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IHCTPYKUIA
JJISE MEIUYHOT0 3aCTOCYBAHHS JIIKAPChKOI0 32C00y

®JIYKOHA30J1
(FLUCONAZOLE)

Cknao:

oiroua pevosuna: himykonazon / fluconazole;

1 MJI pO3YMHY MICTUTH 2 MT (IIyKOHA30I1Y;

OONOMIJHCHI peuosuHU. HATPIIO XIJIOPHI, BOAA JIJIS 1H EKIIIM.

Jlikapcbka ¢gopma. Pozuun i iHQy3iil.
OcHosHi i3uko-Ximiuni enacmueocmi: Ipo3opa 6e30apBHa piauHa.

®apmakoTepaneBTHYHAa rpyna. [IpoturpuOkoBi 3aco0M Ui CHUCTEMHOTO 3aCTOCYBaHHS.
[Toximni Tpuazony. Kom ATX JO2A CO1.

Dapmakonoziuni eracmueocmi.

Dapmaroounamika.

Mexani3m mii

®dykoHa30J, TPOTUTPHOKOBUH 3acid Kjacy TpuasoniB. [lepBUHHUM MexaHI3MOM Horo il €
OpUTHiYeHHS ~ rpubkoBoro  14-anbda-1aHoCcTepOi-IeMETHIIIOBAHHS,  OMOCEPEIKOBAHOTO
nuroxpomom P450, mo € HeBix'€eMHMM eTanmoM OlOCHHTE3y TPHUOKOBOTO €procTepoiy.
Axymymsimist  14-anb(a-MeTHI-CTEpONIiB  KOPENIOE 3  TOJANBIIO BTPATOI  €procTepoiy
MeMOpaHOK TpUOKOBOI KIITMHM Ta MOXE BIAMOBIAATH 3a MTPOTUTPUOKOBY aKTUBHICTH
¢arykonazony. PiryKoHa30J1 € OUTBII CENEKTUBHUM J0 IPpUOKOBHUX (pepMeHTiB ruToxpomy P450,
HDXK 710 pi3HHX cucTeM (pepMeHTiB uToxpomy P450 ccaBiiis.

3acrocyBanHs (hiaykoHazony y A03i 50 mr Ha no0y mpotsrom 28 MHIB HE BIUIMBAE Ha PiBEHb
TECTOCTEPOHY y IUTa3Mi KpOBi1 y YOJIOBIKIB a00 Ha piBEHb EHIOTEHHUX CTEPOIiMliB y JKIHOK
penponykTuBHOTO BiKy. ®DaykoHazon y mo31 200—-400 mMr Ha n00y HE TPOSBISIE KIIHIYHO
3HAUYyIIOTO BIUIMBY HAa PIBEHb CHIOTCHHUX CTEepoimiB abo Ha BIAMOBIAb HA CTHUMYJISIIIO
anpeHokoptukorporHoro ropmony (AKTI) y 3mopoBux 70OpPOBOJIBIIIB YOIOBIYOI CTATI.
JlocmikeHHsT B3a€MOIl 3 AaHTUIIPUHOM MPOJAEMOHCTPYBaJIM, IO 3acTtocyBaHHA 50 wmr
baykoHa30y pa3oBo ab0o 6araropa3zoBo HE BIUIMBAE HA META0OII3M aHTUITIPUHY.

UyTnuBiCTb in vitro

®DyKOHA30JI in Vitro JIEMOHCTPY€E NPOTUTPUOKOBY aKTHBHICTH Imojo0 BumiB Candida, 1mo
3ycTpivaroTbes Hadacrime (Bxmrodarouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata
JEMOHCTPY€E 3HWXEHY YyTIUBICTh a0 d¢uykoHazomy, Tomi sik C. krusei ta C. auris €
PE3UCTEHTHUMH JI0 PIIYKOHA30ITY.




Takox ¢IyKOHA301 in Vitro NEMOHCTPYE aKTUBHICTH SIK npotu Cryptococcus neoformans ta
Cryptococcus gattii, Tak 1 TPOTH EHIEMIYHUX IUTICHABUX TpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aemo03B’ 130K (hapMaKoKiHETHUHUX Ta (hapMaKoIWHAMIYHUX BIACTHBOCTEH

BianoBigHO 10 pe3ysibTaTiB JOCHIIKEHh Ha TBapHWHAX, ICHY€ KOPENSAIlis MK MIHIMaJbHOIO
1HT10yI0UOI0 KOHIICHTPALI€I0 Ta €()EeKTUBHICTIO MPOTH E€KCIIEPUMEHTAIBHUX MOJENe MIKO3iB,
cipuunHeHUX Bugamu Candida. BinnmoBimHO 10 pe3yJbTaTiB KIIHIYHHUX JOCHIKEHb, 1CHYE
niniiHa 3anexHicte Mix AUC ta no3oro ¢urykonaszony (mpubimzno 1:1). Takox icHye npsaMuid,
ane HepocrTaTHid 3B 30Kk MK AUC a0o 103010 Ta HO3WUTHBHOIO KIIHIYHOKO BIAITOBIIIIO Ha
JTIKYBaHHS OPaJbHOTO KaHAMI03Y Ta MEHIIOK MIpOI0 — KaHAMJAEMii. AHAJOTIYHO JIiKYBaHHS
iH(DeKIii, COPUYUHEHUX IITaMaMH, J0 SKUX (IYKOHA30J1 JIEMOHCTPYE BHCOKY MiHIMAJIbHY
1HT10y104y KOHIICHTPAIlil0, € MEHIII 33 JOBITbHHIM.

MexaHi3M pe3uCTEeHTHOCTI

Mixkpoopranismu poay Candida neMOHCTPYIOTH YHCICHHI MEXaHI3MH PE3UCTEHTHOCTI [0
A30JIbHUX MPOTUTPUOKOBUX 3ac00iB. DIyKOHA301 JEMOHCTPYE BHCOKY MiHIMAJIbHY IHTIOYHOUY
KOHIICHTPALIO MPOTH IITaMiB TpHOIB, KI MalOTh OAWH a00 O1JIbIIe MEXaHI3MIB PE3UCTEHTHOCTI,
[0 HETATUBHO BIUTMBA€E HA €(DEKTUBHICTD i7 Vivo Ta B KITHIYHINA MTPAKTHUIII.

[MoBimomisiiu po BUMAAKH po3BUTKY cynepindekuii Candida spp., inmumu, Hix C. albicans,
BHUJIaMH, M0 YacTO MaroTh 3HWKeHy uyTiuBicte (C. glabrata) abo € pPE3UCTEHTHUMH 10
dnykonazony (manpuknan C. krusei, C. auris). Jna nikyBaHHS TakuxX iHQEKIid cmig
3aCTOCOBYBATH aJbTECPHATHBHI TPOTUTPHUOKOBI 3aCO0M.

KoHTponbHI TOYkM (BIIMOBIAHO 10 peKOMeHAAIii €BPONEWChKOro KOMITETY 3 OCIiIKEeHb
YYTIUBOCTI IO aHTUMIKPOOHHUX 3ac00iB)

Basyrounch Ha nociikeHH1 (papMakoKiHeTHYHOT/(papMakoJuHAMIYHOI iH(popMarlii, YyTIHBOCTI
in vitro Ta KJIIHIYHOI BIAMOBIII, OyJI0 BH3HAYEHO KOHTPOJIBHI TOYKH I (PIIyKOHA30Jy st
MmikpooprauizmiB poay Candida. Bonu Oynu posnonijieHi Ha KOHTPOJbHI TOYKH, IO HE
MOB’sI3aHI 3  TMEBHUM  BHJIOM, SIKI  OUIBIIOI0  MIpOI0  BU3HAYaJIMCS Ha  OCHOBI
bapmakokiHeTHYHOI/(hapMakoAMHAMIYHOT 1H(OPMALIi 1 He 3aiexanu BiJl pPO3MOJLTY Ha IMEeBHi
BHUJIM 32 MIHIMaJILHOIO 1HTIOyIOYO KOHIIGHTpAIl€I0, Ta HAa KOHTPOJIbHI TOYKH, TOB’s3aHi 3
NEeBHUM BHJOM, IO HaiyacTimie acouiroroBamucs 3 iH(ekuismMu y monuHu. L{i KOHTponbHI
TOYKH HAaBEIEHI HIKYE.

IIpomuepubxosuii Konmponvni mouxu, nog ’sa3ami 3 ne6HuUM 6u0om Konmponvni
3acio S</R> MOYKY,  He
Candida | Candida | Candida | Candida Candida noeg’sazami 3
albicans | glabrata | krusei parapsilosis | tropicals | neénum
guoom”
S</R>
DyKoHa30 2/4 IE * 2/4 2/4 2/4

S — uyTnuBUi;

R — pesucrenTHuii;

0 — KOHTPOJIbHI TOYKH, IIIO HE IOB’S3aHi 3 TEBHUM BHUJIOM, SIKi OUIBIIIOI MIipO0 BH3HAYAIWCS Ha OCHOBI
(hapmakoKiHETHIHOT/(hapMaKoMHAMIYHOT 1HpOpMAITii i He 3aJIeXkaTh BiJl pO3MOALTY Ha TIEBHI BUIH 32 MiHIMAITLHOIO
iHTiOyI0U0I0 KOHIIGHTpAIi€I0. IX MOCTiKYBadM JMIIE y MiKpOOPTaHi3MiB, y SAKHX He icHye crerudignoi
KOHTPOJIBHOI TOYKH;

* — IOCTIKEHHS Yy TINBOCTI HE PEKOMEHJOBaHI, OCKUIBKY JIJaHUH BHJ] HE € METOIO JIIKapChKOi Teparii;

IE — noxasiB 110710 TOTO, YH € [el BHJ METOIO JIIKapChKOi Teparlii, HeI0CTaTHBO.

Dapmakoxinemuxa.

®apMaKOKiHETHYHI BJIACTHBOCTI (DIYKOHA30J1y € NOMIOHUMH TpPU BHYTPIIIHBOBEHHOMY 1
nepopagbHOMY 3aCTOCYBaHHI.

AbcopOris

®dnykoHa30y1 J00Ope BCMOKTYETHCS MPU TEPOPATBHOMY 3aCTOCYBaHHI, a PIBEHb Mpemnapary y
IU1a3Mi KpoBi 1 cUCTeMHa 010J0CTYNHICTh nepeBUILyoTh 90 % piBHSA (uykoHa3zonly y IUia3Mi




KPOBI, IO JOCSATAETHCS TIPU BHYTPIITHHOBEHHOMY BBEACHHI mpemnapary. OJHOYacHe BXKHBAaHHS
X1 He BIJIMBa€ Ha BCMOKTYBAHHs Iperapary IMpHU HOro mnepopajibHOMYy 3acTocyBaHHi. IlikoBa
KOHIICHTpAIlig y Tuia3Mi KpoBi gocsraetses depe3 0,5-1,5 roauHm micis mpuiiomy mpemnapary
Hartecepre. Konnenrpamist npenapaTy y Iuia3Mi KpoBi nponopiiiiina no3i. PiBHoBaxkna 90 %
KOHIICHTpAIlig JocsATaeThcsi Ha 45 n00y JKyBaHHS TMpernapaToM NpH 0OaraTopa3zoBOMY
3actocyBaHHi | pa3 Ha 100y. PiBHOBaXkHa KOHIIEHTpalis Ha piBHI 90 % nocsraeTbcst Ha APYTHI
JIeHb JIIKyBaHHS TPU 3aCTOCYBaHHI y TEPIIMKA JCHh HaBaHTAXKYBAJIbHOI [I03M, IO BJBIYI
MIEPEBHIIY€ 3BUYANHY T0OOBY J103y.

Poznoain

006’em po3noity MpUOIM3HO AOPIBHIOE 3aralbHOMY BMICTY PiIMHU B OpraHi3mi. 3B’s3yBaHHS 3
Oinkamu ma3Mu Kposi Hu3bke (11-12 %).

®dnykoHazon 100pe MPOHUKAE B YCI OCTIIKYBaHI pilMHU opraHi3my. PiBeHb (uykoHazony y
CIIMHI Ta MOKPOTHHHI € MOJIOHMM /10 KOHIICHTpAIll MpernapaTy y mia3mi KpoBi. Y Talli€HTIB,
XBOPHX Ha TPUOKOBUI MEHIHTIT, PiBEeHb (IyKOHA30JIy Y CIMHHOMO3KOBIH pifuHi gocsrae 80 %
KOHIICHTpaIlli y Tu1a3mi KpoBi.

Bucoki konnenrtpanii ¢iaykoHa3omy y IIKipi, O[O0 MEPEBHIYIOTh CHPOBATKOBI, TOCATAIOTHCS Y
poroBOMY IIapi, emigepMici, 1epMi Ta moti. GIyKoHA30JI HAKOMUYYETHCS Y poroBomy mapi. [1pu
3acrocyBaHHi 7031 50 mr 1 pa3 Ha 100y KoHIeHTpamis (GiaykoHa3omy micias 12 qHIB JIIKyBaHHS
cTaHOBWJIA 73 MKr/T, a uepe3 7 IHIB MICHS 3aBEepIICHHS JIIKyBaHHS KOHIICHTpAIlS BCE IIE
cranoBuna 5,8 Mkr/r. Ilpm 3actocyBamni mo3u 150 mr 1 pa3 Ha TWXKIEHb KOHIICHTpAILis
baykoHa30my Ha 7-i JeHb JIIKyBaHHS cTaHOBWIA 23,4 MKI/T; yepe3 7 MHIB MICs 3aCTOCYBaHHS
HACTYIHOI /1031 KOHIIEHTpaIlisl Bce 11e cTaHoBmia 7,1 MKI/T.

Konnenrparnis ¢aykoHazomy y HIFTAX micis 4 MicsiiB 3actocyBanHs 150 mr 1 pa3 Ha THXKIEHB
cranoBmwia 4,05 MKI/T y 310pOoBHX TOOPOBOJBIIB Ta 1,8 MKI/T mpu 3aXBOPIOBaHHSX HIrTiB;
(bIyKOHA30J1 BU3HAYABCA Y 3pa3Kax HITTIB uepe3 6 MICAIIB TICs 3aBepIICHHS Tepartii.
Biorpancdopmarrist

®dnykoHa30  MeTaboMi3yeThCsl  HE3Ha4yHOK  Miporo. [lpm  BBemeHHI  J103M, MIYEHOI
panioakTUBHUMHU i30Tomamu, jume 11 % (iaykoHa3olmy eKCKpeTyeThesl 3 Ce4elo Yy 3MiHEHOMY
Burisigi. daykonason € nmoMipHuM 1HTIOITOpoM 130depmentiB CYP2C9 ta CYP3A4, a takox
HOTYXHUM iHTi6iTopoM i30pepmenty CYP2C19.

BuBeneHHs

Ilepion  HamiBBHBeIeHHS  (IyKOHa30dy 3  IUIa3MH  KPOBI  CTAHOBHTH  OJHM3BKO
30 ronuH. binblna yacThHa mpenapaTy BUBOAMTHCA HUpkamu, rnpuduomy 80 % BBeneHoi n03u
BUSIBJISIETHCSL y ceul y He3MiHeHoMY cTaHi. KiipeHc (urykoHa301y MpOHnOpUifHUN A0 KIIpEeHCY
KpeatuHiny. [{upkynrorounx MeTaboIiTiB HE BHSBJICHO.

TpuBanuii mepio] HamiBBUBEACHHS Ipemapary 3 IUIa3MHU KpOBI J1a€ MOJIMBICTH Pa30BOTrO
3aCTOCYBaHHs NpenapaTy NpH BariHaJbHOMY KaHAMI031, a TAKOXK 3aCTOCYBaHHS mperapary 1 pas
Ha THOKJICHb NPH IHIINX TOKa3aHHSX.

HupxoBa HeJIOCTAaTHICTh

VY nmnaunieHTiB 13 HUPKOBOIO HEIOCTAaTHICTIO TSDKKOTO CTyHeHs (IIBUAKICTH KIIyOOYKOBOI
dinpTparnii < 20 mMi/xB) mepion HamiBBUBEICHHS 30UtbmyeThes 3 30 roauna no 98 rogun. Tomy
il kaTeropii MaIi€HTiB HEOOXiTHO 3MEHIIUTH 103y ¢uryKoHazony. DIykoHa307 BUBOIUTHCA
IUISIXOM TeMOJiami3y, Ta MEHIIOI MIPOK — IIISXOM iHTpamepuToHeanbHoro miamizy. CeaHc
reMojiiaji3zy TPUBAIICTIO 3 TOJUHH 3HUXKYE PIBEHb (UIYKOHA30JIy Y IUIa3Mi KPOBI MPUOIU3HO HA
50 %.

JlakTaris

Konnentpanii ¢aykoHazonmy y 1urazMi KpoBl 1 MaTepUHCHKOMY MOJIOI BOPOJOBXK 48 ToauH
miciis mpuiiomy oaHopaszoBoi no3u 150 mr mpemapary DiykoHa307 OIHIOBAIM Y XOji
(bhapMaKOKIHETUYHOTO JOCIHIKEHHsI 3a ydacTio 10 >KIHOK y mepiofii TOJyBaHHs TPYIIIO, SIKi
TUMYacOBO a00 MOCTIHHO MPUIUHHIN TOJyBaTHU CBOiX HEMOBIST IPYAII0. Y MaTepHUHCHKOMY
MoJionli  (pITyKOHA3071 BHUSIBWIM Yy CepeAHid KoHIeHTpamii mpubnuszno 98 % Big TOi, 1m0
Bi3HaUanu y miasmi Mmatepi. Yepe3 5,2 roauHM micias NpUAOMY [O3M CEepeiHs IiKOBa




KOHIICHTpAIlil y MaTepUHCBKOMY MOJIONI cTaHoBmia 2,61 wmr/m. Jlo6oBa mo3a diaykoHasomy,
OTpUMaHa HEMOBJISIM 3 MAaTEPUHCHKOTO MOJIOKA (SIKIIO MPUHHITH CEPEeIHE CIIOKUBAHHS MOJIOKA
3a 150 mur/kr/mo0y), po3paxoBaHa Ha OCHOBI CEpeIHBOI MIKOBOI KOHIEHTpAIlll y MOJIOI, IO
nopiBaioe 0,39  mr/kr/mo0y, craHoButh npubauzHo 40 % Bix 103M, PEKOMEHIOBAHOI
HOBOHapOUKEHUM (BikoM < 2 THXHIB), a00 13 % Bix 1031, peKOMEH/I0BAaHOI HEMOBIIATAM JIJIsI
TIKyBaHHS KaHIUI03y CIM30BUX O0OJOHOK.

iITH
Hani 3 dapmakokineTnku Oynu oriHeHi y 113 miteidt mig yac 5 mocmiKeHb: 2 JOCTIIKEHHS
pPa30BOr0 3aCTOCYBaHHsI, 2 OCHIDKEHHS 0aratopa3oBOTO 3aCTOCYBaHHS Ta 1 JOCIIIKCHHS
HEJIOHOIIICHUX HOBOHAPOIXKEHUX.
[licns BBemenHs 2—8 Mr/kr (ykoHa3ody IiTAM BikoM Big 9 wicsamiB 1o 15 pokis AUC
craHoBwia Onm3bko 38 Mkr*rog/mm Ha 1 Mmr/kr nosu. Ilicns Garatopa3oBOro 3acTOCYBaHHS
CepelHii Tepioa HamiBBUBEIACHHS (IIYKOHA30Jly 3 IUIa3MH KpOBI BapiroBaBcs MK 15 Ta
18 ronunamu; 00’eM po3nozainy ctaHoBUB 880 MiI/Kr. Bk TpuBamnuii epio] HaIliBBUBEICHHS
3 TUTa3MU KPOBI, IO CTAaHOBHWB MNPUONM3HO 24 TOAWHH, OYB TICIS Pa30BOT0 3aCTOCYBaHHS
¢duykonaszomy. Lleil moka3HUK € CHIBCTaBHMM 3 TIEpiOJIOM HaIiBBUBEACHHS (PIyKOHA301y 3
MJIa3MH KPOBI TIICIIS Pa30BOr0 3aCTOCYBAHHS JI03M 3 MI/KI' BHYTPIIIHHOBEHHO MITSIM BIKOM BiJl
11 guiB mo 11 micsaniB. O6’eM poO3NOALTY y TAIEHTIB 1i€i BIKOBOI TPYNMHU CTAaHOBHUB OJH3BKO
950 ma/kr.
JocBia 3actocyBaHHA (DIYyKOHA307y HOBOHApPOKEHUM OOMEXKYEThCS (hapMaKOKIHETHUHUMHU
JOCJTIDKEHHAMH 12 HETOHOIICHHUX JITEeH 13 TepMIHOM recTaiii mpuoim3Ho 28 TixHIB. CepeaHiii
BIK TUTHHU IIPU BBEJCHHI MepIIoi 1031 cTaHoBUB 24 roaunu (Big 9 10 36 roauH); cepenHs mMaca
Tina npu HapomkeHHi ctaHoBwia 900 r (Bim 750 mo 1100r). [ns 7 mamieHTIB TMPOTOKOI
JOCITIJUKeHHsT OyJI0 BHMKOHaHO. MakcuMyM 5 BHYTPIIIHBOBEHHHUX 1H €KL (IIyKOHa301Iy Y
71031 6 MT/KT BBOAWIH KOKHI 72 rogunu. CepeHii mepio1 HalmBBUBEACHHS CTAHOBUB 74 TOJIWHH
(44-185) y mepmmit aeHb, mnoTiM 3HU3WBCA 10 S3rogun (30-131) wa 7- neHp Ta
1o 47 (27—-68) na 13-it nenp. [Lmomra mix kpuor (MKr*roaun/min) cranoBuina 271 (173-385) y
nepmuii  neHb, 30impmmmacs g0 490 (292-734) wa 7-ii  geHb, MOTIM  3HHM3HWIIACA
1o 360 (167-566) na 13-ii menb. O6’em posmoainy (mi/kr) cranosuB 1183 (1070-1470) y
nepImii AeHb, 301nbIryBaBcs 10 1184 (510-2130) na 7-it nenb ta no 1328 (1040-1680) na 13-i
JICHb.
[arieHTH JITHHOTO BIKY
dapMakOKiHETHYHE JOCIIIXKEHHS MPOBOIMIIN 32 y4acTio 22 MaIieHTIB (BIKOM BiJ 65 poKiB), sKi
3actocoByBain 50 mr ¢aykoHazonmy mnepopanbHOo. 10 marie€HTIB OJHOYACHO 3aCTOCOBYBAU
niypetukd. Cmax cTaHoBwna 1,54 Mkr/ma Ta gocsraigacss npotsroMm 1,3 TOAWHU MiCHA
3actocyBanHsa (GaykoHazony. Cepemns AUC cranoBuna 76,4+20,3 mxr*rog/min. Cepenniid
niepiof] HamiBBUBeAeHHS — 46,2 roaunu. Li papmMakokiHETHYHI MOKA3HUKHU € BUIIMMHU MTOPIBHSIHO
3 aHAJOTIYHUMH Y 3JI0POBHX JOOPOBOJIBIIB MOJOAMIOro BiKy. OJHOYacHE 3acTOCYBaHHS
N1ypeTHKiB He Majo 3HauHOro BIUIUBY Ha Cmax Ta AUC. Takox kiipeHc kpeatuHiny (74 mi/xs),
BIZICOTOK (DIIyKOHA30JTy, 1[0 €KCKPETYBaBCs 13 cedyero y He3MmiHeHoMmy BHIIIANl (0—24 romunw,
22 %) ta HupkoBuH KiipeHc (aykonazomy (0,124 mu/XB/KT) y MaIi€HTIB JaHOI BIKOBOI Ipymnu
OynM HWKYMMH, HDK aHAJIOTIYHI TOKAa3HUKH y MOJOMIHUX J00poBobHiB. ToMy 3MiHK
(apMaKOKiHETUKM y TALI€HTIB JITHHOTO BiKY, OUYEBHIHO, 3aJIe)KaTh BiJ MapaMmeTpiB (QyHKIIH
HUPOK.

KuainiyHi xapakTepucTuKm.

Iloka3zanns.

dyKOHA30JT TIOKA3aHUK ISl JIKYBaHHS TaKMX TPUOKOBHX 1H(EKIN y TOpociuX (IAUB. PO3ALI
«®DapmMakoIIoriyHi BIacTUBOCTI. PapMaKoIuHaAMIKaY):

—  KPUNTOKOKOBUM MEHIHTIT (AUB. po3ais1 «OcOoOIMBOCTI 3aCTOCYBaHHS»);

—  KOKIHIi0ifo3 (auB. po3ait «OcoOIMBOCTI 3aCTOCYBAHHS);

—  1HBa3WBHI KaHIUJIO03U;



— KaHOWJIO3M CIM30BUX OOOJIOHOK, BKIIOYAIOYM KaHAWAO3 POTOTJIOTKM Ta KaHAWA03
CTPaBOXOJY, KaHAUIYPIisl, XPOHIYHUHA KaHUI03 IIKIPH 1 CIIM30BUX 00OJIOHOK;

—  XpOHIYHMM aTpoiyHUKA KaHAWIO03 POTOBOI TMOPOKHUHM (KAHAMIO3, CIPUIMHEHUI
BUKOPUCTAHHSAM 3yOHUX MpOTE3iB) NMpH HEEe(HEKTUBHOCTI TIri€HW POTOBOI MOPOXKHUHH abo
MICIIEBOI Teparrii.

dyKoHa30J1 TOKa3aHU A7 TPODITAKTHKY TaKUX 3aXBOPIOBAHb Y JOPOCIHUX SIK:

—  peuMIuB KPUNTOKOKOBOTO MEHIHTITY Y MAIll€HTIB 3 BUCOKUM PU3HKOM HOTO PO3BUTKY;

—  peuuaAMB KaHIUA03y POTOTJIOTKM abo cTpaBoxony y mamieHTiB 3 BIJI 3 BucOkMM pu3nkom
HOro pO3BUTKY;

— npodiNakTUKa KaHAUI03HUX 1H(EKIIH y Nalli€eHTIiB 13 TPUBAJIO HEUTPOTICHIEI0 (HAIPHKIIAL]
MaIi€HTIB 31 3J0SKICHUMHM 3aXBOPIOBAHHSMH KpOBi, $KI OTPUMYIOTH XiMioTeparmito, ado
NAIli€eHTIB MpH  TpPaHCIUIAHTALii TEeMOMOETUYHHX CTOBOYpOBHX KIITHH) (IUB. PO3MIiI
«®apmakoJsioriuni BiracTuBocTi. dapMakoguHaMiKa).

DryKOHA30J1 MOKa3aHUH ITSAM BiJl HAPOHKEHHS IS JTIKYBaHHS KaHIUI031B CIM30BUX 0O0JIOHOK
(kaHIUI03 POTOTJIOTKH, KaHIWII03 CTPaBOXONYy), 1HBa3WBHHX KaHIUI031B, KPUITOKOKOBOTO
MEHIHTITY Ta JJs TpOQUIAKTUKYA KaHAWAO3HUX 1H(EKIIH y NaIli€eHTiB 31 3HHKEHUM IMYyHITETOM.
[Ipenmapatr MOkHa 3aCTOCOBYBATH SIK MiATPUMYBAJIbHY TEpPAIiio ISl MMOMEPEIKCHHS PEIUINBY
KPUIITOKOKOBOTO MEHIHTITY y JiTel 13 BUCOKMM PHU3UKOM HOTO PO3BUTKY (IHMB. PO3MILI
«Oco0aMBOCTI 3aCTOCYBaHHS).

Tepamito mpenaparom @OaykoHa301 MOKHA pPO3MOYMHATH JIO OTPUMAaHHS pe3yJbTaTiB
KyJbTypaJIbHUX Ta IHIIUX JAOOPATOPHUX MOCTIIKEHB; OJHAK IICIs OTPUMAHHS PE3yibTaTiB
npoTHiH(EKUifHY Teparito CIIifi CKOPUTYBATH BiAMOBIIHUM YHHOM.

Ilpomunokaszanna.

— TimepuytnuBicTh 70 (IuyKoHA307y, IHIIMX a30JbHHUX CIHOIYK abo 10 Oyab-skoi 3
JIOTIOMIKHUX PEYOBHH Tpenapary, 3a3HaueHux y po3zaini «Cxmam.

— OpnHouacHe 3acTocyBaHHS (DITyKOHA301y Ta TepeHaauHy TMalli€eHTaM, K1 3aCTOCOBYIOTh
¢rykonason 6araropa3oBo y gpo3ax 400 mr/no0y Ta BuIe (3TiJHO 3 pe3yabTaTaMu JOCHIKEHHS
B3a€MO/Iii 0araTopa3oBOro 3aCTOCYBaHHS).

— OpHouacHe 3acTOCyBaHHS (IYKOHA30JIy Ta IHIIUX JIKapChKUX 3ac00iB, IO MOJOBXYIOTH
iaTepBan QT ta MerabomizytoTees 3a nonomoror depmenty CYP3A4 (Hanpukiian musanpumy,
acTeMizoily, MIMO3HIy, XIHIJUHY Ta epUTpoMiuuHy) (auB. po3aimm  «OcobnmBocTi
3acTOCyBaHHs» Ta «B3aemMois 3 IHIIMMH JIIKapChKUMH 3ac00aMHU Ta 1HIII BUJIA B3AEMOIIIN).

B3aemooia 3 inuwumu nikapcoKumu 3acodvamu ma inuwii 6UOU 83ae€Mo0iil.

[Iporumnokazane cyMicHe 3aCTOCYBaHHS (DIIYKOHA30Jy Ta HIDKUE3a3HAUCHUX JTIKAPChKUX 3aC00iB
[uzanpuo: MOBIIOMIISITA TIPO PO3BUTOK MOOIYHUX PEaKIlid 3 OOKYy cepIil, y TOMY YHCII MpO
NapOKCU3MalIbHY IITYHOUYKOBY TaXiKapilo THUIy «IipyeT» Yy TMali€HTiB, SKi OIHOYAaCHO
3acTOCOBYBaIM (PIIyKOHa30Jl Ta Iu3anpuil. KoHTpoiboBaHEe AOCITIIKEHHS MPOAEMOHCTPYBao,
110 ogHovacHe 3actocyBaHHs 200 mMr ¢urykonasoiny 1 pa3 Ha 100y Ta 20 Mr nuzanpuay 4 pasu Ha
n00y TPHU3BOAMIO [0 3HAYHOTO TIABUIIEHHS PIBHSA IW3aNpHay y IUla3Mi KpPoOBI Ta [0
nonoBxkeHHs iHTepBanmy QT. OpHouwacHe 3acTocyBaHHS (DIIYKOHA30dy Ta [U3ANPUAY
npoTturnokasane (AuB. po3ait «IIpoTunokazaHHs»).

Tepgenaoun: depe3 BHUIAIKA PO3BUTKY TSKKHAX CEPLUEBHX aApPUTMIii, CIPUIHMHEHUX
nojoBkeHHsIM 1HTepBaty QTc, y mamieHTiB, $SKi 3aCTOCOBYBAJIM a30JbHI MPOTHTPUOKOBI
JIKapCchKi 3aco0M OJHOYACHO 3 TepdeHaauHOM, Oy MPOBEIEHI JOCITIKEHHS B3a€MOJIi ITUX
npenapariB. Y Xo0Ji OJHOTO JOCTIIKCHHS TPHU 3aCTOCYBaHHI (urykoHaszonmy y mo03i 200 mr Ha
no0y He Oyno BUSBIEHO MojoBxeHHs iHTepBamy QTc. IHiie mocnmipkeHHS MpH 3acTOCYBaHHI
dbaykonazony y mo3ax 400 mr ta 800 mr Ha 00y MPOJEMOHCTPYBAJIO, IO 3aCTOCYBaHHS
¢uykonazony y nmozax 400 mr Ha 100y abo BuIlle 3HAYHO MiABMINY€E PiBeHb TepdeHaauHy y
mia3Mi KpOBI TMPU OJHOYACHOMY 3aCTOCyBaHHI Iux mpemnapariB. CyMiCHE 3acTOCyBaHHS
¢uykonazony y nozax 400 mr aGo Bumie 3 TeppeHaTUHOM NPOTHUIIOKA3aHE (IUB. PO3ALIT




«IIporumnokazanus»). Ilpu 3actocyBanHi (QuykoHazonmy y mo3ax Hmwkde 400 mr Ha 100y
OJTHOYACHO 3 Tep(PEeHATUHOM CJIi/I TPOBOIUTH PETEIbHUN MOHITOPHHI CTAHY HAalli€HTa.
Acmemizon: CyMiCHE 3aCTOCYBaHHSA (DIIyKOHA30JIy Ta acTeMi30Jly MOXKE 3MEHIIUTH KIIPEHC
acreMizony. CpuyMHEHE UM TiJBMIICHHS KOHIEHTpalii acTeMizoily y Imia3mi KpoBi MOXe
INPU3BECTH A0 MOA0OBXKeHHs 1HTepBany QT Ta y piakicHHX BUNAAKax — J0 MapOKCHU3MalIbHOI
IITYHOUYKOBOI Taxikapil Tumy «mipyer». OqHo4yacHe 3aCTOCYBaHHS (DIyKOHA30Iy Ta acTEMi30Iy
npoTturnokasane (AuB. po3ain «IIpoTunokazaHHs»).

Ilimo3uo ma xinioun: CyMiCHE 3acTOCYBaHHs (PIyKOHA30Jly Ta MIMO3uAy a0o XiHIIWHY MOXKe
MPU3BOJIUTH JO NPHUTHIYCHHS METa0omi3My miMo3uay abo XiHIIMHY, XO4Ya BIAMOBIIHHUX
JOCTIJDKeHb in Vitro Ta in vivo He mpoBoawid. [linBUINEHHS KOHLEHTpalii miMo3uxy abo
XIHIIMHY Yy TUTa3Mi KPOBI MOKE CHPUYHMHATH TMOJAOBXKEeHHs iHTepBany QT Ta y piakicHUX
BUNAJIKAX — MPHU3BOJUTH IO PO3BUTKY MAPOKCU3MANbHOI NUTYHOYKOBOI Taxikapaii THIy
«mipyet». OgHOYacHE 3acTOCyBaHHS (JIYKOHA30JIy Ta MIMO3HUIY a00 XiHIJUHY MPOTHUIIOKAa3aHe
(muB. po3nin «[IpoTunokazanHs»).

Epumpomiyun: onHOYacHe 3aCTOCYBaHHS €PUTPOMILIMHY Ta (DIyKOHA30y MOXKE MPU3BOIUTHU JI0
OiABUIIEHHA  PHU3MKY  PO3BUTKY  KapAiOTOKCHMYHOCTI  (mojmomkeHHs  iHTepBamy  QT,
MapoKCHU3MaJIbHA IIUTYHOUKOBA TaXiKapAis TUITY «IIpyeT») 1, K HACIIJO0K, 0 parToBOi CepIeBoi
cMmepTi. 3actocyBaHHA KOMOIHAIl LUX JIKAPCHKUX 3ac00iB MPOTHUIOKa3aHe (IUB. PO3ILI
«IIpoTurnokazanus).

He pekomeHlyeThCsl 0OJTHOYACHE 3aCTOCYBaHHS (DIYKOHA30Jy Ta HIDKYE3a3HAUCHHX JIKapChKUX
3ac00iB

T'anogpanmpun: (HaykoHa307 MOXKE CIPUUMHUTH MiJBUIICHHS KOHIIEHTpalii ramodantpuny y
ma3Mi KpoBi 3a paxyHok npurHideHHs CYP3A4. OmgHouacHe 3acTOCYBaHHS IHUX JIIKAPCHKHUX
3ac00iB MOXe MPU3BOJUTHU 10 MiABUIECHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (IIOJIOBKEHHS
iaTepBany QT, mapokcu3manabHa MUTYHOYKOBA TaxXiKapiis THUITY «IipyeT») 1, SK HACTIIOK, J0
panrToBoi cepueBoi cMepti. Ciil yHUKAaTH 3aCTOCYBaHHS KOMOiHamii IUX JIKapChKUX 3aco0iB
(muB. po3ain «OCOOMMBOCTI 3aCTOCYBAHHS» ).

CymicHe 3acTocyBaHHs (DIYKOHA307y Ta HUKYE3a3HAUYCHUX JIIKAPCHKUX 3ac0o0iB BUMArae
00epekHOCTI

Amiodapon: ONHOYACHE 3aCTOCYBaHHS (UIYKOHA30Jly 3 aMioZapOHOM MOXKE MPU3BECTH JIO
nogoBxkeHHst iHTepBany QT. ®nykoHazonm ciig 3 00EpEXKHICTIO 3aCTOCOBYBAaTH pPa3oM 3
amioZIapoOHOM, OCOOJIMBO y pa3i MpU3HAUYEHHS BUCOKOI 1031 (hiykoHazomy (800 mr).

CymicHe 3acTocyBaHHS (DIYKOHA30dy Ta HUKYE3a3HAUYEHUX JIIKAPChKUX 3aco0iB BUMAarae
00EepekKHOCTI Ta KOPUTYBAHHS JI03U

Bnaus inwux nikapcokux 3aco6is Ha ¢rykonason

JlocmikeHHsT B3aeMOJlii NMPOJEMOHCTPYBAJIM, IO IepopajbHEe 3acTOCYBaHHS (DIyKOHA30Iy
OJIHOYACHO 13 BXXMBAHHAM 1K1, IPUHOMOM IIMMETHANHY, aHTAIUIIB 200 MOAAIBIIIE ONTPOMIHEHHS
yCbOTO TiJla JJIsi Tepecajkd KICTKOBOTO MO3KYy HE Ma€ KIIHIYHO 3HAYyIIOrO BIUIMBY Ha
abcopOitito ¢urykoHaz3oIy.

Pugpamniyun: onHOdacHe 3acToCyBaHHSA (IIyKOHA30ly Ta pUDaMIiUHy OPU3BOIWIO 0
3umkeHHs: AUC Ha 25 % Ta ckopodyBajo nepioJ HamiBBuBeneHHS (iaykoHazony Ha 20 %. Tomy
JUIS TIAIIEHTIB, SIK1 3aCTOCOBYIOTh PHU(aMITILUH, CIi1 PO3TIISIHYTH JOUIIBHICTh MIABUIIEHHS JO3H
baykoHa30Iy.

T'iopoxnopomiazud: y NOCIIKeHHI (PapMaKOKIHETUYHOI B3a€MOJil OJHOYAcHEe OaraTokpaTHe
3aCTOCYBaHHS TIIPOXJIOPOTIa3uIy 3T0POBUM JTOOPOBONBILIM, SIKI OTpUMYyBaIM (IyKOHA30,
IiIBHIIYBAJIO KOHIIEHTpalio GuyKoHa3ony y miasmi kposi Ha 40 %. Taxi mapameTpu B3aeMonii
HE BUMAaralooTh 3MIH y pPEeXHMI J03yBaHHS (IYKOHA30Jy Ui TAIIE€HTIB, K OJHOYACHO
OTPUMYIOTh CEYOTiHHI 3ac00u.

Bnaus ¢pnykonaszony Ha inwi nikapcobki 3acobu

®dnykoHaszon € nomipHuM iHribiTopoM 1urtoxpomy P450 (CYP) izodepmenty 2C9 ta 3A4.
®nykoHa3zon € mnoTykHuM iHTiOITOpoMm 13odepmernty CYP2C19. Ha pomatox 10
CIIOCTEPEIKYBAHUX/IOKYMEHTANILHO TMIATBEPPKCHUX B3a€MOJI, M0 OMUCaHI HWXYe, NpU




OJIHOYAaCHOMY 3aCTOCYBaHHI 13 (IYKOHA30JIOM ICHYE PH3UK IIJIBUIIECHHS Yy TUIa3Mi KpOBI
KOHIIEHTpaLii 1HIUX cHoiyk, mo Mertabomnizyiotscss CYP2C9, CYP2C19 ta CYP3A4. Tomy
3aCTOCOBYBAaTH TakKl KOMOIHAIlli mMperapaTiB CliJl 3 OOCPEXKHICTIO; MPU IOMY HEOOX1THO
PETENBHO CIOCTEpIiraTH 3a CTaHOM marieHTiB. [lpurnivyBanbHa aist (GiaykoHa30dy Ha (hepMEHTH
30epiraeTbcst IpOTIAroM 4—5 i micis Horo 3acTOCyBaHHS y 3B’ 513Ky 3 HOTO TPUBAJIUM HEPi0IOM
HaniBBUBeIeHHS (AUB. po3nin «[IpoTunokazanHs»).

Anvhenmanin: Mg Yac OJHOYACHOTO 3aCTOCYBaHHS anb(eHTaHiTy y m031 20 MKI/Kr Ta
¢aykonazony y 1031 400 Mr 310poBUM JTOOPOBOJIBISIM CIIOCTEPIranocs IBOKpaTHE 301IbIICHHS
AUC 10, moxxuBo, depe3 iHrioyBanas CYP3A4. Moxe OyTr HEOOXiTHHUM KOPHUTYBAaHHS JI03H
anb(eHTaHiTy.

Amimpunmunin, Hopmpunmuain. (HPIYKOHA30J MOCUITIOE 0 aMITPUNTIIIIHY Ta HOPTPUNTIIIIHY.
PexkomeHTyeThCS BUMIPIOBATH KOHLEHTpALil S-HOPTPUNTWIIHY Ta/ab0 S-aMITPUNTHIIHY Ha
MOYaTKy KOMOIHOBaHOI Teparii Ta yepe3 | THxAeHb. Y pa3l HEOOXITHOCTI CIIJT BiAKOPHUTYBATH
7103y aMiTPUNTUIIHY/HOPTPUITUIIIHY .

Ampomepuyun B: omHovacHe 3acTocyBaHHsS (uIykoHazony Ta amdorepuiuny B iHdikoBaHUM
MHUILAM 13 HOpMaJIbHUM IMyHITETOM Ta 1H()IKOBAHUM MHIIAM 31 3HIPKEHUM IMyHITETOM JJaJIo Taki
pe3yabTaTh: HEBEIMKWNA aTUTUBHHN NPOTUTPUOKOBUH e(EeKT TpH CHUCTEeMHIA 1H eEKil
C. albicans, BIJICYTHICTb B3a€EMOJIT npu BHYTPIIIHbOYEPEITHIH iHpeKil
Cryptococcus neoformans Ta aHTaroHi3M JBOX TpemapariB MpPH CHCTeMHIN 1H eKHil
Aspergillus fumigatus. KniHiune 3Ha4eHHS pe3y/bTaTiB, OTPUMAHUX y XOJI LUX JOCIIIKECHb,
HEBIIOME.

Aumukoacynanmu: SIK 1 TPU 3aCTOCYBaHHI IHIIMX a30JbHUX NPOTUTPHOKOBUX 3aco0iB, Mpu
OJIHOYAaCHOMY 3aCTOCYBaHHI ()IyKOHA30Jly Ta Bap(apuHy MOBIIOMIISUIH PO BUIAIKUA PO3BUTKY
KpPOBOTEY (reMaToM, HOCOBOT KPOBOTEYi, IUTYHKOBO-KUIIIKOBUX KPOBOTEY, FeMaTypii Ta MEJICHH)
y TO€IHAHHI 13 TMOJOBXEHHSIM NpoTpoMOiHOBOoro yacy. I[Ipm omHOYacHOMY 3acTOCyBaHHI
¢irykoHazomy Ta BapQapuHy CIOCTEpIranocs: ABOKPATHE MiJBUIICHHS MPOTPOMOIHOBOIO Hacy,
HWMOBIpHO, BHACJIJOK TPHUTHIYCHHS MeTabomismy Bapdapuny uyepes CYP2C9. Cning peTenbHO
KOHTPOJIIOBATH MPOTPOMOIHOBHI Yac y MAIli€HTIB, sIKi OJHOYACHO 3aCTOCOBYIOTH KyMapHHOBI
AHTUKOATYJITHTH a00 1HAaHea10H. Moke OyTH HEOOX1JHOIO KOPEKITiS 1031 aHTUKOATYJISTHTA.
benszooiazeninu kopomxoi 0ii, Hanpuxnad mioazonam, mpuasonam. MPU3HAYCHHS (IIyKOHA30ITY
MICTsT TEePOPaTbHOTO 3aCTOCYBaHHs Mija3oiaMy TMPU3BOAWIO 1O 3HAYHOTO IIiJIBUILECHHS
KOHI[EHTpallli Miga3oinaMy Ta [0 T[OCWICHHS TCHUXOMOTOpHUX edekTiB. OmHovacHe
3actocyBaHHa (aykoHazony y mo3i 200 mr Ta wmimazosiamy y A031 7,5 Mr mnepopaibHO
npu3Boauio o miasumeHHs AUC Ta mepioay HamiBBUBEIEHHS Mimaszonamy y 3,7 Ta 2,2 pasu
BIIMOBIIHO. 3acTocyBaHHS (uykoHazomy y m031 200 wmr/moby Tta 0,25 mr Tpmazonamy
nepopanbHo npusBogwio o miasumeHHs AUC Ta mepiony HamiBBUBEACHHS TpUazojiamMy Y
4,4 ta 2,3 pa3u BignmoBigHO. [Ipu omHOYacHOMY 3acTOCyBaHHI (PIIyKOHA30Jly Ta TpHa30Iamy
CIOCTEpIrajgocsi MOTEHILIIOBAHHS Ta MPOJIOHTralis e(ekTiB Tpuazonamy. SIKIIO MalieHTy, SKUN
MPOXOJAWTh KypC JIIKyBaHHS (DIIyKOHA30JI0M, CJIiJT OJAHOYACHO TPU3HAYUTH TEpPariio
OcH30/11a3emHaMH, 103y OCTaHHIX CIIiJ] 3SMEHIIUTH Ta BCTAHOBUTH HAJIC)KHHUI HATJIS]] 32 CTAHOM
rarieHra.

Kapbamaszenin: $paykoHa3on nmpurHiuye MeradboizmM kapbamaszeniHy Ta CIpHYUHSE MTiIBUILICHHS
piBHA KapOamaseniny B cupoBaTiii KpoBi Ha 30 %. IcHye pu3uK po3BUTKY IPOSBIB TOKCUYHOCTI 3
0oky kapbamazerniny. Mosxe OyTH HEOOXITHUM KOPHUT'YBaHHS /103U KapOaMaseriHy 3aJeKHO Bij
PIBHS HOTO KOHIIEHTpAIIil Ta il mpemapary.

bnoxkamopu kanvyiceux kananig: NesKi aHTarOHICTU KaibLito (HipeanumiH, icpaIuIii, aMIOANIIIH
ta ¢enoaumnin) merabomizyrotecs (pepmentoMm CYP3A4. dnykoHa3om MTOTSHINIHHO MOXE
MiBUIIYBAaTH CHUCTEMHY €KCIIO3HUIII0 OJOKATOpiB KalbI[iEBUX KaHANiB. PekoMeHmIoBaHUI
peTeIbHU MOHITOPUHT IIOJI0 PO3BUTKY MOOIYHUX PEaKIlii.

L]enexoxcub: ipu 0THOYACHOMY 3acToCcyBaHHI (piykoHazonmy (200 Mr Ha 100y) Ta LENEKOKCUOY
(200 mr) Cmax Ta AUC nenexoxkcuby migsumryBaiucs Ha 68 % Ta 134 % sianmosigHo. [Ipu



OJIHOYAaCHOMY 3aCTOCYBaHHI LIeJIEKOKCHOY Ta (DIIyKOHA30y MOKe OyTH HEOOXITHUM 3MEHIIECHHS
JI031 1IEJIEKOKCUOY BJIBIUi.

Luxnogocghamio: ogHouacHe 3acTocyBaHHs nuKiIodochamiay Ta GIyKOHa307y MPU3BOAUTH JI0
HiABUIIEHHA piBHSA OuTipyOiHy Ta KpeaTMHIHYy B cupoBaTii KpoBi. Lli mpemapatu MokHa
3aCTOCOBYBATH OJHOYACHO, aji€ CIiJ 3BaKaTW HA PU3UK IMIABUIICHHS KOHIICHTpaIii OUTipyOiHy
Ta KpEaTHHIHY B CHPOBATIIl KPOBI.

@enmanin: MOBIIOMIISUTH TIPO OJWH JIETATBHUN BUMAOK 1HTOKCHKAIi (PEeHTaHIIOM BHACIIIOK
MOXJIMBOT B3aeMogii (enTaniry Ta ¢uykoHazomy. Jlo Toro sk, y JOCHIDKEHHI 3a YYacTiO
3I0POBHUX JOOPOBOJIBIIIB OYJIO MPOJAEMOHCTPOBAHO, IO (IYKOHA30J 3HAYHO YIOBIIHHIOBAB
emiMiHamito ¢entaniny. IlinBuineHHs KoHIeHTpauii (QeHTaHiTy MOXXe MpPHU3BECTH [0
NPUTHIYCHHS] JTUXaHHS, TOMY CJiJi pPETeIbHO KOHTPOJIIOBATH CTaH TmaiieHTta. Moxke OyTu
HEOOX1THOI0 KOPEKIis 103U (PeHTaH1Iy.

Incioimopu I'MI-KoA-pedykmasu: CyMmiCHE 3acTOCyBaHHsS (DIIyKOHA30dy Ta 1HTIOITOPIB
I'MI'-KoA-penykras3u, mo Mmetabomizytotbcsi CYP3A4 (aTopBacTaTMH Ta CHMBAcTaTHH), a0o
irioiTopiB 'MI'-KoA-penykrasu, mo meradomizyiotbes CYP2C9 (duyBactatuH), migBUILye
pU3HK PO3BUTKY Miomatii Ta pabdmomionizy. Y pa3i HEOOXITHOCTI OJHOYACHOTO 3aCTOCYBAaHHS
WX TpenapariB CiliJl PEeTeNbHO CIOCTEpIraTh 3a MAIliEHTOM MO0 BHHHUKHEHHS CHUMIITOMIB
miomnaTii Ta pabaoMioinizy 1 MPOBOAUTH MOHITOPHUHT DIiBHA KpeaTHHKIHa3W. Y pasi 3HAYHOTO
MiJBUICHHS PIBHA KpeaTMHKIHA3W, a TaKoX TMpH Jl1arHOCTyBaHHI abo migo3pi Ha
miomnaTito/padaomioni3 3actocyBanHs iHrioiTopis [ MI'-KoA-penykTasu i npunuHUTH.
16pymuni6: nomipai iHTi6iTOp CYP3A4 (Hanmpukiazn ¢yKoHA30J1) MiABUITYIOTh KOHIICHTPAIIIIO
10pyTHHIOY B TUIa3Mi Ta MOXKYTh 301IBIIYBAaTH PU3UK TOKCUYHOCTI. SIKIIO0 HEMOKJIMBO YHUKHYTH
KOMOIHaIi mpenapariB, HEOOXIMHO 3HM3UTH 103y 10puTHHIOY m0 280 mr 1 pa3 Ha 100y
(2 xaricynu) 3 METOI0 MPOJOBXKEHHS 3aCTOCYBaHHS 1HTIOITOpPY Ta 3a0e3NmeunTH MOCTIMHUMN
KJIIHIYHUA MOHITOPHHT.

leaxkagpmop: cynyTHE 3aCTOCYBaHHA 3 iBaKa)TOPOM, PEryssTopa TpaHCMEMOPaHHOI MPOBITHOCTI
npu  mykosiciuao3i  (CFTR), miaBumiye exkcrosmmito iBakadgTtopy B 3 pasw, a
rizpokcumetmiiBakadgropy (M1) — y 1,9 pasza. [Ing naiienri, siKi 0JJHOYaCHO 3aCTOCOBYIOTb
nomipHi 1HTIOITOpr CYP3A (Hampukian ¢iayKoHa30Jl 1 E€pPUTPOMIIMH), PEKOMEHIYETHCS
3HIKEHHS 71031 iBakagdTopy a0 150 mr 1 pa3 Ha 100y.

Onanapu6: mnomipai iuridiTopy CYP3A4, Ttaki gk ¢daykoHa3om, 30UTBIIYIOTH IUTa3MOBI
KOHIIEHTpalii onanapuOy; iX OJHOYACHE 3aCTOCYBAaHHS HE PEKOMEHAYETbCA. SIKIIO Takoi
KOMOIHaIl1 HE MOXXHAa YHHUKHYTH, TIPHHOM oJanapudy oOMexyioTh ao3amu 200 mr aBidi Ha
n00y.

Imynocynpecopu (nanpukiao yukio0CHOpUH, e8epoiMyc, CUPOILIMYC I MAKPOIimMyc)
Luknocnopun: QmykoHaszon 3HauHO HiABHIIye KoHIeHTpauiro tTa AUC muxiocnopuny. Ilpu
OJIHOYAaCHOMY 3acTocyBaHHI (iykoHazony y mo3i 200 Mr/moOy Ta HHKIOCIOPHHY Y 1031
2,7 mr/kr/pody cnoctepiranocs 30inbmenHs AUC nukinocnopuny B 1,8 pasu. Lli mpemapatu
MO’KHA 3aCTOCOBYBATH OJIHOYACHO 332 YMOBH 3MEHIIECHHS 103U IIUKJIOCIIOPUHY 3aJI€KHO Bij Horo
KOHI[EHTpAIIii.

Eeeponimyc: xoua nocniKeHs in vitro Ta in vivo He IPOBOJWIIN, BIIOMO, 10 ()IIyKOHA30J1 MOXKE
iIBUIIYBAaTH KOHLIEHTPAIIII0 €BEpPOIIMYCYy B CHpoOBartili KpoBi yepe3 npurnidenns CYP3A4.
Cuponimyc: (QIyKOHa30J MiJABUIIY€E KOHIICHTPAIID CHPOJIMYCY y TIa3Mi KpOBi, WMOBIPHO,
IIIIXOM MPUTHIYEHHS MeTaboinisMy cuporimycy Gpepmentom CYP3A4 ta P-rinikonporeinom. Lli
mpernapaTd MOXHa 3acTOCOBYBAaTH OJHOYACHO 3a YMOBHM KOPUTYBaHHS JO3H CHPOJIMYCY
3aJIeKHO BiJl piBHA KOHLIEHTpaLii Ta e()eKTiB mpenapary.

Taxponimyc: GyKOHA30J MOXE IiIBUIYBATH KOHIIEHTPAIIIl TAKPOIIMYCY B CUPOBATIII KPOBI J10
5 pasiB mpu HOTo MepopasbHOMY 3aCTOCYBaHHI 4epe3 MPUTHIYCHHS MeTaboli3My TakpoJIiMycy
dbepmentom CYP3A4 y xkumeunuky. [Ipu BHYTpITHROBEHHOMY 3aCTOCYBaHHI TaKpOJIIMYCy HE
CHOCTepIrajgocs 3Ha4HUX 3MiH (papMakokiHeTUKH. [liIBUIIEHHS PiBHS TaKPOJIIMYCY acOIIOEThCS
13 HePOTOKCHYHICTIO. Jl03y TaKpoOJIMyCy I MEPOPATLHOTO 3aCTOCYBAHHS CHij 3HIKYBaTH
3aJIeKHO BiJl KOHLIEHTPAIIT TaKPOIIMYyCy.



Jlozapman: GayKkoHA301 MPUTHIYYE METa0oJIi3M JI03apTaHy 10 WOro aKTHBHOTO METa0oJIiTy
(E-31 74), u1o 3yMOBITIO€ OUIbIITY YaCTHHY aHTAroHi3My /10 peuentopis aHrioreH3uny Il mix vac
3aCTOCYBaHHS JI03apTaHy. PeKkoMeHI0BaHO 3/IIMCHIOBATH TIOCTIMHUI MOHITOPUHT apTepialbHOTO
TUCKY y MAIlI€HTIB.

Memaoon: GryKOHa30JI MOXKE ITIBUIIYBAaTH KOHIICHTPAIIII0 METAJ0HY y CHpOBAaTIll KpoBi. [Ipu
OJTHOYACHOMY 3aCTOCYBaHHI METaJIOHy Ta (IyKOHA30JIy MOXe OyTH HEOOXiTHHUM KOPHUTYBaHHS
JI03M METAJIOHY.

Hecmepoioni npomusananvui  npenapamu (HII3Il): npu ogHOYACHOMY 3aCTOCYBaHHI 3
¢dykoHazonoM Cmax Ta AUC QuypOinpodeny migsumryBanucs Ha 23 % Tta 81 % BignoBiaHO
HOPIBHSAHO 3 TAKMMHM MMOKAa3HUKAaMU IIPU 3aCTOCYBaHHI TUTbKU (piypOinpodeHy. AHaIOTIYHO pU
OJIHOYAaCHOMY 3aCTOCyBaHHI (rykoHa3oury 3 paremidauM i0ynpoderom (400 mr) Cmax Ta AUC
(bapMaKkoJIOTi4YHO AaKTUBHOTO i30Mepy S-(+)-i0ynpodeny minBumryBanmucs Ha 15 % Tta 82 %
BIJINOBIIHO, TOPIBHSHO 3 TaKWUMHU ITOKa3HUKAMH TIPH 3aCTOCYBaHHI TUIBKH PaleMidHOTO
10ympodeny.

Xoya crieniaJlbHuX JTOCTIDKeHb HE MPOBOAWIN, (PIIYKOHA30J1 34aTHHUM IMiJIBUIYBaTH CUCTEMHY
excno3unito iHmmx HII3IL, mo wmerabomizytorbest CYP2CY9 (Hampukiaj HampoKceHy,
JIOPHOKCHKaMy, MEJIOKCHUKaMy, AuKjIodeHaky). PexomMeHIoBaHO MEpiOgUYHO 3A1MCHIOBATH
MOHITOPUHI TOOIYHUX peaKiliii Ta TOKCHYHUX MposBiB, noB’s3anux i3 HII3IL. Moxe Oytu
noTpibHe kopuryBauHs ao3u HIT3I1.

@enimoin: GpmyKoHa30J MPUTHIYYye MeTabomi3M (eHiToiHy y nedinni. OgHodacHe 6araropazoBe
3actocyBanHsa 200 mr ¢uykonazony ta 250 mr ¢eHiToiHy BHYTPIITHBOBEHHO MPHU3BOIAUTH 0
ninsumeHHs AUCy4 ¢denitoiny Ha 75 %, Cmin—Ha 128 %. IIpu ogHOUaCHOMY 3aCTOCYBaHHI LIUX
JKapChKUX 3acO0IB CJI1J] MPOBOAUTH MOHITOPHHT KOHIIEHTpaIlli ()eHITOIHy y CHpOBATIIl KpOBi
JUIsl YHUKHEHHS pO3BUTKY TOKCUYHOI J1ii (DeHITOIHY.

IIpeonizon: MOBIIOMIISIIA TIPO BUTIAJOK, KOJIM y TAIlIEHTA TIC/s TPAHCIUIAHTAIlll TIEYiHKY Ha Tl
3aCTOCYBaHHS NPEIHI30HY PO3BHHYJACS TOCTpa HEIOCTATHICTh KOPU HATHUPKOBUX 3aJ103, IO
BUHHKJIA ICJIA TPUNUHEHHS TPHUMICIYHOTO Kypcey Teparii duykonazonom. IlpunuHeHHs
3acTOCyBaHHA (IIyKOHA30Jly, HMOBIPHO, CHpUYMHWIO mMocuieHHs akTtuBHOcTi CYP3A4, mo
MPU3BENIO JI0 MPUCKOPEHHST MeTa0omi3My npeanHizony. Ciia peTeabHO CTEXKHUTH 3a IMallieHTaMH,
SK1 IPOTSTOM TPHUBAJIOTO Yacy OJHOYACHO 3aCTOCOBYIOTH (PIIYKOHA30J1 Ta MPEIHI30H, 3 METOIO
MIOTIEPE/DKEHHST PO3BHTKY HEJIOCTATHOCTI KOPHM HAAHMPKOBHX 3aJI03 TCIS TPUITUHEHHS
3acTOCyBaHHA (DIYyKOHA30ITy.

Pughabymun: bnaykoHazon migBuIlye KOHIEHTpalito pudaOyTHHY B CHPOBATIl KpOBi, IO
npu3BouTh 10 30inbimeHHss AUC pugabytuny no 80 %. Ilpum omHOuacHOMY 3acTOCYBaHHI
baykoHazony Ta pudaldyTUHY MOBIIOMISUIA MPO BUIAIKUA PO3BUTKY yBeity. Ilpu 3actocyBaHHI
Takoi KoMmOiHamii JiKapchkuX 3aco0iB cmix OpaTe 1O yBaru CHMIITOMH TOKCHYHOI il
pudabyruny.

Caxsinasip: nyxonazon migsuirye AUC T1a Cmax cakBiHaBipy npubnusHo Ha 50 % Tta 55 %
BIJINOBIIHO Yepe3 MPUTHIYCHHS MeTaboJi3My cakBiHaBipy y medinii pepmentom CYP3A4 Ta
yepes iHT10yBaHHs P-rnikonporeiny. Bzaemonito MiX ¢rykoHazonom Ta
CaKBIHABIpOM/PUTOHABIPOM HE JOCITIIKYBaJId, TOMY BOHAa MOX€e OyTH OLIbII BUpakeHOr0. Moke
OyTH HeOOXiTHUM KOPHUTYBaHHS /103U CaKBiHABIpY.

Tloxioni cynvghonincewosunuy. Ipu OTHOYACHOMY 3aCTOCYBaHHI (PIIyKOHA30J1 MPOJIOHTYE TEPiof
HaIliBBUBEICHHS NepOpATbHUX MOXIAHUX CYNb(OHIICEUOBHHH (XJIOPIpoIamiay, rideHKIaMiy,
TTMI3HIY Ta TOJOYTaMiay) 3 CUPOBATKH KPOBI MPH iX 3aCTOCYBaHHI 370POBUM JTOOPOBOJIBIISIM.
PekomeHTyeThCS TPOBOJUTH YAacTUW KOHTPOJIb IYKPY B KPOBI Ta BIIMOBIIHUM YHHOM
3HMDKYBAaTH /03y TIOXITHUX CyJb(OHUICEUOBUHM TP OJHOYACHOMY 3aCTOCYBaHHI 13
¢iryKoHa30710M.

Teoginin: y mnnanebo-KOHTPOJIHOBAHOMY JOCHIJDKEHHI B3a€MOJIIi TpernapaTiB 3acTOCYBaHHS
¢uykonazony mo 200 mr mpotsiroM 14 AHIB MpU3BENO 1O 3HIKEHHS CEPEeIHBOrO KIIpEeHCY
TeouniHy y miaa3Mi KpoBl Ha 18 %. 3a maiieHTaMu, sIKI 3aCTOCOBYIOTH TE€O(UIIH y BUCOKHX
no3ax abo sKi MalTh MiJBUINEHUH PU3UK PO3BUTKY TOKCHUYHHUX MPOSIBIB TEO(UIIHY 3 1HIIUX



MIPUYHH, CJIIJI BCTAHOBUTH HATJISII MO0 BHUSBICHHS O3HAK PO3BHTKY TOKCHYHOI Aii TeodimiHy.
Tepamniro ciii 3SMiHUTH TIPH MOSIBI 03HAK TOKCUYHOCTI.

Togpayumuni6: BB ToParMTHHIOY 3pOCTaE MPHU OJHOYACHOMY 3aCTOCYBaHHI 3 JIKAPCHKUMHU
3aco0amu, siKi MPU3BOIATH 10 nomipHoro iHrioyBanHs CYP3A4 Ta moTykHOro iHriOyBaHHS
CYP2C19 (manpuxman ¢aykonaszomn). ToMy pekoMeHAOBAaHO 3HU3HMTH 103y TOGAUTHHIOY 10
5 mr | pa3 Ha 100y B KOMOiIHAIISIX 3 IIMMHU TpenapaTaMu.

Anxanoiou dapginky. xo4a BIIMOBITHUX JOCTIDKEHb HE MPOBOAWIHU, (HIyKOHA30J, WMOBIPHO,
yepe3 iHriOyBanHs CYP3A4, Moxe COPUYMHATH TiIBUIICHHS KOHIIEHTpAIIi aaKajIoiaiB
OapBiHKY y TIUIa3Mi KpoBi (HampuKJaj] BIHKPUCTHHY Ta BIHOJACTHHY), IO MPHU3BOIUTH 0
PO3BUTKY HEMPOTOKCHUHUX €(EKTiB.

Bimamin A: MOBIIOMIISUTM, MO Y TAIli€HTa, KU OJHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KUCIIOTY (KucioTHa opma BiTaMiHy A) Ta IIyKOHA30I, CocTepiraaucs moodiuHi peakuii 3 00Ky
nenTpanpHoi HepBoBoi cuctemu (LIHC) y dopmi riceBnoTyMopy rogoBHOTO MO3KY; TaHUHA €PEeKT
3HUK TicJis BiAMiHU (urykoHazoury. Lli dikapchki 3ac00M MOKHA 3aCTOCOBYBATH OJHOYACHO, ajie
CJI TaM’ITaTH PO pU3UK BUHUKHEHHS MOOIYHUX peakiiit 3 6oky [THC.

Bopuxonason (ineioimop CYP2C9, CYP2C19 ma CYP3A4): opmHOYacHe 3acTOCYBAaHHS
BOPHKOHA30Jy nepopaibHo (1o 400 mr koxkHi 12 roawH mpotsarom 1 mgHs, moTiM 1o 200 mr
KOokHI 12 rogun npotsrom 2,5 AHiB) Ta (IykKoHa30dy mepopainbHo (400 Mr y mepuuii JeHsb,
noTiM o 200 Mr koxkHi 24 TOAWHHU MPOTATOM 4 NIHIB) 8 3M0pPOBHM JTOOPOBOJIBISIM YOJOBIYOL
crari mpusBeno a0 miaBumIeHHS Cmax Ta AUC: BopukoHa3omy B cepenHboMmy a0 57 %
(90 % AI: 20 %, 107 %) ta 79 % (90 % Hl: 40 %, 128 %) BinnmosimHo. Hesimomo, uu
MPU3BOINUTH 3HWKCHHS J03U Ta/ab0 4acTOTH 3aCTOCYBaHHS BOPUKOHA30Ily 200 (iryKoHa301y 10
ycyHeHHs1 Takoro edekty. Ilpm 3acrocyBaHHI BOpPHUKOHA30Jy Ticis (PIIyKOHA30y CIij
IPOBOJUTH CHOCTEPEKEHHS 111010 PO3BUTKY MOOIUYHUX €(EKTIB, OB’ SI3aHUX 3 BOPHKOHA3Z0JIOM.
3uoosyoun. dbaykonazon maBuirye Cmax Ta AUC 3unoByannay Ha 84 % ta 74 % BiAMoOBiAHO, 110
3YMOBJICHO 3HWKCHHSIM KIIIPEHCY 3UAOBYIUHY NpUOIM3HO Ha 45 % mpu Horo mepoparibHOMY
3actocyBaHHi. [lepion HamiBBUBEJEHHS 3UIOBYAMHY OYB TaKOX IOJOBXKCHUN MPUOIM3HO HA
128 % micast 3acTtocyBaHHs KoMOiHamii ¢uIyKoHa3oily Ta 3MIOBYAMHY. 3a TAallieHTaMH, SKi
3aCTOCOBYIOTH TaKy KOMOIHAI[IIO JIKapChKUX 3aco0iB, CJiJ CIOCTEPIraTh IIOJ0 PO3BUTKY
NOOIYHMX peakiiif, NOB’S3aHUX 13 3aCTOCYBaHHAM 3HUJOBYAMHY. MOXHa pO3IIISIHYTH
JIOTIITBHICT 3HWKCHHSI I03H 3UI0BYIUHY .

Asumpomiyun: 'y XOAI BIAKPUTOTO PAHIOMI30BAHOI'O TPUCTOPOHHBOTO IEPEXPECHOTO
JOCIIIJDKEHHSI, B SKOMY B3SUIM y4dacTh 18 370poBHUX J0OPOBOJIBIIB, OIIHIOBAJIW BIUIMB
a3uTpoOMIIMHY Ta (IykoHa3oily Ha (PapMakOKIHETHKY OAMH OJHOTO MpPH iX OJHOYACHOMY
nepopajbHOMY pa3oBOMY 3acTocyBaHHI y mo3ax 1200 mr ta 800 mr BimmoBimHo. JKomHmx
3HAYYHIMX (papMaKOKIHETUYHHUX B3aEMOJIH BUSABICHO HE OYII0.

Ilepopanvui konmpayenmueu.: TPOBOIWIHN 2 (GapMaKOKIHETUIHHUX JTOCHIKEHHS 0araTopa3oBoro
3acTOCyBaHHA (DIyKOHA30dy Ta KOMOIHOBAHOTO TMEPOpPalIbHOTO KOHTpauenTtury. Ilpu
3acTocyBaHHI (pirykoHa30dy y 1031 50 Mr BIUIMBY Ha piBeHb TOPMOHIB He OyIio, TOXI SK MpHU
3actocyBaHHiI (rmykoHazomy y nmo3i 200 mr Ha 100y cmoctepiranocs 30utbmenHs AUC
eTuHinectpaniony Ha 40 % ta neBoHoprectpeny — Ha 24 %. lle cBiguuTh mpo Te, IO
OaraTopa3zoBe 3aCTOCYBaHHS (JIIYKOHA30Jly Y 3a3HAYCHHMX J03aX HABPsJ UM MOXKE BIUIMBATH Ha
e(hEeKTUBHICTh KOMOIHOBAHOTO MIEPOPATTLHOTO KOHTPAIICTITHBY.

Ocoonueocmi 3acmocy8annsi.

Hepmamoghimis

BianoBigHO 10 pe3ymnbTaTiB HOCHIKEHHS (DITyKOHA30Iy IS JIIKyBaHHS aepMaTodiTii y miTeH,
¢iyKoHA301 HE TMepeBUIIy€e Tpu3eOPyIbBIH 3a €PEeKTHBHICTIO 1 3arajJlbHUH TOKa3HUK
epextuBHOCTI craHoBUTH MeHmie 20 %. Tomy ¢iaykoHa3on He ciiJ 3acTOCOBYBAaTH MAJis
JTIKyBaHHS AepMaTOQITii.

Kpunmoxoxos

JlokasiB  edekTuBHOCTI (IIyKOHA30ily JUIS JIIKYBaHHS KpPUNOTOKOKO3Yy I1HIIMX JIOKaJi3arlii
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(HampuKjaa JIETEHEBOrO0 KPHUITOKOKO3y Ta KPUNTOKOKO3Y IIKIPpHM) HEJOCTaTHbO, TOMY
PEKOMEHAALIIN 1010 I030BOTO PEXXKUMY JUIS JTIKYBaHHS TAKMX 3aXBOPIOBaHb HEMAE.

Inuboki endemiuni mixo3u

Jloka3iB epeKTUBHOCTI (UIyKOHA30Jy JJIS JIIKYBaHHS 1HIIUX (OPM €HIEMIUYHMX MIKO3iB, TAaKUX
SK TIAPaKOKIIUI101JOMIKO3, TICTOIIa3MO03 Ta IMIKipHO-TIM(ATUUYHUN CIIOPOTPUXO3, HEIOCTATHRO,
TOMY PEKOMEHAIIN 100 T030BOTO PEXKUMY JUIS JTIKYBaHHS TaKHX 3aXBOPIOBAHb HEMAE.
Huprosa cucmema

[Namientam i3 mopymeHHAM (QYHKLIH HUPOK (DIyKOHA30J CIiJ] 3aCTOCOBYBATH 3 O0EPEkKHICTIO
(muB. po3ain «Crocid 3aCTOCYBaHHSI Ta 031 ).

Heoocmamuicms Haonupkogux 3ano3

Ketokonazou, sk BIIOMO, CIIPUYWHSE HEIOCTATHICTh HAAHUPKOBUX 3aJI03, 1 II€ TaKOX MOXKE
cTocyBaTucs (hIyKOHA30Jy, X04ya CHOCTEepiraeThcs pinko. HemocTaTtHicTh HaIHUPKOBUX 31103,
MOB’s13aHa 3 OJJHOYACHUM JIIKYBaHHIM IPEAHI30HOM, ONKCaHa B po3nii «B3aemomis 3 IHITUMU
JTIKapChbKUMHU 3aco0aMH Ta 1HIII BUAM B3aeMmoAii. BrmiuuB ¢uykoHa3omy Ha iHIII JHiKapChKi
3aco0m».

T'enamobiniapua cucmema

[TamienTam 13 mopyIeHHIM (QYHKITIH TEeYiHKN (ITyKOHA30JI CJIiJT 3aCTOCOBYBATH 3 00EPEKHICTIO.
3actocyBaHHA ()IyKOHA30Jy AacoOIilOBATIOCS 3 BUHUKHEHHSIM PIIKICHUX BHIAAKIB PO3BUTKY
TSDKKOI TeMaTOTOKCUYHOCTI, BKJIFOYAIOYM JIETadbHI BHITQJKH, TOJOBHUM YWHOM Y TAIIEHTIB 13
TSOKKUMH OCHOBHUMH 3aXBOPIOBAHHSIMHU. Y BHIIAJKaX, KOJM PO3BUTOK TIe€NaTOTOKCHUYHOCTI
acoIlIOBaBCs 13 3acTOCYBaHHSAM (IyKOHA30iy, HEe Oyio BiJ3HAUeHO il SBHOI 3aJ€KHOCTI Bif
3arayibHOi 1T0OOBOI 703U Mpenapary, TPUBAJIOCTI Tepamii, ctaTi abo BiKy marieHTa. 3a3BHYaii
renaTOTOKCUYHICTh, CIPHYMHEHA (IYKOHA30JI0M, OOOpPOTHA, a 1i MPOSBU 3HUKAIOTH MICIHA
NPUITUHEHHS Teparnii.

3a marieHTamMu, y SKHX TPU 3aCTOCYBaHHI (DIIyKOHA30Jy CIIOCTEPITalOThCS BIAXUICHHS
pe3ynbTaTiB  QYHKIIOHAIBHUX NPOO TMEYIHKH, CIiJ BCTAHOBUTH pETEIBHUN HArJsA 10O
PO3BUTKY OUIBII TSKKOTO YPa)KEHHS TEUIHKH.

[MamienTiB cmig npoiHGOpMYyBaTH MPO CUMITOMH, IO MOXKYTh CBITYHTU MPO CEPHO3HHUM BILIHB
Ha TEYiHKYy (BUpa)k€Ha acTeHisl, aHOPEKCis, MOCTIMHA HYyAO0Ta, OJIOBaHHS Ta >KOBTSHUI). Y
TaKOMy  BHIIAJKy  3aCTOCyBaHHA  ()JIyKOHA30dy  CIiJ]  HEraiHO  NPUIIMHUTH  Ta
MPOKOHCYJILTYBATHCS 3 JIIKAPEM.

Cepyeso-cyounna cucmema

Heski azonu, y ToMy 4ducii 1 (GIyKOHA30J, acOIIIOTHC 3 MoaoBxkeHHsM iHTepBany QT Ha
enekTpokapaiorpami. @uykoHa3zon momoBxkye iHTepBan QT  HUIAXOM — MPUTHIYEHHS
BUnpsmisirouoro kajieBoro kaHany (Ii). Ilomosxkenns intepBay QT BHacmimok mii 1HIIMX
JTIKapChKUX 3aco0iB (HANpPUKIAA amioJapoHy) MOKE IMOCHIIIOBATUCS IUISIXOM MPUTHIYEHHS
dbepmenty CYP3A4 mutoxpomy P450. TToBimomisiin ipo Ay’kKe PiAKICHI BUITAKH TTOTOBXKEHHS
iaTepBany QT Ta mapoKcU3MalbHOI MUTYHOYKOBOI Taxikap/il TUIYy «IipyeT» MpH 3aCTOCYBaHHI
npenapary @®nykoHa3os. Taki TMOBIIOMJIEHHS CTOCYBAJIWCS TMAIEHTIB 13  TSHKKUMU
3aXBOPIOBAaHHAMH IPH TO€IHAHHI 0aratboX (HakTOpiB pPH3UKY, TAaKUMHU SK CTPYKTYpHI
3aXBOPIOBAHHS CEPIIs, MOPYIIEHHS €JIECKTPOJITHOIO OOMIHY Ta OJIHOYACHE 3aCTOCYBAHHS 1HIITMX
JIKapchKUX 3aco0iB, 1o BrUMBaroTh Ha iHTepBan QT. IlamieHTH 3 rinmokamieMielo Ta
IIPOrPECYIOUOI0 CEPILIEBOI0 HETOCTATHICTIO MAOTh MM1ABUIICHUIM PU3UK BUHUKHEHHSI 3aTPO3JIMBHUX
JUIS OKUTTS [UTYHOYKOBHX apUTMil Ta NapOKCH3MalbHOI ILUTYHOYKOBOI Taxikapaii Tumy
«Tmipyer».

@dykoHa30J ¢ 3 00EpeXHICTIO 3aCTOCOBYBATH Malli€HTaM 13 PU3MKOM DPO3BUTKY apUTMiil.
OnHovacHe 3aCTOCYBaHHS Pa30M 13 JIKapChbKUMU 3ac00aMH, 1110 MPOJIOHTYIOTh 1HTepBas QTc Ta
MeTabomi3yoThes 3a gomnomoroio ¢epmenty CYP3A4 muroxpomy P450, mporunokasane
(muB. po3ainu «IIpotumnokazanus» Ta «B3aemomis 3 IHIIMMH JIIKAPCBKUMH 3aco00amMH Ta 1HIII
BHJIA B3aEMOJIII» ).

Tanogpanmpun
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["anodantpun € cyocrparom depmenty CYP3A4 1 nmpononrye intepan QTc npu 3actocyBaHHI
y PEKOMEHIOBAaHUX TEPaneBTUYHUX fA03aX. OgHOYAaCHE 3acTOCYBaHHS TaloQaHTPUHY Ta
(bIyKoHa30/Ty He pEeKOMEHIYEThCs (IUB. po3ain «B3aeMomis 3 1HIMMMU JTIKapCHKUMHU 3ac00aMu
Ta 1HIII BUJIW B3aEMOJIIIN» ).

Jlepmamonociuui peakyii

[Tig gac 3actocyBaHHs (HITyKOHA30Iy PiAKO MOBIIOMIISIIM PO PO3BUTOK TaKUX €KC(OIIaTUBHUX
MIKIPHUX peakiii sk cuaapom CriBeHca — J[PKOHCOHA Ta TOKCUYHUH eMiepMaIbHIN HEKPOJTi3.
[MoBigommsimk mpo peakiii JTiKapCchbKOro 3aco0y 3 €03MHO(DINIEI0 1 CHCTEMHUMH CUMITOMAMU
(DRESS).

[Mamientn, xBopi Ha CHIJ, OimbIn CXWIBHI 1O PO3BUTKY TSDKKHMX IIKIPHUX peakIiii mpu
3aCTOCYyBaHHI 0aratbox JIKapChKUX 3aco0iB. SIKIO y Mali€HTa 13 MOBEPXHEBOI TPUOKOBOIO
iH(eKIie0 3’ ABISAIOTHCS BUCHUIIAHHS, SIKI MOXKHA IOB’A3aTH 13 3aCTOCYBAaHHSAM (pIIyKoHa301y,
nojajibllie  3aCTOCYBaHHS — Iperapary  CliJ NOpunuHUTH. SIKmo y  maiiedra 3
1HBA3MBHOIO/CHCTEMHOIO TPHUOKOBOIO 1H(EKIIEI0 3 ABISIOTHCS BUCHUIAHHSA Ha MIKipi, 3a HOro
CTAHOM TOTPIOHO PETETBHO CIOCTEpIraTH, a y BHIMAAKY PO3BUTKY OyJIhO3HUX BHUCHIIAHb a00
MYJIbTH(QOPMHOI €pUTEMH 3aCTOCYBAHHS (PIIYKOHA30JTy CIIiJl IPUIHHUTH.

T'inepuymnusicmo

VY pimkicHEX BUMAAKaX MOBIAOMISUTH MPO PO3BUTOK aHA(IIAKTUYHUX pEakKmiil (IuB. po3Ail
«IIpoTurnokazanus).

Lumoxpom P450

®dnykonazon € momipauM iHTIOITOpoM depmenTiB CYP2C9 ta CYP3A4. Takox ¢diaykoHa3onl €
notyxHuM iHTiOITOpoM (depmerty CYP2C19. Crmig cmoctepiraTé 3a CTaHOM TMAIli€HTIB, SKI
OJIHOYACHO 3aCTOCOBYIOTH (DJIYKOHA30J Ta Mpenapatd 3 By3bKUM TEPAaNeBTUYHUM BIKHOM, IIO
metabomnizyoTbes 3 ydactio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3nin «B3aemomis 3
IHITUMU JIIKAPChKUMU 3ac00aMu Ta 1HII BUAW B3aEMOIN ).

Tepghenaoun

Cnig peTenpbHO CIOCTEpIraTd 3a CTAHOM TAIll€eHTa TPH  OJHOYACHOMY 3aCTOCYBaHHI
TepdeHanuny Ta gaykonazony y g03i meniie 400 mr Ha 100y (auB. po3aimu «lIpoTumokazaHHsD
Ta «B3aemois 3 THIIMMU JIIKAPCHKUMH 3aC00aMHM Ta 1HII BUIA B3a€EMOII).

Kanouoos

JocnmiokeHHs MoKa3aiad 30UTbIICHHS TOMUpeHocT iHdekmii Bukaukanux uaamu Candida,
BigmiaHuMU Bin C. albicans. YacTo 1i BUAM € PUPOAHO pe3ucTeHTHUMU (Hanpukian C. krusei
ta C. auris) abo MEMOHCTPYIOTh 3HWXKEHY 4yTIuBICTH M0 (uykonazonmy (C. glabrata). Taki
iH}eKil MOXYTh NMOTpeOyBaTH albTEPHATUBHOI MPOTHTPUOKOBOI Tepamii Micas HEBAAJIOro
nikyBaHHS. ToMy JTiKapsiM PEeKOMEHIYEThCS BPaXOBYBATH MOIIUPEHICTh PE3UCTEHTHOCTI Pi3HUX
BuniB Candida no dbaykoHazomy.

JlonomisxcHi peyosunu

[eit mikapcbkuii 3aci06 MiCTUTB:

7,7 mmoub (abo 177 mr) Hatpiro Ha 103y 100 mr (50 mi);

15,4 mmonb (abo 354 mr) HaTpiro Ha 103y 200 mr (100 mo);

30,8 mmors (a6o 708 mr) Hatpiro Ha 103y 400 mr (200 M),

Cnin Oyt o0OepeXHHMM TpUM 3aCTOCYBaHHI Malli€HTaM, SKi JOTPUMYIOThCS [TIETH 3
KOHTPOJIbOBAHMM BMICTOM HaTPiIO.

3acmocysanus y nepiod sacimuocmi abo 200y8anHs epyooro.

Bazimuicmo

3a maHuMU 00CepBaIiitHOTO AOCTIHKEHHS, ICHYE MiIBUINEHUNA PU3UK CIIOHTAHHOTO abopTy Y
KIHOK, SIKI OTpUMYyBasU (uIyKoHa30:1 | mepuoro TpuMecTpy BariTHOCTI.

Janl gocmigKeHb KUIBKOX THCSY BariTHUX OKIHOK, $KI OTPUMYBaJIM 3arajibHl JI03H
¢anykonazony < 150 wmr mpotsirom | TpumecTpy BariTHOCTi, BKa3ylOTb Ha BiJICYTHICTh
301IbIIECHHS 3arajlbHOTO PU3MKY BaJ PO3BUTKY IUI0Aa. B omHOMY Benmukomy oOcepBariiiHOMy
KOTOPTHOMY JIOCJIIJ)KEHH1 BIUIMB IE€POPANBbHOTO 3acTOCYBaHHS (iykoHa3ony mnpotsrom |
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TPUMECTPY BariTHOCTI aCOLIFOBABCS 3 HEBEIMKUM 30UTBIICHHSIM PU3UKY BaJl PO3BUTKY KICTKOBO-
M’S130BO1 CHCTEMH, IO BiAmoBigae mpubmm3Ho 1 gomatkoBomy Bumanaky Ha 1000 kiHOK, sKi
OTPUMYBAIM CYKyTHI 03¢ < 450 Mr, y MOpiBHSIHHI 3 )KIHKaMH, K1 OTPUMYBAJIM MICIIEBI a30JIH,
Ta npubaM3HO 4 noAaTkoBUM BHnazkaM Ha 1000 XiHOK, SKi OTPUMYBAJIM CYKYIHI JO3M Okl
Hik 450 mr. CkopuroBanuii BiiHOCHHM pu3uk ctaHoBuB 1,29 (95% (A1) 1,05-1,58) nns 150 mr
nepopansHoro rmykonazony Ta 1,98 (95% (A1) 1,23-3,17) ansa 103 dhaykoHa30my OLMBIIMX HIXK
450 mr.

[ToBimomiisii PO YMCIIEHHI BPODKEHI Bagyl y HOBOHAPOKEHUX (BKIIOYAOUM Opaxinedatiro,
JTUCIIIA31F0 BYIITHOI PAKOBWHHU, HaaMipHE 30UIBIICHHS TEPEIHBOTO TIM SUKa, BUKPUBJICHHS
CTETHA, ITUICYONIPOMEHEBHI CHHOCTO3), MaTepi SKUX NpUMaIl BHUCOKI 103U (hIyKOHA30ITy
(400-800 mr/no6y) mpotsirom mnpuHaMHI 3-x abo Ougblie MICAIIB A JIKYBaHHS
KOKIM/1101103y. 3B’ 430K MK 3aCTOCYBaHHAM (DTyKOHA30J Iy Ta IMMH BHUIIAJKaMH HE BU3HAUCHUH.
JlocnimkeHHs: Ha TBapUHAX MMPOJIEMOHCTPYBAIIU PETIPOTYKTUBHY TOKCUYHICTD.

He cnixg 3acrocoByBatu 3BHYaiiHI 703U (DIYKOHA30dy Ta KOPOTKOTPHBAJI KypCH JIKYyBaHHS
(bIyKOHA30JI0M y TIEpi0J] BariTHOCTI, 32 BUHATKOM KPaitHbOT HEOOX1HOCTI.

He cnig 3actocoByBaTHM BHCOKI [03M (PIyKOHA30ily Ta/ab0 TpuBaji KypcH JIIKyBaHHS
GIyKOoHA30JI0M Yy TIEpioJl BariTHOCTI, 3a BUHATKOM JIKyBaHHS 1H(EKIIH, M0 MOXYTh
3arpoKyBaTH KHUTTIO.

T'ooysanns epyoor

@DyKOHA30J1 IPOHUKAE y TPYAHE MOJIOKO Ta J0CIrae KOHLEHTpAIil MoAiOHOT 10 piBHA y IUIa3Mi
KpoBi (AuB. po3ai1 «DapMaKoJIOTI4HI BIACTUBOCTI»). ['0yBaHHS TPYAII0 MOYKHA TTPOIOBKYBATH
icJIs Pa30BOr0 3aCTOCYBaHHS 3BHUANHOI 103U (PIIyKOHA30I1y, 10 CTaHOBUTH 150 mr.

['ogyBaTu TpyaII0 HE PEKOMEHIYEThCS MPU OararopazoBOMy 3aCTOCYBaHHI (IyKOHa301y abo y
BUCOKHX J103aX. CJIiJl OLIHUTH KOPHCTh TOAYBaHHS IPYUIIO ISl PO3BUTKY Ta 310pOB’S JUTHUHH, a
TaKOXX KIHIYHY TOoTpeOy Martepi y mpemnapati ®iaykoHa3zon 1 Oyap-sAKi MOTEHINHI MOOIYHI
edexTn npernapary ab0 OCHOBHOT'O 3aXBOPIOBAHHsS MaTepi Ui JAUTUHH, KA OTPUMYE TpyAHE
BUTOJIOBYBaHHS.

DepmunvHicmo

@d1yKOHA30J1 HE BIUTMBAB Ha (PEPTHIIBHICTH CaMIIiB Ta CAMOK ITYypiB.

30amuicmv enausamu Ha WEUOKICMb pearkyii npu KepyeaHHi asmompaHcnopmom abo iHuumu
Mexanizmamu.

Jocnimkens BIUTMBY (hIIyKOHA30JTy Ha 3/1aTHICTh KEpyBaTH aBTOTPAHCIIOPTOM ab0 MpaIfoBaTH 3
IHITMMH MEXaHI3MaMH1 He POBOTUIIH.

[TamieHTiB cmig mpoiHGOpMyBaTH TMPO MOXKIHMBICTh PO3BUTKY 3allaMOpPOUYEHHS abo CyaoM
(muB. po3nin «lloGiuni peakiii») mig yac 3acTocoByBaHHS mpenapary Pmykonaszon. Ilpu
PO3BUTKY TaKMX CUMITOMIB HE PEKOMEHAYEThCSI KEpyBaTH aBTOTPAHCIOPTOM ab0 MpalloBaTH 3
IHITUMH MEXaHi3MaMHU.

Cnoci6 3acmocysannsa ma 0o3u.

Jlo3a haykoHa30Ty 3aJICKUTh BT BUAY 1 TSKKOCTI TpUOKOBOI 1H(EKITii.

IIpu HeoOXximHOCTI 06araropa3oBOro 3aCTOCYBaHHA IMpenapary JiKyBaHHA iH(QEKUINd ciifg
MIPOJIOBXKYBATH JI0 3HUKHEHHs KIIHIYHUX Ta JIA0OpAaTOPHUX MPOSIBIB aKTUBHOCTI TPUOKOBOI
iH¢exuii. HemoctaTHs TpUBANICTh JIIKYBaHHS MOXE MPU3BECTH JO BIJHOBJICHHS AaKTUBHOTO
1H(]EKIIHHOTO MPOIIECy.

DyKOHA30J1 CINiJT 3aCTOCOBYBATH, 3aJI€KHO BiJ] JIIKapchkoi (hopMu, mepopaibHo (Karcynin) abo
[UISIXOM BHYTPIITHBOBEHHOT 1H(DY311 (po3unH s iHDy3ii). Crnocid 3acTocyBaHHS Ipenapary
3aNIe)KUTh BiJ KIIHIYHOTO CTaHy mamieHTa. Hemae HEoOXimHOCTI y 3MiHI J1000BOI 103U
(bayKoHa30Ty TIPH 3MiHI NIIAXY WOTO 3aCTOCYBAaHHS 3 MEPOPATBHOTO Ha BHYTPINTHHOBEHHUN Ta
HaBIAKH.

Pozuun muist iHGY31i o117y BBOAUTH 31 NIBUIKICTIO, 110 HE TiepeBuIrye 10 Mi/xs.

Cymicnicms npenapamy
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®dykoHa30J1, PO3UMH 715 1HDY31M CYMICHHI 3 TAKUMH PO3YMHAMU SIK:

— 5 % 1a 20 % pO34UH IITIOKO3H;

— po3uuH PiHrepa;

— po3unH XapTMaHa;

— PO3YMH KaJiio XJIOPHUIY y TIHOKO31;

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

— 3,5 % po3uuH aMiHO3UHY;

— 0,9 % po3uuH HATPiIO XJIOPUAY;

— nianaduexc (6,36 % po34uH IS IHTPANIEPUTOHEAEHOTO JT1ai3y).

OnykoHa30J1 MOXKHAa BBOAMTH B 1H(]Y3ilfHY cuCTeMy pa3oM 3 OJHHM 13 3a3HAYCHHUX BHIIE
po3unHiB. Xo4ya BHUIAJKK HecmenudigHOi HEeCYMICHOCTI Tpemapary 3 IHIIMMH 3acob0amMu He
OIMCaHi, HEe PeKOMEHY€eThCs 3MinTyBaT DIyKoHa30 3 IHIIMMHU Ipenapartamu nepes iHdysiero.
Po3unH nns BHYTpIIIHBOBEHHHMX 1H(MY31M MPU3HAYEHWN JIMIE JJIs Pa30BOT0 3aCTOCYBaHHS.
Po3Benenns cmig 3AifCHIOBAaTH B aceNTHMYHMX yMOBax. Po3uMH HEOOXiIHO MeEpeBipUTH Ha
HasBHICTh CTOPOHHIX YaCTHHOK Ta 3MiHYy 3a0apBiieHHs. PO34MH CIiJi BUKOPHUCTOBYBATH JIHIIIC
TOJi, KOJMM BiH MPO30pPUH Ta HE MICTUTh CTOPOHHIX YaCTMHOK. HEBHKOpHCTaHI 3aJIMIIKH
npenapary HeoOXiTHO 3HUIIUTH.

[opocni

Kpunmoxokos

— JlikyBaHHS  KpUOTOKOKOBOTO  MEHIHTITY:  HaBaHTaXyBajbHa /1032  CTaHOBUTH
400 mr y mepumwmii nens. IlinrpumyBanbhna no3a — 200-400 mr 1 pa3 Ha noOy. TpuBamicTb
JIKyBaHHS 3a3BUYail CTAaHOBUTH HIOoHaWMeHIIe 6—8 TwxkHIB. [Ipu iH(DEKIiAX, M0 3arpoKyOTh
KHUTTIO, T0OOBY 7103y MOXKHA 3011bmMTH 10 800 MT.

— IligTpumyBanbHa Tepamis sl TONEPEIHKCHHS PEIUAUBY KPUNTOKOKOBOTO MEHIHTITY Yy
MAI[IEHTIB 3 BUCOKHM PH3UKOM HOTO PO3BUTKY: PEKOMEHIOBaHA J03a MpemapaTy CTaHOBUTH
200 mr 1 pa3 Ha 700y MPOTATOM HEOOMEKEHOTO Yacy.

Koxyuoioioos. PexomenmoBana no3a craHoButb 200-400 mr 1 pa3 Ha no0y. TpuBamicTh
JTiKyBaHHS CTaHOBUTH |1-24 Mmicsll um MOBIIE 3aJeXHO Bif cTaHy mamieHTa. [[nst mikyBaHHs
neskux ¢dopm iHGeEKIi, a 0coOJMBO JUIsl JIIKyBaHHS MEHIHTITY MOXe OyTH JOIUIBHAM
3acrocyBaHHA 1031 800 Mr/mo0y.

Insasusni  kanouooszu. HamanTaxyBanpbHa 103a cTaHOBUTH 800 Mr y mepmmi JeHb.
[MigrpumyBanbHa no3a — 400 Mr 1 pa3 Ha 100y. 3a3BHUail peKOMEH/J0BaHA TPUBAIICTH JIIKYBAaHHS
KaHAWEeMii CTaHOBUTH 2 THWKHI MICIA TEPIIMX HETaTHUBHUX PE3yJIbTAaTIB TE€MOKYJIbTYPH Ta
3HUKHEHHS 03HAK 1 CUMIITOMIB KaHIUIeMII.

Kanouoos cauzoeux obonronok

— Kangumo3 poTornoTku: HaBaHTaxyBajdbHa 103a cTaHOBUTH 200—400 Mr y mepmuii AeHb,
niaTpumyBanibHa go03a — 100-200 mr 1 pa3 Ha no0y. TpuBamicTh JiKyBaHHS CTaHOBHTH
7-21 neHb (IO MOCSATHEHHS peMicii), ame Moxe OyTH 30UIbIIeHA AJISl TAIIEHTIB 13 TSKKUM
iMyHOE(DILTUTOM.

— Kannunos crpaBoxody: HaBaHTaKyBajibHa Jo03a cTaHOBUTH 200—400 mr y mepuiuii AeHb,
nmiaTpumyBanibHa go03a — 100-200 mr 1 pa3 Ha no0y. TpuBamicTe JiKyBaHHS CTaHOBHTH
14-30 nHiB (10 MOCSATHEHHSI pemicii), ajme Moke OyTu 30uTbIlieHa IS TAII€HTIB 13 TSHKKUM
iMyHOIE(DILIUTOM.

— Kanmunaypisa: pexomengoBaHa po3a craHoBuTh 200-400 mr 1 pa3 Ha m00y mHpoOTATOM
7-21 nuiB. [lns mamieHTIB 13 TSDKKUM  IMYHOJAE(MIIUTOM TPHUBATICTH JIKYBaHHS MOJKHA
30UTBIIHTH.

— XpoHiuHHN aTpoiUHUN KaHIUI03: PEKOMEHAOBaHa /103a cTaHOBUTH 50 Mr 1 pa3 Ha m00y
npotsirom 14 nHiB.

— XpOHIYHMH KaHIUA03 WIKIpU Ta CIW30BUX OOOJIOHOK: PEKOMEHJIOBaHA J103a CTAHOBHTH
50-100 mr 1 pa3 Ha moOy. TpuBamicTh JIKyBaHHA CTaHOBUTH N0 28 AHIB, aje MoOxe OyTh
301JIbIIIEHA 3aJIEXKHO BiJ TSDKKOCTI Ta BUAY 1H(DEKIii a0 3HUIKEHHS IMYHITETY.
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Ilonepeooicenns peyuousy KaHouoo3y Ciuzosux 000a0HOK y nayienmie 3 BIJI, axi maromo
BUCOKUL PUZUK 1020 PO3GUMKY

Kannnno3 poTornotku, KaHIuA03 CTPABOXOAY: pEKOMEHAOBaHa 1o03a cTaHoBUTH 100-200 mr
1 pa3 Ha 100y a6o 200 mr 3 pa3u Ha THXKACHb. TPUBATICTH JIIKYBaHHS € HEOOMEXKEHOIO JUIs
MAII€HTIB 13 TPUTHIYCHUM IMYHITETOM.

Ipoghinakmuka Kanoudo3Hux iHgexyii y nayienmis i3 mpusanoio HeumponeHieio
PexomennoBana no3a ctanoBuTh 200—400 mr 1 pa3 Ha n00y. JlikyBaHHS CIi PO3MOYMHATH 3a
KUIbKa JTHIB JI0 OYIKYBaHOT'O PO3BUTKY HEUTPOMEHII Ta MPOJOBXKYBATH MPOTATOM 7 JHIB MICIS
MiBUIICHHS KUIBKOCTI HEUTPOQiTiB OHAT 1000/mn>.

[arieHTH JITHHOTO BIKY

Jlo3y HeoOXiaHO MiIOMpaTH 3aleXHO BiA cTaHy (QyHKUiH HUPOK (muB. «IlamieHTH 3 HUPKOBOIO
HEJIOCTATHICTIO» HIDKYE).

[MarieHTH 3 HUPKOBOIO HEJIOCTATHICTIO

®yKOHA30JI BUBOJUTHCS 3 OpPraHi3My IMEPEBaXHO 3 CEUel0 y He3MiHeHOMYy Burismi. [lpu
pPa30BOMY 3aCTOCYBaHHI KOpUTYBaTH 103y (hIykoHa3omy He moTpiOHo. Ilamienram (BKIOYaroun
JiTel) 13 MOpymeHHsM (QYHKIH HUPOK TMPH HEOOXIMHOCTI 0araTopa3oBOr0 3aCTOCYBaHHS
GbayKoHa30y y TEpIIMA JIeHb JIIKYBaHHS CIIIJl 3aCTOCOBYBaTH IMOYATKOBY a03y S50—400 mr
3aJIeKHO BiJI PEKOMEHJOBAHOI /I TOKa3aHHsS 1000Boi mo3u. [licns 1mporo mo0oBy m03y
(3a51eKHO BiJl IOKA3aHHs) CJiJI PO3paxoByBaTH BiIMOBIIHO O TaOIMIII HIDKYE:

Knipenc kpeaTusiny (Mi1/XB) Bi1coTOK Biji peKOMEHI0BAHOT 1031
> 50 100 %

< 50 (6e3 remomianizy) 50 %

I'emomiamnis 100 % micast KOXKHOTO TeMOTiaizy

[Mamientn, ski nepedyBalOTh Ha TeMoiani3i, MoBUHHI oTpuMyBaTd 100 % pexoMeHI0BaHOI 103U
MiCas KOXKHOTO Temojianizy. Y HeHb, KONH [Jialmi3 HE NPOBOJIUTHCS, MAIIEHT TOBHUHEH
OTPUMYBATH J103Y, BIIKOPUTOBaHY 3aJISKHO BiJl KIIIPEHCY KPEaTHHIHY.
[MarieHTH 3 NOpYIEeHHSIM QYHKIIHI NeYiHKN
@OyKOHA30JI CIiJI 3aCTOCOBYBaTH 3 OOEPEKHICTIO Mali€HTaM i3 MOPYUIEHHAMHU (QYHKIIN
MEYiHKM, OCKUIBKHM 1HQopMaIii om0 3acTocyBaHHS (IIYKOHA30Jly I KaTeropii marieHTiB
HEOCTaTHBO (UB. po3aian «OcobmuBocTi 3acTocyBaHHM» Ta «[1o0iuHI peakmii»).

1T
He cnin nepeBuiiyBat MakcuManbsHy 1000BY 103y 400 wmr.
Sk 1 mpu aHANMOTTYHUX 1HQPEKIIAX Y TOPOCTUX, TPUBAIICTD JIIKYBAaHHS 3aJICKUTH Bijl KJIIHIYHOT Ta
MIKOJIOT14HOI BianoBiai. @irykoHa30I1 3acTocoByBaT 1 pa3 Ha 100y .
JlozyBaHHsS mpenapary s JAiTedl 13 mopymeHHAM (QYHKIIH HUPOK HABEACHO Yy pO3Iiii
«ITarieHTH 3 HUPKOBOIO HEIOCTATHICTION.
®apMakoKiHETUKY ()IyKOHA30dy HE JOCHIUKYBAIM y JITed 13 HHUPKOBOIO HEIOCTaTHICTIO
(muB. HIOKYe  1H(MOpPMAII0 IIOAO0 3aCTOCYBaHHS  HOBOHAPO/DKEHMM, Y  SKHX  9acTo
CIIOCTEpIraeThCsl IEPBUHHA HE3PLTICTh HUPOK).
Jlimu sixom 6i0 12 pokie
3aexHO BiJ] MacH TiJia Ta MyOEepTaTHOTO PO3BHUTKY JIIKAPIO CIIiJ OLIHUTH, fKa 7032 Mpenapary
(mmst mopocnux abo IS ITeH) € ONTHUMANIbHOI A mamieHTa. KimiHigHl gaHi cBig4aTh Tpo Te,
oo y nited kimipeHc (IyKkoHA30ly € BHIUM TMOPIBHIHO 3 JOPOCIMMH. 3aCTOCYBaHHS
103 100, 200 ta 400 mr mopocnum Ta 103 3, 6 Ta 12 MI/KT miTSM TPU3BOIUTH 10 JOCSATHEHHS
CHIBCTaBHOI CHCTEMHOT €KCTIO3HIII1.
Jlimu gixom 6i0 28 ouis 0o 11 poxkis
— Kaamumo3m  cnu3oBux  000JOHOK: TMOYaTKOBAa /1032 CTaHOBUTH 6  Mr/kr/moOy,
miaATpUMyBaibHa 11032 — 3 Mr/kr 1 pa3 Ha mo0y. [lowaTkoBy 103y MOKHa 3aCTOCOBYBaTH B
HEepHIMA eHb 3 METOIO OLIBII MIBUIKOTO JOCATHEHHS PIBHOBa)KHOI KOHIICHTpALlii.
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— IHBa3MBHI KaHJM03M, KPUITOKOKOBHI MEHIHTIT: [03a IMpenapary CTaHOBUTh 6—12 mr/kr
1 pa3 Ha 100y 3aJIeXKHO Bij CTYIEHS TSXKKOCTI 3aXBOPIOBAHHS.

— IligTpumyBasibHa Tepamisi AJIA TONEPEHDKEHHS PEIUANBY KPUMNTOKOKOBOTO MEHIHTITY Yy
JITeH 13 BUCOKMM PU3UKOM HOTO PO3BHUTKY: /1032 MpemnapaTry CTaHOBHTh 6 MI/Kr 1 pa3 Ha 100y
3aJICXKHO BiJ] CTYIICHS TSDKKOCTI 3aXBOPIOBAHHS.

— Ilpodinaktuka KaHIWAO3IB y MALi€HTIB 3 IMyHOAe(]IIMTOM: J03a Ipernapary CTaHOBUTH
3—12 mr/kr 1 pa3 Ha 100y 3aJ€XKHO BiJl BUPQKEHOCTI Ta TPUBAJIOCTI 1HIYKOBAHOI HEHUTpoOMEHil
(IMB. 103U JJIS1 AOPOCIINX ).

Himu gixom 6i0 HapoddicerHs: 00 27 OHi8

Y HOBOHApO/KEHHUX (PIIYKOHA30JI BUBOJAUTHCS 3 OpraHi3My MoBiUIbHO. JlaHi 3 (hapMaKkOKiHETHKH,
Ha SKUX 0a3yIOThCS O3 JJIA TOHOUICHHX HOBOHAPO/DKCHHX, 3a3HAYCHI HIDKYE, HABEICHO B
po3aini «dapMakoIOTiuHI BIACTUBOCTI».

—  JloHomieHi HOBOHapOKeH1 BikoM Bia 0 10 14 mHIB: 103U, aHATOTIYHI 3a3HAYEHUM BHUIIE [
niter BikoM Big 28 aHiB 10 11 pokiB, citij 3acTOCOBYBaTH KOxHI 72 ronuuu. He cmin
NEepEeBUIIYBAaTH MAaKCUMAIIbHY JI03Y, 110 CTAHOBUTH 12 MI/KI KOKHi 72 TOJUHH.

— JloHomieHi HOBOHApOHKEHI BiKOM Bix 15 10 27 mHIB: 103U, aHAJOTIYHI 3a3HAYCHUM BHIIE
Uit iTed BikoMm Bimg 28 mHiB g0 11 pokis, ciim 3actocoByBaTu KokHi 48 roguH. He cmin
MEePEBUIIYBaTH MAaKCUMAJIBHY JI03Y, 110 CTAHOBHUTH 12 MTI/KT KOXkHi 48 TOIUH.

Jimu.

[Ipenapat 3aCTOCOBYBATH IITSM BiJl HAPOHKEHHS, TUB. po3/ia «Crocid 3aCTOCYBaHHS Ta I03W».

Ilepeoo3ysanns.

OTpuMaHO TOBIJOMJICHHS MPO Mepeno3yBaHHs (IyKOHA30J0M; OJHOYACHO TMOBILIOMIISIIH IIPO
TaTIOIMHALI Ta MapaHOIAAIbHY MTOBEIIHKY.

[Ipu nepeno3zyBaHHI HEOOX1THO MPOBECTH CUMITOMATUYHY MiATPUMYBAJIbHY Tepariio Ta y pasi
HEOOXITHOCTI IPOMHTH IIUTYHOK.

DyKOHA30J1 3HAYHOIO MIPOI0 €KCKPETYEThCA 3 ceueto; (popcoBaHmii Iiype3 MOXke MPUCKOPUTH
BHUBEICHHS mpemapary. CeaHc TeMoianizy TPUBATICTIO 3 TOAWHM 3HWKYE PiBEHb (DITyKOHA30TY
y maa3Mi kpoBi mpubau3Ho Ha 50 %.

Il06iuni peaxuii.

[ToBimoMisuT PO peakinii JIKapchKOro 3aco0y 3 €03MHO(DUIIE0 1 CHCTEMHUMH CHMITTOMaMU
(DRESS), noB’s13aHi 3 niKyBaHHAM (ITyKOHA30J0M (IHUB. po3ain «OCOOIMBOCTI 3aCTOCYBAHHS).
Haiiuactime (> 1/10) moBimomMisuik mpo Taki MOOIYHI peakIlii: TOJOBHUHN O11b, Ol1b y YepeBHIN
MOPOKHUHI, miapes, HYJO0Ta, OJIrOBaHHS, BUCHIIAHHS, 1 IBUIICHHS piBHS
ananinaminotpancdepasu (AJIT), maBumeHHs piBHA acmaprataminoTpancdepasu (ACT),
IiABUILEHHS PiBHS JIy’KHOI ocdaTazu KpoBi, BACUIIAHHS.

JInst OIIHKM YacTOTH BUHUKHEHHS MOOIYHUX peakiliii BUKOPUCTOBYIOTh TaKy KiacHQiKaIliio:
oyxke yacto (> 1/10), wactro (Bimx > 1/100  mo < 1/10), HewacTO
(Big > 1/1000 mo < 1/100), piako (Bix > 1/10000 mo < 1/1000), myxe piako (< 1/10000), gactoTta
HEBiJJOMa (4acTOTy HE MOXHA OI[IHUTH HA IiJCTaBl HASIBHUX JaHUX).

Topywenus 3 6oky cucmemu Kposi ma aimgamuunoi cucmemu

Heuwacro: anemis.

Pinko: arpanynonuTo3, JIEUKOMEHisl, TPOMOOIMTOIICHISI, HEUTPOTICHIsI.

THopywenns 3 60Ky iMyHHOI cucmemu

Pinko: anadinakcis.

Topywennsa 06Mminy peuo8uH, memadonizmy

Heuvacrto: 3HUXKEHHS anleTUTy.

Pinko: rinepxonectepuHeMis, TinepTPUTITILIEPUAEMis, TIOKATIEMISL.

Icuxiuni poznaou

HeuacTo: O€3COHHS, COHIIMBICTD.
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Hesponoeiuni posnaou

YacTo: royioBHUH O1JIb.

Heuacro: cynomu, mapecresisi, 3al1aMOpPOYEHHSI, TOPYIICHHS CMaKy.

Pinko: Tpemop.

Tlopywenus 3 60Ky opeaHie ciyxy ma 6ecmubyIapHo20 anapamy

Heuacro: BepTuro.

Kapoianvni nopywenns

Pigko: mapokcu3ManbHa IUTYHOYKOBA TaxXiKapAis THUILY «IipyeT», MmoaoBxeHHs iHTepamy QT
(muB. po3ait «OcoOIUBOCTI 3aCTOCYBAHHS ).

L Inynko6o-kuwikosi po3naou

YacTo: 6ib y uepeBHil MOPOKHUHI, HYI0Ta, Alapesi, OJFOBaHHS.

Heuacro: 3amop, aucrnercis, METEOPU3M, CYXIiCTh Y POTI.

Po3znaou ecenamobiniapnoi cucmemu

Yacro: migBuIIEeHHS piBHA  anaHiHamiHoTpaHcdepasu  (AJIT), miaBumieHHs — piBHSA
acraptataminoTpancdepasun (ACT), miaBumeHHs piBHS Jy)HOT (ocdara3u (auB. po3aia
«Oco0IMBOCTI 3aCTOCYBAHHS).

HeuacTo: xonectas, *OBTSHUIS, MiABHILEHHS pPiBHA OuipyOiHy (muB. po3ain «OcoOnMBOCTI
3aCTOCYBaHHS).

Pigxo: meuiHkoBa HENOCTAaTHICTh, T'€MATOLETIONSIPHUNA HEKPO3, T'eMaTUTH, TeHaTOLEIOsIpHE
ypakeHHsI (IuB. po3aia «OcoOIMBOCTI 3aCTOCYBAHHS ).

3minu 3 60Ky wKipu ma nIOWKIPHOT KITMKOBUHU

Yacto: Bucunanus (auB. po3aist «OCoOIUBOCTI 3aCTOCYBaHHS» ).

Heuwacto: MeaukamMeHTO3HMI JepMaTUT (BKIIOYAlOYM  (PIKCOBAHUI  MEIUKAMEHTO3HUI
JIEPMaTHUT), KPOMHUB’SHKA, CBEPODK, MiABUIIEHE MOTOBUIICHHS (IUB. po3nil «OcoOIMBOCTI
3aCTOCYBAHHSD?).

Pinko: TokcW4HMI emigepMaNbHUN Hekpoidi3, cuHapom CriBeHca — JI)KOHCOHA, TOCTpUUA
reHepalli3oBaHUi €K3aHTEeMaTO3HHUM MyCTYJIb03, eKC(POIIaTUBHUI NEepMATHT, aHT10HEBPOTHYHHMA
HaOPsIK, HAOPSIK 00MYYst, amomnertist (AuB. po3ist «OCOOIMBOCTI 3aCTOCYBaHHS» ).

Hegsingomo: peakuii jgikapcbkoro 3aco0y 3 eo3unodiniero i cuctemanmu cumntomamu (DRESS).
Topywenns 3 60Ky onopHo-pyxo8oi cucmemu ma Cnouy4Hoi mKAHUHU

Heuwacro: mianris.

3azanvni poznaou

Heuwacro: migBuIieHa BTOMITIOBaHICTh, HE3Ty>KaHHS, ACTEHIs, TapsUKa.

Himu

Yacrora Ta Xapakrep MOOIYHUX peakiliil 1 BiAXWIEHb BiJl HOPMU Pe3yJbTaTiB JaObOpATOPHUX
aHaJI31B y X011 KIIHIYHUX JOCIIKEHb 32 YYacTIO JITEH CIIBCTaBHI 3 TAKUMH Y JTOPOCITHX.
[oBinoMIIEHHS PO MMiI03PIOBaHi MOOIYHI peakiii

[ToBimomyieHHST PO MiAO3PIOBaHI IMOOIYHI peakIlii MiCas peecTpallii JIKapchKOro 3acoly €
BOXJIMBOIO TMpoueayporo. lle mae 3Mory mpoaoBXyBaTH MOHITOPHUHT  CIiBBiJIHOIICHHS
KOPHUCTB/PU3HK JJIS BIAMOBIIHOTO JIKApChKOTO 3aco0y. MeaudHuM mpaiiBHUKaM HEOOX1THO
HOBIIOMIIATH Tpo OyJb-sIKi MiJ03pIOBaHI MOOIUHI peakiii yepe3 HallOHAJIBHY CHCTEMY
dbapmMakoHarsIIy.

Tepmin npuoamnocmi. 2 poku.

YMoBH 30epiranus.
30epirat B HEAOCTYHNHOMY JUisi AiTeld Micui. 30epiratu mpu Ttemmeparypi He Bume 25 °C.
30epiraTé B OpUTiHAIBHINA YIAKOBIII.

Hecymicnicme.

He cnig 3mimyBatu mpenapaT 3 IHIIMMH JIIKAPCBKHUMH 3ac00aMH B OJHIM €MKOCTi, OKpiM
3a3HaueHuX y po3ain «Crmocid 3acTocyBaHHS Ta JO3W.
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YnakoBka.

ITo 50 M a6o 100 mn y rurstmg, mo 1 st y mayni 3 xaprony. ITo 50 mim a6o 100 mn y
IUTSIIKAX.

Kareropis Binmycky. 3a peentom.

Bupoouuk.
TOB «tOpis-Dapm».

Micue3HaxonxeHHs BHPOOHHKA TA ajpeca Miclsi NPOBA/ZKeHHsI HOro AislJIbHOCTI.
Vkpaina, 18030, Uepkacrka 06:1., M. Uepkacu, Bys. Ko63apceka, 108. Tein.: (044) 281-01-01.

JlaTa ocTaHHBOTO Mepersay.
22.03.2022
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