE MEpiof
HAIBBUBEICHHS TMEPOPATbHUX MOXIAHUX CyJIb()OHUICEUOBHHU (XJIOPIpONaMiay, TiaiOeHKIaMiTy,
[IIM3UAY Ta TONOyTaMidy) MpU IX 3aCTOCYBaHHI 3J0POBUM J0OpPOBOJIBISIM. PekoMeHayeThes
NPOBOJUTH YaCTH KOHTPOJIb IIYKPY B KPOBi Ta BiANOBIAHAM YMHOM 3HIKYBAaTH 103y TOXITHUX
CyNb(OHIICEYOBUHHU MTPU OJHOYACHOMY 3aCTOCYBaHHI 13 (PIIyKOHA30JI0M.

Teoghinin: 'y mnaneb0-KOHTPOJILOBAHOMY JOCTIPKEHHI B3aEMOJIi IpemnapaTiB  3aCTOCYBaHHS
dnaykonazonmy mo 200 mr mpoTsroM 14 AHIB MOpU3BENO A0 3HUKEHHS CEPEeIHbOTO KIIpeHCy
teoinminy B mma3mi kpoBi Ha 18 %. 3a manieHTaMu, sIKi 3aCTOCOBYIOTH TEO(IJIiH Y BHCOKHX J103aX
a0o0 SKi MAlOTh MiABUIIEHUNA PU3UK PO3BUTKY TOKCHYHUX MPOSABIB TEO(UIIHY 3 IHIIUX MPUYUH, CIiJ
BCTAHOBUTH HArJIsI/I 110JI0 BUSBJIEHHS O3HAaK PO3BUTKY TOKCHMYHOI Iii TeodumiHy. Tepamito ciif
3MIHUTH NIPH MOSIBI 03HAK TOKCUYHOCTI.

Topayumuni6: BB TO(PAUTHHIOY 3pOCTa€ MPU OJHOYACHOMY 3aCTOCYBAaHHI 3 JIKAPCHKUMHU
3aco0amu, sKi MpHU3BOIATH 10 THoMipHoro iHrioyBanus CYP3A4 Ta moryxHoro iHriOyBaHHS
CYP2C19 (mampukinazn ¢uykonaszoin). ToMy peKOMEHIOBAaHO 3HU3UTHU 103y TOPaIrUTUHIOY 10 5 MT
OJIMH pa3 Ha 00y B KOMOIHAIISIX 3 IIMMU IpenapaTaMy.

Anxanoiou 6apginky: xo4a BIIMOBITHUX AOCTIHKEHb HE TPOBOIUIIH, (DITyKOHA301, IMOBIPHO, UYepe3
inriOyBanHs CYP3A4, mMoxe CHOpUYMHATH MIJBUILEHHS KOHIEHTpalii ankajoifgiB OapBiHKY Yy
iasMi  KpoBl (HampuKiIajJ BIHKPUCTUHY Ta BIHOJACTHHY), IO MNPU3BOAMTH JI0 PO3BUTKY
HEHPOTOKCHUUHUX €EKTIB.

Bimamin A: moBiIOMISIIOCS, L0 y Talll€EHTa, SIKUA OJHOYACHO 3aCTOCOBYBAaB TPAHCPETUHOEBY
KUCIOTY (KucioTHa (opMma BiTaMiHy A) Ta (iyKoHa30J, crocTepirajucs moodiuHi peakiii 3 60Ky
nentpanbHoi HepBoBoi cuctemu (L{THC) y dopmi mceBAoTYMOpY TOJIOBHOTO MO3KY; JNAHHUN e(peKT
3HMK Micas BiaMiHM (iaykoHazomy. Lli mikapcbki 3aco0uM MOXHa 3aCTOCOBYBAaTH OJHOYACHO, alie
CJIIJI TaM’SITaTy PO PU3MK BUHUKHEHHS MoOIyHMX peakiiil 3 6oky LIHC.

Bopuxonazon  (incioimop CYP2C9, CYP2Cl9 ma CYP3A4): opHouyacHe 3acTOCYBaHHS
BOPHKOHA30Jy TnepopaibHo (1o 400 Mr xoxHi 12 roaus npotsroM 1 mHsA, motim mo 200 MT KOXHI
12 rogun mpotsarom 2,5 aHiB) Ta ¢uiykoHaszony nepopaibHo (400 Mr B mepuiuii eHb, MOTIM IO
200 Mr KOXHI 24 TOMMHA TIPOTATOM 4 AHIB) 8 370POBHM JOOPOBOJIBIISIM YOJIOBIYOT CTATI TIPHU3BEIIO
no migsumeHHs Cmax Ta AUC, BopukoHasony B cepeaubomy 10 57 % (90 % I: 20 %, 107 %) Ta
79 % (90 % JI: 40 %, 128 %) BiamosigHo. HeBimomo, 4u NpU3BOAWTH 3HIIKCHHS 03U Ta/abo
YaCcTOTU 3aCTOCYBAaHHS BOPUKOHA30iy abo (QuiyKoHa3zoily 10 YCyHeHHs Takoro edekty. Ilpu
3aCTOCYBaHHI BOPUKOHA30JY MIiCHsl (DIIyKOHA30Ty CIIiJ MPOBOAUTH CIIOCTEPEIKEHHS 010 PO3BUTKY
no0iYHUX e(eKTiB, acOIifOBaHUX 13 BOPUKOHA30JIOM.



3uoosyoun: dnykonazon miaBuirye Cmax Ta AUC 3umoByauny Ha 84 % Ta 74 % BIiANOBigHO, IO
3YMOBJICHO 3HIKEHHSM KIIPEHCY 3UAOBYAMHY NpuOIu3Ho Ha 45 % mnpu Horo mnepopajlbHOMY
3acrocyBaHHi. [lepion HaniBBUBEACHHS 3UJOBYIMHY OYB TaKOXX MMOJOBXEHUH nmpuban3Ho Ha 128 %
IICIIsl 3aCTOCYBaHHs KOMOiHaIlii (uIyKoHa30Jy Ta 3UJIOBYJMHY. 3a Malli€HTaMH, SIKi 3aCTOCOBYIOTH
TaKy KOMOIHAIiIO JIKapChKUX 3ac0o0iB, CIiJl CHOCTEpIraTd IOAO PO3BUTKY MOOIYHUX pEaKIlii,
MIOB’sI3aHUX 13 3aCTOCYBaHHSM 3HUIOBYAWHY. MOXHa PO3TJISHYTH JOIUIBHICTh 3HIDKEHHS JI03U
3UJIOBYAHHY.

A3zumpomiyun: y X0Ii BIIKPUTOTO PaHIOMi30BaHOTO TPHUCTOPOHHBOTO IEPEXPECHOTO JOCIIIKCHHS,
B SIKOMY B3sUIM Y4YacTh 18 310poBHX JTOOPOBOJBIIIB, OIIHIOBAJIM BIUIMB a3UTPOMIIMHY Ta
¢drykonazony Ha (GapMaKOKiHETUKY OJUH OJHOTO MPH iX OAHOYACHOMY IEPOPATLHOMY Pa30BOMY
3actocyBaHHi y go3ax 1200 mr Ta 800 mr BigmoBigHO. JKogHUX 3HAYymux (HapMaKOKiHETHUYHUX
B3a€MO/IIH BUSIBIICHO HE OYJI0.

Ilepopanvni koumpayenmugu: MPOBOIMIOCS 2 (hapMaKOKIHETHYHUX JOCIIDKEHHS 0aratopa3oBoro
3acTocyBaHHA ()IyKOHA30J1y Ta KOMOIHOBAaHOTO MEPOPAILHOrO KoHTparentusa. [Ipu 3actocyBaHHi
baykoHa3zony y m031 50 Mr BIUIMBY Ha piBEHb TOPMOHIB He OyJ0, TOAI SIK MPU 3aCTOCYBaHHI
dykonazony y 1o3i 200 mr Ha 100y crioctepiranocs 30insmenas AUC etunitectpamiony Ha 40 %
Ta JeBoHoprectpeny — Ha 24 %. lle cBiguuth mpo Te, MmO Oararopa3oBe 3aCTOCYBaHHs
¢diykoHa30/Ty y 3a3HAYCHHUX J103aX HABPSI YM MOJXKE BIUIMBATH HA €EKTUBHICTH KOMOIHOBaHOTO
NEPOPATBHOTO KOHTPAIICTITHBA.

Ocoonueocmi 3acmocyganns.

Hepmamodghimin. BiamoBigHO 10 pe3yabTaTiB JOCHIUKEHHS (IIYKOHA30y JJsl JIKyBaHHS
nepMatodiTii y AiTei, GprykoHa3onl He MepeBHIlye Tpu3eo(dyibBiH 32 ePEeKTUBHICTIO 1 3araabHHA
nokasHUK edekTUBHOCTI cTanoBuTh MeHme 20 %. Tomy Jludumiokan® He ciif 3acTocOByBaTH s
JiKyBaHHS AepMaTodiTii.

Kpunmoxkoko3. Jloka3iB edeKkTuBHOCTI (IyKOHA30y /s JIKyBaHHS KPHUITOKOKO3Y 1HIIUX
JOKaji3aiil (HanmpuKiag JereHeBOro KPUITOKOKO3Y Ta KPUIITOKOKO3Y IIKIPH) HEIOCTaTHbO, TOMY
PEKOMEHAAIIN II0/I0 I030BOTO PEXKUMY JUIS JTIKYBaHHS TAKHX 3aXBOPIOBAHb HEMAE.

I'nuboki endemiuni mikosu. JlokaziB eeKTUBHOCTI (IyKOHA30Iy A JIIKYBaHHS IHIIMX (GOpM
€HJEMIYHUX MIKO31B, TaKuX SIK MapaKOKIMI10iAOMIKO3, TICTOIIa3MO3 Ta IMIKIPHO-TIM(paTUUHUN
CHOPOTPUXO03, HEJOCTATHBO, TOMY PEKOMEHJALil HI0J0 J1030BOr0 PEKUMY JAJIS JIKYyBaHHS TaKHX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. IlanienTaM 13 nopymeHHsIM (YHKLIH HUPOK Mpemnapar Ciijl 3aCTOCOBYBaTH 3
obepexHicTio (uB. po3aLT «Crocid 3acTOCyBaHHS Ta JO3U»).

Heodocmamuicmv  Haonupxosux 3ano3. KeTOKOHa30i, SK BIIOMO, CHPUYUHSE HEAOCTaTHICTH
HAJHUPKOBUX 3aJ103, 1 II€ TaKOXX MOXE CTOCYBAaTHCS (PIIYKOHA30Jly, X0Ua CIOCTEPITAETHCS PIJIKO.
HenocraTHicTh HaJIHUPKOBUX 3aJ103, TOB'A3aHA 3 OJHOYACHUM JIIKYBaHHSAM INPEIHI30HOM, OIHMCaHa
B po3nii «B3aemoxiss 3 IHIIMMM JIKapChbKUMM 3aco0amMu Ta 1HINI BUAW B3aeMoiiil. Bruus
(1yKOHA30.1y Ha 1HIII JIKapChKi 3aCO0M».

l'enamobiniapna cucmema. IlanieHTaM 13 HOpyweHHSAM (QYHKIIA NEYIHKU @pernapar Ciif
3aCTOCOBYBAaTH 3 OOEpEKHICTIO. 3acTocyBaHHS (IYKOHA30Jy acOoLioBajliocs 3 BUHUKHEHHSAM
PIAKICHUX BUMNAJAKIB PO3BUTKY TSKKOI Te€NaTOTOKCHYHOCTI, BKJIIOYAIOYM JI€TaJbHI BHIIAJIKHU,
TOJOBHUM YHMHOM Yy TMALI€HTIB 13 TSDKKMMU OCHOBHMMM 3aXBOPIOBAaHHAMM. Y BHUMAJKaxX, KOJIU
PO3BUTOK T€MAaTOTOKCUYHOCTI aCOIiFOBaBCS 13 3aCTOCYBaHHAM (DIyKOHA30:1y, He OyJ0 BiJ3HAYEHO ii
SIBHOT 3aJIeKHOCTI BiJ 3arajbHoi J0OOBOi 103M Mpemnapary, TPUBAIOCTI Tepamii, craTi abo BiKy
nami€eHTa. 3a3BUYail TeMaTOTOKCHYHICTh, CIPUYMHEHA (IIyKOHa30JI0M, 000pOTHa, a il MpOSIBU
3HMKAIOTh MICJIs NPUITMHEHHS Teparii.

3a marieHTaMu, y SKUX IPH 3aCTOCYyBaHHI (PIIyKOHA30JIy CIIOCTEPIralOThCS BIAXUIICHHS PE3yJIbTaTIB
(GYHKLIOHATBHUX MPOO MEYiHKHW, CJIiJ] BCTAHOBUTH PETENbHUM HArJIA IMIOAO0 PO3BUTKY OUIBII
TSDKKOTO YpasKeHHS TTeUiHKH.

[TamienTiB cnig npoiHGOpMyBaTH MPO CUMOTOMH, 10 MOXKYTh CBITYUTH MPO CEPHO3HUI BILJIMB Ha
NeviHKy (BUpa)kKe€Ha acTeHIsl, aHOPEKCisl, MOCTiIHHA HYA0Ta, OJIIOBaHHS Ta OBTSHHIS). Y TaKOMy
BUMNAJIKy 3aCTOCYBaHHS (IYKOHA30JIy CIiJi HEraiHO MPHUIUHUTH Ta HPOKOHCYJIbTYBAaTHCS 3
JTiKapeM.
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Cepyeso-cyounna cucmema. Jleski a3onu, y TOMY 4YHCHI ¥ (IyKOHA307, aCOLIIOIOTHCS 3
noaoBkeHHsM 1HTepBaly QT Ha enekTpokapaiorpami. diykoHazon momoBxkye iHTepBasn QT
IUISIXOM TPUTHIYEHHsST BHIpsSMiIsitodoro kamieBoro kaHany (Ikr). Ilomoexkenns intepBamy QT
BHACIIJIOK il 1HIIMX JIKapChKUX 3ac00iB (HANPHUKJIIA] aMioIapOHY) MOXKE IMOCHUIIIOBATHCS IUIIXOM
npurtHiueHss pepmenty CYP3A4 nutoxpomy P450. IToBigzomisiiiocs mpo Iyske piaKiCHI BUMAIKU
nonoBxkeHHs iHTepBasty QT Ta mapokcu3maibHOI HUIYHOYKOBOI Taxikapiii THUIY «IipyeT» INpu
3actocyBanHi npenapary Judmokan®. Taki MOBiTOMIIEHHS CTOCYBanMCs MALIEHTIB i3 THKKUMH
3aXBOPIOBAaHHSMHU TPU TIOEJAHAHHI 0aratbox (HakTOpIiB PUBHKY, TaKUMH SK CTPYKTYpHI
3aXBOPIOBAHHS CEpls, MOPYLICHHS EJIEKTPOJITHOrO OOMIHY Ta OJIHOYACHE 3aCTOCYBAHHS I1HIIHX
JiKapchKUX 3aco0iB, mo BrumBaioTh Ha iHTepBan QT. [lamientn 3 rimokamieMiero Ta
MIPOrPECYIOUOI0 CEPLIEBOI0 HEAOCTATHICTIO MAlOTh IiJIBUIEHUN PU3UK BUHUKHEHHS 3arpO3JHBHUX
JUIS )KUTTS IIUTYHOYKOBHX apUTMIN Ta MapOKCU3MAIbHOT IUTYHOYKOBOI TaxiKapIil TUITY «ITipyeT.
Judmokan® cmifg 3 06epeXHICTIO 3aCTOCOBYBATH MAIiEHTAM i3 PH3MKOM PO3BHUTKY apHTMiil.
OpnHoYacHe 3aCTOCYBAaHHS Pa3oM i3 JIKapChKUMHU 3aco0aMu, IO MPOJIOHTYIOTH iHTepBan QTc ta
MeTaboizyoThes 3a gonomoroio (epmenty CYP3A4 muroxpomy P450, mporumnokaszane (auB.
po3aim «IIpotunokazanus» Tta «B3aemopis 3 IHIIMMH JIKAPCHKAMHU 3acO00aMH Ta 1HINI BUIA
B3aEMO/IINY ).

Tanogpaumpun. Tanodantpun e cydcrparom dpepmenty CYP3A4 i nposonrye intepBan QTc mpu
3aCTOCYBaHHI Y PEKOMEH/I0BAaHUX TEPANEeBTUUYHUX J03aX. O HOYACHE 3aCTOCYBaHHS ranohaHTpUHY
Ta (IIyKOHA30JIly HE PEKOMEHIYEThCS (IUB. po3ai «B3aemonis 3 iHIIMMHU JTIKApChKUMH 3ac00aMu
Ta 1HII BUJIA B3AEMOIIIN»).

Hepmamonoeiuni peaxyii. ITlim dac 3actocyBaHHs (HIYKOHA30Iy pPIIKO MOBILAOMIISUIOCS PO
PO3BUTOK TakKuX eKC(ONIaTUBHUX IIKIPHUX peakmid, sk cuHapoM CriBeHca-J[>KOHCOHA Ta
TOKCHYHHH emnigepMmanbHuii Hekpodi3. [lamientn 31 CHIZloM OinbIn cXWIIbHI A0 PO3BUTKY TSIKKUX
HIKIDHUX peaklid Mpu 3acTOCYBaHHI 0OaraThbOoX JIKapchbKUX 3aco0iB. SIkmio y maiieHra i3
MOBEPXHEBOKD TPUOKOBOIO 1H(EKIIEI0 3’ABISAIOTBCS BUCHIHM, 10 MOXHA TIOB’s3aTH 13
3aCTOCYBaHHSAM (DIIyKOHA30Jly, MOJANbIIE 3aCTOCYBaHHS Ipenapary CliJ NPUIUHUTUA. SKIo y
HalienTa 3 iHBa3UBHOI/CUCTEMHOIO TPUOKOBOIO iH(DEKIII€I0 3’ ABISIOTHCS BUCUIIN HA MIKipi, 32 HOro
CTaHOM TOTPIOHO pETeNbHO CIOCTEepIraTd, a y BUMNAAKY PO3BUTKY OyJIbO3HUX BHUCHIIIB abo
MyJIbTU()OPMHOT €pUTEMH 3aCTOCYBaHHS (IYKOHA30Jy CII1J] IPUITUHUTH.

l'inepyymaugicme. Y piIKICHUX BHUIIAJKaX MOBIIOMIISIOCS PO PO3BUTOK aHA(PUIAKTUYHHUX PEaKIii
(nuB. po3nin «IIpoTunokazanus»).

Lumoxpom P450. ®nykoHa3on € nomipHuM iHri6iTopoMm dpepmentiB CYP2C9 ta CYP3A4. Takox
baykoHazon € moTykHuM iHriOiTopoM depmenty CYP2C19. Cnin cmocrtepiratd 3a CTaHOM
MAIi€eHTIB, SKi OJHOYACHO 3aCTOCOBYIOTH Jludmrokan® Ta mpemapaTd 3 By3bKMM TeparneBTHUHUM
BIKHOM, [0 Mertabomizyrotbes 3a ywactio CYP2C9, CYP2C19 ta CYP3A4 (nuB. posain
«B3aeMonis 3 IHIIUMU JNTIKAPCHKUMH 3ac00aMH Ta 1HIII BHAW B3a€EMOJII).

Tepgpenaoun. Cnin peTenbHO CIIOCTEPIraTH 3a CTAHOM TMAlliEHTa MPU OJHOYACHOMY 3aCTOCYBaHHI
TepdeHanuny ta gpaykonazomny y a03i menue 400 mr Ha 100y (muB. po3aim «[IpoTunoka3zanus» Ta
«B3aemoist 3 THIIMMU JTIKAPCHKUMH 3ac00aMHU Ta 1HIII BUIUA B3aEMOIIIN).

Honomigxncni peuoeunu. 1 Ml JIIKapchbKoro 3aco0y MICTUTb 9 MI' XJIOpHYy HATpilo (€KBIBaJICHT
0,154 mmons Hatpiro). Lle cmixg Oparm g0 yBard, NpPU3HAYAIOYM TIperapar IMaIieHTaMm, sKi
JOTPUMYIOThCS JI€TU 3 KOHTPOJIbOBAaHUM BMICTOM HATPilo.

3acmocyeanns y nepioo eacimuocmi ado 200y8anus cpyooio.

Bacimnicme.

3a nmaHuMHM OOCEpBalliifHOTO JOCHIKEHHS, ICHY€ MiABHILEHUH PU3MK CIOHTAaHHOTO abopTy Yy
KIHOK, SIKI OTPUMYBaJIU (DIyKOHA30J MPOTATOM IEPIIOro TpUMeECTpy BariTHocTi. [loBimomisiocs
PO YMCIIEHHI BPOKEHI MaToJOril Y HOBOHApO/UKEHUX (BKIIOYAOUM Opaxinedalito, AUCIUIA3II0
BYIIHOI pAakOBUHHM, HaaMIpHE 30UIbIIEHHS NEPeJHbOTO TIM S4YKa, BHUKPHUBIIEHHS CTErHAa,
IUICYOTIPOMEHEBUI CHHOCTO3), MaTepi SKUX NpuiiMaad BHUCOKI 103U (raykonazomy (400—
800 mr/no0y) mpoTATOoM TpWHAMMHI TPHOX a00 OUIBINE MICSIIB JJIS JTIKYBaHHS KOKIUIIOIIO3Y.
3B 30K MK 3aCTOCYBaHHSM (DIyKOHA30JIy Ta UMM BUIIAJKaMH HE BU3HAUYCHHH.

JlocniKeHHsl Ha TBapUHaX MPOAEMOHCTPYBAJIN PENPOAYKTUBHY TOKCHUYHICTb.
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He cnig 3actocoByBaTtu 3BHYAiiHI 103U (DIYKOHA30dy Ta KOPOTKOTPHBAJIL KypCH JIKyBaHHS
(hIyKOHA30JI0M y TIEPi0J] BariTHOCTI, 32 BUHATKOM KPalHKOT HEOOX1JHOCTI.

He cmin 3acrocoByBaTM BHCOKI 03U (iuykoHazony Ta/abo0 TpuBami Kypcd JIKyBaHHS
(bIyKOHA30JI0M y TEPioJ] BariTHOCTI, 32 BUHSATKOM JIIKYBaHHS 1H(EKIIIH, 110 MOXYTh 3arpOKyBaTH
KUTTIO.

Tooysarnns epyoor.

@DIIyKOHA30JI TIPOHHUKAE y TPYJAHE MOJOKO Ta JOCSATAa€ KOHIICHTpAIlii MOAIOHOT 10 PiBHA Y IUIa3Mi
kpoBi ([uB. posmin «®PapmakokiHeTHKa»). ['OQyBaHHS TPYUIF0 MOXHA IPOJOBXKYBATH ITiCIIA
Pa30BOT0 3aCTOCYBaHHS 3BUYalHOI 03u (piykoHa3omy, mo craHoButh 150 mr. ['ogyBatu rpymto
HE PEKOMEHAYETHCS MPHU 0araropasoBOMy 3acTOCYBaHHI (iykoHa3oimy abo TpH 3acTOCyBaHHI
BUCOKHX 103 (prykoHazomy. Crii OIIHUTH KOPUCTHh TOMYBAHHS TPYAIIO JJISI PO3BUTKY 1 370pOB’S
JUTHHY, a TAKOX KIIHIYHY OTpedy marepi y npenapari Audmrokan i Oyap-saxi HOTeHiHHI MOOI4HI
edpextn npenapaty Judurokan abo OCHOBHOTO 3aXBOPIOBAaHHS Marepi JJis TUTHHH, KA OTPUMYE
rpyJiHE BUTOJIOBYBaHHSI.

Depmunvbricmo.
@I1yKOHA30J1 HE BIUIMBAB HA (DEPTHIIbHICTH CaMI[iB Ta CaMOK IIypiB.

30ammuicms enaueamu Ha WEUOKICMb peakyii npu KepyeanHi aemompancnopmom ado inuumu
MexaHizmamu.

Hocnimkens BruMBy mpemnapaty Judmiokan®w Ha 30aTHICTH KepyBaTH aBTOTPAHCIOPTOM abo
MPAIOBATH 3 IHIIUMHU MEXaHi3MaMH HE TTPOBOIHIIH.

[MTamienTiB cmig mpoiHnopMyBaTH MPO MOKJIMBICTH PO3BUTKY 3alaMOpOYeHHs abo cyaoM (auB.
poszin «Ilo6iuni peakuii») mia yac 3acTocoByBanHs npenapaty Judmoxan®. [Ipu po3BUTKY TaKuX
CUMIOTOMIB HE PEKOMEHIYE€TbCA KepyBaTH aBTOTPAHCIOPTOM alo0 TMpalfoBaTd 3 I1HIIUMU
MeXaHi3MaMH.

®

Cnoci6 3acmocyeanus ma 003u.

Jlo3a ¢irykoHa305y 3a1€XKHUTh BiJ BULY 1 TSODKKOCTI TpPUOKOBOT 1H(EKIII.

[Ipu HeoOXigHOCTI OaraTopa3oBOrO 3acTOCYBaHHS IperapaTy JIKyBaHHS 1HQEKUId ciix
IPOJIOBXKYBAaTH JO 3HUKHEHHS KIIHIYHUX Ta JIAOOpPaTOPHUX NPOSBIB AKTHMBHOCTI TI'pUOKOBOI
iHpekuii. HemocraTtHs TpuBalicCTh JIKYBaHHS MOXKE IPU3BECTU JO BIJHOBJIEHHS aKTUBHOTO
1H(eKIIIHOTO TPoIIECy.

Judmokan® 3aCTOCOBYIOTH, 3al€KHO Bijfl JKapchkoi (opmu, mHepopanbHO (Kamcymu) abo
BHYTPIIIHBOBEHHO LUIAXOM 1HQY3il (po3umH g iH¢y3ii). Crocid 3acTocyBaHHS mpemnapary
3aJIeXKUTh BiJ KIIHIYHOTO CTaHy naiieHTta. Hemae HeoOXiHOCTI y 3MiHI J0OOBOi /103U Ipenapary
IpY 3MiHI IIIXY HOTO 3aCTOCYBAaHHS 3 NEPOPAILHOTO Ha BHYTPIIIHBOBEHHHH Ta HABMAKH.

Po3uun nns 1HQy31# ciij BBOAUTH 31 LIBUAKICTIO, 1110 HE nepeBuinye 10 mi/xs.

Cymicnicmov npenapamy.

Judmokan® cyMicHHUIA 3 TAKUMM PO3YHHAMHU, SK:

—5 % 1a 20 % pO34YuH IIIOKO3H;

— po3uuH Pinrepa;

— po3unH XapTMaHa;

— PO3YHH KaJiio XJIOPUAY Y TJIFOKO31;

—4,2 % 1a 5 % po3unH HaTpito OikapOOHATY;

— 3,5 % po34nH aMiHO3HHY;

— 0,9 % po3uMH HATPiIO XJIOPULLY;

— mianaduexc (6,36 % po3unH sl iIHTPAEPUTOHEATHHOTO J1aJi3Y).

Judmokan® MoxHA BBOAUTU B iH(Y3iiiHy cHCTEMy Pa3oM 3 OJHHM i3 3a3HAYEHHX BHIIE PO3UMHIB.
Xoua BUMagku HecrenupiyHOI HECYMICHOCTI MpemnapaTy 3 IHIIMMM 3aco0aMH HE OINUCaHi, He
pekoMeHIyeThest 3MinrysaTu Jludmokan® 3 iHIMMY TIpenapaTamu nepes indysiero.

Po3unH 111 BHYTPIIIHBOBEHHUX 1H(Y31M Npu3HAYEHUM JuIIe JUisi pa3oBOr0 3acTOCYBaHHS.
Po3BeneHHs citify 3A1HCHIOBATH B aCENITUYHUX YMOBax. Po34nH HEOOX1JHO epeBIpUTH HA HAsIBHICTb
CTOPOHHIX YaCTMHOK Ta 3MiHYy 3a0apBieHHs. PO3uuH Ci1ii BAKOPUCTOBYBATH JIMIIIE TOJI, KOJU BiH
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Npo30puil Ta HE MICTUTh CTOPOHHIX YAaCTHMHOK. HeBMKOpHCTaHI 3aMIIKH Tpernapary HeoOXiaHO
3HUIIUTH.

Jopocii.

Kpunmoxoxos.

— JlikyBaHHSI KPUIITOKOKOBOT'O MEHIHTITY: HaBaHTaXyBajJbHA 71032 cTaHOBUTH 400 Mr y mepuuii
nenb. I[linTpumyBanbHa no3za — 200-400 mMr oguH pa3 Ha 100y. TpuBamicTh JIIKyBaHHS 3a3BUYail
CTaHOBHUTH MIoHaKMeHIIe 6—8 TxkHIB. [lpy iHDEKHisX, MO 3arpoXyrTh JKUTTIO, JOOOBY 103y
MO>kHa 301nbmmTa 10 800 Mr.

— IlinTpuMyBanbHa Tepartisi 11l TONEPEKEHHS PEeIUIMBY KPUITOKOKOBOTO MEHIHTITY Y IAIliEHTIB
3 BUCOKHUM PU3HMKOM HOTr0 pO3BUTKY: PEKOMEH/JI0BaHa J03a npemnapary craHoBuTh 200 Mr oauH pas
Ha 100y IPOTArOM HEOOMEKEHOT'O Yacy.

Koxyuoioiooz. PexomennoBana no3a craHoButs 200400 mr omun pa3 Ha no0y. TpuBaiicth
JIKyBaHHS CTAaHOBUTH | 1-24 MicsIli un JOBIIIE 3aIKHO BiJl CTaHy narieHTa. J{Jis JiKkyBaHHS TEIKUX
dbopM iHekIi, a 0COONIMBO s JIKyBaHHS MEHIHTITY, MOKE OYTH JOIUILHUM 3aCTOCYBaHHS 103U
800 mr/mo0y.

Insasueni kanouooszu. HaBantaxysaibHa 103a cranoButh 800 Mr y nepmmii nens. [linrpumyBanbha
no3a — 400 mr onuH pa3 Ha 100y. 3a3BUuail peKOMEHJA0BaHA TPUBATICTh JIKYBAaHHS KaHAUIEMIi
CTaHOBUTH 2 THKHI IICTIS MIEPIIUX HEraTUBHUX PE3YJIbTATIB TEMOKYJIBTYPH Ta 3HUKHEHHS O3HAaK 1
CUMIITOMIB KaHIUAEMII.

Kanouoos cauzoeux 06010HOK.

— Kananmo3z poTornoTku: HaBaHTaxyBaidbHa no3a craHoBuUTh 200-400 Mr y mnepuiuii [eHb,
niaTpumyBasibHa n03a — 100-200 mr ogun pa3 Ha noOy. TpuBamicTh JiKyBaHHS CTaHOBHUTH 7—
21 nenp (DO [OCSTHEHHs pewmicii), ame Moke OyTu 30UIbllieHa Ui MAli€HTIB 13 TSHKKUM
IMyHOJIEIITUTOM.

— Kanauno3 crtpaBoxody: HaBaHTaxyBajdbHa no03a crtaHoBuTh 200-400 Mr y mnepuiuii [eHb,
niaTpumyBaibHa g03a — 100-200 mr oxguu pa3 Ha n00y. TpuBaicTh JIiIKyBaHHS CTAaHOBUTH 14—
30 nuiB (A0 [OCSITHEHHS peMmicii), ame Moxe OyTu 30UTblIeHa MJIs TMAaLI€HTIB 13 TKKUM
iMyHOIEDITUTOM.

— Kannunaypist: pekomennoBana go3za craHoBuTh 200-400 mr onuH pa3 Ha a00y mpotsirom 7—
21 mHiB. JIns mamieHTiB i3 TSHKKUM IMYHOIE(DIIIUTOM TPUBATICTH JIIKYBaHHS MOKHA 301IBIINTH.

— XpoHiyHMH aTpoiuHMI KaHAMI03: PEKOMEHA0BaHa J03a CTaHOBUTH 50 MI' OJUH pa3 Ha 100y
npotsiroM 14 nHis.

— XpOHIYHHI KaHAUI03 IIKIPH Ta CIU30BUX 000JIOHOK: peKOMEeH0BaHa f03a ctaHoBUTh 50—100 mr
OIMH pa3 Ha A00y. TpuBamicTh JIKyBaHHS CTaHOBUTH 10 28 NHIB, ajie Moke OyTH 30LIblIeHa
3aJIeKHO BiJI TSDKKOCTI Ta BUy 1H(pEKLiT a00 3HMKEHHS IMYHITETY.

Tlonepedaicenns peyuougy Kanouodosy cau3oeux 06010HoK y nayienmis 3 BIJI, siki maromo eucoxuti
PUBUK 11020 PO3GUMKY.

— Kanammos poTOrIOTKH, KaHIWAO03 CTPaBOXOAY: peKoMeHaoBaHa no3a craHoBHTh 100-200 mr
oJuH pa3 Ha 100y abo 200 Mr 3 pa3u Ha THXKJEHb. TpHUBAIICTh JIKYBaHHS € HEOOMEXKEHOIO JUIs
NAIIEHTIB 13 IPUTHIYEHUM IMYHITETOM.

Ipoghinakmuka kanouoosnux ingexyiu y nayicnmie i3 mpusanoio Hevmponenicro. PekoMeHj0BaHa
no3a ctanoBuTh 200—400 Mr oquH pa3 Ha a00y. JIikyBaHHS CIIiJl PO3IMOYMHATH 3a KiJbKa JTHIB JI0
OYIKyBaHOTO PO3BUTKY HEHTpOINEHIi Ta MPOJOBXKYBATH MPOTATOM 7 JIHIB MICIS MiABUIIECHHS
KinpKOCTi Heirpodinis moram 1000/mm3,

[MarieHTH TITHBOTO BIKY.

Jlo3y HeoOXiqHO minOupaTH 3ajieXHO BiA cTaHy GYyHKIINA HUpOK (auB. «llamieHTH 3 HUPKOBOIO
HEJIOCTATHICTIO» HUXKYE).

[arieHTH 3 HUPKOBOIO HEJIOCTATHICTIO.

@DryKOHAa30J1 BUBOJUTHCS 3 OPTaHi3My MEepeBayKHO 3 cevero y He3aMiHeHoMy BUIIAi. [Ipu pazoBomy
3aCTOCYBaHHI KOPUTYBaTH 103y (GiaykoHa3zomy He moTpiOHo. [lamieHTam (BKiIOYarouM OiTeH) 13
HNOpYUIEHHAM (YHKLIA HUPOK NPH HEOOXiTHOCTI 0araTopa3oBOro 3acTOCYBaHHs Npenapatry y
NepIINiA IeHb JTIKYBaHHS CJIiJ] 3aCTOCOBYBAaTH mo4yatkoBy n03y 50—400 mr 3anexHo BijJl TOKa3aHHS.
[Ticnst boro 1000OBY /103y (3aJIeXKHO BiJ MOKA3aHHS) CIiJl PO3PAaXxOBYBAaTH BiJIMOBIAHO 10 TaONHUII
HUXKYE!
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Kunipenc kxpeamuniny (mn/xs) Biocomok 6i0 pexomendosanoi 0o3u
> 50 100 %

< 50 (6e3 remoianizy) 50 %

I'emopianis 100 % micist KOXKHOTO TeMOiaizy

[TamienTn, siki nepeOyBarOTh Ha remojianisi, moBuHHI otpumyBatu 100 % pekoMeHI0BaHOI 103U
HiCJIs KOXKHOTO TeMojiiani3y. Y JieHb, KOJIM Jiajii3 He MPOBOAUTHCS, MAIIEHT MOBUHEH OTPUMYBATH
7103y, BIIKOPUTOBaHY 3aJISKHO BiJ KIIIPEHCY KpEaTHHIHY.

[MaienTH 3 MOpyIIeHASIM (QYHKITIH TEYiHKY.

®D1yKOHA30JI CIIiJT 3aCTOCOBYBATH 3 OOCPEKHICTIO TMaIliEHTaM 13 TMOPYIICHHSAMU (PYHKIIIHA TEUiHKH,
OCKUTbKH 1H(OpMAIlii MOA0 3acTOCYBaHHS (DIYKOHA30Jy Il KaTeropii Maili€HTiB HEeIOCTaTHHO
(muB. po3ainu «Ocob0nuBOCTI 3acTocyBaHHM» Ta «[10014HI peakIiin).

1TH.

He cnix nmepeBuiyBat MakcuManbHy 1000BY 103y 400 mr.

SIK 1 mpu aHAIOTIYHMUX THEKIIAX y JAOPOCIUX, TPUBATICTD JIKYBaHHS 3aJE€KUTh BiJ KIIHIYHOI Ta
MIKOJIOT1YHOI BiAITOBI/l. I[H(I)JHOKaH® 3aCTOCOBYIOTH | pa3 Ha 100y.

JlozyBaHHS mpemapary A AiTel i3 mopymeHHsM (QyHKIiii HUpOK HaBeeHO y po3aiii «[lamienTu 3
HUPKOBOIO HEJIOCTATHICTION.

dapmakokiHeTnka (hIyKOHa30dy HE JAOCHIDKyBAJacs y MiTeH 13 HUPKOBOIO HEIOCTATHICTIO (IIHB.
HUOk4e 1HGOpMAIIo IIOAO0 3aCTOCYBaHHS HOBOHAPO/KEHUM, y SKHX YacCTO CIOCTEPIraeThCcs
NepBUHHA HE3PLIICTh HUPOK).
Iimu eixom 6io 12 poxis.

3aJe’KHO BiJl MacH Tija Ta MyOepTaTHOTO PO3BUTKY JIKApIO CIIiJl OLIHUTH, KA J103a Mpenapary (s
JOPOCIUX UM Ui JiTel) € ONTUMAaIbHOO A narienta. KiiHiyHi AaHi cBiI4aTh npo Te, U0 y AiTel
KIIIpeHC (UIYKOHA30Jly € BHUIIKUM IMOPIBHSIHO 3 AopociuMu. 3actocyBaHHs g03 100, 200 Ta 400 mr
nopocnuM Ta a03 3, 6 Ta 12 MI/Kr AiTAM OPU3BOAUTH JO JOCSTHEHHS CIIBCTaBHOI CHCTEMHOL
€KCIIO3HII].
Jimu eixom 6i0 28 onis 0o 11 pokis.

— Kannnnosu cnu3oBux 00070HOK: TOYATKOBA /1032 CTAHOBUTH 6 MT/Kr/m00y, MATpUMYBaJIbHA 1032
—3 MI/KT 0lMH pa3 Ha a00y. [lodyaTkoBy 703y MOXHa 3aCTOCOBYBATH B HEPUIMHA JI€Hb 3 METOIO
OUIBII MIBUJIKOTO JOCATHEHHS PIBHOBAXXHOI KOHIIEHTpAIlli.

— IHBa3uBHI KaHAMI03M, KPUNTOKOKOBUN MEHIHTIT: J103a Mpenapary CTaHOBHUTh 6—12 MI/Kr ofuH
pa3 Ha 100y 3aJIeKHO BiJ] CTYIICHS TSHKKOCTI 3aXBOPIOBAHHS.

— IlinTpuMyBasibHa Tepamis A MONEPePKEHHsS PelUINBY KPUIITOKOKOBOTO MEHIHTITY y AiTeH i3
BUCOKHM PU3MKOM HOTO PO3BHUTKY: /1032 MpenapaTy CTAaHOBUTH 6 MI/KT OJMH pa3 Ha J00y 3aJeKHO
BiJl CTYIEHS TSHKKOCTI 3aXBOPIOBaHHS.

— IlpodinakTnka KaHAWIO3IB y MAIi€HTIB 3 IMyHOIAE(IIMTOM: 1032 Tpemnapary CTaHOBUTH 3—
12 Mr/kr onuH pa3 Ha 100y 3aJ€KHO BiJi BUPaKEHOCTI Ta TPUBAIOCTI 1HAYKOBAHOI HEMTpomeHii
(mMB. 1034 JJIS1 TOPOCIIUX ).
Himu sixom 6i0 HapoOdicennss 0o 27 OHi8.

YV HOBOHapoIKeHUX (IIyKOHA30Jl BUBOJUTHCS 3 OpraHi3my noBuibHO. [laHi 3 papMaKkoOKiHETHKH, Ha
AKX 0a3yloTbCs 03U ISl JOHOIICHWX HOBOHAPOJDKCHMX, 3a3HAu€Hl HIKYE, HABEACHO B PO3MiNTi
«DapmakoKiHETHKAY.

— JloHomeHi HOBOHapokeHi BikoM Big 0 mo 14 mHiB: 103W, aHANOTIYHI 3a3HAYCHUM BUINE IS
mitedr BikoM Bim 28 gHiB 1o 11 pokiB, cmig 3acTocoByBaTH KokHI 72 rommuu. He crmin
MEPEBUILyBAaTH MAaKCHUMAIIbHY /103y, [II0 CTAHOBUTH 12 MI/KT KOXHI 72 TOTUHHU.

— JloHomIeH1 HOBOHAPOKEHI BIKOM Bix 15 mo0 27 mHiB: 103W, aHAJIOTIYHI 3a3HAYEHUM BUIIE IS
niteit BikoM Bix 28 qHiB 10 11 pokiB, ciix 3actocoByBaTu KoxHi 48 roquH. He ciifg nepeBuiyBaTu
MaKCHMaJbHY J03Y, 10 CTAHOBUTH 12 MI/KT KOXHI1 48 roiuH.

Himu.

[Tpenapat 3aCTOCOBYIOTH JITSM BiJl HAPOJUKEHHS, TUB. po3aii «Croci0 3aCTOCYBaHHS Ta J1031.

Ilepeodosysanna.
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OTpuMaHO MOBIOMIIEHHS NP0 TNEpeA03yBaHHS (IIyKOHA30JI0M; OJHOYACHO MOBIJOMIISUIOCS PO
TaTIOIMHALI Ta MapaHOINAbHY TTOBEIHKY.

[Tpu mepeno3yBaHHI HEOOXITHO MPOBECTH CHUMOTOMATHYHY MiATPUMYBAJbHY TEpamilo Ta y pasi
HEOOXITHOCTI IPOMHUTH IUTYHOK.

@OyKOHA30JI 3HAYHOIO MIPOI0 EKCKPETYEThCA 3 ceueto; (OpCOBaHUM Jiype3 MOKE MPHCKOPUTH
BUBE/ICHHs mpernapary. CeaHc reMojiaiily TPUBAIICTIO 3 TOAMHU 3HMXKYE PIBEHb (DIyKOHA301y y
r1a3mi KpoBi mpubausHo Ha 50 %.

IHoo6iuni peakuii.

Haiiuactime noBimomisuiocss mpo Taki MOOIYHI peakmii: TONOBHUM Oinb, OUIb y depeBHIN
MOPOXXHUHI, Jiapes, HyAOoTa, OJIOBaHHS, IMIJABUIICHHS piBHA anaHiHamiHoTpancdepasu (AJIT),
MiBUIICHHS piBHsA acnaprataminorpancdepasu (ACT), migBumieHHs piBHsA Tyx)HOI (ocdarazu
KpOBI, BUCHUITAHHS.

JIJIst OIIHKY Y4acTOTH BHHHUKHEHHSI MOOIYHUX PEaKilii BUKOPHCTOBYIOTh TaKy KJacH(iKalliro: ayxe
gactro (>1/10), uwacto (Bim>1/100 mo <1/10), mewacro (Bim>1/1000 mo < 1/100), piako
(Bim > 1/10000 mo < 1/1000), myxe piako (< 1/10000), gacToTa HeBigoMa (HEMOXIJIMBO OIIHUTH Ha
MiJICTaB1 HASIBHUX JIAHHX ).

3 60Ky cucmemu kpogi ma nimgpamuyHoi cucmemu.

Heuacro: anemis.

Pigko: arpanynonuTos, JIEHKOMEHis, TPOMOOLUTOIIEHIS, HEUTPOTICH .

3 60Ky iMyHHOI cucmemu.

Pinko: anaginakcis.

Memaboniuni ma animenmapHi po3naou.

Heuacro: 3HM)KEHHS aneTuTy.

Pinko: rinmepxojecTepruHeMis, TINEPTPUTITIIICPHUIEMIs, TITOKAIEMIs.

Tcuxiuni nopywenns.

Heuyacrto: 0e3COHHS, COHIIMBICTb.

3 6oxy nepsosoi cucmemu.

Yacro: roioBHUH O111b.

Heuacro: cymomu, mapecresis, 3a1aMOpOYEHHS, TOPYIICHHS CMaKy.

Pigko: Tpemop.

3 boky opeanie ciyxy ma 8ecmubyiapHo2o anapamy.

Heuacro: Bepturo.

3 boky cepysi.

Pinxo: mapokcu3ManbHa NUTYHOUKOBA TaxiKap/is TUIY «HipyeT», mojoBxeHHs iHTepBany QT (aus.
po3au1 «OcoOIMBOCTI 3aCTOCYBAHHS»).

3 60Ky WAIYHKOBO-KUUKOBO20 MPAKMY.

YacTo: Ok y UepeBHii MOPOKHUHI, HYJI0Ta, Jiapesi, OJ0BaHHS.

HeuacTo: 3anop, qucrnerncis, MeTeopusMm, CyxXicTb y pOTI.

T'enamob6iniapui posnaou.

Yacto:  miABMINEHHS  piBHA  anaHiHamiHoTpaHcdepazu  (AJIT),  migBuIIeHHS — piBHA
acnapratamiHoTrpaHcepasun (ACT), mnigBumieHHs piBHA JykHOI Qocharazu (IuUB. po3Iia
«Oco0IMBOCTI 3aCTOCYBAHHS).

Heuacro: xomnecras3, »KOBTSHMLSA, MiJBUIIEHHS piBHA OuIpyOiHYy (IuB. po3ain «OcoOiauBoCTi
3aCTOCYBaHHA»).

Pinko: mewiHKOBa HEMOCTATHICTH, TEMaTONETIOIIPHUN HEKPO3, TeMaTUTH, TeMaTOIETIOIsIpPHE
ypaxkeHHs (IuB. po31ia «OcoOIMBOCTI 3aCTOCYBAHHS).

3 60Ky wiKipu ma niOWKIpHOi MKAHUHU.

Yacro: Bucunanss (quB. po3ait «OCOOIMBOCTI 3aCTOCYBAHHS).

Heuacro: MennkaMeHTO3HUN AepMaTUT (BK/IO4aoud (PIKCOBAaHUN MEIMKAMEHTO3HHMH NEpMaTuT),
KpOTHB’sTHKA, CBEpO1K, MiABUIIICHE MOTOBUIUICHHS (AUB. po3Ail «OCcOOIMBOCTI 3aCTOCYBaHHS).
Pinko: TokcuyHMI emizepMalibHUM  Hekpousi3, cuHapoM CriBeHca-J[>KOHCOHA, TOCTpHii
reHepalli3oBaHUi €K3aHTEMaTO3HUM MYCTYJb03, eKC(hOJIaTUBHUNA IepMaTUT, AaHT10HEBPOTUYHHN
HaOPsIK, HAOPSIK 00IMYYst, ajmoneris (AuB. po3ait «OcoOIUBOCTI 3aCTOCYBAaHHS ).
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Hesinomo: MearkaMeHTO3HA peakilis 3 eo3uHod et i cucremHumu nposisamu (DRESS).

3 60Ky onopHo-pyx08020 anapamy ma CROLYYHOI MKAHUHU.

Heuwacro: mianris.

3azanvmi poznadou ma peakyii' y micyi 66e0eHHsI.

Heuwacro: migBuIieHa BTOMITIOBaHICTh, HE3y>KaHHS, aCTEHIsI, TapsUKa.

Jlimu. YactoTa Ta XapakTep MOOIYHHUX peaKIliii 1 BIAXUJICHB BiJl HOPMHU pe3yJIbTaTiB J1ab0paTOpHUX
aHaJIi31B y X0/ KIIHIYHHUX JOCIIKEHb 32 YYacTIO IiTeH CIiBCTaBHI 3 TAKMMHU Y JOPOCIIUX.
3simysanusn npo nido3prosani nooiuHi peaxkyii.

3BITyBaHHS PO IMiI03pIOBaHI MOOIUHI peakilii Mmcisg peecTpallii JiKapchbKOTO 3ac00y Ma€e BaXKIMBE
3HayeHHs. Lle nae 3mMory mpoBoauTH Oe3nepepBHUII MOHITOPHHT CIIBBiIHOIICHHS Mk KOPHCTIO 1
pPHU3UKaMHM, OB’ SI3aHUMH 13 3aCTOCYBAaHHSM I[LOTO JIIKAPCHKOTO 3ac00y. MeauyHuX NpalliBHUKIB
IPOCSTH 3BITYBaTH Mpo OyAb-iKi MiA03proBaHi MOOIYHI peakiii BiAMOBIAHO O BUMOI MICIIEBOTO
3aKOHO/IaBCTBA.

Tepmin npuoamnocmi. 5 poxis.

YmoBHu 30epiranns.

He motpelye cnemianpHux ymoB 30epiranss. 30epiraTé y HEAOCTYIMHOMY i aited micmi. He
3aMOpO’KYBaTH.

Hemanvna inghopmayis ujooo 36epicanms.

3aci0 cii HeraifHO 3aCTOCYBATH MICIHS BIAKPUTTSA YIIAKOBKU. By1b-sKy KUIbKICTh HEBUKOPHCTAHOT'O
pO3uUMHY 1151 iHQY31# CITiJ BUIAIHUTH.

3 MikpoOi0JIOTriuHOT TOUKH 30py PO3BEACHMIA 3acid CIliJl 3aCTOCOBYBAaTH HeranHo. SIKimio 3acid He
3aCTOCOBYETHCSI HErailHO, 32 TEPMIH Ta YMOBH HOro 30epiraHHs MijJ 4ac 3aCTOCYBaHHS BiATOBiIae
KOpUCTYBay;, 3a3BU4ail Take 30epiraHHs mpenapaTy Mae TpuBaTH He Oiunbiie 24 rogvH 3a
temneparypu Bix 2 go 8 °C, 3a BUHATKOM BHWIIAJKiB, KOJW PO3UYMHEHHS 3HIHCHIOBAIOCS B
KOHTPOJIbOBAHUX Ta BAJII0BAaHUX ACENTHUYHUX YMOBAX.

Hecymicnicmeo.

OcobnuBocTel MO0 HECYMICHOCTI Mperapary He BiazHadeHo. He cmig 3mimryBaTv mpernapar 3
IHIIMMHU JIIKApCBKUMH 3ac00aMu B OJHIA €MHOCTI, OKpiM 3a3HaueHuX y po3aun «Crocid
3aCTOCYBAHHS Ta J03W».

Ynakoska. [To 50 M a6o 100 mu1 po3unny y ¢nakoHax, no 1 ¢aakoHy y KapTOHHIM yHIaKoBII.
Kareropis Binmycky. 3a peuenrom.

Bupoonuk. ®apesa AmOyas / Fareva Amboise.

Micue3naxoaxeHHs1 BHPOOHUKA TA HOro agpeca Micus NpoBaJKeHHs AisJILHOCTI.

3one Innactpiane, 29 poyt nec Inpactpic, 37530 IToce-crop-Cic, @paniiis /

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

JlaTta ocTaHHBOTO Neperasay. 26.01.2021.
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