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IHCTPYKIIA
JJIS1 MEIUYHOT0 32CTOCYBAHHS JIKAPCHKOI0 32C00y

JTAPITIOKAH®
(DIFLUCAN®)

Cknao:

diroua peuosuna: Girykonaszon / fluconazole;

1 xanicyna mictuth 50 mr abo 100 Mr ¢rykoHazony;

00ONOMIJICHI peuouHu. JTAKTO3a, MOHOTIJIPAT;, KPOXMalbh KYKYpYyI3sSHHI, HATPIO JIAypHIICYIh(aT;
MarHito creapar; KpeMHII0 JIOKCH] KOJIOiITHUN OC3BOTHUM.

Jlikapcbka ¢opma. Kancynu.

OcHo6HI Qi3uKO-XIMIYHI 61ACMUBOCTI:

50 Mr — TBepai HEMpo30opi XKeJaTHMHOBI Kamcynu (po3mip kamcyiaun Ned), mo MIcTATh Outuit
MOPOIIOK, 31 CBITI0-0IpI030BO-0JJAKUTHOIO KPHUIIEYKOIO Ta OUIMM KOPIYyCOM, 3 HaHECEHUMH
YOPHUM YOpHUIIOM JorotunoM Pfizer Ta nannucom FLU-50.

100 Mmr — TBepai Hempo3opi KeMaTHHOBI Karcynu (po3mip kancymu Ne2), Mo MICTSITh OUTHiA
MOPOUIOK, 3 OJIAKMTHOIO KPUIIEYKOI Ta OUIMM KOPITyCOM, 3 HAHECEHHMMH YOPHHUM YOPHUIOM
norotunom Pfizer ta magmucom FLU-100.

dapmakoTepaneBTU4YHA rpyna. [IpoTurpuOKoBi 3aco0u 711 CHCTEMHOTO 3acTocyBaHHA. [1oxinHi
tpuazony. Kog ATX JO2A CO1.

Dapmaxonoziuni enacmueocmi.

Dapmakoounamika.

MexaHi3Mm Jii.

@yKoHa30J1 € IPOTUTPUOKOBUM 3ac000M Kiacy TpHua3oiiB. IlepBUHHUM MexaHi3MOM iHoro aii €
MPUTHIYCHHS IrpUOKOBOTO 14-anb¢a-naHoCTepOII-IEMETUIIOBAHHS, OIIOCEPeIKOBAHOT'O
uToxpoMoM P450, 1110 € HEBi’€eMHUM €TaroM 010CHHTE3y IPUOKOBOTO €procTepoiy. AKyMYIISIisL
14-anbda-meTna-cTeposiB KOpEnoe 3 MOAABIIO BTPATOI €procTepoily MEMOpPaHOI TpHOKOBOL
KJIITUHHA Ta MOXE BIJMOBIAATH 3a MPOTUTPHUOKOBY aKTUBHICTH (PirykoHa30y. DIIyKOHA30J1 € OUTBII
CEJIEKTUBHUM JI0 T'pUOKOBHUX (epMeHTiB 1uToxpomy P450, HiX 10 pi3HHUX cUCTeM (epMEHTIB
nutoxpomy P450 ccasuis.

3acrocyBanHs (uykoHazony y m03i 50 Mmr Ha mo0y mpotrsrom 28 MHIB HE BIUIMBAE Ha PiBEHb
TECTOCTEPOHY y TUTa3Mi KpOBI y YOJOBIKIB a00 Ha PIBEHb EHJIOTEHHUX CTEPOINiB y KIHOK
penpoaykTuBHoro Biky. ®dmykonazon y m03i 200-400 mr Ha 100y HE MPOSIBISIE KIIHIYHO
3HAYyNIOT0 BIUIMBY Ha pPIBEHb C€HJOTEHHUX CTEpoimiB ab0 Ha BIAMOBIAL HA CTUMYIISIIIO
azpeHokopTukoTporHoro ropMony (AKTI') y 3mopoBux 100pOBOJIBIIIB HOIOBIUOT CTaTI.



JocmipkeHHss B3aeMoAii 3 aHTUIIPUHOM TPOJEMOHCTPYBalM, IO 3acTtocyBaHHsS S50 mr
(bayKoHa30Ty pa30BO YK 0araTopasoBO HE BIIMBAE HA META0O0JII3M aHTUITIPUHY.

YyTauBicTs in Vitro.

dnykoHaszon inVitro geMOHCTpye HpOTHIpUOKOBY akKTHBHICTH crocoBHO BuaiB Candida, mio
3ycTpivaroThes Haituactime (Bkimtouaroun C. albicans, C. parapsilosis, C. tropicalis). C. glabrata
JEMOHCTPY€ HIMPOKHI [ianma3oH 4yTiaMBOCTI g0 ¢uiykoHazony, Tomi sk C. Krusei € mo HbOro
PE3UCTEHTHOIO.

Takox iaykonaszon invVitro nemMoHcTpye akTHBHICTH sk mpotu Cryptococcus neoformans Ta
Cryptococcus gattii, tak i mporu eHaeMmiuHMX IUIicCHIBHX TpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aemo3B’s130k hapMakoKiHETHUHUX 1 (hapMaKoAMHAMIYHUX BIACTHUBOCTEH.

BinnoBinHo 10 pe3yibTaTiB JOCHIKEHb Ha TBapUHAX, ICHYE KOPEJSAMis MK MiHIMaJIbHOIO
IHT10YI0YOK0 KOHIICHTPAIIEI0 Ta €(PEKTUBHICTIO MPOTH EKCIEPUMEHTAIBHMX MOJeNeld MIKO3iB,
cnpruunHenux Bujamu Candida. BignoBigHo 10 pe3ynbTaTiB KIHIYHUX JOCIIKCHB, ICHY€ JIiHIHHA
sanexHicTh Mbk AUC Ta nmosorw ¢uiykonazony (mpubmmsno 1:1). Takoxk icHye mpsMui, anie
HenmocTaTHii 3B’ 130k Mk AUC abo 103010 Ta MO3UTUBHOIO KIIIHIYHOIO BIIIMOBIAIIO HA JIKYBaHHS
OpaJbHOTO KaHAWI03y Ta MEHIIOK MIpOK — KaHAuAeMii. AHaJOriYHO JIKyBaHHS i1HQEKIi,
CIPUYMHEHUX IITaMaMH, 10 SKUX (IIyKOHA30J JEMOHCTPYE BHCOKY MiHIMaJbHY 1HTIOyIOUy
KOHIICHTPAII0, € MEHIII 33/I0BITbHUM.

MexaHi3M pe3UCTEHTHOCTI.

Mikpooprauizmu poay Candida qeMOHCTPYIOTh YHCIIEHHI MEXaHI3MH PE3UCTEHTHOCTI 70 a30JIbHUX
IPOTHTPUOKOBHX 3ac00iB. DIYKOHA30J IEMOHCTPY€E BUCOKY MiHIMaIIbHY 1HT10YI04y KOHIIEHTPAIIIIO
MPOTH MTaMiB TpuOiB, SKI MAalOTh OJUH a00 OLIbIIE MEXaHi3MIB PE3UCTCHTHOCTI, 110 HETaTUBHO
BILUIMBA€E Ha e()EKTHBHICTH IN VIVO Ta B KJIIHIYHIN TpakTHLli. [T0BIIOMIISIIOCS PO BUITAKU PO3BUTKY
cynepindekmnii Candida spp., inmmmu Hixk C. albicans Bumamu, mo 4Yacto € HEYyTIMBUMH [0
dykonazony (manpukiaan Candida krusei). [lns mikyBaHHS Takux BHITAJKIB CJIiJ 3aCTOCOBYBATH
aJIbTEPHATHBHI IPOTUTPUOKOBI 3aCO0H.

KoHTpobHI TOYKHM (BIIMOBIAHO JO PEKOMEHMIAIN €BPOMEHWCHEKOr0 KOMITETY 3 JOCHiIKEeHb
YYTJIMBOCTI O aHTUMIKPOOHUX 3aC00iB).

bazyrounce Ha JocnikeHH1 (apMakoKiHETHYHOI/(apMakoIuHaMIYHOI 1H(OpMallli, YyTJINBOCTI
iNVitro Ta KIiHIYHOT BiAMOBiMi, OyJO BHU3HAYEHO KOHTPOJIbHI TOYKM Ui (IIYKOHA30Jdy JUIst
Mikpooprani3zmiB poay Candida. Bouu Oyiu po3mnoisieHi Ha KOHTPOJIbHI TOYKH, 10 HE TIOB’sI3aHi 13
MIEBHUM BUJIOM, AK1 O1IIBIIO0 MipOO BU3HAYAIINACSA Ha OCHOBI
(dapMaKoKIHETHUHOT/(hapMaKoMHAMIYHOI 1H(pOpMAIIil 1 HE 3aJeXKaTh BiJl pO3MOALTY Ha MEBHI BUIU
3a MIHIMQJIBHOIO IHTIOYIOHUOK KOHILIEHTpAIli€l0, Ta Ha KOHTPOJbHI TOUYKH, MOB’S3aHI 3 MEBHUM
BUJIOM, 1[0 HAWYACTIIIE€ aCOIIOIOTHCS 13 1H(EKIisIMU y JoauHU. L[ KOHTPOJIBHI TOYKH HaBeIEHI
HUXKYE.

Ilpomuepubkrosuui | KonmponvHi mouxku, nog sa3ami i3 ne6HUM UOOM Konmponvni

3acib S</R> MOuKU, He
nos’s13ami 3 NeeHUM
suoom?
S</R>

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

drykoHa30I1 2/4 IE -- 2/4 2/4 2/4

S = uyTnuBnii;

R = pe3ucrenTHuii;

a — KOHTPOJbHI TOYKH, 110 HE MOB’S3aHi 13 IEBHUM BUIOM, SIKi OLIBIIO MIpOI0 BH3HAYAIUCS Ha
OCHOBI (papMakOKIHETUYHOI/papMakogrHaMiuHOI 1H(pOpMallii 1 He 3ajexaTh BiJ PO3MNOJULY Ha
NEeBHI BUAM 32 MIHIMAJbHOIO 1HTIOYIOUOI0 KOHLIEHTpali€o. BoHM [ociiKyBalnuch JHIIE Yy
MIKpOOPTaHi3MiB, Y SIKUX HE ICHY€E crelu(iyHOi KOHTPOIbHOI TOUKH;

-- JIOCHIJPKEHHs] YYTJIMBOCTI HE PEKOMEHOBaHi, OCKUIbKM JAaHUH BHJ HE € METOI JIKapChbKOi
Teparii;

IE — nokasiB 1010 TOro, 4M € JaHUN BUJ METOIO JTIKapChKOI Teparii, HeJJOCTaTHRO.



http://multitran.ru/c/m.exe?t=4784720_2_1
http://multitran.ru/c/m.exe?t=4784720_2_1

Dapmaxokinemuxa.

®dapMaKOKIHETHYHI BJIACTUBOCTI (IYKOHA30Jly € TMOMIOHUMU TPHU BHYTPINIHBOBEHHOMY 1
NepopaIbHOMY 3aCTOCYBaHHI.

AOcopouis.

dykoHa30J1 100pe BCMOKTYEThCS MIPH NMEPOPATLHOMY 3aCTOCYBaHHI, a pIBEHb Mpenapary y mia3mi
KpOB1 1 cucTteMHa 0100CTYIHICTh HepeBULYIOTh 90 % piBHA (IyKoHA301y Yy IUIa3Mi KpoBi, IO
JIOCATAETHCS NIPU BHYTPIIIHBOBEHHOMY BBEJICHHI IIpenapary. OHodacHe B)KUBaHHsI 1K1 HE BIJIMBA€
Ha BCMOKTYBaHHS Iperapary MpH HOro mepopajbHOMY 3acTocyBaHHI. IlikoBa KOHIEHTpalis y
mia3Mi KpoBi jocsraetbes depe3 0,5-1,5 ronuHM Tmichs TpUHOMY TIpernapary Hartmeceplle.
KonnenTpariis mpenapary y Imiaa3Mi KpoBi mpomnopiiiiiHa no3i. PiBHOBaxkHa 90 % KOHIIEHTpAIlis
JI0CATAa€ThCs Ha 4-5 100y JIIKyBaHHS IIpernapaToM Ipu 0araropazoBOMy 3aCTOCYBaHHI OJUH pa3 Ha
no0y. PiBHOBakHa koHueHTpamiss Ha piBHI 90 % nocsraeTbcst Ha APYTUd JEHb JIIKYBaHHS NpU
3aCTOCYBaHHI y NEpUIMHA JeHb HaBaHTa)KyBaJIbHOI JI03H, L0 BJBIYl IEpEBUILY€E 3BUYANHY T00OBY
703y.

Posnogin.

006’em posnoniay MPUOIU3HO IOPIBHIOE 3aralbHOMY BMICTY PiIMHH B OpraHi3Mmi. 3B’s3yBaHHS 3
Oinkamu masMu KpoBi Husbke (11-12 %).

dirykoHa30I1 700pe MPOHUKAE B YC1 AOCIIPKYBaHi piiMHN opraHizMy. PiBeHb ¢urykoHa30my y CimHi
Ta MOKPOTHHHI € OIIOHMM 10 KOHILIEHTpallii mpemnapaTy y mia3Mi KpoBi. Y HaIli€HTiB, XBOPUX Ha
IpUOKOBHI MEHIHTIT, piBeHb (PIIyKOHA30y Yy CIIMHHOMO3KOBiH piauHi nocsarae 80 % KoHIEHTpamii
y MJ1a3Mi KPOBI.

Bucoki xoHumenTparii (UIyKoHA301y y MIKipi, IO NEPEeBUIIYIOTh CHPOBATKOBI, TOCATAIOTHCS Y
poroBoMy Iapi, emiziepMici, aepmi Ta noti. OIyKOHA30JI HAKOMUYYETHCS y poroBomy mapi. [lpu
3acrocyBanHi 103 50 mr | pa3 Ha 100y KOHHEHTpauis (iaykoHazomy micias 12 mHIB JiKyBaHHS
CTaHOBWJIA 73 MKI/T, a uepe3 7 AHIB MICJs 3aBEPILIEHH JIIKYBaHHs KOHLIEHTpallis BCe 111e€ CTaHOBHJIA
5,8 mxr/r. Ilpu 3actocyBanni no3u 150 Mr 1 pa3 Ha TIXKICHb KOHIEHTpalis (IyKOHA30dy Ha
7 neHb JIKyBaHHS cTaHoBWJAa 23,4 MKI/T; uepe3 7 IHIB MiClsi 3aCTOCYBaHHS HACTYMHOI /103U
KOHIIEHTpallis Bce 11e ctaHoBua 7,1 MKI/T.

KonuenTpanis ¢aykoHa3ody B HIITAX micias 4 MmicsaiB 3actocyBaHHs 150 mMr 1 pa3 Ha TWXAEHb
cranoBuia 4,05 MKr/r 'y 370pOBUX JTOOpOBOJBIIB Ta 1,8 MKI/T mpu 3aXBOPIOBAHHSX HIITIB;
(i1yKOoHa3011 BU3HAYaBCs y 3pa3Kax HIrTIB uepe3 6 MiICALIB MiCIis 3aBEpILIEHHS Tepamii.
biorpanchopmaitis.

dykoHa3z0s1 MeTaloi3yeThesl He3HAUHOI0 Mipoto. [Ipu BBeneHHI 103U, Miu€HOI paJlloaKTUBHUMHU
130Tonamu, auie 11 % daykoHa3omy eKCKpeTyeTbes 3 ceuero y 3MiHeHoMY BUrIIsial. dDiaykoHason €
noMipauM  iHri6itopom i3opepmentiB CYP2C9 ta CYP3A4, a TakoX NHOTY>XHUM IHTi0iTOpOM
130¢epmenty CYP2C19.

BuseneHHs.

[lepion HamiBBUBEAEHHS (UIYKOHA30Jy 13 IJIa3MU KpOBI CTaHOBUTH Onm3bko 30 roauH. binbiia
YacTHHA IpenapaTy BUBOJIUTHCS HUpKaMu, rnpuuomy 80 % BBeneHOi 03U BUSBISETHCS y cedi B
He3MiHeHoMYy cTaHi. KiipeHc ¢QuaykoHa3ony NpOHmoOpuidHUN 10 KIIPEHCY KpeaTHHIHY.
[{upkyr0r0YnX METa0OITiB HE BUSBIICHO.

TpuBanuii mnepiof HamiBBUBEICHHS Ipenapary 3 IUIa3MU KpOBI Ja€ MOXIIMBICTH Pa3oBOT0
3aCTOCYBaHHA Ipenapary IpU BariHaAIbHOMY KaHAM[031, a TaKOXX 3aCTOCYBaHHs mpemnapary | pas
Ha THOKJIEHb MPH iHIINX ITOKa3aHHSIX.

HupkoBa He/IOCTAaTHICTb.

VY nami€eHTiB 13 HUPKOBOIO HEIOCTATHICTIO TSKKOTO CTYTMEHs (IIBUAKICTh KIyOOUKOBOi (ijbTparii
< 20 mn/xB) mepion HamiBBHUBeNeHHS 30umbInyeThes 3 30 ronun mo 98 romuH. Tomy 1iit kareropii
NAIIEHTIB HEOOX1HO 3MEHIIUTH J03y (uykoHa3ony. DIyKOHA30J1 BHIAISETbCS LUISIXOM
reMojiiaji3y, Ta MEHIIOK MIpOol0 — IIISXOM IHTpanepuToHeanbHOro mianizy. Ceanc remopianizy
TPUBAIICTIO 3 TOAMHHU 3HWXKYE PiBEHb (UIyKOHA30Jy Y TU1a3Mi KpoBi mpubausHo Ha 50 %.




Jlakrartis.
Konnentparii ¢iaykoHa3ony y Tmjia3Mi 1 MaTepUHCBKOMY MOJIOI BIPOAOBXK 48 TOIWH MiCIs
npuiiomy  omHopazoBoi go3u 150 Mr  mpemapary  [luduitokaH — OWiHIOBANM Yy XOIi
(hapMaKOKIHETUYHOTO JOCIIHKEHHS 3a Y4acTIO JIECATH JKIHOK y Tepiofl JaKTalii, ki THMYacOBO
ab0o TOCTIHO NUPUIMHMUIM TOXYyBaTH CBOIX HEMOBJAT TPyAdl0. Y MaTEepUHCHKOMY MOJOII
¢bi1ykoHa3011 BUSBUIM Y cepeliHil KOoHLeHTpalii npubnuszHo 98 % BiJ Toi, 110 BiJ3HAYAIN Y IU1a3Mi
marepi. Uepes 5,2 roguH micis NMPUHOMY 03U CepelHs MIKOBa KOHICHTPALsS Y MaTEPUHCHKOMY
MoJtoni cranoBuia 2,61 mr/n. Jlo6osa no3a ¢urykoHa30iy, OTpUMaHa HEMOBIISIM 3 MaTepUHCHKOTO
MOJIOKa (SIKIO TPUHHATH CEepeHE CHOKMBAaHHSA Mojoka 3a 150 mi/kr/mo0y), po3paxoBaHa Ha
OCHOBI CepelHbOI MIKOBOI KOHIIEHTpAIii y MoJoni, mo xopiBHIOe 0,39 Mr/kr/mo0y, CTaHOBHUTH
npuosm3HO 40 % BiJ A03M, PEKOMEHI0BAaHOI HOBOHAPOHKEHUM (BikoM < 2 THXHIB), a00 13 % Bix
71031, PEKOMEHIOBAHOT HEMOBJIISITAM JUIs1 JTIKYBaHHS KaHAUI03Y CIM30BHX 0OOJIOHOK.

ITH.
Hani 3 dapmakokineruku Oymu omineHi y 113 giteid mig dac 5 mochikeHb: 2 ITOCIHITKCHHS
pa3oBOro 3acTOCYBaHHs, 2 JAOCHIKEHHS Oararopa3zoBOro 3acTOCYBaHHS Ta | JOCIHITKEHHS
HEJIOHOIICHUX HOBOHAPOKCHHUX.
[Ticns BBeneHHsa 2—8 Mr/kr (aykoHa30dy AITSM BikoM Bia 9 micsamiB a0 15 pokiB AUC cranoBuia
oym3bpko 38 Mxr*roa/mi Ha 1 mr/kr no3u. Ilicist GaraTopa3oBOro 3acTOCYBAaHHS CEpEIHIN IMepioj
HamiBBHUBE/IEHHs ()IyKOHA30dy 13 IJIa3Mu KpoBi BapitoBaBcsi Mik 15 Ta 18 romuHamu; o0’em
posnoxiny cranoBuB 880 Mur/kr. Binbmn TpuBanmuii mepiof HamiBBUBEACHHS i3 TUIA3MU KPOBI, IO
CTaHOBMB MPHUOIN3HO 24 roguHu, OyB MiCis pa3oBoro 3actocyBaHHs ¢urykoHazony. el mokasHUK
€ CIIIBCTAaBHUM 3 TEpPIOJIOM HAIiBBUBEACHHS (IIyKOHA30JIy 13 IJIa3MH KPOBI IICIS Pa30BOTO
3aCTOCYBaHHS /03U 3 MI/KI BHYTPIIIHBOBEHHO AiTsM BikoM Bif 11 guiB mo 11 micaniB. O6’em
PO3MOIITY y MAII€HTIB Ii€1 BIKOBOT TPYNU CTAaHOBHUB OM3bK0 950 MII/KT.
HocBin 3actocyBaHHS (DIyKOHA307y HOBOHAPOIKEHUM OOMEXKYEThCS (hapMaKOKIHETUYHUMU
JOCIIJKEHHAMU 12 HEOHOMICHUX JIITeH 13 TepMiHOM recrarii mpubau3Ho 28 TwkHiB. CepeHill BiK
JUTUHU TP BBEACHHI MEPINOi 103U cTaHOBHB 24 roaunam (Big 9 mo 36 roauH); cepeiaHs Bara npu
HapokeHHi ctaHoBmwia 900 T (Bix 750 mo 1100 r). [yist 7 mamieHTiB MPOTOKOJI JOCTIKEHHS OYII0
BUKOHAHO. MakCUMyM 5 BHYTPILIIHbOBEHHMX 1H €KLIH (PITyKOHA30Iy y /1031 6 MI/KI BBOJWIN KOXKHI
72 romuan. CepenHiii TiepioJ] HamiBBUBEICHHS CTaHOBHB 74 ronuHu (44-185) B mepmwmii JeHb,
notiM 3Hu3uBCsA 10 53 roaun (30-131) Ha 7-it nenp ta g0 47 (27-68) Ha 13-it gaens. [lnoma min
KkpuBoto (MKr*ron/mi) cranosmia 271 (173-385) B nepumii nens, 30utbimnacs 1o 490 (292—734)
Ha 7-i 1eHb, noTiM 3HM3MIacs 10 360 (167-566) Ha 13-it nerb. O6’eM posmnoainy (MJI/KT) CTAHOBHB
1183 (1070-1470) y mnepumuii aenb, 30imbmyBaBcs g0 1184 (510-2130) wa 7-i nerp Ta 110
1328 (1040-1680) Ha 13-ii 1eHb.
IlarieHTH JITHHOI'O BIKY.
dapMaKOKIHETUYHE JTOCIIHKEHHS MIPOBOIIIM 3a y4yacTio 22 mailieHTiB (BIKOM Bif 65 pOKiB), sKi
3actocoByBau 50 Mr QuiykoHazonmy mepopaibHO. 10 mami€eHTiB OJHOYACHO 3aCTOCOBYBAIH
niypetuku. Cmax cTaHoBHIA 1,54 MKr/mMi Ta gocsranacs mpoTsrom 1,3 TOAuHU Micis 3aCTOCYBaHHS
baykonazomy. Cepeanss AUC  cranoBuna  76,4+20,3 mxr*rog/mn.  CepenHii  mepion
HamiBBUBeneHHs 46,2 roguau. LI QapMakokiHEeTUYHI TOKAa3HUKUA € BUIIMMHU TOPIBHSHO 13
AQHAJIOTIYHUMU Y 3JI0POBUX JOOPOBOJIBIIIB MOJOAIIOrO Biky. OHOUAaCHE 3aCTOCYBaHHS JI1ypETUKIB
HE Majo 3Ha4HOro BIUIMBY Ha Cmax Ta AUC. Takox kiipeHc kpeaTuHiHy (74 MJI/XB), BiICOTOK
¢ryKoHa301Ty, IO EKCKpeTyBaBcs i3 ceduero y HeaMiHeHoMy Burisidi (0—-24 rommam, 22 %), Ta
HUpPKOBUH KkiipeHc ¢uykoHazony (0,124 mur/XB/Kr) y Mami€eHTiB JaHOI BIKOBOi Tpynu Oynu
HUKYMMH, HIXK QHAJIOT14HI MOKA3HUKHU Y MOJIOAIINX 10OpOBOJBIIB. ToMy 3MiHU (papMaKOKIHETUKU
y MaIi€HTIB JITHHOTO BIKY OYEBHU/IHO 3aJIeKaTh Bl MapaMeTpiB (QYHKIIIH HUPOK.

Kuiniuni XapakTepucTUKH.

Iloxkazanns.

Judmokan® nokasaHuit I JliKyBaHHS TaKMX TPHOKOBHX iH(MEKIiH y HOPOCIHX (IHMB. pO3IiN
«DapmakoarHaMIKa»):

— KPUIITOKOKOBUI MEHIHTIT (IUB. po31ia «OcoOIMBOCTI 3aCTOCYBAaHH);

— KOKIUA101103 (auB. po3aut «OcoOauBOCTI 3aCTOCYBAHHS»);



— IHBa3MBHI KaHIUI03H;

— KaHJMJI03U CJIM30BUX OOOJIOHOK, BKJIIOYAIOYM KaHAMJ03 POTOIJIOTKH Ta KaHIUA03 CTPABOXONY,
KaHTUAYPis, XpOHIYHUHN KaHINUI03 IMIKIPH 1 CIIM30BUX O0OJIOHOK;

— XpOHIYHHMH aTpoiyHMM KaHAUI03 POTOBOI MHOPOXKHUHM  (KaHAWAO3, CIPUYUHEHUH
BUKOPUCTAHHSAM 3yOHHX MPOTE3iB) MPH Hee(HEKTUBHOCTI Tiri€HH POTOBOI MOPOKHUHU ab0 MicIeBOT
Tepamii;

— BariHaJIbHUH KaHIU103, TOCTPUIA UM PEUUIMBHUN, KOJIM MiCLIeBa TEpaIlis He € JOLIBHOIO;

— KaH/IMJIO3HUM OajaHIT, KOJIM MiCIIeBa TepaIrisl HE € TOIIbHOIO;

— JepMaTOMIKO3H, BKJIIOYAIOUM MIKO3 CTOI, MIKO3 IJIaJ€HbKOI IIKIpH, IaXOBHH JE€pPMATOMIKO3,
pi3HOOApBHUI NUIIAN Ta KaHAWIO3HI 1H(QEKIIl MKIpH, KOJIM MOKAa3aHO 3aCTOCOBYBATH CHCTEMHY
Teparnito;

— nepMaTo(iTHUI OHIXOMIKO3, KOJIM 3aCTOCYBAHHS 1HIIUX JIKApPChKUX 3aC00IB HE € JAOIIBHUM.
Judmokan® mokazaHuii 11s MPO(iTaKTHKK TAKUX 3aXBOPIOBAHb Y T0OPOCIIHX, SK:

— peuyIuB KPUNITOKOKOBOTO MEHIHTITY y MAIliEHTIB 3 BUCOKHM PU3HKOM HOTO pO3BUTKY;

— peuuanB KaHIU03y POTOIVIOTKH abo cTpaBoxony y mauieHTiB 3 BIJI 3 Bucokum pusukom ioro
PO3BUTKY;

— 7151 3HWKEHHS YaCTOTH PELMIMBIB BariHaabHOTO KaHAUA03Y (4 a0 Oiyiblie BUMAAKH HA PIK);

— mpo¢iTakTHKa KaHAWIO3HUX 1HQEKIii y NamieHTIB i3 TPUBAIOK HEHTpOIEHi€0 (HAaNpHKIa,
MAIIEHTIB 31 3JI0SKICHUMHU 3aXBOPIOBAHHSMHU KPOBI, SIKI OTPUMYIOTH XiMioTepamiro abo Halli€eHTiB
Opyd TPAHCIUIAHTANii TEMOMOETUYHUX CTOBOYpOBHX KITHH) (AuB. po3min «®Dapmakoioriudi
BIIacTUBOCTI. PapMakoHHAMIKAY ).

Judmokan® nokasaHmii AiTAM 1A TKyBaHHS KaHIMAO3iB CIM30BUX OOONOHOK (KaHAHIO3
POTOIJIOTKH, KaHJIU/103 CTPABOXOJYy), 1HBa3UBHUX KaH/MJ1031B, KPUIITOKOKOBOIO MEHIHTITY Ta JJis
npoIaKTUKA KaHAWJO3HUX 1H(EKHild y mamieHTiB 31 3HWKEHUM iMyHiTeToM. [Ipenapar mosxHa
3aCTOCOBYBaTH SIK HIATPUMYBAJIbHY TEpamilo Uil IOMNEPEKEHHS PEeLUIUBY KPUITOKOKOBOIO
MEHIHTITY y JiTel 13 BHCOKMM pPH3HKOM HOro po3BHTKY (muB. po3ain «Oco0amBOCTi
3aCTOCYBAHHS»).

3acTocoByBaTH JIiKapChKHid 3aci0 y (hopMi Karcys mii Kareropii mamieHTiB MOXHA TOJIi, KOJHU JIITH
3/1aTHI 0€3MeYHO MPOKOBTHYTH KarcyJy, 1110 3a3BU4ail € MOXKJIMBHUM Y Billl BiJT 5 POKIB.

Tepamito mnpenapatom Jludmokan® MoXkHA pO3HOYMHATH JIO OTPHMAHHA peE3yJIbTaTiB
KyJbTypaJIbHUX Ta IHIIUX JaO0OpaTOPHMX JMAOCHIIKEHb; OJHAK IICIAsS OTPUMAaHHS pEe3yJbTaTiB
NPOTUIH(EKIIHHY Tepamito ClIiJl CKOPUTYBaTH BIAMOBIIHUM YHHOM.

Ilpomunoxazanns.

— I'inepuyTnuBicTs A0 (payKoHa30iy, IHIIUX a30JIbHUX CHOJYK ab0 10 Oyab-SKOi1 3 JONOMIKHHMX
PEYOBHH TIpenapary, 3a3HaueHux B po3aun «Ckmamy.

— OpHouacHe 3acToCyBaHHS (hIyKOHa30dy Ta TepdeHaJuHy TMallieHTaMm, sKi 3acTOCOBYIOTb
¢dykoHazon GaratopazoBo y mo3ax 400 mr/no0y Ta Buiie (3rigHO 3 pe3yibTaTaMU JOCITIKESHHS
B3a€MO/Ii1 0araTopa3zoBOro 3aCTOCYBaHHS).

— OpHoyacHe 3acTOCyBaHHS (DIIyKOHA30Jy Ta IHIIUX JIKAPCHKUX 3ac00iB, IO MOJOBXYIOTh
iaTepBan QT Tta MmetabomizyroThest 3a gonomororo (epmenty CYP3A4 (Hanpukinaa nu3anpunuy,
acTeMi3oily, MiMO3UAY, XIHIAMHY Ta epUTPOMIIUHY) (AuB. po3aian «OcoOIMBOCTI 3aCTOCYBAHHS»
Ta «B3aemois 3 IHITUMU JTIKAPCHKUMH 3aC00aMHU Ta 1HIIN BHJIA B3a€EMOIIi» ).

B3aemodia 3 inmuumu nikapcoKumu 3acovamu ma inuwii 6u0u 63aemMooiil.

[TpoTunoka3zaHo cyMicHE 3aCTOCyBaHHS (UIYKOHA30Jy Ta HHYKY€3a3HAYEHHX JIIKAPChKHUX 3aC001B.
Luzanpuo: MOBIIOMIIAIOCS MPO PO3BUTOK MOOIYHMX peakliil 3 OOKy cepls, Y TOMY YHCII MPO
MapoOKCHU3MallbHy IUIYHOYKOBY TaxiKap[ilo THIYy «IipyeT» Yy TAaIl€HTIB, $KI OJHOYaCHO
3aCTOCOBYBaIM (PIIyKOHA30J Ta Iu3anpua. KoHTpoiboBaHe AOCHIHKEHHS MPOJIEMOHCTPYBAJIO, 110
omHouacHe 3actocyBanHs 200 mr daykoHazony 1 pa3 Ha 700y Ta 20 Mr nu3anpuay 4 pasu Ha 100y
NPU3BOJMIO O 3HAYHOTO MiJIBUIIEHHS PIBHA LU3anpuay y IUIa3Mi KpOBI Ta JO MOJOBKEHHS
iaTepBany QT. OgHouacHe 3acTocyBaHHs (IIyKOHA30Iy Ta IIU3AMPUTY MPOTUIIOKA3aHEe (JIUB. PO3ILT
«[IpoTtumnokazanus).




Tepgpenaoun: uepe3 BUMATKU PO3BUTKY TSDKKHX CEPLEBUX apUTMiH, CIPUYMHEHHUX IMOJIOBKEHHIM
iHTepBany QTc, y maiieHTiB, sKi 3aCTOCOBYBAJIM a30JibHI MPOTUTPUOKOBI JIKApChKi 3acobm
OJTHOYACHO 3 TepdeHaauHOM, Oyau NMPOBECHI JOCTIJDKEHHS B3a€MOJil IMX MpernapartiB. Y Xomi
OJIHOTO JIOCHI/PKCHHS TP 3acTOCyBaHHI (urykoHaszony y 1031 200 mMr Ha 100y He OyJIO0 BUSBIEHO
nojoBkeHHs iHTepBaiy QTc. IHIIe gocmipkeHHs MpH 3acTOCyBaHHI uIyKoHazoiry y fo3ax 400 mr
ta 800 Mr Ha 700y IPOAEMOHCTPYBAJIO, 110 3aCTOCYBaHHS (uIyKoHa3o0iy y no3ax 400 mr Ha qo0y
abo BuIIIe 3HAYHO MiJBUILYE piBEHb TepheHaIuHY Y TUIa3Mi KPOBi IPHU OAHOYACHOMY 3aCTOCYBaHHI
nux npenapartiB. CymicHe 3acTocyBaHHs (hiryKoHa30y y go3ax 400 mr abo Buiie 3 TeppeHaIunHOM
npotunokasane (nuB. posnin «lIporunoxazanus»). Ilpu 3acrocyBanHi (iykoHa3ony y A03ax
Hwk4e 400 Mr Ha 100y OHOYACHO 3 Tep(eHaAMHOM CITiJT TPOBOJUTH PETEIbHUN MOHITOPUHT CTaHY
Mari€eHTa.

Acmemizon: CyMmiCHE 3acTOCyBaHHS (UIYKOHA30Jly Ta AacTeMi30lly MOXE 3MEHIIMTH KIIPEHC
acteMizosry. CHpuyvHEHE UM TiABUIIECHHS KOHIEHTpAIlli acTeMi3ojly y IUIa3Mi KpPOBI MOXKeE
npu3BecTH 10 NojoBkeHHs iHTepBany QT Ta y piAKiCHMX BUNAIKax — JI0 MapOKCU3MAaJIbHOI
HUTYHOYKOBOI Taxikapii TuUmy «mipyer». OqHouacHe 3acTOCYBaHHS (DIIyKOHA30Jy Ta acTeMi3oiry
npoTumnokasane (nuB. po3ain «[Iporunokazanusm»).

Ilimo3u0 ma xinioun: cyMmicHE 3acTOCyBaHHS ()IYKOHA30dy Ta MIMO3UAY abo XIHITUHY MOXKe
NPU3BOJHUTHU J0 NPUTHIYCHHS MeTabo0Ii3My TiMO3KIy a00 XiHiTUHY, X0Ua BiAMOBITHUX JOCIIIPKEHb
in vitro Ta in vivo He mpoBoauiau. [ligBHUIEHHS KOHIEHTpAILlii MMO3KMIy 200 XiHIIUHY Yy TUIa3Mi
KPOBI MOXE CIPHYUHITH TOAOBXKEHHs iHTepBay QT Ta y pigkiCHUX BUMAIKax MPHU3BOJUTH JIO
PO3BUTKY MapOKCHU3MaJbHOI IITYHOUYKOBOI Taxikapaii Tumy «mipyet». OgHouacHe 3aCTOCYBaHHS
¢rykoHa30ITy Ta MMO3UIy a00 XiHIIMHY MPOTHIIOKa3aHe (AuB. po3ail «IIpoTumokasanHs).
Epumpomiyun: onHodacHe 3aCTOCYBaHHS €PUTPOMILIMHY Ta (DIyKOHA307dy MOXKE MPU3BOAUTU O
HiABUIIEHHS PU3UKY PO3BHTKY KapIiOTOKCHYHOCTI (momomxeHHs iHTepBany QT, mapokcmzManbHa
[UTYHOYKOBA TaxiKap[is THUIy «IIpyeT») Ta, K HACIiJOK, J0 pamToBOi CepLeBOi CMEpTi.
3actocyBaHHA ~ KOMOiHamii [WMX  JHKAapChbKUX  3aco0iB  MPOTHIIOKa3aHE  (OUB.  PO3ALI
«[IpoTtunokazanus).

He pexomeHIyeThCsl OfHOYAacHE 3acTOCYBaHHs (DIYKOHA30Jly Ta HIDKYE3a3HAYCHHX JIIKAPCHKUX
3ac00iB.

lanogpanmpun: QrykoHa301 MOKE CIPUUYMHUTU IMIJBUIIEHHS KOHIIEHTpalii TaJoQaHTpuHy Yy
ia3Mi KpoBi 3a paxyHok npurHiyeHHd CYP3A4. OnHouacHe 3acTOCYBaHHS IIMX JIKApChKHX
3ac001B MOK€ NMPU3BOJUTH /10 MIJABUIIEHHS PU3HUKY PO3BUTKY KapAIOTOKCHYHOCTI (TIOJOBKEHHS
iHTepBany QT, mapokcu3malibHa HUTYHOYKOBA TaxXiKap[is TUIY «IipyeT») Ta, SK HACIIIOK, 10
pantoBoi cepiieBoi cmepTi. CitiJi yHUKaTH 3aCTOCYBaHHsI KOMOIHAIIIT WX JIIKAPChKUX 3ac001B (JIMB.
po3ain «OcobIMBOCTI 3aCTOCYBAHHSD).

CyMicHe 3acTocyBaHHS (UIYKOHA30Jly Ta HIKYE3a3HAYEHUX JIIKAPCBKUX 3aco0iB BHMAarae
00€epeKHOCTI.

Amiooapon: OIHOYACHE 3aCTOCYBaHHS (IYKOHA30Jdy 3 amioJapoOHOM MOKE TMPHU3BECTH JI0
nojgosxkeHHs iHTepBany QT. @nykoHazonm ciii 3 OOEpEeXHICTIO 3aCTOCOBYBATH DPa3oM 3
aMi07[apOHOM, OCOOJIMBO Y pa3i MpU3HAYEHHS BUCOKOI 103U (hirykoHa3omy (800 mr).

CyMmicHe 3acToCyBaHHS (DJIYKOHA30Jly Ta HIKYE3a3HAYCHUX JIKApChKUX 3aco0iB BHMAarae
00€epekHOCTI Ta KOPUTYBaHHS JIO3H.

- Bnaue inwux nikapcokux 3acodieé Ha (uyKoHaz3o.

JlocmikeHHsT B3a€MOJii  TPOJIEMOHCTPYBANM, IO TMEpopalbHE 3acTOCYBaHHS (IyKOHA30JIy
OJTHOYACHO 13 BXKUBAaHHAM TKi, IPUHOMOM LIUMETHUINHY, aHTAIU/IiB 200 MMOAaIBIIUM OIPOMIHEHHSM
yChOTO TLNa JAJIsl epecaiki KICTKOBOIO MO3KY HE Ma€ KJIIHIYHO 3HAYyILIOro BIIUBY Ha abcopOiiito
¢dykoHazomy.

Pughamniyun: onHouacHe 3acTocyBaHHS (HITyKOHA30Ty Ta pUGaMITIIIHHY TPU3BOIMIO 10 3HIKCHHS
AUC na 259% Ta ckopouyBajo Mepioa HamiBBUBeAeHHS QuykoHazony Ha 20 %. Tomy s
MAIIEHTIB, SIKI 3aCTOCOBYIOTH pUGaMIILIUH, CIiJ PO3IISHYTH JOUUIBHICTh MiABUIIEHHS 103U
dykoHazomy.

Tiopoxnopomiazuo: y pochmimxkeHHl (apMaKOKIHETUYHOI B3a€MOJIl OJHOYAcCHE OaratokpaTHe
3aCTOCYBaHHSA TIAPOXJIOPOTIa3Uy 3J0POBUM JOOpPOBOJBLSAM, SKI OTpUMYBaIU (IIyKOHA30,
M1JBUILYBaJIO KOHLIEHTpalito ¢aykoHazony y mia3mi kposi Ha 40 %. Taki mapameTpu B3a€EMO/IIT He
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BUMAraioTh 3MiH y pPeXuMi J03yBaHHS (DIyKOHA30Jy JJIs MAI€HTIB, SIKI OJHOYACHO OTPUMYIOThH
CEUOTiHHI 3aCO0H.

- Bnius ¢ykonazony na inwi 1ikapcoKi 3acoou.

®dnykoHa3on € moMipHuM iHTIOITOpoM muToxpomy P450 (CYP) i3odepmenty 2C9 Ta 3A4.
@iyKoHa30J1 € NOTY)XHHUM iridiTopom  i3opepmenty CYP2C19. Ha pomartox 1o
CIIOCTEPEIKYBAHUX/IOKYMEHTANILHO ~MIATBEPIXKEHUX B3a€MOJIN, 110 OMNHCAaHI HIDKYE, IHpU
OJTHOYACHOMY 3aCTOCYBaHHI 3 (PIyKOHA30JIOM ICHY€ pPH3HMK MiJIBUIICHHS Yy IUIa3Mi KpOBI
KOHIIGHTpallid IHMUX crnoiyk, mo Meradonizyroteess CYP2C9, CYP2C19 ta CYP3A4. Tomy
3aCTOCOBYBATH TaKi KOMOIHAaIlIi IpenapariB ciijl 3 00epexHICTIO; TPU [IbOMY HEOOX1THO PETEIHHO
CHOCTepiratu 3a cTaHoM namieHTiB. [IpurniuyBanbHa aist GiryKoHa3omy Ha (hepMEHTH 30epira€Thes
npotsroM 4-5 ai6 miciist HOro 3aCTOCYBaHHS y 3B 3Ky 3 HOTO TPUBAJIUM IE€Pi0I0M HaIliBBUBEICHHS
(muB. po3nin «[IpoTunokazanHs»).

Anvghenmanin: Mg dYac OJHOYACHOTO 3aCTOCyBaHHsA ainb(eHTaHury y 1031 20 MKI/Kr Ta
dnykonazony y mo3i 400 Mr 310poBHM JOOPOBOJIBLSIM CIIOCTEPIranocs ABOKpaTHE 301IbIICHHS
AUCy0, moxmuBo uepe3 iHrioOyBanHs CYP3A4. Moxxe OyTu HEOOXITHUM KOPUTYBAHHS JIO3H
anb(deHTaHiy.

Amimpunmunin, Hopmpunmunin: (QIyKOHA30J MOCHIIOE A0 aMITPUNTUIIIHY Ta HOPTPHUITUIIIHY.
PexkomeHtyeThCS BUMIPIOBATH KOHIIEHTpALii S-HOPTPUNTHIIHY Ta/abo S-aMiTpUNTWIIHY Ha
oyaTKy KoMOiHOBaHOT Tepamii Ta uepe3 1 ThxkAeHb. Y pa3i HE0OX1AHOCTI CIijl BIAKOPUTYBATH J03Y
aMITPUITUIIIHY/HOPTPUNITUIIIHY .

Ampomepuyun B: ogHouacHe 3acTocyBaHHs (rmykoHazony Ta amdorepunuHy B iHdikoBaHUM
MUIIAM i3 HOPMQJIBHUM IMYHITETOM Ta iH()IKOBaHMM MHIIAM 31 3HI)KEHUM IMYHITETOM JaJlo TaKi
pe3yJIbTaTh: HEBEIUKUI aTUTUBHUI MPOTUrpUOKOBHUil edekT npu cuctemuiil indekmii C. albicans,
BIJICYTHICTh B3aeMOAil mpu BHyTpilmHbOuepenHiid iHdekuii Cryptococcus neoformans Ta
AHTaroHI3M JBOX IperapariB npu cucremHii indekmii Aspergillus fumigatus. Kniniune 3nadeHHs
pe3yNbTATIB, OTPUMAHUX y XOJIi IIUX JTOCIIHKeHb, HEBIOME.

Aumuxoacynaumu: SK 1 TpPU 3aCTOCYBAaHHI I1HIIMX a30JbHUX HNPOTHUTPHUOKOBHX 3aco0iB, IMpu
OJTHOYACHOMY 3aCTOCYBaHHI ()IIyKOHA30Jly Ta BapapuHy MOBIIOMIISIIOCS PO BUMAIKHA PO3BUTKY
KpPOBOTEY (reMaToM, HOCOBOI KpPOBOTEUI, IUTYHKOBO-KHIIIKOBUX KPOBOTEU, reMaTypii Ta MEJIeHH) Y
MOEHAHHI 3 TIOJOBXEHHSM HpoTpoMOiHOBoro dacy. Ilpm ogHOUacHOMY 3acTOCyBaHHI
¢dykoHazony Ta BapdapuHy cHocTepirajgocs IBOKpaTHE MiJBMIIEHHS NPOTPOMOIHOBOIO wyacy,
WMOBIpHO, BHACIHIJIOK TMpUTHIYEHHS MeTabomismy Bapdapuny uepe3 CYP2C9. Cnixg petenbHO
KOHTPOJIIOBATH NPOTPOMOIHOBUIM Yac y MAalli€HTIB, sIKI OJHOYACHO 3aCTOCOBYIOTb KyMapHHOBI
AHTUKOATYJITHTH a00 1HAaHea10H. Moxke OyTH HEOOX1HOI KOPEKIlisS 103U aHTUKOATYJISHTY.
benzooiazeninu xkopomxoi 0ii, nanpuknad mioazonam, mpuasonam: TPU3HAYEHHS (IIyKOHA30Iy
miClIsE  TIepOpaIbHOTO  3aCTOCYBAaHHS  MiJa3ojlaMy TIPU3BOAMIIO /IO 3HAYHOTO  IIiIBUIICHHS
KOHIIEHTpalli MiJja30j1aMy Ta J0 MOCUJIEHHS MCUXOMOTOPHMX edekTiB. OpHOUacCHE 3aCTOCYBaHHS
baykonazony y 1031 200 Mr Ta Migazonamy y 1031 7,5 Mr mepopajibHO MPU3BOINIIO 10 TiIBUILIEHHS
AUC Ta mepiofy HamiBBUBEIEHHS Mijnazonamy y 3,7 Ta 2,2 pa3a BiJNOBIIHO. 3aCTOCYBaHHS
bayxonazony y 1031 200 mr/no6y ta 0,25 Mr TpruazonaMmy nepopaibHO MPU3BOIMUIIO JO TiIBUIIECHHS
AUC Ta nepiony HamiBBHUBEIEHHS TpHazoiamy y 4,4 ta 2,3 pasa BianosiaHo. Ilpu ogHouacHOMY
3acTOCyBaHHI (hJIYKOHA30Jly Ta TpPHA30JIaMy CIIOCTEPITaiocs TMOTEHIIOBAaHHS Ta TPOJIOHTAIlIS
edexTiB Tpuazojamy. SIKIIO MalieHTy, SKUA TPOXOIUTH KypC JIKYBaHHS (IIyKOHA30JIOM, CIiJ
OJTHOYACHO TPU3HAYUTH Tepario OeH30/1ia3emiHamMu, 103y OCTaHHIX CJIiJ 3MEHIITUTH Ta BCTAHOBUTH
HaJIe)KHUN HArJIA[ 32 CTAaHOM Talli€HTa.

Kapbamasenin: ¢Gnykona3on mpurHidye MetaboiizM kapOaMaszemniHy Ta CIPUYWHSE IT1ABUIICHHS
piBHA KapOamasemniHy B cupoBartili KpoBi Ha 30 %. IcHye puU3HMK pO3BUTKY MpPOSBIB TOKCHYHOCTI 3
Ooky kapOamazeniny. Moske OyTH HEOOXIAHMM KOPUTYBaHHS J03M KapOaMma3seliHy 3ajJeKHO BiJ
piBHS HOTO KOHIIEHTpAllii Ta Aii mpenapary.

Bnoxamopu kanvyiesux kananis.: NesKi aHTaroHICTU Kalblio (HiQeaumiH, iICpaauilid, aMJIOIUIIIH Ta
¢denonunin) merabonizyrotecsi  pepmentom CYP3A4. @nykoHa3onm MHOTEHLIMHO  Moxke
MIJBUIYBAaTH CHCTEMHY €KCIIO3MIIII0 OJIOKATOpIB KaJIbI[IEBUX KaHAIB. PexkoMeHmaoBaHMit
peTeIbHUNA MOHITOPHHT IIOJI0 PO3BUTKY MOOIYHUX peaKIiil.



L]enexoxcub: mpu OJHOYACHOMY 3acTocyBaHHI (hiykoHazonmy (200 Mr Ha m00y) Ta IENEKOKCHOY
(200 Mr) Cmax Ta AUC mnenexkokcuOy migBuimyBanucs Ha 68 % Tta 134 % Bimnosiguo. I[lpu
OJTHOYACHOMY 3aCTOCYBaHHI IIEJIEKOKCHOY Ta (DIyKOHa3071y MoXe OyTH HEeOOXiJHUM 3MEHIICHHS
JIO3H1 1EJICKOKCHOY BIBIUI.

Luxnoghocghamio: omHodacHe 3acTtocyBaHHA IHKIOpochamizy Ta (IyKoHA307dy MPU3BOAUTH 0
MIJBUINCHHS pIiBHA OumipyOiHy Ta KpeaTuHiHy B cupoBaTii Kpoi. Ili mpemapaTtu MokHa
3aCTOCOBYBAaTH OJHOYACHO, 3BA)KAlOUM Ha PHU3UK MiABHILEHHS KOHIEHTpamii OinipyOiny Ta
KpEaTHHIHY B CHPOBATIIl KPOBI.

@enmanin: MOBIAOMIIAIIOCS TIPO OAWH JICTAJIbHUNA BHUMAJAOK 1HTOKCHKAIl ()EHTAHLIOM BHACIIOK
MOKJTMBOI B3aeMOJIi1 eHTaHlTy Ta QurykoHa30iy. Jlo TOro K y JOCTIIKEHHI 332 Y4acTIO 3J0POBUX
JOOpOBOJIBIIIB OYyJIO TPOJEMOHCTPOBAHO, IO (HIYKOHA30J] 3HAYHO YIOBUIBHIOBAB EIIMIHAIIIIO
¢denraniny. IligBuieHHs KOHUEHTpAlil (EHTAaHITy MOXKE MPHU3BECTH O NPUTHIYCHHS JWXaHHS,
TOMY CIiJI PeTeIbHO KOHTPOJIIOBATH CTaH marieHTa. Moke OyTH HEOOXIIHOK KOPEKIlis 03U
¢denrtaniny.

Ineioimopu I'MI-KoA-pedykmasu. cyMmicHE 3acTocyBaHHs (hiryKkoHa3zomy Ta iHrioiTopiB ['MI'-KoA-
penykrasu, mo MetabdomnizytoTscsi CYP3A4 (aTopBacTaTHH Ta CUMBacTaTHH), a0o iHri6iTopiB ['MI -
KoA-penykra3u, mo werabomnizytotbes CYP2C9 (uyBacTatun), MiABUINYE PHUBUK PO3BUTKY
Mmiomarii Ta pabaomMionizy. Y pa3i HEOOXiTHOCTI OJIHOYACHOTO 3aCTOCYBaHHS IMX IPErapaTiB CIIij
pPETEeNbHO CHOCTEpIraTu 3a MAIlieHTOM I0JI0 BUHUKHEHHS CHUMIITOMIB MiomaTii Ta pabmomiomnizy i
IIPOBOJUTH MOHITOPUHT PiBHS KpeaTHHKIHA3U. Y pa3i 3HAUHOTO IMiJBUIICHHS PiBHA KpEaTHHKIHA3H,
a TaKoX MpHU JAiarHOCTyBaHHI a0o0 Mmio3pi Ha Miomariio/pabaoMioii3 3acCTOCYBaHHS IHTIOITOPIB
['MI'-KoA-penyKTas3u ciiJl IpUIHHATH.

lopumuni6: nomipui iHriGitopu CYP3A4, taki sk ¢iaykoHa30d, MiABUIIYIOTH KOHIEHTPALIiIO
10puTHHIOY B IJIa3Mi Ta MOXKYTb MiJBHUILYBATH PU3HK TOKCHYHOCTI. SIKIIO HEMOXIIMBO YHUKHYTH
KoMOiHaIii mnpemnapariB, MOTpiOHO 3HU3UTU A03y 10puTHHIOY 10 280 Mr omuH pa3 Ha A00Y
(2 kanicynu) 3 METOK MPOJOBXKEHHS 3aCTOCYBaHHsS IHTIOITOpY Ta 3a0€3MEYUTH MOCTIHHUIA
KJIIHIYHUA MOHITOPHHT.

leaxagpmop: onHOYACHE 3aCTOCYBaHHS iBaka(Topy, pEryisTopa TpaHCMEMOpPaHHOI HPOBIAHOCTI
npu MykoBiciuno3i (CFTR), 30u1bmmio excno3umlio iBakadTopy B 3 pa3u Ta EKCHO3HLIIO
rigpokcumetmiiBakaptopy (M1) y 1,9 paza. Ilamientam, sSiki 0JHOYAaCHO NPHUMMAIOTH IMOMIpHI
iHriditopu CYP3A, Taki sk (QUIyKOHa30J Ta EpUTPOMILMH, PEKOMEHIOBAHO 3HHU3UTH 03y
iBakadTopy 1m0 150 mMr onuH pa3 Ha 100y .

Onanapu6: nomipHi iHriditopy CYP3A4, Taki sk ¢QaykoHa3on, 30UIBLIYIOTH —IJIa3MOBI
KOHIIEHTpallii ojanmapuOy; iX OJHOYACHE 3aCTOCYBaHHS HE pPEKOMEHAYEThCS. Ko Takoi
KOMOIHAaIiT He MOYKHAa YHUKHYTH, IpUiioM onlanapudy ooMexyroTsh go3amu 200 mr aBidi Ha 100Yy.
Imynocynpecopu (Hanpukiao YuKioCNOpuUH, e8epoimyc, CUpOLIMYC i MAKpPOLIMYC).

Luxnocnopun: GnykoHa3on 3HauHO mijBuINye KoHueHTpamiro Ta AUC nuxinocnopuny. Ilpu
OJIHOYACHOMY 3acTocyBaHHI (iykoHazony y mA031 200 mMr/go0y Ta IMKIOCHIOPUHY Yy 1031
2,7 mr/kr/no0y cnocrepiranocs 36inbienHs AUC nuxnocnopuny y 1,8 pa3za. Lli npenapatu Mo)xHa
3aCTOCOBYBAaTH OJHOYACHO 3a YMOBH 3MEHINEHHS JO03W IUKJIOCTIOPHHY 3aJIEKHO BiJ HOTo
KOHIEHTpAIlii.

Eseponimyc: xo4a nociipkeHb in VItro Ta in Vivo He TPOBOAMIIH, BiIOMO, HIO (JIYKOHA30JI MOXKE
iIBUIIYBAaTH KOHILIEHTPAIIII0 €BEPOIIMYCY B CHpOBaTili KpoBi yepe3 npurnidenns CYP3A4.
Cuponimyc: (rykoHa307 MIABUILYE KOHIICHTPAIIID CHPOJIMYCy Y IUIa3Mi KpOBl1, WMOBIpHO,
HUIIXOM NpHUTHIYeHHA MeTabonizMmy cupoiimycy ¢epmentoM CYP3A4 ta P-rnikonpoteinom. Lli
npenapaTd MOXHA 3aCTOCOBYBATH OJTHOYACHO 332 YMOBH KOPUTYBAHHS JIO3U CHPOIIMYCY 3aJIE)KHO
BiJ] piBHS KOHLIEHTpAIIi] Ta eeKTiB mpenapary.

Taxponimyc: GIyKOHA30JI MOXKE IMIJIBHIYBATH KOHIICHTPAIIi TaKpOJIIMyCy B CHPOBATIIl KPOBi J10
5 pa3iB mpu Horo nepopajbHOMY 3aCTOCYBaHHI 4epe3 NpPUTHIUEHHS MeTaloJi3My TaKpoJIiMycCy
depmentom CYP3A4y kumeuynuky. Ilpu BHYTpIIIHBOBEHHOMY 3aCTOCYBAaHHI TaKpOJIMyCy HeE
CIOCTEpIrajgocss 3HaYHUX 3MiH (papMakokiHeTHKH. [liBHUILEH] piBHI TAaKpOIIMYCY acOLIIOIOTHCS 13
HepoTokcuuHicTIO. Jl03y TakpodiMyCy Uil TEpOpPaJIbHOTO 3aCTOCYBAHHS CIiJI 3HI)KYBAaTH
3aJIeXKHO BiJl KOHIICHTpAIlil TAaKpOIiMyCy.



Jlozapman: (HIyKOHA30J7 MPUTHIYYE METa0OJi3M JI03apTaHy A0 HOro akTuBHOTrO Metabomity (E-
31 74), mo oOyMoOBIIO€ OUTBITY YaCTHHY aHTaroHi3My 10 peuentopiB aHrioteH3uHy Il mim dac
3aCTOCYBaHHA JIO3apTaHy. PeKoMeHI0BaHO 3/A1MCHIOBATH MOCTIHHUA MOHITOPHHI apTepiabHOTO
THUCKY Y TIAIlI€HTIB.

Memaoon: (GhraykoHa307d MOXeE IiJIBUIIYBAaTH KOHIEHTPAII0 METAJOHy Yy cupoBarui KpoBi. Ilpu
OJIHOYaCHOMY 3aCTOCYBaHHI METaJIoHy Ta ()IyKOHa30dy MoOxke OyTH HeOOXIJHUM KOPHUI'YBaHHS
71031 METAJIOHY.

Hecmepoioni  npomuszananvni  npenapamu  (HII3I1): 1npu OJHOYACHOMY 3aCTOCYBaHHI 3
dinykonazonoM Cmax Ta AUC duypbinpodeny minsuiryBanucs Ha 23 % ta 81 % BiamoBiaHO
MOPIBHSIHO 3 BIJTIOBITHUMHU TIOKa3HUKAMU TIPU 3aCTOCYBaHHI TUTBKU (QurypOinpodeHy. AHAIOTIYHO
IIPU OJIHOYACHOMY 3aCTOCYBaHHI (hiryKkoHa30:y 3 paremMiyHuM i0ynpoderom (400 mMr) Cmax Ta AUC
(apMaKoJIOTiYHO aKTUBHOTO i30Mepy S-(+)-iOynpodeny miaBuinyBamucs Ha 15% Tta 82 %
BIJINOBIIHO, TIOPIBHSHO 3 TaKUMH TIOKQ3HMKAaMU TIPH 3aCTOCYBaHHI TIJIBKH PalEMi4HOTO
10ymipodeny.

Xoua cHeumiaJbHUX JOCHIDKEHb HE NPOBOAMIM, (IYKOHA30Jl MOXKE MIJBUILYBaTH CHCTEMHY
excno3unito  iHmmx HII3II, mo wmerabomizytorecss CYP2C9 (Hanpukiaa  HampoKCeHy,
JOPHOKCUKaMy, MeEJIOKCUKaMy, JUKIo(peHaKy). PekoMeHI0BaHO MepioAWYHO 3iHCHIOBATH
MOHITOPUHT OOIYHUX PEaKIiid Ta TOKCHYHUX NpOosBiB, moB’si3anux i3 HII3I1. Mosxe OyTtu notpiOne
kopuryBanHs 1031 HIT3II.

@Denimoin: (HIyKOHA30J MpUTHIYYE MeTaboii3M ¢eHiToiny B medinii. OgHoyacHe Oararopa3oBe
3actocyBanHa 200 mr ¢uykoHazomy Ta 250 Mr (QeHITOIHy BHYTPIIIHHOBEHHO HPU3BOJIUTH 0
nigsumeHas AUC24 ¢penitoiny Ha 75 % Ta Cmin Ha 128 %. Ilpu ogHOYacHOMY 3acTOCYBaHHI ITMX
JIKapChbKUX 3acO01B CIIiJl TPOBOJAUTH MOHITOPUHT KOHIIEHTpaIil (eHITOIHY y CHpOBATIIl KPOBI I
YHUKHEHHSI PO3BUTKY TOKCHYHOI Aii heHiToiny.

Ilpeonizon. MOBIIOMIISIOCS TIPO BUMAAOK, KOJIU Yy Malli€eHTa Micis TPaHCIUIaHTAIlli EeYiHKU Ha T
3aCTOCYBaHHS TPEIHI30HY PO3BUHYJACS TOCTpa HEJOCTATHICTh KOPU HAIHMPKOBHX 3aJ03, IO
BUHHUKJIA TMICIsI TNPUIMHEHHS TPUMICIUYHOrO Kypcy Tepamii (iaykoHasonoM. Ilpununenss
3aCTOCYBaHHA (PIIyKOHA30Jly, WMOBIpHO, crnpuuuHWIO mocwieHHs aktuBHOCTI CYP3A4, mo
IPU3BENIO 10 MPUCKOPEHHS MeTa0o0i3My npeaHi30Hy. Ciil peTenbHO CTeXHUTHU 3a MallieHTaMH, sSIKi
NPOTSTOM TPUBAJIOTO Yacy OJHOYACHO 3aCTOCOBYIOTH (DIIYKOHA30Jl Ta TMPEAHI30H, 3 METOI0
HONEPE/DKEHHST  PO3BUTKY HEJOCTATHOCTI KOPM HAJHUPKOBUX 3all03 TICHS HPUIUHEHHS
3aCTOCYBaHHsI ()IIyKOHA30ITy.

Pugabymun: ¢GnaykoHa30d MiABUILYE KOHLEHTpalito pupabyTMHy B CHpPOBATLi KpOBi, IO
npu3BoauTh J1o 30iumemenHs AUC pudadbyruny mo 80 %. Ilpum omHOYacHOMY 3acTOCYBaHHI
¢dykoHazony Ta pupabyTHHY MOBIIOMIISUIOCS MPO BHUIAIAKU PO3BUTKY yBeiTy. IIpu 3acrocyBaHHI
Takoi KOMOIHAIIIT JTIKapChKUX 3ac001B CIil OpaTu A0 yBaru CUMITOMH TOKCHYHOI A1l pudadyTuny.
Caxeinasip: ¢nykonazon migsuiye AUC Ta Cmax cakiHaBipy npubimszno Ha 50 % Tta 55 %
BIJIOBIAHO Yepe3 NMpUTHIYEHHS MeTa0oui3My cakBiHaBipy y nedinui pepmentom CYP3A4 ta yepes
iHri0yBaHHs P-rmikonporeiny. B3aemonii Mixk (IykoHa30J0M Ta CakBIHaBIpOM/pPUTOHABIPOM He
JOCTIPKYBaIMCS, TOMY BOHM MOXYTh OyTH OUIbII BHpakeHMMHU. Moxe OyTH HeoOX1THUM
KOpUT'YBaHHS JI03M CaKBiHaBIpY.

Tloxioni cynvgoninceuosunuy: TPHU OJTHOYACHOMY 3aCTOCYBaHHI (DIIYKOHA30JI TPOJIOHTYE TEPiOST
HaIMBBUBEICHHS IMEPOPATbHUX MOXIAHUX CYIb(OHIJICEYOBUHHU (XJIOPHPOMaMiTy, TTiOeHKIaMiTy,
[NMI3UAY Ta TOJAOyTaMify) MpU IX 3aCTOCYBaHHI 30OPOBUM J10OpOBOJBISIM. PexomeHyeTbes
IPOBOJUTH YAaCTHH KOHTPOJIb IIYKPY B KpPOBI Ta BIANOBIAHUM YMHOM 3HMXKYBATH JI03Y MOXITHHX
CyJb()OHIICEYOBUHU MPU OJJHOYACHOMY 3aCTOCYBaHHI 13 (hJIyKOHA30JI0M.

Teoginin: 'y mnanebo-KOHTPOILOBAHOMY JOCITI/DKEHHI B3a€MOJIi IpernapariB  3acTOCYBaHHS
¢iaykonazomy mo 200 mr mpoTsaroM 14 AHIB NOpU3BENO 0 3HUXKEHHS CEpPEeIHbOTO KIIpeHCY
teo(iiHy B miua3mi kpoBi Ha 18 %. 3a mamieHTaMu, sKi 3aCTOCOBYIOTh TE€O(UIIH y BUCOKHX J103aX
a00 K1 MalOTh MIJBULICHUH PU3UK PO3BUTKY TOKCUYHUX MPOSIBIB TEOPUTIHY 3 1HIIUX IPUYUH, CIIIJ
BCTAHOBUTH HArJIsAJ| IIOJO BUSBJIEHHS O3HAK PO3BUTKY TOKCHYHOI nii Teodiminy. Tepamito ciifg
3MIHUTHU IIPH MOSIBI O3HAK TOKCUYHOCTI.

Toghayumuni6: BIaMB TOGAUTHUHIOY 3pOCTaEe MPH OJHOYACHOMY 3aCTOCYBaHHI 3 JIIKAPCHKUMH
3aco0amu, sIKI TpHU3BOAATH A0 moMipHoro iHTiIOyBaHHS CYP3A4 Ta moTyXHOTO I1HTIOyBaHHS
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CYP2C19 (manpuknan ¢maykonasoin). ToMy peKOMEHIOBaHO 3HU3UTHU 03y TOPAIMTUHIOY 10 5 Mr
OJIH pa3 Ha 100y B KOMOIHAIIAX 3 [IUMU TpermapaTaMu.

Anxanoiou 6apsinky: Xo4a BIAMOBIIHUX AOCTIIKEHb HE MPOBOIWIH, (IIYKOHA30JI, HIMOBIPHO uepe3
iarioyBanuss CYP3A4, mMoke CHpUYMHATH TIIBUINEHHS KOHIIGHTpAIlll ajakaaoimgiB OapBiHKY Yy
a3Mi  KpoBi (HampuKIaa BIHKPUCTHHY Ta BIiHONACTHHY), IO MPU3BOJUTH JO PO3BHUTKY
HEHPOTOKCHUYHUX €(EKTiB.

Bimamin A: MOBIIOMIISUIOCA, IO Y Talli€HTa, SKUH OJHOYACHO 33aCTOCOBYBAB TPAHCPETHHOEBY
KHCJIOTY (KuciaoTHa ¢opma BiTamiHy A) Ta (IIyKOHA30J1, CIIOCTEpiraaucs modiyHi peakiii 3 00Ky
neHnTpanbHoi HepBoBoi cuctemu (LIHC) y dopmi mceBIoTyMOpy TOJOBHOTO MO3KY; MaHHH e(eKT
3HMK Micas BiaMiHM (aykoHazomy. Lli mikapcbki 3aco0u MOKHA 3aCTOCOBYBATH OJHOYACHO, aye
CJIIJ TaM’SITaTH PO PU3UK BUHUKHEHHS MOOIYHMX peakiii 3 6oky [THC.

Bopuxonason  (incioimop CYP2C9, CYP2Cl19ma CYP3A4): onaHoYacHE 3acTOCYBaHHS
BOPHKOHA30J1y nepopaibHo (1o 400 mMr koxHi 12 rogun npotsaroM 1 ans, motiM mo 200 Mr KOXHI
12 rogun mpotsarom 2,5 aHiB) Ta ¢uiykoHaszony nepopainbHo (400 Mr B mepmuii eHb, MOTIM IO
200 mr KOXHI 24 TOIUHH TIPOTITOM 4 JTHIB) 8 3J0pOBUM JOOPOBOJIBIISIM YOJIOBIYOI CTaTi MPU3BEIIO
no miauiieHass Cmax Ta AUC: BopukoHaszony B cepeaubomy 10 57 % (90 % JI: 20 %, 107 %) ta
79 % (90 % MI: 40 %, 128 %) siamosigHo. HeBimomo, 4u NpHU3BOAMTH 3HIIKCHHS 03U Ta/abo
YacTOTH 3aCTOCYBaHHS BOPUKOHA30dy ab0 (UIyKOHA30y A0 YCyHEHHS Takoro edexry. Ilpum
3aCTOCYBaHHI BOPUKOHA30JTy Micis (DIyKOHA301y CIifl TPOBOAUTH CIIOCTEPEKEHHS LI0OJI0 PO3BUTKY
no0iYHUX e(heKTiB, aCOIIOBAaHMX i3 BOPUKOHA30JIOM.

3uooeyoun: dnykonazon minBuinye Cmax Ta AUC 3upoByauny Ha 84 % Tta 74 % BiAmoBigHO, 110
3YMOBJICHO 3HIDKCHHSM KIIPEHCY 3UAOBYAWHY MpHOIM3HO Ha 45 % mpu HOro mnepopaibHOMY
3acrocyBaHHi. [lepioq HamiBBUBEIEHHS 3UI0BYIMHY OyB TaKOX MOAOBKEHUH mpudiu3Ho Ha 128 %
IiCJIs 3aCTOCYBaHHS KOMOIHAI1 (IyKOHA30JIy Ta 3UJOBYAMHY. 3a MAallil€eHTaMH, SIKi 3aCTOCOBYIOTh
TaKky KOMOIHAIII0 JIIKapChKUX 3ac00iB, CIiJ] CHOCTEpIraTd MIOAO PO3BUTKY MOOIYHHUX pEaKIIii,
MOB’SI3aHUX 13 3aCTOCYBAHHSM 3UAOBYAWHY. MOXKHA PO3TJISHYTH JOMUIBHICTh 3HIDKEHHS 03U
3UJIOBYIUHY.

Aszumpomiyun: y X011 BIAKPUTOTO PaHIOMi30BaHOTO TPHCTOPOHHBOTO MEPEXPECHOTO AOCIHTIKEHHS,
B SKOMY B3SUIM y4acTh 18 3M0pOBUX JOOpPOBOIBIIB, OIIHIOBATH BIUIUB a3UTPOMILIMHY Ta
¢diykoHazomy Ha (papMaKOKIHETHUKY OJMH OJHOTO IPU iX OJHOYACHOMY NEpPOpaTbHOMY Pa30BOMY
3actocyBanHi y go3ax 1200 mr ta 800 mr BignmoBigHo. JXXoaHuX 3Hauymux (apMaKOKIHETHUHUX
B3a€MO/I1 BUSIBIIEHO HE OYJIO.

Ilepopanvhi konmpayenmugu: MPOBOANUIOCS 2 hapMaKOKIHETUUHUX JOCIIIKEHHsI 0aratopa3zoBoro
3acTOCYBaHHs (DIIyKOHA30y Ta KOMOIHOBAHOTO MEPOPAILHOrO KOHTpauentusa. [lpu 3actocyBaHH1
¢dykoHazony y n031 50 Mr BIIMBY Ha piBeHb T'OPMOHIB He Oyso, TOMI SIK NMPH 3acTOCYBaHHI
dayxonazony y 1031 200 mr Ha 100y cnioctepiranocs 30unbieHHss AUC etuninectpaniony Ha 40 %
Ta IneBoHoprectpeny — Ha 24 %. lle cBiguuth mpo Te, MmO Oararopa3oBe 3aCTOCYBaHHS
(bayKoHa30/Ty y 3a3HAYEHHUX J03aX HaBpsAJ YA MOXKE BIUTMBATH HAa €(PEKTHBHICTH KOMOIHOBAHOTO
NEepOPaTLHOTO KOHTPAIIETITHBA.

Ocoobnueocmi 3acmocy8ants.

Jepmamoghimia. BinnoBigHO 10 pe3ynbTaTiB JOCHIPKEHHS (IyKOHA30dy JUIsl JIIKYBaHHSA
nepMmatodiTii y nitei, GpiaykoHa3zon He NepeBUINye rpu3eoybBiH 32 e(PEKTUBHICTIO 1 3arajlbHUN
NOKa3HUK e(eKTUBHOCTI cTaHoBuTh Menmie 20 %. Tomy Judmokan® He ciix 3acTocoByBaTH s
JIKyBaHHS AepMaTO]iTii.

Kpunmokokos. Jloka3ziB eQeKTUBHOCTI (QUIYKOHA30Jly JJsl JIKYBaHHS KpPUIITOKOKO3Y 1HILIUX
JOKaji3amiil (HanmpuKiIag JEreHeBOro KPUITOKOKO3Y Ta KPUITOKOKO3Y IIKIpH) HEIOCTaTHBO, TOMY
PEKOMEH/IaIlii 1II0/I0 TO30BOTO PEKUMY JISl JIIKYBaHHS TaKUX 3aXBOPIOBaHb HEMAE.

I'nuboki endemiuni mikosu. JlokasiB eeKTUBHOCTI (IyKOHA30Jdy A JIIKYBaHHS IHIIMX (OpM
eHJEMIYHUX MIKO31B, TaKuX SIK MapaKOKIMI10ITOMIKO3, TICTOIUIa3MO3 Ta HIKIPpHO-TiM(paTHUHUN
CHOPOTPUXO03, HEJJOCTATHBO, TOMY PEKOMEHJAIliM 100 T030BOTO PEKUMY JUIS JIKYBaHHS TaKUX
3aXBOPIOBAaHb HEMAE.

Hupxosa cucmema. Tlanientam 13 nmopymeHHsSM (YHKIIH HUPOK mpenapaT CiJl 3aCTOCOBYBATH 3
obepexHicTio (uB. po3aiT «Croci0 3acTOCyBaHHS Ta JO3U»).
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Heoocmamuicmy  naonupxosux 3ano3. KeTokoHa30d, sK BIJOMO, CIPHYUHSE HEJOCTaTHICTh
HAJHUPKOBUX 3aJ103, 1 II€ TaKOK MOXKE CTOCYBATHCS (hIIYKOHA30JIy, X04a CIOCTEPITAETHCS PIJIKO.
HenocratHicTh HaAHUPKOBUX 3aJ103, MOB'sI3aHA 3 OJJHOYACHUM JIIKYBaHHSAM INPEIHI30HOM, OIHMCAaHA
B po3niii «B3aemoxis 3 IHIIUMHU JIIKQpChbKUMM 3aco0aMH Ta IHINI BUIW B3aeMomaii. Bruus
(IyKOHA30ITy Ha 1HIII JTIKApChKi 3aCO0M».

T'enamob6iniapna cucmema. IlanieHTam 13 moOpymIeHHSIM (YHKIIH TE4YiHKK Tpenapar Ciia
3aCTOCOBYBaTH 3 0OEpekHiCTIO. 3acTOCYBaHHS (DIIYKOHA30Jy acCOIIIOBAIOCS 3 BUHUKHEHHSIM
PIAKICHUX BHUMAJKIB PO3BUTKY TSKKOI TI€AaTOTOKCHUYHOCTI, BKJIIOYAIOYM JIETAJIbHI BHIIAIKH,
rOJOBHUM YHMHOM Yy MAaLI€HTIB 13 TSDKKMMU OCHOBHMMM 3aXBOPIOBAaHHAMM. Y BUIAJKaxX, KOJIU
PO3BHUTOK T'€aTOTOKCUYHOCTI aCOIIFOBABC 13 3aCTOCYBaHHAM (IIyKOHA30IIy, HE OyJI0 BiA3HAYCHO il
SIBHOT 3aJIEKHOCTI Bij 3arajabHOi 0OOBOi J03M Ipemnapary, TPUBAJIOCTI Teparii, cTtaTi abo BiKy
naiieHTa. 3a3BHYail I'emaTOTOKCHYHICTh, CIPHUYMHEHA (IIyKOHA30JI0M, 00OpOTHA, a il IposiBU
3HUKAIOTh MICIs PUIMHEHHS Tepartii.

3a marieHTamu, y SIKUX IpU 3aCTOCYBaHHI (DIIyKOHA30Jy CIIOCTEPIraroThCsl BIAXMIICHHS Pe3yJIbTaTiB
(GYHKIIIOHAIBHUX MPOO TEYIHKH, CiJl BCTAHOBUTH PETEIbHHM HAIJISA IIOJ0 PO3BUTKY OLIBII
TSOKKOTO ypasKeHHS TTEUiHKH.

[TamieHTiB cnif npoiHPOPMYBaTU PO CUMITOMH, 1[0 MOXKYTh CBIAYUTH MPO CEPHO3HUN BIUIMB Ha
NedviHKy (BUpaKeHa acTeHis, aHOPEKCis, MOCTiHHA HYJI0Ta, OJIOBaHHS Ta KOBTSHUI). Y TaKOMY
BUNAJIKy 3aCTOCYBaHHS (UIYKOHA30Jly CJiJi HEraiHO MPHUIHMHUTH Ta HPOKOHCYJIbTYBAaTHCS 3
JiKapem.

Cepyeso-cyounna cucmema. Jleski a3onu, y TOMy uucCIi W (IIyKOHA30Jl, acOLIIOIOTHCA 3
nojgoBxkeHHs M iHTepBay QT Ha enexrtpokapzaiorpami. diaykoHazon mnomoBxkye iHTepBan QT
[UISXOM MPUTHIYEHHS BHUNpsaMisiodoro kamieBoro kaHany (Ikr). Ilomomxkenus intepBamy QT
BHACIIZOK [ii IHIIMX JIIKAPCHKUX 3aco0iB (HANpPUKIAA aMioNapoHy) MOXKE ITOCHIIIOBATHCS Y
pe3ynbrati npurHiuennsa Gepmenty CYP3 A4 uuroxpomy P450. [ToBigommsiiocs npo ayxe piaKicHi
BUTIAJIKK MTOI0BKEHHs iHTepBaiy QT Ta mapokcu3aMabHOI IUTYHOYKOBOI TaXiKapAil TUITY «IIipyeT»
npu 3actocyBanHi npemapary Jdudmoxan®. Taki MOBiZOMJIEHHS CTOCyBaaucs TNAL€HTIB i3
TSOKKUMH 3aXBOPIOBAaHHSIMH TIPH TOE€THAHHI 0araThboX (PaKTOPIB PU3UKY, TAKUMHU SIK CTPYKTYpHI
3aXBOPIOBAHHS CepIls, MOPYIIEHHS €JIEKTPOJITHOrO OOMiHY Ta OJHOYACHE 3aCTOCYBAaHHS IHIIMX
JIKapchbKUX 3aco0iB, w0 BruMBaloTh Ha 1HTepBan QT. IlamieHTH 3 rinmokamieMier0 Ta
IPOTPECYIOU0I0 CEPLIEBOI0 HEOCTATHICTIO MarOTh MIABUILEHUH PU3MK BUHUKHEHHS 3arpO3JMBHUX
JUISL )KUTTS IITYHOUYKOBHMX apUTMIN Ta MapOKCU3MaIbHOI HUTYHOUKOBOT TaxiKapaii TUITY «IIpyeT».
Judmokan® crmig 3 06EpeXHICTIO 3aCTOCOBYBATH MAIliEHTAM i3 PH3MKOM PO3BHMTKY apHMTMili.
OnHoYacHE 3aCTOCYBaHHSI pa3oM 13 JIIKQpChbKUMHU 3aco0amu, 110 NpoJjoHryroTh iHTepBan QTc ta
MeTabomi3ytoThes 3a ponomororw (epmenty CYP3A4 uuroxpomy P450, mporunokasane (auB.
posninu «Ilportunokazanus» Ta «B3aemomis 3 1HIIUMHU JIIKQpCHKUMH 3aco0amMu Ta 1HIN BUIU
B3aEMO/TIY ).

Tanogpanmpun. T'anodantpun € cyocrparom pepmenty CYP3A4 1 mpononrye intepBan QTc npu
3aCTOCYBaHHI Y PEKOMEH/I0BaHUX TepaneBTHUHUX J03ax. OHOUacCHE 3aCTOCYBaHHS Talo(paHTPUHY
Ta (IYKOHA30J1y HE PEeKOMEHIYeThes (AMB. po3aul «B3aeMonis 3 1HIIMMHU JIIKAPCHKUMHU 3ac00aMu
Ta 1HII BUJIA B3AEMOIIIN» ).

Hepmamonociuni peaxyii. Ilix dac 3acTocyBaHHA (IIYKOHA30Jly PIJKO TIOBIOMIISUIOCS TIPO
PO3BUTOK TakuWX eKC(OTIaTUBHUX IIKIpHUX peakuii, sk cuHiapom CriBeHca—/[)koHcoHa Ta
TOKCHYHMI emnigepManbHuil Hekpodi3. [lamientn 31 CHI[loM Giibll CXHIIBHI O PO3BUTKY TSIKKUX
MIKIPHUX peakIiii Npu 3acTOCyBaHHI OaraThbOX JIIKAPCHKUX 3aco0iB. SKmoO y mamieHTa i3
MMOBEPXHEBOIO TPUOKOBOIO 1H(MEKIIEI0 3 ABJISAIOTHCA BUCHUINH, IO MOXKHAa TIOB’SI3aTH 13
3aCTOCYBaHHAM (DIIyKOHA30Jy, MOJANbIIE 3aCTOCYBAaHHS Mpenapary ciij NPUIUHUTH. SKimo y
Mali€HTa 3 IHBa3MBHOIO/CUCTEMHOIO TPHOKOBOIO 1H(PEKITIEI 3’ ABJISFOTHCS BUCUITH Ha MIKIpPi, 32 HOTO
CTaHOM TOTPIOHO pPETENbHO CIOCTEepIraTd, a y BHIAAKY PO3BUTKY OyJIbO3HHMX BHUCHMIB abo
MYJIbTU()OPMHOT €pUTEMH 3aCTOCYBaHHS (IYKOHA30JIy CJIiJl IPUITUHUTH.

l'inepyymaugicme. Y PiIKICHUX BHUIIJKaX MOBIAOMIIAIIOCS PO PO3BUTOK aHA(IIAKTUUHUX PEaKIlii
(nuB. po3nin «[Ipotunokazanus»).

Lumoxpom P450. ®naykonazon € nomipHuM inriditopom ¢gepmentiB CYP2C9 ta CYP3A4. Takox
baykoHa3zon € moTykHuUM iHTIOITOpoM depmenty CYP2C19. Crmig cmocrtepiratu 3a CTaHOM
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MAIi€HTIB, fKi OJHOYACHO 3aCTOCOBYIOTH Jludmokan® Ta mpemapaTd 3 By3bKMM TepaneBTHUHHM

BIKHOM, IO MeTrabomizyroThes 3a ywactio CYP2C9, CYP2C19ta CYP3A4 (muB. po3min
«B3aeMoist 3 IHIIUMU JTIKAPCHKUMHE 3aCO0aMHU Ta 1HIII BUAU B3aEMOJIII).

Tepgpenaoun. Crnin peTeabHO CIIOCTEPITaTH 3a CTAHOM MAaIlli€EHTa MPU OJHOYACHOMY 3aCTOCYBaHHI
TepdpeHanuny Ta Qurykonazony y no03i merme 400 mr Ha 100y (muB. po3ninm «[IpoTunoka3zanHs» Ta
«Bzaemois 3 IHIIMMU JTIKAPCHKUMH 3aCO0aMHU Ta 1HII BUJIA B3AEMOIIN).

HHonomiocni peuosunu. Ilpemapar wmicTuTh sakto3y. llamieHTam 3 pIIKICHUMH CITaJKOBUMH
3aXBOPIOBAaHHSIMH, TAaKUMH SIK HENEPEHOCUMICTh TallakTO3W, HEJOCTaTHICTh JiakTa3w Jlamma Tta
MajIba0CopOITis TIIFOKO3HU-TATAKTO3HU, HE CJIiJI 3aCTOCOBYBATH 1€l Ipenapar.

Omna xancyna npenapary Judpmokan® mictuts Menme 1 mMmons Hatpio (23 Mr), a oTxe,
npernapaTt MOKHa BBaKAaTH TaKHM, 110 HE MICTHTh HATPIIO.

3acmocyeanna y nepioo eazimuocmi abo 200y8anHs 2pyooro.

Bazimnicme.

3a gaHuMu 0OCEpBALIMHOTO JOCIHIDKEHHS, ICHYE MIIBUIIEHWNW PHU3UK CIOHTAHHOTO abopTy y
KIHOK, SIKI OTPHUMYBIIN (PITyKOHA30JI IPOTSTOM MEPIIOr0 TPUMECTPY BariTHOCTI.

[ToBimoMissiocss TPO  YHCIEHHI BPOJDKEHI TAToNorii y HOBOHAPO/KEHUX (BKIIOYAIOUU
Opaxiredaiiro, IUCIUTA3iI0 BYIIHOI PAKOBWHH, HaAMIpHE 30LIBIICHHS MEPEIHBOTO TiM’SUKa,
BUKDUBIICHHS CTErHa, IUIEYONIPOMEHEBHUI CHHOCTO3), MaTepi SKUX MpPUNAMaId BHUCOKI 103U
dnykonazony (400—800 mr/mody) mpoTaroM mpuHAHMHI TPHOX a00 OLIBIIE MICSINB JUTSI JTIKyBaHHS
KOKIIU101103y. 3B 30K MiXk 3aCTOCYBaHHSAM (pIIyKOHA30JIy Ta IMMU BUMAJKaMH HE BU3HAUCHUH.
JlocmikeHHsT Ha TBapUHAX MPOJAEMOHCTPYBAIN PEIIPOAYKTUBHY TOKCHYHICTb.

He cmix 3actocoByBaTH 3BHYaiiHI 103U (PIIYKOHA307ly Ta KOPOTKOTPUBATI KYpCH JIKyBaHHS
(IIyKOHA30JI0M y TIepio]] BariTHOCTI, 32 BUHATKOM KpallHbOT HEOOXiTHOCTI.

He cmig 3actocoByBatu BHCOKI 03U (IykoHazolny Ta/abo TpuBaidli Kypcu JIKyBaHHS
¢IryKOHA30J10M y TIEepioJ] BariTHOCTI, 32 BUHATKOM JIIKYBaHHsI 1H(QEKIIiH, 10 MOXYTh 3arpoKyBaTH
KUTTIO.

T'ooyeanns epyoor.

@dyKOHA30J1 IPOHUKAE y TPYJHE MOJIOKO Ta JOCSTae KOHIEHTpauii moaiOHol 10 piBHS Yy miia3mi
kpoBl ([uB. po3ain «®DapmMakokiHETHKa»). ['olyBaHHS TpPyATI0 MOXHA MPOJOBKYBATH MICISA
Pa30BOro 3aCTOCYBaHHS 3BUYalHOI 03M (piykoHa3omy, mo craHoBuTh 150 mr. ['ogyBatu rpyzamto
HE PEKOMEHAYEThCS TpPHU 0OararopazoBOMY 3aCTOCYBaHHI (UIyKOHa30ily a00 MpU 3acTOCYyBaHHI
BUCOKHX 103 (piykoHazomy. Ciil OLIHUTH KOPUCTh TOAYBaHHS TPYAIIO Ui PO3BUTKY 1 37J0pOB’S
JUTHHH, a TAKOXK KJIIHIYHY oTpedy MaTepi y npenapati Judirokan 1 Oyab-saKi MOTEHI1IHI TOO14HI
edpextn npenapaty Judmrokan abo OCHOBHOIO 3aXBOPIOBaHHs Matepi A JUTHHH, KA OTPUMYE
TpyJlHE BUTOJIOBYBaHHS.

Depmunvricmo.

@1yKoHa30J1 HE BIUIMBAB Ha (DEPTHIIbHICTH CaMI[IB Ta CAaMOK IIypiB.

30amuicms eniueamu Ha weuOKicms peakuyii npu KepyeanHi aé6mMompancnopmom ado inuumu
mexanizmamu.

Hocnmimkens BmuBy npenapary Jdudmokan® Ha 37aTHICTh KepyBaTH aBTOTPAHCIIOPTOM a0o
IPAIIOBATH 3 IHIIMMU MeXaHi3MaMH He TIPOBOIIIIH.

[TamienTiB caig mpoiHGOpMyBaTH MPO MOKIMBICTH PO3BUTKY 3allaMOpOYeHHs abo cyaoM (IuB.
posin «Ilo6iuni peakmii») mi yac 3actocoBysanHs npenapary dudmoxan®. IIpu po3BUTKY Takux
CUMIITOMIB HE PEKOMEHAYEThCA KEpyBaTH aBTOTPAHCIOPTOM abo0 TMpaIOBaTA 3 I1HIIAMH
MeXaHi3MaMH.

Cnoci6 3acmocyeanns ma 003u.

Jo3a ykoHazomy 3aiueXuTh BiJl BUAY 1 TSDKKOCTI TPUOKOBOI 1H(ekIii. [ 61apmiocTi BUNIAAKIB
BariHaJbHOI'O KaHIUA03Y TOCTaTHHO Pa30BOr0 3aCTOCYBAHHS Ipenapary.

[Ipu HeoOXxigHOCTI OaraTopa3oBOrO 3acTOCYBaHHS IIpemapaTry JIKyBaHHS 1H(QEKUINd ciix
IPOJIOBXKYBAaTH JO 3HUKHEHHS KIIHIYHUX Ta JAaOOpaTOPHUX TPOSIBIB AKTUBHOCTI I'PUOKOBOT
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iH¢pekuii. HenoctaTHa TpuBamicTh JIKyBaHHS MOXKE INPU3BECTH IO BIJHOBJICHHS aKTHBHOI'O
1H(EKIIHHOTO MPOIIECy.

Judmokan® 3acTOCOBYIOTh, 3aJ€kKHO BiJ JHKapchkoi (opmu, nepopambHo (kamcyiau) — abo
BHYTPIITHBOBEHHO NUIAXOM 1HOQY311 (po3unmH s iHDy3ii). Crocid 3acTocyBaHHS Ipenapary
3aJISKUTh BiJ KIIHIYHOTO cTaHy mnaiienta. Hemae HeoOxinHOCTI y 3MiHI J0OOBOT 103U mpenapary
IPY 3MiHI IUISIXY HOT0 3aCTOCYBAHHSA 3 IEPOPAIBHOrO HAa BHYTPILIHBOBEHHHH Ta HAaBIIAKU.

Kancynu cnin koBratu minmumu. [Ipuitom npenapaty He 3aeXUTh BiJ MPUAOMY TKi.

[opocii.

Kpunmoxoxos.

- JlikyBaHHS KpUNTOKOKOBOT'O MEHIHTITY: HaBaHTa)XKyBajibHa /1032 CTaHOBUTH 400 Mr y mepuit
nenb. IlinTpumyBanbHa no3a — 200-400 mMr oguH pa3 Ha 100y. TpuBamicTh JIiKyBaHHS 3a3BUYAil
CTaHOBHUTH MIoHalMeHIIe 6-8 TkHiB. [lpu iHDEKHisX, MO 3arpoXyrTh KUTTIO, HOOOBY 103y
Mo>kHa 301nbmTe 10 800 Mr.

- IlinTpuMyBasibHa Tepamis Ui MONEPeKEHHS PEUANBY KPUIITOKOKOBOTO MEHIHTITY Yy MAlli€HTIB
3 BUCOKHMM PHU3UKOM HOIro po3BUTKY: PEKOMEHJI0BaHa J103a mpenapaTy craHoBUTh 200 Mr ofuH pa3
Ha 100y MPOTITOM HEOOMEKEHOTO Jacy.

Kokyuoioioos.

- PexomennoBana no3za cranoButh 200400 mr omuH pa3 Ha n00y. TpuBamicTh JiKyBaHHS
cTaHOBUTH 11-24 micsii um JIOBIIE 3alie)KHO Bij cTaHy mnamieHTta. Jlys JgikyBaHHS JESIKUX (GOpM
iH(eKii, a 0cCOOMMBO JUIS JIIKYBaHHS MEHIHTITY, MOXXE€ OYTH JOIIBHUM 3aCTOCYBAaHHS JIO3H
800 mr/mo0y.

Insazusni kanouoosu.

- HaBanTaxxyBanbHa 103a craHoBUTh 800 Mr y nepiuuii gens. [lintpumyBanbsHa 1o3a — 400 mMr oaux
pa3 Ha n00y. 3a3BU4Yali PEKOMEHIOBaHA TPUBAIICTh JIKYBaHHS KaHAHWIEMii CTAHOBUThH 2 THXKHI
micyid MEepUIMX HEraTUBHMX pEe3yJbTaTiB TI'€MOKYJIbTYPU Ta 3HUKHEHHS O3HAK 1 CHMIITOMIB
KaHaeMil.

Kanouoos cnuzosux 06010HoK.

- Kangumo3 porornotku: HaBaHTaxyBasibHa 1032 craHOBUTH 200—400 Mr y mnepmmii aeHs,
niaTpuMmyBasibHa Jo3a — 100-200 mr oauH pa3 Ha 100y. TpuBanmicTh JTIKYBaHHS CTaHOBUTh 7—
21 nenp (MO JOCSTHEHHs pewicii), ame Moke OyTm 30UIbIIeHA IS MAII€HTIB 13 TSHKKUM
IMyHOJIEDIIUTOM.

- Kammmmo3 crpaBoxomy: HaBaHTaxyBaidbHa Jo03a craHoBuTh 200—400 Mr y mepmuii AcHb,
niaTpuMmyBasibHa n03a — 100-200 Mr oauu pa3 Ha n00y. TpuBaicTh JiKyBaHHS CTaHOBUTH 14—
30 naiB (MO JIOCSTHEHHS peMmicii), aje Moxe OyTH 30UThIICHA IS MAIIE€HTIB 13 TSHKKAM
IMyHOJIEDIIUTOM.

- Kangunypisi: pekomennoBana no3a ctaHoBuTh 200—400 Mr oamH pa3 Ha 100y mpoTsirom 7—
21 nHiB. 14 namieHTIB 13 TAKKAM IMyHOAEPITUTOM TPUBATICTH JIIKyBaHHS MO>KHA 301IBIIUTH.

- XpoHIuHUHN aTpopiUHUI KaHAWJ03: PEKOMEHJOBaHAa J03a CTaHOBUTh 50 MI OJMH pa3 Ha /100y
npotsrom 14 nHis.

- XpoOHIYHUH KaHIWUIIO3 IIKIpU Ta CIU30BUX OOOJIOHOK: PEKOMEHJIOBaHa J103a CTaHOBUTH
50-100 Mr oauH pa3 Ha A00y. TpuBajicTh JIKyBaHHS CTAaHOBUTH 10 28 JHIB, ajle MoOxke OyTH
301IbIII€HA 3aJI€KHO BiJ TSXKKOCTI Ta BULY 1HQEKI1T a00 3HUKEHHS IMYHITETY.

Tlonepedoicenns peyuougy Kanouoosy ciuzosux 06010HoK y nayicumis 3 BIJI, aki maroms ucoxuii
PUBUK 11020 PO3GUMK).

- Kanmmpo3  poTOrioTku, KaHAWJO03 CTPaBOXOAY: PEKOMEHJ0BaHa /1032  CTaHOBUTH
100-200 mr ommH pa3 Ha m0o0y abo 200 mr 3 pasw Ha THXKIEHb. TPHUBAIICTH JIKYBaHHS €
HEOOMEKEHOIO IS MALlI€HTIB 13 MPUTHIYEHUM IMYHITETOM.

Ipoghinaxmuka kanoudo3nux iHghexyii y nayicHmis iz mpueaior HelumponeHicro.

- PekomenioBana no3a ctanoBuTh 200400 Mr oauH pa3 Ha 100y. JIikyBaHHS CiIiJl pO3MIOYUHATH 32
KUIbKa JHIB JI0 OYIKYBAaHOT'O PO3BUTKY HEHTpOMEHIl Ta MPOAOBXKYBATH HPOTATOM / THIB MiCHA
MiBUIICHHS KIIBKOCTI HEUTPOP1iTiB MOHA 1000/mm°.

Tl'enimanvni kanouoosu.

- [ocTpuii BariHaJbHUM KaHAKWI03, KaHIUA03HUI OalaHIT: peKOMEH0BaHa J103a CTaHOBUTh 150 mr
pas3oBo.
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- JlikyBaHHs Ta npodiliakThKa pelUIUBHUX BariHaJIbHUX KaHAUI031B (4 a0o OumbIe BUMAAKIB Ha
piK): peKoMeHI0BaHa /103a cTaHoBHTH 150 mr 1 pa3 Ha 3 gni. Beboro crmin 3actocyBatu 3 103U
(1 nenb, 4 nenp Ta 7 Aens). [licast bOTO CIIiJT 3aCTOCOBYBATH MiATPUMYBaIbHY 103y 150 mr 1 pas
Ha THXKACHB MPOTATOM 6 MICSIIIB.

Jlepmamomixo3u.

- Miko3 cToOIl, MIKO3 TJIaJIeHbKOI IIKipH, MaXOBUU JEPMATOMIKO3, KaHAMAO03HI 1H(EKII MKIipu:
pexoMeH1oBaHa Jo3a craHoBUTH 150 Mr 1 pa3 Ha TmwxaeHp abo 50 mr 1 pa3 Ha no0y. TpuBamicTs
JIKyBaHHS CTAaHOBUTH 2—4 TrokHi. JIIKyBaHHS MIKO3y CTOI MOKE TPUBATH JI0 6 THXKHIB.

- PisnoOGapBHuMii numraii: pekomeHaoBaHa 103a ctaHoBUTh 300—400 mr 1 pa3 Ha THXKIEHb MPOTATOM
1-3 TixHiB a6o 50 Mr Ha 100y IPOTIroM 2—4 THXKHIB.

- JepmatodiTHUT OHIXOMIKO3: PEKOMEHJOBaHAa J03a CTaHOBHTH 150 Mr 1 pa3 Ha THKICHB.
JIikyBaHHS CIIiZi TPOAOBXKYBATH JOTH, JOKH 1H(PIKOBaHUN HITOTH HE OyJe 3MiHEHO 370poBUM. [ls
BIIDOCTaHHS 370POBUX HIITIB Ha pyKax Ta Ha BEIMKUAX MaJbISIX HIT 3a3BUYail HEOOXiTHO
3-6 micamiB Ta 612 MicsAuiB BiAnoBigHO. OJHAK MIBUAKICTH POCTY HIITIB y MAI[IEHTIB MOXe OyTH
PI3HOIO Ta 3ajexatH Bij Biky. [licis yCHiImHOTo JiKyBaHHS TPUBAJIUX XPOHIYHUX 1H(EKIH hopma
HITTSI 1HO1 3THIIAETHCS 3MIHEHOIO.

Hayienmu 1imnvo2o 8iky.

Jlo3y HeoOXigHO miaOupaTH 3aJeKHO BiJ craHy (QyHKUid HUpOK (auB. «llamieHTH 3 HHPKOBOIO
HEJOCTaTHICTIO» HUXKYE).

Hayienmu 3 HUPKOBO HEOOCMAMHICIIO.

Judnrokan BUBOAUTHCA 3 OPraHi3My MEPEeBaKHO 3 ceyero y HeaMiHeHoMy Burisiai. [Ipu pazoBomy
3aCTOCYBaHHI KOpPHUTYBaTH 103y (IyKoHa3oiny He moTpiOHO. [lamieHTaM (BKITFOYArOUW JIiTEH) 13
nopymeHHsM (QYHKIIH HUPOK MpH HEOOXiAHOCTI 0araropa3oBOro 3acTOCYBaHHS IMpenapary y
MePIINit JIeHb TKyBaHHS CITi T 3aCTOCOBYBATH MOYaTKOBY 03y
50-400 mr 3anexxHo Bin mokazaHHs. [licas mporo mo6OBY 103y (3a]€KHO BiJl MOKAa3aHHS) CIiJ
pPO3PaxOBYBATH BiJIITOBIIHO A0 TAOJIUII HIKYE:

Knipenc xpeamuniny (mn/xs) Biocomok 6i0 pexomenoosanoi 0o3u
> 50 100 %
<50 (6e3 remoiaizy) 50 %
I'emomianis 100 % micnst KOXKHOTO TeMoTiani3y

[TamienTn, ski mnepeOyBalOTh Ha pEryJspHOMY TeMojianizi, noBuHHI oTpumyBatu 100 %
PEKOMEH/I0BaHOI JI03H MICIs KOXKHOIro reMoAiamizy. Y AeHb, KOJIU Jialli3 He IPOBOJUTHCS, MAIIEHT
MOBUHEH OTPUMYBATH /103y, BIIKOPUTOBaHY 3aJIEKHO B1Jl KJIIPEHCY KPEaTHHIHY.
Tayicumu 3 nopyuwienuam GyHkyit neyinKu.
@yKoHa30J1 CIil 3aCTOCOBYBATH 3 OOEPEKHICTIO MAallieHTaM 13 MOPYIIEHHAMU (PYHKIIN MEeYiHKH,
OCKUIBKM 1H(OpMalii moa0 3acTocyBaHHS (hIyKoHa30dy IIiif Kareropii Hami€HTiB HEJOCTaTHBO
(muB. po3ainu «Ocob0auBOCTI 3acTocyBaHH» Ta «[10014HI peakIiin).

imu.
He cnig nepeBuiryBatu MakcuMaabHy 1000BY 103y 400 mr.
SIK 1 mpU aHAJIOTIYHMX THQEKUIAX Yy AOPOCIUX, TPUBATICTh JIKYBaHHS 3aJ€KUTh BiJ KJIIHIYHOI Ta
MikooriuHoi Bifnosizi. Jiudmokan® 3actocoByoTs 1 pas Ha 100y.
JlozyBaHHs npenapary Ajs AiTeH i3 nopyumeHHaM (QyHKIiH HUpOK HaBeZeHo Y po3nuni «lamienTu 3
HUPKOBOIO HEJIOCTATHICTION.
dapmakokiHeTHKa (ITyKOHA30JIy HE JOCHIHKyBanacs y AiTel 13 HUPKOBOIO HEOCTATHICTIO.
Himu eixom 6io 12 poxis.
3ajexHo BiJl MacH Tija Ta IMyOepTaTHOrO PO3BUTKY JIIKApIO CIIiJ] OLIHUTH, SKa 1032 npenapaty (A
JIOPOCIHX Y ISl AITEH) € ONTUMAaIBHOIO JJIs marienTa. KiiHiuHI 1aHi cBiA4aTh Ipo Te, 0 Y JiTei
KJIipeHC (IIyKOHA30JIy € BUIIMM MOPIBHSAHO 3 AopocinuMu. 3actocyBanHs 103 100, 200 ta 400 mr
JIOpOCUM Ta 103 3, 6 Ta 12 Mr/Kr oauH pa3 Ha 700y AITAM MPU3BOIUTH JI0 TOCSTHEHHS CITIBCTaBHOT
CHCTEMHOI €KCIO3HII].
EdextuBHicTh Ta Oe3meka 3acTOCYBaHHs IpernapaTy Jjs JIIKYyBaHHS TEHITAIbHUX KaHAWUIO031B y
niTeil He BcTaHOBIeHI. HasiBHA Ha ChOTOMHIIIHIN AeHb iHpopMallis HaBeAeHa y po3aini «Ilo6iuni
peakuii». SKo icHye HaraibHa MoTpeda 3acTOCyBaHHS Mpernapary HiaiTkaMm (BikoM Binx 12 mo
17 pokiB), citig 3acTOCOBYBATH 3BUYAlHI 103U JIJIs1 JOPOCIHX.
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Himu sixom 6i0 5 0o 11 poxis.

Kananmosu cnu3oBux 000J0HOK: TTOYATKOBA /1032 CTAHOBUTH 6 MT/KI/m00y, MATpUMYBaJIbHA 1032 —
3 mr/kr/no0y. [louaTkoBy 103y MOXHA 3aCTOCOBYBATH B MEPIIUH JCHb 3 METOIO OUIBII IIBUIKOTO
JOCSATHEHHS PIBHOBA)KHOI KOHIICHTPAIIIi.

[HBa3MBHI KaHAMI03H, KPUIITOKOKOBUI MEHIHTIT: 1032 Mpernapary CTaHOBUTh 6—12 MI/KT ofuH pa3
Ha 700y 3aJIeKHO BiJl CTYIEHS TSHKKOCTI 3aXBOPIOBAHHS.

[TinTpumyBanbHa Tepamiss A MONEPeHKEHHS PEeUUANBY KPHUIITOKOKOBOTO MEHIHTITY y IiTeH i3
BUCOKHM PU3MKOM HOT'O PO3BHUTKY: J103a MpenapaTy CTaHOBUTH 6 MI/KT OJIMH pa3 Ha J00y 3aJeKHO
BiJl CTYIICHS TSDKKOCTI 3aXBOPIOBaHHSI.

[IpodinakTuka KaHAWZO3IB y TNAli€HTIB 3 IMyHOAe]inmMTOM: J[J03a TMpernapary CTaHOBUTH
3-12 mr/kr oguH pa3 Ha 400y 3aJeKHO BiJ BUPAKEHOCTI Ta TPUBAJIOCTI 1HIyKOBAHOI HEHTPOIICHIT
(IMB. 1034 ISl AOPOCIIUX).

imu.

3acTOCOBYBATH JIIKAPCHKHH 3aci0 y opMi Karcy:n i Kareropii MmamieHTiB MOXHa TO1, KOJIU JTITH
31aTHI 0€3MeYHO MPOKOBTHYTHU KallCyJly, IO 3a3BUYail € MOKIJIMBUAM Y Billl BiI 5 pOKiB (AMB. PO3.ILT
«Cnoci0 3acTOCyBaHHS Ta 103U»).

Ilepeoo3ysannsa.

OTpuMaHO MOBIZOMIIEHHS TPO MEPe03yBaHHs (IIYKOHA30JI0M; OJHOYACHO IMOBIAOMIISIIOCS IIPO
TaIIOIMHALIT Ta TapaHOINaTbHY MOBEAIHKY.

[Tpu mepeno3yBaHHI HEOOXiTHO MPOBECTH CUMITOMATHYHY MiATPUMYBAJIbHY TEpamiro Ta y pasi
HEOOX1THOCTI MPOMHTHU HUTYHOK.

@DryKOHA30JI 3HAYHOIO MIPOIO EKCKPETYEThCS 3 cedeto; (OpCOBaHUM Jiype3 MOKe MPHCKOPHUTH
BUBeJIeHHS MpemnapaTy. CeaHc remojiaiizy TPUBAIICTIO 3 TOJUHH 3HUXKYE PiBEHb (DIyKOHA30y Y
1a3mi KpoBi nmpubau3Ho Ha 50 %.

Ilo6iuni peaxuii.

Haifuacrime mnoBijoMissiocs Mpo Taki MOOIYHI peakiii: TOJOBHMHA Oulb, OUTb y uepeBHiH
MOPOKHUHI, Jiapesi, HyJl0Ta, OJIOBaHHS, MiABHUILEHHS piBHS anaHiHaMmiHoTpaHcdepaszu (AJIT),
HiABMILIEHH piBHA acnaprataMmiHoTpaHcdepasu (ACT), miaBHMIEHHS piBHA JyxXHOi ¢ocdarazu
KpOBI1, BUCUITAHHS.

Jljis OLIHKM YacTOTH BUHUKHEHHS MOOIYHMX peakiliii BUKOPUCTOBYIOTh TaKy KJIacH(iKaIlilo: TyKe
yacTto (=1/10), gacto (Bix >1/100 no <1/10), nHeuacto (Big >1/1000 o <1/100), piaxo (Bix >1/10000
1o <1/1000), myxe piako (<1/10000), gactoTa HeBiOMa (HEMOXXIWBO OILIHUTH Ha MiACTaBi
HasiBHUX JIAHUX).

3 60Ky cucmemu Kpogi ma nimgpamuynoi cucmemu.

Heuwacro: anemis.

Pinko: arpaHy01UTO3, JIEHKOINEH1s, TPOMOOLUTONCHIsI, HEHTpOIeHis.

3 60Ky imyHHOI cucmemu.

Pinko: anadinakcis.

Memaboniuni ma animenmapHi po3naou.

HeuacTo: 3HWKEHHS aneTuTy.

Pinko: rinepxonectepuHeMis, FIIEpTPUTIILIEpUIEMis, TITOKaTIEMIS.

Tcuxiuni nopywenns.

Heuyacro: 0€3COHHS, COHJIMBICTb.

3 boxy Hepeosoi cucmemu.

Yacro: rosioBHUH O1J1b.

Heuacro: cynomu, nmapecresis, 3a11aMOpOYEHHS, TOPYIICHHS CMAaKy.

Pinko: Tpemop.

3 60Ky opeanis ciyxy ma éecmubyiapHo20 anapamy.

Heuacro: BepTuro.

3 6oky cepuys.
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Pigko: mapokcu3MasbHa IUTYHOUYKOBA TaXiKapAis TUIY «HipyeT», mogoBxeHHs inTepBairy QT (aus.
po3ain «OcoOIMBOCTI 3aCTOCYBAHHS).

3 60Ky WLIYHKOBO-KUWKOBO20 MPAKM)Y.

Yacro: O11b y uepeBHIN MOPOKHUHI, HYI0Ta, Jiapes, OJr0BaHHS.

Hewacro: 3amop, aucnercis, METEOPU3M, CYXIiCTh Y POTI.

T'enamob6iniapui posnaou.

Yacro:  migBUIIEHHS  piBHA  anaHiHamiHoTpaHcdepasu  (AJIT),  migBuIIeHHS — piBHA
acnaptataminoTpancdepasu (ACT), mninBummeHHs piBHA JyxHOi (ocdarazu (muB. po3main
«Oco0aMBOCTI 3aCTOCYBaHHS ).

Heuacro: xomnecrtas, >XOBTSHUIS, MiABUIICHHS piBHA OuTipyOiHy (mmB. posain «OcoOimBoCTI
3aCTOCYBaHHS»).

Pinko: mediHKOBa HENOCTATHICTh, TEMNATOLECTIONSIPHUNA HEKPO3, TeNaTHTH, TeMaTOLEIIOIspHe
ypakeHHs (IUB. po3ia «OcoOIMBOCTI 3aCTOCYBAHHS).

3 6oky wKipu ma niOwKipHOi MKAHUHU.

Yacro: Bucunanus (auB. po3ais «OCoOIMBOCTI 3aCTOCYBaHHS» ).

HedacTo: MennkaMeHTO3HUH IepMaTUT (BKIOYa0YM (PiKCOBaHUI MEAMKAMEHTO3HHMU JEPMATHUT),
KpOIHB’SIHKA, CBEpOK, MiABUIICHE TOTOBUIUICHHS (AUB. po3ail «OCcOOIMBOCTI 3aCTOCYBAHHS).
Pinko: TOkcMUHHME ~emimepManbHMHA  Hekpomi3, cuHApoM CriBeHca-/[)KOHCOHA, TOCTpHi
reHepati30BaHUil €K3aHTeMaTO3HUN MYyCTYNbO3, €KC(OTiaTUBHUI AepMaTHT, AHTIOHEBPOTHYHUN
HaOPSIK, HAOPSK 00MYYst, aoneris (auB. po3aut «OcoOIUBOCTI 3aCTOCYBaAHHS).

HeBifmomo: MennkaMeHTO3Ha peakilis 3 eo3uHodimiero i cucremanmu nposisamu (DRESS).

3 60Ky onopHo-pyx08020 anapamy ma CHOLYYHOI MKAHUHU.

Heuacro: mianris.

3azanvHi poznaou ma peakyii' y mMicyi 66e0eHHsI.

Heuacro: mijBuilieHa BTOMIIOBaHICTh, HE3y>KaHHS, aCTEHIs, TapsyKa.

Jimu.

Yactora Ta xapakTep MOOIYHUX peaKIi 1 BIIXWICHb BiJi HOPMH pE3yJIbTaTiB J1aOOpaTOPHHUX
aHaJIi31B y X0/ KITIHIYHHUX TOCIIKEHb 32 YYaCTIO JIITeH CIiBCTaBHI 3 TAKUMH Y JTOPOCITHX.
3eimysannsa npo nioo3proeami nobiumi peaxyii.

3BITYBaHHS PO M1J03pIOBaHI MMOOIUHI PeaKIlii Micis peecTpalii JIKapchbKoro 3aco0y Mae BaXKIMBE
3HayeHHd. lle nae 3Mory mpoBoJuTH Oe3nepepBHUN MOHITOPUHI CIIBBIIHOIIEHHS MIX KOPHCTIO 1
pU3HMKaMH, MOB’S3aHUMH 13 3aCTOCYBAHHSIM I[bOTO JIKAPCHKOTO 3aco0y. MenuyHuX MpaliBHUKIB
IpOCSATh 3BITYBaTH Mpo OyAb-iKi MiJ03proBaHi MOOIYHI peakiii BiAMNOBIAHO O BUMOI MICIIEBOTO
3aKOHO/IaBCTBA.

Tepmin npuoamnocmi. 5 poxis.

YmoBu 30epiranus.
30epiratu mpu Temneparypi He Buile 30 °C y HeAOCTyTHOMY ISl IiTeH MiCIIi.

YnakoBka.
Kamncynu o 50 mr: no 7 kancyn y 6maicrepi, mo 1 OmicTepy B KapTOHHIHM yIaKOBIIL.
Kancynu o 100 mr: mo 10 kancyn y 6mictepi, no 1 Oxicrepy B KapTOHHIN yIaKOBIII.

Kareropis Binmycky. 3a penenrom.

Bupoonuk.
®apeBa AmOya3 / Fareva Amboise.

Micue3naxo/a:keHHs1 BAPOOHMKA Ta HOro ajgpeca Micusi NpoBa/uKeHHs TilIbHOCTI.
3one [npactpiane, 29 poyt nec Inmactpic, 37530 IMoce-crop-Cic, @pantris /
Zone Industrielle, 29 route des Industries, 37530 Poce-sur-Cisse, France.

JlaTa octannboro neperJsiay. 26.01.2021.
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